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N300peTeHne OTHOCHUTCS K MHTHOWTOpAM aKTHBHOCTH Oelika KaHajga 6 TPaH3UTOPHOTO PEICTITOPHOTO
norernuaina (TRPC6). B HacTosimem m3o0OpereHnH mpexycMOTpeHsl coequHenue dopmynsl (1) wmm
ero (hapMaleBTHUECKH MpUeMIIeMasi COJb, (hapMaIleBTHUSCKHE KOMITO3UIMH, COJCPIKAIIUE COCAUHECHUE
M0 HACTOSIIEMY H300PETeHHUIO0, CIOCO0 M3rOTOBJIEHUSI COCAMHEHUI IO HACTOSIIEMY H300pPETEHHUIO M
BapUaHThl UX TEPANEBTUYECKOTO IPUMEHEHHSI.
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Hacrosimee n3o0pereHre OTHOCUTCS B IIEJIOM K O€JKaM KaTHOHHOTO KaHaJla TPAaH3UTOPHOTO PELleNTOPHO-
ro norernuana (TRPC) u, 6onee KOHKPETHO, K MHTHOUTOpaM aKTHBHOCTH OejKa KaHaia 6 TPaH3UTOPHOTO pe-
nentopHoro noternuana (TRPC6), k GpapMalieBTHIECKIM KOMITO3HIIASAM, COIEPIKAIUM YKa3aHHbIE WHTHOUTO-
PBI, ¥ K CTIOCO0aM MPUMEHEHUS TAKUX HHTHOUTOPOB.

Ipeanockliku co3naHus U300peTeHUs

Kanan TRPC6, KOTOpBIH ABISETCS WICHOM CEMEHCTBA KAaHAJIOB TPAH3UTOPHOTO PEIETITOPHOTO MOTCHITHA-
na (TRP) u KOTOpBIH MpeacTaBiseT co00i HECEICKTUBHBIM KaTHOHOTPOHHUIIAEMBIH KaHaJl, aKTUBUPYETCS IHa-
IITTTUIEPUHOM | T.I1., IPOAYIIMPYEMBIMHU B pe3ynbTaTe akTuBarun (ocdomnmmassl C, n oKka3pBaeT (HPU3UOIOTH-
yeckue u naroduznonorndeckue dpdextel. TRPC6 o0ycnosianBaeT 3 QeKTsl, Takue Kak IaToNOTHYecKas TH-
neptpodust cepaua u GuOpPo3, MPOrpecCUpOBaHNE TMOPAKEHNUS MHOKapAa NpU MBIILEYHONH AUCTPOGHH, OCTpast
JIETOYHasl Ba30KOHCTPHKIMS, MATOJIOTHYECKOE IIPOIPECCHPOBAHNE TIPH JIETOYHOHM T'MIIEPTEH3UH, WHIYyIUPOBaH-
HOW XPOHUYECKOH TUIIOKCHUCH, aliepriuyeckas peakIys IbIXaTeIbHBIX MyTeH, MUTpaNus KICTOK, TAKHX KaK HEi-
TpO(WIIBEI, TOBBIIICHHAS MPOHUIIAEMOCTh YHJOTEIHANBHBIX KICTOK IPU BOCIIAJICHUH, MATOJIOTHICCKOE YILIOMIC-
HHUE MOJOIMTOB M MPOTPECCUPOBAHUE TIIOMEPYISPHOTO MOBPEKICHHS, a TAKKe MpoNudepanus wid HHOUIBT-
panus 3710Ka4eCTBEHHBIX OITyXOJIeH, M OH B pa3HOW CTEIIEHH pacIpelesieH B TOJIOBHOM MO3Te, CepAle, JeTKUX,
MOYKaXx, TUIAIlEHTe, SMYHUKAX, celie3eHkKe U T.11. (cM., Hanpumep, J. Clin. Invest. 116:3114-3126, 2006; Dev. Cell.
23:705-715, 2012; Circ. Res. 114:823-832, 2014; Proc. Natl. Acd. Sci. USA 103:19093-19098, 2006; J. Cardio-
vasc. Pharmacol. 57:140-147, 2011; Hypertension 63:173-80, 2014; Clin. Exp. Allergy 38:1548-1558, 2008;
Acta. Physiol. 195:3-11, 2009; J. Exp. Med. 209:1953-1968, 2011; Arterioscler. Thromb. Vasc. Biol. 33:2121-
2129, 2013; PLoS ONE 5: ¢12859, 2010; Expert. Opin. Ther. Targets. 14:513-27, 2010 u BMC Cancer 13:116,
2013). Ilpn HacnencTBeHHOM (poKaIbHO-cETMEHTapHOM rioMepyiockiepose (FSGS) 6pumn naenTudumpoBaHsl
MmyTaHTHbIe BapuanTel TRPC6 ¢ nproOperenneM (GyHKIMH, U Y TAMEHTOB CO CTEPOUI-PE3UCTEHTHBIM Hedpo-
TUYECKAM CHHIPOMOM WM WIMOIATUYCCKON JICTOYHOW apTepUalbHON THIepPTeH3UEH ObUT HICHTU(UIIUPOBAH
OJTHOHYKJICOTHIHBII TTOJIMMOP(HHU3M B IIPOMOTOPHOH 00NacTH, KOTOpas yBeIMYHBaeT dkcnpeccnio mRNA s
TRPC6 (cm., manpumep: Pediatr Res. 2013 Nov; 74(5):511-6 u Circulation. 2009 May 5; 119(17):2313-2322).
Takum 00pa3zomM, cuuTaeTcs, 4To TUNepHyHKIUA U yBenndeHHas dkcrpeccuss TRPC6 oOyciioBIMBarOT maToio-
TUYECKOEe TIPOTpeccCUpoBaHre HEPPOTUIECKOTO CHHAPOMA, JISTOYHON THIIEPTEH3WHU U T.I. (CM., HampuMmep, Sci-
ence 308:1801-1804, 2005; Nat. Genet. 37:739-744, 2005; PLoS One 4: 7771, 2009; Clin. J. Am. Soc. Nephrol.
6:1139-1148, 2011; Mol. Biol. Cell. 22:1824-1835, 2011; BMC Nephrol. 14:104, 2013; Pediatr. Res. 74:511-
516, 2013 u Nephrol. Dial. Transplant. 28:1830-1838, 2013). Kpome Tor0, co00IIanoch, 9To yBeJIUMIeHHAS KC-
npeccuss TRPC6 mpucyTcTByeT npu HEPpPOTHIESCKOM CHHAPOME ¢ MUHUMAILHBIMU H3MEHEHUSIMH, MEMOPaHO3-
HOM Hedponaruu M auabetnyeckoil Heppomatun (cm.), Hanpumep, Circulation 119:2313-2322, 2009; J. Am.
Soc. Nephrol. 18:29-36, 2007 u Nephrol. Dial. Transplant. 27:921-929, 2012).

Heo06xoanmbl HOBBIE MOAXOBI 1U1st MOAy IMpoBaHust akTuBHOCTH TRPC6 u, Gosiee KOHKPETHO, HHTHOUPO-
BaHUs akTuBHOCTH TRPCO B mpemynpexiacHUM W/Wiau JeUeHHH HE(PPOTUYECKOTO CHHApPOMA, OOJIC3HH MUHH-
MaJIbHBIX W3MEHEHHH, ()OKaJbHO-CETMEHTAPHOTO TJIOMEPYIIOCKIEPO03a, KOJUIAICHPYIOIIEH TIJIOMepyIonaTHy,
MeMOpaHO3HOI HedpomaThy, MeMOpaHO3HO-TIpoaUdepaTuBHOrO riioMepynoHedpura, IGA-Hedponaruu, ocrt-
pOi MOYEYHOW HETOCTATOYHOCTH, XPOHWYECKOW MOYCYHOW HEAOCTATOYHOCTH, NUA0ETHUECKOH HepomaTww,
cercuca, JeTOYHOH THIEePTeH3MH, OCTPOro 3a00JIeBaHUS JIETKHX, CHHAPOMA OCTPOH IBIXaTeNFHONW HEI0CTaTOU-
Hoctr (ARDS), cepaeunoit HeTOCTATOYHOCTH, MHCYIIBTA, 3JIOKAYECTBEHHON OMYXOJU W MBIIIEYHOH TUCTPODUH.
CoxpaHseTcst HEOOXOIUMOCTh B CPEICTBAX, B KOTOPBIX MCIIONB3YIOTCS Pa3TUYHBIC MEXaHU3MBI AEHCTBHUS U MO-
TYT UMETh JIy4IIHe Pe3yNIbTaThl C TOYKH 3PEHUS O0JIETYeHHS CHMITOMOB, O€30MTaCHOCTH W CMEPTHOCTH TTallieH-
TOB, KaK KPaTKOCPOYHBIC, TAK U JIOJTOCPOYHBIC.

Kparkoe onucanne n300pereHus

B HacrosimeM n300peTeHn NMpesyCMOTPEHBI COSANHEHNS], KOoTopble HHrHoupytoT 6enku TRPC u, Gosee
KOHKpETHO, HHrHOupytoT Oenikn TRPC6. B oqHOM acrniekte B HacTOSAIIEM H300pETEHUN MPEAYCMOTPEHBI COeTU-
HEHUsl HAa OCHOBE OCH3MMM[a30ja, KOTOpble MHTHOMpYIOT akTuBHOCTE TRPC6. MHrnoupoBaHne akTHBHOCTH
TRPC6 MoxeT OBITh OCOOCHHO MPEANOYTHUTEIBHBIM B JICUCHHHM WIM NPEAYNPEXICHUN psiia 3a00JeBaHHH,
BKITIOUAIONUX HEPPOTHIECKUI CHHAPOM, (HOKaTHLHO-CETMEHTAPHBIN TIIOMEPYJIOCKIEPO3, MEMOPAHO3HYIO Hed-
pomaTHio, AMa0eTHIECKYI0 HE(PPOIATHIO, CEPICTHYIO HEJOCTATOYHOCTh, HHCYJIBT, OCTPOE IMTOBPEXKICHHUE JICTKUX,
CHHAPOM OCTPOH JbIXaTelbHOU HepocTaToUHOCTH (ARDS) 1 ocTpyro modedHyo HEAOCTATOUYHOCTb.

B oxgHOM acriexTe B HacTOsIIEM H300PETEHUH MTPEIYCMOTPEHBI COSINHEHHS Ha OCHOBE 3aMEIICHHOTO O¢H-
3UMHIa3071a, KOTOPBIE MOAYIUPYIOT akTHBHOCTHE TRPC6. TIpennouTuTensHO, COSTUHEHHS Ha OCHOBE 3aMeEIlCH-
HOTO OEH3MMHIA30J1a MO0 HACTOSIIEMY H300PETEHHUIO MPEACTaBIAIOT co0oit nHrnduTopsl TRPC6.

CoequHEHHST Ha OCHOBE 3aMEIIEHHOT0 OCH3MMU/1a30J1a M0 HACTOSIIEMY N300pETeHUIO MPEACTaBISIOT CO-
0011 coeAMHEHNS U COJIU B COOTBETCTBUH C hopmyoii (1)
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Taroke mpexycMmoTpeHa (apmarieBTHueckass KOMITO3MIMS, coaepiKamas (apManeBTHIECKH MPHEMIICMBIC
HAaIOJIHUTEIb, HOCUTEIb MM BCIIOMOTATEIbHOE BEIIECTBO M 10 MEHBIIEH Mepe ofHo coenuneHune Gopmysr (1)
w ee noadopmyn. dapmarieBTHUECKIE KOMITO3HINH, IIPEyCMOTPEHHBIE B HACTOSIIEM H300pETCHNH, SBIISIOT-
Cs1 TOJIXOUIIIUMH ISl IPUMEHEHUsS B JICUCHNH 3a00J1eBaHus, MoayIupyemoro aktuBHocTelo TRPC6. B onpege-
JICHHBIX aclieKTax (hapMaleBTHYECKHE KOMIIO3UIIMU 10 HACTOSIIEMY H300pPETEHHIO SBISIOTCS MOAXOISIIMMHU
JUTS TIPEMEHEHHS B JICUCHUH, HAIPUMEP, B JICYCHUH HEPPOTUIECKOTO CHHAPOMA, OOJIE3HI MHHUMAIIBHBIX H3Me-
HEHHUH, (POKaITBHO-CErMEHTAPHOTO TIIOMEPYJIOCKIEP03a, KOJUIAIICHPYIOUIEH TIOMEpYJIONaTHH, MeMOpPaHO3HOU
HedponaTuu, MeMOpaHo3HO-TIposidepaTHBHOTO TIIoMepyioHedpuTta, IGA-HedponaTun, OCTpOl MOYSTHON He-
JIOCTATOYHOCTH, XPOHUIECKOW TOYETHON HEJOCTATOYHOCTH, MUA0ETHIECKON HedpOIaTHH, CETCuca, JIETOUHOH
THIEPTEH3UH, OCTPOTO 3a00JIEBAHUS JETKUX, CEPICYHON HEIOCTATOYHOCTH, MHCYIIbTA, 3JJ0KAYECTBEHHOH OITy-
XOJIM WIA MBITIIEYHOH TuCTpodun.

Taroke TperycMOTpeH crnocol JIeYeHUs WM TPEIyNpeKICHUs 3a00JeBaHUsl Y MIIEKONUTAIONIETO, MPH
9TOM €IOCO0 MpeaycMaTpUBAET BBEICHNE MIICKOIUTAIONIEMY, HY>KIAIOIIEMYCs B 9TOM, TepareBTHIecKn 3 dex-
THUBHOTO KOJHMYECTBA IO MEHbLIEH Mepe oxHOro coeanHenus ¢popmyns! (I) mm ee moahopmyn wim dapmanes-
THYECKOH KOMITO3MIINH, COJEpIKaIleH (papMaleBTHIECKH pHUEMIIEMbIE HAIOJHHUTENb, HOCUTENh WM BCIIOMOTa-
TEJILHOE BEIIECTBO U 110 MEHbIIeH Mepe oHo coeanHenue Gopmyisl (1) mm ee mondopmyi.

Takke peIycMOTpeH Crmocod MoayaupoBanus akTHBHOCTH TRPC6 y MilekomuTaromero, mpu 3TOM CIIO-
co0 BKITIOYAeT BBEICHUE MIICKONUTAIONMIEMY, HYKIAIOMEMYCsl B 3TOM, TEpaNeBTHIECKH 3(P(HEKTHBHOTO KOJINIE-
CTBa 10 MEHBIIEH Mepe oJHOTO coeanHeHuss popmyasl (1) wu ee moadopmy wim GapManeBTHISCKON KOMIIO-
3HIINH, COeprKameil (papMaIeBTHIECKH TPUEMIIEMbIEC HATIOTHATENb, HOCHTENb WIH BCIIOMOTATEIFHOE BEIIECTBO
W 10 MeHbIeH Mepe oaHo coeauHenne Ghopmyisl (I) wm ee moadopmy:n. Jpyroit actiekT HaCcTOAIIETO U300pe-
TEHUsSI OTHOCHUTCA K Croco0y Jedenus onocpenoBanHoro TRPC6 3a0oneBanus WM HAPYIICHHUS, TIPH 3TOM CITO-
co0 npenycmarpuBaeT BBeaenue naruontopa TRPC6 mo HacTosmeMy H300peTEHHIO MAIUEHTY, HYKAAIOIEMY-
csl B Tepanuu. B HeKOTOphIX BapraHTax ocymiecTBieHus onocpenoBanHoe TRPC6 3aboneBanue wiym HapylieHue
BBIOpaHO M3 HE(PPOTHUUECKOTO CHHIPOMA, OOJIE3HW MHUHUMAJBHBIX M3MEHEHUH, (hOKaIbHO-CETMEHTApPHOTO TJI0-
MepyJIOCKJIepOo3a, KOJUIANICHPYIOWIEH  TJioMepyjonaTtud, MeMOpaHO3HOH HedpomaTtuu, MeMOpaHO3HO-
nponudepaTuBHOTO rIomMepyinoHedputa, IGA-HedponaTnn, OCTPOi MOYEUYHON HEIOCTATOYHOCTH, XPOHHYECKOH
MOYEYHOHW HEJOCTATOYHOCTH, MMabeTHUecKol HeporaTHy, Cercuca, JJETOYHOW THIIEPTEH3UH, OCTPOTo 3abore-
BaHUs JIETKUX, CHHAPOMA OCTPOH IbIxaTenbHOW HemocTaTouHOCcTH (ARDS), cepaednoil HeIOCTaTOYHOCTH, WH-
CyJIbTa, 3JIOKAYECTBCHHOM OIyXOJIM WM MBIIIEYHOH mucTpoduu. B ompeneneHHBIX ciydasx MamueHT CTpagaeT
OT He(PPOTHIECKOTO CHHIPOMA, MEMOPAHO3HOW HEPPOIIATHH B OCTPOH MMOYEUHON HEIOCTATOYHOCTH.

Taxxe mpeaycMOTpeHO IPUMEHEHNE B M3TOTOBJICHHUH JIGKAPCTBEHHOTO Tpemnapara JJs JICUeHHUs WIH Tpe-
IyTpexIeHns 3a00JIeBaHms, OMOCPEIOBAHHOTO aKTUBHOCTHI0O TRPC6, Mo MeHbIe Mepe OJHOTO COSAMHEHUS
¢dopmyasl [ mmn ee moadopmyi.

Jpyrue acieKThl M BapUAHTHI OCYIIECTBICHUS OYIyT OYCBHIHBI CIICIIMAIKNCTAM B JAHHOW O0JIACTU TCXHU-
KU U3 CJICAYIOLIETO TOAPOOHOT0 OMHCAHMSI.

IonpoOHoe onncanne n3odpeTeHUs!

Hacrosimee n3o0perenne B 00meM OTHOCHTCS K COSAMHEHMSIM (POpMyIbl I M K MX CONSAM M TayTOMepam,
KOTOpBIE MHTHOMPYIOT akTHBHOCTH Oeika TRPC u, Gosee KOHKpeTHO, MHrHOUPYIOT akTUBHOCTE Oenka TRPC6.
B wactHOCTH, HacTosIIee N300pPETEHIE OTHOCHUTCS K COSAMHEHHAM, KOTOPHIE CEIIEKTUBHO MHTHOUPYIOT aKTHB-
HocTh Oenka TRPC6.

B mepBoM BapmaHTE OCYIIECTBIICHHS B HACTOSIIEM H300pPETEHUH MPEIYCMOTPEHO COCOMHEHUE WIH €ro

Cl)apMaHeBTI/I'-IeCKI/I nmpueMiieMas CoJib B COOTBETCTBHUHU C q)OpMyHOﬁ 1
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R M,
rae p pasusiercs 0 unu 1;
B cilydae ecii p paBHsiercs 0, To R npeacTaBisier coooit Bogopon, Ci-Cy-allkuil, TaloTeH WIH THAPOKCH;
R? npecTaBisieT co0oit amuHO i aMuHO-C;-Cy-aaKu; R’ npeJcTaBisieT co00it BOIOpOI; U R* MpEeACTaBISAET

cobotii Bomopon, Ci-Cg-ankui win GpeHwr; wim
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B ciydae eciu p pasmsiercs 0, To R' u R’, B3aTbie B koMGuHALMH, 06pa3yioT KoHaeHCHpoBanHoe C3-Co-
UKJIOAKIIBPHOS KOJBIO WM KOHJACHCUPOBAHHOE 4-0-UJICHHOE TeTEPOIUKIMYCCKOE KOJBIO, coleprxamiee 1
WK 2 TeTepoaToMa KOJbIa, He3aBUCHUMO BBIOpaHHBIX M3 N, O miu S, mpu 3TOM IUKIOATKUI WIH T€TEPOITUKIT
HeO0O0s3aTeNIbHO 3aMEIleH aMHHO; R? npeacrasisieT coboit Bogopoa, Ci-Cg-ankun mwim aMuH0-C-Cy-aNKur;, u R*
MPECTaBIIseT cCOO0H BOJOPO; WITH

B ciIydae eci p paBmsiercs 1, To R' mpencrasisier co6oit NHR'®;, R' mpencrasiser coboit Bogopox, C-
Cy-ankmi, C;-Cr-nmkmoankuii, TuApokch-Ci-Cy-ankuin uiu 4-6-1ICHHBIH TeTePOIUKIOATKUI, COAep KA
OJIMH TETePOoaTOM KoJiblla, BeIOpanubiit u3 N, O wim S; R? npencraiseT coboit Bogopon, C;-Cy-ankui, ruapo-
keu-C-Cy-anxmn wm C(O)NH,; R’ npejcTaBisieT codor Bogopo, ramoreH, Ci-Cy-amkmi, C;-Cy-aTKOKCH WiH
TUOPOKCH; U R* npeacTapisiet coboit Bomopo, Ci-Cy-aKuil WU rajlorTeH; WK

B ciyuae eciu p pasusercs 0 wim 1, To C(NHR')R?, B3siThlit B KOMOMHAIMH, 06pa3syeT CIMPOLHK/IHYC-
CKUil 4-6-uNIeHHBIH TeTEePOLUKIIOATKUIT; R’ npeacTaBisier cobod Bomopon, ramoreH, Ci-Cy-amkmi, C-Cy-
ANKOKCH WJTH THApPoKcH; U R mpencTapmster co6oii BOXOPO/ HIIH FaTOTeH; WTH

B ciyuae eciu p paBHserca 1, To R' m R’, B3aThie B koMOMHALMH, 06Pa3ylOT KOHICHCHPOBAHHEIH 4-6-
YJICHHBIN TETEPOIUKI MM KOHICHCHPOBAHHBIN 3-7-4JIEHHBIA KapOOIIUKII, TIPH 3TOM T€TEPOIIUKII COJIEPIKUT aTOM
a30Ta KoJiblia U HeoOs3aTeabpHo O win 1;

JIOTIOJTHUTEILHBIA TETepOoaTOM KOJbIla, BEIOpaHHbIi n3 N, O u S, 1 mpuyeM KapOOUWKII 3aMeIleH aMUHO; U
R? MIPEeACTaBIsAET COOOH BOIOPO; 1 R* MIPEICTaBISAET COO0H BOOPOI, TAIIOTECH WIIH THAPOKCH;

R’ mpescrasiser co6oii 1 MitH 2 3aMECTHTENs, HE3aBHCHMO BBIOPAHHBIX M3 BOJOPOJA, TAIOreHa, THIPO-
kcu, amuHo, C-Cg-ankuna ninn C;-Cg-aIKoKCH;

R® npencrasmser coboit -(CR'R®)-A;

A mpencraBisieT coO0H S- WK 6-4JICHHBIA TeTepoapil, PHU ITOM TeTePOaAPIUT COACPIKUT OJIFH TeTepoaToM
Koutblia, BeIOpaHHbId w3 N, O wim S, u 0, 1 win 2 TOMONHUATETBHBIX aTOMa a30Ta KOJIbIA, IPUYEM TETEPOapHUIl
HeoOs13aTenbHO 3amenieH 0, 1 wiu 2 rpynmnamu, He3aBUCHMO BBRIOPAaHHBIMH M3 rayioreHa, 1umano, C;-Cg-anmkuna,
C,-C¢-ankenmia, C,-Cg-ankununa, C;-Cq-tiukiioankuna, ranoreH-C,-Cg-ankumna, C-Cg-ankokcu, ramorer-C;-Ce-
ankokcr, C(O)N(R™),, S(0),C;-Ce-anknna, GpeHnIa Win 5- Wi 6-9IeHHOr0 TeTepOaprIia, COAEPIKAIIEro OIUH
reTepoaToM Kouibla, BEIOpaHHbId w3 N, O wim S, u 0, 1 win 2 JONMONHUTENBHBIX aToMa a30Ta KOJIbIa, TJe He-
00s13aTENLHBIN TeTEPOAPUIHLHBIA WIH (PEHUIBHBIA 3aMeCTHTENh JonoaHuTensHo 3amemieH 0, 1 wm 2 C;-Cq-
AJKUITAMH;

R’ npencrasiseT coooit Bomopo, C-Cy-alkui Wi aMruHO;

RS npencrasiseT coooit Bogopo wiu C-Cy-aiaKur, uiu

CR'R®, B3sThII B KOMOMHALMH, 00pa3yeT 3-6-UICHHYIO UKIOANKAHANHIBHYIO TPYIIIY;

7! npeacTaBiseT coboi N miu CR“;

7° npencrasmsier codoit CR';

7° npencrasmsier coboit CR";

7} npeacTaBiseT coboi N miu CRH,

kaxbil u3 Z° u Z° uezaBucumo npezacTasisiet coboit C;

KaXKIbIi 13 R”, Rlz, R" u R uesaBucumo BBIOpaH M3 TPV, COCTOSIIEH U3 Boagopoa, rainorena, C,-Cg-
ankuna, C,-Cg-ankenuna, C,-Cy-anxkununia, C;-Cq-ankokcen, ranoren-C,-Cq-ankumna, ragoren-C,-Cgq-ankokcu, Cs-
C,-muxmnoankuia, muano, SO,C;-Cg-ankuna, (peHnma ¥ HaCHIIIIEHHOTO, YaCTUIHO HEHACHIIIEHHOTO WIJIK apoMa-
THYECKOTO S5- WM 6-WICHHOTO TeTePOIHKIIA, colepkamero 1 wim 2 retepoaTtoMa KoJblla, HE3aBUCUMO BBIOpaH-
HeIX U3 N, O u S, Ipu 3TOM TETEPOIUKI HEoOA3aTeIHHO 3aMelIeH | Wi 2 3aMEeCTHTEIIMH, HE3aBUCUMO BBI-
OpannbMu n3 C|-Cg-aNKnia U rajoreHa; npH yCIoBHH, 4YTO coenuHeHus popmyisl | He BrmovatoT 1-[7-¢pTop-6-
MeTOoKCcH- 1 -[[2-(TpudropmeTin)penwmn |metwn| -1 H-6en3nmugaszon-2-ui|-3 -nunepugnHaMuH.

Bo BTOpOM BapHaHTE OCYIICCTBICHHS HACTOAIICTO H300PCTCHUS MPEACTABICHBI COCAUHCHHS H COJIA B CO-

OTBETCTBHH C POPMYJIOi I, KOTOpBIE B 00IIEM MPECTABICHBI CTPYKTYPOI
RB
21 N/ R5
22/ \\'Q\Za/’ / R4
L] T
2 R
\24{’ H“"H.N
RZ
R @,
riae p paBusercs 0 wm 1;
B ciyuae ecim p pasmsiercst 0, To R' mpencrasmsier co6oit Bomopo, Ci-Ce-alKHIL, TATOTeH WIH THIPOKCH;
R? npexcraBmsier coboit amuro mmm amuHo-C;-Cy-ankmr; R mpencrasiser coGoit Boxopox; u R* mpencrasmser
co6oit Boopo, Ci-Cg-aimkuin uimu GeHwT; WiIH
B cydae eciu p pasmsiercs 0, To R' u R?, B3sTbie B koMGuHALMH, 06pas3yroT KoHxeHcHpoBanHOe C3-Co-
UKJIOANKIIBHOC KOJBIIO WJIM KOHJACHCUPOBAHHOE 4-0-UJICHHOE TeTEPOIUKIMYCCKOE KOJBIO, colepxamiee 1
WIK 2 TeTepoaToMa KOJbla, He3aBUCUMO BhIOpaHHBIX n3 N, O mwin S, Mpu 3TOM IUKIOATKWI WIH TeTEPOIHKIT
Heo0s3aTeIbHO 3aMEIeH aMHHO; R? npencrapisetr codoit Bogopo, C-Ce-ankun mwim aMuHO-C;-Cy-aakur; u R*
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MPEJICTaBISIET COOOH BOJOPO; HIH

B ciyuae ecnu p paBHsetcs 1, To R' mpencrasmser co6oit NHR'; R mpencrasnsier co6oii Bomopox, Ci-
Cy-ankmi, C;-Cr-nmkmoankuii, TuApokch-Ci-Cy-ankun uiu 4-6-1ICHHBIH TeTepOIUKIOATKUI, COAep KA
OJIMH TETepOoaToOM KoJblla, BeIOpanubiit u3 N, O wim S; R? npencrapiseT coboit Bogopon, C;-Cy-ankui, ruapo-
ken-C-Cy-anmxun wm C(O)NH,; R’ MpencTaBisaeT coooi Bogopo, ranorer, C,-Cy-amkun, C;-Cy-aJKOKCH WU
TUIPOKCH; U R* npeacTaBisieT coooi Bogopo, C,-Cy-aKuil WK TaoreH; WK

B ciydae eciu p pasasiercst O win 1, To C(NHR'®)R?, B3siTHIi B KOMOUHAIMH, 00pasyeT CIHPOLHKIHIC-
CKHiA 4-6-4NIeHHBIN TeTEePOIINKIIOATKILIT; R’ TpeacTaBiseT coboit Bogopo, ranoreH-C;-Cy-ankui, Ci-Cy-aakokcn
win ruapokcr; u R* mpeacraBiser co6oit BOZOPO HIlM TaIOTeH; HIIN

B ciyuae eciu p paBHserca 1, To R' u R’, B3aTeie B koMOMHALMH, 06Pa3ylOT KOHICHCHPOBAHHEIH 4-6-
YJICHHBIN TeTePOLUKI WM KOHICHCHPOBAHHBIN 3-7-4JICHHBIA KapOOIUKII, IPH 3TOM TeTSPOLIUKI COACPIKUT aTOM
a3oTa Kousblia ¥ HeoOs3aTenbHo 0 iy | JONONHUTENBHBIN reTepoaToM KoJbla, BeIOpaHHbid 3 N, O u S, u npu-
"eM KapOOLMKI 3aMelleH aMuHo; i R mpejcraBiseT coGoii Bogopos; n RY mpencrasiser co6oit BOT0pos, raio-
TCH WK THIPOKCH;

R’ mpecrasisier co6oii 1 Mitn 2 3aMECTHTENs, HE3aBHCHMO BBIOPAHHBIX M3 BOJOPOJA, TAIOreHa, THIPO-
kcu, amuHo, C-Cg-ankuna ninn C;-Cg-aIKoKCH;

R® npencrasmsier co6oii -(CR'RY)-A; mmm

A mipencTaBisieT coO0H 5- MK 6-WICHHBIA TeTepOapHIl, IPU ITOM T€TEPOAPIIT COAEPIKHUT OAWH I'eTePOATOM
KoJbIa, BeIOpauHbid U3 N, O wumm S, u 0, 1 uiau 2 TONOJHUTENBHBIX aTOMa a30Ta KOJbIla, IPHYEM TeTepOaprl
HeoOs3arensHO 3amerieH 0, 1, 2 TpynmaMy, He3aBUCUMO BBIOpaHHBIMH W3 TasoreHa, nuano, C,-Cg-anmkmia, C,-
Ce-ankenmna, C,-Cg-amkunmna, ranoreH-C;-Cg-amkmna, C;-Cg-ankokcu, raioreH-C-Cg-ankokcu, C(O)NH,,
C(O)NHC,-Cs-anxuna, peHunna wim 5- Wwin 6-4JIEHHOTO TeTepoapuiia, CoAepsKalero oJnH IreTepoaToM KoJblia,
BbIOpaHHbId U3 N, O wim S, u 0, 1 wim 2 TOMONHUTETHHBIX aTOMa a30Ta KOJIbIIA, TJI¢ HEOOsI3aTeIbHEIN TeTepoa-
PWIBHBINA MM (PCHIITBHBIA 3aMECTHTENb JONOTHUTENBbHO 3amenieH 0, 1 wm 2 C;-Cg-ankuiaMu; Wi

R’ npencraiser co6oit Bonopos, C,-C,-alKuiI Wi aMHHO;

RS npencrasiseT coooit Bogopo wiu C-Cy-aaKur;, uiu

CR'R®, B3sTHII B KOMOUHAIMH, 06pa3yeT 3-6-UICHHYIO HKIOATKAHIHIIBHYIO TPYIIIY;

Z! npeacTaBisieT coboi N wim CR“;

7> MIPECTaBISAET COOOM CRIZ;

VA MIPEACTaBISAET COOOM CR" ;

z* npeacTaBisieT coboi N wim CR”,

kaxbiil u3 Z° u Z° uezaBucumo npezacTasisiet codoit C;

KaKIbIi U3 R“, Rlz, R" u R" uesaBucumo BBIOpAH U3 TPYIIIBI, COCTOSIIEH W3 BOAOpoaa, rajgoreHa, C-Ceg-
ankuna, C,-Cg-ankenmia, C,-Cg-ankununa, C,-Cg-ankokcu, rajgoreH-C,-Cq-ankmna, ranoreH-C,-Cq-ankokcu, Cs-
C,-nmknoankuna, nuano, SO,C-Ce-ankuna, peHnIa U HACHIIIEHHOTO, YaCTHYHO HEHACKHIIICHHOTO WA apoMa-
TUYECKOTO 5- WM 6-YJICHHOTO TeTEPOIIHKIIA, COAepKaIiero 1 mim 2 retepoaroMa KoJblia, HE3aBHCUMO BBHIOpaH-
HBIX 13 N, O U S, Ipu 3TOM TeTePOLUUKI HEOOS3aTeNbHO 3aMeleH | Wi 2 3aMECTUTEISIMH, HE3aBUCHMO BBI-
OpanubiMu n3 Ci-Cg-aJKuia v TaloreHa; u Mpu yCIOBHH, YTO coeanHeHus Gopmydsl I He BKIogaroT 1-[7-dTop-
6-meTokcu-1-[[2-(TpudTopmeTrn)denmn |MeTwi|- 1 H-Oer3umMuaazon-2-wi|-3-munepuinHaMuH.

VYcoBue npeacTaBieHo B IEPBOM BapHaHTE OCYIISCTBICHUS, YTOOBI KOHKPETHO UCKIIOYUTh M OTKA3aThCs
OT IIpaB Ha HEro WACHTH(PHUIMPOBAHHOE COSTMHEHHE, KOTopoe HHAeKkcupoBaHo kak CAS Ne 1014407-24-9.

B ompeneneHHBIX acmekTax MEPBOrO MM BTOPOTO BapHWaHTa OCYIIECTBICHUS COSAUHEHHs (GOpMyJbl I
BKITIOYAIOT coeAnHEHUs popmyisl [a

(Ia),

r7€e IEPEMEHHBIE D, Rl, RZ, R3, R4, RS, R(’, Zl, Zz, Z3, Z4, Z’uz’ OIpEEINICHBl B IEPBOM WJIM BTOPOM BapH-
AHTE OCYIICCTBIICHHUS.

B TpeThem BapmaHTe OCYIIECTBICHUS B HACTOSIIEM M300PETECHUH MPEITyCMOTPEHBI COSAMHEHUS COTIIACHO
MIEPBOMY HJIM BTOPOMY BapHaHTaM OCYIIECTBJICHHS, B KOTOPHIX p paBHseTcs 0; R! MpecTaBiIseT co0oi BOJIO-
poxn, C;-Cg-aiKui, TaJIOTeH WM THAPOKCH; R? npencraBiseT cooorr aMmuHO-C-Cy-ankuit; u R*u R TIpeIcTaB-
JISIOT co00# BOIOPOI.

B deTBepTOM BapHMaHTE OCYIIECTBICHHUS B HACTOSIIEM HM300PETCHUH MPEAYCMOTPEHBI COSMHEHHS COTJIAC-
HO TIEPBOMY HJIM BTOPOMY BapUaHTaM OCYIICCTBIICHUS, B KOTOPBIX p paBHsercs 0; R' u R?, B3siThIC B KOMGHHA-
un, 00pas3yroT kKoHAeHCUpoBaHHOE C3-Cg-IMKIOANTKIIBHOES KOJBIIO MM KOHACHCUPOBAHHOE 4-O-4JICHHOE a3a-
UKIMYECKOE KOJBIIO, TIPU STOM IUKJIOATKIII WM a3aI[iKJI HeoOs3aTeIbHO 3aMEIICHBl aMHUHO; U R*u R’ npen-
CTaBIISAIOT COOOM BOIOPO/.

B msaTom BapwaHTE OCYIIECTBIICHHS B HACTOSIIEM H300PETCHHU MPEITyCMOTPCHBI COCTUHECHUS COTIACHO
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YeTBEPTOMY BAPHAHTY OCYIICCTBICHHS, B KOTOphiX R' 1 R®, B3aThIe B KOMOMHAIMH, 06Pa3yIOT KOHICHCHPOBAH-
b1 pposuanH; u R? n R* mpencrapnsior co6oii BOXOPOL.

B mecToM BapmaHTe OCYIIECTBIEHUS B HACTOSIIEM M300pETEHUH MPETyCMOTPEHBI COSAMHEHUS COTIIACHO
MEpBOMY WJIM BTOPOMY BapHaHTaM OCYIIECTBICHHUA, B KOTOPBIX p paBHseTcA 1, R! TpeacTaBisieT coboit NHR'%;
R'® npencraisier coboit Bogopon, Ci-Cy-ankun, C;-C;-IUKITOATKII WIN 4-6-4ICHHBIN TeTePOIMKIOATKII, CO-
JepIKALIHii OMH TeTepoaToOM Koblia, Beiopanuslii u3 N, O mwin S; R? npexcrasmsier coGoii Boxopox mmn Ci-Cy-
ATKWUI; R? npeacraBiseT coboit Bogopo, ranoreH, Ci-Cy-amkun, Ci-C,-aTKOKCH WM THIPOKCH; U R* MIpeICTaB-
TsIeT co00 Bogopo, raoreH mwin C;-Cy-aJKul.

B cempMoM BapuaHTE OCYIICCTBICHHS B HACTOSIIEM H300PETCHUN MPEIYCMOTPEHBI COCIUHCHHS COTIACHO
IIECTOMY BapMAHTY OCYILIECTBICHHS, B KOTOphiX R' mpencrasnser coboit NHR'; R' npencrasnser coboit Bo-
JOPOJI, METHII, STHJI, MPOIIHI, H30MPOITHI WIH HHKIONporim; R* mpencTapiser coGoii BOIOPOI MM MeTHIT; R’
TPEJICTABIIACT COBOIf BOJOPOI, TAOrEH, METHII, STHII, METOKCH, STOKCH HIIM THAPOKCH; H R mpencrasmser co-
00l BOJIOPOJI, TAJIOTEH, METHIJI WK STHII. B OIpeeieHHBIX aclekTaX CeIbMOr0 BapHaHTa OCYIICCTBICHHUS IMpe-
JIyCMOTPEHbI COSAMHEHHS, B KOTOPEIX R'® mpecraBmsier co6oii Bogopox mmm MeTHi;, R® mpeacrasiser coboit
Bogopox, R® mpencrasmsier coboii Boxopoa, Grop, MeTHn wimn THapoken; n RY mpexcrasmsier coGoit Bomopo,
TaJIOT€H, METHJT WJTH DTHIL.

B BoCbMOM BapHaHTE OCYIIECTBICHHUS B HACTOSIIEM U300PETECHUH TPEYCMOTPEHBI COSTUHEHMSI COTJIACHO
HIECTOMY WJIM CEIbMOMY BapHaHTaM OCYIIECTBIIEHUSA, B KOTOPBIX R! npeacrasiseT coboit NH,; R’ MpeACTaBIIs-
eT coboii Bogopox; R’ mpencrassier coboit Boxopox, GTop, MeTi i ruapoken; u R* mpexcrasmsier coGoii
BOZOPO, PTOP WM METHIL.

B neBsToM BapmaHTE OCYIIECTBICHUS B HACTOSIIEM H300pPETCHUH TPEAYCMOTPEHBI COCTUHCHUS COTIACHO
TIePBOMY HIIM BTOPOMY BapHAHTAM OCYIIECTBICHHS, B KOTOPHIX p paHsiercs 1; CR'R?, B3siThie B KOMOHHAIINH,
00pa3yIOT CHHPOLUUKIMYCCKUIN 4-6-UWICHHBIA TeTEPOIMKIOATKII, R’ npecTaBIsieT co00i BOAOPOJ, TaJlOTeH
unu C,-Cy-ankui, C;-C4-aqKOKCH, TUAPOKCH; U R* MPEJICTABIIET COOOH BOJOPO/I WIIH TaJIOTCH.

B mecsToM BapuaHTe OCYIIECTBICHUS B HACTOSIICM M300PETECHUH MPETYCMOTPEHBI COCTUHECHUS COTIACHO
TIEPBOMY HIIH BTOPOMY BapHAHTAM OCYIICCTBIICHHS, B KOTOPBIX p paBrsiercs 1; R' u RY, B3sToie B koMOuHAIMH,
00pa3yroT KOHICHCUPOBAHHBIN 4- MW S-4ICHHBIH KapOOIMKII, 3aMEIICHHBI aMUHO; U R*u R* MPEJCTaBISIOT
co0oit Boopo.I.

B omuHHAAIaTOM BapHaHTE OCYIIECTBICHHS B HACTOSIIEM H300PETEHUHN MPETYCMOTPEHBI COSAMHEHUS CO-
[IIACHO M0GOMY M3 BAPHAHTOB OCYIIECTBICHHS OT MEPBOTO IO JAECSTOro, B KOTOPHIX R° mpecrasisier co6oif 1
WK 2 3aMECTHUTENIs, He3aBUCUMO BBIOPAHHBIX U3 BOJOPOA, TayioreHa, ruapokcu, C,-C,-amkuia.

B nmBeHanmmaToM BapuaHTE OCYIIECTBIICHHUS B HACTOSAIIEM H300PETCHUH MPEAYCMOTPEHBI COCIMHEHUS CO-
IIACHO OJMHHA/IIATOMY BapHaHTy OCYIIECTBIICHHS, B KOTopoM R’ mpezcTasmser co6oii BOTOPOS.

B TpuHaamaTOM BapHaHTE OCYIIECTBICHHUS B HACTOSIIEM H300PETCHUU MPEAYCMOTPEHBI COCIMHEHUS CO-
IJIACHO JTI06OMY M3 BAPHAHTOB OCYIIECTBJICHHS OT MEPBOrO JI0 ABEHAALATOr0, B KOTOphIX R® mpeacrapmser co-
6oit -(CR'RY)-A.

B dyeThipHamIaTOM BapHaHTE OCYIICCTBJICHUS B HACTOSIIEM H300PETCHHU NMPEAYCMOTPEHBI COCAUHCHHS
COTJIACHO TPHHAAIATOMY BAPUAHTY OCYIICCTBICHHMS, B KOTOPEIX R’ mpeacrapisier co60il BOXOPOI, METHII HIIA
s, R® mpencrasisier co6oit Bogopox; wm CR'RY, B3siThIi B KOMGHHALHH, 00pa3yeT HUKIONPONAHIHHIBHYIO
Tpymmy.

B maTHammaToM BapuaHTE OCYIIECTBICHHUS B HACTOSIIEM H300pETEHUH MPETyCMOTPEHBI COCTUHEHUS CO-
IIACHO TPHHAALATOMY HIIH YeTHIPHAAIATOMY BAPHAHTAM OCYILECTBICHHS, B KOTOPHIX R’ mpencTaBiseT coboit
BOZIOpOT Witk MeTiT; 1 R® mpescrasiser co6oit Boxopoy.

B mecTHaamaToOM BapuaHTE OCYIECTBICHHS B HACTOSIIEM H300PETCHUU MPEyCMOTPCHBI COCAMHCHHUS CO-
TJIACHO JTFOOOMY U3 BapUAHTOB OCYILECTBIICHUS OT TPHHAIIATOTO JI0 MATHAIATOTO, B KOTOPBIX A MPECTABISACT
€000 5- uu 6- WICHHBIA FeTePOapHIl, IPH 3TOM ITeTePOaAPHI COACPIKUT OJTUH TeTEPOATOM KOJIbIIA, BRIOpAHHBIN
3 N, O wmu S, u 0, 1 win 2 TOMONHUTEIBHBIX aTOMa a30Ta KOJbIA, MPUYEM TeTePOaAPIIT HE00I3aTEIFHO 3aMe-
mieH 0, 1, wiu 2 rpynmnamMu, He3aBUCUMO BEIOPaHHBIMU U3 ranoreHa, nuano, C;-Cg-ankmia, C,-Cg-anmkenuna, C,-
Cs-ankunamna, ranoreH-C -Cg-ankmia, C;-Cg-amkokcu, ramoreH-C;-Cg-ankokcu, C(O)NH,, C(O)NHC,-Cs-
ankwia, GeHuIa uin 5- WM 6-WICHHOTO TeTepoapuiia, COAEePKAIIEro OIMH TeTepOaTOM KOJIbIla, BRIOPpaHHBIA U3
N,Owmu S, u 0, | wim 2 ITOTOTHUTETBHBIX aTOMa a30Ta KOJIbIA, T/Ie HeoOs3aTeNbHBIA TeTepOapUIbHBIA HUITH
(heHNITBHBIN 3aMeCTUTEINh JOMOHNUTENbHO 3aMenieH 0, 1 wim 2 C;-Cq-aykuiamu.

B cemnamaToM BapuaHTe OCYIIECTBICHHS B HACTOSIIEM H300PETEHHUH MPETyCMOTPEHBI COCTUHEHUS CO-
TJIACHO MIECTHAIIATOMY BapHaHTy OCYIIECTBIICHHUS, B KOTOPBIX A TpeacTaBiseT coO0M MUpHUIUH-2-WII, TAPH-
JUH-3 -1, TUPUMUANH-2-WI WIA TUPa3uH-2-WI, KQKIbIM U3 KOTOPHIX 3aMelleH 1-3 rpynnamu, He3aBUCUMO BbI-
OpaHHBIMY W3 TPYIIBI, COCTOSIIECH M3 TanoreHa, nuano, C,-C,-ankmna, ranoren-C;-Cy-amkmna, C;-C4-aqKOKCH,
ranoreH-C,-Cy-ankokcu, C(O)NH,, C(O)NHC,;-Cy-ankmia, peHnIa uin S-4JICHHOTO TeTepoapuiia, CoIepiKaie-
TO OJIH TeTepoaToM KoibIla, BBIOpaHHbIi u3 N, O wm S, u 0, 1 wiu 2 JONOTHHUTENBFHBIX aTOMa a30Ta KOJIbIIA,
TZie HeoOs3aTebHBIA reTepoapiIbHBIA WM (PEHIIBHBIH 3aMECTUTENb AOMOMHUTENbHO 3ametteH 0, 1 wm 2 C-
Cg-anmkuiiamu.

B BocemMHaamaToM BapHaHTE OCYIIECTBICHHS B HACTOSIIEM M300pETEHUH MPEIYCMOTPEHBI COSTUHEHHUS, B
KOTOPBIX 4-6-4JICHHBIH MOHOIIMKITMYECKAN a3alluKII BEIOpAH U3 TPYIIIIbI, COCTOSIICH 13
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B neBsTHaAIIaTOM BapHaHTE OCYIICCTBICHUS B HACTOSIIEM H300PETCHUN PEAYCMOTPEHBI COSTMHEHUS CO-
IJIACHO JI0GOMY M3 BAPHAHTOB OCYIIECTBIICHHS OT MEPBOr0 10 ABEHAALATOr0, B KOTOphIXx R mpexcrasmser co-
001 2-OKCOTMMPPOITUINH-3-HUJT WIH 2-OKCOMTUTIEPUINH-3-1II, KaX bl U3 KOTOPBIX 3aMelleH 1Mo aromy azota C-
Ce-ankniioM, C,-Cg-anxkennnoM, C,-Cg-anxunuiaomM, ranored-C,-Cgq-ankumom, C;-Cg-amxokcu, rajgoreH-C;-Ce-
ankokcH, ruapokcu-C-Ce-ankuioMm, C;-Cg-amkokcu-C-Cg-ankuiaoM, HEeHUIOM WM 5- Wik 6-4JeHHBIM TeTe-
pOapuIIOM, COJEPKAIINM I'eTepoaTOM KoJibla, BeIOpanHblid U3 N, O wiu S, u 0 win 1 TONONTHUTETBHBIH aTOM
a30Ta KOIbI[a, TAC TreTepoapwibHas wid (eHwibHas rpynma HeobOs3arenpHo 3amemieHa 0, 1 wmm 2 Ci-Cgy-
ANKWJIAMH WM TaTOTCHAMH.

B nmBapmaToMm BapuaHTE OCYIIECTBICHHS B HACTOSINEM H300PETCHHH MPEAYCMOTPEHBI COCIMHEHUS, B KO-
TOPBIX

R® npencrasnser cooit

S P OO

H ‘1;"" ﬂ:W !.

> > > > > >

R1?
4

N )t

A

rae t papasetcs 1 wiu 2; u

R"Y npenctapisiet coboit Ci-Cy-anmkmn, ¢pernn, 3amerienssii 0, 1 wmm 2 atToMaMu rajioreHa.

B nmBaanaTth mepBOM BapHaHTE OCYIIECTBICHUS B HACTOSIIEM H300PETCHUN TPEAYCMOTPEHBI COSTMHCHUS C
B KoTOpHIX Z' mpeacrasiser codoit CR'';

7° npencrasmsier coboit CR';

VA MIPECTaBISAET COOOM CR"® ;

z* npeacTaBisieT coboi N wim CR”,

KaxbIid u3 Z° u Z° npeacrasiuseT codoii C;

R! MIPEACTaBIsAET CO00M BOAOPO/, TaoreH, IuaHo win C,-Cy-aJIKu;

xaxapii m3 R'? u R' uesasucumo BBIOpaH M3 TPYMIIBI, COCTOSIIEH W3 BOJOpOaa, rasioreHa, nuano, C;-Cy-
ankuia, ranoreH-C,-Cy-ankuna, C;-Cy-ankokcu, ramored-C;-Cy-ankokcu, Cs;-Cyg-IIMKIOATKIIA WA S-4JICHHOTO
HACBILEHHOT0, YAaCTUYHO HEHACHIIIICHHOTO WM apOMaTHYECKOTo 5- WK 6-4JIEHHOTO reTepolHKia, coAepKalle-
ro | wim 2 retepoaroMa KoJblia, He3aBUCUMO BBIOpaHHBIX U3 N, O u S; u

R npencrasmser cooit Bogopo, ranores, muano uimn C-Cy-anku.

B ompeneneHHBIX acmekTax JBaIIlaTh BTOPOTO BapHaHTa OCYIICCTBICHHS MPEAYCMOTPEHBI COCTUHCHUS, B
KOTOPBIX R" MPEJCTaBISIET COOOH BOJOPOI.

B ompeneneHHBIX APYTrUX acmeKTaxX ABaIaTh BTOPOTO BapHAHTa OCYIIECTBIICHHUS MPEACTABICHBI COSAMHE-
HUs, B KOTOPBIX R mpeacraBnsieT coboit Bogopo, Grop, XIop, METHIT WM IIHaHO. B ompeneleHHbIX acmeKTax
JIBaIIaTh BTOPOTO BapHaHTa OCYIIECTBICHHS MPETyCMOTPEHBI COCIUHEHUS, B KOTOPBIX Ka)XIbIH W3 R u R"
HE3aBHCHMO BBIOpaH M3 TPYIIBI, COCTOSIICH U3 Boopoaa, Gropa, xiopa, nmuaHo, C,-C4-anmkuna, ranoreH-C,-Cy-
ankuna, C,-C,-ankokcu u ranored-C-C,-aIKoKkcHu.

B eme omHMX acmekTax ABaANATh BTOPOTO BapHaHTa OCYIIECTBICHUS MPETyCMOTPEHBI COSTUHEHHS, B KO-
TOPBIX R" MpEeJCTaBIsIET COOO0H BOIOPOL; R" MpeCTaBIsIeT cO00H Bomopo, GTop, XJIOp, METHII HITH ITHAHO; U
kaxublit m3 R'? u R" mesaBucumo BBIOpAH U3 TPYIIIBL, COCTOSAMICH U3 BOAOPOaa, (Topa, XJIopa, IIHaHO, METHIIA,
9THIIA, METOKCH, 3TOKCH, (propMeTrna, mupTopMeTiia, TpudhTopMeTiia, GTOPMETOKCH, TUGTOPMETOKCH U TPU-
(TOpMETOKCH.

B aBamnate TpeTbeM BapHaHTE OCYIICCTBICHHUS B HACTOSIIEM U300pETCHUH MPEAYCMOTPEHBI COCIUHCHHUS

COTJIACHO /IBAIIATh ACBATOMY BapHAHTY OCYIIECTBIICHUS, KOTOPBIE BKIIIOYAIOT coequHeHus popmyisr 111
RG

N Rd
| />—" s
R
R™ z N
RZ
R‘
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riue x! MPEJCTABISCT COOOU CR' wm N;

X2 MpEeCTaBIsIeT COOOU CRY wm N;

X3 TIpeCTaBIsAeT cOO0H CR"® wm N;

rJie 110 MEHbIlIeH Mepe OAUH U3 X, X*uX’ mpeacTaBisieT coboii N;

z* npeacTaBisieT coboi N wim CR”;

R! npencrasmsier co6oit NHR'?;

R npencrasiseT coooit Bomopoa uinu C;-Cy-anku;

R? npencrasiseT coooit Bomopoa uimu C;-Cy-aku;

R’ TpeJICTaBIsIET COOOH BOJIOPO/] HIIH TaJIOTCH;

R* MpeJICTaBIsIET COOOM BOJIOPO/ HIIH TaJIOTCH;

R’ MpeJICTaBIIET COOOH BOJOPO, METHII A THI,

R" MPEJCTABISET COOOM BOIOPO/I, rasoreH, Iuano mwin Ci-Cy-anku;

kasxapiii w3 R u R HesaBucumo BBIOpAH M3 TPYIIIEI, COCTOSAMICH U3 BOJOPO/A, raoreHa, muano, C-Cy-
ankuia, ranored-C;-Cy-ankuna, C;-Cy-ankokcu win rajgoreH-C,-Cy-aaKokcu;

R™ MIPeACTaBIsAET CO00M BOAOPO, TaioreH, IuaHo win C,-Cy-aJIKuT;

R MpencTaBiIseT co0oi Bomopo, rajgored, muano, C;-Cy-ankun, C;-Cy-ankokcu, rajgoreH-C,-Cy-ayku,
ranoren-C,-C4-ankokcn, C(O)NH,, C(O)NH(C,-C4-ankun) wid S-4IeHHBIH TeTepoapuil, COIEPKAIINi OIHH
reTepoaToM Koutblia, BeiOpaHubiid 13 N, O unu S, n 0, 1 uim 2 JOMOHATENBHBIX aTOMa a30Ta KOJIbIIA;

R'® mpeacTaBiseT coboit Bogopo, ranored, muaHo, Ci-Cy-ankwmi, C;-Cs-ankokcu, ramoreH-Ci-Cy-amkumn
nin rajgored-C-C -anKoKkcu;

R" MPEJCTABISICT COOOW BOJIOPO] HIIH TaJIOTCH; U

R' npeacTaBisieT co0oi Bomopox, ramoreH, 1uano, Ci-Cy-ankmi, C;-Cs-ankokcw, ramoreH-Ci-Cy-anmkun
unu ranoren-C,-Cy-anKokcu, Te o MEHbIIEH Mepe OA1H U3 RIS, Rl(’, R' wm R'® ne sBstercs BOJIOPOJIOM.

B ompenencHHBIX acmekTax ABaalaTh TPEThEro BapHaHTa ocymiecTBiIcHHs coenuHeHus (opmymsr (I11)
BKJIIOYAOT coeuHeHus popmyisl (111a)
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(IlTa).
B ompeneneHHBIX IpYyrux aclmeKkTax ABaIlaTh TPETHETO BapHaHTAa OCYIICCTBIICHUS COCTUHECHUS (OPMYIIBI
(IIT) BrirOUaroT coenuaenus Gopmynsl (111b)
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(I1Ib).
B OIPEACIICHHBIX APYTUX ACHEKTaX ABAAATb TPETHEIr0 BapuaHTa OCYHICCTBICHUSA COCAUHCHUS (l)OpMyJ'ILI

(I1Ib) BrumrowaroT coequuenus Gpopmyisr (111c)
R15
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(IlIc).
B nmBaguaTh 4eTBEpTOM BapHAHTE OCYIICCTBICHHUS B HACTOSIIEM H300PETCHUH MPEIYCMOTPEHBI COCMHE-
HMS COITIACHO, B KOTOPHIX R mpescTapiseT coGoit Boxopon, R’ mpeacrasiser co6oii Boxopoa win Meti; u Z'
o 14
npexacTasisier codoit CR™.
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B JABAANATL IMATOM BAapUAHTEC OCYHICCTBJICHUA B HACTOALICM H30 6p C€TCHUU TMPCAYCMOTPEHBI COCAUHCHUSA
COTJIAaCHO NEPBOMY WJIM BTOPOMY BapHaHTaM OCYILICCTBJICHUS, ITPU 3TOM COCIUHCHUC IMPHUBCJACHO B Taba. A HU-
X)eE.

Tabmuma A

(S)-6-((2-(3-Amunonunepuaus-1-un)-6-xnop- 1 H-6enso[d Jumunazon-1-
WJT)METII ) HIKOTHHOHHUTPUIL,

(S)-6-((2-(3-amunonunepunus- 1-un)-5-xnop- 1H-6enso[dJumunazon-1-
HJT)METHI ) HIKOTHHOHHUTPUIT,

(S)-6-((2-(3-amunonunepunus-1-un)-4-xnop- 1H-6enso[dJumunazon-1-
HIT)METHI ) HIKOTHHOHHTPIIT,

6-((2-((3R,4R)-3-amuno-4-proprunepunus-1-un)-4-xaop-1H-6enso[ dJumunazon-1-
WI)METHIT ) HIKOTHHOHHTPHIT,

6-((2-((3R,4S)-3-amuHo0-4-pToprunepuaus-1-mn)-4-xnop-1H-6enso[ dJumunazon-1-
WJT)METHIT)HHKOTHHOHUTPUI,

6-((2-((3R,4R)-3-amuno-4-proprunepunus- 1 -un)-6-xnop- 1H-6enzo[ d jumunazon-1-
WJT)METHIT)HHKOTHHOHUTPUI,

6-((2-((3R,4R)-3-amun0-4-propnunepunus- 1 -un)-5-xmop- 1 H-6en3o[d Jumunazon-1-
WJT)METHI ) HUKOTHHOHUTPHII,

6-((2-((3R,4S)-3-amuno-4-proprunepuans- 1 -mn)-6-xnop-1H-6en3o[d Jumunazon-1-
WJ1)METHI)HUKOTHHOHUTPUI,

6-((2-((3R,4S)-3-amuno-4-proprunepuans- 1 -mn)-5-xnop-1H-6en3o[d Jumugazon-1-
WJT)METHJT)HUKOTHHOHUTPUII,

(R)-6-((2-(3-amun0-4,4-mudroprunepunun- 1 -un)-4-xnop- 1 H-6enso[d Jumunazon-1-
WJT)METI ) HIKOTHHOHUTPUIL,

2-((3R,4R)-3-amuHo-4-dproprunepunun- 1-un)-1-((S-unanonupuanH-2-un)merun)- 1 H-
6enso[d]umunazon-4-kapOOHUTPILT,

(R)-6-((2-(3-amuno-4,4-nudropnunepunus- 1 -un)-6-xnop- 1H-6enso[dJumunazon-1-
WJT)METII ) HIKOTHHOHHUT P,

(R)-6-((2-(3-Amuno-4,4-nudropnunepuans- 1-ui)-5-xnop-1H-6enso[ dJumunazon-1-
HJT)METHI ) HIKOTHHOHHUTPUIT,

6-((2-((3R,4R)-3-amuno-4-propnunepunus- 1-un)-6-(rpupropmermn)-1H-
Genso[d]umMunazon- 1-un)MeTHI) HHKOTHHOHUTPILT,

6-((2-((3R,4R)-3-amuno0-4-Pproprunepunus- 1 -mn)-5-(rpudropmerin)-1H-
6en3o[d]umunaszon- 1-nn)MeTHI) HHIKOTHHOHUTPHJT,

6-((2-((38,48)-3-amuno-4-propnunepunus-1-un)-1H-6enso[ dJumunazon-1-
WJT)METII ) HIKOTHHOHHUT P,

(S)-6-((2-(5-ammnno-3,3-nudropnunepunun-1-umn)- 1H-6enzo[d Jumnnazon-1-
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WJT)METHI ) HIKOTHHOHHUTPUIL,
2-((3R,4R)-3-amuH0-4-pTopriunepunus- 1 -mm)- 1 -((S-unaHomupuIHH-2-11)METHI )-6-
¢rop-1H-6en30[d Jumunazon-4-xkapOoHuTpu,
6-((2-((3R,4R)-3-amuno-4-dproprunepunus- 1 -mn)-6-(rpud Tropmerokcu)- | H-
6enzo[d]umMuna3on-1-1n)MeTHI ) HUKOTUHOHUTP LT,
6-((2-((3R,4R)-3-amuno-4-droprnunepunus- 1 -mi)-5-(rpud ropmerokcu)- | H-
6enso[d]umunaszon-1-1a)MeTHI ) HHKOTHHOHUTPUIT,
6-((2-((3R,4R)-3-amuno-4-propuunepunus- 1 -mi)-6-prop-5-(rpudropmerwn)- 1 H-
6en3o[d]umunazon-1-1a)MeTH ) HHKOTHHOHUTPUIT,
6-((2-((3R,4R)-3-amuno-4-dpropnunepunus- 1 -mi)-5-¢prop-6-(tpudropmerwn)- 1 H-
6enso[d]umunazon- 1-1a)MeTHI ) HHKOTHHOHUTPUIT,
6-((2-((3aS,7aR)-rexcarunpo-1H-nuppono[ 2,3-cnupunun-6(2H)-mn)- 1H-
6en3o[d]umunaszon- 1-1a)MeTHI ) HHKOTHHOHUTPUIT,
6-((2-((3aS,7aS)-rexcarunpo-1H-mupposno[2,3-c]mupunus-6(2H)-mm)-1H-
6en3o[d]umunaszon- 1-1m)MeTHI ) HHKOTHHOHUTPUIT,
6-((2-((3aS,7aS)-rexcarunpo-1H-nmupposno[2,3-c]nupuaus-6(2H)-um)-1H-
6en3o[d]umunaszon- 1-1m)MeTHI ) HHKOTHHOHUTPHIT,
6-((2-((3aS,7aR)-rexcaruapo-1H-muppono[2,3-c]nupunus-6(2H)-un)-1H-
6enso[d]uminason- 1-mr)MeTHIT) HIKOTHHOHHUT P,
(R)-6-((2~(1,6-auazacnupo[3.5]noHan-6-11)-1H-6enso[ dJumunazon-1-
HIT)METHI)HIKOTHHOHUTPUIL,
(S)-6-((2~(1,6-anazacrupo|[3.5]nonan-6-un)- 1H-6en3o[ dJumupnason-1-
VUJT)METHJT) HUKOTHHOHUTPHLIL,
(3R,4R)-1-(1-((5-xnopnupuaus-2-un)Merun)-6-(meruncyibponun)- 1H-
6enso[d Jumunason-2-mn)-4-GTopnunepuanH-3 -aMuH;
(3R,4R)-1-(1-((5-xnopnupuauH-2-un)Merun)-5-(meruncy ibponun)- 1 H-
6enso[d Jumunason-2-mn)-4-GTopHUnepuarH-3 -aMUH;
2-((3R,4R)-3-amuHo-4-propnunepunu-1-ui)-1-((5-xa0pnupuMUANH-2-UIT)METHIT )-6-
¢rop-1H-6en30[d]umunason-4-kapOOHUTPILT;
(3R,4R)-1-(5,7-audrop-1-((5-proprmmpuaun-2-un)merun)- 1 H-6en3o[dJumunazon-2-mi)-
4-dropnunepunun-3-aMuH;
(3R,4R)-1-(4,6-audrop-1-((5-broprmmpuann-2-un)merun)- 1 H-6en3o[dJumunazon-2-ui)-
4-dropnunepunun-3-aMuH;
(3R,4R)-1-(5,7-audrop-1-((5-bropmupumunun-2-un)merun)- 1 H-6enso[d Jummunazon-2-
un)-4-propnunepuanH-3-aMuH;
(3R,4R)-1-(4,6-audrop-1-((5-bropnupumunun-2-un)merun)- 1 H-6enzo[dJumunazon-2-
wn)-4-GropnunepuanH-3-aMuH;
2-((3R,48)-3-amuH0-4-pToprunepuaus-1-mn)-6-drop-1-((5-pTopnupumuuH-2-
nn)merni)-1H-0enzo[d]umnpiason-4-kapOoHutpur,
2-((3R,4R)-3-amuH0-4-pTOpriunepunus- 1-1m)-6-prop-1-((5-propmupummunns-2-
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un)merin)-1H-6enso[dumunazon-4-kapSoHuTpu,

6-((2-((3R,4R)-3-amuH0-4-proprmnepunns- 1 -un)- 1 H-6enso[ d Juminazon-1-
HJT)METUIT) HUKOTHHOHUTPHIT,

(3R,48)-1-(1-((5-xnmoprmpumunus-2-un)metin)-6-prop- | H-6enso d Jumunason-2-mm)-4
(ropnunepuauH-3-aMuH;

(3R,48)-1-(1-((5-xnoprmpumunus-2-un)metin)-5-prop- | H-6enso d Jumunason-2-mm)-4
(ropnunepuauH-3-aMuH;

(R)-2-(3-amnuo-4,4-nudropnunepunus- 1 -un)-1-((5-xnopmupumunun-2-win)merii)- | H:
6enzo[ d]umunazon-6-kapOoHUTPUIT,

(R)-2-(3-amuuo-4,4-nudropnunepunus- 1 -un)-1-((5-xnopmupumunun-2-wi)merii)- | H:
6enzo[ d]umunazon-5-kapOoHuTpUIT,

6-((2-((3R,4R)-3-amuno-4-propnunepunus- 1-un)-5,6-nuxnop- 1 H-6enso[d Jumunaszon-|
WJT)METHIT)HUKOTHHOHUTP U,

Tper-0yTun-((3R,4R)-1-(1-((5-uuanonupuauH-2-mn)MeTun)-5,6-aumermn-1H-
6enso[ d]umunazon-2-mn)-4-¢propnunepunnu-3-mn)kapdamar;

(S)-6-((2-(3-amunonunepuans- 1 -un)-6-gprop-1H-6enso[d Jumunason-1-
WJT)METHIT)HUKOTHHOHUTPHIIA THAPOXJIOPHUL,

(S)-6-((2-(3-amunonunepuans-1-un)-5-gprop-1H-6enso[d Jumunason-1-
WJT)METHI)HUKOTHHOHHUTPHIIA THAPOXIIOPHL,

6-((2-((3R,4S)-3-amuHo-4-proprunepunus-1-mn)-6-prop-1H-6enso[ dJumunazon-1-
WJT)METHI)HUKOTHHOHUTPHIIA THAPOXIIOPHL;

6-((2-((3R,4S)-3-amuHo-4-proprunepunus-1-mn)-5-prop-1H-6enso[ dJumunazon-1-
WJT)METHI)HUKOTHHOHUTPHIIA THAPOXJIOPHL;

6-((2-((3R,4R)-3-amuno-4-propnunepunun- 1-um)-5-¢prop- 1H-0enso[dJumunazon-1-
WJT)METHI)HUKOTHHOHUTPIIIA THAPOXJIOPHL;

6-((2-((3R,4R)-3-amuno-4-propnunepunun- 1-nm)-5-¢prop- 1H-06enso[dJumunazon-1-
HJT)METUT)HUKOTHHOHUTPHNIA THAPOXJIOPUL;

(S)-2-(3-amunonunepunus-1-wmn)-1-((S-unanonupuaun-2-ua)merun)-1H-
6enso[d]umunazon-6-kapOOHUTPUIT,

(S)-2-(3-amunonunepunus-1-wmn)-1-((S-unanonupuaun-2-ua)mernn)-1H-
6ensod]umunazon-5-kapGoHUTpHUT,

2-((3R,4R)-3-amnHo-4-pToprumnepunus- 1 -nn)- 1 -((5-unanonupuaus-2-wn)mernn)-1H-
6ensol d]umunazon-6-kapOOHUTPHUT,

2-((3R,4R)-3-amuH0-4-Pproprunepuann- 1 -mn)- 1 -((S-unanormpuaus-2-um)mermn)- 1 H-
6enso[ d]Jumunazon-5-kapOoHUTpUIT,

(R)-2-(3-amuno-4,4-nuropnunepuaun- 1-un)-1-((S-unanonupuaus-2-un)merun)- 1H-
6enzo[ d]umumazon-6-kapOOHUTPHUIT,

(R)-2-(3-amuH0-4,4-mudroprunepunut- 1-w)-1-((5S-unanomupunus-2-wi)merun)- 1H-
6enzo[ d]umuazon-5-kapOoHuTpuI,

(8)-6-((2-(3-amunonunepunus- 1-mn)-4,6-nuxnop- 1 H-6enso[ d Jumunazon-1-

-10 -
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HJT)METHJI)HUKOTHHOHUTPUII,

6-((2-((3R,4R)-3-amuH0-4-proprunepunus- 1 -un)-4,6-nuxnop- 1 H-6exso[ d Jumunazon-1-
WJT)METHJI) HUKOTHUHOHUTPHUIL,

6-((2-((3R,4S)-3-amuHo-4-proprmnepuann- 1 -mi)-4,6-nuxnop- 1 H-6enso[ d Jumunazon-1-
WJT)METIUT) HIKOTHHOHHUTPUIL,

(R)-6-((2-(3-amuno-4,4-nudropnunepuans- 1 -un)-4,6-nuxnop-1H-6enso[d [umunazon-1-
HJT)METIUT) HIKOTHHOHHUTPUIT,

(S)-6-((2-(3-amunonunepunu-1-un)-4,6-qudprop- 1H-6enzo[d Jumunazon-1-
HJT)METIT)HIKOTHHOHHT DU,

(S)-6-((2-(3-amunonunepunus-1-un)-5,7-qudprop- 1H-6enzo[dJumunazon-1-
WJT)METHJ ) HIKOTHHOHHUTPUIL,

6-((2-((3R,4R)-3-amuHo-4-¢proprunepunus-1-un)-4,6-audrop- 1H-6enso[ dJumunazon-1-
HT)METHII) HIKOTHHOHHUTPIIT,

6-((2-((3R,4R)-3-amuHO-4-pToprunepunus-1-wmn)-5,7-audrop- 1H-6enzo[ djumunazon-1-
HJT)METHII) HIKOTHHOHHUTPHIT,

6-((2-((3R,4S)-3-amun0-4-proprunepuaus-1-un)-4,6-nuprop-1H-6en3o[ d Jumunazon-1-
WJT)METHIT) HUKOTHHOHUTPHIT,

6-((2-((3R,4S)-3-amuno-4-proprunepunus-1-un)-5,7-nudrop- 1 H-6en3o[d Jumupnazon-1-
HJT)METHJI) HUKOTHHOHUTPHII,

(R)-6-((2-(3-amun0-4,4-muproprunepunun- 1-un)-5,7-nudrop- 1 H-6enso[djumunazon-1-
HJT)METHJI) HUKOTHHOHUTPHII,

2-((3R,4S)-3-amuH0-4-pToprmmnepunuH- 1 -un)- 1 -((5-unanonupunun-2-un)metwn)- 1 H-
6enso[d]umMunazon-6-kapOOHUTPII,

2-((3R,48)-3-amuno-4-¢proprunepuans-1-un)-1-((S-unanonupuaus-2-un)merun)- 1 H-
Oenso[d]umMunazon-5-kapOOHUTPIL,

(S)-6-((2-(3-amunonunepunus-1-mn)-1H-6enso[dJumunazon-1-
WJT)METIT ) HIKOTHHOHHUTPULIL,

(R)-6-((2-(3-amuno-4,4-nudropnunepunus-1-un)-5-drop-1H-6en3o[dJumunazon-1-
WJT)METIT)HIKOTHHOHUTPUIIA THAPOXJIOPUL;

6-((2-((3R,4R)-3-amuno-4-propnunepunus- 1 -uin)-5,6-nudprop-1H-6enzo[d Jumunazon-1-
HJT)METIUT)HIKOTHHOHHUTPUIT,

6-((2-((3R,4S)-3-amuHo-4-propmunepunun-1-un)- 1 H-6enszo[dJumunazon-1-
WJT)METHJ ) HIKOTHHOHUTPUIL,

6-((2-((1R,5S)-1-(amunomerTi)-3-a3aduuukiof 3.1.0Jrexcan-3-un)-1H-
Oenzo[d]uMunason-1-11)MeTHI ) HIKOTHHOHUTPILIA THAPOXJIOPHL;

6-((2-((18,5R)-1-(amuHoMeTIN)-3-a3a0uumkmno[ 3. 1.0]rekcan-3 -m)- 1 H-
6eHn3o[d]umMunazon- 1-um)MeTHI) HUKOTHHOHUTPHIIA THAPOXJIOPU,

6-((2-((3aR 4R 6aS)-4-amuHorexcaruapouukionental c [muppon-2(1H)-un)-1H-
6enso[d]umMunazon- 1-un)MeTHIT) HHKOTHHOHUTPHJIA THAPOXJIOPUL,

6-((2-((3aS,4S,6aR)-4-amunorekcaruppounknonenra[ ¢ muppoin-2(1H)-un)-1H-

-11 -
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6enso[d]ummnaszon- 1-1)MeTHI ) HHKOTHHOHUTPUIIA THAPOXJIOPH,

6-((2-((3aR ,4S,6aS)-4-amunorexcaruapouukionenral cJouppon-2(1H)-un)-1H-
6enso[d]ummnaszon- 1-1)MeTHI ) HHKOTHHOHUTPUIIA THAPOXJIOPH,

6-((2-((3a8,4R ,6aR)-4-amunorekcaruapouukionental ¢ Jnuppon-2(1H)-um)-1H-
6enso[d]ummnaszon- 1-1)MeTHI ) HHKOTHHOHUTPUIIA THAPOXJIOPH,

(R)-6-((2-(3-(amunomMermn)mupponuaus- 1 -mwn)-1H-6enso[dJumunason-1-
MIT)METHIT)HIKOTHHOHUTPHMIIA THAPOXJIOPH;

(S)-6-((2-(3-(amuuOMeTHI)THPpONUAKH- 1 -11)-1H-6en3o[ dJumunazon-1-
MIT)METHIT)HIKOTHHOHUTPIIIA THAPOXJIOPHT;

6-((2-((3R,48)-3-amuno-4-propmunepuaus-1-un)-5,6-guxiaop-1H-6en3ol dJumunazon-1-
MIT)METHIT)HIKOTHHOHUTPIIIA THAPOXJIOPHT;

6-((2-((3R,48)-3-amuno-4-propnunepunun-1-mn)-5,6-gudprop-1H-6enso[dJumunazon-1-
MIT)METHIT)HIKOTHHOHUTPIIIA THAPOXJIOPHT;

(R)-6-((2-(3-amuno-4,4-qudropnunepunus-1-uin)-5,6-gudrop- 1 H-6enso[dJumunazon-1-
MIT)METHIT)HIKOTHHOHUTPIIIA THAPOXJIOPHT;

(R)-1-(1-((5-xnopnupunun-2-un)merun)- 1 H-6enso[d Jumunason-2-un)-4,4-
I TOPIIHIIepHNH-3-aMIHA THAPOXJIOPH,

(3R,48)-1-(1-((5-xnoprupunun-2-un)merun)- 1 H-6enso[d Jumunason-2-um)-4-
GbroprnepuANH-3-aMHHA THIPOXJIOPHUL;

(R)-6-((2-(3-amuno-4,4-qudropnunepunus-1-un)-4,6-gudrop- 1 H-6enso[dJumunazon-1-
MIT)METHIT)HIKOTHHOHUTPHMIIA THAPOXJIOPH;

(R)-6-((2-(3-amuno-4,4-qudropnunepunus-1-ui)-6-prop-1H-6enso[ djumunazon-1-
MUT)METHIT) HIKOTHHOHHUTPIIL,

(R)-6-((2-(3-amuno-4,4-qudropnunepunus-1-mi)-4-(rpupropmeru)-1H-
6en3o[d]umuason- 1-mn)MeTHIT) HUKOTHHOHHT PUIT,

6-((2-((3R,4R)-3-amuHo-4-proprnunepunus-1-u)-4-(rpupropmerun)-1H-
6en3o[d]umunason- 1-mn)MeTHIT) HUKOTHHOHHT PUIT,

6-((2-((3R,48)-3-amuno-4-propmunepunus-1-un)-4-(rpudropmerun)-1H-
6en3o[d]umuaason- 1-mn)MeTHIT) HUKOTHHOHHT PUIT,

6-((2-((3R,4R)-3-amuH0-4-proprunepunus-1-mr)-6-xnop-3H-umunasol4,5-b Jnupuaun-
3-MJT)METHI ) HUKOTHHOHUT P,

6-((2-((3R,4R)-3-amuH0-4-proprunepunus-1-mr)-6-xnop- 1 H-umunaso[4,5-b Jnupuaun-
1-MJT1)METHI)HUKOTHHOHUTP I,

6-((2-((3R,4R)-3-amuH0-4-proprunepunus-1-mn)-6-xnop- 1 H-umunaso[4,5-b Jnupuaun-
1-un)metin)-N-(TpeT-Oy THI ) HIKOTHHAMH,

6-((2-((3R,4R)-3-amuHo-4-ruapoxcununepunus- 1 -un)-1H-6enso[dJumunazon-1-
WUJT)METHIT) HUKOTHHOHUTPHIT,

6-((2-((3S,4S)-3-amuno-4-ruapoxcununepunut-1-mn)-1H-6enso[d Jumunazon-1-
HUJT)METHIT) HUKOTHHOHUTPIT,

6-((2-(2,6-nuazaciupo[3.4]okran-6-un)-1H-6en3o[d Jumunason-1-
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WJT)METHI)HUKOTHHOHHUTPHIT,
6-((2-((4aR,7aS)-rexcarunponuppouo[3,4-b][ 1,4]okcasun-6(2H)-mn)-1H-
6en3o[ d]uMunazon-1-ua)MeTHI ) HHKOTHHOHUTPIIIA THAPOXJIOPH;
6-((2-((4a8S,7aR)-rexcarunponupposno[3,4-b][ 1,4]okcaszun-6(2H)-mn)-1H-
6en3o[ d]uMunazon-1-11)MeTHI ) HHKOTHHOHUTPIIIA THAPOXJIOPH,
6-((2-((4aR,7aR)-rexcarnaponupposno[3,4-b][ 1,4]okcazun-6(2H)-m)-1H-
6en3o[ d]uMunazon- 1 -uin)MeTHI ) HHKOTHHOHUTPILT,
6-((2-((4a8S,7aS)-rexcarunpornuppono[3,4-b][1,4]okcasun-6(2H)-mn)-1H-
6enso[ d]umunazon- 1-mu)MeTHI) HHKOTHHOHUTPHJL,
(S)-3-amuno-1-(1-((5-umanonupuann-2-un)merun)-1H-6enso[d Jumunazon-2-
WJT)IUTIePUIIH-3-KapOOKCaMHUS,
(R)-3-amuno0-1-(1-((5-unanonupuann-2-un)merun)- | H-6enzo[ d Jumunazon-2-
WJT)[IUTePUIIH-3-KapOOKCaMHUS,
(8)-6-((2-(3-amunO-3-(rUnpoKCHMeTHI)ITHIIepUANH- | -1i)- | H-6enso[dJumunason-1-
HJT)METUIT)HUKOTHHOHUTPHIT,
(R)-6-((2-(3-amun0-3-(ruapokcumetmn)nunepunus-1-mn)- 1 H-6enso[d Jumunazon-1-
WJT)METHJI) HHKOTUHOHUTPUIL,
6-((2-((3R,4S)-3-amuno0-4-Pprop-1 -munepunuain )-6-(tpudropmerin)- | H-
OeH3uMua30- 1 -T)MeTIIT)-3 -TUPUUHKAPOOHUTPILT,
6-((2-((3R,4S)-3-amun0-4-Pprop-1 -munepunusin)-5-(rpudropmerin)- | H-
OeH3uMuaa30- 1-mn)MeTH1)-3 -UPUAMHKAPOOHUTP UL,
6-((2-((3R)-3-amuu0-4,4-nudrop- 1 -nunepunum )-6-(tpudropmerin)-1H-
OeH3uMHaa30:1- 1-mi)MeTHI1)-3 -UPUAMHKAPOOHUTP UL,
6-((2-((3R)-3-amuu0-4,4-nudrop- 1 -nunepununn)-5-(tpudropmerin)-1H-
OeH3uMHIa30:1- 1 -mi)MeTHI1)-3 -NTUPUAMHKAPOOHUTP I,
6-((2-((3R,4R)-3-amuH0-4-(pTOop-1-nunepuguHmn)-5-mMeti- 1 H-6ensumunazon-1-
WIT)METHIT)-3-NTUPUAMHKAPOOHUTPHIT,
6-((2-((3R,4R)-3-amuH0-4-¢pTop-1-nunepugunmn)-6-Meti- 1 H-6ensumunazon-1-

WIT)METHIT)-3-TTUPUAMHKAPOOHUTPHIT,

6-((2-((3R,4R)-3-amuH0-4-pTOop- 1 -nunepuguHmI)-6-x710p-5-MeTun- | H-Oensumunason-

1-nm)MeTH)-3 -MUPUANHKAPOOHUTP I,

6-((2-((3R,4R)-3-amuH0-4-prop- 1 -nunepuguHmn)-5-xuop-6-merun- |H-Oensumunason-

1-mm)MeTnn)-3 - pUANHKAPOOHUTPIAI,

6-((2-((3R,4R)-3-amuH0-4-¢prop-1-nunepugunun)-6-Grop-5-merun- IH-Oensumuason-

1-mm)MeTH1)-3 -MUPUANHKAPOOHUTP I,

6-((2-((3R,4R)-3-amun0-4-dprop- 1 -nunepuaunun)-5-prop-6-metui- | H-Genzumunazon-

1-u1)MeTH)-3-IUpUANHKAPOOHUTPUIL,
6-((2-((3S)-3-(meTtunamuHo)- 1 -nmunepununmi)- 1 H-6ensumunason- 1 -ummernn)-3-
ITHPUIUHKApOOHUTPHIT,

6-((2-((3R)-3-(MeTunamuno)- 1 -nunepuaunmn)- 1 H-Gensumunason- 1-um)meri)-3-

-13 -



043189

MHPUANHKAPOOHHTPHIT,

6-((2-((3R,4R)-3-amuno-4-¢prop-1-nunepuguxun)-6-(audropmeroxcu)-1H-
OeH3UMUIA30]1- | -HIT)MeTIIT)-3 -TIMPUAUHKAPOOHUTPIT,

6-((2-((3R,4R)-3-amuno-4-¢rop-1-nunepuaunun)-S-(audropmeroxcu)-1H-
OeH3UMUIA30J1- | -HIT)MEeTIIT)-3 -TIMPUAUHKAPOOHUTPIAT,

6-((2-((3R,4R)-3-amuno-4-¢rop-1-nunepununun)-4-meroxcu- 1 H-6ensumunazon-1-
WJT)METI)-3 -TIPUIHHKapOOHUTPHIT,

6-((2-((3R,4R)-3-amuno-4-¢rop- 1-nunepununun)-4-merun-1H-6ensumunazon-1-
WJT)METH)-3 -MTHPUAHHKapOOHUTPHIT,

5-((2-((3R,48)-3-amuno-4-rop-1 -nunepununmn)-6-(rpudropmerun)- 1 H-
OeH3UMHa301- 1 -HT)MeTIT)-2-TIpa3sHHKApOOKCAMHU,

5-((2-((3R,4S)-3-amuno-4-¢pTop- | -nunepuanann)-S-(tprdropmeri)- 1 H-
OeH3UMIa301- 1 -HT)MeTI)-2-Ipa3suHKapOOKCAMHU,

6-((2-((3R,4R)-3-amun0-4-¢prop- 1 -munepuannann)-6-x1op-5-(rpudropmerokcu)-1H-
OeH3uMIaa30- 1 -HT)MeTu)-3 -MIpUAMHKAPOOHUTPILT,

6-((2-((3R,4R)-3-amun0-4-Prop- 1 -unepuautn)-5-xop-6-(tpudropmerokcu)-1H-
Oen3uMiaasou- 1-m)MeTuin)-3 -nupugHHKapOOHUTPILT,

6-((2-((3R,4R)-3-amun0-4-Pprop- 1 -nunepuautmn )-6-xn0p-5-(tpudropmernn)- 1 H-
OeH3uMIa30I- 1 -m)MeTui)-3 -MUpUAHHKAPOOHUTPILT,

6-((2-((3R,4R)-3-amun0-4-Pprop- 1 -ntunepuaut)-5-xnop-6-(tpudropmernn)- 1 H-
GeH3umMunazo-1-um)mernn)-3-nupuarHKapOOHUTPUIL,

6-((2-((5R)-1,7-nuaszacnupo[4.5 | nexan-7-mn)- | H-Oensumunason- 1 -mm)meTmn)-3-
MUPUANHKAPOOHUTPHUIL, 6-((2-((55)-1,7-nnazacrupo[4.5]nexan-7-un)-1H-6eH3umunaszon-1-
WJT)METH)-3 -MTIPUIHHKapOOHUTPHIT,

6-((2-((6R)-1,8-nuazacnupo[S.5]ynnexan-8-un)-1H-Oensumunazon-1-un)merun)-3-
MHPUAHHKApOOHHTPHI,

6-((2-((6S)-1,8-nuazacnmpo[ 5.5 lynnexan-8-mn)- 1 H-6eH3umunazon-1-um)merin)-3-
MUPUAMHKapOOHUTPHIL,

6-((2-((4aR,8aR)-rexcarunpo-2H-mupuno[4,3-b][1,4]okcasun-6(5H)-nn)-1H-
OeH3UMIa301- 1 -HT)MeTI)-3 -MIpUAHHKAPOOHUTPILT,

6-((2-((4aS,8aS)-rexcarnapo-2H-nupuno[4,3-b][1,4]okcasun-6(SH)-um)-1H-
OeH3uMIa30- 1 -HT)MeTu)-3 -MIpUAMHKAPOOHUTPILT,

5-((2-((3R,4R)-3-amuu0-4-(rop- | -munepuaunmn)-5,6-audrop- 1 H-6ersuminason-1-
WIT)METI)-2-HPa3HHKapOOKCaMUL,

5-((2-((3R,4R)-3-amuH0-4-rop- 1 -munepuaunmn)-6-(rpudropmerin)-1H-
OeH3UMMUIA301- | -HIT)METIT)-2-TUPA3HHKAPOOKCAMH,

6-((2-((5R)-1,7-nuazacnupo[4.5] nexan-7-un)- 1 H-Oenzumunason- 1 -um)mernn)-3-
MUPHAMHKAPOOHUTPHIT,

6-((2-((5S)-1,7-nnazacmupo[4.5]nexan-7-un)- | H-6ensumunazon- 1 -un)mernn)-3-

MUPUANHKAPOOHUTPHUIT,
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6-((2-((3R)-3-amuHo-4,4-nudrop- | -nmunepunam)-5-merokcn- | H-6ensumuazon- 1-
WIT)METUI)-3-MUPUIHHKApOOHUTPUIT,

6-((2-((3R)-3-amuH0-4,4-nudrop- | -nmunepumaam )-6-meTokcn- | H-6eHsumumazon- 1-
WIT)METUI)-3-MUPUIHHKApOOHUTPUIT,

6-((2-((3S)-3-(meTunamuHo)- 1 -nmunepunnamn )-6-(tpudropmernn)-1H-6ensnmunason-1-
WIT)METUI)-3-MUPUIHHKApOOHUTPUIT,

6-((2-((3S)-3-(meTunamuHo)- 1 -nmunepupnamn)-S-(tpudropmernn)-1H-6ensnmunason-1-
WIT)METUI)-3-MUPUIHHKApOOHUTPUIT,

6-((2-((3S)-3-amuno-3-MeTHI- 1 -munepunnnmn)- | H-6ensumunason-1-mm)merun)-3-
MUPUAMHKAPOOHUTPHUIT,

(S)-6-((2-(3-amunomnunepuaus- 1 -un)-6-merokcu- 1 H-6enso[d Jumunaszon-1-
WJT)METUT)HUKOTHHOHUTPUI-2,2,2-TpH(TOpaLETaT;

(S)-6-((2-(3-amunomnunepuaus- 1 -uin)-5-merokcu- 1 H-6en3o[d Jumunaszon-1-
WJT)METUT)HUKOTHHOHUTPUI-2,2,2-TpH(TOpaLEeTaT;

6-((2-((3R,4R)-3-amuH0-4-proprmnepunns- 1 -mum)-4-x1op-6-gprop-1H-
6enso[ d]umuaazos-1-1un)Me T HUKOTHHOHUTPHI-2,2, 2-TpudyTopaLieTar;

6-((2-((3R,4R)-3-amun0-4-propnunepunns- 1-nm)-5-meroxcu- 1 H-6enzo[d Jumunaszon-1-
HJT)METUT)HUKOTHHOHUTPHIIA THAPOXJIOPUL;

6-((2-((3R,4R)-3-amuno0-4-propnunepunns- 1-nm)-6-meroxcu- 1 H-6enzo[d Jumunason-1-
HJT)METUT)HUKOTHHOHUTPHIIA THAPOXJIOPUL;

6-((2-((3R,4S)-3-amuno-4-proprnepunus-1-un)-6-merokcu-1H-6enso[dJummnazon-1-
HJT)METUT)HUKOTHHOHUTPHIIA THAPOXJIOPUL;

6-((2-((3R,4S)-3-amuno-4-proprnepunun-1-un)-5-merokcu-1H-6enso[dJummnazon-1-
HJT)METUT)HUKOTHHOHUTPHIIA THAPOXJIOPUL;

2-((3R,4S)-3-amuno-4-proprmnepuaus-1-min)- 1-((5-X10pmUpUMHANH-2-UIT)METHI )-0-
¢rop-1H-6en3o[d]Jumunazon-4-xapOoHUTpU,

(R)-2-(3-amuuo0-4,4-mudropnunepunus- 1-um)- 1-((S-X TOpIUPUMHINH-2- I )METHI)-5-
¢rop-1H-6en3o[d]umunazon-7-kapOoHHTPUL,

(R)-2-(3-amuuo0-4,4-mudroprunepunus- 1-um)- 1-((S-X TOpIUPUMHUINH-2- T )METHI )-6-
¢rop-1H-6en3o[d]Jumunazon-4-xapOoHUTpU,

6-((2-((3R,4R)-3-amun0-4-runpokcununepuauH- 1 -mi)-6-xmnop- 1 H-6enso[ d jumunazon-1-
HJT)METUIT)HUKOTHHOHUTPHIT,

6-((2-((3R,4S)-3-amun0-4-ruapokcununepuans- | -un)-6-xmop- 1 H-6enso[ d Jumunason-1-
HJT)METUIT)HUKOTHHOHUTPHIT,

(R)-4-((2-(3-amuno0-4,4-nudropnunepunus- 1 -ui)-1H-6enso[d Jumunazon-1-
HJT)METUIT)0SH30HUTPILT,

TOUTHAPOXIOPHA 4-((2-((3R,4R)-3-amuH0-4-rugpokcunumnepuaus- 1 -m)-1H-
Genso[ d]umunazos-1-mn)MeTin)OeH3OHUTPHIA c 4-((2-((38,4S)-3-amuH0-4-
ruppokcununepunns- 1-mr)-1H-6enso[d|umunazon-1-un)mernn)oensonurpuiom (1:1);

4-((2-((3R,4R)-3-amun0-4-¢prop-1-nunepugunun)-5,7-audrop- 1H-Gensumunason-1-
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WUT)METHIT)OEH30HUTPHI,

4-((2-((3R,4R)-3-amuH0-4-¢rop-1-nunepununun)-4,6-audrop-1H-6ensumunason-1-
WUT)METHIT)OEH30HUTPHI,

2-((3R,4R)-3-amuno-4-¢rop-1-nunepuaunmn)-1-(4-uuanodensi)-1H-6en3umuga3on-6-
KapOOHHUTPHIT,

2-((3R,4R)-3-amuno-4-¢rop- 1 -nunepuaunmn)-1-(4-uuanodensi)-1H-6ensumugason-5-
KapOOHUTPHIT,

2-((3R)-3-amuH0-4,4-mudrop- 1 -nmunepuaunnn)-1-(4-uuanodensun)- 1 H-6ensumunazon-
6-KapOOHUTPHIT,

2-((3R)-3-amuH0-4,4-mudrop- 1 -nmunepuaunnn)-1-(4-uuanodensun)- 1 H-6ensumunazon-
5-xkapOOHUTPHIT,

(R)-4-((2-(3-amunomunepuaus- 1 -un)-1H-6en30[ dJumunazoa-1-n)MeTin)Oe H3OHUTP UL,

4-((2~((3R,4R)-3-amuHO-4-MeTunnunepuaus- 1 -un)- | H-6en3o[d Jumunason-1-
UT)METHIT)OSH30HUTPHUIT,

4-((2-(3-(amurOMETHN)-3-MeTHITIUPpONHAHH- | -11)- 1 H-Genzo[ d Jumupmazon-1-
UT)METHIT)OCH30HUTPHUIT,

4-((2~((3S,4R)-3-amun0-4-penmmmupponunus- 1 -un)- | H-6enzo[d Jumunaszon-1-
UT)METHIT )OS H30HUTPUI u 4-((2-((3R,4S)-3-amuHo-4-penmmmuppoauaus-1-mr)-1H
6enso[d]uminason- 1-mn)mMeTrn)OeH3OHUTP T,

(S)-4-((2-(3-amunonupponunus-1-un)-1H-6enso[d]umunason-1-
WUT)METHIT)OEH30HUTPHLI,

(S)-4-((2-(3-amunonunepunus- 1 -1mw1)- 1H-6en3o[d Jumunazon- 1 -un)MeTin )0e H3OHU TP,

4-((2~(6-amuHo-2-a3acnimpo[ 4.4 JaoHan-2-nn)- | H-6enzo[ d Jumupmaszon-1-
UT)METHIT )OS H30HUTPHUIT,

4-((2-(4-amunorekcaruapourkiaonental ¢ muppon-2(1H)-mn)- | H-6en3o[d Juminazon-1-
UT)METHIT )OS H30HUTPHUIT,

4-((2-((3S,4S)-3-amunH0-4-droprumnepunun- 1 -mn)-1H-6enso[dJnmunazon-1-
UT)METHIT )OS H30HUTPHUIT,

4-((2~((3S,4R)-3-amun0-4-propnunepunus-1-mn)- 1 H-6enso[d Jumunason-1-
UT)METHIT )OS H30HUTPHUIT,

4-((2-((3R,4S)-3-amun0-4-propnunepunns-1-mn)- 1 H-6enso[d Jumunazon-1-
UT)METHIT )OS H30HUTPHUIT,

4-((2~((3R,4R)-3-amuHo-4-broprunepunut- | -mn)- | H-6enso[ d Jumunazon-1-
UT)METHT)OSH30HUTPHUIT,

(R)-4-((2-(3-(amunOMeTHN)-3 - TOpripponuans- 1 -uin)- 1 H-6enso[ d Jumunazon-1-
UI)METHT)0eH30HUTPUNI-2,2,2-TpuTOpaLeTaT;

(S)-4-((2-(3-(amurOMeTHI)-3-PTOprIppOUANH-1 -111)- | H-6en30[d [umunazon-1-
UI)METHT)0eH30HUTpUNI-2,2,2-TpuTOpaLeTaT;

(R)-4-((2-(3-(amuHOMeTHI)-3-rEapokcumupponuant- 1 -mn)- | H-6en3o[ d Jumunason-1 -
UI)METHT)0eH30HUTpUNI-2,2,2-TpuTOpaLeTaT;
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(S)-4-((2-(3-(amuHOMeTMIT)-3-rUAPOKCHITHPPONHANH- | -1i)- |H-0enso[d [umunason-1-
WT)METIT)OeH30HUTPII-2,2,2-TpudTopaLeTar;

(S)-4-((2-(3-(amuHOMeTUN)IUppOIUANH- 1 -1i)- 1 H-6en30[dJumunazon-1-
WJT)METHT)OSH3OHUTP UL,

MoJeKyJsipHast macca: 331,41;

(R)-4-((2-(3-(amuHOMeTIT)HppOUauH-1-1i1)- 1H-6enso[ d Jumunazon-1-
WIT)METHIT)OEH30HUTPHIT,

MoJeKyJisipHas Macca: 331,41;

4-((2-((38,4S)-3-amuno-4-metunnunepunun- 1 -mi)- 1 H-6enso[d Jummunazon-1-
WI)METHIT)OeH30HUTPII-2,2,2-TpUTOpaLIeTar;

4-((2-((3S,4R)-3-amun0-4-metnnnunepuant- 1 -mn)- 1 H-6enso[ d Jumunason-1-
W)METII)OeH30HUTPII-2,2,2-TpUTOpaLIETaT;

4-((2-((3R,45)-3-amuno0-4-metnnnunepuant- 1 -mn)- 1 H-6en3o[ d Jumunason-1-
WI)METHIT)OEH30HUTPII-2,2,2-TpU)TOpaLIeTaT;

4-((2-((1S,5R)-1-(amunomeTw)-3-a3aburmkio[ 3. 1.0 rekcan-3-mn)- 1 H-
6enso[d]umMunazo-1-un)MeTH)OeH3OHUTP I,

4-((2-((1R,5S)-1-(amunomeTw)-3-a3aburukio[ 3. 1.0 rekcan-3-mn)- 1 H-
6en3o[d]umMunazos- 1-un)MeTH)OeH3OHUTP I,

(R)-4-((2-(3-amunonunepunun- 1 -ui)-6-merokcu- 1 H-6enzo[ d Jumunason- 1-
WIT)METHI)OEH3OHUTPUIT,

(R)-4-((2-(3-amunonunepunun- 1 -ui)-5-merokcu- 1 H-6enso[ d Jumunason- 1-
WIT)METHI)OEH3OHUTPUIT,

(2-((3R,4R)-3-amun0-4-proprunepunun- 1 -ui)- 1 -((S-xaopmupumunus-2-mn)metun)- 1 H-
6en3o[d]umunason-6-kapOoHUTpHUI,

(3R,4R)-4-Pprop-1-(1-((5-proprmupumunus-2-un)merin)- | H-6enso[ d jumunazon-2-
WJT)ITUIIEPUIHH-3-aMHH,

(3R,4R)-4-prop-1-(1-((5-proprupunun-2-wmwn)merun)- | H-6enso[ d jJumunason-2-
WJT)ITUIIEPUIHH-3-aMHH;

2-((3R,4R)-3-amuno-4-proprnunepunun- 1-umn)- 1-((5-propnupunun-2-wi)merwn)- | H-
6enso[d]umunazon-6-kapOOHUTPIIT,

2-((3R,4R)-3-amuno-4-¢propnunepunus- 1 -mn)- 1-((5-propnupunun-2-nn)merui)- 1H-
6enso[d]umunazon-5-kapOoHUTPIIT,

(3R,4R)-1-(1-((5-Opomnupumuaus-2-un)merin)- 1 H-6enso[d Jumunazon-2-u)-4-
(bTopnunepuarH-3-aMuH;

(3R,4R)-4-prop-1-(1-((5-(TpudropmeTin)nupumuauH-2-mn)metmn)- 1 H-
6enzo[d]umunason-2-mn)nunepuaAnH-3-aMuH;

(3R,4R)-4-rop-1-(1-((5-MeToxkcunmpumMunus-2-un)metin)- | H-6enso[d Jummunaszon-2-
WT)ITHIIePUANH-3-aMUH,

(3R,4R)-1-(1-((5-xnoprupumuaun-2-un)merun)-1H-6enso[ d[umunazon-2-un)-4-

(bTOpUIEepUINH-3-aMUH;
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2-((3R,4R)-3-amuH0-4-Pproprunepunun-1 -mn)-1-((5-propmupumunun-2-un)mernn)- 1 H-
6enso[d]umunazon-6-kapOOHUTPUIT,

2-((3R,4R)-3-amuH0-4-Pproprunepunun-1 -mn)-1-((5-propmupumunun-2-un)mernn)- 1 H-
6enso[d]umunazon-5-kapOoHUTPUIT,

2-((3R,4R)-3-amuH0-4-Pproprunepunu-1 -mi)- 1 -((S-uuaHOMMpUMUIHH-2- UIT)METHI )-
1H-6enso[d]uminazon-5-kapOoHUTP I,

2-((3R,4R)-3-amuHo-4-Proprnunepunus- 1 -mn)- 1 -((5-xnopnupumunnn-2-un)merin)- 1 H-
6enso[d]umunazon-5-kapOoHUTPUIT,

2-((3R,4R)-3-amuH0-4-Pproprunepunun- 1 -mn)-1-((5-6pomnupumuauH-2-un)merun)- 1 H-
6enso[d]umunazon-6-kapOOHUTPUIT,

2-((3R,4R)-3-amuH0-4-Pproprunepunun- 1 -mn)-1-((5-6pomnupumuauH-2-un)merun)- 1 H-
6enso[d]umunazon-5-kapOoHUTPUIT,

5-((2-((3R,4R)-3-amuno-4-proprmunepunus- 1 -ui)- 1 H-6enso[ d jummunazon-1-
HJT)METUIT)IUPA3HH-2-KapOOHUTPUIT,

2-((3R,4S)-3-amuno-4-proprunepuaus-1-mn)- 1-((5-xnopnupumunun-2-un)merun)- | H-
6enso[d]umunazon-6-kapOOHUTPUIT,

2-((3R,4S)-3-amuno-4-proprunepuaus-1-mn)- 1-((5-xnopnupumunun-2-un)merun)- | H-
6enso[d]umunazon-5-kapOoHUTPUIT,

(3R,4R)-3-amuHo-1-(1-((5-xaopnmpumunns-2-un)merin)-6-gprop-1H-
Genso[ d]umunazon-2-un)nunepunanH-4-oi;

(3R,4R)-3-amuHo-1-(1-((5-xnopnmpumunns-2-un)merin)-5-grop-1H-
Genso[ d]umunazon-2-un)nunepunanH-4-o;

6-((2-((3R,4R)-3-amMmuHO0-4-rupoKCHITUNEpUANH- | -1)-6-prop-1H-0en3o[dJumunazon-1-
HJT)METUT)HUKOTHHOHUTPHIT,

6-((2-((3R,4R)-3-amun0-4-runpokcununepuanH- 1 -un)-5-grop-1H-6enso[dJumunazon-1-
HJT)METUT)HUKOTHHOHUTPHIT,

(S)-1-(1-((5-xnopnmpunun-2-nn)meti)- 1 H-6enso[d Jumunason-2-un)munepuaus-3 -
aMUH,

(S)-5-((2-(3-amunomnunepuaus- 1 -un)- 1 H-6enso[dJumunaszon-1-
HJT)METUIT) IUKOJIUHOHUTPUIL,

(3R,4R)-1-(1-((5-xnoprmpuaus-2-un)meriun)- | H-6enso[ d Jumunazon-2-mm)-4-
¢dTopnunepHaAnH-3-aMUHA TUAPOXJIOPUL;

(R)-6-((2-(3-amuno0-4,4-nudropnunepunus-1-uin)-1H-6enso[d Jummunazon-1-
HJT)METUT)HUKOTHHOHUTPHIIA THAPOXJIOPUL;

2-((3R,4R)-3-amuHO-4-dToprumnepunuH- 1 -un)- 1 -((5-xmoprmpunun-2-wn)merw)- 1 H-
6enso[ d]uminazon-6-kapOOHUTPHIIA THAPOXJIOPHUL,

2-((3R,4R)-3-amuH0-4-pToprunepunuH- 1 -un)- 1 -((5-xmoprnupunun-2-wn)merii)- | H-
6enso[d]uminazon-5-kapOOHUTPHIIA THAPOXJIOPUL,

(3R,4R)-1-(1-((R)-1-(5-xnoprupunus-2-un)stin)- | H-6enzo[d |Jumupazon-2-ui)-4-

¢hropnunepuauH-3-aM1Ha THAPOXJIOPULL,
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(3R,4R)-1-(1-((S)-1-(5-xnopnmpunnu-2-un)>tuin)- | H-6enso[ d |Jumunazon-2-um)-4-
(broprunepuanH-3-aMHHA THIPOXJIOPUL,
(3R,4R)-1-(1-((R)-1-(5-xnoprupuanH-2-un)stun)-5,6-nudrop- 1 H-6enso[ d jumunazon-2-
wn)-4-propnunepuanH-3-aMuHa THAPOXJIOPHT,
(BR,4R)-1-(1-((S)-1-(5-xnoprupuauH-2-un)3tHn)-5,6-mudrop- 1H-6en30[d Jumunason-2-
1in)-4-QTopIUNIepHINH-3-aMUHA THAPOXJIOPUL,
(3R,4R)-1-(5-xn0p-1-((R)-1-(5-xnoprmupunun-2-un)3tun)- | H-6enso[ d Jumunazon-2-nm)-
4-dropnunepunyu-3-aMiHa THAPOXIOPUL,;
(3R,4R)-1-(5-xn0p-1-((S)-1-(5-xnoprmupunun-2-un)stin)- | H-6enso[d Jumunason-2-uin)-
4-dropnunepunyu-3-aMiHa THAPOXIOPUL;
(3R,4R)-1-(6-x50p-1-((R)-1-(5-xnoprmupuann-2-un)stun)- 1 H-6enso[ d jumunazon-2-un)-
4-¢roprunepunuH-3-aMiIHa THAPOXIOPUA;
(3R,4R)-1-(6-xn0p-1-((S)-1-(5-xnopnupuaun-2-un)atin)- | H-6enso[d Jumunazon-2-un)-
4-¢roprunepunuH-3-aMiUHa THAPOXIOPUA,
2-((3R,4R)-3-amuHo-4-Ppropounepunus- 1 -mn)-1-((R)-1-(5-unaHonupuamnH-2-1i )3T -
1H-6en30[d]umuna3on-6-kapOOHUTPUIA THAPOXIOPHA;
2-((3R,4R)-3-amuH0-4-Ppropounepunus- 1 -mn)- 1 -((R)-1-(5-unaHonupuamnH-2- 1) Thi)-
1H-6en30[d]umuna3on-5-kapOoHUTpUIA THAPOXIOPHA,;
2-((3R,4R)-3-amuHo-4-propounepunus- 1 -mi)- 1-((S)-1-(5-unaHOnUpUIHH-2- 11 )3TUI )-
1H-6enso[d]uminasomn-6-kapOOHHTPUIA THAPOXIOPULL,
2-((3R,4R)-3-amuHo-4-propounepunus- 1 -mn)- 1-((S)-1-(5-unaHOnUpUIHH-2- 11 )3TUI )-
1H-Genso[d]uminason-5-kapOOHHTPUIA THAPOXIOPULL,
(3R,4R)-1-(1-((5-xnoprmpuans-2-un)Metun)-5,6-audrop- 1 H-Gensol d [umunazon-2-m)-
4-¢roprnunepunuH-3-aMiUHA THAPOXIIOPHA,
(3R,4R)-1-(5,6-mudrop-1-((5-propmupunun-2-un)merun)- 1 H-6ensol d Jumunazon-2-mn)-
4-¢propnunepunnH-3-aMiUHA THAPOXIIOPHA,
(R)-1-(1-((5-xnoprupuaun-2-wn)metun)-5,7-nudtop- lH-6enzo[ d jJumunazon-2-un)-4,4-
DU TOPIUIIEPUANH-3-aMHUHA THAPOXIIOPH,
(R)-1-(1-((5-xnoprupuaun-2-wn)merun)-4,6-nudtop- 1H-6enzo[ d jJumunazon-2-un)-4,4-
I TOPIUIIEPUANH-3-aMHUHA THPOXIIOPH,
(R)-1-(2-((3R,4R)-3-amunHo-4-Ppropnunepunus- 1 -un)- 1 H-6enzo[d Jumunazon-1-mi)-2,3-
nuruapo-1H-unnes-5-kapOboHuTpuia THAPOXIIOPHT,
(S)-1-(2-((3R 4R)-3-amuno-4-propnunepunus-1-mn)-1H-6enzo[d Jumunazon-1-mn)-2,3-
nuruapo-1H-unneH-5-kapOboHuTpiia THAPOXIOPHT,
(R)-5-((2-(3-amun0-4,4-nudropnunepunu- 1 -mn)-6-xnop- 1H-6enzo[ dJumunason-1-
WIT)METUI)IUPA3HH-2-KapOOHUTPUIT,
(R)-5-((2-(3-amuHO-4,4- mud ToprunepunuH-1-mm)-5-xuop- 1H-6enso[d Jumunaszon-1-
WJT)METII)TUPA3HH-2-KapOOHUTPHUIT,
2-(2-((3R,4R)-3-amuH0-4-(propnunepunus-1-mun)-5,6-nudrop-1H-6enzo[ dJumunaszon-1-

n1)-N-H30ImponuIaneTaMus;
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2-(2-((3R,4R)-3-amuHo-4-proprunepunus-1-un)-5,6-nudprop-1H-0enzo[ dJumunazon-1-
ui)-1-(azeTuaun-1-11)3TaHOH;

2-(2-((3R,4R)-3-amuHo-4-proprunepunus-1-un)-5,6-nudrop-1H-0enzo[ dJumunazon-1-
n)-N-(2-nuanonpomnun)-N-3THIaleTaMuzI,

3-(2-((3R,4R)-3-amuHo-4-proprunepunus- 1-uin)-5,6-nud rop-1H-Genzo[ d Jumunaszon-1-
W)~ 1 -MeTIINUPPONTUINUH-2-0H,

3-(2-((3R,4R)-3-amuHo-4-proprmnepunus-1-umn)-5,6-nudTop-1H-6enso[ dJummnazon-1-
wi)-1-peHnnnunepuauH-2-oH,

3-(2-((3R,4R)-3-amuHo-4-proprunepunun-1-un)-5,6-nudrop- 1 H-6enso[ dJumunazon-1-
ni)-1-(4-xnopheHnn) TMppOoTHINH-2-0H;

2-((3R,4R)-3-amuno-4-proprnunepunus- 1 -ui)- 1 -((5-MeTOKCUNTUPUMUAMH-2-UJT)METHIT )-
1 H-6en30[d[nmunazon-S-kapOOHNTPHIA THAPOXJIOPHL;

2-((3R,4R)-3-amuHo-4-¢ropnunepuaus- 1-un)-1-((5-MeTOKCUTUPUMUTHH-2-UIT)METHJT )-
1H-06en3o[d]umuaazon-6-kapOOHUTPHIA THIPOXIOPHL;

2-((3R,4R)-3-amuno-4-proprnunepunus- 1-mwi)-1-((6-(tpud ropmeTrn) mupuaun-3-
win)meri)-1H-6en30[dJumunazon-6-kapOOHUTpHIA THAPOXIOPHUL,

2-((3R,4R)-3-amuHo-4-proprnunepunus- 1-1mr)- 1-((6-(Tpud ropmeTrn) mupuanH-3-
wi)metiu)-1H-6enso[dJumunazon-5-kapOoHuTpHIa ruApOXIOPUL;

(S)-3-(2-((3R,4R)-3-amuno-4-dropnunepunus- 1-un)-5,6-nudrop-1H-
6enso[d]umunason- 1-mn)- 1 -MeTHIIUPPONTUIUH-2-0H;

(R)-3-(2-((3R,4R)-3-amuHo-4-dproprunepunns-1-un)-5,6-audrop-1H-
6enso[d]umunason- 1-mn)- 1 -MeTHIIUP PO INH-2-0H;

(S)-3-(2-((3R,4R)-3-amuno-4-dropnmnepunus- 1-um)-5,6-nudrop-1H-
6enso[d]umunaszon- 1-un)-1-(4-xnopheHun) IuppOoIUANH-2-0H;

(R)-3-(2-((3R,4R)-3-amuno-4-propnunepuaut-1-un)-5,6-audrop-1H-
6enso[d]umunaszon- 1-un)-1-(4-xnopheHun) IMppoIUANH-2-0H;

2-((3R,4R)-3-amun0-4-rop- 1-nunepupunun)- 1-((5-uuano-2-nupasunmn)Merin)- 1 H-
OeH3MMHA30/1-6-KapOOHNUTPHIT,

2-((3R,4R)-3-amuH0-4-prop- 1 -munepuaunmn)- 1 -((5-uuano-2-nupasuHmwi)meTun)- 1 H-
OeH3uMUa30.1-5-KapOOHUTPHITL;

5-((2-((3R,4R)-3-amuH0-4-Pprop- 1 -nunepununmn)-4,6-audrop- 1 H-6ensumunazon-1-
WJT)METI)-2-NTHPa3HHKapOOHUTPHIT,

5-((2-((3R,4R)-3-amuH0-4-PpTOp- 1 -Munepuaunmn)-5,7-audrop- 1 H-6ensumunazon-1-
WJT)METIT)-2-NTHpa3HHKapOOHUTPHIL,

(39)-1-(1-((5-¢prop-2-mupuaurun)merinn)- 1 H-0ensumunason-2-mn)-N-metui-3-
MHIIePUANHAMUH,

(3S)-1-(1-((5-xn0p-2-nupuausmn Metin)- | H-6ensumunason-2-wmi)-N-metun-3-
MANEPUANHAMUH,

6-((1R)-1-(2-((3S)-3-(mernnamuHo)- 1 -munepuamann)- 1 H-6ersumunaszon- 1 -umatumn)-3-

MUPUAUHKAPOOHUTPHUIL,
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6-((18)-1-(2-((3S)-3-(meTunamuno)- 1 -nunepuantun)- 1 H-Oenzumunazon-1-mn)arun)-3-
MUPUIUHKAPOOHUTPUIL,

(3R,4R)-1-(1-((5-xmop-2-nmupumuauHun)Merin)-5, 7-gudrop-1H-Oensumunaszon-2-ui)-4-
¢bTop-3-nunepunauHaAMUH,

(3R,4R)-1-(1-((5-xnop-2-nupumMuuHiI)MetTin)-4,6-nudrop-1H-6eHsumunazon-2-un)-4-
¢bTop-3-nunepunauHaAMUH,

(3R,4R)-1-(5,6-mudprop-1-((1-merun- 1H-unpazon-4-un)merun)-1H-Genzumuazon-2-
wi)-4-¢GTop-3-nunepuanHaMuH;

(3R,4R)-1-(5,6-audprop-1-(5-xunoanuunmerun)- 1 H-Oenzumunaszon-2-un)-4-drop-3-
MUNIEPUANHAMUH,

(3R,4R)-1-(5,6-nudrop-1-((1R)-1-(8-xuHonmunmn)atun)- 1 H-6enzumunazon-2-mn)-4-
(hTOp-3-NUNepUaNHAMUH;

(3R,4R)-1-(5,6-nudrop-1-((1S)-1-(8-xunonuuun)stun)-1H-Genznumunazon-2-mmn)-4-
(hTOp-3-NUNepUANHAMUH;

(3R,4R)-1-(1-((3-(3-xnopdpenun)-1,2-okcazon-5-un)merun)-5,6-nudrop- 1H-
GensumMunazon-2-un)-4-¢prop-3-nunepuanHaMuH,

(3R,4R)-1-(5,6-nudrop-1-((1-merun-1H-unnazon-7-un)merun)-1H-6enzumunazon-2-
nn)-4-¢pTop-3-nunepuauHaMuH;

(3R,4R)-1-(1-(2,6-auxnopbensun)-5,6-audrop- 1H-Genzumunazon-2-un)-4-prop-3-
MMANCPUAUHAMUH,

1-(1-aserumunnn)-2-(2-((3S)-3-(Merunamuno)- 1 -nunepuaunun)-1H-0enzumunason-1-
WJ1)3TAHOH,

6-((1R)-1-(4,6-mudTop-2-((4aR,8aR)-rexcarunpo-2H-nupuno[4,3-b][1,4]okcazun-6(5H)-
wi)-1H-6eH3uMunaszon-1-ui)aTun)-3-MUpuAHHKapOOHUTPHIT,

6-((1R)-1-(4,6-mudTop-2-((4aS,8aS)-rexcarunpo-2H-nupuno[4,3-b][ 1,4]okcazun-6(5H)-
wi)-1H-6eH3uMunaszon-1-ui)aTun)-3-MUpuAHHKapOOHUTPHIT,

6-((18)-1-(4,6-mudrop-2-((4aS,8aS)-rexcarunpo-2H-nupuno[4,3-b][ 1,4]okcasun-6(5SH)-
wi)-1H-6eH3uMunaszon-1-ui)aTun)-3-MUpuAHHKapOOHUTPHIT,

6-((18)-1-(4,6-mudrop-2-((4aR,8aR)-rexcaruapo-2H-nupuno[4,3-b][ 1,4 ]okcasun-6(5H)-
wi)-1H-6eH3uMunaszon-1-ui)aTun)-3-MUpuAHHKapOOHUTPHIT,

6-((1R)-1-(5,7-mudTop-2-((4aR,8aR)-rexcarunpo-2H-nupuno[4,3-b][1,4]okcazun-6(5H)-
wi)-1H-6eH3uMunaszon-1-ui)aTun)-3-MUpuAHHKapOOHUTPHIT,

6-((1R)-1-(5,7-mudTop-2-((4aS,8aS)-rexcarunpo-2H-nupuno[4,3-b][ 1,4]okcazun-6(5H)-
wi)-1H-6eH3umunaszon-1-mui)aTun)-3-MUpUAHHKApOOHUTPHIT,

6-((18)-1-(5,7-mudrop-2-((4aS,8aS)-rexcarunpo-2H-nupuno[4,3-b][ 1,4]okcasun-6(5SH)-
wi)-1H-6eH3umunaszon-1-ui)sTun)-3-mUpuAHHKapOOHUTPHIT,

6-((18)-1-(5,7-mudrop-2-((4aR,8aR)-rexcaruapo-2H-nupuno[4,3-b][ 1,4 ]okcasun-6(5H)-
win)-1H-6eH3umunason-1-um)atun)-3-mupuanHKapOOHUTPHIT,

2-(2-((3R,4R)-3-amuHo-4-pop- 1 -nunepununii)-3,6-audrop-1H-0enzumunazon-1-umn)-

N-MeTunaneTaMu;,
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2-(2-((3R,4R)-3-amuno0-4-(rop-1 -nunepuaunun)-5,6-audrop-1H-6ensumunazon-1-m)-
1-(4-mopdonanHuI)ITaHOH,

2-(2-((3R,4R)-3-amuno0-4-(rop-1 -nunepuaunun)-5,6-audrop-1H-6ensumunazon-1-m)-
1-(1-0MppOMMANHUIT)3TAHOH;

2-(2-((3R,4R)-3-amuno0-4-(rop-1 -nunepuaunun)-5,6-audrop-1H-6ensumunazon-1-m)-
N, N-gumerunaneTaMus;

(2R)-2-(2~((3R,4R)-3-amuno-4-¢prop- 1 -nunepununui)-5,6-audrop-1H-0enzumunazon-
1-nn)-N, N-aumeruinponaHamurn,

(25)-2-(2-((3R,4R)-3-amuH0-4-prop- 1 -nunepununmmn)-5,6-nudrop- 1 H-Oenzumunazon- 1-
un)-N, N-aumerunnponaHamun,

2-(2-((3R,4R)-3-amuH0-4-prop- 1 -nunepununmi)-3,6-audrop-1H-OeHzumunazon-1-umn)-
1-(1-nMnepuaMHUI)ITAHOH;

2-(2-((3R,4R)-3-amuH0-4-prop- 1 -nunepununmi)-3,6-audrop-1H-OeHzumunazon-1-umn)-
N-sTunaneramun;

1-((5-xnop-2-nupumunuaun)meti)-2-((3R,4R)-4-dprop-3-(meTunamuno)-1-
nunepuanann)- 1 H-6eHsumuna3on-6-kapOOHUTPHIT,

1-((5-xnop-2-nupumunuaun)meti)-2-((3R,4R)-4-dprop-3-(meTunamuno)-1-
nunepuanann)- 1 H-6eHsumunazon-5-kapOoHUTpHIT,

2-(2-((3R,4R)-3-amuno-4-dprop- 1 -nunepununmi)-6-xnop-1H-6ensumunazon-1-mn)-1-(1-
a3€THAMHUII)ITAHOH,

2-(2-((3R,4R)-3-amuno-4-dprop- 1 -nunepununmi)-5-xnop-1H-6ensumunazon-1-mn)-1-(1-
a3€THAMHUII)ITAHOH,

2-((3R,4S)-3-amuno-4-(prop-1-nunepununmi)- 1 -(2-(1-azerununmn)-2-oxkcoatun)-1H-
OeH3uMHuAa301-6-KapOOHUTPUIT,

2-((3R,4S)-3-amuno-4-(prop-1-nunepununmi)- 1 -(2-(1-azerununmn)-2-oxkcoatun)-1H-
OeH3uMHuAa301-5-KapOOHUTPUIT,

(3R,4R)-1-(1-((5-xnmoprmupumuaun-2-un)merun)-6-dprop- 1H-6enso[d Jumunazon-2-u)-4-
(bropnunepuanH-3-aMuH;

(3R,4R)-1-(1-((5-xnmoprmupumuaun-2-un)merun)-5-¢prop- 1H-6enso[d Jumunazon-2-un)-4-
(bropnunepuanH-3-aMuH;

(R)-6-((2-(3-amunomnunepuaus- 1-un)-1H-6enso[djumunazon-1-
WJT)METHJT) HUKOTHHOHUTPHII,

(R)-5-((2-(3-amunomnunepuaus- 1-un)-1H-6enso[djumunazon-1-
WT)METHIIT)TUKOJIUHOHUTPII-2,2, 2-TprudToparnerar,

(R)-1-(1-(usoxunonun-7-unmerun)-1H-Genso[ d Jumunazon-2-un)nunepuann-3-aMuH,

R)-1-(1-((1-merun-1H-unnazon-7-un)metun)- 1 H-6enso[ dJumunazon-2-um) munepuaiH-
3-aMuH;

6-((R)-1-(2-((S)-3-amunonunepunus-1-un)- 1 H-6enso[dJummnazon-1-
WJT)3TUI)HUKOTHHOHUTPUIIA THOPOXJIOPUA,

6-((S)-1-(2-((S)-3-amunonunepuans-1-nn)- 1 H-6enso[ dJumunason-1-
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WJT)3THI)HUKOTHHOHUTPIIA TUAPOXJIOPHL,

6-((R)-1-(2-((3R,4R)-3-amuno-4-¢propnunepunus- 1 -un)- 1 H-6enso[d Jumunason-1-
WJT)3TH)HUKOTHHOHUTPIIA TUAPOXJIOPHL,

6-((S)-1-(2-((3R,4R)-3-amuno-4-¢propnunepuans- 1-un)- 1H-6enso[ dJumunazon-1-
WJT)3TH)HUKOTHHOHUTPIIA TUAPOXJIOPH,

6-((R)-1-(2-((S)-3-amunonunepunus-1-un)-1H-6enso[dJumunazon-1-
W) PO ) HUKOTHHOHUTPIIIA THAPOXJIOPH,

6-((S)-1-(2-((S)-3-amunonunepuaun- 1 -uin)-1H-6enso[ d Jumunason-1-
W) IPOIHI)HUKOTHHOHUTPIIIA THAPOXJIOPH,

(3R,4R)-1-(5,6-nudprop-1-((5-bropnupumunun-2-un)merun)- 1 H-6enzo[dJumunazon-2-
wn)-4-propnunepranH-3-aMuH;

3-(1-(2-((3R,4R)-3-amuHno-4-hroprunepunus- 1 -un)-5,6-audrop-1H-6enso[ dJumunazon-
1-11)3THIT)OEH3OHUTPHUIT,

(3R,4R)-1-(5,6-mudrop-1-((5-dpTopmpumunus-2-un)merun)- | H-6enso[d Jumunason-2-
ni)-4-GpToprnunepuanH-3-aMuH;

(3R,4S)-1-(5,6-nudrop-1-((5-bropmupunnn-2-mwi)mermn)- 1 H-6enso[d Jumugazon-2-mn)-
4-¢propnunepunnn-3-aMuH;

(3R,4S)-4-brop-1-(1-((5-propmupumunun-2-ui)mMeTtin )-6-(Tpud ropmerin)-1H-
6enso[d]umuaazon-2-wn)nunepuanH-3 -aMuH;

(3R,4S)-4-brop-1-(1-((5-proprupumunun-2-win)metin)-5-(tpudropmerin)-1H-
6enso[d]umunazon-2-un)nunepuauH-3-aMuH;

(R)-1-(5,6-mudrop-1-((5-proprupunun-2-mn)metun)-1 H-6enso[d umunazon-2-wn)-4,4-
audropnunepuauH-3-aMuH,

2-(2~((3R,4S)-3-amuHo-4-(roprunepuaus-1-un)-6-(tpudropmerin)-1H-
6enso[d]umunazon-1-mn)-1-(azeruaus-1-mwi)stas-1-oH,

2-(2-((3R,4S)-3-amuHo-4-hroprunepuaus-1-un)-5-(rpudropmerin)-1H-
6enso[d]umunazon-1-mn)-1-(azerunus-1-mn)stan-1-ox,

2-(2-((3R,4R)-3-amuHo-4-propnunepunun-1-un)-5,6-nudrop-1H-6enso[dJumunazon-1-
wn)-1-(2,2-AuMeTHINUP pONHAH- | -1 )3TaH- 1 -0H;

6-((2-((3R,4S)-3-amuHo-4-runpokcununepuus- 1-un)-6-¢prop-1H-6en3o[dJumupnaszon-1-
WUT)METHIT) HUKOTHHOHUTPILT,

6-((2-((3R,4S)-3-amuHo-4-runpokcununepuus- 1-un)-5-¢prop-1H-6en3o[d Jumunazon-1-
VUJT)METHIT) HUKOTHHOHUTPHIT,

4-((R)-1-(2-((S)-3-amunonunepunus-1-mn)-1H-6enso[ dJumunazon-1-
HIT)3TH)0€H30HUTPIUIA THAPOXIIOPHT,

4-((S)-1-(2~((S)-3-amunomunepuans- 1 -m)- | H-6enso[ d Jumunason-1-
WJT)3TUIT)OCH30HUTPUIIA THAPOXJIOPUL,

(S)-4-((2-(3-amunonunepunus-1-1mw1)- 1H-6enso[d Jumupazon-1-uwn)merun)-3-
(bTOpOEeH30HUTPUIA THAPOXIIOPH,

(S)-1-(1-(4-xnopbensnn)-1H-6en3o[ dJumMunazon-2-un)nunepuanH-3-aMuHa
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TUAPOXJIOPH,

4-((R)-1-(2-((3R,4S)-3-amuno-4-propnunepuaun-1-un)- 1H-6enzo[d Jumunazon-1-
WUIT)3THII)OEH30HUTPIIIA THAPOXIIOPHL,

4-((S)-1-(2-((3R,4S)-3-amuno-4-¢propnunepunus-1-un)-1H-6enso[dJumunazon-1-
WIT)3TUI)0€H30HUTPHUIIA THAPOXJIOPUL,

4-((R)-1-(2-((3R,4R)-3-amuHo-4-propnunepuaus-1-un)- 1 H-6enso[d Jumnpazon-1-
WIT)3TUIT)0€H30HUTPHUIIA THAPOXJIOPU,

4-((S)-1-(2-((3R 4R )-3-amuno-4-propnunepuaun-1-un)- 1H-6enzo[d Jumunazon-1-
WIT)3TUI)0€H30HUTPHUIA THAPOXJIOPUL,

(S)-4-((2-(3-amunonunepuans-1-mn)- 1H-6enso[d Jumupazon-1-mwr)merun)-3-
XJIOpOEH30HUTPUIIA THAPOXIIOPHL;

(3R,4R)-1-(1-((1R)-1-(2,4-nuxnopdenun)stun)-5,6-nudrop- 1 H-Oenznmunaszon-2-mm)-4-
¢bTOp-3-NHNepuANHAMUH,

(3R,4R)-1-(1-((1S)-1-(2,4-nuxnopdenn)atin)-5,6-nudrop- 1 H-6enznmnnazon-2-in)-4-
(bTOp-3-NHNnepuANHAMUH,

(3R,4R)-1-(1-((1R)-1-(2-xnopdenun)stumn)-5,6-nudrop- 1 H-Oersnmunason-2-mm)-4-
(bTOp-3-nHUnepuANHAMUH,

(3R,4R)-1-(1-((1S)-1-(2-xn0pdenumn)stun)-5,6-nudrop- 1 H-6ensnmmunazon-2-mm)-4-
(bTOp-3-nHUnepuANHAMUH,

(3R,4R)-1-(1-((1R)-1-(3-xnopdenun)stuin)-5,6-nudrop- 1 H-Oersnmunason-2-mm)-4-
(bTop-3-nunepuANHAMUH,

(3R,4R)-1-(1-((1S)-1-(3-xm0opdenum)atun)-5,6-nudrop- 1 H-6ensnmmunazon-2-wmm)-4-
¢bTop-3-nunepuaNHAMUH,

(3R,4R)-1-(1-((1R)-1-(2,5-puxnopdenun)stun)-35,6-nudrop- | H-Oensnmunaszon-2-mm)-4-
(bTop-3-nunepuaNHAMUH,;

(3R,4R)-1-(1-((1S)-1-(2,5-nuxnopderwn)atin)-5,6-nudrop- | H-6ensumunazon-2-in)-4-
¢rop-3-nunepuauHaMuH;

(3R,4R)-1-(1-((1R)-1-(2,4-nudpropdenmn)atin)-5,6-nudrop-1H-6enzummunazon-2-in)-4-
¢bTop-3-nunepunauHaMuH,

(3R,4R)-1-(1-((1S)-1-(2,4-nudpropdenun)atun)-5,6-mudrop- 1 H-6ensnmunazon-2-imn)-4-
¢bTop-3-nunepunauHaMuH,

(3R,4R)-1-(1-((1R)-1-(3,4-nuxnopdenun)stun)-35,6-nudrop- | H-Oensumunaszon-2-mm)-4-
¢Top-3-nunepunauHaMuH,;

(3R,4R)-1-(1-((1S)-1-(3,4-nuxnopderwn)atin)-5,6-nudrop- | H-6ensumunazon-2-i)-4-
¢bTop-3-nunepuauHaMuH,

(3R,4R)-1-(1-((1R)-1-(2,5-mudpropdenmn)atin)-5,6-nudrop-1H-6enzummunazon-2-in)-4-
(bTOp-3-nHnepuaNHAMUH,

(3R,4R)-1-(1-((18S)-1-(2,5-nudpropdenun)atun)-5,6-audrop-1H-Oensnmunazon-2-m)-4-
(bTOp-3-NHNepuANHAMUH,

(3R,4R)-1-(5,6-nudprop-1-((1R)-1-(4-(tpudropmerun)pennn)stun)- 1 H-6ensumunaszon-
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2-mn)-4-prop-3 -nunepuaHHaAMUH;,

(3R,4R)-1-(5,6-nudrop-1-((1R)-1-(4-(rpudropmeroxcu)dermn)stun)-1H-
6eHsuMunason-2-mi)-4-grop-3 -nunepuarHaMIH;

(3R,4R)-1-(1-(5-xnop-2-(tpudropmerokcu)densun)-5,6-nudprop-1H-6ensumunazon-2-
un)-4-¢pTop-3-nunepuTHHAMUH,

(3R,4R)-1-(5,6-nudrop-1-(4-(1H-1,2,4-rpuazon-1-mn)densun)-1H-6ensumunazon-2-ui)-
4-¢rop-3-nunepuanHaMIH,

2-((2-((3R,4R)-3-amuno-4-¢rop-1-nunepununun)-5,6-qudprop-1H-6enzumunazon-1-
WJT)METH)-5-XTOpOeH30HUT P,

(3R,4R)-1-(1-(2,4-nuxnopbensun)-5,6-qudrop- 1 H-6enzumunazon-2-umn)-4-prop-3-
IHUNEPUAUHAMUH;

4-((2-((3R,4R)-3-amuno0-4-¢rop- 1 -nunepunnnmn)-5,6-nudrop- 1 H-6eHsumunazon-1-
WI)MeTH)-3 (I TOPMETOKCH ) OEH3OHUTPILT,

(3R,4R)-1-(1-(2,5-guxnopbensmn)-5,6-nudrop- 1 H-6ensumunazon-2-un)-4-prop-3-
MUNEPUANHAMUH;

(3R,4R)-1-(1-(4-(1,1-gudropatrn)oensun)-5,6-nudrop- | H-Oerznmunason-2-wmm)-4-
(bTop-3-nunepuUMHAMUH,

4-((2-((3R,4R)-3-amuHO-4-pTOpP- | -MEmepupunmMN)-5,6-nudrop- 1 H-6ensumunazon-1-
HJT)METHI)-2-MeTUIOEH30OHUTP T,

4-((2-((3R,4R)-3-amuHO-4-pTOp- | -MEmepumunmMN)-5,6-nudrop- 1 H-6ensumunazon-1-
WJT)METH)-2-X 10POSH30HUT P,

2-((2-((3R,4R)-3-amun0-4-drop- 1 -unepugunmn)-5,6-qudprop- 1 H-6ensumunazon-1-
HIT)METHIT )-4-XT0pOCH30HUTPHUIT;

(3R,4R)-1-(1-(2-(mudropmeTokcu)oensmn)-3,6-nudrop- | H-6enzumunazon-2-m)-4-
¢rop-3-nmunepuarHAMUH,

(3R,4R)-1-(1-(3-xnop-4-ropdensmwn)-5,6-nuprop-1 H-6ensumunazon-2-m)-4-prop-3-
[UIEPHAHHAMHH,

(3R,4R)-1-(1-(4-xn0p-2-MeTokcHOeH3mw1)-5,6-nudpTop- 1 H-6ensumunazon-2-mwi)-4-prop-
3-nUnepuINHAMIH;

(3R,4R)-1-(1-(2,4-aupropbensun)-5,6-audrop- 1H-Genzumunason-2-wmn)-4-drop-3-
MU PHAHHAMIH,

(3R,4R)-1-(5,6-nudrop-1-(2-(tpudropmerun)oensmn)- 1 H-6ensumunazon-2-u)-4-¢prop-
3-nunepuIuHAMUH,

2-((2-((3R,4R)-3-amuno-4-¢hrop-1-nunepununmn)-5,6-gudrop- 1H-Oensumunazon-1-
WIT)METHIT)OEH30HUTPHIT,

(3R,4R)-1-(1-(2-xnopbensun)-5,6-qudrop- 1 H-6eH3sumunazon-2-mn)-4-ptop-3-
[UNEPUANHAMUH,

(3R,4R)-1-(1-(2-xnop-4-propbensun)-5,6-audrop-1H-6ensumunazon-2-umn)-4-prop-3-
IHIEPIANHAMUH;

(3R,4R)-1-(5,6-nudrop-1-(4-prop-2-(rpudropmernn)densuin)- | H-Gensumunazon-2-mi)-
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4-¢rop-3-nunepuanHaMIH,
3R,4R)-1-(1-(3,4-nudpropbensun)-5,6-nudrop- 1 H-Oensumunazon-2-mwn)-4-gprop-3-
MHIEPUANHAMUH,
3R,4R)-1-(1-(4-xnop-2-¢propdensun)-5,6-nuprop-1H-6ensumunazon-2-un)-4-drop-3-
MHIEPUANHAMIH;
3R,4R)-1-(1-(3,4-nuxnopOensun)-5,6-nudprop-1H-6ensumunazon-2-un)-4-drop-3-
MHIEPUANHAMUH;
(3R,4R)-1-(1-(4-xnop-3-propdbensun)-5,6-audrop-1H-6en3umunazon-2-umn)-4-prop-3-
MHIEPUANHAMYH;
(3R,4R)-1-(5,6-nudrop-1-(4-(tpudropmernn)oensmn)- 1 H-6ensumunazon-2-min)-4-¢grop-
3-munepuavHaAMUH,
(3R,4R)-1-(5,6-nudrop-1-(4-(tpudropmeroxcu)oensun)- 1 H-6ensnmunason-2-mm)-4-
(bTOp-3-nUnepuIMHAMUH,
(3R,4R)-1-(1-(4-(mupropmeTnn)oensun)-5,6-mudrop- 1 H-6ensumunaszon-2-un)-4-prop-
3-nunepuauHaMUH;
(3R,4R)-1-(5,6-nudrop-1-(3-(rpudropmerokcu)oensmn)- | H-6ensummnazon-2-w)-4-
¢bTop-3-nunepuUMHAMUH,
(3R,4R)-1-(5,6-mudrop-1-(3-(rpudropmerin)oensun)- | H-6ensnmunazon-2-uin)-4-prop-
3-nunepuauHaMUH,
3-((2-((3R,4R)-3-amun0-4-drop- | -munepugunun)-5,6-quprop- 1 H-6ensumunazon-1-
WIT)METHI)OEH3OHUTPUIT,
(3R,4R)-1-(1-(3-xnopbensun)-5,6-qudrop- 1 H-6eH3nmunazon-2-mi)-4-prop-3-
[HUIEPHANHAMYH,
(S)-1-(1-(4-propbensmn)- | H-6enso[d |umupazoi-2- 1) munepraHH-3-aMUH,
(S)-1-(1-(4-(1,2,4-oxcanuazon-3-mn)densun)- | H-6enzo[ dJumunazon-2-wnnunepuaun-3-
aMIH,
(R)-1-(1-(4-(meruncynedonnn)densmn)- 1 H-6enso[ d |[umunazon-2-un)nunepuans-3-
aMIH,
(R)-1-(1-(4-(1H-1,2,4-Tpuazon-1-un)densun)- | H-6enso[ d Jumunazon-2-mm)munepuans-
3-amuH;
(R)-2-((2-(3-amunonunepuaus- 1-mn)-1H-6en30[d Jumunazon- 1 -um)MeTH ) OCH3OHUTPIIT,
(R)-1-(1-(2,6-nuxnopoensun)- 1 H-6enso[d Jumuaazon-2-mwn)nunepuaus-3-aMuH,;
(R)-1-(1-(2-xnopbensmn)- 1 H-6en30[d|[umraazon-2-un) mune puanH-3-aMuH,
(R)-1-(1-(4-(rpudropmerun)doensun)- 1H-6enso[dJumuaason-2-mn)nunepuait-3-aMuH,
(R)-1-(1-(4-(tpudropmerokcu)densun)- | H-Genso[ d Jumunazon-2-mm)nmunepuaus-3-
aMIH,
(R)-1-(1-(4-xnopbenszun)-1H-6enzo[ d[umunazon-2-uin)nunepuamH-3-aMuH;
(R)-1-(1-(3-xnopbensmn)- 1 H-6en30[d |[umraazon-2-un) mune pugnH-3-aMuH,
(R)-1-(1-(4-(1,1-mudropatun)oensun)- | H-6enzo[ d Jumunazon-2-wi)nune puamH-3 -aMuH;
(R)-2-(4-((2-(3-amunonunepuaus-1 -un)-1H-6en30[ d]Jumunazon- 1 -um)mernn)perun)-2-
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METUIIIPOIAHHUTPUIL,
(R)-1-(1-(4-(mudpropmermn)densmn)- | H-6enso[ d [umunazon-2-mn)nunepuans-3-aMuH,
(R)-4-((2-(3-amunonunepunus- 1-mn)-1H-6enso[d[umunazon- 1-un)merun)-N-

METHIOEH3aMHT;

(R)-4-((2-(3-amunonunepuaus- 1 -mwn)-1H-6en3o[ dJumunazon- 1-um)meri)-3-

(ropbensonuTpuI;

(R)-2-(4-((2~(3-amunonunepunus-1-um)-1H-6enso[d]Jumunason-1-
n)MeTHI)(PEeHOKCH )aLle TOHUTPIT,
(R)-4-((2-(3-amuHOmunepuaus- 1-mwn)-1H-6en3o[ dJumunazon-1-wn)merun)-N, N-

IUMETUIIOeH30JICY TbDOHAMMULT,

(R)-1-(1-(4-meTunbdensun)-1H-0enzo[ dJumunason-2-un)nunepuany-3-aMuH;
(R)-1-(1-(4-propbensun)- 1H-6en3o[ d Jumunazon-2-un)nunepuanH-3-aMuH;
(R)-1-(1-((1-merun-1H-unpazon-7-mwi)metun)- 1 H-6enzo d | umunazon-2-un)nunepuant-
3-amuH;
(R)-1-(1-(2,4-au¢ropbensun)- 1 H-6enso[d Juminason-2-un)nunepuaus-3-aMuH,
(R)-1-(1-(3,4-nudropbensun)- | H-6enso[d Jummunazon-2-mn)munepuans-3-aMuH,
(R)-1-(1-(4-x10p-3-¢propSensun)- 1 H-Genso[ d | umunazon-2-un)munepuait-3-aMuH,
(R)-1-(1-((3-(3-xnopdennmn)nzokcazon-5-un)merin)- | H-6enso[d Jummunazon-2-

WJT)[IUIIePHAH-3-aMUH;

(R)-1-(1-(3-xn0p-4-meroxcudensun)- 1 H-0enso[ dJ[umMunazon-2-un)nunepunnt-3-aMuH,
(R)-4-((2-(3-amunonumnepunus- 1-mn)-1H-6enso[ dJumunazon- 1 -un)metun)-3-

XJIOPOEH30HUTPUIL,

(R)-1-(1-(2,4-nuxnopbensun)- 1 H-6enso[ d | umuna3omn-2-mn)munepuaus-3-aMuH,
(R)-4-((2-(3-amunonunepunun- 1 -un)-1H-6enso[d[umunazon- 1-un)merun)-3-

METOKCUOEH30HUTPUIT,

(R)-2-((2-(3-amunonunepuans- 1 -mn)-1H-6en30[d Jumunazon- 1 -nm)mernn)-5-

XJOPOESH30HUTPUIL,
4-((R)-1-(2-((R)-3-amunonunepunun-1-un)- 1H-6enzo[d Jumunazon-1-

WJT)3THIT)OEH30HUTPIIT,
4-(1-(2-((S)-3-amunonunepuaus-1-un)-1H-6enzo[ d Jumunazon-1-1n)3un)0eH30HUTPUIT,
(R)-3-((2-(3-amunonunepunus- 1 -1mn)- 1 H-6en30[ d Jumunazon- 1 -mm)MeTin) Oe H3OHUTPILT,
4-((2-((3R,4S)-3-amuno-4-propnunepunus- 1 -un)-6-x1op-1H-0enso[ dJumunazon-1-

WIT)METHI)OEH30HUTPIIIA THIPOXIIOPHL,

(S)-4-((2-(3-amunonunepuaus- 1 -un)-6-meroxcu- 1 H-6en3o[dJumunazon-1-

WJT)METHI)0EH30HUTPIIIA THIPOXJIOPHL,
4-((2-((3R,4S)-3-amuno-4-proprmunepunns-1-un)-6-merokcu-1H-0enso[dJumunazon-1-

HJT)METUIT)0SH30HUTPILT,

(S)-4-((2-(3-amunomunepuaus- 1 -mn)-5-merokcu-3H-umunazo[4, 5-b Jnrupunnn-3-

UT)METHI)OSH30HUTPUIIA THAPOXJIOPUL;

(R)-4-((2-(3-amun0-4,4-nudropnunepuans- 1 -un)-6-xnop- 1 H-6en3o[d Jumuason-1-
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WT)METHIT)OEH30OHHUTPHI,

(R)-4-((2-(3-amuno-4,4-qudropnunepunus-1-ui)-6-meroxcu- 1 H-6enso[dJumuaazon-1-
WUT)METHIT)OEH3OHHUTPHIT,

(R)-4-((2-(3-amuno-4,4-qudropnunepunus-1-mn)-4-xaop-1H-6enso[dJumugazon-1-
WT)METHIT)OEH3OHHUTPHIT,

4-((2-((3R,4R)-3-amuH0-4-propnunepunus-1-mn)-4-xsop- 1H-6enso[d Jumunason-1-
WIT)METHIT)OEH3OHHUTPHIT,

4-((2-((3R,4S)-3-amuH0-4-propnunepunus-1-wmn)-4-xnop-1H-6enso[ dJumunazon-1-
WIT)METHIT)OEH30HHUTPHIT,

(R)-4-((2-(3-amun0-4,4-nudropnunepunus- 1-mi)-4-meroxcu- 1 H-6enso[dJumunazon-1-
WIT)METHIT)OCH30HUTPHIT,

4-((2-((3R,4R)-3-amuH0-4-pTopnunepunus- 1-un)-4-metoxcu- | H-6enso[ dJumupnazon-1-
WIT)METHIT)OCH30HUTPHIT,

4-((2-((3R,4R)-3-amuH0-4-propnunepunus-1-wn)- 1 H-umunaso[4,5-cJnupuaus-1-
WIT)METHIT)OSH30HUTPHIT,

4-((2-((3R,4R)-3-amuH0-4-propnunepunus-1-wn)-3H-umunaso[4,5-cJnupuaus-3-
WIT)METHIT)OSH3OHUTPHIT,

4-((2-((3R,4R)-3-amun0-4-Pprop- 1 -nunepuaunun)-6-3tokcu- 1 H-6ensumunazon-1-
WIT)METHIT)OSH30HUTPUIT,

4-((2-((3R,4S)-3-amuno-4-propnunepunus-1-mwn)- 1 H-umunazo[ 4,5-b  mupuaun- 1 -
WIT)METHT)OSH30HUTPUI,

4-((2-((3R)-3-amuH0-4,4-nudrop- 1 -munepunuam)-6-prop- 1 H-6Gensumunazon-1-
WIT)METU)OSH30HUTPUI,

4-((2-((3R,4R)-3-amun0-4-proprunepunus- 1 -un)- 1 H-umunaso[4,5-b Joupugus-1-
WIT)METU)OSH30HUTPUI,

(S)-4-((2-(3-amunonunepunuH- 1 -un)-4-xop- 1 H-6enso[d Jumunazon-1-
w)merun)OenzonuTpuia 2,2, 2-rpudropaerar;

(S)-4-((2-(3-amunonunepunus- 1 -un)-3H-umunaso[4,5-b Jnupuann-3-
WI)MeTU)OSH30HUTPHIA THAPOXJIOPUL;

4-((2~((3R,4R)-3-amun0-4-proprunepunus- 1 -un)-6-xnop- | H-6en3o[d Jumunason-1-
UT)METHIT)OCH30HUTPUIIA THAPOXIIOPUL;

(S)-4-((2-(3-amunonunepunuH- 1 -1n)-6-x110p- 1 H-6en30[d Jumunazon-1-
WT)METHIT)OSH30HUTPHUIL,

(S)-4-((2-(3-amunonMnepuauH- 1 -1n)-5-x110p- 1 H-6en3o[d Jumunazon-1-
WIT)METHIT)OCH30HHTPHIL,

(R)-1-(2-((S)-3-amuuomumnepuaus- 1 -mn)- 1 H-6enso d Jumunazon- 1-un)-2,3-nurugpo- 1 H-
WHJEH-5-KapOOHUTPILT,

(S)-1-(2-((S)-3-amunonunepuaus-1-un)-1H-6enso[dJumunazon-1-mn)-2,3-quruapo-1H-
WHIEH-5-KapOOHUTPHIT,

(3R,4R)-4-¢prop-1-(1-((5-meroxcunupuaun-2-un)merun)-1H-6enso[dJumunazon-2-
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W) IUNEePUIUH-3-aMUH;
1-(2-(2-((3R,4R)-3-amuHo-4-proprunepunun- 1 -un)-5,6-nudrop- 1 H-6enso[d |Jumunazon-
1-mm)auerun)aseTHauH-3-KapOOHUTPUI,
2-(2-((3R,4R)-3-amuno-4-proprunepunun- 1-un)-5,6-gudrop- 1 H-6enzo[d |Jumunaszon-1-
un)-1-(3-(rper-OyTokcn)aseruann- 1-un)sran-1-ox;
2-(2-((3R,4R)-3-amuno-4-proprunepunun-1-un)-5,6-gudrop- 1 H-6enzo[d |Jumunaszon-1-
win)-1-(3,3-nudropazeTuann- 1 -ni)3TaHoH;
2-(2-((3R,4R)-3-amuno-4-proprunepunun-1-un)-5,6-gudrop- 1 H-6en3zo[d |Jumunaszo-1-
wi)-1-(3-u3onponunazeTuiuH- 1 -3 TaHOH;
2-(2-((3R,4R)-3-amuHo-4-proprnunepunus-1-uin)-5,6-nudrop-1H-6enzo[ dJumunaszon-1-
ui)-1-(6,6-nudrop-2-azacnupo[ 3.3 renran-2-nin)3TaHoH;
2-(2-((3R,4R)-3-amuno-4-propnunepunus-1-un)-5,6-nudprop-1H-6enso[ dJumunazon-1-
nin)-1-(7-okca-2-a3acnupo[3.5|HOHAH-2-HIT)3TAaHOH;
(R)-6-((2-(4,4-mudrop-3-(MeTrnamMuHo))nunepuauH-1-mn)-6-¢prop-1H-
6enso[d]umraason- 1-mn)MeTHIT) HUKOTHHOHHTPUIT,
(R)-6-((2-(4,4-audTop-3-((2-ruapoKCUITIIT )aMUHO ) THIEe PUANH- | -1)-6-prop-1H-
6enso[d]umuason- 1-mn)MeTHIT) HUKOTHHOHHTPUIT,
(S)-6-((2-(3-amunonunepuaus-1-wmr)- 1 H-6enso[d Jumuna3on- 1- 1) MeTHI ) HUKOTHHOBAS
KHCIIOTa;
(S)-6-((2-(3-amunonunepunus-1-wmr)- 1 H-6en3o[d Jumuaazon- 1 -1 )MeTHI ) HIKOTUHAMUL,
6-((2-((3R,4R)-3-amuno-4-proprnunepunun-1-mi)-1H-6enso[d Jummunazon-1-
WJT)METHIT) HIKOTUHAMU,
2-(2-((3R,4R)-3-amuno-4-dhroprunepunun- 1-um)-5,6-nudrop-1H-6enzo[d |umupaszon-1-
UIT)YKCYCHAs KUCIIOTA,
6-((R)-1-(4,6-nudrop-2-((3R,4R)-4-Pprop-3-(Mernnamuto))nunepuans- 1 -um)-1H-
6enzo[d]umuazon-1-1i1)ITUT) HUKOTHHOHHTPHIT,
6-((S)-1-(4,6-mudrop-2-((3R,4R)-4-Pprop-3-(MeTrnamuHo)munepuaus- 1 -ui)- 1 H-
6enzo[d]umunazon-1-1i)ITU)HUKOTHHOHHTPHIT,
6-((R)-1-(5,7-nudrop-2-((3R,4R)-4-prop-3-(MeTnnamuHo )iumnepunus- 1 -mi)-1H-
6enzo[d]umMunazon-1-1i)3TUI)HUKOTHHOHUTPHI U
6-((S)-1-(5,7-mmdprop-2-((3R,4R)-4-prop-3-(MeTunamuHo )nunepuaus- 1 -un)- 1 H-
6enzo[ d]umMunazon-1-1i)3TUI)HUKOTHHOHUTPHIL.
B npyrom acmiekTe TpuANAaTh BOCBMOTO BapHaHTa OCYIIECTBICHUS B HACTOSIIEM H300pPETEHUHN MIPEILyCMOT-
PEHBI COETMHEHNS COTIIACHO TIEPBOMY BapHaHTY OCYIIECTBICHHSI, IIPH 3TOM COCTUHEHNE MMPUBEICHO B Ta0I. A-1

HHXKC.

Tabmuna A-1
2-((2-((3R,4R)-3-AmuHno-4-proprnunepunus- 1 -ui)-6-grop-1H-0enso[d[umunazon-1-

WJT)METIUT ) TIPUMIIHH-5-KapOOHUTPUI,
2-((2-((3R,4R)-3-amun0-4-proprunepunus- 1 -un)-5-gprop-1H-6enso[d Jumunazon-1-

HJT)METHJT) TP UMUMH-5-KapOOHUTPUI,
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(3R,4R)-4-¢prop-1-(6-dprop-1-((5-meroxcunupumuauu-2-ua)merun)-1H-
Oenso[d]umuaazon-2-un)nunepuanH-3-aMuH;

2-(2~((3R,4R)-3-amuHo-4-proprounepunu- 1 -ui)-6-grop-1H-6enso[d | umunazon-1-w)-
N-metun-N-(2,2,2-TpuTOp3THII)alleTaMHIT;

(3R,4R)-4-prop-1-(5-dprop-1-((5-MeTokcunupuMuIuH-2-1a)mMetun)- 1 H-
6enso[d]umunazon-2-un)nunepuaiH-3-aMuH,

2-(2-((3R,4R)-3-amuHo-4-proprunepuanH- 1 -un)-4-umnano-6-gprop-1H-
6enzo[d]umunason-1-mm)-N-metun-N-(2,2,2-TpiTOP3 THI)aLleTaMIL;

2-(2-((3R,4R)-3-amuHo-4-proprunepuaun- 1 -ui)-6-merokcu- 1 H-6enso[d Jumunazon-1-
nin)-N, N-grMeTnianeTamMmun;

2-(2-((3R,4R)-3-amuHo-4-hropnunepuuH-1-umn)-5-merokcu- 1 H-6enso[ d Jumunason-1-
win)-N-metun-N-(2,2,2-TpudTopaTiiI)ale TaMu;

2-(2-((3R,4R)-3-amuHo-4-¢pTopnunepunus-1-un)-5-merokcu-1H-6enso[ d Jumunason-1-
un)-N, N-qumerunaneramus;

6-((2-((3R,4R)-3-amuH0-4-MeToKcununepuaus- 1-un)-6-dprop- 1H-6enso[d Jumunaszon-1-
HJT)METUIT) HUKOTHHOHUTPMUIT,

6-((2-((3R,4R)-3-amun0-4-proprnunepunus- 1 -un)-6-prop-4-merokcu-1H-
Genso[d]umunazon-1-u)MeTHI) HUKOTHHOHUTPUIL,

6-((2-((3R,4R)-3-amuno-4-propnunepunns- 1-um)-5-(rpudropmernn)-3H-umunasol4,5-
b]mupuanH-3-1T)MeTUI ) HUKOTHHOHUTPUIT,

(3R,4R)-1-(1-((5-xnoprupumuanH-2-un)mernn)-6-dhrop- 1 H-6enso[d Jumunazon-2-un)-4-
METOKCUIIMIIEPUIHH-3 -aMHH;

2-(2-((3R,4R)-3-amuHo-4-proprunepunus- 1 -ui)-6-6pom-1H-6en3o[d Jumupazon-1-ui)-
1-(asetunuH- 1-mn)3tan-1-oH;

(3R,4R)-1-(1-((5-xnoprmupumuaus-2-un)merun)-6-drop- 1 H-6enszo[d Jumunazon-2-un)-4-
MeTOKCHl’[I/IHepI/IHI/IH-:; -aMHH,

2-(2-((3R,4R)-3-amuHo-4-proprunepunu-1-ui)-6-¢rop-1H-6enso[dJumunazon-1-u)-
N-metun-N-(2,2,2-rpudropatiin)aneTamMmus;,

6-((2-((3R,4R)-3-amuH0-4-propnunepunus-1-um)-5-(tpudropmerin)-1H-umunasol4,5-
b]rmupuanH- 1-11)MeTHI ) HHKOTHHOHUTPUIT,

2-(2-((3R,4R)-3-amuHo-4-proprunepunus- 1 -mn)-6-(tpudropmernn)- 1H-
6enso[d]umunazon-1-mn)-1-mopdonunostan-1-ox;

2-(2-((3R,4R)-3-amuHo-4-proprmnepunus- 1 -uin)-5-¢rop-1H-6enso[d Jumunazon-1-um)-
N-metin-N-(2,2,2-pudropsTii)aleTamMmum;,

2-(2-((3R,4S)-3-amuno-4-propnunepunus-1-un)-6-xaop- 1H-6enzo[ d Jumunazon-1-um)-
N, N-mumeTunaneTaMum;

2-(2-((3R,48)-3-amuno0-4-propnunepunus- 1-un)-6-¢prop- 1H-6en3o[d jumunazon-1-wmn)-
N-merun-N-(2,2,2-tpudyTopaTHin)aneTaMus;

6-((2-((3R,4S)-3-amiHO-4-METOKCUITHIIEpUANH- | -1n)-6-pTop-1H-0en3o[dJumunazon-1-

WJT)METHJT)HUKOTHHOHUTPHUII,
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2-(2-((3R,4S)-3-amuHo-4-propnunepunus- 1 -um)-6-(tpudropmerin)-1H-
6enso[d]umunason- 1-mn)-1-mopdonauHosTan-1-oH;

(R)-2-(2-(3-amuno-4,4-nudpropnunepuaus- 1-un)-6-prop-1H-6en30[d Jumunaszon-1-ui)-
N-metwin-N-(2,2,2-tpudropsTri)aueTamus,

2-(2-((3R,4S)-3-amuHo-4-proprunepunus- 1-un)-6-drop- 1 H-6enso[dJumunason-1-um)-
N-metwin-N-(2,2,2-tpudropsTri)aueTamus,

(3R,49)-1-(1~((5-xnopruupumuguH-2-un)Metn)-6-brop- 1 H-6enso[ d Jumunazon-2-mn)-4-
METOKCUIIUTIEPUIHH-3-aMUH;

2-(2-((3R,4R)-3-amuHo-4-proprunepunuH- 1 -un)-6-(tpudropmeroxcu)-1H-
6enso[d]umunason-1-mwn)-N, N-numerunaueramurs,

2-(6-¢rop-2-((3R,4R)-4-¢prop-3-(MeTnnaMuHO) IHNepuanH- 1 -1m)-1H-
6enzo[d]umunazon-1-mr)-N-metun-N-(2,2,2-TpuTop3 THI )alleTaM i,

2-(2~((3R,4R)-3-amuHo-4-proprunepunus- 1 -ui)-5-6pom-1H-6en30[ d Jumunazon- 1 -mi)-
1-(azetunun-1-mn)stan-1-oH;

2-(2-((3R,48)-3-amuHo-4-proprunepunus- 1 -um)-5-xmnop- 1 H-6enso[dJumunazon-1-mm)-
N, N-guMeTunaneTaMmsn,

2-(6-¢prop-2-(1,7-nuazacriupo[4.5]nexan-7-un)- 1 H-6enso[d Jumunazon- 1 -un)-N-metui-
N-(2,2,2-TpuTOpaTHIT)aLieTaMUL;

2-(2-((3R,4R)-3-amuHo-4-propnunepunus- 1 -un)-5-(tpudropmernn)- 1 H-
6enso[duminason- 1-mn)-1-mopdonnHosTan-1-0H;

2-(2~((3R,4R)-3-amuHo-4-propunepunus- 1 -uin)-5-(tpudropmeroxcu)- 1 H-
6enso[d]umunason-1-mn)-N, N-gumerunaneramu;,

2-(2~((3R,4R)-3-amuHo-4-propunepunus- 1 -uin)-5-(tpudropmeroxcu)- 1 H-
6enso[d]uminason- 1-mn)-1-mopdonnHosTan-1-oH;

6-((2-((3R,4R)-3-amuno-4-propnunepunus- 1 -mn)-5-grop-7-metokcu-1H-
6en3o[d]umrnason- 1-mn)MeTHI ) HUKOTHHOHUTPUIT,

(3R,48)-1-(1-((5-xnoprnupuMuIHH-2-1m1)MeTnn)-5-¢rop- 1 H-6en3o[ d Jumunaszon-2-umn)-4-
METOKCUTIUIIEPUINH-3 -aMHH;

2-(2~((3R,48)-3-amuHo-4-proprunepunus-1-um)-5-(tpudropmerin)-1H-
6enso[duminason- 1-mn)-1-mopdonnHosTan-1-0H;

2-(5-¢rop-2-((3R,4R)-4-¢prop-3-(MeTnnaMuHO) IHNepHuanH- 1 -1m)-1H-
6enzo[d]umunazon-1-mr)-N-metun-N-(2,2,2-TpuTop3 THI )alleTaM i,

2-(2-(3-amuHO-4-MeTHIHPPOTUANH- 1 -1)-6-¢pTop- | H-6en3o[ d Jumunason-1-mm)-N-
MeTun-N-(2,2,2-TpudTopaTiIT)aleTaMuI;

2-(2~((3R,4R)-3-amuHO-4-rHApOKCUTHTIEpUIMH- | -1)-6-¢TOop-1H-6eH30[d Jumunazon-1-
u)-N-meTun-N-(2,2,2-TpuTopITUIT )AL TAMUN,

(R)-2-(2-(3-amuHO-4,4-nupTopnunepunns-1-nun)-5-¢prop-1H-6en3o[d [ umunason-1-ui)-
N-metun-N-(2,2,2-TpudropsTin)aneTamMus;

2-(2-((3R 4R )-3-amuHO-4-MeTOKCHITHIIEpUIHH- | -11)-5-rop-1 H-Genso d |umunazon-1-
m)-N-metiwn-N-(2,2,2-TpudTopsTun)aneramus;
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2-(2-((3R)-3-amuHO-4-rupokcununepuaus- 1 -mn)-5-grop-1H-6en3o[dJumunazon-1-m)-
N-metun-N-(2,2,2-TpudTopITrin)aueTaMun;

2-(2-((3R,4R)-3-amuHO-4-MeTOKCHNUNIepUIHH- | -11)-6-prop-1H-6enso[ d jumunazon-1-
mi)-N-metin-N-(2,2,2-TpudTopsTun)aneramMmus;

2-(2-(3-(amunomeTwI)-3-Prropoupponuan- 1 -un)-6-¢prop- 1H-6ensol dJumunazon-1-nmn)-
N-meTtun-N-(2,2,2-TpudTopsTrin)aleTamus;

2-(2-(3-(amunromeTwIT)-3-Propoupponuans- 1 -un)-5-¢prop- 1H-6enso dJumunazon-1-nmn)-
N-metun-N-(2,2,2-TpupTop3THII)aleTaMuT,;

2-(6-¢prop-2-((4aR,8aR)-rexcarunpo-2H-mupuno[4,3-b][ 1,4 Jokcasun-6(SH)-m)-1H-
6enso[d]umunazon-1-mw)-N-metun-N-(2,2,2-TpruTOpI THII)aLeTaMIT,;

(8)-2-(2-(3-amuHonupponuauH-1-1m1)-6-rop- 1H-6enso[dJumunazon- 1-un)-N-meTiia-N-
(2,2,2-tpudTopsTUn)aneramus;

(R)-2-(2-(3-amuHonuppoauauH- 1 -u)-6-gprop- 1H-6ensol dJumunazon-1-mn)-N-metun-N-
(2,2,2-tpudropatin)aneramun;

(8)-2-(2-(3-(amuHOMeTHT)TUppONUAUH- 1 -11)-6-prop-1H-6ens3o[d Jumunazon- 1-mm)-N-
metni-N-(2,2,2-rpudropsTrin)aneramMmus;,

2-(6-¢prop-2-((4aR,8aR)-rexcarunpo-2H-nupuno[4,3-b][1,4]okcazun-6(5H)-un)- 1H-
6enso[d]umupnaszon-1-mn)-N-merusn-N-(2,2,2-1pudTopa T )aueTamMmu,

2-(5-¢Top-2-((4aS,8a8S)-rexcaruapo-2H-nupuno[4,3-b][ 1,4 Jokcasun-6(SH)-mn)-1H-
6enso[d]umupnaszon-1-mn)-N-merusn-N-(2,2,2-1pudTopa T )aieTaMu,

(3R,4R)-3-amuHo-1-(1-((5-xnopnupumuans-2-un)merun)-5-¢prop-1H-
6enso[d]umunason-2-un)nunepuuH-4-o,

2-(2-((3R,4R)-3-amuH0-4-propnunepuaun- 1 -ui)-6-xnop-1H-6enso[dJumunazon-1-mi)-
1-MOpGhONTHHO3 TaHOH;

(3R,4R)-3-amuHo-1-(1-((S-xnopnupumuann-2-un)meruin)-6-prop-1H-
6enso[d]umunason-2-mn)nunepuanH-4-o;

(2-((3R,4R)-3-amuno-4-proprunepunut- 1 -mi)-5-xnop- 1 H-6enso[ d Jumunazon-1-um)-1-
MOP(OITHHOITAHOH;

(3R,4R)-1-(1-((R)-1-(5-xnopnupumMuanH-2-1n)>tuin)-5,6-nudyrop-1H-
6enso[d|umunason-2-mn)-4-GTopnHUnepuanH-3-aMUH;

6-((2-((3R,4R)-3-amuHo-4-proprunepunus- 1 -un)-6-(tpudropmernin)- | H-umunaso[4,5-
b Jnupuaun- 1 -11)Me T ) HHKOTUHOHUTP UL,

2-(2-((3R,4R)-3-amuHo-4-proprunepunus- 1 -un)-5,6-audrop- 1 H-6enso[ dJumunazon-1-
wn)-N-metun-N-(2,2,2-TpuTopa i )aleTaMu;

2-(2-((3R,4R)-3-amuno-4-proprunepuaus-1-nn)-5,6-nudrop- 1 H-6enso[ djumunazon-1-
m)-N-meTnn-N-(THa3oi-2-1i1)aneTaMu,

2-(2-((3R,4R)-3-amuno-4-dpropnunepuaut-1-ui)-6-xnop-1H-6enso[d jumunazosn-1-mn)-
N, N-gumeTunaneTaMus;

2-(2~((3R,4R)-3-amuno-4-(proprunepunis- 1 -uin)-6-drop-1H-6enso[dJumunazon- 1-um)-

1-(azerunun-1-mw)oTas-1-oH,;
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2-(2-((3R,4R)-3-amuHo-4-proprunepunus-1-mn)-5,6-audrop-1H-6en3o[d Jumunazon-1-
un)-1-(3-(Tpudropmerin) munepunuH-1-un)sTas-1-0H;
2-(2-((3R,4R)-3-amuHo-4-propnunepunus-1-mn)-5,6-audrop-1H-6en3o[d Jumunazon-1-
wn)-1-(6,7-puruaporuenol 3,2-cnupunun-5(4H)-un)sran-1-ox,;
2-(2-((3R,4R)-3-amuHo-4-(hTopnunepuaus-1-mn)-5-xnop-1H-6enso[d Jumunazon- 1-mn)-
N, N-gumerunaneTaMuz;
2-(2-((3R,4R)-3-amuHo-4-(hropnunepunus-1-mn)-5,6-audrop-1H-6enso[ d Jumunazon-1-
ni)-1-(2-meTunMopoNHHO)3TaH- 1 -0H;
(3R,4R)-1-(1-((R)-1-(5-xnopnupuMuauH-2-1n)3Tun)-5,6-nudrop- 1H-
Oenzo[d]umunazon-2-1n)-4- TOpIUATIEPHANH-3 -aMHH;
2-(2-((3R,4R)-3-amuH0-4-proprunepuaus- 1 -mi)-5-¢rop-7-merokcu- 1 H-
6enzo[d]umunazon-1-u)-N-metun-N-(2,2,2-TprTOpI THII)alleTaM I,
2-(2-((3R,4R)-3-amuno-4-proprunepunus-1-ui)-5,6-audrop-1H-0enso[ dJumunazon-1-
win)-1-(azokan-1-nmn)3ran-1-ox;
2-(2-((3R,4R)-3-amuno-4-Pproprunepunus-1-un)-35,6-audrop-1H-0enso[ dJumunazon-1-
win)-1-(4-(nupasun-2-unm)nunepasus- 1 -ui)srtan-1-ox;
metui-1-(2-(2-((3R,4R)-3 -amuHo-4-¢proprunepuaus- 1 -un)-3,6-nuprop-1H-
6en30[dJumupason- 1-un)auernn)nunepuaH-4-kapooKCeHIar;
2-(2-((3R,4R)-3-amuno0-4-propnunepugus-1-umn)-5,6-nuprop-1H-6en3o[ djumunazon-1-
nn)-1-(2-3unmopdonnHo)3TaH- 1 -0H;
2-(2-((3R,4R)-3-amuHo-4-propnunepunun-1-un)-5-grop-1H-6enso[dJumunazon-1-m)-
1-(azeTunun-1-un)3ran-1-ox;
2-(2-((3R,4R)-3-amuHo-4-propnunepunun-1-un)-5,6-nudrop-1H-0enso[dJumunazon-1-
nn)-N-(1,1-auokenno-2,3-nuruaporuoden-3-mn)-N-deHnnaneramun;
2-(2-((3R,4R)-3-amuHo-4-propnunepunun-1-un)-5,6-nudrop-1H-0enso[dJumunazon-1-
un)-1-(4-merunmunepunus- 1 -um)3TaH-1-0H,
(3R,4R)-4-¢prop-1-(6-dprop-1-((4-merokcunupuaun-2-um)merun)- 1 H-
6enso[d]uminason-2-mn)nunepuanH-3-aMuH;
2-(2-((3R,4R)-3-amuHo-4-proprunepuaun-1-uin)-5,6-nudrop- 1 H-6en3o[dJumunazon-1-
un)-1-(2-3tunmopdonuHo)3TaH- 1 -0H;
6-((2-((3R,4R)-3-amuHo-4-proprunepunus- 1 -un)-6-(tpudropmernn)-3H-umunaso[4,5-
b JnupuauH-3-11)MeTHIT ) HHKOTUHOHUTP UL,
2-(2-((3R,4R)-3-amuHo-4-proprnunepunun- 1 -un)- 1 H-6enzo[d Jumunazon-1-um)-1-
(aserunuH-1-mn)3tan-1-oH;
1-(2-(2-((3R,4R)-3-amuno-4-Pproprunepuaus-1-un)-5,6-audrop-1H-6enso[ dJumunazon-
1-num)aueTnn ) munepuanH-2-kapOoKCaMuz;
2-(2-((3R,4R)-3-amuno-4-propnunepuaun-1-ui)-5,6-nudrop-1H-0enzo[dumunazon-1-
un)-N-(1,1-nuokcunorerparuaporrnoden-3-mn)-N-(TnodeH-2-unmeTrn )aneTaMu;
2-(2-((3R,4R)-3-amuHo-4-proprunepunus-1-uin)-5,6-nudrop-1H-0enzo[ dJumunaszon-1-

ui)-1-(oxkrarunpousoxunonus-2(1H)-un)sran-1-ox;
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(3R,4R)-4-¢prop-1-(5-dprop-1-((4-meTokcunupuaun-2-ua)mernn)- 1 H-
6enso[dJumunazon-2-un)nunepuauH-3-aMuH;
2-(2~((3R,4R)-3-amuHo-4-proprunepunus-1-ui)-5,6-mudrop-1H-6enzo[ djumunaszon-1-
u)-N-(1,1-guokcunorerparuaporuoden-3-un)-N-meTunaneTamus;
2-(2~((3R,4R)-3-amuHo-4-proprunepunus-1-uin)-5,6-nudrop-1H-6enzo[ djumunason-1-
w)-N-uukionporii-N-(1,1-auokcunorerparuapornoden-3-un)aneramusn,
2-(2~((3R,4R)-3-amuHo-4-proprunepunus-1-uin)-5,6-nudrop-1H-6enzo[ djumunason-1-
un)-N-(1,1-nuokcunorerparuaporuoden-3-m)-N-3TunaneTraMus,
4-(2-(2~((3R,4R)-3-amnn0-4-propnunepunus- 1 -in)-5,6-gudptop-1H-6enso[d Jumunazon-
1-nm)auerun)nunepasuH-2-0H;
2-(2-((3R,4R)-3-amuH0-4-(proprunepunu-1-mn)-5,6-nudrop-1H-6enzo[ dJumunazon-1-
wn)-1-(4-(nupponuaus- 1 -kapOoHMI ) THIIEPUIUH- | -UIT)3TaH-1-OH;
1-(2-(2-((3R,4R)-3-amuno-4-¢propnunepunus- 1 -ui)-5,6-audrop-1H-6enzo[ dJumunazon-
1-nm)aneTun)nunepuanH-3-KkapooKcaMu,
2-(2-((3R,4R)-3-amuH0-4-(proprunepunu-1-mn)-5,6-nudrop-1H-0enzo[ dJumunazon-1-
wi)-1-(4-(uuksonponankapOOHMIT ) TUTIepasHH- 1 -u)3TaH- 1-0H;
1-(2-(2-((3R,4R)-3-amuno-4-propnunepuaut- 1-un)-5,6-nudrop-1H-6enso[dumunazon-
1-nmauerun)nunepunH-4-kapooKcaMu;
2-(2-((3R,4R)-3-amuno-4-propnunepuaus-1-mn)-5,6-gudprop-1H-6enso[dJumunazon-1-
nin)-N-(2-unanonpornan-2-ui)-N-MeTHIaleTaMI I,
1-(2-(2-((3R,4R)-3-amuno-4-propnunepuaun- 1-ui)-5,6-nudrop-1H-6enso[dJumunazon-
1-um)auernn)-N-MeTUanunepuanH-4-kapOoKCaMu,
N-(1-(2-(2-((3R,4R)-3-amuH0-4-propnunepuann- 1 -un)-5,6-qudrop-1H-
Genso[d]umMunazo-1-un)aneTu ) mHnepuanH-3-Ui)aleTaMu,
2-(2-((3R,4R)-3-amuHo-4-propnunepunut-1-un)-5,6-nudrop-1H-6enso[dJumunazon-1-
un)-1-(4-(munepunus- 1 -kapboHmT)IUNEepUANH- 1 -1un)3TaH-1-0H;
2-(2-((3R,4R)-3-amuHo-4-proprunepunut-1-un)-5,6-nudrop-1H-6enso[dJumunazon-1-
un)-1-(4-(asenan- 1-kapOoHmwT ) IMNepUANH- 1 -1T)3TaH- 1 -OH,
2-(2-((3R,4R)-3-amuHo-4-proprunepunun-1-un)-5,6-nudrop-1H-6enso[dJumunazon-1-
un)-N-(1,1-auokcuporeTparuapoTuodeH-3-mn)-N-(2-MeTOKCHITUIT )alleTAMU T,
2-(2-((3R,4R)-3-amuHo-4-(proprunepunun-1-un)-5,6-audrop-1H-6enso[ dJumunazon-1-
un)-1-(4-(3-MeTuanunepuanH- 1 -kapOoHuI ) munepuans- 1-un)sran- 1-ox;
1-(4-auerunnunepasus-1-un)-2-(2-((3R,4R)-3-amuHo-4-Gropnunepunus- 1 -un)-5,6-
madrop-1H-6enso[d]umunazon-1-un)sran-1-oH,
2-(2-((3R,4R)-3-amuHo-4-proprunepunuH-1-un)-5,6-audrop-1H-6enso[dJumunazon-1-
win)-N-(1,1-guokcuporerparuapornoden-3-un)-N-((TerparuapodypaH-2-1iT)MeTH )alleTaMHU L,
1-(2-(2-((3R,4R)-3-amuno-4-propnunepuaus- 1-un)-5,6-nudrop-1H-6enso[dumunazon-
1-unmyauerun)-N-uzonponun-N-MeTununepunH-4-kapookcamur,
2-(2-((3R 4R )-3-amuHo-4-MeTOKCHIUIIepUIHH- | -111)-6-prop-1H-6enso[d jumunazon-1-
wn)-N-metmn-N-(2,2,2-tpuTopaTiI )aLeTaMu;
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2-(2-((3R,4R)-3-amuHo-4-proprunepunus- 1 -ui)-5-¢grop-7-meroxcu- 1 H-
6enso[dJumunaszon-1-mn)-N-metun-N-(2,2,2-rpudropaTii)aneTamMmus;,
2-(2-((3R,4R)-3-amuHo-4-proprunepunus- 1 -ui)-6-grop-4-meroxcu- 1 H-
6enso[d]uminason- 1-mn)-1-mopdonnHosTan-1-0H;
2-(2-((3R,4R)-3-amuHo-4-proprunepunus- 1 -ui)-5-grop-7-meroxcu- 1 H-
6enso[d]ummnason- 1-mn)-1-mopdonnHosTan-1-0H;
(R)-3-(2-((3R,4R)-3-amuno-4-dpropnunepuaus-1-un)-5,6-nudrop-1H-
6enso[d]uminason- 1-m)- 1 -LUKIOTPONHITHP POIHANH-2-0H,
(8)-3-(2-((3R 4R)-3-amuno-4-propnunepunus- 1-mn)-5,6-nudrop-1H-
6enso[dJumupason-1-wmn)-1-(terparunpo-2H-nupan-4-un) IuppouanH-2-0H;
(S)-3-(2-((3R,4R)-3-amuno-4-dpropnunepunus-1-un)-5,6-nudrop-1H-
6en3o[ d]umunazon- 1-mn)- 1 -UKIOIPONMIIITHP POITHANH-2-0H,
(R)-3-(2-((3R,4R)-3-amuHo-4-propnunepunus-1-un)-5,6-nudprop-1H-
6enso[d]umunaszon- 1-un)-1-(rerparuapo-2H-nupan-4-un)muppoauauH-2-0H;
(3R,4R)-1-(5,6-qudrop-1-((5-merunruazon-2-un)merun)- 1 H-6enso[dJummunason-2-nn)-
4-¢roprunepunnH-3-amMuH,
(3R,4R)-1-(4,6-mudrop-1-((5-merun-1,3,4-tuaguason-2-ummerun)-1H-
6enso[d]umunazon-2-un)-4-pTopnunepunnH-3-aMuH,

(3R,4R)-1-(5,6-qudrop-1-((5-merun-1,3,4-ruaguason-2-um)mernn)-1H-
6enso[d]umunazon-2-un)-4-GpTopnunepunuH-3-aMuH;
2-(2-((3R,4R)-3-amuH0-4-propnunepunuH-1-un)-6-(rpudpropmernn)-1H-
6enso[d]umunazon- 1-un)-N-metrn-N-(2,2,2-TpudTopITHIT )alleTaMuU,
(3R,4R)-1-(1-((5-xnoprupumuaus-2-um)merun)-6-prop- 1 H-umunazo[4,5-b lnupuann-2-
nn)-4-GTopnunepuIuH-3-aM1H;
(3R,4R)-1-(4,6-nudrop-1-((5-(meruncynshonun)nupuaun-2-un)meri)- 1 H-
6enso[d]umunazon-2-un)-4-GpTopnunepunut-3-aMuH;
(3R,4R)-1-(1-((5-(nudropmerun)-1,3,4-tnanuazon-2-mn)merui)-4,6-nudrop-1H-
6enso[d]umunazon-2-un)-4-GpTopnunepunnut-3-aMuH;
2-(2-((3R,4R)-3-amuH0-4-propnunepunut-1-un)-4,6-nudrop-1H-0enso[dJumunazon-1-
min)-N-metin-N-(2,2,2-Tpu) Topa THIT)alle TAMH;
2-(2-((3R,4R)-3-amuH0-4-ropnunepunu-1-un)-6-xnop-1H-6enzo[dJumunazon-1-u)-
N-metun-N-(2,2,2-rpudropatii)aneTaMus;
(3R,4R)-1-(1-((5-(nudropmerun)-1,3,4-rranuazon-2-un)merii)-3,6-nudrop-1H-
6enso[d]umunazon-2-un)-4-propnunepunnt-3-aMuH;
(3R,4R)-4-¢rop-1-(6-prop-1-((5-merun-1,3,4-ruaauazon-2-uwa)merun)-1H-
6enzo[d]umunazon-2-un)nunepuanH-3-aMuH;
3R,4R)-1-(5,6-nudrop-1-((5-(mernncy nbhonnn)nupuann-2-mn)merun)- 1 H-
6enso[d]umunaszon-2-un)-4-Groprnunepuans-3-aMuH,;
2-(2-((3R,4R)-3-amuHo-4-propnunepuan- 1 -un)-6-(tpudropmernn)- 1H-
6enso[d]umunason-1-mn)-N, N-numerunaueramurn,
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(3R,4R)-1-(5,6-nudrop-1-((5-merunuzokcaszon-3-uwn)meruin)- | H-6enso[ d jumunazon-2-
nn)-4-propnunepuamH-3-amMuH;
2-(2-((3R,4R)-3-amuno-4-proprunepunus-1-mi)-4,6-nudrop-1H-6enzo[ dJumunazon-1-
win)-N, N-qumerunaneramun;
2-(2-((3R,4R)-3-amunHo0-4-(hropnunepunus-1-mwn)-6-drop-1H-6en30[d Jumunazon- 1 -imi)-
N, N-gumerunaneTaMuz;
(3R,4R)-1-(5,6-nudrop- 1-((5-metunokcazon-2-un)mermn)- | H-6enzo[ d Jumunazon-2-mn)-
4-¢ropnunepunun-3-aMuH;
(3R,4R)-1-(5,6-nudrop- 1-((4-metunruazon-2-un)merin)- | H-6enso[d Jumunazon-2-un)-
4-¢ropnunepunyn-3-aMuH;
(3R,4R)-4-¢prop-1-(6-drop-1-((3-(tpudTopmerin)-1,2,4-okcagnason-5-ua)merun)- 1 H-
6enso[d Jumunason-2-mn)nunepuanH-3-aMuH;
2-(2-((3R,4R)-3-amuHo-4-proprunepunun- 1 -ui)-5-xnop- 1 H-6enso[ d Jumunazon- 1-mi)-
N-metun-N-(2,2,2-tpudropsTri)aneTaMmus,
(3R,4R)-1-(5,6-nudrop-1-((5-merun-1,3,4-okcannazon-2-un)merun)-1 H-
6enso[d]umunason-2-mn)-4-GTopnHnepuanH-3-aMUH;
(3R,4R)-1-(5,6-audrop-1-((5-merun-1,2,4-oxkcannazon-3-un)merun)-1H-
6enso[d]umunason-2-un)-4-Gropnunepuans-3-aMuH,
(3R,4R)-1-(1-((5-(audpropmernn)-1,3,4-tuanuason-2-unmerun)-6-prop-1H-
6enso[d]umunason-2-un)-4-Gropnunepuant-3-aMuH,
(3R,4R)-4-¢rop-1-(6-drop-1-((5-merun-1,3,4-ruanuazon-2-un)merun)-1 H-umunaszo[4,5-
b]nupuauH-2-11)IUnepuanH-3-aMuH;
(3R,4R)-1-(1-((4,5-mumeTmnokcaszon-2-uwi)meruin)-5,6-nuprop-1H-6en3o[d Jumunazon-2-
win)-4-propnunepuamH-3-amMuH;
2-(2-((3R,4R)-3-amuno-4-proprounepunus- 1 -ui)-5-rop-1H-6enso[dJumunazon-1-u)-
N, N-gumeTunaneramun;
(3R,4R)-1-(1-((5-3Tnn-1,2,4-oxcanuazon-3-mwi)mermwn)-5,6-audrop-1H-
6enzo[d]umunazon-2-un)-4-GpTOpHIUTIEPUIIH-3-aMHH;
(3R,4R)-1-(1-((5-umknonponun-1,2,4-okcanuason-3-wi)merun)-5,6-nudrop-1H-
6enzo[ d]umunazon-2-un)-4-GTOpIUNIepUIIH-3-aMHH;
(3R,4R)-1-(5,6-nudrop-1-((3-MeTrnuzokcazon-5-un)merin)- | H-6enso[d Jumunaszon-2-
uin)-4-QTopIunepranH-3-aMuH,;
2-(2-((3R,4R)-3-amuHo-4-proprunepuaus- 1 -un)-5-(tpudropmernn)- 1 H-
6enzo[d]umunazon-1-mwr)-N-metun-N-(2,2,2-TpuTOp3 THI)alleTaM I,
(3R,4R)-1-(1-((5-umknonponun-1,3,4-okcanuason-2-wi)MeTun)-5,6-nudrop- 1H-
6enso[d]umunazon-2-un)-4-gropnunepuanH-3-aMuH,
(3R,4R)-4-¢rop-1-(5-drop-1-((5-merun-1,3 ,4-rnanuazon-2-uwia)merun)-1H-
6en3o| d]Jumunazon-2-un)nunepuauH-3-aMuH;
(3R,4R)-1-(3-((5-xmopnupumuanH-2-mwn)MeTun)-6-hrop-3H-umunaso[4,5-b mupunun-2-

uin)-4-hTopnunepuanH-3-aMuH,;
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(3R,4R)-4-¢prop-1-(5-dprop-1-((3-(Tpudropmernn)-1,2,4-okcagnazon-S-mn)mernn)- 1 H-
6en3od]umunason-2-mn)nunepuanH-3-aMuH;
(3R,4R)-4-¢prop-1-(6-Prop-1-((4-merun-2-penmnrnazon-5-un)merun)- 1 H-
6enso[d]umunason-2-mn)nunepuant-3-aMuH;
(3R,4R)-1-(1-((4,5-numerin-4H-1,2,4-rpuazon-3-un)merun)-5,6-nuprop-1H-
6en3o[d]umunason-2-nn)-4-GTopnunepruanH-3-aMIH;
(3R,4R)-1-(1-((5-(zudpropmerun)-1,3,4-tnanuason-2-ummerun)-5-¢rop-1H-
6enso[d]umunazon-2-un)-4-Gpropnunepuans-3-aMuH,;
(R)-4,4-mudrop-1-(6-prop-1-((5-merun-1,3,4-ruanuazon-2-un)merun)- 1 H-
6en3o[d]umunason-2-mn)nunepuanH-3-aMuH;
(3R,4R)-1-(1-((2,4-mumeTmnTHazon-5-un)merun)-6-dprop- 1 H-6enso[d Jumunazon-2-ui)-
4-propnunepuann-3-aMuH;
(3R,4R)-4-(prop-1-(6-dprop-3-((5-metin-1,3,4-Tuanuazon-2-mwi)metun)-3H-umunaszol4,5-
b]nupuauH-2-un)nunepuH-3-aMiH;
2-(2-((3R,4R)-3-amuno-4-dhropnunepunus-1-un)-5,7-nudrop-1H-6enso[ dJumunazon-1-
uin)-N-metin-N-(2,2,2-TpuTopaTiiT)alueTaMus;
2-(2-((3R,4R)-3-amuno-4-hropnunepunus-1-un)-5-(rpudropmerin)- 1 H-
6enso[d]umunaszon-1-un)-N, N-muMerunaneramun;
(3R,4R)-4-¢prop-1-(5-drop-1-((4-meTun-2-dhenunrtuazon-5-un)merun)- 1 H-
6enso[d Jumunason-2-min)nunepuanH-3-aMuH;
2-(2-((3R,4R)-3-amuHo-4-proprunepunus-1-un)-5,7-mudrop- 1 H-6enso[ dJumunazon-1-
un)-N, N-gumerunaneramus;
(3R,4R)-1-(5,7-nudrop-1-((5-(meruncy nshponnn)nupuaun-2-mn)merui)- 1 H-
6enso[d|umunason-2-mn)-4-GpToprnHnepuanH-3-aMUH;
(3R,4R)-1-(1-((2,4-numeruntrason-S-ummernn)-5-drop- 1 H-6enzo[d Jumupnazon-2-uin)-
4-dbroprunepruanH-3-aMuH,
(R)-4,4-mudrop-1-(5-prop-1-((5-merun-1,3,4-tuaguason-2-un)merun)- 1H-
6en3o[d]umunason-2-un)nunepuuH-3-aMuH,
(3R,4R)-1-(1-((5-(audropmernn)-1,3,4-tuanuason-2-um)merun)-5,7-audrop-1H-
6enso[d]umunazon-2-un)-4-GropnunepuanH-3-aMuH,
(3R,4R)-1-(5,7-audprop-1-((5-merun-1,3,4-ruanuazon-2-uwia)merun)-1H-
6enso[d]umunazon-2-un)-4-GropnunepuanH-3-aMuH,
2-(2-((3R,4R)-3-amuno-4-proprunepunus-1-un)-3,6-audrop-1H-0enso[ dJumunazon-1-
win)-1-(2-meTunaseTuauH-1-1)3TaHOH,
2-(2-((3R,4R)-3-amuHo-4-propnunepunun-1-un)-5,6-nudrop-1H-0enso[d[umunazon-1-
wn)-N-(2,2-mudropatun)-N-MeTrnaneTamus,
2-(2-((3R,4R)-3-amuno-4-dhTopnunepuaus-1-un)-5,6-audrop-1H-6enso[dJumunazon-1-
ui)-N-nukionponii-N-MeTuIaeTaMiu;
2-(2-((3R,4R)-3-amuno-4-propnunepunus-1-un)-5,6-nuprop-1H-6enso[ djumunason-1-
ui1)-N-((R)-1-uranostin)-N-mMeTunane TaMuz;
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2-(2-((3R,4R)-3-amuHo-4-proprunepunus-1-un)-5,6-audrop-1H-6enso[d Jumunazon-1-
i )-N-metun-N-((R)- 1 -(mupuans-2-1i1)3THi1 )ale TaMu L,
2-(2-((3R,4R)-3-amuHo-4-(hropnunepunus-1-un)-5,6-audrop-1H-6enso[d Jumunazon-1-
wn)-N->Tui-N-MeTHIaneTaMus;
2-(2-((3R,4R)-3-amuHo-4-(hropnunepunus-1-mn)-5,6-audrop-1H-6enso[d Jumunazon-1-
win)-N-(2-¢ropaTin)-N-MeTunaneTaMu,
2-(2-((3R,4R)-3-amuH0-4-(hropnunepunus-1-mn)-5,6-audrop-1H-6enso[ dJumunazon-1-
wn)-1-((1R,58)-3-a3abunukino[3.1.0]rexcan-3-1)3TaHOH,
2-(2-((3R 4R)-3-amun0-4-pTopnunepunun- 1-mwn)-5,6-nudprop-1H-6enso[ dJumunazon-1-
wn)-N-metun-N-(1-(mupuanH-2-1i1)3THIT)aleTaMu L,
2-(2-((3R,4R)-3-amuno-4-proprunepunun- 1 -un)-5,6-audrop-1H-0enso[ dJumunazon-1-
uin)-1-(2-a3aburmkio[3.1.0]rekcaH-2-1i1)3TaHOH,
2-(2-((3R,4R)-3-amuno-4-proprunepunus-1-ui)-5,6-audrop-1H-0enso[ dJumunazon-1-
n)-N-((S)-1-unanostui)-N-MeTumaneTaMns;
2-(2-((3R,4R)-3-amuno-4-proprunepunus-1-ui)-5,6-audrop-1H-0enso[ dJumunazon-1-
mi)-N-metuin-N-(terparunpodypaH-3-un)aneramMmuz,
2-(2-((3R,4R)-3-amuno-4-proprunepunus-1-un)-3,6-audrop-1H-0enso[dJumunazon-1-
ni)-N-(1-unanonpomnan-2-ui)-N-MeTHIIaeTAMIT;
2-(2-((3R,4R)-3-amun0-4-propnunepuaus-1-un)-5,6-nuprop-1H-6en3o[ dJumunazon-1-
m)-N-metin-N-( 1 -(mupuana-4-1)3 THTJaleTaMuT,
2-(2-((3R,4R)-3-amuHo-4-propnunepunun-1-un)-5,6-nudrop-1H-0enso[dJumunazon-1-
ni)-N-metun-N-(1,1,1-rpudropnponan-2-1m)aeTaMmus;
2-(2-((3R,4R)-3-amuHo-4-propnunepunun-1-ui)-5,6-nudrop-1H-0enso[dJumunazon-1-
nn)-N-(unanomernn)-N-MeTHIaneTaMus,
2-(2-((3R,4R)-3-amuHo-4-propnunepuaun-1-ui)-5,6-nudrop-1H-0enso[dJumunazon-1-
ni1)-N-meTnn-N-TponuianeTaMuz;,
2-(2-((3R,4R)-3-amuHo-4-proprunepunun-1-ui)-5,6-nudrop-1H-6enso[dJumunazon-1-
w1)-N-IUKI0mporii-N-(2-THIpOKCHITHIT aLleTAMU,
1-(2-(2-((3R,4R)-3-amuno-4-Pproprunepuann-1-un)-5,6-nudrop- 1 H-6enso[ dJumunazon-
1-un)aueriin)-3-GpTopIUppOTUANH-3-KapOOHHTP I,
2-(2-((3R,4R)-3-amuHo-4-proprunepunun- 1 -ui)-5,6-audrop- 1 H-6enso[dJumunazon-1-
wn)-1-(2-okca-5-a3abuumkno[2.2. 1 renTaH-5-1i1)3TaHOH;
2-(2-((3R,4R)-3-amuHo-4-proprunepunus- 1 -un)-5,6-audrop- 1 H-6enso[d Jumunazon-1-
un)-1-(rekcarupponupano[4,3-b][ 1,4]okcasun-4(7H)-un)aTaHoH;
2-(2-((3R,4R)-3-amuHo-4-proprunepuaun-1-ui)-5,6-nudrop-1H-0enso[dJumunazon-1-
n1)-N-~(2-unanomnporin)-N-MeTHIaleTaMUz;
-(2-((3R,4R)-3-amun0-4-pTopnunepuauH-1-un)-5,6-nudrop-1H-6enso[ dlumunazon-1-
un)-N-merui-N-(3,3,3-rpudropnponmm)aneramu;
2-(2-((3R,4R)-3-amuHo-4-proprunepunus-1-uin)-5,6-nudrop-1H-6enzo[ djumunaszon-1-
wi)-1-((1R,5S)-6,6-nudrop-3-asaduumkio[3.1.0]rexcan-3-1n)3TaHoH,
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2-(2-((3R,4R)-3-amunHo0-4-(propnunepunus-1-mn)-5,6-audrop-1H-6enso[dJumunazon-1-
ni)-1-(4-(nupuMuaKHE-2-11) IUIePa3uH- 1 -1T)3TaHOH;
2-(2-((3R,4R)-3-amuHo-4-(hropnunepunus-1-mn)-5,6-audrop-1H-6enso[ d Jumunazon-1-
nin)-1-(2-u3onponuiazeTuanuH- 1 -1i1)3TAHOH,
2-(2-((3R,4R)-3-amuHo-4-propnunepunus-1-un)-5,6-audrop-1H-6en3o[d Jumunazon-1-
un)-1-(3-(mudropMeToKCH ) TUPPOTUANH- 1 -1IT)3TaHOH,
4-(2-(2-((3R,4R)-3-amuHo-4-proprmunepunus- 1 -ui)-5,6-mudrop- 1 H-6enso[ dJumunazon-
1-mm)anerin)mopdonuH-2-kapOOHUTPU,
2-(2-((3R,4R)-3-amuHo-4-proprnunepunun-1-mi)-5,6-nudrop-1H-0enso[dJumunazon-1-
wi)-1-(3-ruapOKCHITHIIEPHUANH- | -HT)3TaHOH;
1-(2-(2-((3R,4R)-3-amuno-4-propnunepuaun-1-un)-5,6-audrop-1H-6enso[ dJumunazon-
1-un)auerin)-4-MeTunnunepunH-4-kapOOHUTPH,
2-(2-((3R,4R)-3-amuno-4-Pproprunepunus-1-un)-3,6-audrop-1H-0enso[ dJumunazon-1-
un)-1-(3,4-qurunpo-1,8-sadrupunnn-1(2H)-nm)3raHow,
2-(2-((3R,4R)-3-amuno-4-proprunepunus-1-un)-5,6-audrop-1H-6enso[ dJumunazon-1-
wi)-N-uuknonpornii-N-(2,2-1u¢ TopaTun)aleTamMmus,
2-(2-((3R,4R)-3-amuno-4-hropnunepunus-1-un)-5,6-nudrop-1H-6enso[ d Jumunazon-1-
nn)-1-(SH-nuppono[3,4-bmupunun-6(7H)-un)3TaHoH,
2-(2-((3R,4R)-3-amuHo-4-proprunepunus- 1 -uin)-5,6-audrop- 1 H-6ernso[ dJumunazon-1-
nn)-N-Metui-N-((TeTparunpodypaH-3 -Hi1)MeTHIT )alleTaMuU L,
-(2-((3R 4R)-3-amuno-4-¢proprnunepuans-1-un)-5,6-nudrop-1H-6enso d jumunazon-1-
nn)-N-(2,2-mudropatrn)-N-MeTHnaneTamus,
2-(2-((3R,4R)-3-amuHo-4-propnunepuaun-1-un)-5,6-nudrop-1H-0enso[d[umunazon-1-
m)-N-metin-N-(2,2,2-rpu TopaTILT)ale TaMu L,
(R)-1-(2-(2-((3R,4R)-3-amuH0-4-propnunepuaut-1-mn)-5,6-gudrop-1H-
6en30[dJumupaszon- 1-un)auernn) nuppOTHANH-2-KapOOHUTPHIT,
2-(2-((3R,4R)-3-amuno-4-proprunepunus-1-un)-5,6-audrop-1H-0enso[ dJumunazon-1-
ui)-N-((1r,4R)-4-riuapoKCULIMKIIOreKC T )-N-MeTHITALIE TAM A,
2-(2-((3R,4R)-3-amuno-4-proprnunepunus-1-un)-5,6-audrop-1H-6enso[ dJumunazon-1-
w)-N-metu-N-((S)-1-(mupuauH-2-uia)3 THi1)aleTaM UL,
2-(2-((3R,4R)-3-amuno-4-hTopnunepuaus-1-un)-5,6-oudrop-1H-6enso[ d Jumunazon-1-
un)-1-(oxraruapo-1H-nupano[4,3-bnupunun-1-un)3taHon;
2-(2-((3R,4R)-3-amuHo-4-proprunepunun- 1 -umn)-5,6-audrop- 1 H-6enso[ d Jumunazon-1-
i)~ 1 -(4-TUIpOKCHITUIIE PN H- | -FI1)ITAHOH;
1-(3-(1H-1,2,4-Tpuason-1-un)aseruaun- 1-mn)-2-(2-((3R,4R)-3-amuno-4-
broprnunepunun-1-un)-5,6-gudrop-1H-6ensol d jlumunazon-1-mn)staHow;
7-(2-(2-((3R,4R)-3-amuno-4-¢propnunepunus- 1-un)-5,6-nudrop-1H-6enso[d lumunazon-
1-um)auerun)rexcaruapoumunaso| 1,5-aJmupasus-3(2H)-ox;
2-(2-((3R,4R)-3-amuHo-4-proprunepunu-1-uin)-5,6-nudrop-1H-6enso[ dJumunaszon-1-
ui)-N-(2-nuanoatun)-N-((tetparuapodypaH-3-11)MeTHII )alleTaM Uz,
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4-(2-(2-((3R,4R)-3-amuHo-4-proprmunepunus- 1 -uin)-5,6-nudrop- 1 H-6enso[ dJumunaszon-
1-un)auetn)-N-MeTHIMOPPONTHH-2-KapOOKCaMU;
2-(2-((3R,4R)-3-amuHo-4-proprunepunus-1-un)-5,6-nudrop-1H-6enso[dJ[umunazon-1-
un)-1-(3-((MeTuncy nbGOHMIT)METHI )ITHPPONHINH- 1 - 1) TAHOH,
2-(2-((3R,4R)-3-amuHo-4-propnunepunu-1-ui)-5,6-nudrop-1H-0enso[dJumunazon-1-
un)-1-(5,6-nurunpo-[ 1,2,4rpuasosol 1,5-aJmupasun-7(8H)-un)staHoH;
2-(2-((3R,4R)-3-amuHO0-4-(propnunepunut-1-un)-5,6-nudrop-1H-6enzo[ dJumunazon-1-
ni)-1-(2-(MeTokcuMeTHIT)MOP( OIMHO )3TAHOH,
2-(2-((3R,4R)-3-amuHO-4-(propnunepunut-1-mn)-5,6-nudrop-1H-6enzo[ dJumunazon-1-
mi)-1-(3-rugpoKcu-3-MeTUINUPPOTUINH- 1 -IUT)3TaHOH;
2-(2-((3R,4R)-3-amuno-4-propnunepunus-1-mn)-5,6-audrop-1H-6enso[d Jumunazon-1-
uin)-1-(4-(MeTHICy Ib( OHUT) HIIePa3UH- | -1J1)3 TAHOH,
N-((1-auerunmupponumus-3-un)merun)-2-(2-((3R,4R)-3 -amuno-4-propnunepunus-1-
un)-5,6-nudrop-1H-6en3o[ djumunazon-1-un)-N-sTunaneramusn;
2-(2-((3R,4R)-3-amuHo-4-proprunepuaus- 1 -ui)-5,6-audrop-1H-6enso[d Jumunazon-1-
un)-N-(1,1-auokcuporerparuapo-2H-Tuonupan-4-un)-N-meTiianeraMmus,
2-(2-((3R,4R)-3-amuHo-4-proprunepuaun-1-ui)-5,6-nudrop-1H-6enso[d Jumunazon-1-
un)-N-((1, 1-nrokcunorerparuapoTroder-3-1ma)MeTin)-N-MeTUIale TAMU,
2-(1-(2-(2-((3R,4R)-3-amus0-4-propnunepuant-1-un)-5,6-qudrop-1H-
6en30[d|umunaszon- 1-un)auernn)nunepunuH-4-ui)-2-MeTUIPONaHHUTPHIT,
1-(2-(2-((3R,4R)-3-amuno-4-proprnunepunun-1-un)-5,6-audrop-1H-6enzo[ dJumunazon-
1-mn)auerin)-N-MeTHInunepuaiH-3-KapooKCaMHuT,
2-(2-((3R,4R)-3-amuHo-4-proprunepunus- 1 -mi)-5,6-audrop-1H-6enso[ d Jumunazon-1-
un)-N-(2-ruapoxeuyTuin)-N-(nupuAnH-3-UIMeTHI)aleTaM i,
2-(2-((3R,4R)-3-amuno-4-hropnunepunus-1-mn)-5,6-audrop-1H-6enso[d Jumunazon-1-
wi)-N-(2-unanootun)-N-(terparuapo-2H-nupan-4-un)auneramun;
1-(2-(2-((3R,4R)-3-amuno-4-proprunepuann- 1 -um)-5,6-nudrop- 1 H-6enzo[ d[umunazon-
1-un)auerin)-N, N-IuMeTHInunepuanH-3-kapOokcamus;
1-(2-(2-((3R,4R)-3-amuno-4-Pproprunepuann- 1 -um)-5,6-nudrop- 1 H-6enso[ d[umunazon-
1-un)auerun)-4-(MeTOKCUMETHI ) THIePUANH-4-KapOOHUTP I,
7-(2-(2-((3R,4R)-3-amuno-4-propnunepunus-1-umn)-5,6-nudrop-1H-6en3o[dJumunazon-
1-un)auerun)rerparunpo- 1 H-okcazono| 3,4-a]mupasun-3(5H)-oH;
2-(2-((3R,4R)-3-amuno-4-propnunepuaus-1-ui)-6-¢prop-1H-6enzo[dJumunazon-1-wmm)-
N-(Tnason-2-un)aleramuzn;
2-(2-((3R,4R)-3-amuHo-4-proprunepunus- 1 -un)-6-grop-1H-6en3o[d | umunazon-1-nm)-
N-(2,2,2-rpudropaTun)aneramus;
2-(2-((3R,4R)-3-amuHo-4-propnunepuans- 1 -un)-6-grop-1H-6enso[d|umunazon-1-mi)-
N-nuxnonponun-N-(2,2,2-tpudropaTumaneramMmus,
2-(2-((3R,4R)-3-amuno0-4-proprunepunut-1-un)-6-drop-1H-6enzol d jumunazon-1-um)-

N-(2-merokcusTin)-N-MeTHIaeTaMUx;
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2-(2-((3R,4R)-3-amuno-4-proprunepunut- 1 -min)-6-grop-1H-6enso[d | umuaazo-1-m)-
N-merun-N-((S)-rerparunpodypas-3-mn)aneramusn;
2-(2-((3R,4R)-3-amuno-4-proprunepunut- 1 -min)-6-grop-1H-6enso[d | umuaazo-1-m)-
N-merun-N-((R)-rerparuapodyypas-3-un)anetamuz;
2-(2-((3R,4R)-3-amuno-4-proprunepunut- 1 -min)-6-grop-1H-6enso[d | umuaazo-1-m)-
N-((S)-1-(mupuanH-2-1)3THII)aleTAMHUT,
2-(2-((3R,4R)-3-amuno-4-proprnunepuaut- 1 -uin)-6-grop-1H-6enso[d | umuaazo-1-n)-
N-((S)-rerparunpodypan-3-nn)-N-(2,2,2-TpudTopaTHIT)aLile TAMI T,
2-(2-((3R,4R)-3-amuno-4-proprunepunut- 1 -min)-6-grop-1H-6enso[d | umuaazo-1-m)-
N-1ukio0y Trnaneramusn;
2-(2-((3R,4R)-3-amuHo-4-(proprunepunu-1-un)-6-¢rop-1H-6enso[dJumunazon-1-u)-
N-((S)-1-unanonponas-2-un)aLeTaMius;
2-(2-((3R,4R)-3-amuHo-4-(proprunepunu-1-un)-6-¢rop-1H-6enso[dJumunazon-1-u)-
N-((R)-1-umaHonponan-2-un)aueTaMus,
2-(2-((3R,4R)-3-amuHo-4-(proprunepunu-1-un)-6-¢rop-1H-6enso[dJumunazon-1-u)-
N-o1151-N-(2-MeTOKCH3THIT)aLleTaMU T,
2-(2-((3R,4R)-3-amuHo-4-(proprunepunu-1-un)-6-¢rop-1H-6enso[dJumunazon-1-u)-
N-((R)-rerparunpodypan-3-un)-N-(2,2,2-TpudTopTHI )aLleTAMHL;
2-(2-((3R,4R)-3-amuHo-4-(proprunepunu-1-un)-6-¢rop-1H-6enso[dJumunazon-1-u)-
N-(3,3,3-Tpudropnpornmn)aneraMmu;
2-(2-((3R,4R)-3-amuHo-4-(proprunepunu-1-un)-6-¢rop-1H-6enso[dJumunazon-1-u)-
N-((R)-1-(mupuaus-2-uin)3THi)aneTaMus;
2-(2-((3R,4R)-3-amuHo-4-(proprunepunu-1-un)-6-¢rop-1H-6enso[dJumunazon-1-u)-
N-((S)-rerparunpodypan-3-un)aueramMmuz,
2-(2-((3R,4R)-3-amuHo-4-(proprunepunu-1-un)-6-¢rop-1H-6enso[dJumunazon-1-u)-
N-((R)-rerparunpodypan-3-un)aneramun;
2-(2-((3R,4R)-3-amuHo-4-(proprunepuni-1-ui)-6-¢rop-1H-6enso[dJumunazon-1-u)-
1-(2-merunaserunuu-1-un)sran-1-ox,
2-(2-((3R,4R)-3-amuHo-4-(proprunepunu-1-un)-6-¢rop-1H-6enso[dJumunazon-1-u)-
1-((S)-3-merunmopdonuno)atan-1-oH;
2-(2-((3R,4R)-3-amuHo-4-(proprunepunu-1-un)-6-¢rop-1H-6enso[dJumunazon-1-u)-
1-((R)-2-meTunnuppoauaus- 1-mn)stan-1-ox;
2-(2-((3R,4R)-3-amuHo-4-(proprunepunu-1-un)-6-¢rop-1H-6enso[dJumunazon-1-u)-
1-((R)-3-(merokcumerun)MophonnHo)3TaH-1-0H;
2-(2-((3R,4R)-3-amunHo-4-(proprunepunut-1-ui)-6-¢rop-1H-6enso[dJumunazon-1-u)-
1-((R)-3-merunmopdonnno)stan-1-ox;
2-(2-((3R,4R)-3-amuno0-4-propnunepunut-1-mn)-6-drop-1H-6enzo[ d lumunazon-1-umn)-
1-((S)-2-merunnupponuaus- 1-un)3Tan-1-oH,
2-(2-((3R,4R)-3-amuno-4-propnunepunut-1-un)-6-prop-1H-6enso[ d]umunazon-1-nmn)-
1-(3,5-numernamopdonuno)atan-1-0H;
2-(2~((3R,4R)-3-amuHo-4-proprmnepunun-1-um)-6-drop-1H-6enso[d Jumunazon-1-mm)-
1-(3-sTunmopdoinuuo)sTan-1-ox;
2-(2-((3R,4R)-3-amuno-4-broprunepunus- 1-um)-6-¢rop- 1 H-0enso[d | umupaszon-1-um)-
1-((S)-3-uuxuionpornuiMopdoarHo)ITas-1-oH,
2-(2-((3R,4R)-3-amuno-4-droprunepunun- 1-um)-6-prop- 1 H-6enso[d |jumunaszon-1-um)-
1-((R)-3-(runpoxcumeriu)Mopdonuno)stas-1-ox u
2-(2-((3R,4R)-3-amuno-4-droprunepunus- 1-um)-6-prop- 1 H-6enso[d |jumunaszon-1-um)-
1-(3,3-numerunmophonuHo)ITaH-1-oH.
B nmBanmath mecToM BapHaHTE OCYIIECTBICHHUS B HACTOSIIEM M300pETEHUH MPEAYCMOTPEHBI COCTUHEHUS

COTJIaCHO TIEPBOMY HJIM BTOPOMY BapHaHTaM OCYIIECTBICHHS, IPH 3TOM COCIHHEHHE MPUBEACHO B Ta0n. B Hu-
Ke.

-4] -



043189

Tabiuma B

6-((2-((3R,4S)-3-amuno-4-propnunepuaut-1-mn)-6-xuop-1H-6enso[ dJumunazon-1-
WIT)METHI)HIKOTHHOHHTPUIT,

2-((3R,4R)-3-amuno-4-¢ropnunepuans- 1 -mn)-1-((5-unanonupuaun-2-mi)merit)-1H-
6ensod]umunason-4-kapOoHUTpPHI,

6-((2-((3R,4R)-3-amuH0-4-¢proprunepunus-1-un)-5-(rpudropmerun)-1H-
6en3o[d]umunason- 1-nr)MeTHIT) HHIKOTHHOHUTPHIT,

6-((2-((3R,4R)-3-amuH0-4-¢proprunepuaus-1-mn)-6-(tpud ropmetoxcu)-1H-
6en3o[d]uminason- 1-nr)MeTHIT) HHIKOTHHOHUTPHIT,

2-((3R,4R)-3-amuno-4-¢propnunepuans- 1-um)-1-((5-xnopoupuMuguH-2-UI)Me T )-6-
¢drop-1H-6en30[d Jumunazon-4-kapOoHUTPHIT,

(3R,4R)-1-(4,6-nudrop-1-((5-dproprmpunus-2-un)merun)- 1 H-6enso[ d Jumunazon-2-u)-
4-droprnunepuann-3-aMuH;

(3R,4R)-1-(4,6-nudtop-1-((5-pTopnupumunun-2-un)merun)- | H-6enso[d Jumunazon-2-
nin)-4-pTopnunepuanH-3-amMuH;

2-((3R 4R)-3-amun0-4-¢pTopnunepuans- 1 -mn)-6-gprop-1-((S-propnupumuann-2-
nn)merni)- 1 H-6enso[dumnpazon-4-xkapOonurpm;

6-((2-((3R,4R)-3-amuno-4-proprunepunus- 1 -un)- 1 H-6enso[dJumunazon-1-
WJT)METHJI) HUKOTHHOHUTPHIT,

6-((2-((3R,4S)-3-amuno-4-propnunepuans-1-mn)-5-dprop- 1H-6enso[d Jumunason-1-
WJT)METHJI)HUKOTUHOHUTPHIIA THAPOXJIOPUL,

6-((2-((3R,4R)-3-amuno-4-propnunepuaus- 1 -mn)-5-prop-1H-6enzo[d Jumunazon-1-
WJT)METHJI)HUKOTUHOHUTPHIIA THAPOXJIOPUL,

6-((2-((3R,4R)-3-amuHO-4-pToprunepunus-1-mn)-4,6-audrop- 1H-6enzo[ dJumunazon-1-
WJT)METHIT) HUKOTHHOHUTPHLIT,

(R)-6-((2-(3-amuno-4,4-mudpropnunepunun- 1-mw)-4,6-nudprop-1H-6enso[dJumunazon-1-
HT)METHI)HIKOTHHOHUTPHIIA THAPOXJIOPH,

(R)-6-((2-(3-amuno-4,4-qudpropnunepunnn- 1-mi)-6-¢prop-1H-6enso[djumunazon-1-

WJT)METHI)HHKOTHHOHUTP I,
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6-((2-((3R,4R)-3-amuH0-4-proprunepunus-1-mr)-6-xnop- 1 H-umunaso[4,5-b Jnupuaun-
1-MT)METHI ) HUKOTHHOHUTPHIT,

6-((2-((3R)-3-amuno-4,4-audrop-1-nunepununin)-6-(rpupropmerun)- 1H-
6eH3nMUAA3071- | -HIT)MeTHI)-3 -TIUPHUIHHKAPOOHHUTP L,

6-((2-((3R,4R)-3-amuHo-4-¢prop-1-nunepuaunun)-5-(aupropmeroxcu)-1H-
6eH3UMUAA30J1- | -HT)MeTHIT)-3 -TIUPUTHHKA POOHHUTPHL,

6-((2-((3R,4R)-3-amuno-4-dprop- 1-nunepuaununi)-4-meroxkcu- | H-Oenzumunason-1-
WUT)METHIT)-3-THPUIHKAPOOHUTPUIT,

6-((2-((3R)-3-amuno-4,4-nudrop- 1 -nunepununun)-6-merokcu- 1 H-6ensumunazon-1-
WJT)METUI)-3-MTHPUIHKAPOOHUTPUIT,

6-((2-((3R,4S)-3-amuHo-4-proprunepunuH-1-un)-6-merokcu- 1 H-6enso[ dJumunazon-1-
WJT)METHJ)HHKOTHHOHUTPHIIA THAPOXJIOPUL,

2-((3R,4S)-3-amuno-4-propnunepuaus-1-min)- 1-((5-x10pnUpUMHANH-2-UIT)METHI)-0-
¢rop-1H-6en30[dJumunazon-4-kapOoHUTPU,

(R)-2-(3-amuH0-4,4-mudropnunepunns- 1 -mi)- 1-((5-x I0pUPUMUIMH-2 -1 )METHIT )-6-
¢brop-1H-6en30[dJumunazon-4-kapOoHUTPU,

4-((2-((3R,4R)-3-amuno0-4-¢prop- 1 -munepununnn)-4,6-nudrop- 1 H-6ensumnnazon-1-
WJT)METHI )OS H30HUTPHUIL,

4-((2~((3S,4S)-3-amuno0-4-proprnunepuans- 1 -un)- 1 H-6enzo[d Jumunazon-1-
UT)METHIT)OSH30HUTPHUIL,

4-((2~((3R,4R)-3-amuH0-4-proprunepunut- 1 -mn)- | H-6enso[ d Juminazosn-1-
WJT)METHIT)OCH30HUTPHUIL,

(R)-4-((2-(3-amunomunepunuH- 1 -un)-6-merokcu-1H-6enso[ d Jumunason-1-
WIT)METU)OSH30HUTPUIL,

(2-((3R,4R)-3-amuH0-4-proprunepunus- 1 -un)-1-((5-xnopnupumunus-2-wun)mermn)- | H-
6enso[d]umunazon-6-kapooHUTpUT,

(3R,4R)-4-dprop-1-(1-((5-propnupumunus-2-mn)merin)- | H-6enso[ d jumunason-2-
W) [IUNePUIUH-3-aMHH;

2-((3R,4R)-3-amuHo-4-Pproprnunepunus- 1 -mn)- 1 -((5-propmupumunun-2-mn)metun)- 1 H-
6enso[d]umunaszon-6-kapOoHUTPHIT,

2-((3R,48)-3-amuH0-4-p ToprunepuauH-1-mn)- 1 -((5-xnopmipuMuaus-2-wi)Metan)- 1H-
6enso[d]ummnaszon-6-kapOoHUTPHIT,

(3R,4R)-3-amuno-1-(1-((5-xnopnupumuaus-2-un)merun)-6-prop-1H-
6enso[d]umunaszon-2-wn)nunepuanH-4-o,

(R)-1-(1-((5-xnopriupunun-2-un)metin)-4,6-nudtop- 1 H-6enzo[ d Jumunazon-2-wun)-4,4-
nuropnunepuuH-3-aMiHa THAPOXJIOPHUL,

(3R,4R)-1-(1-((5-xmop-2-upumunusin)metin)-4,6-nudrop-1H-6ensumnnazon-2-wm)-4-
(Top-3-munepuauHaMuH;

2-(2-((3R,4R)-3-amuHo-4-dprop- 1 -nunepuaunun)-5,6-audrop- 1 H-0ensumunazon-1-umn)-
1-(1-mune pumHHNI)3TaHOH,

2-(2-((3R,4R)-3-amuno0-4-drop- 1 -unepuanani)-6-xnop- 1 H-6ensnmunaszon-1-um)-1-(1-
A3€THAUHILT)ITAHOH,

(3R,4R)-1-(1-((5-xnoprmupumuans-2-un)merun)-6-drop-1H-6enszo[d Jumunazon-2-mn)-4-
(dTopnuIepHANH-3-aMUH,

(3R,4R)-1-(1-((5-xnoprmupumuann-2-un)merun)-5-drop- 1 H-6enzo[d Jumunazon-2-un)-4-
(TopnunepHINH-3-aMUH;

(3R,4R)-1-(5,6-nudrop-1-((5-propnupumunun-2-un)merun)- 1 H-6enso[d]Jumunazon-2-
win)-4-pTopnunepUINH-3-aMIH,

(3R,48)-4-prop-1-(1-((5-pTopmupuMuanH-2-un)MeTun)-6-(tpudropmerun)-1H-
6enso[ d]umuaa3on-2-mn)munepuanH-3-aMuH 1

4-((2-((3R,4R)-3-amuno0-4-propnunepunus- 1 -un)-6-xmop- 1 H-6enso[d Jumunason-1-
WJ)MEeTU)OCH30HUTPIIIA THAPOXJIOPUL.

B copoxoBoM BapuaHTE OCYIIECTBIECHHUS B HACTOSIIEM H300PETCHHH MPEAYCMOTPEHBI COCTUHEHHS CO-
TJIACHO TEPBOMY WJIM BTOPOMY BapHaHTaM OCYIIECTBIICHWUSI, IPH 3TOM COEANHECHNE TpUBeIeHO B Ta0n. C HUXe.
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Ta6mmma C

6-((2-((3R,48S)-3-amuno-4-propnunepuaut-1-mn)-6-xnop-1H-6enso[ dJumunazon-1-
MIT)METHIT) HIKOTHHOHHUTPIIL,

6-((2-((3R,4R)-3-amuH0-4-pToprunepunus-1-mn)-6-(tpudropmeroxcu)-1H-
6enso[d]umuaason- 1-mn)MeTHIT) HIKOTHHOHUTPUIT,

2-((3R,4R)-3-amuH0-4-pTOpriunepuguH- 1 -1n)- 1 -((S-XTOpIIUPUMUANH-2 - )METHII )-0-
¢brop-1H-6en30[dumunazon-4-kapOoHUTpuU,

(3R,4R)-1-(4,6-nudrop-1-((5-proprupunun-2-un)merwnin)- 1 H-6ensol dJumunazon-2-wmn)-
4-dropnunepunun-3-amuH;

(3R,4R)-1-(4,6-nudrop-1-((5-dbropnupumunun-2-un)merin)- | H-6enzo[d Jumunazon-2-
wn)-4-propnunepuanH-3-aMuH;

6-((2-((3R,4R)-3-amuno-4-propnunepunus-1-un)-1H-6enszo[dJummunaszon-1-
WUJT)METHIT) HUKOTHHOHUTPHIT,

6-((2-((3R,4R)-3-amuHo-4-proprunepunus-1-un)-5-dprop-1H-6en3o[ dJumunazon-1-
MIT)METHIT)HIKOTHHOHUTPMIIA THAPOXJIOPH;

6-((2-((3R,4R)-3-amuHo-4-proprunepunus-1-un)-4,6-gudrop- 1H-6en3o[dJumunazon-1-
WJT)METHIT)HUKOTUHOHUTPUIL,

(R)-6-((2-(3-amun0-4,4-mudpropriunepugus- 1-mn)-4,6-gudrop- 1 H-6enzo[d Jumunazon- 1-
WJT)METHJ)HHIKOTUHOHUTPUIIA THAPOXJIOPUL,;

(R)-6-((2-(3-amun0-4,4-muroprunepunun- 1 -un)-6-¢prop- | H-6ensol d Jumunazon-1-
WJT)METHIT) HUKOTHHOHUTPHIT,

6-((2-((3R,4R)-3-amuno-4-¢prop- 1-nunepununmi)-4-meroxcu- | H-Oenzumunason-1-
WIT)METHI)-3-MUPUAUHKAPOOHUTPU,

6-((2-((3R)-3-amuno-4,4-nudrop- 1 -nunepunmnmn)-6-merokcu- 1 H-6ensumunazon-1-
WUT)METHIT)-3-THPUAMHKAPOOHUTPHUIT,

2-((3R,48)-3-amuno-4-proprunepuaus-1-min)- 1-((5-X10pIUPUMHANH-2-UIT)METHI )-6-
¢rop-1H-6en30[dJumunazon-4-kapOoHUTpUL,

(R)-2-(3-amuH0-4,4-mudropnunepunns- 1 -un)- 1-((5-x I0pIUPUMUINH-2 -1 )METHIT )-6-
¢rop-1H-6en30[dJumunazon-4-kapOoHUTpUL,

(2-((3R,4R)-3 -amuH0-4-roprunepunus- 1 -un)-1-((S-xnopnupumunns-2-nn)merin)- 1 H-
6enso[d]umunazon-6-kapOOHUTPUIT,

(3R,4R)-4-rop-1-(1-((5-dropmupumunnn-2-un)mernn)- 1 H-6enso[ d Jumunaszon-2-
W) IUNEePUIUH-3-aMUH;

2-((3R,4S)-3-amuno-4-proprmunepunus-1-mn)- 1-((5-xnopnupumunun-2-un)merun)- 1 H-
6enso[d]umunazon-6-kapOOHUTPUIT,

(R)-1-(1-((5-xnopnupunnn-2-nn)merin)-4,6-nudrop-1H-6ensol dJumunazon-2-un)-4,4-
auropnunepuuH-3-aMHHa TUPOXJIOPUT,

(3R,4R)-1-(1-((5-xnop-2-nupuMuauHI)MeTn)-4,6-nudrop-1H-6ensumunazon-2-um)-4-
bTop-3-nUnepuANHAMUH 1

(3R,4R)-1-(1-((5-xnopnupumugus-2-un)Merin)-6-¢prop- 1 H-6enso[d Jumunazon-2-wn)-4-
(ropnunepuaNH-3-aMuH.

B aBaanate celbMOM BapHaHTE OCYIIECTBICHUS B HACTOSAIIEM M300pETEHUH MIPEITyCMOTPEHBI COSTUHEHUS
COTJIACHO TIEPBOMY HJIM BTOPOMY BapHaHTaM OCYIIIECTBIICHUS, IPU dTOM COCIWHEHHE pUBeNeHO B Tabn. D HU-
XKE.
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Tabmuma D

6-((2-((3R,48S)-3-amun0-4-proprmunepunus-1-mn)-6-xnop- 1 H-6enso[ dJumunazon-1-
WJT)METHIT) HUKOTHHOHUTPHII,

2-((3R,4R)-3-amuno-4-¢propnunepuau-1-wmr)-1-((5-xIopnupuMuuH-2- 1T )METHI)-6-
(brop-1H-6en30[d Jumnnason-4-kapOoHUTPHUI,

(3R,4R)-1-(4,6-nudrop-1-((5-bropmupumunun-2-un)merun)- | H-Oenso[d Jumunason-2-
wn)-4-propnunepuanH-3-aMuH;

6-((2-((3R,4R)-3-amuno-4-propnunepunus- 1 -un)- 1 H-6enszo[dJummunazon-1-
WJT)METHIT ) HIKOTHHOHHUTPUIL,

(R)-6-((2-(3-amun0-4,4-nudproprunepuaus- 1-mm)-4,6-gudrop- 1 H-6enzo[d Jumunazon-1-
I/IJ'I)MeTI/I.]'I)HHKOTI/IHOHI/ITpHJ'Ia TUAPOXJIOPUA,

(R)-6-((2-(3-amun0-4,4-nudroprunepunus- 1-um)-6-drop- 1 H-6enso[ d jumunazon-1-
WJT)METHJ) HHKOTHHOHUTPUIL,

6-((2-((3R,4R)-3-amuno-4-drop- 1 -munepunusi)-4-merokcu- | H-Oensumunason-1-
WIT)METUI)-3-TUPUAMHKAPOOHUTPUIL,

(2-((3R,4R)-3 -amuHO-4-roprunepunu- 1 -un)- 1 -((S-xnopnupumuans-2-un)merin)- 1 H-
6enso[d]umunazon-6-kapOOHUTPUIT,

(3R,4R)-4-¢rop-1-(1-((5-dropmupumunnn-2-un)mernn)- 1 H-6enso[ d Jumunazon-2-
W) IUTEPUANH-3 -aMUH U

(3R,4R)-1-(1-((5-xnopnupumuaun-2-un)merun)-6-¢prop-1H-6enszo[d Jumupnazon-2-un)-4-
(bToprnunepuanH-3-aMHH.

B nmomosnHUTENRHOM BapuaHTE OCYIIECTBICHUS KaXK0€ U3 COCIMHEHHH, PACKPBITHIX B TJaHHOM JJIOKYMEHTE,
MpecTaBiIeHo B (opMe (hapMareBTHUECKH TPUEMIIEMOU COJIH.

B naBammate BOCEMOM BapHaHTE OCYIIECTBICHHMsSI B HACTOSIIEM HM300pETeHHWH TMpemaycMoTpeH 6-((2-
((3R,45)-3-amuHO-4-pTOprIMTIEpUIUH- | -1T)-6-X110p- | H-6eH30[dJuMIIa301- 1 -HIT)METHI ) HHKOTHHOHUTPUI. B
OTIpeJIeTICHHBIX acleKTax JBaallaTh BOCEMOTO BapHaHTa OCYLIECCTBICHHS B HACTOSIIEM HM300pETECHHH Ipery-
cMOTpeHa (apmareBTuuecku npuemiemas coib 6-((2-((3R,4S)-3-amuno-4-¢propnunepuans-1-mm)-6-xmaop-1H-
6en3o[d]uMuIa301- 1 -HT)METHIT ) HHKOTHHOHU TPHJIA.

B nBannate neBATOM BapHaHTE OCYIIECTBIICHUS B HACTOSIIEM H300peTeHUH mpexycmorper 2-((3R,4R)-3-
amMuHO-4-roprunepunus-1-mn)- 1 -((S-xnopnupumMuanH-2-min)Metuin)-6-prop-1H-6en3o[ djumunazon-4-
KapOOHHUTpWIL. B ompeneneHHBIX acneKkTax JBaJalaTh AEBATOrO BapHaHTa OCYIIECTBICHHS B HACTOSIIEM H300pe-
TEHUHU TIpeayCcMOTpeHa (apmaneBTudecku mnpuemiemas coiib 2-((3R,4R)-3-amuno-4-¢proprmnepunus- 1 -mm)-1-
((5-xnopnupumuuH-2-min)MeTin)-6-hrop- 1 H-6en3o[ d Jumunazon-4-kapOoHUTpHIIA.

B TpuanmaTtom BapuaHTEe OCYIIECTBJICHHS B HacTosieM n3o0pereHun mpexycmorpeH (3R,4R)-1-(4,6-
nmudTop-1-((5-pTopmupumuua-2-min)meTwn)- 1 H-6en3o[ dJumunazon-2-un)-4-propnunepuana-3-amus. B ompe-
JIENICHHBIX aclleKTaX TPHUAIATOTO BapHaHTa OCYIIECTBICHUS B HACTOAIIEM HM300pETCHHHU IpexycMoTpeHa ¢ap-
MaleBTHICCKH pueMIeMast COJTb (3R,4R)-1-(4,6-mudrop-1-((5-dToprmupumunH-2-mn)metn)- 1 H-
6en3o[d]umunnazon-2-nn)-4-propnunepuauH-3-aMuHa.

B Tpuanate nepBoM BapHaHTE OCYLIESCTBICHHS B HACTOSIIEM H300peTeHnu npenycmorper 6-((2-((3R,4R)-
3-amuHO-4-proprmnepuaus-1-un)-1H-6en3o[d[umuaazon-1-1a)MeTHII) HUKOTHHOHUTPWIL. B ompeneneHHbIX
acIieKTax TPUILATh EPBOTO BapHaHTa OCYIIECCTBICHUS B HACTOSIIEM N300PETEHUH MPEIyCMOTpeHa (apMares-
tHueckn  npuemsemas  coimb  6-((2-((3R,4R)-3-amuHo-4-droprunepunun- 1 -un)- 1 H-6enzo[d [umunazon-1-
WJT)METHIT)HUKOTHHOHUTPHJIA.

B TpumiaTh BTOpOM BapHaHTE OCYIIECTBJICHHS B HacTosmeM m3o0pereHnn mnpexycMoTpeH (R)-6-((2-(3-
amuHo0-4,4-mudroprunepuan- 1 -un)-4,6-mudrop-1H-6en30[d|[umuaazon- 1 -mr)MeTHIT) HHKOTHHOHUTPpHI. B or-
peleNeHHBIX acleKTaxX TPUALATh BTOPOTO BapHaHTa OCYIIECTBICHUS B HACTOAIIEM H300PETECHUU MPEITyCMOTpe-
Ha ¢apmaneBrmdeckn mpuemseMas coib  (R)-6-((2-(3-amun0-4,4-mudTopnunepuaut- 1 -mn)-6-pTop-1H-
6en3o[d]umumazon- 1 -mim)MeTHI ) HIKOTHHOHUTpHIa. OCOOEHHO MPEANOYTUTEIBHBIM acTIeKTOM TPHUIIATh BTOPO-
o BapuaHTa OCYIIECTBJICHHUS SBISETCS TUAPOXJOpuaHas cosb, Hanpumep, (R)-6-((2-(3-amuno-4,4-
mudroprmnepuauH- 1 -ui)-6-drop-1H-6en30[dJumunazon-1 -mi)MeTHI) HHKOTHHOHUTPHIIA THAPOXJIOPH/L.

B Tpumate TpeTheM BapUaHTE OCYIISCTBICHHS B HACTOANIEM u300pereHUM mnpexycMorper (R)-6-((2-(3-
amuHO-4,4-mudropnunepuans- 1 -mn)-6-prop-1H-6en30[d |[umnaazosn- 1 -nmin)Me T ) HUKOTHHOHUTpWI. B omnpene-
JICHHBIX aCHeKTaX TPHUILATh TPEThEro BapHaHTa OCYLIECTBIICHHS B HACTOSILEM H300pPETEHHH IPEAYyCMOTpEHa
(apmaneBTHYECKH mpuemieMas COJIb (R)-6-((2-(3-amuH0-4,4-mudropnunepunus- 1 -un)-6-prop-1H-
Oen3o[d]umumazo- 1 -1 MeTHI ) HIKOTHHOHUTPHIIA.

B TpuanaTte 4eTBepTOM BapWaHTE OCYIIECTBICHHS B HACTOSIIEM H300pEeTeHHH IpemaycMoTpeH 6-((2-
((3R,4R)-3-amuHO0-4-(pTOp- 1 -Muniepununmi )-4-mMeTokcu- 1 H-6er3umugazon- 1 -mn)metn)-3-
MUPUANHKApOOHUTPUI. B ompeneneHHpIX acmeKkTax TPUANATh YeTBEPTOr0 BapHaHTa OCYIIECTBICHHUS B HACTOS-
meM H300peTeHnn MpeaycMoTpeHa (apmaneBTudecku mpuemiemas coib 6-((2-((3R,4R)-3-amuno-4-¢pTop-1-
MUTIEpUIUHI)-4-MeTOKCH- | H-OeH3uMu1a301- | -AiT)MEeTHII ) -3 -TIHPUAMHKAp OOHUTPUIIA.
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B Tpumnate msaToM BapwaHTE OCYIICCTBICHHS B HAcTosImeM u3oOpereHun mnpexycmorper (2-((3R,4R)-3-
amMuHO-4-(roprunepunus-1-mn)- 1 -((5S-xnopnupumuanu-2-mwin)Mmetun)- 1 H-6enzo[d [umunazon-6-kapoonntpun. B
OTIpeNIeIEHHBIX aCMeKTaX TPUALATH IATOTO BapHaHTa OCYIIECTBICHUS B HACTOAIIEM H300pPETEHUH MPEIyCMOT-
peHa (hapmareBTHIECKH puemiieMas COJTb (2-((3R,4R)-3-amunO-4-pToprimniepuanH- 1 -mm)-1-((5-
XJopIHpUMUANH-2-un)MeTrn )- | H-6en3o[d [umugazon-6-kapOoHUTpHIIA.

B Tpuamare mectoMm BapHaHTE OCYIIECTBIICHHS B HacTosIeM m3o0Operennu npemxycmotpeH (3R,4R)-4-
drop-1-(1-((5-pTopmupumuaua-2-mwn)metin)- 1 H-6erszo[ d Jumunazon-2-un)nunepuana-3-aMua. B onpenenen-
HBIX aCHeKTaX TPHUILATh IIECTOTO BapHaHTa OCYIIECTBIICHHUS B HACTOSIIEM H300pETCHHHU MpeaycMoTpeHa dap-
MalleBTUYECKH rpuemMieMas coJb (3R,4R)-4-rop-1-(1-((5-proprmupumunus-2-mn)meT)- 1 H-
6cH3o[d]uMuIa3071-2-1i1) TUIepUInH-3-aMUHa.

B TpuanaTh cenpMOM BapHaHTE OCYILECTBICHHS B HAacToseM n3odperenun npeaycmorpeH (3R,4R)-1-(1-
((5-xmoprmupumuanH-2-mwn)MeTn)-6-grop-1H-6en3o[d Jumunazon-2-un)-4-propnunepunus-3-amus. B ompene-
JICHHBIX acleKTaxX TPUALATh CEIbMOr0 BapHaHTa OCYILIECTBICHHS B HACTOSIIEM HM300pETEHUM INPEIyCMOTpEHA
(apmaneBTHYECKH npuemieMas COJIb (3R,4R)-1-(1-((5-xnoprmpumuaus-2-un)MeTnin)-6-dprop-1H-
6en3o[d Jumunazon-2-wmn)-4-GpTopnunepuauH-3-aMIHa.

B momonHATENTEHOM acleKkTe KaXXI0ro M3 BaPHAHTOB OCYIIECTBICHUS U3 IPEAYCMOTPEHHBIX B HUX COEIH-
HEHHUH U (hapMaIleBTHYECKH MPUEMIIEMBIX COJIEH MOXKET IPUMEHSTHCS B MTOIYyUSHHUN JEKAPCTBEHHOTO TIperapara
JUTSI TIPUMEHEHUS B JICUSHUHU 3a00JIeBaHus, OTIOCPeI0OBaHHOTO akTUBHOCTHI0O TRPC6. B ompeneneHHBIX aciekTax
COEIMHEHUS, MPEAYCMOTPEHHBIE B BapHaHTaX OCYMIECTBICHHUA WM HX (DapMaleBTHUECKH NMPHEMIIEMYIO COJIb
MOJKHO TPHMEHSATh B M3TOTOBJICHUH JIEKAPCTBCHHOTO MpemapaTa AJs JiedeHHs 3a00JIeBaHUS WIM HAPYIICHNUS,
BBIOpaHHBIX M3 HE(QPOTHYECKOTO CHHIPOMA, 0OJIE3HM MHHHMAJIBHBIX M3MEHEHHH, (OoKaTIbHO-CErMEHTapHOTO
TJIOMEPYJIOCKJIEp03a, KOJUIANICHPYIOIIEH TiioMepysionaTud, MeMOpaHO3HOW Hedpomnatuu, MeMOpaHO3HO-
nponudepaTuBHOTO TIomMepyinoHedputa, IGA-HedponaTnn, OCTPOi MOYEUIHONH HEIOCTATOYHOCTH, XPOHHYECKOH
MOYEYHOHW HEJOCTATOYHOCTH, MMabeTHUecKor HeporaTHy, Cercuca, JETOYHOW THIIEPTEH3|H, OCTPOTo 3abore-
BaHUs JIETKUX, CUHAPOMAa OCTpOH IbixaTenbHON HepoctaTouHOcTH (ARDS), cepraedHnoil HeIOCTaTOUHOCTH, UH-
CyJIbTa, 3JI0KAYeCTBCHHOM OMYXOJIH MM MBIIIEYHOH nuctpoduu. B emne qpyrux acmekTax coeIMHEHUS COTJIaCHO
TF000MY W3 BApHAHTOB OCYIISCTBICHHS MM MX (hapMaleBTHUECKH MPHUEMIIEMYIO COJIb MOYKHO IIPUMEHSATH B I10-
JYYCHUU JICKApCTBEHHOTO NperapaTa, MpeIHa3HAYeHHOro UIA JICYCHHS HEe(POTHUECKOTO CHHIpPOMA, MeMOpa-
HO3HOW He(POIATHH M OCTPOI MOYETHON HETOCTATOYHOCTH.

B TpuanaTe BOCBMOM BapHaHTE OCYIIECTBIICHHUS MPEIYCMOTPEH CIocob edeHns 3a00eBaHIsI WIN HApY-
IICHUS y TalMeHTa, HyKIAIOWIET0Cs B TPy, IIPH 3TOM CIIOCO0 MpeaycMaTpHUBaeT CTAaIUI0 BBEACHUS (papma-
[IEBTUYECKH TIPHEMIIEMOI KOMITO3HIIUH, COJIEPIKAIei COeTMHEHIE COTJIACHO JII000MY M3 BapHaHTOB OCYIECTB-
JICHUsI OT COPOK BTOPOTO JI0 MATHJECAT MEPBOTO, MM €To (papMalieBTHYECKH NTPUEMIIEMYIO COJlb, /e 3a0oieBa-
HHE WIHM HapylIeHue BBIOPaHO U3 HEPPOTHUECKOTo CHHApPOMa, OOJIE3HN MHUHUMAIBHBIX U3MEHEHUH, (OKaIbHO-
CErMEHTApPHOT'O TJIOMEPYJIOCKIIEpPO3a, KOJUIAIICUPYIONIeH TIIOMEpyJIonaTui, MeMOpPaHO3HOW HeponaTHu, MeM-
Opano3Ho-miponudepaTuBHoro riomepyionedpura, IGA-HepponaTun, OCTPOH MOYEUHOW HETOCTATOYHOCTH,
XPOHUYECKON MOYEYHOH HEJOCTATOYHOCTH, IMabeTHYecKOW He(pOomaTHH, CErcHuca, JErOYHOW THIIEPTEH3HH,
OCTpOTO 3a00JIeBaHMs JIETKUX, CHHAPOMa OCTPOM JbpIxaTenbHOW HemoctaTouHocTH (ARDS), cepmeunoii Hemoc-
TATOYHOCTH, MHCYIBbTA, 3J0KaYECTBEHHON OIMYXOJH WM MBIMIEYHOH nuctpoduu. B ompemeneHHBIX acrekTax
TPHUAIATh BOCBMOTO BapHaHTa OCYIIECTBICHHS 3a00JieBaHWE WM HAapyLICHHWE BHIOPaHO M3 HE(PPOTHUECKOTO
CHHApOMa, MEMOPaHO3HOH HeppomaTHu U OCTPON TTOYETHOH HETOCTATOTHOCTH.

B nononHuTENEHOM BapuaHTE OCYIIECTBICHHS B HACTOSIIEM M300pETCHUH MPELYyCMOTPEHBI CIIOCOOBI TO-
TydeHus coenuHeHus popmyist 11Ib mm ee noadGopmMyn
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C TIOMOILBIO AMEKTPOPUIEHOTO pparMenHTa, XapakTepHu3yromerocs: GopmMyInoi
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X
2
A1l R7
12

R S o

| —x
/ /
R'Z 74 N

rae X MpeacTaBisieT coOoi xyop, OpoM wim #ox, u Q mpencTaBiseT cobor Xyop, Opom, #oxn, C;-Cs-
AJKWICYJIb(QOHAT WIIK HEO0S3aTeTbHO 3aMeIeHHbIH (DeHUIICYIb(POHAT;

(b) coderanne aJKWIMPOBAHHOTO TaJOTCHHUPOBAHHOTO OCH3MMHIA30J1a, 0OPa30BAHHOTO HA CTamuu (a), C
3alIMIIEHHBIM TUIIEPUANHOM, XapaKTepU3YIOIuMcs hopMyion

H—~N

N
-~
R pg i

rae PG npencrasisier co0o0it aMUAHYIO 3alIUTHYIO TPYIIY, YCTOHYMBYIO K HYKJICO(pHUIBHOMY apoMarnye-
CKOMY 3aMeMIeHHIO (TaKylo KaK aIkOKCHKapOOHUIIbHAS 3alllUTHAS TPYIIa) B YCIOBUAX, 00ECIIEUNBAIONINX HYK-
neo(pUILHOE apOMAaTHYECKOE 3aMCIICHHE, C MOTYYCHHEM COCTUHCHUS, MPEICTABIISIOIIETO COO0M aTKUIUPOBaH-

HBIN 2-(MUnepuanH- 1 -11)0eH3UMIIA30]1, XapaKTePU3YIOMIErocs OPMYIIO
Rib

=
X1
X2
\, A
Rt R7
R12
A N R
N
| = /: R?
R1 24 N
R2
N
R ee oy

>

(c) ynmanmenne PG wu3 coenuHeHHs, TPEICTaBIAIOMIET0 CO00I aJKWIMPOBAaHHBIA 2-(TTUNepUauH-1-
n1)0eH3UMUIa3011, 00pazoBaHHOTO Ha ctanauu (b), ¢ oOpazoBanueM coeauHeHus hopmynsl (I11b), rae nepemen-
HBIC Xl, Xz, X3, Z4, Rla, Rz, R3, R4, R7, R“, Rlz, R"” u R" umeror omnpeieNieHusl, MPUBEJCHHBIE B TPUALIATOM
BapHaHTE OCYIICCTBICHUS.

B mpeamouTHTENRHBIX acmeKkTax crmocoda CHHTE3a OCHOBHBIC YCIIOBHSI Ha CTaiuH (a) IMPeayCMaTPHBAIOT
MPYBEJICHNE TaJOT€HUPOBAHHOTO OCH3MMUIA30JIa B KOHTAKT C ANEKTPOQIIBHEIM ()ParMeHTOM B MPUCYTCTBHU
OCHOBaHHSI, MPEICTaBIAIONIero coboii kapOboHaT, TaAKOro Kak KapOOHAT KaWs WM OoJiee MPENOoYTHTEIHHO
KapOOHaT 11e3Hsl.

B nomonHnTENEHOM BapHaHTE OCYIIECTBICHHUS B HACTOSIIEM M300pPETCHUH MPETyCMOTPEHBI COCOObI HO-
JTydeHus coenuHeHni popmyist 11Ib nmm ee noadopmyn
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Crioco6 mpeaycMaTpuBacT CIEAYIONINE CTa U CHHTE3a:

(a) coueraHue raJOreHUPOBAHHOTO OCH3UMUIA30J1a, XapaKTEPU3YIOIIErocs GpopMyIioi
R

2 /

RI} ZI

C 3aIIUIICHHBIM UIIEPUIUHOM, KOTOPBIH XapakTepusyercs GopMyIoi

R

H—N
P
RZ
N
re Spg ,
B YCIIOBHSIX, 00€CTIEUMBAIONINX HYKJICODUIHPHOE apOMAaTHYECKOe 3aMeIleHHe, ¢ 00pa30oBaHUEM COEIMHE-
HUS, MPEJCTABIISIONIETO co00it 2-(umepunuH- 1 -1 )0eH3UMHIa301, XapaKTepu3yromerocs Gopmyoi
R”

R12 H

-

rae X mpeacTaBisieT coboit xitop, 6poM mim o, u PG mpencrasiseT co0ol aMUAAHYIO 3aIIUTHYIO TPYIIITY,
YCTOWYHBYIO K HYKJICO(QHIBHOMY apOMaTHYECKOMY 3aMEIICHHIO, TAKyI0 KaK alKOKCHKapOOHHIIbHAS 3alllUTHAs
rpyImna;
(b) amkunupoBaHUE COCAMHEHHUS, TPEIACTABIAIOMEro co00i 2-(munepuauH-1-mr)oeH3umMuIa3on, oopaso-
BaHHOTO Ha CTaJuH (a), C MOMOIIBIO AMEKTPOGMILHOTO ()parMeHTa, XapaKTePU3YIOIIETOC CTPYKTYPOi
R15

R’

s

B OCHOBHBIX YCJIOBHSAX C IIOJIy4eHHEM COCOUHEHHS, NPEACTABIIAIONIEI0 COOOH alKMIMPOBAaHHBIA 2-
(mmnepuauH-1-11)0eH3NMHIa30I1, XapaKTepH3yIomerocs GopMyoi
R15

R" R?

S N R¢
| N
- / r3
RY bl N
r?
N
1 Npg

rae Q mpezacrariser cobor xiop, 6pom, Hox, Ci-Ce-ankmicynb(oHaT Wi He0Os3aTEIEHO 3aMCIICHHBIH
¢enmncynbdonar;

(¢) ynmamenne PG w3 coemuHeHHs, TPEICTAaBIAIOMIET0 CO00I aJKWIMPOBAaHHBIA 2-(TTUNepHIuH-1-
WIT)0eH3UMUIa30I1, 0O0pa3oBaHHOTO Ha ctaanu (b), ¢ oOpasoanueM coeauneHus Gpopmyisl (I1Ib), roe mepemen-
HEIE Xl, Xz, X3, Z4, Rla, RZ, R3, R4, R7, R“, Rlz, R" u R" umeror OIpeNEeNICHUs], IPUBEACHHBIE B TPUALIATOM
BapHaHTE OCYIICCTBICHUS.

B nononHuTENEHOM BapuaHTE OCYIIECTBICHHS B HACTOSIIEM M300pETCHUH MPEIYyCMOTPEHBI CIIOCOOBI TO-
nydeHus coenquHernit Gopmydst I1Ib wmu ee moadopmyn
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N
(1) .
Pk Fal N
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R“i/

Crioco6 mperycMaTpuBaeT CIeAyIOMne CTaAu CHHTE3a:
(a) codueraHre coemMHEHUS, TIPEICTABISIFOIIET0 CO00 OPOMUPOBAHHBIN H30THOITMAHAT, XapaKTepHU3yIoIIe-
rocst popmymnoi

(IIIb).

R

R'Z

\\ Br
C/ °
/
R"? 24/ N
2
C COCTMHEHHUEM, TIPEICTABISIONTUM COOOH 3alTUINICHHBIN MUTIEPUINH, XapaKTepu3yomuMces GopMmynoi
R4
H—N
"3
RZ
N
R’a/ \PG

B ycnoBusax, obecneumBaromux oOpa3oBaHWE THOMOYEBHHBI, ¢ 0Opa30BaHMEM COCIMHEHUS, IPEICTaB-

nsrroniero co6oi N,N'-1u3aMeneHHy0 THOMOYEBHUHY, XapaKTepU3YIONIerocs: GopMyIoi
R'H

\ Br s
P )]\

R 74 ﬁ N

R

PG
rae PG mpencrasnser co0oif aMUIHYIO 3aIUTHYIO TPYIITY, TAKyI0 KaK aJKOKCUKapOOHWIbHAS 3aIlUTHAS
TpyIma;
(b) KoHIEHCUpPOBaHUE COCAUHCHHUS, TIpeACTaBIsIonIero coboit N,N'-1r3aMeeHHy0 THOMOUCBUHY, 00pa-

30BaHHOTO HA CTa/uM (@), ¢ COeTMHEHUEM, IPEICTABILIIONINM CO00H aMHH, XapaKTepu3yomumcst GopMyon
RTS

R’

HuN

2
B YCJIOBHSX, MOJXOJSMIINX JUIsi 00pa3oBaHuUs TyaHWJMHA, C TOJyYCHUEM COCIMHEHMS, MPEICTaBIISIOIETO
coboit N,N',N"-Tpr3aMeIieHHbIH I'yaHUIMH, XapaKTepHU3yromerocs: GopmMyInoi

- 49 -



043189

RIS
G
X3
1
\;\(z /X
Rt
Br R?
R12 T i
\ / N N
’ Al H
RY ot
RI
R"—N R

(C) BHYTPUMOJIECKYIISAPHYIO IIUKIM3AIUI0 COSTUMHEHNs, TIpeacTanistonero codoir N,N',N"-Tpu3amMeneHHbIi
TyaHHAMH, 00pa3oBaHHOTO Ha cramuu (b), B IPUCYTCTBUHU KaTaln3aTopa Ha OCHOBE MEPEXOHOTO METajlia ¢ 00-
pa3oBaHMEM COCIMHEHHMS, NMPEICTABIISIONIETO COO0H aIKMIMPOBAHHBIN 2-(MHIIEpUANH-1-1T)0eH3NMHUAA3071, Xa-
paxrepuzyromierocst Gopmynoi

= 1
X
x3\2 /
R‘H X R7
R S .
PPt

N
-~
R Spg ;

(d) ymanemme PG wu3 coemWHCHHsS, MNPEICTABIAIONICTO COOOH AaNKWIMPOBAaHHEBIN 2-(TmmepuauH-1-
WIT)0CH3UMUIa30J1, 00pa30BaHHOTO Ha CTamu (c), ¢ monydeHuem coenunenus ¢popmynsl (I11b), rne mepemenHbIe
Xl, Xz, X3, Z4, Rla, RZ, R3, R4, R7, R“, Rlz, R" u R" umeror OIIpE/EIICHHUs], IPUBEACHHBIE B TPUALIATOM BapuaH-
T€ OCYIIECTBIICHUSI.

B nomongHUTENEHOM BapuaHTE OCYIICCTBICHUS B HACTOSINEM H300PETCHUU MPEIyCMOTPEHBI CIIOCOOBI TO-
JTydeHus coenuHeHni popmyist 111d nmm ce noadopmyn

R

_—
x1
x3\\ 2 /
X
R11 R7
R'2 N .
/: " R
R N
RZ
0 NH
: R (I11d).

Crioco6 mpeaycMaTpuBacT CIEAYIONINE CTa U CHHTE3A:
a) coueTaHWE COCOUHCHMs, TPEACTABIAIONETO0 CcO00H  HeoOs3aTebHO  3aMENICHHBIM  OpPTO-

(hTOpHUTPOOEH30T, XapaKTEepHU3yIOMmEerocs GopMyoi
RW 1

R12

R NO2

RM

C NEPBUTHBIM AMHHOM, XapaKTePH3YIOIIMC ¢dopmynoit

R
} .
X1
"\ J&
X 7
R
HaN ,
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B YCJIOBUAX, MOAXOAAIINX 1A HyKJ'IGO(l)I/IJILHOI‘O ApOMAaTHYCCKOTO 3aMCIICHUSA, C MMOJYYCHUECM BTOPUIHOTO
aMHHa, IIp1u 3TOM aMHUH XapaKTCPU3YCTCA (bOpMyJ'IOI/I

"‘\

\\
R11

b) oOpasoBaHue COeAMHEHUS, NMPEICTABIIIOMIETO COOO0M anKI/IJmpOBaHHLII?I-Z—xnop6eH3HMH,ua30n, Xapak-
Tepusyromierocs Gopmyon
RIS

R1

R™* s
C TIOMOIIBI0O BOCCTAHOBJICHUS! HUTPO-3aMECTHUTENS B COCOMHEHUSX, MPEICTABISIOMNX CO00W BTOPHUIHEIC
aMUHBI, 00pa30BaHHBIX Ha cTaguu (a), ¢ 0Opa3oBaHHWEM in Situ COEMUHEHUS, TMPEIACTABIIAIONIETO COO0H THaHU-
JIVH, TUKIA3ANAI0 YKa3aHHOTO AMAHWINHA C ITOMOIIBI0 MCTOYHHUKA KapOOHWIA M XJIOPHPOBAHUS (C IMOMOIIBIO
WCTOYHUKA XJIopa, HanmpuMep Takoro kak P(O)Cl;) ¢ oOpazoBaHueM COeIMHEHUS, MPEACTABISIONIETO COOOH aJl-
KHJIUPOBaHHBIN-2-XJIOPOCH3UMHU 130T,
C) codeTaHWe COCIWHEHUS, MPEICTABIIIONIET0 COOOW AJKWIMPOBAHHBIN 2-XJIOpOESH3MMHIA30), 00pa3o-
BaHHOTO Ha cTanuu (b), ¢ 3aAMIMIICHHBIM MTUICPUINHOM, XapaKTCPU3YIOMIHUMCS (POPMYIIOi
Rd
H—N
RB
Rr2
R“/N\PG
B YCJIOBUSX, MOAXOSIINX ISl HYKJICO(QUIHHOTO apOMAaTHIECKOTO 3aMEIIeHuUs, ¢ 00pa3oBaHUEM COEIUHE-
HUS, TPEICTABILIIONIET0 COOOW aTKMIUPOBAHHBIA 2-(TIHIIEPUANH- | -1 )0EH3UMHIA30JI, XapaKTePU3YIOMIETOCs

hopmymoit

R4
N
N/ R}

R?
R4 N
Rt pg

>

(d) ymanemme PG wu3 coemuHCHHWsS, MPEICTABIAIONICTO COOON AaNKWIMPOBAaHHEBIN 2-(TmmepuauH-1-
WIT)0CH3UMUIa30J1, 00pa30BaHHOTO Ha cTaauu (c), ¢ oOpasoBanueM coeaunenus Gpopmyinsl (I111d), Toe nepemen-
HEIE Xl, Xz, X3, Rla, Rz, R3, R4, R7, R“, Rlz, R13, R'" u R" umeror OIpENEIICHUs], IPUBEICHHBIE B TPUALATOM
BapHaHTE OCYIICCTBICHUS.

B nomongHUTENEHOM BapuaHTE OCYIICCTBICHUSA B HACTOSINEM H300PETCHUU MPEIyCMOTPEHBI CIIOCOOBI TO-
nydenus coequHernit popmynsl VII nnm ee mondopmyn
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R'M
R™ (VID),
npeaycMarpuBaromye: (a) coYeTaHne TaTOTCeHHPOBAHHOTO OEH3MMHIA30J1a, XapaKTepu3yromerocs ¢op-
MyJIOH
R11

i /

R

R4
2
C 3alUIIEHHBIM TUIEPUANHOM, XapaKTepU3yomuMcs Gopmysion

H—N

N
~
R pg )

B YCIOBUSIX, 00€CMEUMBAIOIINX HYKJICO(DUILHOE apOMaTUYEeCKOe 3aMellleHne, ¢ 00pa3oBaHUEM COeIUHe-
HUS, TIPEACTABIIAIONMIET0 co00it 2-(mumepuanH- 1 -nim)0eH3UMHIa30I1, XapaKTepu3yroIerocst popmymnoi
RH

s

R"2 H
N N "
N
[T )
R2

N
-
r* Npg

>
rae X npexacTasiser coboi xiop, Opom wim #ox, u PG npencrasiser co0oit aMUIHYIO 3aIIUTHYIO TPYIIILY,
YCTOWYMBYIO K HYKJICO(QHIBHOMY apOMaTHYECKOMY 3aMEIICHHIO, TaKyl0 KaK aJKOKCHKapOOHMIIbHAS 3alllUTHAs
TpyIIa;
(b) ankumupoBaHWE COCTUHECHUS, MPEICTABISAIONICTO cO00i 2-(TmmepuauH-1-mn)0eH3uMUAa301, 00pa3o-
BAHHOTO Ha CTaJMH (a), C HOMOIIBIO TAJIOTEHOBOTO CIIOKHOTO d(Hpa

o\
Y’\n’ R
0 2

rae Y cooTBeTcTByeT X M IpeAcTaBisieT coOoi xiop, OpoM mmm #ox, n R mpencrasmser coboit Ci-Cs-
IKWI, ¢ 00pa3oBaHMEM COCAMHEHUS, MPEACTAaBISIONIEr0 coO0OH 3aMellneHHBIH |-aneTnin-2-(munepuauH-1-

WIT)OCH3UMUIA30I1, XapaKTepu3yomerocs GopMynon
R
o

R

R'Z

0
\\ N R
——N
| P / Rr?
R' z N
R2
1a/N ™~

s

(c) oMBUIEHHE COCOUHEHHMsS, TMPEACTaBIAIONEro co0oi 3amerneHHbld  1-aneTwn-2-(mumnepuans-1-
n)0eH3uMuIa3011, oOpazoBaHHOTO Ha cTafuu (b), ¢ MOTydeHHEeM CBOOOTHOM KUCIIOTHI C IMOCICTYIOIINM aMUHH-
pOBaHUEM C MOMOIIIO aMHHA HNR’R', B YCIIOBHUAX, 00eCTIeYnBAIONINX 00pa30BaHUe aMHUIHOHN CBS3H, C TIOTY-
YEeHUEM COEAMHEHMUS, TIPEICTABIISIONEro coooi 1-[(2-mumnepuanH- 1 -ui1)0eH3nMH1a30.1) |alle TAMHT;

(d) yaaneHue PG 3 COCIMHEHMUS, MIPEICTaBIISIONIETO coboit 1-[(2-unepumuH-1-
W1)0eH3UMUIa3011) |arleTaMu], 00pa30BaHHOTO Ha cTaanu (c), ¢ oOpasoBanneM coenuneHus Gopmynsl (VII), roe
IIEpEMEHHBIE Xl, Xz, X3, Z4, Rla, RZ, R3, R4, R7, R“, Rlz, R" u R" umeror OIPE/EIICHHUs], IPUBEICHHBIE B TPHU-
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JIIAaTh YeTBEPTOM BapHAHTE OCYIICCTBICHUS.

B npyrom BapuaHTe OCYIIECTBIICHHS MPEICTABICHBI (hapMaleBTHYCCKIUE KOMITO3HIINN, KOTOPBIC COMEPKAT
OIIMH FJTH HECKOJIBKO (hapMaIleBTHYECKH MPHEMIIEMBIX HOCHUTEINICH M TepareBTHIeCKH YPPEKTHBHOE KOJIHMIECTBO
COEIMHEHHS corflacHo o0oi n3 Gopmyn I mmm ee moadopmyi. B HEKOTOPBIX aceKTax KOMITO3UIIHS COCTaBJIe-
Ha B (hopme, BEIOpAHHOW M3 TPYIIIbI, COCTOSAIIEH M3 WHBEIMPYEMON TEKy4eH Cpenbl, adpo30Js, TaOIeTKH, TH-
JIFOJTH, KATICYJIBI, CHPOTIA, KpeMa, Tellsl ¥ TPAaHCASPMAIBLHOTO TUIACTHIPSI.

B napyrom BapmaHTe OCyIIECTBICHHS NPEACTaBICHH KOMOWHAINN, B YACTHOCTH (hapMaleBTHIECKHE KOM-
MO3HIINN, KOTOPBIE COAEpXKAT TepareBTHUECKH 3(P(PEKTUBHOE KOJIMYECTBO COCTUHEHHS COTJIACHO JIO00H W3
¢dopmyn I mm ee moadopmy.

B npyrom BapuaHTe OCYIIECTBICHUS MPEIyCMOTPEHBI CIIOCOOBI MOy THPOBaHUs akTUBHOCTH Oeiika TRPC
y cyOBEKTa, TIPU 3TOM CIOCOOBI MPEAYCMATPHUBAIOT BBEACHUE CYOBECKTY TeparneBTHUCCKU 3P PEeKTUBHOTO KOIH-
yecTBa coequHeHus hopmynsl | wmm ee moadopmyi. B mpeInoYTUTENBHBIX aclieKTaX BapHaHTa OCYIIECTBICHHS
MPETYCMOTPEHBI CIIOCOOBI HHTHOUpoBanus akTHBHOCTH TRPC6 y cy0bekTa, mpu 3TOM CHOCOOBI TIPEAyCMaTPH-
BAalOT BBEJCHHE CYOBEKTY TepamneBThuecku 3(dekTuBHOrO KommvecTBa coequHeHus Gopmyisl | wiu ee mox-
¢dopmyn. B ompenereHHBIX acmeKkTax BapHaHTa OCYIIECTBIICHHS MPETyCMOTPEHBI CIOCOOBI MHTHOMPOBAaHUS aK-
tuBHOCTH TRPC6 y cyOBekTa, Mpu 3TOM CIIOCOOBI MTpeaycMaTpUBalOT BBEJCHHE CYOBEKTY TEpPAeBTHUECKH (-
(heKTHBHOTO KOJMUYeCTBA coequHeHMs Gopmys | i ee moapopmyir.

B npyrux BapuaHTax OCYIIECTBICHHS IMPEAYCMOTPEHBI CIIOCOOBI JICUSHUS HAPYIICHHS WITH 3a00JIeBaHUs y
cyOBeKTa, OMOCPEIOBAHHOTO aKTUBHOCTHIO Oenka TRPC, B 9acTHOCTH, MPEeTyCMOTPEHBI CITOCOOBI JICUEHUs 3a-
OomneBaHUs WM HApYIIECHUS, OTIOCPEIOBaHHOTO aKTUBHOCTHIO Oenmka TRPC6. CriocoOsl perycMaTpuBaloT BBe-
JICHHE CYOBEKTY TepaneBTHYCCKH F()(HEKTUBHOTO KOJUYCCTBA COCTUHEHUS Popmys | wiu ee moadopmyir.

B npyrom BapuaHTe OCYIIECTBICHUS MPEITyCMOTPECHBI CIIOCOOBI JICUCHHS WITH TPEAyIpEeKIcHIs 3a00IieBa-
HUS WIN HapYIICHUs, TJ¢ 3a00JCBaHNE WM HAPYIICHUE BEIOPAHO U3 HE(YPOTHUCCKOTO CHHAPOMA, OOJIC3HH MH-
HUMAaJbHBIX M3MCHEHUH, (POKaTbHO-CErMEHTapHOIO TIIOMEPYIIOCKICPO3a, KOUIANICHPYIONICH TIOMEpYJIONaTHy,
MeMOpaHO3HOI HedpomaThy, MeMOpaHO3HO-TIpoaudepaTuBHOro riioMepynonedpura, IGA-Hedponaruu, ocrt-
pOi MOYEYHOW HETOCTATOYHOCTH, XPOHWYECKOW MOYECYHOW HEAOCTATOYHOCTH, NUA0ETHUECKOH HeQpomaTww,
cercuca, JerOYHOH THIEePTeH3MH, OCTPOro 3a00JI€BaHUS JIETKHX, CHHAPOMAa OCTPOH IBIXaTeNFHONW HEI0CTaTOU-
Hoctu (ARDS), cepredHoii HeAOCTaTOYHOCTH, MHCYIBTA, 3JIOKAYECTBEHHON OITYXOJIM I MBIIIEYHON JAUCTPO-
(um, Ipu 3TOM CTIOCO0 TpeTyCcMaTPUBACT CTAIHUIO BBEICHHS CYOBEKTY, HY)KAAIOMIEMYCs B TepaIliH, TePalleBTH-
qeckd d()PEKTUBHOTO KOJIMYECTBA CoeNUHEHU niu coiu hopmyisl [ umm ee moadopmyn. B ompeneneHHbIx ac-
MEeKTaxX JAHHOTO BapHaHTa OCYIIECTBICHHS CIIOCO0 MpexycMaTpHUBaeT JIeUeHHe 3a00JIeBaHUS I HApyIICHHUS,
BBIOPAHHBIX U3 HE()POTHUECKOTO CHHAPOMA, OOJE3HHM MUHHMAIBHBIX HM3MEHCHHH, (DOKAITBHO-CETMEHTAPHOTO
TJIOMEPYJIOCKICpO3a, KOJUIATICHPYIOMICH TJIOMEpYIIONaTHH, MEMOpPaHO3HOH HedpomaTtur, MeMOpaHO3HO-
nponudepaTHBHOTO roMepyinoHedputa, IGA-HedponaTnn, OCTPOi MOYEUIHON HEIOCTATOYHOCTH, XPOHHYECKOH
MOYEYHOHW HEJOCTATOYHOCTH, MMabeTHUecKol He(ponaTHy, Cercuca, JJETOYHOW THIEPTEH3UH, OCTPOTo 3abore-
BaHUs JIETKUX, CUHIPOMAa OCTpO#l IbixaTenbHON HepoctaToyHocTH (ARDS), cepraednoil HeIOCTaTOUHOCTH, UH-
CyJbTa, 3JIOKAYCCTBCHHOW OMYXOJH MU MBIIICYHOU TUCTpoduu. B HEKOTOPHIX cioydasx CIOCOOBI JICYCHUS
W/WIIA CTIOCOOBI TIPEIYTPEKACHUS ABISIOTCS MOIXOAANINMHY JJIS JICUCHHS W/WIIN TIpeaynpexaeHns HedpoTude-
CKOTO CHHIIPOMA, MEMOPaHO3HOM HE(HPOMATHH M OCTPOH TIOYEHIHON HEIOCTATOUHOCTH.

B npyrom acrmiekte B HacTOSIIEM H300pETEHUH MPEIyCMOTPEHO MPUMEHEHNE COSANHEHIH GopMyIsl | nmm
ee moadopMyT Ui PIMEHEHHS B IIOJTyYEeHUH JIGKapCTBEHHOTO TIpernapara Wil Uil IPIMEHEHHS B H3TOTOBJIEC-
HHUH JIEKaPCTBEHHOTO Ipernapara ISl JCUCHHU HapyIICHUs WK 3a007eBaHus Y CyOBEKTa, OTIOCPEIOBAaHHOTO aK-
tuBHOCTHIO Oenka TRPC. B ompeneneHHBIX IPYTUX aCHEeKTax B HACTOSIIEM M300PETCHUH MPEIYCMOTPEHO TPH-
MECHCHHE COCMHEHHUS B COOTBETCTBHHU ¢ (hopmyioii | mwim ee moadopMynamu B ieueHUH HEPPOTHIESCKOTO CHH-
JIpoma, 0OJIC3HH MHHUMAIILHBIX U3MCHEHUH, (OKaTBHO-CEIMEHTAPHOTO TIIOMEPYIOCKICp03a, KOJUIATICHPYIOUICH
TJIOMEpYJIonaThy, MeMOpaHO3HOH HedpomaTuu, MeMOpaHO3HO-TIpoiHdepaTHBHOTO rioMepyiaoHedputa, IGA-
HE(PPOMATHH, OCTPOI MOYCUHOW HEJOCTATOYHOCTH, XPOHUICCKOHN MOYCUHOW HEOCTATOYHOCTH, THA0CTHICCKON
HE(PPOMATHH, CETICUCA, JICTOYHOW TUIICPTCH3UH, OCTPOrO 3a00JICBaHUS JICTKHIX, CHHIPOMa OCTPOH JBIXaTeIbHOU
HepoctaTouHocTH (ARDS), cepiedHoll HEAOCTATOYHOCTH, WHCYIBTA, 3JJ0KAYECTBEHHOW OITyXOJIM WM MBIIIEY-
HOU nmucTpoduu. B onpeneneHHBIX caydasx B HACTOSIIEM W300pETEHUH MPETyCMOTPEHO IIPUMEHEHHUE COeTIHE-
U hopmymsl | wim ee moadopmyr A MpUMEHEHHS B MOJIYYEHHH JICKAPCTBEHHOTO IpenapaTa WIN U TpH-
MEHEHHS B M3TOTOBJICHHUH JIEKAPCTBEHHOTO Tpemapara A JIeueHus 3a00JIeBaHNs WIH HAPYIICHUS y CyOBeKTa,
BBEIOpAHHOTO M3 HEPPOTHIECKOTO CHHApPOMA, MEMOPaHO3HON HePpOMaTHH M OCTPOH MOYETHOH HEIOCTATOYHO-
CTH.

JIs meneii TONKOBaHUS JaHHOTO OMHCAHUS OYIYT UCIOJIB30BaThCS CICAYIOIINE ONPEACICHUS U, ECIIH He-
00X0MMO, TSPMHUHBI, UCIIOJIL3YEMbIC B CIIMHCTBECHHOM YHCIIE, OYyT TaKXKe BKIIFOYATh MHOXKECTBEHHOE YHCIIO U
HA00OPOT.

Hcnonb3yeMblil B JaHHOM JOKYMEHTE TEPMHH "aJKui" O3Ha4yaeT MOJTHOCTHIO HACBHIILIEHHBIM pa3BEeTBIICH-
HBIIl WJIM Hepa3BETBIICHHBIHN YIIIEBOMXOPOIHBIN (parMeHT, coaepskammii He 6osee 20 aromoB yriepoaa. Ecnu He
YKa3aHO MHOE, TO aJKHJI 03HAYaeT YIIICBOJOPOIHEIC (parMeHTHI, coaepxkamiie oT 1 1o 20 aToMoB yriieposa, OT
1 no 16 atomoB yraepoxaa, ot 1 mo 10 aromoB yriepona, ot 1 g0 7 aToMoB yriiepoja win ot 1 10 4 aTOMOB yT-
nepona. MmmrocTpaTuBHBIE TPUIMEPHI aJIKHJIA BKIIOYAIOT 0€3 OrpaHWYeHNs METHII, STHJI, H-IIPOIIIJI, H30TPOIINIL,
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H-OyTHII, BTOP-OYTHII, H300YTHII, TPET-OYTHII, H-IICHTWII, U3OTICHTHJI, HEOTICHTHII, H-TEKCHII, 3-METHITEeKCHUII, 2,2-
JUMETWIIIICHTH, 2,3-TUMETHIIICHTHI, H-TeNTHI, H-OKTHII, H-HOHWJI, H-JCIHI | T.II.

Vcnonp3yemslii B TaHHOM TOKYMEHTE TEpMHUH "aJKWIeH" 03HaYaeT ABYXBAJICHTHYIO aJKWIBHYIO TPYIITY,
KakK OIpeesieHO B JTaHHOM JOKYMEHTE BHIIIE, cofepxantyro oT 1 mo 20 atomoB yriepoxa. Ecim He yka3aHO
WHOE, TO AJIKWJIEH 03HadaeT (hparMeHTsl, cogepxaiue ot 1 1o 20 atoMoB yriiepona, ot 1 10 16 aToMOB yriiepo-
na, ot 1 mo 10 aromoB yraepona, ot 1 1o 7 atomoB yraepoza wim ot 1 10 4 atomoB yriepona. Mmmoctparus-
HBIE TIPUMEpHI alKWJICHA BKIIOYAIOT Oe3 OrpaHHYeHUs] METWICH, STHJCH, H-NPONIICH, W3OMPOIMICH, H-
OyTuieH, BTOp-OyTHIICH, H300yTHIICH, TPET-OyTUIICH, H-TIEHTUJICH, H30TICHTUIICH, HEOTIEHTHIICH, H-TeKCUJICH, 3-
METHITEKCWICH, 2,2-TUMETHITNICHTHICH, 2,3-TAMETHINICHTUIICH, H-TCNTHICH, H-OKTWICH, H-HOHWIICH, H-
JICTIMJICH U T.I1.

Hcnonb3yeMblil B JAHHOM AOKYMEHTE TEPMHUH "TajJoreHaJKuiI" O3HauaeT aJIKHJI, KaK ONpeAesieHO B JlaH-
HOM JOKYMEHTE, KOTODPBIA 3aMEIICH OJHON WM HECKOJBKUMH TaJIOTCHOBBIMU TPYIIIAMH, KaK OMpPEICICHO B
JTAHHOM JOKYMCEHTE. ["aJoreHa KUl MOXKET MPEICTABIATh CO00 MOHOTATIOTCHAKII, JUTAIOTCHAKIII WK T10-
JIUTAJIOTCHAIIKAI, B TOM YHCIE MEPrajJoreHaiKmI. MOHOTAIOTEHAKMI MOXET COJACpKaTh OMUH aToM Hoja,
O6poma, xJ0pa WIn GTopa B aNKWIBHOH rpymre. /[uranoreHanKkmIbHbIE W MOIUTIOTeHAKAIBHBIE TPYIIITEI MOTYT
COJZIepXKaTh J1Ba WK OoJiee OAMHAKOBBIX aTOMOB TaJIOT€Ha WIIM KOMOWHAITHIO PAa3JIMYHBIX TAJIOTEHOBBIX TPYIIII B
ankwie. Kak mpaBuiio, MOJIMTaoTeHaIKuiI coaepkut He 6omnee 12, wmu 10, wim 8, wiu 6, v 4, unm 3, unm 2
TaJIOTEHOBBIX TpymIbl. HeorpannduBarone mpuUMephl TajJOTeHAIKIIA BKIIOYAIOT (HTOPMETWI, AU(PTOPMETHIL,
TPUPTOPMETHII, XJIOPMETHI, AUXJIOPMETHII, TPUXJIOPMETHI, TIeHTaQTOPITHI, TenTadTOPIPOIHII, TU(TOPXIOp-
MeTHI, AuXJIophTOopMeTiI, AUGTOPITHI, AUGTOPHPONIII, AUXIOPITHI W AuUXJIopmponwi. llepramoreHankin
03HAYaCT ANKHI, B KOTOPOM BCE aTOMBI BOJIOPOJIa 3aMCHEHBI aTOMaMH T'aJIOTeHa.

Hcnonp3yeMspiii B JTaHHOM JOKYMEHTE TEPMUH "TUAPOKCHANKIT' O3HAYACT AJKII, KaK OMpPECIICHO B JIaH-
HOM JIOKYMEHTE, KOTOPBIH 3aMEIleH OHOM WM HECKOJIBKAMH THAPOKCHUTPYMIAaMHU. TepMUH "THIPOKCHUIIMKIIO-
ANKWIANKII" O3HAYaeT alIKWIBHYIO TPYIITY, KOTOpas 3aMelllcHa [TUKIOANKUIBHON IPYIIO, KaKk OMPEIeIICHO B
JTAHHOM JIOKYMEHTE, W JIOMIOJHUTEIBHO 3aMelleHa THAPOKCUTPYIION. ["MapoKCcUrpyIina MOKeT PUCYTCTBOBATh
Ha aJKUJIbHOM TpyIIIe, UKIOATKUILHON TPYyIIe WK Ha KaXA0W U3 aJIKUIHLHON M LIMKIOAIKWIBHOW TPYTIIL.

Tepmur "apun" o3HaYaeT apOMaTHIECKYIO YIIIEBOJIOPOIHYIO TPYIITY, Colepkanlyro 6-20 aToMOB yriiepo-
Jla B KOJIbIIeBOM yacTh. Kak mpaBuiio, apuit mpeacTaBisieT co00H MOHOIMKINISCKUH, ONIMKITMISCKAN UITH TPH-
MUKITUYIEeCKU apui, coaepkamuii 6-20 atoMoB yriaepoaa. boriee toro, TepmuH "apmi”, HCIIONIB3yeMbIi B JTaH-
HOM JTOKYMEHTE, 03HAUaeT apOMAaTHIECKUI 3aMECTHTENb, KOTOPHI MOKET IPEACTaBIATE COO0M OHO apoMaTH-
YeCcKOe KOJBI0 MIIM HECKOJIBKO apOMAaTHYECKUX KOJIEI[, KOTOpPBIe KOHICHCHUPOBAHKI IpyT ¢ ApyroMm. Heorpanu-
YUBAKOIIUC MPUMEPHI BKIOYAIOT (PeHWI, HAQTHI WM TETParuAPOHAPTHI, KAXKIBIA U3 KOTOPBIX HE0OA3aTSIFHO
MOJKET OBITh 3aMelIeH 1-4 3aMECTUTENSIMU, TAKUMH KaK aJKWI, TPUPTOPMETII, IIUKIOATKWII, TalOTeH, THAPO-
Kcd, ankokcH, auui, aakuia-C(O)-O-, apun-O-, rerepoapuin-O-, aMHHO, THOJ, aIKWI-S-, apuiI-S-HUTPO, I[IHAHO,
kapOokcH, ankmi-O-C(0)-, kapodamow, ankui-S(O)-, cynbhoHII, CynbhoHAMHUI0, PEHIIT U TeTEPOLIMKIIHIL.

Hcnonp3yemsle B JaHHOM JOKYMEHTE TEPMHUHBI "TeTeponuka’, "reTeporukant”, "TeTeponUKIOanKiI" uin
"reTepOIUKIIO" 03HAYAIOT HACKHIIICHHEIC MU HCHACBHIIICHHBIC HEAPOMATUIECKUE KOJIBIO MM KOJBIIEBYIO CUCTE-
My, HalpuMep, KOTopas MpeACTaBIsieT co0oi 4-, 5-, 6- UM 7-4wIeHHYI0 MOHOIMKINYECKyIo, 7-, 8-, 9-, 10-, 11-
e 12-aieHnyto onmukimdeckyro wim 10-, 11-, 12-; 13- 14- wim 15-1ieHHyI0 TPUIUKINIECKYIO KOJBIEBYIO
CHUCTEMY, M COJICPYKHUT TI0 MEHBIIIEH Mepe oauH rertepoatoM, BeiOpaHHbid m3 O, S u N, rae N u S TakKe MOTYT
HEeoO0s13aTeIbHO OBITH OKHCIICHBI 10 PA3TMYHBIX CTETICHEH OKHUCICHHUS. | eTeponnKiIiaecKas TpyIna MOXeT OBITh
MPUCOEIMHEHA NP TeTepoaToMe WM aToMe yriepona. ['eTepoImKInT MOXeT BKII0YaTh KOHIEHCHPOBAHHBIC
WA COCITUHCHHBIC MOCTHKOBOH CBS3BIO KOJIBIIA, & TAK)KE CIUPOIMKINICCKHAE KOIbIa. [IprMepsl reTepoIuKIoB
BKITIOYAIOT TeTparuapodypan, aquruapodypan, 1,4-nuokcan, Mmopdonus, 1,4-1uTHaH, MUTICpa3UH, THIICPUIIH,
1,3-mroKcoNaH, UMHIA30IUINH, HMUIA30JIMH, IUPPOJIHH, THPPOJIUANH, TETPATHIPOIHPAH, JUTHIPOIHPAH, OK-
CaTHOJIaH, TUTHONAH, 1,3-1uokcaH, 1,3-1uTHaH, OKcaThaH, THOMOP(OINH, a3eTUINH, THA3OIUINH, MOP(OIHUH U
T.IL

Hcnonp3yemslil B JaHHOM JOKYMEHTE TEPMHUH "a3alMKiI" O3HA4aeT IeTePOLMKI, KOTOPBIA COAEPKUT IO
MEHBIIIEH Mepe OJWH aTOM a30Ta KOJbIa, M KOTOPHIH HEoOs3aTenbHO MOXeT comepkats 0, 1 mnmm 2 momomHu-
TEJBHBIX TeTepoaTOMa KoJblia, BeIOpaHHbIX 3 N, O win S.

Hcnonp3yemslii B JTaHHOM TOKYMEHTE TepMUH "IUKIOAIKHI" 03HAYACT HACBHIIICHHBIC MIIM YaCTUIHO HEHa-
CBIIIICHHBIE MOHOIMKINYECKHE, OUIIMKIMICCKIE WM TPHLIUKIMYECKHE YTIICBOJOPOIHbIE Tpynnsl u3 3-12 aTto-
MOB yriiepona. Bo m3bexanne HEOJHO3ZHAYHOCTH TOJIKOBAHUS MTOIPA3yMEBACTCS, YTO ITMKIOATKIT HE BKIIIOYAET
apoMaTWYecKue TPYMIEl, Takue Kak HadTwieH wim denwt. Ecim He yka3aHO MHOE, TO IIMKJIOANKWI O3HAYAET
UKITMYCCKHE YTIICBOIOPOIHBIC TPYIIIBI, COACPKAIIKE OT 3 10 9 aTOMOB yriiepoja KOJbLa Wik OT 3 10 7 aTOMOB
yriaepoJa KoJbla, KOKABIH U3 KOTOPHIX MOXKET OBITh HE0OA3aTeILHO 3aMEICH OJHUM, WIH JBYMS, WIH TPEMs,
win 0oJee 3aMEeCTUTEISIMH, HE3aBUCHMO BRIOPAHHBIMU U3 TPYIIIEI, COCTOSINECH U3 alKuia, TaloreHa, OKCo, TH/I-
pokcu, ankokcu, ankui-C(O)-, arunaMuHo, kapoamoma, ankuia-NH-, (ankwmn),N-, THona, alnkui-S-, HUTPO, IU-
aHo, kapookcH, ankmwi-O-C(0O)-, cynbdonmna, cynppoHamMuo, cynshamMonia u TeTeporukimia. MmocTpaTus-
HBIC MOHOIIMKITHYCCKUE YTIICBOIOPOTHBIC TPYIIBI BKIOYAIOT 0€3 OrpaHWYCHHS LUKIOMPONIII, ITHKIOOYTHUII,
[UKJIOTICHTIII, IUKJIOTICHTEHWII, IUKIIOTEKCHII, M IUKJIOTEKCeHWN, U T.II. MIIurtocTpaTHBHBIE OMIIMKINIECKUE yT-
JICBOZOPOIHBIEC TPYIIIBI BKIIOYAIOT OOPHIUI, WHAWI, TeKCaTHAPOMHIWI, TeTPAarugpoHa(THII, TeKaruapoHadTHII,
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onnmkio[2.1.1]rekcun, Owurukino[2.2.1rentmwn, Ounukio[2.2.1]renterun, 6,6-guMeTrnounukiol3.1.1]renru,
2,6,6-tpumetmnoummkio[3.1.1 rentun, Ourukno[2.2.2]Joktwn U T.1m. WIITIOCTpaTHBHBIC TPUIUKIHYCCKHIE YTIIc-
BOJIOPOJHBIE TPYIIHI BKIIOYAIOT aJaMaHTII M T.I. TepMHH "THIPOKCHUIMKIOANKWI", B YaCTHOCTH, O3HAYAET
MUKIOATKIIBHYIO TPYIIILY, 3aMEICHHYIO OTHOM MIH HECKOJIBKUMH THIPOKCUTPYIIIAMH.

Hcmonb3yeMblii B TaHHOM JTOKYMEHTE TepPMHH "ankokcu" o3HadaeT ankwi-O-, TIe alKui omnpeieiieH B
JAHHOM JTOKyMEHTE BhIIIe. VIITIOCTpaTHBHbIE MPUMEPHI aTKOKCH BKJIIOYAIOT 0€3 OTpaHMYeHHs] METOKCH, 3TOKCH,
MIPOTIOKCH, 2-TIPOTIOKCH, OYTOKCH, TPET-OyTOKCH, MEHTHIOKCH, TeKCHIIOKCH, ITHKIJIOTIPOMMIOKCH-, [IUKIOTeKCH-
JoKcH- # T.1. Kak mpaBmito, aJKOKCHTPYIITEI COAepsKaT NMPHOIH3UTENbHO 1-7, 6osree mpeArnouTHTEIHHO TPHOITH-
3UTENBHO 1-4 aToMa yriepoja.

Hcnonb3yeMblil B JaHHOM JOKYMEHTE TEPMUH '"IUKJIOAJIKOKCH" 03Ha4aeT HUKIOANKII-O- U HUKIOAIKHUII-
ankwi-O, Tie MUKIOATKIIT U AJTKIJI ONIPEICIICHBI B JAHHOM JTOKYMEHTE BhIIe. MITrocTpaTHBHBIC TPUMEPHI IIAK-
JOANTKOKCH BKJIIOYAIOT 0€3 OTrpaHWYCHHS IMKJIONPOIMWIOKCH, IHKIOOYTHIOKCH, UUKIONCHTUIOKCH, 1-
METHIIIUKIIOTPOITIIOKCH, TUKIOMPOIHIMETOKCH, |-METHIIUKIOOYTHIOKCH U T.1. Kak mpaBuIiio, NMUKIOATKOK-
CUTPYIIIIBI COACPIKAT MPUOTH3UTEIBHO 3-7, O0Jee MPEIOYTUTEIFHO IPUOTU3UTEIHFHO 3-6 aTOMOB yriiepoja.

JIByXBalleHTHBIC 3aMECTHTEIHN TpeCTaBiIeHbl cypdukcom "mumn". Takum oOpa3oM, TByXBalleHTHBIN aj-
KAJIBHBIA JIMHKEP Ha3bIBACTCS ANKAaHIUMIFHON TPYIION, U ABYXBaJICHTHAS IIMKIIOATKAHOBAS TPYIIa Ha3bIBACTCS
UKJIOATKAaHINNIIOM (HalpUMep, IIUKIONPOTIAHIUIIIOM).

Hcmonb3yeMblil B JaHHOM JOKYMEHTE TEPMHH '"TeTepoapri’ o3Ha4daeT 5-14-ujIeHHYI0 MOHOIMKIHIECKYIO,
WA OUIUKINIECKYIO, FITH TPUIUKINIECKYI0 apOMaTHYECKYIO KOJBIIEBYIO CHCTEMY, coepikalryio 1-8 retepoa-
TOMOB, BEIOpaHHBIX U3 N, O u S. B ompeneneHHBIX NPEANOYTHTEIBHBIX aCMEKTaX TeTepoapwil MPeACcTaBIseT
co0oii 5-10-wicHHYIO KOJBLEBYIO CUCTEMY (HampuMep, S5-7-wiICHHBIH MOHOIMKI WU 8-10-wiICHHBIA OWITHKIT)
WK 5-7-4JICHHYIO KOJIbLIEBYIO cucTeMy. VIumocTpaTUBHBIE MOHOUMKINYECKHE TeTePOAPUIIbHBIE TPYIIIBI BKITIO-
YaroT 2- WK 3-TUSHWT, 2- WU 3-Qypui, 2- WK 3-TUpPOIA, 2-, 4- WIH S-UMUAA30JIAN, 3-, 4- WA S-TUPa30IIHI,
2-, 4- wim S-trazonun, 3-, 4- WK 5-U30THA30JU, 2-, 4- UK 5-0KCa30Ju, 3-, 4- UK 5-U30KCA30/IMI, 3- WU S5-
1,2,4-tpuazomuin, 4- unu 5-1,2,3-rpuazonui, TeTpa3onui, 2-, 3- win 4-nupunni, 3- wind 4-nupugazuaui, 3-, 4-
WK S5-TIMpasuHUN, 2-TIMPa3sHHAI U 2-, 4- ¥ S-mupuMUIuHIWIL. IITocTpaTuBHBIE OUIIMKIIMIECKUE TETEPOaAPHIIh-
HBIE TPYIIIBI BKIIOYAOT 1-, 3-, 4-, 5-, 6-, 7- v 8-U30XUHONMMHUI, 2-, 3-, 4-, 5-, 6-, 7- Unn 8-XUHOMMHMI, 1-, 3-,
4- 5-, 6-, 7-nin 8-M30XUHOJMHUI, 1-, 2-, 4-, 5-, 6-, 7- unu 8-0eHsumugazoaui u 1-, 2-, 3-, 4-, 5-, 6-, 7- niau 8-
WHJIOJTAIL.

TepmuH "reTepoapuin’ Takke 03HAYAET TPYIITY, B KOTOPOU TreTepoapoMaTHIECKOe KOJIbII0 KOHIEHCHUPOBa-
HO C OJHUM WJIM HECKOJBKUMH apIIIGHBIMH, ITUKIOATN(ATHISCKIMA WIH TeTCPOUNKIIIIFHBIMI KOJNBLIAMH, T1Ie
PaJAMKa WM TOYKA IPUCOCTUHEHHS HAXOIATCS Ha TETEPOAPOMATIHICCKOM KOIIBIIE.

Tepmunb! "ouuKI" ¥ "OUIMKIHI" 03HAYAIOT KOJIBIIEBYIO CHCTEMY, COJEPIKAIYIO 1Ba KOHICHCHPOBaHHBIX
KOJIbI[A, KaXKJO€ U3 KOJEI KOTOPBIX MOXKET OBITh KapOOIUKIMYCCKIM KM TeTCPOLUKINYCCKUM, H KKIOE U3
KOJICI] MOKET OBITh HACKHIIIICHHBIM, HCHACBHIIICHHBIM WA apOMaTHYCCKUM.

Hcnonp3yemblil B JTaHHOM JOKYMEHTEe TepMHH "ranoreH” mim 'rajgoreHo" o3HadaeT ¢rop, XJop, OpoM H
non.

Hcrmonb3yeMblii B JTaHHOM JIOKYMEHTE TepMHUH '"Heo0s3aTebHO 3aMEIIeHHbIN"", eClT He yKa3aHo WHOE, 03-
HaydaeT TPYIIY, KOTOpas SIBIIIETCS He3aMEIICHHON MM 3aMellleHa OJHUM WIIM HECKOJIBKUMHU, KaK MpaBwio 1, 2,
3 nnm 4, TOIXOASIIMMHU 3aMECTUTEIIIMHU, OTIIMIHBIMU OT BoJopoaa. Eciu uaeHTnIHOCTh "Heo0s3aTensHOTO 3a-
MECTHUTEIS" YeTKO HE OIpe/iesieHa B KOHTEKCTE He0Os3aTeIbHO 3aMEIIeHHON TPYIIIBI, TO KaXKIbIH He0Os3aTelhb-
HBIH 3aMECTUTENh HE3aBHCHMO BBIOpPAH M3 TPYIIIBI, COCTOSAIICH M3 alKWia, THAPOKCH, TraJloreHa, OKCO, aMUHO,
ANKWJIAMHWHO, THATKWIAMUHO, alKokcH, nukioankmia, CO,H, rereponukioankuiokcu (KOTOphId 0003HAYaeT
TETePOIUKIMICCKYIO TPYIIITY, CBA3aHHYIO MMOCPEACTBOM KHUCIOPOIHOTO MOCTHKA), -CO,anKkuma, MEpKamnTo, HUT-
po, maHo, cynbdamonia, cynspoHamuaa, apuia, -OC(O)ankuna, -OC(O)apuia, apui-S-, apuiIoKCH; aIKHITHO,
¢dopmmna (t.e. HC(O)-), -C(O)NH,, apankuia (ankuia, 3aMEIIEHHOTO apHiIoM), apuila U apuia, 3aMeIeHHOTO
ANKWJIOM, [UKJIOATKHIIOM, alIKOKCH, TUAPOKCH, aMuHO, atkmi-C(O)-NH-, ankunaMuHo, THaTKWIAMUHO HITH Ta-
noreHoM. [IOHATHO, YTO KOTJa YKa3bIBACTCS, YTO TPYIA HEOOS3aTEIBHO 3aMeIlcHa, HACTOsIIee N300peTeHIe
BKITIOYAeT BapHaHTHI OCYIIECTBICHNS, B KOTOPHIX TPYIINa SBISCTCS HE3aMEIICHHOW, a TaKKe BapHAHTHI OCYIIe-
CTBJICHUSI, B KOTOPBIX TPYIIA SABISAETCS 3aMEIIEeHHOM.

Hcmonb3yeMblii B JAHHOM JOKYMEHTE TEpMHH "H30Mepbl" O3HA4YaeT pa3IMdHbIE COCTUHEHHS, KOTOPHIE
HUMEIOT OJIMHAKOBYIO MOJICKYJIIPHYIO (pOpMYITy, HO OTIMYAIOTCS TI0 PACHOIOKECHUIO W KOH(UTYPALlMH aTOMOB.
Taxoke UCTIONB3YEMBIN B JAHHOM JOKYMEHTE TEPMHH "ONTHYeCKUi n3omep" wim "crepeonzomep’ 03HAYaET JI0-
OyI0 U3 pazIMYHBIX CTEPEON3OMEPHBIX KOHPUTYpaIlHid, KOTOPHIE MOTYT CYIIECTBOBATH IS JAHHOTO COCTUHEHUS
MO HACTOSIIEMY HM300pPCTCHUIO, M BKJIFOYACT ICOMETPUYCCKUE H30MEpHI. M3BECTHO, UTO 3aMECTUTEIh MOXKET
OBITh TIPUCOCAMHEH NPU XHPAIFHOM IIEHTpE Ha aToMme yriepoaa. ClemoBaTeiabHO, HACTOAIICC H300peTCHUE
BKITIOYACT SHAHTHOMEPHI, JHACTCPECOMEPHI MU palleMaThl COCTUHCHUS. "DHAHTHOMEPHI" MPEICTABISIOT COO0M
napy CTepeoru30MepOB, KOTOPEIC SBJISFOTCS HE COBIAJAOIIAMU MPU HAIOKCHUH 3€PKAIBHBIMU 0TOOPaKCHUSIMU
apyr apyra. Cmech 1:1 mapbl SHAHTHOMEPOB IPEACTaBIIET co00i "panemMudeckyo" cMeck. TepMuH HCTIONB3Y-
eTCs IUT 0003HAYCHUS PAlleMHYCCKON cMecH, Tae HeoOxoaumo. [Ipumenenue "oTH." yka3pIBaeT HA TO, YTO JHa-
CTepeoMepHasi OpHEHTAalWs M3BECTHA, OJHAKO aOCOJIOTHAs CTEPEOXMMHS HEM3BECTHA. B Tex ciydasx, Korma
abCOJTIOTHASI CTEPEOXUMHESI HE ObUIa OIpeesieHa, ONTHYECKOe BpAIlleHHE /WM YCIOBHS XMPATIFHOW XpOMaTo-
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rpadun OyayT yKa3bIBaTh, KAKOH H30Mep NPUCYTCTBYET.

"lnactepeon3oMephl" NPEACTaBIAIOT CO00I cTepeon3oMephl, KOTOphle MMEIOT MO MEHbLIEH Mepe /aBa
ACHIMMETPHUYHBIX aTOMa, OJHAKO HE SBILIOTCS 3€PKAJBHBIMH OTOOpaKeHMSIMH APYT Apyra. AOCOmOTHas cTe-
peoxumus ykazana B cootBeTcTBuH ¢ R-S-cuctemoii Kana-Muromsaa-IIpenora. B cnydae ecinm coennHeHue sB-
JSIETCS YACTHIM DHAHTHOMEPOM, CTEPEOXHMHUS MPH KAXKIOM XHPaTFHOM aToMe yriepoja MOKeT OBITh yKa3aHa
6o kak R, nmubo S. Pasznenennsie coequHeHusI, a0COMOTHAS KOH(UTYpAITHs KOTOPBIX HEU3BECTHA, MOTYT OBITH
0603Ha4eHs! (+) nim (-), B 3aBUCUMOCTH OT HarmpaBiieHHUs (TPpaBoO- WIH JIEBOBPAIIAIONIETO), B KOTOPOM OHH Bpa-
IIAI0T TTOCKOIOISIPU30BAHHBIN CBET NP JJIMHE BOJHBI JTUHUHA D HATpWS WIM BPEMEHH YACP)KUBAHUS IIPH XH-
pasibHOM XpomMaTorpaduueckoM pazneneHun. OnpeesieHHbIE N3 ONMMCAHHBIX B JAHHOM JIOKYMEHTE COCIUHEHHUN
coJiepKaT OJMH WJIN HECKOJBKO aCHMMETPUYHBIX LIEHTPOB MM OCEH M MOTYT, TaKMM 00pa3oM, 00ecrednBaTh
9HAHTHOMEPBI, ANACTEPEOMEPHI U APYTHE CTEPEOM30MEPHBIE (POPMBI, KOTOPHIE MOTYT OBITH OTpENENICHbl OTHO-
CHUTEJIFHO abcomoTHOM crepeoxumu Kak (R)- mim (S)- wim ¢ momoinsto 3Haka (+) win (-). [TonpasymeBaercs,
YTO HACTOsIIIEe N300pETEeHNE BKIIFOYAET BCE TAKHE BO3MOKHBIE H30MEPHI, BKIIOYasi palleMUYECKUE CMECH, OITH-
YeCKH YUCThIe (POPMBI M CMECH IIPOMEKYTOUYHBIX coeuHeHni. OnTndecku aktuBHbIE (R)- 1 (S)-n3oMepsr MoryT
OBITH TOTyYEHBI C UCTIOIF30BAHIEM XHPAIBHBIX CHHTOHOB FIJTH XHUPAIbHBIX PEareHTOB MM pa3eiieHbI C IIpUMe-
HEHHEM TPaJUIIMOHHBIX METOAWK. Eciin coennHeHne COIep KUT IBOMHYIO CBS3b, TO 3aMECTHUTENIh MOXKET HaXo-
muThesl B E- mimm Z-koupurypamuu. Ecin coemnHeHNE COACPNKUT TU3AMEIICHHBIN MUKJIOANKIII, TO ITHKIOAa-
KAJIBHBIA 3aMECTHTENIb MOKET IMETh LIUC- WIIA TPAHCKOH(UTYPAITHIO.

[onsaTHO, YTO A5 MFOOOTO COEAMHEHMS, MPEACTABICHHOTO B JAHHOM JOKyMEHTE, BKIIIOUas JII000€ COeTH-
Henue Gopmynsl (I), wim 10001 BapHaHT €ro OCYIIECTBICHUS, WK JItoboe coeanHenne u3 tadn. A, B umu C,
WY COJIb JII00OTO M3 BBHINICYKA3aHHBIX, COSAMHEHNE MOXKET CYIIIECTBOBATH B JIFOOOW CTEPEOXMMHUYECKON (opMme,
TaKoW Kak OTIEJbHBIA YHAaHTHOMEp, JUACTEPEOMEp WM TayTOMEp HIM CMECh OJHOTO MJIM HECKOJIBKMX JHaH-
THOMEPOB, TNACTEPEOMEPOB U TAYTOMEPOB B JII0OOM COOTHOLICHUH.

HUcnonb3yeMble B JaHHOM TOKYMEHTE TEPMHUHBI "coib" WM "coiau" O3HA4yaloT COJIb MPUCOCTUHEHUS KU-
CJIOTHI WM COJIb NPUCOCIMHEHNSI OCHOBAHHSI COSIMHEHHS 110 HacTosmeMy u3oopereHuio. "Conn" BKIIIOYAIOT, B
YaCTHOCTH, "(papMarneBTHIeCKu mpuemiieMbie coiu'". Tepmun "(apmMarieBTHIeCKH preMIIeMbIe COH' 03HaYaeT
COJIH, KOTOPBIE COXPAHAIOT OHOIOTHYECKYIO 3PPEKTUBHOCTh U CBOWCTBA COCTUHEHHN MO0 HACTOSIIEMY H300pe-
TEHHIO ¥ KOTOPBIE OOBIYHO HE SBIIOTCS OHOJOTHYESCKH WM WHBIM 00pa3oM HeKelnaTeNbHBIMA. Bo MHOTHX City-
Yasx COCAMHEHHUS IO HACTOSIIEMY M300pETCHHIO CIIOCOOHBI 00pa30BHIBATh KHCIOTHBIC W/MIIM OCHOBHBIE COJH
OJyiarogapst HATMYUIO AMUHOTPYTIIT W/WJIH KapOOKCHIIBHBIX TPYIIT WITH TPYIII, TTOJOOHBIX HUM.

dapmaneBTHIECKU PHUEMIIEMbBIE COIM MIPUCOCTUHEHUS KUCIOTHl MOTYT OBITH 0Opa30BaHbI C MCIIOIB30BA-
HHEM HEOPraHW4YeCKUX KUCIOT U OPTaHUYECKHX KHCIIOT.

Heopranuueckue KACIIOTHI, C HCHOJIB30BAHUEM KOTOPBIX MOTYT OBITH MOJYYEHBI COJIM, BKIIOYAIOT, HAIIPHU-
Mep, XJIOPHCTOBOJOPOJIHYIO KHCIIOTY, OPOMHCTOBOJOPOIHYIO KHCJIOTY, CEPHYIO KUCIIOTY, a30THYIO KHCIOTY,
¢ochopHyO KUCIIOTY U T.II.

OpraHudeckue KUCIOTHI, C MCIOJIb30BAaHUEM KOTOPBIX MOTYT OBITH IOJIy4EHBI COJIM, BKJIIOYAIOT, HAIPHU-
Mep, YKCYCHYIO KHCIIOTY, TIPOIMOHOBYIO KHCIIOTY, TJIMKOJIEBYIO KHCIIOTY, IIABEIEBYIO KHCIIOTY, MalleHHOBYIO
KHCJIOTY, MAJIOHOBYIO KHCIJIOTY, STHTapHYIO KHCJIOTY, (pyMapoByIO0 KHCIOTY, BUHHYIO KHCJIOTY, JUMOHHYIO KH-
CIIOTY, OEH30WHYIO KHCIIOTY, MUHIAIBHYIO KHCIOTY, METAaHCYIb(POHOBYIO KHUCIIOTY, TAHCYIH(OHOBYIO KHCIOTY,
0eH30JICYTE(HOHOBYIO KUCIIOTY, TOIYOJICYJIb(OHOBYIO KUCIOTY, CYIh(HOCATAIIAIOBYIO KUCIOTY | T.I1.

dapmaneBTHIECKN PUEMIIEMBIC COJIM NMPUCOSANHEHNS OCHOBAHUS MOTYT OBITH 0Opa30BaHBI C HCIIONB30-
BaHUEM HEOPTaHMYECKUX M OPTAaHWIECKUX OCHOBAHUIA.

Heopranuueckne OCHOBaHMS, C UCIIOJIb30BAHUEM KOTOPBIX MOTYT OBITh HOJIyYEHBI COJIM, BKJIIOYAIOT, Ha-
IpUMep, COJM aMMOHUS 1 MeTaiusl u3 rpyni [-XII neprnoaudeckoii TabauIb! 21eMeHTOB. B onpeneneHHbIX Ba-
pHaHTax OCYLIECTBJICHHS COJIM MOJYYalOT C MCIIOJIb30BaHUEM HATpHs, Kajus, aMMOHHMS, KaJbLUs, MarHus, »ke-
ne3a, cepeOpa, IMHKAa U MeAU. B omnpeneneHHbIX Jpyrux BapHaHTaX OCYLIECTBICHHS COJH BBIOpaHBI U3 coyei
AMMOHWUS, KaJI¥sl, HATPHSI, KaJIbIIsl U MarHUS.

OpraHuyeckue OCHOBaHMUS, C UCIIOIb30BAHHEM KOTOPBIX MOTYT OBIThH IOJIYYEHBI COJM, BKIIOYAIOT, HAIIPH-
Mep, IePBUYHBIC, BTOPUYHBIC ¥ TPETHYHBIE aMIHBI, 3aMEIICHHbIC aMHHBI, BKJIOYAsi BCTPEUAIOIIHECS B TIPUPOJIE
3aMeIICHHBIC aMHIHBI, IUKINYECKHEe aAMUHBI, OCHOBHBIE HOHOOOMEHHBIE CMOJIBEI 1 T.11. OIipeieieHHbIe OpraHmye-
CKHE aMHHBI BKIIOYAIOT M30MPONIUIAMIH, OCH3aTHH, XOJMHAT, TUITAHOJIAMIH, AUSTIIIAMHUH, JTH3HH, METIIOMHIH,
MHUIepasuH U TPOMETaMHUH.

B npyrom acmiekte B HacTOAIIEM H300pETCHNH MPEICTABICHBI PACKPHITHIE B JAHHOM JTOKYMEHTE COCIHHE-
HUS B BHIIE COJIM, MPEICTABJIIONMICH coO0¥ arerar, ackopOar, aaWmar, acmapraT, OeHzoar, OesmmaT, Opo-
Mu/TuApoOpomuy,  OukapOonat/kapOoHar, Oucynbgar/cyiabdar, KamdopcynbdoHar, KampaT,  XJo-
PUIVTHAPOXIIOPUA, XJIOPTCOPHIIIOHAT, IUTPAT, dTaHAUCYIbPOHAT, (hyMapaT, TIIONENTaT, TJF0KOHAT, TIIIOKYpO-
HAT, TJIyTaMar, [IyTapar, TIUKOJIAT, THIITYpaT, THAPOHOAU/ oAU, U3ETHOHAT, JIAKTAT, JIAKTOOUOHAT, JIAypHUII-
cynbdar, MaJaT, MajeaT, MaJIOHAT, MaH/AeIaT, ME3WIaT, MeTWICYIb(arT, MyKart, HaQToar, HallCHIaT, HUKOTHHAT,
HHUTpPAT, OKTaJIeKaHoaT, OJieaT, OKcalaT, MajJbMHUTaT, mamoart, docdar/ruapodochar/muruapodocdar, monura-
JaKTypoHaT, IPOIHOHAT, cebalar, creapar, CyKIMHAT, CyJb(pocalunniaT, cyibdaT, TapTpar, To3uiar, Tpude-
HaTaT, TpudTopameraT Wi KcuHadoat. B eme ogHOM acmeKTe B HACTOSIIEM M300pPETEHUH MPEACTaBICHEI pac-
KPBITHIC B JAHHOM JOKYMEHTE COCTMHEHUS B BHJE COJIM MPUCOSAWHEHHS KHUCIOTHI, 00pa30BaHHON C HCIIOIB30-
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BauueM C,-Cy-anKuicysb(pOHOBOH KHCIOTHI, OCH30JICYIb(OHOBOI KHUCIOTHI WM MOHO-, M- Wi TpU-C;-Cy-
ANKWI-3aMEIICHHOW OCH30JICYIb(HOHOBOW KUCIOTHI.

Jliobas dhopmyna, mpuBeaeHHAs B JAHHOM JOKYMEHTE, Talkoke IpeAHa3HaueHa IS IPEeACTaBICHUS HeMe-
YeHbIX (OopM, a TaKKe N30TOMHO-MEUECHBIX POpPM COeAMHEHHUH. M30TOITHO-MEeUeHbIE COSTUHEHUSI HMEIOT CTPYK-
TypHI, N300pakeHHBIE C TIOMOIIBIO MPHUBEICHHBIX B JTAaHHOM JOKYMEHTE (HOpMyJ, 3a UCKIIOUYEHHEM TOTO, YTO
OIIMH WJIM HECKOJIKO aTOMOB 3aMEHEHBI aTOMOM, XapaKTePU3YIONIMMCS BEIOpaHHON aTOMHOW MacCOW MJIM Mac-
COBBIM 4HcioM. [IprMeps! H30TOMOB, KOTOPBIE MOTYT OBITH BKIIIOUEHBI B COCIMHEHHUS II0 HACTOAIIEMY H300pe-
TEHMIO, BKTIOYAIOT H30TOMBI BOIOPOA, YIIEpOsa, a30Ta, Kucaopoaa, gocopa, hpropa u xmopa, Takue kak “H,
3H, 11C, 13C, 14C, 15N, 1¥p 31P, 32P, 35S, 36Cl, 1241, 1251, COOTBETCTBeHHO. Hacrosimee n3o0peTeHue npeaycMaTpu-
BaeT M30TOITHO-MCUCHBIC COCAMHCHUS, OTPEACICHHBIC B TAHHOM JIOKYMEHTE, HAIpUMEp, COCAMHEHHUS, B KOTO-
PBIX IPHCYTCTBYIOT PaAHOAKTHBHEIE H30TOMEI, Takue Kak “H, °C n '*C. Takne H30TOMHO-MEUCHBIE COCIHHEHHS
TIPUTOHBI B METAGOIHUECKHX HCCIIEI0BAHMSX (C HCIOMb30BaHmeM 'C), MCCIeJOBAHMAX KHHETHKN PEaKinh (C
ycrosp30BanneM, Harpumep, “H umn “H), MeToaukax 06HAPYKEHHs WIH BH3yalH3aIliH, TAKHX KAK MO3UTPOH-
Ho-oMuccuoHHast Tomorpadust (PET) wmu ognodoToHHas sMuccHoHHAs KoMibloTepHas Tomorpadust (SPECT),
BKITIOYAast aHAJIM3bI pacTIpeIeTICHNUS JIEKapCTBEHHOTO CPEICTBA MITH CyOCTpaTa B TKAHSIX, WIIM B JIY9E€BOH Tepamuu
manuenToB. B wactHOCTH, coemmHenue ¢ '°F MIM MEUEHOE COSIMHEHHE MOKET ObITh, B YACTHOCTH, JKEIATE/b-
HeM Ut uccnenaoBanuit PET wnmn SPECT. M3oTomnHO-MeUeHbIe COeTMHEHHUS TI0 HACTOSIIEMY H300PETCHHIO B X
COJIH, KaK IPaBUIIO, MOTYT OBITH ITOJYYEHBI C IOMOIIBIO OCYIIECTBICHHS MPOIEAYP, PACKPBITHIX Ha CXeMax WIIN
B OINMCAHHBIX HIDKE NMPUMEpax M BapHaHTaX MOJIYYCHHS C IIOMOIIBIO 3aMEHBI HEMEUEHOTO M30TOIIOM pearcHra
Ha JIETKO JIOCTYIHBIM U30TOITHO-MEUYEHBIM peareHT.

Kpome Toro, 3ameleHue Goiee TSHKeIbIMH H30TOMAMH, B 4aCTHOCTH AeiiTepuem (T.e. “H mmn D), Moxer
MPEJOCTABIATh ONPEACICHHBIC TEPANCBTHYCCKUE MPEUMYIIECTBA, BO3SHUKAIONINE BCIICICTBHE 0OJIee BBICOKOMH
YCTOYMBOCTU K MHAKTUBAIIUH B MpOIecce MeTab0JIM3Ma, HAPUMEp, YBEIMUCHHBIH TIEPHO] MOTYBBIBEACHUS in
ViVO, WIIN CHWKCHHBIC TPEOOBAHUS K JT03€, WIN YIYYIICHAE TEPaeBTHUCCKOro uHaekca. [loHaTHO, uTO meiTe-
puil B JAaHHOM KOHTEKCTE pacCMaTpPHUBACTCs Kak 3aMecTuTelb coeauneHus Gopmynsl (I). KoHnenTpamus takoro
Oomee TSHKEIOT0 M30TOMA, B YACTHOCTH JACUTEPHs, MOKET ONPEenaTbcs K0d(PPHUIMEHTOM HW30TOIMHOTO 00oTa-
mennst. TepmuH "koddHIMeHT U30TOMHOTO OboTrameHus", UCIONb3YEeMbI B JAHHOM JOKYMEHTE, O3HadaeT
COOTHOIIICHHE MEXKIY PaclpOCTPaHEHHOCTHIO H30TONA W PACHPOCTPAHEHHOCTHIO YKa3aHHOTO M30TOTMA B IIPHUPO-
ne. Ecam 3amecTuTens B COSIMHEHNH 0 HACTOAIIEMY M300peTeHHI0 0003Ha4YeH KaK JeHTepHid, TaKOe COeIuHE-
HHUE XapaKTepu3yeTcs 1o MeHbInel mepe 50% BKIIIOUEHHEM JEHTEpHs 10 KaXXIOMy 0003HAYCHHOMY aToMy JeH-
Tepus, 60% BKIIOUCHHEM AEWTEepus, IO MEHbIIeH Mepe 75% BKIIOUEHHEM aeiTepus, mo MeHbieil mepe 90%
BKJIIOYEHUEM JeHTepus, o MeHblIed Mepe 95% BKIroueHHEM AelTepusi, o MeHblIel Mepe 99% BKIoueHHEM
Jeirepus win 1o MeHsliel mepe 99,5% BritoueHHeM nedTepusl.

CoelMHEHHS TI0 HACTOSAIIEMY U300pPETCHUIO MOTYT IO CBOCH MPHUPOJIC WIIA COTIACHO 3aMBICTY 00pa30BHI-
BaTh COJIBBATHI C PACTBOPUTEISIMHU (BKIIFOUast BOAy). CilemoBaTeNbHO, IPEAONaraeTcs, YTo HacTosIee nu3oope-
TEHHE OXBATBHIBACT KaK COJBbBATHPOBAHHEIC, TAK U HECOJHBATHPOBaHHBIC (opMbl. TepMmuH "conbBaT" 03HaYaCT
MOJICKYJISIPHBIA KOMILIEKC COCIMHEHUS TI0 HACTOSIIEMY U300pPETEHHUIO (B TOM YHCIIE €ro COJICH) C OJHON WIN
HECKOJIBKUMH MOJICKYJIAMH PACTBOPHUTENA. TaKUMH MOJIEKYJIaMH PACTBOPHUTEIS SBIISIOTCS MOJEKYIbI PacTBOPH-
TeJIel, KOTOphle OOBIYHO HCITOJB3YIOTCS B 00JIACTH (papMaleBTUKH, KOTOpBIC, KaK W3BECTHO, OE3BPETHBI JIS
peIHITUeHTa, HApUMep, BOJA, ATAHOJ, AUMETIICYIb(POKCHA, alleTOH U IpyTrHe OObIYHBIC OPTraHWYCCKHE pac-
TBOpUTENnH. TepMuH "Tuapar" o3HadaeT MOJEKYJSPHBIM KOMITIEKC, COACPKAIIUA COSTUHEHNE TI0 HACTOSAIIEMY
n300peTeHuo 1 Bogy. @apManeBTHIEeCKH MIPUEMIIEMbIE COJIBBATHl B COOTBETCTBHUHM C HACTOSIINM H300pEeTCHHEM
BKITIOYAIOT COJIBBATEI, TJI€ PACTBOPHUTENb KPUCTALTU3AIMH MOXKET OBITh H30TOITHO 3aMellleH, Hanmpumep, D,0, dg-
aneroH, dg-DMSO.

Tepmun "tepaneBTrdyecku 3(Q(PEKTUBHOE KOIHYECTBO" COCTUHEHHUS MO HACTOSAIIEMY H300PETCHHIO O3Ha-
YaeT KOJHYCCTBO COCAMHEHUS MO HACTOSIIEMY M300pETCHHIO, KOTOPOE BBI3BIBACT OMOJOTUYCCKAN WM MEITH-
[UHCKHIA OTBET Y CYOBEKTa, HAMPUMEP, CHIIKCHHE aKTUBHOCTH WIIM MHTHOMpOBaHUE (epMEHTA WU OelKa, WiIn
YMCHBIIICHUE UHTCHCUBHOCTH CUMIITOMOB, OOJICTYCHUE COCTOSHUM, 3aMe JICHIE W 3a/ICPKKY POTrpeccUpoBa-
HUS 3200JICBaHI, WX TIPEAYIIpexaeHIe 3a00eBaHNA 1 T.1. B 0THOM HEOTpaHWYMBAIOIIEM BapHAHTE OCYIIECT-
BIICHUS TEPMHH "TepaneBTHIeCKU d((HEKTHBHOE KOJTMIECTBO" 03HAYAET KOJMYECTBO COSAUHEHHSI IO HACTOSIIIES-
My HU300pETEHHIO, KOTOPOE TIPH BBEICHUN CYOBEKTY 3P heKTUBHO 1is (1) Mo MeHbIIeH Mepe YaCTUIHOTO 00JIeT-
YeHHs, MHrUOUPOBAHUSA, MPEAYNPEKICHUS W/WIA yMEHBIICHNS WHTCHCHBHOCTH COCTOSHUS, WIM HApyIICHUS,
WK 3a00JIeBaHuUs, WM OMOJOTHYECKOTro Tporiecca, (i) omocpenoBaHHbIX akTUBHOCThI0O TRPC6 mnm (ii) acco-
UHUPOBAHHBEIX ¢ aKTHBHOCThIO TRPC6; mim (2) narubuposanus aktuBHoctH TRPC6. B apyrom Heorpanudu-
BaIOIIEM BapHaHTE OCYIICCTBICHUS TCPMHUH "TepaneBTHYCCKH () (HEKTUBHOE KOTUYCCTBO" 03HAYAET KOJIHMUYECTBO
COCJIMHEHUS TI0 HACTOSAIIEMY H300pETCHHIO, KOTOPOE NPU BBEJCHHUU B KIICTKY, WIH TKaHb, WA HEKJICTOUHBIN
OHMOJIOTHYECKHI MaTepUal, WiIH Cpeay sSBIseTcs d((GEKTUBHBIM JUIS IO MCHBIIICH MEpe YaCTUYHOTO WHTUOHPO-
BaHus akTuBHOCTH TRPC6.

Hcnonp3yeMpiii B TaHHOM JOKYMEHTE TepMHUH "cyOBeKT" o3HauaeT kuBoTHOe. Kak mpaBmiio, ;KMBOTHOE
npejcTaBisieT coboit mirekonuraromee. CyObeKT Takke O3HAa4YaeT, HAPUMEp, MPUMATOB (HAIpUMeEp, JIFOJEH),
KOpOB, OBEII, KO3, JIoaieH, co0aK, KOMIeK, KPOJIMKOB, KPBIC, MBIIIEH, ppIO, ITHI] U T.1I. B onpeneneHHpIX Bapu-
aHTax OCYIIECTBICHHUSA CYOBEKTOM SIBISICTCS MpUMAaT. B emie oHIX APYrUX BapHaHTaX OCYIIECTBIICHHS CyOBeK-

-57 -



043189

TOM SIBJISICTCS YEIIOBEK.

Hcnonp3yemblil B JaHHOM JTOKYMEHTE TEpMHH "MHrHOMpoBaTh", "MHrHOMpoBaHue" WM "OCYIIECTBICHUE
MHrUOMpOBaHUA" 03HAYAET OCITa0JICHIE Wi TOAABJICHUE JTAHHOTO COCTOSHUS, CHMIITOMA, FJIN HAPYIICHUS, WIIN
3a00JeBaHNsA, WM 3HAYUTEIHFHOE YMEHBIICHHE MCXOTHONW aKTHBHOCTH OMOJOTMYECKOH aKTHBHOCTH WM IPO-
ecca.

Hcmonb3yeMblii B TaHHOM JIOKYMEHTE TepMUH "nednTs", "ocyliecTBIieHHe JiedeHus" uiu "nedenue" Jo-
6oro 3a0oneBaHNs WM HAPYLICHHUS B OJHOM BapHAaHTE OCYIICCTBICHUS O3HAYaeT YMEHBIICHHE HHTCHCUBHOCTH
3a00JeBaHNs WM HApyIIeHUs (T.€. 3aMeJICHUE, M OCTaHOBKY, WM CHH)KCHHE YPOBHS pa3BUTHA 3a00JIeBaHUA
WM TI0 MEHBIIEH Mepe OJTHOTO M3 €ro KIMHUYECKHX CHMITOMOB). B npyrom BapmaHTe oCymiecTBICHHs TEPMUH
"neynts", "oCyIIeCTBICHUE JeUeHU " WK "JedyeHue" O3HayaeT ocsiabJeHUe WM YMEHbIICHHE WHTEHCHBHOCTH
110 MEHBIIIEH Mepe 0HOTO (PU3MUYECKOTO MapaMeTpa, B TOM YUCIIEe TTapaMeTpoB, KOTOPbIE MOTYT He OBITh pa3Jiu-
YUMBI JJIs MalyeHTa. B emie ogHOM BapuaHTe OCYIIECTBICHHS TEPMHH "NeduTh", "OCYyIIECTBICHHUE JIeUeHHs "
i "nedeHne" o3HavaeT MOAYJIMPOBaHHE 3a00JI€BaHUs WM HapYIICHHUS JTH00 (pU3ndecKu (HanpuMep, cradbuiu-
3anusl pa3IMYUMOro CUMIITOMa), JIN00 (hu3uoornuecku (Hampumep, cTaduiau3anus Gpu3n4eckoro mapaMmerpa),
WIIH ¥ TO, M1 IPYTOE.

Hcmone3yeMblii B JaHHOM JOKYMEHTE TEepMHH 'Tpeaynpexnats”, "OCyIIeCTBICHUE MpemynpexacHus"
nnm "mpenynpexaeHue” mobdoro 3aboeBaHusS WM HAPYIICHUS B OJHOM BapHaHTE OCYIIECTBICHHS O3HAYaeT
3alIepKKy WM MIPEJOTBPAICHUE Hayajla MPOsSBICHUS 3a00JIeBaHNS WM HApyIICHH (T.€. 3aMeIJICHHe WIH TIpe-
IyTIpeXIeHNE Havasa MpOsBICHUS 3a00JI€BaHUs WM HApYIICHHs y MAIFeHTa, TTOABEP)KEHHOTO Pa3sBUTHIO 3200-
JICBaHUS WIIN HAPYIICHNUSA).

Kaxk ucrone3yercst B JaHHOM JOKyMeHTE, CyObeKT "HyXkaaeTcs B" JICUeHNH, €CIIH OBl TAKOH CYOBEKT IOy~
YHJI NOJIb3Y OT TAaKOTO JICYEHHS C OMOJIOTMYECKOM, MEANIIMHCKON TOYKHM 3PEHUS WM C TOYKH 3PEHMS KadecTBa
JKHU3HU.

Kak ncnone3yercst B JaHHOM JOKYMEHTE, TEPMUH B €IMHCTBEHHOM YHCJIE, MHO)KECTBEHHOM YHCIIC U aHa-
JIOTUYHBIC TEPMHUHBI, HCHOJIB3yeMbIe B KOHTEKCTE HACTOSIIET0 M300peTeHns1 (0COOCHHO B KOHTEKCTE (pOpMYIIbI
n300peTeHmst), JOJDKHBI TOJIKOBATHCSA KaK OXBATHIBAIOIINE M SIUHCTBEHHOE, U MHOXECTBEHHOE HYHCIIO, €CIIH B
JAaHHOM JTOKYMEHTE He yKa3aHO MHOE WM SBHO HE IMPOTHBOPEYUT KOHTEKCTY.

JIto6oif aciMMETpUYHBIN aTOM (HallpuMep, yriiepo/aa Wid MOTOOHbIN) B COSNMHEHUHU(-AX) TI0 HACTOSIIEMY
M300pETEHUIO MOYKET MPUCYTCTBOBAThH B PAlleMUIECKON MM YHAHTHOMEPHO oborameHnHon, Hanmpumep (R)-, (S)-
nn (R,S)-koHdurypanun. B onpeneneHHBIX BapuaHTaX OCYIIECTBICHUS KaXKIbIi aCHMMETPUYHBIA aTOM Xapak-
TepusyeTcs 1o MeHbIIe Mepe 50% HPHaHTHOMEPHBIM M30BITKOM, IO MeHbIei Mepe 60% 3HAaHTHOMEPHBIM W3-
ObITKOM, 10 MeHblIeH Mepe 70% SHaHTHOMEPHBIM M30BITKOM, 1O MeHbIIeH Mepe 80% YHaHTHOMEPHBIM U30BIT-
KOM, 1o MeHbIei mepe 90% SHaHTHOMEPHBIM M30BITKOM, IO MEHbLIEH Mepe 95% HaHTHOMEPHBIM N30BITKOM
WM TI0 MeHbIneil Mepe 99% sHanTHOMEpHBIM M30BITKOM B (R)- min (S)-koHurypaunu. 3aMecTuTeny pu aTo-
Max C HEHACHIIIEHHBIMH CBS3SIMH MOT'YT, €CJIM 3TO BO3MOXHO, IIPUCYTCTBOBaTh B Iuc-(Z)- wmm TpaHc-(E)-
thopme.

CoOTBETCTBEHHO, IPHUMEHIEMOE B JAHHOM JIOKYMEHTE COCJHHEHHE 10 HACTOSIIEMY M300PETEHHIO MOXKET
HaXOIUTHCS B (hopMe OHOTO M3 BOSMOKHBIX H30MEPOB, POTAMEPOB, ATPOIION30MEPOB, TAYTOMEPOB MIIN X CME-
ceif, HarpuMep, B BHJIE MPAKTHIECKH YHCTHIX T€OMETPHUYECKUX (IIMC- MIIM TPAHC-) M30MEPOB, THACTEPEOMEPOB,
ONTHYECKUX U30MEPOB (AaHTHUIIOJIOB), PAalleMaTOB MIIA UX CMECEH.

JIto6b1e TOTy4YeHHBIE CMECH H30MEPOB MOTYT OBITH Pa3AecHbl Ha OCHOBE (PH3HKO-XUMUIECKUAX PazIHInit
KOMIIOHCHTOB Ha YHCTHIC WM MPAKTHYECKH YHCTHIE TEOMETPHUUECKUE WIIM ONTHIECKHE H30MEPEI, THacTepeoMe-
PHI, panemMarsl, HalpuMep, ¢ HOMOIIBIO XpoMaTorpadguu 1/ GpakIHOHHON KPUCTAJUTU3aINH.

JIroOble MoyYeHHBIE B pe3yibTaTe paleMaThl KOHEUHBIX IPOJYKTOB WIJIM MPOMEXYTOYHBIX COCAMHEHUI
MOT'YT OBITH pa3JeNieHbl Ha ONTHYECKHE aHTHUIIOIbI U3BECTHBIMH CIIOCOOaMHM, HAaIlpUMEp, ¢ TOMOIIBIO pa3zere-
HUS MX TUaCTEPEOMEPHBIX COJIEH, ITOJYYEHHBIX C UCIIOJIb30BAaHMEM ONTHYECKH aKTHBHOW KHCIJIOTHI HIIM OCHOBA-
HUS, U BBIJICJICHHS! ONTHYECKH aKTUBHOTO KHCIJIOTHOTO MJIM OCHOBHOTO COEAMHEHUs. B wacTHOCTH, OCHOBHOM
(parMeHT MOXeT, TAKMM 00pa3oM, HCIIOJIB30BATHCS [UIS Pa3[esIeHUs] COSANHEHUH 110 HACTOsIIEeMy M300peTe-
HHUIO Ha WX ONTHYECKHE aHTUIOIBI, HAIPUMEP, C MIOMOIIBbIO (PPaKIIMOHHON KPHUCTAIUTM3ANN COJIH, 00pa30BaH-
HOW C WCIIONF30BAHWEM ONTHYECKH AKTHBHOW KHCIIOTBHI, HAIlpUMEpP, BUHHOW KHCIOTHI, THOCH3OMIBUHHON KH-
CIIOTHI, TUANCTIIIBUHHONH KUCIOTHI, Ou-O,0'-II-TONyOMIBHHHOW KHCJIOTHI, MAUHAAIBHON KHCIIOTBI, SOJIOYHON
KHCIOTHI Wik kKampop-10-cynbhoHOBOH KHCIOTHI. PanieMudeckie MpOAYKTHI MOTYT TakXe OBITh pa3fesIeHbI C
TTOMOIIBIO XUPATBHOH XpoMaTorpaduu, HampuMmep, BEICOK0d G HeKTHBHOM kunkocTHOM XxpomaTorpaduu (HPLC)
WM CBepXKpHuTHIecKoi (pmonmHoi xpomaTtorpaduu (SFC) ¢ ncnonp3oBaHNEM XUPATBLHOTO aIcCOpPOSHTA.

CMecH N30MEpOB, MOJTY4aeMbIX B COOTBETCTBHH C HACTOSIINM M300pETEHHEM, MOTYT OBITh pa3zeieHbl u3-
BECTHBIM CIICLHAJNCTaM B JITaHHOW OOJIACTH TEXHHKH CIIOCOOOM Ha OTJENIBHBIC M30MEPHI; ANACTEPEON30MEPEI
MOTYT OBITH pa3JielieHbl, HalpuMep, C OMOIIBIO Pa3JeNCHUs] MKy NOoNH(pa3sHBIMH CMECSMH PacTBOPUTENIEH,
MEepEeKPUCTALIN3AIMH H/WIA XpOMaTOrpauyeckoro paszeseHus, HalpuMep, Ha CHIIMKareie, Wi ¢ IOMOIIBIO,
HarpuMep, *XUIKOCTHOH XpoMaTorpaduu CpeaHero NaBJieHUs HA KOJOHKE ¢ oOpalmieHHOW (a30i, U panemarsl
MOTYT OBITh pa3JeieHbl, HAIPUMEp, C ITOMOIIBI0 00pa30BaHMs COJICH C MCIIOJIH30BAHHEM ONTHYECKH YHCTHIX
COJIe00pa3yIOMUX PEarcHTOB M Pa3leiCHUs CMECH AMACTEPEON30MEPOB, MOMYIaeMBIX TaKUM 00pa3oM, HaIrpH-
Mep, C TIOMOIIBI0 (PPAKIIOHHON KPHUCTAIUTM3ALNH, WM ¢ IOMOIIBI0 XpoMaTorpaduy Ha ONTHYECKH aKTHBHBIX

-58 -



043189

MaTepHuaiax KOJOHKH.

B npenenax o6bema JaHHOTO TEKCTa TOJBKO JIETKO yhaisieMasi TpyIia, KoTopas He SBISETCS KOMIIOHEH-
TOM KOHKPETHOTO TpeOyeMOoro KOHEYHOTO MPOIyKTa B BHIE COCIMHEHHH MO HACTOSIIEMY M300peTeHHio, 000-
3HaYaeTcs Kak "3amuTHas Tpynma’, eciau KOHTEKCT He yKasbpiBaeT Ha mHoe. OOecrieueHne 3ammThl QyHKIIHO-
HAJIBHBIX TPYIIII ¢ IOMOIIBIO TAKHUX 3AIMUTHBIX TPYIII, CAMHU 3aIlIUTHBIC TPYIIIBI M PEAKIH UX OTIIETUICHHS OITH-
CaHbl, HAIIPUMEP, B CTAHAAPTHBIX CIIPABOYHBIX padoTax, Takux kak J. F. W. McOmie, "Protective Groups in Or-
ganic Chemistry", Plenum Press, London and New York 1973, 8 T. W. Greene and P. G. M. Wuts, "Protective
Groups in Organic Synthesis", Third edition, Wiley, New York 1999, B "The Peptides"; Volume 3 (editors: E.
Gross and J. Meienhofer), Academic Press, London and New York 1981, B "Methoden der organischen Chemie"
(Methods of Organic Chemistry), Houben Weyl, 4th edition, Volume 15/1, Georg Thieme Verlag, Stuttgart 1974,
B H.-D. Jakubke and H. Jeschkeit, "Aminosauren, Peptide, Proteine" (Amino acids, Peptides, Proteins), Verlag
Chemie, Weinheim, Deerfield Beach, and Basel 1982 u B Jochen Lehmann, "Chemie der Kohlenhydrate: Mono-
saccharide and Derivate" (Chemistry of Carbohydrates: Monosaccharides and Derivatives), Georg Thieme Ver-
lag, Stuttgart 1974. OcoOE€HHOCTBIO 3aLIMTHBIX TPYHII SBISAETCS TO, YTO OHH MOTYT OBITh JIETKO yIaJeHHI (T.€.
0e3 BO3HMKHOBCHHS HEXKEIAaTENbHBIX MOOOYHBIX pEaKIuii), HaIpuMep, ¢ MOMOIIBIO COJBBOJIM3a, BOCCTAHOBIIC-
HUs, (HOTONM3a WIH, B KAUeCTBE aIbTEPHATHBHI, B (DH3UOJOTHIECKUX YCIOBUAX (HampuMmep, ¢ TIOMOIIBIO dep-
MEHTAaTUBHOTO PACIICTUICHUS).

[IpomexxyTouHBIE COEANHEHHSI W KOHEYHBIE TIPOIYKTH MOTYT OBITH 00paOOTaHBI M/MIM OYWIIEHB B COOT-
BETCTBHH CO CTaHIAPTHBIMHU CIIOCOOaMH, HAIIPpHMEp, ¢ IPUMEHEHHEM XPOMAaTOTrpaguIecKuX CIIoCO00B, CIOCO-
00B pacnpesenieHus, (IOBTOPHOW) KPUCTAILIIM3AIUH | T.I1.

Bce criocoObl, onucaHHbIe B TaHHOM JJOKyMEHTE, MOKHO OCYIIECTBIISITH B JII0OOM YIOOHOM HOPSIIKE, €CIIH
MHOE HE yKa3aHO B JJAHHOM JOKYMEHTE WJIM MHOE SIBHO HE NMPOTHBOPEUYUT KOHTEKCTY. VcHonp30BaHue JOOBIX
BCEX MPUMEPOB WIIN WILTIOCTPATUBHBIX (POpMYIHUpOBOK (Harpumep, "Takoit kax'"), mpeJyCMOTPEHHBIX B TaHHOM
JOKyMEHTE, TPeIHa3HAuCHO UCKIIOUNTEIBHO IS JIyUIIero pa3bsCHEHUsI HACTOSIIIET0 N300peTeH s U HEe HaKIa-
JIBIBACT OrpaHUYCHHU HAa 00BEM HACTOSIIET0 N300PETEHNsI, €CIIN HE 3asBJICHO HHOE.

JIro6b1e cTagnu criocoba, pacKphIThIE B JAHHOM JTOKYMEHTE, MOTYT OBITh OCYIIECTBIICHBI B YCIOBHSAX PEaK-
M, KOTOPBIC U3BECTHHI CIIEHAIINCTaM B TaHHOH OOJIACTH TEXHHWKH, B TOM YHCIIE B YCIOBHAX, YKa3aHHBIX KOH-
KPETHO, B OTCYTCTBHE WY, B OOBIYHOM HOPSIIKE, B IPUCYTCTBUH PACTBOPUTEIICH MK pa30aBUTENCH, B TOM YHC-
Jie, HallpUMeEp, PacTBOpUTENeH Wiu pa3baBUTENeH, KOTOpPBIE SBISAIOTCS MHEPTHBIMU IO OTHOIICHHIO K IpUMe-
HSEMBIX peareHTaM M PacTBOPSIOT UX, B OTCYTCTBHE WJIH B MIPUCYTCTBUH KaTaIH3aTOPOB, KOHACHCHPYIONINX HIIH
HEUTPaTU3yIOUNX CPEICTB, HAPAMEP HOHOOOMEHHUKOB, TAKMX KaK KaTHOHOOOMEHHHKH, HalpuMmep, B popme
H', B 3aBUCHMOCTH OT MPHUPOJIbI PEAKIMH W/WJIH PEArHpyIOIIUX BEIIECTB TPH TOHMKEHHON, HOPMATBLHOM Wi
MOBBILIEHHOH TeMmeparype, HalpuMep, B AWana3oHe TemrepaTryp oT npubmmsutensHo -100°C o npubnmsu-
TenbHO 250°C, B TOM umcie, Hanpumep, oT npumepHo -80°C no npumepro 250°C, Hanpumep, IpH TeMIepaType
ot -80 no -60°C, nmpu KOMHaTHOH Temmeparype, npu Temmneparype ot -20 1o 40°C wnu npu Temmneparype Bo3-
Bpata (JerMpl, pu aTMOC()EPHOM JaBICHUH WIH B 3aKPBITOM COCYJE, TI€ 3TO 11eJIeco00pa3Ho, MO IaBICHUEM
W/MIM B MHEPTHOI aTMocdepe, HanpuMep, B aTMocdepe aprona uin a3ora.

PacTBOpuTeNH, U3 KOTOPHIX MOTYT OBITH BEIOPAHBI T€ PACTBOPUTEIH, KOTOPHIE MOIXOAAT JUIA JIFOOOH KOH-
KPETHOW pEeaKIiy, BKIIOYAIOT TE PACTBOPHUTENH, KOTOPbIE YKa3aHbl KOHKPETHO, WM, HAIPUMEP, BOIY, CIIOKHBIE
3(¢upbI, Takue KaK HU3IIUH aJKWI-HU3IINE aJKaHOATHl, HAIPHIMEp 3THIAIECTaT, d(QUpPHI, TaKue Kak anudaThde-
ckne 3(puphl, HapUMEP AUITUIOBBIN dUP, WIH TUKIHYECKHe d(PUphI, HApUMeEp TeTparuapo@ypan Wi JTHOK-
CcaH, JKU/IKHE apOMaTHYECKUE YTJIEBOIOPOIBI, TaKWe KaK OCH30JI MM TOIYOJ, CIIUPTHI, TAKHE KaK METaHOJI, 3Ta-
HOJ WK |- WK 2-IpOonaHoII, HUTPWIBI, TAKWE KaK allcTOHUTPWII, TAJIOTCHUPOBAHHBIC YIIIEBOJIOPOIBI, TAKUC KaK
METHIICHXJIOPU WM XJIOPO(hOPM, aMUABI KUCIIOT, TAKKE KaK JUMETHI(HOPMAMHU]] UK JUMETIIIAIICTAMHU]I, OCHO-
BaHUs, TAaKUE KaK TETECPOIMKINYCCKAC a30THBIC OCHOBAHHMS, HAIPUMEP MUPUANH WIH N-METHIIHPPOIUINH-2-
OH, aHTHIPHUIBI KAPOOHOBBIX KUCIIOT, TAKHAEC KaK aHTHUIPUABI HU3IINX aJKAHOBBIX KHCJIOT, HAPUMEP YKCYCHBIN
AQHTHIPU/, IUKIMYECKUE, JIMHEHHBIE WIN pa3BETBICHHBIC YIJIEBOAOPO/IbI, TAKHE KaK IIMKJIOT€KCaH, TeKCaH HIIH
M30IICHTaH, METHIIIUKIIOTEKCAH, WIM CMECH TaKUX PacTBOpUTENeH, HAIPUMEpP BOJIHBIC PACTBOPHI, €CIIN B OITHCa-
HHUH CIIOCOOOB HE yKa3aHO MHoe. Takume cMecH pacTBOpHTENeH TakKe MOXKHO IPUMEHATh B 00paboTke, HaIpH-
Mep, C TOMOIIBI0 XpoMaTorpaduH Wil pa3ieiIeHus.

B nmpyrom acmexTe B HaCTOSAIMIEM HM300pPETEHUH NPEIyCMOTpeHa (hapMaleBTHYCCKasi KOMITO3UIHSA, COIep-
JKarmasi COeIMHEHNE 10 HACTOSAMIEMY H300PETEHHIO HIIH €T0 (papManeBTHUECKH IPHUEMIIEMYIO COJIb U (hapMarieB-
TUYECKH TPHUEMIIEMBI HOCHTENb. B HOMOTHUTENEHOM BapHAaHTE OCYIIECTBICHHS KOMIIO3HIIUS COACPIKHUT IO
MEHBIIeH Mepe ABa GpapMaIeBTHIEeCKN MPUEMIIEMbIX HOCUTEIS, TAKIE KaK HOCHUTEINN, ONMCAHHBIC B TaHHOM [10-
KyMmeHTe. {75 1eneil HacTosIIero M300peTeHus, eciii He yKa3aHO MHOE, COJbBAaThl M TMIpATHl, KaK IPaBHIIO,
paccMaTpuBaloTCs B KOHTEKCTe KoMHos3uiui. [IpeamoururensHo, (apManeBTHUECKH MPHEMIIEMbIE HOCHTEIN
SBJISIIOTCSL CTEpUIbHBIMU. (DapMarieBTHUecKass KOMIO3UIMS MOXKET OBITH COCTaBJICHA sl KOHKPETHBIX ITyTei
BBEJ/ICHHS, TAKUX KaK IepopaibHOe BBEICHHE, ITapEHTEPAIbHOE BBEACHHE U PEKTaIbHOE BBeIeHHE U T.4. Kpome
TOrO, (hapMalEeBTUYECKUE KOMIIO3UIMU I10 HACTOSMIEMY H300PETEHHI0O MOTYT OBITH COCTaBJIEHBI B TBEPIOH
¢dopme (BkiIIOUast 0e3 OrpaHUUYCHUS KaIlCyJIbl, TAOJICTKH, MIIIOJIN, TPAHYJIbl, TOPOIIKH MM CYNIIO3UTOPUH) HIIH
B kuIKol popme (BKITodas 6e3 orpaHMYeHHs PaCTBOPBI, CYCIIEH3UN WU dMYJIbcHH ). DapManeBTHIeCKUe KOM-
MO3HUIIUK MOTYT OBITh ITOJABEPTHYTHI TPATUIIMOHHBIM (apMaIleBTHIECKUM IIPOIeIypaM, TaKUM KaK CTepHIH3a-
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WS, W/WIIH MOTYT COJEpKaTh TPaJULIHOHHbIE HHEPTHBIE pa30aBUTENN, CMA3bIBAIOIINE CPENICTBA WK OyQepHbIe
CPE/CTBA, a TaKKe BCIIOMOTATENIbHBIC BEIECTBA, TaKME KaK KOHCEPBAHTHI, CTaOMIM3aTOPHI, CMAaYMBAIOIIUC
CpeNCTBa, SMYJIBraTophl U Oy(epsl U T.1I.

Hcrmonb3yeMblii B TaHHOM JOKYMEHTE TepMHUH "dapMarneBTHYECKHd TPUEMIIEMBIi HOCHUTENh" BKIIIOYAET
JF00bIe PacTBOPUTENH, TUCTIEPCHOHHEIE CPENIbl, TOKPBITHS, TIOBEPXHOCTHO-aKTUBHBIC BEIIECTBA, AaHTHOKCHIAH-
ThI, KOHCEPBAHTHI (HAIIPUMEP, aHTHOAKTEPHAIBLHBIE CPEICTBA, TMPOTHBOIPHOKOBBIE CPEICTBA), H30TOHUYECKUE
CpPEeICTBa, CPEICTBA, 3aMeIIAIoNNe abCOpOLNIO, COM, KOHCEPBAHTHI, IEKAPCTBEHHBIE CPENICTBA, CTA0MIN3aTOPHI
JICKApCTBEHHBIX CPEICTB, CBSI3YIOUINE, HAMIOJHHUTEIH, Pa3pBIXIUTENIH, CMa30UHBIE CPEICTBA, ITOACIACTUTEIH,
apOMaTH3MPYIOLINE CPEACTBA, KPACUTENHN U T.II. U X KOMOWHAIINH, KOTOpPBIE ObIIIM OBl M3BECTHBI CIIEIMAINCTAM
B JIaHHOW 00JacTH TeXHHMKH (cM., Hanpumep, Remington's Pharmaceutical Sciences, 18th Ed. Mack Printing
Company, 1990, pp. 1289-1329). 3a uckiroueHneM cirydaeB, KOTAa KaKoH-IM00 TpaJUIIMOHHBIH HOCUTEb HECO-
BMECTHM C aKTHBHBIM WHTPEIUCHTOM, MPEINOIaracTCs ero MPUMCHEHUE B TEPANCBTHUYCCKUX HITH (hapMaIeBTH-
YECKUX KOMIO3ZUIHSX.

Kaxk npasuio, papmareBTHIecKre KOMIIO3UIIMH NPEACTABISIOT CO00i TabIeTK! MM )KEJTaTHHOBBIE KaIlCy-
JIBI, COZeprKaIle aKTUBHBIH WHTPEIUCHT BMECTE C OJHMM HIIM HECKOJBKHUMH W3 a) pa30aBHUTENeH, HalpuMep,
JIaKTO3a, JEKCTPO3a, caxaposa, MaHHHUT, COPOUT, MEUTI0N03a W/UITH TIIMIHH; b) CMa304HBIX CPEJICTB, HAIPUMED,
TUOKCHA KPEMHHS, TaJIbK, CTEAPUHOBAs KUCIIOTA, €€ MAarHWeBasl WM KaJbLHEeBasl CONb W/WIH TOJIMATHUICHTIIN-
KOJIb; B CITydae TaOJIETOK TaK)Ke C) CBI3YIONINX, HAIPUMEp, aTIOMOCIIIMKAT MarHus, KpaxMaJbHas 1acTa, jkeja-
THH, TParakaHT, METWIIEINII0NI03a, HAaTPUI-KapOOKCUMETHIILIEIUTION03a W/WIN MOJUBHHWIIUPPOIUAOH; €CIIH
Tpebyercs, d) pa3peIXIHTeNel, HapuMep, BUIBI Kpaxmaia, arap, aJlbI’HHOBas KHCJIOTa WM €€ HaTpHeBas COJb
WIN IIUITyYUe CMECH; U €) aOCOpOEHTOB, KpacsIlMX BELIECTB, apoMaTH3aTOPOB M moxaciacTurenei. TabneTku
MOT'YT OBITh MOKPBITHI JINOO TUICHOYHOH, JINOO KUIIEYHOPACTBOPUMOM 000JI0UKOH B COOTBETCTBHH CO CIIOCO0a-
MH, U3BECTHBIMH W3 YpPOBHs TeXHHKH. [loaxoasiiye KOMIO3UIMHU /ISl IIEpPOPabHOTO BBEACHHS COAEpKaT d¢-
(heKTHBHOE KOJMYECTBO COEIMHEHHUS MO HACTOSAIIEMY N300PETCHUIO B ()OpMeE TaOJICTOK, ITACTHIOK, BOAHBIX HIIH
MACIITHBIX CYCIICH3HI, TUCIICPTUPYEMBIX IMOPOIIKOB WU TPaHyJ, SMYJIbCHH, TBEPIBIX WA MATKUX KaICyll, WIA
CHPOIIOB, WJIM HacToek. KoMmo3umnuu, npeaHa3sHadeHHbIe IS TIePOPaTbHOTO MPUMEHEHHS, MTOMy4YaroT B COOT-
BETCTBHH C JTIOOBIM M3BECTHBIM M3 YPOBHS TEXHHKH CIIOCOOOM HM3TOTOBICHHS (papManeBTHISCKUX KOMITO3HUIINH,
¥ TaKyWe KOMIO3HUIIMU MOTYT COJEpXKaTh OTHO HMJIM HECKOJBKO CPEACTB, BRIOPAHHBIX M3 TPYIIIBI, COCTOAIICH U3
MOJICITAaCTUTENEH, apOMAaTH3UPYIOMUX CPEACTB, KPAaCSIIUX CPEIACTB W KOHCEPBUPYIOIIUX CPEACTB, C IIEIBIO
obecrieueHns (papManeBTHUECKH MPEBOCXOTHBIX U MPIATHRIX Ha BKYC MperapaToB. TaOleTKH MOTYT COAepKaTh
AKTUBHBIN WHTPEIUCHT B CMECH C HETOKCHYHBIMH (hapMaIieBTUICCKH MPHUEMIICMBIMH HAIIOJHUTEIISIMH, KOTOPBIE
SIBJISTFOTCSI TTOJXO/SIIIMMU JUTS U3TOTOBIICHUS TabneTok. Takne HaNoNHUTENN MPECTaBISIOT CO00H, HarpuMmep,
WHEPTHBIC pa30aBUTEIN, TaKUE KaK KapOOHAT Kalblus, KapOOHAT HATPHS, JIakTo3a, hocdar Kampius win Ghoc-
(daT HaTpUs; TPaHYIUPYIOIIHE CPEICTBA U PA3PBIXJIUTEIN, HAPUMEDP, KyKYPY3HBIH KpaxMal WIHA aJbrHHOBas
KHCJIOTA; CBSI3YIOIINE CPEICTBA, HAMPUMEP KPaxMaJl, )KEIaTHH W apaBUHCKas KaMellb; H CMa3bIBAIOIIUC CPEI-
CTBa, HANpPHUMEp, CTeapaT MAarHWs, CTCAPUHOBAs KUCIIOTA FJIM TaJbK. TaOIETKH HE MOKPHITHI 000IOYKOW WIH
MOKPBITHl C TIOMOIIBIO M3BECTHBIX METOAMK JJISI OTCPOYKH pacrajfa M BCACHIBAHUS B IKEIyAOYHO-KHIIEYHOM
TpakTe U 00eCTIeYeHNs TEM CaMbIM IPOJIOHTMPOBAHHOTO JEHCTBUS B TeueHHe OoJiee AMUTEIpHOTO eproaa. Ha-
pUMeEp, MOXKHO MCIIONIB30BaTh MaTepHai, 00eCTIeYMBAIOIIN 3a€PKKY TI0 BPEMEHH, TaKOi KaK TIHIIEPHIMOHO-
cTeapar win riauuepuiaancteapar. CocTaBhl AJs IEPOPATEHOTO IPIMEHEHHSI MOTYT OBITH NPEICTABICHBI B BHJIE
TBEPJIBIX KEIATHHOBBIX KaIlCyJ, TJI¢ aKTUBHBIH MHTPEANEHT CMEIIaH ¢ HHEPTHBIM TBEPABIM pa30aBHUTENeM, Ha-
npuMep, kKapooHaTOM Kaibnus, GpocdaToM KambLIus WM KAOJHMHOM, FIIM B BUJIE MATKUX JKEITaTHHOBBIX KaICyll,
I/Ie aKTUBHBIA MHTPEAUCHT CMEIIAH C BOJOW WM MAcITHON Cpeod, HalpuMep, apaxuCOBBIM MAaCIIOM, JKUIKIM
napa(uHOM MJIM OJMBKOBBIM MaciioM. HekoTopble MHBbEIMpyeMble KOMITO3UINH MPEACTABISIOT CO00M BOTHBIC
M30TOHMYECKHE PACTBOPHI WIM CYCIICH3HH, a CYNIIO3UTOPHH TPEUMYIIECTBEHHO MOYYalOT U3 )KUPHBIX AMYJIb-
CH WM CyCIIeH3MH. YKa3aHHbIE KOMIIO3UIIMM MOTYT OBITh CTEPHIIN30BaHbI M/ COIEPKATH BCIIOMOTaTE/IbHbIE
BEILIECTBA, TaKWE KaK KOHCEPBHPYIOIIHE, CTAOMIM3UPYIOIINE, CMAUYNBAIOLINE WINA SMYJIBIHPYIOIIUE CPEICTBA,
aKTHBATOPHI PACTBOPOB, COJIH IS PEryJIUPOBaHHSI OCMOTHUYECKOTO AaBieHus u/nnmm 0ydepsl. Kpome Toro, onn
MOTYT TaKXe COAEP)KaTh APYTHE TEPAeBTUUECKH [IEHHBIC BEIIECTBA. Y Ka3aHHBIC KOMIIO3HIIMHU MOIYYaroT B CO-
OTBETCTBHH C TPAAUIIMOHHBIMU CIIOCO0AMH CMEIINBAHUS, TPaHyIHMPOBAHUS WIIM HAHECEHUS TIOKPBITHS, COOTBET-
CTBEHHO, U coaepxat npudmusutensHo 0,1-75% nnn cogepxat npubnmsntensHo 1-50% akTHBHOTO MHTPEIHEH-
ta. [Toxxomsmue 1A TpaHCAEPMAIBFHOTO MPUMEHEHUS KOMITO3HINHN BKIIOYAIOT 3()()EeKTHBHOE KOJIMIECTBO CO-
eAWHEHHS 110 HACTOAMIEeMY M300pEeTEeHHIO C MOAXOIAINM HocuTenaeM. HocuTenu, moaxoasdmue A TpaHcaep-
MaJbHOW JTOCTaBKH, BKIIOYAIOT abcopOupyeMble (papMaKoIOTHIECKH IpHEMIIEMbIe PaCTBOPHUTENH, NPEIHAa3HA-
YeHHBIE JUI1 CIIOCOOCTBOBAHMSI MPOXOJKACHHIO Yepe3 KoKy Xo3suHa. Hampumep, TpanciepManbHble yeTpoiicTBa
HaxoAsTcs B opMe TOBSI3KH, COJlepiKalleil MoIaep>KUBAIOIINI 3JIEMEHT, Pe3epBYyap, COACPIKAIINA COeMHEHNE,
Heo0s13aTeNIbHO ¢ HOCUTEISIMH, He00s3aTeIbHO Oapbep, KOHTPOJIUPYIOMINI CKOPOCTb, ISl JOCTABKU COEIUHEHHS
Ha KOXXY XO35IMHa C KOHTPOJIUPYEMOH M 3apaHee OIpeAeIeHHO CKOPOCThIO Ha MPOTSHKEHUH POJOIDKUTEIIEHOTO
Heprosia BPEMEHH, a TaKkKe CPEJICTBA JUIS 3aKpEIUICHUs] YCTPOHCTBa Ha Koxke. [loxxonmsime KOMIO3UIMN ISt
MECTHOTO NPUMEHEHHs], HAalpUMep, Ha KOXY U IJla3a, BKJIIOYAIOT BOJHBIC PACTBOPHI, CYCIICH3HH, Ma3H, KPEMBI,
TeNTd WIM PacHbUIIEMbIE COCTABHI, HAIIPUMED, IUIS TOCTABKHA C IIOMOIIBIO a’3pO30JIs WIH T.NI. TaKkue CHUCTEMBI
JOCTaBKH UISI MECTHOTO IIPUMEHEHH OyayT, B YaCTHOCTH, ITOAXOISIINMHE JJIs1 HAaHECEHUS Ha KOXY, HallpuMep,
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JUTSL JICUCHHS paKa KOXKU, HallpUMEp, I MPOQPIIIAKTHISCKOTO MPUMEHEHHS B COJTHIC3AIIUTHBIX KPEMaXx, JI0ChO-
HaX, CTpesX U T.IL. Takum 00pa3oM, OHH OCOOCHHO MOAXOAT JUIS IPUMEHEHHS B MECTHBIX, B TOM YHUCIIC KOCME-
THYECKHX COCTaBaX, XOPOIIO M3BECTHBIX M3 YPOBHS TEXHHKH. TaKue CHCTEMBI MOTYT COJAEpKaTh COJIOOMIN3a-
TOPBI, CTAaOMIIM3AaTOPHI, CPEACTBA, YCHIMBAIONINE TOHUIHOCTh, Oydepsl m KoHcepBaHTH. Kak mcmomnp3yercs B
JAHHOM JTOKYMEHTE, MECTHOE NPHMEHEHHE MOXET TaKKe OTHOCHUTHCA K MHTALIUOHHOMY WM K MHTPaHa3aJIb-
HOMY NMpUMeEHEHHI0. VX MOKHO yIOOHO MOCTaBIATH B (hOpME CyXOro Mopomka (MO0 OTAETbHO, B BHIE CMECH,
HaIpUMEp CYXOHW CMECH C JIaKTO30M, MO0 B BH/IE YACTHIBI CMEIIAaHHBIX KOMIIOHEHTOB, HampuMep ¢ docdorm-
MUIaMHU) W3 UHTAIATOpA U CyXOTro HOPOIIKA WIH PACHBIIICHHEM a3p030Jisi U3 HAaXOISIIET0oCs O] TaBJICHUEM
KOHTEHHepa, Hacoca, pa30phI3rUBaTEIs, aToMaii3epa Wik HeOynaiizepa ¢ MOIXOAAIINM MPOIEIUICHTOM HiIH 0e3
HETo.

B Hacrosimem nM300peTeHUN JOMOTHHUTEILHO MPEIYCMOTPEHBI 0E3BOIHEIC (hapMaleBTHUCCKHUEC KOMIIO3H-
IIUH ¥ JICKAPCTBCHHBIC (POPMEI, COJCPIKAIINE COCTUHCHHUS 110 HACTOSIIEMY H300PETCHHIO B KAYCCTBE aKTHBHBIX
WHIPEIUCHTOB, MTOCKOJIBKY BOJIA MOYKET CIIOCOOCTBOBATH PA3JIOKCHHUIO HEKOTOPBIX COCTUHCHHA.

Be3BoanbIe (apMarieBTHYECKHE KOMIIO3HIIUN ¥ JICKAPCTBEHHBIC (POPMBI MO HACTOAIIEMY H300pPETCHHIO
MOTYT OBITh TOJYYEHBI C HCIOJIB30BAHUEM OE3BONHBIX WM XapaKTEPH3YIOUINXCS HU3KUM COJCPKAHHUEM BIIard
WHTPEIUCHTOB W YCIOBHH C HU3KUM COJIEP)KAaHHEM BIIAaTH WJIM HU3KOH BIaXHOCTH. be3BomHyro dapmareBTude-
CKYI0O KOMITO3UIIMIO MOYXHO TIOJTYyYaTh M XPAHUTh TAKUM 00pazoM, 4TOOBI COXPAaHHUTh €¢ Oe3BOTHYIO MPHUPOLY.
CooTBeTCTBEHHO, 0€3BOIHBIE KOMIIOZUIIMH YIIAKOBBIBAIOT C HCIOJB30BAHWEM MAaTEpHAOB, KOTOPHIE, KaK H3-
BECTHO, IIPEIOTBPAIIAIOT BO3ACUCTBUE BOJBI, TAK YTO OHU MOTYT OBITh BKJIFOUEHBI B MOAXOIAIINE (hapMaIleBTH-
yeckue HaOopsl. [IpumMeps! moaxosmeii yIrakoBKHA BKIIOUAIOT 0€3 OrpaHMYCHHS TePMETHIECKH 3aKPhITHIE pa3-
HOBHUJHOCTH (DOJBTH, IIACTMACCHI, KOHTCHHEPHI ¢ OMHOKPATHON m030# (Hampumep, (IIaKOHBI), OIHCTEpHBIC
YIIaKOBKH U KOHTYPHBIC 0e3bsIYCHKOBBIC YITAKOBKH.

B HacTosmieM u300peTeHNH JOMOTHUTENBHO MPEIyCMOTPEHBI (hapMaIleBTHICCKIE KOMITO3UIUH U JIeKap-
CTBCHHBIC (POPMBI, KOTOPBIE COJICPIKAT OJTHO FUTH HECKOJBKO CPEJCTB, KOTOPBIC CHIKAIOT CKOPOCTh, C KOTOPOU
Oyzer pas3naraTthCsi COCIUHCHHUC TI0 HACTOSINEMY H300pPETCHHIO B KAueCTBE aKTHBHOTO WHrpeaucHTa. Takwe
CpelcTBa, KOTOPhIE YIOMHHAIOTCS B JIAHHOM JOKYMEHTE Kak '"cTa0mim3aTtopbl”, BKIIOYAIOT 0e3 OrpaHmdeHUs
AHTHUOKCHJIAHTHI, TAKHE KaK aCKOPOMHOBAs KUCI0Ta, Oydepsl A noaaepxanvs pH wim coyeBbie Oydepsl U T. 1.

BapuaHTBI IpOQHIIaKTHYECKOTO U TePAeBTHUECKOTO MTPUMEHEHHUS.

CoennHEeHHs, paCKpBIThIE B JAHHOM JOKYMEHTE B cBOOOMHOU (opme wiu B popme (papMamneBTHICCKH
MIPUEMIIEMON COJIH, MPOSBIISIIOT LIEHHBIE (hapMaKOJOTHYECKHE CBOIMCTBA, HAIPHMEp, CBOMCTBAa MOIYITHPOBAHMUS
6enka TRPC u, 6oiee KOHKpETHO, MHTHOMpPOBaHUs akTUBHOCTH Oenka TRPC6, HanpuMep, Kak yKa3aHO B TeCTax
in vitro ® in vivo, IpeACTaBICHHBIX B CICIYIONIUX pa3/esiaX, a CICIOBATEIBHO MPeIHA3HAUCHBI TS TEPAITUH.

B HacTosmieM M300peTeHHH TPEAYCMOTPEHBI CIIOCOOBI JICUCHHST 3a00IeBaHUS WU HAPYIICHUS, aCCOLUU-
pOBaHHOTO ¢ aKTUBHOCTBIO Oenka TRPCO, myTrem BBeleHHS CYOBEKTY, HYKIAIOIIEMYCS B 3TOM, 3(PPEKTHBHOTO
KOJIMYECTBA COCTUHCHUS, PACKPHITOTO B TJAHHOM JOKYMEHTE. B ompeleieHHBIX acleKkTax 3a00JIeBaHue WK Ha-
pyILICHHE, TIOIXOAAIICe IS TePaiy MyTeM BBEJCHUS COCIUHCHUS IO HACTOSIICMY HU300pPCTCHUIO, BKIHOUACT
0e3 orpaHMYeHUs HE(HPOTHUCCKUN CHUHIPOM, 0OJE3Hb MHUHHMAIBHBIX HW3MCHCHHH, (OKaIbHO-CErMEHTApHBIN
TIIOMEPYIOCKIEePO3, KOJUIAIICHPYIONIYI0 TJIOMEpYyJIONaTHIo, MeMOpaHO3HyI0 HedpomaTtuio, MeMOpaHO3HO-
npoaudepaTuBHEIN riaoMepyaonedput, IGA-HehponaTHio, OCTPYIO MOYEYHYIO HETOCTATOYHOCTh, XPOHUIECKYIO
MOYEYHYI0 HEOCTaTOYHOCTh, AMA0ETHIECKYI0 He(PONATHIO, CETICHUC, JISTOYHYIO THIIEPTEH3HIO, OCTpOe 3a0oIie-
BaHUE JIETKUX, CHHIPOM OCTpPOH IbIxaTenbHOM HemoctaTouHocTH (ARDS), cepaednyro HEIOCTaTOYHOCTb, HH-
CYJIbT, 3IIOKQaYEeCTBEHHYIO OITYXOJIb FJIM MBIIICYHYIO TUCTPOQHIO. B ompeneneHHbIX ciIyqasx MalueHT CTpagaeT
OT HEPOTUIECKOTO CHHAPOMA, MEMOPAHO3HOM HE(PPOTIATHH U OCTPOI MOYCHHOHN HETOCTATOUHOCTH.

B KOHKpEeTHOM BapHaHTE OCYIICCTBICHUS B HACTOSIIEM U300PCTCHUH MPEIYCMOTPEH CITOCO0 JICUCHUS WITH
TpeIyIpexkICHUs 3a00JCBaHUS TOYEK ITyTEM BBEICHHS CYOBEKTY, HYKIAIOIIEMYCs B 3TOM, 3()()EKTUBHOTO KO-
JIMYECTBA COCAMHEHHUSI, PACKPBITOTO B JJAHHOM JIOKyMEHTE. B OmpeeneHHBIX BapHaHTaX OCYIICCTBICHUS Malld-
CHTHI, KOTOPBIC B HACTOSAIICE BPEMsl HE UMCIOT CUMIITOMOB, OJHAKO MOJBEPKCHBI PUCKY PAa3BUTHS 3a00JICBaHUS
MOYCK, SBJSIFOTCS TTOAXOSIIUME JJIsl BBEJICHHUS COCAMHEHUS TI0 HACTOAIIEeMY u300pereHui0. CrocoObl JIeueHus
WIIH TIPeAyNpeXaeHUS 3a00IeBaHUs MMOYEK BKIIOYAIOT 0e3 OrpaHHYeHUs COCOOBI JICUCHHS MITH TIPEIyTPesKIc-
HUS HEPPOTHIECKOTO CHHAPOMA, MEMOpPAaHO3HOM He(pOomaTHH, OCTPO MOYEYHONW HETOCTATOYHOCTH, CEICHCa,
XPOHUYECKOW MOYETHON HETOCTATOYHOCTH M TuabeTHIecKor HepormaTuy.

dapmarneBTHUECKass KOMIO3UIUS MM KOMOHMHAIWS 10 HACTOSIIEMY M300pETCHHIO0 MOXKET HPEACTaBIATh
c000¥i cTaHTAPTHYIO 03y aKTHUBHBIX HHTPEIUEHTOB, COCTABIAIONIYIO MPUOMU3uTeabHO 1-1000 Mr akTUBHOTO(-
BIX) WHTPEIUEeHTA(-0B) sl cyObekTa BecoM npuOmm3utenbHo 50-70 kr, win npubausutenpHo 1-500 mr, wimm
npubn3nTensHo 1-250 mMr wiam npubmmsutensHo 1-150 mr, mm npubamsurensHo 0,5-100 mr, wim npubnnsu-
tenbHO 1-50 mr. TepaneBrudecku 3QQeKTHBHAS 032 COCTUHCHUS, (HapMAalCBTHUCCKOW KOMITO3UIIMA YT HUX
KOMOWHAIIMI 3aBHCHUT OT BHJA CyOBEKTa, MacCHI Tella, BO3PACTa M MHAMBHUYaIbHOTO COCTOSIHUS, TIOABEPraeMo-
TO JICYCHUIO HAPYIICHUS WU 3a00JICBaHUS WIH €r0 CTENCHU TSKECTH. Bpay, KIMHUINCT WIH BETEPHHAP OOBIY-
HOW KBaJM(PHUKAIIMK MOXKET JICTKO OMPEACTUT dPPEKTHBHOE KOJHUSCTBO KaXkKIOTO U3 AKTUBHBIX HHIPEIAUCHTOB,
HEOOXOIUMOE IS IPEAYIPESIKICHHUS, JICUCHUS WIIH HHIUOUPOBAHHS MPOTPECCUPOBAHMS HAPYIICHUS HITH 3200-
JICBaHUS.

CBoJicTBa BBIMICYIIOMSHYTOH JI03BI IEMOHCTPUPYIOTCS B in Vitro M in Vivo TECTaX ¢ MCIIOIB30BAHUEM TIpe-
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UMYIIECTBEHHO MJICKOIUTAIOINNX, HAIIPUMEP, MBIMICH, KPBIC, CO0AK, 00€3bsH, MM HU30JIMPOBAHHBIX OPraHOB,
TKaHe# u ux npenapaToB. COCeTUHEHUS MO HACTOSIIEMY H300PETCHUI0 MOKHO MMPUMEHSATH in Vvitro B hopMe pac-
TBOPOB, HAIIpUMEP BOJHBIX PACTBOPOB, U in Vivo B PaBHOM CTENECHH YHTEPAIHHO, TAPSHTEPATHHO, TPEUMYIIECT-
BEHHO BHYTPHBEHHO, HAIpUMEp, B BHJAE CYCIIEH3WM WJIM B BOTHOM pactBope. Jloza Ui MpHMEHEeHHA in Vvitro
MOYXET HAXOIUTBCS B AMANA30HE MOISIPHBIX KOHIICHTpawuii o mpuGmmsutensro 10° 1o 107°. Tepanesrinueckn
3¢ exTUBHOE KOIMYECTBO IS MPUMEHEHHUS in Vivo, B 3aBUCHMOCTH OT ITyTH BBEACHHUS, MOXET HaXOIUTHCS B
nuana3oHe npuoausnteapbHo 0,1-500 Mr/kr uwmu npudnusutensHo 1-100 Mr/kr.

AKTHUBHOCTh COCIMHEHHUS B COOTBETCTBHM C HACTOSIIUM H300pPETEHHEM MOXHO OIICHHBATh C ITOMOIIBIO
METOJIOB in Vitro W in Vivo, TAKHX KaK METOJIbI, OITUCAHHBIC B TIPUBCICHHBIX HIDKE IIPUMEpax.

CoeMHCHHE 10 HACTOSIIEMY H300PETCHUIO MOXKHO BBOJIUTH JINOO OJHOBPEMEHHO C OJTHUM HIIA HECKOJIb-
KAMU JIPYTHEMHU TEPANICBTUYCCKUMU CPEACTBAMU, THO0 /10 Win nocie HuxX. CoequHEeHHE IO HacTosIIeMy u300pe-
TEHHIO MOYKHO BBOJHTBH OTACIBHO, TEM K€ HJIM APYTUM IIYTEM BBEICHUS WM BMECTE B TOW ke (hapMaleBTHYC-
CKO¥ KOMITO3HUITUH, YTO U APYTHE CPEICTBA.

B omHOM BapuaHTe OCYIISCTBICHHS B HACTOSIIEM H300PCTEHUH MPEIYyCMOTPECH MPOIYKT, COICPIKALIHIMA
COEIMHEHHE, PACKPHITOE B TAHHOM JOKYMEHTE, U TI0 MEHBIIEH Mepe OIHO APYTroe TepareBTHIECKOe CPEICTBO, B
BUIe KOMOMHUPOBAHHOTO TIpemapaTa Ui OMHOBPEMEHHOTO, Pa3/IeIbHOTO HIIH IIOCIIEA0BATEIFHOTO IPUMEHEHHUS
B Tepamui. B omHOM BapmaHTe OCYIIECTBICHHS TEpamus MPeACTaBseT coOoi JiedeHue 3a00IeBaHUs WIN CO-
CTOSIHHS, OTIOCPEIOBAHHBIX aKTHBHOCTHIO Oenka TRPC. B mpeanouTHTenbHBIX aclieKTax Teparnus MpeAcTaBIseT
co0oit jeueHne HEYPOTUIECKOTO CHHAPOMA, OOJIC3HM MUHUMAIBHBIX H3MEHEHHUH, (OKaIbHO-CETMEHTApPHOTO
TJIOMEPYIIOCKIIEPO3a, KOJIIANICUPYIOMIEH TIIOMEpyJIoNaTHH, MeMOpaHO3HOW HedpomaTuu, MeMOpaHO3HO-
nponudepaTuBHOTO romMepyinoHedputa, IGA-HedponaTnn, OCTPOi MOYEUIHON HEOCTATOYHOCTH, XPOHHYECKOH
MOYCYHOU HEOCTATOYHOCTH, TUA0CTHUCCKOW HEPPOIATHH, CeICUca, JETOYHON THIEPTCH3HH, OCTPOTO 3a00JIe-
BaHUs JIETKUX, CUHAPOMAa OCTpOH IbixaTenbHON HepoctaTouHOcTH (ARDS), cepraednoil HeIOCTaTOUHOCTH, UH-
CyJbTa, 3JI0KAYECTBCHHOM OIMYXOJIHM WIIH MBIIICYHOH TUCTPODUH.

[IpomyKTsl, MpencTaBICHHBIC B BUIe KOMOMHHPOBAHHOTO TpenapaTa, BKIFOYAIOT KOMIIO3HIIUIO, COIEpIKa-
IIyI0 COeMHEHUE, PACKPHITOC B JJAHHOM JIOKYMEHTE, U JApyroe(-ue) TeparneBTrudeckoe(-ue) cpeacTBo(a) BMecTe
B TOH ke (hapMalieBTHUECKONW KOMITO3UIINH, WM COSAMHEHHUE, PaCKPHITOE B JTAHHOM JAOKYMEHTE, U Ipyroe(-me)
TepaneBTHUeckoe(-rue) cpeAcTBo(a) B OTAEIbHON (hopme, HanpuMep B popMme Habopa.

B ogHOM BapmaHTe OCYIIECTBICHMS B HACTOAIIEM H300PETCHNUH MIPEeIyCMOTpeHa (papManeBTHIECKasi KOM-
TIO3UITHS, COJepIKaIIas COSAMHEHNE, PACKPHITOE B JaHHOM JTOKYMEHTE, M JIpyroe(-ue) TeparneBTHdecKoe(-ue)
cpenctBo(a). Heobs3aTensHO, hapmareBTHIECKass KOMITO3HIIAS MOXKET COEPIKaTh papManeBTUICCKH MpHeMIIe-
MBI HOCUTENb, ONTMCAHHBIN BHIILIE.

B onHOM BapmaHTE OCYIIECTBIICHHS B HACTOSINEM H300PETCHUU NMPEAYCMOTPEH HAOOD, COIACPIKAIIMIA JBE
wi 0oJee OTACTBHBIX (DapMaleBTHUCCKUX KOMITO3HIIMHU, IO MEHBIIEH Mepe OJHA W3 KOTOPBIX COICPIKUT CO-
¢JIMHCHHE, PACKPHITOC B JTAaHHOM JTOKYMEHTE. B OTHOM BapHaHTE OCYIIECTBIICHHUS HAOOp COAEPIKUT CPEICTBa
JUTSL pa3JIeIbHOTO XPaHCHUs YKa3aHHBIX KOMITO3UIIMMA, TAKAE KaK KOHTCHHED, pa3JelICHHBIN (IaKOH WM pa3Jie-
JICHHBIH MakeT u3 Goabru. [Ipumepom Takoro Habopa SBISACTCS OMUCTEPHAS YIAKOBKA, KOTOPast 0OBIYHO MpHUMe-
HSETCS JJIS YIIaKOBBIBAHMS TaOJIETOK, KarcyJI U T.11.

HabGop mo HacTosmeMy H300pETEHHIO MOXHO HPUMEHSATH U BBEICHUS DPA3THUYHBIX JIEKapPCTBEHHBIX
(hopM, HarpuMep HEPOPATFHBIX U MTAPCHTEPATBHBIX, A BBEJCHUS OTIEIBHBIX KOMIIO3UIINH C pa3TMYHBIMHI HH-
TepBaJlaMH MEXAY BBEIACHUSIMH 03 WM UL ITOA00Pa A03 OTACTBHBIX KOMIO3HUIHUI APYT OTHOCHTEIBHO APYTa.
Jli1st ciocoOGCTBOBaHUIO COOMIOACHHS PEeKMMa JISYSHHU HAO0Op MO HACTOAIIEMY M300pETeHHIO, KaK MPaBHIIO, CO-
JICPKUT UHCTPYKIIUH [0 BBEIICHHIO.

B pa3sHOBHIHOCTSX KOMOMHHPOBAHHOW TEPANUH MO HACTOSIIEMY U300pPETECHHIO COCAMHEHHE IO HACTOS-
nieMy U300pETEHHIO U JPYroe TeParneBTUICCKOE CPEACTBO MOXKET OBITh H3TOTOBJICHO /WM COCTABIICHO OIHUM
U TEM K€ WM PAa3TUYHBIMU MPOU3BOAUTEIAMU. bojiee TOro, COeMHEHNE IO HACTOSIIEMY H300PETCHHIO U APY-
roe TepaneBTUICCKOE CPEIACTBO MOTYT OBITH OOBEIMHEHBI B CPEICTBO IS KOMOMHHPOBAaHHOW Tepamuu: (i) 10
MpEeJ0CTaBIICHIST KOMOMHUPOBAHHOTO MPOIYKTa BpadaM (HampumMep, B ciiydae Habopa, COMEpkKAIIETO COCIIHE-
HHUE TI0 HACTOSIIIIEMY U300PETEHHIO U IPYToe TepareBTHIECKOe CPENCTBO); (ii) caMuMu BpadaMu (WK MO PYKO-
BOJICTBOM Bpada) He3aJ0JITo J0 BBeaeHus; (iii) B caMuX ManueHTax, HalpuMep, B X0e MOCIeI0BaTeILHOTO BBE-
JICHHUS COCIMHEHUS 110 HACTOSIIEMY H300PETEHHUIO U APYTOro TEPAaNeBTHIECKOTO CPEACTRA.

CoOOTBETCTBEHHO, B HACTOSIIEM H300pETCHUH IMPEIyCMOTPEHO NMPUMEHEHHWE COENMHECHHS, PACKPHITOTO B
JAHHOM JTOKYMEHTe, ISl JieueHHs 3a00JIeBaHNUS WM COCTOSHHUS, ONOCPENOBaHHBIX aKTHBHOCTHRIO Oenka TRPC,
T/Ie JeKapCTBCHHBIN IperapaT MOJIYYeH U1 BBEACHHUA C APYTHUM TEpareBTUUESCKUM CPeICTBOM. B HacTosmem
U300pETEHUH TaKXKe MPEIYCMOTPEHO MPUMEHECHHE JAPYroro TEPANeBTHYCCKOTO CPEACTBA IS JICUCHUS 3a00JIe-
BaHUs WU COCTOSHUS, ONMOCPEIOBAHHBIX aKTHBHOCTHIO Ocenka TRPC, rie jmekapcTBEHHBIH Mpemnapar BBOAAT C
COCJIMHCHUEM, PACKPBITHIM B IAHHOM JIOKYMEHTE. B JIpyroM acrekTe B HACTOSIIEM U300PETCHUH MPEIyCMOTPE-
HO MPHUMCHCHHUE COCIUHCHUS, PACKPBITOTO B JAHHOM JOKYMCHTE, JUIS JICYeHUS 3a00JIeBaHUS U HAPYIICHUS,
BBIOPAHHBIX U3 HE()POTHUECKOTO CHHAPOMA, OOJE3HH MUHHMATBHBIX HM3MEHCHHH, (DOKAIEHO-CETMEHTAPHOTO
TJIOMEPYJIOCKICpPO3a, KOJUIATICHPYIOMICH TJIOMEpYIIONaTHH, MEMOpPaHO3HOH HedpomaTtur, MeMOpaHO3HO-
npoaudepaTuBHOTO TIIoMepyioHedpuTta, IGA-HepponaThm, OCTpol MOYESIHON HEAOCTATOYHOCTH, XPOHUIECKOH
MOYEYHON HEIOCTATOYHOCTH, THabeTHUeCKOW HepOmaTHH, Cercuca, JeroYHON THIEPTEH3UH, OCTPOTo 3a0o0JIe-
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BaHUs JIETKUX, CUHIPOMAa OCTpO# IbixaTenbHON HepoctaTouHocTH (ARDS), cepraednoil HeIOCTaTOUHOCTH, UH-
CyJbTa, 3JI0KAYCCTBEHHOW OMYXOJIA WM MBIIICYHON AUCTPOQUH, TNIe JCKAPCTBCHHBIA Mpemapar MmoydeH s
BBEJICHUS C JPYTUM TEPANeBTHUECKUM CPEICTBOM. B HacTosmeM H300peTeHNH TakKe MPEeIyCMOTPEHO TPHMe-
HEHHE APYTOro TEPANeBTHICCKOTO CPEACTBA I JICUeHHUs 3a00JIeBaHIs WM HAapYIIECHNUs, BRIOPAaHHBIX U3 HE(po-
TUYECKOTO CHHIpPOMA, OOJE3HHM MHWHUMAIBHBIX H3MEHEHHUH, (OKaIbHO-CErMEHTApHOIO TIIOMEPYJIOCKIEPO3a,
KOJUTATICUPYIOIEH TIIoMepylionaTiy, MeMOpaHo3HOH Hedpomatuu, MeMOpaHO3HO-TIPOIH(EPaTUBHOTO TIIOME-
pynonedputa, I[GA-HedhpomaTun, ocTpoi MOYEUHOH HETOCTATOYHOCTH, XPOHHUECKOH MOUYEIYHONW HEIOCTATOYHO-
cTH, AnabeTnyeckoil HedpomaTHy, cerncuca, JETOYHON THIIEPTEH3UH, OCTPOTO 3a00JIeBaHUS JIETKUX, CHHAPOMA
ocTpoil npixaTenbHO HegoctarouHocTu (ARDS), ceprnedHoll HEIOCTaTOUHOCTH, MHCYJBTA, 3JI0KAYECTBEHHON
OIYXOJIM WJIM MBIIMICYHOU AUCTPOQUH, TAC JCKAPCTBCHHBIA NpenapaT BBOAST C COCIUHCHHUEM, PACKPHITHIM B
JTAHHOM JTIOKYMCHTE.

B HacrosieMm M300peTCHUM TaKkKe MPEAYCMOTPEHO COSAWHCHHE, PACKPBITOC B JAHHOM JIOKYMEHTE, IS
MPUMEHEHHUS B CIIOCO0E JicUueHHs 3a00JICBaHUS WIIM COCTOSIHUS, OMOCPEIOBAHHBIX aKTUBHOCTHIO Oenmka TRPC,
IJie COSIMHCHHE TIOTYYCHO JJIsl BBEJCHHS C JPYTUM TEPareBTHUCCKUM CPEICTBOM. B HacTosmem u3o0peTeHnH
TaKXkKe MPEeTyCMOTPEHO JAPYroe TEPaIeBTUIECKOE CPENCTBO IS IPUMEHEHHUS B CIIOCO0e JieueHHs 3a00JeBaHMsA
WIIA COCTOSTHHS, ONOCPEIOBaHHBIX aKTUBHOCTHIO Oenka TRPC, roe apyroe TepamneBTHYECKOE CPEACTBO MOTyde-
HO JUTS BBEJICHUSA C COCIMHEHUEM, PACKPBITEIM B JAHHOM TOKyMEHTe. B HacTosmmeM n300peTeHnr TaKxkKe Mpery-
CMOTPEHO COEAWHEHHE, PACKPBITOE B JaHHOM JOKYMEHTE, IS NIPUMEHEHHS B CIIOCO0E JIeUeHHUs 3a00JIeBaHUSA
WA COCTOSIHHS, OTIOCPEIOBAaHHBIX aKTHBHOCTHIO Oenka TRPC, rae coeauHeHne BBOIAT C APYTHUM TepareBTHIC-
CKHUM CpeICTBOM. B HacTosmem mM300peTeHnH Takke MPeIyCMOTPEHO APYroe TEpameBTHYECKOE CPEACTBO IS
MPUMEHCHHUS B CIIOCO0E JiCUueHHs 3a00JICBaHUS WIIM COCTOSIHHUS, OMOCPEIOBAHHBIX aKTUBHOCTHIO Oenmka TRPC,
TJie IPYroe TeparneBTUIECKOE CPEJICTBO BBOAT C COCAMHECHUEM, PACKPHITHIM B TAHHOM JJOKYMCHTE.

B Hacrosmem n300peTeHun TaKke MPeIyCMOTPEHO MPUMEHEHUE COCIMHEHUS, PACKPBITOIO B JAHHOM JO-
KYMCHTE, JUIS JICUCHHS 3a00JICBaHUS UITH COCTOSHUSI, OMIOCPEAOBAHHBIX aKTUBHOCTBIO Oenka TRPC, rae marueHt
paHee (Hampumep, B TeUCHHE 24 9) MOJTyYall JICUYCHHE APYTUM TePAIleBTUYCCKUM CPEJCTBOM. B HacTosmem u30-
OpeTeHnH TarKe MPeIyCMOTPEHO NPUMEHEHHE APYTOr0 TEPANEBTHYECKOTO CPEICTBA IS JISUCHHUS 3a00IeBaHUS
WM COCTOSTHUS, OTIOCPEIOBaHHBIX aKTUBHOCTHIO Oenka TRPC, rae manuent panee (HampumMep, B TedeHue 24 1)
TIOJTyJaJl ISYeHUE COCTUHCHNEM, PACKPBITHIM B JAHHOM JOKYMEHTE.

dapmaneBTHIECKHE KOMITO3UITMH MOXHO BBOJAWTH OTICIBHO WM B KOMOWHAIIMH C IPYTHMH ICHCTBYIO-
IIMMH BEIIECTBAMH, IIPO KOTOPBIE M3BECTHO, YTO OHU OKa3hIBAIOT OJaronpHuATHOE BO3ACHCTBHE B JICUCHHH 3200-
JIeBaHUS TOYeK WiTh, OoJiee KOHKPETHO, B JeueHnn FSGS, HedppoTrueckoro cuampoma, 60ae3Helt MUHUMATBHBIX
W3MCHCHUN WU TUA0ETUYECKOro 3a0oieBanus moyek. CxeMa KOMOMHUPOBAHHOW TEpaMyd MOXET OBITh ajIu-
TUBHOM, WJIK OHA MOXET 00CCIICUYNBATh CHHEPTETUYCCKHE PE3YNIbTAThI (HAIPUMED, YIIy4IIeHHE (PYHKITUH TOYCK,
KOTOPOE MPEBBIIIACT OKUIACMOE JUII KOMOWHUPOBAHHOTO MPUMEHCHHS JIBYX CPEICTB). B HEKOTOpHIX BaphaH-
TaX OCYIIECTBIICHUS B HACTOSIIEM H300PETCHHUU MPEAYCMOTPEHA KOMOMHUPOBAHHAS TEPAIHsl IS TPEAYIIpexK-
JICHHS W/WITU JIcueHUs 3a00JIeBaHus MOYeK Wi, Oojee KOHKpeTHo, FSGS, HedpoTuueckoro cunapoma win 00-
JIe3HEH MUHUMAIBHBIX H3MECHEHUH C IIOMOIIBIO COSAMHEHHUS 110 HACTOSIIIEMY U300PETEHUIO U BTOPOTO TEPAICB-
THYECKOTO CPEACTBa, BRIOPAHHOTO U3 rpymibl, coctosmieil n3 ACE/ARB (Takux kak KanTOMPWJI, JTU3HHOIIPHIT
WM JI03apTaH), CTEPOUIHOTO TEPANIEBTHIECKOTO CPEACTBa (TAKOTO KaK MPETHU30H), UMMYHOMOIYJIATOPOB (Ta-
KX KaKk MHKO(eHOoIaTa MO(pETHII, TAKPOJIMMYC MIIM IUKIOCIOPHH A), aHAJIOTOB aIpeHOKOPTHKOTPOIIHOTO TOP-
MOHa (Takux Kak reib Aktap), anturend k CD20 (Takux Kak pUTyKCcUMab), OJIOKATOPOB KaJBIIUEBHIX KaHAJIOB
(TakuxX Kak aMJIOTUTINH), TUYPETHKOB (TaKUX KaK THAPOXJIOPOTHA3WM), aHTUTPOMOOIMTAPHBIX CPEACTB (TaKUX
Kak JUIMUPUAAMOI), aHTUKOATYJSHTOB (TaKUX Kak remapuH), MHruontopoB DPP-4 (Takux Kak CHTAarJIMNTHH),
uHruouropoB SGLT2 (Takmx kak mamaraudgiosnH), CPpeICcTB MPOTUB THUIIEPIUIUAEMHIN (TaKUX KaK po3yBacTa-
THH), TEPANIeBTUIECKOTO CPEACTBA NMPOTHB aHEMUH (IapO3MOdTHH anb(a) WM NPOTHB runepypukemun (Gpedyk-
cocrar).

B ogHOM BapmaHTe OCYIICCTBICHHS B HACTOSIICM H300PETCHHHU IMPEIYCMOTPECH CIIOCOO MHTHOMpPOBAHHS
aktuBHOCTH Oeska TRPC wmim, Oosnee mpeamnouTuTeIbHO, HHIMOMpOBaHus akTHBHOCTH Oenka TRPC6 y cyOonek-
Ta, TJIe CIoco0 MpeIycMaTpuBaeT BBeleHHE CyOBEKTY TepaneBTHIeCKH d3(()EKTHBHOTO KOJMIECTBA COSAMHECHUS
B COOTBETCTBHHU ¢ ompeneicaneM Gopmyisl (I). B HacTosmeM n300peTeHUH AOMOJHUTEIBHO MPETyCMOTPEHBI
crocoObl HHTHOMpOBaHUs akTHBHOCTH Oenka TRPC wim, 6onee mpeanoYTHTeTsHO, HHTHOUPOBAHUS aKTHBHOCTH
6enmka TRPC6 y cyOBekTa ImyTeM BBEACHHS COSTUHEHMS, pACKPHITOTO B TaHHOM JAOKYMEHTE, TJe CIOoco0 mpemy-
CMaTpHUBAET BBEICHUE CyOBEKTY TepamneBTHIeCKH 3((PeKTHBHOTO KOMMYECTBA COCIUHECHHUS, PACKPBITOTO B JAaH-
HOM JOKYMEHTE.

B omHOM BapHaHTE OCYIIECTBIICHUS B HACTOSAIIEM M300PETECHHH MPETYCMOTPEHO COCIUHCHHE, PACKPBITOC
B JJAHHOM JOKYMEHTE, JUIs IPUMCHEHHUS B KAUECTBE JICKAPCTBCHHOTO Mpernapara.

B omHOM BapmaHTe OCYIISCTBICHHS B HACTOSINEM H300pPETCHUM MPEAYCMOTPEHO NMPUMECHECHUE COCIHHE-
HUS, PACKPBITOTO B JTaHHOM JTOKYMCHTE, JJIS JICUCHHS HAPYIICHUS WM 3a00JICBaHUS y CYOBEKTa, XapaKTepH-
3yrommxcs akTuBHOCTHIO Oenka TRPC wnm, Gonee mpeAnouTHTEIbHO, aKTUBHOCTRHIO Oenka TRPC6. B wactHo-
CTH, B HACTOSIIEM HU300pETEHUN NPEAYCMOTPEHO MPUMEHEHUE COCAMHCHUSI, PACKPBITOTO B TaHHOM JOKYMCHTE,
JUTSI JICYSHUS] HApYIICHHS WA 3a00JIeBaHUs, ONIOCPEAOBaHHbBIX akTHBHOCTRIO Oeika TRPC nim, Gosee mpeamoy-
TUTENBHO, aKTUBHOCTHIO O6enmka TRPC6, nanmpumep, HeppoTHIECKOTO CHHApPOMA, OOJIE3HH MHHUMAJIHHBIX H3ME-
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HCHHH, (OKaITBHO-CErMEHTAPHOIO TIOMEPYJIOCKIEP03a, KOJUIATICHPYIONICH TIOMEPYJIONAaTHH, MEMOpPaHO3HOU
He(pomaTu, MeMOPaHO3HO-IPOTU(PEPATHBHOTO TIToMepyiIoHeppuTa, IGA-HepomaTim, OCTPOH MOYCYHON He-
JIOCTATOYHOCTH, XPOHUIECKOW TOYETHOH HEJOCTATOYHOCTH, MUA0ETHIECKON HedpOIaTHH, CEeTCHca, JIETOUHOH
TUTIEPTEH3UH, OCTPOTO 3a00JIeBaHMS JIETKHX, CHHAPOMAa OCTPOH NbIxaTebHON HemocTatodHocTH (ARDS), cep-
JIEYHON HEJOCTATOYHOCTH, WHCYIBTA, 3JI0KAYECTBEHHOW OITyXOJIM WJIM MBIIIEYHON aucTpoduu. B ompeneneH-
HBIX TPEAOYTUTEIHHBIX acTIeKTaX B HACTOSIIEM M300pETCHHH MPEIyCMOTPEHO NIPUMEHEHNE COCTNHEHHUS, pac-
KPBITOTO B TaHHOM JOKYMEHTE, JUIS JICUCHHS HapyIICHHS MU 3a00JI€BaHMSA, ONOCPEIOBAHHBIX aKTHBHOCTBHIO
6enmka TRPC6, BHIOpaHHBIX W3 HE(MPOTHUECKOTO CHHAPOMA, MEMOPAHO3HOW HEPpOMATHH M OCTPOUN MOUYETHOH
HEJIOCTaTOYHOCTH.

B omHOM BapmaHTe OCYIICCTBICHHS B HACTOSINEM H300pPETCHUM MPEAYCMOTPEHO NMPUMECHECHUE COCIHHE-
HUS, PACKPBITOIO B JAHHOM JOKYMEHTE, B H3TOTOBIICHHUH JICKAPCTBEHHOI'O Tperapara s JCUCHHUS HapYIICHUS
win 3a00NIeBaHMsl y CYOBEKTa, XapaKTePU3yOMUXCsl akTUBHOCTHIO Oenka TRPC wnu, Ootee MpeanovYTUTENRHO,
akTuBHOCTBIO Ocenika TRPC6. Bonee KOHKPETHO, B M3TOTOBIICHUH JICKAPCTBCHHOTO Mperapara Ui JCUCHHS 3a-
0oJIeBaHUS WM HAPYIICHHS Y CYOBEKTa, XapaKTePU3YIOMIKUXCS aKTUBHOCTHIO Oenka TRPC wiwm, 6oee mpeamoy-
TUTENBHO, aKTUBHOCTHIO Oenmka TRPC6, Hanmpumep, HeppoTHIECKOTO CHHApPOMA, OOJIE3HH MHHUMAJIHHBIX H3ME-
HEHHUH, (POKaITBHO-CErMEHTAPHOTO TIIOMEPYJIOCKIEP03a, KOJUIAIICHPYIOMIEH TIOMEpYJIONaTHH, MeMOpPaHO3HON
HedponaTuu, MeMOpaHO3HO-TIposidepaTUBHOTO TIIoMepyoHedpuTta, IGA-HedponaTui, OCTPOl MOYSUHON He-
JIOCTATOYHOCTH, XPOHUIECKOW TOYETHON HEJOCTATOYHOCTH, MUA0ETHIECKON HedpOIaTHH, CEeTCcuca, JIETOUHOH
TUTIEPTEH3UH, OCTPOTO 3a00JIeBaHMS JIETKMX, CHHAPOMAa OCTPOH IbIxaTelbHON HemocTatodHocTH (ARDS), cep-
JIEYHON HEJOCTATOYHOCTH, WHCYIBTA, 3JI0KAYECTBEHHONW OITyXOJIM WJIM MBIIIEYHON aucTpoduu. B ompeneneH-
HBIX TPEAIIOYTUTEIHHBIX aCIIEKTaX B HACTOSIIEM H300PETCHUH MPEIyCMOTPCHO MPUMEHCHHUE COCTUHCHHUS, pac-
KPBITOTO B TAaHHOM JTOKYMCHTE, B HM3TOTOBJICHUH JICKAPCTBCHHOTO Mpenapara, MpeIHa3HAuYCHHOTO IS JICYCHUS
HE(PPOTHIECKOTO CHHAPOMA, MEMOPaHO3HOI HE(POIATUN U OCTPOH MOYCTHON HETOCTATOUHOCTH.

B omHOM BapmaHTe OCYIISCTBICHHS B HACTOSINEM H300pPETCHUM MPEAYCMOTPEHO NMPUMECHEHUE COCIHHE-
HUS, PACKPBITOTO B JTaHHOM JOKYMCHTE, JJIS JICUCHHS HAPYIICHUS WM 3a00JICBaHUS y CYOBEKTa, XapaKTepH-
3ylomuxcs akTuBHOCTBIO Oenka TRPC mimun, Gonee mpenmodTuTebHO, akTuBHOCTRIO Oenka TRPC6. Bosee kon-
KPETHO, B HACTOSIIIEM H300pEeTCHUH MIPEIYCMOTPEHBI BAPHAHTHI IPUMEHEHHS COSTMHEHUH, TPETyCMOTPEHHBIX B
JAHHOM JTOKYMEHTE, B JICUCHUHU 3a00JIeBaHUS WIN HAPYIICHUS, XapaKTePH3YIOUINXCs aKTHBHOCTEIO Oenka TRPC
nH, OoJiee MPEANOYTUTENBHO, aKTUBHOCTBIO Oenka TRPC6, HanmpuMep, HEPPOTUIECKOTO CHHIPOMA, OOJIE3HU
MHUHUMAaJIBHBIX MU3MEHEHUH, (DOKAIbHO-CETMEHTAPHOTO TIIOMEPYIOCKIepo3a, KOIIAICHPYIOMIEeH TIoMepyIiona-
TAW, MEMOpPaHO3HOW HedpomaTHu, MeMOpaHO3HO-TIpoHdepaTHBHOTO TiIoMepyioHedpuTta, [GA-HepponaTum,
OCTPO¥ MMOYEHHOW HEOCTATOYHOCTH, XPOHHYCCKON IMOYCYHOW HETOCTATOYHOCTH, TUAOCTHYCCKOW HeQpOIaTHH,
cercuca, JerOYHON TUIEePTCH3MH, OCTPOro 3a00JICBaHUs JICTKHX, CUHAPOMa OCTPOH IBIXaTeNFHONW HEIOCTAaTOU-
HocTH (ARDS), cepiedHOl HEZOCTaTOUHOCTH, MHCYJIBTA, 37I0KAYECTBEHHOW OITyXOJIM MJIM MBIIIEYHOW AUCTPO-
¢un. B onpenercHHBIX BapuaHTaX OCYIICCTBICHUS BapUAHTHI MIPUMEHCHHS COCTUHCHUH, MPETyCMOTPCHHBIX B
JTAHHOM JTOKYMCHTE, MpeIHA3HAYCHBI JUIs JICYCHUS 3a00JICBaHUs WM HAPYIICHUS, BRIOPAHHBIX U3 HepoTHYC-
CKOTO CHHIIpOMa, MEMOPaHO3HOW He(PPOTIATHH U OCTPOH MOYCUHOW HETOCTATOYHOCTH.

B KOHKpeTHOM BapHWaHTE OCYIIECTBIICHHS B HACTOSIIEM H300PETEHHH MPETyCMOTPEHO NMPHMEHEHHE CO-
eAWHEHNA TI0 HACTOSIIEMY H300pETCHHIO IS JICUSHHS WIH TPEAyNpeXIeHUs He(PPOTHUECKOTO CHHAPOMA,
MeMOpaHO3HOUW He(dpormaTruu, OCTPOH MOYEUHON HEOCTATOYHOCTH, CETICHCa, XPOHMUECKOH MMOYeUHON HeqocTa-
TOYHOCTH, TUa0ETHIECKONW HE(PONATHH, JIETOYHONW THIIEPTEH3UH, OCTPOTO 3a00JIeBaHuUs JISTKIX, CHHAPOMA OCT-
poit aprxarenpHOU HemocTatogHOCTH (ARDS), cepaednoit HeTOCTaTOYHOCTH, HHCYJIBTA, 3JI0KAYECTBEHHON OITy-
XOJIHM WJIM MBIIICYHOW mucTpoduu. B ompeneieHHBIX BapHaHTaX OCYIICCTBICHUS MAUEHTHI, Y KOTOPHIX B Ha-
CTOsIIEeE BPeMsl OTCYTCTBYIOT CHMIITOMEBI, HO TOJIBEPIKCHBI PHCKY Pa3BHTHS CUMIITOMAaTHYECKOTO HedpoThue-
CKOTO CHHApPOMa, MeMOpaHO3HON HedpomaThH, OCTPOH MOYEYHON HEIOCTATOYHOCTH, CEIICHCA, XPOHHYCCKON
MOYCYHOU HEJOCTATOYHOCTH, TUA0CTUICCKON HeppomaTHH, JIETOYHOW TUIIEPTCH3UH, OCTPOTO 3a00JICBaHHS JIeT-
KWX, CHHAPOMa OCTPOH AbIXaTelbHOH HempoctaTouHocTH (ARDS), cepieuHoi HEJJOCTATOYHOCTH, HHCYIIBTA, 3110~
Ka4eCTBEHHON OITyXOJH WM MBIIICYHON TUCTPO(UU, MOIXOMST JUIS BBEICHUS COCIUHCHUS IO HACTOSIIEMY
n3o0perenmio. IlpruMeHeHne B JICUCHNH WM TpeAyNpexIeHHH HeppOTHIeCKOTO CHHIpOMa, MeMOpaHO3HOMN
He(pOIaTHH, OCTPOU IMOYEYHOW HETOCTATOYHOCTH, CETICHCa, XPOHNUECKOH MOUYEeYHON HEJJOCTATOYHOCTH, Truade-
THYECKOUW HeppomaTuu, JETOYHOHN TUIIEPTEH3MH, OCTPOTO 3a00JIEBaHMUs JIETKUX, CHHAPOMA OCTPOH JbIXaTeIhHOU
HepoctatouHocTH (ARDS), cepiedHoll HEAOCTATOYHOCTH, WHCYIBTA, 3JJ0KAYECTBEHHOW OITyXOJIM MM MBIIIEY-
HOU nmuctpodun BKiIoyaeT O6e3 OrpaHMYCHHS BapUaHTHI IPUMEHECHUS B JICUCHUN WIIH TPEIYIPEKICHIH OJHOTO
WIIM HECKOJBKUX CHMIITOMOB WJIM aCTIeKTOB HE()POTHUECKOTO CHHAPOMA, MEMOpPaHO3HOH HedpomaTuu, OCTpon
MOYCYHOU HEOCTATOYHOCTH, CEIICHCA, XPOHUYCCKOW MOYCUYHOW HEMOCTATOYHOCTH, NUAOCTUYCCKON Hedporma-
TUH, JICTOYHOW TUICPTCH3MH, OCTPOrO 3a00JICBaHUS JICTKHUX, CHHIPOMAa OCTPOH JbIXaTeIbHON HETOCTATOYHOCTH
(ARDS), cepneuHoit HeOCTATOYHOCTH, HHCYIIBTA, 31I0KAYECTBEHHON OITYXOJIM WIIN MBIIICYHOMN AUCTPODUH.

Hacrosimee n3o0pereHne JONMOIHUTENBHO BKIIIOYAET JII0OOH BapuaHT crioco0OB IO HACTOSIIEMY H300pe-
TEHHIO, B KOTOPOM MPOMEKYTOUYHBIN MPOAYKT, MOJTy4acMblil Ha JIF000H €ro CTaJuu, NPUMEHSIIOT B KaYeCTBE UC-
XOJTHOTO MaTepHalia U OCYIICCTBISIFOT OCTABIIUCCS CTAIUH, WU B KOTOPOM HCXOJHBIC MaTepHAIBI 00pa3yroTCs
in situ B yCIOBHAX peakiliy, WIH B KOTOPOM PEaKIHOHHBIE KOMIIOHCHTHI NMPUMEHSIOT B (JOpMe HX COJeH WiIn
ONITHYECKU YHCTHIX MaTEPHAIIOB.
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Crnenyromue mpuMepsl MpeIHa3HAYCHBI TSI WUTIOCTPAIIUN HACTOSIIET0 N300pPETCHUS M HE JIOJDKHEI pac-
CMaTPHUBATHCS KaK €r0 OTpaHWYCHUs. 3HAUCHUS TeMITepaTypsl yka3aHsl B rpagycax Llenscus (°C). Eciu He yka-
3aHO MHOE, TO BCE OTIEPAIMU BHITIAPUBAHMS OCYIIECTBISIOT IPH NOHMKEHHOM JIaBJICHUH, KaK MIPAaBUJIO, OT MPH-
ommmsutensHO 15 1o 100 MM pT. cT. (=20-133 MOap). CTpyKTypa KOHEUHBIX IPOAYKTOB, TPOMEKYTOUHBIX COCMIH-
HEHHUH U WCXOJHBIX MaTEPHAJIOB ITOATBEPKAACTCS C TIOMOIIBIO CTAHAAPTHRIX aHAIUTHYECKUX CIIOCOOOB, HAIIPH-
Mep, MUKpOAHAIN3a W CIIEKTPOCKOITMIECKUX XapaKTePUCTHK, HanmpuMep, MS, IR, IMP. Ucnons3yembie cokpa-
IICHHBIC Ha3BaHUA NPEACTABISIIOT COOOH COKpalleHHbIE Ha3BaHMUs, 0OBITHO UCIIONB3YEMBIE B YPOBHE TEXHUKH.

Hacrosmmee n3o0pereHne oTHOCHTCS Takke K TeM (popmam criocoba, B KOTOPBIX COEAWHEHHE, TIOTyIaeMoe
B Ka4eCTBE MPOMEKYTOYHOTO COCTUHCHUS HA JIFO0OH CTaJuu Croco0a, MPUMCHSIOT B KAUECTBE UCXOTHOTO Ma-
TepHaa U OCYIICCTBISIOT OCTABIIUCCS CTAUM CIIOCO0a MU B KOTOPBIX UCXOHBIN MaTepuan o0pas3yeTcs B yc-
JIOBUSX PEAKIINH, WU €T0 MPUMEHSIOT B ()OpMe IPOU3BOAHOTO, HATIPUMED, B 3AIUIICHHON (hopMe WU B popme
COJIH, WIIM COEIMHCHHE, TTOTy9aeMOoe TIOCPEICTBOM CIoco0a B COOTBETCTBHU C HACTOSIIUM H300pETCHUEM, ITO-
Jy4aloT B YCIOBHSX CIOCO0a M JOTIOJIHUTEIEHO 00pabaThIBaloT in situ.

Bce ncxomHbie MaTepuaisl, CTPYKTYPHEIC 3JIEMEHTHI, pEareHThI, KUCIIOTHI, OCHOBAHHUS, ICTUAPATHPYIOIIHIEC
CPEeICTBa, PACTBOPUTENHN M KaTAJIN3aTOPHI, UCTIONb3YeMbIe ISl CHHTE3a COSANHEHUH 10 HACTOSIIEMY H300peTe-
HUIO, SBIIIOTCS JIMOO KOMMEPUYECKU TOCTYIMHBIMH, JTMOO MOTYT OBITH TIOJYYEHBI C TIOMOIIBIO CITOCOOOB OpTaHM-
YECKOT'0 CHHTE3a, N3BECTHBIX CICIMAIHCTY B JaHHOW OOJIACTH TEXHUKH.

JKcnepuMeHTAIbHAs YacTh

Ecmi He yka3aHO HHOE, TO BCE MaTepHaIIB OTYICHBI OT KOMMEPUYECKHX ITOCTABIINKOB U IPIMEHSIINCH 03
JIOTIOTHUTEIbHOM OYMCTKH. Bce gacTu mpeacTaBieHs! IO BECy, a 3HAUCHUs TEMIIEPaTyphl TIPEACTaBICHBI B Tpa-
nycax Llembcust, eciu He yka3aHo WHOe. Bce peakuuu moja BO3ACHCTBHEM MHKPOBOJHOBOTO M3IYYCHHUS MPOBO-
JIAITK ¢ TIOMOIIIBI0 ciHTe3aTopa CMmuta oT Biotage. Macc-crieKTpaibHbIe JaHHBIC OMPEICIISUIN C UCTIONBE30BaHH-
€M MCTOJIMKH MOHU3AIUH JICKTpopaciblicHrHeM. Bee mpuMeps! ountanu 10 >95% YUCTOTHI, KaK OMPEIeIICHO ¢
MOMOIIBIO BRICOKOA((PEKTUBHOM KUAKOCTHON Xpomarorpaduu. Eciu He yka3aHO WHOE, TO PEaKIiH OCYIIeCTB-
JISUTH TIPU KOMHATHOM TeMIepaType.

KomMmepueckn moctymable MaTtepuaisl puodperanu y Sigma Aldrich, HDH Pharma, Pharmablock, Alfa
Aesar, Enovation Chemicals 1 Combi-Blocks.

Haszsanus coennnenuii, 1.e. Ha3BaHus coriacHo IUPAC, miisg coequHeHH, ONTMCAaHHbBIX B HACTOSILEH 3as1B-
Ke, TIOJIyYaJIH C HUCIIOJIB30BAHNEM IIPOrpaMMHOT0 obecrieueHus it Ha3piBaHus coennHernii ChemDraw.

Vcnonp3yroTes cienyromune COKpanieHHbIe Ha3BaH!S.

CDI - 1,1'-kapOOHUITUUMHAIA3O0T,

DCM - puxinopmeran;

DMSO - numeruncynbhokcn;

DMF - N,N-ngumeTmipopMamMu;

THF - terparuapodypan;

Et,0 - muatunoBsiii adup;

EtOAc - sTmnanerar;

EtOH - sTroBsrit crimpT;

Ms - me3uiar;

MeCN - aneToHuTpuUIT,

MeOH - MeTHII0BbIH CIIHPT;

SFC - cBepxkputHueckas (irongHas xpoMarorpadpus;

TFA - TpudropykcycHast KHCJIOTa;

tmp - 2,2,6,6-TeTpaMeTUINHIICPUINH;

9 - yac;

MUH - MUHYTA;

K.T. - KOMHaTHas Temriepatypa (22-25°C);

MJT - MAJUTHITATPBL,

MKJI - MUKPOJIUTPHI;

T - TPaMMBI;

MKT - MEKPOTPaMMBEI;

MT - MAJUTUT PAMMBEI;

MKMOJTb - MUKPOMOJIH.

OO0muii cnocod moJsyuyeHust

CoeuHeHHS, OTIMCAHHBIC B JAHHOM JIOKYMEHTE, MMOJyYalld C IPUMEHCHHEM METOIWK, H3BECTHBIX CIICIIHA-
JUCTY B TaHHOU 00JIACTH TEXHHKH, MTOCPEICTBOM MOCICIOBATEILHOCTEH peakiuii, n300pakeHHBIX Ha cXeMax 1-
6, a TaxKe ¢ TOMOIIBIO APYTHX cIoco00B. KpoMe Toro, Ha CIeAyIoNINX cXeMax, TJ¢ YIOMUHAKTCS KOHKPETHBIC
KHCJIOTBI, OCHOBaHUS, PEarcHTHI, CBS3YIOUINE CPEICTBA, PACTBOPUTEIH U T.J., CICIyeT MOHUMATh, YTO MOXHO
OPUMEHSTD JPYTUE TOAXOISIINE KHCIOThI, OCHOBAHUS, PEareHTHI, CBA3YIOIINE CPEICTBA, PACTBOPUTEIH H T.1I., U
OHH BKJIFOUCHBI B 00bEM HACTOSIIETO H300PETCHUSI.

CuHTe3 BRIOpaHHBIX COSIMHEHHUH M0 HACTOAIIEMY H300pETeHHIO OCYIIECTBILIN, KaK OMMMUCAaHO Ha cxeme 1.
Peaxmust coueranus ¢ CDI TpeGyemoro Omc-aHwimHa obecredrBaia OJydeHHE COOTBETCTBYIOMIETO OCH3UMHU-
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nasonoHa. [logBepranue HarpeBaHuio ¢ oOpatHeIM xoJomisHIKOM POCI; oOecnieunBaio nony4eHue XiaopoeH-
3UMHAA301a. DTH MPOMEKYTOUYHBIE COCIUHEHUS MOTYT OBITh AaJKWIMPOBAHBI PA3IMIHBIMHU DIICKTPOQHUIAMHU,
3aTeM IMMOJABEPTHYTH YCIOBUAM SnAr ¢ moixydeHneM Boc-3amimeHHbIX BTOPUIHBIX POMEXYTOIHBIX COSINHE-
HuH. Bo3melicTBre pa3InIHBIX KUCIOT 00eCIIeYrBaIO YIAICHNE 3alIUTHONH Boc-rpynmbl ¢ moy4eHneM KOHEY-
HBIX ITPOIYKTOB.

Cxema 1

H H

col N POCI N
< NH, —_— 1_|\ ° 1_|\ X—’ < N

R RT o > R'J Vs RS- —Cl
! THF = = X =Cl, Br, OMs 1 4
F > Nu N N N
2
R% RY

e R =A, =5,
s NHBoc N N
A“<7 5 A 5
R? R
R® R®
H N gt TFA uma HCL N R?
RS >—N - = R >N }
P R2 > R?
iPr;EtN, DMSO N N

WK H-GyTaHon NHBac NH;

ANBTEpHATUBHBIA MOMXOJ K TOJMYyYEHHUIO OCH3MMHIA30JbHBIX MPOMEKYTOUHBIX COSAMHEHUH, KOTOPBIH
MPUMEHSITN B HACTOSIIIEM H300pETeHNH AJIS CHHTE3a JOTIOTHATEIFHBIX COSIMHEHNH, TIOKa3aH Ha cxeme 2. Peak-
must couetanust ¢ CDI tpebyemoro Onc-aHmiIMHA oOecTieunBaa MOJydeHHE COOTBETCTBYIOMIETO OCH3UMHUIA30-
nona. [logsepranue HarpeBaHuio ¢ oOpaTHBIM xosoauiabHUKOM POCI; obecrieunBaiio MoiydeHHe XJIOpPOCH3H-
MH/Ia30y1a. DTH MPOMEXYTOUHBIE COSAMHEHISI HarpeBaId C OCHOBAaHMEM W HYKJICO(DHIOM C TOIy4EeHHEM TIpo-
JIYKTOB SnAr. ANKUIUPOBAHHUE PA3THYHBIMU JJICKTPOPUIAMU C MOCICTYONUM KUCIOTHBIM yIAICHUEM 3allUT-
HOW Boc-rpymmsl o0ecrieunBano KOHCYHBIE COCTUHCHHS.

Cxema 2
Rﬁﬁd R?
R NHBoc
R5
H H RE
N H
NH;  cDI 2N, POCly N N
L D0 Ny S L
= THF F N =N ) N R
NH, H PryEtN, DMSO
NHBoc
WA H-OyTaHoN
R4 R? R?

@ g
A A
%ﬁ‘ Ny S
Agh A’S RS A"S

j/ R® RS

N R* TFA v HC1 N R}
X 120 1

_xZ R @N,)—NC%RZ R N,)—N R

X=Cl, Br, OMs
NHBog¢ NHz

Kpome Toro, nmpuMeps! B HACTOSIIEM H300PSTEHUH MOKHO CHHTE3UPOBATH C IMIOMOIIBIO CIIOCOOOB, MOKa-
3aHHBIX Ha cxeMax 3-6.

Cxema 3
O6pa30BaHI/I€ HN30THOIMAaHaTa OCYHICCTBIIAIIM C HUCHOJIB30BAHUEM DPA3JINYHBIX PEArcHTOB. I[OﬁaBJ'IeHI/Ie
BTOPUYHBIX aMHUHOB C HOCHCIIYIOIHGﬁ KOHZ[CHC&III/IGﬁ C NMCPpBUYHBIMU aMUHaAMHU 066CH6‘-II/IBaJ'IO TMOJIYyUYCHHUE COOT-
BECTCTBYIOLICTO 3aMCIHICHHOI'O I'yaHUIHA.
BuyTtpumonexkyisipHble HUKIU3ALNN OCYIIECTBIISIIN C UCIIOIB30BAHNEM MEIHOTO KatanuzaTopa. Koneunoe
KHCIIOTHOE YIaJIeHHe 3allIUTHON Boc-rpynmsl obecnedunBaio MoaydeHrne He0OX0IUMbIX COCTHHEHHH.

5
Fre

g s 0
R3
Wy "

|/ \I R? Br

S SN NHBoc , NEt3 8 5

R1L R‘—: .S P JL R
0 P foxd 6
NH, T NN R

2

R¥

R
NHBoc
R4
1) pearent Ang KOHAEHCAIMM e
JN Y 1) KaTanuTHUeCKHH
2 A A A
) /_</ )—R‘ = Cul, nmurang Cs,CO,
HN A= LN 2) TEA umu HCL R® oo

R | RS N R®

Ay )\N g6 >N .,

A N R
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Cxema 4
IonBepranue 3aMEIICHHBIX MUICPUINHOB BO3ACHCTBUIO IMAHOTCHOPOMEIA OOECICUYMBATO IIOTYYICHUC
COOTBETCTBYIOIIUX MMUICPUANH-1-KapOOHUTPUIIOB. VX moaBepranyd HyKJICOPWILHON aTake ¢ MOMOIIBIO Pa3jiny-
HBIX aHWJIHHOBBIX HYKJICO(DUIOB, KOTOPBIC 3aTEM 3aXBaTHIBAJIH C IIOMOIILI0 OCH3MIBHBIX dIeKTpodumoB. CooT-
BETCTBYIOIINN T'yaHUAWH MMOABEPTAINA BHYTPHUMOJICKYISIPHONW PEaKIK KPOCC-COUCTAHUS B IPUCYTCTBUM Iajlia-
JUEBOT0 U MEIHOTO Karann3atopoB. KoHeuHoe ymaneHue 3aiuTHON Boc-TpyIinsl B KHCIOTHBIX YCIOBHIX 00ecC-
MICYNBAJIO MOJTyYCHHE TPEOYEMBIX COCTUHECHHUIA.

RY RS
R3
RS RS, R® R‘SR3 o~ NH; H R?
R ,Ocrosane, RW—\@ N_ _N
R? CNBr R’ Br Rif = \n’ NHBoc
—_— = —_—— v
~N Lz Ne
HN NHBoc NC NHBoc Br
R4
—A
\(\ " R z\f ;A
I'g X
R? A 5
R4 J\/ 1) Kar. Pd wmu Cul, murann /S R RS

CE \l/ NHBoc 2) TFA nnu HCL y N ; R
——= I e

N

o |

CN
Cxema 5
BeH3nMuIa30I1bI AJTKHIAPOBAIIM C TIOMOIIBIO PA3IMYHBIX 3JCKTPO(HUIOB U OCHOBAHUS. DTH IMPOMEKYTOY-
HBIC COCTMHCHHS MOJBEPrajd BO3ACHCTBHIO Zn(tmp),, MEIHOTO KaTajiu3aTtopa W OCH30MITHAPOKCHIAMHHOB C
MOJIYYCHUEM aMHHHUPOBAHHBIX MPOAYKTOB. KOHEUHOE MoaBEepraHue yCIOBHSIM KMCIOTHOTO yIAJICHHUS 3AIIUTHON
Boc-rpynmsl ob6ecrieunBaio moxydeHue TpeOyeMbIX MIPOIYKTOB.
4 4
R, R _a
— \A \A
N &
\\(\X A’S A"S RS

ZA

Y R4 OCHOBAHIE A N 1) (tmp)oZn, THF e N R
1 1 : —
R‘,—/ />—H —»R.—/ />—H RS R N/>_N R?
N N 2) Kar.Cu(OAG)s, RE

R® NH;

BzO—N g2

3) TFA wra HCL NHBoc

Cxema 6

[IpeobpazoBanmst SNAr OCYIIECTBIISIIN Ha 3aMEIICHHBIX (PTOPHUTPOOCH30JIaX C MCIIOJIb30BAHUEM TIEPBHY-
HBIX OCH3MJIAMHHOB M OCHOBaHUs. COOTBETCTBYIOIIUE a30TCOJACPIKAIINE TTPOMEKYTOUHBIC COCTUHCHUS BOCCTA-
HABJIMBAJIM C MIOMOILBIO JKeJie3a WK IIMHKA, 3aTEM MoJBepraiu peakiuusm couetanus ¢ CDI u peakuusim xyopu-
poBanus POCI;. DTH mpoMeXyTOYHBIE COSAMHEHHS TIOBTOPHO MOABEPraid YCJIOBHAM SnAr, 3aTeM yIaJsuIH 3a-
IUTHYIO Boc-rpyniy B KUCIOTHBIX YCIOBUSX C NMOJYY€HHEM KOHEUHBIX COCAMHEHUH.

A
A
\E N/
A \(\NHQ )ﬁ 1) Fe, NH,Cl unu Zn, AcOH A’S
R4

2) ol
N E J\9 OCHOBAHWE 3) POCly S
R1L —_ = RU- > g >_CI
L & N7 N/
NO, NO2
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1 R®
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R2 =A
A
OcHoBaHMe, NHBoc \A ]
2) TFA nnu HCI B R®
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N
X R?
1L N
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Cxema 7
OO0muii cMHTe3 AJIKNJIHPOBAHHBIX POMEKYTOYHBIX COeUHEHU I
R4

H\ "

XA =A
LI A
A_ZA N

H j/
NH, CDI x y PoCl; Y X N
= — - 10 >= —_— 10 ) SEEEE—
1T R o] R1= Cl
R'T THE O: (l 7 X=Cl, Br, OMs R ¢!
z N N
NH, H N

F/@: ,>—CI >—CI

IlpomexyTouHoe F I1poMexyTouHoe
coequHerne 1 coeannenne 2
[IpoMexyTodHOe COeMHEHHE 1: 6-((2-x0p-5,7-murop-1H-Genso[d]umunason-1-

WJT)METHJI)HUKOTHHOHUTPHI M ITPOMEXYTOuHOe coenuHeHue 2: 6-((2-xmop-4,6-mudrop-1H-6en3o[d|umnnazon-

1-AT)ME TN ) HUKOTHHOHA TP
H
F. NH;  ep F N
2, p
NH, THF N
F F

Cranus 1. 4,6-dAudrop-1H-6en3o[dJumunazon-2(3H)-oH.

3,5-Audropobenson-1,2-quamun (210,0 T, 1,457 moxb, 1,0 3kB.) u CDI (236,0 T, 1,457 moms, 1,0 9kB.) pac-
TBOpsuTH B Oe3BopHoM THF (2,5 m, 11,9 Mi/r) u nepemennBany B TeyeHue 12 4 nmpu KOMHATHOM TeMIiepaTtype.
LCMS mnoka3zana 3aBeplieHne peakinuy. PeakmuoHHy0 cMech paz0aBisumi Bogou (6,0 J1) U dKCTparupoBaliv ¢
nomompto strtanerara (2x6,0 m). O0beANHEHHBIH OpPraHUYECKUH CJION BBICYIIMBAIM HaJ CyJIb(haToM HaTpus,
(GUITHTPOBANTH M KOHIICHTPUPOBAIH NMPHU TOHMKEHHOM JIAaBJICHUH C TIOJTy4YeHHEeM HeodueHHoro 4,6-mudTop-1H-
6enso[d]umunazon-2(3H)-oHa B BUIEe YEPHOTO TBEPJOTO BEIIECTBA, KOTOPOE MPUMEHSIIH TSl CISAYIOMIeH cTa-
nuu Ge3 pomonHuTenbHOM ounctku. 'H SIMP (400 MI'y, DMSO-dg): & 11,20 (s, 1H), 11,05 (s, 1H), 6,85 (td,
J=10,7, 2,2 T'u, 1H), 6,69 (dd, J=8,6, 2,2 Fu, 1H). MS (ESI, nomoxwur. HOH) macca/zapsn: 171,0 [M+1]

\@i >= _Pock \Q: >—CI

Cramus 2. 2-Xnop-4,6-mudTop- lH oenso[d]ummumazon.

4,6-Iudprop-1H-6en30[d|Jumunazon-2(3H)-on (180,0 1, 1,058 moms, 1,0 3kB.) cycnenaupoBamm B POCI;
(2,0 m) m HarpeBanu ¢ nepememuBanueM npu 110°C B Tedenune 2 4, mocie yero LCMS mokasana 3aBepiieHue
peakuu. M30eiTok POCI; yaansnmu mocpecTBOM BaKyyMHOH NMEPETOHKH W OCTAaBIITHICS OCTATOK pa30aBiisuid
artetorutpwioM (1,0 1) m Hac. BomH. pacTBopoM OnkapOoHaTta Hatpus (1,0 i), 3aTeM dKCTparupoBajid ¢ MOMO-
mpto sTrnanerata (2x4,0 x). OObeTMHEHHBIH OPraHMYECKUH CIION BBICYIIMBAIIM HaJ CYJIb(haToM HATPHsl, (HUIIb-
TPOBAIM ¥ KOHIEHTPUPOBAIM TIPU TIOHKEHHOM JaBJICHWHW C TOJydeHueM 2-xyop-4,6-nudrop-1H-
Oen3o[d]umumazona B BUAe KOPUIHEBOTO TBEPJOTO BEIIECTBA, KOTOPOE MPUMEHSUTH IS CIEIYIOIIeH peakinu
6e3 [omonHUTENbHOM ounctki. 'H SIMP (400 MTI', DMSO-dy): 13,40 (bs, 1H), 7,31-7,03 (m, 2H). MS (ESI,
MOJIOXKUT. HOH) Macca/3apsa: 189,0 [M+1].

BN Pd(PPhs),, Zn(CN), NC N
I A _OH DMF 100 C I \__OH

Cramus 3. 6-(I'uapoKkCUMeTHIT )HUKOTHHOHUTPHIL.

(5-bpommupuann-2-un)meranoin (75,0 T, 399,0 mmois, 1,0 9kB.), muanuy uaka (141,0 r, 1,197 mons, 3,0
9kB.) W TeTpakuc(tpudenmidochun)mamanuii(0) (46,1 r, 39,9 mmoms, 0,1 s5kB.) pactBopstiti B N,N-
muMetripopmamuze (750,0 mut, 10,0 Mi/r) u merazupoBaiy ¢ moMouipio azora B Tedyenue 30 muH. Peakumon-
Hy!o cMech Harpesany npu 110°C B teuenne 2 4. LCMS noxkasana o6pa3oBanue npojaykra. [locie 3aBepiieHus
peakuuy o0ecneynBaIn OXJIaXKICHHE CMECH 0 KOMHATHOM TeMIepaTypbl, pa3daisuin Bogoi (700 mMi) u 9kCT-
parupoBasii ¢ moMomblo atuianerara (3x700 mn). OObenUHEHHBIE OPTaHWYECKHE CJIOM BBICYIIMBAIN HAaJl
cynbhaToM HaTpus, GUIBTPOBAIM M KOHIIEHTPHUPOBAIN NPU NOHMKECHHOM AaBieHUH. HeounIneHHbIH MaTepran
agcopOupoBany Ha TpoOKy u3 cwimkarens (230-400 menr) u OYMIIATU ¢ MOMOINBI0 KOJOHKK Biotage Isolera
One, mpeaBapUTENIBHO 3aN0THEHHYIO CHIIMKAreiaeM, ¢ TpaiueHTHBIM dlroupoBanueM 40% 3TUnaneTaToM B TeK-
caHe ¢ IONyYeHHEM 6-(THIPOKCHMETHI)HIKOTHHOHUTPIIIA B BUJE 6Geroro TBeproro Bemectsa. 'H SIMP (400
MTI'i, DMSO-dy) 8 8,93 (dt, J=1,8, 0,8 I';, 1H), 8,32-8,28 (m, 1H), 7,66 (dt, J=8,3, 0,9 ', 1H), 5,68 (td, J=5,9,
0,8 I'm, 1H), 4,64 (d, J=5,8 I'u, 2H). MS (ESI, monoxwur. non) macca/zapsia: 135,0 [M—+1].
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NC
NE =N MsCl, DIPEA o
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I A _oH DCM A~
X=Cl
X = OMs

Cramus 4. 6-(XJIOpMETHI) HUKOTHHOHUTPWI | (S-ITHaHOTIMPUINH-2-1J)METUIIMETAHCYTb(OHAT.

6-(I'mopoxkcuMeTrin)HUKOTHHOHUTPHMI (25,0 T, 186,0 Mmodb, 1,0 3kB.) pactBopsuin B nuxiopmerane (360,0
M, 14,4 Mn/t) n oxnaxknanu go 0°C. Jo6asnsmm N,N-guu3onponmmTaiamut (48,8 mi, 280,0 MMoisb, 1,5 9kB.)
C TIOCTIEAYIONUM JO0aBJICHUEM I10 KaIrisaM MeTaHcyabhormxaopuaa (16,0 r, 205,0 mmons, 1,1 9kB.) B TeueHue
15 mMuH. ObecnieunBai HarpeBaHUE PEAKIIMOHHOW CMECH O KOMHATHOM TEMIIEpAaTyphl U MEepEeMEIINBAIN €€ B
teyenue 45 mua. LCMS noka3ana o0pa3oBaHue MpoIyKkTa. PeaknnoHHyto cMech pa3daBisiy Bogoi (500 mur) u
3KcTparupoBaiv ¢ momoiipio DCM (2x250 mir). O0befMHEHHBIE OpPTaHUIECKHE CIIOW BHICYIIMBAIN HaJ Cyibda-
TOM HATpHs, QUIBTPOBAIH U KOHICHTPUPOBATHU IMPH MOHWKCHHOM JABICHHH C IMONyYCHHEM HCOUHIICHHOTO
Marepuasna, KOTOpblii ajgcopOupoBain Ha NMpoOKy u3 cuiukarens (230-400 memnr) ¥ OYHMIAIK C TOMOIIBIO XPO-
MaTorpaduu yepe3 KoJoHKy Biotage Isolera One, mpeaBapuTenbHO 3aOTHEHHYIO CHIIMKATEIIEM, C TPaTUCHTHBIM
amoupoBanueM 15% osTunareraToM B TeKcaHe ¢ IoJydeHHeM O-(xiopmerun)HukotuHoHuTpmia(VI) B Bume
JKEITOBATOTO TBEPJIOTO BEIIECTBA. 'H ampP (400 MI'u, DMSO-d¢) ¢ 9,03 (dd, J=2,2, 1,0 T'u, 1H), 8,38 (dd,
J=8,1, 2,2 T'u, 1H), 7,77 (dd, J=8,1, 0,9 T'u, 1H), 4,88 (s, 2H). [JonomHHUTEIFHOE TPAIHUCHTHOES JITIOUPOBAHHE
KOJIOHKH 50% 3TUJIALETaTOM B reKcaHe o0ecreynBaio MOJIy4EeHUe 5-UnaHOUPUANH-2-
HIT)METHIMETaHCYIb(OHATA B BHIE KOPHUHEBOro TBepaoro Bemectsa. 'H SIMP (400 MI'y, DMSO-dg) & 9,06
(dt, J=2,1, 1,0 'y, 1H), 8,41 (dt, J=8,2, 1,7 I'u, 1H), 7,73 (dd, J=8,2, 1,0 T'u, 1H), 5,42 (d, J=1,1 ', 2H), 3,34 (s,
3H). MS (ESI, nonoxwut. non) macca/3apsa: 213,2 [M+1]. Oba coeaqrHEHUS SBISUTUCH TOIXOASIIIAMHI dJIEKTPO-
(bumamMu npu ANKWIMPOBaHUU (CTamuUs 5).

CN NG

™ =

I —
N N/
NP F //4} N
F N F
Cl N
¢ />_ cl )
N Cs,CO, MeCN F N

F F

Cragusa 5. 6-((2-Xiaop-4,6-mudrop-1H-06en30[d]uMumaszon-1-min)MeTHI ) HHKOTHHOHUTPU U 6-((2-xJop-
5,7-madrop-1H-6en30[d|Jumuaazon- 1 -mr)MeTHIT ) HHKOTHHOHU TP,

2-Xnop-4,6-mudprop-1H-6en3o[dJumunazon (50,0 1, 2650  MMoub, 1,00 »xB.) wuw 6-
(xmopmetmn)HUKOTHHOHUTpHA (40,5 T, 265,0 MMoub, 1,0 9kB.) pacTtBopsuin B ametoHuTprie (500,0 mur, 10,0
MJI/T) TIpU KOMHATHOW Temneparype. Jlo6aBmsumm kapbonat nesus (138,0 r, 427,0 mmonb, 1,6 9KB.) U cMech Tie-
peMeIMBaIy IpU KOMHATHOW TeMIieparype B TeueHue 12 4. PeaknnoHHyro cMech pa3basisiid Bogoi (200 M) u
JKCTparupoBalid ¢ MOMOIIbIO 3Triarerara (2x200 mir). OObeTMHEHHBIE OPTAHUIECKUE CJIOM BBICYIIMBAIN HAJl
cynb(aToM HATpHsl, QPIIBTPOBAIN U KOHIICHTPHUPOBAIN MIPH HOHIKEHHOM JaBiieHUH. HeounmmeHnHsIit MaTepua
azicopOMpoBay Ha MPOoOKy m3 cumkarens (60-120 menr) ¥ OYUINANTH ¢ TOMOIIBIO KOJIOHOYHOM Xpomartorpaduu
C TPaJMCHTHBIM JJIIOMpOBaHUEM 25% JTHUIANETaTOM B TeKcaHe C mnoiydeHueM 6-((2-xmop-4,6-audrop-1H-
6en3o[d]uMna3051- 1 -MIT)METHIT ) HHKOTHHOHU TPHUIIA u 6-((2-x10p-5,7-mudrop-1H-6en30[d]Jumunazon-1-
WJI)METHJI)HUKOTHHOHUTPIIA B BHIE CMECH H30MEpOB (CBETJIO-KENTOrO TBEPJOTO BellecTBa). B HEKOTOpBIX
CIly4asx CMeCh H30MEpOB IIEPEHOCHIIN 0e3 pa3Jesie s, a B JPYTHX U30MEphI pa3Jelisuld Ha JaHHOW CTainH.

Cramust 6. Paszgenenue 6-((2-xmop-5,7-mudrop-1H-06en3o[d]umunazosn-1-mm)MeTHI ) HIKOTHHOHUTPHIIA
(TIpoMeEXKyTOUHOTO COCTMHEHHUS 1) 7 6-((2-xmop-4,6-nmudrop-1H-6en30[dJumunazon-1-
WJT)METHT ) HHKOTHHOHHUTPHUIIA (HpOMe)KyTO‘{HOFO COeTMHEHUS 2)

NC,

//Q" pasngyieHue © NOMOMBH} F //(}CN q
SFC NN
o p—c
F />_ >_CJ F N>— />_Cl

UK 1

F F I'lMK2
TIPOMEKYTOMHOE coeIMHeHne 1

MPOMEXYTOUHOE COENTHHEHHE 2

PactBopsur 1,0 T o6pasna B 20 mur MetaHomna, konmoHka: Lux C4 (250x50 MM, 5 MkM), mogBmkHas Qasa:
70:30 (A:B), A: xxunxuit CO,, B: Mmetanoun, pacxoxa: 120 mu/muH, mymHa BoaHEL: 220 HM, 3arpy3ka oopasma: 100
MI/BBOJ, naBieHue Ha Bxone: 200-210 Gap, Bpems mukia: 3,5, pmurenpHocTh aHanm3a: 10. B urore (51,0 r cme-
cu u3oMepoB) pazperstim ¢ nomomnbio SFC ¢ momyuenuem 6-((2-xmop-5,7-gudrop-1H-0en3o[dJumunazon-1-
WI)METII)HUKOTUHOHUTPWIA (MPOMEKYTOYHOTO coequHeHus 1, muk 1) u  6-((2-xmop-4,6-mudTop-1H-
6en3o[d]uMnaa3omn-1-mr)MeTHI ) HHKOTHHOHUTPUIA (IPOMEXYTOYHOTO COSAMHEHUs 2, MUK 2) B BHAE JKEJTHIX
TBepIbIX BemecTB. [1uk 1: 'H SIMP (400 MI', DMSO-d): & 8,90 (d, J=2,0 'y, 1H), 8,37 (dd, J=8,2, 2,1 I',
1H), 7,70 (d, J=8,2 I'u, 1H), 7,42 (dd, J=9,0, 2,2 'y, 1H), 7,22 (ddd, J=11,9, 10,3, 2,2 I'y, 1H), 5,79 (s, 2H). MS
(ESI, monoxurt. non) Macca/apsa: 304,0 [M+1]. Iux 2: "H SIMP (400 MI't, DMSO-de): & 8,91 (t, J=3,0 I'y,
1H), 8,37 (ddd, J=8,2, 4,4, 2,1 T'u, 1H), 7,67 (dd, J=8,4, 4,2 I'n, 1H), 7,49 (dt, J=8,7, 3,0 I'y, 1H), 7,20 (tdd,
J=10,7,4,5, 2,1 I'n, 1H), 5,79 (d, J=3,8 T'i, 2H). MS (ESI, nonoxwut. noH) macca/3apsa: 304,0 [M+1].
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Crnenyromue NpoOMEXYTOUYHBIE COEIMHEHUS CHHTE3HpPOBAIM C HCIOIb30BAHUEM IIOCIIEN0BATEIbLHOCTH,
AHAJIOTUYHOW UCIIOJIb3YeMOH B CHHTE3€ MIPOMEKYTOUHBIX COeIMHCHHN | U 2 1 Ha 00mIei cxeMe 7 BIIIE.

Tabnmma 1
ATKUTIPOBAaHHBIC TPOMEKYTOYHBIE COSAMHECHUS
Ne
Hazpanue MS Ycnosus
MIPOM. Crpykrypa 1H AMP
COEIUHEHUsI MH+ pasneneHus
coen.
6-((2-x10p-5,7- | 'H SIMP (400 MIw,
audrop-1H- DMSO-d6): § 8,90 (d, Kononka
F £ ™| 6enso[dJumunas | J=2,0 'y, 1H), 8,37 Lux C4,
1 ltIN 304,0
AL on-1- (dd, J=8,2,2,1 T, 30% MeOH,
WJT)METHII)HUKOT 1H), 7,70 (d, J=8,2 K |
MHOHHUTPIIT Ty, 1H), 7,42 (dd,
J=9,0,2,2 I'y, 1H),
7,22 (ddd, J=11,9,
10,3,2,2 Ty, 1H),
5,79 (s, 2H)
'H AMP (400 MTI'ny,
DMSO0-d6): 6 8,91 (4,
J=3,0I'y, 1H), 8,37
6-((2-xm0p-4,6-
o (ddd, J=8,2, 4.4, 2,1
- nu¢rop-1H- Kononka
) 'y, 1H), 7,67 (dd,
N 6enzo[d]umunas Lux C4,
2 . y J=8,4, 4,2 T'y, 1H), 304,0
= on-1- 30% MeOH,
N 7,49 (dt, I=8,7, 3,0
4 WT)METHI)HHKOT nuk 2
Iy, 1H), 7,20 (tdd,
UHOHHTPHJI
P J=10,7,4,5,2,1 Ty,
1H), 5,79 (d, J=3,8
Iy, 2H)
'H SIMP (400 MTI'y,
DMSO-dg): & 8,90
6-((2,6-nuxnop-
(dd, J=2,1, 0,9 I's, YMC
NG 1H-
= 1H), 8,36 (dd, J=8,2, Amyose SA,
S 4 Oemzo[d]umunas
3 1 2,2Tm, 1H), 7,80 (d, | 303,0 | wmeranon-
al N on-1-
\(:E 2—c J=2,1Twu, 1H), 7,68- THF (70:30)
N VUJT)METHJT) HUKOT )
7,60 (m, 2H), 7,29 40%; muk 1
HMHOHUTPUI
(dd, J=8,6, 2,1 I'y,
1H), 5,79 (s, 2H)
1H AMP (400 MTI'1,
DMSO0-d6): & 8,90 (d,
6-((2,5-puxnop-
J=2,1 T, 1H), 8,35 YMC
NG, 1H-
== (dd, J=8,2,2,1 I'y, Amyose SA,
A 6enso[dJumunas
4 1 1H), 7,74 (d, J=2,0 303,0 | wmeranon-
N QJI-1-
,[:jigkx‘ Iy, 1H), 7,66-7,55 (m, THF (70:30)
o WJT)METHII)HUKOT
2H), 7,33 (dd, J=8,7, 40%; muk 2
UHOHUTPUI
2,1 Tu, TH), 5,79 (s,
2H)
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1H AMP (400 MTI'w,
6-((2-xn0p-6- DMSO-d6): 6 8,93-
o ( ) YMC
NC Top-1H- 8,86 (m, 1H), 8,34
= P Amyose SA,
5,4 6enso[dJumunas | (dd, J=8,2, 2,1 I',
287,0 METaHOJI-
F N or-1- 1H), 7,67-7,58 (m,
\@ pa THEF (70:30)
N ummetnn)uukor | 2H), 7,54 (dd, J=9,2,
40%,; ik 1
WHOHHUTPUI 2,6 Ty, 1H), 7,17-7,06
(m, 1H), 5,75 (s, 2H)
1H AMP (400 MTI'1i,
DMSO-d6): § 8,90 (d,
6-((2-x710p-5-
J=2,3 'y, 1H), 8,34 YMC
NC. (l)TOp-lH-
= (dt, J=8,0, 2,3 I'ty, Amyose SA,
A Genso[dumunas
) 1H), 7,59 (tq, J=7.5, 2870 METaHOJI-
N oi-1-
. ,@Nb—c‘ 2,2 Ty, 2H), 7,48 (dq, THF (70:30)
WI)METHI)HHKOT )
J=9,5, 2,4 'y, 1H), 40%; nuk 2
HMHOHUTPUI
7,24-7,05 (m, 1H),
5,77 (s, 2H)
1H AMP (400 MI'n,
6-((2-xnop-1H- | DMSO-d6): & 8,92 (d,
NC,
—’/ 6enzo[d]umupnas | J=2,1Tu, 1H), 8,34
X
N on-1- (dd, J=8,1, 2,1 Ty, 269,2 -
N
@iNb—C‘ VJT)METHIT)HUKOT 1H), 7,67-7,54 (m,
WHOHHUTPHI 3H), 7,30-7,245 (m,
2H), 5,76 (s, 2H)
6-((2-x10p-4-
(Tpudropmerni)
NC,
9. -1H-
8 N 6enso[d]umunas -- 337,2 -
/>—CI
f N on-1-
WT)METHI)HHKOT
HMHOHUTPUI
NG, 6-((2,6-nuxnop- Pazpemnsimu
& 1H- npu
92 " - 304,0 P
ol S o umunasol4,5- MOy Y€HUN
P 4
e b]mupunun-1- KOHEYHOTO
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VUJT)METHJT) HUKOT MpOnyKTa

WHOHUTPUII

2-xnop-1-((5-
LMAHOTTHPU/IHH-
L) 2-HI)MeTHI)-
10 o 1H- - 294,0 -
Q:N%CI 6enzo[d]umunas
on-4-

KapOOHUTPUI

2-xnop-1-((5-
LHAHOIUPUIHH-
) 2-MT)MeTUI)-6-
¢rop-1H- - 312,2 -

F. N
Cl
\QN/)_ 6emszo[d]umunas

on-4-

11

KapOOHHUTPHIT

6-((2-x10p-6-
(rpudropmerox Paznensnm
= cu)-1H- npu

122 6enso[d]umunas - 353,2 IOy YeHUH

F4CO.
\@j—c' on-1- KOHEYHOro

WIT)METHI)HHKOT MPOYKTa

WHOHUTPUII

2-xnop-1-((5-
XJIOPIIUPUANH- Paznensmn
= 2-Mm)MeTuI)-6- npu
e b (metuncynbhoH - 357,8 MOy YEHUH
\©:N/>_ o win)-1H- KOHEYHOTO
Oenso[d]umunas MPOAYKTa

o

2-xmop-1-((5-
N XJIOPTIHPAMHIN

N A
N
14 "S H-2-WT)MeTUI)- -- 323.8 -

F. N
o
N 6-¢rop-1H-
N

Genzo[d]umunas
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on-4-
KapOOHUTPHI
2-xnop-4,6-
. nudrop-1-((5- Paznensmm
@ bToprMpUNH- npu
N
152 ; N 2-HJT)METHI)- - 298,0 OJTy 4€HUH
o
N 1H- KOHEYHOr 0
Oenso[d]umunas MPOAYKTA
ol
2-xnop-4,6-
. nudrop-1-((5- Paznemnsiu
z\N‘\IN ¢dropnupumMuan pu
162 F ‘5 H-2-WJT)MEeTHI)- - 299,0 MIOJIy YeHUH
-
N 1H- KOHEYHOT O
!
6enso[d]umunas MPOAYKTA
on
2-xnop-1-((5-
Paznensamm
<l XJIOPTIMPUMUAN
G npu
S H-2-HJT)MEeTHI)-
172 - 297,0 TMOJTy YEHUH
F N 6-¢rop-1H-
\©: Ve KOHETHOrO
6enso[d]umunas
MPORYKTA
o1
2-x10p-6-¢hTOP-
1(5-
N hToprUpUMHUIN
N 4
N H-2-HJT)MEeTHIT)-
18 F A% - 306,2 --
\Q: P 1H-
N
N Oenso[d]umunas
on-4-
KapOOHHUTPHI
6-((2-xm0p-6- Paznemnsiu
_ (TpudTopmeTILI) npu
192 GC\CEN)_m -1H- - 337,0 OJTy YEHUU
" Oenso[dumunas KOHEYHOI0
on-1- MPOAYKTa
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WJT)METHII)HUKOT
WHOHUTPHJII
6-((2,5-nuxop-
Paznemsimu
NG 6-meTna-1H-
= _ mpu
N Oenso[d]umunas
202 - 317,0 NOJIy Y€HUU
Me N on-1-
:@: Vs KOHEYHOIr0
cl N
WJT)METHI)HUKOT
HPOAYKTA
HMHOHUTPHII
6-((2-x710p-6-
(nudropmeroxc Paznensau
NC,
= u)-1H- npu
N\
212 o Oenso[d]umunas -- 335,0 [OJTy4EeHUU
B N
\CE,?_ © on-1- KOHEYHOTO
WIT)METHI)HUKOT MPONyKTa
WHOHUTPHII
6-((2-xnop-4-
NE Paznensanu
N metokcu-1H-
N npu
Y ~ p
S denso[d]umunas
22 N - 299,2 TOJy Y€HUU
=0 on-1-
N KOHEYHOro
OMe WJT)METHII)HUKOT
MPOAYKTA
HHOHHTPHIT
6-((2-xm0p-4-
NN metmn-1H-
IN
CS denso[d]umunas
23 N - 283,2 -
@: > on-1-
N
He WIT)METHI)HUKOT
WHOHUTPHII
6-((2-xn0p-6-
Paznensanu
NG, Metokcu-1H-
TN nmpu
N\ A benso[d]|umunas
242 - 299,2 TOJTy YEHUH
MeQ, on-1-
\©: o KOHEYHOI'0
N WJT)METIUT)HUKOT
HPOAYKTA
HMHOHUTPHII
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6-((2-xm0p-6-
¢rop-5-
Paznensanu
NG (Tpudropmerw)
TN mpu
N4 -1H-
253 - 355,0 NOJIy Y€HUU
F N Genzo[d|umunas
:@: Pl KOHEYHOTO
Fyl N on-1-
HPOIyKTa
WJT)METHIT)HUKOT
HMHOHUTPHII
6-((2,6-nuxnop-
5-
Paznensn
NE (tpudropmerni)
= » npu
260 S IH- 371,0
. - 371, HOJTy4eHUN
c Genso[dumunas
j@: 2 KOHEYHOI0
FiC N on-1-
HpoayKTa
WJT)METHI)HUKOT
HMHOHUTPHIL
6-((2,6-nuxop-
5-
Paznensanu
NG, (TpudTopmeTok
= npH
A cu)-1H-
272 - 387,0 MOJIy Y€HUU
“ N oenso[d]umunas
fco N KOHETHOTO
? on-1-
HPOIYKTa
WJT)METHIT)HUKOT
HHOHUTPHII
6-((2,5,6-
No Tpuxsop-1H-
’ Q 6enso[d]umunas 3370
- 37, -
c N on-1-
b
cl N WJT)METIUT)HUKOT
HHOHUTPUI
6-((2-x10p-5,6-
NC,
= ) nudrop-1H-
q
29 . N Gerso[d]ummnas - 305,1 —
N
F:©:N/>_m oi-1-
WJT)METHIT)HUKOT
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UHOHHTPHJI
2-xmop-1-((5-
al XJIOPIHPUIIH-
s 2-HIT)MeTHI)-
30 " - 278,2 -
N 1H-
b
N 6enzo[d]umunas
on
6-((2-xn0p-4,6-
NC, Pasnpensanm
== nudrop-1H-
W/ npu
N Genso[d]umunas
312 3 N - 305,2 MOy YEHUH
on-1-
N'>_ “ KOHEUHOTO
VUJT)METHJT) HUKOT
MPORYKTa
HMHOHUTPUI
6-((2,4-muxop-
Mo 6-¢rop-1H-
A 6emszo[d]umunas
32 ; J - 321,0 -
\Q: ] on-1-
N
el VUJT)METHJT) HUKOT
HWHOHUTPHI
2-xnop-1-((5-
LMAHOMUPUAUH- Pazpemnsmu
NC,
= 2-U)METHUT)- npu
Y
332 N 1H- - 2940 NOJIy YeHUHU
NG N
\@NQ—C' Oemzo[d]umumas KOHEYHOTO
on-6- TPOAyKTa
KapOOHUTPIIT
6-((2-xn0p-6-
Paznensanu
NG, ¢rop-1H-
= pu
N A 6enso[d]umunas
342 - 2870 [OJIy Y€HUHU
F N on-1-
\©:Nf>—c' KOHEYHOIO
WJT)METHII)HUKOT
MPOYKTA
HMHOHUTPUI
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6-((2-xn0p-5,6-
NG numerni- | H-

W/ Oemzo[d]umunas
35 - 297,0 -

Me N 1.
Crpe | o
Me N

WJT)METHJT) HUKOT

UHOHUTPUII

6-((2,4,6-
Tpuxiop- 1H-
N 6enso[d]umunas

a I
\'@: >—ci on-1-
N

a HIT)METHI)HHKOT

36 - 336,8 --

UHOHUTPUI

6-((2,6-nuxnop-
1H-

™ | 6enso[d]umunas
37a a Nr@' - 304,0 MOJTy YEHHH
ﬁ.«’)‘ “ on-1-

Pazgensnu

npu

KOHEYHOTO
WJT)METHII)HUKOT
MPOIyKTa
HMHOHUTPHUI

6-((2,4-nuxnop-
1H-
d Oenzo[d]umunaz
38 E;[ P | -- 304,2 -
s on-1-
]
WJT)METHIT)HUKOT

MHOHHTPHIT

2-xnop-1-((5-
LHAHOTIMPHUANH- Pazpensu
2-MIT)MEeTHI)- npu
392 W\©:N/>_J 1H- - 2942 IOy YeHUH
6enso[d]umunas KOHEYHOTO
on-6- MpOAyKTa

KapOOHUTPHIT

6-((2-xn0p-6- Paznensm
cre metui-1H- npu

400 | w ff)’ - 2832 P

\©:N‘>_ “ 6enso[d]umunas MOJTyYE€HUH

on-1- KOHEYHOTO
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WJT)METHI)HUKOT MPOyKTa
WHOHUTPHIT
6-((2-xm0p-5-
¢drop-6-meTui- Paznensiu
e 1H- npu
Ny
412 Me:@:ﬁ_u 6enso[d]umunas - 301,2 TTONY YeHUH
' ' on-1- KOHEYHOTO
WJT)METHIT)HUKOT MPORYKTA
HHOHHUTPHII
5-((2-x70p-6-
(tpudropmerni)
Paznensn
-1H-
pu

r,q}m 6enso[d]umunas
T on-1-

WJT)METUI)IHpa3

424 fo - 338,2 MOJIy Y€HUH
KOHEYHOI 0

NPOAYyKTa
UH-2-

KapOOHHUTPHI

5-((2-xn0p-5,6-
nudrop-1H-
| Genso[d]umunas
9
43 |- fcj on-1- - 306,2 -
AL

WIT)METHI)THPA3

WH-2-

KapOOHHTPHIT

4-((2-xnop-1H-

6enso[dumunas
44a on-1- - 268,2 -

N
@J)‘C' WIT)METHI)0eH30

HHUTPHIT

4-((2-xn0p-4,6-
Paznensnu

N, nudrop-1H-
npu
Q benso[d]umunas
- 304,2 TOJTy YEHUH

F. N
P on-1-
N KOHEYHOI' O

3 HIT)METHIT)OEH30
MPOAYKTa

452

HUTPUI
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2-xnop-1-(4-
Pazgensanu
LHaHOOEH3MIT)-
npu
1H-
- 293,2 MOy YEHUH
6enzo[d]umunas
7 KOHEYHOTr'0
on-6-
IPOAYKTa
KapOOHUTPHI
2-((2-x10p-6-
¢drop-1H- Pasnemnsimn
Genzo[d]umunas npu
on-1- -- 288,2 MOy YeHUH
WI)METHT)ITHPU KOHEYHOTO
MUAUH-5- NpoAyKTa
KapOOHUTPHIT
2-xnop-6-¢prop-
1-((5- Pasnensimn
METOKCUITUPHMHU npu
UH-2- - 2932 MOJTy YHEHUHU
nm)merun)-1H- KOHEYHOTO
6enso[d]umunas MPOAYKTA
on
2-(2-xnop-6-
¢rop-1H- Paznensnu
6enzo[d]umunas npu
o1-1-nm)-N- -- 324,2 HOJy YUeHUH
metnin-N-(2,2,2- KOHEYHOTO
TpUTOPITUI )AL MPOnyKTa
eTaMun
2-(2-xnop-6-
meTokcu-1H- Pazpemnsmu
6enso[d]umunas npu
on-1-mm)-N- -- 336,0 MOy YeHUH
meTmn-N-(2,2,2- KOHEUYHOTO
TpuTOPITIIT)ALl MPOYKTa
eTaMun
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2-(2-xnop-6- P

a3neNsIN
meTokcu-1H-
MG‘N Mo npu
o 6emszo[d]umunas
514 - 268,2 IOy YeHUH

MeO,
° \CE"/ o | om-1-un)-N, N-
W KOHEYHOTO

JUMeTHIALeTaM
MPOAYKTa
un

2-(2-xnop-4-

LraHo-6-¢hTOp-
Me, 1H-

o 6enzo[d]umunaz
52 |+ | - 3492 -

\@N/)—C' o1-1-m)-N-

o metun-N-(2,2,2-
TpudTopaTHI)aL

eTaMu

2-(2-x70p-6-

¢rop-4-

N meTokcu-1H-
CF, npu
6enso[d]umunas

53a F N - 3542 TIONy YeHUN
\g o on-1-wmm)-N-

N KOHEYHOTO
Me metmn-N-(2,2,2-

Pazpensnu

MPORYyKTa
TPpUPTOPITILT)aLl
eTaMHu/
6-((2-x710p-5-
(TpudTopmeTHIT) Pasnemnsimn
. = -3H- npu
542 e n umunaso[4,5- - 338,2 MOJIy YeHUH
' : N/>_“' blonupunus-3- KOHEYHOT0
WJT)METHII)HUKOT MpOAYKTa
MHOHHUTPHUI
1-(azeruauu-1- Pazpensanu
g) un)-2-(6-6pom- npu
554 Oas 2-xnop-1H- - 329,2 MOy YEHHU
Br\@: :,)—CI Genzo[d]umunas KOHEYHOTO
ou1-1-nm)3TaHOH MpOAyKTa
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2-(2-xm0p-6-
o (Tpudropmerui) Pazpemsnu
NJ -1H- npu
562 0’% Oenso[d]umunas - 3482 MOJIy YeHUHN
[ N
\©:N/>_3. on-1-mm)-1- KOHEYHOTO
MopoNHHOITaH MpOnyKTa
OH
2~(2,6-nuxnop-
Paznensmm
Me, 1H-
N-Me pu
o 6enso[d]umunas
572 - 273,0 MOy YEHHU
¢ N on-1-mn)-N, N-
N/>—°' KOHEYHOTO
JUMeTHIaLeTaM
MPOAYKTA
ua
2-(2-xm0p-6-
(TpudTOopmMeTOK Pasnemnsimn
Moy oo cu)-1H- npu
584 o Gg? oenso[d]umunas -- 3222 MOy YeHUH
\@N’)_ “ on-1-un)-N, N- KOHEYHOTO
JUMETHIIaLEeTaM TpoayKra
ua
2-(2-xnop-6-
(TpudTopmerok Paszpemnsmn
O,
(: _) cu)-1H- npu
594 O‘S 6enso[d]umunas - 264,2 TIOJly YeHUH
F4C0 N
\E:[ >—a|  on-l-mm)-1- KOHETHOTO
N
MopdonrHOITaH MPOnyKTa
OH

[a] Cmech m30MepoOB, 0OOPA30BAHHBIX IMOCPEICTBOM HECEIEKTHUBHOTO OCH3WIMPOBA-
HUSI, KOTOPbIe Pa3Zesisull NPU MOJYYEHHH KOHEYHOTO MPOAYKTA WM BTOPUYHOTO
MPOMEKYTOYHOTO COCANHEHHUSI.

Cxema 8
IIpespamneHue aJKHJIHPOBAHHBIX MPOMEKYTOYHBIX MPOAYKTOB B KOHEYHbIe POIYKThI
4 R*
A =h re R " =h, =A,
Z‘ p 5 NHBoc N &
A’S A/S . A "
l
R N N R TRAmmHCI N R
S 10 1
R o R —O: DN — = R *©: DN
@3— ProEtN, DMSO & N>— R? N R
MpomexyTouHbIE nnu p-GyTanon NHBoc NH,
coeaAuHcHus 1-59
NC,
N/
N
N
O
N "
NH
ITpumep 38: 6-((2-((3R,4R)-3-amuno0-4-propnunepuant-1-mn)-1H-6en3zo[d Jumunazon-1-
WJT)METHIT) HUKO THHOHUTPHIT
NC NG,
- =
\ | N

s \F \I/ i
CL ﬁj T QOO

MMpom. coen. 7 -'NHBoc
Cramuss 1. tper-Bytun((3R,4R)-1-(1-((5-mmmanonupuaun-2-un)metnn)- 1 H-6en3o[dJumuaazon-2-mm)-4-
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¢droprunepuanH-3-min)Kkapdbamar.

L, 1'-Aumermntpmotinamus - (1,300 M, 7,44  wmons), tper-OyTiin((3R,4R)-4-dproprmunepuaun-3-
nn)kapoamat (0,975 r, 4,47 Mmmonb), 6-((2-xmop-1H-6en30[d]umunazosn-1-uin)MeTHI ) HHKOTHHOHUTPHI (TIpOMe-
JKyTodHOE coenuHenue 7, 1 T, 3,72 MMois) U auMeTWwiIcyiabGokrcua (7,44 mir) oObeUHSIIA B KOJIOE M HaTpeBaIH
1o 130°C B Teuenune 36 4. CMech OXJaKIaJIM, BEUIMBAIM B BOJY, 3aTeM JKCTparupoBaym ¢ momombsio EtOAc
(3X). Opranudeckue BemecTBa OO0BEAMHUIN, BhICYIUBaIH Hal Na,SO4, GUIBTPOBAIM W KOHIIEHTPHPOBAIIH.
Heounmennsrit Mmatepuan 3arpyxanu Ha 80 r xkapTpumk RediSep ISCO ¢ smroupoBanuem ¢ nmomorpio 10-50%
EtOAc B remramax ¢ momydeHueM  TpeT-OyTHi((3R,4R)-1-(1-((5-mmanonmpunun-2-un)mernin)-1 H-
6en3o[d]umunnazon-2-nn)-4-proprunepuaun-3-mwi)kapbamaTa B BUAE CBETIO-opamkeBoi nensl. MS (ESI, no-
JIOKUT. MOH) Macca/3apsn: 451,2 [M+1].

[Mpumeuanue: H-OyTaHo sABIseTCs ToAXOAAINM 3amecTuTenieM DMSO. /ludropupoBaHHbIE TTHIIEPH ITHEI
TpebyroT HarpeBanus 10 150°C.

[Mpouenypa ynanenwus 3amurHol Boc-rpynmsl ¢ nomomsio TFA (npouenypa B)

NC. NC
— O —
& J
N F OH W
F
N N
C-O = OO~
F.{"N—Boc ."NHz
Cragus 2. 6-((2-((3R,4R)-3-Amuno-4-proprunepuans-1-mn)-1H-6en3o[dJumunazon-1-

WJT)METHIT) HUKOTHHOHUTPHA (pumep 43).
tper-bytnin((3R,4R)-1-(1-((5-upnanonupunun-2-un)metnin)- 1 H-6enzo[d|umnnazon-2-mm)-4-

¢roprunepuanH-3-min)kapoamar (1,31 1, 2,91 mmons, 1 9kB.) pactBopsuiin B DCM (10 Mi1) 1 MeIUIEHHO Karaiii B
konoy ¢ oxiaxnerHoi (0°C) TFA (~10 mi). Uepes 1 4 3aBepiuanu ynajneHue 3aiuTHON rpynnbl. CMech BBUIN-
BayI Ha KoJoHKY SCX (mpensapuressHo cMoueHHyto MeOH), npoMeiBanu ¢ momomsio MeOH, 3arem amronpo-
B C IOMOINBI0 METaHOJIBHOTO aMMHaKa. METaHOJbHBIH aMMHAaK KOHIEHTPHUPOBAIH U CBETIO-OPAHKECBOE
Macjo HOBTOPHO pacTBopsuin B MeCN/Boa, 3aMOpakHBaIy U JTHOQUIN3UPOBAIH C TIOJyYCHUEM YKa3aHHOTO B
3aroJIOBKE COEIMHEHHUS B BHJI€ CBETJIO-)KEJITOTO0 TBEPAOIrO BEILECTBA. 'H saMP (500 MTI'i, MeOD) & 8,81-8,92
(m, 1H), 8,23 (dd, J=8,30, 2,08 I', 1H), 7,49-7,66 (m, 2H), 7,17-7,39 (m, 3H), 5,64 (s, 2H), 4,69-4,86 (m, 1H),
3,92-4,06 (m, 1H), 3,61-3,79 (m, 2H), 3,20-3,32 (m, 2H), 2,24-2,41 (m, 1H), 1,92-2,14 (m, 1H). (ESI, nonoxwur.

noH) Macca/3apsa: 351,2 [M+1].
NG

-
Y/
N HGI

L0

NH,
[Tpumep 45: 6-((2-((3R,4R)-3-amunO0-4-(hroprimmnepunut- 1 -mm)- 1 H-6en3o[ d Jumunazon-1-
WJT)METHT ) HHKOTHHOHHUTPHIIA THIPOXJIOPH]T
NC,

—

&

N [ Q
N “‘NHBoc Y Y N
—_— N
-0 T OO

‘NHBoc

—

IlpoMesRyTOYHOE coeIHHEHRAE 6

Craaus 1. (S)-tper-bBytna(1-(1-((5-umanonupunun-2-un)mernin)-5-grop-1H-6enszo[ djumunazon-2-
W) TMIEPUINH-3-1iT)KapOaMart.

K cycnensun 6-((2-xnop-6-drop-1H-6en3zo[d]umunazon-1-mn)merun)aukornHorutpuaa (150 mr, 0,523
MMOJIb) U ocHOBaHust XyHura (137 mki, 0,785 mmoins) B 1-6yranone (2093 mxn) mobasmsumm (S)-TpeT-OyTHiT-
nunepuauH-3-mwikap6amat (115 mr, 0,576 Mmons). Peakimonnyto cmech nepememuBaiu npu 130°C B TeueHue
Houm. Yepes 24 4 peakIoOHHYI0 CMeCh KOHIIGHTPHPOBAIXA W OYHINAIN C IIOMOIIBIO KOJOHOYHOHN Xpomarorpa-
¢un c s>moupoarreM ¢ momomsio 20-100% »>THamerara B TeNTaHEe ¢ MOTYYCHHEM YKA3aHHOTO B 3aTOJIOBKE
COeIMHEHUS B BUE Ipss3HO-0eroro TBepaoro Bemectra. (ESI, monoxut. non) macca/zapsa: 451,2 [M+1].

VY nanenwue 3amurHoi Boc-rpynmst ¢ momoursio HCI (mpouexypa A)

LN \G
N ! N, J
HCI B miokcane HCI

L0 T T o0

‘NHBoc "
NH,
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(S)-6-((2-(3-amunOTIHITEpUAKH- | -11)-5-PTOp-1 H-O0eH30[dJuMUIa301- 1 -MIT)METHIT ) HHKOTHHOHUTPUIA TH-
poxinopun (mpumep 51).

Cramqus 2. (S)-tpetr-bytnn(1-(1-((5-mmanomupuaun-2-un)metnn )-5-grop-1H-6en30[ d[umugazon-2-
W)unepunnH-3-mi)kapoamat (77 mr) pactBopsiu B quokcade (2 mi) u po6asysmu 4H. HCl B nuokcane (585
MK, 2,340 MMoIh). PeakmoHHy0 cMech MepeMeINnBalii Ipyu TeMIlepaType oKpyxaroriei cpeabl. Uepes 16 4
anamm3 LC/MS mokasan 3aBepllieHre peakind. PeakiimoHHYI0 CMeCh KOHIICHTPUPOBAJIH in vacuo ¢ MoJydeHueEM
YKa3aHHOTO B 3aroJIOBKC COCIMHCHHS B BHIE Tpsi3HO-Germoro TBepmoro Bemectsa. 'H SIMP (400 MI'm, dg-
DMSO) 6 8,94 (s, 1H), 8,48 (br s, 2H), 8,40 (dd, J=2,18, 8,19 I'u, 1H), 7,77 (d, J=8,19 I'u, 1H), 7,40 (dd, J=2,85,
8,66 I', 2H), 7,14 (dt, J=2,38, 9,33 T'u, 1H), 5,65-5,84 (m, 2H), 3,89 (br d, J=10,57 'y, 1H), 3,28-3,52 (m, 3H),
3,18 (br t, J=9,80 I'y, 1H), 1,94-2,02 (m, 1H), 1,81-1,93 (m, 1H), 1,47-1,72 (m, 2H). (ESI, noj0uT. noH) Mac-
ca/zapsm: 351,0 [M+1].

Ipumeuanue: cons HCIl nHOTrMa peBparian B popMy CBOOOTHOTO OCHOBAHHUS C UCIIOJIE30BAHHEM BOTHOM
00pabOTKU MU C UCIOJIb30BaHUEM MOHOOOMEHHOW XpoMaTorpaduu. BeimeneHue coiu uiu cBOOOIHOTO OCHO-
BaHUs YKa3aHO B TaOJHIIE.

Crnenyroiue coeTMHCHHS OTYYald CII0OCO00M, aHAIOTUYHBIM U3JI0)KEHHOMY BEIIIIC.

NC,

—

w
N

-0

NH,

ITpumep 8: 6-((2-((3R,4S)-3-amuno-4-propnunepunun- 1 -mn)-6-xi10p-1H-6en3zo[d [umunazon-1-
WJT)METHIT ) HHKOTHHOHHUTPHIL.

6-((2-((3R,4S5)-3-Amun0-4-dToprunepuuH- 1 -mi)-6-xmop- 1 H-6en3o[ d Jumunazon-1-
WIT)METHJI)HUKOTHHOHUTPHI CUHTE3UPOBANIN B MaciuiTabe 1 MMOIIb, clieysl Mpoleaype, aHaJOTH4YHON MOCIeo0-
BaTEIbHOCTH, M3JIOXKCHHOHN BBINIE, ¢ WCIOJIH30BAHUEM YAaJleHUs 3amuTHONH Boc-rpymmsl ¢ momompeio TFA
(mpouenypa B). INonydeHHoe pa3essuid HNpH MONYyYEHHH MIPOMEXKYTOUHOTO COCIMHEHHs, coaepikaiiero Boc:
Chiralcel OD-H, 25% IPA, mux 1. 'H SIMP (500 MI'u, MeOD) & 8,86 (d, J=1,30 I'u, 1H), 8,14-8,20 (m, 1H),
7,47 (d, J=8,56 I', 1H), 7,44 (d, J=8,30 I'y, 1H), 7,23 (d, J=2,08 'y, 1H), 7,19 (dd, J=1,95, 8,43 I'y, 1H), 5,53
(s, 2H), 4,33-4,50 (m, 1H), 3,53-3,61 (m, 1H), 3,43-3,50 (m, 1H), 3,02-3,20 (m, 2H), 2,95 (dd, J=8,69, 12,33 I'L,
1H), 2,12-2,24 (m, 1H), 1,82-1,94 (m, 1H). (ESI, momoxwut. non) macca/3apsa: 387,2 [M+1].

NC,

1
N

L)<

NH,

ITpumep 93: (R)-6-((2-(3-amuH0-4,4-mudropnunepuus- 1 -mi)-6-prop-1H-6en3o[d Jumunazon-1-
WJT)METHI) HUKOTHHOHUTPHIL.

(R)-6-((2-(3-Amun0-4,4-mudToprunepuaun- 1 -mn)-6-prop-1 H-0en3o[dJumunazon-1-
WJT)METHT)HHKOTUHOHUTPHWII CHHTE3UPOBAIN B MacmTade 1,9 MMob, ciaemys mpoleaype, aHAIOTHIHON ITOCIIe-
JIOBAaTEJIbHOCTH, U3JI0’KEHHOM BBIIIE, C MCIOJIb30BAaHWEM yAalleHHus 3amuTHoW Boc-rpynmer ¢ momomisio TFA
(mpouenypa B). [lomyueHnOE pa3nensuiy Ipu MOIYICHUN XJIOPOSH3NMHUAA30IEHOTO TIPOMEKYTOUHOTO COCTIHE-
Ut (YMC Amyose SA, meranon-THF (70:30) 40%; muk 1). 'H SIMP (500 MI'y, MeOD) & 8,84 (d, J=1,82 ',
1H), 8,15 (dd, J=2,08, 8,30 I'y, 1H), 7,40-7,52 (m, 2H), 6,91-7,00 (m, 2H), 5,47-5,62 (m, 2H), 3,34-3,54 (m,
2H), 3,08-3,28 (m, 3H), 2,21-2,36 (m, 1H), 2,00-2,21 (m, 1H). (ESI, mosoxur. non) macca/3apsa: 351,0 [M+1].

[Tpumeps! B Tabn. 2 CHHTE3UPOBAIN C HCIIOIB30BAaHUEM IOCIEIOBATEIHHOCTH, aHAJIOTHYHON HCIIONb3Yye-
MO B cuHTe3e mpumepoB 38, 45, 8 u 88 u Ha obuiel cxeme 8 BhILIIE.
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Tabnuma 2

COCI{I/IHCHI/I?[, TMOJYYCHHBIC COTJIACHO CXEMC 8.

Tpym.

AJKuap
OBAaHHOE
TPOMERY
TO9HOE
coe/He

HHE

AmuH

TIpouenypa
yAaneHus
3aIIUTHOH

Boc-rpynmst

Crpyxrypa

HazBanue

COCTTMHCHHS

MS MH+

37

O"NHBOC

Iz

(9-6-(2-3-
aMMHONHUIICPH/IMH-
1-mm)-6-x710p-1H-
6emzo[d]umuazon-
1-
VIT)METHIT)HUKOTHH

OHHUTPHIT

367,0

37

O_.NH:W.

I=

(8)-6-((2-3-
AMHHOIMIICPHTHH-
1-mm)-5-xnop-1H-
6emzo[d]imumazon-
1-
MI)METHI ) HIKOTHH

OHHUTPHIT

367,0

38

O‘_,NHBm

(8)-6-((2-3-
AMHHOIMIICPHIHH-
1-mm)-4-xmop-1H-
6ensofdJumunason-
1-
MIT)METHIT)HIKOTHH

OHMTPHIT

367,0

38

Ej‘"wbm

=

6-((2-((3R,4R)-3-
amMIHO-4-
$roprrmepuys-1-
wr)-4-xiop-1H-
Genso[d]umunason-
1-
WIT)METHIT)HUKOTHH

OHMTPHI

385,0

38

O_.,AHEOC

=

6-((2-((3R,48)-3-
amMuHO-4-
dropmimepumpm-1-
wr)-4-xiop-1H-
6em3o[d]umupmason-
1-
MI)METHI )HHKOTHH

OHMTPHI

385,0

37

h"MEOC

=

6-((2-((3R,4R)-3-
aMIHO-4-
dropmimepumm-1-
wi)-6-xop-1H-
6enso[d]nmupmason-
1-
MIT)METHIT)HUKOTHH

OHMTPHI

385,0
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37

('j NHBa:

=

6-((2-((3R,4R)-3-
aMHHO-4-
¢droprmumepumiH-1-
w)-5-xmop-1H-
6emso[ d]umuazon-
1-
WT)METHIT)HUKOTHH

OHMTpHIT

385,0

37

O“NHBO:

6-((2-((3R,48)-3-
aMHHO-4-
¢dropmimepuspH-1-
wi)-6-xmop-1H-
6emso[ d]umuaason-
1-
YIT)METHIT)HUKOTHH

OHMTPHIT

385,0

37

O"NHBO:

I=

6-((2-((3R,48)-3-
aMuHO-4-
¢dropmumepuamH-1-
wr)-5-xop-1H-
6enzo[d]imuazon-
1-
MIT)METHIT)HUKOTHH

OHMTDHIT

385,0

10

38

é NHBac

®642-G-
amMuHo0-4,4-

T TOpIIHTIEpHTHH-
1-um)-4-xmop-1H-
6emzo[d]umunazon-
1-
WJT)METHIT)HUKOTHH

OHMTPHIT

403,0

11

Ej JNHBoz

=

&N NIt

2-((3R,4R)-3-
aMuHO-4-
¢dropmimepuauH-1-
wm)-1-((5-
THaHOHPHINH-2-
wimerun)-1H-
6emzo[d]umuazon-
4-xapOOHUTPHN

376,0
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12

37

(R)-6-((2-(3-
amuHO-4 ,4-
JmdToprIme pHTH-
1-m)-6-xop-1H-
6erzo[d]umunazon-
1-
T)METHIT)HUKOTHH

OHUTPHIT

403,0

37

(R)-6-((2-3-
amuHO-4,4-
JdyToprmme prHH-
1-mm)-5-xmop-1H-
6emso[ d]Jumuaason-
1-
YIT)METHIT)HUKOTHH

OHMTPHIT

403,0

14

6-((2-((3R,4R)-3-
aMuHO-4-
droprmeprmm-1-
wi)-6-
(tpudpropmeTh)-
1H-
6emzo[d]umuazon-
1-

MIT)METHIT)HUKOTHH

OHMTpPHIT

419,0

Ej__,waa:

=

6-((2-((3R,4R)-3-
aMuHO-4-
¢dropmimepuspH-1-
WIT)-5-
(tpudropmermi)-
1H-
6emsol dJumuaason-
1-
JT)METHIT)HUKOTHH

OHHUTpHIT

419,0

16

@,NHBOC
N

Co-Q-

NI,

6-((2-((38,45)-3-
aMIHO-4-
¢dropmmepupH-1-
um)-1H-
6emzo[d]umuazon-
1-

351,2
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WT)METHIT)HUKOTHH

OHUTPHIT

17

r

NHBac

N
H

(S)-6-((2-(5-ammHO-
3,3-
IudToprHIe pHHH-
1-um)-1H-
6emso[ d]umuaason-
1-
WT)METHIT)HUKOTHH

OHMTPHIT

369,2

18

11

E‘j NHBac

Iz

2-((3R,4R)-3-
aMHHO-4-
¢dropmimepuamH-1-
wm)-1-((5-
IMAHOIHPH/IHH-2-
wnmernn)-6-¢rop-
1H-
6enso[ d]Jumuason-

4-xap6oHUTPIT

3944

19

12

fj__,waa:

=

6-((2-((3R,4R)-3-
aMuHO-4-
¢dropmimepuspH-1-
wi)-6-
(TpudropmeToKCH)-
1H-
6enzo[d]umuziazon-
1-
JT)METHIT)HUKOTHH

OHMTpPHIT

4354

20

hmwau:

=

NG,

=7

N
L0
F4CO N :

3 "
M1,

6-((2-((3R,4R)-3-
aMHHO-4-
¢dropmmepuayH-1-
wi)-5-
(TpudTOPMETOKCH)-
1H-
6emzod]umuazon-
1-
MIT)METHIT)HUKOTHH

OHMTPIIT

4354

-87-
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21

25

(‘j"‘NHBO:

=

6-((2-((3R,4R)-3-
aMHHO-4-
¢droprmmepumiH-1-
un)-6-prop-5-
(tpudropmeriun)-
1H-
6emso[ d]umuaason-
1-
VIT)METHIT)HUKOTHH

OHUTPHIT

437,0

22

25

(|j__,NHau:

=

6-((2-((3R,4R)-3-
aMHHO-4-
¢dbroprmmepumiH-1-
wi)-5-¢prop-6-
(tpudropmermi)-
1H-
6enzo[d]umunazon-
1-

VIT)METHIT)HUKOTHH

OHMTPHIT

437,0

23

(g\-m

Tz

6-((2-((3aS,7aR)-
rekcaruapo-1H-
mppono[2,3-
c]maprmim-6(2H)-
wun)-1H-
6enzo[d]imuazon-
1-

WI)METHIT)HUKOTHH

OHMTPHIT

359,2

24

Tz

6-((2-((3aS,7aS)-
rekcaruapo-1H-
uppoo[2,3-
c]mupunps-6(2H)-
wm)-1H-
6emzo[d]imumazon-
1-

WJT)METHIT)HUKOTHH

OHHUTPHIT

359,2
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25

(C/—(\’\ ~Boc

=

6-((2-((3aS,7a8)-
rexcaruapo-1H-
uppono[2,3-
c]mpuapH-6(2H)-
wn)-1H-
6enzo[d]ummazon-
1-

MIT)METHIT)HUKOTHH

OHMTDHIT

3592

26

(?h ~Boc

6-((2-((3aS,7aR)-
rekcaruzpo-1H-
mppono[2,3-
clnmprys-6(2H)-
wn)-1H-
6emso[ d]umuaason-
1-

MT)METHIT)HUKOTHH

OHUTPHIT

3592

27

(\/Q’B oc

(R)-6-((2-(1,6-
Jnasactupo[3.5]Ho
HaH-6-vn)-1H-
6enzod]umunazon-
1-
YJT)METHIT)HUKOTHH

OHHTPHIT

3592

28

HN

(S)-6-((2-(1,6-
Jnuasacmupo[3.5]Ho
Hau-6-un)-1H-
6enzo[d]umuazon-
1-
VIT)METHIT)HUKOTHH

OHMTDHIT

359,2

29

13

(‘j"‘NHBO:

=

=7

C>4

i,

(BRAR)-1-(1-((5-
XJIOPIHPUIHH-2-
WIT)METHIT)-6-
(MeTwicyimbdonmm)
-1H-
6enzo[d]umuiazon-
2-un)-4-
¢droprumepuiH-3-
aMuH

438,0
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30

Hj‘_,\iHBo:

(BRAR)-1-(1-((5-
XIOPIHPHANH-2-
WI)METHIT)-5-
(MeTHCy b OHMIT)
-1H-
6en3o[d]umuziazon-
2-un)-4-
¢ropmumepnyn-3-

aMHH

438,0

31

h‘_,\u 1Boc

=

Cl

2-((3R,4R)-3-

aMHHO-4-
dropmmepnmm-1-

um)-1-((5-
XJTOPIHPHAMHMIIHH-2-
wnmMeTun)-6-¢prop-

1H-

6emzo[d]umuazon-

4-xapGOoHUTPUI

32

Ej__,waa:

=

(BRAR)-1-(5,7-
madrop-1-((5-
¢ropmpuym-2-
ummernn)-1H-
6emzo[d]umunazon-
2-m)-4-
dbropmmepumiH-3-

aMHH

380,0

33

Ej__,waa:

=

(3R 4R)-1-(4,6-
madrop-1-((5-
¢ropmmpuwH-2-
wnmerun)-1H-
6emzod]umunazon-
2-mm)-4-
dbropmmepumiH-3-

aMHuH

380,0

34

Ej NHBac

=

(BR4R)-1-(5,7-
madrop-1-((5-
dbropmaprumMuaIH-2-
ummerun)-1H-
6emzo[d]umunazon-
2-um)-4-
(roprmumepunH-3-

aMHH

3812
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35

fj NHBoc

=

(3R,4R)-1-(4,6-
muprop-1-((5-
droprmprMuIIH-2-
wmmernn)-1H-
6em3o[d]umupason-
2-un)-4-
droprmmepuauH-3-

aMHuH

3812

36

(Ej/NH‘:mc

2-((3R,45)-3-
aMHIHO-4-

¢dropmmepupmH-1-
wn)-6-dprop-1-((5-
dropmipumMuH-2-

wnmerun)-1H-
6en3o[d]ummmazon-

4-xapOOHMTPHI

338,0

37

E5‘_,N-<Eoc

=

2-((3R,4R)-3-
aMMHO-4-
dropmmepraym-1-
wr)-6-prop-1-((5-

$ropmupuMuTIH-2-

wmmeTmn)-1H-
6enso[d]umunazon-

4-xapOoHUTPHI

338,0

38

E'j L NHBac

=

6-((2-((3R,4R)-3-
aMuHO-4-
$ropmmepuaun-1-
w)-1H-
6emn3o[d]ummnaszon-
1-
MI)METHI)HUKOTHH

OHUTPHIT

351,2

39

O NHBoc

(3R,48)-1-(1-((5-
XIOPIHPUMHAIMH-2-
wmMeTni)-6-grop-

1H-
6enzo[d]Jummmaszon-
2-mm)-4-
roprmmepmIH-3-

aMHuH

3792

-9] -
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40

17

(3R48)-1-(1-((5-
XITOPTTMPHMHINH-2-
wimerun)-5-grop-

1H-
6enzo[d]imuazon-
2-mn)-4-
¢dbropmmepumiH-3-
aMuH

379,2

41

39

(R)-2-(3-amuHO-
4,4-
Audroprmne pymH-
1-mm)-1-((5-
XITOPIHPUMHIHNH-2-
ummernn)-1H-
6emzo[d]umunazon-
6-KapOOHHUTPHI

404,2

Iy)

39

cl

ity

(R)-2-(3-amuso-
4,4-
AudroprmnepumH-
1-mm)-1-((5-
XJIOPIMPHUMHUTHH-2-
ummernn)-1H-
6enzo[d]umunazon-
5-xapOoHUTPHIT

43

28

H,

6-((2-((3R,4R)-3-
aMHHO-4-

¢dropmmepupH-1-

WIT)-5,6-muxnop-

1H-
6enzo[d]umuiazon-
1-

VIT)METHIT)HUKOTHH

OHHUTPHIT

419,0

44

35

(]j_,\NHBoc

I=

TpeT-
6yrmn((3R,4R)-1-
(145
IMAHOIMPHINH-2-
MI)METHIT)-5,6-
JumMeTwn-1H-
6emso[ d]umuaason-
2-m)-4-

¢dropmmepuapH-3-

3792
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w)kapbamaT

45

34

O,,lNHBoc

I=

(8)-6-(2-3-
aMMHOIUIIEPH/IMH-
1-1m)-6-drop-1H-
6emso[ d]Jumuason-

1-
MIT)METHIT)HUKOTHH
OHUTPHIA
THJIPOXIIOPHT

351,0

46

34

O_‘.NHBoc

I=

(8)-6-((2-3-
aMHHOTHTIEPH/INH-
1-um)-5-¢rop-1H-
6emso[ d]umuaason-

1-
JT)METHIT)HUKOTHH
OHHTPHIA
THPOXIIOPHL

351,0

47

34

O“\NHBO(

T=

6-((2-((3R,48)-3-
aMHHO-4-
¢dropmmepupH-1-
wn)-6-¢rop-1H-
6emso[ d]Jumuaason-
1-
WT)METHIT)HUKOTHH
OHUTPHIA
THJIPOXIIOPHT

369,0

48

34

O“‘NHBOE

T=

6-((2-((3R,48)-3-
aMuHO-4-
ropmmeprmH-1-
un)-5-¢rop-1H-
6emzo[d]umunazon-
1-
VIT)METHIT)HUKOTHH
OHMTpHIIA
THIIPOXJIOPHT

369,0

49

34

ﬁj NHBoc

Iz

WNH,

6-((2-((3R,4R)-3-
aMuHO-4-
dropmmepnym-1-
wn)-5-¢rop-1H-
6enzo[d]ummziazon-
1-

MIT)METHIT)HUKOTHH

369,0
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OHHTpHITA
THAPOXJIOPH]T

50

E'j“\NHBoc

I=

6-((2-((3R,4R)-3-

aMuHO-4-

¢dbropmmepumiH-1-

un)-5-¢prop-1H-
6emzo[d]umunazon-
1-

VIT)METHIT)HUKOTHH

OHUTPHIA
THAPOXIIOPH]L

369,0

51

33

O"\NHBOC

=

(S)-2-(3-
aMMHOIUIIEPH/INH-
1-mm)-1-((5-
THaHOMMPHINH-2-
ummernn)-1H-
6enzo[d]umunazon-
6-KapOOHUTPHI

358,0

52

33

OJNHBOC

T=

(S)-2-(3-
aMMHOTUIIEPH/INH-
1-mm)-1-((5-
TMaHOTMPHTHH-2-
ummernn)-1H-
6emnzo[d]umuazon-
5-xapGoHMTpHI

358,0

53

33

Hj NHBoc

=

2-((3R,4R)-3-
aMuHO-4-
¢dropmumepuamH-1-
w)-1-((5-
IMAHOIMPHINH-2-
ummernn)-1H-
6emso[ d]umuaason-
6-KapOOHUTPHI

376,0

54

33

('j,\NHBoc.

T=

2-((3R,4R)-3-
aMHuHO-4-
¢droprumepuiH-1-
um)-1-((5-
IHaHOIHUPHINH-2-
wummernn)-1H-
6enzo[d]umuazon-
5-xapOoHMTPHI

376,0

-94 -




043189

55

33

(R)-2-(3-ammHo0-
4,4-
AudToprHICpHHH-
1-mm)-1-((5-
1MaHOTIMPHINH-2-
wnmerwn)-1H-
6en3o[d]nmumazon-

6-KapGOHUTPIIT

394,0

56

33

(R)-2-(3-amuHO-
4,4-
AnTopIHIepHIMH-
1-mm)-1-((5-
TMaHOTTMPHINH-2-
wimetin)-1H-
6emnso[d]umupazon-
5-kapGOHUTPIIT

394,0

57

36

O_‘\NHEM

T=

Cl
igs
NH;

(8)-6-(2-(3-
aAMMHOTIMIIEPH/IUH-
1-mm)-4,6-mpxnop-
1H-
6emn3o[d]umuzazon-
1-
HJI)METHI)HUKOTHH

OHUTPHI

401,0

58

36

E5“\NHBOL

T=

cl N
Oa
N’>_ /
NH;

6-((2-(3R,4R)-3-
aMIHO-4-

$ropmmepupm-1-

win)-4,6-mxnop-

1H-
Genso[d]umunason-
1-

MI)METHI ) HHKOTHH

OHMTPHIT

419,0

59

36

-

O“\NHB%

=

al N,
P

N
| [T

6-((2-((3R,45)-3-
aMHHO-4-

$ropmmepuun-1-

wn)-4,6-mxmnop-

1H-
6emn3o[d]umunason-
1-

VUT)METHI)HIKOTHH

OHUTPHI

419,0

-95.




043189

60

36

E

hmm

N
H

ol

(R)-6-((2-3-
amuHO-4,4-
JmdToprImepHmH-
1-1)-4,6-muxImop-
1H-
6enzo[d]imuazon-
1-
MIT)METHIT)HUKOTHH

OHMTDHIT

437,0

61

31

O_,\NHBoc

I=

(8)-6-((2-3-
AMHHOIIUIIC PHJTHH-
1-m)-4,6-mudrrop-

1H-
6enzo[d]umumiazon-
1-
JT)METHIT)HUKOTHH

OHHUTPHIT

369,0

62

31

OJ\NHBOC

T=

W,

(8)-6-(2-3-
aMIHOIIHIIC PH/THH-
1-mm)-5,7-mudrop-

1H-
6emso[ d]umuaason-
1-
MIT)METHIT)HUKOTHH

OHHTPHIT

369,0

63

31

h,;NHBor_

I=

6-((2-((3R,4R)-3-
aMHHO-4-

¢droprmumepumiH-1-

wi)-4,6-madrop-

1H-
6enzo[d]umuziazon-
1-

JT)METHIT)HUKOTHH

OHUTPHIT

387,0

64

31

(‘j»“HBW

=

W,

6-((2-((3R,4R)-3-
aMHIHO-4-
($ropnvmepuanH-1-
w)-5,7-madop-
1H-
6enzo[d]umunazon-
1-

WT)METHIT)HUKOTHH

387,0

-96 -




043189

OHHUTPHIT

65

31

O,JNHBO(

T=

6-((2-((3R,48)-3-
aMuHO-4-

ropmamepwmH-1-

wn)-4,6-madTop-

1H-
6emzo[d]umunmazon-
1-

MIT)METHIT)HUKOTHH

OHMTPIIT

387,0

66

31

O_,‘NHBoc

T=

Jeesio)

WH;

6-((2-((3R,48)-3-
aMuHO-4-

¢ropmimepupH-1-

wm)-5,7-madrop-

1H-
6emzo[d]imuazon-
1-

MIT)METHIT)HUKOTHH

OHMTPHIT

387,0

67

31

FF
Bjdwaac

I=

5 A
FN

Jostar

W,

(R)-6-((2-(3-
amuHO-4 ,4-
AudroprmnepumH-
1-mm)-5,7-madrop-
1H-
6emzo[d]umumazon-
1-
VIT)METHIT)HUKOTHH

OHHUTpHIT

405,0

68

33

O.“NHBoc

=

NH2

2-((3R,4S)-3-
aMHIHO-4-
¢dropmmepuspH-1-
um)-1-((5-
IHAHOIMUPHINH-2-
ummernn)-1H-
6emzod]umunazon-
6-xapOOHUTPHI

376,0

69

33

O.‘lNHBoc

T=

NC

]
Wested

T,

2-((3R,4S)-3-
aMuHO-4-
¢dbropmumepymiH-1-
wm)-1-((5-
IHAHONUPHINH-2-

wmmernn)-1H-

376,0

-97.-




043189

6enso[d]ummziazon-

5-xapGoHMTPHI

70

O"‘NHBOC

=

(8)-6-((2-3-
aMMHONUICPH/IMH-
1-un)-1H-
6erzo[d]umuzazon-
1-
YIT)METHIT)HUKOTHH

OHMTPIIT

333,0

71

34

FF
(\jmuao:

Iz

(R)-6-((2-(3-
amnHo0-4,4-
TwmdToprIHIe pHHH-
1-1m)-5-¢rop-1H-
6enzo[d]umuiazon-
1-
VIT)METHIT)HUKOTHH
OHHTPHJIA
THIPOXITOPHT

387,0

72

29

h“\NHBoc

=

6-((2-((3R,4R)-3-
aMHHO-4-
(dropmumepuna-1-
wn)-5,6-mdrop-
1H-
6emso[ d]Jummason-
1-
T)METHIT)HUKOTHH

OHMTDPHIT

387,0

73

O,\NHBoc

T

NC

Y

o)

WHo

6-((2-((3R,45)-3-
aMIHO-4-
dropmumepuanH-1-
wun)-1H-
6emso[ dJumuaason-
1-
YUT)METHIT)HUKOTHH

OHMTPHIT

351,0

74

tes

HaN

6-((2-((1R,58)-1-
(amMmHOMeTHIT)-3-
aza6unmkio[3.1.0]r
excan-3-mn)-1H-
6enzo[d]umuziazon-
1-

WT)METHIT)HUKOTHH

3452

-98 -




043189

OHHUTPHIA
TAZIPOXIIOPHT

75

HN:K:(

HzM

6-((2-((1S,5R)-1-

(amuHOMETHIT)-3-
aza6unuxio[3.1.0]r

ekcan-3-mun)-1H-
6emso[ d]umuaason-

1-
JT)METHIT)HUKOTHH
OHUTPHIA
THIPOXIIOPHT

3452

76

<5

-
((3aR,4R,6aS)-4-
aMMHOTeKCaruapoIg
VIKITOTIeHTa[C]mppo
1-2(1H)-mm)-1H-
6enzo[d]umumiazon-
1-
VIT)METHIT)HUKOTHH
OHUTPHIA
THAPOXITOPHTT

359,0

77

NC,

S

SN
10
AN ey

HCI

6-((2-
((3a8,4S,6aR)-4-
AMMHOTEKCarupoI;
VIKITOTeHTa[cJmppo
1-2(1H)-mm)-1H-
6emzo[d]umuazon-
1-
MIT)METHIT)HUKOTHH
OHUTPHIA
THAPOXIIOPHT

359,0

78

-
((3aR,4S,6aS)-4-
AMMHOTEKCarupoI;
VIKITOTeHTa[c]mppo
1-2(1H)-un)-1H-
6emso[ d]umuaason-
1-
VUT)METHIT)HUKOTHH
OHUTPHIA
THJIPOXIIOPHT

359,2

-99 -




043189

79

6-((2-
((3aS,4R,6aR)-4-
AMHWHOTEKCaru/ipoiy
WKIoneHTa[clmuppo
1-2(1H)-um)-1H-
6emso[d]Jummmazon-
1-
MIT)METHIT)HUKOTHH
OHHTpHJIA

TH/IPOXJIOPH]L

359,2

80

NG

[/
B HCl

@:%NO".,,NM

R)-6-((2-(3-
(aMHHOMETHIT)TITHDD
omuauH-1-mr)-1H-
6ems3o[d]Jummmazon-
1-
MIT)METHIT)HUKOTHH
OHHTpHIA

TH/POXJIOPH]L

3332

81

m/\j\
NHz

NC

HCI

L,

(8)-6-((2-(3-
(aMMHOMETHIT)TIHPD
omuauH-1-m)-1H-
6emso[d]Jummmazon-
1-
MIT)METHIT)HUKOTHH
OHHTpHIIA

THJIPOXIIOPHL

3332

82

28

O__,NHBGC

NC.

>

O

Nl

6-((2-((3R,4S)-3-
aMHHO-4-
$roprmimepuuH-1-
MIT)-5,6- X I0p-
1H-
6emso[ d]Jumunazon-
1-
WIT)METHIT)HHKOTHH
OHMTpHIIA
TH/IPOXIIOPH]

419,2

83

29

O__,NHBQC

Tz

NC

=

s A
N

-0

il

6-((2-((3R,48)-3-
amMHHO-4-
$ropmmepmmm-1-
um)-5,6-mdrop-
1H-
6emso[ d]Jumunazon-

387,2

- 100 -




043189

1-
MIT)METHIT)HUKOTHH
OHHTpHITA
THAPOXJIOPH]

84

29

FF

é._‘NHBoc

N

el Ha

R)-6((2-G3-
amMuHO-4,4-
IudropIHIIepHANH-
1-mm)-5,6-madTop-
1H-
6emso[d]ummnazon-
1-
MIT)METHIT)HUKOTHH
OHMTpHIA
THAPOXIIOPHI

405,2

85

30

FF

é._‘NHBoc

N

®R-1(14(-
XITOPIHPHIHH-2-
ummeTmn)-1H-
6emso[d]ummnazon-
2-un)-4,4-
JudTopnHIepHIH-
3-amuHa

THAPOXIOPHL

378,2

86

30

r
i
O .NHBoc

==

EYIRTe!

(BRAS)-1-(1<((5-
XITOPIHPHJIIH-2-
ummern)-1H-
6emso[d]ummnazon-
2-mm)-4-
$roprmmepwmim-3-
amMuHa

THIPOXIIOPHL

360,2

87

31

FOF

h.“NHBnc

N
H

(R)-6-((2-(3-
amMuHO-4,4-
JmdToprHTepuIMH-
1-um)-4,6-mudrop-
1H-
6enso[d]umunazon-
1-
MIT)METHIT)HUKOTHH
OHHTpHIA

THAPOXITOPHJ]

4052

- 101 -




043189

88

FF
é.muaa:

I=

R)-6-((2-(3-
ammHO-4,4-
IudTopIHIepHIMH-
1-1m)-6-¢rop-1H-
6emso[ d]umuaason-
1-
JT)METHIT)HUKOTHH

OHHTPHIT

3872

89

FF
é“‘NHBm

Iz

R)-6-((2-3-
amMuHO-4,4-
AuToprmIIepHMH-
1-1)-4-
(Tpudrropmerm)-
1H-
6emso[ d]ummaason-
1-
WT)METHIT)HUKOTHH

OHMTPHIT

4372

90

F
(HANHB«

6-((2-((3R,4R)-3-
aMuHO-4-
¢dropmumepuauH-1-
wi)-4-
(TpudTopmeTHi)-
1H-
6emso[ d]umuaason-
1-
YUT)METHIT)HUKOTHH

OHMTPHIT

4192

91

OH,NHBG(

6-((2-((3R,48)-3-
aMHHO-4-
¢dbroprumepumiH-1-
wr)-4-
(TpuTopMeTI)-
1H-
6emzo[d]umumazon-
1-

WI)METHIT)HUKOTHH

OHUTPHIT

419,2

-102 -




043189

92

é.‘\NHEuc

I=

NN
gava®
C\L‘IN

TuH,

6-((2-((3R,4R)-3-
aMIHO-4-
$roprmepuun-1-
w)-6-xmop-3H-
nmuzaso[4,5-
b]mupuna-3-
MI)METHI ) HHKOTHH

OHHTPHI

386,2

93

é.‘\NHBuc

=

NC
N’
N
O
NN

uH,

6-((2-((3R,4R)-3-
aMIHO-4-
droprmumeprpH-1-
wi)-6-xop-1H-
wmuzaso[4,5-
b]mupuune-1-
MI)METHI ) HHKOTHH

OHMTPHIT

386,0

94

éﬂ\waa:

=

AP

6-((2-((3R,4R)-3-
aMHuHO-4-
dropmmeprmim-1-
wn)-6-xop-1H-
wmuzaso[4,5-
b]mupuaus-1-
wnmerun)-N-(Tpet-
GYTHIT)HIKOTHHAMH

a

460,2

95

OH

(ﬁ“NHEn:

=z

6-((2-(GR,4R)-3-
aMIHO-4-
THAPOKCHITUIIEPUIH
H-1-um)-1H-
6en3o[d]nmupmazon-
1-
WI)METHI HUKOTHH

OHHTPHI

349,2

96

{TNHBDE

=

6-((2-((38,45)-3-
aMIHO-4-
TH/IPOKCHTTHTIEPH/IH
H-1-un)-1H-
6emnso[d]umupazon-
1-
MI)METHI ) HHKOTHH

OHMTPHIT

3492

- 103 -




043189

97

@:ﬁl Boc

NC

.

g el

6-((2-(2,6-
nuasacrupo[3.4]ox
TaH-6-mn)-1H-
6emzo[d]umuazon-
1-
VIT)METHIT)HUKOTHH

OHHUTPHIT

3452

98

0, :NBcc

NC.

N
-4 He

‘.\O
T,
H

6-((2-((4aR,7aS)-
TeKCarupoIuppos
o[3,4-
b][1,4]okcasun-
6(2H)-mn)-1H-
6em3o[d]umupmason-
1-
MIT)METHIT)HUKOTHH
OHHTPHIIA
TH/IPOXITOPH]]

361,2

99

O” !‘N Boc

6-((2-((4aS,7aR)-
TeKCarupoIHppos
o[3,4-
b][1,4]okcazun-
6(2H)-wmm)-1H-
6enso[d]Jnmupmason-
1-
MIJT)METHIT)HHKOTHH
OHHMTpHIA

THIPOXJIOPHN

361,2

100

e} :NBuc

=

6-((2-((4aR,7aR)-
TeKCaruponHppos
o[3,4-

b][1,4]oxcazun-
6(2H)-mn)-1H-

Genso[d]umunason-

1-
MIJT)METHIT)HUKOTHH

OHHMTPHII

361,2

101

Q :NBnc

6-((2-((4a8,7aS)-
TeKCarupoIMppor
o[3,4-
b][1,4]okcazun-
6(2H)-mm)-1H-
6emn3o[d]umunazon-

361,2

-104 -




043189

1-
WI)METHT)HUKOTHH

OHMTPHIT

102

(S)-3-amuno-1-(1-
((S-1manompuye-
2-umymernn)-1H-
6emso[ d]umuaason-
2-um)manepupH-3-

Kap6oxcaMu

376,2

103

Oy
Nf NH,

H

(R)-3-ammHO-1-(1-
((S-1manompuye-
2-ummermn)-1H-
6enzo[d]imuazon-
2-JT)[THTTE P H-3 -

KapHokcaMuy

376,2

104

(S)-6-((2-(3-amuHo-
3
(THAPOKCHMETHIT)IT
MIepHINH- 1 -1)-
1H-
6emso[ d]umuaason-
1-
WT)METHIT)HUKOTHH

OHMTPHIT

363,2

105

(j[NHBOC

=

OH

R)-6-((2-3-
aMHHO-3-
(THAPOKCHMETHIT)IT
MIEpHIMH- 1 -1)-
1H-
6emnzo[d]umuazon-
1-
VUT)METHIT)HUKOTHH

OHMTPHIT

363,2

106

19

Iz

O.‘.N}'Soc

6-((2-((3R,48)-3-
amuHO-4-¢Top-1-
TIHIICPUITVHILT)-6-
(TpudropmeTiin)-
1H-6en3umMuIa3om-
1-mm)mermn)-3-
TIHPYUHKAPOOHHTD

un

4192

- 105 -




043189

107

Epﬂ”

6-((2-((3R,48)-3-
ammHO-4-(Top-1-
TIUIEPUJIIHIIT)-5-
(tpudropmermi)-
1H-0en3nmmIazon-
1-mm)mermn)-3-
TMpHHKapGOHKT
I

419,2

108

19

dof

Y
5

6-((2-((3R)-3-
amiHO-4,4-midyTop-
1-mrme puyEMIT)-6-
(tpudropmerur)-
1H-6en3nmMuIason-
1-mwm)mermn)-3-
THpHEHKapGORKTD
un

4372

109

19

o
2

6-((2-((3R)-3-
amuH0-4,4-mudTop-
1-mvme puyEM)-5-
(tpudropmeTh)-
1H-6en3nmMmIason-
1-wn)mermin)-3-
THPH/IMHKAPGOHHTD
un

4372

110

40

g0

Ie

v
*

6-((2-((3R,4R)-3-
amuno-4-drop-1-
TIHTIEPUITHHIIT)-5-
metwn-1H-
GensuMuIazon-1-
MIT)METHIT)-3-
THPH/IAHKAPOOHHTD

Hun

365,2

111

40

§sl

d
0

6-((2-((3R,4R)-3-
amuHo-4-drop-1-
TIMIIE PHIVHIT)-6-
metwn-1H-
GensuMuzIaszon-1-
MIT)METHIT)-3-
THPH/IMHKAPGOHHTD
un

365,2

- 106 -




043189

112

20

6-((2-((3R,4R)-3-
amuHO-4-(TOp-1-
TN PUIMHIIT)-6-
xaop-5-mermr-1H-
6emsumiTazon-1-
HIT)METHIT)-3-
TIMPHIMHKaPOOHUTD

M1

399,1

113

20

6-((2-((3R,4R)-3-
amuHO-4-(TOp-1-
TTHTIe PH/IMHIT)-5 -
xnop-6-metwn-1H-
GemsuvmTazon-1-
WI)METHI)-3-
TIMPHMHKAPOOHUTD

701e

399,1

114

41

NC

L O

H,

6-((2-((3R,4R)-3-
amuHO-4-(hTop-1-
TIMITE PHIIMHIIT)-6-
¢rop-5-metnn-1H-
6emsumiIazon-1-
WI)MeTHI)-3-
IMPHMHKAPOOHUTD

W

383,1

115

41

6-((2-((3R,4R)-3-
amuHO-4-(TOp-1-
THHEPHMHIIT)-5-
¢rop-6-mermn-1H-
GemsuMmaszon-1-
HIT)METHIT)-3-
TIHPHIMHKAPOOHUTD

M

383,1

116

|
O'ANB“C

=

6-((2-((38)-3-
(MeTmnamiHo)-1-
memepuuai)- 1 H-
6emsuviTazon-1-
MI)METH)-3-
TIMPHIMHKApOOHUTD

M

3472

- 107 -




043189

117

6-((2-((3R)-3-
(MeTmamMuHO)-1-
mamrepupri)- 1 H-
GemsuMuason-1-
WI)METHI)-3-
THPH/IMHKAPOOHATD
M

3472

118

21

6-((2-((3R,4R)-3-
amuHO-4-(TOp-1-
TIHIEPUIVHIT)-6-
(mmdropmeTokcH)-
1H-6enzrmMmazon-
1-um)mernn)-3-
THPHIMHKapOOHUTD
I

4172

119

21

NC,

N
A

gy
JeseN
FHCO N

W

6-((2-((3R,4R)-3-
amuHo-4-(hrop-1-
THNEPUIMHIIT)-5-
(mropmeTokcn)-
1H-6eH3umMugazon-
1-mm)meTnm)-3-
IHPHJMHKaPGOHHTD
I

4172

120

22

NC

N 4

L0

OMe H;

6-((2-((3R,4R)-3-

amuHO-4-(op-1-

TN PHIMHIIT)-4-
MeTokcH-1H-

Gemsumunason-1-
MII)METHIT)-3-

TMPHIMHKAPOOHUTD
I

3812

121

23

6-((2-((3R,4R)-3-
amuHO-4-(rop-1-
TIHIIC PUIVHIIT)-4-
merun-1H-
Gensummazon-1-
MI)MeTHIT)-3-
THPHIMHKApOOHUTD

i

365,2

- 108 -




043189

122a

4

O,,NHBoc

=

H,NOC,
“
pesrel

H,

5<((2-((3R,48)-3-
amuHO-4-¢Top-1-
TIUTIEPUITMHIIT)-6-
(tpudTopmeTiiT)-
1H-6en3umMuIa3001-
1-mm)mMernn)-2-
nHpasuHKapOoKcamM

20

438,2

123 a

42

O,,NHBUC

=

H,NOC,

54((2-((3R,48)-3-
amuHO-4-¢Top-1-
TIVTIEPUITHHII)-5-
(Tpudropmer)-
1H-6ensumurason-
1-mm)mMernn)-2-
nHpasuHKapOoKcamM

209

4382

124

27

6-((2-((3R,4R)-3-

amuno-4-drop-1-
TIVTIE PUITHHIIT)-6-

XJop-5-
(TpudropmeToKCH)-
1H-6en3nmMuiazon-
1-mm)mernn)-3-

TMPUIMHKApGOHUTD

i

469,2

125

27

6-((2-((3R,4R)-3-

amuHo-4-dTop-1-

TIHTIe PUJTHHIIT)-5-

XInop-6-
(TpudTopmeToKCH)-
1H-6ensumuason-
1-um)mernn)-3-

IHPHHKAPOOHHTD

un

469,2

126

26

NC,
N\ A

c N
O
Fi0 N

NH,

6-((2-((3R,4R)-3-
amuHo-4-dTop-1-
THICPUTUHIT)-6-
XJnop-5-
(tpudropmeriuT)-
1H-6ensumurason-
1-um)mernn)-3-

THMPHIMHKAapOOHUTD

4532
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M

127

26

E«‘jJ‘NHBm

=

o
O
¢l N

NH,

6-((2-((3R,4R)-3-
amuHO-4-(pTop-1-
TIHIEPHIMHIIT)-5 -
XI0p-6-
(rpudpropmern)-
1H-6eH3uMuaa3on-
1-mmymerm)-3-
TIHPHIMHKapOOHUTD
M

4532

128

HN,

Boel._>

6-((2-((5R)-1,7-
nuasacmupo[4.5]ne
KaH-7-un)-1H-
GensumMuazon-1-
MI)METHIT)-3-
IHPYMHKapOOHHTD
w1, 6-((2-((58)-1,7-
nmasacmipo[4.5]ne
xaH-7-un)-1H-
GemsumuIazon-1-
WIMeTHIT)-3-
THPHIMHKAPOOHUTD

M

373,2

129

HN
NBoc
Yy

6-((2-((6R)-1,8-
Jmasactupo[5.5]yn
nekan-8-mm)-1H-
Gensumuazon-1-
MI)MeTHIT)-3-
THPHIMHKApOOHUTD

Hn

3872

130

HN )

o ANBo:
Y

6-((2-((6S)-1,8-
Jnmasactupo[5.5]yn
nexan-8-wmn)-1H-
Gensummazon-1-
WIMeTHIT)-3-
THPHIMHKapOOHUTD
I

3872

131

HM

6-((2-((4aR,8aR)-
rekcaruapo-2H-
mpuzo[4,3-
b][1,4]okcazun-
6(5H)-mm)-1H-

3752
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Gersumuason-1-
WI)METHIT)-3-
THPUMHKapOORNTD
i

132

\
0
Bnc\N

HN

6-((2-((4aS,8a8)-
rexcaruapo-2H-
mapuzo[4,3-
b][1,4]okcazun-
6(5H)-mm)-1H-
6ensnmMuIason-1-
WI)METHIT)-3-
THPH/IMHKAPGOHHTD
un

3752

133a

43

5-((2-((3R,4R)-3-
amuHO-4-¢Top-1-
TMTIePUIMHIN)-5,6-
mudrop-1H-
Ger3uMmzIason-1-
WT)METHIT)-2-
IHMpasHHKapOoKcaM

20

406,2

134a

42

54((2((3R,4R)-3-
amuHO-4-¢Top-1-
TIMTIE PHIVHIT)-6-
(TpudpTopmeTI)-
1H-6en3uMuga3on-
1-wm)mernin)-2-
Ipa3srHKapOoKcaM

v

4382

135

6-((2-((5R)-1,7-
muasacrmpo[4.5]ne
xan-7-u)-1H-
Gersummason-1-
WIMETH)-3-
THPH/IMHKAPGOHHTD
un

3732

136

6-((2-((58)-1,7-
nuazacrmupo[4.5]ne
xan-7-w1)-1H-
GensnmMuason-1-
MIMETHIT)-3-

THPHIMTHKAPOOHHTD

3732

-111-




043189

un

137

24

(Kj__.NHBe:

Iz

6-((2-(3R)-3-
amuno-4,4-mudrop-
1-mvmepupEmT)-5-
merokcH-1H-
GensuMuIason-1-
WIT)METHIT)-3-
IMPUIMHKapOOHUTD

un

399,2

138

24

(Jj': MHBoc

Iz

NC,
N

MeO N E
L0

‘NH,

6-((2-(3R)-3-
amuH0-4,4-mudTop-
1-mrmepuHmT)-6-
metokcu-1H-
GensumMuIazon-1-
WIT)METHIT)-3-
TIPHIMHKapOOHATD

Hun

399,2

139

19

O"\N Bor

=

HiN—

6-((2-((38)-3-
(MeTHIaMuHO)-1-
TIMTICPHIIMHHIT)-6-
(tpudropmeTni)-
1H-6en3uMugazon-
1-mm)mernm)-3-
THMPUHHKAPOOHNTD
un

4152

140

19

O"\N Bor

I=

6-((2-((38)-3-
(MeTHIaMuHO)-1-
TIMTIE PUITHHIL)-5-
(tpudpropmeThi)-
1H-6ensumurason-
1-mm)mernin)-3-
TMPHMHKapOOHUTD
ux

4152

dNHBoc

=

6-((2-((38)-3-
aMuHO-3-MeTu-1-
munepuuam)- 1 H-
Gersnmmason-1-
WI)METHIT)-3-
THMPUUHKAPOORNTD

Hun

3472
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142

24

"

HNHBo:

N HO” “CF,

(8)-6-((2-(3-
aAMHHOITHIIE PH/THH-
1-11)-6-MeTOKCH-
1H-
6enzo[d]umuiazon-
1-
VIT)METHIT)HUKOTHH
oHMTPUN-2,2,2-
TpudTopanerar

363,2

143

24

"

NHBoc

NG 9

Ny N

AL

NH,

CF,

(8)-6-((2-3-
aMMHOIUIIEPH/IVH-
1-m)-5-MeTOKCH-
1H-
6erzo[d]umuzazon-
1-
YUT)METHIT)HUKOTHH
OHHTPUI-2,2,2-

Tpudropanerar

363,2

144

32

TN
HN F
NHBoc

NG,

==
W
IO
]

i,

F

6-((2-((3R,4R)-3-
aMIHO-4-
¢dropmimepuspH-1-
w)-4-xop-6-drop-
1H-
6enzo[d]umuazon-
1-
WT)METHIT)HUKOTHH
OHMTPHN-2,2,2-

TpudTOpaneTaT

403,0

145

24

SN
HN F
\_{>—
NHBoc

6-((2-((3R,4R)-3-
aMuHO-4-
¢$ropmimepuauH-1-
win)-5-metokcu-1H-
6emzo[d]imumazon-
1-
YUT)METHIT)HUKOTHH
OHHUTPHIA
THIPOXITOPHT

381,0

146

24

Y
HN F
NHBoc

6-((2-((3R,4R)-3-
aMuHO-4-
¢dropmmepwuspH-1-
wi)-6-metTokcu-1H-

6enzo[d]ummziazon-

381,0
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1-
VIT)METHIT)HUKOTHH
OHHTpHIIA
THIPOXITOPHT

147

24

o yeF

YV‘NHBcc

6-((2-((3R,48)-3-
aMuHO-4-
ropmamepwmm-1-
wun)-6-metokcn-1H-
6enzo[d]ummiazon-
1-
MIT)METHIT)HUKOTHH
OHHTpHIIA
THJIPOXIIOPHT

381,0

148

24

BNy

THBec

6-((2-((3R,4S)-3-
aMHHO-4-
roprmimepnH-1-
win)-5-metokcn-1H-
6enzo[d]umuziazon-
1-
JT)METHIT)HUKOTHH
OHHUTPHIA
THTIPOXIIOPHT

381,0

149

2-((3R,48)-3-
aMHHO-4-
¢dropmmepuapH-1-
um)-1-((5-
XITOPTHPHMHIINH-2-
wmmernn)-6-¢Top-
1H-
6enso[ d]Jumuaason-
4-xapGoHUTPUI

404,0

150

14

(R)-2-(3-amuHoO-
4,4-

T TO prIMTIe pHTHH-
1-mm)-1-((5-
XITOPITHPHAMHINH-2-
wnmernin)-5-drop-
1H-
6emzod]umunazon-
7-xapOOHUTPHN

422,0
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151

(R)-2-(3-amuHO-
4,4-
mmdropmimepuyH-
1-mm)-1-((5-
XJIOPIHPHUMHIUH-2-
wnMeTHn)-6-¢rop-
1H-
6enso[d]umupazon-

4-xapOOHUTPHIT

422,0

152

6-((2-((3R,4R)-3-
aMHHO-4-
TH/IPOKCHITHIIEPUIIH
H-1-mm)-6-x110p-1H-
6enso[d]umupazon-
1-
MJI)METHI ) HUKOTHH

OHMTPHIT

3832

153

OH

O NHBo:

=z

6-((2-((3R,45)-3-
aMHHO-4-
THIPOKCHITHIICPUII
H-1-m)-6-x110p-1H-
Genso[d]umugason-
1-
WUT)METH)HUKOTHH

OHMTPHIT

3832

154

44

v
h“‘NHBnc

Iz

NC,

N
Y 2 F
—N
‘ = h/ \_><F

Wk,

R)-4-((2-3-
amuno-4,4-
AuTopHNepHHH-
1-mn)-1H-
6enzo[d]umupmazon-
1-
WI)METHT)0eH30HH

TpHI

368,2

155

44

oH
[J\_“NHEnc
-
H

paUEMITIECKHIT

w 8
Cr

y
M
Lo 1
i,

N

—_
P
N

Vel

o
S

AurHzpoxyopus 4-
((2-((3R,4R)-3-
aMHHO-4-
TH/IPOKCHITHIICPUITI
H-1-mm)-1H-
6enzo[d]nmumazon-
1-
MI)METHIT)0eH30HH

TPWIEHOTO

346,2
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COEIIMHEHHU ¢ 4-
((2-((38,48)-3-
aMHHO-4-
THIPOKCHITHIICPH/IY
H-1-mm)-1H-
6enzo[d]umunazon-
1-
MIT)METHN )OS H30HH

TputoM (1:1)

156

45

r

(!jx\NHBvc

N
H

4-((2-((3R,4R)-3-
amuHO-4-(dTop-1-
TMnepHauHIN)-5,7-
Audrop-1H-
Gensmmuason-1-
WIT)METHN )OS H30HH

TPHIT

386,2

157

45

E

éd.NHBLx

N
H

4-((2-((3R,4R)-3-
amuHO-4-¢Top-1-
e puauHI)-4,6-
madrop-1H-
Genznmmazon-1-
IT)METHIN )OS H30HH

TPHIT

386,2

158

46

2((3R,4R)-3-
amuHO-4-¢rop-1-
TvmepHHHEMI)-1-
(4-nmanoGen3m)-
1H-6ensumMuason-

6-KapGOHUTPHI

3752

159

46

AL O

WH,

2-((3R,4R)-3-
amuHO-4-¢Top-1-
TIMTICPHITHHII)- 1 -
(4-1maHoGeH3um)-
1H-6en3umMuIa3071-

5-xapOoHUTPHIT

3752

160

46

NC

pesLoy

HH,

2-((3R)-3-amuHO-
4.4-nudrop-1-
TIHNE PUIMHIIT)- 1 -
(4-1manoGensun)-
1H-6en3nmmIazon-

6-xapOoHUTPIIT

3933
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161

46

FF

é «NHBoc

=

NC

NG /@:}—N& E

NH,

2-((3R)-3-ammHO-
4,4-mudTop-1-
e prMHI)- 1 -
(4-1aHO GeH3mIT)-
1H-6eH3umMuaa30I-

5-kapGoHUTPYIT

3933

162

44

UI\HEO:

T

NC,

-

NH,

(R)-4((2-3-
AMMHOTIMTIEPH/IUH-
1-um)-1H-
6en3o[d]umupason-
1-
HIT)METH)OCH30HH

TPpHIT

3322

163

44

Me

f\/wauc
-

-

NC

@:;)—NQ‘—MG

4-((2-((3R,4R)-3-
aMHHO-4-
METHITIHTIEPHINH-
1-um)-1H-
6ensofdJummason-
1-
WT)METH )OCH30HU

TPHIT

346,0

44

e

{ X NHBoc

NC,

-

NH,

4((2-(3-
(amuHOMETHIT)-3-
METHIITHPPOIIH/IUH-
1-mm)-1H-
6enso[ dJumuaason-
1-
WIMETH )OS H30HH

TP

346,

165

44

Paucmuacekuii

N
CL-C
N "NHZ

NG

z

b

4-((2-((3S,4R)-3-
aMIHO-4-
(ermumipporm s
-1-mm)-1H-
6emzod]umunazon-
1-
MIMETHN )G H30HH
TpI ¥ 4-((2-
((3R,4S)-3-ammHoO-
4-
(eHITIHP PO IHH
-1-mm)-1H-
6emso[d]ummnazon-

3942
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1-
WI)METHI)OCH30HH

TpHIT

166

NHBoc

=)

NC,

(D::I)_NO"'NH,

(8)4-(2-3-
AMIHOTIHPPOITHINH
-1-mm)-1H-
6emzo[d]umunazon-
1-
WI)METHN )G H30HH

TPHIT

318,2

167

O_‘.wac:

NC,

O

NH,

(8)-4-(2-3-
aMMHONMIICPH/IMH-
1-un)-1H-
6emzo[d]umunazon-
1-
T)METH )OS H30HH

TpwI

3322

168

Boc

3
H r§

by

NC,

4-((2-(6-amuHO-2-
azacrmpo[4.4]HoHa
u-2-mn)-1H-
6emzo[d]umuazon-
1-
WI)METHN )0 H30HH

TPHIT

169

gNHBm

Tz

@
aMMHOTEKCarupoI;
MKJIOTIeHTa[C]mHppo

1-2(1H)-mm)-1H-
6emsol dJumuaason-
1-
WIT)METHI )OCH30HH

TP

3582

170

3

(’j/m Boc

N
i

NC,

4-((2-((35,45)-3-
aMHHO-4-
¢$roprmmmepumn-1-
wm)-1H-
6enso[ d]Jumuaason-
1-
WIT)METH)OCH30HH

TP

350,2
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171

3

é]m Boc

N
i

NEC,

4-((2-((3S,4R)-3-
aMuHO-4-
(dropnumepuauH-1-
wm)-1H-
6enzo[d]imuazon-
1-
WIT)METHN )OS H30HH

TpuI

350,2

172

E

O__.N\ o

N
i

NC,

4-((2-((3R,48)-3-
aMHIHO-4-
($ropnvmepuauH-1-
wn)-1H-
6emso[ d]umuaason-
1-
WIT)METHI )OS H30HH

TpHIT

350,2

173

E

(‘j__,m tioc

N
i

NC.

O

NH,

4-((2-((3R,4R)-3-
aMHHO-4-
($roprvmepuanH-1-
wm)-1H-
6emso[ d]umuaason-
1-
WIMETH)0CH30HH

TpHIT

350,2

174

F  NEBoc

==

NC

R)-4-((2-3-
(amMuHOMETHN)-3-
(roprpposmmH-
1-mm)-1H-
6enzo[d]umunazon-
1-
WI)METHI)OCH30HH
TpHN-2,2,2-
Tpudropanerar

350,0

175

F o NiBoc

NC

(8)-4-(23-
(amMuHOMETHIT)-3-
(ropmppom -
1-mn)-1H-
6emso[ d]umuaason-
1-
WI)METHIT)OCH30HH
TpHIn-2,2,2-

Tpudropanerar

350,0
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176

HG  NEBoc

N
H

NC

@::Q_Nq..«cm

HoN

R4-(2-G-
(amMuHOMETHIT)-3-
THAPOKCHIIHPPOITHT
un-1-mn)-1H-
6emso[ d]umuaason-
1-
WI)METHI)OCH30HH
TpHN-2,2,2-
Tpudropanerar

3482

177

Ho o NiBoc

N
H

©4(@--
(aMuHOMETHIT)-3-
THIPOKCHITHPPOITH/]
wH-1-um)-1H-
6emzo[d]umuazon-
1-
WVIT)METHN )OS H30HH
TpII-2,2,2-
Tpudropanerar

3482

178

NHBec

B4

(S)4-(2-G-
(aMMHOMETHI)TTHPD
onuyue-1-mr)-1H-
6emnzo[d]imuazon-
1-
MIT)METHN )OS H30HH
Tpui,
MOJTeKyIApHast

macca: 331,41

3322

179

NHBoe
/

B4

(R)-4-((2-(3-
(AaMHHOMETHI)ITHPD
onupn-1-mr)-1H-
6emso[ d]umuaason-
1-
WIMETH)0CH30HH
TpwIL,
MOJIEKyJISIpHast
macca: 331,41

332,2

180

Me

O‘“N‘ o

N
i}

4-((2-((35,45)-3-
aMHHO-4-
METHIITHMIICPH IUH-
1-un)-1H-
6enzo[d]umuazon-
1-

346,2
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MIT)METHIT)0CH30HH
TpUI-2,2,2-

TpudTOpaneTaT

181

44

Me

f’j"wm

N

4-((2-((38 ,4R)-3-
aMHHO-4-
METHIIIHIICPH THH-
1-um)-1H-
6enzo[d]umupmazon-
1-
MI)METHIT)OeH30HN
TpUn-2,2,2-
TpudTOpaneTaT

346,2

182

44

Me

(Ej/\unem

N

NG,

4-((2-((3R,48)-3-
aMHHO-4-
METHITITHTICPHTHH-
1-um)-1H-
6en3o[d]umupazon-
1-
MI)METHIT)0eH30HN
TpHn-2,2,2-
Tpudropanerar

346,2

183

44

NHBoc

T

NC,

4-((2-((18,5R)-1-
(amMuHOMETHIT)-3-
aza6umkno[3.1.0]r
excad-3-wn)-1H-
6emnso[d]umupazon-
1-
HIT)METHIT)0CH30HI

TpHR

184

44

NHBoc

=z

NC,

Cr-

NIl

4-((2-((IR,55)-1-
(ampHOMETHIT)-3-
azabummxio[3.1.0]r
excan-3-wm)-1H-
6emn3o[d]umunason-
1-
WI)METHT)0eH30HH

TP

3442

185

44

ONHBU:

=

NC,

Moo N
QFQ

NH,

(R)-4-((2-3-
aMHHOTIMTIEPH/IUH-
1-11)-6-MeTOKCH-
1H-

6enzo[d]umuzazon-

362,2
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1-
WI)METHI)OCH30HH

TpHUIT

186

U\IHBOC
N

R4((2-G-
AMMHOTTUTIEPHTHH-
1-m)-5-MeTOKCH-
1H-
6emsol d]umuaason-
1-
WI)METHN )G H30HH

TPHIT

362,2

442

47

r

((j,manc

N
i

2-((2-((3R,4R)-3-
aMHIHO-4-

dropmmepnmm-1-

wn)-6-¢rop-1H-
6emso[ d]Jumuaason-

1-

MIMETHI)IIMPHMA
MH-5-KapOOHUTPHIT

370,2

443

47

F

ﬁj WNHBoc

N
i}

2-(2-(3R,4R)-3-
aMHHO-4-
dropmmepnmm-1-
un)-5-¢rop-1H-
6enzo[d]ummiazon-
1-
WIT)METHIT ) TUPHMH]T

MH-5-KapOOHHTPHIT

370,2

48

r

((j,manc

N
i}

(3R,4R)4-{rop-1-
(6-¢Top-1-((5-
METOKCHITMPHMH/H
H-2-mm)merwn)-1H-
6emzo[d]umuazon-
2-WIT)IHIepUMH-3-

aMHWH

3754

445

49

E’j MHBoe

2-(2-((3R,4R)-3-
aMuHO-4-
¢dbroprmumepuiH-1-
wun)-6-grop-1H-
6emzo[d]umuazon-
1-1m)-N-meTun-N-
@22

TpudTOpITHIT)aNieTa

406,2
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M

446

48

é_.mﬁoc

I=

(3R AR)4-d1op-1-
(5-@rop-1-((5-
METOKCHITMPHMHU/IY
H-2-mn)merwn)-1H-
6emnzo[d]umuazon-
2-MT)IHIe pHINH-3-

aMHWH

3752

447

52

F

h_“mﬁoc

N
H

2-(2-((3R,4R)-3-
aMuHO-4-
(dropnvmepuanH-1-
wi)-4-1mano-6-
¢$rop-1H-
6erzo[d]umunazon-
1-1m)-N-meTrn-N-
(2,2,2-
TpudTOpPITHI)aneTa

MHT

431,2

448

51

Hj MHBoe

2-(2-((3R4R)-3-
aMuHO-4-
($roprvmepuana-1-
wn)-6-metokcn-1H-
6enzod]umunazon-
1-w1)-N, N-

JTMMEeTHIIaTIeTaMH]

350,2

449

50

F

h”ww

N
i

2-(2-((3R,4R)-3-
aMHIHO-4-
dropmvmepuauH-1-
wi)-5-metokcu-1H-
6emnzo[d]umuazon-
1-1m)-N-meTun-N-
(2,2,2-
TpudTOpITHI)aLcTa
MUz

418,0

450

51

('j_.‘m Boc

I=

2-(2-((3R,4R)-3-
aMuHO-4-
¢dropmmepuapH-1-
win)-5-metokcu-1H-
6emso[ d]umuaason-
1-mm)-N, N-

JTMMETHIIaTIeTaMH]

350,2
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451

6-((2-((3R,4R)-3-
aMHHO-4-

METOKCHITMIIEPHIA

H-1-um)-6-¢rop-

1H-
6enzo[d]imuazon-
1-

MIT)METHIT)HUKOTHH

OHMTDHIT

3812

452

53

6-((2-((3R,4R)-3-
aMHuHO-4-

($ropmvmepumH-1-
w)-6-¢prop-4-
merokcu-1H-

6emzo[d]umuazon-

1-
MIT)METHIT)HUKOTHH

OHMTPHIT

399,2

453

54

6-((2-((3R,4R)-3-
aMHHO-4-
¢dbroprmmepumiH-1-
wi)-5-
(TpudropmeTi)-
3H-mmupazo[4,5-
blmupupm-3-

VIT)METHIT)HUKOTHH

OHMTPHIT

420,2

454

(BRAR)-1-(1-((5-
XJIOPIMPHUMHAIHH-2-
wmmernn)-6-¢rop-

1H-
6emnzo[d]umuazon-
2-mm)-4-
METOKCHITMIIEPHIA

H-3-aMuH

391,2

455

55

2-(2-((3R,4R)-3-
aMHuHO-4-
dbropmmepumiH-1-
ni)-6-6pom-1H-
6erzo[d]umunazon-
1-m)-1-(azeTHamH-

1-wr)sTan-1-on

412,0
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456

(BRAR)-1-(1-((5-
XITOPTHPHMHINH-2-
wimerun)-6-¢rop-

1H-
6enzo[d]umumiazon-
2-m)-4-
METOKCHITHTIEPHIH

H-3-aMuH

391,2

457

49

HH

2-(2-((3R,4R)-3-
aMHHO-4-
¢dropmmepupH-1-
un)-6-¢prop-1H-
6emso[ d]umuaason-
1-mm)-N-meTrn-N-
(2,2,2-
TpudTOpITHN )aneTa
MU

458

54

WO

i

FCo M. N
L O
N

Ttz

6-((2-((3R,4R)-3-
aMHHO-4-
(dropnvmepuana-1-
Win)-5-
(tpudropmeriin)-
1H-mmunazo[4,5-
blmupuaus-1-

WI)METHIT)HUKOTHH

OHUTPHIT

420,2

459

56

WO

A

2-(2-((3R,4R)-3-
aMHuHO-4-
dropmumepuauH-1-
wr)-6-
(tpuropmeriin)-
1H-
6emzo[d]umuazon-
1-mm)-1-
MopdommHosTaH-1-

OH

430,2

460

49

O

4L,

CFy

2-(2-((3R,4R)-3-
aMuHO-4-
¢dropmmepupH-1-
un)-5-¢rop-1H-
6emzo[d]umumazon-

1-1mm)-N-meTun-N-
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(222-
TpudTOpITHIT)aNieTa

MH]

461

57

HN ¥oF

WHBoc

2-(2-((3R,48)-3-
aMHHO-4-
¢dropmmepwupH-1-
wn)-6-xmop-1H-
6emsol d]Jumuason-
1-1m)-N, N-

IMMETHIIALETaMITL

3542

462

49

HN, yooF

NHBoc

2-(2-((3R,48)-3-
aMHHO-4-

¢dropmmepupH-1-

wn)-6-¢rop-1H-
6enzo[d]umuiazon-

1-mm)-N-meTun-N-
(2.2,2-

TpudTOpITHIT)aNieTa

M

406,2

463

NC

4

Ly

MH,

6-((2-((3R,4S)-3-
aMuHO-4-

METOKCHTTHTIEPUIIH

H-1-m)-6-drop-

1H-
6erzod]umunazon-
1-

WT)METHIT)HUKOTHH

OHHUTPHIT

381,2

464

56

i Yo

Whidoc

2-(2-((3R,48)-3-
aMHuHO-4-
¢dbropmumepymiH-1-
wi)-6-
(TpugTopmerin)-
1H-
6emzo[d]umumazon-
1-mm)-1-
MopdomHosTaH-1-

OH

4302
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465

49

F
HN/—>LF
NS

TH

(R)-2-(2-(3-amuHo0-
4,4-
JmdToprIme pHH-
1-mm)-6-¢rop-1H-
6emzod]umunazon-
1-mm)-N-meTrn-N-
(222-
TpudTOpITHIT)aneTa
Mun

4242

466

49

/
HN, - 3oF

NHBoc

2-(2-((3R,48)-3-
aMuHO-4-

($ropmvmepunH-1-

un)-6-¢rop-1H-
6enzo[d]ummziazon-
1-1m)-N-MeTun-N-

(2.2,2-

TpudTOpITHIT)aTieTa

MH]

406,2

467

(3R 48)-1-(1-((5-
XJTOPIHPUMHIMH-2-
wnmMeTnn)-6-¢prop-

1H-
6enzo[d]umuazon-
2-mm)-4-
METOKCHITHTICPHIH

H-3-aMuUH

3912

468

58

2-(2-((3RA4R)-3-
aMHHO-4-
($roprumepunH-1-
WT)-6-
(TpudTOpMETOKCH)-
1H-
6emso[ d]umuaason-
1-1m)-N, N-
JMMETHIALECTaMBT

404,2

469

49

2-(6-¢pTop-2-
((3RAR)-4-(rrop-3-
(MeTHITaM¥HO )TTHTIe
pywws-1-wm)-1H-
6erzo[d]umuzazon-
1-1m)-N-meTrn-N-

(222-

420,2
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TpudTOpITHIT)aTieTa

M

470

55

2-(2-((3R,4R)-3-
aMuHO-4-
¢dropmmepuayH-1-
wmn)-5-6pom-1H-
6emzo[d]umuazon-
1-mm)-1-(azeTnaun-

1-um)aTan-1-oH

410,0

471

57

HN yF

WHBoc

2-(2~((3R,48)-3-
aMHHO-4-
¢$roprumepumH-1-
wm)-5-xmop-1H-
6emsol d]umuaason-
1-1m)-N, N-

IMMETHIIALETaMITL

3542

472

49

2-(6-drop-2-(1,7-
mmasacrmpo[4.5]ne
xan-7-wi)-1H-
6enzo[d]ummiazon-
1-mm)-N-meTun-N-
(2,2,2-
TpudTOpITII)aneTa

MHZ

4282

473

56

N et
N~
NHBoc

2-(2-((3R,4R)-3-
aMHIHO-4-
(dropmumepuanH-1-
w)-5-
(tpudropmern)-
1H-
6emso[ d]umuaason-
1-mm)-1-
MopdosmHosTaH-1-

OH

430,2

474

58

=

o2

2-(2((3R,4R)-3-
aMIHO-4-
¢droprmumepyiH-1-
wi)-5-
(tpudropMeToxcH)-
1H-
6emsol d]Jumuaason-
1-1m)-N, N-

404,2
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JIIMETHIIaleTAMH]]

475

59

Lo

S,

(.

cho’©:N%NC>‘F

NH,

2-(2-((3R,4R)-3-
aMuHO-4-
¢dbropmmepumiH-1-
Wi)-5-
(TpudTopmeToKCH)-
1H-
6enzo[d]umuiazon-
1-mm)-1-
Mop¢osmHOdTaH-1-

OH

476

53

6-((2-((3R,4R)-3-
aMHIHO-4-

(droprumepuanH-1-
wn)-5-¢top-7-
merokcu-1H-

6emnzo[d]imumazon-

1-
YUT)METHIT)HUKOTHH

OHMTPHIT

399,2

477

17

(3R 48)-1-(1-((5-
XTOPIHPUMHIMH-2-
wnmernn)-5-¢rop-

1H-
6enzo[d]imuason-
2-mm)-4-
METOKCHITHTIC U/

H-3-aMuUH

3912

478

56

HO -F

‘MHBoc

2-(2-((3R,48)-3-
aMMHO-4-
dbropmmepumiH-1-
wi)-5-
(TpudropmeTi)-
1H-
6emso[ d]umuason-
1-mm)-1-
mopdomnosTaH-1-

OH

430,2
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479

49

2-(5-¢rop-2-

((3R4R)-4-drrop-3-
(MeTHIaMIHO )TIHTIe

pumis-1-mn)-1H-
6erzod]umuzazon-

1-1m)-N-meTrn-N-

(2.2,2-

TpudTOpITHIT)atieTa

MH]

4202

480

49

»\Nr}“;o

I

2-(2-(3-amuHO-4-
METHIUPPOITWH-
1-um)-6-¢prop-1H-
Genso[d]umunason-
1-1m)-N-meTrn-N-
(2,2,2-
TpudTopsTHI)aeTa

MH]

388,2

481

49

O+

= "NHBec

2-(2-((3R4R)-3-
aMuHO-4-

THIPOKCHITMIICPHIY

H-1-um)-6-drop-

1H-

6enso[d]ummpmazon-

1-1m)-N-meTun-N-

(2,2,2-

TpudTOPITIIT )aTieTa

MH]T

404,2

482

49

(R)-2-(2-(3-amuHoO-
4,4-
ZugTopIvIe pHWH-
1-mm)-5-¢prop-1H-
6em3o[d]ummpnazon-
1-1m)-N-meTrn-N-
(2,2,2-
TpudTopsTHI)aeTa

M

483

49

CF;

F/@::/)—ND—OME

NH;

2-(2-((3R,4R)-3-
aMuHO-4-
METOKCHTTMTIEPHTH
H-1-mm)-5-drop-
1H-
6enso[d]umunason-

4182
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1-mm)-N-metmn-N-
(2,2,2-
TpudTOpITHIT)aTieTa

M

484

49

O

ik

2-2-((3R)-3-
aMHHO-4-
THIPOKCHITMIIEPH]TH
H-1-mm)-5-drop-

1H-

Genso[d]umunason-

1-um)-N-metrn-N-
(2,2,2-

TpudTOpITHIT)atieTa

Muz

404,2

485

49

({COOHR

2-(2-((3R,4R)-3-
aMHHO-4-

METOKCHIHIICPH/IA

H-1-1m)-6-¢Top-

1H-
6emnzo[d]imupmazon-
1-mm)-N-metmn-N-
(2,2,2-

TpudTOPITHIT)aneTa

MM

4182

486

49

HN’\I_\
L N

2-(2-(3-
(ampHOMETHIT)-3-
roprmppommm-
1-um)-6-¢rop-1H-
Genso[d]umunason-
1-mm)-N-metrn-N-
(2,2,2-
TprdTOpITHIT)aTIeTa

Muq

406,2

487

49

v f
Neigoc

CF

F Q:%Nij—\wg

2-(2-(3-
(amMuHOMETHIT)-3 -
roprmuppomHH-
1-um)-5-¢rop-1H-
6enso[dJummgason-
1-um)-N-meTrin-N-
(2,2,2-
TpudTOpITHIT)aTIeTa

Muq

406,2
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488

49

N er,

2-(6-¢prop-2-
((4aR,8aR)-
rexcarupo-2H-
mipuzio[4,3-
b][1,4]okcazun-
6(5H)-mm)-1H-
6emso[ d]umuaason-
1-1m)-N-meTrn-N-
(22,2-
TpudTOpITHI)aLCTA
Mun

430,2

489

49

I
E'e

(S)-2-(2-(3-
aAMMHOIIHPPOIIH/IMH
-1-mm)-6-$rop-1H-
6emzod]umunazon-

1-mm)-N-metrn-N-
(222-
TpudTOpITII)aneTa
MUz

3742

490

49

R)-2-2-(3-
AMHHOIHPPOTHINH
-1-mm)-6-dprop-1H-
6emzo[d]umuazon-

1-1m)-N-meTun-N-
(222-
TpudTOPITIIT)anieTa
MUz

3742

491

49

e

HzN

(S)-2-(2-(3-
(aMIHOMETHIT)ITHPDP
onmuIiH- 1 -1m)-6-
$rop-1H-
6emzo[d]umumazon-
1-m)-N-metrn-N-
(2,2,2-
TpudTOpITHI)aLeTa

M

3882

492

49

2-(6-¢Top-2-
((4aR,8aR)-
rexcaruzpo-2H-
mpuno[4,3-
b][1,4]okcazun-
6(5H)-mm)-1H-

430,2
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6enso[dimvirmazon-
1-1m)-N-MeTun-N-
(2,2,2-
TpudTOpITIIT )anieTa
Mun
2~(5-¢rop-2-
((4aS,8a8)-
rexcaruapo-2H-

mupuo[4,3-
CF,4 b][1,4]okcazun-
493 49 HN”}Q B J 6(5H)-um)-1H- 4302
Bachi— . ,@:N% NQ'LO) Gerso[d]rmuason-
1-1m)-N-meTun-N-
(2.22-
TpudTOPITIIT)aneTa

MHZT

[a] rumposnu3 HUTpHIIA, TPOUCXOIANIINIA BO BpeMs SnAr, [b] peakiuoHHas CIIOCOOHOCTh B pEakIuu
Purtepa, HaOnromaeMasi BO BpeMs yIalicHHs 3aIlIUTHONH Boc-rpynmsel, [c] HeompeneneHHas CTepeOXu-
MU 0003HAYACT CMECH YHAHTHOMEPOB WU THACTEPCOMEPOB.
Tabmuma 3
JlanHble onpeiesieHust XapaKTepUCTUK COSAMHEHUN, TOTYyYEeHHBIX COTJIACHO cxeMe 8.

Kononka "Craaus pasneneHus" yka3bIBacT, OCIe KaKO# CTaJiuu Crmocoda peruon3oMepsl, 00pa3oBaHHBIC
BCJIC/ICTBHE ACHMMETPHIHOTO 3aMeIIeHns GeH3MMUIa301a Ipr R' Ha cxeMe 8, pasielsii Bo BpeMst [OTydeHHs
KOHEYHOTO COeIMHEHMS, IpUBEAeHHOTr0 B TabmuIe (I=nocie noixydeHns amkKmimpoBaHHOTO TIPOMEXYTOIHOTO
coeuHenns 1-59 (rae mo MeHsIei Mepe oauH R' He siBisieTcst Bogoponom); B=no ynanenus 3amutHoi Boc-

rpynisl Wi F=koHeuHOe coeanHeHe)

Ycnosus
Ipu | Yacrora, Craaus
SFC nas
M. | pacTBOpH Hannbie 'H SIMP (6 ppm) pa3nesenn
pasnenenus
Ne TeJb b
H30MepOB
8,85 (dd, J=0,83, 2,07 I'y, 1H), 8,12-8,16
(m, 1H), 7,44 (d, J=8,50 I'y, 1H), 7,37 (dd,
J=0,62, 8,29 T'y, 1H), 7,20 (d, J=1,66 T'y, Chiralpak
) 400MI'y 1H), 7,12-7,16 (m, 1H), 5,48 (s, 2H), 3,50 B AD-H, 20%
d4s-MeOH | (brs, 1H), 2,97-3,03 (m, 1H), 2,89-2,96 (m, MeOH, nuk
1H), 2,78-2,86 (m, 1H), 1,92-2,01 (m, 1H), 1
1,81 (dt, J=3,94, 8,71 I'y, 1H), 1,57-1,72
(m, 1H), 1,31-1,42 (m, 1H)
5 500MI'n | 8,81-8,86 (m, 1H), 8,11-8,17 (m, 1H), 7,44- B Chiralpak
ds-MeOH | 7,48 (m, 1H), 7,36 (d, J=8,04 I';, 1H), 7,06- AD-H, 20%
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7,10 (m, 2H), 5,49 (s, 2H), 3,52 (br dd,
J=1,69, 11,81 'y, 1H), 2,97-3,06 (m, 1H),
2,90-2,96 (m, 1H), 2,80-2,88 (m, 1H), 1,92-
2,01 (m, 1H), 1,82 (br dd, J=4,28, 9,47 T'L,
1H), 1,58-1,71 (m, 1H), 1,29-1,41 (m, 1H)

MeOH, muk
2

(98]

500MI'0
d4—MeOH

8,75-8,80 (m, 1H), 8,06 (d, J=8,30 'y, 1H),
7,23-7,31 (m, 1H), 7,11 (d, J=7,27 T', 1H),
6,94-7,05 (m, 2H), 5,44 (s, 2H), 3,48 (br d,
J=10,12 'y, 1H), 3,24-3,30 (m, 1H), 3,23-
3,28 (m, 1H), 2,94-3,04 (m, 1H), 2,77-2,90
(m, 2H), 1,83-1,96 (m, 1H), 1,71-1,81 (m,
1H), 1,51-1,65 (m, 1H), 1,19-1,35 (m, 1H)

500MTI 1t
d;-MeOH

8,83 (s, 1H), 8,11-8,16 (m, 1H), 7,39 (d,

J=8,30 I'w, 1H), 7,18 (d, J=7,01 I'm, 1H),
7,02-7,11 (m, 2H), 5,53 (s, 2H), 4,33-4,52

(m, 1H), 3,59-3,66 (m, 1H), 3,50 (br d,
J=12,46 T, 1H), 3,14-3,22 (m, 1H), 3,09
(dq, J=4,02, 8,69 T', 1H), 2,95-3,05 (m,
1H), 2,07-2,22 (m, 1H), 1,76-1,94 (m, 1H)

500MI'g
d4-MeOH

8,83 (s, 1H), 8,10-8,15 (m, 1H), 7,37 (d,
J=8,04 I'y, 1H), 7,17 (d, J=7,01 I'e, 1H),
7,01-7,09 (m, 2H), 5,52 (s, 2H), 3,43 (dd,
J=4,15, 12,20 Ty, 1H), 3,20-3,35 (m, 2H),
3,18-3,35 (m, 1H), 3,04-3,17 (m, 1H), 2,10
(ddd, J=4,93, 9,80, 14,34 T', 1H), 1,88-2,04
(m, 1H)

500MI'
d4-MeOH

8,86 (d, J=1,30 I'y, 1H), 8,14-8,20 (m, 1H),
7,47 (d, J=8,56 ', 1H), 7,44 (d, J=8,30 I'w,
1H), 7,23 (d, J=2,08 T'y, 1H), 7,19 (dd,
J=1,95, 8,43 T'y, 1H), 5,53 (s, 2H), 4,33-
4,50 (m, 1H), 3,53-3,61 (m, 1H), 3,43-3,50
(m, 1H), 3,02-3,20 (m, 2H), 2,95 (dd,
J=8,69, 12,33 'y, 1H), 2,12-2,24 (m, 1H),
1,82-1,94 (m, 1H)

Chiralcel
OD-H, 25%
IPA, muk 1
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500MI'0
d4—MeOH

8,86 (d, J=1,30 T'y, 1H), 8,13-8,20 (m, 1H),
7,49 (s, 1H), 7,42 (d, J=8,30 'y, 1H), 7,12
(s, 2H), 5,54 (s, 2H), 4,43 (s, 1H), 3,57-3,63
(m, 1H), 3,45-3,55 (m, 1H), 3,12-3,20 (m,
1H), 3,03-3,12 (m, 1H), 2,97 (dd, J=8,82,
12,46 Ty, 1H), 2,12-2,24 (m, 1H), 1,80-1,96
(m, 1H)

Chiralcel
OD-H, 25%
IPA, muk 2

500MI'g
d4-MeOH

8,86 (d, J=1,82 T'ry, 1H), 8,14-8,19 (m, 1H),
7,47 (d, J=8,56 ', 1H), 7,43 (d, J=8,04 'y,
1H), 7,22 (s, 1H), 7,13-7,20 (m, 1H), 5,53
(s, 2H), 4,75-4,81 (m, 1H), 3,37-3,43 (m,
1H), 3,01-3,29 (m, 4H), 2,08-2,20 (m, 1H),
1,88-2,03 (m, 1H)

Chiralcel
OD-H, 25%
IPA, nuk 1

500MTI 1t
d;-MeOH

8,86 (d, J=1,30 I'y, 1H), 8,14-8,19 (m, 1H),
7,49 (s, 1H), 7,41 (d, J=8,04 I'y, 1H), 7,12
(s, 2H), 5,53 (s, 2H), 3,37-3,49 (m, 2H),
3,28 (dd, J=3,37, 8,04 I', 2H), 3,03-3,21
(m, 2H), 2,09-2,18 (m, 1H), 1,89-2,05 (m,
1H)

Chiralcel
OD-H, 25%
IPA, muk 2

10

500MTI'x
d4-MeOH

8,84 (s, 1H), 8,16 (d, J=8,04 I'yy, 1H), 7,42-
7,47 (m, 1H), 7,19-7,23 (m, 1H), 7,05-7,12
(m, 2H), 5,58 (s, 2H), 3,59 (br d, J=11,42
Ty, 1H), 3,45-3,53 (m, 1H), 3,37 (ddd,
J=3,11, 9,54, 12,78 ', 1H), 3,16-3,30 (m,
2H), 2,30 (tdd, J=4,70, 9,67, 14,66 I', 1H),
2,06-2,22 (m, 1H)

11

500MI'g
d4—MeOH

8,80-8,84 (m, 1H), 8,14-8,19 (m, 1H), 7,45~
7,51 (m, 2H), 7,41 (d, J=8,04 I'y, 1H), 7,17
(t, J=7,91 I'w, 1H), 5,54-5,60 (m, 2H), 4,35~
4,53 (m, 1H), 3,70-3,76 (m, 1H), 3,50-3,64
(m, 1H), 3,19-3,26 (m, 1H), 3,14 (dq,
J=4,15, 8,82 T, 1H), 2,98-3,08 (m, 1H),
2,11-2,23 (m, 1H), 1,80-1,95 (m, 1H)
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8,85 (d, J=1,56 I'y, 1H), 8,15-8,20 (m, 1H),

7,48 (d, J=8,56 I'y, 2H), 7,23 (d, J=1,56 'y, Chiralcel
1 500MI'u | 1H), 7,19 (dd, J=1,82, 8,56 I'u, 1H), 5,56 (s, . OD-H, 25%
ds-MeOH | 2H), 3,53 (br d, J=12,20 T'u, 1H), 3,40-3,48 MeOH, muk
(m, 1H), 3,28-3,32 (m, 1H), 3,12-3,27 (m, 1
2H), 2,23-2,37 (m, 1H), 2,06-2,21 (m, 1H)
8,85 (d, J=1,04T'y, 1H), 8,15-8,19 (m, 1H),
7,50 (s, 1H), 7,46 (d, J=8,04 I';, 1H), 7,07- Chiralcel
;3 500MI'n | 7,15 (m, 2H), 5,54-5,59 (m, 2H), 3,56 (br d, . OD-H, 25%
d,-MeOH | J=12,20 I'y, 1H), 3,40-3,50 (m, 1H), 3,34- MeOH, muk
3,39 (m, 1H), 3,13-3,29 (m, 2H), 2,24-2,39 2
(m, 1H), 2,06-2,22 (m, 1H)
8,85 (d, J=1,82 Ty, 1H), 8,15-8,20 (m, 1H),
7,64 (d, J=8,30 'y, 1H), 7,44-7,54 (m, 3H),
Chiralcel
S00MI't | 5,59-5,64 (m, 2H), 4,36-4,54 (m, 1H), 3,60-
14 B OD-H, 15%
ds-MeOH | 3,71 (m, 1H), 3,48-3,56 (m, 1H), 3,14-3,22
IPA, nuk 1
(m, 1H), 3,06-3,13 (m, 1H), 2,95-3,03 (m,
1H), 2,12-2,23 (m, 1H), 1,81-1,97 (m, 1H)
8,82-8,87 (m, 1H), 8,15-8,21 (m, 1H), 7,78
(s, 1H), 7,48 (d, J=8,30 I'y, 1H), 7,41 (d,
J=8,56 I'y, 1H), 7,31 (d, J=8,30 I';, 1H),
Chiralcel
S00MI't | 5,55-5,64 (m, 2H), 4,35-4,54 (m, 1H), 3,60-
15 B OD-H, 15%
dy-MeOH | 3,69 (m, 1H), 3,50-3,59 (m, 1H), 3,15-3,22
IPA, nuk 2
(m, 1H), 3,06-3,15 (m, 1H), 3,01 (dd,
J=8,82, 12,46 T'yy, 1H), 2,13-2,27 (m, 1H),
1,83-1,97 (m, 1H)
8,86 (d, J=1,30 I'y, 1H), 8,11-8,18 (m, 1H),
7,53 (d, J=7,79 'y, 1H), 7,37 (d, J=8,04 'y,
1H), 7,18-7,25 (m, 1H), 7,11-7,17 (m, 2H),
s S00MTI' | 5,51-5,57 (m, 2H), 4,37-4,53 (m, 1H), 3,57-
ds-MeOH | 3,65 (m, 1H), 3,40-3,54 (m, 1H), 3,09-3,21

(m, 2H), 2,99 (dd, J=8,95, 12,33 Ty, 1H),
2,19 (tt, J=4,28, 13,62 T', 1H), 1,81-1,98
(m, 1H)
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8,90 (d, J=1,30 T'y, 1H), 8,08-8,16 (m, 1H),
7,33-7,38 (m, 1H), 7,25 (d, J=8,04 I', 1H),
7,06-7,11 (m, 2H), 6,96-7,02 (m, 1H), 5,45

. 500MI1t (s, 2H), 4,14-4,23 (m, 1H), 3,26 (br d,
d,-MeOH | J=13,23 ', 1H), 3,04-3,16 (m, 1H), 2,83-
2,94 (m, 1H), 2,49-2,60 (m, 2H), 2,43-2,46
(m, 1H), 1,99-2,13 (m, 1H), 1,48-1,57 (m,
1H), 1,38 (qd, J=7,28, 15,02 I';, 1H)
8,83 (dd, J=1,56, 16,35 T'u, 1H), 8,18-8,25
(m, 1H), 7,50-7,61 (m, 1H), 7,27-7,37 (m,
500MI1t
18 2H), 5,56 (d, J=3,11 T'u, 2H), 3,04-3,26 (m, - --
d,-MeOH
3H), 2,99 (br d, J=8,04 I'y, 2H), 2,11-2,26
(m, 1H), 1,84-2,01 (m, 2H)
8,84 (s, 1H), 8,13-8,21 (m, 1H), 7,52-7,58
(m, 1H), 7,43-7,50 (m, 1H), 7,06-7,18 (m,
Chiralpak
2H), 5,50-5,61 (m, 2H), 4,39-4,58 (m, 1H),
500MI 't AD-H, 15%
19 3,64 (br d, J=12,46 T'y, 1H), 3,45-3,56 (m, B
d;-MeOH MeOH, muk
1H), 3,11-3,22 (m, 2H), 3,01 (dd, J=9,21, |
12,33 I'y, 1H), 2,12-2,25 (m, 1H), 1,83-1,97
(m, 1H)
8,85 (d, J=1,30 'y, 1H), 8,11-8,21 (m, 1H),
7,45 (d, J=8,30 I'y, 1H), 7,40 (s, 1H), 7,17-
7,24 (m, 1H), 7,01-7,08 (m, 1H), 5,51-5,60 Chiralpak
- 500MI 1t (m, 2H), 4,37-4,54 (m, 1H), 3,61-3,68 (m, B AD-H, 15%
d,-MeOH | 1H), 3,45-3,57 (m, 1H), 3,05-3,23 (m, 2H), MeOH, mux
3,00 (dd, J=9,08, 12,46 I'u, 1H), 2,13-2,27 2
(m, 1H), 1,90 (ddd, J=3,63, 9,60, 13,23 I'y,
1H)
8,84 (d, J=2,08 ', 1H), 8,16-8,22 (m, 1H),
7,46-7,54 (m, 2H), 7,35 (d, J=11,16 I'y, Phenomenex
1H), 5,57-5,61 (m, 2H), 4,36-4,53 (m, 1H), Lux
500MI 1
21 3,64-3,72 (m, 1H), 3,49-3,59 (m, 1H), 3,15- B Cellulose-2,
d4-MeOH
3,24 (m, 1H), 3,07-3,15 (m, 1H), 3,02 (dd, 15% MeOH,
J=8,95, 12,59 T'y, 1H), 2,18 (br dd, J=4,80, muK 1

9,21 I'y, 1H), 1,82-1,92 (m, 1H)

- 137 -




043189

8,83 (d, J=1,30 I'ry, 1H), 8,16-8,21 (m, 1H),

7,73 (d, 1=6,23 T'n, 1H), 7,52 (d, J=8,30 I'w,
Phenomenex
1H), 7,21 (d, J=10,38 T, 1H), 5,58 (s, 2H), L
ux
500MI'u 4,34-4,53 (m, 1H), 3,63 (br dd, J=1,56,
22 B Cellulose-2,
d;-MeOH | 12,46 T, 1H), 3,49 (br s, 1H), 3,05-3,22
15% MeOH,
(m, 2H), 2,99 (dd, J=8,82, 12,46 Ty, 1H), )
UK
2,11-2,26 (m, 1H), 1,89 (ddd, J=3,63, 9,67,
13,43 T'y, 1H)
8,85 (s, 1H), 8,06-8,13 (m, 1H), 7,51 (d,
J=7.79 T'w, 1H), 7,29 (d, J=8,30 I'w, 1H), .
Chiralpak
500MI ' 7,05-7,22 (m, 3H), 5,49 (s, 2H), 3,30-3,36
23 B AD-H, 30%
d;-MeOH | (m, 2H), 3,10-3,23 (m, 3H), 2,94-3,09 (m,
IPA, mux 1

1H), 2,38 (qd, J=6,47, 12,52 ', 1H), 1,88-
2,03 (m, 2H), 1,66-1,88 (m, 2H)
8,85 (s, 1H), 8,18-8,23 (m, 1H), 7,50-7,59
(m, 2H), 7,27-7,33 (m, 1H), 7,21-7,26 (m,

2H), 5,61 (s, 2H), 4,00 (br dd, J=2,47, 12,85 Chiralpak
500MT 1t
24 I'y, 1H), 3,80-3,91 (m, 1H), 3,37-3,56 (m, B AD-H, 30%
ds-MeOH
4H), 3,25 (brd, J=2,34 'y, 3H), 2,13-2,28 IPA, muk 2
(m, 3H), 1,88-2,07 (m, 3H), 1,69-1,83 (m,
1H)
8,85 (s, 1H), 8,06-8,13 (m, 1H), 7,51 (d,
J=7,79 T'y, 1H), 7,29 (d, J=8,30 T'u, 1H),
Chiralpak
S00MI 1t 7,05-7,22 (m, 3H), 5,49 (s, 2H), 3,30-3,36
25 B AD-H, 30%
d;-MeOH | (m, 2H), 3,10-3,23 (m, 3H), 2,94-3,09 (m,
IPA, uk 3
1H), 2,38 (qd, J=6,47, 12,52 T'y, 1H), 1,88-
2,03 (m, 2H), 1,66-1,88 (m, 2H)
8,85 (s, 1H), 8,18-8,23 (m, 1H), 7,50-7,59
(m, 2H), 7,27-7,33 (m, 1H), 7,21-7,26 (m,
2H), 5,61 (s, 2H), 4,00 (br dd, J=2,47, 12,85 Chiralpak
500MI'x ) (5,20 ( P
26 I'y, 1H), 3,80-3,91 (m, 1H), 3,37-3,56 (m, B AD-H, 30%
IPA, muk 4

d4-MeOH
4H), 3,25 (br d, J=2,34 Ty, 3H), 2,13-2,28
(m, 3H), 1,88-2,07 (m, 3H), 1,69-1,83 (m,
1H)
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8,83 (dd, J=0,62, 2,07 'y, 1H), 8,08 (dd,
7=2,07, 8,09 Ty, 1H), 7,49-7,54 (m, 1H),

Chiralpak IC,
400MI'y | 7,32 (d, J=8,29 'y, 1H), 7,07-7,19 (m, 3H),
27 B 40% MeOH,
ds-MeOH | 5,45-5,52 (m, 2H), 3,38-3,45 (m, 2H), 2,99- |
K
3,17 (m, 2H), 1,94-2,14 (m, 2H), 1,57-1,86
(m, 4H)
8,83 (dd, J=0,83, 2,07 I'y, 1H), 8,06-8,11
(m, 1H), 7,49-7,55 (m, 1H), 7,32 (d, J=8,29 Chiralpak IC,
400MI 11
28 I'y, 1H), 7,05-7,19 (m, 3H), 5,47-5,52 (m, B 40% MeOH,
d4—MeOH
2H), 3,37-3,46 (m, 2H), 3,01-3,18 (m, 2H), MUK 2
1,96-2,18 (m, 2H), 1,56-1,84 (m, 4H)
8,49 (d, J=2,34 'y, 1H), 7,83-7,87 (m, 1H),
7,75-7,79 (m, 2H), 7,66 (d, J=8,30 'y, 1H), )
Chiralcel
7,36 (d, J=8,56 'y, 1H), 5,52 (s, 2H), 4,42-
500MI 1t OD-H, 25%
29 4,59 (m, 1H), 3,77 (dtd, J=1,69, 4,27, 12,62 B
d4-MeOH MeOH, nuk
T'y, 1H), 3,56-3,67 (m, 1H), 3,18-3,26 (m, |
2H), 3,09 (s, 3H), 3,02-3,08 (m, 1H), 2,15-
2,26 (m, 1H), 1,84-1,96 (m, 1H)
8,48 (d, J=2,34 'y, 1H), 8,04-8,08 (m, 1H),
7,83-7,88 (m, 1H), 7,69 (dd, J=1,82, 8,56
T'u, 1H), 7,37 (dd, J=4,02, 8,43 'y, 2H), Chiralcel
30 500MI'n | 5,48-5,53 (m, 2H), 4,47-4,65 (m, 1H), 3,79 B OD-H, 25%
2
ds-MeOH | (dtd, J=1,69, 4,27, 12,62 I'u, 1H), 3,58-3,67 MeOH, mux
(m, 1H), 3,33-3,38 (m, 1H), 3,17-3,25 (m, 1
1H), 3,07-3,14 (m, 4H), 2,18-2,29 (m, 1H),
1,87-2,03 (m, 1H)
8,77-8,82 (m, 2H), 7,35-7,43 (m, 1H), 7,28-
7,32 (m, 1H), 5,54 (s, 2H), 4,38-4,60 (m,
3 400MTy | 1H), 3,76 (dtd, J=1,97, 4,31, 12,62 Ty, 1H),
d,-MeOH | 3,56-3,68 (m, 1H), 3,16-3,26 (m, 2H), 2,97-
3,10 (m, 1H), 2,12-2,26 (m, 1H), 1,79-1,98
(m, 1H)
837 (d, J=2,90 Ty, 1H), 7,57-7,64 (m, 1H), Regis
400MI' ) (m, IH) £
32 7,33 (dd, J=4,35, 8,71 T'y, 1H), 7,05 (dd, B Whelk-O,
d4-MeOH
J=2,07, 8,91 I'y, 1H), 6,73 (ddd, J=2,18, 20% MeOH,
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9,85, 11,61 I'y, 1H), 5,49 (s, 2H), 4,39-4,60 MUK 2
(m, 1H), 3,70 (dtd, J=1,76, 4,28, 12,49 I'yy,
1H), 3,49-3,61 (m, 1H), 3,11-3,31 (m, 2H),
3,04 (dd, J=9,12, 12,44 Ty, 1H), 2,13-2,28
(m, 1H), 1,83-2,04 (m, 1H)
8,41 (d, J=2,90 I'yy, 1H), 7,57-7,64 (m, 1H),
7,35 (dd, J=4,15, 8,71 T'ny, 1H), 6,71-6,85 )
Regis
(m, 2H), 5,41 (s, 2H), 4,32-4,54 (m, 1H),
400MI'g Whelk-O,
33 3,61 (dtd, J=1,66, 4,17, 12,39 I'ny, 1H), 3,43- B
ds-MeOH 20% MeOH,
3,53 (m, 1H), 3,06-3,20 (m, 2H), 2,97 (dd, )
MUK
J=8,60, 12,34 I'y, 1H), 2,11-2,25 (m, 1H),
1,80-1,97 (m, 1H)
8,66-8,74 (m, 2H), 6,86-6,92 (m, 1H), 6,72-
6,82 (m, 1H), 5,51 (s, 2H), 4,36-4,59 (m, Regis
34 400MI'y | 1H), 3,64 (dtd, J=1,87, 4,28, 12,39 I', 1H), B Whelk-O,
ds-MeOH | 3,47-3,57 (m, 1H), 3,09-3,22 (m, 2H), 2,99 15% MeOH,
(dd, J=8,91, 12,44 'y, 1H), 2,07-2,26 (m, UK 2
1H), 1,75-1,99 (m, 1H)
8,67-8,72 (m, 2H), 7,03-7,08 (m, 1H), 6,68-
6,77 (m, 1H), 5,62 (d, J=0,83 I'y, 2H), 4,44- )
Regis
4,65 (m, 1H), 3,69 (dtd, J=1,76, 4,35, 12,54
400MI'n Whelk-O,
35 I'ny, 1H), 3,44-3,58 (m, 1H), 3,24-3,32 (m, B
d4-MeOH 15% MeOH,
1H), 3,12-3,19 (m, 1H), 3,05 (dd, J=9,43, )
MUK
12,54 T'y, 1H), 2,17-2,27 (m, 1H), 1,84-2,01
(m, 1H)
8,73 (s, 2H), 7,39-7,44 (m, 1H), 7,35 (dd,
J=2,34, 9,34 'y, 1H), 5,57 (d, J=4,15 'y,
500MI'
36 2H), 5,00-5,16 (m, 1H), 3,72-3,85 (m, 2H), - --
d4-MeOH
3,46-3,54 (m, 2H), 3,35-3,44 (m, 1H), 1,98-
2,19 (m, 2H)
8,72 (s, 2H), 7,37-7,41 (m, 1H), 7,31 (dd,
J=2,47,9,47 'y, 1H), 5,55 (s, 2H), 4,41-
500MTI'1
37 4,60 (m, 1H), 3,78 (dtd, J=1,82, 4,25, 12,78 -- --
d4-M€OH

Iy, 1H), 3,56-3,70 (m, 1H), 3,16-3,29 (m,
2H), 3,07 (dd, J=9,34, 12,72 T'w, 1H), 2,14-
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2,24 (m, 1H), 1,83-1,96 (m, 1H)

8,81-8,02 (m, 1 H), 8,23 (dd, J=8 30, 2,08
Ty, 1 H), 7,49-7,66 (m, 2H), 7,17-7,39 (m,

S00MT | 3H), 5,64 (s, 2H), 4,69-4,86 (m, 1H), 3,92-
38 - -
d;-MeOH | 4,06 (m, 1H), 3,61-3,79 (m, 2H), 3,20-3,32
(m, 2H), 2,24-2,41 (m, 1H), 1,92-2,14 (m,
1H)
8,74-8,81 (m, 2 H), 7,39-7,51 (m, 1 H), 7,00
(dd, J=8,95, 2,47 T, 1 H), 6,94 (ddd,
Chiralpak IC,
S00MIm | J=9,86, 8,82, 2,60 I'y, 1 H), 5,51 (s, 2 H),
39 B 20% IPA,
d4,-MeOH 4,98 (dt, J=5,26, 2,43 'y, 1 H), 3,48 (dd, )
UK
J=11,94, 3,89 Ty, 1 H), 3,19-3,41 (m, 5 H),
1,92-2,21 (m, 2 H)
8,78 (s, 2 H), 7,04-7,25 (m, 2 H), 6,80-6,96 Chiralpak IC,
500MI'g
40 (m, 1 H), 5,45-5,61 (m, 2 H), 3,42-3,58 (m, B 20% IPA,
d4-MeOH
1H), 3,17-3,40 (m, 5 H), 1,88-2,23 (m, 2 H) T 2
8,81 (s, 2H), 7,67-7,71 (m, 1H), 7,61 (d, .
Chiralpak
J=8,30 ', 1H), 7,49-7,53 (m, 1H), 5,61 (s,
500MI ' 0J, 15%
41 2H), 3,69-3,77 (m, 1H), 3,58-3,66 (m, 1H), B
d,-MeOH MeOH, nuk
3,43-3,53 (m, 1H), 3,36-3,43 (m, 1H), 3,23- 5
3,30 (m, 1H), 2,14-2,41 (m, 2H)
8,79 (s, 2H), 7,80-7,86 (m, 1H), 7,42-7,48
Chiralpak
(m, 1H), 7,37 (d, J=8,30 T'w, 1H), 5,61 (5,
500MI 1t 017, 15%
4 2H), 3,66-3,74 (m, 1H), 3,55-3,63 (m, 1H), B
ds;-MeOH MeOH, nuk
3,34-3,53 (m, 3H), 3,22-3,30 (m, 1H), 2,29- 1
2,41 (m, 1H), 2,07-2,27 (m, 1H)
8,93 (d, J=1,35 'y, 1H), 8,32 (dd, J=2,18,
8,19 T, 1H), 7,67 (s, 1H), 7,54 (s, 1H),
4 | 400MI | 752756 (m, 1H), 7,49 (d, J=7,92 T'w, 1H),
3 - -
de-DMSO | 5,56 (s, 2H), 4,22-4,48 (m, 1H), 3,36-3,45
(m, 2H), 2,97-3,09 (m, 1H), 2,72-2,94 (m,
2H), 1,97-2,11 (m, 1H), 1,61-1,77 (m, 1H)
44 400MI'y | 8,96 (s, 1H), 8,27 (dd, /=2,18, 8,19 'y, 1H), - -
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ds-DMSO

7,27 (d, J=7,98 T, 1H), 7,23 (s, 1H), 6,92

3,35 (brs, 3H), 2,86-3,03 (m, 2H), 2,74 (dd,
J=8,60, 12,44 T, 1H), 2,24 (s, 3H), 2,20 (s,

(s, 1H), 5,44 (s, 2H), 4,21-4,48 (m, 1H),

3H), 1,93-2,12 (m, 1H), 1,87 (br s, 1H),
1,64-1,82 (m, 1H)

45

400MI'y
ds-DMSO

8,92-8,95 (m, 1H), 8,36-8,50 (m, 3H), 7,76
(d, J=8,09 T'y, 1H), 7,53-7,60 (m, 1H), 7,35-
7,43 (m, 1H), 7,18 (¢, J=9,23 Ty, 1H), 5,65-
5,84 (m, 2H), 3,86 (br d, /=10,47 'y, 1H),
3,26-3,52 (m, 3H), 3,15 (br t, J=9,90 I'x,

1H), 1,82-2,01 (m, 2H), 1,40-1,69 (m, 2H)

Chiralcel
OD-H, 15%
IPA,

K 1

46

400MI'y
ds-DMSO

8,04 (s, 1H), 8,48 (br s, 2H), 8,40 (dd,

J=2,18, 8,19 T, 1H), 7,77 (d, J=8,19 T'wy,
1H), 7,40 (dd, J=2,85, 8,66 'y, 2H), 7,14
(dt, J=2,38, 9,33 T, 1H), 5,65-5,84 (m,
2H), 3,89 (br d, /=10,57 I', 1H), 3,28-3,52
(m, 3H), 3,18 (br t, J=9,80 [', 1H), 1,94-
2,02 (m, 1H), 1,81-1,93 (m, 1H), 1,47-1,72
(m, 2H)

Chiralcel
OD-H, 15%
IPA,

K 2

47

400MI'
de-DMSO

8,03 (s, 1H), 8,71 (br s, 2H), 8,38 (dd,
J=1,75, 8,24 T, 1H), 7,73 (d, J=8,17 'y,
1H), 7,57 (dd, J=4,54, 8,69 T'w, 1H), 7,36
(brd, J=8,30 ', 1H), 7,16 (t, J=8,68 I'y,
1H), 5,65-5,82 (m, 2H), 5,06-5,24 (m, 1H),
3,79 (br d, /=12,07 I'y, 1H), 3,62-3,74 (m,
1H), 3,36-3,52 (m, 3H), 3,24-3,33 (m, 1H),
2,09-2,20 (m, 1H), 1,88-2,09 (m, 1H)

Chiralcel
OD-H, 15%
IPA,

nuK 1

48

400MT
d-DMSO

8,04 (s, 1H), 8,66 (br s, 3H), 8,37 (dd,
J=1,82, 8,17 'y, 1H), 7,67 (d, J=8,17 'y,
1H), 7,37 (dd, J=2,14, 9,02 Ty, 1H), 7,31
(br dd, J=4,41, 8,69 I'y, 1H), 7,07 (t, /=8,71
Iy, 1H), 5,60-5,78 (m, 2H), 5,05-5,24 (m,
1H), 3,62-3,78 (m, 2H), 3,36-3,51 (m, 2H),

Chiralcel
OD-H, 15%
IPA,

K 2

3,22-3,31 (m, 1H), 2,09-2,18 (m, 1H), 1,93-
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2,07 (m, 1H)

8,00-8,96 (m, 1H), 8,87 (br s, 2H), 8,40 (dd,
J=1,95, 8,17 Ty, 1H), 7,76 (d, J=8,30 'y,
1H), 7,58 (dd, J=4,54, 8,69 ', 1H), 7,39

Chiralcel
(brd, /=7,40Tu, 1H), 7,18 (t, /=8,78 'Ly,
400MI g OD-H, 15%
49 1H), 5,68-5,84 (m, 2H), 4,86-5,05 (m, 1H),
de-DMSO IPA,
4,04 (br d, /=12,46 T'u, 1H), 3,59-3,73 (m, ‘]
TTUK
1H), 3,33-3,53 (m, 2H), 3,22 (br t, /=11,42
I'y, 1H), 2,22-2,32 (m, 1H), 1,75-1,92 (m,
1H)
8,94 (s, 1H), 8,90 (br s, 2H), 8,39 (dd,
J=1,62, 824 T, 1H), 7,76 (d, /=8,17 I'y,
1H), 7,35-7,45 (m, 2H), 7,13 (t, J=8,77 'y, Chiralcel
400MI 1 1H), 5,68-5,84 (m, 2H), 4,87-5,07 (m, 1H), OD-H, 15%
50
ds-DMSO | 4,07 (brd, /=12,72 T'u, 1H), 3,60-3,73 (m, IPA,
1H), 3,36-3,53 (m, 2H), 3,25 (br t, J=11,55 K 2
I'y, 1H), 2,23-2,32 (m, 1H), 1,78-1,91 (m,
1H)
8,94 (d, /=1,45Tu, 1H), 8,32 (dd, J=2,18,
8,19 Ty, 1H), 7,72 (d, J=0,93 Ty, 1H), 7,45-
Chiralpak
7,55 (m, 3H), 5,56 (s, 2H), 3,48 (br d,
400MI 11 AD-H, 20%
51 J=11,71T'u, 1H), 3,34-3,42 (m, 1H), 2,84-
ds-DMSO METaHOJI,
2,95 (m, 1H), 2,61-2,78 (m, 2H), 1,74-1,83 )
UK
(m, 1H), 1,59-1,72 (m, 1H), 1,40-1,58 (m,
1H), 1,03-1,29 (m, 1H)
8,93 (d, /=1,35T'u, 1H), 8,32 (dd, J=2,18,
8,19 I'y, 1H), 7,89 (d, J=1,14 I', 1H), 7,47-
7,54 (m, 1H), 7,42 (d, /=1,45 Ty, 1H), 7,32 Chiralpak
5 400MI' (d, J=8,29 T'y, 1H), 5,57 (s, 2H), 3,38-3,50 AD-H, 20%
ds-DMSO | (m, 1H), 3,29-3,37 (m, 1H), 2,87 (br s, 1H), METaHOJI,
2,78 (br s, 1H), 2,66 (br dd, J=9,07, 11,87 nux 2
I'y, 1H), 1,74-1,85 (m, 1H), 1,62-1,74 (m,
1H), 1,43-1,57 (m, 1H), 1,11-1,31 (m, 1H)
400MI 't 8,93 (dd, J=0,73, 2,07 T'y, 1H), 8,33 (dd, Chiralpak
53
ds-DMSO | J=2,07,8,19Ty, 1H), 7,74 (d, J/=0,93 I'yy, AD-H, 25%
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1H), 7,48-7,58 (m, 3H), 5,61 (s, 2H), 4,25- METaHOJ
4,48 (m, 1H), 3,38-3,57 (m, 2H), 3,03-3,16 muk 1
(m, 1H), 2,80-2,92 (m, 2H), 1,97-2,13 (m,
1H), 1,61-1,80 (m, 3H)
8,92 (s, 1H), 8,33 (dd, /=2,12, 8,14 ', 1H),
791 (d, /~1,14 Ty, 1H), 7,54 (d, /=829 I'yy,
Chiralpak
1H), 7,45 (dd, J=1,50, 8,24 I'yy, 1H), 7,33 (d,
400MI ' AD-H, 25%
54 J=8,29 T'y, 1H), 5,61 (s, 2H), 4,25-4,48 (m, B
de-DMSO METaHOJI
1H), 3,36-3,52 (m, 3H), 3,07 (br s, 1H),
K 2
2,79-2,95 (m, 2H), 1,96-2,18 (m, 1H), 1,65-
1,80 (m, 2H)
8,88 (d, /=1,35 'y, 1H), 8,00 (dd, /=2,13,
8,14 'y, 1H), 7,64 (d, /=8,19 'y, 1H), 7,45- Chiralpak
400MI'y | 7,54 (m, 1H), 7,28 (d, /=1,04 I'y, 1H), 7,21- AD-H, 20%
55 B
CDCl, 7,26 (m, 1H), 5,36-5,47 (m, 2H), 3,43-3,63 IPA,
(m, 3H), 3,14-3,33 (m, 2H), 2,27-2,40 (m, muk 1
1H), 2,10-2,24 (m, 1H), 1,75 (br s, 2H)
8,89 (d, /~1,35T'u, 1H), 7,99 (dd, /=2,07,
8,09 I'y, 1H), 7,92 (d, /=0,93 'y, 1H), 7,42
Chiralpak
(dd, J=1,45, 8,29 ', 1H), 7,20 (d, J=8,19
400MI'1 AD-H, 20%
56 I'y, 1H), 7,06 (d, /=8,19 I'u, 1H), 5,40-5,54 B
CDCl; IPA,
(m, 2H), 3,40-3,62 (m, 3H), 3,17-3,35 (m,
MUK 2
2H), 2,29-2,42 (m, 1H), 2,01-2,26 (m, 1H),
1,95 (br s, 2H)
8,93 (s, 1H), 8,31 (brd, /=8,19 'y, 1H),
7,48 (d, J/=8,19T'y, 1H), 7,35 (s, 1H), 7,24
(s, 1H), 5,53 (s, 2H), 3,39 (br d, J=11,09 'y,
57 400MTI'y | 2H), 3,29 (brd, /=12,44 T'y, 2H), 2,84 (br t,
ds-DMSO | J=10,37 Ty, 1H), 2,57-2,78 (m, 2H), 1,77
(br dd, J=3,89, 8,55 I'y, 1H), 1,65 (br dd,
J=4,20, 9,38 T'y, 1H), 1,40-1,61 (m, 1H),
1,05-1,21 (m, 1H)
8,93 (s, 1H), 8,32 (d, /=8,19T, 1H), 7,52
400MI'
58 (d, J=8,19 'y, 1H), 7,36 (s, 1H), 7,26 (s, -- -
ds-DMSO

1H), 5,58 (s, 2H), 4,24-4,47 (m, 1H), 3,34~
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3,52 (m, 3H), 2,98-3,10 (m, 1H), 2,78-2,95
(m, 2H), 2,05 (br t, J=12,70 T, 1H), 1,84-
1,99 (m, 1H), 1,64-1,83 (m, 1H)

8,93 (s, 1H), 8,32 (d, /=8,29 T'y, 1H), 7,52
(d, J=8,09 I', 1H), 7,35 (s, 1H), 7,26 (s,

400MTw | 1H), 5,57 (s, 2H), 4,64-4.86 (m, 2H), 3,17-
> de-DMSO | 3,38 (m, 2H), 3,05-3,17 (m, 1H), 2,93-3,02 - -
(m, 1H), 2,82-2,93 (m, 1H), 1,92-2,04 (m,
1H), 1,79 (br s, 1H)
8,89-8,6 (m, 1H), 8,33 (d, J~7,79 Ty, 1H),
7,56 (d, J=8,29 T, 1H), 7,32-7,40 (m, 1H),
400MT'w | 7,28 (s, 1H), 5,54-5,66 (m, 2H), 3,34-3,46
o0 de-DMSO | (m, 2H), 3,15-3,26 (m, 1H), 2,96-3,14 (m, N B
2H), 2,16-2,31 (m, 1H), 1,87-2,08 (m, 2H),
1,78-1,87 (m, 1H)
8,94 (s, 1H), 8,31 (dd, /=2,07, 8,19 I'w, 1H),
7,44 (d, J=8,29 I'u, 1H), 7,02 (d, J=8,78 'y, Regis
1H), 6,95 (t, J=10,39 T'y, 1H), 5,50 (s, 2H), Whelk-O s,
400MI '
61 3,33 (br d, J=11,82 I'y, 2H), 3,23 (br d, B s, 30%
de-DMSO
J=12,23 T, 2H), 2,66-2,87 (m, 2H), 2,54- MeTaron,
2,63 (m, 1H), 1,73-1,90 (m, 1H), 1,60-1,72 T 2
(m, 1H), 1,41-1,58 (m, 1H), 1,16 (br s, 1H)
8,03 (s, 1H), 8,31 (dd, /=1,97, 8,19 T'wy, 1H),
7,48 (d, J=8,29 T'w, 1H), 7,14 (dd, J=1,92, Regis
soory | &5 T D 685 (110,74 T, 1HD, 5,50 Whelk-O's,
62 (s, 2H), 3,34-3,44 (m, 4H), 2,73-2,91 (m, B s, 30%
ds-DMSO
2H), 2,63 (dd, J=9,07, 11,87 'y, 1H), 1,74- METaHOJI,
1,86 (m, 1H), 1,62-1,74 (m, 1H), 1,43-1,60 ik 1
(m, 1H), 1,11-1,28 (m, 1H)
8,93 (5, 1H), 8,32 (dd, /=2,02, 8,24 ', 1H),
7,50 (d, J=8,19 T'w, 1H), 7,03 (d, /8,98 ', Chiralcel OJ-
o | 400MIW | ), 6.98 (1, /10,60 T, TH), 5,55 (5, 2H), 5 H, 15%
d6-DMSO | 4,33-4,59 (m, 1H), 3,69-4,05 (m, 2H), 3,31- MeTaor,
3,50 (m, 2H), 2,96-3,09 (m, 2H), 2,83 (dd, K 2

J=9,02, 12,54 T, 1H), 2,02-2,12 (m, 1H),
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1,67-1,79 (m, 1H)

8,92 (s, 1H), 8,32 (dd, J=1,76, 8,19 T, 1H),
7,52 (d, J=8,29 T', 1H), 7,16 (dd, J=1,92,

Chiralcel OJ-
9,28 T'ry, 1H), 6,87 (t, /=10,73 T', 1H), 5,55
400MTI 1 H, 15%
64 (s, 2H), 4,26-4,49 (m, 1H), 3,36-3,45 (m,
ds-DMSO METaHOJI,
2H), 3,02-3,10 (m, 1H), 2,88-2,99 (m, 1H), |
MUK
2,82 (dd, J=8,60, 12,44 T, 1H), 1,92-2,15
(m, 1H), 1,66-1,86 (m, 3H)
8,94 (s, 1H), 8,31 (dd, /=1,97, 8,19 'y, 1H), Phenomenex
7,48 (d, J=8,19 T, 1H), 7,02 (d, J=8,08 I'r, Lux
. 400MI'y | 1H), 6,96 (t, /=10,40 'y, 1H), 5,49-5,58 (m, Cellulose-2,
6
de-DMSO | 2H), 4,63-4,83 (m, 1H), 3,04-3,26 (m, 3H), 20%
2,84-2,97 (m, 2H), 1,75-2,01 (m, 2H), 1,65 METaHOI,
(br s, 2H) MUK 2
8,92 (s, 1H), 8,31 (dd, /=1,87, 8,19 I'y, 1H), Phenomenex
7,51 (d, J=8,19 I'y, 1H), 7,16 (dd, J=1,92, Lux
" 400MI'g 9,28 I'y, 1H), 6,86 (t, /=10,73 'y, 1H), Cellulose-2,
6
dg-DMSO | 5,49-5,59 (m, 2H), 4,81 (br s, 1H), 3,10- 20%
3,29 (m, 3H), 2,90-3,02 (m, 2H), 1,81-2,03 METaHOJI,
(m, 2H), 1,63 (br s, 2H) nuk 1
8,92 (s, 1H), 8,32 (dd, /=1,97, 8,19 'y, 1H), Phenomenex
7,55 (d, J=8,19 T'w, 1H), 7,19 (dd, J=1,81, Lux
. 400MTn | 9,28 Ty, 1H), 6,89 (t, /=10,66 I'y, 1H), 5,59 Cellulose-2,
ds-DMSO (s, 2H), 3,33-3,56 (m, 2H), 3,10-3,26 (m, 20%
2H), 2,98-3,10 (m, 1H), 2,21-2,32 (m, 1H), METaHOJI,
2,00-2,14 (m, 1H), 1,78 (br s, 2H) muk 1
8,93 (s, 1H), 8,33 (dd, J=2,18, 8,19 'y, 1H),
Chiralpak
7,74 (d, J=1,04 T, 1H), 7,48-7,58 (m, 3H),
400MTI 1 AD-H, 25%
68 5,61 (s, 2H), 4,25-4,47 (m, 1H), 3,38-3,57
de-DMSO METaHOJI,
(m, 2H), 3,04-3,17 (m, 1H), 2,80-2,92 (m, |
TTHK
2H), 1,99-2,12 (m, 1H), 1,60-1,79 (m, 3H)
8,92 (s, 1H), 8,33 (dd, /=2,18, 8,19 'y, 1H), Chiralpak
6 400MT | 7,91 (d, J=1,14 T'w, 1H), 7,54 (d, /=8,19 T'w, AD-H, 25%
de-DMSO | 1H), 7,45 (dd, J=1,45, 8,29 T'u, 1H), 7,33 (d, METaHOJI,
J=8.29 I'w, 1H), 5,62 (s, 2H), 4,27-4,48 (m, K 2
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1H), 3,36-3,56 (m, 2H), 3,01-3,14 (m, 1H),
2,79-2,96 (m, 2H), 1,96-2,22 (m, 2H), 1,81~
1,96 (m, 1H), 1,66-1,81 (m, 1H)

70

400MI'g
ds-DMSO

8,96 (d, /=1,45 'y, 1H), 8,28 (dd, J/=2,18,
8,19 I'y, 1H), 7,43 (d, /=7,67 'y, 1H), 7,32
(d, J=8,29 Ty, 1H), 6,98-7,13 (m, 3H), 5,47
(s, 2H), 3,35 (br dd, J=3,42, 11,71 Ty, 2H),
3,14-3,30 (m, 1H), 2,67-2,89 (m, 2H), 2,58
(dd, J=9,02, 11,71 I'w, 1H), 1,73-1,87 (m,
1H), 1,60-1,72 (m, 1H), 1,42-1,60 (m, 2H),
1,08-1,22 (m, 1H)

71

400MI'g
ds-DMSO

9,06 (br s, 3H), 8,88-9,00 (m, 1H), 8,37 (dd,
J=2,18, 8,19 ', 1H), 7,67 (d, J=8,19 'y,
1H), 7,38 (dd, J=2,44, 9,17 T', 1H), 7,27
(dd, J=4,56, 8,81 'y, 1H), 7,05 (t, J=9,27
Iy, 1H), 5,61-5,87 (m, 2H), 3,96-4,12 (m,

1H), 3,90 (br d, J=12,85 [', 1H), 3,42-3,54
(m, 2H), 3,23-3,34 (m, 1H), 2,45-2,60 (m,

1H), 2,20-2,37 (m, 1H)

Chiralcel
OD-H, 15%
TIPA

>

K 2

72

400MI'g
de-DMSO

8,94 (d, /1,45 T, 1H), 8,31 (dd, J=2,18,
8,19 Ty, 1H), 7,50 (t, J=9,11 I'y, 1H), 7,45
(d, J=8,50 T'w, 1H), 7,36 (dd, J=7,36, 10,78
I, 1H), 5,52 (s, 2H), 4,23-4,46 (m, 1H),
3,22-3,45 (m, 3H), 2,81-3,05 (m, 2H), 2,76
(dd, J=8,60, 12,44 T', 1H), 1,87-2,12 (m,
1H), 1,63-1,87 (m, 3H)

400MI'ny
ds-DMSO

8,96 (dd, J=0,73, 2,07 I';, 1H), 8,29 (dd,
J=2,18, 8,19 Ty, 1H), 7,45 (d, J=7,54 'y,
1H), 7,37 (d, J=8,29 'y, 1H), 7,00-7,13 (m,
3H), 5,51 (s, 2H), 4,63-4,84 (m, 1H), 3,06-
3,26 (m, 3H), 2,88-3,00 (m, 2H), 1,79-2,03
(m, 2H), 1,59 (br s, 2H)

74

400MTI g
ds-DMSO

8,00 (d, J=1,45 Ty, 1H), 8,37-8,43 (m, 1H),
8,34 (br s, 2H), 7,85 (d, J=8,19 'y, 1H),
7,46-7,54 (m, 2H), 7,22-7,34 (m, 2H), 5,93

Chiralpak
AD-H, 30%

U301ponaHo
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(s, 2H), 3,83-4,11 (m, 4H), 3,60-3,75 (m, I,
1H), 2,95-3,15 (m, 2H), 1,91 (td, J=4,13, K |
8,22 T'y, 1H), 1,03 (dd, /=529, 7,77 T'ny,
1H), 0,52 (t, /=4,87 'y, 1H)
8,90 (d, /=1,97 'y, 1H), 8,39 (s, 1H), 8,34
(brs, 3H), 7,86 (d, /=8,29 'y, 1H), 7,47- Chiralpak
7,53 (m, 2H), 7,22-7,34 (m, 2H), 5,93 (s, AD-H, 30%
400MTI 1
75 2H), 4,04-4,13 (m, 1H), 3,83-4,02 (m, 3H), H30IPOIAHO
ds-DMSO
3,63-3,73 (m, 1H), 2,95-3,20 (m, 2H), 1,91 I,
(td, J=4,09, 8,19 'y, 1H), 0,98-1,07 (m, UK 2
1H), 0,52 (t, /=4,87 ', 1H)
8,89-8,97 (m, 1H), 8,50 (br s, 2H), 8,41 (dd, Phenomenex
J=2,13, 8,24 Ty, 1H), 7,91 (d, /=8,29 T'y, Lux
1H), 7,49 (d, /=8,71 'y, 2H), 7,23-7,34 (m, Cellulose-2,
76 400MTI'y | 2H), 5,88-6,16 (m, 2H), 4,21 (br dd, J=6,22, 25%
ds-DMSO 10,88 'y, 1H), 3,87 (br dd, J=7,26, 10,26 H30TPONAHO
I'y, 1H), 3,42-3,77 (m, 3H), 2,97-3,16 (m, nc0,2%
1H), 2,82-2,94 (m, 1H), 1,71-2,04 (m, 3H), DEA,
1,42-1,64 (m, 1H) ik 1
892 (d, J=1,45T'y, 1H), 8,47 (brd, J=1,35 Phenomenex
T'y, 3H), 8,41 (dd, /=2,07, 8,19 T'y, 1H), Lux
7,89 (brd, J=8,09 I'y, 1H), 7,49 (d, /=8,09 Cellulose-2,
- 400MTI g T'y, 2H), 7,23-7,34 (m, 2H), 5,86-6,14 (m, 25%
de-DMSO | 2H), 4,10-4,29 (m, 1H), 3,75-4,02 (m, 1H), H30TIPOTIAHO
3,54-3,73 (m, 3H), 2,97-3,07 (m, 1H), 2,82- nc0,2%
2,92 (m, 1H), 1,74-1,99 (m, 3H), 1,41-1,65 DEA,
(m, 1H) UK 4
Phenomenex
8,82 (s, 1H), 8,20-8,29 (m, 1H), 7,79 (d, L
ux
J=8,19 I'y, 1H), 7,28-7,50 (m, 4H), 5,90 (s,
Cellulose-2,
400MTI'n | 2H), 3,92-4,12 (m, 3H), 3,69-3,76 (m, 1H), 550,
/0
78 dy- 3,55-3,63 (m, 1H), 3,02-3,17 (m, 1H), 2,89-
H30IIPOIAHO
MmeraHon | 2,96 (m, 2H), 2,28-2,38 (m, 1H), 2,18 (dtd, 0.0
nc0,2%
J=5,34,7,78, 13,31 I', 1H), 1,73-1,85 (m,
DEA,
1H), 1,60-1,72 (m, 1H)
UK 2
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8,82 (d, /~1,45T'u, 1H), 8,26 (dd, /=2,07, Phenomenex
8,19 Ty, 1H), 7,78 (d, J=8,09 T'y, 1H), 7,29- Lux
7,50 (m, 4H), 5,85-5,93 (m, 2H), 4,05-4,12 Cellulose-2,
400MTI g
7 d (m, 1H), 3,91-4,01 (m, 2H), 3,55-3,77 (m, 25%
! 2H), 3,01-3,18 (m, 1H), 2,92 (ddt, J/=4,28, H30TPOTAHO
METaHOJT
4,51, 8,41 I'y, 1H), 2,28-2,37 (m, 1H), 2,13- 1c0,2%
2,23 (m, 1H), 1,74-1,85 (m, 1H), 1,58-1,71 DEA,
(m, 1H), 1,43 (s, 1H) UK 3
8,91 (d, J/=1,45 Ty, 1H), 8,40 (dd, J=2,18,
8,19 'y, 1H), 8,28 (brs, 3H), 7,82 (d, Chiralpak IC,
J=8,09T'y, 1H), 7,48 (dd, J=3,21, 7,77 T'yy, 40%
%0 400MI'n | 2H), 7,28-7,33 (m, 1H), 7,25 (d, /=7,37 I', H30TIPOTIAHO
ds-DMSO | 1H), 5,94 (d, J=3,73 'y, 2H), 3,87-3,94 (m, nc¢0,2%
1H), 3,64-3,86 (m, 3H), 2,88 (br t, J=6,27 DEA,
Ty, 2H), 2,61-2,70 (m, 1H), 2,16 (br d, nuk 1
J=6,22 Ty, 1H), 1,82-1,91 (m, 1H)
8,91 (d, /=1,45 'y, 1H), 8,36-8,43 (m, 1H), .
Chiralpak IC,
8,33 (brs, 2H), 7,82 (d, /=8,19 'y, 1H), 0%
70
7,49 (dd, J=3,84, 7,67 I'y, 2H), 7,21-7,36
400MI'g U30IIPOIIaHO
81 (m, 2H), 5,89-5,97 (m, 2H), 3,65-3,93 (m,
ds-DMSO nc¢0,2%
5H), 3,47-3,51 (m, 1H), 2,79-2,96 (m, 2H), DEA
2,61-2,72 (m, 1H), 2,12-2,21 (m, 1H), 1,82- ’
K 2
1,92 (m, 1H)
8,92 (s, 1H), 8,54 (br s, 2H), 8,33 (br d,
J=1,79 T'u, 1H), 7,72 (s, 1H), 7,57 (br s,
% 500MI ' 2H), 5,62 (q, J=17,82 T'yy, 2H), 5,01-5,20
DMSO-d¢ | (m, 1H), 3,59-3,63 (m, 1H), 3,20-3,31 (m,
2H), 3,08 (brt, /=10,96 T'u, 1H), 2,08 (brs,
1H), 1,86-2,03 (m, 1H)
8,93 (s, 1H), 8,40 (br s, 2H), 8,33 (dd,
J=1,66, 8,09 I'y, 1H), 7,48-7,57 (m, 2H),
- 400MTI 1 7,38 (dd, /=7,46, 10,26 T'y, 1H), 5,50-5,63
3 -
DMSO-d¢ | (m, 2H), 5,00-5,20 (m, 1H), 3,50 (br s, 1H),

3,24-3,33 (m, 1H), 3,15-3,23 (m, 1H), 3,02-
3,14 (m, 1H), 1,87-2,12 (m, 2H)
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84

400MI'g
DMSO-ds

8,90-8,97 (m, 1H), 8,86 (br s, 2H), 8,34 (br
d, J=8,29 Ty, 1H), 7,53-7,63 (m, 2H), 7,40
(dd, /=7,31, 10,52 T'w, 1H), 5,54-5,73 (m,
2H), 3,92-4,21 (m, 2H), 3,65-3,78 (m, 2H),
3,33 (brd, J=7,05 Ty, 1H), 3,09-3,21 (m,
1H), 2,15-2,32 (m, 1H)

85

500 MI',
DMSO-dg

8,86-8,99 (m, 2H), 8,56 (d, /=2,21 I'y, 1H),
7,99 (br d, J=8,04 Ty, 1H), 7,47-7,59 (m,
2H), 7,25 (br s, 2H), 7,15-7,23 (m, 1H),
5,50-5,67 (m, 2H), 4,06-4,14 (m, 1H), 3,78-
3,95 (m, 3H), 3,25-3,39 (m, 1H), 2,25-2,35
(m, 1H)

86

500 MIw,
DMSO-dg

8,55 (d, /=2,21 'y, 1H), 8,47 (br s, 2H),
7,96 (dd, J=2,34, 8,43 T'u, 1H), 7,50 (d,
J=7,78 T'w, 1H), 7,40 (br d, J=7,40 'y, 1H),
7,09-7,22 (m, 3H), 5,43-5,58 (m, 2H), 5,04~
5,22 (m, 1H), 3,72-3,84 (m, 2H), 3,62-3,69
(m, 2H), 3,36-3,43 (m, 2H), 3,19-3,28 (m,
1H), 2,04-2,16 (m, 1H)

87

500 MI',
DMSO-dg

8,93 (d, /~1,95 Ty, 1H), 8,81 (br s, 2H),
8,34 (dd, J=2,08, 8,17 'y, 1H), 7,59 (d,
J=8,17 I', 1H), 6,98-7,06 (m, 2H), 5,56-
5,75 (m, 2H), 4,00 (dt, J=3,63, 5,51 'y,
1H), 3,73 (br d, J=12,33 I'y, 1H), 3,38 (br d,
J=12,33 T, 1H), 3,27-3,34 (m, 1H), 3,10-
3,19 (m, 1H), 2,37-2,44 (m, 1H), 2,16-2,33
(m, 1H)

88

500MI'0
d4-M€OH

8,84 (d, /=1,82 T, 1H), 8,15 (dd, J=2,08,

8,30 T', 1H), 7,40-7,52 (m, 2H), 6,91-7,00

(m, 2H), 5,47-5,62 (m, 2H), 3,34-3,54 (m,

2H), 3,08-3,28 (m, 3H), 2,21-2,36 (m, 1H),
2,00-2,21 (m, 1H)

YMC
Amyose SA,
METaHON-
THF (70:30)

40%; nuk 1

89

S00MTI 1t
ds-DMSO

8,94 (d, /=1,56 T'w, 1H), 8,33 (dd, J=1,95,
8,17 T, 1H), 7,57 (d, J=8,56 T'y, 1H), 7,43
(t,J=7,27 Ty, 2H), 7,18 (t, J=7,91 I'y, 1H),
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5,58-5,69 (m, 2H), 3,34-3,28 (m, 3H), 3,02-
3,13 (m, 2H), 2,18-2,33 (m, 1H), 1,97-2,13
(m, 1H)

90

600MI 1
ds-DMSO

8,95 (d, /=1,56 ', 1H), 8,34 (dd, J=2,02,
8,25 T, 1H), 7,54 (d, J=8,10 'y, 1H), 7,44
(d, J=8,10 Ty, 1H), 7,41 (d, J=7,79 I'y, 1H),
7,16 (t, J=7,94 T, 1H), 5,54-5,67 (m, 2H),
4,26-4,45 (m, 1H), 3,38-3,50 (m, 2H), 3,01-
3,10 (m, 1H), 2,79-2,92 (m, 2H), 2,00-2,13

(m, 1H), 1,66-1,80 (m, 1H)

91

600MI 1t
ds-DMSO

8,95 (d, /=1,25 Ty, 1H), 8,33 (dd, /=2,02,
8,25 I'y, 1H), 7,53 (d, J=8,41 I'y, 1H), 7,43
(d, J=8,10 Ty, 1H), 7,40 (d, J=7,79 I'y, 1H),
7,16 (t, J=7,79 T', 1H), 5,54-5,66 (m, 2H),

4,66-4,84 (m, 1H), 3,30 (br d, J=3,74 I'y,
1H), 3,25 (td, J=4,05, 12,77 ', 1H), 3,08-
3,16 (m, 1H), 2,97-3,05 (m, 1H), 2,83-2,95

(m, 1H), 1,95-2,02 (m, 1H), 1,78-1,94 (m,

1H)

92

500MTI'x
d4-MeOH

8,79 (d, /=1,30 T, 1H), 8,15 (dd, J=2,08,
8,04 I'y, 1H), 8,05 (d, /=1,82 I', 1H), 7,77
(d, J=2,08 Ty, 1H), 7,54 (d, J=8,04 I'y, 1H),
5,52-5,64 (m, 2H), 4,30-4,48 (m, 1H), 3,68-
3,75 (m, 1H), 3,58-3,67 (m, 1H), 3,14-3,23
(m, 1H), 2,94-3,06 (m, 2H), 2,08-2,19 (m,
1H), 1,75-1,87 (m, 1H)

Pasnensnm ¢
TTOMOIIBIO
¢hmo1m-
XpoMaTorpa

¢bun

93

500MI'g
d4—MeOH

8,83 (d, J=1,30 'y, 1H), 8,17-8,22 (m, 2H),
7,66 (d, J=2,34 T, 1H), 7,54 (d, /=8,30 T'ry,
1H), 5,54 (s, 2H), 4,32-4,50 (m, 1H), 3,64~
3,75 (m, 1H), 3,52-3,64 (m, 1H), 3,15-3,27
(m, 1H), 3,02-3,10 (m, 1H), 2,99 (dd,
J=8,56, 12,20 T', 1H), 2,06-2,23 (m, 1H),
1,78-1,92 (m, 1H)

Pasnensanu ¢
MOMOLIBIO
G-
XpoMaTorpa

¢bun
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94

500MI'
d4—MeOH

8,80 (d, /=1,82Tw, 1H), 8,19 (d, /=2,34 I,
1H), 8,12 (dd, J=2,34, 8,04 T, 1H), 7,62 (d,
J=2,08 ', 1H), 7,41 (d, J=8,04 T, 1H),
5,49 (s, 2H), 4,34-4,50 (m, 1H), 3,70-3,77
(m, 1H), 3,58-3,66 (m, 1H), 3,21 (ddd,
J=2,47, 10,19, 13,04 T', 1H), 3,06-3,15 (m,
1H), 2,99-3,05 (m, 1H), 2,10-2,20 (m, 1H),
1,82-1,92 (m, 1H), 1,43 (s,9H)

Pasnensanm ¢
TTOMOLITBIO
Gd1m-
XpoMaTorpa

¢bun

95

500MI'0
d4—MeOl—l

8,86 (d, /=1,30 Ty, 1H), 8,13 (dd, /=2,08,
8,30 I'y, 1H), 7,51 (d, /=7,79 'y, 1H), 7,31
(d, /=8,30 'y, 1H), 7,16-7,22 (m, 1H), 7,09-
7,16 (m, 2H), 5,51 (s, 2H), 3,57-3,63 (m,
1H), 3,37-3,51 (m, 2H), 3,01-3,10 (m, 1H),
2,76-2,92 (m, 2H), 1,95-2,03 (m, 1H), 1,57~
1,72 (m, 1H)

96

500MI'n
d4—MeOH

8,85 (d, /=1,56 T'm, 1H), 8,13 (dd, /=2,08,
8,30 I'y, 1H), 7,51 (d, J=8,04 I'y, 1H), 7,31
(d, J=8,56 ', 1H), 7,16-7,21 (m, 1H), 7,09-

7,15 (m, 2H), 5,51 (s, 2H), 3,56-3,64 (m,

1H), 3,37-3,51 (m, 2H), 3,06 (dt, J=2,60,

12,07 T, 1H), 2,78-2,92 (m, 2H), 1,99 (br

dd, /=2,85, 13,23 I'y, 1H), 1,60-1,71 (m,

1H)

97

500MI'g
ds-MeOH

8,86 (s, 1H), 8,08 (dd, J=2,08, 8,30 'y, 1H),
7,37 (d, J=7,79 T, 1H), 7,23 (d, J=8,04 I'ry,
1H), 7,07-7,13 (m, 2H), 7,01 (t, J=7,53 'L,
1H), 5,55 (s, 2H), 3,68 (s, 2H), 3,49-3,61
(m, 6H), 2,15 (t, J=6,88 I'u;, 2H)

98

500MI'g
d4-MeOH

8,83 (d,/=1,30 Ty, 1H), 8,26 (dd, /=2,08,
8,04 I'y, 1H), 7,80 (d, /=8,30 I'y, 1H), 7,51
(d, J=8,04 T, 1H), 7,33-7,47 (m, 3H), 5,95
(d, J=19,72 T, 1H), 5,80 (br d, J=18,68 I'y,

1H), 4,17-4,37 (m, 3H), 3,97-4,10 (m, 2H),

3,80 (brt, J=8,95 I'y, 1H), 3,68-3,76 (m,
1H), 3,55 (dd, J=1,95, 13,36 I'y, 1H), 3,32-

Chiralcel
OD-H, 25%
MeOH,

K 1
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3,46 (m, 2H)

8,83 (s, 1H), 8,27 (dd, J=1,82, 8,30 'y, 1H),
7,80 (d, J=8,56 'y, 1H), 7,51 (d, J=8,04 I'1,

1H), 7,38-7,47 (m, 2H), 7,35 (br d, J=8,04 Chiralcel
0 500MI'n | T, 1H), 5,94 (d, J=18,68 ', 1H), 5,80 (br OD-H, 25%
~ | dy-MeOH d, J=18,68 T'y, 1H), 4,18-4,36 (m, 3H), MeOH,
3,95-4,06 (m, 2H), 3,80 (br t, J=8,30 I, K 2
1H), 3,67-3,76 (m, 1H), 3,50-3,59 (m, 1H),
3,33-3,47 (m, 2H)
8,87 (d, /=1,30 I'yy, 1H), 8,11 (dd, J=2,08,
8,04 T, 1H), 7,38 (d, J=7,79 Ty, 1H), 7,28
(d, /=8,30 T, 1H), 7,07-7,16 (m, 2H), 6,99- Chiralcel
100 500MIn 7,06 (m, 1H), 5,63 (d, J=18,42 Ty, 1H), OD-H, 20%
d-MeOH | 5,48 (d,.J=18,42 I', 1H), 3,93 (dd, J=2,72, MeOH,
11,81 ', 1H), 3,64-3,75 (m, 3H), 3,48-3,63 mix 1
(m, 2H), 3,43 (dd, J=8,95, 10,77 I'yy, 1H),
2,84-3,00 (m, 3H)
8,87 (d, J/=1,56 'y, 1H), 8,11 (dd, J=2,08,
8,30 ', 1H), 7,38 (d, J=8,04 ', 1H), 7,28
(d, /=830 Ty, 1H), 7,07-7,16 (m, 2H), 6,99- Chiralcel
o1 500MI 7,06 (m, 1H), 5,63 (d, J=18,42 Ty, 1H), OD-H, 20%
ds-MeOH | 5,48 (d, J=18,68 I'u, 1H), 3,93 (dd, J=2,60, MeOH,
11,94 T, 1H), 3,64-3,74 (m, 3H), 3,47-3,62 vk 2
(m, 2H), 3,43 (dd, J=8,95, 10,77 I'y, 1H),
2,85-2,99 (m, 3H)
8,79-8,88 (m, 1H), 8,12 (dd, J=2,21, 8,17
Iy, 1H), 7,50 (d, J=7,79 T'u, 1H), 7,38 (d,
Chiralpak
J=8,30 'y, 1H), 7,06-7,21 (m, 3H), 5,48-
AD-H, 60%
500MIn 5,65 (m, 2H), 3,46 (d, J=11,94 Ty, 1H),
102 MeOH ¢
ds-MeOH | 3,35-3,42 (m, 1H), 3,17-3,23 (m, 1H), 3,03-
0,2% DEA,
3,12 (m, 1H), 2,12 (ddd, J=4,41, 11,35,
kK 1

13,30 Ty, 1H), 1,89-2,01 (m, 1H), 1,70-1,80
(m, 1H), 1,59-1,68 (m, 1H)
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8,85 (d, /=1,56 T', 1H), 8,13 (dd, J=2,08,
8,30 I'y, 1H), 7,51 (d, /=7,79 ', 1H), 7,39

Chiralpak
(d, /=8,04 T, 1H), 7,08-7,22 (m, 3H), 5,51-
AD-H, 60%
500MI1t 5,66 (m, 2H), 3,47 (d, /=12,20 T'u, 1H),
103 MeOH ¢
d,-MeOH | 3,37-3,43 (m, 1H), 3,21 (br d, /=12,20 I'yy,
0,2% DEA,
1H), 3,04-3,11 (m, 1H), 2,07-2,18 (m, 1H),
K 2
1,90-2,01 (m, 1H), 1,72-1,81 (m, 1H), 1,58-
1,70 (m, 1H)
8,86 (d, /=1,56 T', 1H), 8,12 (dd, J=2,08,
830 I'y, 1H), 7,51 (d, /=7,78 I'y, 1H), 7,32
(d, /=8,30 T'u, 1H), 7,06-7,23 (m, 3H), 5,48- Chiralcel
5,62 (m, 2H), 3,54 (d, /=10,90 I'u, 1H), OD-H, 25%
500MI 1t .
104 3,37 (d, /=10,90 I'y, 1H), 3,24-3,28 (m, iPrOH ¢
d4-M60H
1H), 3,08-3,22 (m, 2H), 3,04 (br d, /=11,94 0,2% DEA,
I'y, 1H), 1,79-1,90 (m, 1H), 1,66-1,77 (m, muk 1
1H), 1,61 (ddd, J=4,28, 9,02, 13,43 'y, 1H),
1,44-1,54 (m, 1H)
8,86 (d, /=1,30 I', 1H), 8,12 (dd, /=2,08,
8,04 I'y, 1H), 7,51 (d, /=7,78 I'y, 1H), 7,33
(d, /=8,04 I'u, 1H), 7,07-7,22 (m, 3H), 5,51- Chiralcel
5,62 (m, 2H), 3,54 (d, /=11,16 'y, 1H), OD-H, 25%
500MI'1
105 3,37 (d, /=11,16 T'y, 1H), 3,24-3,28 (m, iPrOH ¢
d4-MeOH
1H), 3,09-3,22 (m, 2H), 3,01-3,08 (m, 1H), 0,2% DEA,
1,79-1,90 (m, 1H), 1,67-1,77 (m, 1H), 1,62 nux 2
(ddd, J=4,41, 9,02, 13,56 T'y, 1H), 1,46-1,56
(m, 1H)
8,94 (d, /=1,48 I', 1H), 8,33 (dd, /=2,10,
8,17 I'y, 1H), 7,58-7,63 (m, 2H), 7,51 (d,
J=8,25Tu, 1H), 7,42 (d, J/=8,21 I'y, 1H), SFC
5,61-5,68 (m, 2H), 4,75-4,83 (m, 1H), 4,68- ] B
600MTI't Chiralcel
106 4,73 (m, 1H), 3,28-3,32 (m, 3H), 3,24 (td,
DMSO-d¢ OD-H, 15%
J=4,03, 12,81 I'y, 1H), 3,05-3,19 (m, 2H),
METaHOJ

2,86-3,04 (m, 3H), 2,57-2,65 (m, 1H), 2,33-
2,48 (m, 1H), 1,92-2,01 (m, 1H), 1,77-1,91
(m, 1H)
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9,00 (d, /=1,32 T, 1H), 8,39 (dd, J=2,10,
8,25 ', 1H), 7,84 (s, 1H), 7,58 (d, J=8,17

600MIn Ty, 1H), 7,37-7,45 (m, 2H), 5,63-5,72 (m, Chs:ack‘:el
107 2H), 4,83-4,90 (m, 1H), 4,76-4,81 (m, 1H),
DMSO-dg OD-H, 15%
3,33-3,37 (m, 2H), 3,30 (td, J=3,99, 12,65 eraion
I'y, 1H), 3,13-3,25 (m, 2H), 2,95-3,11 (m,
2H), 2,01-2,09 (m, 1H), 1,87-2,00 (m, 1H)
8,94 (d, /1,40 Ty, 1H), 8,34 (dd, J=2,14,
8,21 T, 1H), 7,62 (s, 1H), 7,63 (d, J=6,89 SFC:
108 600MI 't T'u, 1H), 7,56 (d, /=8,17 I'y, 1H), 7,44 (d, Chiralcel
DMSO-ds | J=8,47 I', 1H), 5,65-5,73 (m, 2H), 3,18- OD-H, 15%
3,26 (m, 1H), 2,98-3,12 (m, 2H), 2,17-2,29 METaHOI
(m, 1H), 1,89-2,07 (m, 1H), 1,79 (br s, 2H)
8,94 (dd, J=0,66, 2,06 T'y, 1H), 8,34 (dd,
J=2,14, 8,21 T, 1H), 7,80 (s, 1H), 7,56 (d,
J=8,17 Ty, 1H), 7,38 (dd, J=1,21, 8,45 T'ny, SFC:
109 600MI'n | 1H), 7,33 (d, /=8,41 'y, 1H), 5,58-5,69 (m, Chiralcel
DMSO-ds | 2H), 3,37-3,44 (m, 1H), 3,20-3,30 (m, 1H), OD-H, 15%
3,07-3,18 (m, 1H), 2,99-3,06 (m, 1H), 2,21- METaHOI
2,31 (m, 1H), 1,96-2,11 (m, 2H), 1,92 (brs,
1H)
8,94 (d, /=1,48 T'y, 1H), 8,49 (br s, 3H),
8,36 (dd, J=2,06, 8,21 ', 1H), 7,55 (br d,
J=8,10 'y, 1H), 7,33 (s, 1H), 7,10 (d, SFC:
J=8,25 I', 1H), 6,99 (br d, /=8,17 I'y, 1H), Phenomenex
600MI'y | 5,55-5,63 (m, 2H), 4,69-4,81 (m, 1H), 4,24- Lux
1o DMSO-ds | 4,38 (m, 1H), 3,81 (brd, /=12,38 I'ry, 1H), Cellulose-2,
3,61 (brs, 1H), 3,54 (br d, J=12,69 I'ny, 1H), 25%
3,10-3,21 (m, 2H), 2,51-2,54 (m, 9H), 2,37 MeTaHoN
(s, 3H), 2,21 (brt, /=9,81 I'w, 1H), 1,82-
1,90 (m, 1H)
8,40 (br s, 1H), 8,27 (dd, J=2,06, 8,21 I'w, SFC:
" 600MI 't 1H), 7,47 (br d, J=8,17 I'y, 1H), 6,94-6,98 Phenomenex
DMSO-dq (m, 1H), 5,44-5,54 (m, 1H), 4,76 (dt, Lux

J=4,94, 9,17 T, 1H), 3,90-4,72 (m, 3H),

Cellulose-2,
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3,69 (br d, /=12,61 I', 1H), 3,52 (br s, 1H), 25%
3,42 (brd, /=12,38 I'y, 1H), 2,98-3,12 (m, METaHOJI
1H), 2,42-2,52 (m, 5H), 2,23 (s, 2H), 2,11
(brt,J=9,81 Ty, 1H), 1,72-1,81 (m, 1H)
8,95 (dd, J=0,70, 2,02 T'n, 1H), 8,31 (dd,
J=2,14,8 21 T, 1H), 7,41 (s, 1H), 7,41 (d, SFC:
J=6,67 'y, 1H), 7,29 (s, 1H), 5,43-5,54 (m, Phenomenex
o 600MI' | 2H), 4,34-4,43 (m, 1H), 4,26-4,34 (m, 1H), Lux
DMSO-d¢ 3,25-3,38 (m, 11H), 2,96-3,05 (m, 1H), Cellulose-2,
2,85-2,91 (m, 1H), 2,76 (dd, J=8,60, 12,50 20%
T'u, 1H), 2,34 (s, 3H), 1,94-2,08 (m, 2H), METaHOJI
1,65-1,83 (m, 1H)
8,96 (s, 1H), 8,31 (dd, J=2,14, 8,21 'y, 1H),
7,38-7,53 (m, 2H), 7,15 (s, 1H), 5,38-5,53 SFC:
Phenomenex
s00MI (m, 2H), 4,25-4,43 (m, 1H), 3,38-3,40 (m, Lo
113 1H), 3,29-3,34 (m, 1H), 2,97-3,05 (m, 1H),
DMSO-dg Cellulose-2,
2,84-2,92 (m, 1H), 2,76 (dd, J=8,56, 12,53 oo
I, 1H), 2,30 (s, 3H), 1,98-2,09 (m, 1H),
1,63-1,80 (m, 3H) veranen
8,95 (s, 1H), 8,30 (dd, J=2,14, 8,21 Ty, 1H),
7,37 (d, J/=8,33 I'y, 1H), 7,31 (d, J=6,93 I'y, SFC:
1H), 7,03 (d, /=9,89 I'y, 1H), 5,44-5,52 (m, Phenomenex
600MI' | 2H), 4,35-4,41 (m, 1H), 4,26-4,34 (m, 1H), Lux
He DMSO-dg | 3,19-3,33 (m, 1H), 2,93-3,02 (m, 1H), 2,78- Cellulose-2,
2,93 (m, 1H), 2,74 (dd, J=8,64, 12,46 T, 20%
1H), 2,25 (d, /=1,48 I'y, 3H), 2,10-2,23 (m, METaHOJ
1H), 1,95-2,09 (m, 2H), 1,66-1,83 (m, 1H)
8,92-8,98 (m, 1H), 8,30 (d, /=7,92 'y, 1H),
7,31-7,44 (m, 2H), 7,22 (d, J=10,43 T, SFC:
1H), 7,03 (d, /=7,01 I', 1H), 5,36-5,51 (m, Phenomenex
115 600MI'n | 2H), 4,35-4,41 (m, 1H), 4,26-4,34 (m, 1H), Lux
DMSO-d¢ | 3,26-3,44 (m, 1H), 2,85-3,02 (m, 1H), 2,69- Cellulose-2,
2,81 (m, 2H), 2,23-2,27 (m, 1H), 2,21 (d, 20%
J=1,56 'y, 3H), 1,92-2,08 (m, 1H), 1,60- METaHOJI
1,92 (m, 1H)
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116

600MTI'1x
DMSO-d

8,98 (d,/=1,63 'y, 1H), 8,31 (dd, J=2,14,
8,21 'y, 1H), 7,44 (d, /=7,63 'y, 1H), 7,38
(d, /=8,25 T'y, 1H), 7,07-7,15 (m, 2H), 6,94-
7,04 (m, 1H), 5,44-5,50 (m, 2H), 3,38-3,48

(m, 1H), 3,23-3,32 (m, 1H), 2,82-2,91 (m,
1H), 2,52-2,62 (m, 1H), 2,43-2,49 (m, 1H),

2,11 (s, 3H), 1,80-1,88 (m, 1H), 1,68 (td,
J=3,67, 13,14 Ty, 1H), 1,50-1,61 (m, 1H),

1,11-1,23 (m, 1H)

117

600MTI'n
DMSO-dg

8,96 (s, 1H), 8,34 (dd, J=2,14, 8,21 'y, 1H),
7,52 (d, J=7,98 I'y, 2H), 7,27 (s, 1H), 7,15-

7,20 (m, 1H), 7,12 (d, /=7,93 Ty, 1H), 7,10
(s, 1H), 5,62 (d, J=17,75 Ty, 1H), 5,55 (d,
J=17,75 T, 1H), 3,68 (br d, /=11,83 'y,

1H), 3,34 (br s, 1H), 3,19-3,28 (m, 2H), 3,01
(brt, /=9,42 T'y, 1H), 2,51-2,61 (m, 3H),
1,98-2,06 (m, 1H), 1,83 (dt, J=2,88, 6,50

', 1H), 1,53-1,67 (m, 2H)

118

600MI 1
DMSO-ds

8,04 (s, 1H), 8,33 (dd, J=2,14, 8,21 'y, 1H),
7,47 (dd, J=2,18, 8,33 ', 2H), 7,05-7,09
(m, 2H), 6,95 (d, J=8,98 I', 1H), 5,51-5,58
(m, 2H), 4,47-4,56 (dt, J=4,59, 8,68 'y,
1H), 3,43-3,57 (m, 1H), 3,37-3,43 (m, 1H),
3,10-3,23 (m, 1H), 2,96-3,03 (m, 1H), 2,87
(dd, J=9,26, 12,61 I'w, 1H), 2,05-2,12 (m,
1H), 1,70-1,79 (m, 1H)

SFEC:
Chiralcel
OD-H, 15%

METaHOJI

119

600MI 1t
DMSO-ds

8,05 (s, 1H), 8,32 (dd, J=2,14, 8,21 'y, 1H),
7,45 (d, J=8,33 'y, 1H), 7,22-7,30 (m, 1H),
7,10-7,18 (m, 1H), 6,87 (dd, J=2,34, 8,56
I'w, 1H), 5,50-5,57 (m, 2H), 4,43 (dt,
J=4,59, 8,25 T, 1H), 3,40-3,49 (m, 1H),
3,37-3,40 (m, 1H), 2,91-3,07 (m, 1H), 2,81
(dd, J=8,80, 12,53 T', 1H), 2,57-2,65 (m,
1H), 2,01-2,11 (m, 1H), 1,68-1,78 (m, 1H)

SFC:
Chiralcel
OD-H, 15%

METaHOJT
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120

600MTI'n
DMSO-dg

8,95 (d, J=1,95 Ty, 1H), 8,29 (dd, J=2,10,
8,25 ', 1H), 7,33 (d, /=8,25 I', 1H), 6,96
(t, J=8,02 Ty, 1H), 6,73 (d, J=8,02 T'w, 1H),
6,67 (d, J=8,08 T'y, 1H), 5,44-5,53 (m, 2H),

4,28-4,34 (m, 1H), 3,89 (s, 3H), 3,24-3,42

(m, 1H), 2,85-3,01 (m, 2H), 2,75 (dd,
J=8,64, 12,46 T', 1H), 1,98-2,16 (m, 1H),
1,95 (brs, 1H), 1,69-1,86 (m, 1H)

121

600MI'n
DMSO-dg

8,04 (s, 1H), 8,30 (dd, /=1,95, 8,17 ', 1H),

7,43 (d,./=8,25 T, 1H), 6,91-7,03 (m, 3H),

5,48-5,57 (m, 2H), 4,86-4,78(m, 1H), 3,64-

3,78 (m, 1H), 3,48-3,63 (m, 1H), 3,06-3,17

(m, 1H), 2,99 (br t, J=11,44 ', 1H), 2,46-

2,49 (m, 1H), 2,14-2,23 (m, 1H), 1,82-1,91
(m, 1H)

122

600MI 1t
DMSO-dg

9,03 (d, /1,40 Ty, 1H), 8,71-8,78 (m, 1H),
8,28 (br s, 1H), 7,86 (br s, 1H), 7,67 (s, 1H),
7,60 (d, J=8,33 T', 1H), 7,42 (d, J=8,47 I'ry,
1H), 5,64-5,77 (m, 2H), 4,75-71 (m, 1H),
3,30-3,31 (m, 2H), 3,07-3,17 (m, 1H), 2,86-
3,02 (m, 1H), 2,28-2,45 (m, 1H), 1,93-2,12
(m, 1H), 1,78-1,93 (m, 1H)

SFC:
Chiralpak
AD-H, 25%

METAHOJI

123

600MI'
DMSO-ds

9,03 (d, /=1,32 T, 1H), 8,75 (d, /=132 T,
1H), 8,27 (s, 1H), 7,86 (br s, 1H), 7,77 (s,
1H), 7,34-7,41 (m, 2H), 5,68 (d, J=1,79 'y,
2H), 4,77-4,72 (m, 1H), 3,22-3,32 (m, 1H),
3,09-3,20 (m, 1H), 2,89-3,04 (m, 2H), 1,95~
2,05 (m, 1H), 1,80-1,94 (m, 1H), 1,76 (brs,
1H)

SFC:
Chiralpak
AD-H, 25%

METAaHOJI

124

600MI 11
DMSO-d;

8,02 (s, 1H), 8,33 (dd, J=2,14, 8,21 'y, 1H),
7,70 (s, 1H), 7,52 (d, J=8,47 ', 1H), 7,49
(s, 1H), 5,60 (s, 2H), 4,35-4,35 (m, 1H),
3,38-3,51 (m, 1H), 2,98-3,08 (m, 1H), 2,82-
2,90 (m, 1H), 2,78 (dd, J=8,64, 12,53 T’y
1H), 2,00-2,09 (m, 1H), 1,77 (br s, 1H),

SFC:
Chiralpak
AD-H, 25%

METaHOJ1
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1,63-1,74 (m, 1H)

8,94 (s, 1H), 8,33 (dd, J=2,14, 8,21 T'y, 1H),
7,62 (s, 1H), 7,57 (s, 1H), 7,55 (d, J=8,35

SFC:
I, 1H), 5,54-5,63 (m, 2H), 4,39-4,27 (m,
600MI 11 Chiralpak
125 1H), 3,37-3,46 (m, 2H), 2,98-3,09 (m, 1H), B
DMSO-d¢ AD-H, 25%
2,82-2,91 (m, 1H), 2,78 (dd, /=8,60, 12,57
METaHOJI
I'y, 1H), 1,98-2,09 (m, 1H), 1,63-1,80 (m,
1H)
8,93 (s, 1H), 8,34 (dd, J=2,14, 8,21 I'yy, 1H),
7,75 (s, 1H), 7,72 (s, 1H), 7,55 (d, J=8,25 SFC:
126 600MTm | T, 1H), 5,63-5,71 (m, 2H), 4,37-4,28(m, 5 Chiralcel OJ-
DMSO-dg | 1H), 3,36-3,51 (m, 2H), 3,04-3,11 (m, 1H), H, 10%
2,79-2,88 (m, 2H), 2,00-2,08 (m, 1H), 1,62- MeTaHO
1,78 (m, 1H)
TH SIMP (600 ML, DMSO-dg) & 8,93 (d,
J=1,40 T'y, 1H), 8,34 (dd, J=2,10, 8,17 'y,
1H), 7,88 (s, 1H), 7,63 (s, 1H), 7,57 (d, SFC:
. 600MT | J=8,17 'y, 1H), 5,60-5,67 (m, 2H), 4,37- 5 Chiralcel OJ-
DMSO-d¢ | 4,42-4,29 (m, 1H), 3,36-3,45 (m, 1H), 3,14- H, 10%
3,29 (m, 1H), 3,00-3,09 (m, 1H), 2,77-2,89 METaHOJI
(m, 2H), 1,95-2,08 (m, 1H), 1,64-1,81 (m,
1H)
8,90-8,99 (m, 1H), 8,26-8,35 (m, 1H), 7,52-
7,44 (d, J=7,66 Ty, 1H), 7,33 (d, /=830 I'y,
1H), 7,23-7,29 (m, 1H), 7,00-7,19 (m, 1H),
128 600MTI't | 6,99-7,19 (m, 1H), 5,76 -5,42 (m, 2H), 2,98-
DMSO-d¢ | 3,15 (m, 2H), 2,72-2,91 (m, 2H), 2,69-2,65
(s, 1H), 2,22-2,39 (m, 1H), 1,71 (br d,
J=6,36 T'w, 1H), 1,69 (br d, J=5,19 Ty, 1H),
1,42-1,62 (m, 6H), 1,38 (s, 1H).
8,97 (s, 1H), 8,30 (dd, J=2,14, 8,21 Ty, 1H), SFC:
600MTI 11
129 7,45 (d, J=7,79 T, 1H), 7,33 (d, J/=8,17 I'ny, B Phenomenex
DMSO-ds
1H), 7,18 (d, /=7,79 I'y, 1H), 7,00-7,14 (m, Lux
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2H), 5,47-5,60 (m, 2H), 3,12-3,27 (m, 1H), Cellulose-2,
3,06 (brd, /=11,99 I'y, 1H), 2,88-3,01 (m, 30%
2H), 2,56-2,64 (m, 1H), 2,51-2,56 (m, 1H), METaHOJ
1,64-1,73 (m, 2H), 1,46-1,59 (m, 1H), 1,21-
1,41 (m, 7H)
8,97 (d, /~=1,71 T', 1H), 8,30 (dd, J=2,14,
8,21 T'y, 1H), 7,45 (d, /=7,55 Ty, 1H), 7,33 SFC:
(d, J/=8,17 T, 1H), 7,18 (d, /=7,86 T';, 1H), Phenomenex
600MTI't | 7,02-7,12 (m, 2H), 5,47-5,58 (m, 2H), 3,12- Lux
130 DMSO-d¢ | 3,26 (m, 1H), 3,06 (br d, /=12,07 I'y, 1H), B Cellulose-2,
2,87-3,01 (m, 2H), 2,56-2,63 (m, 1H), 2,52- 30%
2,55 (m, 1H), 1,63-1,73 (m, 2H), 1,46-1,58 METaHOI
(m, 1H), 1,21-1,41 (m, 7H)
8,96 (s, 1H), 8,29 (dd, J=2,14, 8,21 T'y, 1H),
7,44 (d, /=7,71 Ty, 1H), 7,35 (d, /=8,25 T, SFC:
1H), 7,06-7,12 (m, 2H), 6,93-7,04 (m, 1H), Phenomenex
51 600MTI'n | 5,41-5,51 (m, 2H), 4,10 (br s, 1H), 3,75 (td, B Lux
DMSO-ds | J/=2,88, 10,98 I'yy, 1H), 3,69 (q, /=3,58 'y, Cellulose-2,
1H), 3,37-3,49 (m, 1H), 3,01-3,21 (m, 2H), 30%
2,80-2,94 (m, 2H), 2,43-2,49 (m, 1H), 1,81 METaHOJI
(brs, 1H), 1,67-1,79 (m, 1H)
8,96 (s, 1H), 8,29 (dd, /=2,14, 8,21 I';, 1H),
7,45 (d, /=7,97 Ty, 1H), 7,37 (d, J/=8,25 T, SFC:
1H), 7,07-7,13 (m, 2H), 6,98-7,06 (m, 1H), Phenomenex
132 600MI'n | 5,44-5,52 (m, 2H), 4,11 (br s, 1H), 3,80 (td, B Lux
DMSO-ds | J=2,86, 11,25 'y, 1H), 3,74 (br d, J=3,11 Cellulose-2,
I'y, 1H), 3,44-3,54 (m, 1H), 3,14-3,21 (m, 30%
2H), 2,94-3,12 (m, 2H), 2,51-2,62 (m, 1H), METaHOJ
1,83 (brs, 1H), 1,69-1,80 (m, 1H)
9,04 (s, 1H), 8,70 (s, 1H), 7,85 (m, 1H),
7,52 (dd, /=7,47, 10,98 I'y, 1H), 7,50 (br
133 600MT 1t dd, /=7,32, 10,35 'y, 1H), 7,10-7,25 (m, i i
DMSO-ds | 1H), 5,57 (s, 2H), 4,45-4,60 (m, 1H), 3,62-

3,70 (m, 1H), 3,36-3,46 (m, 1H), 2,97 (brt,
J=11,21 T'y, 1H), 2,75 (br dd, /=10,12,
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12,30 T, 1H), 2,33-2,46 (m, 1H), 2,10-2,20
(m, 1H), 1,78-1,86 (m, 1H)

9,03 (d, /=1,37 I', 1H), 8,74-8,75 (dd,
J=1,37, 5,87 T, 1H), 8,25 (br d, J=3,97 'L,
1H), 7,83 (brs, 1H), 7,5-7,68 (s, 1H), 7,60

" 600MI'n | (d,J=8,32 ', 1H), 7,36-7,44 (m, 2H), 5,72
DMSO-dg | (s, 1H), 5,68 (s, 1H), 4,36-4,45 (m, 1H), - -
3,38-3,54 (m, 2H), 3,02-3,13 (m, 1H), 2,80-
2,95 (m, 2H), 1,99-2,16 (m, 1H), 1,67-1,78
(m, 1H)
8,98 (d, /=1,56 'y, 1H), 8,30 (dd, J=2,14,
8,21 T, 1H), 7,44 (d, /=7,79 Ty, 1H), 7,33 -
(d, J=8,25Tu, 1H), 7,15 (d, /=7,86 'y, 1H), ‘
Phenomenex
7,10 (t, J=7,76 T, 1H), 7,03 (t, /=7,58 Ty,
600MI 1 Lux
135 1H), 5,54-5,60 (m, 1H), 5,44-5,52 (m, 1H), B
DMSO-dg Cellulose-2,
3,15-3,27 (m, 1H), 3,04-3,13 (m, 2H), 2,75- 40%
70
2,89 (m, 3H), 2,56-2,64 (m, 1H), 1,65-1,76
METAHOJ
(m, 1H), 1,54-1,63 (m, 2H), 1,42-1,52 (m,
4H), 1,27-1,41 (m, 1H)
8,08 (dd, J=0,74, 2,06 I', 1H), 8,30 (dd,
J=2,14,8.21 I'n, 1H), 7,44 (d, J=7,55 I'n,
1H), 7,33 (d, J=8,33 I'y, 1H), 7,15 (d, SEC:
J=7.86Tu, 1H), 7,10 (dt, /=1,17, 7,59 'y, Phenomenex
36 600MT | 1H), 7,00-7,06 (m, 1H), 5,57 (d, J=17,91 5 Lux
DMSO-ds | Tm, 1H), 5,48 (d, /=17,91 T, 1H), 3,15- Cellulose-2,
3,27 (m, 1H), 3,02-3,14 (m, 2H), 2,75-2,90 40%
(m, 3H), 2,56-2,64 (m, 1H), 1,65-1,76 (m, METaHOJ
1H), 1,54-1,63 (m, 2H), 1,42-1,52 (m, 4H),
1,27-1,40 (m, 1H)
8,96 (d, /=1,48 Ty, 1H), 8,29 (dd, J=2,14, o
8,21 T, 1H), 7,38 (d, J=8,17 'y, 1H), 7,05 '
600MI'u Chiralcel OJ-
137 (s, 1H), 7,01 (d, /=8,55 I'y, 1H), 6,67 (dd, B
DMSO-d¢ H, 15%
J=2,41, 8,72 'y, 1H), 5,46-5,55 (m, 2H),
METaHOJ

3,73 (s, 1H), 3,08-3,24 (m, 2H), 2,97 (br dd,
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J=9,03, 11,29 T, 1H), 2,52-2,57 (m, 1H),
2,19-2,28 (m, 1H), 1,93-2,09 (m, 1H), 1,83
(brs, 1H)

8,96 (d, /=1,63 ', 1H), 8,29 (dd, J=2,10,
8,17 I'y, 1H), 7,39 (d, /=8,10 'y, 1H), 7,36

SFC:
(d, J=8,52 T, 1H), 6,78 (s, 1H), 6,74 (d,
600MI 1t Chiralcel OJ-
138 J=8,78 T', 1H), 5,53 (s, 2H), 3,66-3,69 (m, B ,
DMSO-ds H, 15%
1H), 3,05-3,17 (m, 2H), 2,90-2,96 (m, 1H),
METaHOJ
2,17-2,26 (m, 1H), 1,97-2,07 (m, 1H), 1,75
(brs, 1H)
8,95 (d, J=1,95 ', 1H), 8,30-8 35 (m, 1H),
7,60 (s, 1H), 7,59 (d, J=10,87 Ty, 1H), 7,50 -
(d, J=8,17 Ty, 1H), 7,42 (dd, J=1,32, 8,33 ;
600MIl Ty, 1H), 5,56-5,63 (m, 2H), 3,49 (br dd Chiralcel
o I, 5 9,90-9, m, 5 s T ad,
139 B OD-H, 15%
DMSO-dg | J=3,23, 12,03 Ty, 2H), 2,87-2,94 (m, 1H),
METAHOJI ¢
2,57-2,69 (m, 1H), 2,42-2,48 (m, 1H), 2,11
0,2% DEA
(s, 3H), 1,81-1,87 (m, 1H), 1,64-1,71 (m,
1H), 1,48-1,56 (m, 1H), 1,15-1,28 (m, 1H)
8,95 (d, J/=1,63 T, 1H), 8,33 (dd, J=2,10,
8,25 T, 1H), 7,75 (s, 1H), 7,50 (d, J=8,25
T, 1H), 7,29-7,40 (m, 2H), 5,51-5,60 (m, SFC:
2H), 3,48 (br dd, J=3,23, 12,03 Ty, 2H), Chiralcel
600MI'g
140 2,86-2,95 (m, 1H), 2,62 (dd, J=9,03, 12,07 B OD-H, 15%
DMSO-ds
T'u, 1H), 2,43-2,48 (m, 1H),2,09-2,13 (m, METaHOJ C
3H), 1,81-1,88 (m, 1H), 1,69 (td, J=3,79, 0,2% DEA
13,29 I'y, 1H), 1,51-1,59 (m, 1H), 1,16-1,28
(m, 1H)
8,97 (s, 1H), 8,28 (dd, /=2,02, 8,17 'y, 1H),
7,43 (d, /~=7,79 T, 1H), 7,32 (d, /=825 Ty,
1H), 7,16 (d, /=7,79 I'u, 1H), 7,09 (t,
141 600MI'n J=724Tu, 1H), 7,02 (t, /=7,28 'y, 1H),
DMSO-dg | 5,47-5,57 (m, 2H), 3,08-3,25 (m, 2H), 2,96

(brt, J=8,95 I'y, 1H), 2,77-2,89 (m, 2H),
1,73 (tdd, J=4,41, 8,78, 13,23 'y, 1H), 1,55
(td, J=3,37, 6,50 I'y, 2H), 1,29-1,48 (m,
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2H), 0,93 (s, 1H)
8,95 (s, 1H), 8,36 (br d, /=8,19 'y, 1H),
8,10 (br s, 3H), 7,56 (d, J=8,19 'y, 1H), -
7,15 (d, /=8,81 T, 1H), 7,07 (s, 1H), 6,81 '
Chiralpak IC,
S00MIw | (brd, =891 Ty, 1H), 5,52-5,65 (m, 2H),
142 B 40%
DMSO-dg | 3,77 (s, 3H), 3,58-3,75 (m, 1H), 3,34 (br d,
H30MPOINAHO
J=13,27I'y, 2H), 3,21 (br dd, J=8,71, 12,13
b
I, 1H), 3,07 (brt, J=9,23 T'y, 1H), 1,96 (br
s, 1H), 1,83 (brs, 1H), 1,58 (br s, 2H)
8,95 (s, 1H), 8,35 (d, /=8,09 I'y, 1H), 8,02
(brs, 3H), 7,52 (d, /=8,29 T, 1H), 7,42 (d, -
J=8,50 I'y, 1H), 6,83-6,89 (m, 2H), 5,51- ‘
Chiralpak IC,
S00MT I 5,66 (m, 2H),
143 B 40%
DMSO-ds | 3,48-3,67 (m, 1H), 3,34 (br s, 1H), 3,26 (br
H3O0MPOIIAHO
d, /=13,48 I'u, 1H), 3,15 (br dd, /=834,
i
12,39 T, 1H), 2,94-3,07 (m, 1H), 1,94 (br
s, 1H), 1,81 (br s, 1H), 1,56 (br s, 2H)
8,91 (d, /=1,45 Ty, 1H), 8,41 (br s, 3H),
8,33 (dd, J=2,07, 8,19 I'y, 1H), 7,55 (d,
J=8,29 Ty, 1H), 7,15-7,21 (m, 2H), 5,40-
S00MI 1t
144 5,64 (2, 2H), 4,72-4,84 (dt, J=5,03, 9,36 I'ry, - --
DMSO- ds
1H), 3,69-3,78 (m, 1H), 3,51 (br s, 1H), 3,43
(br d, J=12,54 T, 1H), 2,94-3,12 (m, 2H),
2,12-2,22 (m, 1H), 1,73-1,88 (m, 1H)
8,94 (d, /=1,55 T, 1H), 8,75 (br s, 3H),
8,37 (dd, /=2,07, 8,19 I'y, 1H), 7,66 (br d,
J=7,15Tu, 1H), 7,21 (br d, /=8,71 'y, 1H), SFC:
145 500MI 1 7,08 (d, /=2,28 'y, 1H), 6,84 (br d, /=8,40 B Chiralpak
DMSO-dg | T, 1H), 5,60-5,76 (m, 2H), 4,86-4,98 (m, AD-H, 20%
1H), 3,95 (br d, J=6,95 I'y, 1H), 3,59-3,79 METaHOJ
(m, 1H), 3,28-3,52 (m, 1H), 3,00-3,27 (m,
2H), 2,19-2,31 (m, 1H), 1,79-1,91 (m, 1H)
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8,94 (d, /=1,45 ', 1H), 8,74 (br s, 3H),
8,35 (dd, J=2,07, 8,19 T'wy, 1H), 7,60 (br d,

J=7,98 T'n, 1H), 7,40-7,47 (m, J=8,71 I'y, SFC:
146 500MI't 1H), 6,93 (br s, 1H), 6,81-6,90 (m, J=8,60 B Chiralpak
DMSO-ds | Ty, 1H), 5,59-5,76 (m, 2H), 4,81-5,01 (m, AD-H, 20%
1H), 3,86 (br d, /=11,30 T'u, 1H), 3,59-3,79 METaHOJT
(m, 1H), 3,33-3,55 (m, 1H), 3,05-3,32 (m,
2H), 2,17-2,33 (m, 1H), 1,70-1,88 (m, 1H)
8,87 (s, 2H), 8,05 (d, /=8,19 I', 2H), 7,65 SFC:
147 500MI'u | (d,/=8,19 Ty, 2H), 5,84 (q, /=6,57 I'u, 2H), B Chiralcel
CDCl, 3,08 (s, 6H), 1,78 (d, /=6,63 I'y, 6H), 1,62 OD-H, 20%
(brs, 3H), 1,44 (br s, 2H) METaHOJ
8,97 (s, 1H), 8,59 (brs, 3H), 8,33 (dd,
J=195,8,17Tu, 1H), 7,48 (br d, /=7,91 I'yy, SEC
FC:
1H), 7,30-7,44 (m, 1H), 7,04-7,11 (m, 2H),
S00MI 1 Chiralcel
148 6,73 (d, J/=9,04 I'y, 1H), 5,50-5,63 (m, 2H), B
DMSO- dg OD-H, 20%
5,10-5,20 (brs, 1H), 3,70-3,80 (m, 1H),
METaHOII
3,44-3,65 (m, 2H), 3,10-3,29 (m, 2H), 1,93-
2,16 (m, 2H).
8,92 (s, 2H), 7,59 (d, /=8,89 I'ny, 1H), 7,52
(d, J=9,41 I'u, 1H), 5,60 (d, /=2,02 T'y, 2H),
500MI'u | 4,73-4,84 (m, 1H), 3,37-3,49 (m, 1H), 3,11-
149 - -
DMSO-d¢ | 3,17 (m, 1H), 2,97-3,08 (m, 2H), 2,51-2,55
(m, 1H), 1,93-2,03 (m, 1H), 1,78-1,91 (m,
1H).
0,1%
8,91 (s, 2H), 7,55-7,63 (m, 2H), 5,59-5,69
NH40H B
(m, 2H),
500MI 1t ACN u Bozie
150 3,87-4,10 (m, 1H), 3,47 (br d, J=13,23 I'y, B
DMSO-dg B KauecTBe
1H), 3,32-3,42 (m, 1H), 3,12-3,20 (m, 2H),
) MOJIBUXKHOM
2,36 (brd, /=1,69 I'y, 1H), 2,26 (br s, 1H).
Gbasbl
8,89 (s, 2H), 7,52-7,64 (m, 2H), 5,55-5,74 0,1%
151 500MI 11 (m, 2H), 3,83-3,95 (m, 1H), 3,32-3,50 (m, B NH40H B
DMSO-ds | 2H), 3,10-3,22 (m, 2H), 2,36-2,44 (m, 1H), ACN u BOIIE
2,11-2,33 (m, 1H) B Ka4eCTBe
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TMOABIKHON
Gbazbl
8,82-8,86 (m, 1H), 8,11-8,20 (m, 1H), 7,37-
) YMC
7,46 (m, 2H), 7,21 (d, J=1,82 Ty, 1H), 7,16
Amyose SA,
500MI'1g (dd, J=1,82, 8,30 'y, 1H), 5,49 (s, 2H),
152 1 METaHOJI-
MeOD 3,58-3,63 (m, 1H), 3,42-3,53 (m, 2H), 3,05
THF (70:30)
(dt, J=2,34, 12,07 I'y, 1H), 2,80-2,91 (m, )
40%; muk 1
2H), 1,95-2,02 (m, 1H), 1,59-1,70 (m, 1H)
8,34 (br s, 1H), 8,07-8,20 (m, 1H), 7,37- YMC
7,50 (m, 2H), 7,06-7,27 (m, 2H), 5,52 (br s, Amyose SA,
500MI1t
153 2H), 3,93 (brs, 1H), 3,34-3,43 (m, 2H), 1 METaHOJI-
MeOD
3,01-3,16 (m, 2H), 1,85 (br d, J=3,37I'yy, THF (70:30)
2H) 40%; nuk 1
7,77-7,83 (m, J=7,98 I';, 2H), 7,48 (d,
J=7,67Twu, 1H), 7,29-7,36 (m, J=7,98 I'y,
154 400MI ' 2H), 7,03-7,19 (m, 3H), 5,47 (s, 2H), 3,35-
ds-DMSO | 3,41 (m, 1H), 3,26-3,30 (m, 1H), 3,11-3,24
(m, 2H), 2,94-3,05 (m, 1H), 2,19-2,34 (m,
1H), 2,01-2,16 (m, 1H), 1,76 (br s, 2H)
8,54 (br d, J/=3,01 'y, 2H), 7,86 (d, /=8,29
I'y, 2H), 7,60 (d, J/=7,52 Ty, 1H), 7,44-7,53
(m, J=8,19 I'y, 2H), 7,23-7,39 (m, 3H), 5,66
400MI 11
155 (brd, /=9,95T'y, 2H), 4,04 (br d, /=9,95 I'y, -- -
ds-DMSO
1H), 3,72-3,80 (m, 1H), 3,57-3,64 (m, 1H),
3,31-3,53 (m, 2H), 3,01-3,29 (m, 2H), 1,96-
2,08 (m, 1H), 1,47-1,64 (m, 1H)
7,79-7,84 (m, J=8,41 ', 2H), 7,26-7,32 (m,
J=8,41Twy, 2H), 7,18 (dd, J/=2,18, 9,26 'y, SFC
1H), 6,91 (t, /=10,35 I'y, 1H), 5,43 (s, 2H), ) .
600MI 11 Chiralcel
156 4,39-4,38 (m, 1H), 3,39-3,51 (m, 1H), 3,36- B
DMSO-d¢ OD-H, 15%
3,14-3,28 (m, 1H), 3,04-3,13 (m, 1H), 2,92-
METaHOJ

3,03 (m, 1H), 2,84 (dd, J=8,60, 12,65 T'n,
1H), 1,94-2,13 (m, 1H), 1,74-1,91 (m, 1H)
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§7,79-7,84 (m, 2H), 7,28-7,33 (m, J=8,49
Iy, 2H), 7,08 (dd, /=2,22, 8,84 ', 1H),

6,99 (dt, /=2,18, 10,59 I', 1H), 5,41-5,48 SFC:
sy | G0OMIn (m, 2H), 4,28-4,36 (m, 1H), 3,37-3,43 (m, Chiralcel OJ-
DMSO-dg | 1H), 2,99-3,06 (m, 1H), 2,93 (tdd, J=4,16, H, 15%
7,88, 14,31 I'y, 1H), 2,79 (dd, J=8,60, 12,50 METaHOJ
Iy, 1H), 2,01-2,13 (m, 1H), 1,66-1,80 (m,
1H)
7,81-7,84 (m, J=8,25 I'y, 2H), 7,78 (s, 1H),
7,43-7,58 (m, 2H), 7,28-7,33 (m, 2H), 5,51 SFC:
158 600MTI' (s, 2H), 4,39-4,36 (m, 1H), 3,49-3,54 (m, Chiralpak
DMSO-dg | 1H), 3,40-3,48 (m, 1H), 3,03-3,17 (m, 1H), AD-H, 25%
2,73-2,94 (m, 1H), 1,93-2,11 (m, 1H), 1,82 METaHOJI
(br's, 1H), 1,63-1,79 (m, 1H),
7,94 (s, 1H), 7,78-7,84 (m, J=8,25 I'y, 2H),
7,47 (dd, J=1,01, 8,25 T, 1H), 7,36 (d,
J=8,33 T', 1H), 7,26-7,32 (m, J=8,17 'y, SFC:
159 600MTI'x 2H), 5,47-5,56 (m, 2H), 4,42-4,34 (dt, Chiralpak
DMSO-ds | J=4,32, 8,19 T', 1H), 3,44-3,52 (m, 1H), AD-H, 25%
3,38-3,43 (m, 1H), 3,15-3,28 (m, 1H), 3,04- METaHOJ
3,14 (m, 1H), 2,80-2,97 (m, 2H), 2,03-2,12
(m, 1H), 1,70-1,88 (m, 1H)
7,76-7,85 (m, 3H), 7,46-7,65 (m, 2H), 7,29~ .
7,38 (m, 2H), 5,54 (s, 2H), 3,85-4,05 (m, :
600MI 1 Chiralpak
160 1H), 3,35-3,46 (m, 1H), 3,21-3,35 (m, 1H),
DMSO-dg AD-H, 25%
3,03-3,20 (m, 1H), 2,54-2,79 (m, 1H), 2,18-
METaHOJ
2,32 (m, 1H), 1,98-2,14 (m, 1H),
7,96 (d, J=1,17 ', 1H), 7,81 (d, /=8,43 'L,
2H), 7,48 (dd, J=1,49, 8,24 T'n, 1H), 7,29- -
7,38 (m, 3H), 5,48-5,57 (m, 2H), 3,34-3,47 ) '
600MI' Chiralpak
161 (m, 1H), 3,20-3,30 (m, 1H), 3,10-3,19 (m,
DMSO-ds AD-H, 25%
1H), 2,96-3,09 (m, 1H), 2,17-2,32 (m, 1H),
METaHOJ

1,99-2,15 (m, 1H), 1,79 (br d, J=19,33 T'w,
1H)
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162

400MI'g
de-DMSO

7,80 (d, J=8,29 Ty, 2H), 7,43 (d, /=7,46 I'w,
1H), 7,30 (d, /=8,29 Ty, 2H), 7,15 (d,
J=7,88 T', 1H), 6,98-7,11 (m, 2H), 5,39 (s,
2H), 3,57 (s, 1H), 3,38 (br dd, J=3,42, 11,82
Iy, 1H), 3,20-3,28 (m, 1H), 2,78-2,91 (m,
2H), 2,63 (dd, J=9,12, 11,82 T', 1H), 2,08-
2,28 (m, 1H), 1,78-1,87 (m, 1H), 1,65-1,75
(m, 1H), 1,49-1,63 (m, 1H)

163

S500MI'1t
ds-DMSO

7,81 (d, J=8,30 T, 2H), 7,45 (d, /=7,53 I'm,
1H), 7,32 (d, J=8,30 I', 2H), 7,07-7,18 (m,
2H), 6,98-7,07 (m, 1H), 5,47 (s, 2H), 3,38-
3,48 (m, 1H), 3,05-3,17 (m, 2H), 2,79-2,93
(m, 1H), 1,83 (br s, 1H), 1,60-1,74 (m, 1H),
1,41-1,54 (m, 1H), 0,94 (d, J=6,75 I'y, 3H)

164

600MI'
ds-DMSO

7,81 (d, J=8,10 T, 2H), 7,29 (d, /=7,78 I'w,
1H), 7,25 (d, J=8,10 Ty, 2H), 7,14 (d,
J=1,79 Ty, 1H), 7,03 (t, J=7,63 'y, 1H),
6,93 (t, J=7,63 I'y, 1H), 5,51 (s, 2H), 3,51-
3,59 (m, 2H), 3,42 (d, J=9,65 I'y, 1H), 3,18
(s, 1H), 3,14 (d, J=9,65 ', 1H), 2,43 (d,
J=436 'y, 1H), 1,77-1,85 (m, 1H), 1,49-
1,56 (m, 1H), 0,96 (s, 3H)

165

600MI 't
ds-DMSO

7,82 (d, J=8,10 T'y, 2H), 7,21-7,37 (m, 8H),

7,17 (d, J/=7,79 I'y, 1H), 7,04-7,08 (m, 1H),

6,95 (t, /=7,47 I'n, 1H), 5,49-5,58 (m, 2H),
3,94 (dd, J=7,79, 9,65 I'y, 1H), 3,73 (dd,
J=6,85, 9,34 I', 1H), 3,66 (t, /=9,19 'y,

1H), 3,42 (q, /=7,16 I'y, 1H), 3,18 (d,
J=4,67 Ty, 1H), 3,06 (q, J/=7,79 'y, 1H),
1,72 (br s, 2H)

166

600MI'
de-DMSO

7,82 (d, J=8,10 ['y, 2H), 7,25-7,32 (m, 3H),
7,11 (d, J=8,10 Ty, 1H), 7,03 (t, /=7,47 T,
1H), 6,92 (t, J=7,63 T'w, 1H), 5,50 (s, 2H),
3,57-3,66 (m, 2H), 3,44-3,51 (m, 2H), 3,14
(dd, J=4,83, 9,50 I'y, 1H), 1,95 (qd, J=6,40,
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12,26 T, 1H), 1,61 (qd, J=6,34, 12,42 Twy,
1H)

167

400MI'g
ds-DMSO

7,80 (d, J=8,29 T, 2H), 7,43 (d, /=7,46 'L,
1H), 7,30 (d, J=8,29 I'e, 2H), 7,15 (d,
J=7,88 T', 1H), 6,98-7,11 (m, 2H), 5,39 (s,
2H), 3,57 (s, 1H), 3,38 (br dd, J=3,42, 11,82
Iy, 1H), 3,20-3,28 (m, 1H), 2,78-2,91 (m,
2H), 2,63 (dd, J=9,12, 11,82 T, 1H), 2,08-
2,28 (m, 1H), 1,78-1,87 (m, 1H), 1,65-1,75
(m, 1H), 1,49-1,63 (m, 1H)

168

500MI'1t
ds-DMSO

Cmecs nuacrepeomepos: 7,80 (br d, J=7,79
', 2H), 7,27 (br dd, J=7,91, 17,52 T, 3H),
7,13 (br d, J=8,04 I', 1H), 7,02 (brt,
J=8,04 T', 1H), 6,93 (br d, ]=7,53 T', 1H),
5,45-5,57 (m, 2H), 3,56-3,79 (m, 1H), 3,09-
3,19 (m, 2H), 1,92-2,05 (m, 1H), 1,71-1,90
(m, 2H), 1,15-1,66 (m, 7H)

169

600MI 1t
DMSO-dg

Cwmech nuacrepeomepos: 1,20-1,38 (m, 2
H), 1,56-1,71 (m, 2 H), 1,88-2,07 (m, 1 H),
2,07-2,24 (m, 1 H), 2,52-2,59 (m, 1 H),
2,62-2,72 (m, 1 H), 2,87 (q, J=5,45 'y, 1
H), 3,06 (br d, J=10,12 'y, 1 H), 3,12-3,21
(m, 4H), 3,23-3,31 (m, 2 H), 3,31-3,42 (m,
3H), 3,43-3,56 (m, 1 H), 3,61 (dd, 7=10,35,
4,59 T, 1 H), 5,47-5,55 (m, 2 H), 6,92-7,01
(m, 1), 7,06 (t, I=7,47 T, 1 H),7,11-7,19
(m, 1 H), 7,22-7,31 (m, 2 H), 7,37 (d,
J=7,79 T'u, 1 H), 7,80 (d, J=7,75 'y, 2 H)

170

400MTI 1y
MeOD

8,45 (br s, 3H), 7,83 (d, J=8,29 'y, 2H),
7,49-7,58 (m, 1H), 7,36 (d, /=8,09 'y, 2H),
7,07-7,25 (m, 3H), 5,49 (5, 2H), 4,71-4,91
(m, 1H), 3,75-3,84 (m, 1H), 3,61-3,73 (m,
1H), 3,36-3,48 (m, 1H), 2,95-3,22 (m, 2H),
2,13-2,25 (m, 1H), 1,72-1,95 (m, 1H)
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8,34 (br d, J=1,04 ', 3H), 7,82 (d, J=8,29
Ty, 2H), 7,46-7,56 (m, 1H), 7,34 (d, J=8,29

. 400MT'y | I, 2H), 7,07-7,24 (m, 3H), 5,48 (s, 2H),
MeOD | 5,03-521 (m, 1H), 3,76-3,87 (m, 1H), 3,52- - B
3,61 (m, 1H), 3,31-3,42 (m, 1H), 3,07-3,28
(m, 2H), 1,89-2,16 (m, 2H)
8,37 (brs, 3H), 7,83 (d, J=8,29 'y, 2H),
7,48-7,56 (m, 1H), 7,35 (d, /=8,29 'y, 2H),
7,08-7,23 (m, 3H), 5,48 (s, 2H), 5,01-5,22
400MI'g
172 (m, 1H), 3,74-3,91 (m, 1H), 3,57 (br dd, - -
MeOD
J=4,04, 12,75 'y, 1H), 3,40 (br d, /=11,20
Ty, 1H), 3,08-3,27 (m, 2H), 1,92-2,18 (m,
2H)
7,75-7,84 (m, 2H), 7,39-7,49 (m, 1H), 7,31
(d, /=8,50 T'y, 2H), 7,15-7,21 (m, 1H), 7,11
(dt, J=1,35, 7,52 T', 1H), 7,02-7,07 (m,
400MTI'
173 1H), 5,44 (s, 2H), 4,26-4,48 (m, 1H), 3,33- - -
MeOD
3,44 (m, 2H), 2,90-3,09 (m, 2H), 2,80 (dd,
J=8,71, 12,44 T, 1H), 2,00-2,16 (m, 1H),
1,70-1,87 (m, 2H)
Phenomenex
7,75-7,83 (m, 2H), 7,52-7,58 (m, 1H), 7,33- L
ux
400MIu | 7,47 (m, SH), 5,68-5,89 (m, 2H), 4,00-4,23
174 B Cellulose-2,
MeOD | (m,4H), 3,42-3,65 (m, 2H), 2,48-2,64 (m,
25% MeOH,
1H), 2,24-2,47 (m, 1H)
muk 1
Phenomenex
7,76-7,82 (m, 2H), 7,52-7,57 (m, 1H), 7,32- L
ux
400MTI'y | 7,46 (m, SH), 5,68-5,88 (m, 2H), 4,01-4,17
175 B Cellulose-2,
MeOD | (m, 4H), 3,44-3,65 (m, 2H), 2,50-2,63 (m,
25% MeOH,
1H), 2,26-2,47 (m, 1H)
MUK 2
7,75-7,82 (m, 2H), 7,50-7,55 (m, 1H), 7,39- Chiralpak
7,46 (m, 3H), 7,33-7,37 (m, 2H), 5,65-5,86 AD-H, 30%
400MTI'
176 (m, 2H), 4,08 (dt, J=7,05, 9,74 T, 1H), B MeOH ¢
MeOD
3,91-4,01 (m, 2H), 3,78 (dd, J/=1,14, 10,26 0,2% DEA,
I'y, 1H), 3,22 (d, /=2,28 'y, 2H), 2,08-2,28 nuk 1
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(m, 2H)

177

400MTI'1
MeOD

7,74-7,83 (m, 2H), 7,50-7,55 (m, 1H), 7,38~
7,48 (m, 3H), 7,31-7,38 (m, 2H), 5,66-5,86
(m, 2H), 4,08 (dt, J=6,95, 9,80 ', 1H),
3,89-4,01 (m, 2H), 3,79 (dd, J/=1,14, 10,26
T, 1H), 3,23 (d, J=2,70 Ty, 2H), 2,11-2,33
(m, 2H)

Chiralpak
AD-H, 30%
MeOH ¢
0,2% DEA,

MUK 2

178

400MTI g
MeOD

7,66-7,74 (m, 2H), 7,36-7,44 (m, 1H), 7,29
(d, J=8,71 'y, 2H), 7,00-7,16 (m, 3H), 5,48-
5,55 (m, 2H), 3,68 (dd, J=7,15, 9,64 Ty,
1H), 3,59 (dd, J=6,12, 7,98 T', 2H), 2,70 (d
J=7,26 T, 2H), 2,31-2,43 (m, 1H), 2,12
(dd, J=6,01, 12,23 T, 1H), 1,70 (dd,
J=8,29, 12,44 Ty, 1H), 1,25-1,34 (m, 1H)

>

179

400MTI 1t
MeOD

7,70 (d, J=8,50 T', 2H), 7,36-7,43 (m, 1H),
7,29 (d, J=8,71 I'y, 2H), 6,99-7,17 (m, 3H),
5,46-5,59 (m, 2H), 3,68 (dd, J=7,26, 9,54
T, 1H), 3,54-3,64 (m, 2H), 2,69 (d, J=7,26
Iy, 2H), 2,31-2,43 (m, 1H), 2,12 (d, J=6,01
'y, 1H), 1,61-1,78 (m, 1H)

180

400MTI g
ds-DMSO

8,39 (br s, 3H), 7,87 (d, J=8,29 'y, 2H),
7,53-7,62 (m, 1H), 7,50 (d, J=8,29 I', 2H),
7,27-7,36 (m, 1H), 7,22-7,26 (m, 2H), 5,53~
5,75 (m, 2H), 3,86-4,00 (m, 1H), 3,41-3,65

(m, 3H), 3,28-3,36 (m, 1H), 3,00-3,17 (m,
2H), 1,89-2,09 (m, 2H), 1,51 (br dd, J=3,01,
12,96 T, 1H), 1,00 (d, J=6,63 ', 3H)

181

400MI'g
ds-DMSO

8,12-8,25 (m, 3H), 7,83 (d, J=8,29 ['w, 2H),
7,48-7,56 (m, 1H), 7,35-7,40 (m, 2H), 7,10-
7,26 (m, 3H), 5,49 (br d, J=1,66 I', 2H),
3,74-3,87 (m, 1H), 3,39 (br d, J=12,65 I',
1H), 2,92-3,13 (m, 3H), 1,64-1,82 (m, 2H),
1,32-1,47 (m, 1H), 1,04 (d, J=6,22 T'u, 3H)
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8,12 (br d, J=1,24 I'y, 3H), 7,83 (d, J=8,50
I, 2H), 7,48-7,58 (m, 1H), 7,31-7,40 (m,
2H), 7,17-7,25 (m, 2H), 7,07-7,17 (m, 1H),

400MT
182 5,47 (d, J=1,66 T', 2H), 3,79 (br d, J=9,74 - -
ds-DMSO
I'w, 1H), 3,38 (br d, J=12,85 I'w, 1H), 2,89-
3,18 (m, 3H), 1,58-1,85 (m, 2H), 1,40 (br d,
J=11,40 I'n, 1H), 1,04 (d, J=6,22 I'x, 3H)
7,66-7,75 (m, 2H), 7,39-7,47 (m, 1H), 7,27
(d, J=8,50 ', 2H), 7,03-7,20 (m, 3H), 5,44- Chiralpak
J0OMIn 5,51 (m, 2H), 3,76 (d, J=9,33 ', 1H), 3,52- AD-H, 20%
183 3,69 (m, 3H), 2,90-3,00 (m, 1H), 2,80 (d, F MeOH ¢
MeOD J=13,48 'y, 1H), 1,49-1,58 (m, 1H), 0,84- 0,2% DEA,
0,95 (m, 1H), 0,69-0,79 (m, 1H), 0,53 (t, nux 1
J=4,56 T'y, 1H)
7,65-7,75 (m, 2H), 7,37-7,45 (m, 1H), 7,27
(d, J=8,29 T'y, 2H), 7,00-7,19 (m, 3H), 5,48 Chiralpak
J0OMIn (s, 2H), 3,76 (d, J=9,33 T'y, 1H), 3,51-3,67 AD-H, 20%
184 MeOD (m, 3H), 2,94 (br d, I=13,48 I'y, 1H), 2,81 F MeOH ¢
(s, 1H), 1,53 (td, J=3,81, 7,93 I'y, 1H), 0,74 0,2% DEA,
(dd, J=5,18, 7,88 T', 1H), 0,52 (t, J=4,35 ik 2
Iy, 1H)
7,70 (d, J=8,50 T'y, 2H), 7,38-7,44 (m, 1H),
7,31 (d, J=8,29 Ty, 2H), 6,82 (dd, J=2,28,
8,71 T, 1H), 6,71 (d, J=2,28 'y, 1H), 5,40 Chiralpak IC,
g5 | 400MIn (s, 2H), 3,38-3,46 (m, 1H), 3,21 (td, J=4,17, . 45%IPA ¢
MeOD | 11,97 'y, 1H), 2,88-2,99 (m, 2H), 2,79 (dd, 0,2% DEA,
J=8,91, 11,61 T'y, 1H), 1,90-2,01 (m, 1H), nux 1
1,76-1,87 (m, 1H), 1,60-1,73 (m, 1H), 1,28-
1,40 (m, 1H)
7,69 (d, J=8,29 T'y, 2H), 7,27-7,34 (m, 2H),
7,07 (d, J=2,49 ', 1H), 7,00 (d, J=8,71 I'w, Chiralpak IC,
g6 | 400MT 1H), 6,75 (dd, J=2,49, 8,71 I'u, 1H), 5,37 (s, . 45%IPA ¢
MeOD | 2H), 3,42-3,50 (m, 1H), 3,26 (br d, J=12,23 0,2% DEA,
Iu, 1H), 2,89-3,02 (m, 2H), 2,81 (dd, nuk 2

J=8,91, 11,61 'y, 1H), 1,93-2,01 (m, 1H),
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1,76-1,86 (m, 1H), 1,59-1,75 (m, 1H), 1,28-
1,41 (m, 1H)

9,05-9,18 (m, 2H), 7,39-7,56 (m, 1H), 6,86-
7,12 (m, 2H), 5,51-5,68 (m, 2H), 4,40-4,67

Chiralpak
500MIw | (m, 1H), 3,60-3,71 (m, 1H), 3,46-3,56 (m,
442 B OD-H, 15%
d,-MeOH | 1H), 3,28 (dd, J=4,25, 8,40 I'ny, 1H), 3,07-
IPA, ik 1
3,16 (m, 1H), 3,02 (dd, J=9,43, 12,34 I'ny,
1H), 2,17-2,28 (m, 1H), 1,83-1,98 (m, 1H)
9,06-9,17 (m, 2H), 7,12-7,23 (m, 2H), 6,84~
6,93 (m, 1H), 5,57-5,67 (m, 2H), 4,36-4,57
Chiralpak
S00MIw | (m, 1H), 3,58-3,69 (m, 1H), 3,48-3,55 (m,
443 B OD-H, 15%
d,-MeOH | 1H), 3,09-3,19 (m, 2H), 2,98 (dd, J=8,82,
IPA, nuk 2
12,46 T, 1H), 2,18-2,27 (m, 1H), 1,81-1,96
(m, 1H)
8,47 (s, 2H), 7,39-7,51 (m, 1H), 7,00 (dd,
J=2.34, 8,82 T'u, 1H), 6,95 (ddd, J=2,47, .
Chiralpak
8,76, 9,80 I', 1H), 5,36-5,51 (m, 2H), 4,60-
500MI'g OD-H, 15%
444 4,80 (m, 1H), 3,89-3,99 (m, 3H), 3,77-3,89 B
d;-MeOH MeOH, muk
(m, 1H), 3,61-3,71 (m, 1H), 3,57 (br dd, 1
J=4,28, 8,95 'y, 1H), 3,07-3,20 (m, 2H),
2,20-2,36 (m, 1H), 1,91-2,06 (m, 1H)
7,37-7,42 (m, 1H), 6,71-6,87 (m, 2H), 5,06-
5,16 (m, 2H), 4,47-4,61 (m, 1H), 4,14-4,29 Chiralpak IC,
500MI'x
445 (m, 2H), 3,77-3,85 (m, 3H), 3,48-3,55 (m, B 20% MeOH,
ds-MeOH
1H), 3,02-3,09 (m, 1H), 2,94-3,00 (m, 1H), i 1
2,17-2,25 (m, 1H), 1,91-2,01 (m, 1H)
8,39-8,49 (m, 2H), 7,10-7,24 (m, 2H), 6,77~
6,93 (m, 1H), 5,34-5,49 (m, 2H), 4,35-4,57 Chiralpak
» S00MIw | (m, 1H), 3,70 (dtd, J=1,82, 4,17, 12,42 T'w, 5 OD-H, 15%
ds;-MeOH | 1H), 3,51-3,60 (m, 1H), 3,13-3,23 (m, 2H), MeOH, nuk
3,01 (dd, J=8,82, 12,46 'y, 1H), 2,14-2,28 2
(m, 1H), 1,78-1,99 (m, 1H)
» S00MIu | 7,26-7,43 (m, 2H), 5,07-5,23 (m, 2H), 4,42-
ds;-MeOH | 4,59 (m, 1H), 4,12-4,24 (m, 1H), 3,61-3,70
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(m, 1H), 3,44-3,56 (m, 1H), 3,19-3,27 (m,
1H), 2,99-3,11 (m, 1H), 2,12-2,27 (m, 1H),
1,86-1,99 (m, 1H)

7,37-7,40 (m, 1H), 6,79-6,87 (m, 2H), 5,03

(s, 2H), 4,47-4,57 (m, 1H), 4,38-4,61 (m, Chiralpak
S00MIy | 2H), 3,83 (s, 3H), 3,47-3,57 (m, 2H), 3,23 OD-H, 15%
8 d4-MeOH (s, 3H), 3,05-3,11 (m, 1H), 3,03 (s, 3H), B MeOH, muk
2,96 (br dd, J=8,95, 12,07 'y, 1H), 2,15- 1
2,28 (m, 2H), 1,87-2,08 (m, 3H
7,37-7,42 (m, 1H), 6,71-6,87 (m, 2H), 5,06-
S00MIn 5,16 (m, 2H), 4,47-4.61 (m, 1H), 4,14-4,29 Chiralpak IC,
449 (m, 2H), 3,77-3,85 (m, 3H), 3,48-3,55 (m, B 15% MeOH,
d;-MeOH
1H), 3,02-3,09 (m, 1H), 2,94-3,00 (m, 1H), )
2,17-2,25 (m, 1H), 1,91-2,01 (m, 1H)
7,11 (d, J=8,82 T', 1H), 7,05 (d, J=2,34 1,
1H), 6,80-6,85 (m, 1H), 5,01 (s, 2H), 4,44- Chiralpak
45 | SOOMT | 458 (m, 1H), 3,82 (s, 3H), 3,53-3,60 (m, 5 OD-H, 15%
dy-MeOH | 1H), 3,41-3,47 (m, 2H), 3,21 (s, 3H), 3,07- MeOH, muk
3,14 (m, 1H), 3,02 (s, 3H), 2,93-2,99 (m, 2
1H), 2,18-2,28 (m, 1H), 1,91-2,03 (m, 1H)
8,95 (d, /=1,48 Ty, 1H), 8,30 (dd, J=2,10,
8,25 Ty, 1H), 7,41 (td, J=4,55, 8,80 'y,
600MT | 2H), 7,09 (dd, J=2,41, 9,19 T, 1H), 6,92 (t,
451 | DMSO - J=9,42 ', 1H), 5,49 (s, 2H), 3,40 (brs, - --
ds 1H), 3,24-3,36 (m, 3H), 3,17 (s, 1H), 2,86-
2,98 (m, 2H), 2,60-2,75 (m, 2H), 1,89-2,04
(m, 1H), 1,26-1,43 (m, 1H)
8,94 (d, /=1,40 I', 1H), 8,29 (dd, J=2,14,
8,21 TI'y, 1H), 7,37 (d, /=8,17 ', 1H), 6,69
600MI'n | (dd,./=2,26, 8,88 I'yy, 1H), 6,59 (dd, J=2,22,
452 | DMSO- | 12,18 T, 1H), 5,48 (s, 2H), 4,25-4,38 (m, - -
ds 1H), 3,89 (s, 3H), 3,22-3,29 (m, 1H), 2,84~

2,98 (m, 2H), 2,62-2,76 (m, 1H), 1,99-2,07
(m, 1H), 1,79 (br s, 1H), 1,64-1,76 (m, 1H)
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8,90 (s, 1H), 8,34 (dd, J=2,14, 8,21 'y, 1H),
7,90 (d, J=8,10 T, 1H), 7,64 (d, /=8,35 'y,

600MI 1 Chiralpak
1H), 7,61 (d, J=8,06 I'y, 1H), 5,64 (s, 2H),
453 | DMSO - B AD-H, 25%
4,30-4,44 (m, 1H), 3,59-3,68 (m, 2H), 3,13-
ds IPA, muk 1
3,28 (m, 1H), 2,77-2,90 (m, 2H), 1,99-2,08
(m, 1H), 1,57-1,70 (m, 1H)
8,91 (s, 2H), 7,40 (dd, J=4,90, 8,64 'y, 1H),
7,11 (dd, J=2,49, 9,26 T'ry, 1H), 6,91 (ddd,
600MI'u Chiralpak
J=2,57, 8,68, 10,08 I';, 1H), 5,45-5,52 (m,
454 | DMSO - B AD-H, 25%
2H), 3,27-3,29 (m, 3H), 2,86-2,97 (m, 2H),
ds IPA, nuk 1
2,61-2,71 (m, 2H), 1,96-2,05 (m, 1H), 1,58
(brs, 2H), 1,31-1,48 (m, 1H)
7,47 (d, /=1,82 'y, 1H), 7,35 (d, /=8,30 I'y,
1H), 7,22 (dd, J=1,75, 8,37 I'yy, 1H), 4,75 (s,
500MI'u | 2H), 4,24-4,31 (m, 2H), 3,95 (t, J=7,66 'Ly,
455 | DMSO - | 2H), 3,33-3,38 (m, 1H), 2,97-3,06 (m, 2H), - --
ds 2,80 (dd, J=8,30, 12,59 I'u, 1H), 2,36 (s,
1H), 2,29 (quin, J=7,62 I'y, 2H), 2,08-2,17
(m, 1H), 1,74-1,94 (m, 1H)
8,91 (s, 2H), 7,22 (dd, J=2,41, 9,81 'y, 1H),
7,14 (dd, J=4,79, 8,68 I'ny, 1H), 6,85 (ddd,
600MI'n | J=2,49, 8,70, 9,91 I'y, 1H), 5,49 (d, J=2,10
456 | DMSO - I'y, 2H), 3,36-3,43 (m, 2H), 3,28-3,30 (m, - --
ds 3H), 2,90-2,99 (m, 1H), 2,66-2,72 (m, 2H),
1,98-2,06 (m, 1H), 1,62 (brs, 1H), 1,33-
1,42 (m, 1H)
7,38-7,43 (m, 1H), 7,12 (dd, J=2,49, 9,26
I'y, 1H), 6,90-6,96 (m, 1H), 5,07-5,16 (m,
600MI 1 Chiralpak
2H), 4,23-4,50 (m, 1H), 4,23 (q, /=9,45 'y,
457 | DMSO - B AD-H, 25%
1H), 3,21-3,29 (m, 3H), 2,93-3,01 (m, 3H),
de TPA, nuk 1
2,72-2,81 (m, 1H), 1,96-2,12 (m, 1H), 1,72-
1,90 (m, 3H)
600MI' 8,93 (dd, J=0,66, 2,06 ', 1H), 8,34 (dd, Chiralpak
458 | DMSO - J=2,14, 821 Ty, 1H), 7,72 (d, J=8,10 I'yy, B AD-H, 25%
ds 1H), 7,61 (d, /=8,56 I'y, 1H), 7,49 (d, IPA, nux 1
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J=8,10 ', 1H), 5,66 (d, J=1,71 T', 2H),
4,32-4.43 (m, 1H), 3,50-3,64 (m, 2H), 3,15~
3,28 (m, 1H), 2,85-2,94 (m, 2H), 2,04-2,12

(m, 1H), 1,66-1,77 (m, 1H)

7,66 (s, 1H), 7,57 (d, /=8,25 I', 1H), 7,41
(dd, J=1,25, 8,33 ', 1H), 5,11-5,21 (m,
2H),
4,38-4,49 (m, 1H), 3,64-3,72 (m, 2H), 3,61

600MI'u Chiralpak
(td, J/=4,74, 9,75 I'y, 4H), 3,44-3,53 (m,
459 | DMSO - AD-H, 25%
2H), 3,34-3,41 (m, 1H), 3,17 (d, J=4,90 T,
dg IPA, mux 1
1H), 3,09 (ddd, J=2,84, 9,48, 12,59 I'ny, 1H),
2,95-3,05 (m, 1H), 2,86 (dd, J=8,06, 12,65
I'y, 1H), 2,09-2,19 (m, 1H), 1,75-1,93 (m,
1H)
7,23 (d, /=9,81 T'y, 1H), 7,16-7,20 (m, 1H),
6,92 (t, J=8,84 ', 1H), 5,08-5,17 (m, 2H),
600MI 1 Chiralpak
4,32-4.51 (m, 1H), 4,23 (q, J=9,55 ['y, 2H),
460 | DMSO - AD-H, 25%
3,34-3,39 (m, 1H), 3,25-3,30 (m, 4H), 2,93-
ds IPA, mux 2
3,05 (m, 2H), 2,74-2,85 (m, 1H), 2,03-2,13
(m, 1H), 1,71-1,89 (m, 1H)
7,39 (d, J=8,41 Ty, 1H), 7,33 (d, /=2,02Tn,
1H), 7,09 (dd, J=2,10, 8,41 Ty, 1H), 4,94-
600MI'1t Chiralpak
5,05 (m, 2H), 4,70-4,84 (m, 1H), 3,14-3,28
461 DMSO - AD-H, 25%
(m, 2H), 3,10-3,13 (m, 6H), 2,91-3,06 (m,
dg IPA, mux 1
2H), 2,89 (s, 1H), 1,87-2,05 (m, 1H), 1,68
(brs, 1H)
8,42 (br s, 2H), 7,44-7,48 (m, 1H), 7,20 (dd,
J=2,37,9,23 I'u, 1H), 6,99 (t, /=9,27 I'yy,
1H), 5,10-5,21 (m, 2H), 5,04-5,10 (m, 1H),
600MI 11 Chiralpak
4,36-4,55 (m, 1H), 4,23 (q, J=9,52 T's, 2H),
462 | DMSO - AD-H, 25%
3,78 (br s, 1H), 3,48 (br dd, J=4,01, 12,42
ds IPA, mux 1

Ty, 1H), 3,26-3,34 (m, 1H), 3,02-3,17 (m,
2H), 2,99 (s, 1H), 2,51-2,65 (m, 1H), 1,95-
2,12 (m, 2H)
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8,95 (d, /=1,32 T, 1H), 8,30 (dd, J/=2,10,
8,17 I', 1H), 7,38-7,45 (m, 2H), 7,07 (dd,

600MI' J=2,49, 9,19 I'y, 1H), 6,92 (ddd, J=2,57,
463 DMSO - 8,66, 10,10 I'y, 1H), 5,47-5,57 (m, 2H), - -
ds 3,24-331 (m, 3H), 3,13-3,23 (m, 2H), 2,99-
3,10 (m, 2H), 2,89-2,98 (m, 2H), 1,75-1,89
(m, 1H), 1,53-1,67 (m, 1H).
8,44 (br s, 2H), 7,74 (s, 1H), 7,62 (d, J=8,33
I'y, 1H), 7,46 (d, J=8,21 I', 1H), 5,14-5,24
(m, 2H), 4,88 (dt, J=4,87, 9,32 T, 1H), .
600MI' Chiralpak
4,69-4,83 (m, 1H), 4,42-4,55 (m, 1H), 3,73-
464 | DMSO - B AD-H, 25%
3,83 (m, 1H), 3,69 (br d, J=4,36 I', 3H),
ds IPA, mux 1
3,57-3,65 (m, 4H), 3,37-3,56 (m, 3H), 2,99-
3,17 (m, 2H), 2,24 (br t, J=9,46 T, 1H),
1,83-1,92 (m, 1H)
8,73 (br s, 2H), 7,46-7,50 (m, 1H), 7,21-
7,23 (m, 1H), 6,98-7,02 (m, 1H), 5,17-5,22
600MTI' Chiralpak
(m, 1H), 4,36-4,53 (m, 1H), 4,13-4,32 (m,
465 | DMSO - B AD-H, 25%
2H), 3,95-4,13 (m, 2H), 3,64 (br d, J=12,53
de IPA, mux 1
I'y, 1H), 3,25-3,34 (m, 3H), 3,09-3,15 (m,
1H), 2,52-2,65 (m, 3H)
8,38 (br s, 2H), 7,23-7,30 (m, 1H), 6,99 (1,
J=9.27 Ty, 1H), 5,05-5,21 (m, 2H), 4,49 (q,
600MTI 11 Chiralpak
J=8,93 T, 1H), 4,23 (g, J=9,52 Ty, 2H),
466 | DMSO - B AD-H, 25%
3,79 (br s, 1H), 3,44-3,66 (m, 1H), 3,30-
dg IPA, muk 1
3,37 (m, 1H), 3,28 (s, 2H), 3,06-3,18 (m,
1H), 2,52-2,55 (m, 3H), 1,93-2,11 (m, 1H)
8,01 (s, 2H), 7,40 (dd, J=4,87, 8,68 I', 1H),
7,07 (dd, J=2,53, 9,30 Ty, 1H), 6,91 (ddd,
600MI'n | J=2,53, 8,62, 10,10 I'y, 1H), 5,46-5,57 (m, Chiralpak
467 | DMSO - | 2H), 3,25-3,31 (m, 3H), 3,12-3,22 (m, 1H), B AD-H, 25%
de 2,90-3,08 (m, 4H), 1,84 (dtd, J=3,58, 7,67, IPA, ik 1

13,31 ', 1H), 1,49-1,64 (m, 1H), 1,40 (br
s, 1H)
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7,47 (d, J=8,56 T'y, 1H), 7,31 (s, 1H), 7,06 SEC:
(dd, J=1,21, 8,60 I';, 1H), 4,97-5,07 (m, aHAJUTUYECK
600MI'u 2H), ast KOJIOHKA
468 | DMSO- | 4,34-4,45 (m, 1H), 3,32 (s, 1H), 3,12 (s, B Chiralpak
ds 3H), 2,95-3,09 (m, 2H), 2,89 (s, 3H), 2,76- AD-H, 15%
2,85 (m, 1H), 2,06-2,15 (m, 1H), 1,72-1,89 MeTaHON C
(m, 2H) 0,2% DEA
9,07 (br s, 2H), 7,44-7,48 (m, 1H), 7,21 (dd,
J=2,57,9,26 I'y, 1H), 6,96-7,03 (m, 1H),
5,06-5,19 (m, 2H), 4,92-5,03 (m, 1H), 4,23
600MI '
(q, /=9,58 I'y, 2H), 3,56-3,86 (m, 2H), 3,46
469 DMSO - — -
) (brs, 1H), 3,29 (s, 3H), 3,11 (br dd, /=9,89,
° 12,61 I'y, 1H), 2,92-3,04 (m, 1H), 2,68 (br
s, 3H), 2,16-2,25 (m, 1H), 1,82-1,95 (m,
1H)
7,58 (d, /=1,82 T, 1H), 7,17-7,24 (m, 2H),
4,70-4,77 (m, 2H), 4,46-4,35 (m, 1H), 4,21~ SFC:
600MI'n | 4,29 (m, 2H), 3,94 (t, /=7,72 'y, 2H), 3,33- Chiralpak IC,
470 | DMSO- | 3,41 (m, 2H), 2,97-3,08 (m, 2H), 2,82 (dd, B 45%
ds J=8,30, 12,59 I', 1H), 2,28 (quin, J=7,72 METaHOJI,
T, 2H), 2,14 (ddd, J=4,61, 8,66, 17,09 I's, K 2
1H), 1,73-1,88 (m, 1H)
7,44 (d, J=2,02 T, 1H), 7,19 (d, /=8,49 'y, .
1H), 7,07 (dd, J=2,02, 8,41 Ty, 1H), 4,93- B
600MI 1 Chiralpak IC,
5,04 (m, 2H), 4,79-4,84 (m, 1H), 4,70-4,76
471 DMSO - B 30%
(m, 1H), 3,10-3,23 (m, 6H), 2,94-3,10 (m,
de METAHOJI,
2H), 2,88 (s, 2H), 1,86-2,05 (m, 1H), 1,75
K 2
(brs, 1H)
721(d, J=9,28 T, 1H), 6,96-7,03 (m, 2H),
5,09-5,17 (m, 2H), 4,17-4,40 (m, 1H), 3,39-
600MTI 1
3,56 (m, 1H), 3,13-3,25 (m, 2H), 3,00 (s,
472 | DMSO - - -
; 1H), 2,89 (br t, J=10,63 T'y, 1H), 2,52-2,55
6

(m, 2H), 2,35-2,46 (m, 2H), 1,92-2,00 (m,
2H), 1,73-1,86 (m, 1H), 1,19-1,29 (m, 1H),
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7,74 (s, 1H), 7,37-7,46 (m, 2H), 5,08-5,18

(m, 2H), 4,36-4,50 (m, 1H), 3,56-3,72 (m, SFC: IC,
600MI'
6H), 3,42-3,54 (m, 2H), 3,35-3,41 (m, 2H), 15%
473 DMSO -
q 2,98-3,11 (m, 2H), 2,85 (dd, /=8,17, 12,61 METaHOJI,
¥ ', 1H), 2,03-2,19 (m, 1H), 1,75-1,91 (m, K 2
1H)
SFC:
AHAJIUTUYECK
7,39 (s, 1H), 7,26 (d, J=8,56 'y, 1H), 7,05
ast KOJIOHKA
600MI'n | (d, /=8,79 'y, 1H), 4,98-5,11 (m, 2H), 3,35- .
Chiralpak
474 | DMSO- | 3,41 (m, 1H), 3,11-3,17 (m, 3H), 2,96-3,10
AD-H, 15%
ds (m, 2H), 2,89 (s, 3H), 2,77-2,86 (m, 1H),
METaHOJ C
2,07-2,17 (m, 1H), 1,73-1,90 (m, 3H)
0,2% DEA,
K 2
7,40 (s, 1H), 7,29 (d, J=8,64 I', 1H), 7,06
(d, J=8,63 Ty, 1H), 4,98-5,12 (m, 2H), 4,37- KonoHxka
600MTI'1
4,48 (m, 1H), 3,56-3,71 (m, 5H), 3,41-3,54 Chiralcel
475 | DMSO -
) (m, 2H), 3,37-3,41 (m, 1H), 3,12-3,26 (m, OD-H,
¥ 2H), 2,93-3,09 (m, 2H), 2,79-2,90 (m, 1H), UK 2
2,05-2,22 (m, 1H), 1,75-1,87 (m, 1H)
8,90 (s, 1H), 8,27 (dd, J=2,10, 8,25 'y, 1H),
7,30 (d, /=8,33 T'w, 1H), 6,87 (dd, J=2,18, -
934 T, 1H), 6,57 (dd, J=2,18, 11,91 Tn, '
600MI 1 Chiralpak
1H), 5,48-5,56 (m, 2H), 4,37 4,45(m, 1H),
476 | DMSO - AD-H, 25%
3,55 (s, 3H), 3,38-3,48 (m, 2H), 3,17 (s,
dg METaHOJI
1H), 2,96-3,06 (m, 2H), 2,81 (dd, J=8,91, 1
MUK
12,57 I'u, 1H), 2,01-2,11 (m, 1H), 1,68-1,80
(m, 1H)
8,91 (s, 2H), 7,22 (dd, J=2,49, 9,81 T'w, 1H), SFC:
7,10 (dd, J=4,75, 8,72 'y, 1H), 6,84 (ddd, Phenomenex
600MI'n J=2,49, 8,70, 9,91 I'y, 1H), 5,46-5,58 (m, Lux
477 | DMSO - | 2H), 3,26-331 (m, 3H), 2,98-3,24 (m, 4H), Cellulose-2,
ds 2,93 (td, /=3,28, 6,75 'y, 1H), 1,86 (dtd, 15%
J=3,54,7,61, 13,38 'y, 1H), 1,58-1,66 (m, METaHOJI,
1H), 1,40 (br s, 1H) nuk 2
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8,47 (brs, 2H), 7,78 (s, 1H), 7,44-7,50 (m,
2H), 5,09-5,23 (m, 2H), 4,80-4,88 (m, 1H),

SFC:
3,72-3,84 (m, 1H), 3,69 (br d, J=4,52 T'n1,
600MI 1 Chiralpak IC,
3H), 3,57-3,66 (m, 4H), 3,38-3,53 (m, 2H),
478 | DMSO - B 15%
3,13 (br dd, /=10,32, 12,57 I'y, 1H), 3,05
dg METaHOJI,
(brt, /=11,60 'y, 1H), 2,24 (br t, J=9,54
MUK 2
I'u, 1H), 1,85-1,93 (m, 1H), 1,15-1,27 (m,
1H)
FCc
7,26-7,29 (m, 1H), 7,25 (t, /=6,83 I'y, 1H),
HCTIOJNB30BaH
6,99 (t,J=9,32 I'u, 1H), 5,05-5,21 (m, 2H),
nem
600MI'n | 4,87-5,01 (m, 1H), 4,23 (q, J=9,55 ', 2H),
(xomonka 2x
479 | DMSO - 3,69-3,79 (m, 1H), 3,58 (dt, /=4,36, 8,99 B )
Chiralpak IC
ds I'y, 1H), 3,27-3,30 (m, 3H), 3,06-3,14 (m,
2x25¢cMm, 5
1H), 2,97-3,03 (m, 2H), 2,65 (s, 3H), 2,16-
MKM),
2,25 (m, 1H), 1,81-1,95 (m, 1H)
MUK 2
8,23-8,31 (brs, 1H), 6,90-7,33 (m, 3H),
5,13-5,26 (m, 2H), 4,11-4,29 (m, 1H), 3,82-
600MI'u 3,91 (m, 1H), 3,63 (br d, /=9,19 I'y, 1H),
480 | DMSO - 3,45-3,59 (m, 1H), 3,36 (td, /=8,29, 16,43 - --
ds I'y, 1H), 3,28 (s, 3H), 3,10-3,23 (m, 1H),
2,52-2,55 (m, 1H), 2,34-2,47 (m, 1H), 0,97-
1,19 (m, 3H)
7,28-7,59 (m, 1H), 7,05-7,16 (m, 1H), 6,75-
6,95 (m, 1H), 4,77-4,93 (m, 1H), 4,08-4,53
600MI' (m, 1H), 4,02-4,32 (m, 1H), 3,32-3,32 (m,
481 | DMSO- | 2H), 3,21-3,30 (m, 1H), 2,76-2,93 (m, 1H), - --
dg 2,53-2,70 (m, 1H), 1,68-1,86 (m, 1H), 1,45-
1,63 (m, 1H), 1,02-1,18 (m, 1H), -0,05-0,15
(m, TH)
8,70 (br s, 2H), 7,26-7,32 (m, 1H), 7,02 SFC ¢
600MI'y | (ddd, J=2,53, 8,86, 9,79 'y, 1H), 5,15-5,24 Chiralcel
482 | DMSO - (m, 1H), 4,12-4,30 (m, 2H), 4,03-4,12 (m, B OD-H, 10%
ds 1H), 3,68 (br d, /=11,91 I'yy, SH), 3,26-3,40 METaHOJI,
(m, 3H), 3,11-3,18 (m, 1H), 2,65 (brs, 1H), K 2
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2,58-2,63 (m, 1H), 2,52-2,56 (m, 4H)

8,70 (br s, 2H), 7,26-7,32 (m, 2H), 7,02 SFC:
(ddd, J=2,53, 8,86, 9,79 'y, 1H), 5,15-5,24 Chiralpak IC,
600MTI '
(m, 2H), 4,12-4,30 (m, 2H), 4,03-4,12 (m, 25%
483 DMSO -
. 2H), 3,68 (br d, J=11,91 T', 2H), 3,26-3,40 H30TIPOMIaHO
¥ (m, 4H), 3,11-3,18 (m, 1H), 2,65 (br s, 1H), m,
2,58-2,63 (m, 1H). UK 2
8,14 (br s, 2H), 7,22-7,27 (m, 2H), 7,11- SEC:
7,19 (m, 1H), 5,03-5,15 (m, 2H), 4,23 (dq, Chiralpak IC,
600MI 1 ¢ ) ¢ ) (dg P
J=3,35,9,37 T, 1H), 3,58-3,69 (m, 2H), 25%
484 | DMSO -
) 3,27 (s, 3H), 3,15-3,25 (m, 2H), 2,96-3,03 H30TPOTIAHo
¢ (m, 2H), 2,85-2,93 (m, 1H), 1,79-2,00 (m, 1,
1H), 1,55-1,61 (m, 1H) ik 1
SFCc¢
HCIIONB30BaH
8,14 (br s, 2H), 7,23-7,28 (m, 2H), 6,98 (¢, vem
J=9.21 ', 1H), 5,03-5,18 (m, 2H), 4,23 (q, Chiralpak IC
600MI | J=9,47 T, 2H), 3,63-3,82 (m, 1H), 3,47 (br 2x25 M, 5
485 | DMSO - s, 1H), 3,29-3,42 (m, 1H), 3,28 (s, 2H), MHKPOH,
ds 2,97-3,11 (m, 2H), 2,87-2,96 (m, 1H), 2,52- MTOIBUYKHAS
2,55 (m, 4H), 2,14-2,31 (m, 1H), 1,38-1,50 tasa: 25%
(m, 1H) H30TIPONAHO
a,
MUK 2
SFC:
AHATUTHYECK
8,23 (br s, 2H), 7,15-7,28 (m, 1H), 6,98-
asi KOJIOHKa
600MI'u | 7,14 (m, 2H), 6,78-6,91 (m, 1H), 5,09-5,28
Chiralpak
486 | DMSO- | (m,1H), 4,16-4,29 (m, 1H), 3,50-3,89 (m,
AD-H, 25%
de 3H), 3,40-3,49 (m, 1H), 3,26-3,30 (m, 2F),
H30MPOINAHO
2,54 (s, 2H), 2,15-2,33 (m, 1H)
I,

vk 1

- 180 -




043189

SFC:
8,23 (br s, 2H), 7,14-7,28 (m, 1H), 7,12 (br AHATUTHIECK
600MIi s, 1H), 6,99-7,10 (m, 1H), 5,16-5,29 (m, asl KOJIOHKa
487 | DMSO - 1H), 4,16-4,29 (m, 1H), 3,64-3,83 (m, 2H), Chiralpak
3,41 (br s, 2H), 3,37-3,39 (m, 1H), 3,26- AD-H, 25%
ds 3,29 (m, 2H), 2,52-2,55 (m, 2H), 2,15-2,33 H30TIPONAaHO
(m, 1H) 1,
nuk 2
SFC ¢
7,36-7,43 (m, 1H), 7,09 (dd, J=2,49, 9,34 HCTIONB30BaH
I, 1H), 6,87-6,96 (m, 1H), 5,03-5,09 (m, HeM TByX
600MI'u 2H), KOJIOHOK
488 DMSO - 4,17-4,28 (m, 2H), 3,73-3,79 (m, 1H), 3,71 B Regis
ds (brd, /=3,11TI'y, 1H), 3,40-3,49 (m, 2H), Whelk-O s, s
3,23-3,29 (m, 1H), 2,89-3,08 (m, 6H), 2,51- 2x25¢Mm, 5
2,57 (m, 1H), 1,72-1,82 (m, 1H) MUKpOH,
MUK 2
7,16-7,.21 (m, 1H), 7,05 (dd, /=2,49, 9,42
I'y, 1H), 6,78-6,84 (m, 1H), 5,07-5,19 (m,
600MI'x 2H),
489 | DMSO - | 4,20-4,46 (m, 2H), 3,52-3,65 (m, 2H), 3,40- - -
ds 3,51 (m, 2H), 3,26 (s, 3H), 3,07-3,14 (m,
1H), 1,87-2,00 (m, 1H), 1,62 (qd, J=6,18,
12,45 Ty, 1H)
7,16-7,21 (m, 1H), 7,05 (dd, J=2,49, 9,42
Iy, 1H), 6,78-6,84 (m, 1H), 5,07-5,19 (m,
600MI 't 20,
00 | uso. | #1643 (m, 2H), 3,92 (br s, 1H), 3,77 (br B ~
s, 1H), 3,44-3,58 (m, 3H), 3,25-3,29 (m,
1H), 2,99 (s, 1H), 2,52-2,55 (m, 1H), 2,28
(qd, J=7,20, 13,97 T, 1H), 2,00 (br d,
J=4,83 T'w, 1H)
600MTI' 7,17-7,23 (m, 1H), 7,08 (dd, J=2,49, 9,42
491 | DMSO- | I, 1H), 6,79-6,89 (m, 1H), 5,07-5,21 (m, - -
2H), 4,16- 4,41(m, 2H), 3,39-3,58 (m, 2H),
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3,14-3,27 (m, 2H), 2,94-3,03 (m, 1H), 2,68
(br d, J=6,93 Ty, 2H), 2,52-2,57 (m, 1H),
2,27-2,34 (m, 1H), 1,95-2,04 (m, 1H), 1,65
(qd, J=8,03, 12,28 I'y, 1H)

1,79 (br dd, J=8,64, 3,11 T'y, 1H) 1,84 (br s
1H) 2,88-2,97 (m, 2H) 2,97-3,13 (m, 4H)
600MI' | 3,17 (s, 1H), 3,24-3,28 (m, 3H) 3,38-3,53
492 | DMSO- | (m,2H)3,68-3,80 (m, 2H) 4,17-4,28 (m, - -
ds 2H) 4,48 (q, J=8,93 T', 1H) 5,00 (s, 1H)
5,07 (s, 1H) 6,87-6,94 (m, 1H) 7,15 (dd,
J=8,68, 4,79 T, 1H) 7,18-7,25 (m, 1H)
1,65-1,82 (m, 2H) 1,84 (br s, 1H) 2,52-2,56
(m, 1H) 2,90-2,96 (m, 2H) 2,98-3,13 (m,
600MTI | 5H)3,17 (s, 1H) 3,24-3,28 (m, 3H) 3,38-
493 | DMSO- | 3,53 (m, 3H) 3,69-3,79 (m, 2H) 4,09 (br s, - -
ds 1H) 4,16-4,29 (m, 2H) 4,48 (q, J=9,16 'y,
1H) 5,00 (s, 1H) 5,07 (s, 2H) 6,88-6,94 (m,
1H) 7,13-7,25 (m, 2H)

>

Cxema 9
R} R?
R5
NHBoc
RE -
8
NH; Dl . N POCI, Y N A RR3
¢ .
R — R =0 ———= &1 ) R V. R?
(# THF N N N
NH, N JPr,EIN, DMSO NHBoc
MNH #-0yTaHON
H
NG N
>N F
N

‘NHBoc

IMpomexyrounoe coemunenne 60: Tper-OyTmin((3R,4R)-1-(6-1tmano-1H-6en3o0[dumunazon-2-wum)-4-

(dbroprimnepunH-3-mr)kapoamar.
H
NC NH, Dl NC N
S S e
NH, THF N

Cramus 1. 2-Oxkco-2,3-murunpo- 1 H-6en3o[d Jumunazon-5-kapOooHUTpHII.

K pactBopy 1,2-muamuno-4-nmmano6ensona (1,00 mi, 7,51 MMoinb) B TeTparuapodypane (5 Mir) 100aBisun
1,1'-xapbonmnauumunazon (1,22 r, 7,51 Mmoinp). PeakimoHHy10 cMech MepeMeNnBaIi Mpy TeMIIEpaType OKpy-
JKaroIled cpeabl B TEUEHHE OJHOrO 4aca, KOHIIEHTPHUPOBAIH, 3aTeM pacTupanu ¢ Bojgoi. KopuuHeBslit ocagok
coOMpaiM ¢ MOMOUIBIO BaKyyMHOH (DMIIBTpalny C IOJydeHueM 2-okco-2,3-auruapo-1H-6enzo[dumunason-5-
KapOOHHUTpHIIA B BUAE KopruuHeBoro nopomka. MS (ESI, nonoxwur. non) macca/zapsan: 160,2 [M+1].

H
NG H
Tl 2= “Ors-
"
al
N N
N

Cramus 2. 2-Xnop-1H-6en30[ d JumMunazon-6-kapOOHUTPHLIL.

K cycnensun 2-okco-2,3-murunpo-1H-6en3o[d|umumazon-5-kapbonutpuna (XVIII, 1,19 r, 7,48 mmous, 1
9KB.) B amneToHutpwie (5 mur) mobarmsmu dochopa(v) oxcuxyopun (1,398 mi, 14,95 mMmoinb). Peakimonnytio
cMmech nepememuBad mpu 110°C B Tedenue 16 4, 3aTeM OXJIaXAAIH 10 KOMHATHOW TeMmieparypshl. [lomydeHHoe
pa30aBisUIM ALETOHUTPUIIOM, a 3aT€M MEIUICHHO J00aBISUIM B XOJOAHBINA J1aOOpPAaTOPHBIH CTakaH C OBICTPHIM
HepeMeIInBaHueM, COJIep Kalllnii HaCHIIEHHBII BOJHBIA pacTBop OnkapOonara Hatpus (50 mir). CMech sKcTpa-
THPOBAJIM C ITOMOIIBIO ATHJIALIETATa; MTOJYYEHHOE BRICYIIMBAIN HaJl O€3BOJHBIM CYJIb(ATOM Martus, GUILTPO-
BN W KOHLEHTPUPOBAIH C ToyydeHueM 2-xyop-1H-0en3o[d]uMunazon-6-kapOoHUTpHIIa B BHJE JKEITOBATO-
kopuuHeBoro nopourka. (ESI, momosxur. non) macca/zapsn;: 178,2 [M+1].

n F /LNk Ne n

NC ~NHBac

L= " e O
N DMSC 130 C N

N K
H NHBoc
Craaus 3. tper-bytnin((3R,4R)-1-(6-unano-1H-6en3o[d Jumunazon-2-wm)-4-propnunepuani-3-
win)kapbamar (mpoMexxyTouHoe coequnenue 60).
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N,N-muuzonponmmTaaamud (3,93 i, 22,52 mMons), 2-xiop-1H-0en30[dJumunazon-6-kapbonutpun (2 T,
11,26 mmons), Tper-0yTHin((3R,4R)-4-propnunepuaun-3-min)kapdamar (2,95 r, 13,51 mmons) u 1-0yranon (25
MJ) oOBeauHIN B KoJOe 1 HarpeBan a0 130°C B Teuenue 48 4. CMech KOHIICHTPHUPOBAIH, 3aTEM 3arpyKajid
Ha 125 T xaptpumk RediSep ISCO c amonpoBanmem ¢ nomomsio 0-4% MeOH B DCM ¢ noxydenuem ykasaH-
HOTO B 3aroJIOBKE COCIWHEHHUS B BUIE CBETJIO-KopuuHeBou meHbl. (ESI, momoxwur. noH) macca/3apsm: 360,2
[M+1].

Crnenyromue MPOMEXYTOYHBIE COSAMHEHHSI CHHTE3MPOBAJIH C HCIOJIB30BAaHHEM IMOCIEI0BATEIHFHOCTH,
AHAJIOTMYHOW OTTMCAHHOM JIJISl IPOMEXYTOUHOTO coeraenns 60 1 Ha oOmeli cxeMe 9 BhITIIe.

Tab6numa 4
HpOMe)KyTO'-IHLIe COCIUHCHUA IJId SnAr, TIOJIYUCHHBIC COTJIACHO CXEMEC 9
Ne mpom.
CrpykTypa HasBanve coenuHeHUs MS MH+
coen.
NC Y tper-6yTun((3R,4R)-1-(6-unano- 1H-
60 \@@_ NC>"F Oenzo[d]umunazon-2-mn)-4- 360,2
NKBoc (ropnunepunus-3-un)kapbamar

H (S)-tper-6ytun(1-(1H-

N
61 @:N/}_ K _'> 6enso[dJumua3on-2-un)nunepuaun-3- 331,3

Nedetioc wn)(meTHn)kapbamat

tper-OyTun((3R,4R)-1-(4,6-nudrop-

2 N
62 \QZNQ_ND—F 1H-6en30[d]Jumunazon-2-un)-4- 3712

NHBoc " ~
¢ropnunepuauH-3-mwi)kapdamar

y TpeT-6yTrn-6-(4,6-nudrop-1H-
F. N
N o 6enso[d]umMunason-2-um)rekcaruapo-
63 QN’* % : P 3062
r ) 2H-mmmpuno[4,3-b][ 1,4]okcazun-4(3H)-
Boc’
KapOOKCHIAT

tper-OyTun((3R,4R)-1-(6-unano-1H-

NG i
oenso[dumunazon-2-mn)-4-
64 \@u’)_ ”/\:>"F [d] ) 3742

“N-pe droprunepuann-3-

nin)(metun)kapbamar

Tper-0yTi((3R,4R)-4-drop-1-(6-drop-

Fen A
65 \E:IN%ND—F 1H-6enso[dJumunazon-2- 3532

un)nunepuauH-3-ui)kapdamar

o " ) (R)-Tper-OyTin(1-(6-xmop-1H-

66 \©:N’>_N/\:><F 6enso[dumunason-2-mn)-4,4- 387,2

nudroprnunepunuH-3-mwi)kapdamar

H Tper-OyTun((3R,4R)-1-(1H-

67 ©1N/>—NC_>—F Gerso[d]nmmnazon-2-mm)-4- 335,0

HN—Boc droprunepuanH-3-1n)kapbamaT

. i tper-6yTui((3R,4R)-1-(5,6-nudtop-

68 :C[N% NQ‘F 1H-6en30[d Jumunazon-2-un)-4- 371,2
¢ropnunepuaus-3-wi)kapbamar

a N Tper-OyTnia((3R,4R)-1-(6-xnop-1H-

69 \©:N’>‘“C>‘r 6enso[dJumunazon-2-umn)-4- 369,2
¢ropnunepuauH-3-wi)kapbamar

{ (R)-Tper-OyTin(1-(4,6-nudrop-1H-

F F
70 \Q:N’)_ N\,:><F 6enso[ d]umunazon-2-un)-4,4- 389,2

auropnunepunun-3-mwr)kapdbamar
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(S)-tper-6yTun(1-(1H-

71 Genso[d]umMuna3on-2-un)nunepuaus-3- 317,2
“NHBoc un)kapdbamar
K (R)-tper-6yTmn(1-(1H-
72 CEN/)_ NQ 6enso[ d]umumazon-2-mn)nunepuaiH-3- 317,2
HBoc nn)kapoamar
H i (R)-tper-0yTun(1-(1H-
73 @N/)_NQQ: 6enso[d]umunazon-2-mn)-4,4- 3532
NHBoc audropnunepuanH-3-ui)kapbamar
NG ¥ Tper-OyTii((3R,48)-1-(6-unano-1H-
74 \E:[N% N<:> " Senso[dumunazon-2-un)-4- 360,2
NHBoc (roprunepunun-3-un)kapoamar
E y tper-6ytun((3R,4R)-1-(6-dprop-1H-
75 \@Nf NC>"°H 6enso[d]umunason-2-1umn)-4- 351,2
NHBoc THAPOKCHUITHIIEPUANH-3-1J1)Kapbamar
E K Tper-0yTi((3R,48)-1-(5,6-nudrop-1H-
76 J@EN’}_NQ F Genso[d]HMHAA30N-2-11)-4- 371,0
NHBoc ¢roprunepuauH-3-mi)kapbamar
y Tper-OyTri((3R,48)-4-drop-1-(6-
F,C N
7 \©:N/>_N/\:> " 6enzo[d] Sﬂ;ﬁiﬁ:ﬁl;ipmm-s- 103.2
NHBoc
un)kapdamar
F i i (R)-tper-Oytun(1-(5,6-audrop-1H-
78 FD:NQ—NQQ enso[djumupazon-2-nn)-4,4- 389,2
NHBoc nudropnunepuanH-3-mwi)kapdbamar
i tper-0yTun((3R,4S)-1-(1H-
79 ©:N/>_N/\:> “F 6enso[d]umunaszon-2-mn)-4- 3352
NHBoc ¢droprunepunuH-3-mn)kapbamar
. Y per-0ytrin((3R,4S)-1-(6-¢prop-1H-
80 \(:[N/)_ NQ""OH Oenso[dumunaszon-2-un)-4- 351,2
HN—Boc TUAPOKCHUIIUNEPUANH-3-Ui)kapbamar
tper-6yTun((3R,4R)-4-pTop-1-(6-
. FqC\(Nj:E»_ND_F (T:Hd)TOpM&TI/IJ‘I)—1H—I/IMH,E[330[‘i,5— 4042
Mo Inupunun-2-nm)nunepunus-3-
nn)kapbamar
E H tper-6yTun((3R,4R)-4-¢prop-1-(6-drop-
82 \gN’)_ NQ—r 4-merokcu- 1 H-0enso[d]umupaszon-2- 383,2
Me Hh—Boc WT)[IUIIePUIUH-3-Wi)Kkapbamar
Tper-OyTn((3R,4R)-4-gprop-1-(6-
FiC i
- U:’)‘NO—F i (rpudropmernn)-1H- 4032
F—Boc eH30[d]uMHUIa30-2- 1) THITePHIHH-3-
win)kapbamar
Feon M Tper-0yTii((3R,4R)-4-drop-1-(6-drop-
84 | N/>_NC>"‘F 1H-umupnazo[4,5-bJnnpuaun-2- 354,2
HN—Boc W)U pHINH-3-1n)kapOamaT
. K ] (R)-Tper-0yTun(4,4-nudrop-1-(6-drop-
85 \@@_QF 1H-6en30[dumunazon-2- 371,2
HN—8oc

WI)UNePUINH-3 -11)kapdamar
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Cxema 10
IIpeBpamenne NpoMeKyTOYHBIX COCAHHEHHIT SNAT B KOHEYHbIEe POAYKTBI
R‘

A

R? R¢
A A Z,A\ z_,_-A\
A A
. g 9 .
H RE X R e R e
N N)_N R® X =Cl, Br, OMs N RS TFA unn HCI . N R?
) P N/ R2 —_——» />—N 2 » R />_N R2
Cs,C0, N R N
NHBoc \HEoe NH,
Cl
—
N
NS/
N
NC N
N {
NH,

Mpumep 187:  2-((3R,4R)-3-amuno-4-propnunepuant-1-mn)-1-((S-xaopnupumuans-2-mr)merun)- 1 H-
6en3o[d]umumazon-6-kapOOHUTPUIT

al cl
=
| N N
N 2N N N ]
N N
NC H
N OMs NC N X
—_—
N F
N/)‘ C>— C5,C03, MeCN \(:[N/)—O-‘F /@:N/)—NQ—F
8 4 NG 4
NHBoc NHBoc NHBoc

Cranus 1. tper-bytnn((3R,4R)-1-(1-((5-xnmoprupumunus-2-uin)metnn)-6-1iuaHo- 1 H-6enzo[d [umunazon-2-
win)-4-¢pToprunepuanH-3-nin)kapbamar.

Kap6onar nesust (0,707 mr, 2,170 mmons), Tpet-OyTmin((3R,4R)-1-(6-nimano-1H-6en30[dJummaazosn-2-wi)-
4-¢proprunepuaun-3-mn)kapobamar (390 mr, 1,085 mmois), (5-XIOpHUPUMUAMH-2-WIT)METHIMETaHCYIb(oHAT
(290 wr, 1,302 mmonb) u anetonuTpwi (10 M) 0ObeaNHIN BO (IIaKOHE M NEPEMENINBAIN B TEUCHHUE HOYH.
CMech BBUTMBAIM B BOJMY W dKcTparupoBaiu ¢ nomornbio DCM (3X). Opranudeckue BemiecTBa 00BEAMHSIIH,
BeICymMBanu Haj Na,SO,, ¢puisTpoBanmu U KoHIEHTpHpoBanu. KopuiyHeBoe TBEpIOE BEIIECTBO PACTBOPSIIMA B
DCM, 3arpyxanu Ha 20 T TpoOKy M3 JUOKCHIa KPEMHHUS W TPOoMBbIBaiK ¢ momoinsio EtOAc (~4 o0bema KoJIoH-
kn). EtOAc xoHnentpupoBamu ¢ monyderueMm TpeT-0yTi((3R,4R)-1-(1-((5-xmoprmupuMuInH-2-11)METHIT)-6-
nmaHo- 1 H-6en30[d|Jumunazon-2-un)-4-propnunepunus-3-mikapoamara 1 Tpet-0yTmin((3R,4R)-1-(1-((5-
XJIOPIUPUMUANH-2-H )MEeTHN )-5-1tnano- | H-6en3o[ d Jumunazon-2-nmn)-4-proprumnepuann-3-ni)kapoamaTa B
BUJIe cMecH n3oMepoB. M3oMepsl paszensum ¢ ucrionb3oBanueM xupanbHoit SFC (Chiralcel AD, 25% IPA, nuk
1). (ESI, monoxwur. noH) Macca/3apsia: 486,2 [M+1].

VY nanenwue 3amutHOi Boc-rpymnmsl ¢ ucnons3oBanneMm TFA (mponenypa B)
cl cl

= TN
\N ] \N l/
TFA, DCM
NG N — = NC N
O T~
“NHBoc NH,

Craaus 2. 2-((3R,4R)-3-amuno-4-¢proprunepuaun- 1 -mn)-1-((5-xnopmupumuaus-2-un)mernn)-1 H-
6en3o[d]umunnazon-6-kapoonurpuia (mpumep 187).

tper-bytnin((3R,4R)-1-(1-((5-xnoprupumuaun-2-mwi)Metnin)-6-1iuano- 1 H-6enzo[ d [umunazon-2-ui)-4-
¢roprunepuanH-3-min)kapoamar (150 mr, 0,309 mmons) 3arpyxanu Bo ¢iakos. JJobasmsuin DCM (5 mi), 3atem
TFA (2 mi). Yepes 1 9 cMech BeUMBa M Ha KOJOHKY SCX, MpenBapuUTEIbHO CMOYCHHYIO METAaHOJIOM, TPOMBI-
BaJIM C TIOMOIIBIO METAHOJIA, 3aTEM BIIIOMPOBAIIN C MOMOIIBIO METAaHOIBHOTO aMMHaka. OCTaToOK MOBTOPHO pac-
tBOpsuin B MeCN/H,O, 3aMopaxuBaiu u JTHOPUIN3HPOBAIN C TTOJYICHHEM YKa3aHHOTO B 3ar0JIOBKE COCIIMHE-
HUS B BUJE OCIOr0 TBEPIOTO BEIICCTBA. 'H amP (500 MTI', MeOD) 6 8,80 (s, 2H), 7,65-7,69 (m, 1H), 7,54-
7,61 (m, 1H), 7,49 (d, J=8,30 I'u, 1H), 5,57 (s, 2H), 4,42-4,60 (m, 1H), 3,72-3,80 (m, 1H), 3,64 (br d, J=13,23
I'u, 1H), 3,15-3,27 (m, 2H), 3,06 (dd, J=9,21, 12,59 I'y, 1H), 2,13-2,27 (m, 1H), 1,80-1,99 (m, 1H). (ESI, mono-
JKUT. HOH) Macca/3apsn: 386,2 [M+1].

[Tpumeyanue: B HEKOTOPBIX CiTydasx CBOOOIHOE OCHOBaHME IOBTOPHO pacTBopstii B DCM u nobasmnsim
HCI ¢ ocaxnennem comm HCl. Oto oTMeueHo B Tabnue Kak yAajeHHe 3aliuTHOM rpynmsl ¢ nomorsio TFA, a
He kak npoxykTt HCIL.

AnprepHaTHBHOE ynaneHue 3amuTHOW Boc-rpynmer ¢ momomipio HCl (mpomenypa A) Cramms 2. 2-
((3R,4R)-3-amuno-4-¢proprunepuaun- 1 -nm)-1-((5-meroxkcunmupumuaua-2-mn)meruin)- 1 H-6enso[ d Jumunazon-6-
KapOOHHTpHMIIA THAPOXJIOpU (TTpumep 242)
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MeQ, MeO

==

N
N
N, N
N
HCI, nnoxcan

OO "L O

NHBoc NHZ

tper-bytnin((3R,4R)-1-(6-unano-1-((5-merokcnunupumunna-2-un)MmeTwn)- 1 H-6enzo[ d Jumunazon-2-umn)-4-
¢droprunepuanH-3-min)kapbamar (69 Mr) pactBopsu B auokcane (2 mut) u no6asisiu 4u. HCl B nuokcane (500
MKIT). PeakIimoHHYI0 cCMech TIepeMeIBaIH IPU TEMIIEpaType OKpYXKaIoMIel cpesibl B TEYCHHE HOYH, 3aTeM KOH-
HEHTPUPOBAIH iN Vacuo € IOJyYeHHEM YKa3aHHOTO B 3ar0JIOBKE COCITUHEHHS B BHJIE OEJIOro TBEPJOro BEIeCT-
Ba. 'H SIMP (500 MI', MeOD) & 8,52 (s, 2H), 7,94 (s, 1H), 7,66-7,74 (m, 2H), 5,54-5,67 (m, 2H), 4,77-4,93 (m,
1H), 4,21-4,30 (m, 1H), 4,01 (br d, J=12,98 I'u, 1H), 3,96 (s, 3H), 3,71-3,78 (m, 1H), 3,43-3,50 (m, 2H), 2,32-
2,46 (m, 1H), 1,98-2,14 (m, 1H). (ESI, momoxxut. noH) macca/3apsm: 382,2 [M+1].

ITpumedanue: coms HCI mHOTIA TIpeBpaIianym B CBOOOJHOE OCHOBAaHUE C MCIOIH30BAaHUEM BOJHOW 0Opa-
OOTKM WJIH C WCTIONB30BAaHUEM HOHOOOMEHHOH XpoMaTtorpaduu. BeiieneHue com wim CBOOOIHOTO OCHOBAHUS
yKa3aHo B TabmuIle.

Crienyromuye COeTUHEHHS MOTyYalId CIIOCOO00M, aHATIOTUIHBIM HU3JI0’KeHHOMY Ha cxemax 9 u 10.

—

N
o/
N

©::,>—N/\:>—F

NH,

ITpumep 188: (3R,4R)-4-drop-1-(1-((5-dTopmupumuanH-2-nn)merin)-1 H-6en3o[d Jumunazon-2-
W) TATIEPUINH-3 -aMUH.

(3R,4R)-4-dTop-1-(1-((5-pTopmupumuuH-2-mn)meTin)- 1 H-6er3o[d JuMunazon-2-uin ) mumnepu -3 -aMuH
cuHTe3npoBaH B Macmrade 0,3 MMOJb COTJIACHO TTOCIICAOBATEILHOCTH, AaHAJOTHYHON ONICAaHHON BEIIIE. Y Ia-
JICHHE 3aIHTHON BOC-TpyIIbl 0CYIECTBISUIN ¢ Hemob3oBanieM npoueaypsl TEA. 'H SIMP (500 MI', MeOD)
6 8,68-8,74 (s, 2H), 7,47-7,52 (m, 1H), 7,14-7,20 (m, 2H), 7,08-7,13 (m, 1H), 5,53 (s, 2H), 4,34-4,52 (m, 1H),
3,64 (dtd, J=1,95, 4,14, 12,36 I'n, 1H), 3,48-3,57 (m, 1H), 3,04-3,21 (m, 2H), 2,98 (dd, J=8,82, 12,20 I'u, 1H),
2,12-2,25 (m, 1H), 1,82-1,92 (m, 1H). (ESI, monoxwut. non) macca/3apsma: 345,2 [M+1].

Crenyromue IpuUMepbl CHHTE3UPOBAIN C HCIIOJIb30BAaHHEM MOCIJIEIOBATEILHOCTH, aHAJIOTUYHON OIUCaH-
HOH [u1s mprMepoB 239-240 u Ha obmmx cxemax 9-10 BbIe.
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Tabnuma 5
Coeaunenus, MoJydeHHbIE cOTaacHo cxemam 9-10

Mpym.

TIpomex.
coefl.
SnAr

Onextpodun

TIpoueny
pa
yAaneHn
b
3aIMTHO
# Boc-

rpymis

Crpyxrypa

Ha3Banue

COC/TMHCHHUSL

MS MH+

187

60

o

Da

=

4

=

(2-((3R,4R)-3-amuno-
4-droprmmepwmiH-1-
u)-1-((5-
XITOPITHPHMUHH-2-
wnmetnn)-1H-
6en3o[d]nmumason-6-

KapOOHUTPHIT

386,0

188

67

}ﬂ

=

—4

=

=]

(3R, 4R)-4-pTop-1-(1-
((5-®bropmuprMuIHH-
2-ummernn)-1H-
6enzo[d]imunason-2-
MJT)IMIEPHINH-3-

aMHH

3452

189

67

-

\

.

(3RAR)4-rop-1-(1-
((5-¢roprmpmmm-2-
ummernn)-1H-
6enso[d]umunason-2-
M) THTICPHTIH-3-

aMHuH

190

60

N,

2-((3R,4R)-3-ammHO-
4-proprunepumuH-1-
w)-1-((5-
¢ropmipuym-2-
ummernn)-1H-
6enzo[d]mmunazon-6-
KapOOHUTpHIT

369,0
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191

60

2-((3R,4R)-3-amuHO-
4-dproprunepuuH-1-
wm)-1-((5-
dropmupuym-2-
wnmerwn)-1H-
6enzo[d]imunmason-5-
KapOOHUTPHIT

369,2

192

67

(BRAR)-1-(1((5-
OPOMIMPUMHUTHH-2-
ummernn)-1H-
6enso[d]umugason-2-
wr)-4-
droprunepuun-3-

aMHH

405,0

193

67

(3R, 4R)-4-dprop-1-(1-
(-
(tpudropMerHT)IMpY
MUMH-2- M) METHIT)-
1H-
6ensol dJumuazon-2-
W)U ITEPUINH-3-

aMHuH

395,2

194

67

(3R 4R)-4-¢op-1-(1-
-
METOKCHITHPUMHJTHH-
2-wmmetmn)-1H-
6emzo[d]umunazon-2-
T)IHIePHINH-3-

aMHuH

3572

195

67

]

GBRAR)-1-(1((5-
XITOPIHPUMHINH-2-
wimerwmn)-1H-
6enso[d]ummmazon-2-
um)-4-
$ropmmepupm-3-

aMHH

361,8

196

60

}ﬂ

\y
=

-

2-((3R,4R)-3-amuHO-
4-dproprunepuua-1-
wr)-1-((5-
dropmaprMEIH-2-
wnmernn)-1H-

6en3o[d]ummmaszon-6-

370,0
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KapOOHUTPHI

2-((3R,4R)-3-amuHo-
4-¢propuunepuun-1-

E
F =
Ty 15+
N N
197 60 L] B ’S $roprmpumumH-2- 370,0
= N
\[c /C[ />—N(—>—F ummeran)-1H-
] N /
ne n, | Gemso[d]ummmazon-5-
KapOOHUTPIUT
2-((3R,4R)-3-amuHO-
o o 4-propnunepuaus-1-
g mn)-1-((5-
H\ﬁ . )-1-((
198 60 A N B IpasomupuMuIHE-2- | 386,0

Nc/@:,)—NQ—-F ummernn)-1H-

T, | Gemso[d]umMmmazon-5-
KapOOHUTpHI

2-((3R,4R)-3-amuHO-
N 4-proprmmepuiH-1-

)\ s um)-1-((5-

N N

199 73 i B XITOPTTMPHUMHIINH-2- 370,0
= N

B¢ CLO| e

Br N 2

6emnzo[d]immmazon-5-

N,
KapGOHUTpHIT
2+((3R,4R)-3-amuHO-
5 B, 4-proprunepuaun-1-
r =
I)\ S\ » um)-1-((5-
200 60 Nl N B /S GPOMITMPHMETHE-2- 432,0

T O] e

Wi, | Genso[d]umumazon-6-

KapOOHUTPHIT
2-((3R,4R)-3-amuHO-
B Br 4-dpropmimepumiH-1-
T =
N WA B
201 60 [ B ‘S GpommmpmmR-2- | 432,0

T L]
cl C

i, | Gemso[dumunazon-5-

KapOOHUTPHI
NG 5-((2-((3R.4R)-3-
CN 7’\1 —
N 8 M

Gropmmepumpm-1-

202 67 i) B 3522
= N wun)-1H-
@:@_ NQ—F Gerso[dJmvmazon-1-

W)METHI)TUPa3HH-2-
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KapOOHUTPHI

2-((3R,4S)-3-amumo-
ol 4-$propmunepuun-1-
N 4 wn)-1-((5-
N
XJIOPIUPUMH/IH-2- 386,2

NC\@::/)—NQ“-'F wrmernn)-1H-

i, | Genso[d]ummmazon-6-

o
\

e

-

203 74

=

—

OMs

KapOOHUTPHUI

2-((3R,4S5)-3-ammHO-

el 4-droprunepuus-1-
wm)-1-((5-

XIIOPITHPUMHIHH-2- 386,2

NC/@::,}-NQ»--'F wr)merm)-1H-

N1, | Genso[d]umumazon-5-

o
\

204 74

~ )

=
z

KapOoHUTpHIT

(3R,4R)-3-amuno-1-
(G-

XIOPIHPUMUIUH-2-
umMeTH )-6-dTop- 377,0

! N
Cr-O|
N /

W, 6erso[d]umupazon-2-

e}

e
=]

=

205 75

p=c

M) ITHIEPHIIMH-4-071

(3R,4R)-3-amuHo0-1-
al (1-(5-

I/g N XJIOPIUPHUMHUINH-2-
206 75 i B N’S wnmean)-5-brop- | 377,0

N
AL O]

Wi, | Gemso[d]nvmpmazon-2-

e}

2
=z

W)U PHTHH-4-01T

6-((2-((3R,4R)-3-
NG amMHHO-4-

I)\ N/ THIPOKCHITHIICPHIHH-
A N
| B 1-um)-6-¢rop-1H- 367,2

! N
\©:N/>—'\C>—UH Genso[d]ummazon-1-

Wy | WI)MeTHI)HHKOTHHOH

207 75

MTPHIT

6-(2-((GRAR)-3-
Cl = aMHHO-4-

l)\l N / TH/IPOKCHITUIIC PH/IMH-
| N B 367,2

N 1-m1)-5- -1H-
L O sometaman
F N d 6enso[dJumuason-1-

W)METHI HUKOTHHOH

208 75
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WTpHI

209

71

(8)-1-(-(5-
XJIOPIUpHANH-2-
wnmernin)-1H-
6enso[d]Jummmaszon-2-
WUT)IMICPUINH-3-

aMHuH

342,0

210

71

ik,

(8)-5-((2-3-
aMHWHOTMTIEpHTHH-1-
un)-1H-
6emso[d]umvmmaszon-1-
YUT)METHII )ITHKOJTHHOH

MTPHIT

3332

211

67

(BRAR)-1-(1«(5-
XIOPITHPHTHH-2-
wnmerwn)-1H-
6enso[d]umumason-2-
wi)-4-
droprvumepuun-3-

aMMHa THIPOXJIOPH]

212

73

(R)-6-((2-(3-amuHoO-
4,4-
mudToprunepuvH-1-
wn)-1H-
6enso[d]umunason-1-
WIT)METHIT)HUKOTHHOH

MTPHIIA THAPOXIIOPHL

369,0

213

60

B

N HEI

2-((3R,4R)-3-amuHO-
4-proprunepuana-1-
wm)-1-((5-
XJIOPITHPHTHH-2-

wmmernn)-1H-

6enso[d]umunason-6-
KapGOHUTpHITA
THAPOXIOPH)T

385,0

214

60

o

N\

O

N1l

2-((3R,4R)-3-ammHO-
4-droprumepwmiH-1-
wm)-1-((5-
XJIOPIHPHINH-2-
wmmernn)-1H-
6enso[dJumugazon-5-

KapOOHUTPHIA

385,0
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THAPOXIIOPHL

215

67

B?

(BRAR)-1(1<((R)-1-
(5-xnoprmpHINH-2-
wnTin)-1H-
6enso[d]Jummmaszon-2-
win)-4-
dropmmepwpm-3-

aMUHa THAPOXJIOPU

3742

216

67

N

OMs

B?

"NH, HCI

(BRAR)-1-(1-((S)-1-
(S-xmopmmpryn-2-
wrTwn)-1H-
6enso[d]umuaaszon-2-
win)-4-
dropmimepraum-3-

aMMHa THIPOXITOPHTT

3742

217

68

B?

(BRAR)-1(1<((R)-1-
(5-xnoprmpHINH-2-
W) TI)-5,6-mudTop-
1H-
6enszo[d]umuaaszon-2-
wn)-4-
dropmimepraum-3-

aMIHa THIPOXIIOPH]T

4102

218

68

B?

Ny He

(BRAR)-1-(1-((S)-1-
(5-xnoprMpHaINH-2-
W) TH)-5,6-1udTop-
1H-
6enso[d]umuaszon-2-
wn)-4-
dropmimepuaum-3-
aMIHa THIPOXIIOPH]T

4102

219

69

Ohds

B?

RTINS

(3R,4R)-1-(5-xm0p-1-
(®)-1-(5-
XJTOPITHPHANH-2-
wmpTan)-1H-
6enso[d]umuaason-2-
wn)-4-
dropmmepwmm-3-
aMMHa THIPOXJIOPHUT

408,0
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220

69

B

(3R,4R)-1-(5-xmop-1-
(®)-1-5-
XITOPTHPHIIMH-2-
wiTwn)-1H-
Genso[d]umunazon-2-
wn)-4-
$ropmmepuaun-3-

aMWHa THPOXITOPHTT

408,0

221

69

OMs

B*

(3R,4R)-1-(6-xm10p-1-
(R)-1-(5-
XIIOPITHPHIIMH-2-
wmptan)-1H-
6enso[d]umunaszon-2-
wn)-4-
$ropmmepuaun-3-

aMHHa THIPOXJIOPHTT

408,0

222a

69

Cl

N

OMs

B?

(3R,4R)-1-(6-xm0p-1-
(8165
XJTOPITHPHIIMH-2-
wmpran)-1H-
6enso[d]umunazon-2-
w)-4-
$roprrmepuys-3-

aMHHa THIPOXJIOPH]T

408,0

223

60

CN

N

OMs

B?

gectod

Nt €

2-((3R,4R)-3-amuHO-
4-$propmmnepuma-1-
un)-1-((R)-1-(5-
1MaHOTHPHIAH-2-

wnsTin)-1H-

6enso[d]umunaszon-6-
KapOOHUTpIITIA
TH/IPOXITOPHA

3902

224

60

B?

N, Hl

2((3R,4R)-3-amumo-
4-propmamnepmma-1-
um)-1-((R)-1-(5-
1MaHOIHPH/INH-2-

wnTin)-1H-

6enso[d]umunaszon-5-
KapGOHUTpIIA
TH/IPOXIIOPHA

390,2
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225

60

B?

ENINTE

2-((3R,4R)-3-amuHO-
4-propmamepumis-1-
um)-1-((S)-1-(5-
MaHOIHPHINH-2-
wi)otiwn)-1H-
6emso[d]ummnazon-6-
KapOOHUTpHIA

THPOXITOPHT

390,2

226

60

B?

2-((3R,4R)-3-amuHo-
4-dproprmepumiH-1-
u)-1-((S)-1-(5-
MaHOIHPHINH-2-
wrTin)-1H-
6enso[d]umuason-5-
KapOoHUTpIITA
TH/IPOXITOPHA

390,2

227

68

B?

(BRAR)-1-(1-((5-
XJIOPIUpHAVH-2-
WI)MEeTHN)-5,6-
mudrop-1H-
6enso[d]umuaszon-2-
win)-4-
dropmimeprmpm-3-

aMHHA THIPOXJIOPH

396,2

228

68

B?

L O

N HO!

(3RAR)-1-(5,6-
madrop-1-((5-
droprmprpmH-2-
wnmernn)-1H-
6enso[d]umuaszon-2-
wn)-4-
$ropmmepuaun-3-

aMIHA THPOXIIOPHL

380,2

229

70

B?

=3

N
N A

i
Joste

NHL HCI

®)-1-(1«(5-
XJIOPTHPHIIMH-2-
wimMerun)-5,7-
Audrop-1H-
6emso[d]ummnazon-2-
wm)-4,4-
madroprvmepHH-3-

aMMHA THPOXIIOPHT

4142
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230

70

B?

I N c
Cr-Ox
N o
I NH, HE

R
XJTIOPITHPHNH-2-
ummetun)-4,6-
mudrop-1H-
6enso[dJummpmaszon-2-
um)-4,4-
mdTopmmepumH-3-

aMHHA THIPOXJIOPHL

414,2

231

67

NG

NG

(R)-1-(2-((3RAR)-3-
aMHHO-4-
$ropmmepuaun-1-
wn)-1H-
6enso[d]umunason-1-
wn)-2,3-murugpo-1H-
MHJIEH-5-
KapOOHHTpHITA
THAPOXIIOPHS

376,2

232

67

NG

(S)-1-2-((3R,4R)-3-
aMHHO-4-
dropmmepumim-1-
wn)-1H-
6enzo[d]imunason-1-
wn)-2,3-auruapo-1H-
HHJIEH-5-
KapOoOHHUTpHITA
THIIPOXITOPHTY

376,2

233

66

(R)-5-((2-(3-ammHO-
4,4-
mdropmmepupa-1-
unm)-6-xnop-1H-
6emnzo[d]imumason-1-
WI)METHI)THPa3HH-2-

KapOOHUTPHI

404,0

234

66

(R)-5-((2-(3-amuHO-
4,4-
mmdropmmepuya-1-
wm)-5-xnop-1H-
6enzo[d]umunazon-1-
WI)METHI)IHPA3HH-2-

KapOOHHUTPHIT

404,0

- 195 -




043189

235

68

HN’(

o

b

W,

2-(2<((3R,4R)-3-
aMHHO-4-
dbropmmepumiH-1-
wr)-5,6-midrop-1H-
6enso[dJumuaason-1-
wn)-N-

H30IPOIMIALICTaMU]

370,2

236

68

W

O

ZJ@@%@

WH,

2-(2((3R,4R)-3-
aMHHO-4-
¢$roprmunepuun-1-
w)-5,6-mmdrop-1H-
6enzo[d]ummnazon-1-
wn)-1-(asetraun-1-

WIT)3TAHOH

368,2

237

68

2-(2-((3R,4R)-3-
aMHHO-4-
dropmmepuann-1-
wm)-5,6-madrop-1H-
6enso[dmvimmazon-1-
w)-N-(2-
nmaHonponmi)-N-

ITHITATIETAMM]]

4232

238

68

et

3-(2-((3R4R)-3-
aMHuHO-4-
dropmmepuaun-1-
wm)-5,6-madrop-1H-
6emso[d]ummaazon-1-
un)-1-
METHIIITMPPOITHIHH-2-

OH

368,2

239

68

uH;

3-(2-((3R,4R)-3-
aMHuHO-4-
$ropmmepuaun-1-
w)-5,6-madrop-1H-
6enzo[d]ummnazon-1-
wn)-1-
ermnmmImepHaMH-2-

OH

4442
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240

68

Q

3-(2-((3R4R)-3-
aMHHO-4-
$ropmrmepuys-1-

wi)-5,6-madrop-1H-

6enso[d]Jummmason-1-
wn)-1-(4-

xnopdermmymipponu
JIMH-2-0H

4642

241

60

2-((3R,4R)-3-amuHO-
4-$propmmepmma-1-
w)-1-((5-
METOKCHIIMPHMHIHH-
2-ummernn)-1H-
6enso[d]umunaszon-5-
KapOOHUTpHITa
THAPOXIIOPHJ

382,2

242

60

2-((3R,4R)-3-amuHO-
4-¢roprunepuua-1-
w)-1-((5-
METOKCHITMPHUMMIH-
2-ummern)-1H-
6em3o[d]umunazon-6-
KapOOHUTpHIIA
THAPOXITOPHT

382,2

243

60

2-((3R,4R)-3-ammHO-
4-¢propmunepumun-1-
wm)-1-((6-
(tpudropMeT)mIpH
JuH-3-mr)mermn)-1H-
6enso[d]umvmmazon-6-
kapOoHuTpHIa
TH/IPOXITOPHY

419,2

244

60

2-((3R,4R)-3-amuHO-
4-dproprmepumiH-1-
wn)-1-((6-
(tpudropMeT)MIpH
JvH-3-mwr)mern)-1H-
6enso[d]ummpmaszon-5-
KxapOoHuTpHIIa
TH/IPOXITOPHY

4192
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245

68

(S)-3-(2-((3R,4R)-3-
aMIHO-4-
$roprrmepuys-1-
wm)-5,6-magrop-1H-
6enso[d]ummpmason-1-
wn)-1-
METHIITTHPPOITHINH-2-

OH

368,2

246

68

ot

o]

(R)-3-(2-((3RAR)-3-
aMIHO-4-
$ropmmepuaun-1-
wun)-5,6-mudrop-1H-
6emso[d]ummnaszon-1-
wn)-1-
METHIITTMPPOITHINH-2 -

OH

368,2

247

68

E’\&O/Z,@/

Cl

MH,

(S)-3-(2-((3R,4R)-3-
aMIHO-4-
$ropmmepuaun-1-
wun)-5,6-mudrop-1H-
6emso[d]ummpnaszon-1-
wn)-1-(4-
xnopdenmm)mpponu

JMH-2-0H

464,2

248

68

S

Cl

(R)-3-2-(GR,4R)-3-
aMuHO-4-
$ropmmepuaun-1-
wun)-5,6-mudrop-1H-
6enso[d]umvmpmaszon-1-
wn)-1-(4-
xnopdenmm)mpponu

JIMH-2-0H

249

60

=
LS

2-((3R,4R)-3-amumo-
4-¢rop-1-

e pumEi)- 1-((5-
1MaHo-2-
TIMPA3HHHIT)METHIT)-
1H-6ensivmaszon-6-

KapOOHMTPHI

3772

- 198 -
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250

60

NC,
’\f.f\

L =q

N,
Cr-O-
NC” N

N,

2-((3R,4R)-3-amuHO-
4-prop-1-
mmmepuurmn)-1-((5-
1HaHO-2-
TIPa3sHHUI)METHI )-
1H-6en3umMuaszon-5-

KapOOHMTpHIT

3772

251

62

5<((2-((3R 4R)-3-
ammHO-4-(rop-1-
nunepuaAnHuIT)-4,6-
murop-1H-
GensummIason-1-
WI)METHI)-2-

TIHPa3WHKapGOHNTPHIT

388,2

252

62

5-((2-((3R,4R)-3-
amuHO-4-drop-1-
THNCPHINHN)-5,7-
magrop-1H-
6ensuMIIazon-1-
WI)METHIT)-2-

THPa3UHKaPGOHNTPIIT

388,2

253

61

(38)-1-(1-((5-¢rop-2-

TMPH/IMHIIT)METHIL)-

1H-6en3nmmazon-2-
win)-N-MeTmn-3-

THICPUIUHAMIH

340,2

254

61

(38)-1-(1-((5-xmop-2-

TIMPHIAHHIT)METHI)-

1H-6emsmvmason-2-
wn)-N-meTuin-3-

TIHTIePUTTHAMIH

356,2

255

61

&

6-((1R)-1-(2-((3S)-3-
(MeTmamiHO)-1-
mmrepupEi)- 1 H-
6en3uMIIaZon-1-
WDITHN)-3-
TIHPHIMHKAPOOHUTPH
¢

361,2

- 199 -
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256

61

NC

MsO

6-((18)-14(2-((3S)-3-
(MeTHIaMuHO)-1-
mmnepuauan)-1H-
Oensummiazon-1-
MI)ITHI)-3-
THPH/IMHKAPOOHNTPH

I

361,2

257

62

OMs

(BRAR)-1-(1«((5-
XJ0p-2-
TIMPHMHAHHIT)METHIT
)-5,7-madrop-1H-
GCH3UMUIA301T-2- 1T )-
4-¢prop-3-

NHNCPUIAHAMUH

3972

258

62

(BRAR)-1-(1«(5-
XJI0p-2-
TIHPUMUTTHUIT)METHI
)-4,6-mudrop-1H-
6GeH3MMIIa30IT-2-HIT)-
4-dprop-3-

TIHTIePUTTHAMIH

397,2

259

68

(BRAR)-1-(5,6-
muadTop-1-((1-meTun-
1H-unnazon-4-
wmmetnn)-1H-
GCH3UMUIA3011-2- 1T )-
4-¢prop-3-

THMIICpUINHAMUH

4152

260

68

Z %

(BR4R)-1-(5,6-
mudTop-1-(5-
XUHOJMHHJIMETHIT )-
1H-6em3umuiazon-2-
un)-4-¢prop-3-

TNCPUANTHAMAH

4122

261

68

| N

(BR4R)-1-(5,6-
mndrop-1-((1R)-1-(8~
XHHOJTMHHIT)ITHI )~
1H-6en3umuazon-2-
wn)-4-brop-3-

IUNCPUINHAMUAH

426,2

- 200 -
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262

68

Br

(3R,4R)-1-(5,6-
wdrop-1-((18)-1-(8-
XMHOJTMHHII)ITHIT)-
1H-6en3umuia3on-2-
wi)-4-¢rop-3-

MHNECPUAAHAMUH

426,2

263

68

Cl

(3RAR)-1-(1-((3-(3-
xnopdenmn)-1,2-
OKCa30J1-5-HIT)METHIT)-
5,6-mudrop-1H-
GEeH3MMHIA30IT-2-HIT)-
4-¢prop-3-

THNEPHIMHAMUH

462,2

264

68

(3RAR)-1-(5,6-
mdrop-1-((1-meTmn-
1H-mmmazon-7-
wnmerwn)-1H-
GEeH3MMIIA30IT-2-HIT)-
4-¢pop-3-

THICPUIUHAMUH

4152

265

68

(BRAR)-1(1-(2,6-
auxnopoensmn)-5,6-
mu¢prop-1H-
GCH3UMIIA3011-2-1T)-
4-¢prop-3-

THINCPUANTHAMUAH

429,0

266

61

1-(1-aseTmmyHmT)-2-
(2-((3S)-3-
(MeTmnamiHO)-1-
rmepuann)-1H-
Gensumiiason-1-

VUT)9TAHOH

328,2

267

63

CN

MsQ

6-(1R)-1-(4,6-
murop-2-
((4aR 8aR)-
rekcaruapo-2H-
mpuzio[4,3-
b][1,4]okcasun-
6(SH)-mm)-1H-
GensumuIason-1-
WI)ITHI)-3-

TIMPHIMHKAPGOHUTPH

4252

-201 -
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n

268

63

CN

MO

6-((1R)-1-(4,6-
mudTop-2-((4aS,8aS)-
rexcarupo-2H-
mpuzo[4,3-
b][1,4]oxcazun-
6(5H)-mm)-1H-
6emsumuzaszon-1-
MI)ITH)-3-
THPH/IHKaPOOHNTPH

I

4252

269

63

CN

LA

[ ELe]

6-((1S)-1-(4,6-
Jmrop-2-((4aS,8aS)-
rekcaruapo-2H-
mmpuzo[4,3-
b][1,4]okcazun-
6(5SH)-mm)-1H-
Gen3uMuas3on-1-
MIT)ITHIT)-3-
TMPUMHKAPOOHATPH
n

4252

270

63

6-((18)-1-(4,6-
madprop-2-
((4aR 8aR)-
rexcarupo-2H-
mpuno[4,3-
b][1,4]oxcazwH-
6(5SH)-mm)-1H-
6ensummIazon-1-
MI)ITH)-3-
THPHIMHKApOOHUTPH

n

4252

271

63

6-((1R)-1-(5,7-
madrop-2-
((4aR,8aR)-
rekcaruapo-2H-
nupuao[4,3-
b][1,4]okcazmH-
6(5SH)-wn)-1H-
GensumMmIaszon-1-
WIT)9THIT)-3-

THPHANHKAPOOHUTPH

4252

-202 -
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n

272

63

CH

=N

Ms0O

6-((1R)-1-(5,7-
mudTop-2-((4aS,8aS)-
rexcarupo-2H-
mupuzo[4,3-
b][1,4]oxcazmn-
6(5H)-wm)-1H-
GemsmvirTazon-1-
MI)ITHI)-3-
THMPH/IAHKAPOOHNTPA

n

4252

273

63

CN

=N

MsQ

6-((18)-1(5,7-
Jmrop-2-((4aS,8aS)-
rekcarupo-2H-
mpuzo[4,3-
b][1,4]oxcazwH-
6(5H)-um)-1H-
6ensumMIIaZon-1-
WIPTH)-3-
THPUIUHKAPOOHUTPH

n

4252

274

63

6-((18)-1(5,7-
drop-2-
((4aR,8aR)-
rekcarupo-2H-
mapuno[4,3-
b][1,4]oxcasun-
6(5H)-mm)-1H-
GensummIason-1-
MIT)STHIT)-3-
TIMPHIMHKapOOHUTPH

I

4252

275

68

2-(2-((3R4R)-3-
amuHO-4-(TOp-1-
TIANE PAHRNI)-S5,6-
mudrop-1H-
GeH3uMIIa3oN- 1 -1)-

3422

N-MeTHIatieTaMusT

-203 -
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276

68

e

»
T
dL O~

H,

2-(2-((3R,4R)-3-
amuHo-4-drop-1-
TIMIEPHINHIN)-5,6-
mwudrop-1H-
GeH3uMIIa3on-1-mr)-
1-(4-

MOPGOTMHIT)ITaHOH

3982

277

68

O

IO

NH,

¢
=

2-2-(3RAR)3-
amuHo-4-drop-1-
TIMTIEPHIHHMI)-5,6-
audrop-1H-
6eH3uMIIa3o-1-1mr)-
1-(1-
TIMPPOJHIMHIIT)3TaHO

H

382,2

278

68

2-(2-((3R,4R)-3-
aviHo-4-(rop-1-
TIHIEPHANHII)-5,6-
mdrop-1H-
GensuMuIason-1-m)-
N, N-

JMeTHITalle TAMH]T

356,2

279

68

(2R)-2-(2<((3R,4R)-3-
amuHO-4-drop-1-
THNCPUANHUI)-5,6-
mudrop-1H-
6GeH3uMuIa3on-1-mn)-
N, N-

JHAMETHIIPOTIAaHAMW]T

370,2

280

68

(28)-2-(2-((3RAR)3-
amuHo-4-drop-1-
THNCPUANHII)-5,6-
mdTop-1H-
GeH3uMIIa3o-1-1mr)-
N, N-

IMMETHINPOTIaHAMHJT

370,2

281

68

W,

2-(2-((3R,4R)-3-
avmHo-4-(rop-1-
TIMIEPHIUHIN)-5,6-
audrop-1H-
6GeH3uMIIa3on-1-1)-
1-(1-

396,2

204 -
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TIMIICPHAMHIT)3TAHOH

282

68

o
g\/n‘ =z

2-(2-((3R,4R)-3-
amuHO-4-drop-1-
TIMTIEPHINHAN)-5,6-
mwmdrop-1H-
GensnMuIa3on-1-mn)-

N-sTHIaNE TAMHET

356,2

283

©

93

n
=

s

1-((5-xnop-2-
TIPUMUIAHHT)METHIT
)-2-((3R,4R)-4-prop-
3-(MeTHnamMuHO)-1-
rmepuamn)-1H-
6eH3IMIIa30-6-
KapOOHUTPHIT

400,0

284

64

]

e

=
N
=

OMs

cl,

Z/’%
NC’@"P_ND_F

HN—

1-((5-xnop-2-
THPUMHUIHHUIT)METHIT
)2-((3R,4R)4-drop-
3-(meTmnamiHO)-1-
nunepuuann)-1H-
GeH3uMIIaZon-5-

KapOOHUTPHIT

400,0

285

69

PR

-
z \3

cl \@N;FN&F

2-2-((3R,4R)-3-
amuHO-4-drop-1-
TIMTTEPHIIHHIT)-6-
xnop-1H-
GenzuMuazon-1-m)-
1-(1-

A3CTH/IMHIIT)TAHOH

286

69

o

2-(2-((3R4R)-3-
amuHO-4-(rop-1-
M PHIVHIT)-5 -
xnop-1H-
6GeH3uMmIIa3oN- 1 -wm)-
1-(1-

A3¢THAMHIT)ITaHOH

366,2

287

74

2-((3R,4S)-3-amuHo-
4-¢prop-1-
nunepuuHm)-1-(2-
(1-aseTuuHMIT)-2-
okcoatun)-1H-
GeH3MMIIA30-6-
KapGOHUTPIIT

3572

- 205 -
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288

74

2+((3R,48)-3-amuno-
4-¢rop-1-
e puyHL)-1-(2-
(1-aseTnmHmIT)-2-
okcoorun)-1H-
6eH3uMuIa3oN-5-

KapOOHMTpPHIT

357,2

289

65

(BRAR)-1-(1((5-
XIOPITUPUMHIIVH-2-
wMeTHn)-6-¢grop-

1H-
6enzo[d]immmason-2-
wi)-4-
dropmmepuymH-3-

aMHH

379,0

290

65

(BRAR)-1-(1((5-
XJIOPIHMPHUMHUIUH-2-
ummeTnin)-5-dprop-

1H-
6enso[d]umunazon-2-
wi)-4-
(roprmmeprme-3-

aMHH

379,0

291

71

R)-6-((2-(3-
aMHHOTIHTICPHIHH- 1 -
wm)-1H-
6emnzo[d]immmason-1-
WIT)METHIT)HUKOTHHOH

MTPHIT

333,2

292

72

(R)-5-((2-3-
aMHHOTIHTICPHIHH- 1 -
wn)-1H-
6enso[d]umunazon-1-
VUT)METHIT )ITHKOJTHHOH
uTpun-2,2,2-
TpudTopanerar

333,0

293

72

NH,

®)-1(1-
(M30XUHOITHH-T-
wmmetrn)-1H-
6emzo[d]immazon-2-
WHIHOEPUIHUH-3-

aMMH

358,2

- 206 -
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294

72

(R)-1-(1-((1-meTmn-
1H-mmpason-7-
wimetwn)-1H-
6enso[d]Jummpmaszon-2-
M) TTHTIEpH/TH-3-

aMHuH

361,2

295

71

6-(R)-14(2((8)-3-
aMHHOTHTICPHIHH-1-
wm)-1H-
6enso[d]Jummpmason-1-
WJT)3THIT JHUKOTHHOHU

TPHITa THIPOXIIOPH

3472

296

71

6-((9)-142((8)-3-
aMMHOIMIICPH/THH-1-
wn)-1H-
6enso[d]umunason-1-
WI)ITHIT ) HUKOTHHOHN

TpHITa THIPOXIIOPH

3472

67

6-((R)-1-2-((3R4R)-
3-amuHO-4-
dropmmepumm-1-
wn)-1H-
6enso[d]ummpmaszon-1-
WJT)3THIT JHUKOTHHOHH

TpHIIA THAPOXJIOPH

365.,0

298

67

6-((S)-1-2-((3R4R)-
3-amuHO-4-
dropmimepumpm-1-
wm)-1H-
6enso[d]umvmmaszon-1-
HIT)9THIT ) HHKOTHHOHH

TPHITa THAPOXIOPHT

365,0

299

71

N

Ms

6(R)-1-24(S)3-
aMUHOTHIIEPH/TIH-1-
wm)-1H-
6emso[d]ummnazon-1-
MT)IPOIHI)HUKOTHHO
HHTpHIa

THAPOXIIOPHL

3612

-207 -




043189

300

71

6-((S)-1-(24(S)-3-
AMHHOTIMTICPHIIMH-1-
wn)-1H-
6enso[dJumugason-1-
MIT)IIPOTIMI )HUKOTHHO
HUTpHIIA

THAPOXIOPHT

361,2

301

68

(BR,4R)-1-(5,6-
maprop-1-((5-
$roprmpumMuIMH-2-
ummernn)-1H-
6emzo[d]umumazon-2-
wi)-4-
¢droprvmeprmIH-3-

aMHuH

3812

302

68

W

3-(1-2<((3R,4R)-3-
aMHHO-4-
¢dbroprmumepumiH-1-
wm)-5,6-madrop-1H-
6emnzo[d]immmazon-1-

HI)3THIT)GSH30HUTP T

400,2

303

68

(BR4R)-1-(5,6-
marop-1-((5-
dropmuprmvms-2-
winmermn)-1H-
6enzo[d]ummmazon-2-
wi)-4-
¢dropmimepupH-3-

aMWH

381,0

304

76

Cl

N

(3R,48)-1-(5,6-
madrop-1-((5-
dropmipwrym-2-
wimernn)-1H-
6enzo[d]umuazon-2-
wn)-4-
$ropmumepun-3-

aMVH

380,2

305

77

(3R,48)-4-¢rop-1-(1-
((5-fpropmmprmuzmn-
2-MI)METHIT)-6-
(tpudropmetmn)-1H-

6enso[d]ummpmaszon-2-

4132

- 208 -
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M) TTHTIEPH/TIH-3-

aMHuH

306

77

HCI

(3R,48)-4-¢rop-1-(1-
((5-proprmpumue-
2-mmymeTHIT)-5-
(tpudropmermun)-1H-
6enso[d]mmumason-2-
MJT)IMIEPHANH-3-

aMHH

413,2

307

78

(R)-1-(5,6-mudprop-1-
((5-bropmmpyn-2-
wnmerwn)-1H-
6emnso[d]immmason-2-
un)-4,4-

i TopIHIepUIMH-3-

aMHUH

398,0

308

71

2-(2-((3R,4S)-3-
aMuHO-4-
roprvmepupm-1-
w)-6-
(tpudropmern)-1H-
6enso[dJumuaason-1-
wn)-1-(aseTnaun-1-

WI)9TaH-1-0H

400,2

309

71

2-(2-((3R,48)-3-
aMuHO-4-
dropmumepuuH-1-
w)-5-
(tpudropmerr)-1H-
6emso[d]umunazon-1-
wn)-1-(asetuann-1-

wi)Tan-1-0H

400,2

310

68

2-(2-((3R,4R)-3-
aMuHO-4-
$ropmmepuaun-1-
wn)-5,6-mudrop-1H-
6enzo[d]ummnazon-1-
un)-1-(2,2-
JIMETHIITTHAPPOITHIINH

-1-un)aran-1-ou

4102

- 209 -
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80

F\©::,>—N/\:>mo> 1

6-((2-((3R,45)-3-
aMuHO-4-
THAPOKCHTIHMTIEPH/INH-
1-um)-6-¢prop-1H-
6enso[d]umuason-1-
WT)METHIT)HUKOTHHOH

HTPHIT

367,2

312

80

NG,

N
N Y OH
p/©:w’>_ -t

N,

=7

6-((2-(3R,45)-3-
aMHHO-4-
THJIPOKCHIMIIEPHIHH-
1-mm)-5-¢rop-1H-
6emso[d]ummpnaszon-1-
VIT)METHIT)HUKOTHHOH

MTPHIT

3672

313

71

NC

HET-AE)3-
aMHHOTHTICPHIHH-1-
wm)-1H-
6enso[d]umunason-1-
WIT)3THIT)GE H30HU TP HIT
a THIPOXJIOPHT

346,2

314

71

NC

4((®)-1-2(5)-3-
aMMHOTHMIIEPH/THH-1-
wr)-1H-
6enso[d]Jummmpmason-1-
WIT)3THIT)GE H30HU TP HIT

a TH/IPOXIIOPHT

346,2

71

n

(8)-4-((2-3-
aMHHOTIHTIEPHIHH-1-
wn)-1H-
6enso[dJummpmason-1-
HIT)METHI)-3-
dropbenzonuTprna
TH/IPOXIIOPHJ

350,0

316

71

O
xnop6emsmn)-1H-
6enso[d]umvmmazon-2-
W) MIEPHANH-3-

aMHHA THIPOXJIOPH

341,0

317

79

H(R)-1-2AGRAS)-
3-amuHO-4-
dropmmepumm-1-
un)-1H-

-210 -
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6emso[d]umupmaszon-1-
WIT)3THIT)GEH30HU TPHIT

a THPOXIIOPHL

318

79

..
(o]
z

B

NC

N
©:N/>_NC>“'F el

NH

4-((S)-1-2«((3R.4S)-
3-amuHO-4-
dropmmepuapm-1-
wun)-1H-
6emso[d]ummmaszon-1-
HIT)STHIT )OS H30HUTP I

a THAPOXJIOPHT,

319

67

e

B

NC

N
@N%NQ—F HEI

4-((R)-1-2-((3R4R)-
3-amuHO-4-
$ropmmepuua-1-
wm)-1H-
6enso[d]nmunmason-1-
YUT)STHIT)GE H3OHU TPIIT

a THPOXIIOPHT

320

67

N
CL-O

4-((8)-1-2((3R,4R)-
3-amiHO-4-
$roprmepuun-1-
wm)-1H-
6en3o[d]mmunason-1-
VIT)STHIT)GEH3OHN TPHIT

a TH/IPOXJIOPHT

321

71

(8)-4-((2-3-
aMMHOTIMIIePHJTHH-1-
wm)-1H-
6enso[d]umunason-1-
WIT)MeTHI )-3-
XJIOpOEH30HUTPHIIA

THIPOXIIOPHL

366,0

322

68

(3R 4R)-1-(1-((1R)-1-
2,4-

JHXJT0 PhEHIT ) THIT)-
5,6-nudrop-1H-
GEeH3MMIIa30IT-2-HIT)-
4-¢prop-3-

TMICPUANHAMUAH

453,2

-211-
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323

68

¢]

(3R, 4R)-1-(1((1S)-1-
2,4-

X0 PGhEHIIT)ITHIT)-
5,6-mudrop-1H-
GEH3NMEIA301-2-HIT)-
4-¢rop-3-
MHMIePH/IMHAMUH

4532

324

68

(BRAR)-1(1-((1R)-1-
(2-xnopdennmyyTrmn)-
5,6-mudrop-1H-
GEeH3UMHIA301T-2-HIT)-
4-¢rop-3-

TMTICPUIMTHAMHWH

4092

325

68

(3R, 4R)-1-(1((1S)-1-
(2-xnopdenmm)aTrn)-
5,6-mudrop-1H-
GEeH3MMHIA30T-2-HIT)-
4-prop-3-

TMTICpUIMTHAMMH

409,2

326

68

(3RAR)-1-(1((IR)-1-
(3-xsopdenun)yTun)-
5,6-mudrop-1H-
GeH3UMIIA30I-2-HIT)-
4-¢rop-3-

TMTICpUIMTHAMMH

409,2

327

68

BRAR)-1-(1((1S)-1-
(3-xsopdenum)aTun)-
5,6-mudrop-1H-
GeH3UMIIA30-2-HIT)-
4-¢rop-3-

MUNECPUAUHAMUH

409,2

328

68

Cl

(3R4R)-1-(1-((1R)-1-
2,5-

TTIXJTO PGEHIIT ) THIT)-
5,6-mudrop-1H-
GEeH3MMIIA30IT-2-HIT)-
4-¢rop-3-

THNIEPHIHHAMMHE

443,0

329

68

o]

cl

(3RAR)-1-(1-((18)-1-
@,5-
TTUXITO PEHIIT)ITHIT)-
5,6-mudrop-1H-

443,0

-212 -
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GeH3UMHIIA301-2-HIT)-
4-¢rop-3-

TMIICpUIMHAMMH

330

68

(3R 4R)-1-(1-((1R)-1-
24
dropdeHn)ITHIT)-
5,6-mudrop-1H-
GEeH3NMEIA3001-2-HIT)-
4-¢rop-3-

THNEPHHHAMME

411,2

331

68

(3RAR)-1-(1-((18)-1-
2.4-
madropdenmm)oTI)-
5,6-nudrop-1H-
GeH3MMUIA30IT-2-HIT)-
4-¢prop-3-

THNCPUANTHAMUAH

4112

332

68

(BRAR)-1-(1-((1R)-1-
(3,4-

X0 pheHmT)oTHIT)-
5,6-mudrop-1H-
GCH3UMUIA3011-2- 1T )-
4-¢prop-3-

TANCPUANHAMUAH

443,0

333

68

(3R4R)-1-(1-((18)-1-
(3,4
X0 pheHIIT)ITHIT)-
5,6-nudrop-1H-
OGEeH3MMUIIA30IT-2-HIT)-
4-¢prop-3-

TIMTIE PUJIMHAMIH

443,0

334

68

(3R 4R)-1-(1-((1R)-1-
2,5-
AuTopdeHu)>TII)-
5,6-mudrop-1H-
6GEeH3MMIIa30IT-2-HIT)-
4-¢prop-3-

TIMTIC pUTUHAMWH

411,2

68

_"
z./ ;
ER |

TiH,

(BRAR)-1-(1-((18)-1-
2,5-
madropdermm)oTin)-
5,6-nudrop-1H-

4112

-213 -
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GEeH3MMHIA30IT-2-HIT)-
4-prop-3-

TIMTIePHIMTHAMITH

336b

68

Pl e

(3R,4R)-1-(5,6-
swadprop-1-((1R)-1-(4-
(tpudropmermn)bern

mpTum)-1H-
GEeH3NMEIA301-2-HIT)-
4-¢rop-3-

TIMIEPHIMTHAMHH

4432

3370

68

(BR4R)-1-(5,6-
mndrop-1-((1R)-1-(4-
(tpudropmeroxcu)de

Hum)oTIn)-1H-
6GeH3MMIUIa30IT-2-HIT)-

4-grop-3-

TIMTICpUTUTHAMWH

459,2

338

68

(BR4R)-1-(1-(5-
XJIop-2-
(tpudropmerokcu)oe
H3m)-5,6-1udrop-
1H-6emsmvmiazon-2-
win)-4-¢rop-3-

TIMTICPUINTHAMWAH

479,2

339

68

Br

(3RA4R)-1-(5,6-
mdrop-1-(4-(1H-
1,2,4-tpuazon-1-
wm)6ersi)-1H-
6GeH3MMUIAa30)T-2-HIT)-
4-prop-3-

TINCPUANHAMUAH

4282

340

68

Cl

Br

2+((2-((3R,4R)-3-
ammHO-4-drop-1-
TIHIEPUIHIIT)-5,6-
JudTrop-1H-
GemsuMmason-1-
WI)METHI)-5-

XIOPOCH30HUTPHIT

420,2

341

68

<l

Cl
Br

(BRAR)-1-(1-(2,4-
JUXIOPOeH3II)-5,6-
mndrop-1H-

GeH3UMITA30/1-2-10T)-

4292

-214-
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4-¢prop-3-

TUTIePUITHAMAH

342

68

OCHF,

NC,

Sy

FoF

OCHF,

O~

NH,

44((2«((3R4R)-3-
amuno-4-drop-1-
TUOEPUIUHII)-5,6-
mu¢prop-1H-
6eH3uMuIazon-1-
WmMeTHi)-3-
(mmdropMeTokcH)OeH

30HMTPHIT

452,2

343

68

(BRAR)-1-(1-(2,5-
X0 POEH3HI)-5,6-
mudrop-1H-
6GEeH3UMIIA30IT-2-HIT)-
4-pop-3-

TIUTIePUIMTHAMIH

429,0

344

68

NH,

BRAR)-1(1-(4(1,1-
i TOPATIIT) G H3MIT)-
5,6-nudrop-1H-
GeH3UMIIa30IT-2-HIT)-
4-¢prop-3-

TIUTIePUITHAMIH

4252

345

68

NH,

4-((2-((3R,4R)-3-
amuHO-4-¢rop-1-
TUTePUIMHIN)-5,6-
mudrop-1H-
GensnmMmason-1-
MIT)METHIT)-2-

METHIIOeH30HUTPHIT

400,2

346

68

4-((2-(3R,4R)-3-
amuHO-4-drop-1-
TMnepUIuHIN)-5,6-
mu¢prop-1H-
GenH3uMIIaZon-1-
WIT)MeTHI)-2-

XJIOpOCH30HUTPHIT

420,2

347

68

2-((2-(3R,4R)-3-
amuHO-4-¢rop-1-
TIHTE PHIMEHNI)-5,6-
mu¢prop-1H-
6en3uMuIason-1-

wnMeTHi)-4-

420,2

-215-
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XJIOPOESH3OHUTPHIT

348

68

o

Br

Cre
)

NHy

(BRA4R)-1-(1-(2-
(madTopMeTokcH)OeH
3un)-5,6-mudrop-1H-
GEeH3MMHIA30I1-2-HIT)-

4-¢rop-3-

TMIICPUINTHAMHWH

4272

349

68

Br

E Cl

F. N
SN

P

‘./fo p—

M,

(3R 4R)-1-(1(3-
xnop-4-dropbersum)-
5,6-mudrop-1H-
GeH3UMHIIA301-2-HIT)-
4-¢rop-3-
THMIePH/IMHAMAH

413,0

350

68

(3RAR)-1-(1-(4-
XJop-2-
METOKCHOCH3IIT)-5,6-
mwurop-1H-
GeH3UMIIA30I1-2-1IT)-
4-¢rop-3-

TMTICpUIMTHAMMH

4252

351

68

(BR4R)-1-(1-(2,4-
nmudropbensun)-5,6-
udrop-1H-
GEH3NMEIA3001-2-HIT)-
4-¢rop-3-

TMIICPpUINHAMMH

397,2

352

68

-

MH,

(3R,4R)-1-(5,6-
zugprop-1-(2-
(tpudropmerin)oens
wn)-1H-
GEeH3NMIIA30I-2-HIT)-
4-¢rop-3-

TIMTIEPHIMTHAMAH

4292

353

68

2((2-((3R,4R)-3-
amHO-4-(rop-1-
MMOEPUAUHII)-5,6-
mwmdrop-1H-
OensuMuazon-1-
WIT)METHIT)OCH30HUTD

ug

386,2

-216 -
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354

68

€l

(3RAR)-1-(1-(2-
Xnop6eHsui)-5,6-
mugrop-1H-
GEeH3MMHIA30IT-2-HIT)-
4-¢rop-3-

TIMIEPHIMHAMHH

395,0

355

68

(3RAR)-1-(1-(2-
xnop-4-dropbersum)-
5,6-mudrop-1H-
GeH3UMIIA301-2-HIT)-
4-prop-3-

TIHTIEPHIMHAMMH

413,0

356

68

(3RAR)-1-(5,6-
mdrop-1-(4-prop-2-
(TpudropmeTHn)OeH3

wum)-1H-
GCH3NMHIA301-2-HIT)-
4-¢rop-3-

TIHNIEPHIMHAMMHE

4472

357

68

(BRAR)-1-(1-(3,4-
mdTopGensm)-5,6-
mwmdrop-1H-
GEeH3MMIIA30I1-2-HIT)-
4-¢rop-3-

THICPHIUHAMIH

3972

358

68

(3R 4R)-1-(1-(4-
xnop-2-dropbersum)-
5,6-mudrop-1H-
GEeH3MMHIA30I1-2-HIT)-
4-¢rop-3-

TIMTICPUIMTHAMHWH

413,0

359

68

(3R 4R)-1-(1-(3,4-
JIXJIOpOEH3HN)-5,6-
nmudrop-1H-
GEeH3NMHIA30T-2-HIT)-
4-prop-3-

THTIEPHIMHAMMHE

429,0

360

68

(3R 4R)-1-(1-(4-
xnop-3-dropdemsmn)-
5,6-mudrop-1H-
GECH3NMEIA301-2-HIT)-
4-¢rop-3-

4132

-217 -
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TIHNCPpUINHAMUAH

361

68

TN
F N 4
NH2

(BR4R)-1-(5,6-
roadprop-1-(4-
(TpudTopMeriiT)GeH3
um)-1H-
GeH3UMIIa30IT-2-HIT)-
4-pTop-3-

TIMTICPUTMTHAMWH

4292

362

68

(BR4R)-1-(5,6-
Audrop-1-(4-
(tpudropmeroxcm)oe
w3un)-1H-
GEeH3UMIIA301-2-HIT)-
4-¢rop-3-

TMTEPH/IMTHAMAH

4452

363

68

(3R 4R)-1-(1-(4-
(mdropmeTHN)6eH3N
1)-5,6-mudrop-1H-
GEeH3NMHIA30IT-2-HIT)-
4-¢rop-3-

TIMTIePH/IMTHAMITH

411,2

364

68

T,

(BRA4R)-1-(5,6-
magrop-1-3-
(rpudropmerokcu)oe
w3un)-1H-
GEeH3UMIIA3001-2-HIT)-
4-¢prop-3-

THIEPHIMHAMME

4452

365

68

(BR4R)-1-(5,6-
Audprop-1-(3-
(tpudropmernn)oens
wm)-1H-
GeH3UMIIa30II-2-HIT)-
4-¢rop-3-

TMTICpUIMTHAMMH

4292

366

68

=z

Br

3-((2-((3R,4R)-3-
amuno-4-drop-1-
THNEPUAMHUIN)-5,6-
mudrop-1H-
GensuMmuIaszon-1-
MIT)METHIT)OCH30HUTD

701

386,2

-218 -




043189

367

68

Cl

L O

Fs# N i
H,

(BRAR)-1-(13-
ximop6ensun)-5,6-
murop-1H-
GeH3UMIIA30I-2-1IT)-
4-¢pop-3-

T PUTMHAMAH

3952

368

71

(S)-1-(1-(4-
dropbensmn)-1H-
6enzo[d]nmmmason-2-
W) IMIIEPHNH-3-

aMHUH

3253

369

71

(S)-1-(1-(4-(1,2,4-
OKCaJ[a3ol-3-
wn)6enzmn)-1H-
6enzod]imunazon-2-
WJT)IMIIECPHNH-3-

aMHH

3752

370

72

MeO,5,

(R)-1-(1-(4-
(MeTmcynshomm)oe
a3un)-1H-
6enso[ d]Jumuaazon-2-
WUT)[IMIIEPHINH-3-

aMHUH

3852

371

72

NH,

(R)-1-(1-(4-(1H-
1,2,4-tpuazon-1-
wm)Gensun)-1H-
6enso[ dJumuaazon-2-
M TTHNepUIH-3-

aMHUH

374,0

372

72

Cl

N,

(R)-2+(2-(3-
aMHHOTIMTIEPHIIHH-1-
wn)-1H-
6enso[d]ummmason-1-
MIT)METHIT)Oe H30HUTD

iug

3322

373

72

Cl

H;

(R)-1-(1-(2,6-
nuxnopoemrsmn)-1H-
6enso[d]umunaszon-2-
MIT)TTHTIEpHTIH-3-

aMHuH

376,2

-219 -
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374

72

X

Cl

Co-Q)

NH,

R®)-1-(1-(2-
xnop6ensui)-1H-
6enso[d]Jumunason-2-
W) TTepUHH-3-

aMHuH

341,2

375

72

CF;

-2

NH

(R)-1-(1-(4-
(tpudTopMeTHT)OeH3
wm)-1H-
6enzo[d]imunazon-2-
W) TN pUHH-3-

aMMH

3752

376

72

OCF,

4O,

Q.

®-1-(-+
(tpudropmeroxcm)Ge
m3um)-1H-
6emnzo[d]umunazon-2-
WIT)[IMIIEPHINH-3-

aMMH

391,0

377

72

Cl

Co-Q

H,

R)-1-(1-(4-
xnop6ensmi)-1H-
6enso[dJumuazon-2-
M) THTepUIHH-3-

aM¥uH

3412

378

72

Cl

R-1-(1-3-
xnop6emnsuin)-1H-
6emnso[d]immmazon-2-
W) IMIEPHANH-3-

aMHuH

3412

379

72

®-1-(1-((L1-
T TOPOITHIT) G H3MIT )~
1H-
6enso[dJumuazon-2-
M) TTHNepUIHH-3-

aMuH

3712

380

72

(R)-2-(4((2-(3-
AMHHOTIMIIePUTHH-1-
wm)-1H-
6emnzo[d]immmazon-1-
wnmetwn)enmn)-2-

METHIIPOTaHHHUTPHIT

3742

-220 -
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72

M
M

®-11-G-
(mudropmeTiun)beH3U
m-1H-
6emnzo[d]umunason-2-
W) IMIEPHANH-3-

aMHH

357,0

382

72

(R)4-((2-3-
aMMHOTIMIIEPH/INH-1-
wm)-1H-
6enso[d]umunason-1-
win)MeTHin)-N-

MeTHIOeH3aMujT

364,2

383

72

NC,

R)4(2-G-
aMHHOIMITEpUIHH-1-
w)-1H-
6emzo[d]umunazon-1-
MIT)METHIT)-3-

¢dropGenzormTpIIN

350,2

384

72

cl

R)2(4(2--
aMHUHOIMIIEepUIHH-1-
wum)-1H-
6emnzo[d]immazon-1-
wnmeTun)peHokcn)a

TCTOHUTPUIT

362,2

385

72

SO,NMe,

MeNO,S,

(R)-4-((2-3-
aMHUHOIMIEpUINH-1-
wn)-1H-
6emzo[d]ummazon-1-
winmetwn)-N, N-
TMMETHNGEH30CYITb )

OHaMuJ|

4142

386

72

®-1-(1+
metwnoensmn)-1H-

6emzo[d]umunazon-2-
WHIHOEePUINH-3-

aMHuH

3212

387

72

®)-1-(1-(4-
dropOenzmn)-1H-
6emso[d]umunaszon-2-
M) TTHTEPH/TIH-3-

aMHuH

3244

-221 -
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388

72

(R)-1-(1-((1-meTun-
1H-mupazon-7-
wimerwn)-1H-
6enso[d]umuazon-2-
M) TTHTIEPH/TIH-3-

aMHuH

361,2

389

72

(R)-1-(1-(2,4-
nmudropbensmr)-1H-
6enso[d]ummmazon-2-
MIT)IHOEPHIHH-3-

aMHuH

3432

390

72

(R)-1-(1-(3,4-
i ropbensmr)-1H-
6em3o[d]umunaszon-2-
M) TTHTEPHTIH-3-

aMHuH

3432

72

(R)-1-(1-(4-xn0p-3-
¢dropGensmn)-1H-
6emso[d]umunaszon-2-
VIT)ITHTIIEPHINH-3-

aMHuH

3592

392

72

R)-1-(1-((3-(3-
XIOp{heHUT)H30KCA30
n-5-ummernn)-1H-
6emso[d]umunazon-2-
V) THTIEPHINH-3-

aMHuH

4082

393

72

OMe

MeO,

(R)-1-(1-(3-xmop-4-
MetokcnOensmn)-1H-
6emso[d]umvmmazon-2-

MIT)IHOEPHINH-3-

aMHH

371,2

394

72

NH,

(R)-4-((2-3-
aMHHOTIHTIEPHIHH-1-
wn)-1H-
6enso[d]umvmmaszon-1-
HIT)METH)-3-

XNOPOEH3OHUTPHIT

-222 -
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395

72

(R)-1-(1-(2,4-
mxnopoensum)-1H-
6enso[d]umuaszon-2-
MIT)TTHTIEPHTH-3-

aMHWH

376,2

396

72

@O R
Cl

NC,
OMe

(R)-4-((2-3-
aMMHOIHMIICPH/THH-1-
wm)-1H-
6emso[d]umumaszon-1-
WI)METHI)-3-

METOKCHOEH30HUTPHIT

362,2

397

72

Cl
CN

(R)-2((2-3-
aMMHOTIMIICPHTHH-1-
wm)-1H-
6enso[d]umunason-1-
VIT)METHI)-5-

XJIOPOESH30HUTPHIT

398

72

NC,

4-(R)-1-(2H(R)-3-
aMHHOTIMIICPH/THH-1-
wm)-1H-
6enso[d]umunason-1-

VIT)STHIT)GeH30HU TPHIT

3472

399

71

4-(1-(2-((S)-3-
aMMHOTIHMIICPHTHH-1-
wn)-1H-
Genso[d]umuaason-1-

VOT)9THIT)GEH3OHH TPHIT

346,2

400

72

; CN
Cl

R)-3-((2-3-
aMHHOTIMIIePHJTHH-1-
wm)-1H-
Genso[d]umunason-1-
MI)METHI )OS H30HUTD

M

3322

494

=

(3R 4R)-3-ammHo-1-
a-(G-
XITOPITHPHMHTIH-2-
wmmMeTun)-5-gprop-
1H-
6enso[dJumugason-2-

WIT)TTHTIE PHTAH-4-01T

3772

-223 -
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495

»

N,

e
O

2-(2-((3RAR)-3-
aMuHO-4-
$ropmrmepuys-1-
wmm)-6-xnop-1H-
6enso[d]umuazon-1-
wn)-1-

MopGoIHMHOITaHOH

396,2

496

75

=4

cl
N
Ny
i

O

Tty

(3R, 4R)-3-amuno0-1-
(A-((5-
XJIOPIHPUMHU/IHH-2-
uI)MeTHI)-6-dTOp-
1H-
6en3o[d]imunason-2-

WI)IHnepHaNH-4-011

3712

497

69

-(2-((3R,4R)-3-
amMuHO-4-
$ropmmepuym-1-
un)-5-xnop-1H-
6enso[d]nmmmason-1-
wm)-1-

MopdoIHHOITAaHOH

396,2

498

68

(BRA4R)-1-(1<((R)-1-
(S-xmoprmprmMuE-
2-um)aTH)-5,6-
muadTop-1H-
6enso[d]umunason-2-
wi)-4-
$roprmmepum-3-

aMHH

411,0

499

81

6-((2-((3R,4R)-3-
amMHHO-4-
droprmumeprmiH-1-
w)-6-
(tpudropmermn)-1H-
nmuzaso[4,5-
blmapumm-1-

MI)METHI ) HHKOTHHOH

420,2

HTPHIT

=224
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500

68

-n
-n
N

{
Z

2-(2-((3R,4R)-3-
aMHUHO-4-
dropmimeprmpm-1-

wun)-5,6-mudrop-1H-
6enso[d]umunazon-1-

wi)-N-metun-N-

(2,2,2-

TpudTOpITHT)aTieTaM

i

4242

501

68

2-(2-((3R,4R)-3-
aMIHO-4-
dropmmepuiH-1-
un)-5,6-madrop-1H-
6enso[d]immmason-1-
wn)-N-metnn-N-
(tmazoin-2-

WIT)alleTaMuL

4252

502

69

2-(2<((3R,4R)-3-
aMHIHO-4-
¢droprumepuun-1-
wm)-6-xnop-1H-
6enso[d]umunazon-1-
wn)-N, N-
JMMeTHITAIeTaMHL

3542

503

65

2-(2<((3R,4R)-3-
aMHIHO-4-
dropmmepumiH-1-
um)-6-¢rop-1H-
6enzo[d]umunason-1-
wn)-1-(aseTugun-1-

wi)3TaH-1-00

350,2

504

68

H,

2-(2-((3R4R)-3-
aMHHO-4-
dropmmepumH-1-
wn)-5,6-mudrop-1H-
6emnzo[d]immmason-1-
um)-1-(3-
(TpudropmeTIT)IMIITE
pywH-1-1mn)9Tan-1-

OH

4642

-225-
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505

68

o)

2-2<(3RAR)-3-
aMuHO-4-

$ropmmepnym-1-
wn)-5,6-mudrop-1H-

6emso[d]umumaszon-1-

wm)-1-(6,7-

JHTHIPOTHEHO[3,2-
clmapuma-5(4H)-

Wi)3TaH-1-0H

450,2

506

69

Br

2-(2-((3R,4R)-3-
aMuHO-4-
$ropmmepupm-1-
wun)-5-xnop-1H-
6enso[d]nmmmason-1-
wi)-N, N-
JAMCTHITAICTAMK]

3542

507

68

2-(2<((3R,4R)-3-
aMHHO-4-
$roprmumepuun-1-
un)-5,6-madrop-1H-
6enzo[d]imunason-1-
un)-1-(2-
MeTHIMOPGOITHHO)IT

an-1-oH

4122

508

68

X

==
F
\Z

(BRAR)-1-(1<((R)-1-
(5-x70 prIMpHMUTHH-
2-mn)aTIIN)-5,6-
madrop-1H-
6enso[d]umunmason-2-
wi)-4-
$ropmmepupm-3-

aMHH

4110

509

82

N’\CFJ

Cl

N\,
TR

MeQ, ©

Joston

NH,

2-(2-((3R,4R)-3-
aMMHO-4-
$ropmmepupm-1-
wn)-5-¢rop-7-
meTokcu-1H-
6emnzo[d]imunmazon-1-
vn)-N-metmn-N-
(2.2,2-
TpudTOpITHIT)aneTaM
ux

436,2

- 226 -
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2-2«(3RAR)3-

O amMuHO-4-
N $ropmmepupm-1-

510 68 un)-5,6-mudrop-1H- 4242

Ft@ N %ND-' ¢ | Genso[d]immmmason-1-
F N ’

ni)-1-(asokan-1-

O

wi)eTan-1-o1

2-2-((3RAR)-3-

amMHHO-4-

=
J
4

L
=
=4
z\(:

droprmumeprmiH-1-
q’? un)-5,6-madrop-1H-

o 6enso[d]umuaason-1-

N win)-1-(4-(rmpazuH-2-
N F
o FD:N% /\:>— wumymmnepasuH-1-

WI)eTaH-1-0H

511 68 4752

metmn-1-(2-(2-
O/ o] ((3R4R)-3-amuHO-4-
Cr dropmmepuaun-1-
J wn)-5,6-madrop-1H- 4542

o]
"S 6enso[dJumunason-1-

WIT)alle THI)THIEPHIA

o

e oy L

512 68

T
G
Y

WH, B-4-KapGOKCHIAT

2-(2-((3R4R)-3-
amMuHO-4-
ropmimepnH-1-
wn)-5,6-mdrop-1H-

A

)

(o] z/\\o
~C

513 68 426,2

‘)\\O E 5} 6emzo[d]imunazon-1-
T~ e
STHIMOPHOIHHO)ITAH

-1-on

2-(2-((3RA4R)-3-
amuHO-4-
dropmmepumm-1-
514 65 B um)-5-¢rop-1H- 350,2

N
a . /@:N}—ND—F Gemso[dJrmmmaszon-1-

WH, | mm)-1-(azsermmun-1-

z<>
S

a

un)oTan-1-o0

-227 -
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515

68

AL O

2-(2-((3R,4R)-3-
aMuHO-4-
dropmmepunun-1-
wm)-5,6-madrop-1H-
6enso[d]mmunmason-1-
wi)-N-(1,1-moxcno-
2,3-muruapotHoden-
3-mn)-N-

emmmaneramun

520,2

516

68

2-(2-((3R,4R)-3-
amMuHO-4-
$ropmmepuH-1-
un)-5,6-madrop-1H-
6enzo[d]mmumason-1-
un)-1-(4-
METHIIITHTIEPHTH-1 -

wi)eTan-1-ou

410,2

517

65

(3R4R)-4-drop-1-(6-
drrop-1-((4-
METOKCHITHPHINH-2-
ummeran)-1H-
6emnzo[d]umunazon-2-
WIT)[IMTIEPHINH-3-

aMMH

3752

518

68

IO

NHz

2-(2-((3R4R)-3-
aMHHO-4-
dropmmepmyp-1-
wi)-5,6-midrop-1H-
6enso[d]imunazon-1-
um)-1-(2-
STHIMOPGOTHHO)ITaH

-1-ou

426,2

519

81

6-((2-((3R,4R)-3-
aMuHO-4-
droprmepmm-1-
W)-6-

(tpudTopmeTn)-3H-

nmuzasol4,5-

bJmpuapm-3-
WT)METHIT)HUKOTHHOH

MTPHIT

4202

-228 -
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520

65

2-(2-((3R,4R)-3-
aMuHO-4-
$ropmmepnym-1-
wn)-1H-
6enso[d]umunason-1-
wn)-1-(azeTuann-1-

wi)TaH-1-0H

3322

521

68

IO
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V) THIEPHINH-3-

aMHuH

3652

583

84

=

OMs

Cl

(3R 4R)-1-(3-((5-
XJOPIUPUMHIH-2-
wimMeTn)-6-¢rop-

3H-umunazo[4,5-
b]mpuna-2-m)-4-
dropmimeprmm-3-

aMHuH

380,2

-241 -




043189

GRAR)4-prop-1-5-
drop-1<((3-

FiC _</N ~0 (tpucpropmeri)-
N= 1,2,4-oxcauazon-5-

/@:N)_NQ_F mmeren)-1H-
F N

6enzo[d]mmunason-2-

403,0

MJT)IMIEPHINH-3-

aMHH

(3R,4R)-4-pop-1-(6-
¢drop-1-((4-meTmn-2-

@\{Jjgme dermnTrazon-5-

ummernn)-1H- 440,2

F N
\@@‘NQ“F Genso[d]umugason-2-

V) TMTIEPHINH-3 -

aMHuH

GRAR)-1(1<((4,5-
muvetun-4H-1,2,4-
N TpWazon-3-

= HMETIN)-5,6-
e M udprop-1H- 380,2
'ji:[@_ “C}"F 6Genso[d]ummaazon-2-

NH, wn)-4-
¢roprmmepuin-3-

aMHuH

GRAR)-1-(1((5-
(mdropmermm)-1,3,4-
F THAJIHA30-2-
r I wnmeTni)-5-¢rop-
| 1H- 401,2
F/(:[N}—'\D—j 6enso[ dJumunazon-2-
NH, w)-4-
Jroprvmepumnn-3-

aMWH

(R)4 ,4-mudrop-1-(6-

N drop-1-((5-meTmn-

Me\(; 3 1,3,4-Tnagnazon-2-

E N wmmernn)-1H- 3832
E

\©:N/>_ NC:><F 6Genso[d]umunazon-2-

i, M) THTIEPHIMH-3-

aMHuH

2242 -




043189

589

65

Me

.
N\

Me

Me

Me ..<,N i
|3

O

NH,

(BRAR)-1-(14((2,4-
JIMMETHIITHA30JI-5-
umMeTHN)-6-TOp-
1H-
6enso[d]umunason-2-
wi)-4-
¢roprumepuuE-3-

aMHH

590

84

Mehﬁi?;w

Ng N
O
poved®
NH,

(3R, 4R)-4-dprop-1-(6-
drop-3-((5-meTmn-
1,3,4-tmamazon-2-

ummern)-3H-

uMuzaso[4,5-

blmpym-2-
M) IIMICPUIUH-3 -

aMHH

591

62

CFy

N-Me

NH,

OO

2-2-((3R4R)-3-
aMuHO-4-
¢$ropmmepumH-1-

un)-5,7-madrop-1H-
6enzo[d]umunazon-1-

wi)-N-meTnn-N-

(222-

TpudTOpITHI)aneTAM
ux

592

83

N (tpudropmerin)-1H-
fosSos
FaC N !

2-(2-((3R,4R)-3-
aMHHO-4-
¢$ropmumepumH-1-
w)-5-

6emzo[d]umunazon-1-
wi)-N, N-

JIMMETHIIAIICTaAM U]

593

65

(3R,4R)-4-dprop-1-(5-
¢drop-1-((4-MeTmn-2-
(pemmTHAzON-5-
wmmernn)-1H-
6enso[d]nmmnazon-2-
MIT)TIHIICPHTHH-3-

aMHuH

243 -




043189

594

62

Me~

)¢

Cl

2-(2-((3R4R)-3-
aMuHO-4-
dropmimepumm-1-
wun)-5,7-mudrop-1H-
6enso[d]umunason-1-
wmn)-N, N-

JIMeTHITAIle TAMHL

356,2

595

62

Me. IE

C

P

Cl

BRAR)-1-5,7-
magprop-1-((5-
(MeTHICy b GOHM)ITH
PHIMH-2-IT)METHIT)-
1H-
6enzo[d]umunason-2-
w)-4-
¢roprumepuun-3-

aMHWH

4402

596

65

(BRAR)-1(1((2,4-
JTUMETHIITHA30JT-5-
wnMeTHIn)-5-¢Top-
1H-
6emso[d]umuazon-2-
wi)-4-
($roprumepunH-3-

aMMH

3782

597

85

(R)-4,4-mudrop-1-(5-
drop-1-((5-meTmn-
1,3,4-tnagmazon-2-

wnmerun)-1H-
6emzo[d]immiazon-2-
IT)IHIePHINH-3-
aMuH

3832

598

62

F

BRAR)-1(1<(5-
(midpropmernin)-1,3,4-
THAHA301T-2-
WIMeTHN)-5,7-
mwurop-1H-
6emso[d]ummnazon-2-
wn)-4-
dropmmepuaun-3-

aMHuH

4192

599

62

(3R,4R)-1-(5,7-
magrop-1-((5-meThi-
1,3,4-tnaguazon-2-
wnmernn)-1H-
6enso[d]umunaszon-2-
wm)-4-
$ropmmepupm-3-

aMHuH

3832

[a] Boc ynamsmu ¢ ucnonp3oBanuem TFA. CBoOomHOE OCHOBaHHWE TIOBTOPHO
pactBopsiit B DCM u mo6asnstimn HCI ¢ ocaxknennem comn HCI. [b] Heompene-
JICHHAsl CTEPEOXMMHUS 0003HAYAET CMECh SJHAHTUOMEPOB HIIH JIHACTEPEOMEPOB.
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Tabnuma 6
JlaHHBIC OTIpeieeHUs XapaKTePUCTHK COCINHCHHI, IIOTYYCHHBIX COTJIACHO cxeMam 9-10
Komnonka "Cragus paznencHus" yKa3bIBaeT, MOCIIe KaKOW CTaJIUU CII0c00a pErnon30Mephl, 00pa3oBaHHBIC
BCJIE/ICTBHE ACHMMETPHYHOTO 3aMeleHns GersnMuasona npr R' Ha cxeme 10, pasessum Bo BpeMs MOTydeHHS
KOHEYHOTO COeAMHEHHS, IPHUBEACHHOTr0 B TabnuIle (I=nocie moay4eHns: mpoMexyTOgHOTO coeanHeHus N-
apaIKHII-2-[HIIePHINHAI-OS H3MMIIa30]1a Ha TIePBOHA cTamxuy Ha cxeMme 10 (Ie o MeHsIuei Mepe oauH R' He
SIBJISIETCSL BOAOPOIoM); B=n0 ynanenus 3amutHo# Boc-rpymel win F=koHe4HOE coeTMHEHNE).

Ipum. | Yacrora, Nannbie 'H SIMP (8 ppm) Cragus | Ycaosus SFC
Ne PACTBOPHUT pasaenex 151
eab ust pazneneHus
H30MEpOB

8,80 (s, 2H), 7,65-7,69 (m, 1H), 7,54-
7,61 (m, 1H), 7,49 (d, J=8,30 'y, 1H),

5,57 (s, 2H), 4,42-4,60 (m, 1H), 3,72- Chiralpak AD-
500MT 1y
187 3,80 (m, 1H), 3,64 (br d, J=13,23 I'y, B H, 25% IPA,
ds-MeOH

1H), 3,15-3,27 (m, 2H), 3,06 (dd, nuk 1
J=9,21, 12,59 T'y, 1H), 2,13-2,27 (m,
1H), 1,80-1,99 (m, 1H)
8,68-8,74 (s, 2H), 7,47-7,52 (m, 1H),
7,14-720 (m, 2H), 7,08-7,13 (m, 1H),

5,53 (s, 2H), 4,34-4,52 (m, 1H), 3,64
500MTI 1
188 (dtd, J=1,95, 4,14, 12,36 T'u, 1H), -- -
d4-MeOH

3,48-3,57 (m, 1H), 3,04-3,21 (m, 2H),
2,98 (dd, J=8,82, 12,20 I', 1H), 2,12-
2,25 (m, 1H), 1,82-1,92 (m, 1H)
8,40 (d, J=2,90 T'u, 1H), 7,47-7,58 (m,
2H), 7,21 (dd, J=4,35, 8,71 I'y, 1H),
7,13-7,17 (m, 1H), 7,06-7,13 (m, 2H),
180 400MI'y | 4,32-4,55 (m, 1H), 3,62 (dtd, J=1,66,
di-MeOH | 4,17, 12,39 Ty, 1H), 3,41-3,52 (m,
1H), 3,04-3,18 (m, 2H), 2,92-3,01 (m,
1H), 2,07-2,22 (m, 1H), 1,80-1,97 (m,
1H)
8,40 (d, J=2,90 I'y, 1H), 7,61 (dt,
J=2,90, 8,50 Ty, 1H), 7,52-7,56 (m,
2H), 7,42-7,46 (m, 1H), 7,40 (dd,
J=435, 8,71 Tu, 1H), 5,46 (s, 2H), )

Chiralpak AD-
400MI'y | 4,32-4,54 (m, 1H), 3,67-3,75 (m, 1H), ,
190 B H, 20%
ds-MeOH | 3,55-3,65 (m, 1H), 3,21 (ddd, J=2,90,
MeOH, nuk 1

10,21, 12,80 I'y, 1H), 3,06-3,14 (m,
1H), 2,98-3,05 (m, 1H), 2,10-2,25 (m,
1H), 1,89 (ddd, J=3,52, 9,69, 13,53
T'y, 1H)
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191

400MTI'
d4—MeOH

8,39 (d, J=2,90 I', 1H), 7,75-7,78 (m,
1H), 7,61 (dt, J=2,90, 8,50 I'u, 1H),
7,35-7,42 (m, 2H), 7,27 (d, J=8,29 I'y,
1H), 5,45-5,50 (m, 2H), 4,32-4,54 (m,
1H), 3,68 (dtd, J=1,66, 4,02, 12,28 T'ny,
1H), 3,51-3,63 (m, 1H), 3,15-3,25 (m,
1H), 3,10 (ddd, J=3,94, 7,72, 9,48 T'n,
1H), 2,96-3,06 (m, 1H), 2,13-2,27 (m,
1H), 1,81-1,97 (m, 1H)

Chiralpak AD-
H, 20%
MeOH, muk 2

192

500MI'g
d4-MeOH

8,98 (s, 2H), 7,42-7,47 (m, 1H), 7,07-
7,15 (m, 2H), 7,01-7,06 (m, 1H), 5,49
(s, 2H), 4,33-4,51 (m, 1H), 3,37-3,50
(m, 2H), 2,99-3,07 (m, 2H), 2,82 (br
dd, J=8,95, 12,07 'y, 1H), 2,00-2,16
(m, 1H), 1,65-1,79 (m, 1H)

400MI'y
CDCl;

8,97 (s, 2H), 7,60-7,67 (m, 1H), 7,16-
7,23 (m, 1H), 7,03-7,15 (m, 2H), 5,45-
5,56 (m, 2H), 4,29-4,56 (m, 1H), 3,64-
3,76 (m, 1H), 3,51-3,63 (m, 1H), 3,14-
3,33 (m, 2H), 3,03 (dd, J=8,60, 12,54
I'w, 1H), 2,08-2,24 (m, 1H), 1,83-2,03
(m, 1H)

194

400MI'y
CDCl;

8,36-8,39 (m, 2H), 7,60 (d, J=8,50 I,
1H), 7,14-7,20 (m, 2H), 7,06-7,14 (m,
1H), 5,36 (d, J=2,07 I'w, 2H), 4,34-
4,56 (m, 1H), 3,90 (s, 3H), 3,63-3,78
(m, 2H), 3,14-3,31 (m, 2H), 3,04 (dd,
J=8,40, 12,54 T'u, 1H), 2,11-2,25 (m,
1H), 1,90-2,05 (m, 1H)

195

400MI'g
ds-MeOH

8,76 (s, 2H), 7,44-7,54 (m, 1H), 7,06-
7,19 (m, 3H), 5,50 (br s, 2H), 4,32-
4,53 (m, 1H), 3,62 (br d, J=12,23 'y,
1H), 3,51 (br d, J=12,02 Ty, 1H),
3,02-3,21 (m, 2H), 2,89-3,01 (m, 1H),
2,12-2,26 (m, 1H), 1,81-1,98 (m, 1H)
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8,70-8,75 (m, 2H), 7,65-7,69 (m, 1H),
7,58 (d, J=8,30 I', 1H), 7,45-7,52 (m,

1H), 5,58 (s, 2H), 4,43-4,65 (m, 1H), Chiralpak AD-
S500MTI it
196 3,76-3,83 (m, 1H), 3,67 (br d, J=12,98 B H, 20%
d4-MeOH
Ty, 1H), 3,16-3,32 (m, 2H), 3,09 (dd, MeOH, muk 1
J=9,34, 12,46 I'u, 1H), 2,15-2,29 (m,
1H), 1,86-1,99 (m, 1H)
8,72 (s, 2H), 7,77-7,82 (m, 1H), 7,41-
7,45 (m, 1H), 7,32-7,38 (m, 1H), 5,59
(s, 2H), 4,33-4,51 (m, 1H), 3,65-3,71 Chiralpak AD-
500MI'q
197 (m, 1H), 3,53-3,63 (m, 1H), 3,16-3,24 B H, 20%
d4-MeOH
(m, 1H), 3,05-3,14 (m, 1H), 2,96-3,04 MeOH, muk 2
(m, 1H), 2,14-2,28 (m, 1H), 1,89 (ddd,
J=3,63,9,67, 13,43 'y, 1H)
8,70-8,89 (m, 1H), 7,72-7,98 (m, 1H),
7,17-7,54 (m, 2H), 5,31-5,67 (m, 2H), Chiralpak AD-
400MTI 1
198 4,39-4,66 (m, 1H), 3,57-3,82 (m, 2H), B H, 25% IPA,
d,-MeOH
3,01-3,25 (m, 3H), 2,15-2,35 (m, 1H), K 2
1,93 (td, J=1,22, 9,80 'y, 1H)
8,90 (d, J=1,45 T'u, 1H), 8,75-8,78 (m,
1H), 7,48-7,56 (m, 1H), 7,08-7,23 (m,
400MI'g
199 4H), 5,66 (s, 2H), 3,39-3,59 (m, 3H), - -
d4s-MeOH
3,13-3,30 (m, 2H), 2,25-2,40 (m, 1H),
2,04-2,25 (m, 1H)
8,88 (s, 2H), 7,63-7,68 (m, 1H), 7,53-
7,59 (m, 1H), 7,45-7,50 (m, 1H), 5,53
(s, 2H), 4,36-4,58 (m, 1H), 3,72 (br Chiralpak AD-
400MI'y
200 dd, J=1,45, 12,65 T'u, 1H), 3,58-3,66 B H, 25% IPA,
d4-MeOH
(m, 1H), 3,10-3,26 (m, 2H), 2,99-3,07 muk |
(m, 1H), 2,13-2,27 (m, 1H), 1,82-1,95
(m, 1H)
8,86-8,90 (m, 2H), 7,80-7,84 (m, 1H),
Chiralpak AD-
400MTI'n | 7,45 (dd, J=1,24, 8,29 T, 1H), 7,34-
201 B H, 25% TPA,
ds-MeOH | 7,39 (m, 1H), 5,56 (s, 2H), 4,33-4,53
nuk 1

(m, 1H), 3,62-3,70 (m, 1H), 3,53-3,60
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(m, 1H), 3,14-3,23 (m, 1H), 3,02-3,13
(m, 1H), 2,94-3,02 (m, 1H), 2,18-2,26
(m, 1H), 1,80-1,96 (m, 1H)

202

400MI'g
CDCl;

9,11 (s, 1H), 8,92 (s, 1H), 8,30-8,39
(m, 3H), 7,47-7,53 (m, 1H), 7,23 (d,
J=7,88 Ty, 1H), 7,14-7,19 (m, 1H),
7,11 (d, 1=7,26 T, 1H), 5,68 (s, 2H),
4,81-4,92 (m, 1H), 3,59-3,74 (m, 2H),
3,45-3,55 (m, 1H), 3,03-3,16 (m, 2H),
2,14-2,24 (m, 1H), 1,80-1,93 (m, 1H)

500MI'g
d4-MeOH

8,79 (s, 2 H), 7,75-7,89 (m, 1 H), 7,45
(dd, J=8,30, 1,30 T', 1 H), 7,36 (d,
J=8,04 'y, 1 H), 5,55-5,60 (m, 2 H),
3,44-3,54 (m, 2 H), 3,35-3,42 (m, 2
H), 3,06-3,25 (m, 3 H), 1,89-2,18 (m,
2H)

Chiralpak OJ,
15% MeOH,

nukK 1

204

500MI'g
d4-MeOH

8,80 (s, 2 H), 7,65-7,69 (m, | H), 7,56-
7,61 (m, 1 H), 7,51 (dd, J=8,30, 1,56
I'w 1 H), 5,57 (s, 2 H), 3,37-3,57 (m,
3 H), 3,06-3,26 (m, 3 H), 2,09-2,18
(m, 1 H), 1,90-2,08 (m, 2 H)

Chiralpak OJ,
15% MeOH,

K 2

205

500MI'g
d4-MeOH

8,78 (s, 2H), 7,39-7,48 (m, 1H), 6,99
(dd, =2,47, 8,95 'y, 1H), 6,90-6,95
(m, 1H), 548 (s, 2H), 3,64 (dd,
J=1,82, 7,79 Ty, 1H), 3,42-3,53 (m,
2H), 3,05 (dt, J=2,60, 12,07 I'y, 1H),
2,83-2,90 (m, 2H), 2,01 (qd, J=3,62,
13,01 Ty, 1H), 1,62-1,71 (m, 1H)

Chiralpak AD-
H, 25%
MeOH, muk 2

206

S00MTI'11
d;-MeOH

8,75-8,79 (m, 2H), 7,12-7,22 (m, 2H),
6,82-6,93 (m, 1H), 5,49 (s, 2H), 3,65-
3,72 (m, 1H), 3,53-3,62 (m, 1H), 3,44-
3,52 (m, 1H), 3,08 (dt, J=2,60, 12,20
I'm, 1H), 2,86-2,97 (m, 2H), 2,02 (qd,
J=3,61, 13,04 T, 1H), 1,62-1,75 (m,
1H)

Chiralpak AD-
H, 25%
MeOH, mux 1
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207

500MI'g
d4-MeOH

8,82-8,85 (m, 1H), 8,09-8,15 (m, 1H),
736 (d, J=8,04 Ty, 1H), 7,18 (dd,
J=234, 934 T'u 1H), 7,09 (dd,
J=4,54, 8,69 ', 1H), 6,87 (dt, I=2,47,
9,28 T'y, 1H), 5,46-5,51 (m, 2H), 3,58~
3,66 (m, 1H), 3,46-3,54 (m, 1H), 3,38-
3,44 (m, 1H), 3,02-3,14 (m, 1H), 2,73-
2,90 (m, 2H), 1,93-2,04 (m, 1H), 1,58-
1,72 (m, 1H)

Chiralpak AD-
H, 25% IPA,

K 1

208

500MI'g
ds-MeOH

8,84 (d, J=1,30 I', 1H), 8,09-8,18 (m,
1H), 7,41-7,47 (m, 1H), 7,37 (d,
J=8,30 Ty, 1H), 6,90-7,00 (m, 2H),
5,48 (s, 2H), 3,50-3,59 (m, 1H), 3,36-
3,47 (m, 2H), 3,04 (dt, J=2,60, 11,94
I'w, 1H), 2,72-2,87 (m, 2H), 1,91-2,04
(m, 1H), 1,56-1,69 (m, 1H)

Chiralpak AD-
H, 25% IPA,

MUK 2

209

400MI'y
de-DMSO

8,56 (d, J=2,1 'y, 1H), 7,93 (dd,
J=2,5, 8,4 T, 1H), 7,52-7,31 (m, 2H),
7,25 (d, J=8,4 'y, 1H), 7,14-7,01

(m, 2H), 5,47-5,34 (m, 2H), 3,55 (br
dd, J=3,2, 12,2 T, 1H), 3,27-3,18 (m,
2H), 3,17-2,90 (m, 2H), 2,01-1,89 (m,
1H), 1,79 (br dd, /=3,4, 9,9 Ty, 1H),
1,64-1,45 (m, 2H)

210

400MI'g
ds-DMSO

872 (d, J=1,66 I'm, 1H), 8,31 (br s,
2H), 8,02 (d, J=8,00 'y, 1H), 7,83-
7,89 (m, 1H), 7,57 (d, J=7,77 T'y, 1H),
7,27 (m, 3H), 5,54-5,61 (m, 2H), 3,70
(br dd, J=2,80, 12,44 T'u, 1H), 3,48 (br
s, 1H), 3,27-3,44 (m, 2H), 3,07-3,16
(m, 1H), 1,96-2,10 (m, 1H), 1,83-1,94
(m, 1H), 1,59-1,73 (m, 2H)

211

400MI'
ds-DMSO

8,92 (br s, 3H), 8,55 (d, J=2,18 Tn,
1H), 8,03 (dd, J=2,49, 8,40 I'u, 1H),
767 (d, J=8,40 Tw, 1H), 7,60 (d,
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J=1,77 T, 1H), 7,28-7,44 (m, 3H),
5,64-5,78 (m, 2H), 4,88-5,10 (m, 1H),
4,18 (br d, J=12,65 I'n, 1H), 3,77 (br
d, J=13,58 Tu, 1H), 3,54-3,63 (m,
1H), 3,43-3,53 (m, 1H), 3,21-3,42 (m,
1H), 2,26-2,37 (m, 1H), 1,82-1,94 (m,
1H)

212

400MI'a
ds-DMSO

9,12 (br s, 3H), 8,94 (s, 1H), 8,40 (d,
J=8,19 T, 1H), 7,77 (d, J=8,19 T,
1H), 7,61 (d, J=7,88 T'u, 1H), 7,25
7,39 (m, 3H), 5,72-5,93 (m, 2H), 4,03
(br d, J=12,75 'y, 2H), 3,57-3,70 (m,
2H), 3,42 (br t, J=10,78 T', 1H), 2,53~
2,62 (m, 1H), 2,23-2,38 (m, 1H)

500MI'g
DMSO-ds

8,57 (br s, 2H), 8,50-8,55 (m, 1H),
7,94-8,00 (m, 2H), 7,43-7,51 (m, 2H),
7,35 (d, J=8,30 T'y, 1H), 5,54 (d,
J=7,66 I'y, 2H), 4,81 (dt, /=4,87, 9,11
Tu, 1H), 3,83-3,92 (m, 1H), 3,50-3,58
(m, 2H), 3,16 (br dd, J=10,19, 12,65
T'u, 1H), 3,06 (br t, J=11,74 T, 1H),
2,20 (br t, J=9,54 I'u, 1H), 1,76-1,88
(m, 1H)

Chiralpak AD-
H, 25% IPA,

K 2

214

500MTI'y
DMSO-d;

8,66 (br s, 2H), 8,54 (d, J=2,21 Iy,
1H), 7,98 (dd, J=2,34, 8,43 I'y, 1H),
7,78 (s, 1H), 7,57-7,63 (m, J=8,30 'L,
1H), 7,51-7,57 (m, J=8,30 I'y, 1H),
7,46 (d, J=8,43 T, 1H), 5,49-5,62 (m,
2H), 4,79-4,99 (m, 1H), 3,95 (br d,
J=12,98 T, 1H), 3,71-3,84 (m, 2H),
3,20 (br t, J=11,48 T'y, 1H), 3,07 (brt,
J=11,81 T'y, 1H), 2,21 (br t, J=9,67
I'w, 1H), 1,80 (brt, /=9,93 'y, 1H)

Chiralpak AD-
H, 25% IPA,

nuK 2

215

500MI'g
DMSO-ds

8,59 (br d, J=2,47 I'u, 3H), 7,86-7,91
(m, 1H), 7,45 (d, J=7,91 I'y, 1H), 7,33

Chiralpak IC,

20% meTtaHoII,
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(s, 1H), 7,27-7,32 (m, 1H), 7,02-7,09
(m, 1H), 6,92-6,97 (m, 2H), 5,86 (q,
J=6,96 T, 1H), 4,76-4,99 (m, 1H),
3,65-3,76 (m, 2H), 3,37 (br s, 1H),
3,14-3,22 (m, 1H), 3,07 (br t, J=11,16
I'w, 1H), 2,19-2,27 (m, 1H), 1,89-1,98
(m, 1H), 1,86 (d, J=7,14 'y, 3H)

nuk 1

216

500MI'
DMSO-ds

8,63 (d, J=1,95 I'w, 1H), 7,89 (br dd,
J=1,88, 8,50 ', 1H), 7,47 (d, J=7,92
I'w, 1H), 7,28 (d, J=8,43 'y, 1H), 7,07
(t, J=6,55 Ty, 1H), 6,94-7,00 (m, 2H),
5,87 (q, J=7,01 T', 1H), 4,71-4,90 (m,
1H), 3,66-3,77 (m, 1H), 3,58-3,64 (m,
1H), 3,40-3,48 (m, 1H), 3,02-3,18 (m,
2H), 2,20-2,28 (m, 1H), 1,96-2,02 (m,
1H), 1,92 (d, J=7,14 T'w, 3H)

Chiralpak IC,
20% MeTaHoOII,

nuK 2

217

500MTI'y
DMSO-d;

8,56 (d, J=2,34 T'n, 1H), 8,53 (br s,
2H), 7,90 (dd, J=2,47, 8,43 I'y, 1H),
7,50 (dd, J=7,59, 10,96 'y, 1H), 7,39
(d, J=8,43 Ty, 1H), 7,13 (dd, /=733,
10,83 'y, 1H), 583 (q, J=7,09 Iy,
1H), 4,75-4,93 (m, 1H), 3,65 (br dd,
J=4,48, 9,15 Tu, 2H), 3,29 (br d,
J=11,94 T, 1H), 3,07-3,18 (m, 1H),
3,02 (br t, J=11,03 Ty, 1H), 2,16-2,24
(m, 1H), 1,85-1,92 (m, 1H), 1,83 (d,
J=1,14 T, 3H)

Chiralcel OZ-
H, 15%
METAHOJI, UK

1

218

500MI'g
DMSO-ds

8,65 (br s, 2H), 8,62 (d, J=2,34 I,
1H), 7,94 (dd, J=2,47, 8,56 I'n, 1H),
7,55 (dd, J=7,66, 11,03 I'y, 1H), 7,39
(d, J=8,56 T, 1H), 7,15-7,21 (m, 1H),
5,87 (q, J=7,09 T, 1H), 4,80-4,97 (m,
1H), 3,62-3,79 (m, 2H), 3,16 (dd,
J=10,12, 11,94 Tu, 1H), 3,03 (br t,
J=11,55 T, 1H), 2,25 (br t, J=9,41

Chiralcel OZ-
H, 15%
METaHOJI, ITHK

2
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T 1H), 1,94-2,03 (m, 1H), 1,91 (d,
J=1,27Tw, 3H)

219

500MI'g
DMSO-d;s

8,58 (br s, 1H), 8,58 (br s, 2H), 7,91
(dd, J=2,47, 8,56 I'n, 1H), 7,44 (d,
J=8,36 Ty, 1H), 7,39 (d, J=8,39 I’
1H), 7,02-7,09 (m, 2H), 584 (q,
J=1,09 Tn, 1H), 4,73-4,97 (m, 1H),
3,68 (br dd, J=4,09, 10,70 T'm, 2H),
3,32 (br d, J=11,42 T, 1H), 3,10-3,21
(m, 1H), 3,05 (br t, J=11,03 T', 1H),
2,16-2,27 (m, 1H), 1,86-1,93 (m, 1H),
1,83 (d,J=7,14 I'y, 3H)

Regis Whelk-
Os, s, 20%
METAHOJI, UK

1

220

500MI'
DMSO-dj

8,64 (d, /=2,46 Iy, 1H), 8,56 (br s,
2H), 7,95 (dd, J=2,47, 8,56 T'w, 1H),
7,46-7,51 (m, J=8,43 Ty, 1H), 7,35-
743 (m, J=8,56 Tu, 1H), 7,05-7,16
(m, 2H), 5,87 (q, J=7,14 T'y, 1H),
4,78-4,99 (m, 1H), 3,75 (br d, /=12,20
I'w, 2H), 3,37-3,50 (m, 1H), 3,13-3,21
(m, 1H), 3,07 (br t, J=11,55 I'y, 1H),
2,25 (br t, J=9,34 I'u, 1H), 1,95-2,04
(m, 1H), 1,92 (d, J=7,14 'y, 3H)

Regis Whelk-
Os, s, 20%
METAHOJI, ITHK

2

221

500MI'g
DMSO-ds

8,62 (br s, 1H), 8,60 (br s, 2H), 7,95
(dd, J=2,47, 8,43 T'y, 1H), 7,54 (d,
J=1,56 Ty, 1H), 7,40 (d, J=8,56 I,
1H), 6,97-7,05 (m, 2H), 5,88 (q,
J=7,01 T, 1H), 4,77-5,04 (m, 1H),
3,76 (br s, 3H), 3,57 (s, 1H), 3,44 (br
d, J=12,07 Tu, 1H), 3,18-3,32 (m,
1H), 3,13 (br t, J=11,16 I'e, 1H), 2,23-
2,32 (m, 1H), 1,92-2,01 (m, 1H), 1,89
(d, J=7,01 T'y, 3H)

Regis Whelk-
0Os, s, 20%
METAHOJI, MUK

3

222

500MI'g
DMSO-ds

8,62 (br d, J=2,34 Ty, 3H), 7,92 (dd,
J=2,47, 8,56 Tw, 1H), 7,54 (s, 1H),
7,35 (d, J=8,56 T'u, 1H), 6,99-7,05 (m,

Regis Whelk-
Os, s, 20%

METaHOJI, UK
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2H), 5,87 (q, J=7,01 [, 1H), 4,80-
5,01 (m, 1H), 3,78 (br dd, J=5,00,
11,87 T, 2H), 3,44-3,53 (m, 1H),
3,20 (dd, J=10,38, 12,07 Ty, 1H), 3,10
(br t, J=11,48 T, 1H), 2,27 (br t,
J=9,41 Ty, 1H), 1,95-2,04 (m, 1H),
1,92 (d, J=7,14 I'y, 3H)

9,00 (s, 1H), 8,63 (br s, 3H), 8,38 (dd,
J=1,69, 8,30 T, 1H), 7,58-7,70 (m,
3H), 7,52 (d, J=8,30 I'y, 1H), 6,00 (q,
J=1,01 T, 1H), 4,81-5,00 (m, 1H),

Phenomenex

Lux Cellulose-

500MI'1t
223 3,74-3,83 (m, 1H), 3,65-3,74 (m, 1H), 2,20%
DMSO-ds
3,42 (br d, J=11,68 I';, 1H), 3,24 (br H30MPOIIAHOI,
dd, J=9,80, 12,39 T'u, 1H), 3,13 (brt, nuK 1
J=11,16 T'y, 1H), 2,23-2,32 (m, 1H),
1,94 (br d, J=7,14 T'y, 4H)
9,00 (s, 1H), 8,69-8,73 (m, 2H), 8,36
(dd, J=1,88, 8,24 I'u, 1H), 8,00 (s,
1H), 7,66 (d, J=8,30 I', 1H), 7,41 (d,
J=8,43 I'y, 1H), 7,17 (d, J=8,43 I'y, Phenomenex
1H), 6,04 (q, J=6,96 T'u, 1H), 4,86- Lux Cellulose-
500MI'w ,
204 5,04 (m, 1H), 3,77 (br d, J=12,72 I'y, 2,20%
DMSO-dg
1H), 3,65-3,73 (m, 1H), 3,42 (br d, H30MPOIIAHOI,
J=11,94 Ty, 1H), 3,26 (br dd, J=9,60, nuk 2
12,59 T, 1H), 3,12 (br t, J=11,09 Try,
1H), 2,25-2,34 (m, 1H), 1,90-1,99 (m,
4H)
8,98-9,02 (m, 1H), 8,62 (br d, J=3,24
I'y, 2H), 8,36 (dd, J=1,88, 8,24 Iy,
Phenomenex
1H), 7,63 (dd, J=3,18, 8,24 T'y, 2H),
Lux Cellulose-
500MIn | 7,59 (s, 1H), 7,52 (d, J=8,17 T, 1H),
225 2,20%
DMSO-ds | 5,96 (q, J=6,96 T, 1H), 4,79-4,98 (m,
H30MpPOMNAHO,
1H), 3,74-3,86 (m, 1H), 3,68-3,72 (m,
vk 3

1H), 3,46 (br d, J=11,94 T, 1H),
3,14-3,26 (m, 1H), 3,09 (br t, J=12,00
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T, 1H), 2,19-2,30 (m, [H), 1,97 (br d,
J=1,27 T, 4H)

226

S00MT
DMSO-ds

8,02-8.96 (m, 1H), 8,58 (br s, 3H),
8,28 (dd, J=1,95, 8,30 I'u, 1H), 7,94
(s, 1H), 7,53 (d, J=8,30 'y, 1H), 7,34
(dd, J=130, 8,43 T, 1H), 7,23 (s,
1H), 7,07-7,16 (m, 2H), 7,03 (s, 1H),
5,94 (q, J=6,92 T, 1H), 4,72-4,93 (m,
1H), 3,68-3,79 (m, 1H), 3,58-3,68 (m,
1H), 3,40 (br d, /=12,85 I'y, 1H), 3,15
(br t, J=11,35 T'u, 1H), 3,04 (br t,
J=11,74 T'y, 1H), 2,20 (br t, J=9,54
I'w, 1H), 1,95 (m, 1H), 1,91 (d, J=7,01
'y, 3H)

Phenomenex
Lux Cellulose-
2, 20%
H30MIPOTIAHOII,

K 4

227

500MI'g
DMSO-ds

8,54 (br d, J=2,21 Ty, 1H), 8,52 (br s,
2H), 7,96 (dd, J=2,47, 8,43 T, 1H),
7,54 (dd, J=7,53, 10,90 I'u, 1H), 7,33-
7,44 (m, 2H), 5,37-5,52 (m, 2H), 4,73-
4,92 (m, 1H), 3,75-3,83 (m, 1H), 3,51-
3,62 (m, 1H), 3,45 (br d, J=12,20 I'y,
1H), 3,12 (br dd, J=10,64, 12,33 Ty,
1H), 3,01 (br t, J=11,61 I'y, 1H), 2,14-
2,23 (m, 1H), 1,76-1,90 (m, 1H)

228

500MTI'y
DMSO-d;

8,52 (br s, 2H), 8,49 (d, J=2,85 I,
1H), 7,76 (dt, J=2,98, 8,69 T'y, 1H),
7,53 (dd, J=7,40, 11,03 I'y, 1H), 7,44
(t, J=6,74 T'y, 1H), 7,37 (t, J=8,28 I'Ly,
1H), 5,38-5,51 (m, 2H), 4,73-4,95 (m,
1H), 3,75-3,83 (m, 1H), 3,47 (br d,
J=12,98 T, 1H), 3,12 (dd, J=10,19,
12,52 T, 1H), 3,01 (br t, J=11,42 Ty,
1H), 2,15-2,23 (m, 1H), 1,77-1,87 (m,
1H)

229

400MI'y
DMSO-ds

8,80 (br s, 2H), 8,52 (d, J=2,38 I,
1H), 7,96 (dd, J=2,44, 8,45 I'n, 1H),

Regis Whelk-
Os, s, 15%
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739 (d, J=8,40 I'm, 1H), 7,21 (dd,
J=2,13, 9,17 T, 1H), 6,95 (t, J=10,40
I, 1H), 5,45-5,58 (m, 2H), 3,76 (br d,
J=12,02 T, 1H), 3,31-3,47 (m, 2H),
3,17-3,26 (m, 1H), 2,33 (m, 3H)

METaHOJI, ITHK

1

8,87 (br s, 2H), 8,55 (s, 1H), 7,97 (br
d, J=8,17 T, 1H), 7,46 (br d, J=8,30

Regis Whelk-
Ty, 1H), 6,95-7,04 (m, 2H), 5,41-5,63
500MTI g Os, s, 15%
230 (m, 2H), 3,95-4,06 (m, 1H), 3,77 (br d,
DMSO-d; METaHOJI, UK
J=12,20 T, 1H), 3,30-3,45 (m, 2H), )
3,18 (br t, J=10,19 T'y, 1H), 2,19-2,35
(m, 1H)
7,86 (s, 1H), 7,65 (d, J=8,04 T', 1H),
755 (d, J=7,79 Tu, 1H), 742 (t,
J=7,66 T, 1H), 7,16-7,26 (m, 2H),
6,64 (br dd, J=1,82, 9,08 T'y, 1H), 6,27
(br t, /=8,69 Ty, 1H), 4,89-5,03 (m, Phenomenex
31 500MTI'g 1H), 4,13-4,24 (m, 1H), 3,92-4,01 (m, Lux Cellulose-
ds-MeOH | 1H), 3,79-3,90 (m, 1H), 3,50-3,64 (m, 2,30% MeOH,
2H), 3,39-3,48 (m, 1H), 3,24-3,30 (m, ik 1
1H), 2,97-3,08 (m, 1H), 2,70 (qd,
J=9.45, 13,43 Ty, 1H), 2,52 (dt,
J=4.67, 7,79 Tu, 1H), 2,17-2,34 (m,
1H)
7.86 (s, 1H), 7,64 (d, J=8,04 Ty, 1H),
7,54 (d, J=7,78 Tu, 1H), 7,40 (4,
J=7,79 Tu, 1H), 7,14-7,22 (m, 2H),
Phenomenex
6,65 (br d, J=7,53 T'w, 1H), 6,27 (br t,
500MI 1 Lux Cellulose-
232 J=9,08 T'u, 1H), 4,88-5,00 (m, 1H),
d,-MeOH 2,30% MeOH,
4,08-4,16 (m, 1H), 3,86-3,99 (m, 2H),
UK 2
3,39-3,58 (m, 3H), 3,24-3,30 (m, 1H),
3,01-3,11 (m, 1H), 2,62-2,77 (m, 1H),
2,44-2.56 (m, 1H), 2,10-2,27 (m, 1H)
. S00MI | 8,90 (d, J=1,30 Iy, 1H), 8,82 (d, Chiralpak IC,
de-MeOH | J=1,30 T, 1H), 7,46 (d, J=8,56 I'y, 15% MeOH,

- 255 -




043189

1H), 7,28 (d, J=2,08 T'u, 1H), 7,18
(dd, J=1,95, 8,43 Tu, 1H), 565 (s,
2H), 3,38-3,51 (m, 2H), 3,28 (br d,
J=3,37 Ty, 1H), 3,16-325 (m, 1H),
3,08-3,15 (m, 1H), 2,23-2,36 (m, 1H),
2,07-2,22 (m, 1H)

K 1

234

500MI'g
d4—MeOH

8,01 (d, J=1,30 Ty, 1H), 882 (d,
J=1,04 T, 1H), 7,50 (d, J=1,82 T,
1H), 7,15-7,19 (m, 1H), 7,09-7,15 (m,
1H), 5,67 (s, 2H), 3,42-3,55 (m, 2H),
3,33-3,38 (m, 1H), 3,20-3,28 (m, 1H),
3,13-3,20 (m, 1H), 2,25-2,38 (m, 1H),
2,09-2,23 (m, 1H)

Chiralpak IC,
15% MeOH,

nuK 2

600MI 1t
ds-DMSO

8,30 (br d, J=7,79 I'w, 1H), 7,46 (dd,
J=747, 1121 Tu, 1H), 7,36 (dd,
J=7.32, 10,74 T, 1H), 4,64 (s, 2H),
4,30-4.46 (m, 1H), 3,84-3,93 (m, 1H0),
3,37-3,43 (m, 1H), 2,93-3,05 (m, 2H),
2,79 (dd, J=8,72, 12,46 T'w, 1H), 2,06-
2,17 (m, 1H), 1,75-1,85 (m, 1H), 1,10
(dd, J=1,87, 6,54 T, 6H)

600MI 't
ds-DMSO

7,46 (dd, J=7,47, 11,21 'y, 1H), 7,38
(dd, J=7,32, 10,74 Ty, 1H), 4,73 (s,
2H), 4,33-4,47 (m, 1H), 427 (dt,
J=4,67, 7,63 Tu, 2H), 3,89-3,99 (m,
2H), 3,34-3,40 (m, 2H), 2,95-3,06 (m,
2H), 2,80 (dd, J=8,25, 12,61 Ty, 1H),
2,26-2,34 (m, 2H), 2,06-2,18 (m, 1H),
1,75-1,85 (m, 1H)

237

600MI 't
ds-DMSO

7,44-7,52 (m, 1H), 7,28-7,38 (m, 1H),
5,02-5,12 (m, 2H), 4,32-4,47 (m, 1H),
3,55-3,86 (m, 2H), 3,18-3,55 (m, SH),
2,93-3,07 (m, 2H), 2,74-2.84 (m, 1H),
2,03-2,17 (m, 1H), 1,71-1,84 (m, 1H),
1,01-136 (m, ©6H) (cmecs 2
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JIMACTEPEeOMePOB/pOTaMepOB)

238

600MI 1t
d¢-DMSO

7,53 (dd, J=7,47, 11,21 T, 1H), 7,09-
7,20 (m, 1H), 5,28 (1, J=9,96 T'u, 1H),
4,30-4,48 (m, 1H), 3,56-3,64 (m, 1H),
3,42-3,50 (m, 1H), 3,30-3,42 (m, 2H),
2,97-3,09 (m, 2H), 2,88 (s, 3H), 2,76-
2,85 (m, 1H), 2,54-2,59 (m, 1H), 2,27-
2,37 (m, 1H), 2,07-2,19 (m, 1H), 1,76-
1,93 (m, 1H)

600MI 't
ds-DMSO

7.45-7,54 (m, 2H), 7,39-7,44 (m, 2H),
735-738 (m, 2H), 7,27 (dt, J=0,93,
7,32 Ty, 1H), 5,21-5,32 (m, 1H), 4,32-
4,50 (m, 1H), 4,08-4,20 (m, 1H), 3,61~
3,68 (m, 1H), 3,29-3,39 (m, 2H), 2,97-
3,11 (m, 2H), 2,73-2,90 (m, 1H), 2,51~
2,63 (m, 1H), 2,07-2,32 (m, 4H), 1,82-
1,92 (m, 1H)

240

600MI 't
ds-DMSO

7.76-7,81 (m, 2H), 7,53-7,58 (m, 1H),
7,48-7,53 (m, 2H), 7,34-7,41 (m, 1H),
5,59 (dd, J=9,65, 11,21 I'u, 1H), 4,34~
4,49 (m, 1H), 4,06 (br t, J=9,19 T,
1H), 3,92-4,00 (m, 1H), 3,34-3,43 (m,
2H), 3,01-3,09 (m, 2H), 2,82 (ddd,
J=8.88, 12,69, 14,87 I'n, 1H), 2,64-
2,72 (m, 1H), 2,54-2,61 (m, 1H), 2,10-
2,20 (m, 1H), 1,80-1,90 (m, 1H)

241

500MI'g
d4-MeOH

8,51 (s, 2H), 7,95 (d, J=0,78 T, 1H),
7,65-7,70 (m, 1H), 7,59-7,64 (m, 1H),
5,57-5,68 (m, 2H), 4,77-4,95 (m, 1H),
423-432 (m, 1H), 3,98-4,06 (m, 1H),
3,95 (s, 3H), 3,71-3,80 (m, 1H), 3,42-
3,53 (m, 2H), 2,34-2,44 (m, 1H), 2,01-
2,15 (m, 1H)

Chiralcel OJ-
H, 15%
MeOH,

MUK 2

242

500MI'g
d4-MeOH

8,52 (s, 2H), 7,94 (s, 1H), 7,66-7,74
(m, 2H), 5,54-5,67 (m, 2H), 4,77-4,93

Chiralcel OJ-
H, 15%
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(m, 1H), 4,21-4,30 (m, 1H), 4,01 (br d, MeOH,
J=12,98 Ty, 1H), 3,96 (s, 3H), 3,71- nuk 1
3,78 (m, 1H), 3,43-3,50 (m, 2H), 2,32
2,46 (m, 1H), 1,98-2,14 (m, 1H)
8,82 (br d, J=3,89 I'y, 3H), 8,73 (s,
1H), 7,94 (d, J=1,04 Tu, 1H), 7,86-
7,90 (m, 1H), 7,80-7,85 (m, 1H), 7,64- _
7,68 (m, 1H), 7,56-7,63 (m, 1H), 5,58- Chiralpak AD-
243 000MTu 5,72 (m, 2H), 4,87-5,04 (m, 1H), 3,94- H, 20%
ds-DMSO MeOH,
4,03 (m, 1H), 3,57-3,64 (m, 2H), 3,31
(dd, /=10,12, 12,98 I'y, 1H), 3,16 (br ]
t, J=11,42 T, 1H), 2,20-2,32 (m, 1H),
1,79-1,96 (m, 1H)
8,73 (br d, J=4,15 ', 3H), 8,71 (d,
J=1,56 T'n, 1H), 8,01 (d, J=1,30 Iy,
1H), 7,83-7,91 (m, 1H), 7,79 (dd,
J=1,43, 8,17 I'y, 1H), 7,51-7,60 (m, Chiralpak AD-
600MTy | 1H), 7,37-7,51 (m, 1H), 5,55-5,73 (m, H, 20%
o ds-DMSO | 2H), 4,81-5,03 (m, 1H), 3,85-3,96 (m, MeOH,
1H), 3,58-3,66 (m, 1H), 3,49-3,54 (m, K 2
1H), 3,25 (dd, J=9,86, 12,98 I'u, 1H),
3,11 (br t, J=11,42 T, 1H), 2,20-2,31
(m, 1H), 1,82-1,95 (m, 1H)
7,36 (dd, J=7,27, 10,64 I'y, 1H), 7,06
(dd, J=7,01, 10,12 T, 1H), 5,39 (1,
J=9,99 Tu, 1H), 4,34-4,52 (m, 1H),
3,67-3,74 (m, 1H), 3,57-3,65 (m, 1H), Chiralpak IC,
S00MTI'11 3,48 (br dd, J=3,76, 7,14 T'y, 2H), 25% MeOH
s d;-MeOH | 3,08-3,20 (m, 2H), 3,01 (s, 3H), 2,95 ¢0,2% DEA,
(dd, /=8,95, 12,33 T'u, 1H), 2,64-2,74 nuk 1
(m, 1H), 2,46 (qd, J=9,81, 12,88 Ty,
1H), 2,18-2,29 (m, 1H), 1,92-2,03 (m,
1)
nas 500MTI'1g 7,36 (dd, J=7,27, 10,64 I', 1H), 7,06 Chiralpak IC,
ds-MeOH | (dd, J=7,01, 10,12 I'm, 1H), 5,39 (t, 25% MeOH
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J=9,99 Tu, 1H), 4,36-4,52 (m, 1H),
3,67-3,74 (m, 1H), 3,58-3,65 (m, 1H),
3,52-3,58 (m, 1H), 3,38-3,46 (m, 1H),
3,11-3,20 (m, 2H), 3,01 (s, 3H), 2,93
(dd, J=8,56, 12,46 T, 1H), 2,61-2,71
(m, 1H), 2,45 (qd, J=9,74, 13,07 Iy,
1H), 2,18-2,29 (m, 1H), 1,92-2,04 (m,
1H)

¢ 0,2% DEA,

nuK 2

247

500MI'y
d4-MeOH

7,78 (d, J=9,08 Iy, 2H), 7,46 (d,
J=9,08 Tu, 2H), 7,40 (dd, J=7.27,
10,64 T, 1H), 7,21 (br dd, J=688,
10,25 T, 1H), 5,63 (dd, J=9,47, 11,03
Iy, 1H), 4,37-4,55 (m, 1H), 4,06-4,20
(m, 2H), 3,55-3,63 (m, 1H), 3,41-3,49
(m, 1H), 3,14-3,23 (m, 2H), 2,96 (dd,
J=8,82, 12,20 I'u, 1H), 2,75-2,84 (m,
1H), 2,58-2,73 (m, 1H), 2,19-2,33 (m,
1H), 1,92-2,06 (m, 1H)

Chiralcel OD-
H, 30% MeOH
¢ 0,2% DEA,

muk 1

248

500MI'g
d4-MeOH

7,77 (d, J=8,82 T, 2H), 7,43-7,49 (m,
2H), 7,40 (dd, J=7.27, 10,64 T, 1H),
717724 (m, 1H), 5,59-5,67 (m, 1H),
437-4,54 (m, 1H), 4,06-4,20 (m, 2H),
3,48-3,56 (m, 2H), 3,12-3,21 (m, 2H),
2,95-3,07 (m, 1H), 2,78-2,87 (m, 1H),
2,62-2,72 (m, 1H), 2,20-2,31 (m, 1H),
1,94-2,06 (m, 1H)

Chiralcel OD-
H, 30% MeOH
¢ 0,2% DEA,

MUK 2

249

DMSO-ds

9,09 (d, J=1,48 'y, 1H), 8,96 (d,
J=1,40 T, 1H), 7,78 (d, J=1,48 I'L,
1H), 7,56 (d, J=8,29 T'u, 1H), 7,50 (d,
J=8,50 T, 1H), 5,66-5,76 (m, 2H),
4,39-4.37 (m, 1H), 3,39-3,49 (m, 2H),
3,06-3,17 (m, 1H), 2,80-2,95 (m, 2H),
2,00-2,14 (m, 2H), 1,67-1,83 (m, 1H)

SFC:
Chiralpak AD-
H, 30%

METaHOI

250

DMSO-ds

908 (d, J=1,40 I'y, 1H), 8,97 (d,
J=1,40 Tn, 1H), 7,93 (d, J=1,48 I'r,

SFC:
Chiralpak AD-
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1H), 7,46 (d, J=8,36 T, 1H), 7,39 (d,
J=8,21 Ty, 1H), 5,67-5,76 (m, 2H),
4,38-4.34 (m, 1H), 3,37-3,46 (m, 2H),
3,02-3,12 (m, 1H), 2,79-2,98 (m, 2H),
2,00-2,16 (m, 1H), 1,68-1,79 (m, 1H)

H, 25%

METAHOJ

251

DMSO0-d,

9,10 (d, J=1,40 Tu, 1H), 8,97 (d,
J=1,32 T, 1H), 7,17 (dd, J=2,18, 9,26
Iy, 1H), 6,89 (1, J=1046 Ty, IH),
5,63-5,70 (m, 2H), 4,26-4,31 (m, 1H),
3,37-3,51 (m, 2H), 3,03-3,12 (m, 1H),
2,02-3,01 (m, 1H), 2,79-2,91 (m, 1H),
1,99-2,17 (m, 1H), 1,70-1,84 (m, 1H)

SFC:
Chiralpak AD-
H, 30%

METaHOI

252

DMSO-ds

9,02-9,15 (m, 1H), 8,93-8,98 (m, 1H),
7,17 (d, J=8,96 T'u, 1H), 6,82-6,94 (m,
1H), 5,61-5,70 (m, 2H), 434 (d,
J=4,28, 825 Tu, 1H), 3,37-3,44 (m,
1H), 3,03-3,10 (m, 1H), 2,87-2,886
(m, 2H), 2,32-2,47 (m, 1H), 2,02-2,18
(m, 1H), 1,69-1,83 (m, 1H)

SFC:
Chiralpak AD-
H, 25%

METAaHOI

DMSO-ds

1099-11,51 (m, 1H), 8,46-8,48 (m,
1H), 7,65-7,72 (m, 1H), 7,51-7,57 (m,
1H), 7,13-7,20 (m, 2H), 6,84-6,95 (m,
2H), 4,09-4,26 (m, 1H), 3,88-4,08 (m,
1H), 3,74-3,82 (m, 2H), 2,80-3,00 (m,
2H), 2,58-2,67 (m, 1H), 2,20-2,26 (m,
3H), 1,93-2,00 (m, 1H), 1,74-1,84 (m,
1H), 1,47-1,55 (m, 2H)

254

DMSO-ds

8,48-8,64 (s, 1H), 7,83-7,99 (m, 1H),
7,43-7,58 (m, 1H), 7,26 (d, J=8,30 I',
1H), 7,01-7,20 (m, 2H), 6,89 (br dd,
J=3,05, 5,51 T, 2H), 4,55 (s, 1H),
4,01 (br d, J=12,20 T, 1H), 3,74-3,83
(m, 1H), 3,55-3,69 (m, 1H), 2,82-3,04
(m, 2H), 2,58-2,66 (m, 1H), 2,35-2,47
(m, 1H), 2,25 (s, 2H), 1,95 (br s, 1H),
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1,80 (br dd, J=3,18, 6,16 ', 1H),
1,44-1,63 (m, 1H),

9,04 (d, J=2,02 Tu, 1H), 8,30 (d,
J=8,16 T, 1H), 7,40-7,47 (m, 2H),
7,05 (t, J=7,59 T, 1H), 6,92-7,00 (m,

2H), 5,81-5,87 (m, 1H), 3,37-3,48 (m, SFC:
255 DMSO-dg Chiralpak IC,
1H), 2,85-2,94 (m, 2H), 2,52-2,69 (m, ,
3H), 2,37-2,47 (m, 1H), 2,15 (s, 3H), 25% veraron
1,85-1,95 (m, 2H), 1,71-1,82 (m, 1H),
1,59-1,69 (m, 1H), 1,14-1,26 (m, 1H)
9,04 (d, J~1,48 I'm, 1H), 8,29 (d,
J=8,18 Ty, 1H), 7,45 (d, J=8,80 I'm,
1H), 7,41 (d, J=8,07 Ty, 1H), 7,05
(ddd, /=1,87, 6,46, 8,02 T'y, 1H), 6,90-
7,00 (m, 2H), 5,80-5,88 (m, 1H), SFC:
256 | DMSO-ds |3,38-3,50 (m, 2H), 3,21-3,28 (m, 1H), Chiralpak IC,
2,82-2,94 (m, 1H), 2,67 (dd, J=9,07, 25% meTaHoN
11,64 Tu, 1H), 2,51-2,62 (m, 2H),
2,25 (s, 2H), 2,15 (s, 1H), 1,91 (d,
J=1,16 T, 4H), 1,62-1,80 (m, 2H),
1,18-1,28 (m, 1H)
SFC/MS ¢
MeOH B
892 (s, 2H), 7,15 (dd, J=2,18, 9,34 Ka4uecTBe
Ty, 1H), 6,86 (t, /=10,48 Tu, 1H), COpacTBOPHTEN
5,51-5,60 (m, 2H), 4,298-4,44 (m, B
257 | DMSO-ds | 1H), 3,34-3,42 (m, 2H), 3,02-3,10 (m, M30KPATHHECK
1H), 2,88-2,97 (m, 1H), 2,81 (dd, OM peKuMe
J=8,45, 12,57 I'u, 1H), 2,04-2,12 (m, npu 10%,
1H), 1,66-1,82 (m, 1H) KOJIOHKA: 4-
STUIMHPUIHH,
21,2x150 Mm
8,02 (s, 2H), 7,06 (dd, J/=2,26, 8,88 SFC/MS ¢
258 DMSO-ds | I'm, 1H), 6,95 (dt, J=2,18, 10,63 I'y, MeOH B
1H), 5,50-5,57 (m, 2H), 4,26-4,43 (m, Ka4yecTBe
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1H), 3,25-3,42 (m, 1H), 2,93-3,09 (m,
2H), 2,86 (br s, 1H), 2,76 (br dd,
J=8,60, 12,34 T, 1H), 2,00-2,09 (m,
1H), 1,62-1,73 (m, 1H)

COpacTBOPUTET
s B
H30KPATHUIECK
OM PEeKIMe
mpu 10%,
KOJIOHKa: 4-
STUIITUPUANH,

21,2x150 mm

259

DMSO-d

785 (d, J=0,78 Tu, IH), 7,57 (4,
J=8,49 Tu, 1H), 7,50 (dd, J=7,43,
11,17 Tw, 1H), 7,33 (dd, J=7,08, 8,41
I, 1H), 7,25 (dd, J=7,32, 10,67 I'n,
1H), 6,77 (d, J=6,70 'y, 1H), 5,59-
5,66 (m, 2H), 4,27-4,41 (m, 1H), 4,03
(s, 3H), 3,42-3,59 (m, 1H), 2,99-3,12
(m, 1H), 2,89-2,98 (m, 1H), 2,83 (dd,
J=8,68, 12,57 T'u, 1H), 2,29-2,47 (m,
1H), 1,94-2,11 (m, 1H), 1,67-1,77 (m,
1H)

260

DMSO-ds

8,97 (dd, J=1,56, 4,20 'y, 1H), 8,61
(d, /=8,02 T, 1H), 7,97 (d, J=8,49
I'w, 1H), 7,67 (¢, J=7,95 'y, 1H), 7,61-
7,65 (m, 1H), 7,53 (dd, J=7,47, 11,13
I'w 1H), 7,25 (dd, J=7,32, 10,67 T'n,
1H), 7,00 (d, J=7,19 T, 1H), 5,79-
5,86 (m, 2H), 4,27-4,40 (m, 1H),
3,37-3,52 (m, 2H), 3,01-3,10 (m, 15,
2,89-2,99 (m, 1H), 2,83 (dd, J=8,49,
12,53 Tu, 1H), 2,02 (dddd, J=4,28,
8,60, 12,62, 16,77 T'n, 1H), 1,67-1,83
(m, 1H)

261

DMSO-dg

8,91 (dd, J=1,71, 4,13 'y, 1H), 8,40
(dd, J=1,48, 8,25 I'y, 1H), 7,98 (d,
J=8,10 Ty, 1H), 7.87 (d, J=7,16 Tn,
1H), 7,65 (t, /=7,71 ', 1H), 7,57 (dd,

SFC: xononka
Chiralpak IC,

20% MeTaHOJ
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J=4.17, 8,21 Ty, 1H), 7,37-7,52 (m,
2H), 6,75 (q, J=7,19 Tu, 1H), 4,33-
4,41 (m, 1H), 3,35-3,46 (m, 2H), 2,96-
3,09 (m, 2H), 2,72 (dd, J=8,76, 12,34
T, 1H), 2,52-2,56 (m, 1H), 1,97-2,10
(m, 4H), 1,63-1,79 (m, 1H)

262

DMSO-ds

8,01 (dd, J=1,71, 4,13 Ty, 1H), 8,39
(dd, J=1,56, 8,25 T, 1H), 7,98 (d,
J=8,02 T, 1H), 7,86 (d, J=7,16 T,
1H), 7,65 (t, J=7,71 T, 1H), 7,56 (dd,
J=4,13, 825 Tu, 1H), 7,46 (dd,
J=1,63, 11,13 TI'm, 1H), 739 (dd,
J=1,36, 11,25 ', 1H), 6,73 (q, J=7,14
I'w, 1H), 4,28-4,36 (m, 1H), 3,36-3,46
(m, 1H), 3,14-3.28 (m, 2H), 2,83-2,97
(m, 2H), 2,52-2,55 (m, 1H), 2,38 (brs,
1H), 1,91-2,05 (m, 4H), 1,68-1,85 (m,
1H)

SFC: xonmoHka
Chiralpak IC,

20% meTaHOJ

263

DMSO-ds

7,92 (t, J~1,71 T, 1H), 7,84 (td,
J=1,31, 7,65 I'y, 1H), 7,51-7,59 (m,
4H), 7,14 (s, 1H), 5,57 (s, 2H), 4,29-
4,50 (m, 1H), 3,36-3,49 (m, 3H), 2,99-
3,13 (m, 1H), 2,87 (dd, J=8,37, 12,57
Ty, 1H), 2,04-2,20 (m, 1H), 1,77-1,92
(m, 1H)

264

DMSO-ds

8,06 (s, 1H), 7,68 (d, J=8,02 T, 1H),
7,54 (t, J=9,20 T, 1H), 7,18 (dd,
J=1,59, 10,47 T, 1H), 6,99 (t, J=7,59
I'w, 1H), 6,48 (d, /=7,30 T'y, 1H), 5,98
(d, 517,36 Ty, 1H), 5,91 (d, J=17,36
Iy, 1H), 4,36-4,45 (m, 1H), 4,31-4,35
(m, 3H), 3,40-3,57 (m, 2H), 3,08-3,13
(m, 1H), 2,90-2,97 (m, 1H), 2,86 (dd,
J=8,14, 12,57 T'n, 1H), 2,54-2,66 (m,
1H), 1,99-2,07 (m, 1H), 1,67-1,83 (m,
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1H)

747-7,56 (m, 3H), 7,42 (dd, J=7.67,
8,52 T, 1H), 6,75 (dd, /=7,24, 10,82
T, 1H), 5,50-5,56 (m, 2H), 4,29-4,47
(m, 1H), 3,40-3,51 (m, 1H), 3,35-3,40

265 | DMSO-dg - -
(m, 1H), 3,01-3,14 (m, 1H), 2,91-3,01
(m, 1H), 2,82 (dd, J=8,76, 12,42 T,
1H), 2,08-2,17 (m, 1H), 1,72-1,84 (m,
1H)
737-741 (m, 1H), 7,18 (d, J=7,38 Tn,
1H), 7,07 (t, J=6,39 Tu, 2H), 4,62-
4,71 (m, 2H), 4,25 (t, /=7,63 I'y, 2H),
3,89-3,97 (m, 2H),
266 DMSO-ds | 3,40-3,48 (m, 1H), 3,23-3,29 (m, 1H), - -
2,83-2,91 (m, 1H), 2,52-2,65 (m, 1H),
2,25-2,32 (m, 1H), 1,83-1,93 (m, 1H),
1,71-1,79 (m, 1H), 1,60-1,69 (m, 1H),
1,21-1,33 (m, 1H)
9,53 (br s, 1H), 8,97 (d, J=1,63 Tn, S
1H), 8,33 (d, J=8,66 Ty, 1H), 7,55 (d, '
Chiralpak IC,
J=8,47 Ty, 1H), 7,23 (dd, J=2,22, 9,07
15% meranon
Tu, 1H), 6,88 (t, /=10,52 T'u, 1H),
(nepBu4Hast
582-596 (m, 1H), 4,02 (br dd,
OYHCTKA).
J=3,93, 7,90 I'y, 2H), )
267 DMSO-dg B Chiralpak AD-
3,61-3,79 (m, 1H), 3,57 (br s, 1H),
H, 10%
3,50 (br dd, J=4,09, 12,42 TIw,
METaHOJ
1H),3,28 (br s, 1H), 3,13-3,26 (m,
(BTOpHUHAS
1H), 3,09 (br d, J=12,77 Iy, 1H),
obpaboTtka
2,51-2,66 (m, 2H), 1,97 (br s, 2H),
¢bpaxumu A) -
1,84-1,93 (m, 3H)
9,46 (br s, 1H), 8,93-9,04 (m, 1H), SFC:
833 (d, J=8,76 Tu, 1H), 7,55 (d, Chiralpak IC,
268 DMSO-ds | /=8,51Tw, 1H), 7,23 (dd, J=2,18, 9,03 B 15% meraHoa
I'uy, 1H), 6,89 (t, /=10,51 T'u, 1H), (nepBu4Has
5,85-5,96 (m, 1H), 3,92-4,07 (m, 2H), OYHCTKA).
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3,83 (br s, 2H), 3,55-3,79 (m, 1H), Chiralpak AD-
3,50 (br dd, J=4,13, 12,46 Ty, 1H), H, 10%
3,25-3,33 (m, 1H), 3,13-3,25 (m, 1H), METaHOI
3,09 (br d, /=12,53 T'u, 1H), 2,51-2,56 (BTOpHUHAS
(m, 2H), 1,96 (br s, 2H), 1,83-1,92 (m, obpaboTka
3H) Gbpakiun A)
SFC:

944 (br s, 1H), 8,94-8,99 (m, 1H),

Chiralpak IC,
8,30-8,35 (m, 1H), 7,49-7,56 (m, 1H),

15% metanon
7,23 (dd, J=2,26, 9,03 T'y, 1H), 6,89 (t,

(nepBu4Hast
J=10,49 I'n, 1H), 5,86-5,94 (m, 1H),

OYHCTKA). -

3,95-4,09 (m, 2H), 3,71-3,80 (m, 2H),

269 DMSO-dg Lux-Cellulose
3,57-3,69 (m, 1H), 3,50 (br dd,
2, 15%
J=4,00, 12,26 T'w, 1H), 3,12-3,26 (m,
METaHOI
2H), 3,09 (br d, J=12,77 Tu, 1H),
(BTOpUYHAsL
2,51-2,62 (m, 2H),1,91-1,97 (m, 1H),
obpabortka
1,85-1,91 (m, 3H)
¢bpaxuuu B), -
SFC:
9,45 (br s, 1H), 8,97 (d, J=1,48 I'y, )
Chiralpak IC,
1H), 8,29-8,36 (m, 1H), 7,48-7,56 (m,
15% meranon
1H), 7,23 (dd, J=2,18, 9,03 T'u, 1H),
(nepBuuHas
6,89 (t, J/=10,48 I'y, 1H), 5,85-5,94
OUYMCTKA). -
(m, 1H), 3,97-4,07 (m, 2H), 3,71-3,80
270 DMSO-dg Lux-Cellulose
(m, 2H), 3,57-3,69 (m, 1H), 3,29 (brs, ,
2, 15%
1H), 3,12-3,26 (m, 1H), 3,09 (br d,
METaHOI
J=12,53 T, 1H), 2,52-2,55 (m, 2H),
(BTOpHYHAS
1,96-2,06 (m, 1H), 1,94 (br s, 1H),
obpaborka
1,83-1,91 (m, 3H)
dpakmu B)
932 (br s, 1H), 8,86 (br s, 1H), 8,32- SFC:
8,37 (m, 1H), 7,55-7,59 (m, 1H), 6,99 Chiralpak IC,
(dt, J=2,06, 10,53 Ty, 1H), 6,79 (dd, 15% meTaHo
271 DMSO-ds | J=1,99, 8,99 I'yy, 1H), 5,92 (q, J=7,16 (nepBu4Has
I'y, 1H), 3,95-4,10 (m, 2H), 3,81 (br d, OUHCTKA). -
J=9,50 Tu, 1H), 3,70-3,78 (m, 1H), Chiralcel OZ-
61-3,69 (m, 1H), 3,39-3,48 (m, 2H), H, 25%
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3,07-3,17 (m, 1H), 2,52-2,55 (m, 2H), METaHOI
1,87-1,99 (m, 5H) (BTOpHUHAS
obpaboTka
¢dpakpm C), -
SFC:
Chiralpak IC,
933 (br s, 1H), 8,88 (br s, 1H), 8,35
15% meranon
(br d, /=8,17 Ty, 1H), 7,57 (d, J=8,25
(nepBu4Has
Ty, 1H), 6,97-7,10 (m, 1H), 6,79 (br d,
OUHNCTKA). -
J=8388 Tu, 1H), 5,89-598 (m, 1H),
¢dpakwws C).
272 | DMSO-ds |3,99-4,07 (m, 2H), 3,78-3,84 (m, 1H), _
Regis Whelk-
3,70-3,78 (m, 1H), 3,64 (br t, J=11,29
Os, s, 20%
I, 1H), 3,41-3,53 (m, 1H), 3,24 (brs,
METaHOJ
1H), 3,07-3,17 (m, 1H), 2,54 (s, 2H),
(BTOpUuHAs
1,86-1,99 (m, SH)
obpaboTtka
mkoB C1-C3)
9,33 (br s, 1H), 8,90 (br d, J=18,92 SFC:
I'm, 1H), 8,32-8,37 (m, 1H), 7,57 (dd, Chiralpak IC,
J=6,89, 7,67 I'y, 1H), 6,99 (t, /=10,22 15% meranon
Tu, 1H), 6,79 (br d, /=895 I'y, 1H), (nepBu4Hast
5,87-5,94 (m, 1H), 3,97-4,09 (m, 2H), OYMCTKA). -
273 | DMSO-ds |3.81 (br d, J=8,95 I'u, 1H), 3,70-3,78 Regis Whelk-
(m, 1H), 3,61-3,69 (m, 1H), 3,57-3,69 0s, s, 30%
(m, 1H), 3,29 (br s, 1H), 3,15 (br d, METaHOJI
J=14,09 T'y, 1H), 2,52-2,56 (m, 2H), (BTOpUUHAs
2,00 (br d, J=5,99 Tn, 1H), 1,92 (d, obpaboTka
J=7,16T'ni, 4H) ¢dpakupn D)
933 (br s, 1H), 8,80-8,96 (m, 1H), SFC:
8,32-8,37 (m, 1H), 7,57 (t, J=7,49 'y, Chiralpak IC,
1H), 6,99 (dt, J/=2,02, 10,51 T, 1H), 15% metaHom
6,79 (br d, J=9,03 T'y, 1H), 5,87-5,94 (nmepBuyHast
274 DMSO-d,
(m, 1H), 3,96-4,08 (m, 2H), 3,80 (br s, OYHCTKA). -
1H), 3,70-3,78 (m, 1H), 3,55-3,69 (m, Regis Whelk-
1H), 3,40-3,53 (m, 1H), 3,15 (br d, Os, s, 30%
J=14,17 'y, 1H), 3,10 (br d, J=13,39 METaHOI
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T'w 1H), 2,51-2,55 (m, 2H), 1,92 (d,
J=1,16 T'y, 5H)

(BTOpHYHASL
obpaborka

¢bpakuuu D)

275

DMSO-ds

8,27 (br d, /=721 I'u, 1H), 7,47 (dd,
J=1,47, 1121 Ty, 1H), 734 (dd,
J=1,32, 10,67 T, 1H), 4,62-4,69 (m,
2H), 4,32-4,44 (m, 2H), 3,33-3,50 (m,
1H), 3,17 (br s, 1H), 2,96-3,11 (m,
2H), 2,77-2,85 (m, 1H), 2,66 (d,
J=4,59 Tu, 3H), 2,07-2,15 (m, 1H),
1,75-1,83 (m, 1H)

276

DMSO-d,

7,46 (t, J=9,25 I'm, 1H), 7,40 (,
J=8,98 T'n, 1H), 4,98-5,07 (m, 2H),
435-4.47 (m, 1 H), 3,63-3,73 (m, 2H),
3,56-3,62 (m, 4H), 3,38-3,54 (m, 2H),
3,22-3,37 (m, 2H), 3,17 (br s, 1H),
2,94-3,10 (m, 1H), 2,80 (dd, J=8,14,
12,57 Ty, 1H), 2,06-2,17 (m, 1H),
1,75-1,84 (m, 1H)

277

DMSO-ds

7,46 (dd, J=7,47, 11,13 'y, 1H), 7,38
(dd, J=7,32, 10,74 Ty, 1H), 4,84-4,94
(m, 2H), 4,35-4,44 (m, 1H), 3,51-3,66
(m, 2H), 3,23-3,41 (m, 2H), 2,94-3,11
(m, 4H), 2,80 (dd, /=8,21, 12,57 I'y,
2H), 2,29-2,47 (m, 1H), 2,02-2,18 (m,
2H), 1,96 (quin, J=6,83 T, 1H), 1,75~
1,86 (m, 1H)

278

DMSO-ds

7,46 (dd, J=7,47, 11,21 'y, 1H), 7,37
(dd, J=7,36, 10,78 T, 1H), 4,93-5,02
(m, 2H), 4,32-4,44 (m, 1H), 3,24-3,42
(m, 1H), 3,17 (br s, 1H), 3,11 (s, 6H),
2,94-3,06 (m, 1H), 2,88 (s, 1H), 2,79
(dd, J=8,21, 12,65 'y, 1H), 2,05-2,16
(m, 1H), 1,74-1,84 (m, 1H)

279

DMSO-ds

7,53 (dd, J=7,55, 11,13 'y, 1H), 7,39

SFC:
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(dd, /=743, 11,09 Ty, 1H), 5,51 (q,
J=6,98 T, 1H), 4,39-4,47 (dt, J=4,13,
7,94 T, 1H), 3,07-3,26 (m, 3H), 2,72-
2,81 (m, 7H), 2,52-2,56 (m, 1H), 2,10~
2,28 (m, 1H), 1,71-1,86 (m, 1H), 1,61
(d, J=7,01 T', 3H)

AHATUTHYECKA
sl KOJIOHKA
Chiralpak IC,
15% meranomn

¢ 0,2% DEA

280

DMSO-ds

7,53 (dd, /=7,55, 11,13 'y, 1H), 7,39
(dd, J=7,43, 11,09 Ty, 1H), 5,51 (q,
J=6,98 T, 1H), 4,39-4,47 (dt, J=4,13,
7,94 I'm, 1H), 3,07-3,26 (m, 3H), 2,72-
2,81 (m, 7H), 2,52-2,56 (m, 1H), 2,10-
2,28 (m, 1H), 1,71-1,86 (m, 1H), 1,61
(d, J=7,01 Ty, 3H)

SFC:
aHAJTUTHYEeCKa
51 KOJIOHKA
Chiralpak IC,
15% meranon
¢ 0,2% DEA

281

DMSO-d,

7.46 (dd, =747, 11,21 L'y, 1H), 7,37
(dd, J=7,36, 10,78 Ty, 1H), 4,99 (d,
J=2.34 Tn, 2H), 4,31-4,39 (m, 1H),
3,40-3,54 (m, 3H), 3,19-3,29 (m, 1H),
2,93-3,04 (m, 2H), 2,78 (dd, J=8,25,
12,53 T, 1H), 2,06-2,16 (m, 1H),
1,71-1,83 (m, 3H), 1,54-1,66 (m, 4H),
1,40-1,53 (m, 2H)

282

DMSO-ds

8,31-8,41 (m, 1H), 7,47 (dd, J=7,47,
11,21 T, 1H), 7,35 (dd, J=7,28, 10,70
I, 1H), 4,61-4,68 (m, 2H), 4,32-4,47
(m, 1H), 3,35-3,45 (m, 1H), 3,11-3,28
(m, 2H), 2,95-3,08 (m, 2H), 2,80 (dd,
J=8.68, 12,65 T'u, 1H), 2,03-2,18 (m,
1H), 1,99 (br s, 1H), 1,56-1,91 (m,
1H), 1,06 (t, J=7,24 T'w, 3H)

283

DMSO-ds

8,94 (s, 2H), 7,80 (d, J=1,09 T, 1H),
7,55 (d, J=8,39 I'm, 1H), 7,50 (d,
J=8,39 T, 1H), 5,54-5,62 (m, 2H),
4,44-4,57 (m, 1H),

3,45-3,56 (m, 2H), 3,07-3,13 (m, 1H),
2,81 (dd, J=8,56, 12,92 T'u, 1H), 2,52-

SFC:
QHAJINTHYECKA
s KOJIOHKA
Chiralpak AD-
H, 30%

METaAHOJI
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2,64 (m, 1H), 2,17 (s, 3H), 1,95-2,10
(m, 1H), 1,70-1,82 (m, 1H)

284

DMSO0-dq

8,04 (s, 2H), 7,91 (d, J=1,01 T, 1H),
7,46 (dd, J=1,56, 8,25 T, 1H), 7,39
(d, /=8,25 I'y, 1H), 5,60 (s, 2H), 4,42-
4,57 (m, 1H), 3,47-3,54 (m, 1H), 3,37-
3,46 (m, 1H), 3,04-3,11 (m, 1H), 2,79
(dd, J=8,52, 12,81 'y, 1H), 2,52-2,65
(m, 1H), 2,18 (s, 3H), 1,95-2,11 (m,
1H), 1,71-1,84 (m, 1H)

SFC:
aHATUTUYECKA
s KOJIOHKA
Chiralpak AD-
H, 30%

METAHOJI

285

DMSO-dg

742 (d, J=8,49 Tu, 1H), 7,38 (d,
J=2,02 Ty, 1H), 7,12-7,15 (m, 1H),
4,73-4,80 (m, 2H), 4,57-4,69 (m, 1H),
3,95 (t, J=7,71 Ty, 2H), 3,51-3,56 (m,
1H), 3,31-3,44 (m, 2H), 3,28 (br s,
1H), 3,17 (s, 1H), 2,99-3,10 (m, 1H),
2,95 (br dd, J=9,34, 12,61 Ty, 1H),
2,25-2,32 (m, 2H), 2,06-2,23 (m, 1H),
1,72-1,89 (m, 1H)

SFC:
QHAJIUTUYECKA
s KOJIOHKA
Chiralpak IC,

45% metaHON

286

DMSO-dg

747 (d, /21,95 T, 1H), 7,25 (d,
J=8,49 T', 1H), 7,13 (dd, J=1,95, 8,49
I, 1H), 4,72-4,79 (m, 2H), 4,58-4,70
(dt, /=4,59, 8,68 I'n, 1H), 4,23-4,29
(m, 1H), 3,94 (t, /=7,71 T'y, 1H), 3,51~
3,59 (m, 1H), 3,31-3,47 (m, 2H), 3,28
(br s, 1H), 3,17 (s, 1H), 3,01-3,12 (m,
1H), 2,96 (br dd, J=9,23, 12,65 'y,
2H), 2,13-2,31 (m, 1H), 1,79-1,89 (m,
1H)

SFC:
aHaIUTHYecKa
sl KOJIOHKA
Chiralpak IC,

45% meTaHoI

287

DMSO-ds

7,77 (d, J=1,01 T, 1H), 7,46-7,54 (m,
2H), 4,74-4,86 (m, 3H), 4,25-4,36 (m,
2H), 3,96 (t, J=7,71 Tu, 2H), 3,12-
3,29 (m, 3H), 3,01-3,09 (m, 2H), 2,30
(quin, J=7,69 ', 2H), 2,01-2,08 (m,
1H), 1,80-1,99 (m, 1H)

SFC:
QHAJINTUYECKA
1 KOJIOHKA
Chiralpak IC,

35% meTtaHOn
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288

DMSO-dg

7,86-7,92 (m, 1H), 7,46-7,52 (m, 1H),
733742 (m, 1H), 4,74-4,86 (m, 3H),
4,25-4.36 (m, 2H), 3,96 (t, J=7,71 Ty,
2H), 3,12-3,29 (m, 3H), 3,01-3,09 (m,
2H), 2,30 (quin, J=7,69 T, 2H), 2,01-
2,08 (m, 1H), 1,80-1,99 (m, 1H)

SFC:
aHAIUTHYECKA
s KOJIOHKA
Chiralpak IC,

35% MertaHON

289

DMSO-d

8,02 (s, 2H), 7,42 (dd, J=4,87, 8,68
Ty, 1H), 7,11 (dd, J=2,49, 9,26 Ty,
1H), 6,92 (ddd, J=2,57, 8,68, 10,08
I'w, 1H), 5,47-5,56 (m, 2H), 4,26-4,42
(m, 1H), 3,35-3,49 (m, 2H), 2,93-3,03
(m, 1H), 2,82-2,92 (m, 1H), 2,74 (dd,
J=8.60, 12,42 T, 1H), 1,97-2,12 (m,
1H), 1,64-1,82 (m, 1H)

SFC: Chiralcel
OD-H, 15%

U30MPOMaHOI

290

DMSO-d,

8,92 (s, 2H), 7,24 (dd, J=2,45, 9,77
Iy, 1H), 7,14 (dd, J=4,75, 8,72 T,
1H), 6,87 (ddd, J=2,49, 8,70, 9,91 T,
1H),5,51 (d, J=2,10 Ty, 2H), 4,27-
434 (m, 1H), 3,35-3,44 (m, 2H), 2,98-
3,06 (m, 1H), 2,83-2,93 (m, 1H), 2,78
(dd, J=8,60, 12,57 T'y, 1H), 1,99-2,09
(m, 1H), 1,64-1,79 (m, 1H)

SFC: Chiralcel
OD-H, 15%

H30IMPOIaHOI

291

500MI'yg
DMSO- ds

8,96 (s, 1H), 8,28 (br dd, /=1,95, 8,17
Iy, 1H), 7,36-7,50 (m, 1H), 7,32 (br d,
J=8,04 Ty, 1H), 7,05-7,20 (m, 2H),
6,98-7,05 (m, 1H), 5,47 (s, 2H), 3,3
(m, 1H), 2,83 (br t, J~10,06 ['y, 2H),
2,74 (br s, 1H), 2,60-2,67 (m, 1H),
1,79 (br d, J=8,30 T'u, 1H), 1,66 (br s,
1H), 1,51 (br d, J=10,77 Ty, 1H), 1,15
(br d, J=10,64 I', 1H)

292

500MI'g
DMSO- d¢

8,67 (d, J=1,66 'y, 1H), 8,02 (br d,
J=17,98 Ty, 3H), 7,77 (dd, J=1,97, 8,09
I 1H), 7,52 (d, J=7,77 Tu, 1H),
7,13-7,28 (m, 3H), 5,54 (s, 2H),
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3,57-3,65 (m, 1H), 3,45 (br s, 1H),
3,30 (br d, J=12,75 Ty, 1H), 3,18 (dd,
J=8,50, 12,44 T, 1H), 2,98-3,07 (m,
1H), 1,99 (br d, J=9,02 T'y, 1H), 1,83
(br s, 1H), 1,54-1,70 (m, 2H)

500MI'
DMSO- ds

9,23 (s, 1H), 8,48 (br d, J=5,71 I,
1H), 7,95 (br d, J=8,17 Ty, 1H), 7,88
(s, 1H), 7,79 (br d, J=5,58 T, 1H),
7,57 (br d, J=8,43 T'w, 1H), 7,44 (br d,
J=1,66 T, 1H), 7,17 (br d, J=7,91 T'wy,
1H), 7,08 (br t, J=7,46 I'w, 1H), 6,97-
7,04 (m, 1H), 5,49 (s, 2H), 2,78-2,95
(m, 2H), 2,53-2,72 (m, 2H), 1,82 (br d,
J=10,25 T'u, 2H), 1,68 (br s, 1H), 1,61
(brs, 1H), 1,18 (br d, J=9,73 T', 1H)

294

500MI'g
DMSO- d

8,05 (s, 1H), 7,67 (br d, J=7,92 Im,
1H), 7,46 (br d, J=7,78 T, 1H), 7,08
(br t, J=6,75 Ty, 1H), 6,92-7,03 (m,
3H), 6,59 (br d, .J=6,88 ', 1H), 5,83-
5,96 (m, 2H), 4,32 (s, 3H), 3,37-3,59
(m, 1H), 2,86-2,99 (m, 1H), 2,82 (brs,
1H), 2,53-2,76 (m, 1H), 1,78 (br s,
2H), 1,65 (br s, 1H), 1,58 (br s, 1H),
1,19 (br d, J=9,99 I', 1H)

295

500MI'g
DMSO- dg

9,03 (s, 1H), 8,29 (br d, J=6,74 I,
1H), 7,36-7,51 (m, 2H), 6,99-7,12 (m,
1H), 6,94 (d, J=3,94 T'u, 2H), 5,82-
5,99 (m, 1H), 4,03 (q, J/=7,15 I'y, 1H),
3,39 (br d, J=10,78 'y, 1H), 3,17 (br
d, J=12,65 Tu, 1H), 2,81-3,05 (m,
2H), 1,75-1,95 (m, 4H), 1,54-1,70 (m,
1H), 1,31-1,47 (m, 1H), 117 (,
J=7,10 T'y, 1H)

SFC:
Chiralpak IC,
20% meraHOI

¢ 0,2% DEA

296

500MI'g
DMSO- d

9,04 (d, J=1,55 I'L, 1H), 8,24-8,31 (m,
1H), 7,36-7,48 (m, 2H), 7,01-7,09 (m,

SFC:
Chiralpak IC,
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1H), 6,89-6,99 (m, 2H), 5,83-5,96 (m,
1H), 3,35-3,53 (m, 2H), 3,21 (br d,
J=12,13 T, 1H), 3,12 (br s, 1H), 2,77-
3,02 (m, 2H), 1,75-1,95 (m, 1H), 1,67
(br d, /=9,23 T, 1H), 1,29-1,46 (m,
1H).

20% meTtaHoJ

¢ 0,2% DEA

297

500MI'g
DMSO- ds

9,03 (d, J=1,55 T'n, 1H), 8,80 (br s,
3H), 8,36 (dd, J=2,07, 8,29 Tu, 1H),
7,66 (br d, J=8,29 Ty, 1H), 7,56 (d,
J=1,98 T, 1H), 7,39 (br s, 1H), 7,00-
7,15 (m, 2H), 6,04 (q, J=6,77 T'u, 1H),
4,92-5,05 (m, 1H), 3,84 (br d, J=12,75
I'm, 1H), 3,75 (br s, 1H), 3,62-3,71 (m,
1H), 3,32-3,54 (m, 1H), 3,06-3,30 (m,
1H), 2,77-3,05 (m, 1H), 2,53-2,75 (m,
1H), 2,27-2,47 (m, 1H), 1,91-2,02 (m,
4H).

SFC:
Chiralpak IC,
20% meTaHON

¢ 0,2% DEA

298

500MI'g
DMSO- ds

9,02 (d, J=1,45 I'n, 1H), 8,80 (br s,
3H), 8,35 (dd, J=2,18, 8,29 T'y, 1H),
7,63 (d, J=7,56 T, 1H), 7,58 (d,
J=7,48 Tu, 1H), 7,20-7,29 (m, 1H),
7,03-7,15 (m, 2H), 6,01 (q, J=6,91 'y,
1H), 4,90-5,02 (m, 1H), 3,91 (s, 1H),
3,87 (br s, 1H), 3,65-3,81 (m, 1H),
3,59-3,64 (m, 1H), 3,26 (br t, J=11,25
Iy, 1H), 2,32 (br d, J=3,84 Tny, 1H),
2,01 (d, J=7,05 'y, 4H)

SFC:
Chiralpak IC,
20% mMeTaHON
¢ 0,2% DEA

299

500MI'y
DMSO- ds

9,07 (d, J=1,55 I'L, 1H), 8,36-8,52 (m,
4H), 7,84 (d, J=8,19 T'u, 1H), 7,63 (d,
J=7,98 T, 1H), 7,28-7,39 (m, 1H),
7,21 (br d, J=3,63 T, 2H), 5,90 (br
dd, /=4,77, 10,47 ', 1H),

402 (br d, J=14,10 I'n, 1H), 3,89 (br
s, 1H), 3,59-3,81 (m, 1H), 3,33-3,54
(m, 2H), 3,10-3,32 (m, 2H), 2,56 (br

SFC:
Chiralpak IC,
25% mertaHON

¢ 0,2% DEA
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dd, =720, 13,73 ', 1H), 2,31 (qd,
J=7,03, 10,63 T'y, 1H), 2,08 (br s, 1H),
1,96-2,05 (m, 1H), 1,74 (br d, J/=8,60
Iy, 1H), 1,60 (br d, J=4,35 T'y, 1H),
0,59 (brt,J=7,15 I'y, 3H)

500MI'g
DMSO- dg

9,06 (d, /=1,56 Tu, 1H), 8,51 (br s,
3H), 8,38-8,48 (m, 1H), 7,79 (br d,
J=8,40 T, 1H), 7,61 (d, J=8,09 Twy,
1H), 7,26-7,34 (m, 1H), 7,13-7,22 (m,
2H), 5,71 (br dd, J=5,65, 9,80 I'n,
1H), 3,67-3,78 (m, 1H), 3,42-3,50 (m,
1H), 3,16 (s, 1H), 3,10 (br s, 1H),
2,55-2,69 (m, 1H), 2,26-2,45 (m, 2H),
1,98-2,12 (m, 1H), 1,86 (br s, 2H),
1,65 (br s, 1H), 1,10-1,31 (m, 1H),
0,64-0,71 (m, 3H).

SEC:
Chiralpak IC,
25% mMeraHon
¢ 0,2% DEA

500MTI'g
DMSO-ds

8,87 (s, 2H), 8,40 (br s, 2H), 7,53 (dd,
J=7,43, 11,02 I'y, 1H), 7,39 (t, J=8,98
Ty, 1H), 5,50-5,60 (m, 2H), 4,72-4,84
(m, 1H), 3,62-3,75 (m, 1H), 3,42-3,59
(m, 1H), 3,17-3,29 (m, 1H), 2,95-3,08
(m, 2H), 2,13-2,20 (m, 1H), 1,73-1,82
(m, 1H)

302

500MI'g
DMSO-ds

7.85 (s, 1H), 7,77 (d, J=7,71 T, 1H),
7.49-7,56 (m, 2H), 7,44 (d, J=8,32 'y,
1H), 7,20 (¢, J=8,97 Ty, 1H), 5,83 (q,
J=1,08 Tu, 1H), 4,36-4,46 (m, 1H),
4,03-4,16 (m, 1H), 3,35-3,39 (m, 1H),
3,14-3,19 (m, 1H), 2,99-3,13 (m, 1H),
2,78-2,92 (m, 1H), 2,08-2,20 (m, 1H),
1,76-1,94 (m, 4H)

303

500MI'g
DMSO0-ds

8,88 (s, 2H), 7,50 (dd, J=7,43, 11,09
Iy, 1H), 7,38 (t, J=8,94 Ty, 1H), 5,49-
5,58 (m, 2H), 4,45- 4,54 (dt, J=4,55,
8,66 T, 1H), 3,43-3,61 (m, 1H), 3,38-
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3,42 (m, 1H), 3,05-3,24 (m, 1H), 2,95~
3,03 (m, 1H), 2,86 (dd, J=9,19, 12,61
Ty 1H), 1,98-2,11 (m, 1H), 1,66-1,76
(m, 1H)

304

500MI'g
DMSO-ds

8,50 (d, J=2,88 Tu, IH), 7,73 (dt,
J=2,96, 8,72 Tu, IH), 7,48 (dd,
J=7.47, 11,21 T, 1H), 7,30-7,38 (m,
2H), 5,36-5,43 (m, 2H), 4,65-4,82 (m,
1H), 6 3,16-3,29 (m, 2H), 3,04-3,14
(m, 1H), 2,88-3,00 (m, 2H), 1,94-2,01
(m, 1H), 1,80-1,92 (m, 1H).

305

500MI'g
DMSO-ds

8.88 (s, 2H), 7,65 (s, 1H), 7,58 (d,
J=8,43 T, 1H), 7,41 (dd, J=1,25, 8,33
Iy, 1H), 5,59-5,67 (m, 2H), 4,66-4,73
(m, 1H), 3,24-3,30 (m, 2H), 3,07-3,18
(m, 1H), 2,83-2,99 (m, 2H), 1,92-2,00
(m, 1H), 1,75-1,90 (m, 1H).

SFC:
Chiralpak AD-
H, 25%

METAaHOI

306

500MI'x
DMSO-ds

8,88 (s, 2H), 7,75 (s, 1H), 7,36 (s, 2H),
5,55-5,64 (m, 2H), 4,70-4,76-4,81 (m,
1H), 3,24-3,31 (m, 2H), 3,08-3,18 (m,
1H), 2,86-3,00 (m, 2H), 1,93-2,03 (m,
1H), 1,76-1,92 (m, 1H).

SFC:
Chiralpak AD-
H, 25%

METAaHOI

307

500MI'g
DMSO-ds

8,46-8,51 (m, 1H), 7,74 (t, J=8,73 I',
1H), 7,51 (t, J=9,21 'y, 1H), 7,41 (d,
J=8,81 T, 1H), 7,34 (¢, J=9,19 I
1H), 5,40-5,47 (m, 2H), 3,50 (br d,
J=12,46 T, 1H), 3,15-3,23 (m, 1H),
3,10 (td, J=4,45, 16,87 ', 1H), 2,97~
3,02 (m, 1H), 2,52-2,59 (m, 1H), 2,18-
2,29 (m, 1H), 1,98-2,11 (m, 1H).

308

S500MI'g
DMSO-ds

7,63 (s, 1H), 7,56 (d, J=8,25 I', 1H),
7,41 (dd, J=1,28, 8,29 T'y, 1H), 4,76-
4,89 (m, 3H), 4,26-4,33 (m, 2H), 3,96
(t, J=7,75 T, 2H), 3,15-3,29 (m, 2H),
2,97-3,13 (m, 2H), 2,30 (td, J=7,66,

SFC:
Chiralpak IC,

15% meraHon
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15,43 T, 2H), 1,90-2,09 (m, 1H)

309

500MI'
DMSO-dg

7,73 (s, 1H), 741 (s, 2H), 4,75-4,88
(m, 3H), 4,24-434 (m, 2H), 3,95 (t,
J=7,71 Tu, 2H), 3,14-3,28 (m, 3H),
2,98-3,12 (m, 2H), 2,29 (td, J=7,69,
15,45 T, 2H), 1,91-2,09 (m, 2H)

SFC:
Chiralpak IC,

15% meraHOI

310

500MI'g
DMSO-ds

7,45 (dd, /=747, 11,13 'y, 1H), 7,37
(dd, J=7,32, 10,74 I'y, 1H), 4,77-4,86
(m, 2H), 4,32-4,46 (m, 1H), 3,59-3,67
(m, 2H), 2,94-3,12 (m, 2H), 2,78 (dd,
J=8,29, 12,57 T'y, 1H), 2,00-2,13 (m,
1H), 1,84-1,94 (m, 3H), 1,71-1,84 (m,
4H), 1,35 (d, J=2,96 ', 6H).

500MI 1
MeOD

8,86 (s, 1H), 8,14-8,20 (m, 1H), 7,48
(br dd, J=5,06, 8,69 I'n, 1H), 7,43 (br
d, J=8,30 T, 1H), 6,93-7,01 (m, 2H),
5,46-5,58 (m, 2H), 3,94-4,01 (m, 1H),
3,34-3,48 (m, 3H), 3,20-3,26 (m, 1H),
3,09 (br dd, J=5,32, 12,07 I'y, 1H),
1,87 (¢, J=5,71 T, 2H)

Cel2, 20%
MeOH, 0,2%
DEA, nuk 1

312

500MTI 1
MeOD

3,86 (s, 1H), 8,16 (br dd, J=1,95, 8,17
[y, 1H), 7,42 (br d, J=8,56 T'u, 1H),
7,21 (br dd, J=2,34, 9,34 T, 1H), 7,11
(br dd, J=4,54, 8,69 T, 1H), 6,86-6,94
(m, 1H), 5,48-5,58 (m, 2H), 3,95-4,06
(m, 1H), 3,35-3,52 (m, 3H), 3,11-3,20
(m, 1H), 1,81-1,92 (m, 2H)

Cel2, 20%
MeOH, 0,2%
DEA, nuk 2

313

400MI'y
de-DMSO

8.45 (br s, 2H), 7,89 (d, J=8,40 I,
2H), 7,55-7,64 (m, 3H), 731 (t
J=7,62 Tu, 1H), 7,18 (t, /7,62 Tn,
1H), 7,08 (d, J=8,19 T'u, 1H), 5,98 (q,
J=6,98 T, 1H), 3,64-3,74 (m, 2H),
3,44-3,51 (m, 1H), 3,31-3,38 (m, 1H),
3,11-3,20 (m, 1H), 1,96-2,05 (m, 2H),
1,93 (d, J=7,05 I'y, 3H), 1,64-1,79 (m,

Chiralpak IC,
30% IPA,

nuK 1
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2H)

314

400MI'g
d¢-DMSO

8,40 (br s, 3H), 7,85 (d, J=8,50 Tn,
2H), 7,55-7,61 (m, 1H), 7,52 (d,
J=8,29 T, 2H), 7,25 (br t, J=7,62 Ty,
1H), 7,04-7,15 (m, 2H), 589 (q,
J=7,05 T, 1H), 3,72-3,78 (m, 2H),
3,31-3,38 (m, 2H), 3,13-3,22 (m, 1H),
2,02-2,08 (m, 1H), 2,00 (d, J=7,05 I'y,
3H), 1,89-1,97 (m, 1H), 1,62-1,79 (m,
2H)

Chiralpak IC,
30% IPA,

K 2

400MI'g
de-DMSO

8,43 (br s, 3H), 7,97 (dd, J=1,14,
10,06 Iy, 1H), 7,70 (d, J=7,59 T,
1H), 7,58 (d, J=7,88 T'u, 1H), 7,39-
7.48 (m, 1H), 7,23-7,38 (m, 3H), 5,52-
5,65 (m, 2H), 3,79 (br d, J=10,16 Ty,
1H), 3,34-3,51 (m, 3H), 3,11-3,22 (m,
1H), 1,95-2,04 (m, 1H), 1,83-1,95 (m,
1H), 1,58-1,75 (m, 2H)

316

400MI'y
ds-DMSO

8,55 (br s, 3H), 7,60 (d, J=7,77 T,
1H), 7,45 (d, J=7,92 Tw, 2H), 7,27-
7,39 (m, SH), 5,47-5,62 (m, 2H), 3,92
(br d, J=10,37 T, 1H), 3,64-3,74 (m,
1H), 3,41-3,53 (m, 2H), 3,18-3,29 (m,
1H), 1,96-2,05 (m, 1H), 1,86-1,96 (m,
1H), 1,57-1,76 (m, 2H)

317

400MI'y
de-DMSO

8,67 (br s, 3H), 7,87 (d, J=8,40 I,
2H), 7,51-7,62 (m, 3H), 7.26 (,
J=17,00 T, 1H), 7,04-7,17 (m, 2H),
5,94-6,01 (m, 1H), 5,10-5,30 (m, 1H),
3,84-3.97 (m, 1H), 3,57-3,68 (m, 2H),
3,23-3.37 (m, 2H), 2,18-2,29 (m, 1H),
2,07-2,18 (m, 1H), 1,95 (d, J=7,05 I'y,
3H)

Chiralpak IC,
25% IPA,

nuk 1

400MI'1
ds-DMSO

8,85 (br s, 3H), 7,85 (d, J=8,40 T'n,
2H), 7,52-7,63 (m, 3H), 7,22-7,35 (m,

Chiralpak IC,
25% IPA,
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1H), 7,06-7,18 (m, 2H), 594 (q,
J=7,05 T'y, 1H), 5,13-5,34 (m, 1H),
3,83-4,00 (m, 1H), 3,72-3,80 (m, 1H),
3,51-3,61 (m, 1H), 3,40 (br s, 2H),
2,24 (br d, J=2,38 Ty, 2H), 1,99-2,05
(m, 3H)

K 2

319

400MI'y
de-DMSO

8,83 (br s, 3H), 7,87 (d, J=8,40 I'L,
2H), 7,53-7,62 (m, 3H), 728 (t,
J=7,06 T, 1H), 7,14 (¢, J=7.77 I,
1H), 7,05 (d, J=8,09 T'u, 1H), 5,98 (q,
J=6,88 Tu, 1H), 4,89-5,11 (m, 1H),
3,87 (br d, J=12,75 'y, 1H), 3,78 (br
d, J=6,84 T, 1H), 3,42-3,61 (m, 2H),
3,18-3,29 (m, 1H), 2,29-2,38 (m, 1H),
1,98-2,07 (m, 1H), 1,95 (d, J=6,95 T'ny,
3H)

Chiralpak IC,
25% IPA,

nuk 1

320

400MI'y
de-DMSO

8,86 (br s, 3H), 7,85 (d, J=8,40 Tn,
2H), 7,50-7,61 (m, 3H), 7.25 (,
J=1,52 Ty, 1H), 7,04-7,15 (m, 2H),
5,94 (q, J=6,81 T'n, 1H), 4,87-5,09 (m,
1H), 3,91 (br d, J=12,75 Ty, 1H), 3,79
(br s, 1H), 3,47-3,55 (m, 1H), 3,35-
3,44 (m, 1H), 3,22-3,31 (m, 1H), 2,27~
2,38 (m, 1H), 2,02-2,08 (m, 1H), 1,99
(d, J=7,15 I'y, 3H)

Chiralpak IC,
25% IPA,

K 2

321

400MI'y
de-DMSO

3,48 (br s, 3H), 8,21 (d, J=1,45 I,
1H), 7,84 (dd, J=1,45, 8,09 I'u, 1H),
7,61 (d, J=7,98 ', 1H), 7,31-7,45 (m,
2H), 7,19-7,29 (m, 2H), 5,45-5,60 (m,
2H), 3,73-3,82 (m, 1H), 3,42-3,54 (m,
2H), 3,34 (br d, J=13,06 I'w, 1H), 3,17
(br t, J=9,43 Ty, 1H), 1,95-2,06 (m,
1H), 1,83-1,94 (m, 1H), 1,59-1,78 (m,
2H)

322

600MI 11

7,91 (d, J=8,49 ', 2H), 7,48-7,56 (m,

SFC: Chiralcel
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DMSO-ds | 2H), 7,19 (dd, J/=7,32, 10,90 I'yy, 1H), 0OJ-H, 15%
5,88 (q, /=7,06 T'u, 1H), 4,32-4,48 (m, METaHOJI
1H), 3,35-3,41 (m, 1H), 3,24-3,28 (m,
1H), 3,17-3,22 (m, 3H), 2,99-3,09 (m,
1H), 2,87 (dd, J=8,52, 12,50 I'y, 1H),
2,51-2,57 (m, 1H), 2,08-2,19 (m, 1H),
1,98 (br d, /=7,08 I'y, 1H), 1,74-1,90
(m, 1H)
7,90 (d, /=791 T'y, 2H), 7,47-7,56 (m,
2H), 7,20 (dd, J=7,28, 10,86 'y, 1H),
5,88 (q, J=7,06 T'w, 1H), 4,32-4,41 (m, .
) SFC: Chiralcel
600MI 1 1H), 3,36-3,43 (m, 1H), 3,16-3,27 (m,
323 0J-H, 15%
DMSO-dg | 1H), 2,99-3,13 (m, 1H), 2,80 (dd,
METaHOI
J=8,56, 12,46 T'u, 1H), 2,51-2,62 (m,
1H), 2,08-2,26 (m, 1H), 1,93 (d,
J=1,16 T, 3H), 1,79-1,91 (m, 1H)
7,74 (d, J=7,73 Ty, 1H), 7,42-7,52 (m,
3H), 7,33-741 (m, 2H), 587 (q,
) SFC:
J=7,14 Tu, 1H), 4,31-442 (m, 1H), )
600MTI 1t Chiralpak AD-
324 3,20-3,27 (m, 1H), 3,17 (s, 1H), 2,91- )
DMSO-dg H, 10%
3,00 (m, 2H), 2,78 (dd, J=8,88, 12,30
METAHOJ
T, 1H), 1,99-2,14 (m, 1H), 1,94 (d,
J=7,24 T, 4H), 1,69-1,87 (m, 1H)
7,72 (d, /=801 I'y, 1H), 7,51 (dd,
J=7,67, 11,00 T, 1H), 7,41-7,46 (m,
2H), 7,32-7,40 (m, 2H), 5,87 (q, SFC
J=7,11 Tu, 1H), 431-4,41 (m, 1H), ) h
600MTI' Chiralpak AD-
325 3,25-3,40 (m, 1H), 3,17 (s, 1H), 3,11 ,
DMSO-ds H, 10%
(br d, J=12,61 T'y, 1H), 2,92-3,07 (m,
METAHOJI
1H), 2,74 (dd, J=8,99, 12,34 I'uy, 1H),
2,01-2,17 (m, 1H), 1,94 (d, J=7,16 Ty,
4H), 1,71-1,89 (m, 1H)
7,52 (dd, J=7,63, 11,06 I'y, 1H), 7,33- SFC:
600MT 1t .
326 7,39 (m, 3H), 7,19 (dd, J=7,28, 10,94 Chiralpak AD-
DMSO-ds
Ty, 1H), 7,08-7,15 (m, 1H), 5,74-5,82 H, 10%
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(m, 1H), 4,34-4,45(m, 1H), 3,35-3,42 METaHOJ
(m, 1H), 2,97-3,08 (m, 2H), 2,86 (dd,
J=8,68, 12,42 T'u, 1H), 2,05-2,20 (m,
1H), 1,78-1,96 (m, SH)
7,52 (dd, J=7,59, 11,09 T, 1H), 7,34-
7,38 (m, 3H), 7,19 (dd, J=7,32, 10,90
I'w, 1H), 7,08-7,16 (m, 1H), 5,73-5,82 SFC:
600MT | (m, 1H), 4,35-4,45(m, 1H), 3,34-3,43 Chiralpak AD-
27 DMSO-ds | (m, 2H), 3,21-3,28 (m, 1H), 3,00-3,10 H, 10%
(m, 1H), 2,81 (dd, J=8,52, 12,42 I'yy, METaHOJ
1H), 2,07-2,21 (m, 1H), 1,78-1,96 (m,
SH)
7,77 (s, 1H), 7,41-7,54 (m, 4H), 5,83
(q, J=7,14 Ty, 1H), 4,28-4,40 (m, 1H), SFC: xonoHka
1 600MI'y | 3,10 (br d, J=12,38 T, 1H), 2,90-3,04 Chiralcel OD-
DMSO-ds | (m, 2H), 2,72 (dd, J=8,87, 12,30 T, H, 10%
1H), 2,00-2,16 (m, 1H), 1,95 (d, M30IPOTIAHOI
J=7,16 T, 3H), 1,68-1,87 (m, 2H)
7,79 (s, 1H), 7,42-7,54 (m, 4H), 5,84
(q, /=7,14 Ty, 1H), 4,27-4,41 (m, 1H), SFC: konoHka
. 600MI't | 3,16-3,27 (m, 1H), 2,87-3,00 (m, 2H), Chiralcel OD-
2 DMSO-ds | 2,78 (dd, J=9,03, 12,38 I'y, 1H), 2,00- H, 10%
2,13 (m, 1H), 1,95 (d, J=7,16 I'y, 3H), H30IIPOTIAHON
1,69-1,86 (m, 2H)
7,75-7,80 (m, 1H), 7,48 (dd, J=7,63,
11,06 T'w, 1H), 7,26 (dd, J=7,28, 11,02
Iy, 1H), 7,14-7,20 (m, 2H), 5,89 (q, SEC: 15
600MTy | J=6,95 T, 1H), 4,40-4.47 (m, 1H), Chiralpak AD-
330 DMSO-ds | 4,33-4,39 (m, 1H), 3,27-3,30 (m, 2H), O, 15%
2,94-3,01 (m, 2H), 2,86 (dd, J=8,95, M30IIPOTIAHOI
12,46 Tu, 1H), 2,02-2,14 (m, 1H),
1,85-2,00 (m, SH)
600MI 7,74-7.82 (m, 1H), 748 (dd, J=7,67, SFC: 15
331 11,09 T'w, 1H), 7,26 (dd, J=7,32, 11,05 Chiralpak AD-
DMSO-d
I'w, 1H), 7,14-7,20 (m, 2H), 5,88 (q, H, 15%
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J=7,11 Ty, 1H), 4,34-448 (m, 1H),
3,28-3,39 (m, 1H), 323 (br dd,
J=5,41, 7,43 T, 2H), 3,03-3,13 (m,
1H), 2,78 (dd, J=8,37, 12,42 Ty, 1H),
2,07-2,22 (m, 1H), 1,94 (d, J=7,16 'L,
3H), 1,64-1,86 (m, 1H)

H30MPOIIaHOJ

7,57 (s, 1H), 7,59 (d, J=11,19 Ty, 1H),
7,52 (dd, /=7,59, 11,09 Ty, 1H), 7,26
(dd, J=7,28, 10,94 Tu, 1H), 7,10 (d,

SFC: xonmoHka

. 600MI'n |.J=8,54 'y, 1H), 5,77 (q, J=7,16 I'y, Chiralpak AD-
DMSO-ds | 1H), 4,32-4,45 (m, 1H), 3,24-3,38 (m, H 25 cm, 20%
1H), 2,96-3,09 (m, 2H), 2,85 (dd, H30MPONAaHOIN
J=8,56, 12,46 T, 1H), 2,05-2,21 (m,
1H), 1,77-1,94 (m, 5H)
7,51-7,61 (m, 3H), 7,26 (t, J=9,06 I'y,
1H), 7,10 (d, J=8,29 Tu, 1H), 5,74- SFC: xonoHka
333 600MI'y | 5,81 (m, 1H), 4,31-4,45 (m, 1H), 3,21- Chiralpak AD-
DMSO-ds | 3,28 (m, 1H), 2,98-3,12 (m, 2H), 2,80 H 25 e, 20%
(dd, J=8,49, 12,46 I'u, 1H), 2,09-2,20 M30TIPOTIAHOI
(m, 1H), 1,78-1,93 (m, 5H)
7,62 (ddd, J=3,15, 5,99, 9,15 T'yy, 1H),
7,48 (dd, J=7,59, 11,09 T'u, 1H), 7,35
(dd, J=7,32, 11,05 I'y, 1H), 7,13-7,25 SFC:
334 600MIn | (m, 2H), 591 (q, J=7,14 TI'y, 1H), Chiralpak AD-
DMSO-ds | 4,32-4,44 (m, 1H), 3,25-3,29 (m, 1H), H, 15%
2,92-3,03 (m, 2H), 2,87 (dd, J=8,84, M30MPOIIAHOI
12,26 Tu, 1H), 1,99-2,14 (m, 1H),
1,86-1,96 (m, SH), 1,83 (br's, 1H)
7,72 (d, J=8,17 T'y, 2H), 7,53 (dd,
J=1,55, 10,90 T, 1H), 7,45 (br d,
J=7,08 Tu, 2H), 7,17 (t, J=8,84 Ty, _ SFC:
335 000MI 1H), 5,87 (q, J=6,95 T, 1H), 4,31- Chiralpak AD-
DMSO-ds H, 15%
4,40 (m, 1H), 3,35-3,41 (m, 2H), 3,21~
H30MPONAHOI

3,26 (m, 1H), 3,17 (s, 1H), 2,97-3,10
(m, 2H), 2,77-2,94 (m, 1H), 2,02-2,18
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(m, 1H), 1,93 (d, J=7,16 'y, 3H),
1,72-1,90 (m, 3H)

336

600MI 11
DMSO-ds

7,72 (d, J=8,17 Ty, 2H), 7,53 (dd,
J=7,55, 10,90 T, 1H), 7,45 (br d,
J=7,08 T, 2H), 7,17 (t, J=8,84 T,
1H), 5,87 (q, J=6,95 I'u, 1H), 4,31-
4,45 (m, 1H), 3,21-3,26 (m, 1H), 3,17
(s, 1H), 2,97-3,10 (m, 1H), 2,77-2,94
(m, 1H), 2,02-2,18 (m, 1H), 1,93 (d,
J=1,16 T, 3H), 1,72-1,90 (m, 2H)

SFC: Regis
Whelk-O s, s,

15% meraHOI

600MI 't
DMSO-ds

7,51 (dd, J=7,59, 10,78 T, 1H), 7,32-
7,39 (m, 4H), 7,15 (dd, J=7,32, 10,90
I'w 1H), 581 (q, J=7,08 Tu, 1H),
434-4.45 (m, 1H), 3,22-3,39 (m, 1),
2,96-3,12 (m, 2H), 2,77-2,94 (m, 1H),
2,07-2,19 (m, 1H), 1,78-1,93 (m, 5H)

SFC: Regis
Whelk-O s, s,

15% meranoun

338

600MI'1t
DMSO-ds

8,87 (s, 2H), 7,48 (dd, J=7,47, 11,13
I'u, 1H), 7,37 (dd, J=7,32, 10,74 T,
1H), 5,39-5,55 (m, 2H), 4,68-4,77 (m,
1H), 3,14-3,28 (m, 1H), 3,01-3,11 (m,
1H), 2,83-2,94 (m, 2H), 1,88-2,01 (m,
1H), 1,69-1,87 (m, 1H), 1,63 (br s,
1H)

339

600MI 11
DMSO-ds

8,50 (d, J=2,88 I'm, 1H), 7,73 (dt,
J=2,96, 872 Tm, 1H), 7,48 (dd,
J=1,47, 11,21 T'u, 1H), 7,30-7,38 (m,
2H), 5,36-5,43 (m, 2H), 4,75-4,82 (m,
1H), 4,65-4,74 (m, 1H), 3,16-3,29 (m,
1H), 3,04-3,14 (m, 1H), 2,88-3,00 (m,
2H), 1,94-2,01 (m, 1H), 1,80-1,92 (m,
1H), 1,59 (br s, 1H)

600MT 't
DMSO0-dg

8,12 (d, J=2,26 T'y, 1H), 7,71 (dd,
J=2,26, 849 Ty 1H), 7,54 (dd,
J=7.47, 11,06 Ty, 1H), 7,36 (t, J=8,91
I'n, 1H), 6,97 (d, J=8,56 Ty, 1H),
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5,45-5,54 (m, 3H), 4,36-4,43 (m, 1H),
428-435 (m, 1H), 3,27-3,35 (m, 1H),
3,17 (s, 1H), 2,99-3,07 (m, 1H), 2,86-
2,98 (m, 1H), 2,76 (dd, J=8,68, 12,57
T, 1H), 2,01-2,17 (m, 1H), 1,66-1,82
(m, 1H)

600MI '
DMSO-ds

8,12 (d, J=2,26 Ty, 1H), 7,71 (dd,
J=226, 8,49 Tu IH), 7,54 (dd,
J=1,47, 11,06 T, 1H), 7,36 (t, J=8,91
I'm, 1H), 6,97 (d, J=8,56 I'u, 1H),
5,45-5,54 (m, 2H), 4,28-4,43 (m, 1H),
3,27-3.35 (m, 1H), 3,17 (s, 1H), 2,99-
3,07 (m, 1H), 2,86-2,98 (m, 1H), 2,76
(dd, J=8,68, 12,57 I'y, 1H), 2,01-2,17
(m, 1H), 1,66-1,82 (m, 1H)

600MI'x
DMSO-ds

7,80 (s, 1H), 7,65 (dd, J=1,44, 7,98
Ty, 1H), 7,49-7,57 (m, 1H), 7,38 (s,
1H), 7,32 (dd, J=7,24, 10,67 I'w, 1H),
6,97 (d, J=8,02 ', 1H), 5,33-5,40 (m,
2H), 4,29-4,42 (m, 1H),

3,36-3,45 (m, 1H), 3,16-3,28 (m, 1H),
2,98-3,05 (m, 1H), 2,86-2,95 (m, 1H),
2,76 (dd, J=8,72, 12,61 T, 1H), 1,98-
2,10 (m, 1H), 1,65-1,79 (m, 1H)

w
=
sy

600MI 11
DMSO-ds

7,51-7,59 (m, 2H), 7,44 (dd, J=2,57,
8,56 I'y, 1H), 7,37 (dd, J=7,28, 10,70
I'm, 1H), 6,89 (d, J=2,49 Tu, 1H),
5,31-5,38 (m, 2H), 4,29-4,41 (m, 1H),
3,35-3,46 (m, 1H), 3,25-3,29 (m, 1H),
2,99-3.05 (m, 1H), 2,85-2,96 (m, 1H),
2,77 (dd, J=8,64, 12,53 I'y, 1H), 1,91~
2,09 (m, 1H), 1,65-1,76 (m, 1H)

344

600MI '
DMSO-ds

7,48-7,56 (m, 3H), 7,39 (dd, J=7.32,
10,67 T, 1H), 7,24 (d, J=8,25 I'y,
2H), 5,33-5,42 (m, 2H), 4,31-4,43 (m,
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1H), 3,43 (ddd, /=339, 7,07, 8,86 I',
1H), 3,36-3,39 (m, 1H), 3,17 (d,
J=4,75 Tu, 1H), 2,92-3,08 (m, 1H),
2,81 (dd, J=8,56, 12,61 T'y, 1H), 1,98-
2,11 (m, 1H), 1,93 (t, J=18,84 Iy,
3H), 1,63-1,87 (m, 1H)

600MI '
DMSO-ds

7,74 (s, 1H), 7,52-7,60 (m, 2H), 7,22
(dd, J=7,36, 10,63 T, 1H), 6,68 (d,
J=8,02 T, 1H), 5,31-5,40 (m, 2H),
4,09-4,41 (m, 1H),

3,36-3,45 (m, 1H), 3,15-3,24 (m, 1H),
3,00-3,07 (m, 1H), 2,87-2,98 (m, 1H),
2,78 (dd, J=8,33, 12,61 T, 1H), 2,34-
2,39 (m, 3H), 1,98-2,10 (m, 1H), 1,61-
1,79 (m, 1H)

600MI'x
DMSO-ds

8,16 (d, J=1,63 'y, 1H), 7,75 (dd,
J=1,60, 806 Tu, I1H), 7,55 (dd,
J=1,43, 11,00 T'm, 1H), 737 (dd,
J=1,32, 10,67 ', 1H), 6,89 (d, J=8,10
I, 1H), 5,38-5,46 (m, 2H), 4,29-4,40
(m, 1H), 3,26 (br s, 2H), 2,98-3,06 (m,
1H), 2,83-2,97 (m, 1H), 2,75 (dd,
J=8.60, 12,57 T, 1H), 1,98-2,16 (m,
1H), 1,62-1,79 (m, 1H)

347

600MI'1t
DMSO-dg

8,12 (d, J=2,26 T'y, 1H), 7,71 (dd,
J=226, 849 Tu, 1H), 7,54 (dd,
J=7,44, 11,09 Tu, 1H), 7,36 (dd,
J=1,28, 10,70 I'w, 1H), 6,97 (d, J=8,56
I'w, 1H), 5,46-5,53 (m, 2H), 4,24-4,43
(m, 1H), 3,09-3,24 (m, 2H), 2,99-3,06
(m, 1H), 2,83-2,98 (m, 1H), 2,76 (dd,
J=8,60, 12,57 I'u, 1H), 2,02-2,10 (m,
1H), 1,67-1,86 (m, 1H)

348

600MI '
DMSO-ds

7,51 (dd, J=7,47, 11,21 T, 1H), 7,35-
7,42 (m, 1H), 7,15-7,28 (m, 4H), 6,86
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(d, /=7,65 I'y, 1H), 5,30 (s, 2H), 4,19-
4,43 (m, 1H), 3,37-3,49 (m, 2H), 2,98-
3,09 (m, 1H), 2,89-2,97 (m, 1H), 2,78
(dd, J=8,80, 12,61 Ty, 1H), 1,95-2,09
(m, 1H), 1,65-1,83 (m, 1H)

600MI 11
DMSO-dg

744-752 (m, 3H), 7,36 (t, J=8,95 I'n,
1H), 7,09 (ddd, J=2,18, 4,63, 8,52 T'w,
1H), 5,28-5,35 (m, 2H), 4,27-4,47 (m,
1H), 3,38-3,47 (m, 1H), 3,09-3,23 (m,
1H), 2,93-3,07 (m, 2H), 2,80 (dd,
J=8,60, 12,57 I'u, 1H), 2,00-2,14 (m,
1H), 1,69-1,88 (m, 1H)

350

600MT 1t
DMSO-dq

7,49 (dd, J=7,43, 11,17 L'y, 1H), 7,25
(dd, J=7,32, 10,67 Ty, 1H), 7,14 (d,
J=1,95 T, 1H), 6,93 (dd, J=1,95, 8,17
'y, 1H), 6,71 (d, J=8,17 T'y, 1H), 5,18
(s, 2H), 4,24-443 (m, 1H), 3,84 (s,
3H), 3,36-3,48 (m, 1H), 3,11-3,28 (m,
1H), 2,97-3,06 (m, 1H), 2,89-2,97 (m,
1H), 2,77 (dd, J=8,80, 12,61 ', 1H),
1,96-2,09 (m, 1H), 1,64-1,82 (m, 1H)

600MI 't
DMSO-dg

7,50 (dd, J=7,47, 11,13 T'u, 1H), 7,39
(dd, J=7,24, 10,74 T'u, 1H), 7,29 (4,
J=9,79 Ty, 1H), 7,00-7,08 (m, 2H),
5,34 (s, 2H), 4,29-4.45 (m, 1H), 3,37-
3,50 (m, 2H), 2,99-3,07 (m, 1H), 2,90-
2,98 (m, 1H), 2,78 (dd, J=8,64, 12,53
T, 1H), 2,04-2,12 (m, 1H), 1,69-1,87
(m, 1H)

352

600MI 't
DMSO-ds

7,84 (d, J=7,55 I'y, 1H), 7,51-7,61 (m,
3H), 7,30 (t, J=8,69 I'n, 1H), 6,75 (d,
J=171 Tu, 1H), 545 (s, 2H), 4,22
439 (m, 1H), 3,34-3,42 (m, 1H), 3,22-
3,28 (m, 1H), 2,95-3,09 (m, 1H), 2,83~
2,92 (m, 1H), 2,62-2,78 (m, 1H), 1,89-
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2,03 (m, 1H), 1,58-1,74 (m, 1H)

353

600MI 11
DMSO0-dq

7,91 (dd, J=1,01, 7,71 Ty, 1H), 7,64
(dt, J=1,21, 7,73 Tu, 1H), 7,49-7,56
(m, 2H), 7,33 (dd, J=7.28, 10,70 Iy,
1H), 6,98 (d, J=7,86 'y, 1H), 5,49-
5,55 (m, 2H), 4,26-4,42 (m, 1H), 3,36-
3,46 (m, 1H), 3,09-3,26 (m, 1H), 2,99-
3,07 (m, 1H), 2,86-2,96 (m, 1H), 2,77
(dd, J=8,68, 12,57 'y, 1H), 1,92-2,09
(m, 1H), 1,64-1,82 (m, 1H)

354

600MI'
DMSO-ds

7,54 (s, 1H), 7,51-7,53 (m, 1H), 7,35
(dt, /=1,56, 7,67 T, 1H), 7,23-7,31
(m, 2H), 6,78-6,82 (m, 1H), 5,32-5,40
(m, 2H), 4,24-4,44 (m, 1H), 3,36-3,51
(m, 1H), 2,99-3,14 (m, 1H), 2,87-2,96
(m, 1H), 2,77 (dd, J=8,60, 12,57 I'y,
1H), 2,00-2,07 (m, 1H), 1,85-1,98 (m,
1H), 1,65-1,78 (m, 1H)

355

600MI'1t
DMSO-ds

7,50-7,57 (m, 2H), 7,29 (t, J=9,13 I'L,
1H), 7,17 (dt, J=2,65, 8,49 T, 1H),
6,86-6,90 (m, 1H), 5,29-5,36 (m, 2H),
4,19-4,46 (m, 1H),

3,35-3,48 (m, 1H), 3,26-3,29 (m, 1H),
2,99-3,14 (m, 1H), 2,87-2,95 (m, 1H),
2,77 (dd, J=8,72, 12,61 T, 1H), 2,01-
2,09 (m, 1H), 1,63-1,79 (m, 1H)

356

600MI 't
DMSO-ds

7,76 (dd, J=2,65, 9,03 'y, 1H), 7,57
(dd, J=7,47, 11,13 T, 1H), 7,46 (dt,
J=2,65, 845 Tu, 1H), 7,33 (dd,
J=128, 10,63 TI'm, 1H), 681 (dd,
J=5,29, 8,64 Tu, 1H), 538-545 (m,
2H), 4,25-4,41 (m, 1H), 3,34-3,49 (m,
1H), 3,23-3,29 (m, 1H), 2,95-3,01 (m,
1H), 2,83-2,91 (m, 1H), 2,74 (dd,
J=8,91, 12,57 ', 1H), 1,97-2,04 (m,
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1H), 1,62-1,80 (m, 1H)

w
vy
Q

600MI '
DMSO-ds

7,36-7,52 (m, 3H), 7,29 (t, J=9,45 I'y,
1H), 6,92-6,98 (m, 1H), 5,27-5,34 (m,
2H), 4,26-4,48 (m, 1H), 3,38-3,49 (m,
1H), 3,36-3,38 (m, 1H), 2,93-3,07 (m,
2H), 2,81 (dd, J=8,60, 12,57 T', 1H),
2,05-2,13 (m, 1H), 1,71-1,89 (m, 1H)

358

600MI 1t
DMSO-ds

7,46-7,54 (m, 2H), 7,39 (dd, /=732,
10,67 T, 1H), 7,24 (dd, J=1,87, 8,33
I, 1H), 6,96 (t, /=8,29 I'y, 1H), 5,35
(s, 2H), 4,27-4,44 (m, 1H), 3,36-3,49
(m, 2H), 3,00-3,17 (m, 1H), 2,89-2,98
(m, 1H), 2,78 (dd, J=8,68, 12,57 I'L,
1H), 2,02-2,13 (m, 1H), 1,67-1,84 (m,
1H)

600MI 1t
DMSO-d,

7,58 (d, J=8,33 T, 1H), 7,44-7,53 (m,
3H), 7,04 (dd, J=2,02, 8,33 I'y, 1H),
5,30-5,36 (m, 2H), 4,30-4,46 (m, 1H),
3,38-3,51 (m, 2H), 2,93-3,07 (m, 2H),
2,80 (dd, J=8,64, 12,61 I', 1H), 2,05~
2,13 (m, 1H), 1,68-1,86 (m, 1H)

600MI 't
DMSO-ds

1H SMP (600 MI'w, DMSO-dg) & 7,55
(t, J=8,15 I'y, 1H), 7,51 (t, J=9,00 I'y,
1H), 7,43 (t, J=8,77 T, 1H), 7,26 (dd,
J=1,87, 10,20 T'm, 1H), 6,94 (dd,
J=1,44, 829 I'y, 1H), 530-537 (m,
2H), 4,32-4,46 (m, 1H), 3,38-3,52 (m,
2H), 3,00-3,08 (m, 1H), 2,92-3,00 (m,
1H), 2,80 (dd, J=8,60, 12,57 I'n, 1H),
1,96-2,13 (m, 1H), 1,69-1,87 (m, 1H)

361

600MT 1t
DMSO-ds

7,68-7,74 (m, J=8,17 T'y, 2H), 7,52
(dd, J=7,43, 11,17 ', 1H), 7,41 (dd,
J=1,32, 10,67 T, 1H), 7,31-7,36 (m,
J=8,02 Tn, 2H), 5,40-5.47 (m, 2H),
4,31-4,45 (m, 1H), 3,39-3,53 (m, 2H),

- 286 -




043189

3,00-3,07 (m, 1H), 2,91-2,99 (m, 1H),
2,80 (dd, J=8,60, 12,57 T'w, 1H), 2,03-
2,11 (m, 1H), 1,66-1,83 (m, 1H)

362

600MI 1t
DMSO-ds

7,50 (dd, J=7,43, 11,17 L'y, 1H), 7,43
(dd, J=7,32, 10,74 Tu, 1H), 7,34 (d,
J=8,17 Ty, 2H), 7,27 (d, J=8,06 T'w,
2H), 5,32-5,40 (m, 2H), 4,23-4,50 (m,
1H), 3,39-3,46 (m, 1H), 3,36 (br s,
1H), 2,99-3,11 (m, 1H), 2,91-2,99 (m,
1H), 2,80 (dd, J=8.68, 12,57 I'y, 1H),
1,99-2,12 (m, 1H), 1,65-1,81 (m, 1H)

363

600MI'y
DMSO-dg

7,48-7,58 (m, 3H), 7,38 (dd, J=7,32,
10,67 T, 1H), 7,27 (d, J=8,10 Iy,
2H), 7,00 (t, J=55,86 'y, 1H), 5,35-
5,43 (m, 2H), 4,20-4,48 (m, 1H), 3,42
(ddd, J=3,39, 7,08, 8,91 T'y, 1H), 3,36-
3,38 (m, 1H), 2,99-3,08 (m, 1H), 2,91-
2,99 (m, 1H), 2,80 (dd, J=8,60, 12,57
I, 1H), 1,98-2,11 (m, 1H), 1,65-1,82
(m, 1H)

364

600MI '
DMSO-dg

7,43-7,52 (m, 3H), 7,27 (br d, J=8,17
I'm, 1H), 7,19 (s, 1H), 7,11 (d, J=7,79
I, 1H), 5,35-5,43 (m, 2H), 4,31-4,42
(m, 1 H), 3,39-3,47 (m, 1H), 3,36-3,38
(m, 1H), 2,98-3,07 (m, 1H), 2,94 (tdd,
J=4,20, 7,94, 14,40 Ty, 1H), 2,80 (dd,
J=8,68, 12,57 T'u, 1H), 1,69-1,86 (m,
1H)

365

600MI 't
DMSO0-ds

IH SIMP (600 MT'ti, DMSO-dg) & 7,65
(d, J/=8,23 I'y, 1H), 7,62 (s, 1H), 7,46-
7,57 (m, 3H), 7,34 (d, /=7,71 T, 1H),
5,39-5.47 (m, 2H), 4,20-4,48 (m, 1H),
3,39-3,47 (m, 1H), 3,35-3,38 (m, 1H),
2,91-3,06 (m, 2H), 2,80 (dd, .J=8,68,
12,57 Ta, 1H), 1,98-2,11 (m, 1H),
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1,69-1,85 (m, H)

366

600MI 't
DMSO-d,

7,76 (d, J=7,71 Ty, 1H), 7,70 (s, 1H),
7,48-7,57 (m, 2H), 7,44 (t, J=8,87 Iy,
1H), 7,40 (d, J=8,08 I'u, 1H), 5,34-
5,42 (m, 2H), 4,27-4,50 (m, 1H), 3,38-
3,48 (m, 1H), 3,15-3,26 (m, 1H), 3,00-
3,13 (m, 1H), 2,91-3,00 (m, 1H), 2,80
(dd, J=8,60, 12,57 Ty, 1H), 1,99-2,16
(m, 1H), 1,72-1,87 (m, 1H)

600MI 't
DMSO-d

7,50 (dd, J=7,43, 11,17 Ty, 1H), 7,43
(dd, J=7,32, 10,74 T, 1H), 7,35 (s,
1H), 7,35 (d, J=5,66 Ty, 1H), 7,27 (s,
1H), 7,01-7,06 (m, 1H), 5,30-5,37 (m,
2H), 4,26-4,51 (m, 1H), 3,39-3,49 (m,
1H), 3,36-3,38 (m, 1H), 2,92-3,07 (m,
2H), 2,80 (dd, J=8,64, 12,53 T, 1H),
1,96-2,14 (m, 1H), 1,72-1,84 (m, 1H)

368

400MI'a
d4—MeOH

7,47-7,53 (m, 1H), 7,09-7,23 (m, SH),
7,00-7,08 (m, 2H), 5,30 (s, 2H), 3,48-
3,55 (m, 1H), 3,24-3,30 (m, 1H), 2,92-
3,06 (m, 2H), 2,86 (dd, J=8,81, 11,71
I'w 1H), 1,92-2,04 (m, 1H), 1,82 (td,
J=4,07, 13,42 T, 1H), 1,64-1,76 (m,
1H), 1,30-1,45 (m, 1H)

369

600MI 1t
Ds-DMSO

7,98-8,03 (m, 2H), 7,44 (d, I=7,79 ',
1H), 7,34 (d, J=8,41 'y, 2H), 7,16-
7,18 (m, 1H), 7,07-7,11 (m, 1H), 6,99-
7,04 (m, 1H), 5,39 (s, 2H), 2,81-2,95
(m, 2H), 2,69 (br d, J=2,49 T, 1H),
1,81-1,88 (m, 1H), 1,68-1,77 (m, 1H),
1,54-1,65 (m, 1H), 1,16-1,28 (m, 1H)

370

500MI'g
d6-DMSO

7,89 (br d, J=8,04 Ty, 2H), 7,44 (br d,
J=1,53 T, 1H), 7,39 (br d, J=8,04 T'ry,
2H), 7,15 (br d, J=7,79 T, 1H), 7,09
(br t, J=7,14 Ty, 1H), 6,99-7,05 (m,
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1H), 5,41 (s, 2H), 3,40 (br d, J=10,38
o, 1H), 3,25-3,30 (m, 1H), 2,83-2,92
(m, 2H), 2,63-2,71 (m, 1H), 1,82 (br
dd, J=3,37, 8,04 Ty, 1H), 1,71 (br dd,
J=4,54, 8,69 Ty, 1H), 1,52-1,65 (m,
1H), 1,15-1,27 (m, 1H)

500MI'g
d6-DMSO

9,23 (s, 1H), 8,21 (s, 1H), 7,81 (br d,
J=8,56 T, 2H), 7,43 (br d, /=7,27 Ty,
1H), 7,33 (br d, J=8,56 'y, 2H), 7,19
(br d, J=7,53 Tu, 1H), 6,99-7,12 (m,
2H), 5,35 (s, 2H), 3,43 (br d, J=9,86
I'w, 1H), 2,83-2,95 (m, 2H), 2,61-2,71
(m, 1H), 1,81-1,91 (m, 1H), 1,72 (br
dd, J=3,63, 9,08 I'y, 1H), 1,56-1,65
(m, 1H), 1,15-1,30 (m, 1H)

500MTI'g
d6-DMSO

7.90 (br d, J=7,01 T'w, 1H), 7,62 (br t,
J=727 Tu, 1H), 7,42-7,53 (m, 2H),
7,10 (br dd, J=4,80, 7,14 T, 2H),
7,00-7,06 (m, 1H), 6,97 (br d, J=7,78
I'm, 1H), 5,48 (s, 2H), 3,30-3,43 (m,
2H), 2,76-2,91 (m, 3H), 2,61 (br dd,
J=9,08, 11,68 T'w, 1H), 1,77-1,87 (m,
1H), 1,65-1,74 (m, 1H), 1,52-1,62 (m,
1H)

373

500MI'x
d6-DMSO

7,48 (br d, J=8,04 Ty, 2H), 7,38 (br d,
J=8,04 T, 2H), 6,98 (br t, J=7,27 T'wy,
1H), 6,86 (br t, J=7,40 Ty, 1H), 6,75
(br d, J=8,04 T, 1H), 5,44-5,54 (m,
2H), 3,41 (br d, /=8,82 'y, 2H), 2,80-
2,94 (m, 2H), 2,61-2,69 (m, 1H), 1,86
(br dd, J=3,76, 8,43 Ty, 1H), 1,74-
1,81 (m, 1H), 1,58-1,70 (m, 1H), 1,14-
1,30 (m, 1H)

374

500MI'
d6-DMSO

7,52 (br d, J=7,01 Ty, 1H), 7,45 (br d,
J=7,79 T, 1H), 7,32 (br t, J=7,01 T'w,

- 289 -




043189

1H), 7,22-7,28 (m, 1H), 6,96-7,13 (m,
3H), 6,79 (br d, J=6,75 T'y, 1H), 5,32
(s, 2H), 2,75-2,90 (m, 3H), 2,61 (br
dd, J=9,08, 11,68 Ty, 1H), 1,77-1,87
(m, 1H), 1,67 (br dd, J=3,76, 9,21 I'y,
1H), 1,47-1,61 (m, 1H), 1,10-1,26 (m,
1H)

500MI'
d6-DMSO

7,70 (br d, J=7,79 T'w, 2H), 7,43 (br d,
J=1,79 T, 1H), 7,34 (br d, J=8,04 T'ry,
2H), 7,14 (br d, J=7,79 I'n, 1H), 7,08
(br t, J=7,14 Tu, 1H), 6,99-7,05 (m,
1H), 5,39 (s, 2H), 3,39 (br d, J=9,60
I'w, 2H), 2,78-2,91 (m, 3H), 2,63 (br
dd, J=9,34, 11,68 T'u, 1H), 1,81 (br dd,
J=3,89, 8,04 'y, 1H), 1,66-1,76 (m,
1H), 1,52-1,64 (m, 1H), 1,12-1,26 (m,
1H)

500MI'g
d6-DMSO

7,40-7,47 (m, 1H), 7,23-7,37 (m, 4H),
7,17 (br d, J=8,04 Ty, 1H), 6,96-7,12
(m, 2H), 5,25-5,41 (m, 2H), 3,39 (br d,
3=10,90 'y, 2H), 2,77-2,89 (m, 2H),
2,62 (br dd, J=9,21, 11,81 I'u, 1H),
1,78-1,88 (m, 1H), 1,54-1,75 (m, 2H),
1,12-1,23 (m, 1H)

500MI'g
d6-DMSO

7,34-7,46 (m, 3H), 7,12-7,21 (m, 3H),
6,96-7,11 (m, 2H), 5,23-5,31 (m, 2H),
3,35-3,42 (m, 2H), 2,78-2,90 (m, 3H),
2,57-2,68 (m, 1H), 1,79-1,88 (m, 1H),
1,66-1,77 (m, 1H), 1,53-1,64 (m, 1H),
1,11-1,24 (m, 1H)

378

500MI'g
d6-DMSO

7,43 (br d, J=7,79 T, 1H), 7,30-7,37
(m, 2H), 7,25 (s, 1H), 7,19 (br d,
J=7,79 Ty, 1H), 6,99-7,12 (m, 3H),
5,24-536 (m, 2H), 3,39 (br d, J=10,12
I'w, 2H), 2,78-2,92 (m, 2H), 2,62 (br
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dd, J=9,08, 11,68 T'w, 1H), 1,79-1,89
(m, 1H), 1,70 (br d, J=3,63 T'm, 1H),
1,53-1,66 (m, 1H), 1,18 (br d, J=10,38
I'y, 1H)

379

500MTI'x
d6-DMSO

7,52 (br d, 1=8,30 Ty, 1H), 7,47-7,59
(m, 1H), 7,42 (br d, J=7,79 T, 1H),
7,25 (br d, J=7,78 T, 2H), 6,95-7,18
(m, 3H), 5,25-5,40 (m, 2H), 3,40 (br d,
J=11,68 Ty, 2H), 2,79-2,90 (m, 2H),
2,64 (br dd, J=9,21, 11,55 I'n, 1H),
1,92 (br t, J=18,81 'y, 3H), 1,82 (br
dd, J=3,37, 9,08 ', 1H), 1,71 (br dd,
J=4,02, 921 I'u, 1H), 1,60 (br s, 1H),
1,09-1,24 (m, 1H)

500MI'
d6-DMSO

7,39-7,49 (m, 3H), 7,22 (br d, J=8,30
I'm, 2H), 7,15 (br d, J=7,79 T, 1H),
6,97-7,10 (m, 2H), 5,23-5,34 (m, 2H),
3,41 (br d, J=11,68 'y, 2H), 2,78-2,91
(m, 2H), 2,59-2,69 (m, 1H), 1,79-1,86
(m, 1H), 1,68-1,76 (m, 1H), 1,59-1,68
(m, 6H), 1,12-1,24 (m, 1H)

500MI'g
d6-DMSO

7,53 (br d, 1=7,78 T', 2H), 7,43 (br d,
J=7,53 T, 1H), 7,27 (br d, J=7,79 T'ny,
2H), 6,96-7,16 (m, 4H), 5,28-5,39 (m,
2H), 3,40 (br d, J=9,86 'y, 2H), 2,76-
2,91 (m, 3H), 2,59-2,68 (m, 1H), 1,83
(br dd, J=3,76, 8,17 I'u, 1H), 1,70 (br
dd, J=4,41, 934 I'y, 1H), 1,51-1,62
(m, 1H), 1,11-1,25 (m, 1H)

382

500MI'g
d6-DMSO

8,37 (br d, J=4,41 ', 1H), 7,76 (br d,
J=8,30 Ty, 2H), 7,39-7,47 (m, 1H),
7,21 (br d, J=8,04 Ty, 2H), 6,97-7,17
(m, 3H), 5,33 (s, 2H), 3,40 (br d,
J=9,08 Ty, 2H), 2,78-2,91 (m, 2H),
2,63 (br dd, J=9,47, 11,29 I'n, 1H),
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1,53-1,92 (m, 3H), 1,09-1,24 (m, 1H)

(%)
[o]
w

500MI'n
d6-DMSO

7,86-7,94 (m, 1H), 7,57-7,66 (m, 1H),
7,36-7,50 (m, 1H), 6,93-7,23 (m, SH),
5,41 (s, 2H), 2,72-2,93 (m, 3H), 2,57-
2,66 (m, 1H), 1,81 (br dd, J=3,11, 4,93
I'w, 1H), 1,65-1,74 (m, 1H), 1,51-1,63
(m, 1H), 1,10-1,26 (m, 1H)

384

500MTI'
d6-DMSO

7,41 (br d, J=7,53 Ty, 1H), 7,13-7,20
(m, 3H), 6,96-7,08 (m, 4H), 5,20-5,27
(m, 2H), 5,11 (s, 2H), 3,41 (br d,
J=12,20 T, 2H), 2,81-2,89 (m, 2H),
2,63 (br dd, J=9,08, 11,68 I'u, 1H),
1,79-1,88 (m, 1H), 1,72 (br dd, J=3,89,
8,56 I'y, 1H), 1,61 (br dd, J=3,89,
10,90 T'y, 1H), 1,18 (br d, J=10,38 I’y
1H)

385

500MI'g
d6-DMSO

7,71 (br d, J=8,30 L', 2H), 7,44 (br d,
J=7,78 Ty, 1H), 7,38 (br d, J=8,04 I'ry,
2H), 7,18 (br d, J=7,79 'y, 1H), 6,99-
7,12 (m, 2H), 5,36-5,45 (m, 2H), 3,37
(br d, J=11,68 Ty, 2H), 2,71-2,89 (m,
2H), 1,76-1,84 (m, 1H), 1,65-1,73 (m,
1H), 1,48-1,61 (m, 2H), 1,11-1,22 (m,
1H)

386

500MI'g
d6-DMSO

7,41 (br d, J=7,79 T, 1H), 6,96-7,16
(m, 5H), 7,16 (br s, 1H), 5,15-5,29 (m,
2H), 3,40 (br d, J=11,42 Ty, 2H),
2,79-2,89 (m, 2H), 2,58-2,67 (m, 1H),
2,24 (s, 3H), 1,79-1,87 (m, 1H), 1,69
(br d, J=3,63 T, 1H), 1,54-1,65 (m,
1H), 1,13-1,22 (m, 1H)

387

500MI'g
d6-DMSO

7,41 (br d, J=7,53 T, 1H), 7,11-7,27
(m, SH), 6,97-7,09 (m, 2H), 5,21-5,35
(m, 2H), 3,39 (br d, J=11,94 Ty, 2H),
2,79-2,89 (m, 2H), 2,62 (br dd, J=9,21,
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11,55 T, 1H), 1,78-1,88 (m, 1H),
1,71 (br dd, J=3,63, 8,56 ', 1H),
1,54-1,65 (m, 1H), 1,08-1,25 (m, 1H)

388

500MI'g
d6-DMSO

8,05 (s, 1H), 7,64-7,71 (m, 1H), 7,46
(br d, J=7,79 Tu, 1H), 7,02-7,12 (m,
1H), 6,90-7,02 (m, 3H), 6,56-6,64 (m,
1H), 5,90 (br d, J=5,97 I'u, 2H), 4,32
(s, 3H), 3,40 (br d, J=10,90 'y, 2H),
2,89-2,96 (m, 1H), 2,78-2,86 (m, 1H),
2,70 (br dd, J=8,69, 11,81 I', 1H),
1,74-1,82 (m, 1H), 1,64-1,70 (m, 1H),
1,50-1,60 (m, 1H), 1,11-1,26 (m, 1H)

389

500MTI'
d6-DMSO

7,40-7,45 (m, 1H), 7,24-7,32 (m, 1H),
7,16 (br d, J=7,79 T, 1H), 6,96-7,11
(m, 3H), 5,26-5,33 (m, 1H), 3,37 (br d,
J=1,56 Tu, 2H), 2,77-2,91 (m, 2H),
2,58-2,65 (m, 1H), 1,80-1,87 (m, 1H),
1,67-1,76 (m, 1H), 1,52-1,64 (m, 1H),
1,09-1,24 (m, 1H)

390

500MTI'
d6-DMSO

7,33-7,45 (m, 2H), 7,16-7,30 (m, 2H),
7,00-7,11 (m, 2H), 6,95 (br s, 1H),
5,22-5,33 (m, 2H), 3,39 (br d, J=11,16
I'm, 2H), 2,85 (br d, J=9,60 I'm, 2H),
2,63 (br dd, J=9,34, 11,68 I'n, 1H),
1,78-1,88 (m, 1H), 1,71 (br d, J=3,63
I'w 1H), 1,59 (br dd, J=2,47, 10,51
I'w, 1H), 1,12-1,24 (m, 1H)

500MI'g
d6-DMSO

7,53 (br t, J=7,91 ', 1H), 7,43 (br d,
J=7,53 T, 1H), 7,23 (br d, J=8,82 I'ry,
1H), 7,18 (br d, I=7,78 I'n, 1H), 6,99-
7,12 (m, 2H), 6,94 (br d, J=7,78 Iy,
1H), 5,25-5,34 (m, 2H), 3,38 (br d,
J=11,42 Ty, 2H), 2,80-2,91 (m, 2H),
2,63 (br dd, J=9,34, 11,68 I'n, 1H),
1,78-1,88 (m, 1H), 1,67-1,77 (m, 1H),
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1,60 (br s, 1H), 1,12-1,24 (m, 1H)

392

500MI'g
d6-DMSO

7,92 (s, 1H), 7,84 (br d, J=7,53 I,
1H), 7,49-7,59 (m, 2H), 7,44 (br d,
J=7,01 I'y, 1H), 7,35 (br d, J=7,01 I’y
1H), 7,04-7,16 (m, 3H), 5,47-5,57 (m,
2H), 3,38-3,46 (m, 2H), 2,85-2,96 (m,
2H), 2,69 (br dd, J=9,08, 11,42 Iy,
1H), 1,81-1,90 (m, 1H), 1,77 (br dd,
J=4,15, 8,82 Ty, 1H), 1,61-1,70 (m,
1H), 1,18-1,29 (m, 1H)

393

500MI'g
d6-DMSO

7,41 (br d, J=7,53 'y, 1H), 7,29 (s,
1H), 7,20 (br d, J=7,53 T'y, 1H), 6,99-
7,12 (m, 4H), 5,17-5,25 (m, 2H), 3,80
(s, 3H), 3,40 (br d, J=9,86 I'm, 2H),
2,79-2,91 (m, 2H), 2,62 (br dd, J=9,34,
11,68 T'm, 1H), 1,84 (br dd, J=4,02,
8,17 T, 1H), 1,72 (br d, J=3,37 I'y,
1H), 1,53-1,66 (m, 2H), 1,10-1,25 (m,
1H)

394

500MTI'x
d6-DMSO

8,15 (br d, J=1,30 Ty, 1H), 7,75 (br
dd, 7=1,17, 7,91 T, 1H), 7,46 (br d,
J=8,04 T'm, 1H), 7,00-7,14 (m, 3H),
6,88 (br d, J=8,04 T, 1H), 5,33-5,44
(m, 2H), 3,15-3,24 (m, 2H), 2,74-2,89
(m, 2H), 2,60 (br dd, J=9,34, 11,42
Ty, 1H), 1,77-1,85 (m, 1H), 1,63-1,73
(m, 1H), 1,46-1,57 (m, 1H), 1,09-1,25
(m, 1H)

395

500MI'g
d6-DMSO

7,66-7,74 (m, 1H), 7,42-7,48 (m, 1H),
7,31-7,38 (m, 1H), 7,00-7,16 (m, 3H),
6,79 (br d, J=8,30 I'y, 1H), 5,30 (s,
2H), 3,14-3,27 (m, 2H), 2,73-2,91 (m,
2H), 2,60 (br dd, J=9,21, 11,81 Iy,
1H), 1,77-1,86 (m, 1H), 1,67-1,74 (m,
1H), 1,50-1,61 (m, 1H), 1,09-1,20 (m,
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1H)

396

500MI'g
d6-DMSO

7,54-7,58 (m, 1H), 7,44 (br d, J=7,27
I'w 1H), 7,33 (br d, J=8,04 I'u, 1H),
6,98-7,14 (m, 3H), 6,71-6,77 (m, 1H),
5,20-5,27 (m, 1H), 5,18-5,28 (m, 1H),
3,10-3,23 (m, 2H), 2,75-2,88 (m, 2H),
2,58-2,64 (m, 1H), 1,79-1,84 (m, 1H),
1,64-1,71 (m, 1H), 1,51-1,58 (m, 1H)
1,16 (br dd, J=8,04, 10,90 T'y, 1H)

>

397

500MI'g
d6-DMSO

8,11 (br d, J=2,08 Ty, 1H), 7,67-7,74
(m, 1H), 7,46 (br d, J=8,30 'y, 1H),
7,07-7,15 (m, 2H), 7,04 (br d, J=7,53
I'w, 1H), 6,95 (br d, J=8,56 I'u, 1H),
5,46 (s, 2H), 3,17-3,26 (m, 2H), 2,78-
2,88 (m, 2H), 2,57-2,65 (m, 1H), 1,77~
1,86 (m, 1H), 1,66-1,75 (m, 1H), 1,53-
1,62 (m, 1H), 1,14-1,22 (m, 1H)

398

400MTI 1
MeOD

7,69-7,76 (m, 2H), 7,50-7,56 (m, 1H),
7,46 (d, J=8,09 I'n, 2H), 7,11-7,19 (m,
1H), 6,95-7,07 (m, 2H), 591 (q,
J=7,12 Ty, 1H), 3,43 (dd, J=3,73,
11,61 Ty, 1H), 3,27-3,31 (m, 1H),
2,95-3,08 (m, 2H), 2,87 (dd, J=8,91,
11,61 Ty, 1H), 1,96-2,00 (m, 2H),
1,95-2,01 (m, 1H), 1,86-1,94 (m, 1H),
1,69-1,83 (m, 1H), 1,33-1,47 (m, 1H)

400MTI'11
MeOD

Cmecp nauactepeomepos: 7,70-7,78
(m, 2H), 7,52 (d, J=7,88 Ty, 1H), 7,45
(dd, J=6,32, 7,98 T, 2H), 7,15 (dt,
J=1,24, 7,57 T'u, 1H), 6,94-7,07 (m,
2H), 5,86-5,98 (m, 1H), 3,40-3,54 (m,
1H), 3,36 (s, 2H), 2,97-3,09 (m, 2H),
2,86 (ddd, J=891, 11,51, 16,27 In,
1H), 2,00 (dd, J=7,36, 8,19 I'u, 3H),
1,68-1,92 (m, 2H), 1,32-1,45 (m, 1H
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8,03 (br s, 3H), 7,79 (d, J=7,67 I,
1H), 7,72 (s, 1H), 7,55-7,62 (m, 1H),
7,47-7,54 (m, 2H), 7,11-7,25 (m, 3H),
544 (s, 2H), 3,66 (br dd, J=3,01,

400MTI'
400 12,54 Tu, 1H), 3,47 (br d, J=2,90 I'yy, - -
ds-DMSO
1H), 3,25-3,34 (m, 1H), 3,21 (dd,
J=8,50, 12,23 I'u, 1H), 2,98-3,09 (m,
1H), 1,95-2,03 (m, 1H), 1,79-1,90 (m,
1H), 1,53-1,71 (m, 2H)
8,77 (s, 2H), 7,39-7,45 (m, 1H), 6,98
(dd, J=2,34, 8,82 I'y, 1H), 6,85-6,93 .
Chiralpak ID,
(m, 1H), 5,50 (s, 2H), 3,90 (td, J=3,60,
500MI'q 25% IPA ¢
494 7,07 T'y, 1H), 3,31-3,44 (m, 3H), 3,22- B
d4s-MeOH 0,2% DEA,
3,29 (m, 1H), 3,06-3,15 (m, 1H), 3,03
nuk 1
(td, J=3,50, 7,01 T'y, 1H), 1,77-1,93
(m, 2H)
7,42-7,47 (m, 1H), 7,31 (d, J=1,82 Ty,
1H), 7,18 (dd, J=1,95, 8,43 T'y, 1H),
5,08 (s, 2H), 4,38-4,55 (m, 1H), 3,75-
3,81 (m, 2H), 3,71-3,75 (m, 2H), 3,67- Chiralpak IC,
500MI'q )
495 3,70 (m, 2H), 3,59-3,65 (m, 2H), 3,53 B 35% MeOH,
d4-MeOH
(br d, J=12,46 T'u, 1H), 3,38 (s, 1H), nuk 1
3,16-3,22 (m, 1H), 3,07-3,15 (m, 1H),
2,97 (dd, J=8,56, 12,46 T'u, 1H), 2,18-
2,29 (m, 1H), 1,89-2,01 (m, 1H)
8,77 (s, 2H), 7,15-7,19 (m, 1H), 7,10- )
Chiralpak ID,
7,14 (m, 1H), 6,83-6,90 (m, 1H), 5,50 )
500MI'q 25% TIPA ¢
496 (s, 2H), 3,90 (td, J=3,44, 7,14 T'y, 1H), B
d,-MeOH 0,2% DEA,
3,24-3,45 (m, 4H), 3,11-3,18 (m, 1H),
nuK 2
2,99-3,05 (m, 1H), 1,79-1,95 (m, 2H)
7,45-7,50 (m, 1H), 7,20-7,24 (m, 1H),
Chiralpak IC,
500MI'y | 7,13-7,20 (m, 1H), 5,08 (s, 2H), 4,41-
497 B 35% MeOH,
d;-MeOH | 4,58 (m, 1H), 3,75-3,81 (m, 2H), 3,70
nuK 2

(td, J=4,57, 16,28 T'y, 4H), 3,60-3,66

-296 -




043189

(m, 2H), 3,56 (dtd, J=1,05, 4,23, 12,42
I, 1H), 3,41-3,48 (m, 1H), 3,18-3,26
(m, 1H), 3,10-3,16 (m, 1H), 2,99 (dd,
J=8,69, 12,59 Tu, 1H), 2,18-2,30 (m,
1H), 1,89-2,02 (m, 1H)

498

600MI 11
DMSO - ds

8,97 (s, 2H), 7,50 (dd, J=7,59, 11,09
I'w, 1H), 7,13 (dd, J=7,36, 10,94 T'n,
1H), 5,93 (q, J=7,19 T'u, 1H), 4,36-
4,57 (m, 1H), 3,38-3,56 (m, 1H), 3,22
(br d, J=7,24 T, 1H), 2,94-3,00 (m,
1H), 2,88 (dd, J=8,76, 12,34 I'n, 1H),
2,37-2,47 (m, 1H), 2,07-2,14 (m, 1H),
1,88 (d, J=7,16 'y, 4H)

—

Chiralpak AD-
H, 25% IPA,

K 1

499

600MI'1
DMSO - dq

8,92-8,95 (m, 1H), 8,53-8,56 (m, 1H),
8,35 (dd, J=2,10, 8,17 Ty, 1H), 8,01
(d, J=2,10 T, 1H), 7,60 (d, J=8,17
I'w, 1H), 5,69 (s, 2H), 4,33-4,44 (m,
1H), 3,51-3,70 (m, 1H), 3,14-3,19 (m,
1H), 2,81-2,91 (m, 1H), 2,51-2,55 (m,
1H), 2,37-2,47 (m, 1H), 2,02-2,09 (m,
1H), 1,62-1,76 (m, 1H).

Chiralpak AD-
H, 25% IPA,

vk 1

500

600MI'1
DMSO - dg

7,45-7,54 (m, 1H), 7,26-7,42 (m, 1H),
5,01-5,18 (m, 2H), 4,35-4,54 (m, 2H),
4,22 (q, J=9,60 Ty, 2H), 3,32-3,41 (m,
1H), 3,20-3,26 (m, 1H), 2,94-3,07 (m,
3H), 2,81 (dd, J=8,17, 12,59 T'y, 1H),
2,65-2,74 (m, 1H), 2,02-2,19 (m, 1H),
1,77 (br d, J=9,86 'y, 1H)

501

600MI 't
DMSO - dg

7,57-7,62 (m, 2H), 7,51 (dd, J=7,40,
11,13 T, 1H), 7,32 (d, J=3,50 Tw,
1H), 5,37-5,43 (m, 2H), 4,36-4,48 (m,
1H), 3,83 (s, 3H), 3,51 (br d, J=13,00
I'w, 1H), 3,13-3,23 (m, 2H), 2,99-3,10
(m, 1H), 2,79-2,84 (m, 1H), 2,07-2,14
(m, 1H), 1,75-1,84 (m, 1H)
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502

600MI 11
DMSO - ds

8,43 (br s, 2H), 7,44 (d, J=8,51 Im,
1H), 7,41 (s, 1H), 7,14 (dd, J=2,06,
8,45 ', 2H), 4,98-5,07 (m, 2H), 4,73~
4,92 (m, 1H), 3,65-3,72 (m, 2H), 3,34
(br s, 1H), 2,77-3,13 (m, 6H), 2,51-
2,55 (m, 2H), 2,16-2,24 (m, 1H), 1,81-
1,90 (m, 1H)

Chiralpak AD-
H, 25% IPA,

kK 1

600MI'1
DMSO - dg

1741 (dd, /=4,87, 8,68 T, 1H), 7,15
(dd, J=2,49, 9,19 T'm, 1H), 6,94 (ddd,
J=2,53, 8,64, 10,08 'y, 1H), 4,67-4,80
(m, 2H), 4,50-4,65 (m, 1H), 4,22-4,33
(m, 2H), 3,94 (t, /=7,71 T'y, 2H), 3,39-
3,57 (m, 1H), 3,23-3,39 (m, 1H), 2,96-
3,10 (m, 1H), 2,88 (dd, J=8,99, 12,57
Ty, 1H), 2,52-2,55 (m, 1H), 2,29
(quin, J=7,69 TI'y, 2H), 2,11-2,20 (m,
1H), 1,80-1,88 (m, 1H)

Chiralpak AD-
H, 25% IPA,

nuk 1

504

600MI 't
DMSO - dg

7,35-7,48 (m, 2H), 4,99-5,12 (m, 2H),
4,40-4,47 (m, 1H), 4,30-4,39 (m, 1H),
3,90 (br d, J=13,23 I'y, 1H), 3,15-3,30
(m, 4H), 2,94-3,04 (m, 2H), 2,90 (br t,
J=11,64 T, 1H), 2,69-2,84 (m, 2H),
2,04-2,16 (m, 1H), 1,91-2,03 (m, 1H),
1,71-1,89 (m, 1H), 1,54-1,67 (m, 2H)

505

600MI 't
DMSO - dg

7,40-7,52 (m, 3H), 6,92 (dd, J=5,14,
10,98 Ty, 1H), 5,14-5,18 (m, 1H),
5,08-5,12 (m, 1H), 4,75 (s, 1H), 4,57
(s, 1H), 3,78-3,89 (m, 2H), 3,20-3,29
(m, 2H), 2,93-3,03 (m, 2H), 2,75-2,83
(m, 2H), 2,37-2,46 (m, 1H), 1,92-2,11
(m, 2H), 1,70-1,79 (m, 11

506

600MI'1
DMSO - dg

745 (d, /=187 I'y, 1H), 7,20 (d,
J=8,49 T'n, 1H), 7,08 (dd, J=2,02, 8,49
I, 1H), 4,94-5,04 (m, 2H), 4,33-4,48
(m, 1H), 3,28-3,38 (m, 1H), 2,96-3,13

Chiralpak AD-
H, 25% IPA,

nuK 2
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(m, 6H), 2,88 (s, 3H), 2,76-2,85 (m,
1H), 1,99-2,16 (m, 1H), 1,74-1,87 (m,
1H)

507

600MI 1t
DMSO - dg

7,46 (dd, J=7,43, 11,17 L'y, 1H), 7,39
(t, J=8,84 T, 1H), 5,06-5,19 (m, 1H),
4,93 (br t, J=18,33 T, 1H), 4,06-4,13
(m, 1H), 3,80-3,93 (m, 2H), 3,49-3,60
(m, 1H), 3,36-3,48 (m, 1H), 3,28-3,30
(m, 1H), 3,20-3,28 (m, 2H), 3,17 (d,
J=5,06 Tu, 1H), 2,88-3,05 (m, 2H),
2,73-2,83 (m, 1H), 2,42-2,48 (m, 1H),
2,00-2,16 (m, 1H), 1,92 (br s, 1H),
1,73-1,89 (m, 1H), 1,06-1,18 (m, 3H)

508

600MI'1
DMSO - dq

8,97 (s, 2H), 7,50 (dd, J=7,59, 11,09
I'w, 1H), 7,13 (dd, J=7,36, 10,94 T,
1H), 5,93 (q, J=7,19 Ty, 1H), 4,36-
4,57 (m, 1H), 3,38-3,56 (m, 1H), 3,22
(br d, J=7,24 Tu, 1H), 2,94-3,00 (m,
1H), 2,88 (dd, J=8.76, 12,34 T'y, 1H),
2,37-2,47 (m, 1H), 2,07-2,14 (m, 1H),
1,88 (d, J=7,16 I',, 4H)

Chiralpak AD-
H, 25% IPA,

nuK 2

509

600MI '
DMSO - dg

6,73 (dd, J=2,26, 8,95 I'y, 1H), 6,56-
6,64 (m, 1H), 5,03-5,12 (m, 2H), 4,29-
4,49 (m, 1H), 4,22 (q, J=9,58 T'u, 2H),
3,89 (s, 3H), 3,26 (s, 3H), 3,18 (br d,
J=12,53 Ty, 1H), 2,89-3,00 (m, 3H),
2,68-2,77 (m, 1H), 2,07 (ddd, J=4,01,
8,91, 13,08 Ty, 1H), 1,70-1,86 (m,
1H)

SFC: Whelk-
01, 25%
METaHOJ,

K 2

510

600MI 1t
DMSO - d¢

7,47 (dd, J=7,47, 11,13 'y, 1H), 7,35
(dd, J=7,36, 10,70 Ty, 1H), 4,99 (s,
2H), 4,33-4,445 (m, 1H), 3,49-3,57
(m, 2H), 3,38-3,45 (m, 1H), 3,25-3,30
(m, 1H), 2,91-3,04 (m, 2H), 2,78 (dd,
J=8,64, 12,53 T'u, 1H), 2,06-2,14 (m,
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1H), 1,71-1,87 (m, 5H), 1,57-1,66 (m,
4H), 1,43-1,57 (m, 4H)

511

600MI 1t
DMSO - d¢

8,39 (d, =132 Iy, 1H), 8,13 (dd,
J=1,52, 2,61 I'n, 1H), 7,89 (d, J=2,57
Iy, 1H), 7,46 (t, /=9,08 I'y, 1H), 7,42
(t, J=8,88 Try, 1H), 5,04-5,14 (m, 2H),
434-435 (m, 1H), 3,67-3,79 (m, 4H),
3,58-3,66 (m, 4H), 3,23-3,28 (m, 1H),
2,96-3,05 (m, 2H), 2,80 (dd, /=8,06,
12,57 Ty, 1H), 2,07-2,15 (m, 1H),
1,74-1,92 (m, 2H)

512

600MI 11
DMSO - d,

746 (t, J=9,16 'y, 1H), 7,39 (,
J=9,02 Tn, 1H), 4,95-5,07 (m, 2H),
436-4,44 (m, 1H), 4,18 (br t, J=11,64
I'm, 1H), 3,83-3,97 (m, 1H), 3,63 (s,
2H), 3,13-3,26 (m, 3H), 2,93-3,05 (m,
2H), 2,73-2,89 (m, 2H), 2,68 (i,
J=3,97, 10,94 I', 1H), 2,51-2,56 (m,
1H), 2,09 (br d, J=13,16 Ty, 1H),
1,89-1,98 (m, 1H), 1,74-1,89 (m, 2H),
1,60-1,70 (m, 1H), 1,40-1,50 (m, 1H)

600MI 't
DMSO - dg

7,46 (dd, J=7,43, 11,02 T'w, 1H), 7,39
(dd, J=7,55, 10,35 Ty, 1H), 5,07-5,18
(m, 1H), 4,93 (dd, J=14,95, 17,28 I'y,
1H), 4,33-4,48 (m, 1H), 4,09-4,16 (br
d, J=13,00 Ty, 1H), 3,82-3,93 (m,
2H), 3,53 (dt, J=2,37, 11,46 I'y, 1H),
3,19-3,30 (m, 2H), 2,90-3,05 (m, 2H),
2,69-2,84 (m, 2H), 2,44-2,48 (m, 1H),
2,06-2,16 (m, 1H), 1,72-1,90 (m, 2H),
1,39-1,52 (m, 2H), 0,85-0,97 (m, 3H)

514

600MI'1
DMSO - dg

7,20-7,26 (m, 2H), 6,95 (ddd, J=2,49,
8,74, 9,87 I'w, 1H), 4,71-4,77 (m, 2H),
4,63-4,55 (m, 1H), 4,23-4,29 (m, 2H),
3,94 (t, J=7,71 T, 2H), 3,45-3,63 (m,

SFC:
Chiralpak IC,
40% meTtaHOII,

nuK 2

-300 -




043189

1H), 3,39-3,45 (m, 1H), 3,14-3,35 (m,
1H), 2,98-3,12 (m, 1H), 2,93 (dd,
J=9,19, 12,69 T'y, 1H), 2,28 (quin,
J=7,69 Tu, 2H), 2,08-2,23 (m, 1H)
1,79-1,89 (m, 1H)

>

515

600MI 11
DMSO - d¢

7,69 (d, /=8,32 T, 2H), 7,48-7,65 (m,
7H), 5,67-5,99 (m, 1H), 5,17-5,57 (m,
1H), 4,36-4,51 (m, 2H), 3,86 (br s,
1H), 3,49 (br d, J=11,99 Iy, 1H),
3,38-3,44 (m, 1H), 2,90-3,03 (m, 2H),
2,67-2,84 (m, 1H), 2,12 (br s, 1H),
1,68-1,84 (m, 1H)

516

600MI 1t
DMSO - d,

7,46 (dd, J=7,47, 11,13 'y, 1H), 7,37
(dd, /=7,32, 10,74 Ty, 1H), 4,94-5,04
(m, 2H), 4,28 (br d, J=12,85 T'y, 1H),
3,93 (br d, J=13,23 Ty, 1H), 3,21-3,29
(m, 2H), 3,09 (br t, J=11,91 I'n, 1H),
2,93-3,03 (m, 2H), 2,78 (dt, J=8,41,
12,53 T, 1H), 2,59-2,65 (m, 1H),
2,07-2,14 (m, 1H), 1,67-1,82 (m, 4H),
1,63 (br d, J=10,98 Ty, 2H), 1,10-1,18
(m, 1H), 0,90-1,00 (m, 3H)

517

600MI 1t
DMSO - ds

8,47 (d, J=5,76 'y, 1H), 7,41 (dd,
J=4.87, 868 Tu, I1H), 7,13 (dd,
J=2,49, 926 Tm, 1H), 691 (ddd,
J=2,57, 8,68, 10,08 T'y, 1H), 6,85 (d,
J=5.84 T, 1H), 536 (s, 2H), 4,27
443 (m, 1H), 3,74 (s, 3H), 3,37-3,48
(m, 2H), 2,98-3,06 (m, 1H), 2,91 (tdd,
J=4,17, 7,93, 14,39 Ty, 1H), 2,80 (dd,
J=8,64, 12,46 T'n, 1H), 1,93-2,09 (m,
1H), 1,65-1,79 (m, 1H)

SFC:
AaHAJUTUYECKa
51 KOJIOHKa
Chiralpak OD,
15%
U30MPOMAHOJ,

nuK 1

518

600MI '
DMSO - ds

746 (t, J=8,90 Tu, 1H), 7,40 (¢,
J=9,01 T'n, 1H), 5,13 (dd, J=12.96,
17,56 Ty, 1H), 4,93 (br t, J=16,66 T,
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1H), 4,32-4,49 (m, 1H), 4,02-4.21 (m,
1H), 3,82-3,93 (m, 2H), 3,36-3,43 (m,
1H), 3,19-3,28 (m, 3H), 2,90-3,06 (m,
3H), 2,72-2,83 (m, 2H), 2,00-2,15 (m,
1H), 1,79 (br s, 1H), 1,39-1,54 (m,
1H), 0,86-0,97 (m, 3H)

519

600MI't
DMSO - d

8,81-9,03 (m, 1H), 8,27-8,41 (m, 2H),
7,63-7,75 (m, 1H), 7,38-7,55 (m, 1H),
5,85-5,99 (m, 2H), 4,19-4,51 (m, 3H),
2,83-2,95 (m, 1H), 2,63-2,78 (m, 1H),
1,94-2,14 (m, 1H), 1,69-1,86 (m, 1H),
1,41-1,58 (m, 1H)

SFC:
AHAJIMTHYCCKA
51 KOJIOHKA
Regis Whelk-
0, 35%
H30MPOIIAHO,

K 2

520

600MI 't
DMSO - dg

8,63 (br s, 2H), 7,22-7,35 (m, 2H),
7,11-7,22 (m, 2H), 4,74-4,85 (m, 2H),
428 (t, J=7,63 Tu, 1H), 3,94 (br t,
J=771 T, 1H), 3,43-3,78 (m, 6H),
3,04-3,20 (m, 1H), 2,38-2,59 (m, 3H),
2,21-2,32 (m, 1H), 1,81-1,98 (m, 1H)

521

600MI'1t
DMSO - d

734751 (m, 4H), 7,24 (br s, 1H),
491-516 (m, 3H), 4,66 (br dd,
J=2,65, 17,20 T'w, 1H), 4,32-4,48 (m,
1H), 3,84-3,90 (m, 1H), 3,17 (d,
J=4,13 Tu, 1H), 2,93-3,05 (m, 2H),
2,61-2,74 (m, 1H), 2,07-2,22 (m, 1H),
1,74-1,89 (m, 2H), 1,64 (br d, J=12,77
I'w, 2H), 1,42-1,57 (m, 2H), 1,26-1,38
(m, 2H)

522

600MI 't
DMSO - dg

7,48 (dd, J=7,51, 10,78 T, 1H), 7,33-
7,43 (m, 1H), 7,04 (d, J=2,73 'y, 2H),
7,04 (m, 1H), 5,20-5,38 (m, 1H), 4,90-
5,05 (m, 2H), 4,75-4,87 (m, 1H), 4,68
(dd, J=6,85, 15,88 T, 1H), 3,67 (dt,
J=8,25, 13,04 I'u, 1H), 3,38-3,52 (m,
1H), 3,26 (br d, J=5,22 T, 1H), 3,09-
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3,23 (m, 3H), 2,88-3,05 (m, 1H), 2,79-
2,86 (m, 1H), 2,57-2,70 (m, 1H), 2,51~
2,57 (m, 1H), 2,31-2,47 (m, 2H), 1,95~
2,11 (m, 1H), 1,71-1,87 (m, 1H).

600MI'1
DMSO - dq

7,44-7,63 (m, 1H), 7,32-7,40 (m, 1H),
4,96-5,13 (m, 2H), 4,24-4,50 (m, 1H),
3,41 (br s, 1H), 3,21 (br s, 1H), 2,96-
3,03 (m, 2H), 2,33-2,46 (m, 2H), 2,17~
2,32 (m, 1H), 2,10 (br d, J=10,20 Iy,
1H), 1,88 (br d, J=6,85 I'n, 1H), 1,77
(br d, J=8,49 Tu, 1H), 1,67 (br d,
J=9,81 'y, 1H), 1,62 (br s, 1H), 1,56
(br s, 2H), 1,43-1,53 (m, 1H), 1,30-
1,42 (m, 3H), 1,21-1,30 (m, 2H), 1,07-
1,21 (m, 2H), 0,90-1,06 (m, 1H).

524

600MI'1
DMSO - dg

8,47 (d, J=5,84 Ty, 1H), 7,23 (d,
J=9,56 I'm, 1H), 7,18-7,21 (m, 1H),
6,83-6,89 (m, 2H), 5,32-5,40 (m, 2H),
437-4,44 (m, 1H), 4,28-4,35 (m, 1H),
3,75 (s, 3H), 3,45-3,54 (m, 2H), 3,03-
3,10 (m, 1H), 2,83 (dd, J=8,68, 12,50
'y, 1H), 2,03-2,10 (m, 1H), 1,65-1,80
(m, 1H)

SFC:
AHAJIUTHYECKA
51 KOJIOHKA
Chiralpak OD,
15%
U30IPONAHO,

nuK 2

525

600MI '
DMSO - dg

7,36-7,49 (m, 2H), 5,09-5,19 (m, 2H),
4,93-5,05 (m, 2H), 4,36-4,44 (m, 1H),
3,61 (td, J=8,79, 13,18 I'w, 1H), 3,37-
3,49 (m, 1H), 3,24-3,30 (m, 1H), 3,10-
3,24 (m, 3H), 3,07 (s, 3H), 2,93-3,05
(m, 3H), 2,74-2,83 (m, 3H), 2,18-2,34
(m, 1H), 2,05-2,15 (m, 1H), 1,73-1,91
(m, 1H)

526

600MI'1
DMSO - dg

7,45-7,58 (m, 2H), 5,02-5,14 (m, 2H),
4,40-4,49 (m, 1H), 4,33-4,40 (m, 1H),
3,36-3,51 (m, 1H), 3,22-3,29 (m, 3H),
3,17 (s, 1H), 2,93-3,12 (m, 4H), 2,77
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(ddd, J=4,17, 831, 12,59 'y, 1H),
2,34-2,47 (m, 2H), 2,08-2,17 (m, 1H),
1,74-1,92 (m, 1H), 1,06 (br d, J=8,33
', 2H), 0,94-1,03 (m, 2H)

527

600MI 11
DMSO - d¢

7,36-7,51 (m, 2H), 4,95-5,24 (m, 2H),
4,71-4.86 (m, 1H), 4,45-4,54 (m, 1H),
432-438 (m, 1H), 3,45-3,55 (m, 1H),
3,35-3.44 (m, 2H), 3,24-3,31 (m, 2H),
3,00-3,22 (m, 2H), 2,92-3,04 (m, 2H),
2,73-2,81 (m, 1H), 2,23-2,39 (m, 2H),
2,04-2,15 (m, 1H), 1,65-1,92 (m, 3H),
1,25 (t, J=7,05 Iy, 2H), 1,05 (br t,
J=6,77 I'y, 1H)

528

600MI 't
DMSO - dg

7,46-7,54 (m, 2H), 5,00-5,15 (m, 2H),
4,68-4,86 (m, 1H), 4,23 (s, 1H), 3,91-
4,00 (m, 1H), 3,75 (br t, J=5,29 Ty,
1H), 3,57-3,68 (m, 3H), 3,20-3,26 (m,
2H), 2,95-3,06 (m, 2H), 2,51-2,65 (m,
1H), 2,15-2,22 (m, 1H), 1,82-1,92 (m,
1H)

529

600MI 't
DMSO - d

7,46 (dd, J=7,51, 11,09 I'w, 1H), 7,38
(dd, J=7,32, 10,74 T'y, 1H), 4,95-5,08
(m, 2H), 4,28-4,38 (m, 1H), 3,99 (br d,
J=13,31 Ty, 1H), 3,46-3,55 (m, 2H),
3,24-330 (m, 4H), 3,11-3,23 (m, 1H),
2,93-3,10 (m, 2H), 2,68-2,82 (m, 3H),
2,11 (ddd, J=4,48, 831, 12,59 T
1H), 1,89 (quin, J=6,79 I'n, 2H), 1,68-
1,82 (m, 5H), 1,64 (dt, J=3,43, 12,26
I'w, 1H), 1,35-1,45 (m, 1H)

530

600MI'
DMSO - dq

7,40-7,48 (m, 1H), 7,31-7,40 (m, 1H),
4,94-5.09 (m, 2H), 3,73-3,91 (m, 2H),
3,42-3,57 (m, 1H), 3,08-3,22 (m, 3H),
2,97-3,05 (m, 3H), 2,79 (t, J=8,44,
12,15 Ta, 2H), 2,33-2,48 (m, 1H),
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2,01-2,16 (m, 1H), 1,86-1,98 (m, 1H),
1,68-1,84 (m, 2H), 1,58-1,66 (m, 1H)

W
w
—_

600MI 1t
DMSO - ds

746 (1, J=9,14 Tm, 1H), 7,41 (,
J=8,98 T, 1H), 5,00-5,12 (m, 2H),
435-446 (m. 1H), 3,82 (br s, 1H),
3,49-3.82 (m, 7H), 3,23-3,30 (m, 1H),
2,94-3.11 (m, 2H), 2,79 (dd, J=8,06,
12,57 Tu, 1H), 2,06-2,17 (m, 1H),
2,00 (br s, 1H), 1,73-1,92 (m, 2H),
0,71-0,80 (m, 4H)

532

600MI'1t
DMSO - ds

7,46 (dd, J=7,47, 11,13 Ty, 1H), 7,37
(dd, J=7,40, 10,74 Ty, 1H), 7,30 (br d,
J=5,37 T, 1H), 6,82 (br s, 1H), 4,95-
5,06 (m, 2H), 4,31-4,45 (m, 1H), 4,22-
430 (m, 1H), 3,97 (br d, J/=13,16 I'y,
1H), 3,10-3,22 (m, 2H), 2,91-3,09 (m,
3H), 2,66-2,82 (m, 2H), 2,35-2,47 (m,
1H), 2,00-2,16 (m, 1H), 1,77-1,85 (m,
2H), 1,71-1,77 (m, 1H), 1,56-1,68 (m,
1H), 1,36-1,44 (m, 1H)

533

600MI '
DMSO - ds

7,36 (¢, J=9,19 Ty, 1H), 6,93 (s, 1H),
6,89 (s, 1H), 6,80 (dt, J=7,32, 10,20
I'm, 1H), 4,27-4,45 (m, 1H), 3,63-3,75
(m, 2H), 3,59 (br d, J=11,83 T'y, 1H),
3,11-3,25 (m, 1H), 2,98-2,74-2,92 (m,
3H), 1,90-2,05 (m,1H), 1,58-1,72 (m,
2H), 1,44 (d, J=7,08 Ty, 3H), 1,36 (d,
J=1,24 T, 3H)

534

600MI 't
DMSO - dg

7,77 (br dd, J=4,44, 7,32 T, 1H), 7,46
(dd, J=7,43, 11,09 T'n, 1H), 7,37 (dd,
J=7.36, 10,70 T, 1H), 4,94-5,07 (m,
2H), 4,32-4,44 (m, 1H), 4,24-431 (m,
1H), 3,98 (br d, J=13,23 T'w, 1H), 3,26
(br s, 1H), 3,09-3,21 (m, 1H), 2,92-
3,07 (m, 2H), 2,66-2,81 (m, 2H), 2,58

-305 -




043189

(d, /=4,59 T, 3H), 2,32-2,47 (m, 2H),
2,10 (br dd, J=3,54, 13,20 T, 1H),
1,57-1,86 (m, 4H), 1,33-1,46 (m, 1H)

535

600MI 1t
DMSO - d¢

7,32-7,49 (m, 2H), 4,89-5,05 (m, 2H),
4,34-4.45 (m, 1H), 3,69-3,85 (m, 2H),
3,16-3,27 (m, 1H), 2,95-3,12 (m, 4H),
2,72-2,88 (m, 1H), 1,98-2,16 (m, 2H),
1,86 (br d, J=1,71 T'y, 4H), 1,70-1,84
(m, 3H), 1,40-1,59 (m, 2H)

536

600MI 1t
DMSO - d¢

7,46 (dd, J=7,47, 11,13 'y, 1H), 7,38
(dd, J=7,36, 10,70 I'y, 1H), 4,95-5,08
(m, 2H), 4,35-4,44 (m, 3H), 3,98 (br d,
J=13,31 T, 1H), 3,49 (br s, 2H), 3,38-
3,45 (m, 3H), 3,16-3,28 (m, 2H), 2,91~
3,04 (m, 3H), 2,71-2,83 (m, 2H), 1,97-
2,15 (m, 1H), 1,73-1,91 (m, 1H), 1,57-
1,70 (m, 4H), 1,51 (br s, 2H), 1,36-
1,46 (m, 3H)

537

600MI 11
DMSO - ds

7,46 (dd, J=7,43, 11,09 I'y, 1H), 7,38
(dd, J=7,40, 10,74 Ty, 1H), 4,95-5,08
(m, 2H), 4,28-4,39 (m, 1H), 3,99 (br d,
J=13,39 T, 1H), 3,52 (br t, J=5,99
', 2H), 3,37-3,44 (m, 2H), 3,25-3,30
(m, 1H), 3,13-3,25 (m, 2H), 2,94-3,05
(m, 2H), 2,85-2,93 (m, 1H), 2,70-2,85
(m, 2H), 2,11 (ddd, J=4,44, 8,19,
12,51 Ty, 1H), 1,74-1,84 (m, 2H),
1,63-1,72 (m, SH), 1,58 (quin, J=5,90
I'w, 2H), 1,40-1,53 (m, 5H)

600MI 1t
DMSO - d¢

7,47 (dd, J=7,43, 11,17 [y, 1H), 7,31
(dd, J=7,28, 10,70 T'w, 1H), 5,03 (br s,
2H), 4,31-4,46 (m, 2H), 3,55-3,71 (m,
4H), 3,34-3,42 (m, 4H), 3,21-3,28 (m,
3H), 3,04-3,20 (m, 2H), 2,92-3,03 (m,
2H), 2,69-2,81 (m, 1H), 2,26-2,40 (m,
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2H), 1,99-2,14 (m, 1H), 1,70-1,86 (m,
1H)

600MI 1t
DMSO - dg

7,46 (dd, J=7,47, 11,13 'y, 1H), 7,38
(dd, J=7,40, 10,74 T'n, 1H), 5,01 (dq,
J=9.61, 17,43 Tu, 2H), 443 (td,
J=4,02, 7,61 Tu, 1H), 431-438 (m,
1H), 429 (br s, 1H), 3,98 (br d,
J=13,23 T, 1H), 3,83-3,92 (m, 1H),
3,15-3,29 (m, 2H), 2,92-3,04 (m, 4H),
2,73-2,81 (m, 2H), 2,51-2,62 (m, 1H),
2,06-2,15 (m, 1H), 1,71-1,88 (m, 4H),
1,59-1,71 (m, 4H), 1,39 (br s, 2H),
1,09-1,17 (m, 1H), 0,90 (br d, J=6,38
I'w, 2H), 0,85 (br d, J=6,46 ', 2H)

540

600MI'1
DMSO - dg

746 (t, J=9,12 I'm, 1H), 7,40 (,
J=9,00 T, 1H), 5,00-5,11 (m, 2H),
433- 4,44 (m, 1H), 3,51-3,63 (m, SH),
3,43-3,49 (m, 3H), 3,23-3,30 (m, 1H),
2,94-3,06 (m, 2H), 2,79 (dd, J=8,06,
12,57 Ty, 1H), 2,02-2,17 (m, 4H),
1,75-1,93 (m, 2H)

541

600MI 't
DMSO - dg

7,47 (t, J=9,15 Ty, 1H), 7,30-7,41 (m,
1H), 4,99-5,17 (m, 2H), 4,30-4,44 (m,
1H), 4,06-4,15 (m, 1H), 3,85-3,93 (m,
1H), 3,71-3,79 (m, 1H), 3,45-3,64 (m,
2H), 3,35-342(m, 1H), 3,17 (d,
J=4,98 T, 1H), 3,05-3,13 (m, 1H),
2,93-3,04 (m, 2H), 2,69-2,80 (m, 1H),
2,30-2,47 (m, 2H), 2,02-2,13 (m, 2H),
1,91-1,96 (m, 1H), 1,74-1,90 (m, 4H),
1,46-1,54 (m, 1H)

542

600MI'1
DMSO - dg

7,46 (dd, J=7,47, 11,13 'y, 1H), 7,38
(dd, J=7,32, 10,74 Ty, 1H), 4,95-5,07
(m, 2H), 4,67 (spt, J=6,76 I'u, 1H),
429-437 (m, 1H), 4,25 (td, J=3,24,
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6,52 T, 1H), 3,99 (br d, J=13,47 I'n,
1H), 3,17-3,35 (m, 1H), 2,92-3,05 (m,
3H), 2,86 (s, 2H), 2,69-2,83 (m, 2H),
2,66 (s, 1H), 2,06-2,16 (m, 1H), 1,74~
1,91 (m, 3H), 1,59-1,70 (m, 3H), 1,35-
1,47 (m, 1H), 1,16 (dd, J=2,57, 6,31
I, 3H), 1,02 (dd, J=3,58, 6,62 Iy,
3H)

747-7.55 (m, 1H), 7,26-7,33 (m, 1H),
5,06-5,14 (m, 2H), 4,38-4,56 (m, 2H),
4,11-4,27 (m, 1H), 3,36-3,46 (m, 1H),

600MI' 3,11-3,28 (m, 3H), 2,93-3,09 (m, 2H),
i DMSO -ds | 2,79 (br s, 1H), 1,99-2,16 (m, 2H), B B
1,74 (br t, J=9,42 Tu, 1H), 0,98 (d,
J=6,54 T, 3H), 0,83 (dd, /=234, 6,62
T, 3H)
6,80-6,88 (m, 1H), 6,56-6,63 (m, 1H),
5,03-5,14 (m, 2H), 4,38-4,53 (m, 1H), SFC:
600MI'y | 4,30-4,37 (m, 1H), 4,23 (q, /=9,52 I'yy, Chiralpak IC,
R DMSO - dg | 2H), 3,73-3,77 (m, 3H), 3,24 (s, 3H), b 20% MeTaHol,
2,92-3,04 (m, 3H), 2,72-2,82 (m, 1H), ik 1
2,03-2,13 (m, 1H), 1,73-1,90 (m, 1)
6,83 (dd, J=2,18, 9,42 I'u, 1H), 6,61
(dd, /=2,18, 11,99 T'w, 1H), 4,96-5,07
(m, 2H), 4,34-4,44(m, 1H), 3,80 (s, SFC:
545 600MI'u | 3H), 3,63-3,70 (m, 2H), 3,59 (br d, B Chiralpak IC,
DMSO - ds | J=4,83 T, 4H), 3,40-3,52 (m, 3H), 35% MeTaHoI,
3,22-3,28 (m, 1H), 2,94-3,11 (m, 2H), ik 1
2,77 (dd, J=8,49, 12,53 T'u, 1H), 2,02-
2,19 (m, 1H), 1,75-1,84 (m, 1H)
6,74 (dd, J=2,26, 8,95 I'u, 1H), 6,57 SFC:
(dd, /=2,22, 12,18 TI'u, 1H), 4,94-5,02 )
546 C00MI (m, 2H), 4,35-4,43 (m, 1H), 3,89 (s, B Chiralpak IC,
DMSO -d¢ 35% meraHoI,

3H), 3,61-3,70 (m, 2H), 3,59 (br s,
3H), 3,36-3,53 (m, 3H), 3,16-3,28 (m,

MUK 2
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2H), 2,92-3,02 (m, 2H), 2,74 (dd,
J=8,17, 12,46 T'u, 1H), 1,98-2,14 (m,
1H), 1,74-1,86 (m, 1H)

547

500 MI'y,
METAHOJT
-4

7,35 (dd, J=7,53, 10,64 T'u, 1H), 7,01
(dd, J=6,88, 10,25 T, 1H), 538 (t,
J=10,12 Tu, 1H), 4,34-4,52 (m, 1H),
3,59-3,69 (m, 1H), 3,55 (dt, J=7,40,
9,67 'y, 1H), 3,41-3,51 (m, 2H), 3,05-
3,22 (m, 2H), 2,94 (dd, /=8,82, 12,46
T'w, 1H), 2,79-2,87 (m, 1H), 2,61-2,70
(m, 1H), 2,37-2,48 (m, 1H), 2,18-2,30
(m, 1H), 1,91-2,03 (m, 1H), 0,80-0,94
(m, 4H)

SC: Regis
Whelk-0, 30%
IPA, mux 1

548

500 MI'w,
XJIOPODO
PM-d

7.39 (dd, J=7,27, 10,64 L'y, 1H), 6,69
(dd, J=7,01, 9,86 Ty, 1H), 521 (t,
J=9,99 T, 1H), 4,27-4,46 (m, 2H),
4,04-4,16 (m, 2H), 3,48-3,70 (m, 6H0),
3,14-3,24 (m, 1H), 2,96-3,11 (m, 2H),
2,53-2,63 (m, 1H), 2,41 (qd, J=9,54,
13,43 Ty, 1H), 2,18-2,26 (m, 1H),
1,92-2,08 (m, 2H), 1,69-1,91 (m, 3H)

SC: Chiralpak
IC, 20%
METaHOJI, UK

1

549

500 MIw,
METAHOJI
-d4

7,36 (dd, J=7,27, 10,64 L', 1H), 7,02
(dd, J=7,01, 10,38 I'm, 1H), 5,39 (,
J=10,12 Tu, 1H), 4,35-4,53 (m, 1H),
3,64 (dt, J=1,04, 9,73 T, 1H), 3,50-
3,60 (m, 2H), 3,41 (br dd, J=5,19, 7,27
I'w, 1H), 3,11-3,21 (m, 2H), 2,93 (dd,
J=8,56, 12,46 T'y, 1H),

2,79-2,87 (m, 1H), 2,57-2,67 (m, 1H),
2,42 (qd, J=9,87, 12,94 Ty, 1H), 2,17-
2,30 (m, 1H), 1,94-2,04 (m, 1H), 0,78-
0,94 (m, 4H)

SC: Regis
Whelk-0, 30%
IPA, muxk 2

550

500 MIL,
XJIOPODO
PM-d

739 (dd, J=7,40, 10,51 T, 1H), 6,69
(dd, J=6,75, 9,86 Twu, 1H), 5,19 (t,
J=9.86 T, 1H), 4,35-4,47 (m, 2H),

SC: Chiralpak
1C, 20%

METaHOJI, TTHK
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4,02-4,19 (m, 2H), 3,40-3,71 (m, 6H),
3,16-3,38 (m, 2H), 2,89 (dd, J=8,69,
12,59 T,

1H), 2,58 (dddd, J=1,30, 7,72, 9,34,
13,30 I'm, 1H), 2,40 (qd, J=9,68, 13,27
I, 1H), 2,16-2,32 (m, 1H), 1,90-2,04
(m, 2H), 1,72-1,90 (m, 3H)

551

600 MI'L,
DMSO-dg

7,46-7,56 (m, 2H), 7,38-7,45 (m, 1H),
5,56 (s, 2H), 4,32-4,50 (m, 1H), 3,37-
3,51 (m, 2H), 3,04-3,12 (m, 1H), 2,94-
3,04 (m, 1H), 2,80-2,90 (m, 1H), 2,07-
2,17 (m, 1H), 1,73-1,85 (m, 1H)

552

500 MI,
METAHOJI
-d,

7.06-7,14 (m, 1H), 6,80-6,91 (m, 1H),
576 (s, 2H), 4,54-4,72 (m, 1H), 3,66-
3,79 (m, 1H), 3,52-3,61 (m, 1H), 3,41~
3,52 (m, 1H), 3,32 (t, J=1,62 Ty, 3H),
3,15-3,24 (m, 1H), 3,07-3,15 (m, 1H),
2,22-2,34 (m, 1H), 1,93-2,09 (m, 1H)

Regis Whelk-
0s,s, 25%
MeOH, nuk 2

553

600 MI'L,
DMSO-dg

7,46-7,63 (m, 2H), 5,68-5,79 (m, 2H),
432-4.52 (m, 1H), 3,37-3,47 (m, 2H),
2,98-3,11 (m, 2H), 2,79-2,88 (m, 1H),
2,62-2,69 (m, 3H), 2,07-2,17 (m, 1H),
1,75-1,85 (m, 1H)

554

500 MTI',
METAHOJI
-d,

7,54-7,67 (m, 2H), 7,43-7,53 (m, 1H),
5,21 (s, 2H), 4,10-4,57 (m, 3H), 3,52-
3,62 (m, 1H), 3,39-3,47 (m, 1H), 3,35
(s, 3H), 3,13 (m, 2H), 2,92-3,06 (m,
1H), 2,12-2,28 (m, 1H), 1,86-2,03 (m,
1H)

Chiralpak AD-
H, 15%
MeOH/DEA,

nuK 1

555

500 MI'm,
METAHOJ
-d4

8,81 (s, 2H), 8,16 (t, J=2,34 'y, 1H),
7,58 (dd, J=2,59, 8,43 'y, 1H), 5,54
(s, 2H), 4,36-4,56 (m, 1H), 3,68-3,79
(m, 1H), 3,58-3,68 (m, 1H), 3,10-3,25
(m, 2H), 2,96-3,10 (m, 1H), 2,10-2,27
(m, 1H), 1,81-1,97 (m, 1H)

Chiralpak IC,
40% MeOH ¢
0,2% DEA,

MUK 2
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8,98 (d, /=1,79 T', 1H), 8,29-8,34 (m,
1H), 7,53 (d, J=8,25 Ty, 1H), 7,01-
7,06 (m, 1H), 6,97 (td, J=10,59, 2,18

Lux Cellulose-

600 MI'y, | Ty, 1H), 5,57 (s, 2 H), 4,32-4,40 (m, 1
556 2, 30% MeOH,
DMSO-ds | H), 3,36-3,51 (m, 2H), 3,31 (s, 3H), )
UK
2,98-3,09 (m, 1H), 2,86-2,95 (m, 1H),
2,80 (dd, J=12,46, 8,49 I'yy, 1H), 2,01-
2,09 (m, 1H), 1,68-1,76 (m, 1H)
7,21-7,40 (m, 1H), 7,07-7,17 (m, 1H),
500 MTI', | 6,81-6,93 (m, 1H), 5,83-5,96 (m, 2H), Regis Whelk-
557 METAHOJI | 4,63-4,80 (m, 1H), 3,73-3,86 (m, 1H), Os,s, 10%
-d4 3,54-3,72 (m, 2H), 3,12-3,25 (m, 2H), MeOH, muk 2
2,24-2.36 (m, 1H), 1,98-2,10 (m, 1H)
7,00-7,08 (m, 1H), 6,74-6,84 (m, 1H),
5,19 (s, 2H), 4,38-4,56 (m, 1H), 4,06-
500 MI'w, Regis Whelk-
4,28 (m, 3H), 3,48-3,58 (m, 1H), 3,38-
558 METAHOJ Os,s, 15%
3,46 (m, 1H), 3,33 (s, 3H), 3,14-3,20
-dy MeOH, muk 1
(m, 1H), 2,88-3,02 (m, 1H), 2,14-2,27
(m, 1H), 1,88-2,00 (m, 1H)
7,39-7,50 (m, 1H), 7,22-7,34 (m, 1H),
7,09-7,23 (m, 1H), 5,10 (s, 2H), 4,11- Chiralpak AD-
500 MI'n,
4,53 (m, 3H), 3,44-3,55 (m, 1H), 3,34- H, 25%
559 METAHOJI
q 3,41 (m, 1H), 3,34 (s, 3H), 3,05-3,16 MeOH/DEA,
- (m, 2H), 2,87-2,98 (m, 1H), 2,12-2,25 muk 1
(m, 1H), 1,82-2,00 (m, 1H)
7,42-7,68 (m, 3H), 5,84-5,98 (m, 2H),
4,30-4,51 (m, 1H), 3,34-3,49 (m, 2H),
600 MI',
560 3,04-3,13 (m, 1H), 2,93-3,02 (m, 1H), -
DMSO-dg
2,79-2,90 (m, 1H), 2,08-2,18 (m, 1H),
1,73-1,86 (m, 1H)
7,43-7,54 (m, 1H), 7,16-7,27 (m, 1H),
500 MI', | 6,94-7,04 (m, 1H), 5,75 (s, 2H), 4,54- Chiralpak AZ-
561 METAHOJI | 4,74 (m, 1H), 3,66-3,75 (m, 1H), 3,51- H, 30%
-d4 3,59 (m, 1H), 3,43-3,49 (m, 1H), 3,28- MeOH, nuk 2

3,36 (m, 3H), 3,06-3,24 (m, 2H), 2,22
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2,39 (m, 1H), 1,96-2,14 (m, 1H)

562

600 M,
DMSO-ds

8,02-9,00 (m, 1H), 8,26-8,35 (m, 1H),
7,44-7,57 (m, 2H), 7,32-7,42 (m, 1H),
5,55 (s, 2H), 4,29-4,48 (m, 1H), 3,38-
3,47 (m, 2H), 3,31 (s, 3H), 2,99-3,09
(m, 1H), 2,89-2,98 (m, 1H), 2,75-2,84
(m, 1H), 2,00-2,11 (m, 1H), 1,65-1,78
(m, 1H)

563

600 MI'm,
DMSO-dg

7,64 (s, 1H), 7,56 (d, J=8,33 I', 1H),
7,40 (dd, J=8,33, 1,25 'y, 1H), 5,06-
5,15 (m, 2H), 4,38-4,46 (m, 1H), 3,39-
3,41 (m, 2H), 3,07-3,15 (m, 4H), 2,99
(m, 1H), 2,90 (s, 3H), 2,84 (dd,
J=12,69, 8,17 T'w, 1H), 2,01-2,17 (m,
1H), 1,74-1,85 (m, 1H)

Chiralpak IC,
15% MeOH,

vk 1

564

600 MI',
DMSO-ds

7.47-7,52 (m, 1H), 7,42-7,46 (m, 1H),
6,07-6,14 (m, 1H), 5,34 (s, 2H), 4,31~
4,55 (m, 1H), 3,40-3,51 (m, 2H), 2,98-
3,12 (m, 2H), 2,79-2,89 (m, 1H), 2,36
(s, 3H), 2,07-2,18 (m, 1H), 1,75-1,85
(m, 1H)

565

600 MTw,
DMSO-dq

7,02-7,09 (m, 1H), 6,90-6,98 (m, 1H),
4,94-505 (m, 2H), 4,31-4,49 (m, 1H),
3,32 (s, 2H), 3,12 (s, 3H), 2,93-3,07
(m, 2H), 2,88 (s, 3H), 2,75-2,82 (m,
1H), 2,04-2,18 (m, 1H), 1,77-1,83 (m,
1H)

Phenomenex
CEL 2, 25%
MeOH, muk 1

566

600 MIw,
DMSO-dg

7,35-7,44 (m, 1H), 7,07-7,13 (m, 1H),
6,84-6,95 (m, 1H), 4,90-5,04 (m, 2H),
4,31-4,49 (m, 1H), 3,24-3,25 (m, 2H),
3,12 (s, 3H), 2,93-3,03 (m, 2H), 2,89
(s, 3H), 2,72-2,81 (m, 1H), 2,03-2,17
(m, 1H), 1,73-1,86 (m, 1H)

Phenomenex
CEL 2, 25%
MeOH, nuk 1

567

600 MI'L,
DMSO-ds

7.49-7,54 (m, 1H), 7,40-7,46 (m, 1H),
6,77-6,87 (m, 1H), 5,40 (s, 2H), 4,30-
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4,48 (m, 1H), 3,37-3,50 (m, 2H), 3,03-
3,13 (m, 1H), 2,91-3,00 (m, 1H), 2,80-
2,88 (m, 1H), 2,26 (d, J=1,09 I'u, 3H),
2,06-2,15 (m, 1H), 1,72-1,81 (m, 1H)

568

600 M,
DMSO-ds

747-7,57 (m, 2H), 7,18-7,28 (m, 1H),
5,59 (s, 2H), 4,31-4,48 (m, 1H), 3,38-
3,51 (m, 2H), 3,03-3,12 (m, 1H), 2,92
3,01 (m, 1H), 2,79-2,88 (m, 1H), 2,32
(s, 3H), 2,04-2,17 (m, 1H), 1,73-1,81
(m, 1H)

569

600 MI L,
DMSO0-ds

7,45-7,53 (m, 1H), 7,35-7,42 (m, 1H),
6,96-7,06 (m, 1H), 5,89 (s, 2H), 4,28-
447 (m, 1H), 3,32 (m, 2H), 2,97-3,06
(m, 1H), 2,87-2,95 (m, 1H), 2,73-2,82
(m, 1H), 2,04-2,14 (m, 1H), 1,67-1,77
(m, 1H)

Chiralcel OD-
H, 15%
M30TIPOTIAHOI,

K 1

570

500 MI',
METAHOJ
d,

7.42-7,52 (m, 1H), 7,09-7,21 (m, 2H),
5,11 (s, 2H), 4,09-4,53 (m, 3H), 3,46-
3,56 (m, 1H), 3,35-3,45 (m, 1H), 3,34
(s, 3H), 3,05-3,15 (m, 2H), 2,87-2,08
(m, 1H), 2,13-2,26 (m, 1H), 1,85-1,97
(m, 1H)

Chiralpak AD-
H, 25%
MeOH/DEA,

K 2

571

600 MI L,
DMSO-ds

7.48-7,57 (m, 2H), 5,59 (s, 2H), 4,32-
4,50 (m, 1H), 3,39-3,46 (m, 2H), 3,02-
3,10 (m, 1H), 2,94-3,02 (m, 1H), 2,76-
2,88 (m, 1H), 2,47 (s, 3H), 2,06-2,17
(m, 1H), 1,73-1,82 (m, 1H)

572

600 MIw,
DMSO-dg

7,48-7,56 (m, 1H), 7,39-7.47 (m, 1H),
5,44 (s, 2H), 4,31-4,50 (m, 1H), 3,35-
3,48 (m, 2H), 3,02-3,13 (m, 1H), 2,91-
3,01 (m, 1H), 2,78-2,89 (m, 1H), 2,57
(s, 3H), 2,06-2,16 (m, 1H), 1,72-1,80
(m, 1H)

573

500 MIL,
METAHOJI

7,47-7.56 (m, 1H), 7,10-7,37 (m, 2H),
6,99-7.07 (m, 1H), 5,90 (s, 2H), 4,65-

Chiralcel OD-
H, 15%
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4,84 (m, 1H), 3,75-3,84 (m, 1H), 3,53-
3,70 (m, 2H), 3,13-3,23 (m, 2H), 2,26-
2,37 (m, 1H), 2,00-2,11 (m, 1H)

H30IPOIaHOI,

nuk 1

574

500 M,
METAHOJI

8,18-3,24 (m, 1H), 7,68-7,75 (m, 1H),
5,73-5,82 (m, 2H), 4,54-4,74 (m, 1H),
3,77-3,88 (m, 1H), 3,41-3,77 (m, 2H),
3,32 (td, J=1,62, 3,24 I'u, 1H), 3,06-
3,22 (m, 1H), 2,68-2,79 (m, 3H), 2,21
(s, 1H), 1,90-2,05 (m, 1H)

Chiralpak IC,
35% MeOH,

nuk 1

575

600 MI'L,
DMSO-dg

7.47-7,55 (m, 1H), 7,36-7,46 (m, 1H),
5,35 (s, 2H), 4,32-4,48 (m, 1H), 3,39-
3,49 (m, 2H), 3,03-3,12 (m, 1H), 2,93~
3,02 (m, 1H), 2,79-2,89 (m, 1H), 2,18
(s, 3H), 2,05-2,14 (m, 1H), 1,97 (s,
3H), 1,70-1,82 (m, 1H)

576

600 MI',
DMSO-ds

7.20-7.24 (m, 1H), 7,12-7,19 (m, 1H),
6,86-6,95 (m, 1H), 4,91-5,05 (m, 2H),
431-4,48 (m, 1H), 3,33-3,39 (m, 2H),
3,12 (s, 3H), 2,93-3,06 (m, 2H), 2,89
(s, 3H), 2,74-2,82 (m, 1H), 2,05-2,15
(m, 1H), 1,74-1,82 (m, 1H)

Chiralpak IC,
15% MeOH,

MUK 2

577

600 MI L,
DMSO-dq

7.42-7,54 (m, 2H), 5,45 (s, 2H), 4,29~
4,49 (m, 1H), 3,37-3,50 (m, 2H), 3,03-
3,13 (m, 1H), 2,92 (m, 3H), 2,77-2,87
(m, 1H), 2,06-2,17 (m, 1H), 1,71-1,80
(m, 1H), 1,24 (t, J=7,55 I'w, 3H)

578

600 MI'L,
DMSO-ds

7.43-7,56 (m, 2H), 5,37-5,45 (m, 2H),
4,31-4,49 (m, 1H), 3,36-3,47 (m, 2H),
3,03-3,11 (m, 1H), 2,90-2,99 (m, 1H),
2,75-2,86 (m, 1H), 2,29-2,37 (m, 1H),
2,05-2,17 (m, 1H), 1,69-1,82 (m, 1H),
1,20-1,27 (m, 3H), 1,03-1,10 (m, 3H)

579

600 MI'w,
DMSO-dq

7,45-7,58 (m, 2H), 6,28-6,36 (m, 1H),
5,45 (s, 2H), 4,32-4,51 (m, 1H), 3,39-
3,47 (m, 1H), 3,35-3,39 (m, 1H), 3,04-
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3,13 (m, 1H), 2,94-3.03 (m, 1H), 2,79-
2,89 (m, 1H), 2,19 (s, 3H), 2,08-2,16
(m, 1H), 1,78-1,84 (m, 1H)

7.70-7,83 (m, 1H), 7,42-7,53 (m, 1H),

7,27-7,41 (m, 1H), 5,21 (s, 2H), 4,13- Chiralpak AD-
500 MIi, ,
4,56 (m, 3H), 3,51-3,62 (m, 1H), 3,40- H, 15%
580 METAHOJI
) 3,48 (m, 1H), 337 (s, 3H), 3,12 (s, MeOH/DEA,
) 2H), 2,93-3,05 (m, 1H), 2,14-2,30 (m, )
1H), 1,88-2,03 (m, 1H)
7,47-7,61 (m, 2H), 5,48-5,60 (m, 2H),
430-4,49 (m, 1H), 3,37-3,46 (m, 2H),
581 600 MI', |2,99-3,08 (m, 1H), 2,90-2,98 (m, 1H),
DMSO-dg | 2,78-2,86 (m, 1H), 2,18-2,25 (m, 1H), )
2,06-2,16 (m, 1H), 1,72-1,81 (m, 1H),
1,08-1,15 (m, 2H), 0,91-0,99 (m, 2H)
7,33-7,40 (m, 1H), 7,16-7,25 (m, 1H),
6,92-7,01 (m, 1H), 5,70-5,80 (m, 2H),
500 MI'w, | 4,48-4,68 (m, 1H), 3,65-3,75 (m, 1H), Chiralpak AZ-
582 | METAHO!I | 3,50-3,59 (m, 1H), 3,36 (s, 3H), 3,30- H, 30%
-d 3,34 (m, 1H), 3,14-3,25 (m, 1H), 3,02- MeOH, rmuk 1
3,12 (m, 1H), 2,22-2,34 (m, 1H), 1,93-
2,07 (m, 1H)
8,70-8,80 (m, 2H), 7,94-8,04 (m, 1H0),
Chiralpak IC,
500 M1, | 7,56-7,66 (m, 1H), 5,62 (s, 2H), 4,39-
40% MeOH ¢
583 | METAHOJI | 4,61 (m, 1H), 3,63-3,87 (m, 2H), 3,13-
0,2% DEA,
-4, 3,25 (m, 2H), 2,95-3,09 (m, 1H), 2,12-
nuK 2
2,26 (m, 1H), 1,74-1,92 (m, 1H)
737-7.45 (m, 1H), 7,26-7.35 (m, 1H),
6,95-7,06 (m, 1H), 5,89 (s, 2H), 4,30- Chiralcel OD-
sqq | COOMIm | 449 (m, TH), 3,32:3,44 (m, 2HD, 3,00- H, 15%
DMSO-ds | 3,11 (m, 1H), 2,86-2,97 (m, 1H), 2,75- H30MPOIMAHOI,
2,84 (m, 1H), 2,06-2,17 (m, 1H), 1,67- K 2
1,77 (m, 1H)
g5 | GOOMIL, 7.77-7.84 (m, 2H), 7,39-7,47 (m, 4H), Chiralcel OJ-
o DMSO-ds | 7,30 (dd, J=9,23, 2,45 T'n, 1H), 6,95 H, 30%
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(ddd, J=10,02, 8,66, 2,57 I'y, 1H),
5,48-5,55 (m, 2H), 4,34-4,48 (m, 1H),
3,37-3,51 (m, 2H), 3,03-3,12 (m, 2H),
2,84 (dd, J=12,42, 8,91 I'y, 1H), 2,52
(s, 3H), 2,12-2,21 (m, 1H), 1,79-1,97
(m, 1H)

MeOH, muxk 1

7,46-7,55 (m, 1H), 7,26-7,35 (m, 1),
5,45 (s, 2H), 4,30-4,49 (m, 1H), 3,39

600 MI'1,
586 (s, 5H), 2,96-3,11 (m, 2H), 2,78-2,88 -
DMSO-dg
(m, 1H), 2,26-2,32 (m, 3H), 2,06-2,18
(m, 1H), 1,77-1,86 (m, 1H)
7,35-7,42 (m, 1H), 7,23 (s, 2H), 6,95-
7,03 (m, 1H), 5,90 (s, 2H), 4,50-4,70 Chiralcel OD-
500 MI',
(m, 1H), 3,67-3,77 (m, 1H), 3,54-3,63 H, 15%
587 METAHOJI
d (m, 1H), 3,37-3,49 (m, 1H), 3,15-3,25 M30MPOIAHOI,
! (m, 1H), 3,02-3,13 (m, 1H), 2,21-2,33 K 2
(m, 1H), 1,94-2,08 (m, 1H)
7,43-7,52 (m, 1H), 7,17-7,25 (m, 1H),
6,95-7,04 (m, 1H), 5,77 (d, J/=1,95 I'y, Chiralcel OD-
500 MI'w, )
2H), 3,50-3,61 (m, 1H), 3,40-3,49 (m, H, 10%
588 METAHOJI
d 1H), 3,29-3,35 (m, 2H), 3,14-3,25 (m, U30MPOIAHOIL,
! 1H), 2,73 (s, 3H), 2,29-2,45 (m, 1H), muk 1
2,14-2,30 (m, 1H)
7,37-7,44 (m, 1H), 7,19-7,27 (m, 1H),
6,89-6,97 (m, 1H), 5,34-5,44 (m, 2H), Chiralcel OJ-
600 MI', | 4,30-4,49 (m, 1H), 3,37-3,47 (m, 2H), H, 10%
589
DMSO-ds |2,97-3,11 (m, 2H), 2,75-2,85 (m, 1H), H30MPOIIAHOI,
2,46-2,48 (m, 3H), 2,39 (s, 3H), 2,09- muK 1
2,19 (m, 1H), 1,81-1,91 (m, 1H)
7,86-7,98 (m, 1H), 7,34-7,49 (m, 1H),
500 MI', | 6,05 (s, 2H), 4,65-4,85 (m, 2H), 4,48- Chiralpak IC,
590 METAHOJI | 4,63 (m, 1H), 3,13-3,48 (m, 3H), 2,75 35% MeOH,
-d4 (s, 3H), 2,25-2,38 (m, 1H), 1,77-1,94 UK 2
(m, 1H)
591 500 MI'y, | 6,87-6,95 (m, 1H), 6,74-6,86 (m, 1H), Regis Whelk-
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METAHOJI | 5,07-5,21 (m, 2H), 4,12-4,56 (m, 3H), Os,s, 15%
-dy 3,45-3,59 (m, 1H), 3,36 (s, 3H), 2,89- MeOH, muk 2
3,23 (m, 4H), 2,11-2,28 (m, 1H), 1,84-
1,99 (m, 1H)
7,73 (s, 1H), 7,39 (s, 2H), 5,03-5,12
(m, 2H), 4,37-4,46 (m, 1H), 3,36-3,44
Chiralpak IC,
600 MI'y, | (m, 2H), 3,14 (s, 3H), 2,96-3,12 (m,
592 15% MeOH,
DMSO-ds | 2H), 2,89 (s, 3H), 2,84 (dd, J=12,57, )
TTHK
8,29 T'u, 1H), 2,08-2,17 (m, 1H), 1,81-
1,92 (m, 1H)
7,76-7,83 (m, 2H), 7,39-7,46 (m, 3H),
7,36 (dd, J=8,76, 4,71 T'u, 1H), 7,25
(dd, J/=9,73, 2,49 Ty, 1H), 6,95 (ddd,
Chiralcel OJ-
600 MTI', |J=9,85, 8,80, 2,53 T'y, 1H), 5,52
593 H, 30%
DMSO-ds | (s, 2H), 4,35-4,49 (m, 1H), 3,39-3,54
MeOH, ik 2
(m, 2H), 3,03-3,15 (m, 2H), 2,87 (dd,
J=12,42, 8,91 T'u, 1H), 2,47 (s, 3H),
2,12-2.22 (m, 1H), 1,78-1,94 (m, 1H)
7,09-7,17 (m, 1H), 6,86-6,96 (m, 1H),
4,96-5,09 (m, 2H), 4,32-4,50 (m, 1H),
Phenomenex
600 MI'y, | 3,22-3,43 (m, 2H), 3,10 (s, 3H), 2,96-
594 CEL 2, 25%
DMSO-ds | 3,07 (m, 2H), 2,89 (s, 3H), 2,77-2,85
MeOH, nuk 2
(m, 1H), 2,07-2,18 (m, 1H), 1,74-1,87
(m, 1H)
897 (d, /=1,79 I'y, 1H), 8,32 (dd,
J=825, 2,34 'y, 1H), 7,55 (d, J=8,33
Tu, 1H), 7,17 (dd, J=9,26, 2,18 I'm,
1H), 6,88 (t, /=10,33 I'y, 1H), 5,54- Lux Cellulose-
600 MI'1,
595 5,61 (m, 2H), 4,31-4,45 (m, 1H), 3,39- 2,30% MeOH,
DMSO-dg
3,45 (m, 2H), 3,04-3,14 (m, 1H), 2,92- nuk 1
3,03 (m, 1H), 2,85 (dd, J=12,61, 8,49
Tu, 1H), 2,03-2,20 (m, 1H), 1,73-1,82
(m, 1H)
600 MI'y, | 7,28-7,34 (m, 1H), 7,20-7,26 (m, 1H), Chiralcel OJ-
596
DMSO-ds | 6,90-6,98 (m, 1H), 5,40 (s, 2H), 4,33- H, 10%
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4,49 (m, 1H), 3,40-3,53 (m, 2H), 3,01- H30TIPOTIAHOII,
3,14 (m, 2H), 2,80-2,89 (m, 1H), 2,45- K 2
2,48 (m, 3H), 2,39 (s, 3H), 2,10-2,21
(m, 1H), 1,80-1,89 (m, 1H)
7,33-7,40 (m, 1H), 7,16-7,26 (m, 1H),
6,93-7,04 (m, 1H), 5,77 (d, J=1,56 T’ Chiralcel OD-
500 MTn,
2H), 3,54-3,63 (m, 1H), 3,44-3,52 (m, H, 10%
597 | METAHOJI B
1H), 3,37-3,43 (m, 1H), 3,32 (s, 1H), H30MPOIIAHOI,
& 3,18-327 (m, 1H), 2,68-2,77 (m, 3H), MK 2
2,31-2,44 (m, 1H), 2,14-2,30 (m, 1H)
724 (t, J=55 T, 1H), 7,08-7,16 (m,
1H), 6,83-6,92 (m, 1H), 5,94 (s, 2H),
500 MT', | 4,70-4,86 (m, 1H), 3,85-3,93 (m, 1H), Regis Whelk-
598 | METAHOJI | 3,73-3,83 (m, 1H), 3,64-3,72 (m, 1H), B Os,s, 10%
-d, 3,24 (dd, J=10,45, 12,65 TI'u, 2H), MeOH, muk 1
2,25-238 (m, 1H), 2,08 (br dd,
J=136,2,92 T, 1H)
7,04-7.11 (m, 1H), 6,80-6,92 (m, 1H),
500 MTw, | 5,79 (s, 2H), 4,58-4,79 (m, 1H), 3,74- Regis Whelk-
599 | METAHOIJI | 3,84 (m, 1H), 3,52-3,68 (m, 2H), 3,12- B Os, s, 25%
-d, 3,27 (m, 2H), 2,74 (s, 3H), 2,24-2,36 MeOH, muk 1
(m, 1H), 1,99-2,10 (m, 1H)
Cxema 11

CejleKTHBHOE nonyqel-me XJI0pOEeH3uMH1a30/10B

R F __Fe NHCIL NH
"RG0, EORI0 EtOH/HZO TAFMeoHIN R1‘©:

NO 60C NH;

2

<y
{Z
NCQ Q ne
S N
Q

| 1 A-THOKCAaH
/
NH,  100C

0—> NS N
RI—- ,>—
Z =N

,)—cw

[pomexxyrounoe coequnaenue 86: 4-((2,6-muxmnop-1H-0en3o[d|umuaaszomn-1-mn)MeTn)0eH30OHUTPIIT
NC NC
Cl F |
\@: HCIN H R
— =
NO, KyC0;y, ELOHH,0 @:
85C

Cramus 1. 4-(((5-Xmop-2-HuTpodeHNIT )aMHHO )METHIT ) OCH30HUTPHIL.

K mepememmBaeMomy pactBopy 4-xmop-2-gTop-1-auTpodensona (8,0 t, 45,6 mmoinb, 1 9KkB.) B dTaHOJIE
(104,0 M) u Bome (80,0 M) noGasisid 4-(aMHHOMETHIT)OCH30HUTPIIIA THApoxopus (8,45 T, 50,1 mmous, 1,1
9KB.) C MOCJEIYIOMMM Jo0aBieHneM kapOonara kamus (11,34 r, 82,0 mmonb, 1,8 2kB.). Peakimonnyio cMmech
HarpeBaiu 10 85°C B Teuenue 10 4, 3aTeM nepeMelInBaly B TeUueHUE § 4 MpH TeMIiepaType OKpyxKarouiei cpe-
1ol [Tocne 3aBepmenns peakiuu (KoHTpoupoBanu ¢ nomoinsio TLC) peakunoHHyI0 cMech pa30aBisuid BOJOM
(100 mi) u TBepabie BemecTBa (unpTpoBany. [loaydyeHHOE TBEpIOE BEUIECTBO BHICYIIMBAIM NPU BHICOKOM Ba-
KyyMme ¢ nosrydenueM 4-(((5-xsop-2-HutpodeHmn)aMuHo )MeTHi1)0eH30HuTpIiIa (9 T, BeIX0ox 68,6%) B BHIE XKell-
TOTO TBEPJIOTO BEIECTRA. 'H IMP (400 MTI'y, DMSO-dy): 8 8,85 (t, J=6,3 I'i, 1H), 8,08-8,13 (m, 1H), 7,86-7,79
(m, 2H), 7,56 (d, J=8,0 I';, 2H), 6,90 (t, J=2,4 I'y, 1H), 6,77-6,66 (m, 1H), 4,76 (d, J=6,3 I'y, 2H).

NO,
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NC\@ NCO\’
NH Fe, NH,CI cl NH
N, 60C NH,

Cragusa 2. 4-(((2-AMuHO-5-XJI0p(QEeHMIT)aMUHO )METIIT)OeH30HUTPIT K mepememmmBaeMoMy pacTBOpy 4-
(((5-xmop-2-auTpodenmn)amMmuto )MeTHin)oen3onutpmia (9,0 r, 31,3 Mmmons, 1,0 3kxB.) B cMecu TeTparunpodypa-
Ha (90,0 M), metarona (90,0 M) u Boas! (60,0 M) mobaBsLH skee3HbIil nopomok (7,51 r, 135,0 mmodb, 4,3
9KB.) C MOCIEIYIOUIUM J00aBIcHuEM Xiopuna ammonus (7,53 r, 141,0 mMons, 4,5 3kB.). [lony4eHHYO peakiu-
OHHYIO cMech HarpeBanu 10 60°C B Teuenue 2 4. [Tocie 3aBepuieHus peaknuu (KOHTPOJIMPOBATH C TOMOIIBIO
TLC) peaknmoHHYIO cMeCh (DMIIBTPOBAIN Yepe3 ICTUTOBYIO TPOKIIAAKY U MPOMBIBAIN C TIOMOIIBIO ITHIANICTATa
(100 mur). @unprpaT pazdasmsuii Bogoi (100 mur) U ciow pa3aemnsuid, BOIHBIA CJIOH MPOMBIBAIH C TTOMOIIHIO
stmnanerata (2x200 mi). OObeAMHEHHBIE OPraHUYECKHE CIIOM MPOMBIBAIM BomoH (2x200 muir), coneBbIM pac-
TBOpPOM (2x200 Mu1), BBICYIIMBAIN Haf Cyiab(aToM HaTpusl, GUIBTPOBAIN M KOHLEHTPUPOBAIH IIPU TTOHHKEH-
HOM JaBJIHUH C moxydeHneM 4-(((2-amuHO-5-x10pdennt)amuno )merun)oenzoantpuia (7,5 r, Berxox 93%) B
BUJIE CBETJIO-KEJITOTO TBEPAOTO BEIIECTBA, KOTOPOE SIBISUIOCH JOCTATOYHO YMCTHIM IS MIPUMEHECHHS Ha Cie-
JIYIOIICH CTaUH. 'H aMP (400 MI'u, DMSO-dy): 6 7,81 (dd, J=8,3, 2,3 ', 2H), 7,65-7,45 (m, 2H), 6,53 (dd,
J=8,2, 2,2 T'y, 1H), 6,40 (dt, J=8,1, 2,4 T'u, 1H), 6,19 (d, J=2,4 'y, 1H), 5,58 (t, J=7,2 'y, 1H), 4,75 (s, 2H),
4,54-4,28 (m, 2H).

NC

NCQ Q
cl NH  CDI, DIPEA cl N

\C[ 1,4-nuokcan \@ N>=O
NH;  q00¢C H

Cranus 3. 4-((6-Xmop-2-okco-2,3-nurunpo- 1 H-6en3o[ d [umunazon- 1 -v1)MeTHIT) OEH30HU TPILIL.

K mepememmuBaemomy pactBopy 4-(((2-amuHO-5-x10pdeHmn)amuHo ))MeTmn)oer3onautpmwia (7,5 r, 29,1
MMoJTb, 1,0 9kB.) B 1,4-muokcane (120,0 M) mo6asnsmn wactssmu DIPEA (7,62 mu, 43,7 mmons, 1,5 skB.) u CDI
(11,80 1, 72,8 Mmmodb, 2,5 3kB.). [TomydeHHYI0 peakiuoHHyI0 cMech HarpeBasn 0 100°C B Teuenne 1 4. [Tocie
3aBepIICHUs peakuy (KOHTposmpoBanu ¢ momombio TLC) peaknnoHHYI0 CMECh OXIaXKAAIN IO TEeMIIEPATypHI
OKpYXaroIIel cpeapl U MEUICHHO TaCHUITH C TIOMOIIIBIO JienssHoi Boabl (100 mir). PeakimoHHyIo cMech dKCTparu-
poBaii ¢ MOMOIIBIO 3TIaneTara (2x150 vr). OObeqMHEHHBIE OPraHHYECKUE CIIOM MPOMBIBAIH BOIOH (2x150
MJI) M COJIEBBIM pacTBOpoM (2x100 mur), BRICYIIMBAIN HAA CYIb()aTOM HATpHs, GUIBTPOBAIN U KOHIIEHTPHPOBA-
T TIpU TIOHMDKEHHOM JABIEHWH ¢ TmoydeHueM 4-((6-xmop-2-okco-2,3-auruapo-1H-6en3o[d]umunazon-1-
nmMetwi)oer3onuTpmia (6 T, Bexon 72,7%) B BUAE CBETIO-KOPHYHEBOTO TBEPAOTO BEIIECTBA, KOTOPOE SBIIS-
JI0Ch JIOCTATOYHO YMCTHIM /IS MPMMEHEHHs Ha CIEyIolIeil cTaquu Kak Takosoro. 'H SIMP (400 MI't, DMSO-
de): 6 11,21 (s, 1H), 7,86-7,79 (m, 2H), 7,54-7,40 (m, 2H), 7,23 (d, J=1,7 ', 1H), 7,06-6,97 (m, 2H), 5,12 (s,
2H). MS: (ESI otpun. non) macca/3apsin: 282 [M-1].

NC

a N POCH, cl N
—_— -
—0 110G \©: 2—c
H N

Cranus 4. 4-((2,6-nuxinop-1H-6en30[dumuaazon-1-mn)MeTnin) O H30HUTPHIL.

[TepememmBaeMbIit pacTBop 4-((6-xy10p-2-0KCO0-2,3-Muruapo- 1 H-6er3o[d Jumumazon-1-
mn)Merun)oenszonurpmna (6,0 r, 21,15 mmoms, 1,0 skB.) B POCI; (60,0 M) HarpeBaymm mo 110°C B Teuenne 5 .
[Tocne 3aBepmieHns peaxuy (KOHTpoIrpoBaiy ¢ momousio TLC) peakoHHy0 cMeCh KOHIIEHTPUPOBAIN MIPH
JIaBJICHUH TIyOOKOTO BakyyMma. [lomydeHHBINH 0CcTaTOK pa30aBisiin ¢ momoisio DCM 1 MeyIeHHO HeHTpamu3o-
Baim ¢ momotbio 10% BogHOTO pacTBOpa OukapOonaTta HaTpus npu 0°C. Cron pa3messuii U BOTHBIN CIIOH Kc-
TparupoBaiu ¢ nomouipio DCM (2x150 mir). O0beAnHEHHBIE OPraHUYECKHe CIOM MPOMBIBAIM Boaoi (200 M),
coJileBBIM pacTtBopoM (200 MuT), BEICYIIIMBAINA HaJ CyJdb(haToM HaTpus, GUIBTPOBAIH M KOHIICHTPUPOBAIH MPH
MOHIKEHHOM JAaByieHuu. [lonyueHHOe HeouHIIeHHOEe BEleCcTBO ouuiiaiu Ha cuinukarene 230-400 mem ¢ wuc-
MOJIb30BaHUEM IIETPOJIEHHOr0 3¢upa M dTHiIaneTata B KadecTBe airoeHTa (15-20%) ¢ momyuennem 4-((2,6-
nuxiop-1 H-6en3o[d]umunazon-1-mn)mernn)oenzonntpuna (2,5 r, Beixoxa 39,1%) B Buae rpsizHo-0enoro TBepao-
ro Bemectsa. 'H SIMP (400 MI't, DMSO-de): & 7,91-7,79 (m, 3H), 7,68 (d, J=8,7 ', 1H), 7,39-7,28 (m, 3H),
5,67 (s, 2H). MS: (ESI nonoxwur. non) macca/zapsia: 302,0 [M+1].

NC.
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Tabmnuma 7

MOCIEI0BATEIIFHOCTH, U3JI0KEHHOM Ha cxeme 11

Ne
Ha3Banue MS
IpOM. Crpykrypa IH sMP
COEIMHEHUs MH+
coeq.
4-(2,6-mmxop-1H- | IH  SIMP (400 MT,
NC,
6enso[d]umunazon- | DMSO-dg): & 791-7,79
86 1- (m, 3H), 7,68 (d, J=8,7 I', | 302,0
ol N
Lo | wowernmoerson | 1H), 7,30-728 (m, 3H),
pua 5,67 (s, 2H)
'H AMP (400 MIu,
DMSO-dg): & 7,84 (dq,
4-((2-x110p-6- J=85, 1,9 T'y, 2H), 7,52
NC, stokcu- | H- (dd, J=8,8, 1,2 T'y, 1H),
6enso[d]umunazon- | 7,34 (d, J=8,2 Ty, 2H),
87 312,0
E‘O\@N 1- 722 (d, J=2,3 Ty, 1H),
Cl
W win)merun)oensonut | 6,88 (dt, J=8,8, 1,8 T,
pH 1H), 5,62 (s, 2H), 4,02 (q,
J=7,0 Ty, 2H), 1,32 (t,
J=7,0 'y, 3H)
'H AMP (400 M,
DMSO-dg): & 11,74 (s,
4-((2-xnop-1H-
Ne 1H), 7,93 (d, J=5,1 T,
umnaaszo[4,5-
1H), 7,82 (d, J=7,9 TIw,
88 b]mupunus-1- 251,2
N 2H), 7,49 (d, J=7.8 Iwu,
| | 20 MI)METU)OSH30HUT
NE N 2H), 7,38 (d, J=7.5 Iw,
pun

1H), 6,99 (dd, J=7,7, 5,1
Iu, 1H), 5,14 (s, 2H)
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4-((2-xmop-6-¢rop- | 'H AMP (400 My,
NG 1H- DMSO-dg): & 7,87-7,81
%0 Q Oenso[d]umunaszon- | (m, 2H), 7,71-7,59 (m, 2860
: N 1- 2H), 7,39-7,33 (m, 2H),
\©:N/>_U wmmerun)oensonur | 7,15 (ddd, J=10,0, 8,9, 2,5
pua Iy, 1H), 5,64 (s, 2H)
4-((2-xnop-1H-
" nmMunaso[4,5-
90 Q c]nupunus-1- -- 269,2
r@:/ a HIT)METHIT)OEH30HUT
pun
4-((2-xnop-3H-
" nmunaso[4,5-
91 Q c]nupunun-3- - 269,2
N7 N
@N/}C' WJT)METIT)OeH30HUT
pun
NG 4-((2,4-nuxnop-1H- |'H  AMP (400 MIw,
Q 6enso[d]umunaszon- | DMSO-dg): & 7,87-7,80
92 | 1- (m, 2H), 7,65-758 (m,| 302,1
EP:N’} ¢ unmernn)Gensornt | 1H), 7,42-727 (m, 4H),
' prt 5,70 (d, J=2,8 T'wy, 2H)
'H SIMP (400 MI'1,
_ 4-((2-xnop-3H- DMSO-dg): 6 8,41 (dd,
" umugasof4,5- J=4,7,2,0T'y, 1H), 8,13
93 Q b]mmpunnn-3- (dt, J=8,1, 1,7 'y, 1H), 269,0
(N;::/)—C' un)mernn)6ensonnt | 7,83 (dd, J=8,3, 2,3 I',
pH 2H), 7,46-7,34 (m, 3H),
5,64 (d, J=2,2 'y, 2H)
IH SAMP (400 M,
4-((2,7-nuxnop-1H- | DMSO-d6): & 7,84 (d,
o //@,CN 6enso[d]umunason- | J=8,1 T'y, 2H), 7,69 (dd,
94 { I- J=7,8, 1,1 T, 1H), 7,36 | 302,1
“/>_cj un)merun)bensonnt | (dd, J=7,9, 1,2 Tn, 1H),
put 732 (d, J=7,8 TI'u, 1H),

725 (d, J=8,1 Tm, 2H),
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5,89 (s, 2H)

4-((2-xs10p-6-

NG, meTokcu-1H-

Genso[d]umunason-
95 - 2982
MsO N 1-
o8
N WJI)METUJ)OSH30HUT

pua

4-((2-xm0p-5-

NC, metokcu-3H-

umunaso[4,5-
96 o - 2992

NN bnupunun-3-

WIT)METHIT)OSH30HUT

pun

'H AMP (400 M,
DMSO-dg): & 7,87-7,80
(m, 2H), 7,36-727 (m,

6enzo[d]umunaszon-
J 1 2H), 7,26-7,14 (m, 2H), | 2982
Ve i 6,81 (dd, J=7,7, 1,3 Iy,

e WJT)METH)OEH30HUT
1H), 5,62 (s, 2H), 3,93 (s,

3H)

4-((2-xnop-4-

NC,
meTokcu- 1H-

97

pun

NG 4-((2,5-nuxsop-1H-
6enzo[d]umunaszon-

98 1- 302,2
N
/@: 2l HIT)METUN)GEH30HUT
cl N
pu

Cxema 12
HpeBpameHﬂe 0eH3WJIMPOBAHHBIX npomemyTquux coeMHEeHH B KOHe‘{Hble MPOAYKThI

@% A @» @%
2 ,>_N

Ra
R3 TFA wmu HCI A’ x
) />_C‘ C§< —_— />—N
iPrEN, DMSO

Hpﬂmem) TOUHBIE WA #-0yTaHON NHBoc NH,
coenuHenus 86-98

NC F NG
é“‘NHBoc
N
cl N H o] N
S EEEE— N F
\©: />_C| iProEtN, 1-6yTanon N/>_ <:>—
N 130C B

NHBoc

Cranus 1. 4-((2,6-muxinop-1H-6en30[dumunazon-1-mi)MeTnin) O H30HUTPHIL.

K cycnensun 4-((2,6-quxiop-1H-0en3o[dJumunazon-1-mn)mermwn)oenzonurpuna (50 mr, 0,165 mmons, 1
9kB.) u TpeT-0yTri((3R,4R)-4-proprmunepunun-3-un)kapdbamara (72,2 mr, 0,331 mmons, 2 3kB.) B 1-OyTaHoie
(662 Mk, 0,25M) Bo ¢utakoHE IJIsI MUKPOBOIHOBOM 00padoTku nodasisuin DIEA (43,4 mkn, 0,248 mmons, 1,5
9kB.). ®nakon HarpeBaimm a0 130°C B Teuenue 12 4. PeakmmoHHYI0 cMech OXJIXKAANN 10 KOMHATHOH TeMIiepa-
TypBI, KOHIIEHTPUPOBAIHX U 3arpyxkand Ha 12 1 kaptpumk RediSep ISCO c s>monposannem ¢ nomontsio 20-80%
JTWiamerata B rentade ¢ nomydeHueM  TpeT-OyTmi((3R,4R)-1-(6-xmop-1-(4-mano6en3wn)-1H-
6en3o[d]umunazon-2-nin)-4-proprunepuanH-3-mn)kapodamara (40 mr, Berxox 49,9%) B Bume 0enoro TBEpAOTrO

BemectBa. MS (ESI mostoxxut. non) macca/3apsin: 484,0 (M+H).

NC
cl N _Ha o N
\©: />—NC>—F 1,4-nuoxcan \©: />—N<:>—F
N 4 N d
‘NHBoc NH,

HCI
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Craaus 2. 4-((2-((3R,4R)-3-amuno-4-proprunepuaun- 1 -mn)-6-xmnop-1H-6en3o[ dJumunazon-1-
WJT)METHIT)OCH30HUTPHIL.
B pacTBop tpeT-0yTri((3R,4R)-1-(6-x0p-1-(4-tmano6en3mn)- 1 H-6en3o[ d Jumumazon-2-mm)-4-

¢droprimniepunuu-3-mn)kapobamara (40 mr, 0,083 mmons, 1 9kB.) B 1,4-muokcane (1 mur) mobasmsumm 40. HCI B
nmuokcane (0,517 mi, 2,066 MMob, 25 9kB.). PeaknimoHHyI0 CMeCh TIepeMeIuBaIH IPU TEMIIEpaType OKpyKaro-
IIeH cpepl B TeUeHUE 6 4, TIOCTIe Yero PEakIMOHHYI0 CMECh KOHIIEHTpUpoBaiu ¢ noxyaeaneM 4-((2-((3R,4R)-3-
amMuHO-4-proprnumepuanH- 1 -un)-6-x10p- 1 H-6en30[d[umunazon-1-nn)MeTna)0EH30HUTpUIA THAPOXJIOpHAA B
BHJE OEJIOTo TBEPAOTO BEIIECTBA. 'H samP (400 MI'u, DMSO-dy) 8,78 (br s, 2H), 7,87-7,80 (m, 2H), 7,55 (d,
J=8,5 ', 1H), 7,49-7,35 (m, 3H), 7,31-7,21 (m, 1H), 5,65-5,49 (m, 2H), 5,05-4,91 (m, 1H), 3,95 (br d, J=12,3
I'u, 1H), 3,79-3,61 (m, 1H), 3,52-3,44 (m, 1H), 3,35-3,22 (m, 1H), 3,12 (br t, J=11,5 I'n, 1H), 2,32-2,15 (m, 1H),
1,99-1,79 (m, 1H). MS (ESI momo>xut. non) macca/3apsa: 384,0 (M+H).

Tabmuma 8
[Tpumepsl, oydeHHBIE CIIOCOO0M, aHAJIOTHYHBIM cxemaM 11-12
bensummnazo
IIpum. MS
JILHOE AmHH CrpykTypa Hazpanue coenunenus
Ne MH+
ITPOMEKYTOU
Hoe
COeLMHEHNE
4-((2-((3R,48)-3-
. aMHUHO-4-
HCI H NH,
O" ¢dropnunepuaus-1-m)-
Ao NHB N
401 86 O e 6-x1op-1H- 3840
i (=
NG \ 7 6enzo[d]umunason-1-
al
VT)METHIT) D€ H3OHUTPHIT
a THRPOXJIOPUL
(8)-4-((2-G3-
e O»NH’ aMUHONMIIEPUIUH-1-
NHBoc | un)-6-merokcu- 1H-
402 95 Q WAy ) 362,0
H g p 6enzo[d]umunason-1-
NC’
Mo VUT)METHIT) D€ H3OHUTPHIT
a TUAPOXJIOPHA
4-((2-((3R,48)-3-
,F\ N, aMHHO-4-
: ()

¢bropnunepuaun-1-mr)-
Aoy 380,0

+NHBac
403 95
O 6-merokcu-1H-

=
5
&

MoC 6enso[dumunason-1-
WIT)METHT)OSH3OHUTPHIL
(8)-4-((2-(3-
AMUHOTHITEPUANH- | -
He (\J e
N win)-5-merokcu-3H-
. .«NHBac )\
404 95 (/] Dﬂl SN uMunasol[4,5- 363,0
N —
NG Ny 7 b]oupunus-3-
MeO
WIT)MEeTIT)0OeH30HUTPHIT
a CHAPOXJIOPU]
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Tabnuma 9
JlanHble onpeaesieHus] XapaKTePUCTUK COSAMHEHUH, MOTYYeHHBIX corjacHo cxemam 11-12
YacroTa,
Ilpum.
N PactBopn Mannsbie 'H AMP (8 ppm)
3
TeJAb
8,57 (br s, 2H), 7,81-7,86 (m, 1H), 7,83 (d, J=7,30 ['u, 1H), 7,50-
7,55 (m, 1H), 7,40-7,43 (m, 1H), 7,34-7,39 (m, 2H), 7,23 (dd,
400MI '
401 J=1,92, 8,34 I'y, 1H), 5,49-5,60 (m, 2H), 5,22-5,04 (m, 1H), 3,61-
ds-DMSO
3,69 (m, 4H), 3,34-3,44 (m, 1H), 3,22-3,31 (m, 1H), 3,08-3,22 (m,
1H), 2,05-2,16 (m, 1H), 1,93-2,05 (m, 1H)
8,45 (br s, 3H), 7,87 (d, J=8,29 T, 2H), 7,49 (t, J/=8,91 I'yy, 3H),
6,95-7,02 (m, 2H), 5,56-5,72 (m, 2H), 3,72 (s, 3H), 3,37 (br d,
400MI'o

402 4 DMSO J=1,67 ', 4H), 3,12 (br t, J=10,05 'y, 1H), 1,97 (br d, J=8,40 I'y,
e 1H), 1,88 (br dd, J=3,63, 9,64 T'n, 1H), 1,62-1,70 (m, 1H), 1,56 (br
dd, /=4,09, 9,38 T'y, 1H)
7,80 (d, J=8,29 ', 2H), 7,27-7,37 (m, 3H), 6,81 (d, /=2,38 I,
400MI | 1H), 6,73 (dd, J=2,44, 8,66 T'y, 1H), 5,40 (s, 2H), 4,66-4,87 (m,
de-DMSO | 1H), 3,68 (s, 3H), 3,14-3,21 (m, 2H), 3,00-3,10 (m, 3H), 2,90-2,99
(m, 2H), 1,81-2,05 (m, 2H)
8,40 (br s, 3H), 7,79-7,89 (m, 3H), 7,52 (d, J=7,98 T'm, 2H), 6,75
(d, J=8,60 T, 1H), 5,45-5,59 (m, 2H), 3,79 (s, 3H), 3,64-3,76 (m,
400MI'
404 1H), 3,48 (br dd, J=4,25, 11,30 I'y, 2H), 3,21-3,31 (m, 1H), 3,00
ds-DMSO
(br t, J=10,21 T'w, 1H), 1,93-2,02 (m, 1H), 1,80-1,93 (m, 1H),
1,46-1,69 (m, 2H)
7,82 (d, J=7,88 T, 2H), 7,47 (d, J=8,40 T, 1H), 7,29-7,35 (m,
400MI'n | 3H), 7,14 (d, J=8,50 T, 1H), 5,49 (s, 2H), 3,26-3,40 (m, 2H),

105 de-DMSO | 3,08-3,24 (m, 2H), 2,93-3,05 (m, 1H), 2,18-2,32 (m, 1H), 1,90-
2,15 (m, 1H), 1,77 (br s, 2H)

7,80 (d, /=7,67 ['w, 2H), 7,28-7,39 (m, 3H), 6,82 (s, 1H), 6,74 (br

400MT | d, J=8,71 T, 1H), 5,44 (s, 2H), 3,68 (s, 3H), 3,19-3,29 (m, 2H),

100 de-DMSO | 3,08-3,18 (m, 2H), 2,86-3,01 (m, 1H), 2,17-2,31 (m, 1H), 1,92-
2,14 (m, 1H), 1,76 (br s, 2H)

7,78-7,83 (m, J=8,29 I'w, 2H), 7,31-7,36 (m, J=8,40 Ty, 2H), 7,16

407 400MT | (dd, J=0,83, 13,06 I'm, 1H), 7,18 (br dd, J=0,83, 12,85 'y, 1H),

de-DMSO | 7,02-7,09 (m, 1H), 5,50 (s, 2H), 3,34-3,46 (m, 2H), 3,00-3,26 (m,
3H), 2,21-2,35 (m, 1H), 1,98-2,16 (m, 1H), 1,78 (br s, 2H)
7,78-7,83 (m, J=8,29 L', 2H), 7,28-7,34 (m, J=8,29 L'y, 2H), 7,17
400MT
408 4 DMSO (t, J=6,59 T, 2H), 6,99-7,08 (m, 1H), 5,46 (s, 2H), 4,39-4,51 (m,
¥ 1H), 4,29-436 (m, 1H), 4,25-4,54 (m, 1H), 3,34-3,53 (m, 3H),
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3,02-3,10 (m, 1H), 2,91-3,02 (m, 1H), 2,80-2,90 (m, [H), 2,02-
2,16 (m, 2H), 1,76-1,85 (m, 1H)

7,77-7,83 (m, J=8,40 I'y, 2H), 7,26-7,36 (m, .J=8,40 'y, 2H), 7,16

400 400MTy | (t, J=8,41 ['y, 2H), 7,00-7,07 (m, 1H), 5,46 (s, 2H), 4,80-4,88 (m,
' de-DMSO | 1H), 4,69-4,75 (m, 1H), 4,68-4,89 (m, 1H), 3,26-3,41 (m, 3H),
3,10-3,25 (m, 2H), 2,95-3,07 (m, 2H), 1,84-2,12 (m, 2H)
7,77-7,82 (m, J=8,40 T, 2H), 7,27-7,33 (m, J=8,29 L', 2H), 7,00
o 400MTm | (t, J=8,03 ['y, 1H), 6,78 (d, J=7,57 ['w, 1H), 6,69 (d, J=7,77 'y,
de-DMSO | 1H), 5,44 (s, 2H), 3,89 (s, 3H), 3,38-3,59 (m, 3H), 3,31-3,21 (m,
2H), 3,02-3,20 (m, 2H), 2,08-2,36 (m, 2H)
7,75-7,83 (m, 2H), 7,22-7,33 (m, J=8,40 I'n, 2H), 6,97 (t, /=7,85
T, 1H), 6,78 (d, J=7,46 T, 1H), 6,67 (d, /=7,98 I'y, 1H), 5,40 (s,
400MI'
411 4 DMSO 2H), 4,24-4,47 (m, 1H), 3,89 (s, 3H), 3,11-3,41 (m, 4H), 2,88-3,08
o (m, 2H), 2,77 (dd, J=8,71, 12,44 T'w, 1H), 1,92-2,15 (m, 1H), 1,61-
1,87 (m, 2H)
8,69 (s, 1H), 8,20 (d, /=5,45 Ty, 1H), 7,72 (d, J=8,30 I, 2H),
733 (d, J=8,04 Ty, 2H), 7,24 (d, J=5,71 T'y, 1H), 5,51 (s, 2H),
S00MI
412 434-4.55 (m, 1H), 3,61-3,69 (m, 1H), 3,47-3,54 (m, 1H), 3,07-
d;-MeOH
3,22 (m, 2H), 3,01 (br dd, J=9,08, 12,46 T'y, 1H), 2,05-2,28 (m,
1H), 1,80-1,95 (m, 1H)
8,34 (d, /=0,78 T'm, 1H), 8,26 (d, /=5,45 L', 1H), 7,74 (d, J=8,56
T, 2H), 7,50 (dd, J=0,91, 5,58 T, 1H), 7,36 (d, J=8,56 ', 2H),
500MTI
413 MeOL 5,53 (s, 2H), 4,33-4,50 (m, 1H), 3,66-3,75 (m, 1H), 3,54-3,64 (m,
-Me
! 1H), 3,17-3,26 (m, 1H), 2,99-3,12 (m, 2H), 2,11-2,22 (m, 1H),
1,80-1,94 (m, 1H)
7,81 (d, J=8,33 ', 2H), 7,28-7,34 (m, 3H), 6,81 (d, /=2,34 I,
1H), 6,71 (d, J=8,92 Ty, 1H), 5,35-5,43 (m, 2H), 4,25-4,43 (m,
600MT I
414 DAMSO 1H), 3,89-3,95 (m, 2H), 3,29-3,32 (m, 1H), 3,21-3,29 (m, 1H),
® 12,90-3,00 (m, 2H), 2,74 (dd, J=8,68, 12,42 Ty, 1H), 1,97-2,10 (m,
1H), 1,71-1,89 (m, 2H), 1,23-1,29 (m, 3H)
8,07 (dd, J=1,40, 4,90 T, 1H), 7,77-7,83 (m, 3H), 7,38 (d, /=8,49
us 600MI'm | Iw, 2H), 7,17 (dd, .J=4,90, 7,86 I'w, 1H), 5,46 (s, 2H), 4,76-4,83
’ DMSO-ds | (m, 0,5H), 4,68-4,73 (m, 0,5H), 3,21-3,29 (m, 2H), 3,08-3,20 (m,

1H), 2,89-3,02 (m, 2H), 1,80-2,00 (m, 2H)
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7,78-7,83 (m, J=8,43 I'm, 2H), 7,46 (dd, J=4,93, 8,69 'y, 1H),
7,30-7,35 (m, J=8,30 I'm, 2H), 7,14 (dd, J=2,47, 9,21 'y, 1H),

600MI 'y
416 6,96 (ddd, J=2,53, 8,69, 10,06 ['m, 1H), 5,46 (s, 2H), 3,28 (br d,
DMSO0-d;
J=6,36 Ty, 1H), 3,10-3,21 (m, 2H), 2,93-3,01 (m, 1H), 2,19-2,35
(m, 1H), 1,91-2,13 (m, 1H), 1,80 (br s, 2H)
8,25 (d, J=4,93 ', 1H), 7,74 (d, J=8,04 ['w, 2H), 7,54 (d, J=7,79
T, 1H), 7,36 (d, J=8,30 Ty, 2H), 7,13 (dd, J=5,06, 7,91 T', 1H),
500MTI
417 MeOL 5,50 (s, 2H), 4,36-4,54 (m, 1H), 3,69-3,78 (m, 1H), 3,51-3,64 (m,
+~Me
! 1H), 3,18-3,26 (m, 1H), 3,09-3,17 (m, 1H), 3,05 (dd, J=9,08, 12,72
Ty, 1H), 2,12-2,23 (m, 1H), 1,81-1,96 (m, 1H
8,02 (br s, 3H), 7,82 (d, /=7,98 T, 2H), 7,31 (d, /=7,98 [, 2H),
7,20 (d, J=7,77 Ty, 1H), 7,15 (d, J=7,98 Ty, 1H), 7,00-7,10 (m,
400MI'
418 4 DMSO 1H), 5,38-5.,55 (m, 2H), 3,64 (br d, J=12,02 ['y, 1H), 3,07-3,27 (m,
o 2H), 2,85-2,97 (m, 1H), 1,98 (br d, /=9,23 'y, 1H), 1,75-1,87 (m,
1H), 1,49-1,67 (m, 2H)
8,39 (br s, 3H), 8,20 (d, /=4,98 T, 1H), 7,90 (d, /=7,87 'y, 1H),
7,84 (d, J=7,89 I'y, 2H), 7,47 (d, J=7,91 I'y, 2H), 7,31 (dd,
400MI'
419 J=4,99, 7,85 'y, 1H), 5,48-5,68 (m, 2H), 3,84 (br d, J/=11,72 I'y,
dg-DMSO
1H), 3,28-3,42 (m, 2H), 3,01-3,10 (m, 1H), 1,93-2,06 (m, 1H),
1,78-1,90 (m, 1H), 1,48-1,72 (m, 2H)
8,78 (br s, 2H), 7,87-7,80 (m, 2H), 7,55 (d, J=8,5 I'n, 1H), 7,49-
7,35 (m, 3H), 7,31-7,21 (m, 1H), 5,65-5,49 (m, 2H), 5,05-4,91 (m,
400MI'

420 1H), 3,95 (br d, J=12,3 Ty, 1H), 3,79-3,61 (m, 1H), 3,52
dg-DMSO
- 3,44 (m, 1H), 3,35-3,22 (m, 1H), 3,12 (br t, J=11,5 I'y, 1H),
2,32-2,15 (m, 1H), 1,99-1,79 (m, 1H)
7,82 (d, J=8,09 ', 2H), 7,46 (d, J=8,50 Iy, 1H), 7,25-7,35 (m,
400MTn | 3H), 7,13 (dd, J=1,66, 8,29 T, 1H), 5,39-5,51 (m, 2H), 4,04-4,14
de-DMSO | (m, 1H), 3,48-3,57 (m, 1H), 3,20-3,26 (m, 1H), 2,81-3,02 (m, 2H),
1,86-1,98 (m, 1H), 1,69-1,83 (m, 1H), 1,37-1,62 (m, 2H)
8,34 (br d, J=1,04 I', 3H), 7,82 (d, J=8,29 I'y, 2H), 7,51 (d,
J=7,88 I'u, 1H), 7,34 (d, J=8,29 Ty, 2H), 7,05-7,23 (m, 3H), 5,44~
400MI'
422 5,52 (m, 2H), 5,06 (br d, J=2,90 I'n, 1H), 3,78-3,88 (m, 1H), 3,73-
ds-DMSO
3,92 (m, 1H), 3,52-3,61 (m, 1H), 3,33-3,43 (m, 1H), 3,12-3,26 (m,
2H), 1,96-2,16 (m, 2H)

Cxema 13
XuMus nepeHoca Me3snjIaTa

421

" =
s 5 N

q 9"
N MsCl, EtN N S
A ;
N/>_ O—R N/>_N<:>—R A 1000 N
— -
% 2)Hel >
NHBac NHBoc ! E:E’ N/\:>"R
HO N /

WH,

©::/>—NC>—F

NH,
[Tpumep 425: (3R,4R)-4-dbrop-1-(1-((5-meTokcurmmupuaua-2-un)metnn)- 1 H-6en3o[dJumugazon-2-
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Ms
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N MsCl, EtaN N
Cr-O- === (O

NHBoc NHBoc

Cranus 1. tper-Bytun((3R,4R)-4-¢prop-1-(1-(MeTuncynsdonmn)- 1 H-6enzo[ dumunazon-2-un)munepuanH-
3-mm)kapbamar.

tper-byrnin((3R,4R)-1-(1H-6en30[d]umnnazon-2-nn)-4-¢propnunepuaun-3-mwikapoamar  (IpoMeKyTod-
Hoe coexuHenue 54, 156 mr, 0,467 mMois) pactBopsiit B DCM (2,3 mir). Cmeck 00pabaTsiBasii MeTaHCYIb]o-
auxiopunom (100 Mk, 0,700 Mmook, 2 9KB.) 1 6€3BOHEIM TpuITIIIaMUHOM (197 MK, 1,400 Mmmors). Obecre-
YHMBAJIX MEPEMENINBAHHE MOJYYEHHOT0 XKEITOr0 pacTBOpa B TeUCHHWE HOYM. PeaKIMOHHYIO CMECh TacHiIH C MHO-
mompio NH4Cl (BogH.), pazbaBmsum ¢ momonipio DCM, akcrparupoBanu B DCM, BeicymmBanu Hag MgSOy,
(unbTpOBaNM, KOHIEHTPHPOBAIH C TIOyYEHHEM HEOUYHMIEHHOTO BEIIECTBA B BHIE Macia. Macio o4dIaay Ha
KoJIOHOUHOM XpoMmaTorpadun (25 r SiO,, 0-45% stunanerar B renrade) ¢ noixydenueM tper-0yTmi((3R,4R)-4-
drop-1-(1-(meTuncynshonmn)- 1 H-6en3o[ d Jumunazon-2-wn)nunepuana-3-mwi)kapbamMata B BHIE OECIIBETHOTO
tBepaoro Beniecta. (ESI, monoxkut. mon) macca/zapsin: 413,2 [M+1].

MeO,

OMe
Ms N !

N o

O~ s

N / MeCN />_NC>_|:
NHBoc MO sc N !

NHBoc

Cranus 2. tpet-bytun((3R,4R)-4-drop-1-(1-((5-meToxcunupuanu-2-mn)merun)- 1 H-6en3o[d Jumunazon-2-
W) TMIEPUINH-3-1iI)KapOaMart.

Bo ¢unaxon 3arpyxamu (S)-1-(1-(Metuncynsponun)-1H-6en3o[dJumunazon-2-wr)nunepuans-3-amus (150
mr, 0,38 MmMoms), 1-ruapokcu-2,3-quruapo-1H-uanen-5-kapoorutpmn (67 mr, 1,1 3xB.) u Cs,CO; (150 mr, 1,2
9KkB.). DakoH cHaOXaaM MEUIaJIKoH, 3aKpbIBaIH KpbIIIKod n nobasismid MeCN (1,3 mi). Cmech moMernany B
0Jok HarpeBaHwus, ycTaHOBJICHHBIH npu 90°C B Teduenue 18 4. PeaknmoHHYIO cMech pa30aBIsiIv C TMOMOIIBIO
EtOAc u NH4Cl o), cMech dkcTparuposany B EtOAc. O0beiMHEHHbIE OPraHMYeCKHe SKCTPAKThl BHICYIIMBAIIN
Hag MgSO,, GuabTpoBany 1 KOHLEHTPUPOBAIH C MOIYYEHHEM HEOUHIIEHHOTO MPOIyKTa peakunu. Heounmen-
HBII MaTepuaj OYHIIAIH C TOMOIIBIO0 KOJIOHOYHOH Xxpomartorpaduu (4 r SiO,, 0-30% EtOAc B rentane) ¢ moiy-

YeHHUEM TpeT-0yTHi((3R,4R)-4-pTop-1-(1-((5-MeToxcunmupunua-2-mn)merun)- 1 H-6en3o[ d Jumunazon-2-
WT)UTIEPUINH-3 -1T)kapOamaTta B Bune 6ecuBeTHoro macia. (ESI, monoxut. non) macca/zapsia; 456,2 [M+1].
MeO, MeO,
N N/
N N
N HCI, anokcan N
@[ ,)—NC>—F » @ />—N\/:>—-F
N / N /
“NHBoc NH,
Cramqus 3. (3R,4R)-4-drop-1-(1-((5-meToxcumupuarn-2-un)metnn)- 1 H-6en3o[ dJumugazon-2-

W) ATIEPUINH-3-aMuH (pumep 425).
tper-byrnin((3R,4R)-4-pTop-1-(1-((5-merokcunupuaun-2-mwi)mermin)-1 H-6enszo[d Jumunazon-2-

wn)nunepuanH-3-uin)kapoamat (32 mr, 1 9kB.) pactBopsiin B DCM (5 mu). Jo6asnsin HCI B nrokcane (10 9kB.)
U obecnieynBajIM NepeMelINBaHUe CMECH B TEUCHHE HOYW. PacTBOp KOHLEHTPHUPOBAIH, 3aTEM OYHMILNAIN C HC-
nonb3oBarreM HPLC ¢ o6paresHoil ha3oii ¢ moydeHneM yKa3aHHOTO B 3aroloBke coeauuenus. ' H SIMP (600
MI'n, de-DMSO) & 7,79 (s, 1H), 7,50 (t, J=7,53 I'y, 2H), 7,11 (t, J=7,66 I'u, 1H), 6,96 (d, J=7,79 I'n, 1H), 6,88-
6,94 (m, 1H), 6,39-6,49 (m, 1H), 6,19 (t, J=8,95 I'y, 1H), 3,54-3,62 (m, 1H), 3,36-3,43 (m, 1H), 3,18-3,24 (m,
3H), 3,00-3,13 (m, 2H), 2,74-2,87 (m, 1H), 2,52-2,63 (m, 1H), 1,91-2,12 (m, 2H), 1,77-1,89 (m, 1H), 1,47-1,56
(m, 1H). (ESI, momoxxuT. noH) Macca/3apsam: 356,2 [M+1].

Tab6muma 10
CoeauHeHwus, OTyYEeHHBIE COTIACHO cXeMe 13 1 aHaJIOTHYHO MOJydeHuIo mpuMepa 425
IIpum.
N Crupt CrtpykTtypa Hassanue coenuHeHust MS MH+
o
NG
R)-1-(2«(S)-3-
NG
aMUHONUIEePUIHH-1-1T)-
423 1H-6en30[d]umupnazon-1- 358,2
N
HO (:I />—N )] un)-2,3-purunpo-1H-unnen-
N {
H, 5-xapboHuTpUI
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NG
(8)-1-(2-((S)-3-
NG
AMUHONUMEPUANH-1-11)-
424 . 1H-6enso[d]umunason-1- 358,2
N
HO (:j: ;}—N b nn)-2,3-muruapo- | H-uanen-
N {
fuH, 5-KapOOHUTPUI
; d (3R,4R)-4-¢rop-1-(1-((5-
6] - 2-
- W METOKCHIIUPHUIUH-2
425 A un)metnn)-1H- 356,2
N
@: ,)—ND—-F 6en3o[d]ummnason-2-
HO N /
NH; WI)ITUIIePUANH-3-aMUH
Tabmuma 11

JlaHHBIE OmpeneNieHus] XapaKTePUCTUK COSTMHECHNH, TIOTYYEHHBIX COTJIacHO cxeme 13
Ycaosusa SFC

YacroTa, Craaus
Mpum. st
pacTBOpPHUT Mannbie 'H SIMP (8 ppm) pasaeneH
Ne pa3naesieHHs1
eJib ust
H30MepoB
7,79 (s, 1H), 7,50 (t, J=7,53 I'u, 2H),
7,11 (t, /=7,66 T'y, 1H), 6,96 (d, J/=7,79
Phenomenex

I'm, 1H), 6,88-6,94 (m, 1H), 6,39-6,49
(m, 1H), 6,19 (t, J=8,95 I'm, 1H), 3,54~

Lux Cellulose-

500MI't 2, 30% MeOH,
423 3,62 (m, 1H), 3,36-3,43 (m, 1H), 3,18- B )
d,-MeOH Chiralcel OD,
3,24 (m, 3H), 3,00-3,13 (m, 2H), 2,74- )
25% MeOH,
2,87 (m, 1H), 2,52-2,63 (m, 1H), 1,91-
nuk 1
2,12 (m, 2H), 1,77-1,89 (m, 1H), 1,47-
1,56 (m, 1H)
7,79 (s, 1H), 7,49 (dd, J=7,91, 11,03
Tu, 2H), 7,06-7,14 (m, 1H), 6,86-6,96
Phenomenex
(m, 2H), 6,45 (br d, J=5,71 I'y, 1H),
500MI'q Lux Cellulose-
424 6,19 (br t, J=8,95 T'u, 1H), 3,53-3,62 B
d;-MeOH 2, 30% MeOH,
(m, 1H), 3,35-3,44 (m, 2H), 3,11-3,24 ;
MUK

(m, 3H), 2,81-2,96 (m, 2H), 2,51-2,65
(m, 1H), 1,90-2,10 (m, 2H), 1,73-1,88

(m, 1H), 1,42-1,53 (m, 1H)
822 (d, /2,80 Imu, 1H), 7,42 (4,
J=1,79 T, 1H), 7,37 (dd, J=3,11, 8,72
I, 1H), 7,17 (d, J=8,72 Ty, 1H), 7,11
(d, J=7,79 T, 1H), 7,04-7,09 (m, 1H),
600MT '
425 6,98-7,03 (m, 1H), 5,31 (s, 2H), 4,32- - -
ds-DMSO
4,47 (m, 1H), 3,79 (s, 3H), 3,40-3,52
(m, 2H), 2,96-3,09 (m, 2H), 2,84 (dd,
J=8,72, 12,46 T, 1H), 2,04-2,14 (m,
1H), 1,73-1,84 (m, 1H)
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Cxema 14
CoennHeHHs1, MOJTyYeHHBIE MOCPEICTBOM MENTHTHOTO COYETAHUS
N\

Ry
=] OH ‘N~Re

o}
E./\n/ ~ o o o
F. i o e o o 1) amuH,
N LiOH, MeCN _ F. N F. N
,>—~C>—F [ LiOH, MaCH LAIU .
F N / C5,C05 MeCN >N ® 2N FonTRA />—N/\:>—F
‘NHBoc F N " F N " F N £
NHBoG. HN=Boc ‘NH,

CN

o]

F. N
F:@:@—N’\:}—F
NH;
IMpumep 426: 1-(2-(2-((3R,4R)-3-amuno-4-proprunepuau- 1 -un)-5,6-mudrop-1H-6en30[d|umumazon-1-
WIT)aIleTHIT)a3e THIUH-3-KapOOHU TP

Yo

)
~
Br/\rr 0%
F N o
N F
O e
F N 4 Cs,C0;, MeCN N F

NHBoc F N -
NHBoc

Cragus 1. Metun-2-(2-((3R,4R)-3-((TpeT-0yToKcuKapOOHIMIT)aMHuHO )-4-PTOpIUTIepUANH- | -11)-5,6-
mudrop-1H-6en30[dJumunazon-1-mm)amerar.

Bo ¢axoH 3arpy-xanu tper-0yTHi((3R,4R)-1-(5,6-mudrop-1H-6en30[dJumunazon-2-min)-4-
¢roprunepuans-3-mn)kapoamar (0,3 r, 0,810 mmons) Cs,CO; (0,792 1, 2,430 MMmonp) B aneronurpuie (2,70
wut) u Metun 2-6pomanerar (0,149 r, 0,972 MMoib) 1 BeTpsixuBasiu Ha O110ke J-Kem B Teuenune 16 4. Peakunon-
HYIO0 CMeCh (PHIIBTPOBAJIM Yepe3 MpoOKy u3 ¢uibTpyromero cpeactsa Mapku Celite® n ounImaim ¢ TOMOIIHIO
HPLC c¢ oOpamienHoit ¢asoit ¢ nomyuennem wmeTui-2-(2-((3R,4R)-3-((tpeT-0yTokcrkapOOHMIT)aMUHO)-4-
droprumepuans- 1 -mn)-5,6-gudrop-1 H-6enso[dJumunason- 1 -un)anerata. 'H SIMP (600 MI'y, DMSO-dg) &
7,56 (t, J=9,06 I'u, 1H), 7,51 (t, J=8,85 I'u, 1H), 7,19 (br d, J=8,25 'y, 1H), 4,94-5,03 (m, 2H), 4,51-4,59 (dt,
J=4,63, 9,01 T'u, 1H), 3,68-3,77 (m, 3H), 3,35-3,46 (m, 2H), 3,24-3,30 (m, 1H), 2,95 (br t, J=10,63 I'u, 1H),
2,73-2,89 (m, 1H), 2,13-2,21 (m, 1H), 1,79-1,89 (m, 1H), 1,39 (s, 9H). MS: (ESI mosoxut. noH) Macca/3aps;
443,2 [M+1].

Yo OH
o e

F N LiOH, MeCN F N
R — .
O O
F N L F N -

NHBoc HN—Boc

Cramust 2. 2-(2-((3R,4R)-3-((Tper-OyToKcukapOoHHIT)aMUHO)-4-¢pToprunepuans-1-mm)-5,6-mudrop-1H-
6en3o[d]uMnaazon-1-min)ykcycHast KHCIIOTA.

Metun-2-(2-((3R,4R)-3-((Tper-0yToKcukapOoHmI)aMuHO )-4-pTopnunepuant- 1 -mn)-5,6-audTop-1H-
oenzo[d]umuazon-1-mi)anerat oMmpusH ¢ ucnoab3doBanueM LiOH (0,097 r, 4,05 mmons) B nuokcare (1 M) u
Boze (1 mm). PeakiioHHyI0 cMech IepeMeNINBaIl IpU TEMIIEpPAaType OKpyxKarolell cpeasl B TeueHue 1 4. Peak-
IMOHHYIO CMECh MOAKHCIAIN C HCIOJIb30BAaHUEM YKCYCHOH KHCIOTHI M IOJIYYEHHBIH I'psA3HO-OENBIH Ocamok
dunpTpoBamu ¢ mosryaeHueM 2-(2-((3R,4R)-3-((TpeT-0yTOoKcHKapOOHMT )aMHHO )-4-QTopIunepuanH- 1 -ui)-5,6-
nmudTop-1H-6en3o[d]umunazon-1-un)ykcycHoit kucimotsl. MS: (ESI monoxut. noH) macca/zapsz;: 429,2 [M+1].

CN
oH HCl

04» HN<>—:N A
@]
F. N » ﬁ
O e
Fﬁ,}“ ' HATU, DIEA, DMSO />_N\/:>_F
F N 4

“NHBoc 25C, 16 4.

HN—Boc

Cragus 3. tpet-bytni((3R,4R)-1-(1-(2-(3-umanoasetuaun- 1 -mi)-2-okcoatun)-5,6-qudrop-1H-
6en3o[d]umunaazon-2-nn)-4-propnunepuaun-3-uin)kapoamar.

PactBOp 2-(2-((3R,4R)-3~((TpeT-0yTOoKCcHKapOOHIT)aMIHO)-4 -G Toprnnepuaus- 1 -ui)-5,6-mudrop-1H-
oenzo[d]umunazon-1-mwi)ykcycHo kucnotsl (0,015 r, 0,035 mmons), 3-1manoasetuanHa rugpoxiopuna (4,15
mr, 0,035 mmous) u 2-(1H-6en3orpuazon-1-un)-1,1,3,3-terpamermiryponus rexcadropdocdara (0,013 r, 0,035
MMonb) B tumetmicynbpokenzae (0,117 mi) u DIPEA (0,024 mi, 0,140 MMonb) BCTpSIXHBaIU IpH TEMIEPAType
OKpYyXaromiei cpenbl. Peaknmumonnyro cMech ountmiany ¢ nmomomsio HPLC ¢ oOpamenHol ¢a3oit ¢ moryaeHnemM
tpeT-0yTun((3R,4R)-1-(1-(2-(3-umanoazetuanH- 1 -ui)-2-0kcodTHN )-5,6-mud Top- 1 H-6er3o[ d Jumumazon-2-mmn)-

-332-



043189

4-¢proprunepuaun-3-nn)kapobamara. MS: (ESI monoxwur. non) macca/zapsia: 493,2 [M+1].

CN CN
N o
o o]
TFA F
F. N N
_’
O 5 00O~
F N ! F N
NHBoc NH;

Cramus 4. 1-(2-(2-((3R,4R)-3-amuno-4-propnunepuans-1-umn)-5,6-nudprop-1H-6en30[d[umunazon-1-
WJT)alleTHIT)a3e TUANH-3-KapOoHUTpHII (IpuMep 426).

tper-bytnin((3R,4R)-1-(1-(2-(3-rmanoazernauH- 1 -nin)-2-oxkcoatmin)-5,6-audrop- 1 H-6enzo[ d Jumunazon-2-
win)-4-¢pToprunepuanH-3-wi)kapbamar odpadarsiBasu ¢ nomorusto TFA (0,5 M) B DCM (0,5 mir). Cmech KoH-
HEHTPUPOBAIH U ounInau ¢ ucroas3zoBanrneM HPLC ¢ oOpamenHo# (a3oii ¢ mojaydyeHreM yKa3aHHOTO B 3aro-
noBke coeannenus. 'H SIMP (600 MI', DMSO-dg) 6 7,34-7,60 (m, 2H), 4,73-4,80 (m, 2H), 4,48-4,60 (m, 2H),
4,31-4,48 (m, 1H), 4,17-4,28 (m, 1H), 4,06-4,15 (m, 1H), 3,82-3,94 (m, 1H), 2,96-3,06 (m, 2H), 2,74-2,84 (m,
1H), 2,06-2,17 (m, 1H), 1,64-1,88 (m, 3H). MS: (ESI momo>xxut. non) macca/3apsia: 393,2 [M+1].

Crienyromuye COeTUHEHNS TOIyYalld COTJIIACHO TPOIeaype, aHATIOTHYHOW OMUCAHHOHN i puMepa 426 u
Ha o0mei cxeme 14 Boime.

Tab6muma 12
CoeHeHws, TTOJIYIeHHbIE COTIIacHO cxeme 14

IIpum. A c H MS
MUH TPYKTypa a3BaHUE COSNHHEHUs
Ne MH+

[-(2-(2-((3R,4R)-3-amuHo-4-

¢droprunepuauH- 1-mm)-5,6-

426

nudTop-1H-
6enso[d]umunazon-1-
WIT)aLeTHIT)a3e TUAMH-3-

KapOOHUTPUI

427

2-(2-((3R,4R)-3-amuHO-4-
¢bropnunepunun-1-un)-5,6-
audrop-1H-
6enso[d]umunason-1-mn)-1-
(3-(Tper-OyTokcu)azeTuuH-

1-un)stas-1-on

4402
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2-(2-((3R,4R)-3-amiHo-4-
Fe NF ’ ¢bropnunepuauH- 1-mn)-5,6-
428 %S o, Auprop-1H- 4042
N F\/C[ N}}_N ,\:>_F 6enso[dJumunazon-1-um)-1-
F N H, (3,3-nudropazerunun-1-
WJ1)3TaHOH
2-(2-((3R,4R)-3-amuHo-4-
X ¢bropnunepuauH- 1-mm)-5,6-
429 D% ) Aurop-1H- 4102
F N 6enso[dumunason-1-mn)-1-
: Ft@rw}_"/\:}-’: (3-usonponunazeruaus-1-
e WJT)3TaHOH
2-(2-((3R,4R)-3-amun0-4-
o (%F ¢dropnunepunuH- 1-mn)-5,6-
nurop-1H-
430 oa’: 6enso[dJumunaszon-1-mn)-1- | 4442
N Fj@i N,)—ND-F (6,6-nu¢rop-2-
f N N, asacnupo[3.3]renran-2-
WJ1)3TaHOH
2-(2-((3R,4R)-3-amun0-4-
© ¢dropnunepunuH- 1-mn)-5,6-
© Ngj audrop-1H-
431 ogw benzo[d]umupnazon-1-mn)-1- | 4382
N Fj@“, W s (7-okca-2-
" F N>_ Cz; azacnupo[3.5|HoHaH-2-
WJT)3TaHOH
Tabnuma 13

JlaHHble onpeaesieHus] XapaKTepUCTUK COSAMHEHUH, MOTYYeHHBIX COTJIacHO cxeme 14
VYceaosusa SFC

YacroTa, Cranus
Mpum. s
pacTBOpHUT Mannbie 'H SIMP (8 ppm) pa3aeseH
Ne pa3nesieHust
eJib ust

H30MepoB

7,34-7,60 (m, 2H), 4,73-4,80 (m, 2H),
600MI 1t
426 4,48-4.60 (m, 2H), 4,31-4,48 (m, 1H), — —
DMSO-dg ,
4,17-4,28 (m, 1H), 4,06-4,15 (m, 1H),
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3,82-3,94 (m, 1H), 2,96-3,06 (m, 2H),
2,74-2,84 (m, 1H), 2,06-2,17 (m, 1H),
1,64-1,88 (m, 3H).

427

600MI'1
DMSO-ds

7,46 (dd, J=7,43, 11,17 L'y, 1H), 7,40
(dd, J=7,36, 10,39 Ty, 1H), 4,72-4,79
(m, 2H), 4,56-4,64 (m, 1H), 4,41-4,49
(m, 2H), 4,36 (br s, 1H), 4,16 (dd,
J=1,20, 9,77 T, 1H), 4,08 (dt, J=4,98,
8,25 I'y, 1H), 3,70 (dd, J=4,71, 10,00
'y, 1H), 2,95-3,06 (m, 2H), 2,78 (ddd,
J=5,02, 8,10, 12,73 T'y, 1H), 2,02-2,16
(m, 1H), 1,89 (br s, 1H), 1,72-1,87 (m,
1H), 1,15 (s, 9H).

428

600MI 1t
DMSO-d,

7,37-7,50 (m, 2H), 4,87 (s, 1H), 4,76-
4,85 (m, 2H), 4,34-4,47 (m, 2H), 3,20-
3,27 (m, 1H), 3,14-3,19 (m, 1H), 2,98-
3,11 (m, 2H), 2,87-2,97 (m, 1H), 2,79
(dd, J=8,37, 12,57 Ty, 1H), 2,03-2,18
(m, 1H), 1,96 (dt, J=4,67, 9,19 I,
1H), 1,78-1,91 (m, 1H)

429

600MI '
DMSO-ds

7,46 (dd, J=7,47, 11,13 ', 1H), 7,38
(dd, J=7,32, 10,67 T'y, 1H), 4,70-4,79
(m, 2H), 4,32-4,47 (m, 1H), 4,25-4,30
(m, 1H), 3,92-3,99 (m, 2H), 3,62 (dd,
J=5,92, 9,65 I'y, 1H), 3,34-3,43 (m,
1H), 2,96-3,05 (m, 2H), 2,76-2,82 (m,
1H), 2,31-2,47 (m, 1H), 2,08-2,16 (m,
1H), 1,74-191 (m, 3H), 0,86 (,
J=5,57 T, 6H)

430

600MI 1t
DMSO-ds

747 (t, J=9,20 Tu, 1H), 7,39 (dd,
J=1,36, 10,70 I'w, 1H), 4,74 (d, J=1,79
'y, 2H), 4,32-4,46 (m, 3H), 4,03-4,10
(m, 2H), 3,37-3,54 (m, 1H), 2,92-3,05
(m, 3H), 2,88 (t, /=12,38 Tn, 4H),
2,74-2,83 (m, 1H), 2,11 (ddd, J=3,97,

8,10, 17,13 Ty, 1H), 1,74-1,93 (m,
1H).

431

600MI 1t
DMSO-ds

7,47 (dd, /=743, 11,17 Ty, 1H), 7,39
(dd, J=7,36, 10,70 T'y, 1H), 4,72-4,80
(m, 2H), 4,34-4,47 (m, 1H),4,02 (q,
J=8,33 T, 2H), 3,69 (s, 2H), 3,46-
3,59 (m, 4H), 3,34-3,36 (m, 1H), 2,96-
3,06 (m, 2H), 2,80 (dd, J=8,21, 12,50
Iy, 1H), 2,08-2,16 (m, 1H), 1,70-1,88
(m, 6H)
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(O

NH
/

IIpumep 432: (R)-6-((2-(4,4-mudrop-3-(MeTHIaMUHO )ITHTIEPUANH- | -11)-6-hTop-1 H-6en30[d|Jumumazon-1-
WJT)METHIT) HHKO THHOHUTP YT
NC NG

\’ N - N
Mel A\
K,CO4

F N . F N
N N F
TL-O< o - Tp-Ox
NH,

NH
/

Bo ¢makon 3arpyxamu (R)-6-((2-(3-amuno-4,4-mudropnumnepuann- 1 -un)-6-grop-1H-6en30[d[umumazon-
1-unm)metun)aukotuHOHATPUI (100 MT, 0,259 MMOib). PIakoH CHAOKATK MEIIATKOHN, 3aKPhIBAIA KPBIIIKOH U
nobasnsiin DMF (1,3 mun). lo6asnsumm kapboHat kamust (53,7 mr, 0,388 MMOIIb) ¢ TOCTIEIYIONIMM H00aBICHHEM
tionmerana (40,4 mr, 0,285 MMoinp). ObecrieunBaliv NepeMeNTMBaHNE CMECH TPU KOMHATHOW TemIiepaType B
Tedenue 2 4. Habmomanm o6pa3oBanne MOHO- U OWC-METHIIMPOBAHHBIX aMHHOB ¢ momoitnsio LCMS. Peakninon-
HYI0 cMech oOpabaTeiBasin myTeM pa3dasienus ¢ momoribio EtOAc u NH,Cl (Bogn.). CMech 3KCTparupoBaiiu ¢
nomombsto EtOAc, opranndeckne sKCTpakThl 00beANHSIIH, BRICYIIMBany Hagy MgSO,, GMIbTpOBaIN U KOHIIEH-
TPUPOBAJIH C MOJYYEHHEM HEOUYHMIIeHHOH cMecn. Heounmennoe BemectBo ounmnianu ¢ nomouipio HPLC ¢ mo-
JMy4eHHUEM yKa3aHHOTO B 3aroyioBke coenunenus. MS: (ESI momoxut. non) macca/3apsa: 401,2 [M+1]; 'H IMP
(600 MI'ny, dg-DMSO) & 8,95 (dd, J=0,62, 2,18 I'i, 1H), 8,33 (dd, J=2,18, 8,10 I'r, 1H), 7,51 (d, J=8,10 'y, 1H),
7,46 (dd, J=4,98, 8,72 T'u, 1H), 7,11 (dd, J=2,49, 9,03 I'u, 1H), 6,95 (ddd, J=2,49, 8,72, 9,96 I', 1H), 5,54 (s,
2H), 3,35-3,41 (m, 1H), 3,28-3,32 (m, 1H), 3,10-3,16 (m, 1H), 2,91-2,96 (m, 1H), 2,88 (td, J=3,66, 13,23 I'n,
1H), 2,25 (s, 3H), 2,13-2,23 (m, 1H), 2,01-2,13 (m, 1H).

NC,

=N

X

C-Ox

NH

§

HO
[Tpumep 433: (R)-6-((2-(4,4-mudrop-3-((2-ruIpOKCUITHI ) aMHHO )TATIEPUANH- | -11)-6-pTop-1H-

6en3o[d]uMumazo- 1 -1i)MeTHIT ) HHKOTHHOHU TP T
NC,

NG, 0 N
|
fIN eomso._J N
N NaCNBH; F N .
—_— = N
F N F THF N’>_ <:><F
N F NH
N
", cragys 1
NH,

TEDMSO

Cramus 1. (R)-6-((2-(3-((2-((TpeT-Oy THIIMMETHIICHIINIT)OKCH )3T )aMHHO )-4,4-nud Topriunepuan- 1 -ui)-
6-tbrop-1H-6en30[d|umunazon- 1 -Ha)METHIT ) HUKO THHOHUTPYLIL.

(R)-6-((2-(3-amun0-4,4-nudToprurnepuaus- 1 -mn)-6-prop-1 H-0en3o[d Jumunazon-1-
WJT)METHIT) HHKO THHOHUTP YT (89,4 MT, 0,231 MMOJTb) 00BEIMHSITN c (Tper-
OyTHIIUMeTHIICHITIIIOKCH )arieTanbaeruaom (63,7 mxi, 0,301 MMoinb) Bo ¢iakone. JloGasmsiu TeTparuapody-
paH (2,3 M) u mmanoboprunpua Hatpus (24,2 Mk, 0,463 mmons). ObecrieunBaId IepeMETMBAHIE CMECH TIPH
KOMHATHOU TeMIIepaType B TeYEHHE 2 4, MOCJIE Yero MCXOAHBII Marepual ObUT MTOJHOCTBIO M3pacxoioBaH. Pe-
aKIMOHHYI0 cMech racwm ¢ momonibio NH,Cl (BomH.), axcTparupoBasin B EtOAC, MpoMBIBaIy ¢ MOMOIIBIO CO-
JIEBOTO pacTBOPA, BeICymuBay Hajg MgSQO,, GumbTpoBanu 1 KOHIEHTpUpoBaIH ¢ moryaerneM (R)-6-((2-(3-((2-
((TpeT-0yTHIIMMETHIICHIIAIT)OKCH )9THI )aMHUHO )-4,4-mud Toprimnepuau- 1 -ni)-6-drop-1 H-6enszo[d Jumunazon-
1-1IT)MeTHIT) HUKOTHHOHUTPHIIA, KOTOPBIM MPUMEHSUIN Ha CIIeIYIOIeH cTaqun 0e3 TOMOTHUTEILHON OYMCTKH.

NC,

NC,

= ==

A\ .'N N A
F N . NELF F N r
NH NH
crajus 2
TBDMSO HO
Cragus 2. (R)-6-((2-(4,4-mudpTop-3-((2-rUIpOKCHUITII )aMUHO )ITHIICPUIAHH- | -11)-6-pTop-1H-

6en3o[d]uMuIa30:1- 1 -HT)METHIT ) HUKOTHHOHUTPHI (Tipumep 433).
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(R)-6-((2-(3-((2-((TpeT-Oy TMII MM ETHIICITVIT) OKCH )3 THIT)aMKHO )-4,4-tud Topriunepu auH- 1 -ui)-6-¢prop-
1H-6en30[d]umunazon-1-wr)MeTin)HUKOTHHOHUTpHIA pactBopsutd B THF (2,3 mur) u noGasnsun ¢propua Terpa-
oyruinammonus (1,0M pacteop B THF, 301 Mk, 0,301 mmons). ObecnieunBany nepeMennBaHie CMECH TIPH K.T.
B Teuenue 16 4. [lomHOoe ynaneHue 3ammTHON Tpynmbl Habmogany ¢ moMombio LCMS. TlomydeHHy0 cMech
obpabaTteIBa)H ¢ TIOMOIILI0 pazbasienus Bogoi u EtOAc, skctparupoBanu B EtOAc, BeicymmBany Hag MgSO,,
(GunbTPOBAK U KOHIEHTPHPOBaIU. HeounieHHOE BEIECTBO OYHINANN C TIOMOIIBI0 KOJIOHOYHOM Xpomarorpa-
¢um (4 T SiO,, 0-70% EtOAc B rentane) ¢ mosydeHreM yKa3aHHOTO B 3arojioBke coennnenus. MS: (ESI momo-
KNIT. HOH) Macca/3apsit: 431,2 [M+1]. "H SIMP (500 MT'n, d,-MeOH) & 8,82 (br s, 1H), 8,13-8,25 (m, 1H), 7,59
(d, J=8,30 I'u, 1H), 7,55 (dd, J=4,67, 8,30 I'u, 1H), 6,98-7,06 (m, 2H), 5,58 (s, 2H), 4,17 (dtd, J=4,80, 8,63,
12,98 T'm, 1H), 4,06 (br d, 7=13,23 I'y, 1H), 3,84-3,95 (m, 2H), 3,53-3,66 (m, 2H), 3,38-3,47 (m, 1H), 3,32-3,37

(m, 2H), 2,25-2,42 (m, 2H).
HOOC

=

N/

N

L0

NH,

IIpumep 434: (S)-6-((2-(3-amunonumepuans-1-un)-1 H-6en30[d|[umMuna3on- 1 -ua)MeTHIT ) HUKOTHHOBAST KH-

cJoTa
NC

_— HOOC,
Y ! HCI N /
—_—
N 25C,1u.
@N%N ') 1.4-auokcan @r}_"( >
"NH N __'NHZ
Bo (bmakon 3arpyKann (S)-6-((2-(3-amunomumepuanH- 1 -un)-1 H-6en3o[d Jumumazon-1-

win)MeTwn)HuKoTHHOHUTpHA (0,03 1, 0,09 MMonap) u 3,99 H. BOIHBIH pacTBOP XJIOPHUCTOBOAOPOJHON KHCIIOTHI
(0,075 mm, 0,451 mmouns) B 1,4-nuokcane (0,301 Mi1) ¥ BCTpSIXUBAIM IPU TeMIIEpaType OKpY’Karomeld cpeasl B
Teuenne 1 4. PeakiMOHHYIO CMeCh KOHIEHTPHPOBAIM H OUHIAIy ¢ noMoisio HPLC ¢ obpariennoit dasoit. 'H
SAMP (600 MI', DMSO-d¢) & 13,23-13,65 (br s, 1H), 8,98 (d, J=1,40 I'u, 1H), 8,29 (br d, J=6,85 I', 1H), 8,12-
8,19 (m, 1H), 8,11 (br s, 1H), 7,51 (br d, J=7,71 I'y, 1H), 7,21 (br s, 1H), 7,15 (br s, 1H), 5,57-5,61 (br s, 2H),
3,58-3,76 (m, 1H), 3,44-3,57 (m, 1H), 3,16-3,29 (m, 2H), 3,06 (br s, 1H), 2,52-2,55 (m, 1H), 1,95 (br s, 1H),
1,83 (br s, 1H), 1,53-1,64 (m, 1H). MS: (ESI nmomnoxwut. non) macca/zapsma: 352,2 [M+1].
iz W

e

\fk

FrQ

IIpumep 435: (S)-6-((2-(3-amunonMNIepU U H- 1 -11)- 1 H-6eH30[ d JiMu1a301- | -1IT)METHI ) HHKOTHHAM U]
N

A\ H,NOC
N NaOH N
—_—
°C.3u. Ny
O Qe
“NHZ NH,
®rakoH, coep Kamui (S)-6-((2-(3-amunomumepuanH- 1 -un)-1 H-6en3o[d Jumugazon-1-

win)Merun)aukotuHOoHUTpMI (0,03 T, 0,090 MMons) 1 NaOH (1M B Boze) (0,271 mi, 0,271 MMob) B MEeTaHOJIE
(0,30 mur) BeTpsIXMBaIIM TIPH K.T. B TedeHue 3 4. PeakunonHyto cMech pasbasisuin ¢ nomomibio EtOAc, ¢pumbsTpo-
BaJIM, KOHIIEHTPUpOBaIX 1 ounmany ¢ nomoinsio HPLC ¢ obpamenHoii ¢a3oit ¢ nmomyuyeHneM yka3aHHOTO B
3aronoBke coenuHenus. 'H SIMP (600 MI', DMSO-dg) & 8,94 (s, 1H), 8,16 (dd, J=2,22, 8,14 I'u, 1H), 8,11 (br
s, 1H), 7,56 (br s, 1H), 7,43 (d, J=7,79 I'u, 1H), 7,18 (d, J=8,17 I'u, 1H), 6,98-7,11 (m, 3H), 5,38-5,44 (m, 2H),
3,37-3,43 (m, 1H), 2,76-2,89 (m, 2H), 2,57-2,66 (m, 1H), 2,52-2,56 (m, 1H), 1,78-1,84 (m, 1H), 1,65-1,74 (m,
1H), 1,50-1,58 (m, 1H), 1,14-1,28 (m, 1H). MS: (ESI nonoxwur. noH) macca/3apsia: 351,2 [M+1].
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H,NOC
N/
N
N
N F
Sray
NH,
ITpumep 436: 6-((2-((3R,4R)-3-amuno-4-¢propnunepuant-1-mn)-1H-6enzo[d Jumunazon-1-
WJT)METHJT) HIKOTHHAMH ]
NC H,NOC,
N, J N\, J
N NaOH N
OO —=— OO
N 4 N 4
NH, NH,

®nakon,  comepxammii  6-((2-((3R,4R)-3-amuno-4-¢proprnunepuaun-1-nmm)-1H-6en3o[dJumunazon-1-
win)Metwn)HuKoTHHOHUTpHA (0,03 T, 0,090 MMons) 1 NaOH (1M B Boge) (0,271 mit, 0,271 MMoJIB) B METaHOJIE
(0,301 mu1) BCTpsAXMBAIIM TIPH TEMITEpAType OKpYy’KaroIel cpeabl B TeueHne 3 4. PeakmoHHyro cMech pa30aBiis-
1 ¢ momoinsio EtOAc, dunmsTpoBanu, KoHIEHTpUpoBaIK U ouniiany ¢ momoimbsio HPLC ¢ oOpamennoi dazoi
C MOJIyYEHUEM YKa3aHHOTO B 3ar0JIOBKE COEIUHEHUSI. 'H sIMP (500 MTI't;, MeOH-d,) o 8,84-9,04 (m, 1H), 8,08-
8,27 (m, 1H), 7,48-7,58 (m, 1H), 7,06-7,34 (m, 4H), 5,51 (br d, J=6,75 ', 3H), 4,29-4,50 (m, 1H), 3,61 (br dd,
J=3,89, 7,79 I'u, 1H), 3,39-3,50 (m, 1H), 2,87-3,19 (m, 3H), 2,10-2,27 (m, 1H), 1,78-1,97 (m, 1H), 0,79-0,98
(m,IH). MS: (ESI nonoxwut. noH) macca/3apsm: 369,2 [MH]'

o]

- O

Ipumep 437:  2-(2-((3R,4R)-3-amuno-4-proprunepuaun- 1 -un)-5,6-mudrop-1H-6en30[d|Jumumazon-1-
WIT)YKCYCHASI KHCIIOTA
OH OH
o

F N TFADCM ’S
J-O —— X0
HN—Boc NHz
2-(2-((3R,4R)-3-((TpeT-0yToKcukapOOHIT)aMIHO)-4-proprnnepuaus- 1 -ui)-5,6-mudrop-1H-

Oen3o[d]umumazon-1-mn)ykcycHyro KUCJIOTy obpabareiBasi ¢ momormibio TFA (0,5 mi) B8 DCM (1 M) u miepe-
MEIIMBAIINA TIPH K.T. B TedeHHe | 4. PeakmoHHYI0 CMeCh KOHIICHTPUPOBAIH M ouumain ¢ nomomipio HPLC ¢
oGpamenHo#i (a3oii ¢ MOTydeHHEeM yKa3aHHOTO B 3aroioBke coemunenns. 'H SIMP (600 MI'n, DMSO-dg) &
7,47-7,60 (m, 2H), 4,82-4,92 (m, 2H), 4,51-4,59 (dt, J=4,63, 9,01 I'u, 1H), 3,35-3,46 (m, 2H), 3,24-3,30 (m, 1H),
2,95 (br t, J=10,63 I'y, 1H), 2,73-2,89 (m, 1H), 2,13-2,21 (m, 1H), 1,79-1,89 (m, 1H). MS: (ESI monoxut. non)
Mmacca/zapsa: 329,0 [M+1].

NG NG, NC NG,
Ny . . N A
N Mo E Me g N Mo
N N
SO OO X0 00
4 F F N 4
NH NH NH
7/ /

IIpumepsr  438-441: 6-((R)—1 -(4,6-mudTop-2-((3R,4R)-4-pTOp-3-(MeTrnamuHO unepuanH- 1 -m)-1 H-
6en3o[d]uMnaazon-1-nn)aTii ) HUKOTHHOHUTpWIT (pumep 596), u 6-((S)-1-(4,6-mudrop-2-((3R,4R)-4-prop-3-
(MeTmamuHO )uniepuauH- 1 -m)- 1 H-6en30[d Jumunazon- 1 -mm)3tvn) HUKOTHHOHU TP (ipumep 597), u 6-((R)-1-
(5,7-mudrop-2-((3R,4R)-4-Pprop-3-(MeTunamuHo )mnepuaus- 1 -un)- 1 H-6enzo[d [umunazon-1-

WUJT)3THIT) HUKOTHHOHUTPHI (mpumep 598), u 6-((S)-1-(5,7-mudrop-2-((3R,4R)-4-pTop-3-
(MeTmnamuHo )uniepuauH- 1 -m)- 1 H-6en3o[ d [umunazon- 1 -1i1)3THin ) HHKOTHHOHU TP (TIpuMep 599)
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NC, NC NC,
= — —3
«  / s/
N Me N Me N ~iMe
I OO -
O O OO
\(;[ N’>_ C>— ; ) KHMDS, Mel \(2: o / K /
- } OYHUCTKA C TIOMOIILIO - L
F NHBoc xupansHoit SFC Foma 1 /NH Fomac2 /NH
NC, 3) TFA/DCM NG NG
— —> — —
N, J & N/
F Me g N Me g N iMe
N N N
O -0 L0
F N ’ F N g F N .
‘NHBoc NH 4 NH
~1:1:1:1 cMech H3OMepoB ik 3 / 1K /
Cramqus 1. tpeT-bytnn((3R,4R)-1-(1-(1-(5-tmanomupuama-2-un)3tun )-4,6-nudrop-1H-

6enso[d]umunazon-2-un)-4-propnunepuaun-3-mi)kapdbamar (1,05 r, 2,098 MMonb, cMech 4 M30MEpPOB) U Me-
tamiionun (0,144 mn, 2,308 mmons) pactBopsuin B THF u oxnaxxmanu mo 0°C. Jlo6asmsmn mennerso 1 M pac-
TBOp OMC(TPUMETHIICHIIAI)aMuia Kainus B Terparuapodypane (2,203 mi, 2,203 MMOITb) U peaKIIMOHHYIO CMECh
nepemMerinBany B TedeHue 1 4. [IpeBpaienne ocTaHOBHIIOCH, TOTOMY PEAKIIMOHHYIO CMECH TaCHIIM C TIOMOIIBIO
XJIOpHJa aMMOHHS, 3aTeM dKCTparupoBaiu ¢ nomoursio DCM (3X). Opranudeckue BeniecTBa 00bEIUHSIIN, BbI-
cymmBany Haa Na,SOy4, GHIBTpOBaNNM M KOHLEHTPUPOBAIHM C IMOJYyYEHHEM CMECH MeTwinpoBaHHbIX M N-H-
MPOJYKTOB.

Cranus 2. U3omeps! pasaernsiu ¢ ucnons3oBanueM xupanbHoit SFC: Chiralpak Cel2, 15% MeOH, 0,2%
DEA.

Cramus 3. Kaxnapiit otaensHbiid m3omep (100 mr, 1 9kB.) pactBopsiim B DCM (5 mi), 3aTemM 100aBisuin
TFA (0,5 mm). Uepes 1 9 pacTBOpHI BBITUBAIH B MIPEIABAPUTEIIEHO CMOUYEHHBIE KOJOHKH U1t SCX ¥ TIpOMBIBAIIH
MeTaHOJIOM. IIpoXyKTHI 3TI0MPOBAIN ¢ TOMOIIBI0 METAaHOIHHOTO aMMHAaKa.

IMuk 1: 6-((R)-1-(4,6-mudTop-2-((3R,4R)-4-pTop-3-(MeTHnaMuHO )TuniepuauH- 1 -m)-1H-
6enso[d]umunazon-1-wi)sTun)aukoTHHOEHTpI (pumep 438): 'H SIMP (500 MI'n, meranon-ds) & ppm 1,88-
2,08 (m, 4H) 2,22-2,33 (m, 1H) 2,41-2,50 (m, 3H) 2,99 (dd, J=12,72, 9,34 'y, 1H) 3,16-3,30 (m, 2H) 3,50-3,64
(m, 1H) 3,77-3,95 (m, 1H) 4,53-4,76 (m, 1H) 5,97 (q, J=7,01 I'y, 1H) 6,63-6,78 (m, 1H) 7,04-7,16 (m, 1H) 7,62
(d, J=8,30 I'u, 1H) 8,19 (dd, J=8,30, 2,08 I'u, 1H) 8,84 (d, J=1,56 I'u, 1H). MS: (ESI moyioxuT. uoH) Mac-
ca/zapsam: 415,2 [M+1].

IMux 2: 6-((S)-1-(4,6-nudrop-2-((3R,4R)-4-Pprop-3-(MeTHnamMuHo )iunepuauH- 1 -m)- 1 H-
6enso[d]umunason- 1 -mm)orwn)HuKoTHHOHHTPI (pumep 597): 'H SIMP (500 MI'w, meraron-ds) & ppm 1,97 (d,
J=7,01 I'u, 3H) 2,03-2,28 (m, 2H) 2,52 (s, 3H) 2,99-3,21 (m, 3H) 3,59 (br d, J=12,98 I', 1H) 3,71-3,80 (m, 1H)
4,54-4,75 (m, 1H) 5,97 (q, J=7,01 ', 1H) 6,64-6,75 (m, 1H) 7,10 (dd, J=8,82, 2,08 T'u, 1H) 7,58 (d, J=8,30 I'L,
1H) 8,18 (dd, J=8,30, 2,08 I'u, 1H) 8,76-8,87 (m, 1H). MS: (ESI momoxut. non) macca/3apsn: 415,2 [M+1].

IMuk 3: 6-((R)-1-(5,7-mudtop-2-((3R,4R)-4-pTop-3-(MeTHnaMuHO )TuniepuauH- 1 -m)-1H-
6enso[d]umunazon-1-w)sTun)HukoTHHOHHTPII (mpuMep 598): 'H SIMP (500 MI', meranon-d,) & ppm 2,01 (d,
J=7,27 T'u, 4H) 2,18-2,33 (m, 1H) 2,49 (s, 3H) 2,98 (dd, J=12,46, 9,34 I'u, 1H) 3,14-3,28 (m, 2H) 3,47 (br dd,
J=12,85, 1,95 I'y, 1H) 3,79 (dtd, J=8,40, 4,04, 4,04, 2,47 ', 1H) 4,57-4,76 (m, 1H) 5,91-6,04 (m, 1H) 6,67-6,85
(m, 2H) 7,63 (d, J=8,30 I'n, 1H) &8,13-8,25 (m, 1H) 8,84-8,96 (m, 1H). MS: (ESI moyioxut. MOH) Macca/3aps;
415,2 [M+1].

IMuk 4: 6-((S)-1-(5,7-mudrop-2-((3R,4R)-4-pTop-3-(MeTrmamMmuno )umepuauH- 1 - )- 1 H-
6enso[d]umunason- 1 -mm)oTrn) HHKoTHHOHHTpPI (mpumep 599), 'H SIMP (500 MI'w, metanon-ds) 8 ppm 2,02 (d,
J=7,01 I'm, 3H) 2,16-2,35 (m, 1H) 2,51-2,68 (m, 3H) 2,98-3,20 (m, 3H) 3,46-3,60 (m, 1H) 3,65-3,78 (m, 1H)
4,54-4,78 (m, 1H) 5,99 (q, J=7,27 I'n, 1H) 6,64-6,85 (m, 2H) 7,58 (d, J=8,30 I'y, 1H) 8,19 (dd, J=8,17, 2,21 I'L,
1H) 8,83-8,96 (m, 1H). MS: (ESI monoxwur. noH) macca/3apsia: 415,2 [M+1].

Cxema 15

COelII/IHeHI/ISI, MOJIYY€HHBIC MOCPEACTBOM CMECIIAHHOT0 AaHTHAPHAA
Rl

o aH
& o]
5 S
H T e owe a\ ¥ re o R o
arll Yy N>_N rs 1) CsC05 MeCN . R N>_N R* 1) PivCl, ocHoBanne Xyuura Y RS
y —_— ™ —_—T i
L A R? 2} LiOH, MeOH, Hy0 LA R T2)NHRWR; R’T@ 2N R2
NHBoc NHBoc 3 TFA N

NH,

IIpumep 607: 2-(2-((3R,4R)-3-amuno-4-proprunepuann- 1 -un)-5,6-mudrop-1H-6en30[dJumuaazon-1-mm)-
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1-((1R,5S)-3-a3aburnmkio[3.1.0]rekcan-3-mia)3TaHOH
0 “Zﬁ_H
OH o) H H N
oﬁg 098/% zfg O,S
XL 28 OO~ e
F N ".NHBDC IPrEtN . N/ "‘NHBOC 3aTem TFA FI:[N)_ NCZQ:F
Cramust 1. 2-(2-((3R,4R)-3-amuno-4-propnunepuans-1-un)-5,6-mudrop-1H-6en3o[d|umunazon-1-wun)-1-
((1R,5S)-3-a3aburnmkio[3.1.0]rekcan-3-1ia)3TaHOH.
2-(2-((3R,4R)-3-((TpeT-OyTOoKcHKapOOHIT)aMIHO)-4-pToprinnepuaus- 1 -mi)-5,6-mudrop-1H-
oenzo[d]umunazon-1-mi)ykcycuHyro kuciaoty (110 mr, 0,257 mwmons), 1,1'-mumetwnrpudtwiamun (135 Mk,
0,770 mMoms) u Tetparuapodypan (1284 M) odbeauHsIH Bo (prakone u oxnaxaamu a0 0°C. JlobaBnsum mo
KaIIsiM TpUMeTHIaneTrixiopun (24,12 mxir, 0,282 MMOITb) U CMECh IepeMeInnrBaini B Teuenue 15 mun. LCMS
MOKa3ajia OJHOE IPEeBpaIIeHNe B CMEIIaHHBINA aHTUAPHU (TIPOSBISIETCS. B BUE METUIIOBOTO CIIOKHOTO 3(upa ¢
nomornisio LCMS B pesynbrate BeiTecHeHHsI MeOH). Jlo6aBnsumm 3-azadurmkino[3.1.0]rekcan (1,5 skB.) u obec-
MIeYMBAIIN TIepeMennBanie B TedeHrne 1 9. CMech KOHIIEHTPUPOBAIIH, 3aTeM MOBTOpHO pacTBopsiii B DCM/TFA
(1:1) n obecrieunBaun TepemMemBanue B TedeHrne 1 4. CMech MOBTOPHO KOHIIGHTPUPOBAIH, 3aT€M TOBTOPHO
pactBopsuti B 1 M1 DMSO, ¢unstpoBanu n ounmanu ¢ nomoinsio HPLC ¢ obpamennoii ¢azoii ¢ momyuenuem
TpeOyeMoro NpoayKTa.
Tabmuua 14
Crenyromue COeAMHEHNUS MTOYYaIH COTIacHO MPOLEeaype, aHAIOTHYHOH
OnuUCcaHHO i mpuMmepa 607 u Ha o0mieit cxeme 15 BeImIe

IIpouenypa
TTpu
yaalneHus MS
M. Amvua Crpykrypa Hassanue coenunenns
3aIUTHON MH+
Ne
Boc-rpynmsl
2-(2-((3R,4R)-3-amuHO-
A 4-propnunepuaun-1-
Me e uin)-5,6-nu¢rop-1H-
(o}
600 \lj B F J? 6enso[d]umunason-1- 382,0
HN ;D:N%NQ—‘F n)-1-(2-
NH;
MEeTHJIa3eTHANH- 1 -
WIT)3TAaHOH
2-(2-((3R,4R)-3-amuHo-
e
Z’F 4-¢ropmunepunun-1-
F. _F e
) wn)-5,6-nudrop-1H-
601 \E Me B 045 s ‘ X 4062
N7 F eH30[d]umunazon-1-
H OO | s
F N 4 un)-N-(2,2-
NH,
nugropaTi)-N-
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MCTHJIALCTAMHA

602

2-(2-((3R,4R)-3-amuHO-
4-propnunepuaiH-1-
un)-5,6-nugrop-1H-
Oenso[d]umunazon-1-

nm)-N-nukstornporia-N-

MCTHJIALCTAMM]L

3822

603

2-(2-((3R,4R)-3-amuHo-
4-proprnunepunun-1-
n)-5,6-nudrop-1H-
6enso[d]umunazon-1-
un)-N-((R)-1-
LUaHO3TUIN)-N-

MCTHJIALCTAMU]

3952

604

2-(2-((3R,4R)-3-amuHO-
4-¢propnunepuaus-1-
un)-5,6-gudrop-1H-
oenzo[d]umunazon-1-
win)-N-metun-N-((R)-1-
(mupuanH-2-

WJT)3THII )A€ TAMH

447,0

605

2-(2-((3R,4R)-3-amuHO-
4-propnunepunun-1-
wn)-5,6-mudrop-1H-
6enso[d]umunason-1-
un)-N-o1un-N-

MCTHIANETAMHI

370,2

606

"l

N

2-(2-((3R,4R)-3-amnHO-
4-bropnunepuaiH-1-
nn)-5,6-nudrop-1H-
6enzo[d]umunason-1-

n)-N-(2-dropaTuin)-N-

METHJIaLIETAMHU]T

3882
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607

2-(2-((3R,4R)-3-amuHO-
4-¢ropmunepunun-1-
un)-5,6-nmu¢rop-1H-
Oenso[d]umunazon-1-
un)-1-((1R,58)-3-
aszabwmkio[3.1.0]rexca

H-3-HIT)3TaHOH

394,0

608

2-(2-((3R.,4R)-3-amuno-
4-¢propnunepuaus-1-
nn)-5,6-nudyrop-1H-
6enzo[d]umunason-1-
un)-N-metun-N-(1-
(nupupun-2-

WIT)3TUT)aLeTaMuz

4472

609

2-(2-((3R,4R)-3-amuHO-
4-propnunepuaiH-1-
un)-5,6-nudrop-1H-
6enso[dumunason-1-
un)-1-(2-
azabuuukio[3.1.0]rexca

H-2-MJ1)3TAaHOH

3942

610

2-(2-((3R,4R)-3-amuHo-
4-¢propnunepunun-1-
uin)-5,6-gudrop-1H-
6enzo[d]umunason-1-
uim)-N-((S)-1-
LHAHOITUI)-N-

MeTHJIalleTAMUI

3954

611

”
Iz

2-(2-((3R,4R)-3-amuHO-
4-propnunepuanH-1-
un)-5,6-nudrop-1H-
6enzo[d]umunason-1-
ni)-N-meTnn-N-
(terparunpodypan-3-

WIT)aLeTaMu

4122

342 -
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Me,
612 NIK.-CN

Me

oN uin)-5,6-nu¢rop-1H-

2-m)-N-

MeTHJIalleTAMULI

2-(2-((3R,4R)-3-amuHoO-

4-propnunepuans-1-

benzo[d]umunason-1-

ui)-N-(1-unanomnpormnan-

409,2

Me Me

=N

4-propnunepunuH-

win)-N-metun-N-(1-
(nupuauu-4-

WIT)ITUIT)aLleTaMu]

2-(2-((3R,4R)-3-amuHo-

wn)-5,6-mudrop-1H-

6enso[d]umunason-1-

I-

4472

614 ~N,§C
H Gr,

wn)-5,6-mudrop-1H-

wn)-N-metun-N-(1,1,1
TpudTOpHIpONaH-2-

H)aLeTaMuz

2-(2-((3R,4R)-3-amuHO-

4-proprunepunus-1-

6enso[d]umunazon-1-

4382

2-(2-((3R,4R)-3-amuHO
4-¢proprunepunus-1-
wn)-5,6-mudrop-1H-

oenso[d]umunazon-1-

METUTAICTaMUI

ui)-N-(unaHomerun)-N-

381,2

616

2-(2-((3R,4R)-3-amuHO-
4-¢ropmunepunun-1-
uin)-5,6-nu¢prop-1H-
oenzo[d]umunazon-1-

ni)-N-meTua-N-

nponuianeTraMun

3842
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617

4NH’\,OH

2-(2-((3R,4R)-3-amuHO-
4-proprunepunis-1-
nn)-5,6-nudrop-1H-
6enso[d]umunazon-1-
wn)-N-nukionponui-N-
(2-
FI/IHpOKCI‘ISTHﬂ)aLLeTaMI/I

a

412,0

618

CN

=z

1-(2-(2-(3R 4R)-3-
aMHHO-4-
¢dropnunepuans-1-m)-
5,6-mudprop-1H-
6enso[d Jumunason-1-
HIT)aLeTH)-3-
¢dropnupponuaun-3-

KapOOHUTPUIT

4252

619

2-(2-((3R,4R)-3-amuH0-
4-propnunepunun-1-
wi)-5,6-nudrop-1H-
6enzo[d]umunason-1-
un)-1-(2-oxca-5-
asabuuukno[2.2.1]renra

H-5-MJT1)3TaHOH

410,0

620

2-(2-((3R 4R)-3-amno-
4-pTopnunepuaiH-1-
uin)-5,6-gudrop-1H-
6enso[dJumunason-1-
nn)-1-
(rexcarnpponupano[4,3-
b][1,4]okcazun-4(7H)-

WIJT)3TAaHOH

4542

621

O~

NH,

2-(2-((3R,4R)-3-amuHO-
4-¢propriunepunun-1-
n)-5,6-mudrop-1H-

Oenso[d]umunazon-1-

409,2

-344 -
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mi)-N-(2-
uasonponun)-N-

METHJIACTAMHU

622

-(2-((3R,4R)-3-amuHo-
4-¢propnunepuaus-1-
un)-5,6-nmu¢rop-1H-
oenzo[d]umunason-1-
min)-N-metin-N-(3,3,3-
TpudTOpIPONMIT)aLeTaM

201

4382

2-(2-((3R,4R)-3-amuHo-
4-propnunepuaiH-1-
uin)-5,6-gudTop-1H-
oenzo[d]umupason-1-
un)-1-((1R,58)-6,6-
nudrop-3-
aszabunmkio[3.1.0]rekca

H-3-MJ1)3TaHOH

4302

624

Xr-O-

i,

2-(2-((3R,4R)-3-amuHo-
4-propnunepuanH-1-
un)-5,6-nudrop- 1H-
6enso[dJumunason-1-
un)-1-(4-(nupumunun-2-
un)nunepasut-1-

WJT)3TAaHOH

475,0

625

JC-O

N,

2-(2-((3R,4R)-3-amuno-
4-¢pTopnunepunun-1-
uin)-5,6-gudTop-1H-
6enso[dumunason-1-
wn)-1-(2-
H30MPOINIA3ETHANH- 1~

WIJT)3TAaHOH

4102
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626

o

2-(2-((3R,4R)-3-amuHO-
4-¢propnunepunus-1-
wn)-5,6-mudrop-1H-
6enso[d]umunazon-1-
mn)-1-(3-
(nuTOPMETOKCH)IUPPO

JUAMH- | -U1)3TaHOH

4482

627

o

=

4-(2-(2-((3R,4R)-3-
aMUHO-4-
¢dropnunepuauH-1-m)-
5,6-mu¢rop-1H-
Oenso[d]umunazon-1-
HIT)aneTun)MopQonH-

2-xapOoHUTpUI

423,0

628

HO

o

2-(2-((3R,4R)-3-amuHoO-
4-¢ropmunepunun-1-
un)-5,6-nudrop-1H-
oenzo[d]umunazon-1-
wn)-1-(3-
TUAPOKCUITUIIEPUANH- 1 -

WIT)3TAaHOH

4122

629

CN

Iz

1-(2-(2-((3R,4R)-3-
aMUHO-4-
¢dropnunepuaun-1-mn)-
5,6-nudrop-1H-
6enso[d]umunason-1-
wn)aneTin)-4-
METHIIHIIEPUAHH-4-

KapOOHUTPHIT

4352

630

2-(2-((3R,4R)-3-amuHO-
4-proprunepunus-1-
wn)-5,6-mudrop-1H-
Oenso[d]umunazon-1-

wn)-1-(3,4-nurunpo-1,8-

Hadrupunus-1(2H)-

445,0
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WIT)3TAaHOH

2-(2-((3R,4R)-3-amuHo-
4-¢dropmunepuaun-1-
uin)-5,6-nu¢prop-1H-
6enso[d]umunason-1-
n)-N-muksonpornai-N-
(2,2-

I TOPITHIT)aLieTaMuL

4322

2-(2-((3R,4R)-3-amuHo-
4-proprunepunus-1-
nn)-5,6-nudrop-1H-
6enzo[d]umunason-1-
un)-1-(SH-tmpposno[3,4-
b]oupunun-6(7H)-

WJI)3TaHOH

Me

="

2-(2-((3R,4R)-3-amuHO-
4-proprunepunus-1-
un)-5,6-gudrop-1H-
6enso[d]umunason-1-
win)-N-metun-N-
((rerparumpodypan-3-

WJT)METUIT)aleTaMug

4260

634

Me

="

-(2-((3R,4R)-3-amuHo-
4-proprunepuaiH-1-
wn)-5,6-gudrop-1H-
6enso[d]umunason-1-
wi)-N-(2,2-
nugropaTi)-N-

METHJIALIETAMU/T

406,2

635

2-(2-((3R,4R)-3-amuHO-
4-propnunepunus-1-
uin)-5,6-gudrop-1H-
6enzo[d]umunazon-1-

un)-N-metun-N-(2,2,2-

TpUPTOPITHI)aLIe TAMHUJ

42472
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636

P

(R)-1-(2-(2-((3R,4R)-3-
aMuHO-4-
¢dropnunepuaun-1-mr)-
5,6-nudrop-1H-
benso[d]umunason-1-
WUT)aLeTHIT)THPPOSTHIANH

-2-kapOOHUTPHIT

407,0

637

Me ’O..‘.OH
N

E=+4

2-(2-((3R,4R)-3-amuHo-
4-¢propnunepuaus-1-
un)-5,6-nudrop-1H-
6enso[d]umunaszon-1-
nn)-N-((1r,4R)-4-
THAPOKCHLIMKIIOTEKCHIT)-

N-MeTumaeraMmu

440,0

638

2-(2-((3R,4R)-3-amuHO-
4-¢propnunepuaun-1-
un)-5,6-nudrop-1H-
6enzo[d]umunason-1-
un)-N-metun-N-((S)-1-
(nupupnn-2-

WIT)3THIT)aleTaM U

4472

639

2-(2-((3R,4R)-3-amuno-
4-pTopnunepuaiH-1-
uin)-5,6-gudrop-1H-
6enso[d|umunason-1-
nn)-1-(okrarugpo-1H-
nupaxo[4,3-b]nupuaus-

1-um)3TaHoH

4522

640

OH

Iz

2-(2-((3R,4R)-3-amuHO-
4-¢ropmunepuaus-1-
uin)-5,6-gudrop-1H-
6enso[d]umunason-1-
un)-1-(4-
TUIPOKCHITHIIEPUANH- 1 -

WJT)3TAHOH

4122
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1-(3-(1H-1,2,4-Tpuazon-

641

2

>
\=

<
45

1-un)asernanu-1-mm)-2-
-(3R,4R)-3-amuno-4-

droprunepunns- 1-wmn)-

Oenso[d]umunazon-1-

5,6-mudrop-1H-

WIT)3TaHOH

4352

642 (N'i?)

¢dropnunepuauH-1-m)-

7-(2-(2((3R 4R)-3-

aMHHO-4-

5,6-mu¢rop-1H-
6enso[d]umunazon-1-
HT)aLeTHIT)TeKCArHAPOH
mupasol 1,5-a]mmpasus-

3(2H)-on

4522

2-(2-((3R,4R)-3-amuno-

4-proprnunepunun-1-

un)-5,6-nmu¢rop-1H-

6enzo[d]umunason-1-
win)-N-(2-unaHosTun)-
N-((terparunpodypas-
3-mT)MeTHIT)aleTaMuL

4-(2-(2-((3R 4R)-3-

465,2

644

aMHMHO-4-
5,6-nu¢rop-1H-
nn)auernn)-N-

KapOOKcaMu

($ropnunepuanH-1-mn)-
oenso[d]umunazon-1-

METHIMOP(OITHH-2-

455,2

645

MeO,S

Wy wn)-1-(3-

2-(2-((3R,4R)-3-amuHO-
4-¢ropmunepunun-1-
un)-5,6-nudrop-1H-

oenzo[d]umunazon-1-

4742
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((meTuncynbhoHmI)MET
WJT)THPPONTHANH- 1 -

WJT)3TAaHOH

646

%
=z

Iz
\Hh/zm

2-(2-((3R,4R)-3-amuHO-
4-propnunepuaus-1-
uin)-5,6-nu¢rop-1H-
oenzo[d]umunason-1-
wn)-1-(5,6-guruppo-
[1,2,4]rpuazomno[ 1,5-
a]nupasus-7(8H)-

WIT)3TaHOH

4352

647

OMe

:\:z/\\

2-(2-((3R,4R)-3-amuHO-
4-¢ropmunepunun-1-
un)-5,6-nudrop-1H-
6enso[d]umunazon-1-
n)-1-(2-
(MeTokcHMeTHIT)MOPQ O

HUHO)3TaHOH

4422

648

OH

(j\Me

I=

2-(2-((3R,4R)-3-amuHo-
4-propnunepunus-1-
wn)-5,6-mudrop-1H-
6enso[d]umunazon-1-
wn)-1-(3-runpokcu-3-
METWINHPPOIHUIHH-1-

WJT1)3TAaHOH

4122

649

S0,Me
;e

Iz

S0,Me

AL O

N,

2-(2-((3R,4R)-3-amuHoO-
4-¢propnunepunus-1-
wn)-5,6-mudrop-1H-
6enso[d]umunazon-1-
un)-1-(4-
(MeTuncy b OHMI)THITe

pasuH-1-un)3TaHoH

475,2
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650

);o

m
=’
~O
¢

N-((1-
AeTHIHPPOTHINH-3-
nimmerni)-2-(2-
((3R,4R)-3-amun0-4-
¢dropnunepuauH-1-m)-
5,6-nu¢rop-1H-
Oenso[d]umunazon-1-

nin)-N-3TunateraMun

4812

651

2-(2-((3R,4R)-3-amuHO-
4-propnunepunun-1-
un)-5,6-audrop-1H-
oenzo[d]umunason-1-
ni)-N-(1,1-
IUOKCHAOTETParuapo-
2H-tuomnupan-4-mn)-N-

METHUTAICTaMHUI

4742

652

2-(2-((3R,4R)-3-amuHO-
4-proprunepunun-1-
win)-5,6-nudrop-1H-
Oenso[d]umunazon-1-
nn)-N-((1,1-
JIMOKCHAOTETPArHAPOTH
oen-3-um)mernn)-N-

MeTHJIalleTAMUI

474,0

653

Me Me
CN

=

2-(1-(2-2-((3R,4R)-3-
amMHHO-4-
droprnunepuaus- 1-mm)-
5,6-mudrop-1H-
6enso[d]umunason-1-
WJT)aLeTHIT ) THTIE U H-
4-um)-2-

METHJIPOIIAHHUTPHUIT

>
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1-(2-2-(3R 4R)-3-

y aMUHO-4-
o E‘N J&/) ¢dropnunepunus-1-mn)-
» Me\HJb 5 O% 5,6-nudrop-1H- 4532
0 6enso[d]umunazon-1-
Q—F wn)auerun)-N-
METHITUNEPHANH-3-

KapOoKcaMug

2-(2-((3R,4R)-3-amuHO-

4-propnunepunus-1-
Y
( un)-5,6-nu¢prop-1H-

3w wd ) 6enso[dumunaszon-1-
655 il B 463,2
nn)-N-(2-

Hl)r—-\ § F N
L0
F / TUAPOKCHATHI)-N-
(nupupnn-3-
WJIMETHIT)aLleTaMU

2-(2-((3R,4R)-3-amiHo-

4-¢ropmunepunun-1-
N~
N wn)-5,6-mudrop-1H-

Oenso[d]umunazon-1- 4652

656 | Ay B e

Fﬁ.()_ ND—F nin)-N-(2-unaHosTui)-
N-(terparnapo-2H-
MHpaH-4-1in)aneTamum
1-(2-(2-((3R 4R)-3-

aMuHO-4-
Me
u E,N ‘S’) droprunepunmn- 1-wmn)-
N 5,6-nudrop-1H-
drop 467,2

Ms\ 2
N
657 | w J&’) B oﬂg
N d C>_ Genso[d]umunazon-1-
N
F

nimauetin)-N, N-

JUMETHITHIIEPHIHH-3 -

KapOoKcaMug
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658

1-(2-(2~((3R,4R)-3-
aMHHO-4-
¢dropnunepuaun-1-mn)-
5,6-nudrop-1H-
oenzo[d]umunason-1-
wn)anerin)-4-
(MeTOKCUMETHI)IUIepU

JuH-4-KapOOHUTPUI

4652

659

7-(2-(2-(3R,4R)-3-
aMHUHO-4-
dbroprunepunun- 1-mn)-
5,6-nudprop-1H-
6enso[dumunason-1-
WJT)aLeTHIT)TETParuapo-
1H-okcazomno[3,4-

a]nupasus-3(SH)-oH

660

=
I
1Ny

2-(2-((3R,4R)-3-amuHO-
4-proprunepunus-1-
un)-6-¢prop-1H-
6enzo[d]umunason-1-
nn)-N-(Tnazon-2-

WIT)aLeTaMuz

393,0

661

HN"CF,

2-(2-((3R,4R)-3-amuHO-
4-¢propnunepunun-1-
un)-6-¢prop-1H-
6enso[dumunason-1-
mn)-N-(2,2,2-

TPpUGDTOPITIIT)aLeTAMUL

3922

662

Au’\:ﬁ

2-(2-(3R,4R)-3-amuHo-
4-propnunepuaiH-1-
un)-6-¢prop-1H-
6enso[d Jumunason-1-
ni)-N-uukaonpornui-N-
(2,2,2-

TpUTOPITHIT)aLIe TAMH/T

4322
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663

M OV
H

Me., i~ Ole

e}

O

N

2-(2-((3R,4R)-3-amuHo-
4-proprunepunus-1-
wn)-6-¢prop-1H-
6enzo[d]umunason-1-
ui1)-N-(2-MEeTOKCHITHI )-

N-MmeTunaneTaMun

3822

664

MS‘N’CO

(o]

O

WM,

2-(2-((3R,4R)-3-amuHo-
4-propnunepunun-1-
nn)-6-¢prop-1H-
6enso[d]umunason-1-
ni)-N-metun-N-((S)-
Tetparuapodypan-3-

umaneTaMus

3942

665

J
Ee

2-(2-((3R,4R)-3-amuHO-
4-propnunepunun-1-
nn)-6-¢prop-1H-
6enso[d]uminason-1-
win)-N-metin-N-((R)-
TeTparuapodypan-3-

Wi)aneTaMuz

3942

666

\y
z

HN Me

2-(2-((3R,4R)-3-ammHo-
4-proprmnepuamH-1-
wn)-6-prop-1H-
6enso[dummnason-1-
wn)-N-((S)-1-(nupuaun-

2-U)3THIT)aLeTaMuz

415,2

667

2-(2-((3R,4R)-3-amuHO-
4-¢propnunepunus-1-
un)-6-¢prop-1H-
6enso[d]umunazon-1-
un)N-((S)-
Terparuapodypan-3-
un)-N-(2,2,2-

TpudTOpITUI)aLeTAMU

4622
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668

HoN

2-(2-((3R,4R)-3-amuHO-
4-¢pTopnunepunus-1-
un)-6-gprop-1H-
6enso[d]umunazon-1-
wi)-N-

Lll‘lKJ'IO()yTHJ'IaLLeTaMI/IZl

364,2

669

CN

HoN” Me

2-(2-((3R 4R)-3-amnHo-
4-¢propriunepunus-1-
un)-6-gprop-1H-
6enso[dJumunason-1-
wi)-N-((S)-1-
LMaHONPONaH-2-

HIT)aLeTaMuz

3772

670

2-(2-((3R,4R)-3-amuHO-
4-propnunepuaiH-1-
wn)-6-¢prop-1H-
6enso[dumunason-1-
mn)-N-((R)-1-
LMaHOMPONaH-2-

HIT)aLeTaMuz

3772

671

Et OM
u/\/ e

2-(2-((3R,4R)-3-amuno-
4-¢propnunepuaun-1-
un)-6-¢prop-1H-
oenzo[d]umupazon-1-
nin)-N-31un-N-(2-

METOKCHATHJI )alleTaMHT

3962

672

s’

2-(2-((3R,4R)-3-amuHO-
4-¢propnunepunun-1-
un)-6-¢prop-1H-
6enzo[d]umunason-1-
nn)N-((R)-
TeTparunpodypan-3-
un)-N-(2,2,2-

TpudropaTHI)aneTaMun

4622
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673

S

HN O

O

NH,

2-(2-((3R,4R)-3-amuHO-
4-¢pTopnunepunus-1-
un)-6-gprop-1H-
6enso[dJumunason-1-
wn)-N-(3,3,3-
TpudTopnponuI)aneTam

20

406,2

674

2N

HN Me

HN Me

O

2-(2-((3R,4R)-3-amuHO-
4-¢propnunepunun-1-
un)-6-¢prop-1H-
6enso[dJumunason-1-
un)-N-((R)-1-(mupuaus-

2-WIT)3TUIT)aleTaMH

4152

675

L2
HN

2-(2-((3R,4R)-3-amuHO-
4-propnunepuaiH-1-
un)-6-drop-1H-
6enzo[d]umunazon-1-
nn)-N=((S)-
Terparuapodypas-3-

WT)areTaMu;I

380,2

676

L>
HN

2-(2-((3R,4R)-3-amuno-
4-propnunepunun-1-
un)-6-drop-1H-
Oenso[d]umunazon-1-
un)N-((R)-
TeTparugpodypaH-3-

WJT)areTaMug

3802

677

o

2-(2-((3R,4R)-3-amuno-
4-propnunepuaun-1-
nin)-6-¢prop-1H-
6enso[d]umunazon-1-
un)-1-(2-
MeTuJIa3eTUAuH-1-

WI)3TaH-1-0H

464,2
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678

e

o o

0
3
O

NH,

2-(2-((3R,4R)-3-amuHO-
4-¢propnunepunus-1-
un)-6-gprop-1H-
6enso[dJumunason-1-
un)-1-((S)-3-
METUIMOP(OIMHO )3 TaH-

1-on

3942

679

)

2-(2-((3R,4R)-3-amuHO-
4-¢propnunepunun-1-
un)-6-¢prop-1H-
6enso[dJumunason-1-
un)-1-((R)-2-
METHWITUPPONUINH-1-

W1)3TaH-1-0H

378,2

680

C

Joo.

I=

2-(2-((3R,4R)-3-amuHO-
4-¢pTopnunepuaun-1-
w)-6-¢prop-1H-
Oenso[d]umunazon-1-
wn)-1-((R)-3-
(meTokcumerni)mopdost

HHO)3TaH- | -0H

42472

681

LA

=

2-(2-((3R,4R)-3-amuHo-
4-¢propnunepuaun-1-
wi)-6-¢prop-1H-
Oenso[d]umunazon-1-
nn)-1-((R)-3-
METHIIMOP(OITHHO)ITaH-

1-on

3942

682

2-(2-((3R,4R)-3-amuHo-
4-proprunepunus-1-
nin)-6-¢prop-1H-
6enso[d]umunazon-1-
un)-1-((S)-2-
METWIHPPONUANH-1-

Wi)3TaH-1-0H

3782
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L2

2-(2-((3R,4R)-3-amuHo-

4-¢propnunepuans-1-

[s) wn)-6-¢prop-1H-
683 /I: j\ jg 6enso[d]umunazon-1- 408,2
N F N
H L 13,5+
Nt IUMETUIMOP(OIHHO)3T
aH-1-oH
2-(2-((3R,4R)-3-amuHo-
(0 4-¢proprunepuais-1-
o) N L nn)-6-¢prop-1H-
[s)
684 [ j\/ ’S 6enso[d]umunason-1- 408,2
M F N
H \@EN)—ND*F w)-1-(3-
WM,
STUIMOP(OJIMHO)ITaH-
1-on
2-(2-((3R,4R)-3-amuHO-
o 4-proprunepunus-1-
o qu un)-6-¢prop-1H-
o
685 [ j 5% 6enso[dJumunason-1- 420,2
N F N
H \C[NHQ—F 11)-1-(S)-3-
Nt LUKJIONPOIHIMOPHOIHH
0)atan-1-oH
2-(2-((3R,4R)-3-amuHO-
o 4-bropnunepuaiH-1-
HO, q )
o ' wn)-6-¢prop-1H-
686 HO\\"[NJ . 0? 6enso[dJumunazon-1- 4102
) T O~ e
b (ruppoxcuMeTHIMOpPQhO
JIMHO)3TaH-1-0H
2-(2-((3R,4R)-3-amuHO-
o 4-¢propnunepunun-1-
o} 7&) un)-6-¢prop-1H-
687 7':Nj i °’§ Genso[dummnason-1- | 4082
H L )-1-G3,3-
H,
IUMETUIMOP(OIHHO)IT
aH-1-oH
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Tabnuma 15
JlaHHBIE OTIpeeNIeHns] XapaKTePUCTHK COSANHEHUH, IPUBEICHHBIX B Ta0d. 14 8.
Komnonka "Cragus paznencHus" yKa3bIBaeT, MOCIIe KaKOH CTaJUU CIIOc00a pErnon30Mephl, 00pa3oBaHHBIC
BCJIE/ICTBHE ACHMMETPHYHOTO 3aMeleHns GensnMuasona npr R' Ha cxeme 15, paszessum BO BpeMs MOTydeHHS
KOHEYHOT'O COeANHEHSI, MPUBEACHHOTO B Tabmile (I=nocie moay4eHnss mpoOMeXyTOIHOTO COSANHEHHS YKCYC-
HOM KUCIIOTHI (Te 10 MEHBIIICH Mepe O1H R! He sBustercst BOJIOpOJIOM); B=n0 ynanenwus 3amutHO#i Boc-
rpymnisl Wi F=koHeuHOe coeanHeHe)

Ycnosus SFC

YacroTa, Cragust
Ipum. nJIs
pacTBoOpuT Jaunusie 'H AMP (5 ppm) paszeje
Ne pa3zesieHHs1
eab HHS
H30MepoB
7,42-7,56 (m, 1H), 7,38 (dd, J=7,47,
10,59 I', 1H), 4,60-4,88 (m, 2H), 4,55-
4,90 (m, 3H), 4,32-4,52 (m, 2H), 4,11-
4,21 (m, 1H), 3,76-3,90 (m, 1H), 2,96-
600 MI'm,

600 3,09 (m, 2H), 2,71-2,88 (m, 1H), 2,37- - -
DMSO0-d6

2,46 (m, 1H), 2,12 (dt, J=3,11, 13,08
I'w, 1H), 1,73-1,90 (m, 3H), 1,53 (d,
J=6,23 T'w, 1H), 1,35 (dd, J=1,87, 6,23

I'w, 2H)
7,44-753 (m, 1H), 7,25-7,43 (m, 1H),
6,02-6,55 (m, 1H), 4,99-5,11 (m, 2H),

4,30-4,48 (m, 1H), 3,93-4,03 (m, 1H),
, 600 MI'w,
601 3,78 (dt, 1=3,74, 15,41 T'w, 1H), 3,22 (s, - -
DMSO-d6

2H), 2,94-3,04 (m, 3H), 2,71-2,82 (m,
1H), 2,01-2,15 (m, 1H), 1,70-1,87 (m,

3H)
7,35-7,53 (m, 2H), 4,99-5,15 (m, 2H),
430-4,46 (m, 1H), 3,28 (br d, J=3,43
“02 600 MIy, | T, 1H),2,95-3,10 (m, 3H), 2,86 (s,
DMSO0-d6 | 3H), 2,79 (br dd, J=8,25, 12,61 I'y, 1H),
2,02-2,18 (m, 1H), 1,71-1,88 (m, 3H),
0,86-1,01 (m, 4H)
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500MTI1t
d;-MeOH

7,31-7,40 (m, 1H), 7,18-7,30 (m, 1H),
5,58 (q, J=7,18 I'y, 1H), 5,02-5,19 (m,
2H), 4,42-4,61 (m, 1H), 3,53 (dtd,
J=1,56, 4,18, 12,39 ', 1H), 3,39 (br d,
J=12,98 T, 1H), 3,28 (s, 2H), 3,21~
3,30 (m, 1H), 3,04-3,15 (m, 1H), 3,07
(brs, 1H), 2,98 (dd, J=8,82, 12,46 'y,
1H), 2,17-2,29 (m, 1H), 1,89-2,03 (m,
1H), 1,56 (d, J=7,01 T, 3H)

Chiralpak OJ,
10% MeOH,

K 2

604

500MI'g
d4-MeOH

Cmech poramepos: 8,68 (d, J=4,67 I',
1H), 8,53-8,62 (m, 1H), 7,90 (dt,
J=1,82,7,79 Ty, 1H), 7,83 (dt, J=1,82,
7,79 Tu, 1H), 7,54 (d, =7,79 Ty, 1H),
7,27-7,46 (m, 3H), 5,83 (q, J=7,01 Ty,
1H), 5,20-5,48 (m, 1H), 5,09 (d, J=2,34
T, 1H), 4,37-4,57 (m, 1H), 3,48-3,57
(m, 1H), 3,34-3,46 (m, 1H), 3,05-3,21
(m, 2H), 3,03 (s, 2H), 2,90-3,01 (m,
1H), 2,77 (s, 1H), 2,12-2,27 (m, 1H),
1,88-2,01 (m, 1H), 1,80 (d, J=7,01 I'r,
1H), 1,64 (d, J=7,01 I'y, 2H)

Chiralpak AD,
20% MeOH,

K 2

605

600 MIw,
DMSO0-d6

Cwmech poramepos: 7,41-7,52 (m, 1H),

7,29-7,40 (m, 1H), 4,94-5,01 (m, 2H),

4,26-4,49 (m, 1H), 3,42-3,50 (m, 1H),

3,07-3,11 (m, 2H), 2,93-3,05 (m, 2H),

2,85 (s, 1H), 2,75-2,82 (m, 1H), 2,03-

2,15 (m, 1H), 1,64-1,83 (m, 3H), 1,00-
1,24 (m, 3H)

606

600 MI'L,
DMSO-d6

Cwmech poramepos: 7,43-7,50 (m, 1H),
7,23-7,41 (m, 1H), 4,98-5,05 (m, 2H),

4,66-4,77 (m, 1H), 4,49-4,61 (m, 1H),

4,30-4,47 (m, 1H), 3,75-3,86 (m, 1H),

3,60-3,69 (m, 1H), 3,18 (s, 2H), 2,94-

3,04 (m, 2H), 2,93 (s, 1H), 2,77 (ddd,
7=8,56, 12,61, 18,68 Ty, 1H), 1,97-2,14
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(m, 1H), 1,71-1,85 (m, 3H)

607

600 M,
DMS0-d6

7,34-7,50 (m, 2H), 4,91 (dd, J=14,95,
17,44 T, 1H), 4,71-4,83 (m, 1H), 4,32-
4,48 (m, 1H), 3,76 (dd, J=8,25, 9,81 Iy,
1H), 3,56-3,70 (m, 2H), 3,20-3,30 (m,
2H), 2,91-3,06 (m, 2H), 2,73-2,83 (m,
1H), 2,06-2,16 (m, 1H), 1,82-1,96 (m,
1H), 1,73-1,82 (m, 1H), 1,69 (br dd,
J=3,74, 7,47 Ty, 1H), 1,57 (td, 1=3,62,
7,40 I'w, 1H), 0,70-0,80 (m, 1H), 0,20
(d, J=4,36 T, 1H)

608

600 MT,
DMSO0-d6

Cmech nuactepeoMepos: 8,46-8,53 (m,
2H), 7,68-7,76 (m, 1H), 7,44-7,52 (m,
3H), 5,74-5,81 (m, 1H), 4,97-5,13 (m,
2H), 4,32-4,48 (m, 1H), 2,94-3,07 (m,
2H), 2,89 (d, J=3,43 T'yy, 3H), 2,76-2,84
(m, 1H), 2,04-2,15 (m, 1H), 1,76-1,86
(m, 3H), 1,68 (br t, J=6,85 I'y, 1H),
1,53 (dd, J=2,49, 7,16 ', 3H)

609

600 MI L,
DMSO0-d6

Cwmech nuacrepeomepos: 7,43-7,53 (m,
1H), 7,38 (qd, J=7,06, 10,59 ', 1H),
5,18 (dd, J=7,63, 17,59 I', 1H), 4,88-
5,03 (m, 1H), 4,27-4,49 (m, 1H), 3,69-
3,78 (m, 1H), 3,62 (dtd, J=2,96, 5,98,
8,76 I'yy, 1H), 3,10-3,20 (m, 1H), 2,94-
3,08 (m, 3H), 2,75-2,86 (m, 1H), 2,08-
2,20 (m, 2H), 1,90 (ddd, J=3,43, 8,88,

12,61 I'y, 1H), 1,71-1,83 (m, 4H), 0,81-

0,90 (m, TH)

610

500MI'g
d4-MeOH

7,35 (dd, 1=7,27, 10,64 T'w, 1H), 7,28
(dd, J=7,14, 10,25 T'wy, 1H), 5,48-5,60
(m, 1H), 5,01-5,19 (m, 2H), 4,51-4,66
(m, 1H), 3,56-3,64 (m, 1H), 3,38-3,45

Chiralpak OJ,
10% MeOH,

nukK 1
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(m, 2H), 3,28 (s, 3H), 3,03-3,13 (m,
1H), 2,17-2,31 (m, 1H), 1,90-2,05 (m,
1H), 1,56 (d, J=7,27 T'y, 3H)

611

600 MT L,
DMSO-d6

7,25-7,58 (m, 2H), 4,90-5,18 (m, 3H),
4,28-4,49 (m, 1H), 3,93-4,00 (m, 1H),
3,54-3,79 (m, 3H), 2,89-3,08 (m, 4H),
2,71-2,84 (m, 2H), 2,07-2,23 (m, 2H),
1,71-1,89 (m, 2H), 1,66-2,00 (m, 1H)

612

600 MI L,
DMSO0-d6

Cmech nuactepeomepos: 7,43-7,51 (m,
1H), 7,28-7,41 (m, 1H), 4,93-5,20 (m,
2H), 4,74-4,85 (m, 1H), 4,30-4,55 (m,
1H), 3,21-3,29 (m, 2H), 3,01-3,05 (m,
3H), 2,96-3,00 (m, 1H), 2,75-2,90 (m,
4H), 2,75-2,88 (m, 3H), 2,04-2,20 (m,
1H), 1,70-1,87 (m, 3H), 1,14-1,35 (m,
3H)

613

600 MI 'L,
DMSO0-d6

8,53-8,60 (m, 2H), 7,43-7,51 (m, 2H),
7,31 (dd, J=5,45, 8,56 I'w, 2H), 5,69
(quin, J=6,54 Ty, 1H), 4,99-5,18 (m,
2H), 4,34-4,52 (m, 1H), 2,93-3,09 (m,
2H), 2,90 (d, J=4,67 T, 3H), 2,75-2,86
(m, 1H), 2,05-2,18 (m, 1H), 1,76-1,88
(m, 3H), 1,51 (dd, J=2,96, 7,01 'y, 3H)

614

600 MI'L,
DMSO-d6

Cwmechb nuactepeomepos: 7,45-7,53 (m,
1H), 7,30-7,43 (m, 1H), 5,17-5,30 (m,
1H), 5,02-5,17 (m, 2H), 4,30-4,48 (m,
1H), 3,20-3,26 (m, 1H), 3,11 (s, 3H),
2,91-3,04 (m, 2H), 2,73-2,82 (m, 1H),
2,03-2,15 (m, 1H), 1,80-1,86 (m, 1H),
1,68-1,79 (m, 1H), 1,33-1,53 (m, 3H)

615

600 MI'L,
DMSO-d6

7,40-7,55 (m, 2H), 5,02-5,15 (m, 2H),
4,46 (s, 2H), 4,31-4,44 (m, 1H), 3,27-
3,30 (m, 2H), 3,23 (s, 3H), 2,97-3,06
(m, 1H), 2,93-3,05 (m, 11), 2,78 (dd,
J=8,10, 12,46 T'y, 1H), 2,06-2,18 (m,
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1H), 1,71-1,82 (m, 1H)

616

600 MI'L,
DMSO-d6

7,41-7,52 (m, 1H), 7,29-7,40 (m, 1H),
4,94-5,01 (m, 2H), 4,26-4,49 (m, 1H),
3,42-3,50 (m, 1H), 3,07-3,11 (m, 2H),
2,93-3,05 (m, 2H), 2,85 (5, 1H), 2,75-
2,82 (m, 1H), 2,03-2,15 (m, 1H), 1,64~
1,83 (m, 3H), 1,00-1,24 (m, 3H)

617

600 MI'L,
DMSO-do6

7,45 (ddd, I=7,47, 10,98, 14,25 L', 2H),
5,00-5,14 (m, 2H), 4,31-4,50 (m, 1H),
3,49-3,54 (m, 2H), 3,38-3,48 (m, 4H),
3,19-3,24 (m, 1H), 2,93-3,06 (m, 3H),
2,77 (dd, 1=8,41, 12,46 T'y, 1H), 2,03-
2,21 (m, 1H), 1,73-1,88 (m, 1H), 0,88-

1,03 (m, 4H)

618

600 M,
DMSO0-d6

7.45-7,51 (m, 1H), 7,33-7,44 (m, 1H),
4,82-5,09 (m, 2H), 4,42-4,54 (m, 1H),
4,26-4,39 (m, 1H), 3,91-4,21 (m, 2H),
3,71-3,86 (m, 2H), 3,43 (dt, J=7,32,
10,98 T, 1H), 3,16-3,26 (m, 1H), 2,97-
3,07 (m, 2H), 2,75-2,86 (m, 2H), 2,52-
2,73 (m, 2H), 2,05-2,14 (m, 1H), 1,74-
1,85 (m, 1H)

619

600 MI'w,
DMSO0-d6

7,44-7,50 (m, 1H), 7,32-7,43 (m, 1H),
4,84-5,14 (m, 2H), 4,61-4,79 (m, 2H),
4,33-4,49 (m, 1H), 3,74-3,86 (m, 1H),
3,71 (s, 1H), 3,60 (s, 1H), 3,25-3,30 (m,
2H), 3,23 (brd, J=11,52 Ty, 1H), 2,91-
3,06 (m, 2H), 2,80 (dd, J=8,25, 12,61
Ty, 1H), 2,07-2,18 (m, 1H), 1,73-1,96
(m, 5H)

620

600 MI'L,
DMSO0-d6

Cwmech u3omepoB: 7,39-7,49 (m, 2H),
4,91-5,08 (m, 2H), 4,33-4,52 (m, 2H),
3,87-3,96 (m, 2H), 3,74-3,85 (m, 2H),
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3,58-3,67 (m, 1H), 3,51 (t, J=11,05 I’
1H), 3,43 (dt, J=3,11, 9,65 'y, 1H),
3,21-3,27 (m, 2H), 2,94-3,05 (m, 2H),
2,79 (td, J=8,10, 12,46 'y, 1H), 2,07-
2,17 (m, 1H), 1,73-1,85 (m, 3H), 1,52-
1,61 (m, 1H)

621

600 MI'L,
DMSO-d6

Cwmech nuacrepeoMepos: 7,42-7,51 (m,
1H), 7,38 (dd, I=7,47, 10,59 I'y, 1H),
4,93-5,13 (m, 2H), 4,29-4,47 (m, 1H),
3,65-3,88 (m, 1H), 3,40-3,57 (m, 1H),
3,19-3,23 (m, 3H), 2,95-3,07 (m, 2H),
2,67-2,86 (m, 1H), 2,04-2,17 (m, 1H),

1,71-1,85 (m, 3H)

622

600 MI',
DMSO-d6

7.42-7,51 (m, 1H), 7,30-7,39 (m, 1H),
4,91-5,10 (m, 2H), 4,32-4,49 (m, 1H),

3,53-3,74 (m, 2H), 3,26 (br dd, J=5,14,
7,32 Tw, 1H), 3,15 (s, 1H), 3,11-3,21

(m, 1H), 2,93-3,05 (m, 2H), 2,78 (dd,

J=8,25, 12,61 'y, 1H), 2,52-2,57 (m,

1H), 2,04-2,15 (m, 1H), 1,71-1,82 (m,

3H)

623

600 MI L,
DMSO0-d6

7,43-7,52 (m, 1H), 7,33 (dd, J=7,16,
10,59 T, 1H), 4,93-5,01 (m, 1H), 4,81-
4,90 (m, 1H), 4,31-4,48 (m, 1H), 4,02-
4,12 (m, 1H), 3,91-4,01 (m, 1H), 3,80

(br d, J=12,46 ', 1H), 3,58-3,70 (m,

1H), 3,17-3,26 (m, 1H), 2,91-3,03 (m,
2H), 2,72-2,85 (m, 2H), 2,56-2,65 (m,
1H), 2,02-2,20 (m, 1H), 1,68-1,81 (m,

2H)

624

600 My,
DMSO0-d6

8,32-8,47 (m, 2H), 7,35-7,53 (m, 2H),
6,61-6,74 (m, 1H), 5,03-5,16 (m, 2H),
4,32-4,48 (m, 1H), 3,83-3,93 (m, 2H),
3,77 (brt, J=4,20 T, 2H), 3,67-3,73
(m, 4H), 3,60-3,64 (m, 2H), 2,95-3,06
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(m, 2H), 2,81 (dd, J=7,94, 12,61 I'w,
1H), 2,05-2,19 (m, 1H), 1,75-1,86 (m,
1H)

600 M,
DMSO0-d6

Cwmech poramepos: 7,44-7,53 (m, 1H),
7,36 (dd, J=7,32, 10,74 I'u, 1H), 4,66-
4,90 (m, 2H), 4,50-4,65 (m, 1H), 4,31-
4,48 (m, 1H), 4,10-4,28 (m, 2H), 3,99-
4,09 (m, 1H), 2,91-3,09 (m, 2H), 2,79
(dt, J=8,56, 13,16 I'y, 1H), 2,20-2,32
(m, 1H), 2,08-2,16 (m, 2H), 2,00 (td,
J=5,61, 15,26 I'y, 1H), 1,69-1,89 (m,
3H), 0,77-0,92 (m, 6H)

626

600 M,
DMSO0-d6

Cwmecs poramepos: 7,47 (dd, J=7,47,
11,21 I'u, 1H), 7,39 (dd, J=7,16, 10,59
Tu, 1H), 6,61-6,99 (m, 1H), 4,79-5,01
(m, 3H), 4,30-4,48 (m, 1H), 3,63-3,94
(m, 3H), 3,51-3,61 (m, 2H), 2,96-3,07
(m, 2H), 2,79 (ddd, J=1,25, 8,33, 12,53
Ty, 1H), 2,17-2,31 (m, 1H), 1,98-2,15

(m, 3H), 1,73-1,81 (m, 1H)

627

600 M,
DMSO0-d6

Cwmech quacrepeomepos: 7,43-7,53 (m,

1H), 7,28-7,40 (m, 1H), 4,98-5,28 (m,

3H), 4,30-4,51 (m, 1H), 4,01-4,26 (m,

1H), 3,74-3,98 (m, 4H), 3,44-3,53 (m,

1H), 3,40-3,59 (m, 1H), 2,94-3,10 (m,

3H), 2,72-2,87 (m, 1H), 2,06-2,19 (m,
1H), 1,71-1,94 (m, 1H)

628

600 M,
DMSO0-d6

Cmech nuacrepeomepos: 7,23-7,49 (m,

2H), 4,91-5,18 (m, 4H), 4,29-4,49 (m,

1H), 3,49-4,15 (m, 4H), 2,92-3,09 (m,

3H), 2,71-2,82 (m, 1H), 2,04-2,16 (m,
1H), 1,29-1,90 (m, 8H)

629

600 M,
DMSO0-d6

7,44-7,52 (m, 1H), 7,41 (dd, J=7,32,
10,74 T, 1H), 4,94-5,14 (m, 2H), 4,34~
4,49 (m, 1H), 4,23-4,32 (m, 1H), 3,97~
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4,06 (m, 1H), 3,21 (br d, J=1,25 'L,
1H), 2,95-3,05 (m, 2H), 2,74-2,91 (m,
2H), 2,06-2,16 (m, 1H), 2,01 (td,
J=2,76, 5,99 T'y, 1H), 1,88-1,96 (m,
2H), 1,72-1,85 (m, 2H), 1,60-1,72 (m,
1H), 1,43-1,51 (m, 1H), 1,40 (s, 3H)

630

600 MIw,
DMSO0-d6

8,35-8,57 (m, 1H), 7,59-7,69 (m, 1H),
7,26-7,53 (m, 2H), 7,24 (dd, J=4,83,

7,63 T', 1H), 5,02-5,21 (m, 2H), 4,66-

4,93 (m, 1H), 4,60-4,95 (m, 1H), 4,25~
4,48 (m, 1H), 3,92 (br t, J=5,92 T,
1H), 3,80-3,87 (m, 1H), 2,71-3,14 (m,

SH), 1,97-2,15 (m, 1H), 1,62-1,80 (m,

1H)

631

600 M,
DMS0-d6

7,19-7,28 (m, 2H), 6,88-6,96 (m, 1H),
6,00-6,28 (m, 1H), 5,11-5,23 (m, 2H),
4,31-4,50 (m, 1H), 3,76 (dt, J=3,74,
15,26 ', 2H), 2,92-3,08 (m, 3H), 2,81
(dd, J=8,25, 12,61 I'y, 1H), 2,07-2,18
(m, 1H), 1,70-1,84 (m, 1H), 0,89-1,07
(m, 4H)

632

600 MI'L,
DMSO-d6

8,49-8,55 (m, 1H), 7,81-7,90 (m, 1H),
7,42-7,51 (m, 2H), 7,33-7,40 (m, 1H),
5,00-5,17 (m, 4H), 4,67-4,79 (m, 2H),
432-4 47 (m, 1H), 3,36-3,42 (m, 1H),
2,95-3,09 (m, 2H), 2,82 (dd, J=7,94,
12,61 Ty, 1H), 2,05-2,16 (m, 1H), 1,76-
1,87 (m, 2H)

633

600 MI'L,
DMSO-d6

Cwmech nuacrepeomepos: 7,43-7,52 (m,
1H), 7,29-7,41 (m, 1H), 4,91-5,05 (m,
2H), 4,29-4,50 (m, 1H), 3,55-3,89 (m,
3H), 3,36-3,49 (m, 2H), 3,19-3,28 (m,
1H), 3,14 (s, 2H), 2,94-3,05 (m, 2H),
2,87 (s, 1H), 2,73-2,83 (m, 1H), 2,51-
2,66 (m, 1H), 2,02-2,15 (m, 1H), 1,86-
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1,94 (m, 1H), 1,72-1,84 (m, 2H), 1,43-
1,64 (m, 1H)

634

600 MTL,
DMSO0-d6

7.22-7.29 (m, 1H), 7,06-7,21 (m, 1H),
6,87-6,96 (m, 1H), 6,01-6,52 (m, 1H),
4,97-5,13 (m, 2H), 4,29-4,50 (m, 1H),
3,68-4,05 (m, 2H), 3,57 (q, J=7,16 ',
1H), 3,40 (br d, J=7,16 T, 1H), 2,93-
3,06 (m, 2H), 2,71-2,89 (m, 1H), 2,06-
2,15 (m, 1H), 1,78 (ddd, J=3,58, 6,46,
9,58 I', 1H), 1,24 (t, J=7,16 'y, 2H),
1,06 (t, J=7,01 I'y, 1H)

635

600 MI'n,
DMSO-d6

7.21-7,27 (m, 1H), 7,16 (dd, J=4,67,
8,72 Ty, 1H), 7,08 (dd, J=4,67, 8,72 T,
1H), 6,88-6,98 (m, 1H), 4,98-5,20 (m,
2H), 4,15-4,52 (m, 1H), 4,21 (q, J=9,65
T, 1H), 3,63 (q, J=7,06 I', 2H), 3,42
(br d, J=6,85 ', 1H), 2,89-3,07 (m,
2H), 2,69-2,85 (m, 1H), 2,03-2,13 (m,
1H), 1,69-1,81 (m, 1H), 1,28 (t, J=7,16
'y, 2H), 1,07 (t, J=7,01 I', 1H)

636

600 MI'L,
DMSO-do6

7.39-7,56 (m, 2H), 4,92 (br d, J=3,43
I'w, 3H), 4,81 (dd, J=3,43, 7,47 Ty, 1H),
4,34-4.49 (m, 1H), 3,81 (ddd, J=3,89,
771, 9,58 Ty, 1H), 3,56-3,71 (m, 1H),
2,98-3,09 (m, 3H), 2,80 (dd, J=8,10,
12,77 T, 1H), 2,05-2,30 (m, SH)

637

600 MI'y,
DMSO-d6

7,43-7,50 (m, 1H), 7,37 (dd, J=7,16,
10,59 T, 1H), 4,99-5,11 (m, 1H), 4,88-
4,99 (m, 1H), 4,53-4,62 (m, 1H), 4,30-
4,48 (m, 1H), 4,15 (tt, 1=3,89, 11,99 'y,
1H), 2,98-3,05 (m, 1H), 2,91-2,98 (m,

3H), 2,78 (td, I=7,43, 12,53 T'w, 1H),
2,72 (s, 1H), 2,07-2,14 (m, 1H), 1,86 (br
d, J=11,21 I'e, 3H), 1,73-1,80 (m, 1H),
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1,66 (br d, J=8,41 Ty, 2H), 1,52-1,60

(m, 1H), 1,48 (br dd, J=3,11, 9,34 I'y,

1H), 1,29-1,37 (m, 1H), 1,13-1,26 (m,
2H)

600 MI',
DMSO-d6

Cwmecs poramepos: 8,68 (dd, J=0,78,

4,67 I', 1H), 8,58 (dd, J=0,78, 4,93 I'L,

1H), 7,79-7,95 (m, 1H), 7,54 (d, J=7,79
I'w, 1H), 7,26-7,46 (m, 3H), 5,83 (q,
J=7,18 I'y, 1H), 5,41 (d, J=6,75 'y,
1H), 5,22-5,37 (m, 1H), 5,04-5,14 (m,
1H), 4,35-4,61 (m, 1H), 3,50-3,61 (m,
1H), 3,35-3,47 (m, 1H), 3,05-3,20 (m,
2H), 3,02 (s, 1H), 2,89-2,98 (m, 1H),
2,76 (s, 1H), 2,12-2,28 (m, 1H), 1,86-
2,01 (m, 1H), 1,80 (d, J=6,75 I'w, 1H),
1,63 (d, I=7,27 T, 1H)

Chiralpak AD,
20% MeOH,

vk 1

600 MI'n,
DMSO-d6

7,42-7,52 (m, 1H), 7,32-7,41 (m, 1H),
5,04-5,26 (m, 1H), 4,83-5,02 (m, 1H),
4,55-4,65 (m, 1H), 4,31-4,48 (m, 1H),
4,10-4,26 (m, 1H), 3,85-3,95 (m, 1H),
3,77 (brd, J=11,21 T'y, 1H), 3,58-3,68
(m, 1H), 3,46-3,56 (m, 1H), 3,13-3,21
(m, 1H), 2,92-3,07 (m, 2H), 2,76-2,87
(m, 1H), 2,59-2,71 (m, 1H), 2,02-2,26
(m, 2H), 1,86-1,93 (m, 1H), 1,66-1,82
(m, 3H), 1,50-1,60 (m, 2H), 1,21-1,35
(m, 1H)

640

600 MI'L,
DMSO-d6

7,46 (dd, 1=7,47, 10,90 T'w, 1H), 7,37
(dd, J=7,47, 10,90 Ty, 1H), 4,91-5,08
(m, 3H), 4,30-4,49 (m, 1H), 3,69-3,94
(m, 4H), 3,05-3,15 (m, 1H), 2,93-3,05
(m, 3H), 2,79 (dd, J=8,25, 12,61 T'w,

1H), 2,04-2,17 (m, 2H), 1,67-1,86 (m,
4H), 1,41-1,50 (m, 1H), 1,24-1,33 (m,

1H)
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641

600 MT,
DMSO0-d6

8,66-8,70 (m, 1H), 8,13 (s, 1H), 7,42-

7,51 (m, 2H), 5,44-5,53 (m, 1H), 4,81~

4,90 (m, 2H), 4,77 (q, J=9,03 I'y, 1H),
4,55 (dt, J=5,29, 8,88 I', 1H), 4,33-
4,49 (m, 2H), 4,24 (dd, J=5,29, 10,28

I, 1H), 3,15-3,28 (m, 1H), 3,01-3,08
(m, 2H), 2,82 (dd, J=8,41, 12,46 T,
1H), 2,10-2,17 (m, 1H), 1,90-2,07 (m,

1H), 1,79-1,87 (m, 1H)

642

600 MT,
DMSO0-d6

7,45-7,50 (m, 1H), 7,41 (brt, J=8,25
Iy, 1H), 6,50-6,64 (m, 1H), 5,07-5,19
(m, 1H), 4,94-5,03 (m, 1H), 4,21-4,50
(m, 2H), 3,91-4,05 (m, 1H), 3,73-3,85
(m, 1H), 3,53-3,69 (m, 2H), 2,91-3,10
(m, 5H), 2,71-2,86 (m, 2H), 2,56-2,65
(m, 1H), 2,11-2,18 (m, 1H), 1,74-1,82
(m, TH)

643

600 MTw,
DMSO0-d6

7,48 (dd, I=7,47, 11,21 T', 1H), 7,35

(ddd, J=5.61, 7,08, 10,67 I'n, 1H), 4,92-

5,18 (m, 2H), 4,30-4,47 (m, 1H), 3,74-
3,92 (m, 2H), 3,57-3,73 (m, 3H), 3,47-
3,53 (m, 1H), 3,32-3,44 (m, 6H), 3,22-
3,27 (m, 1H), 2,93-3,05 (m, 3H), 2,74~
2,80 (m, 2H), 2,01-2,16 (m, 2H), 1,73~
1,91 (m, 3H), 1,47-1,67 (m, 1H)

644

600 MT,
DMSO0-d6

7,81-8,03 (m, 1H), 7,44-7,50 (m, 1H),
7,40 (dd, J=7,47, 10,59 I'w, 1H), 4,92-
5,22 (m, 2H), 4,10-4,47 (m, 2H), 3,77-
4,02 (m, 3H), 3,47-3,60 (m, 1H), 3,44-
3,71 (m, 1H), 3,13-3,25 (m, 2H), 2,99-
3,09 (m, 2H), 2,73-2,86 (m, 2H), 2,59~
2,69 (m, 3H), 2,05-2,19 (m, 1H), 1,70-
1,85 (m, 1H)
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645

600 MI L,
DMSO0-d6

7,42-7,52 (m, 1H), 7,31-7,42 (m, 1H),
4,72-5,01 (m, 2H), 4,32-4,53 (m, 1H),
3,89-4,17 (m, 1H), 3,71-3,85 (m, 1H),
3,53-3,67 (m, 1H), 3,43 (br dd, J=5,92,
14,01 Ty, 1H), 3,36-3,40 (m, 2H), 3,17
(d, 74,98 T', 1H), 3,11-3,22 (m, 1H),
2,97-3,08 (m, SH), 2,75-2,83 (m, 1H),
2,59-2,71 (m, 1H), 2,09-2,31 (m, 2H),
1,74-1,88 (m, 2H)

646

600 MI'w,
DMSO0-d6

7,96-8,09 (m, 1H), 7,41-7,53 (m, 2H),

5,08-5,27 (m, 2H), 5,03 (s, 1H), 4,75-

4,86 (m, 1H), 4,33-4,49 (m, 2H), 4,13-

422 (m, 2H), 3,96-4,07 (m, 1H), 3,24-

3,28 (m, 1H), 2,94-3,05 (m, 2H), 2,75-

2,83 (m, 1H), 2,01-2,15 (m, 1H), 1,72
1,84 (m, 2H)

647

600 MI'n,
DMSO-do6

Cwmech nuactepeomepos: 7,44-7,50 (m,
1H), 7,37-7,43 (m, 1H), 5,13 (dt,
J=6,23, 18,22 ', 1H), 4,94 (br dd,
J=13,86, 17,28 T', 1H), 4,31-4,50 (m,
1H), 4,06-4,21 (m, 1H), 3,80-3,94 (m,
2H), 3,48-3,69 (m, 2H), 3,39-3,46 (m,
3H), 3,25 (s, 3H), 3,07-3,11 (m, 1H),
2,94-3,03 (m, 2H), 2,74-2,86 (m, 2H),
2,58-2,64 (m, 1H), 2,06-2,15 (m, 1H),
1,71-1,87 (m, 1H)

648

600 MI'1,
DMSO-d6

7,46 (dd, J=7,47, 10,90 I'y, 1H), 7,36

(dd, J=7,32, 10,74 I'yy, 1H), 4,76-5,01

(m, 3H), 4,29-4,47 (m, 1H), 3,67-3,77

(m, 1H), 3,42-3,55 (m, 2H), 2,95-3,18

(m, 3H), 2,74-2,84 (m, 1H), 2,04-2,15

(m, 1H), 1,73-1,98 (m, 4H), 1,28-1,37
(m, 3H)
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649

600 MI'n,
DMSO-d6

7,44-7,51 (m, 1H), 7,32-7,41 (m, 1H),
4,99-5,14 (m, 2H), 4,29-4,48 (m, 1H),
3,54-3,75 (m, SH), 3,18-3,26 (m, 3H),
3,11-3,17 (m, 2H), 2,97-3,06 (m, 2H),
2,94 (s, 3H), 2,74-2,83 (m, 1H), 2,08-
2,19 (m, 1H), 1,75-1,95 (m, 3H)

650

600 MI'L,
DMSO-d6

Cwmech nuacrepeomepos: 7,31-7,51 (m,
2H), 4,93-5,22 (m, 2H), 4,49-4,64 (m,
1H), 4,31-4,46 (m, 1H), 3,73-3,82 (m,
1H), 3,44-3,69 (m, 5H), 2,94-3,06 (m,
3H), 2,72-2,85 (m, 1H), 2,05-2,30 (m,
4H), 1,97 (d, J=12,46 I'y, 3H), 1,86~
1,92 (m, 2H), 1,25 (q, J=7,16 Ty, 2H),
1,03 (q, J=6,75 'y, 2H)

651

600 MI L,
DMSO-d6

7,43-7,51 (m, 1H), 7,35-7,43 (m, 1H),
5,04-5,19 (m, 1H), 4,90-5,03 (m, 1H),
4,57 (tt, J=3,35, 12,22 Ty, 1H), 4,33-
4,48 (m, 1H), 3,35-3,45 (m, 3H), 3,17-
3,28 (m, 3H), 3,06 (br d, J=11,52 'y,
1H), 3,00 (s, 3H), 2,73-2,83 (m, 2H),
2,06-2,31 (m, 4H), 1,88 (br d, J=10,90
T, 2H), 1,71-1,83 (m, 1H)

652

600 MI L,
DMSO-d6

Cwmecs nuactepeoMepos: 7,34-7,49 (m,

2H), 4,93-5,05 (m, 2H), 4,33-4,50 (m,

1H), 3,40-3,60 (m, 3H), 3,20-3,26 (m,

3H), 3,14-3,18 (m, 3H), 2,95-3,10 (m,

3H), 2,78 (ddd, J=7.,32, 8,95, 12,69 I'ry,

3H), 2,05-2,24 (m, 2H), 1,65-1,91 (m,
2H)

653

600 MI'L,
DMSO0-d6

7,43-7,50 (m, 1H), 7,31-7,39 (m, 1H),
5,04-5,16 (m, 1H), 4,93-5,03 (m, 1H),
4,31-4,50 (m, 2H), 4,02-4,12 (m, 1H),
3,18-3,29 (m, 2H), 3,09 (br t, J=12,77
Iy, 1H), 2,91-3,04 (m, 2H), 2,80 (td,
J=7,63, 12,77 T, 1H), 2,55-2,64 (m,

-371 -




043189

1H), 2,06-2,19 (m, [H), 1,88 (br s, 1H),
1,75-1,84 (m, 3H), 1,62-1,72 (m, 1H),
1,31 (br d, J=4,67 T'w, 6H), 1,07-1,15
(m, 1H)

654

600 MI',
DMSO-d6

7,80-7,93 (m, 1H), 7,42-7,50 (m, 1H),
7,32-7,39 (m, 1H), 4,89-5,17 (m, 2H),
4,31-4,48 (m, 1H), 3,74-3,93 (m, 2H),
3,40 (br dd, J=9,34, 13,70 T', 1H),
3,11-3,19 (m, 1H), 2,94-3,04 (m, 3H),
2,72-2,87 (m, 2H), 2,53-2,65 (m, 3H),
2,05-2,24 (m, 2H), 1,77-1,90 (m, 4H),
1,59-1,74 (m, 2H)

655

600 MI'm,
DMSO-d6

Cwmech poramepos: 8,43-8,56 (m, 2H),
7,69 (td, J=1,87, 7,79 Ty, 1H), 7,47 (dd,
1=7,32, 11,05 Ty, 1H), 7,33-7,39 (m,
1H), 7,25-7,31 (m, 1H), 5,25 (s, 2H),
4,62 (s, 2H), 4,32-4,50 (m, 1H), 3,64-
3,72 (m, 2H), 3,53 (brt, J=4,98 I'y,
2H), 3,36-3,42 (m, 2H), 2,93-3,06 (m,
2H), 2,71-2,82 (m, 1H), 2,01-2,13 (m,
1H), 1,72-1,89 (m, 1H)

656

600 MI',
DMSO-d6

Cwmecn poramepos: 7,47 (dd, J=7,63,
11,06 T, 1H), 7,33-7,42 (m, 1H), 5,04-
5,21 (m, 2H), 4,31-4,48 (m, 1H), 3,86-
4,07 (m, 3H), 3,51 (t, J=6,85 'y, 1H),

3,41-3,46 (m, 1H), 3,41 (br s, 1H), 3,20-
3,28 (m, 1H), 2,94-3,07 (m, 2H), 2,77-

2,84 (m, 1H), 2,72 (t, J=6,85 I'y, 1H),

2,04-2,17 (m, 1H), 1,69-1,87 (m, 5H)

657

600 MT L,
DMSO0-d6

Cwmech poramepos: 7,36-7,50 (m, 2H),
4,92-5,14 (m, 2H), 4,30-4,50 (m, 1H),
4,03-4,24 (m, 1H), 3,76-3,96 (m, 1H),
3,12-3,24 (m, 1H), 2,98-3,08 (m, 4H),
2,77-2,89 (m, 5H), 2,61-2,73 (m, 1H),
2,09-2,21 (m, 1H), 1,76-1,94 (m, 4H),
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1,48-1,67 (m, 2H)

658

600 M,
DMSO0-d6

7,44-7,50 (m, 1H), 7,34-7,42 (m, 1H),
4,95-5,13 (m, 2H), 4,29-4,47 (m, 2H),
4,00-4,11 (m, 1H), 3,48 (d, J=1,56 T,
2H), 3,36 (s, 3H), 3,22-3,28 (m, 2H),
2,93-3,07 (m, 2H), 2,54-2,87 (m, 2H),
2,08-2,19 (m, 1H), 1,98-2,05 (m, 1H),
1,94 (brd, J=13,39I'uy, 1H), 1,76-1,88
(m, 3H), 1,63-1,73 (m, 1H), 1,44-1,53
(m, 1H)

659

600 MI'L,
DMSO-d6

7.37-7,51 (m, 2H), 4,93-5.21 (m, 2H),
4,32-4,51 (m, 3H), 3,95-4,07 (m, 2H),
3,59-3,69 (m, 1H), 3,09-3,22 (m, 2H),
2,93-3,07 (m, 3H), 2,61-2,83 (m, 2H),
2,04-2,21 (m, 1H), 1,74-1,96 (m, 3H)

660

600 MI'L,
DMSO-d6

7,51 (d, J=3,58 ', 1H), 7,24-7,29 (m,
3H), 6,91-6,97 (m, 1H), 5,07 (s, 2H),
4,31-4,46 (m, 1H), 3,31-3,43 (m, 2H),
2,95-3,10 (m, 2H), 2,78-2,87 (m, 1H),
2,07-2,16 (m, 1H), 1,73-1,84 (m, 1H)

SEC:
Chiralpak AY-
H, 10% IPA,

vk 1

661

600 MI'L,
DMSO-ds

9,04-9,14 (m, 1H), 7,21-7,27 (m, 1H),
7,13-7,20 (m, 1H), 6,89-6,97 (m, 1H),
4,80 (s, 2H), 4,30-4,51 (m, 1H), 3,93-
4,06 (m, 2H), 3,37-3,47 (m, 2H), 2,97~
3,08 (m, 2H), 2,77-2,87 (m, 1H), 2,04~
2,16 (m, 1H), 1,72-1,88 (m, 1H)

SFC:
Chiralpak AY-
H, 10% IPA,

nuK 1

662

600 MI'L,
DMSO-d,

7.18-7,27 (m, 2H), 6,93 (ddd, J=9,85,
8,76, 2,49 Ty, 1H), 5,17-5,28 (m, 2H),
4,32-4,50 (m, 1H), 4,13-4,25 (m, 2H),
2,95-3,10 (m, 3H), 2,62-2,91 (m, 2H),
2,52-2,57 (m, 1H), 2,07-2,18 (m, 1H),
1,71-1,83 (m, 1H), 0,98-1,13 (m, 4H)

SFC:
Chiralpak AY-
H, 10% IPA,

vk 1
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7.15-7,25 (m, 1H), 7,06 (dd, /=8,68,
4,87 'y, 1H), 6,91 (t, J=9,22 I', 1H),
4,95-5,03 (m, 2H), 4,38-4,49 (m, 1H),

SFC:
3,60-3,67 (m, 1H), 3,54-3,60 (m, 1H),
600 MI'y, Chiralpak AY-
663 3,47-3,53 (m, 1H), 3,39-3,47 (m, 2H),
DMSO0-dg H, 10% IPA,
3,34-3,39 (m, 3H), 3,21-3,27 (m, 3H),
nuk 1
2,96-3,09 (m, 2H), 2,81 (dt, J=12,53,
9,26 T'u, 2H), 2,06-2,15 (m, 1 H), 1,74-
1,83 (m, 1H)
7,13-7,24 (m, 2H), 6,87-7,00 (m, 1H),
4,96-5,14 (m, 2H), 4,34-4,55 (m, 1H), .
Chiralpak IF,
500 ML, | 4,04-4,17 (m, 1H), 3,64-3,97 (m, 3H),
30% MeOH ¢
664 | METAHOJI | 3,47-3,57 (m, 1H), 3,38-3,46 (m, 1H),
0,2% DEA,
-dy 3,30-3,34 (m, 2H), 3,06-3,21 (m, 4H),
K 2
2,93 (m, 1H), 2,16-2,44 (m, 2H), 1,87-
2,10 (m, 2H)
7.13-7,23 (m, 2H), 6,89-6,99 (m, 1H),
5,03 (s, 2H), 4,35-4,54 (m, 1H), 4,05- _
Chiralpak IF,
500 MTI', 4,16 (m, 1H), 3,65-3,98 (m, 3H), 3,48-
30% MeOH ¢
665 METAHOJI | 3,58 (m, 1H), 3,35-3,49 (m, 1H), 3,32
, 0,2% DEA,
-dy (td, J=1,57, 3,21 Ty, 3H), 3,06-3,14 (m, 1
MUK
2H), 2,89-3,02 (m, 2H), 2,15-2,45 (m,
2H), 1,85-2,09 (m, 2H)
8,90-9,00 (m, 1H), 8,49-8 58 (m, 1H),
7,73-7,81 (m, 1H), 7,36-7,42 (m, 1H),
7,26-7,31 (m, 1H), 7,16-7,24 (m, 2H),
6,86-6,97 (m, 1H), 4,95-5,09 (m, 1H), Chiralpak IC,
600 MTI1,
666 4,70-4,84 (m, 2H), 4,27-4,47 (m, 1H), 30% MeOH,
DMSO-dg
3,38-3,48 (m, 1H), 3,33-3,38 (m, 1H), MUK 2
2,94-3,07 (m, 2H), 2,76-2,84 (m, 1H),
2,03-2,16 (m, 1H), 1,74-1,81 (m, 1H),
1,38-1,49 (m, 3H)
500 MI, 7,07-7,25 (m, 2H), 6,90-7,01 (m, 1H), Chiralpak AD-
667 METAHOJI | 5,16-5,32 (m, 1H), 5,01-5,16 (m, 1H), H, 15% MeOH
-d4 4,32-4,55 (m, 2H), 4,06-4,32 (m, 2H), ¢0,2% DEA,
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3,67-4,04 (m, 4H), 3,45-3,55 (m, 1H), Tk 2
3,36-3,45 (m, 1H), 3,04-3,19 (m, 2H),
2,88-3,02 (m, 1H), 2,00-2,61 (m, 3H),
1,81-1,98 (m, 1H)
8,63-8,71 (m, 1H), 7,20-7,25 (m, 1H),
7,13-7,20 (m, 1H), 6,87-6,98 (m, 1H),
4,63 (s, 2H), 4,31-4,48 (m, 1H), 4,16- SFC:
ez | O0OMIH | 428 (m, 1H), 3,35-3,47 (m, 1H), 2,95~ Chiralpak AY-
DMSO-ds | 3,10 (m, 2H), 2,76-2,88 (m, 1H), 2,15~ H, 10% IPA,
2,24 (m, 2H), 2,05-2,14 (m, 1H), 1,86- ik 1
1,99 (m, 3H), 1,76-1,86 (m, 1H), 1,57-
1,71 (m, 2H)
8,61-8,72 (m, 1H), 7,15-7,29 (m, 2H),
6,85-6,97 (m, 1H), 4,69 (d, J=9,19 'y,
2H), 4,31-4,50 (m, 1H), 4,04-4,15 (m, SEC
seo | SOOMTH 1H), 3,36-3,49 (m, 2H), 2,96-3,13 (m, Chiralpak AY-
DMSO-ds H, 10% IPA,
2H), 2,73-2,88 (m, 2H), 2,63-2,73 (m,
1H), 2,07-2,19 (m, 1H), 1,76-1,86 (m, el
1H), 1,21 (d, J=6,77 T', 3H)
8,63-8,74 (m, 1H), 7,16-7,29 (m, 2H),
6,85-6,96 (m, 1H), 4,61-4,77 (m, 2H),
4,30-4,50 (m, 1H), 4,04-4,15 (m, 1H), SFC:
600 M, | 3,35-3,47 (m, 2H), 2,98-3,11 (m, 2H), Chiralpak AY-
070 DMSO-ds | 2,81-2,87 (m, 1H), 2,75-2,80 (m, 1H), H, 10% IPA,
2,66-2,71 (m, 1H), 2,08-2,20 (m, 1H), ik 1
1,75-1,88 (m, 1H), 1,21 (d, J=6,77 'y,
3H)
7,23-7,34 (m, 1H), 7,12-7,14 (m, 1H),
6,98 (t, J=9,31 T, 1H), 4,95-5,09 (m,
2H), 4,77-4,86 (m, 1 H), 3,66-3,76 (m, SFC:
o | 600MI 1H), 3,57-3,62 (m, 1H), 3,46-3,56 (m, Chiralpak AY-
DMSO-ds | 4H), 3,37 (s, 3H), 3,31-3,35 (m, 2H), H, 10% IPA,

3,07-3,12 (m, 2H), 2,91-3,05 (m, 1H),
2,16-2,23 (m, 1H), 1,76-1,88 (m, 1 H),
1,04 (t, /=7,01 T, 3H)

nuk 1
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7,08-7,23 (m, 2H), 6,89-7,00 (m, 1H),
5,15-5,32 (m, 1H), 5,02-5,14 (m, 1H),

Chiralpak AD-
500 MI', 4,30-4,55 (m, 2H), 4,07-4,28 (m, 2H),
H, 15% MeOH
672 METAHOJI | 3,69-4,05 (m, 4H), 3,47-3,57 (m, 1H),
¢ 0,2% DEA,
-dy 3,35-3,44 (m, 1H), 3,03-3,19 (m, 2H), |
TTHK
2,88-2,99 (m, 1H), 1,99-2,61 (m, 3H),
1,82-1,99 (m, 1H)
8,55-8,63 (m, 1H), 7,20-7,27 (m, 1H),
7,13-7,19 (m, 1H), 6,88-6,99 (m, 1H), SFC:
673 600 MI'm, 4,63-4,71 (m, 2H), 4,31-4,49 (m, 1H), Chiralpak AY-
DMSO-d¢ 3,35-3,47 (m, 4H), 2,96-3,11 (m, 2H), H, 10% IPA,
2,79-2,87 (m, 1H), 2,41-2,48 (m, 2H), nuk 1
2,07-2,15 (m, 1H), 1,74-1,86 (m, 1H)
8,86-9,01 (m, 1H), 8,49-8,62 (m, 1H),
7,71-7,82 (m, 1H), 7,34-7,43 (m, 1H),
7,26-7,32 (m, 1H), 7,14-7,24 (m, 2H), SFC
FC:
6,86-6,96 (m, 1H), 4,97-5,07 (m, 1H),
600 MI', Chiralpak AY-
674 4,68-4,86 (m, 2H), 4,30-4,48 (m, 1H),
DMSO-dg H, 10% IPA,
3,35-3,47 (m, 2H), 2,95-3,08 (m, 2H),
vk 1
2,76-2,86 (m, 1H), 2,03-2,15 (m, 1H),
1,72-1,83 (m, 1H), 1,43 (d, J/=7,01 Ty,
3H)
8,62-8,77 (m, 1H), 7,14-7,26 (m, 2H),
6,83-6,98 (m, 1H), 4,67 (d, J=5,29 T'y,
2H), 4,33-4,48 (m, 1H), 4,26-4,32 (m,
Chiralpak AZ-
600 MI', 1H), 3,79-3,86 (m, 1H), 3,73-3,78 (m,
675 H, 35%
DMSO-dq 1H), 3,67-3,73 (m, 1H), 3,50-3,56 (m,
MeOH, nuk 1
1H), 3,37-3,46 (m, 2H), 2,97-3,09 (m,
2H), 2,76-2,85 (m, 1H), 2,07-2,17 (m,
2H), 1,74-1,85 (m, 2H)
8,65-8,73 (m, 1H), 7,16-7,27 (m, 2H),
6,89-6,97 (m, 1H), 4,67 (s, 2H), 4,33- Chiralpak AZ-
600 M1,
676 4,47 (m, 1H), 4,25-4,32 (m, 1H), 3,80- H, 35%
DMSO-dg

3,88 (m, 1H), 3,73-3,79 (m, 1H), 3,66-
3,73 (m, 1H), 3,49-3,57 (m, 1H), 3,37-

MeOH, nuk 2
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3,46 (m, 2H), 2,96-3,10 (m, 2H), 2,77~
2,87 (m, 1H), 2,07-2,18 (m, 2H), 1,74~
1,86 (m, 2H)

8,18 (5, 2H), 7,17-7,25 (m, 2H), 6,93 (,
J=9,30 T'wy, 1H), 4,59-4,76 (m, 2H),
4,44-4,53 (m, 1H), 4,34-4,43 (m, 1H),

4,07-4.22 (m, 1H), 3,84 (brt, J=7,75 SFC:
. 600MIm | T'w, 1H), 3,28-3,47 (m, 2H), 3,01-3,21 Chiralpak AY-
DMSO -dg | (m, 4H), 2,79-2,95 (m, 1H), 2,52-2,57 H, 10% IPA,
(m, 1H), 2,40-2,48 (m, 1H), 2,09-2,17 muk 1
(m, 1H), 1,77-1,90 (m, 2H), 1,53 (d,
J=6,23 'y, 1H), 1,35 (dd, J=1,40, 6,31
'y, 1H)
7,16-7,25 (m, 2H), 6,91 (t, /=9,20 T'w,
1H), 5,08-5,23 (m, 1H), 4,81-4,95 (m,
1H), 4,45 (dt, J=4,17, 7,88 Ty, 1H),
4,30-4,39 (m, 1H), 4,13 (br s, 1H), 4,00 SFC:
678 600MI 1t (brd, /=13,47 I'y, 1H), 3,82-3,93 (m, Chiralpak AY-
DMSO -d¢ | 1H), 3,60-3,73 (m, 2H), 3,41-3,53 (m, H, 10% IPA,
2H), 2,96-3,07 (m, 2H), 2,77-2,86 (m, ik 1
1H), 2,12 (br s, 2H), 1,75-1,84 (m, 1H),
1,37 (br d, J=5,61 T, 1H), 1,14-1,20
(m, 2H)
7,15-7,25 (m, 2H), 6,91 (t, /=9,32 T'1y,
1H), 4,87 (s, 1H), 4,29-4,39 (m, 1H),
4,05 (dt, /=2,61, 6,60 I'u, 1H), 3,61-
SFC:
3,75 (m, 1H), 3,42-3,59 (m, 3H), 2,95~ ,
600MI ' Chiralpak AY-
679 3,12 (m, 2H), 2,77-2,85 (m, 1H), 2,52- ,
DMSO - dg H, 10% IPA,
2,55 (m, 1H), 2,06-2,18 (m, 1H), 1,89-
nuk 1
2,06 (m, 2H), 1,75-1,87 (m, 1H), 1,45-
1,63 (m, 1H), 1,22-1,29 (m, 1H), 1,11
(d, J=6,31 ', 2H)
7,15-7,27 (m, 1H), 7,08 (dd, J=4,79, SFC:
600MI'y _
680 8,60 'y, 1H), 6,92 (t, J=8,75 ', 1H), Chiralpak AY-
DMSO - dg ) ,
5,11-5,20 (m, 1H), 4,86-4,94 (m, 1H), H, 10% IPA,
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4,41-4,53 (m, 1H), 4,28-4,41 (m, 1H), Tk 1
4,09-4,25 (m, 1H), 4,01 (br d, /=11,83
I, 1H), 3,77-3,90 (m, 3H), 3,64 (br dd,
J=331, 11,87 T, 1H), 3,44-3,60 (m,
2H), 3,34-3,43 (m, 3H), 3,32 (br s, 2H),
2,97-3,09 (m, 3H), 2,75-2,85 (m, 1H),
2,06-2,25 (m, 1H), 1,74-1,84 (m, 1H).
7,22 (d, J=9,53 T, 1H), 7,18 (t, J=7,08
T, 1H), 6,91 (t, /=9,33 T, 1H), 5,11
(brd, J=17,36 T'u, 1H), 4,87 (br d,
J=17,05 Ty, 1H), 4,28-4,40 (m, 1H), SFC:
600MI'm | 3,78-3,92 (m, 1H), 3,61-3,76 (m, 2H), Chiralpak AY-
o8l DMSO -ds | 3,38-3,53 (m, 2H), 3,26-3,34 (m, 3H), H, 10% IPA,
2,95-3,08 (m, 2H), 2,80 (dd, J=8,29, ik 1
12,50 T, 1H), 2,02-2,20 (m, 2H), 1,75-
1,85 (m, 1H), 1,36 (br d, J=5,76 'y,
1H), 1,13-1,21 (m, 2H)
7,14-7,25 (m, 2H), 6,91 (¢, J=9,19 'Ly,
1H), 4,87 (q, J=17,44 T'y, 2H), 4,28-
4,40 (m, 1H), 3,97-4,13 (m, 1H), 3,61- SFC:
, 600MIw | 3,71 (m, 1H), 3,47-3,60 (m, 1H), 3,37- Chiralpak AY-
082 DMSO - dg | 3,46 (m, 3H), 2,95-3,11 (m, 2H), 2,75~ H, 10% IPA,
2,89 (m, 1H), 2,52-1,91 (m, 4H), 1,49- ik 1
1,60 (m, 1H), 1,23-1,29 (m, 1H), 1,11
(d, /=6,31 Ty, 2H)
8,43 (br s, 2H), 7,20-7,30 (m, 2H), 6,94-
7,05 (m, 1H), 4,78-5,18 (m, 2H), 3,95~
4,11 (m, 2H), 3,82-3,93 (m, 1H), 3,68- . SEC:
683 C00MIu 3,81 (m, 1H), 3,56-3,68 (m, 2H), 3,32- Chiralpak AY-
DMSO - dg H, 10% IPA,
3,48 (m, 2H), 2,99-3,17 (m, 1H), 1,98-
2,21 (m, 1H), 1,40-1,51-2,0 (m, 1H), el
1,13-1,30 (m, 7H)
J— 7,10-7,26 (m, 2H), 6,90-6,96 (m, 1H), SFC:
684 5,11-5,21 (m, 1H), 4,90-5,00 (m, 1H), Chiralpak AY-
DMSO - dg

4,41-4,49 (m, 1H), 4,37 (br d, J=6,07

H, 10% IPA,
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T, 1H), 4,17 (br s, 1H), 3,70-3,87 (m, Tk 1
2H), 3,61 (dt, J=2,61, 11,50 T', 1H),
3,38-3,33 (m, 2H), 3,13-3,20 (m, 1H),
2,99-3,05 (m, 2H), 2,87-2,98 (m, 1H),
2,77-2,85 (m, 1H), 2,52-2,55 (m, 1H),
2,29-2,47 (m, 1H), 1,71-1,89 (m, 1H),
0,97 (¢, J=7,40 I'y, 1H), 0,81 (dt,
J=1,40, 7,40 T'y, 3H)

722 (brd, J=9,42 T, 1H), 7,16 (br d,
J=4.44 T, 1H), 6,92 (brt, J=9,19 T,
1H), 5,04-5,19 (m, 1H), 4,93 (br d,
J=17,44 Ty, 1H), 4,36-4,38 (br m, 1H),

3,86-3,95 (m, 1H), 3,77-3,86 (m, 2H), _ SFC:
685 C00MIu 3,53-3,68 (m, 2H), 3,37-3,51 (m, 3H), 1 Chiralpak AY-
DMSO - dg H, 10% IPA,
3,14-3,27 (m, 1H), 2,96-3,08 (m, 2H),
2,77-2,89 (m, 1H), 2,12 (br s, 1H), 1,99
(brs, 1H), 1,75-1,91 (m, 1H), 1,48 (brs,
1H), 0,62 (brs, 1H), 0,51 (br's, 1H),
0,42 (br s, 1H), 0,24-0,36 (m, 1H)
7,14-7,24 (m, 1H), 7,11 (dd, J=4,79,
8,60 I', 1H), 6,85-6,94 (m, 1H), 5,15
(br d, /=17,52 T, 1H), 5,06 (d, J=17,44

nuK 1

600MI 1t
DMSO - dg

686

Iu, 1H), 4,42-4,58 (m, 1H), 3,96-4,04
(m, 1H), 3,77-3,94 (m, 2H), 3,59-3,74
(m, 2H), 3,44 (br d, J=9,89 'y, 1H),
3,24-3,41 (m, 2H), 2,97-3,23 (m, 1H),
2,65-2,94 (m, 2H), 2,52-2,56 (m, 1H),
2,07-2,16 (m, 1H), 1,74-1,84 (m, 1H),
1,07-1,19 (m, 2H)

SFC:
Chiralpak AY-
H, 10% IPA,

vk 1

600MI '
DMSO - dg

687

8,29-8,40 (br s, 2H), 7,21-7,30 (m, 1H),
6,99 (t, J=9,33 Ty, 1H), 4,92-5,06 (m,
1H), 3,70-3,88 (m, 2H), 3,52-3,70 (m,
6H), 3,33-3,39 (m, 2H), 3,05-3,18 (m,
2H), 3,01 (brt, J=11,99 'y, 1H), 2,52-

SFC:
Chiralpak AY-
H, 10% IPA,

nuk 1

2,55 (m, 1H), 1,12-1,41 (m, 6H)

Buonoruueckuii npumep 1. Ananus noroka kansius B TRPC6.

D¢ pextuBHOCTs MHrNONTOPOB TRPCO (CeMeicTBO TPpaH3UTOPHBIX PELENTOPHBIX MOTEHIMAIBLHBIX KaHa-
708 C6) M3MepsIN ITyTeM WHTUOMPOBAHUS HUMH BXOJSIIErO IMOTOKAa KaJbLUs, HHUIUHUPYEMOTO CTUMYJISILIUEH
OAG (1-omeounn-2-auermwn-sn-rnuueput, Millipore Sigma, 06754) na knerkax HEK293, crabunsno TpaHcdu-
uupoBaHHbIX ¢ momousio TRPC6 uenoseka ¢ ucnonb3oBanuem cuctembl FLIPR Tetra. Kietku BeipamuBanu B
yBIaxxHeHHOH cpene npu 37°C B atmMocdepe 5% CO, ¢ HCHOIB30BaHUEM ITUTATEIHLHOM CPEIbl CO CIEAYIONIMMHU
CEeJICKTUBHBIMHU peareHTamu (Moaudunuposannas mo yiasoekko cpena Urma (DMEM) ¢ BBICOKHUM coep KaHU-
eM TiroKo36l, 10% ¢deranpHas Ob1ubs ceiBopoTKa, | XPSGlu (meHnmmimuH-cTpenToMUuH-TIyTamMuH), 1X NE-
AA (HecymiecTBeHHass aMuHOKHC0Ta), 1X mupyBat Na n 200 mMkr/mu rurpomuiHa). st obmiero mepeceBa
KJIeTKH BeIpamuBany 10 70-90% KOH(IIIOEHTHOCTH; CpeAy YAAJLUIM U KICTKH aKKypaTHO IPOMBIBAIN 2 pasa ¢
nomornisio PBS, He coneprkamiero xanpimii 1 Maraui (GocharHo-coseBoit OydepHsIii pactBop). Mcmonb3oBanu
TpurcuH (3 M) B Teuerne 5 muH mpu 37°C. KieTku cMmemani ¢ TOMOIIbI0 TOCTYKUBaHUS KOJIOBI IO OCHOBA-
HUIO PYKH U 100aBIIsUIN 7 MJI IMTATENIBLHOM Cpenbl JUIs Ie3aKTHBAL[MK TPUIICHHA U TOBTOPHOT'O CYCIICHIUPOBa-
HUS KIeToK. OOBIYHAs cXeMa PaCHICIUICHUs cocTaBisia 1:5 kaxapie 2-3 mHs.

KrneTkn BpICEBanu 3a JeHb 10 aHAIN3a, TUIOTHOCTh KIJIETOK MPH BBICEMBAHHWU COCTABIISIIA 1,0—1,5><104/25
MKJI/JTYHKa B TOKPBITHIX 1moiu-D-mu3uHoM (PDL) 384-myHOYHBIX IUIaHIIETaX ¢ MCHOJB30BaHUEM JIMOO MHOTO-
KaHaJIbHBIX MHIETOK, JM00 MHOTOTOYEYHBIX. DTH KIETKH CHauaJla MHKYOUPOBAJIH C (IIyOPECIEHTHBIM KpacHTe-
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JIeM TIpU KOMHATHOU TemnepaType B TeueHue 90-120 MuH, mocie 4ero Ux BhIpalUBaIu B MOKPHITEIX PDL 384-
JYHOYHBIX YEpHBIX IUTAHIIETaX B TeueHue Houu (mpumep 10 mu Oydepa i 3arpys3ku kpacutens: 9 mu Oydepa
st aHanmza, 1 mi, 10X yewmurens PBX-curnana, 10 Mxn uaankaropa xanbiws). KiieTkun HHKyOUpoBaiu ¢ J10-
30i COCMMHEHHWA B T€UEHHE 25 MUH Tepel CTUMYyJHpoBaHWeM c romoiisio aroHucta TRPC6 OAG. PactBop
OAG nonyyanu mytem nobasnenuss OAG B Oydep ans ananuza (ocHOBa pacTBopa Punrepa, cogepxarero Ca:
10 MM HEPES (4-(2-rugpokcudTiin)- 1 -munepasuH-3TaHcyabhoHoBas kuciora), 4 MM MgCl,, 120 MM NacCl, 5
MM KCl, pH=7,2 nipu 25°C) + 0,1%BSA+2 mM CaCl,) no xoruentparuu 0,2 MM/2% DMSO, ato obecnieun-
BaJI0 KOHEYHYIO KOHIEHTpanuio ki1eTok 50 MkM/0,5% DMSO. Hobasmsmm 12,5 mxn cmecn OAG u m3mepsum
axtuBanuio ka"aga TRPC6 ¢ momouibro M3MEHEHUs] BHYTPUKIETOUHBIX ypOBHEH Kamblus Ha cucteme FLIPR
Terra.

JlaHHBIE TTOTYyYaIy ¢ IOMOIIBIO U3MEPEHUSI CUTHAJIA (IIyOPECHEHTHOT'O ITHKa, BBIYUTAEMOT0 U3 HCXOTHOTO
3HaveHus B TeueHue 180-cekyHIHOro HHTEpBaia BpeMEHH BU3yalu3aun. Kakayro TouKy u3MepeHusl IOMOTHHU-
TenbHO HopManu3oBaim 10 100% curnana, uauprpyemoro OAG, mo cpaBHeHuUIo ¢ Oydpepom. B tabn. 16 mpen-
craBieHsl 3HaueHus [Csy U1 KaXK0T0 COCOUHEHHMS, JaHHBIE KOTOPBIX IOJYYEHBI IyTeM IIOCTPOCHUS rpaduka
3aBHCHMOCTH IMHKOBOTO CHTHAJIA OT I03BI COCAMHEHHS.

Tabmuma 16
Tpum. I¢pdextusnocrs hTRPC6 Tpum. No Iddexrusnocts hTRPC6

Ne (MxM) (MxM)
1 0,000696 345 0,0015
2 0,0032 346 0,00139
3 0,00199 347 0,00107
4 0,00167 348 0,493
5 0,00292 349 0,215
6 0,0004002 350 0,351
7 0,0011733 351 0,0103
8 0,00028336 352 0,328
9 0,0016133 353 0,0308
10 0,00606 354 0,133
11 0,00179 355 0,037
12 0,000285 356 0,239
13 0,00687 357 0,0245
14 0,000377 358 0,00647
15 0,00439 359 0,238
16 0,224 360 0,0429
17 0,118 361 0,0668
18 0,00785 362 0,256
19 0,000956 363 0,0313
20 0,00192 364 1,02
21 0,0006585 365 2,96
22 0,00162 366 0,232
23 >3,75 367 0,354
24 0,145 368 0,0992
25 0,23 369 0,00865
26 0,161 370 >50,0
27 0,0735 371 6,83
28 >3,75 372 14,1
29 0,0448 373 5,85
30 1,94 374 3,41
31 0,000476 375 2,77
32 0,0472 376 3,05
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33 0,0004325 377 1,65
34 0,0689 378 3,08
35 0,000491 379 444
36 0,00613 380 17

37 0,00692 381 5,68
38 0,00071978 382 >50,0
39 0,000867 383 0,319
40 0,00461 384 16

41 0,0184 385 > 50,0
42 1,94 386 426
43 0,000581 387 5,36
44 0,000952 388 9,75
45 0,00236 389 4,58
46 0,001785 390 3,57
47 0,000686 391 1,82
48 0,002205 392 2,24
49 0,001095 393 5,05
50 0,000759 394 0,732
51 0,00647 395 1,12
52 0,0242 396 18,2
53 0,00152 397 1,58
54 0,00552 398 0,0874
55 0,00397 399 0,0205
56 0,0135 400 16,5
57 0,000784 401 0,00045573
58 0,000469 402 0,00133
59 0,000256 403 0,000395
60 0,000261 404 0,00167
61 0,0027 405 0,000708
62 0,0603 406 0,000447
63 0,000389 407 0,00585
64 0,132 408 0,000924
65 0,000598 409 0,0010356
66 0,237 410 0,0105
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67 0,272 411 0,00268
68 0,0018215 412 0,322
69 0,01471 413 0,221
70 0,002325 414 0,0015
71 0,005615 415 0,274
72 0,000448 416 0,00236
73 0,0010945 417 0,0127
74 0,38 418 0,000584
75 0,0814 419 0,128
76 0,971 420 0,0006
77 0,0109 421 0,0005404
78 0,0707 422 0,00235
79 0,00509 423 0,351
80 0,0793 424 0,000707
81 0,557 425 0,113
82 0,000504 426 0,933
83 0,000906 427 >3,75
84 0,00127 428 0,0183
85 0,00755 429 >3,75
86 0,00137 430 0,88
87 0,000931 431 >3.75
88 0,0006428 432 0,00777
89 0,368 433 >3.75
90 0,068 434 >3,75
91 0,0329 435 1,16
92 0,0438 436 0,0524
93 0,0068533 437 >3,75
94 0,615 438 0,476
95 >3,75 439 0,0367
9% 0,134 440 1,34
97 >3,75 441 0,002235
08 >3,75 442 0,000319
99 >3,75 443 0,000471
100 0,06 444 0,00442

>
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101 >3,75 445 0,0208
102 > 3,75 446 0,034
103 >3,75 447 0,119
104 0,0618 448 0,123
105 2,48 449 1,16
106 0,0004496 450 >3,75
107 0,00788 451 0,000613
108 0,000433 452 0,00117
109 0,0438 453 0,00151
110 0,001232 454 0,00152
111 0,0007875 455 0,00656
112 0,00028147 456 0,00844
113 0,0002855 457 0,0133
114 0,000382 458 0,0163
115 0,000446 459 0,0164
116 0,00779 460 0,0242
117 >3,75 461 0,0289
118 0,000855 462 0,0294
119 0,00194 463 0,0339
120 0,00321 464 0,0631
121 0,00559 465 0,0867
122 0,0299 466 0,103
123 0,252 467 0,123
124 0,000741 468 0,178
125 0,000389 469 0,19
126 0,00048 470 0,219
127 0,000492 471 0,36
128 0,04935 472 0,383
129 >3,75 473 0,398
130 0,269 474 0,411
131 0,08255 475 0,62
132 0,042 476 0,763
133 0,00698 477 1,03
134 0,00471 478 1,05

-383 -




043189

135 >3,75[2] 479 1,2
136 0,013945 480 1,2
137 0,0362 481 2,4
138 0,00052 482 2,74
139 0,001905 483 2,74
140 0,132 484 >3,75
141 0,0135 485 >3.75
142 0,0138 486 >3,75
143 0,0068625 487 >3.75
144 0,000462 488 >3,75
145 0,014 489 >3.75
146 0,000631 490 >3.75
147 0,000433 491 >3,75
148 0,0118 492 >3.75
149 0,00109 493 >3,75
150 0,00902 494 0,0126
151 0,00606 495 0,0127
152 0,0677 496 0,0611
153 0,072 497 0,004
154 0,00306 498 0,00188
155 0,0162 499 0,00258
156 0,0617 500 0,005145
157 0,000501 501 0,00621
158 0,00471 502 0,009095
159 0,0164 503 0,0256
160 0,0142 504 0,0393
161 0,133 505 0,0432
162 0,257 506 0,0766
163 2,84 507 0,102
164 0,253 508 0,112
165 2,06 500 0,131
166 0,56 510 0,139
167 0,0019657 511 0,158
168 1,6 512 0,162
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169 0,0142 513 0,183
170 0,0259 514 0,185
171 0,544 515 0,186
172 0,00222 516 0,197
173 0,00138 517 0,319
174 0,564 518 0,4

175 1,7 519 0,476
176 2,33 520 0,686
177 1,54 521 0,757
178 0,0471 522 0,762
179 0,326 523 0,988
180 0,0149 524 1,49

181 0,000907 525 1,78

182 0,314 526 2,85

183 0,655 527 3,01

184 0,143 528 >3.75
185 0,003585 529 >3,75
186 0,278 530 >3,75
187 0,0015905 531 >3,75
188 0,013025 532 >3,75
189 0,0035867 533 >3.75
190 0,004015 534 >3,75
191 0,13985 535 >3.75
192 0,001725 536 >3,75
193 0,0485 537 >3.75
194 0,0142 538 >3,75
195 0,000664 539 >3,75
196 0,00647 540 >3.75
197 0,2555 541 >3,75
198 0,07125 542 >3,75
199 0,0281 543 >3,75
200 0,00218 544 >3,75
201 0,0439 545 >3.75
202 0,002137 546 >3.75
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203 0,598 547 0,0437
204 0,00492 548 0,382
205 0,003 549 0,41
206 0,0123 550 >3.75
207 0,0496 551 0,0061
208 0,0477 552 0,00651
209 0,0038675 553 0,00669
210 0,0691 554 0,0109
211 0,001095 555 0,0116
212 0,0034975 556 0,0119
213 0,00993 557 0,0128
214 0,00042 558 0,0161
215 0,593 559 0,0166
216 0,0114 560 0,0187
217 0,0687 561 0,0198
218 0,00082 562 0,0208
219 0,0159 563 0,0216
220 0,0009855 564 0,0292
221 0,0549 565 0,0322
222 0,002045 566 0,0352
223 0,0515 567 0,0398
224 0,158 568 0,04805
225 0,00281 569 0,0784
226 0,0137 570 0,0854
227 0,00032823 571 0,0932
228 0,00032 572 0,106
229 0,0422 573 0,117
230 0,00049 574 0,153
231 0,737 575 0,155
232 0,00216 576 0,169
233 0,00147 577 0,184
234 0,0269 578 0,251
235 0,15 579 0,312
236 0,0238 580 0,365
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237 0,223 581 0,368
238 0,185 582 0,376
239 0,562 583 0,42
240 0,0107 584 0,546
241 >3,75 585 0,579
242 0,0735 586 0,742
243 1,97 587 0,765
244 >3,75 588 0,811
245 0,0625 589 1,01
246 2,92 590 1,44
247 0,0754 591 1,59
248 0,00507 592 1,73
249 0,00765 593 2,12
250 0,0785 594 >3.75
251 0,0172 595 >3,75
252 0,00876 596 >3.75
253 0,406 597 >3,75
254 0,0739 598 >3,75
255 0,10145 599 >3,75
256 0,0194 600 0,00538
257 0,0524 601 0,00556
258 0,0002881 602 0,00575
259 1,43 603 0,00673
260 0,376 604 0,00778
261 >3,75 605 0,0079
262 0,28 606 0,00806
263 0,765 607 0,0143
264 0,217 608 0,0183
265 2,86 609 0,0203
266 15,8 610 0,0212
267 >3,75,> 50,0 611 0,0224
268 >3,75,> 50,0 612 0,0224
269 0,002045 613 0,0242
270 0,0515 614 0,0248
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271 0,158 615 0,0285
272 0,00281 616 0,0323
273 0,0137 617 0,0332
274 0,00032823 618 0,0483
275 0,00032 619 0,0574
276 0,0422 620 0,0604
277 0,00049 621 0,0753
278 0,737 622 0,0789
279 0,00216 623 0,089
280 0,00147 624 0,102
281 0,0269 625 0,105
282 0,15 626 0,117
283 0,0238 627 0,122
284 0,223 628 0,132
285 0,185 629 0,158
286 0,562 630 0,174
287 0,0107 631 0,225
288 >3,75 632 0,23
289 0,0735 633 0,24
290 1,97 634 0,26
291 >3,75 635 0,304
202 0,0625 636 0,326
203 2,92 637 0,341
294 0,0754 638 0,425
295 0,00507 639 0,657
296 0,00765 640 0,809
297 0,0785 641 1,28
298 0,0172 642 1,65
299 0,00876 643 1,82
300 0,406 644 1,91
301 0,0739 645 2,3
302 0,10145 646 2,31
303 0,0194 647 3,17
304 0,0524 648 3,35
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305 0,0002881 649 >3,75
306 1,43 650 >3.75
307 0,376 651 >3,75
308 >3,75 652 >3,75
309 0,28 653 >3,75
310 0,765 654 >3,75
311 0,217 655 >3.75
312 2,86 656 >3,75
313 15,8 657 >3.75
314 >3,75,> 50,0 658 >3,75
315 >3,75,> 50,0 659 >3.75
316 0,002045 660 0,005037
317 1,36 661 0,279
318 0,0377 662 0,283
319 0,456 663 0,204
320 0,01205 664 0,555
321 0,00407 665 0,584
322 1,45 666 0,687
323 >3,75 667 0,745
324 >3,75 668 0,778
325 0,743 669 0,901
326 2,93 670 1,12
327 1,37 671 1,43
328 >3,75 672 1,66
329 >3,75 673 >3,75
330 0,669 674 >3,75
331 0,204 675 >3,75
332 3,2 676 >3.75
333 3,25 677 0,0881
334 3,54 678 0,0983
335 >3,75 679 0,15
336 >3,75 680 0,153
337 >3,75 681 0,168
338 >3,75 682 0,259
339 0,00323 683 0,29
340 0,000704 684 0,524
341 0,0258 685 1,16
342 0,0121 686 1,57
343 0,804 687 2,08
344 0,0853

Brimen3noxkeHHOE SBISCTCS JIUIIb WIUTIOCTPAaTUBHBIM B OTHOIICHUHN HACTOAIICTO I/I306peTeHI/IH " HE IpCa-
Ha3HAYCHO Jid OrpaHUYCHUA HACTOAIICTO I/I306peTeHI/I${ PACKPBITBIMHA COCAUHCHUSAMMU. Hpez(nonaraeTCH, 4qTo
Bapualnuu U U3BMCHCHUSA, KOTOPLIC ABJIAKOTCA OYCBUAHBIMU I CICLIUAINCTA B ,HaHHOﬁ obmactu TCXHHUKH, HAXO-
JATCA B Mpeaciiax o0bemMa u CYITHOCTHU HACTOAILICTO HSOGpeTeHI/IH, KOTOPLIC OIPCACIICHLI B npnnaraeMoﬁ (I)Op-

MyJie U300peTeHUS.

U3 BBIIEH3II0KEHHOTO OIMCAHUS CHEIUATUCT B JAHHOW OOJACTH TEXHHKH MOJXET JIETKO YCTaHOBHUTBH OC-
HOBHBIE XapaKTEPUCTHKHN HACTOSIIETO N300peTeHUs M 0€3 OTCTYIUICHHS OT €ro CYIIHOCTH W o0beMa criocoOeH
BBITIOJIHATh PA3JINYHble M3MEHEHUSI ¥ MOTU(HKAIMH HACTOSAIICTO M300pEeTeHHs AJIsl a[alTaliud ero K pa3ind-

HBIM BapUuaHTaM IIPUMEHCHUA U YCIIOBUAM.
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OOPMVIIA U30BPETEHUA

1. CoennHeHue nim ero GpapMareBTHUECKH NpueMiIeMasi Coib B COOTBETCTBHH ¢ (opmyitoi (1)
R&

RY o,

riae p paBusercs 0 wmm 1;

B cityuae ecu p pausiercs 0, To R' npencrasmsier co6oit Bomopos, Ci-Ce-alKiI, TaTOreH WIH THAPOKCH;
R? npeJcTaBisieT co0oit amuHO Wi aMuHO-C;-Cy-aaKu; R’ npeJcTaBiseT co00il BOIOpOI; U R* MpEeACTaBIAET
cobotii Bomopon, Ci-Cg-ankuin win GpeHwr; wim

B ciydae eciu p paBmstercs 0, To R' u R’, B3aTbie B koMGuHALMH, 06pa3yioT KoHaeHCHpoBanHOe C3-Co-
UKJIOAKIIBHOS KOJBIO WJIM KOHJACHCUPOBAHHOE 4-0-UJICHHOE TeTEPOIUKIMYCCKOE KOJBIO, conepxamiee 1
WIK 2 TeTepoaToMa KOJbla, He3aBUCUMO BhIOpaHHBIX 13 N, O mwin S, Mpu 3TOM IUKIOATKWI WIH TeTEPOIHKIT
HeO0O0s3aTeIbHO 3aMEIlEeH aMHHO; R? npeacrasisieT coboit Bogopoa, Ci-Cg-ankun mwim aMuHO-C-Cy-aNKur;, u R*
MIPEICTaBIseT COO0H BOJOPO; WITH

B ciydae eci p paBmsiercs 1, To R' mpencrasiser co6oit NHR';, R' mpencrasiser coboit Bogopox, C,-
Cy-ankmi, C;-Cr-nmkmoankuii, TuApokch-Ci-Cy-ankun uiu 4-6-1ICHHBIH TeTepOIUKIOATKUI, COAep KAl
OJIMH TETePOoaTOM KoJblla, BeIOpanubiit u3 N, O wim S; R? npencraisieT coboit Bogopon, C;-Cy-ankui, ruapo-
keu-C-Cy-anxmn wm C(O)NH,; R’ npejcTaBisieT codor Bomopo, ramoreH, Ci-Cy-amkmi, C;-Cy-aTKOKCH WIH
TUAPOKCH; U R* npeacTapisiet coboit Bomopo, Ci-Cy-aKui WiTH rajloreH; Wik

B ciyuae eciu p pasusercs 0 win 1, To C(NHR')R?, B3stThlit B KOMOMHAIMH, 06pa3syeT CIMPOLHK/IHYC-
CKUii 4-6-4NIeHHBIN T€TePOLIUKIIOATIKIIT; R’ npeactapiset cobdoit Bomopon, ranoreH-C -Cy-ankui, C;-Cy-amkokcu
un ruapokcr; u R* mpencraBiser co6oit BOZOPO HIlM TaIOTeH; HIIN

B ciyuae eciu p paBHserca 1, To R' m R’, B3aTeie B koMOMHALMH, 06Pa3ylOT KOHICHCHPOBAHHEIH 4-6-
YJICHHBIN TETEPOITUKI MM KOHICHCHPOBAHHBIN 3-7-4JIEHHBIA KapOOIIUKII, TIPH 3TOM T€TEPOILIUKII COJIEPIKUT aTOM
a3oTa KoJiblla U HeoOs3arenbHo O miw 1 JOTIOTHUTENBHBIN TeTepoaToM KoJblla, BeIOpanHbsiid 3 N, O u S, u npu-
geM KapOOIMKIT 3aMeIlleH aMIHO; U

R’ MIPEICTaBIsAET COO0H BOIOPOS; H R* MIPEACTaBISAET COOOH BOJIOPO/I, TAJIOTECH WM THAPOKCH;

R’ mpescrasiser co6oii 1 Miin 2 3aMECTHTENIs, HE3aBHCHMO BBIOPAHHBIX M3 BOJOPOJA, TAIOreHa, THIPO-
kcu, amuHo, C-Cg-ankuna ninn C;-Cg-aIKoKCH;

R® npencrasmser coboit -(CR'R®)-A;

A mpencraBisieT coOOH S- WK 6-WJICHHBIH TeTepoapil, PHU ITOM TeTePOAPIUT COACPIKUT OJIFH TeTepoaToM
KoutbIia, BeIOpanHbId w3 N, O wim S, u 0, 1 win 2 TOMONHUTETBHBIX aTOMa a30Ta KOJIbIA, IPUIEM TETEPOapHUIl
HeoOs13aTenbHO 3amenieH 0, 1 wiu 2 rpynmnamu, He3aBUCHMO BBRIOPAaHHBIMH M3 rayioreHa, 1uano, C;-Cg-amkuna,
C,-Cg-ankenuna, C,-Cg-ankumnmia, ranoreH-C,-Cg-ankuna, C;-Cg-ankokcu, rajgoren-C;-Cq-amkoxcu, C(O)NH,,
C(O)NHC,-Cg-anxuna, ¢eHHIA WIH 5- WK 6-4JICHHOTO TeTepoapmiia, COJACPKAIIETO OJUH reTepoaToM KOJIbIIA,
BbIOpaHHbI M3 N, O nim S, u 0, 1 uiu 2 TONMOTHUTENBHBIX aTOMa a30Ta KOJIbIIA, T/Ie HeoOsI3aTeIbHbIN TeTepoa-
PWIBHBIN WIW (DEHWIBHBIN 3aMeCTUTENh JonoaHuTeIbHO 3amertieH 0, 1 wmm 2 C,-Cg-ankunamu;

R’ npencrasiseT coooit Bomopo, C-Cy-alkuil WM aMruHO;

RS npencrasiseT coooit Bogopo wiu C-Cy-aaKur;, uiu

CR'R®, B3siTHII B KOMOUHAIMH, 06pa3yeT 3-6-4ICHHYIO HKIOATKAHIHIIEHYIO TPYIIIY;

7! npeacTaBiseT coboi N miu CR“;

7° npexcrasmsier coboit CR';

7° npexcrasmsier coboit CR';

7} npenacTaBiseT coboi N miu CRH,

kaxoid u3 Z° u Z° npeacrapiusiet coboit C;

KaKIbIi U3 R“, Rlz, R" u R" uesaBucumo BBIOpAH U3 TPYIIIIBI, COCTOSIIEH 13 BOAOpoaa, rajgoreHa, C-Ceg-
ankuna, C,-Cg-ankenuna, C,-Cy-anxkunuia, C;-Cq-ankokc, ranoren-C,-Cq-ankumna, ragored-C,-Cq-ankokcu, Cs-
Cr-mukmnoankuia, muano, SO,C;-Cg-ankuna, (peHnma U HaCHIIIEHHOTO, YaCTUIHO HEHACBHIIIEHHOTO WIJIK apoMa-
THYECKOTO S5- WM 6-WICHHOTO TeTePOIHKIIA, Colepkamero 1 wim 2 retepoaToMa KoJblla, HE3aBUCUMO BBIOpaH-
HeIX U3 N, O u S, pu 3TOM TETEPOIUKI HeoOA3aTeIHLHO 3aMelIeH | Wi 2 3aMEeCTHTEISIMH, HE3aBUCUMO BBI-
OpannbiMu n3 Ci-Cg-aJKuia v TaloreHa; u Mpu yCIOBUH, YTO coeanHeHus Gopmydsl I He BkmogaroT 1-[7-dTop-
6-meTokcu-1-[[2-(TpudTopmeTrn)denwn |MeTwn|- 1 H-Oer3umMuaazon-2-wi|-3-munepuinHaMuH.

2. Coemmnenue 1o 1.1, rae p pausiercst 0; R' u R®, B3sThie B KOMOHHAIMH, 06Pa3ylOT KOHICHCHPOBAHHOE
C;3-Cy-IIMKIIOATKUITBHOE KOJBIO HITH KOHJICHCHPOBAHHOE 4-0-WICHHOE a3alMKIMYECKOE KOJBIIO, IPU ITOM IIHK-
JMOAIKHIT WJTH a3aIHKIT HeoOs3aTeNnbHO 3aMeeHbl aMiio; 1 R” n R* mpesctapmsior co6oii BOg0OpoI.

3. Coenunenue o 1.1, rae p pasusercs 1, R! MPECTaBIICT COOOM NHRla; R'® MpeacTaBiseT co0oi BOIO-
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poa, Ci-Cy-ankun, C;-C;-IUKIOANKUI WIH 4-0-4JICHHBIA T'€TEPOLUKIIOANKIII, COAepKAIIUA OJUH TeTepoaToM
KOIbIIa, BEIOpanHsiii 13 N, O wm S; R? npezcrasnser co6oii Bogopoa umu Ci-Cy-ankmn; R® npexacrasnser co-
60ii Bomopox, ramoreH, C,-Cy-ankmi, C;-Cy-aJIKOKCH WM THAPOKCH; U R* MpeCTaBIsgeT cOO0H BOIOPOI, Talo-
reH i C,-C,-aKui.

4. CoenunHenune 10 I1.3, rIe R! MIpeACTaBIsIeT coO0M NHR“‘; R TpeacTaBIseT coO00H BOJOPO, METHII,
STHIL, TPOIIIJI, H3OMPOIIAI HIH IUKIONpPOIT; R? mpeicrapmsier coGoil Bogopox win MeThi;, R’ mpencrapmser
c060ii BOZOPOJ, TAIOTeH, METII, STHII, METOKCH, STOKCH MM THApPokew; u R* mpexcrasmsier coGoii Boxopos,
TaJIOTeH, METHJT WJTH STHIL.

5. Coenunenue no 1.3 wi 4, rae R' npenacTaBiser coboir NHy; R? MpPEeJICTABISIET COO0M BOIOPOI; R’
TpeJCcTaBIAeT coboil Bogopo, $hTop, MeTHI wi ruapokcH; n R mpencrasmser coGoit Bogopoa, Grop mim Me-
THIL.

6. Coenuuene no moGomy u3 . 1-5, rae R’ npeacrasiser co6oit Bogopoa umi meti; u R® mpescrapms-
eT co00ii BOIIOPO/I.

7. CoenuneHnue 1o aroboMy u3 mm.1-6, tae A npeacTaBisieT coO0W MUPUANH-2-WII, TUPUANH-3-WII, TUPH-
MUIWH-2-WI WU THPa3uH-2-WI, KOKIBIM U3 KOTOPHIX 3aMenieH 1-3 rpynmamu, He3aBHCHMO BBHIOpAHHBIMH M3
TPYIIIIBI, COCTOSIIEH U3 Tayiorena, 1mano, C,-C,-ankumna, ranoren-C,-Cy-ankuna, C;-Cy-ankokcu, rasoreH-C-Cy-
ankokcu, C(O)NH,, C(O)NHC,-C,-ankunmna, ¢peHmwma Wik S-4IeHHOTO TeTepoapuia, COAEpKaIlero OAuH TeTe-
poaroM KombIla, BeIOpanabii u3 N, O wiu S, 1 0, 1 win 2 TOMOTHATEIRHBIX aTOMa a30Ta KOJIbIIA, TAe HeoOs3a-
TeJIbHBIN TeTePOAPMIIbHBIN MW (EHWILHBIN 3aMeCTHTENh onodHUTeNbHO 3ameieH 0, 1 wmu 2 C,-Cg-amkunamu.

8. Coegunenue mo mobomMy u3 1. 1-7, Tae

7' npencrasmsier codoit CR';

7° npencrasmsier codoit CR';

7° npencrasmsier coboit CRY;

VA npeacTaBiseT coboi N miu CRH,

Kaxbi u3 Z° u Z° npencrapiuset coboii C;

R! MIPECTaBIsAET COO0M BOAOPO/, TaioreH, IuaHo win C,-Cy-aJIKu;

kaxapii m3 R'? u R' uesasucumo BBIOpaH M3 TPYMIIBI, COCTOSIIEH W3 BOJOpOa, raioreHa, nuano, C;-Cy-
ankuna, ragored-C,-Cy-ankuina, C,-Cy-ankokcu, ranoreH-C-Cy-ankokcu, C;-Cg-IIUKI0QIKAIA HIH S-4IEHHOI0
HACBIIEHHOTO, YaCTUYHO HEHACHIIIICHHOTO WJIM apOMaTHIECKOTO S5- MM 6-UJICHHOTO TeTePOINKIIA, COepIKaIIle-
ro 1 wm 2 rerepoaroma KoJiblla, He3aBUCUMO BhIOpaHHBIX U3 N, O 1 S; u

R™ MIPEACTaBIsAET cO00M BOAOPO, TaoreH, ruaHo win C,-Cjanku.

9. CoemuneHue 110 1. 1, KoTOpoe MmpeacTaBisIeT coboit coenuueHue hopmyssl (111)

R

-
)(1
X3
\, ]
ptt % r7
R12
AN N R
N
L) .
R Fal N
R

R’ Im),

e X! TIPEACTaBISET COOOM CR'® wm N;

X2 MIpeACTaBIsAeT cOO0M CR" wm N;

x? MIpeCTaBIsAeT cOO0M CR"® wm N;

rJie 110 MeHbIIIeH Mepe OAUH U3 X, X*uX’ mpeacTaBisieT coboii N;

7z npeacTaBisieT coboi N wim CR”;

R MpeJCTaBIsIET COO0M NHR';

R'® npejcTaBisieT coooi Bogopo win Ci-Cy-ankm;

R? npejcTaBisieT coooi Bogopo win C-Cy-ankm,

R’ TPEeJICTaBIsIET COOOM BOJIOPO/] HIIH TaJIOTCH;

R* TpEeJCTaBIsIET COOOM BOJIOPO] HIIH TaJIOTCH;

R’ mpescrasisier co60ii BOXOPO, METHIT HITH 3THIL,

R! MIPEeACTaBIsAET CO00M BOAOPO, TaioreH, IuaHo win C,-Cy-aJIKuT;

xaxapii m3 R'? u R' uesasucumo BBIOpaH M3 TPYMIIBI, COCTOSIIEH U3 BOJOpoaa, raioreHa, nuano, C;-Cy-
ankuna, ranoren-C,-Cy-ankuna, C,-C-ankokcu uiau ragored-C,-C,-aIKkoKcH;

R™ MIpeACTaBIsAET CO00M BOAOPO, TaioreH, IuaHo win C,-Cy-aJIKu;

R MpencTaBiIseT coboil Bomopo, rajgored, muano, C;-Cy-ankun, C;-Cy-ankokcu, rajgoreH-C,-Cy-ayku,
ranoreH-C-Cy-ankokcu, C(O)NH,, C(O)NH(C;-Cy-ankmi) wiau S-4JIeHHBIH TeTepoapwi, COICPIKAIIMKA OJIH
reTepoaToM KoJiblla, BeIOpaHHbId u3 N, O win S, u 0, 1 win 2 JONOJHHUTENEHBIX aTOMa a30Ta KOJIbIIA;

R' npeacTaBisieT co0oi Bomopox, ramoreH, 1uano, C;-Cy-ankmi, C;-Cs-ankokcw, ramoreH-Ci-Cy-ankun
nu ranored-C;-Cy-allkoKcy;

R" MPEJCTABISICT COOOM BOJIOPOT HIIH TaJIOTCH; U
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R' npeacTaBisieT co0oi Bomopox, ramoreH, uano, C;-Cy-ankmin, C;-Cs-ankokcw, ramoreH-Ci-Cy-anmkun
nnu ranoren-C,-Cy-amKoKkcu, TJe 0 MEHbIIEH Mepe OA1H U3 RIS, Rl(’, R' wmm R'® ne sBstercs BOJIOPOJOM.

10. Coenunenue mo m.9, rae R MIpeACTaBIsgeT cOO0H BOIOPOI.

11. Coenunenne mo 1.9, rae R'® mpexcrasiser coGoii Boxopos mimu Metiit; R® npegcrasmsier co6oii Boo-
pox wiu prop; u R* npexcrapmsier coGoii Bomopo wiu Gprop.

12. CoenuHeHune, BRIOpaHHOE M3 TPYIIIHI, BKIIOYAOIEH:

(S)-6-((2-(3-amunOTIHIIEpUAKH- | -1 )-6-X710p- 1 H-6eH30[d [uMuIa3071- | -HIT)METHIT) HHKOTHHOHU TP,

(S)-6-((2-(3-amunoTIHIIEpUAKH- | -11)-5-x710p- 1 H-6eH30[ d ][uMU 123071~ | -HIT)METHIT) HHKOTHHOHU TP,

(S)-6-((2-(3-amunOTIHITEpUAMH- | -11)-4-X110p- 1 H-OeH30[ d JuMuIa301- 1 -MIT)METHIT ) HHKOTUHOHU TPIT,

6-((2-((3R,4R)-3-amun0-4-propnunepuans- 1 -mn)-4-xnop-1 H-6enzo[d [umunazon-1-
WJT)METHIT) HUKOTHHOHUTPUI;

6-((2-((3R,4S)-3-amuno-4-propnunepunun- 1 -mn)-4-xiop-1H-6en3o[d Jumunazon-1-
WJT)METHIT) HUKOTHHOHUTPUIT;

6-((2-((3R,4R)-3-amun0-4-propnunepuant- 1 -mn)-6-x1ao0p-1 H-6enzo[d [umunazon-1-
WJT)METHIT) HOHKOTHHOHUTPLT,

6-((2-((3R,4R)-3-amuHO-4-hTOoprMniepuuH- 1 -m)-5-x110p- 1 H-6eH30[ d Jumunazon-1-
WJT)METHIT) HOHKOTHHOHUTPIT,

6-((2-((3R,4S)-3-amun0-4-pToprunepuauH- 1 -mn)-6-xmop- 1 H-6en3zo[ d Jumumazon-1-
WJT)METHIT) HHKOTHHOHUTPLT;

6-((2-((3R,4S)-3-amun0-4-pToprunepuauH- 1 -mn)-5-xmop- 1 H-6en3zo[ d Jumumazosn-1-
WJT)METHIT) HUIKOTHHOHUTPUIT;

(R)-6-((2-(3-amuHO-4,4-mudropnunepuius- 1 -1m)-4-xnop-1 H-6en3o[ d Jumunazon-1-
WJT)METHIT) HUIKOTHHOHUTPUI;

2-((3R,4R)-3-amuno-4-¢proprunepuant- 1 -mn)-1-((S-uupanonupunun-2-mun)metnin)- 1 H-6enzo[d jumnazon-
4-kapOOHUTPHIT;

(R)-6-((2-(3-amun0-4,4-mudTopnunepuaut- 1 -mn)-6-xmop- 1 H-6en3o[d Jumunazon-1-
WJT)METHIT)HOHKOTHHOHUTPLT;

(R)-6-((2-(3-amun0-4,4-mudTopnunepuaut- 1 -mn)-5-xmop-1H-6en3o[d Jumunazon-1-
WJT)METHIT ) HHKOTHHOHUTPLIT,

6-((2-((3R,4R)-3-amuHO-4-hToprMniepuuH- 1 -11)-6-(TprudTopmerin)- 1 H-6en3o[ d Jumunazon-1-
WJT)METHIT ) HOHKOTHHOHUTPLT,

6-((2-((3R,4R)-3-amuno-4-propnunepunun- 1 -un)-5-(tpudropmermn)-1 H-6en3o[d jumunazon-1-
WJT)METHIT) HUKOTHHOHUTPUI;

6-((2-((3S,4S)-3-amuH0-4-propnunepuaus- 1 -un)- 1 H-6en3o[ d [umuaazon- 1 -nin)MeTHIT ) HUKOTHHOHU TPHIT;

(S)-6-((2-(5-amun0-3,3-mudToprumnepuanH- 1 -mn)- 1 H-6er30[ d [umunazon- 1 -ii1)MEeTHIT ) HUKO THHOHUTPILIT;

2-((3R,4R)-3-amuno-4-¢pToprunepuant- 1 -mm)-1-((S-upanonupuanH-2-un)mMeTnin)-6-grop-1H-
oen3o[d]umuaazon-4-kapOOHUTPILT;

6-((2-((3R,4R)-3-amuHO-4-PTOoprIMNIepuIuH- 1 -11)-6-(TprdTopMeToKcH)- 1 H-6en30[d Jumumazon-1-
WJT)METHIT ) HOHKOTHHOHUTPLT;

6-((2-((3R,4R)-3-amuHO-4-PTOoprMniepuuH- 1 -11)-5-(TprdTropmerokcn)- 1 H-6en3o[d Jumumazon-1-
WJT)METHIT ) HOHKOTHHOHUTPLT,

6-((2-((3R,4R)-3-amuHO-4-pTOoprMniepuuH- 1 -11)-6-dTop-5-(TpHd TopMe i) - | H-6en30[ d Jumunazon-1-
WJT)METHIT) HUKOTHHOHUTPUIT;

6-((2-((3R,4R)-3-amuno-4-propnunepunus-1-mm)-5-prop-6-(tpudropmerin)- 1 H-6enzo[d [umunazon-1-
WJT)METHIT) HHIKOTHHOHUTPUIT;

6-((2-((3aS,7aR)-rekcarunpo- 1 H-uppoino[2,3-c Jmupunus-6(2H)-un)-1 H-6en3o[d Jumunazon-1-
WJT)METHIT) HUIKOTHHOHUTPUI;

6-((2-((3a8S,7aS)-rexcaruapo- 1 H-nmupposo| 2,3-cnupuaun-6(2H)-wn)- 1 H-6en3zo[d [umunazon-1-
WJT)METHIT ) HHKOTHHOHUTPLIT;

6-((2-((3aS,7aS)-rekcaruapo- 1 H-muppomno[2,3-cJmupunun-6(2H)-nn)- 1 H-6en3o[ d Jumunazon-1-
WJT)METHIT) HOHKOTHHOHUTPLT;

6-((2-((3aS,7aR)-rekcarunpo- 1 H-muppoio| 2,3 -c Jrupuaua-6(2H)-un)- 1 H-6en30[d Jumumazon-1-
WJT)METHIT ) HOHKOTHHOHUTPLT,

(R)-6-((2-(1,6-mnazacrimpo[ 3.5 |JHonan-6-mn)- 1 H-6en3o[ d Jumuaazon- 1 -mir)MeTHII ) HHKOTHHOHU TP,

(S)-6-((2-(1,6-nuazacmupo| 3.5 JHoHaH-6-wm1)- 1 H-6eH30[ d [umuia301- 1 -FI1) ME THIT ) HHKO THHOHU TPILT;

(3R,4R)-1-(1-((5-xnoprnupuanH-2-min)MeTin)-6-(Metuncyiabdonnn)-1 H-6en3o[ d jumunazon-2-mn)-4-
¢droprunepuanH-3-aMuH;

(3R,4R)-1-(1-((5-xnoprnupuanH-2-mn)MeTHin)-5-(Metuncyiabdonnn)-1 H-6en3o[ d jumunazon-2-mn)-4-
¢droprunepuanH-3-aMuH;

2-((3R,4R)-3-amuno0-4-¢pToprunepuans- 1 -mm)-1-((S-xmoprmupumuguH-2-1wi)Metun)-6-¢prop-1H-
6enso[d]umunazon-4-kapOOHUTPUIT;

(3R,4R)-1-(5,7-mudtop-1-((5-bToprmupuaun-2-min)meTmn)- 1 H-6er3o[dJumugazon-2-nm)-4-

-392 -



043189

¢roprunepuaAnH-3-aMuH;

(3R,4R)-1-(4,6-nudrop-1-((5-dpToprupunun-2-mn)mernn)- 1 H-6en3o[ d Jumunazon-2-nm)-4-
(roprimniepuInH-3-aMUH;

(3R,4R)-1-(5,7-mudTop-1-((5-dTopmupumugun-2-mwin)meTin)- 1 H-6er3o[ d Jumunazon-2-mm)-4-
(broprimniepuInH-3-aMUH;

(3R,4R)-1-(4,6-mudTop-1-((5-pTopmupumuauH-2-mwin)meTin)- 1 H-6er3o[ dJumunazon-2-nm)-4-
(dbroprimniepuInH-3-aMuUH;

2-((3R,4S)-3-amuno-4-proprmnepuann- 1 -uin)-6-prop-1-((5-broprmpumuana-2-mn)mernn)- 1 H-
oen3o[d]umuaazon-4-kapOOHUTPILT;

2-((3R,4R)-3-amuno-4-¢pToprunepuant- 1 -mn)-6-¢prop-1-((5-propnupumunun-2-mwn)mernin)- 1 H-
6en3o[d]umuaazon-4-kapOOHUTPILT;

6-((2-((3R,4R)-3-amuno-4-propnunepunun-1-mn)-1H-6en3o[d Jumunazosn-1 -1m)MeTHI ) HHKOTHHOHUTPHIT;

(3R,4S)-1-(1-((5-xnoprupumMuauH-2 -m)MeTin)-6-gprop-1 H-6en30[ d Jumunazon-2-nn)-4-pTopnunepuaut-
3-amuH;

(3R,45)-1-(1-((5-xnmoprmmpumuauH-2-uin)MeTd )-5-gprop- 1 H-6en3o[ d Jumugazon-2-nn)-4-propnumnepuuH-
3-amMuH;

(R)-2-(3-amun0-4,4-mudTopriunepuiui- 1 -m)- 1 -((S-xmoprmupumMu quH-2 - )Me T )- 1 H-
Oen3o[d]uMuIa3z0-6-KapOOHUTPHIT;

(R)-2-(3-amun0-4,4-mudTopriunepuui- 1 -mn)- 1 -((S-xmoprmupumMu quH-2 - )Me T )- 1 H-
Oen3o[d]uMumazon-5-kapOOHUTPUIT;

6-((2-((3R,4R)-3-amuno-4-propnunepuans-1-un)-5,6-1uxiaop-1H-6enzo[d[umunazon-1-
WJT)METHIT) HUIKOTHHOHUTPUI;

TpeT-0yTHi-((3R,4R)-1-(1-((5-uunanomupunus-2-un)MeTnin)-5,6-numetni- | H-6enso[d Jumunazon-2-wmm)-4-
¢droprunepuanH-3-nmin)kapbamar;

(S)-6-((2-(3-amunOTIHIIEpUAMH- | -11)-6-PTOp- 1 H-OeH30[dJuMUIa301- 1 -MIT)METHIT ) HHKOTHHOHUTPUIA TH-
pOXJIOpHUI;

(S)-6-((2-(3-amunomumepuanH- 1 -um)-5-prop-1H-6en30[d |[umuaazon- 1 -un)MeTHIT ) HHKOTUHOHUTPYIIA THI-
pOXJIOpHUI;

6-((2-((3R,4S)-3-amun0-4-pToprunepuaut- 1 -mn)-6-prop-1H-6en3o0[dJumunazon-1-
WJT)METHT ) HHKOTHHOHHUTPHIIA THIPOXJIOPH]T;

6-((2-((3R,4S)-3-amun0-4-pTopnunepuaut- 1 -mn)-5-prop-1H-6en3o0[dJumunazon-1-
WJT)METHIT) HUKOTHHOHUTPHIIA THAPOXIIOPHL;

6-((2-((3R,4R)-3-amun0-4-propnunepuans- 1 -un)-5-¢prop-1H-6en3o[d|umunazon-1-
WJT)METHIT) HUKOTHHOHUTPHIIA THAPOXIIOPHL;

6-((2-((3R,4R)-3-amuno0-4-propnunepuans-1-un)-5-¢prop-1H-6en30[d|umnnazon-1-
WJT)METHIT)HUKOTHHOHUTPHIIA THAPOXIIOPHL;

(S)-2-(3-amunonunepunus-1-mn)-1-((5S-mmanonupuaus-2-un)metnn)- 1 H-6enso[ d Jumunazon-6-
KapOOHUTPHIT;

(S)-2-(3-amuaOoTMNIEpUANH- | -111)- 1 -((5-mIManOTIMpU AH-2 -1 )Me T )- | H-6en30[ d Jumugazon-5-
KapOOHUTPHIT;

2-((3R,4R)-3-amuno-4-proprunepuana- 1 -un)- 1 -((S-unanommpuauH-2-mwi)Metwn )- | H-6en3o[ d Jumugazon-
6-KapOOHUTPUIT;

2-((3R,4R)-3-amuno-4-¢proprunepuant-1-mn)-1-((S-uupanonupunun-2-mun)metnin)- 1 H-6enzo[d Jumnnazon-
5-xapOoHNTpUIT;

(R)-2-(3-amuHO0-4,4-mudropnunepunus- 1 -mn)- 1 -((S-unanonupuaun-2-mwi)merwn)- 1 H-6enso[ d Jumunazon-
6-xapOOHHUTPWIT;

(R)-2-(3-amuHO0-4,4-mudropnunepunus- 1 -mn)- 1 -((S-unanonupuaun-2-mwi)merwn)- 1 H-6enso[d Jumunazon-
5-xapOoOHUTPUIT;

(S)-6-((2-(3-amunomumepuauH- 1 -un)-4,6-muxnop-1 H-6en3o[ d [umugazon- 1 -ur)MeTHIT) HHKOTHHOHUTPHIT,

6-((2-((3R,4R)-3-amuHO-4-hToprMniepuuH- 1 -m)-4,6-muxmnop- 1 H-6en3o[ d Jumunazon-1-
WJT)METHIT ) HOHKO THHOHUTPIT,

6-((2-((3R,4S)-3-amun0-4-dToprunepuauH- 1 -mn)-4,6-nmuxmop- 1 H-6enszo[ d Jumumazon-1-
WJT)METHIT ) HOHKOTHHOHUTPIT;

(R)-6-((2-(3-amun0-4,4-mudTopnunepuaus- 1 -mn)-4,6-guxiop- 1 H-6en3o[ d Jumunazon-1-
WJT)METHIT) HUKOTHHOHUTPUI;

(S)-6-((2-(3-amunoTIMIIEpUAKH- | -11)-4,6- 1 TOp- 1 H-0¢H30[ d |[uMI 123071 | -HIT)METHIT ) HUKO THHOHUTPYLT;

(S)-6-((2-(3-amunoTIHIIEpUAMH- | -11)-5,7-nudTOp-1 H-0¢H30[ d [uMI 123071 | -HIT)METHIT ) HUKO THHOHUTPYLT;

6-((2-((3R,4R)-3-amuno-4-propnunepuaun-1-un)-4,6-nudprop-1H-6en3o[dJumuaazon-1-
WJT)METHIT) HUKOTHHOHUTPUIT;

6-((2-((3R,4R)-3-amuno-4-propnunepuaun-1-un)-5,7-mudprop-1H-6en3o[dJumuaazon-1-
WJT)METHIT ) HHKOTHHOHUTPIT,

6-((2-((3R,4S)-3-amun0-4-pToprunepuaut- 1 -mn)-4,6-mudrop-1H-6en30[dJumunazon-1-
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WJT)METHIT) HUIKOTHHOHUTPUI;

6-((2-((3R,4S)-3-amuno-4-propnunepunus-1-un)-5,7-nudrop-1H-6en30[djumnnazon-1-
WJT)METHIT) HOHKOTHHOHUTPLT,

(R)-6-((2-(3-amuno0-4,4-mudTopnunepuaus- 1 -mn)-5,7-mudTop- 1 H-6en30[ dJumugazon-1-
WJT)METHIT ) HOHKOTHHOHUTPLT,

2-((3R,4S)-3-amuno-4-proprmmnepuans- 1 -un)- 1 -((S-mmanommpuana-2-un )metnn)- | H-6en3o[d Jumuazorn-
6-KapOOHUTPUIT;

2-((3R,4S)-3-amuno-4-proprmmnepuans- 1 -un)- 1 -((S-mmanommpuana-2-un )metnn)- 1 H-6en3o[d Jumuaazorn-
5-xapOoHNTpUIT;

(S)-6-((2-(3-amunoTIHITEpUIHH- | -11)- 1 H-OeH30[ d [uMIIa301- 1 -¥T)ME THIT ) HHKO THHOHU TP AT,

(R)-6-((2-(3-amun0-4,4-nudToprumnepuaus- 1 -mn)-5-gprop-1H-0en3o[d Jumunazon-1-
WT)METHI ) HHKOTUHOHUTPYIIA THIPOXIOPH];

6-((2-((3R,4R)-3-amuno-4-propnunepuaun-1-un)-5,6-mudprop-1H-6en3o[dJumuaazon-1-
WJT)METHIT) HUIKOTHHOHUTPUIT;

6-((2-((3R,4S)-3-amun0-4-pToprunepuaut- 1 -mn)- 1 H-6en3o[ d Jumuazo- 1 -1 )Me THIT ) HHKOTHHOHUTPHIT,

6-((2-((1R,5S)-1-(amuaOMeTHN)-3-a3a0unmkiio[ 3. 1.0rekcan-3-mn)- 1 H-6en3o[ d Jumunazon-1-
WJT)METHIT ) HHKOTHHOHHUTPHIIA THIPOXJIOPH]T;

6-((2-((1S,5R)-1-(amuHOMeTHN)-3-a3a0unmkiro[ 3. 1.0]rekcan-3-mn)- 1 H-6en3o[ d Jumunazon-1-
WJT)METHIT ) HHKOTHHOHHUTPHIIA THIPOXJIOPH]T;

6-((2-((3aR 4R ,6aS)-4-amunorekcaruapouukioneHTal ¢ jmuppoia-2 (1 H)-wmr)-1H-6er3o0[dJumugazon-1-
WT)METHI ) HHKOTUHOHUTPYIIA THIPOXIIOPH];

6-((2-((3a8S,48S,6aR)-4-amunorekcaruaponukionental c [muppon-2( 1 H)-wmn)- 1 H-6en3o[ d Jumuaazon-1-
WT)METHI ) HHKOTUHOHUTPYIIA THIPOXIOPH];

6-((2-((3aR,48S,6aS)-4-amunorekcaruapouukionental c [muppon-2( 1 H)-wmn)-1H-6en3o[d Jumuaazon-1-
WT)METHI ) HHKOTUHOHUTPYIIA THIPOXIIOPH];

6-((2-((3aS,4R,6aR)-4-amunorekcaruapouukionenTal ¢ jmuppoi-2 (1 H)-wr)-1H-6er3o0[dJumugazon-1-
WJT)METWIT ) HHKOTHHOHHUTPHIIA THIPOXJIOPH]T;

(R)-6-((2-(3-(amurOMETHI ) TUppOTIUANH- | -11)- | H-6eH30[ d Jumuna3o:1- 1 -Fi1)METHIT ) HHKOTHHOHUTPHIIA
THIPOXJIOPH/L;

(S)-6-((2-(3-(amuHOMeTHIT ) TUppOTHIUH- 1 -11)- | H-Oer30[ d JuMu1a301- 1 -AIT) METHIT ) HHKOTHHOHUTPHITA
THIPOXJIOPH/L;

6-((2-((3R,4S)-3-amuno-4-propnunepunus-1-mn)-5,6-nuxiop-1H-6enzo[d [umunazon-1-
WT)METHI ) HHKOTUHOHUTPYIIA THIPOXIIOPH];

6-((2-((3R,4S)-3-amuHo-4-propnunepunus- 1 -mn)-5,6-mudrop-1H-6en3o[dJumnnazon-1-
WT)METHI ) HHKOTUHOHUTPYIIA THIPOXIIOPH];

(R)-6-((2-(3-amun0-4,4-nudToprumnepuaus- 1 -un)-5,6-nudtop-1H-6en3o[d Jumunazon-1-
WT)METHI ) HHKOTUHOHUTPYIIA THIPOXIIOPH];

(R)-1-(1-((5-xnmopmmpuaun-2-un)metnn)- | H-6en3o[d Jumugazon-2-mn)-4,4-mud TopnunepuanH-3 -aMuHa
THIPOXJIOPHL;

(3R,45)-1-(1-((5-xnmoprmupuana-2-un)Metwn )- | H-6en3o[ d [umunazon-2-nn)-4-proprumnepuant-3-aMuHa
THIPOXJIOPH/L;

(R)-6-((2-(3-amun0-4,4-mudTopnunepuaus- 1 -mn)-4,6-qudrop- 1 H-6en30[ dJumugazon-1-
WT)METHI ) HHKOTUHOHUTPYIIA THIPOXIIOPH];

(R)-6-((2-(3-amun0-4,4-nudToprumnepuaus- 1 -mn)-6-prop-1 H-0en3o[ d Jumunazon-1-
WJT)METHIT) HUIKOTHHOHUTPUIT;

(R)-6-((2-(3-amnH0-4,4-mudropnunepuus- 1 -ui)-4-(tpudropmernin)-1 H-6enszo[d Jumunazon-1-
WJT)METHIT) HUKOTHHOHUTPUIT;

6-((2-((3R,4R)-3-amuno-4-propnunepuans- 1 -un)-4-(tpudropmermn)-1 H-6en3o[d Jumnnazon-1-
WJT)METHIT ) HHKOTHHOHUTPLT,

6-((2-((3R,4S)-3-amun0-4-pToprunepuaut- 1 -mn)-4-(tpudropmerin)- 1 H-6enszo[ d Jumumazon-1-
WJT)METHIT) HHKOTHHOHUTPLT;

6-((2-((3R,4R)-3-amuHO-4-hToprMniepuuH- 1 -11)-6-x110p-3 H-nMu1azo[4,5-b [mupunna-3-
WJT)METHIT ) HHKOTHHOHUTPLT

6-((2-((3R,4R)-3-amuHO-4-hToprMniepuuH- 1 -m1)-6-x110p- 1 H-nMunazo[4,5-bmupunnn-1 -
WJT)METHIT) HUKOTHHOHUTPUIT;

6-((2-((3R,4R)-3-amuno-4-propnunepuann-1-umn)-6-xiaop-1 H-umunazo[4,5-bmupunus- 1 -mm)mermn)-N-
(Tper-OyTHI) HHKOTHHAMUL;

6-((2-((3R,4R)-3-amuu0-4-ruapokcununepuuH- 1 -uin)- 1 H-6enzo[d [umunazon-1-
WJT)METHIT) HUKOTHHOHUTPUIT;

6-((2-((35,4S)-3-amMmuH0-4-TUapOoKCUTTHIICpUANH- | -1)- 1 H-6en30[ d [umunazon-1-
WJT)METHIT) HOHKOTHHOHUTPIT,

6-((2-(2,6-mnazactupo| 3.4]okran-6-mn)- 1 H-6en3o[ d JumMu1a30:1- 1 -AIT1) METHIT ) HHKOTHHOHU TP T,
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6-((2-((4aR,7aS)-rekcaruapomnuppoino[ 3,4-b][1,4]okcazun-6(2H)-mn)-1H-6en30[d Jumunazon-1-
WJT)METHIT)HUKOTHHOHUTPHIIA THAPOXIIOPHL;

6-((2-((4aS,7aR)-rekcarugponuppoiio|3,4-b][ 1,4]okcazun-6(2H)-wun)- 1 H-6en3o[dJumunazon-1-
WJT)METHT ) HHKOTHHOHUTPHIIA THIPOXJIOPH]T;

6-((2-((4aR,7aR)-rexcarunponuppoino|3,4-b][ 1,4]oxcaznn-6(2H)-mn)-1H-6en3o[d Jumunazomn-1-
WJT)METHIT ) HHKOTHHOHUTPLT,

6-((2-((4aS,7aS)-rekcaruaponuppodio[3,4-b][ 1,4]okcazun-6(2H)-nn)-1 H-6en30[dJumumazon-1-
WJT)METHIT ) HHKOTHHOHUTPLT,

(S)-3-amuno-1-(1-((5-umanomupuanH-2-mn)metwn)- 1 H-6en3o[d Jumunazon-2-un)nune pugua-3-
KapOOKcaMuI;

(R)-3-amuno-1-(1-((5-unanonupuan-2-min)merun)- 1 H-6en3o[ d Jumunazon-2-un)munepuans-3-
KapOOKcaMuI;

(S)-6-((2-(3-amuu0-3-(TUAPOKCHUMETII ) TTHIICpUIUH- | -11)- 1 H-OeH30[d [umunazon-1-
WJT)METHIT) HUIKOTHHOHUTPUI;

(R)-6-((2-(3-amun0-3-(ruapoxcuMeTIIT ) Tunepuaut- 1 -mn)- 1 H-6en3o[ dJumunazon-1-
WJT)METHIT) HHKOTHHOHUTPIT;

6-((2-((3R,4S)-3-amun0-4-dTop- 1 -munepuauHmn)-6-(Tprud Topmerti)- 1 H-6erzumuaaszon- 1 -um)merwn)-3-
MUPUINHKAPOOHUTPHIT;

6-((2-((3R,4S)-3-amun0-4-dTop- 1 -munepuauHmn)-5-(Tpud ropmerti)- 1 H-6erzumuaaszon- 1 -um)merun)-3-
MUPUINHKAPOOHUTPHIT;

6-((2-((3R)-3-amuno-4,4-nudrop- 1 -nunepuaunmn)-6-(rpupropmerni)- 1 H-6enznmunason- 1 -um)mernn)-3-
MUPHINHKapOOHUTPHI;

6-((2-((3R)-3-amuno-4,4-nudrop- 1 -munepuaunmn)-5-(rpudpropmernin)- 1 H-6enznmunazon- 1 -um)mernn)-3-
MUPHINHKapOOHUTPHI;

6-((2-((3R,4R)-3-amun0-4-dTop- 1 -nunepuaunmn)-S-merun- 1 H-6enznmugazon- 1 -mm)merni)-3-
MUPUINHKAPOOHUTPHIT;

6-((2-((3R,4R)-3-amuHO-4-hTOp- | -MTunepuauHmI)-6-MeTHI- | H-6eH3nmuaa3on- 1 -nim)mernn)-3-
MUPUINHKAPOOHUTPHIT;

6-((2-((3R,4R)-3-amuHO-4-(hTOpP- | -MTUNIEpUIANHIIT)-6-XJ10p-5-MeThII- | H-6eH3uMuia3zo- 1 -um)metwn)-3-
MTUPUINHKAPOOHUTPHIT;

6-((2-((3R,4R)-3-amuHO-4-(hTOp- | -MTUNIEpUIANHIIT)-5-XJ10p-6-MeTHII- | H-OeH3uMu1a3o- 1 -um)mMetwn)-3-
MUPHINHKApOOHUTPHIT;

6-((2-((3R,4R)-3-amun0-4-(Top- 1 -munepuaunun)-6-prop-5-mMetni- 1 H-6enzumunazon-1-mr)merun)-3-
MUPHIMHKapOOHUTPHI;

6-((2-((3R,4R)-3-amun0-4-(Top- 1 -munepuaunun)-5-prop-6-mMeTri- 1 H-6enzumunazon-1-mr)mern)-3-
MUPHINHKapOOHUTPHI;

6-((2-((3 S)-3-(meTnnamuno)- 1 -nunepuaunmn)- 1 H-6en3uMunnazon- 1 -nmir)MeTn)-3 -mupuIuHKapOOHU TP,

6-((2-((3R)-3-(meTunamuHO)- | -munepuauamI)- 1 H-6eH3umMuaa3on- 1 -mn)Me T ) -3 -mupuInHKapOOHU TP,

6-((2-((3R,4R)-3-amuHO-4-(hTOp- | -MunepuauamI)-6-(mud ropmerokcn)- 1 H-6eH3ummmazon- 1 -mn)meTun)-3-
MTUPUINHKAPOOHUTPHIT;

6-((2-((3R,4R)-3-amuHO-4-(hTOp- | -MunepuauamI)-S-(mud ropmerokcn)- 1 H-6eH3ummmazon- 1 -mn)meTun)-3-
MTUPUINHKAPOOHUTPHIT;

6-((2-((3R,4R)-3-amuno-4-drop-1-nmunepuaunmn)-4-meroxcu- 1 H-6enzumunazon- 1 -ua)mern)-3-
MUPHINHKapOOHUTPHI;

6-((2-((3R,4R)-3-amun0-4-dTop- 1 -nunepuaunmn)-4-metun- 1 H-6ensnmu nazon- 1 -mm)merni)-3-
MUPHUINHKapOOHUTPHI;

5-((2-((3R,4S)-3-amuno-4-drop-1 -nmunepuaunun)-6-(tpupropmernin)- 1 H-6enzumunazon- 1 -um)mernn)-2-
NHMpa3HHKapOOKCaMHULI,;

5-((2-((3R,4S)-3-amun0-4-dTop- 1 -munepuauHmI)-5-(Tprud Topmerti)- 1 H-6eazumuaaszon- 1 -um)mernn)-2-
Upa3suHKapOOKCaMuI;

6-((2-((3R,4R)-3-amuHO-4-(hTOp- | -MTUNepuanHII)-6-XJ10p-5-(TprdTOpMeTOKCH )- | H-OeH3MMmITa30m-1 -
WIT)METHN)-3-IMPUAUHKAPOOHUTPILT;

6-((2-((3R,4R)-3-amuHO-4-(hTOp- | -MTUNepuanHII)-5-XJ10p-6-(TpudTOpMeTOKCH )- | H-OeH3MMmImazon-1-
WIT)METHIN)-3-IMPUAUHKAPOOHUTPILT;

6-((2-((3R,4R)-3-amuno-4-drop-1-munepuaunmn)-6-xiaop-5-(tpudropmerun)-1 H-6enzumunazon-1-
WJT)METHI)-3-TIMPUANHKApOOHUTPUIT;

6-((2-((3R,4R)-3-amuno-4-drop-1-munepuaunmn)-5-xiao0p-6-(tpudropmerun)-1 H-6ensumunazon-1-
WJT)METHI)-3-TIMPUANHKApOOHUTPUIT;

6-((2-((5R)-1,7-nnazacnimpo[4.5]nexkan-7-mn)-1 H-6en3nmMunazon- 1 -mnr)MeTun)-3 -MUpUAMHKapOOHUTPHIL, 6-
((2-((5S)-1,7-nuazactimpo[4.5]nexkan-7-nn)-1 H-6eH3uMunazon- 1 -nmir)Me T )-3-mupu IMHKapOOHUTPHIT;

6-((2-((6R)-1,8-mnazacrupo[ 5.5 yaaekan-8-wmn)- 1 H-6eH3umunazo- 1 -vn)Me T )-3 -MupuInHKapOOHUTP T,

6-((2-((65S)-1,8-gmazactmpo| 5.5 Jyanekan-8-un)- 1 H-0eH3uMu1a301- 1 -iim) MeTHI ) -3 -TTUPUANHKAPOOHU TP,
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6-((2-((4aR,8aR)-rexcarunpo-2H-mupuno[4,3-b][ 1,4 ]okcasun-6(5SH)-un)- 1 H-6enznmunazon- 1 -um)mernn)-
3-nIMpUIMHKAPOOHUTPHI

6-((2-((4aS,8aS)-rekcaruapo-2H-mupuno[4,3-b][ 1,4]okcazun-6(5H)-mn)- 1 H-6en3umugazon- 1 -uim)mMeTnn)-
3-MUpUAMHKAPOOHUTPUIT;

5-((2-((3R,4R)-3-amuHO-4-hTOp- | -MTunepuauamI)-5,6-1rudTop- 1 H-6eH3umuaaszon- 1 -mn)merun)-2-
Upa3suHKapOOKCaMuI;

5-((2-((3R,4R)-3-amuHO-4-(hTOp- | -MunepuauamI)-6-(TpudTopmernin)- | H-6enznmuaazon- 1 -um)mernin)-2-
Upa3suHKapOOKCaMuI;

6-((2-((5R)-1,7-gnazactimpo[4.5]nekan-7-mn)- 1 H-6en3nMunazon- 1 -ni)MeTun)-3 -mupuAMHKAPOOHU TP,

6-((2-((5S)-1,7-nnazacnupo[4.5|nexan-7-un)-1 H-0eH3umMunazon- 1 -ni)MeTun)-3 -mupuAMHKApOOHU TP,

6-((2-((3R)-3-amuno-4,4-nmudrop- 1 -nunepuaunmn)-5-merokcu- 1 H-6enznmunazon- 1 -umm)metnn)-3-
MUPHIMHKapOOHUTPHIT;

6-((2-((3R)-3-amuno-4,4-nmudrop- 1 -nunepuaunmn)-6-merokcu- 1 H-6enznmunazon- 1 -um)mernn)-3-
NUPHIMHKapOOHUTPHIT;

6-((2-((35)-3-(MeTnmamMuHO )- | -munepu A )-6-(TpudTOpMeTII)- | H-6eH3nMuUmazon-1-

WJT)METHN)-3-MIMPUIUHKAPOOHUTPHIT;

6-((2-((35)-3-(MeTnmamMuHO)- | -munepuaunHII)-5-(Tpud TopMeTIUT)- | H-6eH3umMuaazon- 1 -mr)mern)-3-
MUPHINHKAPOOHUTPHIT;

6-((2-((35S)-3-amuHO-3 -MeTwIII- | -umniepuuHmN) - | H-6eH3nMuna3on- 1 -uim)MeTnn)-3 -mupuIHHKapOOHUTPHIT;

(S)-6-((2-(3-amuHoTIHIIEpUAHH- | -1 )-6-MeToKcH- 1 H-6en30[ d Jumunazos- 1 -iim) MeTrIT ) HHKOTHHOHU TP Y-
2,2,2-Tpudropanerar;

(S)-6-((2-(3-amunHOTIHITEpUAMH- | -11)-5-MeTokcH- 1 H-6eH30[d JuMuaa3071- 1 -1i1)METHIT ) HUKO THHOHU TPHJI-
2,2,2-tpudropanerar;

6-((2-((3R,4R)-3-amuno-4-propnunepuant- 1 -un)-4-xaop-6-drop-1H-6en3o[dJumunazon-1-
WJT)METHI ) HUIKOTHHOHUTPII-2,2,2-TpudTOpalnerar;

6-((2-((3R,4R)-3-amuHO-4-hTOoprIMTniepuInuH- | -11)-5-MeTokcu- 1 H-6en30[d[umunazon-1-
WJT)METWIT)HOHKOTHHOHHUTPHIIA THIPOXJIOPH]T;

6-((2-((3R,4R)-3-amuHO-4-(hTOprIMTnIepuIuH- | -11)-6-MeToKCcH- | H-6en30[d[umunazon-1-
WJT)METHIT)HHKOTHHOHHUTPHIIA THIPOXJIOPH]T;

6-((2-((3R,4S)-3-amun0-4-pToprunepuaut- 1 -mn)-6-metokcu- 1 H-6en3o[dJumumazon-1-
WJT)METHIT ) HHKOTHHOHHUTPHIIA THIPOXJIOPH]T;

6-((2-((3R,4S)-3-amuno-4-propnunepunus-1-mi)-5-merokcu-1 H-6en3o[ dJumunazon-1-
WJT)METHIT) HUKOTHHOHUTPHIIA THAPOXIIOPHL;

2-((3R,4S)-3-amun0-4-pTopnunepuanH- 1 -min)-1-((S-xaopmupuMuanH-2-m)MeTun )-6-gprop-1H-
oen3o[d]umuaazon-4-kapOOHUTPILT;

(R)-2-(3-amuHO0-4,4-mudropnunepunus- 1 -un)- 1-((5-xnopnupumuinH-2 - )MeTrin)-5-prop-1H-
6en3o[d]uMuaa30-7-KapOOHUTPILT;

(R)-2-(3-amun0-4,4-mudTopriunepuin- 1 -mn)- 1 -((S-xmoprmupuMu guH-2 -1 )Me T )-6-¢prop-1 H-
6en3o[d]umunazon-4-kapOOHUTPUIT;

6-((2-((3R,4R)-3-amuHO-4-THAPOKCUTTHTICPUANH- | -1 )-6-X710p- 1 H-6eH30[ d [umMugazon-1-
WJT)METHIT ) HOHKOTHHOHUTPIT,

6-((2-((3R,4S)-3-amMmuHO0-4-TUApOKCHTTATIEPU AN H- | -11)-6-x510p- 1 H-6eH30[d JuMumazon-1-
WJT)METHIT) HUKOTHHOHUTPUIT;

(R)-4-((2-(3-amnHO0-4,4-mudroprnnepuus- 1 -1m)- 1 H-6enzo[ d Jumunazon- 1 -um)MeTnin) O H30HUTPHIT,

JUTUAPOXIIOPUA 4-((2-((3R,4R)-3-amun0-4-ruapoxcununepuant-1 -mn)-1H-0enszo[dJumunazon-1-
wn)Metwn)oenzonntpuna ¢ 4-((2-((3S,4S)-3-amuno0-4-ruapokcununepuus- 1 -ui)- 1 H-6enzo[ d [umunazon-1-
wn)MeTn)oenzonnTpuiioM (1:1);

4-((2-((3R,4R)-3-amun0-4-¢pTOp- 1 -TIMinepuauamN)-5,7-1u¢Top-1 H-6en3nmunazon-1-
WJT)METHIT)OCH30OHUTPHIT,

4-((2-((3R,4R)-3-amuHO0-4-(rop- 1 -munepununmn)-4,6-nudrop- 1 H-6eH3nmunazon-1-
WJT)METHIT)OCH30OHUTPHIT,

2-((3R,4R)-3-amuno0-4-pTop- 1 -munepuauamn)- 1 -(4-nranodensmn)- 1 H-6ersnmuma3on-6-kapOoHUTP U,

2-((3R,4R)-3-amun0-4-pTop- 1 -mumepuauamn)- 1 -(4-nranodensmn)- 1 H-6ensumuga3on-5-kapOoHUTp U,

2-((3R)-3-amun0-4,4-mudTop- 1 -munepuauam)- 1 -(4-1mmano6en3nn)- | H-6eH3nMuna3on-6-kapOOHUTPIIT;

2-((3R)-3-amunH0-4,4-nudrop- 1 -munepuamamn)- 1 -(4-uuanooensmn)- | H-6eH3uMuaa3omi-5-kapOoHUTPILT;

(R)-4-((2-(3-amuHonmnepuans-1 -mn)-1H-6en3o[ d Jumunazon-1-mm)MeTHT ) 0EH30HUTPHIT;

4-((2-((3R,4R)-3-amuno-4-meTnnmunepuanH- 1 -mi)-1H-6en3o[ d |[umnaazon- 1 -nir)Me T ) OeH30HU TP,

4-((2-(3-(amrHOMETII)-3-METHIITUPPOIUIUH- | -1101)- 1 H-0eH30[ d JuMunazomn- 1 -um)MeTnir)0OeH30HUTPHIT;

4-((2-((3S,4R)-3-amun0-4-pennnmupponunus- 1 -un)- 1 H-6enzo[ d[umunazon- 1 -ua)MeTiin) OCH30HUTPHIT |
4-((2-((3R,4S)-3-amuno0-4-pernnmupposnuant- 1 -un)- 1 H-6enso[ d Jumunazon- 1 -um)MeTHT ) OEH30HUTPHIT;

(S)-4-((2-(3-amunoTHppOIHAKH- | -11)- 1 H-6eH30[ d JuMuna3om- 1 -1r)MeTHIT) OEH30HU TP,

(S)-4-((2-(3-amunommumepuanH- 1 -un)- 1 H-6en3o[d [umuaazon- 1 -mn)MeTriT) 06 H30HUTPHIT,
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4-((2-(6-amuH0-2-a3acnupo[4.4|HoHaH-2-11)-1 H-6en30[ d JumMnaazon- 1 -nin)Me T ) OeH30HUTPHIT;

4-((2-(4-amunorekcarunpornukionental c jmuppoin-2(1H)-mwr)- 1 H-6en3o[d Jumunazon-1-
WJT)METHIT)OCH30OHUTPHIT,

4-((2-((3S,4S)-3-amun0-4-pToprunepuaun- 1 -mn)- 1 H-6en3o[ d Jumunazon- 1 -um)Me T ) O H30HUTPUIT,

4-((2-((3S,4R)-3-amunO-4-pToprimniepuuH- 1 -m)- 1 H-6er3o[ d Jumunazon- 1 -uim)Me T ) OEH30HU TP,

4-((2-((3R,45)-3-amunO-4-pToprimniepuuH- 1 -m)- 1 H-6er3o[ d Jumunazon- 1 -uim)MeTriT ) OEH30HUTPHIT;

4-((2-((3R,4R)-3-amuHO0-4-proprmnepunut- 1 -nn)- 1 H-6en3o[ d Jumunazon- 1 -um)Me T ) 0e H30HU TPHIT,

(R)-4-((2-(3-(amunoMeTnN)-3-pToprmpponuan- 1 -ni)- 1 H-6en3o[d [umuaazon- 1 -mr)MeTT) 06 H30HUTPHIT-
2,2,2-Tpudropanerar;

(S)-4-((2-(3-(amunOMeTHIT)-3-pTOprMppoMANH- 1 -1i)-1 H-6en30[ d JumMunazon- 1 -nir)MeTHIT ) OEH30HU TP UII-
2,2,2-tpudropanerar;

(R)-4-((2-(3-(amuHOMETII)-3-TUAPOKCUTTUPPOTHINH- | -11)- | H-6en3o0[d [umunazon-1-
WJT)METHIT)0CH30HUTPUII-2,2,2-TprudTOpaIieTaT;

(S)-4-((2-(3-(amuHOMETHIT)-3 -THIPOKCHITUPPOIHIUH- | -1i1)- 1 H-0en3o[ d [umunazon-1-
WT)METH)0SH30HUTPHI-2,2,2-TpU(TOpaIeTar;

(S)-4-((2-(3-(amuHOMeTHIT)TUppOTHIUH- | -11)- 1 H-6er30[ d [uMuna301- 1 -um)MeTri ) O H30HU TP,

(R)-4-((2-(3-(amurOMeTHN )P pOTUANH- | -11)- | H-6eH30[ d Jumunazo- 1 -vir)MeTrIT) OE H30HU TP,

4-((2-((3S,4S)-3-amun0-4-MeTrnmIUTIepUIH- | -11) - | H-6eH30[ d Jumumaso:1- 1 -rim)MeTrIT ) OEH30HU TPHLIT-
2,2,2-tpudroparerart;

4-((2-((3S,4R)-3-amuHO-4-MeTmiIATIEpUINH- | -101)- | H-6eH30[ d J[uMumazom- 1 -vur)MeTHIT) OCH30OHUTPHIT-
2,2,2-Tpudropanerar;

4-((2-((3R,4S)-3-amuno0-4-MeTmmunepuaut- 1 -mn)-1 H-6enso[ d Jumunazon-1-mm)MeTrniT ) 0eH30HUTPHII-
2,2,2-tpudropanerar;

4-((2-((1S,5R)-1-(amunOMeTHN)-3-a3a0umukio| 3.1.0rexcan-3-mn)- 1 H-6en30[ d Jumunazon-1-
WJT)METHIT)0EH30HUTPUI;

4-((2-((1R,55)-1-(amurOMeTHI )-3-a3a0ummKIio[ 3. 1.0 rekcan-3-mn)- 1 H-6en3o[ d Jumunazon-1-
WJT)METHIT)OCH30OHUTPHIT,

(R)-4-((2-(3-amunonumepuans- 1 -ui)-6-metokcu- 1 H-6en3o[d Jumumazon- 1 -vr)MeTHIT) OEH30HUTPILT;

(R)-4-((2-(3-amunonmmepuans- 1 -ui)-5-metokcu- 1 H-6en3o[ d Jumuaazon- 1 -vr)MeTHIT) OEH30HUTPILT;

(2-((3R,4R)-3-amunO-4-(hTopriuniepuanH- 1 -w)- 1 -((S-xmoprmupumMuuH-2 -mn)metin)- 1 H-
6en3o[d]uMunazon-6-kapOOHUTPUIT;

(3R,4R)-4-dprop-1-(1-((5-propmupumunnn-2-un)merui)- 1 H-6enzo[d[umunazon-2-uin)nunepuani-3-aMuH;

(3R,4R)-4-dprop-1-(1-((5-propnupuaun-2-un)mernin)- 1 H-6en3o[ d|uMnaazon-2-ni)nunepuus-3-aMuH;

2-((3R,4R)-3-amuno-4-¢pToprunepuann- 1 -mm)-1-((5-propnupuann-2-mn)merun)- 1 H-6enso[ d Jumunazon-
6-xapOOHUTPWIT;

2-((3R,4R)-3-amuno0-4-¢proprunepuann- 1 -nm)-1-((5-¢propnupuann-2-mn)merun)- 1 H-6enso[ d Jumunazon-
5-xapOoHNTPUI;

(3R,4R)-1-(1-((5-6pommupumuarH-2-un)metnn)- | H-6en3o[d Jumumgazon-2-mn)-4-proprnunepuant-3-aMuH;

(3R,4R)-4-dbTop-1-(1-((5-(TpudTopMmeTmn)mupumMuIuH-2 -1 )MeTwn)- | H-6enso[ d Jumunazon-2-
W) TATIEPUINH-3 -aM U H;

(3R,4R)-4-dbrTop-1-(1-((5-meTokcumupumuanH-2-un)metnn)- | H-6en3o[ d Jumugazon-2-wn) munepuanH-3 -
aMUH;

(3R,4R)-1-(1-((5-xnoprnupumuaus-2-un)metnn)- 1 H-6enso[dJumunazon-2-un)-4-pTopnunepuanH-3-aMuH;

2-((3R,4R)-3-amuno-4-¢proprunepuann- 1 -mm)-1-((5-propnupumuaun-2-uwia)mermn)-1 H-
6en3o[d]uMuIa30a-6-KapOOHUTPILT;

2-((3R,4R)-3-amuno-4-¢proprunepuaun- 1 -nm)-1-((5-propnupumuaun-2-uwia)mermn)-1H-
6en3o[d]uMuIa301-5-KapOOHUTPILT;

2-((3R,4R)-3-amuno0-4-¢pToprunepuant- 1 -mn)-1-((S-npanonupuMuanH-2-mr)mern)- 1 H-
Oen3o[d]umumazon-5-kapOOHUTPUIT;

2-((3R,4R)-3-amuno0-4-proprunepuana- 1 -un)- 1 -((S-xmoprmupumuaua-2-uin )metnn )- 1 H-
6en3o[d]uMumazon-5-kapOOHUTPUIT;

2-((3R,4R)-3-amuno0-4-proprumnepuawns- 1 -un)-1-((S-6pommupumunH-2-mn)metn)- 1 H-
Oen3o[d]uMumazon-6-kapOOHUTPUIT;

2-((3R,4R)-3-amuno0-4-proprunepuana- 1 -un)- 1 -((S-6poMmupumunH-2-wn)metn)- 1 H-
6en3o[d]uMuIa301-5-KapOOHUTPILT;

5-((2-((3R,4R)-3-amuno0-4-propnunepuant- 1 -mn)-1 H-6enzo[d Jumunazon-1-mm)MeTni) nupasua-2-
KapOOHHUTPHUIT;

2-((3R,4S)-3-amun0-4-¢pTopnunepuanH- 1 -mn)-1-((S-xnopnupumuauH-2-mwir)merun)-1 H-
6en3o[d]uMuIa301-6-KapOOHUTPILT;

2-((3R,4S)-3-amun0-4-¢pTopnunepuant- 1 -mn)-1-((S-xnopnupumuauH-2-mwir)merun)-1 H-
6en3o[d]umunazon-5-kapOOHUTPUIT;

(3R,4R)-3-amuno0-1-(1-((5-xmoprmpuMuanH-2-wn)MeThi)-6-grop- 1 H-6en3o[ d Jumunazomn-2-
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W) TANEPUINH-4-0IT;

(3R,4R)-3-amuHO-1-(1-((5-xm0prupuMuanH-2-un)MeTn)-5-prop-1H-6enszo[d Jumunazon-2-
W) TATIEPUTAH-4-01T;

6-((2-((3R,4R)-3-amMuHO-4-THAPOKCUTTHTICPUAHH- | -1 )-6-pTOp- 1 H-6eH30[ d[umuazon-1-
WJT)METHIT) HOHKOTHHOHUTPLT,

6-((2-((3R,4R)-3-amuHO-4-THAPOKCUTTHIIEPUANH- | -11)-5-pTOp- 1 H-6eH30[ d[umuazon-1-
WJT)METHIT ) HHKOTHHOHUTPLT,

(S)-1-(1-((5-xmopriupuauH-2-un)metnn)- | H-6en3o[ d Jumunazon-2-win)nmuneprunH-3-aMuH;

(S)-5-((2-(3-amunonUIIe pUAKH- | -11)- 1 H-6eH30[ d [uMu1a3011- | -F1T) ME THIT ) TUKOTHHOHU TP,

(3R,4R)-1-(1-((5-xnoprnupuanH-2-mn)Mmerun)- 1 H-6enzo[d[umunazon-2-ui)-4-gropnunepuans-3-aMuHa
THIPOXJIOPH;

(R)-6-((2-(3-amun0-4,4-nudToprunepuaus- 1 -mn)- 1 H-6en3o[ d [umunazon- 1 -vi1) Me THIT ) HIKOTHHOHUTPHIIA
THPOXJIOPH;

2-((3R,4R)-3-amuno0-4-proprunepuann- 1 -mm)-1-((S-xnopmupuana-2-min)merun)- 1 H-6enzo[ d Jumunazon-
6-KapOOHHUTPHIIA THIPOXIOPHT;

2-((3R,4R)-3-amuno-4-proprunepuaua- 1 -mn)- 1 -((S-xnopmupuaun-2-un)metnn)- | H-6en3o[ d Jumugazon-
S5-kapOOHHUTpPHUIIA TUAPOXIIOPHUI;

(3R,4R)-1-(1-((R)-1-(5-xnmoprmupuaua-2-wmi)31tun)- | H-6en3o[d [umuaazon-2-mi)-4-proprnunepunana-3 -
aMHHAa THIPOXJIOPH],

(3R,4R)-1-(1-((S)-1-(5-xmopriupunun-2-un)3tin)- 1 H-6en3o[ d jumunazomn-2-wmn)-4-propnunepuaua-3-
aMHHa THIPOXJIOPH];

(3R,4R)-1-(1-((R)-1-(5-xn0oprupunun-2-m1)3tiin)-5,6-mudrop-1 H-6en3o[ d jJumunazon-2-nm)-4-
¢droprunepuaAnH-3-aMHHA THIPOXIOPHULL;

(3R,4R)-1-(1-((S)-1-(5-xmoprupuaun-2-1i)a1trin)-5,6-mudrop- 1 H-6enzo[d Jumunazon-2-mm)-4-
¢roprunepuaAnH-3-aMHHA THIPOXIOPHLL;

(3R,4R)-1-(5-xmop-1-((R)-1-(5-xnopmupuaua-2-mn)atwn)- | H-6en3o[d Jumunazon-2-nm)-4-
(dbroprmniepuInH-3-aMUHA THIPOXIOPHU]T;

(3R,4R)-1-(5-xmop-1-((S)-1-(5-xnopmupuaua-2-wmn)31tun)- | H-6en3o[d Jumuaazon-2-mm)-4-
(dbroprimniepuIuH-3-aMUHA THIPOXIOPH]T;

(3R,4R)-1-(6-xmop-1-((R)-1-(5-xnopmupuaua-2-mn)atn)- | H-6en3o[d Jumunazon-2-nm)-4-
(droprimniepuIuH-3-aMUHA THIPOXIOPHU]T;

(3R,4R)-1-(6-xmop-1-((S)-1-(5-xnopmmpuans-2-nmn)atmn)-1 H-6enso[d Jumunazon-2-wmm)-4-
¢droprunepuaAnH-3-aMHHA THIPOXIOPHL;

2-((3R,4R)-3-amuno-4-¢proprunepuaun- 1 -nm)-1-((R)-1-(5-nmmanonupuaus-2 -um)stun)- 1 H-
6en3o[d]uMuniazon-6-kapOOHUTPHIA THAPOXIIOPHU;

2-((3R,4R)-3-amuno-4-¢proprunepuaun- 1 -nn)-1-((R)-1-(5-nmmanonupuaus-2-umn)stun)- 1 H-
6en3o[d]uMuniazon-5-kapOOHUTPHIA THAPOXIIOPUL;

2-((3R,4R)-3-amuno-4-proprunepuaus- 1 -mn)-1-((S)-1-(5-mmanonupuana-2-nn)otwn)- 1 H-
6en3o[dJumunazon-6-kapOOHUTPIIIA THAPOXITIOPHT;

2-((3R,4R)-3-amuno-4-proprunepuaun- 1 -mn)-1-((S)-1-(5-mmanonupuana-2-nn)otwn)- 1 H-
6en3o[dJumunazon-5-kapOOHUTPHIIA THAPOXITIOPHT;

(3R,4R)-1-(1-((5-xnopnupuauH-2-mi)MeTHI)-5,6-mudtop- 1 H-6en30[ d Jumunazon-2-wm)-4-
¢droprunepuaAnH-3-aMHHA THIPOXIOPHL;

(3R,4R)-1-(5,6-nudrop-1-((5-dpToprupunun-2-mn)mernn)- 1 H-6en3o[ d Jumunazon-2-nm)-4-
¢roprunepuaAnH-3-aMHHA THIPOXIOPHLL;

(R)-1-(1-((5-xnoprupuaus-2-wa)metnn)-5,7-mudrop-1H-6en3o[ d Jumunazon-2-wmm)-4,4-
mudropnunepuaInH-3-aMuHa THAPOXIIOPHL;

(R)-1-(1-((5-xnoprupunus-2-wn)metnn)-4,6-mudrop-1H-6enzo[ d Jumunazon-2-wmm)-4,4-
T TOPIUTIEPUINH-3 -aMUHA THAPOXIOPHUI;

(R)-1-(2-((3R,4R)-3-amun0-4-pToprunepunun- 1 -mn)- 1 H-6er3o[d Jumugazon-1-un)-2,3-quruapo- 1 H-
WH/JICH-5-KapOOHUTPHIIA THIPOXIIOPH]I,

(S)-1-(2-((3R,4R)-3-amuno0-4-propnunepuann- 1 -mn)- 1 H-6en3o[ d Jumuazon- 1 -nm)-2,3-nuruapo-1H-
WH/JICH-5-KapOOHUTPHIIA THIPOXIIOPH]I,

(R)-5-((2-(3-amun0-4,4-mudToprunepuaut- 1 -wmn)-6-xmop- 1 H-6er3o[ d JumMugazos- 1 -um)MeTnn ) mupa3uH-2 -
KapOOHHUTPHIT;

(R)-5-((2-(3-amunH0-4,4-mupropnunepuine- 1 -1mi)-5-xnop- 1 H-6en3o[ d JumMuazon- 1 -nir)Me T ) mupasun-2 -
KapOOHHUTPHIT;

2-(2-((3R,4R)-3-amuHO0-4-proprmnepuaus- 1 -un)-5,6-mudrop-1H-6en3o[ dJumunazon-1-mr)-N-
M30IIPOTIMIIALICTAMHULT;

2-(2-((3R,4R)-3-amuH0-4-propnunepunus- 1 -mn)-5,6-mudrop-1H-6en3o[d Jumnaazon-1-nn)-1-(azernann-
1-nm)3TaHoH;

2-(2-((3R,4R)-3-amuno-4-propnumnepuann- 1 -un)-5,6-audTop- 1 H-6en30[ d Jumugazon- 1 -mm)-N-(2-
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uuaHonponui)-N-3THlIaleTaMuI;

3-(2-((3R,4R)-3-amuno0-4-proprmnepuaun- 1 -ui)-5,6-mudrop-1H-6enzo[djumunazon-1-mn)-1-
METWIITHPPOTHINH-2 -0H;

3-(2-((3R,4R)-3-amuno-4-proprunepuaud- 1 -un)-5,6-mudrop-1H-6en30[d |Jumumazon-1-mm)-1-
(heHnIMUNepUANH-2-0H;

3-(2-((3R,4R)-3-amuno-4-proprmnepunut- 1 -umn)-5,6-nudrop-1 H-6en30[d Jumunazon- 1 -mr)-1-(4-
XJIOPPEHIIT ) TUPPOITUANH-2-0H;

2-((3R,4R)-3-amuno-4-proprunepuaua- 1 -mn)- 1 -((S-MeTokcumupuMuInH-2 -mn)MeTwn)- 1 H-
6en3o[d]uMniazon-5-kapOOHUTPHIA THAPOXIIOPU;

2-((3R,4R)-3-amuno0-4-¢pToprunepuant- 1 -mn)-1-((S-meTokcumUpUMuARH-2-mr)MeT)- 1 H-
6en3o[d]uMuniazon-6-kapOOHUTPHIA THAPOXIIOPU;

2-((3R,4R)-3-amuno-4-¢proprunepuaun- 1 -nm)-1-((6-(rpudropmerin) mupunus-3 -mn)metrin)- 1 H-
6en30[d]uMniazon-6-kapOOHUTPHIA THAPOXIIOPHU;

2-((3R,4R)-3-amuno0-4-¢proprunepuaun- 1 -nm)-1-((6-(rpud ropmerin) mupunus-3 -mn)metrin)- 1 H-
6en3o[d]umunazon-5-kapOOHUTPHIIA THAPOXITIOPHT;

(S)-3-(2-((3R,4R)-3-amuno0-4-pTopnunepuaus- 1 -mn)-5,6-mudTop- 1 H-6en3o[ d Jumugazon- 1 -um)-1-
METWIITHPPOTHINH-2 -0H;

(R)-3-(2-((3R,4R)-3-amuH0-4-dToprunepuaun- 1 -mn)-5,6-mudrop-1H-6er30[d Jumugazosn-1-um)-1-
METWIIITAPPOTHINH-2 -0H;

(S)-3-(2-((3R,4R)-3-amuno0-4-propnumnepuans- 1 -mn)-5,6-aqudTop- 1 H-6en3o[ d Jumuazon- 1 -nm)-1-(4-
XJIOp(EHIIT) TUPPOSTUINH-2-0H;

(R)-3-(2-((3R,4R)-3-amunHO0-4-pTOpnunepuauH- 1 -mn)-5,6-mudpTop- 1 H-6en30[ d Jumuaaszon-1-mn)-1-(4-
XJIOp(EHIIT) TUPPOSTUINH-2-0H;

2-((3R,4R)-3-amun0-4-¢p10p- 1 -unepuuamN)- 1 -((S-1tmano-2-nmpasuHun)metnn)- | H-6enzumugazon-6-
KapOOHHUTPWIT;

2-((3R,4R)-3-amuno0-4-pTop- 1 -mumepuauamn)- 1 -((S-nnano-2-nmupazuaun )Metwn )- | H-6en3umunazon-5-
KapOOHUTPHIT;

5-((2-((3R,4R)-3-amuHO-4-hTOp- | -MunepuauamI)-4,6-mudTop- 1 H-6eH3umuaaszon- 1 -mn)merun)-2-
MTUPa3UHKAPOOHUTPHIT,

5-((2-((3R,4R)-3-amuHO-4-hTOp- | -MTunepuauamI)-5,7-mudTop- 1 H-6eHzumuaaszon- 1 -mn)merun)-2-
MTUPa3UHKAPOOHUTPHIT,

(3S)-1-(1-((5-dTop-2-nupuanaun)metnin)- 1 H-6enznmnnazon-2-na)N-MeTni-3-munepuIMHaMIH;

(3S)-1-(1-((5-xnop-2-mupuannma)MeTrn)- | H-6en3nmunazon-2-ui)-N-MeThII-3 -unepuIMHAMKH;

6-((1R)-1-(2-((3S)-3-(meTunamuno)- 1 -nunepuannmn)- 1 H-6enzumunazon- 1 -wmm)3tun)-3-
MUPHIMHKapOOHUTPHI;

6-((1S)-1-(2-((3S)-3-(meTunamuno)- | -munepunuamn)- | H-6er3umunazon- 1 -uim) Te)-3-
MUPHIMHKapOOHUTPHIT;

(3R,4R)-1-(1-((5-x10p-2-TUPpUMHATUHILT)METII)-5, 7-mudTop- 1 H-6er3umuazon-2-mm)-4-prop-3-
TMHUIEePUINHAMHAH;

(3R,4R)-1-(1-((5-x10p-2-TpUMUATUHILT)METII)-4,6-mud Top- 1 H-6er3umunazon-2-mm)-4-prop-3-
MHUIEePUINHAMHAH;

(3R,4R)-1-(5,6-mudtop-1-((1-metmn-1H-unmgazon-4-mr)mermn)- 1 H-6erzumuazon-2-mm)-4-prop-3-
MUIePUITNHAMUH;

(3R,4R)-1-(5,6-nudrop-1-(5-xunonuamimernn)- 1 H-6en3umunnazon-2-nmn)-4-¢op-3-nmunepuimHaMiH;

(3R,4R)-1-(5,6-mudtop-1-((1R)-1-(8-xunonmuuwmn)3tmn)- 1 H-6enznmunazon-2-mn)-4-dprop-3-
MUIEePUITNHAMUH;

(3R,4R)-1-(5,6-mudtop-1-((1S)-1-(8-xuHOMMHIT)3TIN)- | H-OeH3uMua3omn-2-wmwn)-4-¢rop-3-
MUIePUITUHAMUH;

(3R,4R)-1-(1-((3-(3-xm0pdenmn)-1,2-okcazon-5-un)metun)-5,6-mudTop- 1 H-6eH3umunazomn-2-wmi)-4-pTop-
3-nunepuIiHAMUH;

(3R,4R)-1-(5,6-mudtop-1-((1-meTmn-1H-unmgazon-7-mr)merwn)- 1 H-6erznmuazon-2-mm)-4-prop-3-
MHUIEePUINHAMHAH;

(3R,4R)-1-(1-(2,6-muxnmopoen3wmn)-5,6-mudTop- 1 H-6eHzumuaazon-2-mn)-4-¢prop-3-nmunepuInHaMuH;

1-(1-azetuauamn)-2-(2-((3S)-3-(MeTunamuHo)- 1 -unepuauam)- | H-6eH3umunazo- 1 -ui)3TaHoH;

6-((1R)-1-(4,6-mudrop-2-((4aR,8aR)-rexcarunpo-2H-mupuno[4,3-b][ 1,4]oxcaznn-6(5SH)-nn)-1H-
06eH3uMHIa30J1- 1 -1iT)3THIT)-3 -TUPUIMTHKapOOHUTPHIT,

6-((1R)-1-(4,6-nudrop-2-((4aS,8aS)-rexcaruapo-2H-mupuno[4,3-b][1,4]okcazun-6(5H)-mn)-1H-
06eH3uMHIa30J1- 1 -1iT)3THIT)-3 -TUPUITHKapOOHUTPHIT,

6-((1S)-1-(4,6-mudrop-2-((4aS,8aS)-rexcarunpo-2H-mupuno[4,3-b][1,4]okcasun-6(5SH)-um)-1H-
O6eH3uMHIa30J1- 1 -1i1)3THIT)-3 -TUPUIMTHKapOOHUTPHIT,

6-((1S)-1-(4,6-mudTop-2-((4aR,8aR)-rekcarunpo-2H-mmupuno[4,3-b][ 1,4]Jokcazun-6(5H)-mm)-1H-
OCH3UMHUIA30J1- | -HIT)ITHIT)-3 -MTUPUTTHKAPOOHUTPHIT;
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6-((1R)-1-(5,7-mudrop-2-((4aR,8aR)-rexcarunpo-2H-mupuno[4,3-b][ 1,4]oxcaznn-6(5SH)-nn)-1H-
O6eH3uMHIa30J1- 1 -1i1)3THIT)-3 -TUPUIMTHKapOOHUTPHIT,

6-((R)-1-(5,7-mudTop-2-((4aS,8aS)-rekcarnapo-2H-mupuo[4,3-b][ 1,4]okcazun-6(5SH)-nn)-1H-
OCH3UMUIA30J1- | -HIT)ITHIT)-3 -TUPHUTUTHKAPOOHUTPHIT;

6-((1S)-1-(5,7-mudTop-2-((4aS,8aS)-rexkcarnapo-2H-mupuno[4,3-b][ 1,4]okcazun-6(5H)-nmn)-1H-
OCH3UMUIA30J1- | -HIT)ITHIT)-3 -TUPUTTHKAPOOHUTPHIT;

6-((1S)-1-(5,7-mudrop-2-((4aR,8aR)-rekcarunpo-2H-mmupuno[4,3-b][ 1,4]Jokcazun-6(5H)-mm)-1H-
OCH3UMHUIA30J1- | -HIT)ITHIT)-3 -TUPUTUTHKAPOOHUTPHIT;

2-(2-((3R,4R)-3-amuH0-4-Pprop-1 -nunepuanHmn)-5,6-mudrop- 1 H-6enznmunazon-1-um)-N-
MeTHIIalleTaMHILI;

2-(2-((3R,4R)-3-amuHO-4-Pprop- 1 -nunepuanaun)-5,6-mudrop-1 H-6ensumunazon- 1 -mn)-1-(4-
MOP(OJIIMHIIT)ITAaHOH;

2-(2-((3R,4R)-3-amuHO-4-Pprop- 1 -nunepuanann)-5,6-mudrop-1 H-6ensumunazon-1-mm)-1-(1-
MUPPOJIHIMHII)3TaHOH;

2-(2-((3R,4R)-3-amuno-4-dpop- 1 -munepuamamn)-5,6-mudTop- 1 H-6en3umunazon- 1 -mm)-N,N-
JMETHIIALETaMU]I;

(2R)-2-(2-((3R,4R)-3-amun0-4-Pprop- 1 -munepuanann)-5,6-qudrop- 1 H-6en3umunazon-1-wmm)-N,N-
JMETHIITIPOIIAHAMHT;

(25)-2-(2-((3R,4R)-3-amuHO-4-(Top- | -munepuanamn)-S5,6-mudrop- 1 H-6en3umunazon-1-um)-N,N-
JUMETHIITIPOIIAHAMHT,

2-(2-((3R,4R)-3-amuHO-4-prop- 1 -munepuanaun)-5,6-mudrop-1 H-6ensumunazon-1-mm)-1-(1-
MUIEPUANHII)9TaHOH;

2-(2-((3R,4R)-3-amuHO-4-Pprop- 1 -nunepuanHun)-5,6-1udrop-1 H-6enznmunazon- 1 -ui)-N-sTunaneramMu;

1-((5-xnop-2-mpumuguamn)mMetin)-2-((3R,4R)-4-dprop-3-(MeTrnamuno)- 1 -nunepuaunamn)-1 H-
6eH3uMHIa30I1-6-KapOOHNUTPUIT;

1-((5-xmop-2-mupumunuaui)metnn)-2-((3R,4R)-4-drop-3-(MeTrnamuno)- | -munepuaramn)- 1 H-
OCH3UMUTA30J1-5 -KapOOHUTPHIT;

2-(2-((3R,4R)-3-amuno-4-drop- 1 -umepuamamn )-6-x10p- 1 H-6er3umunazon-1-wmm)-1-(1-
a3eTUIMHIUT)ITaHOH;

2-(2-((3R,4R)-3-amuno-4-dprop- 1 -umepuamamn )-5-x10p- 1 H-6er3umunazon-1-wmm)-1-(1-
a3eTUIMHIII)ITaHOH;

2-((3R,4S)-3-amun0-4-¢pTop- 1 -nunepuaunmn)- 1 -(2-(1-azernanaun)-2-okcoatn)- 1 H-6enznmunazon-6-
KapOOHHUTPHIT;

2-((3R,4S)-3-amun0-4-¢pTop- 1 -nunepuaunmn)-1-(2-(1-azernanaun)-2-okcoatn)- 1 H-6enznumunazon-5-
KapOOHHUTPHIT;

(3R,4R)-1-(1-((5-xnoprnupumuanH-2-un)metnn)-6-¢prop-1 H-6en3o[d Jumunazon-2-wm)-4-Gropnunepuant-
3-amuH;

(3R,4R)-1-(1-((5-xnopmupuMuauH-2-m1)MeTHI)-5-hTop- 1 H-6eH30[ d Jumunazon-2-wmi)-4-GTopnunepuint-
3-amuH;

(R)-6-((2-(3-amunonunepuans- 1 -mn)- 1 H-6en30[ d [umuna3oi- 1 -uia)Me THIT ) HUKO THHOHUTP T,

(R)-5-((2-(3-amunonunepuans- 1 -un)- 1 H-6en30[ d [umuaa3o1- 1 -uim)Me THIT ) TUKOTMHOHUATPHI-2,2,2 -
TpUQTOpaIeTar;

(R)-1-(1-(uzoxunomun-7-mwimetwn)- | H-6er30[ d [umuazon-2 -1 ) MUnepyuInH- 3 -aMHH;

(R)-1-(1-((1-metmn-1H-nnnazon-7-um)mernn)- 1 H-6enzo[d [ummuaazosn-2-uin)nunepuani-3-aMuH;

6-((R)-1-(2-((S)-3-amunonunepuaus- 1 -mi)-1H-6en30[d |[umMnaazon- 1 -nin)3THII ) HUKOTHHOHUTPUIIA — THIIPO-
XJIOPH];

6-((S)-1-(2-((S)-3-amuuomHIIe praKH- 1 -11)- | H-0eH30[ d [uMIIa3011- 1 -¥T) 3TN HEIKOTHHOHUTPHIIA ~ THIPO-
XJIOPH;

6-((R)-1-(2-((3R,4R)-3-amuno-4-propnunepuaus- 1 -mn)- 1 H-6en3zo[ d Jumugazon-1-
WJT)3THIT) HHKOTHHOHUTPHJIA THIAPOXIIOPHUI;

6-((S)-1-(2-((3R,4R)-3-amuno-4-propnunepuans- 1 -un)-1 H-6en3o[d Jumugazon-1-
V)3 THIT) HHKOTHHOHUTPHJIA THIAPOXIIOPHUI;

6-((R)-1-(2-((S)-3-amunonmmnepuanH- 1 -un)- 1 H-6en3o0[ d Jumunazosn- 1 -wm) mponvn ) HHKOTHHOHUTPUIIA  TH/I-
pOXJIOpHUI;

6-((S)-1-(2-((S)-3-amuuoTHMTIE pUAKH- | -11)- 1 H-0eH30[ d [uMu1a3071- 1 -1T) IPOITHIT ) HUKOTHHOHUTPHUIIA  TH-
poxJopuz;

(3R,4R)-1-(5,6-mudrop-1-((5-dbTopmupumuann-2-min)metun)- 1 H-6en3o[d Jumunazon-2-mm)-4-
¢roprunepuanH-3-aMuH;

3-(1-(2-((3R,4R)-3-amuno-4-propnunepunus- 1 -mm)-5,6-mudprop-1H-6en3o[d jumnnazon-1-
WJT)3THIT)OCH30HUTPUIT;

(3R,4R)-1-(5,6-mudTop-1-((5-dTopmupumuauH-2-mwin)meTin)- 1 H-6er3o[ d Jumunazon-2-nm)-4-
(broprmniepuInH-3-aMuUH;
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(3R,4S)-1-(5,6-mudTop-1-((5-propmupuaun-2-min)mermn)- 1 H-6en3o[d Jumunazon-2-mm)-4-
(bropnunepuIUH-3-aMuH;

(3R,45)-4-drop-1-(1-((5-proprmupumuauH-2-wm1)Me T )-6-(TpudTopMmeTI)- | H-6er30[ d JumMugazon-2-
W) TATIEPUINH-3 -aM U H;

(3R,45)-4-drop-1-(1-((5-pToprmupumuuH-2-mi1)Me T )-5-(TpudTopmeTiun)- 1 H-6er3o[d Jumugazon-2-
W) TATIEPUINH-3 -aM U H;

(R)-1-(5,6-mudptop-1-((5-propmmpuaun-2-wn)metwn)- | H-6enzo[d Jumunazon-2-nn)-4,4-
TG TOPIUTICPUINH-3 -aMHH;

2-(2-((3R,4S)-3-amun0-4-propnunepuaun- 1 -ui)-6-(tpudropmern)-1 H-6enzo[d jumugazon-1-wm)-1-
(azetuauH-1-un)stan-1-ox;

2-(2-((3R,4S)-3-amun0-4-proprmnepuaun- 1 -ui)-5-(tpudropmerun)-1 H-6enzo[d jumugazon-1-wm)-1-
(azetuauH-1-un)stan-1-ox;

2-(2-((3R,4R)-3-amuH0-4-propnnnepunus- 1 -mn)-5,6-mudrop- 1 H-6en3o[d Jumnaazon-1-nn)-1-(2,2-
JTUMETUIIUPPOIUINH- 1 -1n)aTan-1-0H;

6-((2-((3R,4S)-3-amMmuHO-4-TUAPOKCHITATIEPUINH- | -11)-6-pTOp-1 H-6eH30[d |[umumazon-1-
WJT)METHIT ) HHKO THHOHUTPLT;

6-((2-((3R,4S)-3-amMmuHO0-4-TUApOKCHITATIEPUINH- | -11)-5-pTOp-1 H-6en30[d Jumumazon-1-
WJT)METHIT ) HOHKOTHHOHUTPIT,

4-((R)-1-(2-((S)-3-amunonumepuana- 1 -un)- 1 H-6en3o[d Jumugazon- 1 -mn)aTiin)OEH30HUTPIIIA — THAPOXIIO-

pun;

4-((S)-1-(2-((S)-3-amuuonunepuauH- 1 -mi)- 1 H-6en3o[d [umuaazon-1-uia)aTnin)0OeH30HUTpHIA  THAPOXJIIO-
pun;

(S)-4-((2-(3-amunoTHIIEpUIHH- | -11)- | H-6eH30[ d [uMuna3on- 1 -mm)metin)-3-pTopOCH3OHUTpIIIA  THIPO-
XJIOPH;

(S)-1-(1-(4-xnop6enznn)-1H-6en30[ d JuMuaazon-2-min)nunepuini-3-aMuHa THAPOXIIOPHL,;
4-((R)-1-(2-((3R,4S)-3-amun0-4-pToprunepunus- 1 -mn)- 1 H-6er3o[ dJumMunazor- 1 -uim)3Trin ) 0e H30HUTPHITA

THIPOXJIOPH/L;

4-((S)-1-(2-((3R,4S)-3-amuno0-4-pTopnumnepuant- 1 -mn)- | H-6en30[ d [umugazon- 1 -nin) 3 TriT) 06 H30HUTPHITA
THIPOXJIOPH/L;

4-((R)-1-(2-((3R,4R)-3-amun0-4-pTopriuniepuanH- 1 -mn)- 1 H-6er3o[ d Jumumazosn- 1 -uim) 3T ) 0eH30HUTpHIIA
THIPOXJIOPH/L;

4-((S)-1-(2-((3R,4R)-3-amun0-4-pToprunepunud- 1 -wn)- 1 H-6en30[ d Jumuaazo:1- 1 -mn)3 T ) OeH30HUTpHIIa
THIPOXJIOPH;

(S)-4-((2-(3-amunonunepunun- 1 -mn)-1H-6en3o[ d Jumunazon- 1 -mm)MeTnin)-3-xJI10pOCH30HUTPUIA  THAPO-
XJIOPH;

(3R,4R)-1-(1-((1R)-1-(2,4-nuxnopdenmn)stun)-5,6-mudrop-1 H-6ensumnaazon-2-nn)-4-prop-3-
MHUINEPUINHAMUH;

(BR,4R)-1-(1-((15)-1-(2,4-muxnopdennn)aTmn)-5,6-mudtop- 1 H-6enznmuaazon-2-mm)-4-prop-3-
MHUMEPUINHAMUH;

(3R,4R)-1-(1-((1R)-1-(2-xmopdennn)atun)-5,6-mudrop- 1 H-6en3nmuaazon-2-nmn)-4-prop-3-
MHUMEPUINHAMUH;

(3R,4R)-1-(1-((1S5)-1-(2-xnopdenmn)aTin)-5,6-mudtop- 1 H-6erzumunazon-2-mm)-4-prop-3-
MUINEPUINHAMUH;

(3R,4R)-1-(1-((1R)-1-(3-xnopdenun)atnn)-5,6-mudrop-1H-6ensumunnazon-2-nn)-4-prop-3-
MUINEPUINHAMUH;

(3R,4R)-1-(1-((1S)-1-(3-xn0phennn)atun)-5,6-muprop-1 H-6en3nmunazon-2-mmn)-4-prop-3-
MUINEPUINHAMUH;

(3R,4R)-1-(1-((1R)-1-(2,5-auxnopdenmn)stun)-5,6-mudrop-1 H-6ensumunazon-2-mn)-4-prop-3-
NHIEPUANHAMUH;

(BR,4R)-1-(1-((15)-1-(2,5-muxmopdennn)atmn)-5,6-mudtop- 1 H-6enznmuaazon-2-wm)-4-prop-3-
NHIEPUANHAMUH;

(3R,4R)-1-(1-((1R)-1-(2,4-mudropdhennn)atnn)-5,6-mudrop- 1 H-6eHznmuaazon-2-mn)-4-dprop-3-
NHIEPUANHAMUH;

(BR,4R)-1-(1-((15)-1-(2,4-mudTopdenmn)aTun)-5,6-mudTop- 1 H-6en3ummnazon-2-wmm)-4-prop-3-
MHUINEPUINHAMUH;

(3R,4R)-1-(1-((1R)-1-(3,4-nuxnopdenun)stun)-5,6-mudrop-1 H-6ensumunaazon-2-mn)-4-prop-3-
MHUINEPUINHAMUH;

(3R,4R)-1-(1-((1S)-1-(3,4-nuxnopdennn)atnn)-5,6-mudrop- 1 H-6ensumunazon-2-mn)-4-prop-3-
MHUINEPUINHAMUH;

(3R,4R)-1-(1-((1R)-1-(2,5-mupropdenun)atun)-5,6-mudrop-1 H-6enzumunazon-2-uin)-4-drop-3-
NHUIEPHANHAMUH;

(BR,4R)-1-(1-((15)-1-(2,5-mudTopdenwmn)atun)-5,6-mudTop- 1 H-6en3ummnazon-2-wmi)-4-¢prop-3-
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MHUINEPUINHAMUH;

(3R,4R)-1-(5,6-nudrop-1-((1R)-1-(4-(TpudTopmernn)pennn)atn)- 1 H-6enznmunazon-2-um)-4-gprop-3-
NHIEPUANHAMUH;

(3R,4R)-1-(5,6-mudtop-1-((1R)-1-(4-(Tpudropmerokcu)perrn)atun)- | H-6en3umunazon-2-wmin)-4-gTop-3-
NHUIEPUANHAMUH;

(3R,4R)-1-(1-(5-xmop-2-(Tpudropmerokcn)den3mn)-5,6-audTop- 1 H-6en3umunazon-2-wmm)-4-prop-3-
NHUIEPUANHAMUH;

(3R,4R)-1-(5,6-mudTop-1-(4-(1H-1,2,4-tprazon-1-mm)oen3mn)- 1 H-6enzumuaazon-2-mm)-4-dprop-3-
MHUINEPUINHAMUH;

2-((2-((3R,4R)-3-amun0-4-¢pTOp- 1 -TinepuauamN)-5,6-1u¢pTop- 1 H-6eH3nmunazon-1 -mm)mernin)-5-
XJIOPOCH30HUTPUIT;

(3R,4R)-1-(1-(2,4-muxnopbenzmin)-5,6-nu¢rop- 1 H-6en3nmunazomn-2-mn)-4-GTop-3-nunepuInHaMuH;

4-((2-((3R,4R)-3-amun0-4-¢pTOp- 1 -inepuauamN)-5,6-1u¢Top- 1 H-6eH3nmunazon-1 -mm)mernin)-3-
(mudropmeToKCcH)OCH30HUTPHIT;

(3R,4R)-1-(1-(2,5-muxnop6en3wmn)-5,6-mudTop- 1 H-6eHzumuaazon-2-mn)-4-¢prop-3-nmunepuInHaMuH;

(3R,4R)-1-(1-(4-(1,1-mudTopaTIn)6en3un)-5,6-mudtop- 1 H-6er3umunazon-2-mm)-4-prop-3-
NHIEPUANHAMUH;

4-((2-((3R,4R)-3-amuHO0-4-prOp- 1 -munepuannmn)-5,6-nudrop- 1 H-6eH3umMugazon- 1 -um)metnn)-2-
METHWIOCH30HUTPHIT;

4-((2-((3R,4R)-3-amuHO-4-prOp- 1 -munepuannmn)-5,6-nudrop- 1 H-6eH3umugazon- 1 -uim)metnn)-2-
XJIOpOCH30HUTPUIT;

2-((2-((3R,4R)-3-amun0-4-¢pTOp- 1 -TuinepuauamN)-5,6-1upTop- 1 H-6eH3nmunaszon-1 -mm)mernin)-4-
XJIOpOCH30HUTPUIT;

(3R,4R)-1-(1-(2-(mucropmeTokcn)oen3mn)-5,6-audTop- 1 H-6enznmunazon-2-umn)-4-prop-3-
MHUINEPUINHAMUH;

(3R,4R)-1-(1-(3-xmop-4-bropOen3mn)-5,6-nudrop- 1 H-6eH3umunazon-2-un)-4-prop-3 -nunepugiHaMuH;

(3R,4R)-1-(1-(4-xmop-2-MeTOoKCHOCH3MN)-5,6-1udTOp- 1 H-6eH3umunazomn-2-mm)-4-prop-3-
NHIEPUANHAMUH;

(3R,4R)-1-(1-(2,4-mudTopOensmn)-5,6-nudrop- 1 H-6en3nmunazon-2-nmn)-4-prop-3-nunepuimHaMuH;

(3R,4R)-1-(5,6-mudTop-1-(2-(TprcTropmerin)oen3nn)- 1 H-6enznmuaazon-2-mm)-4-prop-3-
NHUIEPUANHAMUH;

2-((2-((3R,4R)-3-amun0-4-¢pTOp- 1 -uinepuauam)-5,6-1udTop-1 H-6en3nmunazon-1-
WJT)METHIT)0EH30HUTPUI;

(3R,4R)-1-(1-(2-x10p6en3mn)-5,6-1udTop-1H-0eH3nmunazon-2-mn)-4-prop-3-nunepuInHaMuH;

(3R,4R)-1-(1-(2-xn10p-4-pTOopOen3mn)-5,6-mudrop-1H-6en3umnnazon-2-nin)-4-rop-3-nunepuinHaMus;

(3R,4R)-1-(5,6-nudrop-1-(4-dprop-2-(rpucTopmerrin)oensmin)- 1 H-6ensumunazon-2-nm)-4-drop-3-
MUINEPUINHAMUH;

(3R,4R)-1-(1-(3,4-mudTopObensmn)-5,6-nudrop- 1 H-6en3nmunazon-2-nmn)-4-prop-3-nunepuimHaMuH;

(3R,4R)-1-(1-(4-xmop-2-hTopOen3mn)-5,6-nudrop- 1 H-6en3umunazon-2-un)-4-grop-3 -nunepugnHaMuH;

(3R,4R)-1-(1-(3,4-muxnop6en3wmn)-5,6-mudTop- 1 H-6eHzumuaazon-2-mn)-4-¢prop-3-nmunepuIiHaMuH;

(3R,4R)-1-(1-(4-xmop-3-hropben3mn)-5,6-nudrop- 1 H-6eH3umunazon-2-un)-4-grop-3 -nunepugnHaMuH;

(3R,4R)-1-(5,6-mudTop-1-(4-(TprcTopmetin)oen3un)- 1 H-6enznmuaazon-2-mm)-4-dprop-3-
MHUINEPUINHAMUH;

(3R,4R)-1-(5,6-nudrop-1-(4-(tpudropmerokcn)oensmn)- 1 H-6enzumunazon-2-un)-4-drop-3-
MHUINEPUINHAMUH;

(3R,4R)-1-(1-(4-(mudropmeTrn)oeH3mN)-5,6-mudTop- 1 H-6eH3uMu na30:1-2-mi)-4-prop-3-
MHUINEPUINHAMUH;

(3R,4R)-1-(5,6-nudrop-1-(3-(tpudropmerokcn)oensmn)- 1 H-6enzumunazon-2-un)-4-drop-3-
NHIEPUANHAMUH;

(3R,4R)-1-(5,6-mudTop-1-(3-(TprcTopmernin)oen3un)- 1 H-6enznmuaazon-2-mm)-4-dprop-3-
NHIEPUANHAMUH;

3-((2-((3R,4R)-3-amuHO-4-hTOp- | -MunepuauHmI)-5,6-1udTop- 1 H-6eHzumugazon-1-
WJT)METHIT)OCH30OHUTPHIT,

(3R,4R)-1-(1-(3-xmop6en3mn)-5,6-nudrop- 1 H-6enznmuaazon-2-nin)-4-prop-3-nurnepumHaMuH;

(S)-1-(1-(4-dpTopbenznn)-1H-6en3o[ dJuMniazon-2-nin)nunepuiuH-3 -aMuH;

(S)-1-(1-(4-(1,2,4-oxcanuazosn-3-m1)oen3mn)- 1 H-6enso[d Jumunazon-2-mn) nmunepuns-3-aMuH;

(R)-1-(1-(4-(metuncynbponmn)oensun)- 1 H-6enzo[d[umunazon-2-ui)nunepuinH-3-aMuH;

(R)-1-(1-(4-(1H-1,2,4-tpnazon-1-mn)oensnn)- 1 H-6en3o[d [ummaazon-2-mwn)nunepuani-3 -aMuH;

(R)-2-((2-(3-amuHonMnepuann-1-mn)-1H-6en3o[ d Jumunaszon-1-mim)MeTHT )06 H30HUTPHIT;

(R)-1-(1-(2,6-muxnopbensun)- 1 H-6en3o[ d [umunazosn-2-uin) munepuanH-3-aMuH;

(R)-1-(1-(2-xnop6en3min)-1 H-6en3o[ d JuMua301-2 -1 ) MUIEpUANH-3-aMUH;

(R)-1-(1-(4-(TpudTopmeTmn)densmn)- 1 H-6en3o[ d Jumunazon-2-un ) murnepuanH-3-aMuH;
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(R)-1-(1-(4-(rpudpropmerokcu )oensnin)-1 H-6en3o[ d JuMnaazon-2-nin)nunepuint-3 -aMuH;

(R)-1-(1-(4-xnop6en3mn)-1 H-6en3o[ d Jumuaa3oi-2-uia) munepuinH-3-aMuH;

(R)-1-(1-(3-xnop6en3mi)-1 H-6en3o[ d JuMua30.1-2 -1 ) MAIEPUAHH-3-aMUH;

(R)-1-(1-(4-(1,1-mupropatrn)6ensmn)- 1 H-6en3o[d |Jumuaazon-2 -mn)munepuanH-3 -aMuH;

(R)-2-(4-((2-(3-amunonumepuaus- 1 -un)- 1 H-6en30[ d [umugazon- 1 -um)mernin ) penmn)-2-
METHIIIPONaHHUTPHIL;

(R)-1-(1-(4-(mudropmeTmn)oen3mn)- 1 H-6en3o[ d Jumunazomn-2-wn) munepuanH-3-aMuH;

(R)-4-((2-(3-amunonunepuans- 1 -mn)- 1 H-6en30[ d [umugazon- 1 -nm)metni)-N-Me THIIOS H3aMUT,

(R)-4-((2-(3-amunonunepuans-1-mn)-1H-6en3o[d Jumunazoan-1-mm)mernin)-3-gropOoeH30HUTPIIT;

(R)-2-(4-((2-(3-amunomuniepuauH- 1 -mn)-1 H-6en30[ d Jumunazon- 1 -1 )MeTHIT ) (peHOKCH ) allC TOHU TPILT;

(R)-4-((2-(3-amunonunepuans-1-mn)-1H-6en3o[dumunaszon-1-mm)merni)-N,N-
JTUMETHIIIOCH30JICYTb()OHAMUT;

(R)-1-(1-(4-metmnoensmn)- 1 H-6en30[ d JuMuaa301-2-m1) MUnepuinH-3-aMUH;

(R)-1-(1-(4-dpropbensmn)-1H-6en30[d[umuaazon-2-un)nunepuanH-3-aMuH;

(R)-1-(1-((1-metnn-1H-urnazon-7-wn)metwin)- 1 H-6en3o[ d [umMunazon-2 -un ) murepuina-3 -aMyH;

(R)-1-(1-(2,4-mudpTopoen3min)- 1 H-6en3o[ d[umMunazoi-2 -ui ) murepuina-3 -aMuH;

(R)-1-(1-(3,4-mudpTopden3min)- 1 H-6en3o[ d[umMunazoi-2 -ui ) murepuinH-3 -aMuH;

(R)-1-(1-(4-x10p-3-pTopoen3mn)- 1 H-6er3o[ d | uMuaazo.1-2 -ui ) MAIEepUIHH-3 -aMUH;

(R)-1-(1-((3-(3-xmopdenmn)uzokcazon-S-un)mernn)- | H-6en3o[ d [umugazon-2-win)munepuinH-3-aMuH;

(R)-1-(1-(3-xn0p-4-meToxcubensun)- 1 H-6en3o[ d [umugazon-2-mn) munepuanH-3-aMuH;

(R)-4-((2-(3-amuHonunepuans-1 -mn)-1H-6en3o[d Jumunazon-1-mm)MeTni)-3-xJI10pOSH30HUTPHIT;

(R)-1-(1-(2,4-muxnop6ensun)- 1 H-6en3o[ d [umunazosn-2-win) munepuanH-3-aMuH;

(R)-4-((2-(3-amuHonmMnepuans-1-mn)-1H-6en3o[d Jumunazon-1 -mm)MeTni)-3-MeTOKCHOCH30HU TP,

(R)-2-((2-(3-amuHonunepuans-1 -mn)-1H-6en3o[d Jumunazon-1-mm)MeTni)-5-xI10pOSH30HUTPHIT;

4-((R)-1-(2-((R)-3-amuHonmmnepuaun- 1 -mm)-1 H-6enzo[ d Jumunazon- 1 -1i)9THi1) 0EH30HUTPHIT,

4-(1-(2-((S)-3-amunonuniepuuH- 1 -mn)- 1 H-6er30[ d Jumu a3 0:1- 1 -1i1)3 1 ) O H30 HU TP,

(R)-3-((2-(3-amunonunepuans- 1 -mn)- 1 H-6en30[ d [umunazo- 1 -um)MeTra) O H30HU TP,

4-((2-((3R,45)-3-amunO-4-(hTopriumniepu - 1 -mr)-6-x510p- 1 H-6eH30[ dJ]uMumazon-1-
WT)METHIT )OS H30HUTPHIIA THAPOXIIOPHUT,

(S)-4-((2-(3-amunoTIHIIEpUAHH- | -1 )-6-MeToKCcH- 1 H-Oen30[d Jumunazomn-1-uim)MeTmn)0OeH30HUTpHIa  THII-
POXJIOPHL;

4-((2-((3R,4S)-3-amun0-4-pTopnunepuanH- 1 -min)-6-merokcu- 1 H-6enzo[d Jumuazon-1-
WJT)METHIT)0EH30HUTPUI;

(S)-4-((2-(3-amunonMNIEpUIUH- | -111)-5-MeToKcu-3H-uMnazo[4,5-b [nupuaun-3-mr)MeTvin) OCH30HU TPHIIA
THPOXJIOPH;

(R)-4-((2-(3-amuHO-4,4-mudpropnunepuius- 1 -1)-6-x110p- 1 H-6en30[ d Jumunazon-1-
WJT)METHIT)0EH30HUTPUIT;

(R)-4-((2-(3-amun0-4,4-mudToprunepuaut- 1 -mn)-6-metokcu- 1 H-6en3o[d Jumumazon-1-
WJT)METHIT)OCH3OHUTPHIT,

(R)-4-((2-(3-amuno0-4,4-mudTopnunepuant- 1 -mn)-4-xmop- 1 H-6en3o[ d Jumunazon-1-
WJT)METHIT)OCH3OHUTPHIT,

4-((2-((3R,4R)-3-amuHO-4-proprmniepuans- 1 -ni)-4-xmop-1 H-6en3o[d Jumugazon-1-
WJT)METHIT)0EH30HUTPUIT;

4-((2-((3R,4S)-3-amuno0-4-propnunepuant- 1 -un)-4-xaop- 1 H-6enzo[d Jumunazon-1-
WJT)METHIT)0EH30HUTPUI;

(R)-4-((2-(3-amunH0-4,4-nudropnunepuaus- 1 -ui)-4-metokcu- 1 H-6enso[d Jumunazon-1-
WJT)METHIT)0EH30HUTPUIT;

4-((2-((3R,4R)-3-amuno-4-¢proprunepuant- 1 -nmn)-4-meroxcu- 1 H-6enzo[ d [umunazon-1-
WT)METHIT)OCH30OHUTPHIT,

4-((2-((3R,4R)-3-amuH0-4-proprunepuan- 1 -wn)- 1 H-umunazo[4,5-c jmupuaun-1 -
WJT)METHIT)OCH3OHUTPHIT,

4-((2-((3R,4R)-3-amuH0-4-proprunepuau- 1 -un)-3H-umunazo[4,5-c jmupuaua-3-
WJT)METHIT)OCH30OHUTPHIT,

4-((2-((3R,4R)-3-amuHO-4-(pTOp- 1 -MuItepuaAnHMIN ) -6-3ToKCH- | H-6eH3umumazon-1-
WJT)METHIT)0EH30HUTPUI;

4-((2-((3R,4S)-3-amun0-4-propnunepuant-1-un)-1 H-umunazo[4,5-blnupuan- 1 -nir)Me T ) 0eH30HU TPIT;

4-((2-((3R)-3-amun0-4,4-nudT0p- 1 -unepuarHmN)-6-¢hTOp- 1 H-6e H3nMI1a30:1- 1 -1i1)METHIT ) 0EH30HUTPHII;

4-((2-((3R,4R)-3-amuno-4-¢pToprunepuant-1-nmn)-1 H-umnnazo[4,5-bnupuaun-1-
WJT)METHIT)0EH30HUTPUI;

(S)-4-((2-(3-amunonunepuuH- 1 -11)-4-x710p- 1 H-6en30[ d |[uMnazon- 1 -mr)Metnn) OeH30HUTpHIIA 2,2,2-
TpUQTOpaIeTar;

(S)-4-((2-(3-amunonumepuauH- 1 -un)-3 H-umunazo[4,5-b [mupuauH-3-un)MeTHI ) OSH30HUTPUIA  THIPOXJIO-
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pu;

4-((2-((3R,4R)-3-amun0-4-¢pToprunepuant- 1 -mn)-6-xaop-1 H-6enzo[d [umunazon-1-
WJT)METHIT )OS H30HUTPHIIA THAPOXIIOPHUT,

(S)-4-((2-(3-amunomHIIepUAKH- | -1)-6-x710p- 1 H-6eH30[d ][uMuga3071- | -MIT)METHIT) OEH3OHUTPHIT,

(S)-4-((2-(3-amunomHIIepuaHH- | -1)-5-x710p- 1 H-6eH30[d [uMuga301- | -HIT)METHIT) OEH3OHUTPHIT,

(R)-1-(2-((S)-3-amunonumnepuaus- 1 -uin)- 1 H-6en3o[ d Jumunazon-1-wmn)-2,3-quruapo- 1 H-ungen-5-
KapOOHUTPHIT;

(S)-1-(2-((S)-3-amurOonMNIepuIrH- 1 -11)- 1 H-6eH30[ d Jumunazomn-1-wn)-2,3-auruapo- 1 H-unnen-5-
KapOOHHUTPHIT;

(3R,4R)-4-prop-1-(1-((5-merokcunupuaun-2-mwin)merun)- 1 H-6enso[dJumugazon-2-um)munepuaus-3-
aAMUH;

1-(2-(2-((3R,4R)-3-amun0-4-pToprunepuant- 1 -mn)-5,6-audrop-1H-6enzo[d Jumunazon-1-
WJT)alleTHIT)a3e TUANH-3-KapOOHUTPHIT,

2-(2-((3R,4R)-3-amuH0-4-proprunepuaus- 1 -uin)-5,6-mudrop- 1 H-6en3o[dJumnaazon-1-nm)-1-(3-(tper-
OyTOKCH)a3eTUIHH- | -ui)3TaH-1-0H;

2-(2-((3R,4R)-3-amuno-4-propnumnepuaus- 1 -mn)-5,6-mudTop- 1 H-6en30[ d Jumuaazon-1-um)-1-(3,3-
I TOpa3eTUIUH- | -HIT)3TaHOH;

2-(2-((3R,4R)-3-amuno-4-propnumnepuana- 1 -un)-5,6-audTop- 1 H-6en30[d Jumugazon- 1 -mm)-1-(3-
M30TIPOITMIIA3eTHANH- | -FIJT)3TaHOH;

2-(2-((3R,4R)-3-amuno-4-propnumnepuans- 1 -mn)-5,6-qudTop- 1 H-6en30[ d Jumuazon- 1 -um)-1-(6,6-
mudrop-2-azactupo|3.3|renTaH-2-1i1)3TaHOH;

2-(2-((3R,4R)-3-amuHO-4-proprunepuaus- 1 -un)-5,6-mudrop-1H-6en3o[dJumunazon-1-mn)-1-(7-okca-2-
azacriupo|3.5|HOHaH-2-NIT)3TaHOH;

(R)-6-((2-(4,4-mudprop-3 -(MeTHIaMUHO )TUIIEpUIHH- | -11)-6-pTop-1 H-0en30[dJumunazon-1-
WJT)METHIT) HUIKOTHHOHUTPUI;

(R)-6-((2-(4,4-mudrop-3-((2-ruapoKCHITUAN ) aMHHO )THTIEpUANH- | -1 )-6-pTop-1 H-6eH30[d[umMuazon-1-
WJT)METHIT ) HOHKOTHHOHUTPLT;

(S)-6-((2-(3-amunommumepuanH- 1 -un)- 1 H-6en3o[d |[umuaaszon- 1 -uir)MeTHIT ) HHKOTHHOBASI KUCIIOTA;

(S)-6-((2-(3-amunonumepuauH- 1 -nn)- 1 H-6en30[ d JumMumazon- 1 -1r)MeTHIT) HHKO THHAMHT;

6-((2-((3R,4R)-3-amuHO-4-hToprmniepuuH- 1 -m)- 1 H-6er30[ d Jumumazon- 1 -um)MeTHI ) HHIKOTHHAMUT,

2-(2-((3R,4R)-3-amuno-4-propnumnepuann- 1 -un)-5,6-audTop- 1 H-6en30[d[umuazon-1-nn)ykcycHas  Ku-
CJIOTa;

6-((R)-1-(4,6-mucprop-2-((3R,4R)-4-Pprop-3-(MeTrnamuno )munepuaus- 1 -nin)-1H-6en3o[dJumunazon-1-
WJT)3THIT)HUKOTHHOHUTPUIT;

6-((S)-1-(4,6-mudTop-2-((3R,4R)-4-hrop-3-(MeTrnamuno )tunepuanH- 1 -m)-1 H-6en3o[ d jJumunazon-1-
WJT)3THIT)HUKOTHHOHUTPUIT;

6-((R)-1-(5,7-mucprop-2-((3R,4R)-4-Pprop-3-(MeTrnamuno )munepuaus- 1 -nn)-1H-6en3o[d Jumunazon-1-
V)3 THIT) HHKOTHHOHUTPHIT U

6-((S)-1-(5,7-mudprop-2-((3R,4R)-4-dbTop-3-(MeTmnamuno )unepuans- 1 -un)- 1 H-6en3o[d Jumugazon-1-
WJT)3THIT) HHKOTHHOHU TP,

13. CoenuHenune, BRIOpaHHOE M3 TPYIIITHI, BKIIOYAOIEH:

6-((2-((3R,4S)-3-amun0-4-pToprunepuauH- 1 -mn)-6-xmop- 1 H-6enszo[ d Jumumazosn-1-
WJT)METHIT) HUIKOTHHOHUTPUI;

2-((3R,4R)-3-amuno0-4-¢pToprunepuann- 1 -mm)-1-((S-xnoprmupumMuuH-2-mwi)mMetnn)-6-¢prop-1H-
oen3o[d]umuaazon-4-kapOOHUTPILT;

(3R,4R)-1-(4,6-nudtop-1-((5-dbToprmupumuaun-2-min)metun)- 1 H-6en3o[d Jumunazon-2-mm)-4-
¢droprunepuaAnH-3-aMuH;

6-((2-((3R,4R)-3-amuno-4-propnunepunun-1-mn)-1H-6enzo[d Jumunazosn-1 -1m)MeTHIT) ) HIKOTHHOHUTPHIT;

(R)-6-((2-(3-amun0-4,4-mudropnunepuaus- 1 -mn)-4,6-qmudrop- 1 H-6en30[ dJumugazon-1-
WJT)METHT ) HHKOTHHOHHUTPHIIA THIPOXJIOPH]T;

(R)-6-((2-(3-amun0-4,4-mudTopnunepuaus- 1 -mn)-6-gTop- 1 H-6en30[ dJumugazon-1-
WJT)METHIT) HOHKOTHHOHUTPIT,

6-((2-((3R,4R)-3-amuHO-4-hTOp- | -MunepuauHmI)-4-MeTOKCH- | H-OeH3umMuna3o- 1 -mm)mMe T )-3-
MUPUINHKAPOOHUTPHIT;

(2-((3R,4R)-3-amuHO-4-proprmnepuaus- 1 -uin)-1-((5-xnopnupumMuus-2 -mm)metnin)- 1 H-
6en3o[d]uMuIa301-6-KapOOHUTPILT;

(3R,4R)-4-dprop-1-(1-((5-propmupumunnn-2-un)meruin)- 1 H-6enzo[d[umuaazon-2-uin)nunepuani-3-aMuH
u

(3R,4R)-1-(1-((5-xnoprnupumuauH-2-ua)metnn)-6-¢prop-1 H-6en3o[d jumunazon-2-wm)-4-Groprnunepuant-
3-aMuH.

14. Coenunenne no aro6oMy u3 mi. 1-13 B popme dapManeBTHIECKH PUEMIIEMON COJTH.

15. dapmarieBTHYECKasT KOMIIO3HIMS, colepKamas papMareBTHIecKd IpueMIIeMble HaITOTHUTEIb, HOCH-
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TEJIb WJIM BCTIOMOTATEIbHOE BEIECTBO M IO MEHBIIEH Mepe 0JTHO COeTMHEHHE 110 Jro0oMy u3 m.1-14.

16. Cnoco6 nedenus 3ab0aeBaHus WM HapylleHus1, onocpenoBanHoro TRPC6, y miiekomuratomero, npu
3TOM CIoco0 MpeaycMaTpHBAET BBEICHHE MIICKOIUTAIOIIEMY TepaneBTHIECKH 3(P(PEKTUBHOTO KOIMYECTBA IO
MEHBIIIEH Mepe OJHOTO COSAWHEHHS T0 Jr00MYy M3 M. 1-14 wim ero GapManeBTHIECKON COMU WiIu (GapMarieB-
THYECKOI KOMITO3UIIMH Ha UX OCHOBE.

17. Cnoco6 moxynupoBanust aktuBHOCTH TRPC6 y MilekomuTaromero, mpu 3TOM CIocod mpeaycMaTprBa-
€T BBEJICHHE MIICKONUTAIONIEMY HEKOTOPOTO KOJIMYECTBA IO MEHBINEH Mepe OJJHOTO COSANHEHNS 10 JII0OOMY 13
. 1-14 wnu ero gapManeBTHYECKOH cou WiTu (hapMarieBTUIeCKOH KOMITO3HUIINY Ha UX OCHOBE TSI MOJTYJIUPO-
BaHUs akTuBHOCTH TRPC6 y Mnexkonuratomero.

18. [IpumMeHeHne coequHeHMs 110 Jr000MYy U3 m11.1-14 B KadecTBe JIeKapCTBEHHOTO IpernapaTa.

@ EBpa3suiickasi naTeHTHas opraHusaumsi, EAMB
Poccus, 109012, MockBa, Manblit Yepkacckuii nep., 2
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