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OIIMCAHHUE
Ha3zBanue nzodperenus
HOBBIE TIPOU3BOJHBIE 'ETEPOTPUIIUK/IMYECKOT' O

COEJIUHEHHUA U UX TIPUMEHEHHUE

ObsacTh TEXHUKH

[0001] Hacrosiuee  u3o0OpeTeHHe  OTHOCHTCS K HOBBIM  IIPOH3BOIHBIM
reTEPOTPHUIMKINIECKOrO COEMHEHHS U X TIPUMEHEHHI0, U 00jiee KOHKPETHO, K HOBBIM
NPOM3BOIHBIM TETEPOTPHUIIMKIHYECKOTO COENUHEHHs, OONafatoIuM HHIHOUPYIOIIEHt
akTUBHOCTHIO B oTHOmeHnn EZH1 (enhancer of zeste homolog 1, suxancep romosnora 1
zeste) w/umn EZH2 (enhancer of zeste homolog 2, suxancep romosora 2 zeste), ux
(dapMaleBTUYECKH TMPHEMIIEMbIM COJISIM, WM  (apMalleBTUYECKHM KOMITO3HIIUSIM,

COACPINKAIINUM 3T COCAUHCHUSL.

YpoBeHb TEXHUKH

[0002] Xpomocombl qUHAMHYECKH KOHTPOJHPYIOT PEIUIMKALIMIO WM TPAHCKPUIILIHEO
T'€HOB, U3MEHSISI UX CTPYKTYPhI O0Jiee BBICOKOTO MOPSIIKA MOCPEACTBOM METUIIHPOBAHUS
cocrapmsitomied ux JIHK wim  paznmuyebx  Mopudukaumii  (aUeTUIHMPOBAHUE,
MeTUInpoBanue, pocoprinpoBanne, yOUKBUTHHHPOBAHUE U T.JI.) TUCTOHOB (THICTOHOB
H2A, H2B, H3 u H4).

[0003] Kak mpaBujo, TpUMETHJIMPOBAaHHE JIM3UHA B 4-M MOJOXEHUH OT N-KOHIa
ructona H3 (H3K4me3) npuBomMT K aKTUBALMM TPAHCKPUILMH, TOTHA Kak
TpUMETWINpOBaHHe Jm3uHa B 27-M mnonoxenun (H3K27me3) mnpusomur k
UHrUOMpPOBaHUIO  TpaHckpumuuu.  Ileppoe u  BTOpOE  TPUMETHUIIMPOBAHHE

OCYLIECTBISIFOTCST  KOoMIutekcoMm Trithorax m kommekcom penpeccun Polycomb 2
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(polycomb repressive complex 2, PRC2), coorBercreenno (Cell 2007, 128, 735-745,
Nat. Rev. Cancer 2010, 10, 669-682).

[0004] T'pymma renoB Polycomb Obuta uaeHTH(HIMPOBAHA Kak TPyINa T'eHOB,
KOHTPOJMPYIOLINX ~ 3MOpUOreHe3  Opo30iibl, W OHH  TakXKe  SIBIISTFOTCS
KOHCEPBATUBHBIMU Yy MO3BOHOYHBIX (Nat. Rev. Genet. 2007, 8, 9-22). Y npozodpuist
SHXaHCcep Oejka zeste SIBISETCS KaTAIUTHYECKOW CyOBEIUHHIIECH, OTBETCTBEHHOW 3a
H3K27-merumaposanue PRC2. Kak EZH1 (3uxancep romorora 1 zeste (npozoduna)) u
EZH2 (suxancep romosora 2 zeste (apo3oduiia)) sSBIASIOTCS TOMOJOTaMH HXaHCEpa
zeste nposoduisl y mutekonuratomux (EMBO J. 1997, 16, 3219-3232; Mamm. Genome.
1999, 70, 311-314). [lomenn! ¢epmentratuBHoli aktuBHOCTH (SET-momens) EZH1 u
EZH2 o0nanmaroT BBICOKOH roMmosioruei. Y Joned Wi MBIl CYIIeCTBYeT ABa THIIA
PRC2 (PRC2-EZH1 u PRC2-EZH2), xotoprie conep:xatr EZH1 nnu EZH2 B kauecTse
katanurudeckont cyopenunuunl (Mol. Cell 2008, 32, 491-502; Mol. Cell 2008, 32, 503-
518).

[0005] B xnerkax ES, EZH1 u EZH2 yHKUMOHHPYIOT KOOIMEPATHBHO HIIH
KOMILIEMEHTapHO M y4acTBYIOT B moxpnep:xanuu kinetok ES (Mol. Cell 2008, 32, 491-
502). Kpowme toro, coobmanock, uro EZH1 n EZH2 Tax:ke COBMECTHO BO3IEHCTBYIOT Ha
(dopMHUpOBaHUE U TOANEP)KAHUE BOJIOCSHBIX (DOJUTMKYJIOB WIHM Ha IU(PPEPEHITUPOBKY
KIeTOK Mepkenss, W o0a Takke UrpaloT pelarllyld poJib B  IMOANEPKAHUU
reMOIO3TUYECKIX CTBOJIOBBIX KJeTOK (Genes Dev. 2011, 25, 485-498; EMBO J. 2013,
32, 1990-2000; Blood 2011, 118, 6553-6561; Cell Stem Cell 2012, 11, 649-662; Cell
Stem Cell 2014, 14, 68-80).

[0006] K nHacrosiiiieMy BpeMeHH HAKOMMIIHUCH COOOIIEHHUST O MOBBIIEHHON 3KCIPECCHH
EZH2 npu psine pakoBbix 3a00ieBaHMiA, BKJIIOYas pPaK MPOCTATBHI, PaK TPyAH, pak

JKENyAKa, paK JIETKUX, paK sSIMYHUKOB, PaK MOKENYAOYHOMN JKEJe3bl, paKk MOYKU U pak
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TOJIOBBI M II€H, a TaK)Ke COOOLIANOCh, YTO IUIOXOHW MPOTHO3 MPHU HEKOTOPBIX U3 3THUX
BUJIOB paka KOpPpeJIHpyeT C MoBblleHHON 3kcnpeccueit EZH2 (Nature 2002, 419, 624-
629; Proc. Natl. Acad. Sci. USA 2003, 100, 11606-11611; Asian Pac. J. Cancer Prev.
2012, /3, 3173-3178; Clin, Cancer Res. 2013, 19, 6556-6565; Cancer Cell 2010, 18,
185-197; Hum. Pathol. 2010, 41, 1205-1209; BMC Cancer 2010, 10, 524; Cancer 2012,
118, 2858-2871; Mutat. Res. 2008, 647, 21-29). Tak:ke ecTb COOOIIEHHE, YKA3bIBAIOIIEE
Ha TO, 4TO HOKJIayH EZH2 B KJIE€TOYHBIX JIMHUSX, MOJYYEHHBIX M3 3TUX BHUJOB paka,
uHruoupyer poct kierok ((Nature 2002, 419, 624-629; Oncogene 2009, 28, 843-853).
Kpome Toro, xorna EZH2 cBepxskcnpeccHpyeTcss B HE3JIOKAYECTBEHHBIX KJIETOYHBIX
JVHUSAX 3MUTEIHATBHON CHCTEMBI, TOSBISIFOTCS XapaKkTepHble (DEHOTHIBI paka, TaKkue
KaK MHBA3WBHOCTb WJIM yCHJIEHHas MpoJudeparnusi KIETOK B MATKOW arapru30BaHHOM
cpene (Proc. Natl. Acad. Sci. USA 2003, 100, 11606-11611).

[0007] Coobmanoce, uro mnpu ¢ommukynspuoit gumpome (FL) wmu auddysHoii
aumdome posukyssipHoro nerrpa ¢ donpmumu B-kinerkamu (DLBCL) comartnueckue
MyTaLuu OOHApyKUBAalOTCSA B TUpo3uHe 641, amanuHe 677 u ananune 687 (YO641F,
Y641N, Y641S, Y641H, Y641C, A677G u A687V) EZH2, u 3a Cc4éT 3TUX MyTaluii
¢yukuns EZH2 ycunuBaercs, u, Takum oOpaszom, ypoBeHb Moaudukarmm H3K27me3 B
KJIETKe 3HaUuTEeNbHO yBenuuuBaercs (Nat. Genet. 2010, 42, 181-185; FEBS Lett. 2011,
585, 3011-3014; Proc. Natl. Acad. Sci. USA 2012, 109, 2989-2994; FEBS Lett. 2012,

586 3448-3451). CoenuHenus, KOTOpble  creuu(uuecKd  HHTHOUPYIOT

¢depmeHTaTUBHYIO akTHBHOCTH EZH2, MHrHOUPYIOT, Kak in vitro, Tak u in vivo (Mopuemb
KCEHOTPAHCIUIAHTATAa), POCT JIMHUU PAKOBBIX KJIETOK, MMEIOIINX 3Ty COMATHYECKYIO
myTanmo B EZH2 (Nature 2012, 492, 108-112; Nat. Chem. Biol. 2012, 8, 890-896).

[0008] DOtu daktel npenmosaraioT, 4to HOkmayH EZH2 wnu uHruOupoBaHue ero

(I)epMeHTaTHBHOﬁ AKTUBHOCTH IIOJIC3HO IJIA JICHCHHUA pPaKa, UMCHOLICTO IMOBBIIICHHYIO
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skcnpeccnto EZH2 nnu comarnueckyro myrauuio B EZH2..

[0009] Hecmotps Ha TO, YTO MMEETCS MHOTO 3HAHMI O KJIETOUHOM KaHIEpOTEHEe3e,
uHaynuposaHHoM EZH2, mano 4ro ObLIO CAenaHo Al aHANM3a B3aUMOCBSI3H MEXKAY
EZH1 u xnerounbiM kaHueporeHe3oM. OHAKO HeIaBHO ObUIO OOHAPYIKEHO, YTO o0Inee
uHrubuposanne PRC2 mopasisieT mporpecCHpoBaHHE OCTPOTO MHEJNIOHIHOTO JIeHKO3a
(AML), BeBarHOrO rudpunabM reiom MLL-AF9, Ho unrubuposanusi Tonsko EZH2
HEIOCTaTOYHO Jisi 3Toro monasieHust (Proc. Natl. Acad. Sci. USA 2012, 109, 5028-
5033). Dto o3Havaet, 4yTO ONHOrO ToJbKO MHrHOMpoBanus PRC2-EZH2 nenoctatodno
IUIS1 IOAABJIEHUS] OCTPOTO MUEJIOMTHOTO JIEHKO3a, BBI3BAHHOTO rTHOpUAHBIM reHoM MLL-
AF9, m 4TOo AN 3TOro MOJABJIEHUS HEOOXOAMMO OIHOBPEMEHHOE WHIHOMpOBAaHHE
PRC2-EZH1 u PRC2-EZH2.

[0010] Asrtopsl Hacrosimero u300peTeHHs] MPOBENM WCCIEAOBAHUS COEIUHEHHI
OTMCAHHON BBIIIE KOHLENIUU U B pe3yjbTaTe OOHAPYKUJIM, YTO HOBBIE MPOU3BOIHBIE
reTePOTPULMKINYECKOTO COEIUHEHHsT O00JafaroT HHrUOUpYIOINel aKTHBHOCTBIO B

orHoennu EZH1 w/unu EZH2, uto npuBeno k CO3IaHMI0 HACTOSIIEr0 H300peTeHHUsI.

OIIMCAHHUE

TexHuueckas 3agaua

[0011] Llenbto HacTOSIIErO HM300PETEHUS SIBISETCS CO3MAHHE HOBBIX MPOM3BOIHBIX
reTEPOTPHUIMKINIECKOTO COEMUHEHHsI, OONAMAOINX MPEBOCXOAHON HMHTHOUPYIOMIEHt
aKTUBHOCThIO B oTHOImeHuu EZH1 w/umm EZH2.

[0012] [Ipyroii 1enbl0 HACTOSIIEr0 W300pETEeHHs SIBJIETCS  MPENOCTABICHUE
dapmanieBTHYECKOH  KOMIIO3MIIMH, cofepameli TepamneBTH4ecKu 3P PeKTHBHOE

KOJIMYECTBO YKAa3aHHOI'O COCANHECHUS.
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TexHuueckoe pemenue

[0013] B cooTBercTBMH ¢ BapUaHTOM peaNM3alUH HACTOSIIEro H300peTeHMs,
npeasaraeTcsi COeNWHEHHe, BBIOPAHHOE W3 MPOU3BOAHBIX TE€TEPOTPULIMKINYECKOTO
coenuHeHus crneayromeid @opmynbl 1, ero ¢papManeBTHYECKH MPUEMIIEMAsi COJib, €ro
ONTHYECKUI U30MEP, €ro TUapaT U ero COJIbBAT:

[0014] [Dopmyna 1]

R1
RS H 0 0 L/R2
[0015] R® O RS

[0016] rpe:

[0017] R'mpencrasaser coboii H, ranoren, uuano, Ci.6 ankui, cogepxamuii ot 0 10 3
atomoB rajoreHa, Ci. ankokcu, comepxamuii or O mo 3 aromoB rajoreHa, Css
rukoankui, Ci.e ankunkapoonmwn, Cr.s ankeHwt, Cr.e amkuaui, Cs.¢ IUKIOATKEHU,
apwi, OT 5- 10 6-4JIEHHBbIM apOMAaTHYECKUH TeTepOLMKINII, coaepxkamui or 1 no 3
reTepoaToMOB, HE3aBUCHMO BbIOpaHHBIX M3 rpymmbl, cocrosmed u3 N, O u S B ero
KOJIbLIE, WJTH OT 5- 10 6-4JieHHbIH annpaTHUeCKUi TeTepOLMKINII, coaepxammuil 1 nim 2
reTepoaToMa, He3aBHCHUMO BBIOPAHHBIX M3 Tpymmbl, cocrosimed u3 N, O u S B ero
KOJIbLIE W, COAep Kallluii WUJIU He COAep KalUi HEHACBIIEHHYI0 CBSI3b B YacTH €ro
KOJIBLIA;

[0018] yxaszanubli Cs3.6 UMKJIOAIKWII, YKa3aHHBIA apuii, yKa3aHHbIA OT 5- 1o 6-
YJICHHBI apOMATUYEeCKUN TeTEePOLMKIIWI, Ccopep:kamui oT 1 1o 3 rerepoaTomos,
HE3aBHUCHMO BBIOpaHHBIX W3 Tpynmbl, cocrosimedl m3 N, O u S B ero xomple, Wi
YKa3aHHBIN OT 5- 10 6-uJIeHHbIH anupaTHYECKU reTepOoLUKIN, coaepamui 1 nim 2
reTepoaToMa, HE3aBHCHMO BBIOPAaHHBIX W3 Tpymmbl, cocrosimeil u3 N, O u S B ero

KOJIBIEC U COI[Gp)K&IHPII’I WJIK HE co;:[epxcamnix'l HEHACBIICHHYIO CBA3b B 4aCTU €T0 KOJIbLIA,
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SBJIAETCSl HE3aMEIEHHBIM WM 3aMEIIEHHBIM OT OJHON A0 TPEX IpyMI, HE3aBUCHUMO
BBIOpaHHBIX U3 ['pynmbl A HUXe;

[0019] L mpencrasisier coboii cBsi3b, Ci.¢ ankunes, win okcu(Ci-6)ankuieH,

[0020] R? mpencrasmnsier co6oit H, Ci.¢ ankui, Cs.c IUKIOATKUI, OT 5- [0 6-UNeHHBIH
anuaTudecKuil TeTEepOLUKIII, codepxamuid 1 wim 2 rerepoaromMa, HE3aBHCHMO
BBIOpAaHHBIX M3 Tpymnmbl, coctosmei u3 N, O u S B ero kombLe, apui, oT 5- 1o 6-
YJICHHbI apOMAaTHYECKUI TeTEepOLUKIWI, coAaepxammid oT 1 mo 3 rerepoaroma,
HE3aBUCHUMO BBIOPAHHBIX U3 Tpymibl, cocrosimeit u3 N, O u S B ero KoJsblie, WA OT 5-
10 12-4yeHHbIH OUIUKITMISCKUH TeTepOapuL;

[0021] yxaszanHbIil Cis ankui, ykasaHHbi C3.s UKIOANKUJ, YKa3aHHBIA OT 5- 10 6-
YIEHHbIN ann(aTHUeCKuil TeTepOLUKIINI, YKa3aHHbIM apuj, YKa3aHHbIH OT 5- 1o 6-
YJIEHHBIA apOMAaTUYECKUN TIeTePOLMKIWI, WJIH YyKa3aHHbIM OT S5- A0 12-uyeHHbIH
OULIMKIIMYECKUIT reTepoapu SBISIETCS HE3aMELIEHHBIM I 3aMEINEHHBIM OT OFHOM 10
TpEX rpymIl, He3aBUCUMO BbIOpaHHbIX U3 [ pynmsl C HUXKE,

[0022] R’ mpencrasnser co6oii C. aNKuUI;

[0023] R* mpencrasnser coboii H, ramoren, umu Ci.¢ ankui, conepskamuii ot 0 10 3
aTOMOB TaJIOTeHa,

[0024] R’ npencrasuser coboii Ci-6 ankun unu Ci.6 ATKOKCH,

[0025] RS npencrasuser coboii Ci.6 alKu,;

[0026] I'pymna A mpencrasnsier coboii rajoreH, Ci.c ankui, Ci.¢ QIKOKCH, WK OT 5-
10 O-ujeHHbIH anupaTHUECKUH TeTePOLUKII, comepamuii 1 wim 2 rerepoaToma,
HE3aBHCHMO BBIOPaHHBIX U3 Tpynmnbl, cocrosimeil m3 N, O u S B ero KoJsblLe, MpH 3TOM
ykazaHHbIl Ci ankmi, yka3aHHbIH Ci.¢ aJKOKCH M YKa3aHHBIA OT S5- 10 O-4JIeHHBIN
annpaTHYECKN TeTEPOLMKIIMI SIBISIFOTCA HE3aMEINEHHBIMH MM 3aMEINEHHBIMH OT

OJHOM 10 TPEX TPYyII, HE3aBUCUMO BBIOpaHHBIX U3 I pymnmel B Hinke;
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[0027] T'pymna B mpencrasisier coboti ranoreH, Ci.6 aIKuiI, WIH OT S- 10 O-4JIeHHBIH
anupaTHYECKU TeTepOLUKIWI, cofepkammii 1 wiM 2 rerepoaToMa, HE3aBUCHMO
BBIOPaHHBIX U3 Tpynmsbl, cocrosimeit u3 N, O u S B ero konbLe; u

[0028] I'pymma C npexncrasisier coboii ruapokcu, Gopmu, Ci.c aIKuiI, 3aMemEHHbIH
ot 0 10 3 aToMamu rajoreHa, 3aMelEHHbIN Ui He3aMelEéHHbIH Ci.6 ANKHITIKapOOHWT,
Cis ankokcu, Ci¢ ankuncymbponun, -NR?R?! (Cis)anxoxcu(Cie)ankun, au(Ci-
6)amkaMuHO(C1.6)aNKmwi, Win OT 4- M0 O-4JeHHbIH amu(paTHUYeCKH TeTePOLIMKIIUI,
comepkammii 1 wm 2 rerepoaToMa, He3aBUCUMO BBIOPAHHBIX U3 TPYIIIbI, COCTOSIIEH 13
N, O u S B ero konble, npu 5ToM kaxabii u3 R* u R?! mesasucumo mpencrapiser
coboit H, dopmmn, Cis ankun, wiu 3aMeIiéHHbll win  He3aMelmEHHbI Ci
AKUITIKAPOOHWIL.

[0029] B coorBercTBHMM C JApPYI'MM BAapUAHTOM OCYLIECTBJIEHHsS HACTOSIIETO
n300peTeHus MPeayCMOTPEHbI (hapMalleBTHUECKash KOMITO3UIUST U (papMaLleBTUYECKUH
npenapar it NPoQUIAKTUKN WM JIEYSeHUs Pa3IMYHbIX 3a00JIeBaHUMN, CBSI3AHHBIX C
EZH1 w/wnu EZH2, dapmaneBrryeckas KOMIO3ULUS U (hapMaLeBTHYECKHIA Mpenapar,
cozieprKalire TepaneBTHYeck 3(h(HEeKTHBHOE KOINYECTBO YKA3aHHOTO COETMHEHHSI.
[0030] VYkasanuble MPOU3BOIHbBIE reTepOTPUILIUKITNYECKOTO COEIMHEHMSI,
npeacTaByieHHoOro @opmysiol 1, KOTOpble MNPEACTaBJI€Hbl B HACTOSIIIEM OIKUCAHUMU,
00J1aat0T MPEBOCXOAHONW HHTUOMPYIOINEH aKTUBHOCTBIO B OTHomeHwn EZH1 w/wmm
EZH2 wu, takum oOpa3om, o0JalarOT MPOTHBOPAKOBOH AKTUBHOCTHIO MPOTUB PakKa,
cBsizanHOTO ¢ aktuBHOCTHIO EZH1, EZH2 wm xak EZH1, Tak u EZH2, u moryT ObITh
3¢ (PeKTUBHO UCMOJB30BAHBI B KAueCTBE TEPANEBTHUECKOrO CPEACTBa MPOTHUB

YKa3aHHOTO paKa.

baaronpusitubie 3¢ ¢eKThI
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[0031] Vkasanubie MPOU3BOIHbBIC reTepOTPULIMKINYECKOTO COEeIMHEHMUS,
npencraBieHHoro @opmysioit 1, KOTOpbIe NpEACTaBIEHb B HACTOSINEM OINUCAHUM,
o0NaaroT NMpPeBOCXOMHONW MHrUOMpYOLed aKTUBHOCTBIO B oTHOomeHun EZH1 w/mmm
EZH2 wu, takum oOpa3om, 00jamarOT MPOTHBOPAKOBON aKTUBHOCTBHIO IMPOTHUB Paka,
cBsizanHoro ¢ aktuBHocThi0O EZH1, EZH2 unu kak EZH1, tak u EZH2, u moryTt ObITh
3¢ (PeKTUBHO UCMOJB30BAHBI B KAYeCTBE TEPANEBTHUECKOrO CPEACTBA IPOTHUB

YKa3aHHOTO paKa.

BapuaHThl ocymiecTBJIeHHS HACTOSIIIEr0 H300peTeHHs

[0032] Ompenenenus;, nepeducieHHble HUXKE, SBJISIOTCS OMpPEAETCHUSIMUA PAa3JIUUHBIX
TEPMUHOB, HCIIOJIb3YEMBIX JJISI ONMHCAHUS HACTOSIIEr0 M300peTeHusl. ITH ONpeneIeHUs
NPUMEHSIIOTCS BO BCEM 3TOM OINMCAHUU WHAMBUAYAIBHO MM KaK YaCTh OXBATHIBAIOIHX
UX TEPMHUHOB, €CJIM HE YKa3aHO HHOE.

[0033] Tepmun “ramoreH”, HCMOJb30BAHHBIN B HACTOSIIEM OMUCAHWUU, OTHOCUTCS K
¢ropy, xa0py, Opom uim Hoxy, eCiiu He YKa3aHO UHOE.

[0034] Tepmun “ruapOKCHIT’, UCTIONBb30BAHHBINA B HACTOSIIEM OIMCAHUH, OTHOCUTCS K
-OH rpymnne, eciau He yka3aHO MHOE.

[0035] Tepmun “ankun”, HCMONBb30BAHHBIA B HACTOSIIEM OIMMCAHWH, OTHOCHTCS K
HACBIIEHHBIM JIMHEHHBIM WJIM  PA3BETBJIEHHBIM  YIJICBOAOPOAHBIM  paHKayam,
npencraBieHHbIM (opmysoii CyHan+1, €cniu He ykazano mHOe. B wactHOCTH, TepMHH
“ankun’ OTHOCHUTCS K HACBIIEHHBIM JINHEIHBIM WM Pa3BETBJIEHHBIM yIJI€BOJOPOAHBIM
paaukanam, KaKIblid U3 KOTOPBIX coaepkuT oT 1 1o 6, ot 1 1o 8, ot 1 1o 10 unu ot 1 no
20 aromoB yriepopa. IIpumepbl 3THUX paguKalOB BKJIIOYAOT METHIJ, 3TUJI, MPOMUI,
U30TPOIII, H-OyTWi, TpeT-OyTWJ, HEONEHTHJ, H-TeKCHJ, TeNTUJI W OKTHJIbHBIN

panukanel, HO He orpaHuuuBaroTcss umu. Hampumep, tepmun “Cie  ankun,
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UCNOJIb30BAaHHBIM B HACTOSLIEM ONUCAHUU OTHOCUTCA K JIMHEWHOMY MU
Pa3BETBIEHHOMY YIJI€BOJOPOAHOMY pajuKaily, cojepskameMy oT 1 no 6 aTtomoB
yIiaepoaa, eciau He ykaszaHo uHoe. X npumepbl BKIOYAIOT METHJ, 3THJI, MPOIWI,
W30MPOIWI, H-OyTHJ, BTOP-OyTHJ, TpeT-OyTWj, H-TIEHTHJ, H-T€KCHJI U T.II., HO He
OTPaHUYUBAIOTCS UMU.

[0036] Tepmun “ankeHus’, WCIOJB3OBAHHBIM B HACTOSINEM OIKMCAHHH, €CIH HE
YKa3aHO MHOE, OTHOCUTCS K OJHOBAJEHTHOMW IpyMIe, MOJIYyYEHHON M3 HEHACBILEHHON
JIMHENHON WY Pa3BETBIEHHON yIJIEBOAOPOAHON IPYNIIbI, UMEIOLIEH IO MEHbIIEH Mepe
OIIHY JIBOMHYIO CBSI3b yTJIepOoA-yriepod. B dacTHOCTH, TepMUH “aKeHUJT” OTHOCUTCS K
HEHACBIIIEHHbIM JIMHEHHBIM WM Pa3BETBIEHHBIM OJIHOBAJICHTHBIM pajuKaliaM, KasKabld
13 KOTOPBIX UMeeT OT 2 10 6, oT 2 10 8, oT 2 1o 10 nnm ot 2 go 20 aromoB yriaepoaa. Mx
INPUMEPBI BKJIIOYAIOT 3TE€HMWJI, IPONeHmWI, OyTeHun, 1-metni-2-0yTeH-1-ui, renteHun u
OKTEHWJI, HO HE OrPAHUYMBAIOTCS] UMH.

[0037] Tepmun “ankuHuI’, WCMONB30OBAHHBIM B HACTOSIIEM OMHCAHUH, €CIH He
YKa3aHO MHOE, OTHOCUTCSl K OJHOBAJEHTHOW TPyIIeE, MOJIYYEHHON U3 HEHACBILEHHON
JMHENHON WM Pa3BETBIEHHON YIJIEBOJOPOAHON IPYyMIbl, UMEIOIIEH MO KpaliHel mepe
OJIHY TPONHYIO CBSA3b YIIEPOA-YIIEPO.

[0038] Tepmun “ankokcu”, HCIONb30BAaHHBIA B HACTOSIIEM OIUCAHWU, €CJIA HE
YKa3aHO HMHOE, OTHOCUTCS K OJHOBAJEHTHOMY  KHUCJIOPOJHOMY  pajuKaly,
npencrasieHHomy popmynoit OCyHan+1, KOTOpBIH comepxkut ot 1 10 6, ot 1 10 8, ot 1
no 10 wim ot 1 no 20 atomMoOB yriaepona, U sBJISIETCA MPOU3BOAHBIM OT HACBHILIEHHOW
JUHEWHON WM pa3BeTBJIEHHOHN yrieBogoponHoi rpynnel. Hanpumep, “Cis ankokcu”
OTHOCUTCS K KHCJIOPOAHOMY paauKaiy, UMEIIIEMy JHUHEHHbIN WA Pa3BETBJIEHHBIN
YIJIEBOAOPOAHBIN pafiuKal, coaepkauui oT 1 10 6 aTOMOB yrjiepoaa, €Clid He YKa3aHO

uHoe. VX mpuMepsl BKIIFOYAIOT METOKCH, 3TOKCH, MPOIOKCH, U30MPOIIOKCH, H-OyTOKCH,
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BTOP-OyTOKCH, TPET-OyTOKCH, MEHTOKCH, FT€KCOKCH U T.II., HO HE OTPAaHUYHMBAIOTCS HMU.
[0039] TepmuH “UMKIOATKWI’, MCIOJB30BAHHBIM B HACTOSIIEM OMUCAHWHU, €CIIU HE
YKa3aHO HMHOE, OTHOCUTCA K OJHOBAJIECHTHOW TIpyIle, MOJYYEHHON W3 HaCBILIEHHOIO
MOHOLIUKJINYECKOTO WJIH YaCTUYHO HEHACBILIEHHOT O MOHOLIUKJITYECKOTO
KapOOILUKIMYECKOrO KOJblieBOro coenunenusi. Hampumep, Tepmu “Cs.7 HUKJIOATIKIT
UCTIOJIb30BAaHHBIM B HACTOSLIEM OMNMCAHUM, €CIM He YKa3aHO HHOE, OTHOCHUTCS K
MOHOLMKJIMYECKON HACBILIEHHOW WJIM 4YaCTUYHO HEHACBILEHHOW YIJIEBOAOPOAHOMN
(YHKIIMOHAJBPHOU TpyIIe, comepkameil or 3 mo 7 aromoB yriaepona. Ilpumepst
HACBHIIEHHOTO MHKJIOAJIKWIA BKIOYAIOT LUKJIOMPONMI, LUKIOOYTHI, LHKJIOMEHTHI,
LUKJIOTEKCHUJI, IUKJIOTENTHII U T.I1., HO HE OTPAHUYMBAIOTCS UMU.

[0040] Tepmun “rerepOLMKINT’, UCTIONB30BAHHBIN B HACTOSILIEM OMUCAHUH, €CIIH HE
YKa3aHO MHOE, OTHOCUTCS K OT 3- A0 7-4JIEeHHOM MOHOLMKJIMYECKOW OJHOBAJICHTHOU
rpymnmne, umerouei or 1 1o 3 rerepoaToMoB MK (PYHKLHMOHAIBHBIX TPYIII, BBIOPAHHBIX
u3 N, O, S, SO u SO;. x npumepsl BKIIOYAIOT OKCETaH-3-WUJI, TeTparuapodypan-3-mi,
teTparuapo-2H-nupan-4-un, terparuapo-2H-nupan-3-uin, okcenan-4-ui, okcenas-3-ui,
NUMEePUIUH- | -UJI, TUNEePUANH-3-UjI, MUNEPUANH-4-W, nunepasuH-1-un, mopdoaun-4-

wi, TtHomMopdomuH-4-mn, 1, 1-guokcun  THOMOpP(ONMH-4-WI,  THPPONUAMH-1-wI,

,
NUPPONUANH-3-W, a3€TUAMH-1-WJ, a3eTuauH-3-Wi, asupuaus-l-un, aszenas-1-uom,
azenaH-3-wui, azenaH-4-uj, HO HE OTPAHUYUBAIOTCS UMH.

[0041] Tepmun “apun’, KCIIONB30BAHHBIN B HACTOSINEM OMUCAHWH, €CJIU HE YKa3aHO
WHOE, OTHOCUTCS K MOHO- WJIM TMOJIMLIUKINYECKOH KapOOLMKIMYECKOH KOJbIEBOH
cucteme, comepxkaiiei ot 6 10 14 aToMOB yriiepoaa U UMEIOLIEH OIHO UM HECKOJIBKO
KOHJEHCUPOBAHHBIX WJIM HEKOHICHCHUPOBAHHBIX apoMaThueckux koseu. llpumepsi

apuia BKIIOYAOT (eH, HaQTHII, TeTparuapoHadTHI, HHACHWI, aHAPALEHUI U TOMY

no00HOe, HO He OTPAHIYHBAIOTCS UMU.
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[0042] Tepmun “rerepoapwmi’’, MCHONb30BAHHBIM B HACTOSIILEM OMHCAHHU, €CIIU HE
yKa3aHO WHOE, OTHOCUTCS K OT 5- n0 12-uneHHOH (ImpeanoyTUTeNbHO OT S5- 10 7-
YJICHHOW) MOHOLMKJIMYECKOH Wi OUIMKINYECKOI M BBICIIEH apOMaTHUECKOH IpyTIe,
cozep:kalleil mo MeHbLIEeH Mepe OAUH, HarpuMep, oT 1 10 4, npeanouTuTenbHo oT 1 10
3 rerepoaromoB, BbIOpaHHbIX uX O, N u S. [IpuMepsl MOHOLIMKIMYECKOTO reTepoapuiia
BKJIFOYAIOT THA30JIWJI, OKCa30IWJ, THO(QEHMI, (ypaHW, NUPPOIII, HMHAA30JHIL,
M30KCA30JIUJI, THUPA30JWI, TPHUA30JIWI, THAAUA30JIUI, TEeTPa30Juil, OKCaIUa30JIuI,
NUPUAVHIIL, THPUIA3UHIIL, MUPUMUAIUHUI, MHUPA3UHII H aHAJIOTHYHBIE UM TPYIIIBL, HO
HE OTPaHNYMBAIOTCSA UMH. [IpuMepbl OMIMKINYECKOT0 reTepoapuiia BKIIFOYAIOT WHAOIIIL,
oenzoruodenmi, OeHzodpypanmt, OeH3UMHUIA30MII, OSH30KCA30JIII, OEH3U30KCA30IHII,
OeHsThazomwi, OeH3THAAMA30JuyI, OCH3TPUA3ONWII, XUHOJUHII, W30XUHOJIHHILI,
Ny pUHUI, GYPOTTUPUIUHHI U AHAJIOTUYHBIE UM T'PYTIIbI, HO HE OTPAaHUYNBAOTCS] UMU.
[0043] Ucnonb3oBaHHBIM B HACTOSIEM OMHCAHMHM, TEPMHUH ‘(pepMeHTaTHBHAs
aktuBHOCTh EZH1 n/umu EZH2” o3Hauaer ¢epmeHTatuBHy0 aktuBHOoCcTh EZH1 w/mnun
EZH2, xortopass BBOOAUT METHJIBHYH Ipynmy B ju3uH 27 rucroHa H3, a tepmun
“nosbimenHas skcnpeccuss EZH1 w/unu EZH2” o3Hauaer, 4TO ypOBEHb SKCIPECCUU
6enxa EZH1 w/unu 6enka EZH2 noBbIIeH MOCPEACTBOM YCHIIEHHS TPAHCKPUIIIHOHHON
AKTUBHOCTH T€Ha, YJYYIIEHHs TPAHCISILIUK, HWHTCHOMPOBAHUS Jerpajanuu  Oelka,
YIIyUIIeHUs] CTa0MIIN3aiH OeJika Wi IOAOOHBIM UM CIIOCOOOM.

[0044] Ucnonp3oBaHHOE B HACTOSIIIEM OMHUCAHUN BBIpAXKEHHE “MYTallisl HAXOIHUTCS B
EZH1 w/umn EZH2” o3Hauaer, 4TO MyTalHsl HAXOAWUTCS B IOCIEIOBATEIBHOCTH
HYKJICOTHIIOB W/WJIH mocienoBareabHoctu amuHokucior EZH1 w/umm EZH2. Hanpumep,
COMAaTUYECKHE MyTallMU CYLIECTBYIOT B TUpo3uHe 041, ananune 677, amanuHe 687
6enxa EZH2 (Y641F, Y641N, Y641S, Y641C, A677G u A687V).

[0045] B nanbheitmem HacTosinee n3oOpereHue Oyaer onucaHo Ooee MOAPOOHO.
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[0046] Hacrosimuee  u3o0OpeTeHHe  OTHOCHTCS K HOBBIM  IPOH3BOAHBIM
reTePOTPHULIMKINIECKOrO COequHeHus crnenyromein @opMynel 1 U UX NPUMEHEHHIO, U
Oonee KOHKPETHO, K HOBBIM MPOHM3BOAHBIM TIETEPOTPHULIUKINUECKOTO COCIUHEHUS,
00JamaromuM HHIHOUPYIONIEH aKTUBHOCTBEO B OTHOINEHMH akTuBHOCTH EZHI1
(oHxaHcepa romojiora 1 zeste) w/umu EZH2 (sHxaHcepa romosiora 2 zeste), HX
bapMaeBTUYECKH TMPHEMIIEMBIM COJISIM, WM (papMarleBTUYECKHM KOMITO3HIIUSIM,
COZEPIKALIMM 3TU COSTUHEHHSI.

[0047] B wuyacTHOCTH, B COOTBETCTBHHM C BAapHUAHTOM OCYIIECTBJIEHHS HACTOSIIETO
u300peTeHus;, MpPeNOoCTABISIeTCS COSNUHEeHHE, BbIOpAaHHOE Cpenu MPOU3BOIHBIX
reTePOTPULMKINIECKOrO COeNuHeHns cienyroueiit @opmynsl 1, ero dpapmaneBTHUECKH
npuemMyieMasi CoJib, €ro ONTHYECKHUI H30Mep, ero TUAPAT, U ero COJIbBAT:

[0048] [Dopmyna 1]

[0049] R 0 R

[0050] mpu sTOM:

[0051] R!mpencrasmser coboii H, ranoren, nuuano, Ci.6 ankui, coxepxamuii ot 0 10 3
atomoB rajoreHa, Ci¢ ankokcu, comepxammii or 0 mo 3 aromos rajoreHa, Css
ukoankui, Cis ankunkapoonmwn, Cr.s ankeHwt, Cr.s amkuaui, C3.6 IUKJIOATKEHWU,
apwi, OT 5- 10 6-4JeHHBbI apOMAaTHUYECKUN TeTepOLMKINI, coiepxamuii ot 1 go 3
reTepoaToMa, HEe3aBUCHUMO BBIOpAHHBIX W3 rpymmbl, cocrosimeid u3 N, O u S B ero
KOJIBLIE, FJIH OT 5- 10 6-4iIeHHBIH annpaTHIeCKui TeTepOnMKIIII, coaepKamuil 1 nmm 2
rerepoaToMa, HEe3aBUCHUMO BBIOpAHHBIX W3 rpymmbl, cocrosimmeid u3 N, O u S B ero
KOJIbLIE U, COAEPIKAIIMM WM HE COAEp)Kallui HEHACBIEHHYK) CBs3b B YacTH €ro

KOJIbLIA,
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[0052] yxasansbli Cs.c OUKJIOANKWI, YKAa3aHHBIA apuii, yKa3aHHbIA OT 5- 10 6-
YJIEHHBIM apOMAaTUYeCKUil TeTepoLUKInI, cofepkamuii or 1 go 3 rerepoatoma,
HE3aBUCHMO BbIOpaHHBIX M3 rpymmbl, coctosimedl u3 N, O u S B ero xojbue, Wi
YKa3aHHBIN OT 5- 10 6-uJIeHHbIH anupaTHYECKUI reTepOLUKINI, coaepxamui 1 wim 2
reTepoaToMa, HEe3aBHCHUMO BBIOPAHHBIX M3 Tpymmbl, cocrosimed u3 N, O u S B ero
KOJIbLIE W, COAEp Kallluii WU HEe COAep KallUi HEHACBIIEHHYI0 CBSI3b B YacTH €ro
KOJbLA SIBJIAETCA HE3aMELIEHHbIM WIM 3aMELIEHHBIM OT OJHOM A0 TpEX TPy,
HE3aBHCHUMO BbIOpaHHBIX U3 ['pynmbl A HIKE;

[0053] L mpencrasmsiet coboii cBsi3b, Ci.¢ ankuneH, uin okcu(Ci.6) alKuIeH;

[0054] R? npencrasusier co6oit H, Ci. ankui, Cs.c IUKIOATKUI, OT 5- [0 6-UNeHHbIH
amuaTudecKuil TeTepPOLUKIII, comepxkamuid 1 wim 2 rerepoaromMa, HE3aBHUCHMO
BBIOpaHHBIX M3 rpymnmbl, cocrosmeid u3 N, O u S B ero komble, apui, oT 5- 1o 6-
YWICHHbI apOMAaTHYECKUN TEeTEepPOLUKIWI, coaepxammi oT 1 mo 3 rerepoaroma,
HE3aBUCHUMO BBIOPAHHBIX U3 TpyIIbl, cocrosimeit u3 N, O u S B ero kosblie, WA OT 5-
10 12-uneHHbIN OULUKITMIECKHI TeTepOapu;

[0055] yxaszaumubiii Cis anku, ykasaHHbIH C3.s HUKIOANKWI, YKa3aHHbIA OT 5- 10 O-
YJIeHHbIH anu(aTHUECKU TeTepOLUKIINI, YKA3aHHbIH apuj, YKa3aHHbIA OT 5- 10 6-
YICHHbIH apOMAaTHUYEeCKUN TIeTEePOLMKIMII WM YKa3aHHBIM OT 5- a0 12-uneHHbId
OMLIMKIIMYECKUI reTepoapul sSIBJSIETCS HE3aMELIEHHBIM WIIH 3aMEIEHHBIM OT OHOM 10
TPEX TpyMIl, He3aBUCUMO BbIOpaHHBIX U3 [ pynmsl C HITKE,

[0056] R’ mpencrasmnsier coboii Ci.6 anKu;

[0057] R* mpencrasasier coboii H, ramoren, unu C.¢ ankui, copepxamuii or 0 o 3
aTOMOB TaJIOTeHa,

[0058] R’ mpencrasnsier coboii Ci-6 ankun unu C-6 ATKOKCH,

[0059] RS npencrasnsier coboii Ci.6 anKu;
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[0060] I'pymma A mpencraisier coboii ranoreH, Ci.s amkui, Ci.6 aTKOKCH, WIH OT 5-
10 O-uieHHbIH amu(aTHUecKuil TeTepOLUKINI, comepxammuid 1 wim 2 rerepoaroma,
HE3aBUCHMO BbIOpaHHBIX U3 rpymmnsl, cocrosmeil u3 N, O u S B ero Kojible, Ipu 5TOM
ykazaHHbI Ci anmkwmi, ykasaHHbIH Ci.¢ alKOKCH M YKa3aHHBIA OT S5- 10 O-4JIeHHbIN
annupaTHYECKUI reTePOLUKIIHII SIBJISIOTCS HE3aMELIEHHBIMU WITH 3aMEIIEHHBIM OT OJHON
10 TPEX TPYIII, HE3aBUCUMO BbIOpaHHbIX 13 [ 'pynmbl B Huxe;

[0061] @'pymna B mpencrasisier coboii ranoreH, Ci.6 alKui, WK OT S5- 10 O-4JIeHHbIH
anuaTUdecKuil TeTEepOLUKIII, coiepxkamuid 1 wim 2 rerepoaromMa, HE3aBHUCHMO
BBIOpaHHBIX U3 rpymIbl, coctosmei u3 N, O u S B ero xosnblie; u

[0062] I'pymma C npexncrasisier coboit rumpokcu, Gopmui, Ci.s alKWI, COmEPKAIIHIA
ot 0 10 3 aTOMOB raJioreHa, 3aMeIEHHbIN I He3aMmeléHHbIN C.¢ amkunkapOoonmw, Ci-
6 ankokcu, Cie ankuncynbdorun, -NR?R?! (Ci.e)anxoxcu(Cig)amkun, au(Ci.
6)anKIaMuHO(C1-6)alKi, WiIM OT 4- 10 O-uJeHHbIH anu(paTUdecKuil reTepOLMKINI,
comepkaumii 1 wu 2 rerepoaToMa, HE3aBUCUMO BBIOPAHHBIX U3 TPYIIIbI, COCTOSIILIEH 13
N, O u S B ero komble, npu 5ToM Kaxaei u3 R?® u R?! HesaBucumo mpencrasnser
cobori H, ¢opmun, Cie ankun, winm 3aMeIéHHbIA WM He3aMemeHHbl Ciug
AKUITKAPOOHWII.

[0063] IIpenmnoururenbHO, YKA3aHHBIM COEIMHEHHUEM, BBIOPAHHBIM M3 MPOM3BOAHBIX
reTEePOTPULMKINIECKOro coenuHeHnss Popmyiabl 1 B COOTBETCTBHH C HACTOSIIUM
n300peTeHneM, ero papMaleBTHIECKH MPUEMIIEMON COJIBIO, €r0 ONTHYECKUM H30MEPOM,
€ro THJIPATOM U €Tr0 COJIbBATOM MOXET OBITh COEIUHEHHE, B KOTOPOM

[0064] R' npencrasmsier coboit H, ramoren, Ci amkuni, comepsamuii or 0 10 3
atomoB ranoreHa, Cie ankokcu, Cs.s nmkmoankui, Cr.s ankeHus, Ci.s ankuHmI, Cs.e
LUKJIOAJKEHW], apui, OT 5S5- [0 O-4wiIeHHbIH apOMaTUYECKUN TIeTePOLIUKINI,

comepskauuii ot 1 10 3 reTepoaToMOB, HE3aBUCUMO BBIOPAHHBIX U3 TPYIIIbI, COCTOSIIEH
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u3 N, O u S B ero xosblie, WK OT 5- 10 6-wiIeHHBIH aTu(aTHUECKU TeTepPOLIUKIIIIL,
comepkauuii 1 wnum 2 rerepoaToMa, HE3aBUCUMO BBIOPAHHBIX U3 IPYIIIBI, COCTOSIILIEH 13
N, O u S B ero xonblie U, COAEPKALINI UM HE CONEprKAIUN HEHACBIIEHHYIO CBS3b B
YaCTH €ro KOJIbIIA.

[0065] IIpenmnoururenbHO, YKA3aHHBIM COEIMHEHHUEM, BHIOPAHHBIM M3 MPOM3BOIHBIX
reTEePOTPULIMKINIECKOro coenuHeHnuss Popmyiabl 1 B COOTBETCTBHHM C HACTOSIIUM
nu300peTeHneM, ero papMareBTHIECKH MPUEMIIEMON COJIBIO, €r0 ONTHYECKHUM H30MEPOM,
€ro THJIPaTOM U €r0 COJIbBATOM MOXKET ObITh COSUHEHHE, B KOTOPOM

[0066] R! mpencrasasier coboii H, ramoreH, MeTun, STUN, HUTPHJ, METOKCH, STOKCH,
LIUKJIONPOTNJI, BUHWJI, AlIETHJICHI, (PEHIJI, U30MPOTICHNII, U3OTPOITIIL, IUKJIOTIEHTEHII,
LUKJIONEHTW, LUKIOTeKCEHW, LUKIOTeKCHS, (ypaHW), THUPHUIUH, MHPA3OJIHII,
IUTUAAPOTIUPAHUIT WA THA3OJIHIL.

[0067] IIpennoutuTenbHO, YKa3aHHBIM COEIMHEHHUEM, BHIOPAHHBIM M3 MPOM3BOAHBIX
reTepOTPULMKINYECKOro coenuHeHnuss @opmysnbel 1 B COOTBETCTBHM C HACTOSIIUM
n3o0pereHneM, ero (papMaeBTHUECKH MPHEMIIEMOH COJBIO, €r0 ONTHYECKUM H30MEpPOM,
€ro THIPaTOM U €r0 COJIbBATOM MOXKET ObITh COETUHEHUE, B KOTOPOM

[0068] R? mpencraBaser coboii Ci. ankun, Cs. UKIOANKHI, OT 5- A0 G-UNeHHBIH
anuaTudecKuil TeTepOLUKIII, cofepxkamuid 1 wium 2 rerepoaromMa, HE3aBHUCHMO
BBIOpAaHHBIX M3 Tpymnmbl, cocrosmeid u3 N, O u S B ero komble, apui, oT 5- 1o 6-
YJICHHBI apOMAaTHUYECKUI TeTEepOLUKIWI, coaepxammid oT 1 mo 3 rerepoaroma,
HE3aBUCHUMO BBIOPAHHBIX U3 TpymIbl, cocrosimei u3 N, O u S B ero KoJsblie, WK OT 5-
00 12-uneHHBI OWIMKINYECKUI TeTepoapwi, Npu 3TOM Yka3aHHbIH Ci.s amKui,
ykazaHHblll C3.¢ LMKIOATKHWJ, YKA3aHHBIH OT S5- 10 O-ujieHHBbIH anupaTHIecKuil
FeTEPOLIMKIINI, YKA3aHHBbIM apuJjl, YKa3aHHbIA OT S5- A0 O-ujieHHBIM apOMaTUYECKUUN

TeTEePOLMKIINII, WIM yKa3aHHBIA OT S5- n0 12-uneHHBI OMLMKIMYECKUIH TeTepoapul
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SIBJISIETCSl HE3aMEIEHHBIM WMJIM 3aMEIEHHbIM OT OIHOH IO TPEX TPYyII, HE3aBUCHMO
BBIOpaHHBIX M3 rpymmbl, coctosmeil u3 Ci.g ankuia, Ci.6 aIKIICYIb(OHMIA, THIPOKCH,
Ci6 ankokcu, amuHO, Ci ankunamuno, Iu(Ci.6)aIKMIAMUHO, OT 3- OO O-4JIEHHOTO
anu(aTHIecKoro reTepoLHKIIIIa, Coaepskamero | uwin 2 rerepoaromMa B €ro KoJjblie, U
ANKUJIAMHKJIA.

[0069] [IpenmnoururenbHO, YKa3aHHBIM COEIMHEHHUEM, BHIOPAHHBIM M3 MPOM3BOAHBIX
reTepOTPULIMKINYECKOro coennHenuss Popmyibl 1 B COOTBETCTBUU C HACTOSLIUM
u3o0pereHueM, ero hapMaleBTHUECKH MPHEMIIEMON COJBIO, €r0 ONTHYECKUM H30MEPOM,
€ro rUAPaTOM U €ro COJIbBATOM MOKET ObITh COEUHEHHE, B KOTOPOM

[0070] L mpencrasnsieT coOOii CBSI3b HITH METHUJIEH,

[0071] R? npencrasnsier coboii OyTWN, HUKNOOYTH, HMUKIONEHTHN, LUKIOTEKCHUI,
TeTParuapONUPAHIIL, MUISPUIWI, (PEHWIT, MUPUANH, UHIOI UM U30KCA30JI;, U

[0072] R’ npencrapnsier coGoil MeTHJ, TPU 3TOM yKa3aHHblE OyTHJ, LUKJIOOYTHI,
LIMKJIOTIEHTWJ, LMKJIOT€KCHJ, TEeTParuIpONMUPAHWI, NUIePUAWI, (EeHW, NHPHUIUH,
WHIOJ, WJIM M30KCA30J SIBJIAETCS HE3aMEeINEHHbIM WM 3aMELIEHHBIM OHOW TPYIMIIOH,
HE3aBUCHMO BBIOPAHHOM W3 TIPYMIIbL, COCTOALIEH M3 METWIIA, 3THIIA, 3TUICYJIb(OHMIIA,
T'UAPOKCH, METOKCH, aMUHO, METUJIAMHHO, STHJIAMUHO, AUMETHIAMHUHO, TUITHUIAMUHO,
STHJIMETHJIAMHHO,  NUNEepuAWia,  nuppoimgwia,  Tpudptopstwia u  (R)-2-
TUAPOKCHOyTaHAMHTIA.

[0073] IIpenmnouturenbHO, YKAa3aHHBIM COEIMHEHHEM, BHIOPAHHBIM M3 MPOM3BOAHBIX
reTepOTPULIMKINYECKOro coennHenuss PopMysbl 1 B COOTBETCTBUU C HACTOSLIUM
n3o0pereHueM, ero papMaleBTHUECKH MPHEMIIEMOH COJBIO, €ro ONTHYECKUM H30MEpOM,
€ro rUAPaTOM U €r0 COJIbBATOM MOKET ObITh COEIUHEHHE, B KOTOPOM

[0074] L npencrasnsieT coboit CBsI3b,

[0075] xaxneii uz R u R nesaBucumo npexcrasnser co6oit H, rajioren uiu MeTu,
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[0076] R’ npencrasnser coboit Cs.s uukaoankun wid Cs.¢ LUKIOATKUN, 3aMEIEHHBIH
NR2R?!:

[0077] R’ R’ u R npencrapnser coboit MeTHIT,

[0078] npu sTom NR*R?! ipencrasnsier coboii oiHy rpymnimy, BHIOPaHHYKO U3 TPy,
cocrosieit u3 aMuHo, Ci.6 ankuaamMuHo, v 1u(C1-6) aTKAIaAMIHO.

[0079]

[0080] B nomonHeHue, MpeAnoOYTUTENbHBbIE NpUMepbl coeanHeHus Popmynbr 1 B
COOTBETCTBHUH C HACTOSILIUM H300pETEHHEM BKJIIOYAIOT, HO HE OTPAHUYHMBAIOTCS UMU!
[0081] 6-((4,6-numeTin-2-0KCO-1,2-TUTHAPOTUPUANH-3 -1 )MeTH)-2~(Tpanc-4-
(TMMeTHITAMIHO )JIUKJIOTeKCI)-2, 4-numeti-7, 8-murunpo-| 1,3 | nuokcomno[4,5-g]-
M30XUHOJIHNH-5(6H)-0H;

[0082] 6-((4,6-mumeTHn-2-0KcO-1,2-TUruAPONTUPUANH-3-1T)MeTH)-2-(Tpanc-4-
(IMMEeTHITAMHHO )IIUKJIOTeKCIIT)-2-MeTwI- 7, 8-qurunpo-[ 1,3 Jouokcomno[4,5-g]-
M30XUHONUH-5(6H)-0H;

[0083] 6-((4,6-mumeTH-2-0KCO-1,2-TUTUAPOTTHPUANH-3-HIT)MeTHI)-2~(Tpanc-4-
(TMMeTUIaMHMHO )UUKJIOTeKCH )-2,9-numetni-7,8-quruapo-[ 1,3 Jaunokcono[4,5-g]-
M30XUHONUH-5(6H)-0H;

[0084] 4-xmop-6-((4,6-1uMeTHII-2-0KCO-1,2-TUTHAPOTUPHINH-3 -HIT)METHI )-2-(TpaHC-
4-(AMMETUIIAMUHO ) IUKJIOTeKCHIT)-2, 9-umeTn-7,8-nuruapo-[ 1,3 | nuokcono[4,5-g]-
W30XUHOJIHH-5(6H)-0H;

[0085] 4-xmop-6-((4,6-n1uMeTHI-2-0KCO-1,2-TUTHAPOMTUPHINH-3 -1IT)METHI )-2-(TpaHC-
4-(AMMETUIIAMUHO ) IUKJIOTeKCHIT)-2, 9-mumeTi-7,8-nuruapo-[ 1,3 | nuokcono[4,5-g]-
n30XUHOIHMH-5(6H)-0H n3omep A,

[0086] 4-xnop-6-((4,6-nuMeTHII-2-0KCO-1,2-TUTHAPOTUPHINH-3 -1JT)METHI )-2-(TpaHC-

4-(AMMETUIIAMUHO ) IUKJIOTeKCHIT)-2, 9-numeTi-7,8-nuruapo-| 1,3 | nuokcono[4,5-g]-
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n30xuHoMH-5(6H)-0H uzomep B;

[0087] 4,9-nuxnop-6-((4,6-nuMeTHN-2-0KCO-1,2-TUTrHaAPONTUPUANH-3 -1 )METU )-2-
(TpaHCc-4-(IUMETHUIIAMUHO ) UM KJIOTeKCHIT )-2-MeTi-7,8-nuruapo-[ 1,3 auokcono[4,5-g]-
M30XUHONUH-5(6H)-0H;

[0088] 2-(Tpanc-4-amuHOLMKIOTEKCHIT)-9-X10p-0-((4,0-1uMeTHI-2-0Kco-1,2-
OUTHAPONUPUIUH-3-IT)MeTHN)-2,4-numetuni-7,8-qurunpo-[ 1,3 Jauokcono[4,5-g]-
U30XUHOJIHNH-5(6H)-0H;

[0089] 9-xiop-6-((4,6-n1uMeTHI-2-0KCO-1,2-TUTHAPOTUPHINH-3 -1 )METHI )-2-(TpaHC-
4-(AMMETUITAMUHO ) IUKJIOTeKCHIT)-2, 4-umeT-7,8-nuruapo-[ 1,3 | nuokcono[4,5-g]-
M30XUHOJIHH-5(6H)-0H;

[0090] 9-xnop-6-((4,6-n1uMeTHI-2-0KCO- 1,2-TUTUAPOTUPHINH-3 -1JT)METHII )-2-(TpaHC-
4-(AMMETUIIAMUHO ) IUKJIOTeKCHIT)-2, 4-umeT-7,8-nuruapo-[ 1,3 | nuokcono[4,5-g]-
n30XUHOIHMH-5(6H)-0H n3omep A,

[0091] 9-xnop-6-((4,6-nuMeTHI-2-0KCO-1,2-AUTHAPOTTUPHUINH-3 -HJT)METHIT)-2-(TpaHC-
4-(AMMeTUIIaMUHO ) IUKJIOTeKCHIT)-2, 4-numeTn-7,8-nuruapo-[ 1,3 | nuokcono[4,5-g]-
n30xuHoNuH-5(6H)-0H uzomep B;

[0092] 9-xyop-6-((4,6-TUMeTHI-2-0KCO- 1 ,2-TUTHAPOTUPHINH-3 - 1T )METHLT )-2-(rc-4-
(IMMETUTAMIHO )IMKJIOTeKCI)-2,4-numeTin-7,8-murunpo-| 1,3 | nuokcomno[4,5-g]-
M30XUHOJIHMH-5(6H)-0H;

[0093] 9-xnop-2-(TpaHc-4-(AMMETHIAMUHO)LUKIOTeKCHI)-60-((4-METOKCH-6-MeTHII-2-
OKCo-1,2-murunponupunun-3-uin)Merun )-2,4-numerui-7,8-nuruapo-[ 1,3 ] nuokcono[4,5-
g|-m3oxunonun-5(6H)-oH;

[0094] 9-xnop-2-(TpaHc-4-(AMMETHIAMUHO ) LUKIOTeKCI )-2,4-11uMeTHI-6-((6-MeTHII-
2-0kco-4-niponi-1,2-quruaponupuanH-3 -uin)merui)-7,8-nuruapo-| 1,3 | auokcomno[4,5-

g|-n3oxunonun-5(6H)-oH;
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[0095] 9-xnop-6-((4,6-nuMeTHI-2-0KCO-1,2-TUruAPOTUPUINH-3 -1 ) METHII )-2-(TpaHC-
4-(3THJIAMUHO )UUKJIOTeKCHI )-2,4-numetun-7,8-nuruapo-[ 1,3 | anokcomno[4,5-g]-
U30XUHONUH-5(6H)-0H;

[0096] 9-xiop-2-(TpaHc-4-(AMATHIAMUHO)IHUKIOTeKCH)-6-((4,6-n1umeTrn-2-okco-1,2-
OUTHAPOMUPUIUH-3-IT)METHN)-2, 4-numetuni-7,8-qurunpo-[ 1,3 Jauokcono[4,5-g]-
U30XUHOJIHMH-5(6H)-0H;

[0097] 9-xnop-6-((4,6-nuMeTHI-2-0KCO-1,2-TUTHAPOTUPHINH-3 -HIT)METHT )-2,4-
auMeTH-2-(Tpanc-4-(nmunepunu- 1 -un)uuknorekcun)-7,8-qurunpo-[ 1,3 | aunokcono[ 4, 5-
g|-m3oxunonuH-5(6H)-oH;

[0098] 9-xnop-6-((4,6-nuMeTHI-2-0KCO-1,2-TUTHAPONTUPHINH-3 - 1T )METHT )-2,4-
OUMETHII-2-(TpaHC-4-(MTUPPOTUINH- | -1 ) IUKIIOTeKCHIT )-7, 8- TUruApO-
[1,3]muokcomno[4,5-g]-uzoxunommn-5(6H)-oH;

[0099] (2S)-N-(tpanc-4-(9-xn0p-6-((4,6-nuMeTnN-2-0KCo-1,2-TUrHAPOTTUPUANH-3 -
WI)MeTI)-2,4-TuMeTHIT-5-0KC0-5,6,7,8-TeTparuapo-[ 1,3 | anokcomno[4,5-g]-
W30XHMHOJIFH-2-FJT) IUKJIOTeKCHIT )-2-THAPOKCUOY TAHAMUL;

[00100] 2-((TpaHc-4-aMHHOLMKIOT€KCHIT)METH)-9-x 10p-6-((4,6-numeTni-2-okco-1,2-
OUTHAPOMUPUIUH-3 - )METHN)-2, 4-numetuni-7,8-qurunpo-[ 1,3 Jauokcono[4,5-g]-
U30XUHOJIHH-5(6H)-0H;

[00101] 9-xsi0p-6-((4,6-n1uMeTHI-2-0KCO-1,2-TUTUAPOTTUPHTIUH-3 1T )METHIT)-2-
((TpaHc-4-(AMMETHIIAMUHO ) LIUKJIOT€KCUI ) )METIIT ) -2, 4-TUMeTHII- 7, 8- TUruApo-
[1,3]nuokcomno[4,5-g]-uzoxunommn-5(6H)-oH;

[00102] 9-xnop-2-tuknorekcui-6-((4,6-numeTnin-2-okco- 1, 2-TuruaponupuanH-3-
wiMetn)-2,4-mumetin-7,8-qurunpo-[ 1,3 | nuokcono[4,5-g]-u3zoxunonun-5(6H)-oH;
[00103] 9-xnop-2-tuknoneHTun-6-((4,6-1umMeTnI-2-0KCco- 1, 2- TUruAPONUPUIUH-3 -

wiMetin)-2,4-mumetii-7,8-qurunpo-| 1,3 |auokcono[4,5-g|-uzoxunonus-5(6H)-ox;
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[00104] 9-xnop-6-((4,6-numeTHI-2-0KCO- 1, 2-TUrHAPONUPHINH-3 -HIT)METHIT )-2,4-
numetun-2-(rerparuapo-2H-nupan-4-un)-7,8-nuruapo-[ 1,3 | nuokcono[4,5-g]-
U30XUHONUH-5(6H)-0H;

[00105] 9-xsop-6-((4,6-nuMeTHI-2-0KCO- 1 ,2-TUTHAPOTTUPHINH-3 -HIT ) METHLT )-2-(4-
(mumeTunamuno )penun)-2,4-numerun-7,8-qurunpo-[ 1,3 |auokcosno[4,5-g]-u30X uHOIMH-
5(6H)-ox;

[00106] 9-xsop-6-((4,6-n1uMeTHI-2-0KCO- 1 ,2-TUTHAPOTUPHINH-3 -HIT)METHT )-2-(4-
(mumeTunamuno )0y TIn )-2,4-numerun-7,8-qurunpo-[ 1,3 |auokcono[4,5-g-u30X uHOIMH-
5(6H)-ox;

[00107] 9-xnop-6-((4,6-numeTH-2-0KCO-1,2-nuruaponupuauH-3-wi)mern)-2-(3,5-
(mumeTunmnzokcazon-4)-mn)-2,4-qumerin-7,8-qurunpo-| 1,3 |auokcomno[4,5-g]-
M30XUHOJIHNH-5(6H)-0H;

[00108] 9-xnop-6-((4,6-numeTHI-2-0KCO- 1, 2-TUrHAPONUPHINH-3 -HIT)METHIT )-2,4-
aumeTu-2-(munepunua-4-un)-7,8-nuruapo-| 1,3 Jnuokcono[4,5-g|-uzoxunonun-5(6H)-
OH;

[00109] 9-x5i0p-6-((4,6-n1UMeTHII-2-0KCO- 1, 2-TUTHAPOTTUPHINH-3 ~HIT)METHT )-2,4-
numetun-2-(1-merunnunepunus-4-wn)-7,8-qurunpo-[ 1,3 Jauokcomno[4,5-g]-
U30XUHOJIHH-5(6H)-0H;

[00110] 9-xsi0op-6-((4,6-numeTH-2-0KC0-1,2-nuruaponupunus-3-wn)metin)-2-(1-((R)-
2-ruapoKcudyTaHOW )urniepuauH-4-un)-2,4-numetni-7,8-nuruapo-[ 1,3 | nuokcono[4,5-
g|-m3oxunonun-5(6H)-oH;

[00111] 9-x50p-6-((4,6-nuMeTHI-2-0KCO- 1 ,2-TUTHAPOTUPHINH-3 -HIT)METHT )-2,4-
aumetun-2-(1-(2,2,2-rpudropatin)nunepuana-4-un)-7,8-nuruapo-[ 1,3 | nuokcono[4,5-
g|-n3oxunonun-5(6H)-oH;

[00112] 9-xnop-6-((4,6-nuMeTHI-2-0KCO- 1, 2-TUruAPONUPHINH-3 - 1T )METHI )-2,4-
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aumetui-2-(1-merwmn- 1 H-unnon-5-mn)-7,8-gurunpo-[ 1,3 | anokcono[4,5-g|-u30XuHOIUH-
5(6H)-ox;

[00113] 9-xs0p-6-((4,6-n1uMeTHII-2-0KCO- 1,2-TUTHAPOTTUPH I H-3 ~HIT)METHI )-2-(TpaHC-
4-MeTOKCULIUKIIOTEKCH )-2,4-numeTrin-7,8-nuruapo-| 1,3 |aunokcono[4,5-g]-u30X MHOHMH-
5(6H)-oH;

[00114] 9-x50p-6-((4,6-n1uMeTHI-2-0KCO- 1, 2-TUTHAPOTUPHINH-3 - 1T )METHT )-2,4-
IUMEeTHIT-2-(TpaHc-4-(METHIIAMUHO JIUKIIOTeKeni)-7,8-nurunpo-[ 1,3 | nnokcono[ 4,5-g]-
U30XUHOJIHH-5(6H)-0H;

[00115] 9-xnop-6-((4,6-n1uMeTHI-2-0KCO- 1,2-TUTHAPOTUPHINH-3 -1JT)METHII )-2-(TpaHC-
3-(nuMeTUIaMIHO ) IUKIT00Yy THIT)-2, 4-umeTin-7,8-nuruapo-[ 1,3 | nuokcono[4,5-g]-
M30XUHOJIHNH-5(6H)-0H;

[00116] 9-xnop-6-((4,6-nuMeTHI-2-0KCO- 1, 2-TUrHAPONUPHINH-3 - 1T )METHIT )-2-(1uc-3 -
(IMMeTHITIaAMHIHO JIUKIIOTeKCI)-2,4-numeTti-7,8-nuruapo-| 1,3 | nuokcomno[4,5-g]-
M30XUHONUH-5(6H)-0H;

[00117] 9-xsop-6-((4,6-nuMeTHII-2-0KCO- 1 ,2-TUTHAPOTTUPH I H-3 - 1T ) METHLT )-2-(1IHC-3 -
(IMMeTUIAMMHO )UUKJIONIEHTH )-2,4-nuMeTni-7,8-nuruapo-[ 1,3 | anokcono[4,5-g]-
M30XUHONUH-5(6H)-0H;

[00118] 2-(Tpanc-4-amuHOLMKIOTEKCHIT )-0-((4,6-muMeTHII-2-0KCO-1,2-
OUTHAPOTMUPUIUH-3-T)MeTI)-2,4,9-TpumeTi-7,8-nuruapo-[ 1,3 | nuokcono[4,5-g]-
W30XUHOJIHNH-5(6H)-0H;

[00119] 6-((4,6-numeTin-2-0KCO-1,2-TUrHAPONTUPUANH-3 -1 )MeT)-2~(Tpanc-4-
(muMeTuIaMuHO JUHMKIIoreKkci)-2,4, 9-rpumetin-7, 8-qurunpo-[ 1,3 |auokcomno[4,5-g]-
M30XUHOJIHNH-5(6H)-0H;

[00120] 6-((4,6-numeTin-2-0Kkco-1,2-TUruapOnUpUANH-3-ui1)MeTun)-2-(Tpanc-4-

(mumeTnIaMuHO )IUKIOrekcun)-2,4,9-rpumerun-7,8-gurunpo-[ 1,3 nnoxconol4,5-g|-
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M30XUHOUH-5(6H)-0H nzomep A;

[00121] 6-((4,6-mumeTHn-2-0Kco-1,2-murnaponupuaAnH-3-uin)MeTun)-2-(Tpanc-4-
(mumMeTUIaMHUHO )IUKIOreKcu)-2,4,9-rpumeTn-7,8-nuruapo-[ 1,3 nuokcono[4,5-g]-
n3oxuHonuH-5(6H)-0oH uzomep B;

[00122] 2-(TpaHc-4-(auMeTHIAMUHO)IUKIOTeKCHIT)-6-((4-METOKCH-6-MeTHII-2-0KCO-
1,2-murunponupunun-3-ui)mMetui)-2,4,9-tpumetni-7,8-nuruapo-| 1,3 | auokcono[4,5-g]-
U30XUHOJIHNH-5(6H)-0H;

[00123] 2-(Tpanc-4-(aumeTHIaMUHO)UUKIOreKCh)-2,4,9-TpumMeTni-6-((6-meTu-2-
OKCO-4-mipornuit-1,2-muruaponupuauH-3-un)meTin )-7,8-nuruapo-[ 1,3 ]Jauokcono[4,5-g1-
M30XUHOJIHH-5(6H)-0H;

[00124] 2-uuknorekcun-6-((4,6-numMeTHI-2-0KCO-1,2-TUTHAPONHPUIUH-3 - )METHII )-
2.4,9-tpumerni-7,8-nuruapo-[ 1,3 | nuokcono[4,5-g]-uzoxunommn-5(6H)-oH;

[00125] 2-(Tpanc-4-(3THIaMHUHO)IHMKIIOTeKCHIT)-6-((4-MeTOKCH-6-MeTHII-2-0KCO-1,2-
OUTUAPONUPUANH-3-WT)MeTuN)-2,4,9-rpumerun-7,8-aquruapo-[ 1,3 | anokcono[4,5-g]-
U30XUHONUH-5(6H)-0H;

[00126] 2-(TpaHc-4-(aUATHIAMHHO)LMKIOTeKCUIT )-6-((4-METOKCH-6-MeTUII-2-0KCO-1,2-
AUTUAPONTUPUANH-3 -WT)MeTr )-2,4,9-rpumetuin-7,8-aquruapo-[ 1,3 | anokcono[4,5-g]-
U30XUHOJIHH-5(6H)-0H;

[00127] 2-(TpaHc-4-(3THI(METHI)aMHHO )UK IOTeKCHIT )-0-((4-MeTOKCU-6-MeTHII-2-
OKcOo-1,2-nuruaponupuanH-3-mwimMerni)-2,4,9-rpumeTn-7,8-1uruapo-
[1,3]nuokcono[4,5-g]-uzoxunommn-5(6H)-oH;

[00128] 9-Gpom-6-((4,6-numeTni-2-0kco-1,2-AUrHAPONUPUANH-3 -1 )MeTHI)-2-(TpaHc-
4-(IMMEeTUIIAMUHO ) IUKJIOTEKCHIT )-2,4-numeTiin-7,8-nuruapo-[ 1,3 | nuokcono[4,5-g]-
M30XUHOJIHNH-5(6H)-0H;

[00129] 9-Gpom-6-((4,6-numeTH-2-0KcO-1,2-TUruapONTUPUANH-3-1T)MeTHI)-2-(TpaHC-
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4-(AMMETUIIAMUHO ) IUKJIOTeKCHIT )-2,4-numeTii-7,8-nuruapo-[ 1,3 | nuokcono[4,5-g]-
n30XUHONUH-5(6H)-0H nzomep A;

[00130] 9-Gpom-6-((4,6-numeTni-2-0kco-1,2-AUruAPONUPUANH-3 -1 )MeTHIT)-2-(TpaHc-
4-(AMMETUIIAMUHO ) IUKJIOTEKCHI )-2,4-numeTi-7,8-nuruapo-[ 1,3 | auokcono[4,5-g]-
n30XxUHOJIHMH-5(6H)-0H n3omep B;

[00131] 9-Gpom-6-((4,6-numeTni-2-0kco-1,2-AUruaAPOMUPUANH-3 -1 )MeTI)-2,4-
IUMEeTHIT-2-(TpaHc-4-(METHIIAMUHO JIUKIIOTeKeni)-7,8-nurunpo-[ 1,3 | nnokcono[ 4,5-g]-
U30XUHOJIHH-5(6H)-0H;

[00132] 6-((4,6-numeTin-2-0Kco-1,2-TUruaApONUpUANH-3-1i1)MeTu)-2-(Tpanc-4-
(IMMEeTUITAMIHO )IIUKJIOTeKCIT)-2, 4-muMeTi-9-suami-7,8-qurunpo-[ 1,3 |nunokcono[ 4, 5-
g|-m3oxunonun-5(6H)-oH;

[00133] 6-((4,6-numeTin-2-0Kco-1,2-TUruapOnUpUANH-3-ui1)MeTun)-2-(Tpanc-4-
(IMMEeTUITAMHUHO )[IUKJIOT€KCIIT)-9-3 THHHII-2,4-TUMeTHII- 7, 8- TUTHIPO-
[1,3]muokcono[4,5-g]-uzoxunommn-5(6H)-ox;

[00134] 9-uuknonpomnun-6-((4,6-1umMeTni-2-0kco- 1,2- TuruApOTUPUANH-3 - 1T )METHII )-
2-(TpaHc-4-(AUMETHIIAMIHO ) LIUKJIOTEKCHII )-2,4-TUMeTUI-7,8- TUrupo-
[1,3]nuokcono[4,5-g]-uzoxunoamn-5(6H)-oH;

[00135] 6-((4,6-mumeTin-2-0KCcO-1,2-TUruAPONTUPUANH-3 -1 )MeTHI)-2~(Tpanc-4-
(IMMETUITAMIHO )IIUKJIOTeKCIT)-2, 4-mumeTi-9-(4-(Mopdonuuomerwn ) penrn)-7,8-
aurunapo-[ 1,3 anokconol4,5-g|-u3oxunonuH-5(6H)-oH;

[00136] 6-((4,6-numeTin-2-0Kco-1,2-TUruAPONUPUANH-3 -1 )MeT)-2~(Tpanc-4-
(IMMEeTUITAMIHO IIUKJIOTeKCI)-2,4-nuMeTi-9-penmn-7,8-nuruapo-| 1,3 | nuokcono[4,5-
g|-m3oxunonun-5(6H)-oH;

[00137] 9-(umknonent-1-eH-1-1m)-6-((4,6-nuMeTnI-2-0KCOo- 1, 2- AU U AP ONUPHUIHH-3 -

WI)MeTu)-2-(Tpanc-4-(IMMETUIIAMHUHO )LUUKIIOTeKCH )-2,4-TuMeTnI-7, 8- Turuapo-
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[1,3]muokcono[4,5-g]-uzoxunommn-5(6H)-oH;

[00138] 9-umknonenTn-6-((4,6-auMeTHII-2-0KCO- 1,2- TUruAPONMPUINH-3 - T )METHII )-
2-(TpaHc-4-(AUMETHIIAMIHO ) LIUKJIOTEKCHI )-2,4-TUMeTUI-7,8- Turuapo-
[1,3]nuokcono[4,5-g]-uzoxunoamn-5(6H)-oH;

[00139] 9-(umknorekc-1-en-1-mn)-6-((4,6-auMeTHI-2-0KCO- 1, 2- AU HAPONUPHUIHH-3 -
WI)MeTH)-2-(TpaHC-4-(IUMETUITAMUHO )IIUKJIOT€KCHT)-2,4- TUMETHII- 7, 8- TUTHIPO-
[1,3]nuokcono[4,5-g]-uzoxunommn-5(6H)-oH;

[00140] 9-uuknorekcun-6-((4,6-numeTnn-2-0kco-1,2-TuruaApOnUpUANH-3 -HJT)METHI)-
2-(TpaHc-4-(AUMETHIIAMHIHO ) IUKJIOTEKCHI)-2,4-TUMeTUI-7,8-Turuapo-
[1,3]muokcono[4,5-g]-uzoxunommn-5(6H)-oH;

[00141] 6-((4,6-numeTH-2-0KCO-1,2-TUTrHAPOTUPUANH-3 -1 )MeTH)-2-(Tpanc-4-
(TMMeTHIaAMHUHO )IUKJIOTeKCH)-2,4-1uMeTn-9-(ipon- 1 -eH-2-un)-7,8-aquruapo-
[1,3]muokcoino[4,5-g]-uzoxunommn-5(6H)-oH;

[00142] 6-((4,6-numeTHi-2-0Kco-1,2-murunaponupuaAnH-3-uin)Metun)-2-(Tpanc-4-
(IMMETUIIAMMHO )LIUKJIOTeKCUT )-9-nu3onponun-2,4-numeTni-7,8-turuapo-
[1,3]auokcono[4,5-g]-uzoxunonun-5(6H)-oH;

[00143] 6-((4,6-mumeTH-2-0KCO-1,2-TUruAPOTUPUANH-3 -1 )MeTw)-2~(Tpanc-4-
(IMMETUTAMIHO )IIUKJIOTeKCIT)-9-3Tri-2,4-numerun-7,8-murunpo-[ 1,3 auokcomno[4,5-
g|-m3oxunonun-5(6H)-oH;

[00144] 6-((4,6-numeTin-2-0Kco-1,2-TUruaApOnUpUANH-3-1i1)MeTn)-2-(Tpanc-4-
(mumeTnIaMuHO )UUKIOreKeHi )-9-(pypan-2-mn)-2,4-numeTun-7,8-gurupo-
[1,3]muokcono[4,5-g]-uzoxunommn-5(6H)-oH;

[00145] 9-(3,6-nurunpo-2H-nupan-4-ui)-6-((4,6-numeTmn-2-okco-1,2-
OUTHAPOMTUPUINH-3-HIT)METH)-2-(TpaHC-4-(IUMETHIIAMHHO ) [TUKJIOTeKCIT)-2,4-

numetui-7,8-quruapo-[ 1,3 | auokcono[4,5-g|-uzoxunonns-5(6H)-oH;
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[00146] 6-((4,6-mumeTHn-2-0Kco-1,2-TuruaponupuaAnH-3-ui1)MeTun)-2-(Tpanc-4-
(IMMEeTHIIAMMHO )IIMKJIOTeKCHIT)-2,4- TUMeTHIT-9-(MUpUauH-3 -1 )-7, 8- AUrHAPO-
[1,3]auokcono[4,5-g]-uzoxunonun-5(6H)-oH;

[00147] 6-((4,6-numeTrn-2-0Kkco-1,2-TUTHaAPONUPUANH-3 -1 )METHI )-2-(TpaHc-4-
(IMMETUIAMMHO )IUKJIOTeKCHI )-2,4-TMMeTHIT-9-(THa301-5-1)-7,8-1uruapo-
[1,3]nuokcono[4,5-g]-uzoxunommn-5(6H)-oH;

[00148] 6-((4,6-numeTin-2-0KCcO-1,2-TUruAPONTUPUANH-3 -1 )MeT)-2~(Tpanc-4-
(muMeTHIaMHUHO )IUKIOrekcun)-2,4-numetnn-9-(1-mernin- 1 H-nupazon-4-un)-7,8-
nuruapo-[ 1,3 ] auokcono[4,5-g]-uzoxunonua-5(6H)-oH; u

[00149] 6-((4,6-numeTnn-2-0kco-1,2-TUrHaAPONUPUANH-3 -1 )MeTH )-2-(TpaHc-4-
(IMMETHUIIAMHHO )IIUKJIOTeKCHIT )-2,4-TMMEeTHIT-5-0KC0-5,6,7, 8-TeTparunpo-
[1,3]nuokcoino[4,5-g]-u30XuHOIMH-9-KapOOHUTPILIL.

[00150]

[00151] B  Hacrosimuem — u300peTeHMHM  CHOCOO  TMOJNy4YEHHS]  COEOUHEHWS,
npencrasieHHoro @Popmynoit 1, He orpaHHMYMBaeTCS KakUM-IHOO 00pa3oM, HO
coeMHeHue, npeactaBieHHoe Popmysioli 1, MOXkeT ObITh CHHTE3UPOBAHO, HANPUMED,
MIOCPEICTBOM CIIoco0a MoJyveHus, MOKa3aHHOro Ha cienyroiieit Cxeme Peakimu 1:

[00152] [Cxema Peaxiuu 1]

R’ R!
OH
O>< L-R2
HN OH Step 1 HN o R
o R* o R*
[00153] Formula 4 Foumula 3

25



10

15

RS R®

]
N Cl
R‘I
OBn _ R&_N._OBn S
Step 2 X I N O><R3
RS O R*
[001 54] Formula 2
1
6 H i
-~ R N 8] O Leg
> | >< R
Step 3 > N g R?
R® o R
[00155] Formula 1

[00156] npu stom kaxaeii u3 R, R?, R?, R*, R® u R® npencrasnser coboii pagukar,
OMNMCAHHBIN BbILIE B OTHOWEHUU Popmysl 1.

[00157] Peakuus keranusaiuu craauu | B Cxeme Peakumu 1 MokeT ObITh MPOBEeHA B
ycnoBusx, onucanHbix B Ming Li u ap., J. Org. Chem. 2008, 73, 8658-8660. Cragus 1
npencraBisier  coboil  cramuio  mosdydeHus coeauHeHus Dopmynbl 3 myTéM
nepeMeinnBaHus coequHeHuss Popmynbl 4 BMecTe C paBHBIM WM H30BITOUHBIM
KOJIMYE€CTBOM IPOMU3BOAHBIX ALIETHJIEHA B PACTBOPUTENE, NHEPTHOM IO OTHOLICHUIO K
peakiuu, B npucyrctBun ot 0,01 go 0,3 skBuBajeHTOB Ru KkaranmusaTtopa B yCIOBUSIX
HarpeBaHusi B TedeHue OT 1 10 24 wyacoB. Peakuus KOHAEHCAUUM Ha CTaauu 2
npeAcTaBisieT CcoOOH mpomecc monydeHus coenuHeHus Popmyinsl 2 myTéM
nepeMeluBaHus coequHeHnss Popmynbl 3 BMECT€ C pPaBHBIM MM H30BITOYHBIM
KOJIM4YE€CTBOM COOTBETCTBYIOLIErO AJIKWITAIOTeHHa B PACTBOPUTENE, WHEPTHOM IIO
OTHOILICHHIO K PEAKIUH, B MPHUCYTCTBUH OCHOBAHUS, TAKOTO KakK TPET-OYTOKCHUI Kayus
IIPY HU3KUX TeMmneparypax B TedeHue oT 1 ao 24 yacos. Peakuus CHATHS 3aIUUTHI HA

cTaguu 3 TpencTaBisieT coOoi mpouecc mosnydeHus coenuHeHuss Popmynbl 1 myTém
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nepemMelmuBaHusa coenuHeHust PopMyispl 2, copepikallero OEH3WJIbHYIO TPYIIy, B
pacTBOpUTENE, MHEPTHOM IO OTHOLIEHUIO K PEeakluH, B IPUCYTCTBUHM KHCJIOTHI B
YCJIOBUSIX OXJIAXKIAECHUs WIN HarpeBaHus B TedeHue ot 0,5 10 24 yacos.

[00158] YkasaHHbIe COeqUHEHUSI B COOTBETCTBHH C HACTOSIIMM M300PETEHUEM TaKKe
MOTyT 00pa3oBbIBaTh (hapMalleBTUYECKH MpueMiieMble coyu. Takue (papManeBTUYecKu
NpUEMJIEMBIE COJIM HE OTPAaHMYUBAOTCS KaKMM-JIUOO 0Opa3oM NpU YCIOBHH, YTO OHHU
NPEACTaBISIIOT  co0OH  comu, o0Opa3oBaHHbIE C KHCJIOTOH, KOTOpas oOpasyer
HETOKCHUYHYI0 KHCJIOTHO-aJITUTHBHYIO COJIb, OOECHEeYMBAIOIIYIO (hapMalleBTHYECKH
npuemsieMblli  aHUOH. IIpuMepel cosieli BKIIOYAOT KUCJIOTHO-AAAUTUBHBIE COJIH,
o0pa3oBaHHbIE C HEOPraHMYECKUMH KHCJIOTAMM, TaKUMH KaK XJIOPHCTOBOJOPOIHAS
KHUCJIOTA,  CepHast  KHCJIOTA, a30THAsl  KHCJIOTA, dochopHast  kucnoTa,
OpPOMHUCTOBOIOPONIHAST KHUCJIOTA, HOJUCTOBONOPOAHAsT KHUCJIOTa W TOMY IOAOOHOE;
OpPraHUYECKUMH KapOOHOBBIMH KHCJIOTaMH, TAKMMU KaK BHHHAs KHUCJIOTA, MypaBbUHAs
KUCJIOTA, JIMMOHHAs KHCJIOTA, YKCYCHas KHCJIOTA, TPUXJIOPYKCYCHasi KHCIOTA,
TPpU(PTOPYKCYCHAs] KHCJIOTA, TJIFOKOHOBAs KHCJIOTa, OEH30WHAasi KHUCIOTAa, MOJIOYHAS
KUCIIOTa, (ymMapoBas KHCJIOTAa, MaJEHHOBAash KHUCJIOTa M TOMY MOJOOHOE, WiIn
Cynb(OHOBBIMH  KHCJIOTAMM,  TAaKMUMH  KaK  METAHCYJb(OHOBas  KHUCIOTA,
OeH30JICYIb(OHOBAST KUCIIOTA, T-TOJIYOJICYJIb(HOHOBAsI KUCIOTa, HadTaIMHCYIb()OHOBAsS
KUCJIOTA U T.II.

[00159] Mexny Tem, coenrHeHHsI B COOTBETCTBHH C HACTOSALIMM H300pETEHUEM MOTYT
UMETh aCHMMETPHUYHBIA YIJIEPOAHBIH LEHTP U, TAKUM O0pa3oM, MOTYT CYIECTBOBAaTh B
Bujie u3omMepoB R wmiu S, paneMuueckux COeIUHEHUH, AUacTePeOMEPHBIX CMecel WUIu
OTAENbHBIX JTUACTEPEOMEPOB, M BCE 3TH H30MEPbI M CMECH BKIIIOYEHBI B OOBEM
HACTOSLIETO N300PETEeHUsI.

[00160] Kpome Toro, combBaTHble W ruapaTHbie (Gopmbl coenuHeHud DPopmyssl 1
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TaKXKe BKJIIOYEHbI B 00BEM HACTOSAIIErO H300PETEHUs.

[00161] B cooTtBercTBMM ¢ JApyr'MM BAapUaHTOM OCYLIECTBJIEHHS HACTOSIIETO
n300peTeHust, TmpenocTaBisieTcss  (apMaleBTUYeCKas KOMIIO3HMLMS, — COAepsKaras
TepaneBTHYecKu 3(PPEeKTUBHOE KOJIMUYECTBO COEOUHEHUS, BHIOPAHHOTO U3 COEAMHEHUM
®opmyiel 1, u ero papManeBTHUECKH TPUEMIIEMON COJIH.

[00162] dapmarieBTHYeCcKass KOMIIO3MIIMS COTJIACHO HACTOSIIEMY  HM300pPETEHUIO
NOJIe3HA JUTS MPENOTBPAIICHUS WIN JICUSHHs Pa3IMYHBbIX 3a00JIEBaHHM, CBS3aHHBIX C
EZH1 w/wmu EZH2, nockonbKy copep:kaiieecs B Hell coemuHenune @opmynsl |
uHruoupyer akrusHocth EZH1 n/unmn EZH2.

[00163] CornacHo npyromMy BapHaHTy OCYIIECTBJCHHS HACTOSILEr0 H300peTeHus,
yKa3aHHas (apMaLeBTHYECKass KOMITO3ULMS MPEACTaBIsieT co0O0N (papMareBTHYECKYIO
KOMITO3ULIMIO Uil MPOQUIIAKTUKY WIIH JICYEHUs paka WM OIyXOJeH, KOTOPbIe MOXKHO
JeYUTh MyTEM MHrHOupoBaHus pepmenTaruBHOM aktuBHocTH EZH1 n/umn EZH2.
[00164] CornacHo emé oqHOMY BapUaHTy OCYILIECTBJIEHHS HACTOSILETO H300peTeHMs,
npenocraBisiercss  (papMmaneBTHUECKUIl  Ipemapar,  COmepXKallMi  YKa3aHHYIO
(papMaLeBTHYECKYIO KOMIIO3ULIHIO.

[00165] ®apmarieBTryeckuii mpemnapar COrNIaCHO HACTOSIIEMY H300PETEHHIO MOMKET
ObITb B pa3IMYHBIX MEPOPATbHBIX JIEKAPCTBEHHBIX (Popmax, Takux Kak TaOJeTKH,
NIJIIOJIM, TOPOLIKH, KAarCyJbl, CHPOMbI MM OSMYJbCHH, WIH NapeHTepaJbHbIX
JIEKapCTBEHHBIX (pOpMax Mjisi BHYTPUMBILIEYHOTO, BHYTPHUBEHHOTO HWJIM TMOAKOKHOTO
BBENICHHs, TAKMX KaK MHBEKLHH, U MOXKET, KpOMe TOro, ObITb B BHAE MEPOPATbHOI
JIEKapCTBEHHON (hOPMBL

[00166] Kpome Toro, yka3zaHHBIH (papMaLeBTHUSCKHUI TpenapaT MOKET ObITh MOJyUeH
OOBIUHBIM CTIOCOOOM TyTéM a00aBJIeHUsT OOBIYHOW HETOKCUYHOW (hapMaleBTUYECKH

npuemiieMoll 100aBKH, HApUMeEp, 10 MEHbIIEH Mepe, OJHON BBIOPAHHON W3 TPYIIIbL,
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COCTOHH.Ieﬁ n3 HOCHTeJ’Ieﬁ, AABHOBAHTOB U HaHOJ'IHPITeJ'IefI, B JOTIOJJHEHUE K aKTHUBHOMY
KOMITOHEHTY.

[00167] HanonHuTens, KOTOpble MOXHO HCIOJIB30BaTh B  (hapMaleBTHYECKOM
npernapare COrIaCHO HACTOSIIIEMY PACKPBITHIO, BKIIFOUAIOT IMOACIACTUTENH, CBSI3YIOIIUE,
COJTOOMTU3ATOPBI, T00ABKH, CIOCOOCTBYIOIINE PACTBOPEHUIO, CMAYHMBAKOIINE AreHTHI,
OMYJIbIaTOpPbl, U30TOHUYCCKUE arcHThI, aI[COp6eHTbI, ACSHUHTETIPAHTBI, AHTUOKCHIAHTHI,
KOHCEPBAHThI, CMa3bIBAIOLIIE BEIIECTBA, HAMOJHUTENH, apOMaTHU3ATOPbl U T. 1., HO HE
OrpaHUYnBArOTCA HMHU. Haan/IMep, B KAaUeCTBE€ BCIIOMOTATCIIBHBIX BEIIECTB MOXHO
UCIIOJIb30BaTh JIAKTO3Y, IEKCTPO3y, Caxapo3y, MaHHHUT, COPOUT, LEJUIIOJI03Y, TIIULIMH,
AUOKCUI KPEMHUSA, ATFOMOCUIIUKAT MarHus, Kpaxmall, KEJIATUH, TPAarakaHTOBYIO KaM€/Ib,
ApTMHOBYIO KHCJIOTY, aJIbl’MHAT HATPUsl, METHIILEIUTI0I03Y, KapOOKCUMETHIILIEIUTIONO03Y
HaTpusi, BOAY, 3TAHOJ, NOJTUITUIICHTIIMKOJIb, MOJJUBUHUITIUPPOIIUAOH, XJIOPUA HATPUH,
XJIOpyua KajabLivda, arcjibCUHOBYIKO OSCCCHIMA, K.]'IY6HI/ILIHYI'O OCCCHI A, BaHHUJIBHBIN
apoMaTHU3aTop U T. .

[00168] Korna dapmaneBTHueckuii mpenapaT COTNIACHO HACTOSINEMY H300pETEHHIO
HAXOOUTCS B TEPOPAIbHOW JIEKApCTBEHHOH (hopme, MpUMEpPbl HOCHUTENS, KOTOPbIi
UCIIONIB3YETCS B OTOM Clly4ae, BKIIFOUYAIOT LEJUTFOJIO3Y, CHITMKAT KaNbLHsl, KyKypy3HbIi
Kpaxmaj, JaKTo3y, caxaposy, HeKcTpo3y, (¢ochaT Kanblys, CTEAPUHOBYIO KHCJIOTY,
CTe€apar MarHus, Creapat KaJblus, KEJIAaTHH, TaJbK U T.II., HO HE OTPaHUYIUBAKOTCA UMHU.

[00169] Korna ¢apmaneBTudeckuii mpemapar COrNIAaCHO HACTOSIIEMY H300pPETEHUIO
HAXOAWUTCS B (POPMe UHBEKIIUH, MPUMEPBI HOCUTEJSI BKIIFOYAIOT BOAY, (PU3HONIOrHYecKuii
pPacTBOp, BOAHBINA PacTBOP TJIFOKO3bI, BOAHBIN pacTBOpP INCEBAOCAXapa, CIUPT, TIIUKOJIb,
3¢ up, MacIo, JKUPHYIO KUCIIOTY, CIOKHBIN 3(UpP JKUPHOU KUCIOTHI, TIULEPU U T.1I., HO
HE OIpaHUYIMUBAKOTCA UMH.

[00170] YroObr  wcronb30BaTh COENUHEHHE B  COOTBETCTBHM C  HACTOSIIMM
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n300peTeHrneM B KauecTBe (hapMaleBTHUECKOTrO areHTa, €ro BBINOJHIIT B (opme
(apmaLieBTHYECKOrO Tpenapara, KOTOPbII MOMHMO AaKTHBHOTO HHIPEIUEHTa s
NEepOpaNbHOTO  WJIM  NApEHTEPAJbHOrO  BBEAEHHS  COAEPXKHUT  MOAXOMSIINE
(papmareBTHYECKHE, OPraHUYECKUE UM HEOPraHHMYECKHE MHEPTHbIE BELIECTBA B BHIE
cpembl [Jisi  COAEpKaHHsl AaKTHMBHOTO HMHIPENUEHTA, HANpPUMEpP, BOAY, JKEJIATHH,
T'YMMHApaOHK, JAKTO3y, KpaxmaJl, paCTUTEIbHOE MAcJo, MOJTHAJIKUICHTJIUKOIb U T. .
Vka3zaHHbIN (hapMaLeBTHUECKUH MpernapaT MOKET OBbITh BBITIOJIHEH B TBEpAOU (opwme,
HanpuMep, B BUAE TaOJIETOK, TAOJETOK C MOKPBITHEM, CYIIIO3UTOPUEB UM KaTICyJI, UJIH
B JKHIKOH (opme, Hampumep, B BHUAE PACTBOPOB, CyCNeH3WH miu sMmysbcuil. Kpome
TOro, (papMaLEeBTHUECKUH TMpenapaT HeoOS3aTeIbHO CONEPIKUT albIOBAHTHI, TAKHE KaK
KOHCEPBAHTHI, CTA0MJIN3aTOPBI, CMAYMBAIOLINE AT€HTHl WM 3MYJIbIATOPbL, COJU IS
U3MEHEHUS] OCMOTHYECKOr0O aBJieHUs Win Oydepsl.

[00171] dns mapeHTEepanbHOrO BBEAEHHS OCOOEHHO TIOAXOASAT PACTBOPBI  WJIH
CYCHEH3UH ISl UHBEKLUH.

[00172] B kauyecTBe cucTeM-HOCHTENEH TaKKe MOTYT MCIIOJIb30BAThCS MIOBEPXHOCTHO-
AKTHBHBIE aTbIOBAHTBI, TaKWE KAK COJU SKEIYHBIX KHCIOT Wi (HochHOoNUmuabl
’KUBOTHOT'O HJIH PACTUTEIbHOTO MPOMCXOXKICHUS, a TaKKe HX CMeCH, M TaKxke
JIMTIOCOMBI HJTH MX KOMITOHEHTBI.

[00173] s mepopaibHOTrO BBENEHUSI B OCOOEHHOCTH MOAXOMAST, TaOJETKH, TaOJETKH C
OOOJIOYKOW WIJIM  KaICyJIbl, TOKpPBITBIE OOOJIOYKOH, CoAepiKalfe TalbK H/HIH
YIJI€BOAOPOAHbIE HOCHUTENH WJIHM CBS3YIOIIME, HANPUMED, JIAKTO3Y, KYKYPY3HBIA HIIN
KapTodenpbHbIA KpaxMaji. YKa3aHHOE BBEIEHHE TaKKe MOXKHO MPOBOIUTH B KHUIKOH
¢dopme, HapuMep, B BUAE COKA, B KOTOPBII 700aBJIEH MOACIACTUTEND.

[00174] Kpome Toro, mo3upoBka coenuHenus Popmynbl 1 B COOTBETCTBHH C

HaCTOAIIHNM H306peTeHI/IeM AJisL Y€JIOBECUCCKOTO OpraHu3ma 0OBIYHO HaxXoauTCsa B
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nuana3one ot 0,1 mr B gerp 10 2000 mr / neHsb 11t B3pOCIOro MalueHTa ¢ Maccoi Tena
70 xr. CoenvHEHHE B COOTBETCTBHH C HACTOSIIUM U300PETEHHEM MOXKHO BBOIUTH OJUH
WUTH HECKOJIBKO pa3 B ieHb. OJTHAKO yKa3aHHasl BBILIE TO3MPOBKA MOXKET BapbUPOBATHCS
B 3aBHCHMOCTH OT COCTOSIHMSI 3I0pPOBbsi TIal[MH€HTa, BO3pacra, Beca U TMOJa,
JIEKapPCTBEHHOM (POPMBI U TSKECTH 3a00JI€BaHHSI U, COOTBETCTBEHHO, 00BEM HACTOSIIETO
U300pETeHNsI HE OTPAHNYUBAETCS] OMMCAHHOMN BbIIIE JO3HUPOBKOM.

[00175]

[00176] B nanbHeiiinem Hacrosiiee u3o0peTeHre Oyaer onmucaHo Oojiee MOAPOOHO CO
CCBUIKOM Ha CIEIyIoIue MPUMEPbl HM3TOTOBJIEHUS W TPUMEPBI, HO OTH MPUMEPHI
SIBJISIFOTCS. MPOCTO MJUTFOCTPALIMEH HACTOSILEro H300peTeHHs, U O0BEM HACTOSLIErO
N300peTEeHNsI HE OrPAaHUYNBAETCS UM

[00177]

[00178] IIpumepsbi

[00179] [Tpumepsl CUHTE3a HHTEPMEAUATOB

[00180] [Murepmenuar 1] 6,7-muruapokcu-8-mMeTui-3,4-auruapon3oxuHomH-1(2H)-

OH

OH
HN

[00181] ©

[00182] Cranus 1. [Tonyyenne metui 3,4-TUMETOKCH-2-METUIOEH30aT

OMe
MeO

[00183] ©

OMe

[00184] MeTun-3,4-nuruapokcu-2-merundensoar (5,0 r, 27,4 MMONb) pacTBOpPSJIH B
anieroHe (50 mut), a 3aTeM K HEMY MOCJIeNOBaTeNIbHO 100aBsn kKapboHat kamus (18,9 T,
137,0 mmonb) u Honmeran (5,1 mur, 82,3 mmonb). Ilocne okoHuwaHust noOaBieHUS,

MOJIyYEHHYIO0 CMECh NEPEMELINBAIN IPU KOMHATHON TeMIlepaType B TeueHue 24 4acos.
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IIponykTel peakuuu pa3daBIsIM AUXJIOPMETAHOM M BOAOH, M OPraHUYECKHH CJION
otnensi. OTAeNEHHBIH OPraHMYEeCKHi CJIOH BBICYIINBAIN Hall O0€3BOJHBIM CYJb(haToM
HaTpUsT U TOABEpPrajid MEPEeroHKe IPU MOHI)KEHHOM J[aBJIEHUU C MOJyYEHUEM
COeMHEHMs], YKA3aHHOTO B Ha3BaHUU (5,4 T'), KOTOPOE HMCIONb30BaN Oe3 majbHeuei
OYHUCTKH.

[00185] Cranus 2. [Tonyuenue 3.4-TMMETOKCH-2-METHIOEH30HHON KUCIOThI

OMe
HO OMe
[00186] ©
[00187] MeTun-3,4-numeTokcu-2-meTuadeH30at (5,4 T, 27,4 MMOJIb),

cuHTe3npoBaHHbIN Ha Ctanuu 1, omrcaHHOW BbIIE, JOOABISIIM K CMECH METAHOJI/BONA
(1/1, 54 mn), a 3arem k HUM noOaBisH rugpokcun Hatpus (3,3 1, 82,2 mmons). [Tocne
OKOHYaHHUS NOOABJIEHUS, IOJNYYEHHYI0O CMECh HArpeBajid M KUITIIIM C OOpaTHBIM
XOJIONUJIBHUKOM B TedeHue 4 yacos. Ilocne OkOHUaHUs peakluH, PEaKLHOHHYIO CMECh
OXJIAKIAIN O HU3KOM TemmepaTyphl, a 3aTeM noakuciasanu ao pH npumepno 1 ¢
ucnonp3oBanuemM 6,0 N BogHOW consgHOM  kucnoThl.  [lomyueHHBl  Ocamok
nepeMeInnBay IPH HU3KOH TeMnepartype B TeueHue | yaca, cobupanu GuibTpoBaHUEM,
IIPOMBIBAJI BOJIOH, U BBICYIINBAJIH C MMOJTYYEHHEM COEIMHEeHUs, YKa3aHHOTO B Ha3BaHUU

(5,4 1), koTOpOE HCTONB30BANIN O€3 JaIbHEHIIel OUUCTKH.

[00188] Cranus 3. [Monyyenue N-(2,2-nuMeTOKCUITIII)-3,4- TUMETOKCH-2~
MeTHUaOeH3aMu1a
~o OMe
AN
0 OMe
[00189] 0

[00190] 3,4-numerokcu-2-meTunbens3oiinyro  kuciaory (5,4 1, 274  mMmonb),

cuHTesupoBaHHyr0 Ha Cragum 2, omnucaHHOW Bblle, pacTBopsii B N, N-

2

numetrungopmamune (54mit), a 3areM K HHM TIOCIENOBaTENbHO noOaBisik |-
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TUAPOKCHOEH30TPHA30 (4,8 r, 35,6 MMOJIb), 1-aTun-3-(3-
AUMeTUIaMUHONporm)kapbonuumun — rugpoxiopun (6,8 1, 35,6 wMmomb) U
TpusTWIAMUH (5 M1, 35,6 MMOIIB), C TIOCNENYIOUINM TIepeMEeIINBAHNEM P KOMHATHOH
TeMmriepaTtype B TedeHue | yaca. K HUM mo kamisiM B Teue€HHE NPUMEPHO 5 MHUHYT
no0aBJsUIM CMeCh aMUuHoaleTaj baerua auMerwianerans (3,9 mu, 35,6 mMmonb) u
TpusTHIaMuHA (5 M1, 35,6 MMOJIB), a 3aT€M MOJIYyYEHHYI0 CMECh MEePEMELIMBAIN MPH
KOMHATHOH Temmeparype B TeueHHe HOYM. lIpomykTel peakumu pa3OaBisuU
OUXJIOPMETAHOM W BOAOW, W OpraHudeckuil cyjod otnensian.  OTaenéHHbII
OpraHUYeCKUN CJIOW MNPOMBIBAIM BOAOM WM COJEBBIM PacTBOPOM, BBICYLIMBAIN Haj
0e3BOAHBIM CYJIb(pATOM HATPHS, U MOABEPrad MEPEroHKE MPU MOHWKEHHOM JIaBJICHUN
C TIOJIyYeHHEeM COSAMHEHHs, YKA3aHHOTO B Ha3BaHWH (7,8 T'), KOTOpOe UCTIONIB30BAIN 0e3

NaJIbHEHUIIEN OYUCTKU.

[00191] Cranust 4. TlonyveHue 7-rHAPOKCU-O-METOKCH-8-MeTHIN30XUHOIMH-1(2H)-

OHa
2 OMe

HN
[00192] ©

OH

[00193] N-(2,2-numerokcusTun)-3,4-1umMeTokcu-2-mMeTrnoensamuz (7,8 r, 27,4 MMOJIb),
cUHTe3UpoBaHHbIA Ha CTaauu 3, OMUCAHHOW BbILIE, JOOABISIN K KOHIIEHTPUPOBAHHON
cepuoit kucimore (35 wut), a 3arem Harpeaum a0 ©60°C, ¢ mOCIEAyHOIIUM
nepeMelIMBaHieM B TeUeHHe 4 4acoB. PeakIMOHHYI0 CMeCh OXJIaKAAIN 10 KOMHATHON
TEMIIEPaTYPbl, BBUIMBAJIN B JIASHYIO BONY, & 3aTEM MEepEeMEIINBAIHN B TeueHne 30 MUHYT.
[TonyueHHbI Ocanok coOupann (UIBTPOBAHHEM, NPOMBIBAIN H30BITKOM BOABI H
BBICYIIMBAJIM C TIOJIYYEHHEM COEOMHEHHUS, yKa3aHHOro B HasBaHMH (5,7 T), KOTOpoe
UCTIONB30BANIN O€3 JanbHeHIme OYnCTKH.

[00194] Cranus 5. [Monyuenue 7-rUAPOKCU-O-METOKCU-8-MeTHII-3,4-
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nuruapousoxunoaud-1(2H)-oua

OMe
HN

[00195] ©

OH

[00196] 7-runpokcu-6-merokcu-8-merunusoxunonaus-1(2H)-on (5,7 r, 27,4 mmonb),
cuHTe3npoBaHHblll Ha Ctanuu 4, onucanHow Bbime, U 10% nammaguit/yraepon (2,7 1)
nobaBysui K cMecu MetaHosa/stanoja (1/1, 57 mi), a 3areM NpUCOeqUHSUTA OaJJIOH ¢
BooponoM. PeakiinonHyro cMmech Harpesanu 1o 60°C, nepeMeluBaiyu B TEYCHHE HOYH,
OXJIAXKJIAIH 10 KOMHATHOW TEMIIEpaTyphl, OT(UIBTPOBBIBAIN Hepe3 LEIHUT, a 3aTeM
NOABEPrajii MEPEeroHKe TpU IOHWKEHHOM JaBieHUH. llomydeHHbI MNpPOAYKT
nepeMelnBaId B JUXJOPMEHTaHe, coOupanu  (uiabTpoBaHWEM, MPOMBIBAIN
IVXJIOPMETAHOM U BBICYLIMBAIHN C MOJyYE€HHEM COEIMHEHHs], YKa3aHHOTO B Ha3BaHUU
(3,39 1).

[00197] Cragust 6. Tlonydenue ©6.7-AMTrHAPOKCU-8-MeTUI-3,4-TUTUAPOU3OXHHOIHH-

1(2ZH)-ona

OH
HN

[00198] ©

OH

[00199] 7-runpokcu-6-merokcu-8-metii-3,4-quruapousoxunonnn-1(2H)-on (100 wr,
0,482 mMoib), CUHTe3MpOBaHHBIH Ha CTaguu S5, ONMMCAHHOW BbIIE, NOOABJSIIM K
auxjopMeTany (2 mMi1) B aTMocdepe a30Ta, a 3aTeM PEaKIMOHHYI0 CMECh OXJIAKIAIN 10
0°C. K wum pobGasmsmun Tpubpomupn Oopa (1 mim, 0,96 mmonb, 1M pactBOop B
IUXJIOPMEHTAHE), a 3aTeéM IOJyYEeHHYI0 CMeCh MEIJICHHO HAarpeBajiil 1O KOMHATHOMN
TEMIEpPaTypbl M MEpPEeMEeIlNBAIM B TedyeHHe HOuUW. JlemsHyro Boay AOOaBIsSIM K
PEAKLIMOHHON CMEeCH, M TMOJY4YE€HHBIM OCaJOK NepeMelluBaId B TedeHUe | dyaca,
cobupanmu (UIBTPOBAHUEM, TPOMBIBAIIM H3OBITKOM BOIObI M JAWXJIOPMETaHa, |

BBICYIIMBAIIN C ITOJIyYEHHEM COSAMHEHUs, YKa3aHHOTrO B Ha3BaHUHU (53 mr).
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[00200]
[00201] [UuTepmenuar 2] 6,7-quruapokcu-3,4-guruaponsoxunonut-1(2H)-on

OH
[00202] ©
[00203] Ty xe peakimto, uyro u Ha Cramuu 6 mnojydenuss Murepmenuara |
OCYLIECTBISUIA C HCIIOJIb30BAaHHEM O,7-THMMETOKCH-3,4-1uruipon3ox uHoiuH- 1 (2H)-oHa
(500 wmr, 15,6 MMOIb), CHHTE3MPOBAHHOTO B COOTBETCTBHH C METOIOM, ONMHCAHHOM B
Asian Journal of Organic Chemistry, 5(2), 287-292; 2016, u nony4eHHOE BEILECTBO
OYMINAIN TIOCPEACTBOM XpOMaTorpaduu Ha KOJIOHKE C CHJIMKAreJieM C MOJYYeHHEM
COEMHEHUs, YKa3aHHOTO B Ha3BaHuu (190 mr).
[00204]
[00205] [uTtepmenuar 3] 6,7-Ouruapokcu-S,8-qumern-3,4-TUruapor30X MHOIHH-

1(2H)-oH

HN

[00206] ©

[00207] Cranus 1. [Tonyyenue MeTwi-3,4-TMMETOKCH-2, 5-TMMETHIOEH30aTa

OMe
MeO

[00208] O

OMe

[00209] Coenunenue, ykasaHHOe B Ha3BaHHH, (2,3 T) MONyYasd MyTeM OCYLIECTBIICHUs
ToM ke peakuuu, 4ro U Ha Ctaguu 1 nmonyuenus MHTepmenuarta 1, 3a ucCkIrOYeHHEM

10,1 mmoub)

2 2

TOrO, YTO METWUJ-3,4-TUruapokcu-2,5-numernndenzoar (2,0 r
UCTIOJIb30BAIM BMECTO METHJI-3,4-TUTHIPOKCH-2-METHIIOCH30aTa.

[00210] Cranus 2. [Tonyuenue 3.4-TMMETOKCH-2,5-TUMETUIOEH30MHON KMCIOThI
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OMe
HO

[00211] ©

OMe

[00212] Coenunenue, ykasanHoe B Ha3BaHuH, (2,1 r) mojyyanu myTeM OCYLIECTBICHUS
TOM sxe peakuuy, uto u Ha Cranuu 2 nonydenus MHrepmenuara 1 ¢ ucrnonb3oBaHHEM
MeTHII-3,4-mumMeTokcH-2,5-numerundenszoata (2,3 r, 10,1 MMoOJNb), CUHTE3UPOBAHHOIO
Ha Ctaguu 1, OMMCaHHOM BBIIIE.

[00213] Cramust 3. IMonyuenre  N-(2,2-AUMETOKCHITHN)-3,4-TUMETOKCH-2, 5-

IUMETWIOEH3aMU A
\0 " OMe
o)\/ N OMe
[00214] ! 0

[00215] Coenunenue, ykazanHoe B Ha3BaHuY, (3,0 T) MONyYau MyTeM OCYLIECTBICHUs
TOM ke peakuuy, uto U Ha Craguu 3 nonydenus MHrepmenuara 1 ¢ ucnonb3oBaHuEM
3,4-TMMETOKCH-2,5-TMMETHIOEH30MHON KHUCJIOTBI (2,1 T, 10,1 MMOIJIb),

cUHTe3upoBaHHON Ha CTaauu 2, ONMUCAHHOH BBILIE.

[00216] Cranus 4. [Tony4enue 6,7-quruapokcu-S,8-numernan3oxuHonuH-1(2H)-ona

OH
HN

[00217] o

OH

[00218] Coenunenue, ykazannoe B HazaHuu (1,8 T) mosydanu myTeM OCYILIECTBIICHUS
TOM ke peakuuy, uto ¥ Ha Cranuu 4 nonydenus: larepmeanara 1 B Teuenue 24 4acos C
UCTOB30BaHNEM N-(2,2-TUMeTOKCUITHI)-3,4-IUMeTOKCU-2, S-mumMeTinoenzamuna (3,0

r, 10,1 MMoub), cuHTe3npoBaHHOrO HA CTaanu 3, OMUCAHHON BBIIIE,

[00219] Cranus 5. IMonyyenue 6,7-nUruApoKcu-5, 8-numerni-3.4-

nuruapousoxunonaus-1(2H)-osa
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OH
HN

[00220] ©

OH

[00221] Coenunennie, yxazanHoe B HazBaHuu, (780 Mr) mony4anu MmyTeM
OCYILEeCTBJIEHHs] TOM ke peakuuu, uro U Ha Craaum 5 nonydeHust Murepmenuara 1 B
TedyeHue 48 4acoB C MCIOJIb30BAHUEM O,7-TUTHAPOKCHU-S,8-TUMeTHIN30XHHOIUH-1(2H)-
ona (1,8 r, 8,8 MMoub), cuHTe3UpOoBaHHOTO HA CTanuu 4, ONMUCAHHON BBILIE.

[00222]

[00223] [uTtepmenuar 4] S-xyop-6,7-AUTHAPOKCU-8-METHII-3,4-TUTUAPOU3OX MHOIHH-

1(2H)-on
cl
OH
HN on
[00224] ©
[00225] Cranus 1.  TlonyueHue  5-XJ0p-7-TUAPOKCU-O-METOKCH-8-MeTui-3.4-

nuruapounsoxunoiaud-1(2H)-oua
cl

OMe
HN

[00226] ©

OH

[00227] 7-runpokcu-6-merokcu-8-meTii-3,4-quruapousoxunonnn-1(2H)-on (938 wr,
4,53 mmodb), cuHTe3upoBaHHbIl Ha Ctaguu S nonyuenust Uarepmennara 1, pacTBopsuin
B ykcycHoil kuciore (20 mu), u x HuM npodasmsuin N-xnopeykuuanmun (1,2 r, 9,05
MMOJIb). Peakumonnyro cmech HarpeBasu 1o 70°C u nmepememBaiy B TeueHue 1 gaca.
PeaknMOHHYIO CMeCh OXJIAXAaNM A0 KOMHATHOM TEMIepaTypbl, HEUTpPaIn30BaIU
noOaBleHHEM  HACBIIEHHOTO BOJHOTO  pacTBopa OukapOoHaTa  HaTpus, U
SKCTPArnpoBaiu ¢ wucrnonb3oBaHueM 20% wmeraHona B xyopodopme. OTnenéHHbIH
OpraHUYeCKUH CJION MPOMBIBAIN COJIEBBIM PACTBOPOM, BBICYIIMBAJIHN C UCIOIb30BAHUEM

0e3BONHOTO CyJb(aTa HATPHUsS, U MOABEPraU MEPETOHKE MPH MOHUKEHHOM JaBJICHUU.
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ITomyueHHOE BELIECTBO OUUINAIN IIOCPEACTBOM Xpomarorpaguu Ha KOJOHKE C
CHJIMKArejieM, M MOJIy4eHHOE BELIECTBO MePEMELINBAIN B IUITHIOBOM 3(pUpe B TeUSHHE
1 waca. Ilomy4eHHBII OCamoOK OTQUIBTPOBBIBAIM U MPOMBIBAIH C MOJyYEeHHEM
COEIMHEHUs, YKa3aHHOTO B Ha3BaHuU (380 mr).

[00228] Cranus 2. [Mony4yenvie 5-x510p-6,7-MIUrUAPOKCH-8-MeTHII-3,4-

nurnuapousoxunoaus-1(2H)-ona
cl

OH
HN

[00229] ©

OH

[00230] Coenunennie, yka3zaHHOe B HasBaHuu, (293 Mr) monydanu MyTeM
OCYILECTBJIEHHs] TOM ke peakiuu, uro U Ha Craauu 6 nomyudenust Murepmenuara 1 ¢
HUCIIOJIb30BaHHUEM 5-XJ10p-7-rUAPOKCU-6-METOKCH-8-METHII-3,4-TUTUIPON30X UHOJIMH-
1(2H)-ona (377 mr, 1,56 MMoIb), cuHTe3upoBaHHOro Ha Ctaanu 1, ONMMCaHHOM BbIIIE.
[00231]

[00232] [MuTepmenuar 5] 8-xyop-6,7-AUTHAPOKCU-5-MeTHII-3,4-TUTUAPOU30X MHOIHH-
1(2H)-oH

OH

HN
OH

[00233] © c

[00234] Cranus 1. [Tonyyenre MeTHI-5-X10p-3.4- TUTHAPOKCH-2-METUIOEH30aTa
o

OH
MeO

OH

[00235] ¢l

[00236] MeTun-3,4-nuruapokcu-2-merundensoar (2,0 r, 10,98 Mmoinb) pacTBOpsid B
stunanerate (44 mu), u Kk HUM gobasmsim N-xyopeykunHumun (2,2 r, 16,47 Mmodb).
PeakunoHHyI0 CMeCh NepeMelInBalI P KOMHATHOM TeMIeparype B TedeHue 1 gaca, u

kK HUM nodaisumn m-aHu3ou (1,2 mot, 10,98 mmons). [locne nepememnuBanusi B TeUCHUE
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IOTOJMHUTEbHBIX 15 MUHYT, pEaKIHOHHYK) CMECh OTHENSIM C WCIOJb30BAHUEM
stunanerata. OpraHUYecKHil CJIOH BBICYLIMBAIN C HCIOJIb30BAHHEM OE3BOIHOTO
cynbdara HaTpHs, a 3aTeM IOJABEPrajid MEPeroHKe MpPU TOHWKEHHOM naBieHuu. K
MOJIYYEHHOMY  BELIECTBY JNO0ABIsIM  quxjopMmeraH (5 M) € MOCIEAYIOLIUM
nepemMennBaHreM B TeueHre 30 MUHYT. 3aTeM, YKa3aHHbIA PacTBOP OT(HUIBTPOBBIBAIN
C MOJlyYeHHEM COeIMHEHMsI, YKa3aHHOTo B Ha3BaHuu (1,1 r), kKoTOpOE ucmonb3oBanu 6e3
JAJbHEUIIEH OUYHUCTKU.

[00237] Cranus 2. [TonyueHre METHII-5-X10p-3,4-THMETOKCH-2-METHIIOEH30aTa
0

MeO OMe

OMe

[00238] ¢

[00239] Coenunenue, ykasaHHOe B Ha3BaHHH, (2,6 T) MONyYaJid MyTeM OCYLIECTBICHUS
TOM ke peakuuu, 4ro U Ha Ctaguu 1 nmonyuenus MHrepmenuarta 1, 3a UCKIHOUEHHEM
TOTO, YTO MeTWI-5-xJop-3,4-nuruapokcu-2-metmwidenszoar (2,3 r, 10,59 wmmonb),
cuHTe3upoBaHHbIN Ha Ctaauu 1, OnMCaHHOMN BbIlIE, UCMONB30BAIN BMECTO METUII-3,4-

AUTHIAPOKCH-2-METHIIOEH30aTa.

[00240] Cranus 3. [Tonyyenwue (5-xa0p-3.4-TUMETOKCH-2-MeTHII()EHUIT)METAHOIIA

M
HO OMe

OMe

[00241] ¢l

[00242] MeTun-5-x0p-3,4-numerokcu-2-metunbensoar (2,6 1, 10,63  Mmonb),

>
CHHTEe3UpOBaHHbBIN Ha CTaguu 2, OMMCAHHON BBIIIE, PaCTBOPSUIH TeTparuapodypane (26
MJT), OCYIIECTBJISUIN 3aMeEIleHHe Ta3a aprOHOM C MOCIEAYIOIUM oxnaxaernem ago 0°C.
LiAlH4 (403 wmr, 10,63 mMMoib) nOOaBIsIM K PEAKIIMOHHONH CMECH C TOCIEAYIOLINM
nepemMelnBaHueM NPU KOMHATHOM TeMmepartype B Teuenue 1 gaca. IIponykTel peakuuu

oxnaxganu g0 0°C, u mo karmisiM Ho00aBIsiii K HUM HM30BITOK BOObI M 15% BOgHOM

pactBop ruapokcupa Harpus (2,5 wmu). Ilocne nepememmBaHusl TpPU KOMHATHOU
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TEMIepaType B TEYEHHWE 2 JIONOJHUTENbHBIX YacOB, PEAKIMOHHYKD CMeCh
oTdunbTpoBBIBANN uYepe3 LenutT. llonydeHHOEe BEIIeCTBO OTAE/SUIM C IIOMOLIBIO
STUJALIETATA, BHICYIIMBAIHN C UCIIOIb30BAHHEM O€3BOJHOrO Cynbdara HATPHs, a 3aTeM
NOJBEPrajii TMEPEeroHKe IpH TOHWKEHHOM JaBJICHUU C TOJYYEHHEM COCIUHEHUS,
YKa3aHHOTO B Ha3BaHMH (2,3 T).

[00243] Cranus 4. [Tonyyenwue 1-x510p-5-(xm0pMeTin)-2,3-THMETOKCH-4-METHIOEH30J1a

cl OMe

OMe

[00244] ci

[00245] (5-xnop-3,4-numerokcu-2-metundpenuwn)meranon (2,1 r, 9,69 wmmonb),

>
cuHTe3npoBaHHbIN Ha CTanuu 3, ONMMCAHHOH BBIIIE, pAacTBOPSIIN B THianerate (50 mu)
u oxyaxkaanu 10 0°C. Tuonmwmxmopun (1,1 i, 14,53 mmonb) noOaBisiIn Mo KamisiM K
PEaKLMOHHON cMecHu ¢ mocienyomuM nepementuanueM npu 0°C B teueHue 1 gaca.
M306bITOK BOABI MOOABISUIM MO KalisiM K MPOAYKTaM PEeaKUUd C TOCIeNYIOIIe
SKCTpPaKLUeN ¢ MOMOLIBIO STUiianerarta. I1oiny4eHHbI OpraHu4eCcKuil CJI0U BBICYLLIMBAJIN
C UCIONB30BaHUEM O€3BOAHOrO CynbdaTa HATPUS M TOABEPrali NEpPEeroHKe IpU
MOHIKEHHOM JaBJIGHUU C TOJIYYeHHEM COEIUHEHUs, YKAa3aHHOTrO B Ha3BaHUU (2,3 T),

KOTOPO€ UCTOJIB30BaIH O3 NaibHENIIei OUUCTKH.

[00246] Cranus 5. IMonyyenue 2-(5-x110p-3.4-N1MMETOKCH-2-

MeTWI(QeHII )alleTOHUTP I

NC OMe

OMe

[00247] ¢l

[00248] 1-xnop-5-(xnopmeTin)-2,3-numerokcu-4-metindenson (2,3 r, 9,78 Mmolb),

cuHTe3upoBaHHbli  Ha  Craguu 4 OMMCAaHHOW  BbILIE,  PacTBOPsUIM B

2

auMeTHiIcybpokcuae (23 M), a 3aTeM K HUIM IIPH KOMHATHON TeMrepaType 100aBisuin

uuanua Hatpus (576 wr, 11,74 mmonb). PeakiMOHHYIO cMech NepeMeLInBaiu Ipu
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KOMHATHOH TeMIlepaType B T€UeHHE 2 4acoB, a 3aTeM H30BITOK BOABI JOOABISUIN II0
KaIuIAM K MPOAYKTaM PEAKLMHU € MOCIeNYIOLEel SKCTPaKIUeH ¢ MOMOIIBIO STUIALIETATA.
ITonyueHHbIIT OpraHMYECKHH CIIOH BBICYMIMBAIN C HCIOJNb30BAHUEM OE3BOAHOTO
cynb(darta HATPUST U MOIBEPTaIU NMEPETOHKE MPU MOHUKEHHOM JIABJIEHUU C TIOJy4YSHUEM
COEUHEHMs], YKA3aHHOTO B Ha3BaHUU (2,2 T'), KOTOPOE HMCIONb30BaK Oe3 najabHeimei
OYUCTKH.

[00249] Cramust 6. Tloayuenue 2-(5-x510p-3.4-11MMeTOKCH-2-MeTHI(DEHIT)ITaH-1 -

AMHHA
HzN OMe

OMe

[00250] cl

[00251] 2-(5-x70p-3,4-numerokcu-2-meTunderunn)auetonutpun (2,2 r, 9,75 mMmonb),
CHHTe3HpOBaHHbIH Ha CTaauu 5, ONMMCAHHO BBIIIE, U U30BITOYHOE KOJIUYECTBO HUKEIS
Penest pactBopsim B aTuianerare (45 min), a 3aTeM MPUCOSANHSUTA OAJJIOH C BOZOPOIOM.
PeakioHHy0 cMech NepeMeIInBaii MpU KOMHATHOH TeMIepaTrype B Te4eHHe 8 4acos,
OT(HUIBTPOBBIBAIM Yepe3 LENUT, U MOJBEPral NePEeroHKe MPU NOHIKEHHOM JaBJICHUN
C TMOJIyYeHHEM COEIMHEHHs], YKa3aHHOro B Has3BaHuH, (2,0 T), KOTOPOE HCIOIb30BAIN
0e3 manpHeHIeil OYUCTKY.

[00252] Cranus 7. IMonyuenue 4-uurpodennn(S-xyop-3,4-TMMETOKCH-2-

MmeTwidenstm)kapbamara

H
o._N OMe
IR
O,N ° OMe
[00253] o]
[00254] 2-(5-xnop-3,4-numeTokcu-2-metuiadennn)stan-1-amua (2,0 r, 8,71 Mmonb),
cuHTe3upoBaHHbIM HAa Ctaguu O, ONMMCAaHHOW BbIlIe, U KapOboHaT Hatpus (2,77 T, 26,12

MMOJIb) pacTBOpsiii B 1,2-muxmopatane (40 wmu), w K HuM pobasmsmm  4-

HuTpodenmixnopopopmar (2,63 r, 13,06 mmonp). ITociae 3TOro peakLMOHHYIO CMEChH
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nepeMelIBalid MPH KOMHATHOW TeMIlepaType B TedeHHe 8 4acoB, HU30BITOK BOABI
no0aBIAIM MO KalusIM K MNPOAYKTAM peakUUuH C TOCJHeAyIoLed SKCTpakiuen
AUXJopMeTaHoM. IlosnyueHHBI OpraHUYeCcKuil CJIOH BBICYLIMBAJIA C HUCIOJIBb30BAHHEM
0e3BOAHOrO CyJsibpaTa HATPHUS U MOIBEPrajid MEPEroHKe MPU MOHUKEHHOM JIABJICHUU.
ITonyueHHOE BELIECTBO OUMINAIN IIOCPEACTBOM Xpomarorpaduu Ha KOJOHKE C
CHJTMKAreJieM C TMOJy4YeHUEM COSTUHEHHsI, YKa3aHHOTO B Ha3BaHuH (3,0 r).

[00255] Cramus 8. [Monyyenue 8-xJ10p-6,7-TMMETOKCU-5-MeTHI-3,4-

nuruapousoxunoaus-1(2H)-ona

OMe
HN

[00256] © i

OMe

[00257] 4-uutpodenmn(5-xnop-3,4-numerokcu-2-mermindenstn)kapdbamar (3,0 r, 7,60
MMOJIb), CHUHTE€3UpOBaHHbIM Ha Crtamuu 7, ONMMCAHHOHN BbImEe, pacTBOpsutn B 1,2-
nuxjiopatane (50 mu), a 3arem oxnaxnanu go 0°C. Tpudnarayro kucnory (7,3 mi, 81,1
MMOJIb) MEIJIEHHO M00aBJsUIM MO KaIUIIM K PEAKLMOHHOW CMECH C IMOCIEeNyIOLUM
nepemermnBanreM rnpu 70°C B teyenue 2 yacoB. IIpoayKThl peakiuu OXJIXAAIU 10
KOMHATHOW TEeMIepaTypbl, a 3aTeM MENJIEHHO NO0aB/sUIM MO KaruisiM B H30BITOK
JeNsHOM BOABI W TepeMelluBalid B TeueHHe |1 uaca 10 MOJHOrO TasiHUS JIbJA.
Opranuueckuil ClIOH, MONyYEHHBIN SKCTpakuuel AUXJIOPMETaHOM, HEHTpaIu30Balu C
nomomibto 2 N BoxmHOro pactBopa ruapokcupa Hatpuss. OpraHuueckuil  cioi
BBICYIIMBAJIM C HCIOJb30BaHHEM O€3BOAHOTO Cyjib(ara HATpUs M MNOABEPrasiud
NeperoHKe Mpu MOHMWKEHHOM JaBiieHuu. [loiaydeHHoe BelecTBo OUUINaiy IOCPEICTBOM
Xpomarorpaduu Ha KOJIOHKE C CHIIMKArejieM C MOJIyueHHeM COSAMHEHUs], YKa3aHHOTO B
Ha3BaHuu (1,6 1).

[00258] Cranus 9. [Monyuenne 8-xJ10p-6, 7-TUTHIPOKCH-5-MeTHII-3 4~

nuruapousoxudonaus-1(2H)-osa
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OH
HN

[00259] © ¢

OH

[00260] Coenunenue, ykasanHoe B Ha3BaHuH, (1,2 r) moyyand myTeM OCYLIECTBICHUS
TOM ke peakuuu, 4ro U Ha Ctaguu 6 monyueHuss MHTepmenuarta 1, 3a UCKIIOYEHHEM
TOro, 4TO 8-XJIOp-6,7-TUMeTOKCU-5-MeTui-3,4-guruaponsoxunonus-1(2H)-on (1,6 T,
6,14 MMouIb), cCHTEe3UpOBaHHbBINA HA CTaguu 8, ONMMCAHHOM BBIIIE, UCTIOJIB30BAH BMECTO
7-THOPOKCU-6-METOKCH-8-MeTHII-3,4-Turuapon3oxuHonH- 1 (2H)-oHa.

[00261]

[00262] [uTepmenuar 6] 6,7-TUrHAPOKCH-S-METHII-3,4-TUrHaApOn30xuHOMH-1(2H)-

OH

OH
HN

[00263] ©

OH

[00264] Coenunennie, yka3aHHoe B Ha3BaHuu (220 Mr) moay4yaad MyTeM
ocyullecTBiIeHus: Tex ke peakuuit, yto u Ha Cranun 1 po Cramguu 9 nonyueHus
Unrtepmenuata S5, 3a HMCKIFOYEHHEM TOTO, 4TO 3,4-IUMETOKCH-2-METHIOCH30MHYIO
kucnoty (5,3 r, 27,01 MMOJb) UCHOIB30BAIM BMECTO METUJI-S-XJIOP-3,4-AUMETOKCH-2-
meTrOen3oara Ha Ctaauu 3 nosjy4enust UaTepmenuara 5.

[00265]

[00266] [1uTepmenuar 7]  5,8-guxjop-6,7-TUrHAPOKCH-3,4-TUTUAPOU3OX HHOJHH-

1(2H)-on
Cl

OH

HN oH
[00267] © ¢

[00268] 3,4-nurunpobensoiinyto  kucnory (10,0 r, 64,88 mmomab) mobaBisiM K

yKCycHOU kucnore (44 mi), u Kk HUM pobasisum cynbdypuixnopun (12,6 mm, 155,72
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mMmoiib). Peakimonnyro cmech HarpeBanu a0 S0°C, a 3aTeM nepeMelnnBaifl B TEUCHHE
Houu. Ilocne 3Toro peakunoHHyr cmech oxnaxkaaau a0 0°C, mogy4deHHBIH OCajgoK
OT(HUIBTPOBBIBATIM M NEPEKPUCTAIIIM30BbIBAIN M3 PACTBOPUTEINS STHIIALIETAT/TEKCAH C
NOJIyYeHHEM 2, 5-1uxjiop-3,4-1uruapoOeH30MHON KUCIOThI (4,2 T).

[00269] Coenunenre, ykasaHHOE B Ha3BaHUH (55 MT) MMONydaiu MyTeEM OCYIIECTBIIEHHUS
Tex ke peaknui, uro U Ha Ctaguu 1 no Cragum 9 nonyuenuss Uatepmenuara S, 3a
HUCKJIFOYEHUEM TOrO, YTO OINUCAHHYK BBIIIE CHUHTE3UPOBAHHYI 2,5-muxiop-3,4-
aurupoden3oiiHyo kucioty (4,2 r, 18,92 MMonb) UCIONB30BAIH BMECTO METHII-3,4-

OUTHAPOKCU-2-MeTrnOeH30aTta Ha Ctaguu 2 nonyyenus MTaTepmennara S.

[00270]
[00271]

[00272] [uTtepmenuat 8] TpaHc-4-3THHIMI-N, N-TUMETUIILMKIIOT€KCaH- | -aMUH

\
N

[00273] 7
[00274] Cranus 1. [Tonyyenue TpaHCc-4-3TUHHIMKIOTEKCAH- | -aMITHA

NH,

K

[00275] 7
[00276] Tper-Oytun-(tpanc-4-sTuHUIMKIOreKCHI)kapdbamar (2,5 r, 11,2 mwmoib)
nobaBysuid K MeTaHody (25 mut), a 3areM K HUM N0OaBisM pacTtBop 4 M cossiHOMU
KUCIOTHI-1,4-nnokcana (24 mu, 95,2 MMOb) ¢ TOCHEAYIOUINM NepeMEeIINBAHUEM TPU
KOMHATHON Temmepatrype B TeueHne 2 d4acoB. Ilocrne oOkOHuUaHMs peakuuu,
PEAKLMOHHYI0 CMeCh HEHTpaIM30BaIHu NOOABJICHHEM HACBHIIEHHOIO BOJHOIO PacTBOpa
OukapOoOHaTa HATpPUsi W OKCTPArupPoOBaM ¢ wucnosnb3oBanuem 20% MeTaHoONa B
xynopodopme. OTnenEéHHBI OpPraHUYECKHH CJIOH MPOMBIBAIU COJIEBBIM PAaCcTBOPOM,

BBICYIIMBAJIM C HCIIOJIb30BaHUEM Oe3BOJHOrO cyjb(ara HATPUsi, U MOABEPraiu
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NEPETOHKE MPU MNOHMXKCHHOM HAaBJICHHUU C IMOJYYCHUEM COCAUHCHHS, YKAa3aHHOI'O B

Ha3BaHuy, (1,3 r).

[00277] Cranus 2. TTonyyenue Tpanc-4-3TuHun-N,N-TMMeTHIIHMKIOTeKCcaH- 1 -aMiHa

\
N

[00278] 7

[00279] Tpauc-4-sTununukiorekcad-1-amun (1,3 r, 10,6 MMOIB), CHHTE3UPOBAHHBIM
Ha Cranuu 1, onricaHHO# BbIle, 1o0aBnsIn k MetaHoy (110 mut), U k HUM H00aBISLITH
37% BomubIi pactBop Qopmanmbaeruna (1,8 mu, 23,5 mmons). [lonydeHHyO cMmech
nepemMelnrBaId IPU KOMHATHOW Temmeparype B TedeHue 10 MUHYT, a 3aT€éM K HUM
nobasysuin  Tpuanerokcuboprunpun Hatpus (11,9 r, 56,0 MMoNb) ¢ MOCIENYIOIUM
nepemMelMBaHueM NPHU KOMHATHOM TeMmneparype B TedeHue 8 dacos. [locne okoHuaHus
peaKkLuy, PEaKLMOHHYI CMeChb HeUTpain3oBaiu 1M BOOHBIM pacTBOPOM THAPOKCHIA
HATpWsl M OKCTPArupoBaju ¢ wucnonb3oBaHueM 20% MeraHona B XxJjopodopme.
Otnenénnplli OpraHUYECKU CJIOM NPOMBIBAIM COJIEBBIM PacTBOPOM, BBICYLIMBAIU C
UCIIONIb30BaHHEM Oe3BOIHOro cyib(ara HATpUs, W TOABEPrajd MEPEeroHKe mpu
NOHW)KEHHOM  JaBjieHuH.  [lonydeHHOe  BELIeCTBO  OUMINAIM  I[TOCPEACTBOM
xpomarorpad@uu Ha KOJIOHKE C OCHOBHBIM CHJIMKAreJeM C TOJYYeHHEM COEIMHEHUs,

yKa3aHHOTO B Ha3BaHuu (1,4 r).

[00280]

[00281] [MuTepmenuat 9] TpeT-OyTii-(1uc-4-3 THHUIUKIOTEKCHIT)KapOamaT
H
N~

Boc

[00282] 7

[00283] Tper-OyTun-(1uc-4-popmuuukiaorekcun)kapbamar (800 wr, 3,52 mmounb)
nobasysuin k MetaHody (14 i), u x HUM goOaBisuu kapboHat kanus (967 mr, 7,04

mMmosb) u  auMeTtwi(1-nnazo-2-okconponun)pochonar (0,94 wmi, 3,52 mmodb).
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IlonyuyeHHyrO CMeCh MepeMEeLInBaiu IPU KOMHATHOU TeMIlepaType B TedeHue 1 gaca u
KOHLIEHTPUPOBAJIN MPU MOHMKEHHOM AaBjieHn. K monmydeHHOMy BelnecTBy q00aBIsn
STUJNALIETAT C MOCHEAYIOLEH TMPOMBIBKOM HACBHILEHHBIM COJIEBBIM PacTBOPOM.
[Tony4yeHHbIN OpraHUYECKHi CJIOH BBICYIIMBAJIA C HCIOJb30BAHHEM OE€3BOIHOTO
cynb(data HaTpPHsI M MOABEPTaU MEPErOHKE MPH MOHMKEHHOM NaBjieHuu. [lonyueHHoe
BEIIECTBO OYMINATM IIOCPEACTBOM Xpomarorpaduu Ha KOJOHKE C OCHOBHBIM
CHJTUKAreJIeM C MOJTy4YeHUEeM COSIUHEHHUs, YKa3aHHOTO B Ha3BaHUH (735 mr).

[00284]

[00285] [MuTtepmenuar 10] Tper-OyTri-(1iuc-4-3 THHUIITUKIOT€KCUIT)kKapOaMar

N
“Boc

[00286] \Q

[00287] Coenunennie, ykasaHHoe B Ha3BaHuu (720 Mr) moay4aad MyTeM
OCYLIECTBJICHUs] TEX K€ peakuui, 4rto u npu nonaydyeHun HMurepmenuara 9, 3a
UCKJIFOYEHHUEM TOTO, UTO TPeT-OyTui-(Tpanc-4-(2-okcoa i) uukiorekcmn)kapdbamar (1 r,
4,1 MMOJIb) MCTIOJIB30BAJI BMECTO TPeT-0yThI-(111c-4-HOpMUITLIUKIOTEKCHIT )KapOamarTa.
[00288]

[00289] [MuTepmenuat 11] TPeT-0y TUII-(TpaHC-4-3THHUJILIMKTIOT€KCHIT )( METHIT )-
kapbamar

Boc

[00290] 7

[00291] Tper-OyTun-(Tpanc-4-sruHminiukiaorekcuin)kapbamar (1,0 r, 4,48 wmmob)
nobasmsuin Kk N,N-mumermndopmamuny (4 m). Ilocie 3amerneHus: rasa aproHoM, K
peaxkuoHHOM cMecu nodaisutn ruapun Hatpus (60%) (0,54 r, 13,44 mmous) nipu 0°C ¢
MOCJIEAYOLINM NIEPEMELINBAHUEM NIPU KOMHATHOM TeMrepaTtype B Tedenue 30 MUHYT, a

3aTeM K peakunoHHOW cMecu rpu 0°C menneHHo nodasinsin metmmionun (2,8 mi, 44,8
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MMOJIb). PeaklinoHHy10 CMech nepeMeInnBaIi IpyU KOMHATHOH TeMIepaTtype B TeUeHUE
16 4acoB, M K NOJYYEHHOMY BELIECTBY MOOABJISIM AWUXJIOPMETaH MJIsl OTHENICHUS
OpraHu4yeckoro  cnosi. IlonmydeHHBII  OpraHM4YecKUll  CJIOW  BBICYIUMBAIU  C
UCTIONIb30BaHHEM Oe3BOAHOTO Cyib(ara HATpus M TIOABEPTajd IMEePeroHKe Mpu
MOHIKEHHOM  faBieHuu.  IlonyueHHOe — BEIECTBO  OYHMINAIM  IOCPENCTBOM
Xpomarorpad@uu Ha KOJIOHKE C OCHOBHBIM CHJIMKAreJeM C TOJIYYeHHEM COEIMHEHUs,
ykazaHHoro B Ha3Banuu (0,55 r).

[00292]

[00293] [MuTepmenuat 12] TpaHc-1-3TUHUI-4-METOKCUITUKIIOTEKCAH

\
0

9

[00294] 7

[00295] Coenunennie, ykasaHHoe B Ha3BaHuu (250 Mr) moay4and MyTeM
OCYLIECTBJIEHUsI TE€X € peakUud, 4ro W npu noayueHuun Hurepmenmara 11, 3a
UCKJIFOYEHHEeM TOTO, YTO TpaHC-4-3TMHWILUKIOrekcaH-1-on (300 wmr, 2,42 mMmoub)
UCTIONIb30BAJIM BMECTO TPeT-OyTHII-(TpaHC-4-3THHUIILMKJIOTEKCHIT)KapOamara.

[00296]

[00297] [[Tpumep cunTesa 1]  6-((4,6-numMeTns-2-0kCo-1,2-AUTHAPONUPUINH-3-
wi)MeTu)-2(TpaHc-4-(AMMETHIIaMUHO JIUKJIOTEKCHI)-2,4-TUMETHII-7, 8- TUTHIPO-

[1,3]muokcono[4,5-g]-uzoxunomn-5(6H)-on [Coenunenue 1]

o
N o] o .y
[00298] o

[00299] Cramust 1. Tlonyuenue  2-(TpaHc-4-(AMMETHIAMHHO)IMKIOTEKCH)-2.4-

nuMmetui-7,8-nurunpo-[ 1.3 1nuokconol4,5-g]-u3oxunonuu-5(6H)-oua
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[00300] ©

[00301] 6,7-nurunpokcu-8-merun-3,4-nuruapousoxunonud-1(2H)-on (61 wmr, 0,3
mmodb, Matepmennar 1), Ruz(CO)12 (5 mr, 0,008 mmons) u BippyPhos (12 wmr, 0,02
MMOJIb) nodaBisiu K 1,4-muokcany (1 MiT), U OCYINECTBRISUTH 3aMelEHUE ra3a aprOHOM C
NOCJIEAYIOUINM KHUITYEHHEeM ¢ 0OpaTHbIM XojoamibHuKoM mpu 120°C B tedyenue 10
MuHYT. PactBop Tpanc-4-3tunHmI-N,N-guMerwnuukiorekcan-1-amuaa (95 wr, 0,6
mMmonb, HMHTepmenuar 8), pactBopénHoro B 1,4-muokcane (0,3 mi), mo Karusim
no0aBISIIM K HUM, a 3aT€M IOJIY4EHHYIO CMECh KUILSITHIIN C OOPaTHBIM XOJOAUIBHIKOM
npu 120°C B Teuenue 36 uacoB. PeakLlMOHHYIO CMeCh OXJaKAalu OO KOMHATHOMH
TEMIIEPATypPbl, & 3aT€M KOHIIEHTPUPOBAIM IPH TOHIKEHHOM aaBieHuH. llomydeHHoe
BEIECTBO OUMINAIM TOCPEACTBOM XpomaTorpaduu Ha KOJIOHKE C CHJIMKarelemM C
NOJIy4€HUEM COEIMHEeHNs], YKa3aHHOTO B Ha3BaHUM (24 mr).

[00302] Cramuss 2. Tlonyyenue  6-((2-(OeH3mmokcu)-4,6-TMMeTHINMPHUINH-3-

wi)Metu )-2-(tpasc-4-(IMMeTHIaAMUHO UM KJIOTeKCII )-2. 4 - TUMETHII- 7, 8- ITUTUIPO-

[1.31nnokconol4.5-¢g]-uzoxunonuu-5(6H)-oHa

Ng_-OBn o@
® 5;]i;[o
[00303] §

[00304] 2-(TpaHc-4-(AUMETHIAMUHO)LUKIOTeKCHI)-2,4-TUMETHII-7,8-TUTHAPO-

[1,3]auokcono[4,5-g]-uzoxunonnu-5(6H)-on (24 mr, 0,07 MMOJb), CHHTE3MPOBAHHBIN
Ha Cragmm 1, ommcaHHO# Bbime, nobaemsuin k N,N-gumerunpopmamuny (0,7 m).

Peaknmonnyro cmech oxnaknanmu 1o 0°C, a 3aTeM K HUM 10 KarusiM godasisuia 1,0 M
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Tper-Oyrokcun kamust (90 mxui, 0,09 MMOnb) C MOCHIEAYIOIIMM NepeMelInBaHHEM B
TeueHne 5 MuHYT. 2-(OeH3mnokcn)-3-(xnopmernn)-4,6-qumernnupuaus (24 mr, 0,09
MMOJIb), CHHTE3UPOBAHHBIN B COOTBETCTBUU C MeTOJOM, ornucaHHOM B W(02014097041
pactBopsuti B N,N-numetundopmamunae (0,3 mi) u 100aBISIN K MOJYYEHHOW CMECH C
nocnenyromum nepememnnBanueM npu 0°C B Teuenume 1 uaca. Ilocne okoHuUaHUs
peakuuy, pacTBOp XJIOpUAA aMMOHHUS J00aBJSJIM K PEAKIUOHHOH CMeCH C
NOCJIEYIOUIeH SKCTpakiued ¢ wucnojb3oBaHueM 10% wMeranona B Xjopodopme.
OtnenéHHbI OpPraHMYeCKUH CJOH BBICYIIMBAJIA C HCIOJB30BAHHEM OE3BOJHOTO
cynbdata HaTPHsI U MOABEPTaU MEPErOHKE MPH MOHIKEHHOM naBieHuu. [lonyueHHoe
BEIECTBO OYHINAJIN IOCPEACTBOM Xpomartorpaduu Ha KOJOHKE C OCHOBHBIM
CHUTHKAreJieM C IMOyuYeHUEeM COeIUHEHNs], YKa3aHHOTO B Ha3BaHUH (20 mr).

[00305] Cramust 3. Tlonyuenuwe 6-((4,6-mumernn-2-okco-1,2-TUrHAPONUPUINH-3-

wi)MeTun )-2-(tpasc-4-( IUMeTIIaMHUHO JLUMKJIOTreKcua )-2.4-muMeTni-7, 8-nuruapo-

[1.3]nuokconol4.5-gl-uzoxunoaun-5(6H)-oua

\
N<

|
[00306] 0

[00307] 6-((2-(6en3unokcu)-4,6-TUMETHIITHPUINH-3 - )METHI )-2-(TpaHc-4-
(TMMETUITAMIHO )IIUKJIOTeKCIIT-2, 4-uMeTi-7,8-nuruapo-[ 1,3 | nuokcomno[4,5-g]-
uzoxuHomuH-5(6H)-on (20 wmr, 0,03 mMonb), cuHTe3upoBaHHBIM Ha Cramuu 2,
OMHUCAHHOHN BbIe, nolaBs kK auxjopmerany (0,5 mum). 4 M pacTtBop COJSTHOH
kuciaotel B 1,4-muokcane (0,2 my, 0,8 MMojb) H00aBIsUIM K PEAKIIMOHHOW CMECH C
MOCJISAVIOMINM TePEeMEITUBAHUEM TMPU KOMHATHON TeMIlepaType B TEUYEHHE 3 YacoB.
[Tocne OKOHUAHHS pEaKLUH, PEAKIMOHHYI) CMeCh HelTpanuzoBanu aoOaBleHHEM

HACBIIIEHHOTO BOJIHOIO pacTBopa OukapOoHaTa HATPUsl W OKCTPArHPOBAIA C
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ucnionb3oBanneM 20% wmertaHona B xjopodopme. OTHeNnEHHbIH OpraHUYEeCKHH CION
BBICYLIMBAJIN C HCIIOJIb30BaHUEM O€3BOTHOrO Cynb(paTa HATPUS U KOHLEHTPHPOBAIU
NPy TOHMKEHHOM JaBieHHH. [loNydeHHOe BeIeCTBO OYHINAIN IOCPEACTBOM
xpomaTtorpaduu Ha KOJIOHKE C OCHOBHBIM CHIIHKArejieM C TOJNyYeHHEM COeIUHEHUs,
YKa3aHHOTO B Ha3BaHUU (9 Mr).

[00308]

[00309] [[Tpumep cunTesa 2]  6-((4,6-numMeTun-2-0KCO-1,2-AUTHAPONUPUINH-3-
wi)MeTi)-2(Tpanc-4-( IMMeTUIAMIHO ) ITUKJIOTEKCHIT )-2-MeTHIT-7, 8- TUTHIPO-

[1,3]muokcono[4,5-g]-uzoxunommn-5(6H)-on [Coenunenue 2]

[00310]

\
N—

o]

[00311] Cramust 1.  Tloayyenue  Tper-OyTun-(tpanc-4-(2-mernn-5-okco-5.6.7.8-

Terparuapo-[ 1.3l nnokcono[4.5-2]-u30Xx MHOIMH )-2- Wi ) IIMKJIOreKCcui )kapbamara

H

N‘Boc
‘Q/j
HN o

[00312] ©

[00313] 6,7-nurunpokcu-3,4-quruaponsoxutonud-1(2H)-on (190 wmr, 1,06 mmoib,
WUnrepmenuar 2), Tper-OyTui-(TpaHc-4->THHIILMKIOreKcua)kapdbamar (355 wmr, 1,59
mmonb), Ru3(CO)12 (34 wmr, 0,05 mmons) m BippyPhos (81 wmr, 0,16 mmoinb)
NIOCJIEIOBATENIbHO N00aBsn K 1,4-nuokcany (9,5 Mil), U OCYIIECTBISUIH 3aMEIICHUE
rasa aproHOM C MOCJIEAYIOLINM KHUIISTYeHHEM ¢ OOpPaTHBIM XOJOaMIbHUKOM mpu 120°C B
TeueHue 16 dacoB. PeaklLIMOHHYIO CMECh OXJIAKAAJIM A0 KOMHATHOM TEMIIEpaTyphl, a

3aTEM KOHLCHTPUPOBAJIN IPpU TMOHUXKCHHOM [OABJICHUU. HonyquHoe BC€HICCTBO
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COeIMHEHUs], YKa3aHHOro B Ha3BaHuu (320 mr).

[00314] Cragus 2.  Tloayuenme  Tper-Oytun-(tpanc-4-(6-((2-(Oensuuaokcu)-4.6-

IUMETUIIMUPUIANH-3 -WJ)METHI )-2-METUI-5-0KkC0-5.6.7.8-TeTparuapo-

[1.3]nnokconol4.5-g]-n30xunoauH-2-1Jj ) LIUKJIOreKCui )kapbamara

H

N~Boc
Ny_-OBn oﬂ
[00315]

0

[00316] Coenunenne, yka3aHHOe B Ha3BaHuM, (225 Mr) MOAyYadd MYTEM
OCyUIECTBI€HUs] TON ke peakunu, uro u Ha Cramum 2 Ilpumepa cunHTe3a 1, 3a
UCKJIFOYEHHEeM TOro, 4ro Tper-OyTui(Tpanc-4-(2-metun-5-okco-5,6,7,8-rerparuapo-
[ 1,3]auokcono[4,5-g]-u3oxunHonus-2-mi)uukiaorekcun)kapdamar (320 mr, 0,77 MMOIb),
cuHTe3upoBaHHbIM Ha Ctaanu 1, OMMCAaHHON BBILIE, UCIIONIB30BAIA BMECTO 2-(TpaHC-4-
(muMeTHIIaMUHO JUHUKIIOreKc)-2,4-numeti-7,8-nuruapo-| 1,3 Jnuokcomno[4,5-g]-

n3oxuHonuH-5(6H)-oHa.

[00317] Cramust 3. Tlonyyenue tper-OyTun(tpanc-4-(6-((4.6-numernn-2-okco-1,2-

IUTUAPOIIUPUANH-3 -IJ1 )METHJI)-2-MeTHUI-5-0KC0-5.6.7.8-terparnapo-[ 1.3 lanokcono[4.5-

o]-n30XMHOIUH-2-WI)LUKJIOreKCU )kapbamara

H
N. _O 0o
|
= N o
0

[00319] Tper-OyTun(Tpanc-4-(6-((2-(6eH3unokcu)-4,6-TMMETUITUPUANH-3 -1 )METHI )-

H
N‘Boc

[00318]

2-meTtun-5-0kco-5,6,7,8-terparuapo-[ 1,3 |auokcono[4,5-g|-n30XUHOIUH-2-
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wi)uukiorekcun)kapobamar (225 wmr, 0,36 mmonb), cuHTesupoBanHbli Ha Cramuu 2,
onucaHHO# Bbiwe, U 10% namtaguit/yraepon (25 mr) nobasmisiu k MeTanony (5 mi), a
3aTeM MPUCOEAUHSIH OAJNIOH ¢ BOXOPOIOM. PEakIIMOHHYI0 CMECh MepeMeIInuBaIu Mpu
KOMHATHOH TeMIepaType B Te4YeHHe 2 4YacoB, OT(QUIBTPOBBIBAJIM Hepe3 LEIUT, U
MOJBEPTaji IMEPEroHKe MPU TOHWKEHHOM JaBJIEHUH C TOJYYEHHEM COEIMHEHUS,

YKa3aHHOTO B Ha3BaHuH (212 wmr).

[00320] Cramust 4. Tlonyuenue 2-(TpaHc-4-aMUHOLMKIOTEKCH)-6-((4,6-numerni-2-

0KCO-1.2- TUTUAPONUPUANH-3 - )IMETHI)-2-MeTui- 7. 8-murunpo-| 1.3 nuokcomno[4.5-g]-

n3oxuHoNuH-3(6H)-0Ha

NH,
H
N.__O o)
| "
¥ N o
(o]

[00322] Tper-Oyrun(tpanc-4-(6-((4,6-numerni-2-okco-1,2-AuruagponupuanH-3-

[00321]

WT)METHIT)-2-MeTHII-5-0KC0-5,6,7,8-TeTparuapo-| 1,3 |anokcono[4,5-g|-n30X nHOIMH-2-

wn)uknorekcun)kapdamar (200 mr, 0,37 Mmonb), cuHTe3upoBaHHbIH Ha Cramuu 3,
ONMUCaHHOW Bbime, U 4 M pacTBOp cCONAHON KHCHOTBI B 1,4-muokcane (2 ™)
NOCJIEIOBATENIbHO JO0ABIsUIM K MeTaHosuy (5 M), a 3aTeéM pPEakIHOHHYK) CMECh
nepeMelnBail NpU KOMHATHOW TemmepaType B TeueHue 1 uvaca. Ilocne okoHuaHus
peaKkLUny, PeaKLHOHHYI0 CMECh HEHTpaln30Bad NOOABIEHHEM HACBHIIIEHHOTO BOJHOTO
pacTBopa OmkapOOHaTa HATPHUS U SKCTPArUpOBAIU C UCTONb30BaHHEM 20% MeTaHOJa B
xjopodopme. OTnenéHHBI OpPraHMYECKU CIOW BBICYIIMBAIA C HCIOJIb30BAHUEM
Oe3BogHOro cynbdara HATPUsI M KOHLEHTPHUPOBAIU NPU MOHMKEHHOM MaBJIEHUH, U
MOJIy4eHHOE BEIECTBO OYMINAIU IOCPENCTBOM XpoMarorpaduu Ha KOJIOHKE C

OCHOBHBIM CHJIMKAreJieM C MOJy4eHHeM COeIMHEH U], YKa3aHHOro B Ha3BaHuU (182 mr).
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[00323] Cramust 5. 6-((4.6-numeTnni-2-0kco-1,2-TUruAPOIUPUINH-3 -1 )METHII)-2~

(Tpanc-4-(IMMETUIaAMUHO )IIMKJIOreKCIII )-2-MeTUI- 7, 8-muruapo-[ 1.3 ]auokcono[4.5-g]-

n3oxuHonuH-5(6H)-oH [Coenuuenue 3]

[00324]

(@)

[00325] 2-(Tpanc-4-amuHOLMKIOTeKCHIT )-0-((4,6-muMeTHI-2-0KCco-1,2-
TUTHAPOMUPUIUH-3-1T)METH)-2-MeTr-7,8-murunpo-[ 1,3 |auokcomno[4,5-g]-
uzoxuHomuH-5(6H)-on (160 wmr, 0,37 wmmomb), cuHTe3upoBaHHbIi Ha Craguum 4,
ornucaHHO# Bbie, U 37% BoxHbIA pactBOp (opmanbreruga (67 mkiu, 0,8 Mmounb)
MOCJIEIOBATENIbHO N00aBsN K MeTtaHony (4 mun). IlonydeHHy0 cMech mepemMernBain
npU KOMHATHOW Temmneparype B TeueHne 10 MuHYT, U 7J00aBIAIM K HUM
Tpuauetokcubopruapun Hatpus (388 wmr, 1,83 MMmOIb) ¢ mOCHeAyHOIIMM
nepeMelIMBaHieM IIPU KOMHATHON TeMIiepatype B TeueHue 8 yacos. Ilocie okoHuaHus
peakiyy, peakUMOHHYK0 CMeChb HeHTpanu3oBaau OukapOOHaTOM HATpuUs U
SKCTPArkpoBaIu C wucnosb3oBaHueM 20% wmeranona B xyopodopme. OTnenéHHbIH
OPTaHUYECKHUH CJIOH MPOMBIBAJIU COJIEBBIM PACTBOPOM, BBICYIIHUBAJIH C UCTIOIb30BAHUEM
Oe3BogHOrO Cynb(dara HATPUs, U MOABEPTAIH MMEPETOHKE MPH MOHMKEHHOM JaBJICHHH.
[TonyyeHHOE BEINECTBO OYMINAIM TOCPEACTBOM XpomaTorpaduu Ha KOJOHKE C

OCHOBHBIM CHJIMKAreJieM C TOJYYeHUEM COeIMHEHUs], YKa3aHHOTO B Ha3BaHuU (112 mr).
[00326]

[00327] [ITpumep cunTesa 3]  6-((4,6-aumMeTni-2-0Kkco-1,2-AUTHAPONUPUINH-3-

WI)MeTHN)-2-(Tpanc-4-(IMMETUIIAMHUHO )LUUKIIOTeKCHIT )-2,9-TuMeTn1-7, 8-quruapo-
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[1,3]muokcono[4,5-g]-uzoxunomn-5(6H)-on [Coennnenue 3]

[00328] Coenunenne, ykasanHoe B HasBaHuu, (30 Mr) momy4aad MyTeEM
OCYLIECTBJIEHUS T€X K€ peakuuil, 4to u B lIpumepe cuHTe3a 2, 32 UCKIIOYEHUEM TOTO,
910  6,7-OIUruApPOKCH-S-MeTHI-guruapon3oxunonud-1(2H)-on  (MuTepmenuar  6)
UCTIOJIb30BAIA BMECTO 6,7-mUrHApOKcH-3,4-nuruapon3oxunonut-1(2H)-ona Ha Craguu

1 Ilpumepa cuHTe3a 2.

[00329]

[00330] [I[Tpumep cunTesa 4] 4-xn0p-6-((4,6-aumMeTnI-2-0KCO-1,2-AUTHAPOTUPUINH-3 -
WI)MeTH)-2-(TpaHc-4-(IUMETHIT)aAMUHO ) LIUKJIOTeKCH)-2,9-nuMeT-7,8-1uruipo-

[1,3]nuokcono[4,5-g]-uzoxunomn-5(6H)-on [Coenunenue 4]

[00331] Coenunennie, yka3zaHHOe B HasBanuu, (160 Mr) monydanu mMyTeM
OCYLLECTBJICHUSI TE€X K€ peakuui, 4yTo U B [Ipumepe cunHTe3a 2, 3a UCKIOUYEHUEM TOTO,
4TO 8-xJ10p-6, 7-mUrHApOKCH-5-MeTHI-3,4-quruapon3oxuHonuH- 1 (2H)-on
[MuaTepmenuar S| HCMONB30BAIM BMECTO 6,7-TUTHAPOKCH-3,4-TUTHAPOU30XMHOINH-

1(2H)-ona Ha Ctanuu 1 Ilpumepa cunresa 2.

[00332]

[00333] [[Tpumep cunresa 5] Ilonyuenue 4-xnop-6-((4,6-aumeTin-2-okco-1,2-
IUTUAPOTTUPUINH-3 -HIT)METHI )-2-(TpaHCc-4-(IUMETHIAMITHO ) LIUKJIOTEKCH)-2, 9-
aumeTt-7,8-guruapo-| 1,3 | nnokcono[4,5-g]-m3oxuronuH-5(6H)-ona, nzomeper A u B

[Coenunenne S5 u CoennHenue 6]

[00334] 4-xnop-6-((4,6-numeTnI-2-0KCO-1,2-AUTHAPOTTUPHUINH-3 -1 )METHIT )-2-(TpaHC-
4-(AMMETUIIAMIHO ) IUKJIOTeKCHIT)-2, 9-umeT-7,8-nuruapo-[ 1,3 | nuokcono[4,5-g]-

nzoxuHomH-5(6H)-on [Coenunenue 4], cunresupoBanHbili B [lpumepe cuHTesa 4,
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pa3ziensyii Ha SHAHTHOMEPHI B CIEAYIOUIMX YCJIOBUAX. AOCOIOTHYIO CTEPEOXHMUIO

KaKI0TO H30Mepa He OTNPEIeIIsUIH.

[00335] Kosonka: Daicel Chiralcel OZ-H, 4,6 x 250 mm, 5 MmkM

[00336] Temmnepatypa: 35°C

[00337] Cxopocts motoka: 0,8 mMi/MuH

[00338] [dsuna BosHbL: 270 HM

[00339] Daroent: H-rekcaH: aTaHO: AuaTHIaMuH = 500: 500: 0,4 (06/06%)
[00340] ITepsbiit nuk: 17,9 mun — uzomep A (99,9% ee)

[00341] Bropoii muk: 28,3 mun — uzomep B (99,9% ee)

[00342]

[00343] [I[Tpumep CHHTE32 6] 4,9-nuxnop-6-((4,6-numernn-2-okco-1,2-
AUTHAPONUPUANH-3-UIT)METHI)-2-(TpaHc-4-(AMMETHIIAMUHO ) [IUKJIOT€KCIIT)-2-METHII-

7,8-nurunpo-[ 1,3 | auokcono[4,5-g]-u3oxunonun-5(6H)-on [Coenunenue 7]

[00344] Coenunennie, yka3aHHoe B Ha3Banuw, (1,8 Mr) mony4anu myTeMm
OCYLLECTBJICHUSI TE€X K€ peakuuil, 4To U B [IpumMepe cuHTe3a 2, 32 UCKIIOUEHUEM TOTO,
qT0 5,8-nuxyop-6, 7-MUruapoKCcH-5-MeTui-3,4-quruapousoxuHonus- 1 (2H)-on
[UaTtepmenuar 7] wucmonb3oBagud BMECTO O,7-IUTHAPOKCH-3,4-TUTHAPOU30XHUHOJUH-

1(2H)-ona na Cranuu 1 Ilpumepa cunTesa 2.

[00345]

[00346] [Tabnuua 1]
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CrpykTypa | Homenxknarypa | MS[M+H]"

Cnextp "H-SIMP (300 MI'1y)

6-((4,6-numernn-2-okco-1,2-
| JOUTUAPOTIUPUIUH-3 -UIT)METHI )-2-
H =~ | (Tpanc-4-
\EN(\/C :;qoﬁ (IMMETUIaMMHO ) IUKJIOTEKCH )- 4803
AN o 2,4-numeTun-7,8-quruapo-
0 [1,3]auokcono[4,5-g]-
U30XMHOIMH-5(6H)-0H

Criextp 'H-SIMP (300 MI'w, CDCl3) 0 6,33(s, 1H), 5,91(s, 1H), 4,79(s, 2H), 3,70-
3,42(m, 2H), 2,70-2,65(m, 2H), 2,53(s, 3H), 2,27(s, 12H), 2,24-2,19(m, 1H), 2,01-
1,95(m, 4H), 1,65-1,62(m, 1H), 1,55(s, 3H), 0,90-0,83(m, 4H).

6-((4,6-mumernn-2-okco-1,2-
TUTHAPOTIAPUIUH-3 -1 )METHI )-2-
(Tpanc-4-

\
N
H
IN ° S (IMMETHIIAMHHO ) IUKJIOTEKCHIT )-2- 466,3
AN o MeTHI-7,8-TUruapo-
)

2 [1,3]aurokcono[4,5-g]-
H30XMHOIMH-5(6H)-0H
Crnextp 'H-SIMP (300 MI'u, CDCls) & 11,92(bs, 1H), 7,44(s, 1H), 6,46(s, 1H),
5,92(s, 1H), 4,75(s, 2H), 3,58(t, 2H), 2,74(t, 2H), 2,40-2,05(m, 13H), 2,10-1,80(m,
4H), 1,70-1,62(m, 1H), 1,56(s, 3H), 1,40-1,05(m, 4H).
[00347]
[00348]
\ 6-((4,6-numernn-2-okco-1,2-
N— | IMTHIPONHUPUANH-3-HJT)METHIT)-2-
N 0{\; (rpanc-4- 480,3
\QI/N 5 ' (TIMMETUIAMHMHO )TN KJIOT€KCHIT)- ’
3 I 2,9-numeTtun-7,8-nuruapo-
[1,3 ]auokcono[4,5-g]-n30XUHONHH-
5(6H)-oH
Cnextp 'H-SIMP (300 MT'u, CDCl3) d 11,67(brs, 1H), 7,36(s, 1H), 591(s, 1H),
4,76(2H, d), 3,59(t, 2H), 2,69(t, 2H), 2,30(s, 3H), 2,28(d, 9H), 2,16(m, 1H), 2,09(s,
3H), 1,97(m, 4H), 1,75(m, 1H), 1,57(s, 3H), 1,25(m, 4H).
\ 4-x10p-6-((4,6-TMMETHII-2-0KCO-
N~ | 1,2-gurugponupuanH-3-
4 N o Oﬁ win)metu)-2-(TpaHc-4- 5142
\EZ/N S (TIMMETUIIAMHMHO ) IUKIIOT€KCHIT)- ’
g 2,9-numertun-7,8-auruapo-
[1,3]auokcono[4,5-g]-N30XUHOIHUH-
5(6H)-oH
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4H), 1,81(m, 1H), 1,62(s, 3H),

1,27-1,23(m, 4H).

Crextp 'H-SIMP (300 MI'y, CDCl5) ¢ 11,30(brs, 1H), 5,91(s, 1H), 4,77(d, 2H),
3,55(t, 2H), 2,65(t, 2H), 2,34(s, 3H), 2,27(d, 9H), 2,15(m, 1H), 2,06(s, 3H), 1,98(m,

[00349]

[00350]

\
N—
H X(j
N (0] Ie) .y
: @Q@
o dl

4-x10p-6-((4,6-nTUMeTHI-2-0KCO-
1,2-gurunponupunus-3-
wi)MeTuin)-2-(Tpanc-4-

514,2
(IMMEeTUTAMIHO )IIUKJIOT€KCHIT )-
2,9-numeTtun-7,8-auruapo-
[1,3 ]auokcono[4,5-g]-n30XUHOMHH-
5(6H)-on n3omep A
"H-SIMP ne npoBoaumM BBUY OrPaHMYEHHOTO KOJTHMYECTBA.
\ 4-x10p-6-((4,6-1MMeTHI-2-0KCO-
N~ | 1,2-quruaponupuann-3-
H o o | W)MeTHI)-2-(TpaHc-4-
514,2

6 | N g (TMMETHIIAMHMHO ) IUKIIOT€KCHIT)-

2,9-numertun-7,8-auruapo-
o cCi
[1,3]auokcono[4,5-g|-N30XUHONMHH-
5(6H)-on nzomep B
'"H-SIMP He npoBonuiM BBUY OrPaHMYEHHOTO KOJHYECTBA.

[00351]

[00352]
4,9-muxnop-6-((4,6-numeTmn-2-
OKCO-1,2-guruaponupunus-3-
WI)MeTHN)-2-(Tpanc-4- 5342

\
N
H cl ><(\)/
N (0] Ie) .y
M/'\?Q:O
7 o <«

(TIMMETHIIAMHHO ) IUKJIOT€KCHIT)-2-
MeTWJI-7,8-TUruipo-
[1,3]auokcono[4,5-g]-n30XUHOTHH-

5(6H)-on

TH-SIMP Crextp (300 My, CDCl3) 6 11,2(bs, 1H), 5,91(s, 1H), 4,74(s, 2H), 3,59(t,
2H), 2,83(t, 2H), 2,33(s, 3H), 2,30(s, 6H), 2,26(s, 3H), 2,22(t, 1H), 2,01-1,98(m, 4H),
1,85(t, 1H), 1,67(s, 3H), 1,31-1,22(m, 4H).

[00353]

[00354] [ITpumep cunTesa 7] Paniemar 2-(TpaHc-4-aMUHOLMKIOTEKCHIT )-9-X10p-6-((4,6-
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OUMETHJI-2-0KCO- |, 2-TUTruAPONMUPUANH-3 -1 )MEeTUN )-2,4-TUMeTU-7,8-TUruapo-
[1,3]nuokcono[4,5-g]-uzoxunomuu-5(6H)-ona [Coenunenne 8] u 9-xmop-6-((4,6-
AUMETUII-2-0KCO- 1, 2- AU HAPONUPUANH-3 -1 )METHI )-2-(TpaHc-4-

(IMMETUIAMIHO )IMKJIOTeKCH)-2, 4-numeTrn-7,8-nuruapo-| 1,3 | auokcomno[4,5-g]-

uszoxuHouH-5(6H)-ona [Coennnaenue 9]

[00355] Cramust 1. Tlonyuenwe tper-OyTun-((Tpanc-4-(2.4-numernn-5-okco-5.6.7.8-

Terparuapo-| 1.3 ]nnokcono[4,5-2]-u30X MHOIUH-2 -1 ) LIUKJIOTeKCH )kapbamara

Boc
[00356] o©

[00357] 6,7-nurunpokcu-8-merun-3,4-nuruapousoxunonud-1(2H)-on (2,5 r, 129

2 2

mmosb, UHTepMenuar 1), Tper-OyTun-(Tpanc-4-3THHUINMKIOreKcHmn)kapoamar (7,2 T,
32,2 mmonb), Ru3(CO)12 (415 mr, 0,65 mmons) u BippyPhos (985 mr, 1,94 mmons)
HOCJIeIoBaTeNIbHO 00aBsuu K 1,4-nuokcany (125 Mi1), U OCYINECTBISUIM 3aMeleHHe
rasa aproHOM C MOCJEAYIOLINM KHUIISTYeHHEeM ¢ OOpaTHBIM XOJoaMIbHUKOM mpu 120°C B
TeueHue 16 yacoB. PeaklIMOHHYIO CMeECh OXJIAKJaIU A0 KOMHATHOW TeMIepaTyphl, a
3aTeM KOHLIEHTPUPOBAJIM TMPH TOHMKEHHOM JaBjieHUH. IloiyuyeHHOe BeIecTBO
OYMINAINA TIOCPEACTBOM XpOoMaTorpaduu Ha KOJIOHKE C CHJIMKAreJieM C MOJyYeHHUEM

COEMHEHUs, YKa3aHHOTO B Ha3BaHuU (3,59 r).

[00358] Cramust 2. Tloayuenue tper-OyTun-((Tpanc-4-(9-xyiop-2.4-1MMeETHII-5-0KCO-

5.6.7.8-tetparuapo-| 1.3 Jnuokcosno[4,5-g]-u30xnHoauH-2 -1 )IIUKJIOTeKCU )Kapbamara
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HN o
[00359] o
[00360] Tper-OyTun-((Tpanc-4-(2,4-numern-5-0kco-5,6,7,8-TeTparuapo-
[1,3]muokcono[4,5-g]-n3oxunonun-2-mi)uukiaorekcuia)kapdamar (885 wmr, 2,1 mMmonb),
cuHTe3npoBaHHbIN Ha Ctaguu 1, omucaHHOH BhIlIe, 1OOABISUIN K YKCYCHOM kuciote (10
MJT), a 3aTeM K HUM 1o0aBisui N-xyopcykunHuMaz (567 mr, 4,3 Mmoub). PeakunosHyr0
cmecp Harpesasin 10 70°C u mepemewmnBanu B TeueHue 1 dvaca. [locne okoHuaHUs
peaKkuuy, PpPEeaKkUMOHHYK CMeCh OXJIXNaJdH 1O KOMHATHOH TeMIlepaTyphl,
HEeWTpasn30Bain NOOaBIEHHEM HACHIIEHHOIO BOAHOTO pacTBopa OmkapOOHATa HATpus,
U 3KCTPArupoBaJIi C UCIOJIb30BaHUEM sTujanerata. OTAenéHHbI OPpraHuYeCKuil CIoM
BBICYIIMBAIN Haj O€3BOJHBIM CyNb(paTOM HATPUS U IOABEPrajd IEPErOHKE IpU
NOHM)KEHHOM AaBlieHHU. [1oydeHHbIN OCTaTOK OYMINAIIN ITOCPENCTBOM XpomaTorpaduu
Ha KOJIOHKE C CHJIMKAarejieM C MOJY4YeHHEM COeIMHEHHs], yKa3aHHOro B Ha3BaHuu (356

MT).

[00361] Cramuss 3.  Tlomyuenwe  Tper-Oyrua-((tpanc-4-(6-((2-(6ensunokcu)-4.6-

IUMETWIINMUPUANH-3 -WIMETII)-9-X10p-2. 4-nuMeTi-5-0kco-5.6.7.8-TreTparunpo-

[1.3]nnokconol4.5-g]-n30xuHoauH-2-1Jj1 )LIUKJIOTreKCHI )kapbamara

cl N~ Boc

| 0
[00362] o

[00363] Coenunennie, ykasanHoe B Ha3BaHuu (150 Mr) mony4and myTeM

OCyIlleCTBIeHHUs] TON ke peakiuu, 4ro u Ha Cragum 2 Ilpumepa cuHTeza 2 ¢
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UCIOJIb30BaHUEM Tper-OyTun-((Tpanc-4-(9-xnop-2,4-numern-5-okco-5,6,7,8-
tetparunpo-| 1,3 Jauokcono[4,5-g]-uzox uHoauH-2-un)ukiorekcun)kapbamara (150 wmr,

0,33 MMouib), cuHTe3upOBaHHOTO Ha CTaanu 2, OMMCAHHOHN BBILIE.

[00364] Cramus 4. ITonyuenune Tper-OyTui-(Tpanc-4-(9-xmaop-6-((4,6-numMeTni-2-0kco-

1. 2-TUruaApOnUPUANH-3 -Wi)MeT)-2.4-1uMeThI-5-0kc0-5.6.7.8-TeTparuapo-

[1.3]nnokconol4.5-g]-n30xunoauH-2-1ui )IUKJIOreKCHI )kapbamara

H

H cl >g\)/N‘80c
N (o] Te) s
[00365] o

[00366] Coenunennie, ykasanHoe B Ha3BaHuu (120 Mr) monay4anud MyTeM
OCyIlleCTBIeHHUs] TON ke peakuuu, 4ro u Ha Cragum 3 Ilpumepa cuHTeza 2 ¢
UCTIONb30BaHUEM  TpeT-OyTuil-((Tpanc-4-(6-((2-(6ensunokcn)-4,6-IMMeTHITHPUANH-3 -
WI)METU)-9-X10p-2,4-1uMeTui-5-0kco-5,6,7,8-rerparunpo-[ 1,3 |nnoxcono[ 4,5-g|-

M30XHMHOJHMH-2-m)uukiorekcun)kapbamara (150 mr, 0,22 MMOJb), CHHTE€3UPOBAHHOTO

Ha Ctaguu 3, ONMCAHHOM BBIIIIE.

[00367] Cramus 5. Tlonyuenuwe 2-(TpaHc-4-aMHUHOLMKIOTEKCHI)-9-X710p-6-((4.6-

IIUMETUJI-2-0KCO- 1. 2- MU UAPONUPUIANH-3 -1 )METHN )-2.4-tuMeTni-7, 8-nuruapo-

[1.3]nnokconol4.5-g]-uzoxunonnu-5(6H)-oua [Coenunenue 8]

NH,
" cl >%/\)/
N__O o J.,
[00368] o

[00369] Tper-OyTun-(Tpanc-4-(9-xnop-6-((4,6-auMeTHI-2-0KCO- 1,2- TUrUAP O PUTUH-

3-mn)metnn)-2,4-numMeTin-5-0kco-5,6,7,8-rerparunpo-[ 1,3 Janokcono[4,5-g]-
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W30XUHOJIMH-2-m)iukiorekcun)kapoamar (120 mr, 0,20 MMOIb), CHHTE3UPOBAaHHBIN Ha
Cranuu 4, onucaHHo#! Bbile, 1 4 M pacTBOp COJSIHON KUCIOTHL B 1,4-muokcane (2 mu)
HIOCJIEIOBATENIbHO NOOABIISIIM K METAHOJY, & 3aT€M PEaKIIMOHHYIO CMeCh NepeMeIlnBaIn
MpU KOMHATHOW TemriepaType B TedeHuHe 2 d4acoB. llocne OKOHUaHHUSI peakLuH,
PEaKLMOHHYI0 CMeCh HEHTpaIM30Baiu NOOABJICHHEM HACBHIIEHHOrO BOJHOIO PacTBOpa
OukapOoHAaTa HATpPUsT W OKCTParupoBaiu ¢ wucnonb3oBanuem 20% MeTaHONa B
xyopodopme. OTnenéHHBI OpPraHMYECKUi CIOW BBICYIIWBAIA C HCIIOJIb30BAHHEM
Oe3BogHOrO cyibdara HATPUsl W KOHLEHTPHPOBAIH MPHU TMOHMKEHHOM JaBJIEHUH C

NOJIy4€HHEM COEIMHEeHMs1, YKa3aHHOTO B Ha3BaHUM (91 mr).

[00370] Cramus 6. [Tonyuenue 9-xa0p-6-((4.6-nuMeTnI-2-0KCO-1.2-TUrMIAPONUPHINH-

3-wn)Merun )-2-(tpadc-4-( AUMEeTUIAMUHO ) LIUKJIOTEKCI )-2.4-TuMeT1-7,8- IUTHapo-

[1.3]nnokconol4.5-g]-uzoxunonnu-5(6H)-oua [Coenunenue 9]

Cl

[00371] o

[00372] 2-(TpaHc-4-aMUHOLIMKIOTEKCHIT )-9-X 10p-0-((4,0-numeTn-2-0kco-1,2-
OUTHAPOTUPUIUH-3-IT)METHN)-2, 4-numeruii-7,8-qurunpo-[ 1,3 Jauokcono[4,5-g]-
uzoxuHomH-5(6H)-on (90,6 wmr, 0,19 wmmonb), cuHTe3upoBaHHbli Ha Cramuu S,
onucaHHOH Bbime, U 37% BonmHbIA pactBop ¢opmanbaeruaa (31 mxi, 0,41 mMmounb)
TOCJIEIOBATEIBHO JTOOABIISTH K MeTaHONy (2 MJI) ¢ TOCTENyIOIINM MepeMeIlTnBaHUEM
npyu KOMHATHOW Temmeparype B TeueHue 10 munyT. TpmanerokcuOopruapua HaTpus
(197 wmr, 0,93 wmMmonp) AO0AaBNAIM K PEAKUMOHHOW CMECH C MOCIEeNyIOIIUM
nepemMelnMBaHueM NPU KOMHATHOM TeMmneparype B TedeHue 8 dacos. [locne okoHuaHus

peaKkLuy, PEeaKLMOHHYK CMeChb HeuTpain3oBaiu 1M BOOHBIM pacTBOPOM THAPOKCHIA
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HAaTpusi M OKCTParupoBald C ucrnonb3oBaHueM 20% MeraHona B XJopodopMme.
OtnenéHHplli OpraHUYECKUil CJION NMPOMBIBATIM COJIEBBIM PACTBOPOM, BBICYIIHMBAIU C
UCIIONIb30BaHHEM Oe3BOIHOro cyibdara HATPUS, W TOABEPrajd IEPEeroHKe mpu
NOHMW)KEHHOM  JaBjieHMH.  [loJydeHHOe  BEIeCTBO  OYHMINAIA  HOCPEICTBOM
xpomarorpaduu Ha KOJIOHKE C OCHOBHBIM CHJIMKAreJeM C TOJYYeHHEM COEIMHEHWUs,

yKa3aHHOTO B Ha3BaHuU (50 mr).
[00373]

[00374] [[Tpumep cunre3a 8] Mszomepsr A u B 9-xmnop-6-((4,6-aumeTin-2-okco-1,2-
IOUTUAPOTUPUINH-3 -HIT)METHN )-2-(TpaHCc-4-(IUMETHIAMIHO ) IUKJIOTEKCH )-2,4 -
numetui-7,8-qurunapo-[ 1,3 | auokcono[4,5-g]-usoxunonnn-5(6H)-ona [Coenunenne 10 u

Coenunenue 11]

H cl >%/\)f
N o] o .y
[00375] 0

[00376] 9-xsiop-6-((4,6-1uMeTHII-2-0KCO- 1,2-TUTHAPOTTUPHINH-3 ~HIT)METHII )-2-(TpaHC-
4-(AMMETUIIAMUHO ) IUKJIOTEKCHIT )-2, 4-mumeTn-7,8-nuruapo-| 1,3 | nuokcono[4,5-g]-

uzoxuHonuH-5(6H)-on [Coenunenune 9], cuHTesmpoBaHHbIi B I[lpumepe cuHTe3a 7
pa3mesyii Ha SHAHTUOMEPHI B CIEAYIOLIMX YCJIOBUSX. AOCOJIOTHYIO CTEPEOXHMHUIO

Ka)KIOr0 U30Mepa HE OTIPEIENISIIH.
[00377] Kononka: Daicel Chiralcel OZ-H, 4,6 x 250 mm, 5 MmxM
[00378] Temneparypa: 35°C

[00379] Cxopocts motoka: 0,9 mMi/mMuH

62



10

15

20

[00380] [dnuna BosHbL: 270 HM

[00381] Duroent: H-rekcan: stanou: qudtunamut = 600: 400: 0,4 (06/06%)
[00382] ITepBoriii muk: 13,7 mun — u3omep A (99,9%ee)

[00383] Bropoii muk: 22,0 mus — uzomep B (99,9%ee)

[00384]

[00385] [[Tpumep cunTtesa 9] 9-xnop-6-((4,6-aumMeTnI-2-0KCO-1,2-AUTHAPOTUPUINH-3 -
WI)MeTHN)-2-(unc-4-(IMMETHIIAMUHO )LIUKJIOT€KCHIT)-2 , 4-TUMeTHII- 7, 8- TUTruApo-

[1,3]nuokcono[4,5-g]-uzoxunonmun-5(6H)-on [Coennrenne 12]

[00386] Coenunennie, yka3aHHOe B Ha3BaHuM, (25 Mr) ToOJydYaad MOyTeM
OCYLLECTBJICHUSI TE€X K€ peakuui, 4yTo U B [Ipumepe cunTe3a 7, 3a UCKIOUYEHUEM TOTO,
YTO TPeT-OyTHII-(1Hc-4-3THHIITIUKIOrekeun)kapbamat [MHTepmenuat 9] ucnonpzoBanu
BMECTO TpeT-OyTii-(Tpanc-4-aTuHmIukKiIorekcun)kapbamara Ha Craguu 1 Ilpumepa

cuHTe3a 7.
[00387]

[00388] [ITpumep cunTeza 10] 9-x70p-2-(TpaHc-4-(AMMETHIAMHHO )IIUKJIOTEKCHIT)-6-
((4-meTokcu-6-MeTnI-2-0KCo- |, 2-TUruAPONUPUANH-3 -1 )METHN )-2,4-tumeTnn-7, 8-

nurunpo-[ 1,3 ] auokcono[4,5-g]-uzoxunommn-5(6H)-on [Coenunenue 13]

[00389] Coenunennie, yka3aHHoe B HasBaHuu, (31 Mr) mojJydanud mMyTeM
OCYLIECTBJICHUs TEX K€ pPeakLui, 4To U B lIpumepe cuHTe3a 7, 32 UCKIFOYEHUEM TOTO,
4TO 2-(6en3unokcn)-3-(XJI0pMeTHII )-4-METOKCU-O-METUIIITHPUIUH HCIIOJIb30BaU
BMecTO 2-(OeH3uiokcn)-3-(xmopmernn)-4,6-aumermnmupuanaa #Ha Cragun 3 [Ipumepa

cuHresa 7.
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[00390]

[00391] [[Tpumep cuntesza 11] 9-xmop-2-(Tpanc-4-(AMMETHIAMIHO)IUKIOTeKCH)-2,4-
auMeTH-6-((6-MeTr-2-0kco-4-nponui-1,2-TuruAponupuInH-3 -1 )MeTun)-7,8-

nurunpo-[ 1,3 ]auokcono[4,5-g]-uzoxunommn-5(6H)-on [Coenunenue 14]

[00392] Coenunennie, yka3aHHoe B HasBaHuu, (50 WMr) mOJydYaad [yTeM
OCYLIECTBJICHUS TEX K€ peakLuil, 4To U B lIpumepe cuHTe3a 7, 32 UCKIFOYEHUEM TOTO,
910 2-(0SH3MIOKCH)-3 -(XIOPMETHII)-6-MeTHII-4-TIPONIITHPUANH UCTIONB30BAIA BMECTO
2-(6en3unokcn)-3-(xnopmernin)-4,6-numermnnupunnaa Ha Craguu 3 Ilpumepa cuHTe3a

7.

[00393]

[00394] [ITpumep cunresza 12] 9-xm0p-6-((4,6-mumeTrn-2-0kco-1,2-TUruaAPONUPUIHNH-
3-mn)metnn)-2-(Tpanc-4-(3THIIAMUHO )IUKJIOTeKCU )-2,4-TuMeTHI-7, 8- TUruapo-

[1,3]muokcono[4,5-g]-uzoxunomun-5(6H)-on [Coennnenne 15]

[00395] Coenunenne, ykasanHoe B HasBaHuu, (12 Mr) mony4aad MyTeM
OCyIlecTBIeHHUs] ToW ke peakiuu, uro U Ha Cragum 6 Ilpumepa cunreza 7, 3a
UCKJIFOYEHHEM TOro, 4To aueranbaerua (1 3KB.) MCHOIb30BaIM BMeCTO 37% BOIHOTO

pactBopa popmanbaeruna Ha Cranuu 6 [Ipumepa cuntesa 7.
[00396]

[00397] [Tpumep cunTesa 13] 9-xj0p-2-(TpaHc-4-(AUITHIAMHUHO)IIMKJIOTEKCIIT)-6-
((4,6-numeTnn-2-0kco- 1, 2-TUrHapONUPUINH-3 -UJT)METHI )-2,4-TUMEeTHIT-7, 8- TUTUAPO-

[1,3]nuokcono[4,5-g]-uzoxunonmun-5(6H)-on [Coennrenne 16]

[00398] Coenunennie, yka3aHHoe B Ha3BaHuM, (34 WMr) TmoJydYaad MyTeM
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OCyILleCTBIEHUs] TOW ke peakuuu, uro u Ha Cragum 6 Ilpumepa cunreza 7, 3a
UCKIIFOUEHHEM TOro, 4to aneranpaerus (1,5 5kB.) ucrnonp3oBaian BMecTo 37% BORHOTO

pactBopa popmanbaeruna Ha Cranuu 6 [Tpumepa cunresa 7.
[00399]

[00400] [ITpumep cunreza 14] 9-xm0p-6-((4,6-numeTH-2-0KCO-1,2-TUrUAPOTTUPUIHAH-
3-wn)mernn)-2,4-numeTi-2-(Tpasc-4-(unepuauH- 1 -1 ) IUKIOreKC I )-7, 8-Turuapo-

[1,3]nuokcono[4,5-g]-uzoxunonun-S5(6H)-on [Coennnenne 17]

[00401] 2-(Tpanc-4-amuHOLMKIOTEKCHIT )-9-X 10p-6-((4,6-numeTn-2-0kco-1,2-
OUTHAPONUPUINH-3-IT)MeTIN)-2,4-numerwn-7,8-qurunpo-[ 1,3 Jauokcono[4,5-g]-
n3oxuHOIMH-5(6H)-0H (21 mr, 0,043 Mmounb), cunTesupoBanubiii Ha Ctagnu S [lpumepa
cuareza 7, npobaBmsum k N, N-mumermnpopmamuny (0,5 wmi), a 3aTeM K HUM
nocyieioBaTesibHo  no0apisii  kapObonat kamus (30 wmr, 0,215 wmmomp) u  1,5-
muOpomnentan (7 mkn, 0,052 mmonp). PeakunoHHYIO CMeCh NepeMeUINBald IpU
KOMHATHOH TeMIepatype B TedeHHMe 17 4acoB, a 3areM OHKCTpParupoBajud ¢
ucnosib3oBaHueM Bozbl U 20% meraHosa B xyopodopme. OTAenéHHbIN OpraHu4eCKuil
CJIOM  BBICYIIMBAJM C UCIOJb30BAHUEM 0€3BONHOTO  CyibdaTa HATpus U
KOHLICHTPUPOBAJIM TPH TOHWKEHHOM JaBJeHUU. lloydeHHOe BEIeCTBO OYHINAIN

MOCPENICTBOM XpOMaTorpauu Ha KOJIOHKE C OCHOBHBIM CUJIUKAreJieM C MOJy4YeHUEM

COEMHEHUs, YKa3aHHOTO B Ha3BaHuU (12,2 mr).
[00402]

[00403] [I[Tpumep cunTesza 15] 9-xnop-6-((4,6-aumeTni-2-okco-1,2-AuruaponupuaH-
3-mn)mernn)-2,4-gumeTin-2-(Tpasc-4-(MUppONuANH- | - UKJIOTeKCHIT)-7,8- TUTHIpO-

[1,3]nuokcomno[4,5-g]-uzoxunomun-5(6H)-on [Coennrenne 18]
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[00404] Coenunenne, yka3aHHoe B HasBaHuM (5,06 Mr) mony4yaad MyTeM
OCYILECTBIICHUS TeX e peakuui, uto u B [Ipumepe cuntesa 14, 3a HCKIIIOYEHUEM TOTO,

yro 1,4-nuOpomOyTaH ucnosb3oBaiu BMecto 1,5-nubpomOyrana B [Ipumepe cunresa 14.
[00405]

[00406] [[Tpumep cunTesza 16] (2S)-N-(tpaHc-4-(9-xnop-6-((4,6-numeTmn-2-okco-1,2-
IUTUAPOTTUPUINH-3 -1IT) )METHI)-2,4-TUMETHII-5-0KC0-5,6,7,8-TeTparuapo-
[1,3]nuokcono[4,5-g]-u30XMHOIMH-2-1JT ) [IUKJIOTeKCHIT )-2-TUIPOKCHOY TAHAMU]T

[Coenunenne 19]

[00407] 2-(TpaHc-4-aMUHOLMKIOTEKCHIT )-9-X 10p-6-((4,6-numeTn-2-okco-1,2-
OUTHAPONUPUINH-3-IT)METIN)-2,4-numeti-7,8-muruapo-[ 1,3 | nuokcomno[4,5-g]-
n30xuHOIMH-5(6H)-0H (21 mr, 0,043 Mmonb), cunTesupoBansbiii Ha Ctaguu S [Ipumepa
curreza 7, (R)-2-rugpokcubyranoByro kucnory (4,2 mr, 0,04 mmons), 1-stun-3-(3-
AMMeTHIaMuHonponuin)kapooauumua — rugpoxjopun (11 mr, 0,057 mmonp) u
ruapokcudensorpuazon (7,3 mr, 0,054 mmosb) nocnenoBareabHo noOaBisin K N,N-
mumetmidopmamuny (0,5 M) ¢ HOCHEAYIOUIMM TMEepeMELINBAHUEM IPH KOMHATHOMN
Temreparype B TeueHue 8 4acoB. JlensHyro BoAy A0OABISUIM K PEAKLIMOHHON CMeECH,
NOJIYYeHHBIH  OCaZOK coOupasu  (UIBTPOBAHHEM H  OYHIIAIH  OCPEICTBOM
Xpomarorpaduu Ha KOJIOHKE C OCHOBHBIM CHJIMKAreJeM C TOJIYYeHHEM COEIMHEHUs,

YKa3aHHOTO B Ha3BaHUU (9 Mr).
[00408]

[00409] [ITpumep cunTesa 17] 2-((TpaHc-4-aMUHOLMKIOTEKCHI)METII )-9-x510p-6-((4,6-
IUMETHIT-2-0KCO- 1,2- TUTUIpONUPUANH-3 )-HIT)METHI)-2,4-TUMETHII- 7,8 - TUTHIIPO-

[1,3]auokcono[4,5-g]-u3oxunonuu-5(6H)-on  [Coenunenne 20] u  9-xjop-6-((4,6-
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IUMETHII-2-0KCO-1,2-nuruiponupuans-3 -uimerun)-2-((Tpanc-4-
(IMMEeTHITAMHUHO )IUKJIOTeKCIIT)METHN)-2,4-numeti-7,8-qurunpo-[ 1,3 Jauokcomno[4,5-

g|-m3oxunonun-5(6H)-on [Coenunenue 21]

[00410] Coenunenusi, yka3zaHHble B Ha3BaHuu, (9 wmr coemuHenuss 20 u 5 wmr
coenuHeHusi 21) Kaxaoe MoOJydajqud MyTeM OCYIIECTBICHUS TE€X Ke€ PEaKIui, 4TO W B
IMpumepe cunTe3a 7, 3a UCKIIOYEHHEM TOr0, 4TO TpeT-OyTui-(Tpanc-4-(mponuH-2-
WJT)IUKJIOTEKCHIT)KapOamMaT UCTIOJTb30BAJIH BMECTO TpeT-OyTun-(Tpanc-4-

STHHUJILMKIIOTeKCHT)kapOamara Ha Craguu 1 Ilpumepa cunTesa 7.

[00411]

[00412] [[Tpumep cunTe3a 18] 9-xnmop-2-uuknorekcun-6-((4,6-aumeTn-2-okco-1,2-
OUTHAPONMUPUINH-3-IT)MeTIN)-2,4-numerwi-7,8-qurunpo-[ 1,3 Jauokcomno[4,5-g]-

u3zoxuHoH-5(6H)-on [Coennnenue 22|

[00413] Coenunenne, yka3aHHOe B Ha3BaHuM, (36 Mr) TOJydYaad MyTeM
OCYLIECTBIIEHUs TeX ke peakuui, uro u Ha Ctagun 1 no Craguu 4 Ilpumepa cuntesa 7,
32 HMCKJIFOUEHMEM TOTO, YTO STHHUJILMKJIOIEKCAH HCIOJNB30BAJIM BMECTO TPET-OyTHII-

(Tpanc-4-sTuHMNIIMKIOTeKCcHT )KapOamaTta Ha Ctaauu 1 [Tpumepa cunresa 7.
[00414]

[00415] [[Tpumep cunTeza 19] 9-xnop-2-umkiaoneHTHa-6-((4,6-aumeTin-2-okco-1,2-
OUTHAPONMUPUIUH-3-IT)MeTIN)-2,4-numerwn-7,8-qurunpo-[ 1,3 Jauokcono[4,5-g]-

u3zoxuHouH-5(6H)-on [Coennnaenue 23]

[00416] Coenunenne, ykasaHHoe B HasBaHuu, (58 Mr) mony4anu myTem
OCyILleCTBJIEHMs TeX ke peakuuii, uto u Ha Ctaguu 1 no Craguu 4 Ilpumepa cunresa 7,

3a HUCKIKYCHHUCM TOI'O, YTO O3THHHIINUKIIOINICHTAH HMCIIOJIB30BaAJIM BMECTO TpeT-6yTI/IJ'I-
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(Tpanc-4-3TuHMNIMKIOreKcHI)kapbamarta Ha Ctaauu 1 IIpumepa cunresa 7.

[00417]

[00418] [[Tpumep cunTeza 20] 9-xmop-6-((4,6-aumMeTHI-2-0KCO-1,2-AUTHIPOTTUPUAH-
3-un)mernn)-2,4-numermn-2-(terparuapo-2H-nupan-4-mn)-7,8-nurunpo-

[1,3]nuokcono[4,5-g]-uzoxunonun-S(6H)-on [Coennnenue 24]

[00419] Coenunenne, yka3aHHoe B HasBaHuH, (23 Mr) m[oOay4aad MyTeM
OCyIllecTBJIeHHsI Tex ke peakiuii, uto u Ha Ctaguu 1 no Craguu 4 Ilpumepa cunresa 7,
33 UCKIIOYEHHEM TOro, 4To 4-3THHHITETparuapo-2ZH-nupaH HCHONb30BaIuM BMECTO

TpeT-OyTuin-(Tpanc-4->TuHmnukIorekcun)kapdamara va Craguu 1 IIpumepa cunTesa 7.

[00420]

[00421] [ITpumep cunTtesa 21] 9-xm0p-6-((4,6-mumeTrn-2-okco-1,2-TUruaponupUInH-
3-un)mernn)-2-(4-(numerunamuHo )b ennn)-2,4-numeTn-7,8- turuapo-

[1,3]muokcono[4,5-g]-uzoxunomun-5(6H)-on [Coennnenue 25]

[00422] Coenunennie, yka3aHHoe B HasBaHuu, (18 Mr) mojydanum myTeMm
OCYLLIECTBJICHUSI TE€X K€ peakiuil, yTo U B [IpumMepe cuHTe3a 7, 3a UCKIIOUEHUEM TOTO,
4TO 5-x510p-6, 7-nUruapoKCu-8-MeTIII-3,4-1UruApon3oxXuHoduH- 1 (2H)-oH
[Uarepmenuatr 4] u 4-3TuHUN-N,N-TUMETUJIAHUJIUH HUCIONBb30BAIN BMECTO 6,7-
OUTUAPOKCH-8-MeTUN-3,4-nuruapon3oxuHonud-1(2H)-osra  u  Tper-Oytun-(tpanc-4-

STHHUJILMKJIOTEKCHIT)KapOamara, coorBeTcTBeHHO, Ha Ctamun 1 [Ipumepa cunTesa 7.

[00423]

[00424] [ITpumep cunTe3a 22] 9-xnop-6-((4,6-aumMeTnI-2-0KC0o-1,2-AUTrHAPONUPHUAH-

3-mn)mernn)-2-(4-(auMeTninaMuHo )oy TH)-2,4-1umMeTun-7, 8-nuruapo-
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[1,3]muokcoino[4,5-g]-uzoxunomun-5(6H)-on [Coennnenne 26|

[00425] Coenunenne, ykasaHHOe B HasBaHuM, (5,9 WMr) TnojJydand MyTEM
OCYILECTBJICHUs TEX K€ peakuui, 9to u B IIpumepe cunTesa 21, 3a uCKIHOYEHUEM TOTO,
9TO N,N-gumerunarekc-5-uH-1-aMmua HUCIIOJIb30BAIIN BMECTO 4->tuHNI-N,N-

nuMetuianuinHa B [Ipumepe cunresa 21.

[00426]

[00427] [TTpumep cunresza 23] 9-xm0p-6-((4,6-mumeTrn-2-0kco-1,2-TUruapONUPUIHH-
3-mn)metin)-2-(3,5-(aumMeTHIIN30KCca301-4-1)-2, 4-TuMeTrI- 7, 8- TUruIpo-

[1,3]nuokcono[4,5-g]-uzoxunonmun-S5(6H)-on [Coennaenne 27|

[00428] Coenunennie, yka3aHHoe B Ha3BaHuu, (40 Mr) mojJydaad MyTeM
OCYLLECTBJICHUSI TE€X K€ peakuui, 4yTo U B [Ipumepe cunTe3a 7, 3a UCKIOUYEHUEM TOTO,
9T0 4-3TUHWI-3,5-AUMETHIIN30KCa30 MCIONb30BAIN BMECTO TpeT-OyTui-(TpaHc-4-

STHHUJILMKIIOTEKCHT)kapOamara Ha Ctaguu 1 [Ipumepa cunTesa 7.

[00429]

[00430] [[Tpumep cunteza 24] 9-xnop-6-((4,6-aumMeTn-2-0kco-1,2-AUrHapONUpUAH-
3-min)metn)-2,4-numetnn-2-(nunepunuH-4-un)-7,8-murunpo-[ 1,3 Jauokcono[4,5-g]-
n3oxuHoMnH-5(6H)-on  [Coenunenne 28] wu  9-xyop-6-((4,6-aumernn-2-okco-1,2-
OUTUAPONTUPUANH-3 -IT)MeTHN )-2,4-numeTnn-2-( 1 -metunnunepuaua-4-ni)-7,8-

nurunpo-[ 1,3 ] auokcono[4,5-g]-uzoxunommn-5(6H)-on [Coenunenue 29]

[00431] Coenunenusi, ykasanHbie B Ha3BaHum, (125 mr coemunenuss 28 u 30 mr
coequHeHHs 29) KaAoe TMOy4ald MyTeM OCYIIEeCTBICHHS TE€X K€ PEaKIHid, 4TO U B
IIpumepe cuHTe3a 7, 3a UCKIIOYEHHUEM TOTO, UTO TPET-OyTHI-4-3THHHIMUTIEPUIUH-1-

KapOokcuIar HCIOJIb30BAJIH BMECTO Tper-OyTHn-(Tpanc-4-
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STUHUILMKIIOTeKcrn)kapOamara Ha Craguu 1 Ilpumepa cuntesa 7.
[00432]

[00433] [[Tpumep cunTeza 25] 9-xmop-6-((4,6-aumMeTni-2-0kco-1,2-AUruaponupUaH-
3-wn)metmn)-2-(1-((R)-2-ruapokcubyraHown ) nunepuauH-4-mn)-2,4-numerun-7,8-

aurunpo-[ 1,3 ] auokcono[4,5-g]-uzoxunomnua-5(6H )-on [Coenunenne 30]

[00434] Coenunennie, yka3zanHoe B HasBaHuu, (21 Mr) mojJydanud MyTeM
OCYLIECTBJICHUS TEX K€ peakuul, 4yTo u B [Ipumepe cunTe3a 16, 3a UCKIIIOUEHHEM TOTO,
yro  9-x510p-6-((4,6-1MMeTHII-2-0KCO- 1,2- ANTUAPOTTUPUAH-3 - U )METHI )-2,4- TUMETHIT-
2-(munepunuH-4-wn)-7,8-qurunpo-[ 1,3 |auokcono[4,5-g]-u3zoxunonuH-5(6H)-ox
[Coenunenue 28], cunresuposanHblil B [Ipumepe cuHTe3a 24 uCnosp30Bajid BMECTO 2-
(TpaHc-4-aMHHOLMKIIOTEKCHI )-9-X710p-6-((4,6-1uMeTHI-2-0KCOo- 1,2 - TUruAponupuIuH-
3-wn)mernn)-2,4-numetm-7,8-nuruapo-| 1,3 Jnuokcono[4,5-g]-uzoxunommn-5(6H)-oHa B

IIpumepe cunresa 16.
[00435]

[00436] [[Tpumep cunTeza 26] 9-xmop-6-((4,6-aumMeTnI-2-0KC0o-1,2-AUTHaPOTUPUAH-
3-wn)mernn)-2,4-gumetmn-2-(1-(2,2,2-rpudTopaTin) nunepunus-4-ui)-7, 8-quruapo-

[1,3]nuokcono[4,5-g]-uzoxunonun-S(6H)-on [Coennnenue 31]

[00437] 9-x50p-6-((4,6-n1uMeTHI-2-0KCO- 1, 2-TUTHAPOTUPHINH-3 -HIT)METHT )-2,4-
auMeT-2-(munepunua-4-un)-7,8-nuruapo-[ 1,3 Jnuokcono[4,5-g]-uzoxunonun-5(6H)-
oH (20 mr, 0,04 mmonb, Coennnrenune 28), cuHTesupoBanHblil B [Ipumepe cuHTe3a 24,
kapOonar kamusa (16 mr, 0,12 mmons ) u 1,1,1-tpudrop-2-iionmeran (19,6 mr, 0,10
MMOJIb) TocnienoBarenpbHO  nmodaensn k- N N-mumermndopmamuny (1,0 w).

PeakunoHHyI0 CMeCh KUIATHIIM ¢ OOpaTHBIM XojoawibHUKOM mpu 90°C B TeueHune 8
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4acoB. 3aTeM PEAaKLHMOHHYK CMECh OXJAaXIalu A0 KOMHATHOW TeMmmepaTypel, K Hel
nobasisun 20% MeraHon B xyopodopme M BOAY, M OPraHHYECKUIl CIOH OTHEINsIH.
OtnenéHHBI OpPraHWYeCKHUH CJIOH BBICYHIMBAJIM C HCIOJIb30BAaHHEM O€3BOIHOIO
cyabdaTa HATPUSI U MOABEPrajik MEPEroHKe MPH MOHMKEHHOM naBiieHuu. [loaydeHHOe
BEIECTBO OYHINAJIM TOCPEACTBOM Xpomatorpauu Ha KOJOHKE C OCHOBHBIM

crukaresieM ¢ nonyueHueMm CoerHeHne, YKa3aHHOe B Ha3BaHuH, (2,5 mr).

[00438]

[00439] [ITpumep cunresza 27] 9-xm0p-6-((4,6-numeTni-2-okco-1,2-TUruaponupuInH-
3-un)mernn)-2,4-gumermn-2-(1-mernn- 1 H-unnon-5-mn)-7,8-nurunpo-

[1,3]nuokcono[4,5-g]-uzoxunonmun-5(6H)-on [Coennrenne 32]

[00440] Coenunenune, yka3anHoe B HasBanuu, (109 wMr) mnoaydanu myTem
OCYLLECTBJIEHUS TeX K€ peakuuii, yTo U B [Ipumepe cunTesa 21, 3a UCKIIOYEHHEM TOTO,
9TO S5-3TUHUI-1-MeTun-1H-uHI0M, CHHTE3UPOBAHHBIA B COOTBETCTBUH C METOAOM,
onucaHnHoM B WO02016154434, ucnionb3oBaian BMeCTO 4-3TuHII-N,N-IUMETUIaHUITHHA

B [Ipumepe cunresa 21.
[00441]

[00442] [TTpumep cunTe3a 28] 9-xm0p-6-((4,6-mumeTH-2-0KCO-1,2-TUrUAPOTTUPUIHH-
3-mn)meTi)-2-(TpaHc-4-MEeTOKCUITUKIIOTEKCIIT)-2, 4-TuMeTHII-7, 8- TUruapo-

[1,3]nuokcomno[4,5-g]-uzoxunonmun-S5(6H)-on [Coennnrenne 33]

[00443] Coenunenvie, yka3anHoe B HasBaHuu, (50 Mr) mojJydaad MOyTeM
OCYLIECTBJICHUs TEX K€ peakuul, 4yTo u B [Ipumepe cunTesa 21, 3a UCKIIFOUEHHEM TOTO,
YTO TpaHC-1-3TUHMI-4-METOKCULIMKIIOTEKCAH HCIONb30Badu BMeCTO 4->ThHmMI-N,N-

nuMetunanuinza B [Ipumepe cunresa 21.
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[00444]

[00445] [[Tpumep cunTeza 29] 9-xmop-6-((4,6-aumMeTHI-2-0KCO-1,2-AUTHIPOTTUPUIAH-
3-un)mernn)-2,4-numeTin-2-(TpaHc-4-(MeTHIIAMHUHO ) IUKJIOT€KCHIT )- 7, 8- IUTruIpo-

[1,3]nuokcono[4,5-g]-uzoxunonun-S(6H)-on [Coennnenue 34]

[00446] Coenunenrie, yka3aHHOe B Ha3BaHMM, (35 Mr) TOJydYaad MyTeM
OCyIlleCTBJIeHUsI TeX ke peakiuii, uto u Ha Ctaguu 1 no Craguu 5 Ilpumepa cunresa 7,
32 UCKJIFOUYEHUEM TOTO, YTO TPEeT-OyTUII-(TpaHC-3THHUIILMKJIOTEKCHI)(METHII)KapOamar
[UaTepmenuar 11] WCTIONB30BAIN BMECTO TpeT-OyThiI-(Tpanc-4-

STHHUJILMKIIOTeKCHT)kapOamara Ha Craguu 1 IIpumepa cunTesa 7.
[00447]

[00448] [ITpumep cunteza 30] 9-xmop-6-((4,6-aumMeTni-2-0kco-1,2-AUruapOnUpUAHH-
3-mn)mernn)-2-(Tpanc-3-(AUMETHIAMUHO ) IUKJIO0Y THIT)-2,4-TUMeTHII- 7, 8- AUTUAPO-

[1,3]muokcono[4,5-g]-uzoxunomun-5(6H)-on [Coennnenne 35]

[00449] Coenunenne, ykasaHHOe B HasBaHuW, (3,5 Mr) TOJydYaid MyTEM
OCYLLIECTBJICHUSI TE€X K€ peakiuuii, yTo u B [IpumMepe cunTesa 7, 3a UCKIIOUEHUEM TOTO,
9YTO TPEeT-OyTHII-(TpaHC-3-3THHUWILMHUKIOOYTHI)kapOaMaT HCIOJIb30BAH BMECTO TPET-

OyTun-(Tpanc-4-sTuHmnmukIorekcuia)kapbamara Ha Cranuu 1 Ilpumepa cunresa 7.
[00450]

[00451] [ITpumep cunresa 31] 9-xm0p-6-((4,6-mumeTrn-2-okco-1,2-TUruAPONUPUIHH-
3-mn)meTi)-2-(1uc-3-( IMMETHIIAMUHO ) LIUKJIOT €KCHIT )-2,4- TUMETHII- 7, 8- TUTHIPO-

[1,3]nuokcono[4,5-g]-uzoxunomun-5(6H)-on [Coennaenne 36]

[00452] Coenunennie, yka3anHoe B HasBanuu, (19 Mr) mojydanud MOyTeMm
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OCYLLECTBJIEHUSI TE€X K€ peakuui, 4yTo U B [Ipumepe cunTe3a 7, 3a UCKIOUYEHUEM TOTO,
9T0 TpeT-OyTHi-(1UC-3-3THHIILHMKIOTeKCUT)KapOaMaT HCIOJIb30BAI BMECTO TPET-

Oytuin-(Tpanc-4->TuHunuukiorekcuia)kapoamara Ha Craguu 1 IIpumepa cuntesa 7.
[00453]

[00454] [TTpumep cunTesa 32] 9-xm0p-6-((4,6-mumeTri-2-0Kco-1,2-TUruAPONUPUIHH-
3-mn)meT)-2-(1uc-3-(IMMETHIIAMUHO )LIMKJIONEHTH )-2,4- TuMeTHI- 7,8 - IUruapo-

[1,3]nuokcono[4,5-g]-uzoxunonun-S5(6H)-on [Coennnrenne 37]

[00455] Coenunenue, ykazaHHOE B Ha3BaHUH, (8 Mr) MOJyYaad MyTeM OCYLIECTBICHUs
TeX ke peakiuii, 4yto u B [IpumMepe cuHTe3a 7, 32 UCKIIIOYEHUEM TOTO, YTO TPET-OyTHJI-
(umc-3->THHWILHUKJIONEHTW )KapOaMaT HCIOIb30BAIA  BMECTO TpeT-OyTui-(Tpanc-4-

STHHUJILMKIIOTeKCHT)kapOamara Ha Craguu 1 Ilpumepa cunTesa 7.

[00456]

[00457] [Ta6nuua 2]

NH, 2-(TpaHc-4-aMUHOLIMKJIOTEKCHIT)-9-
H ¢ xJ10p-6-((4,6-numeTnn-2-okco-1,2-
N__O o
| g OUTUAPOTIUPUIINH-3 -1 ) METHLT )- 486,2
AN
0 2,4-numeTun-7,8-1uruapo-
0

[1,3]auokcono[4,5-g]-N30XUHOIHH-
5(6H)-ou

TH-SIMP Crextp (300 MI', CDCI3+MeOD) & 5,96(s, 1H), 4,74(s, 2H), 3,42-
3,37(m, 2H), 2,82-2,80(m, 2H), 2,46(s, 3H), 2,25(s, 6H), 2,05-2,01(m, 4H), 1,90-
1,81(m, 2H), 1,62(s, 3H), 1,29-1,25(m, 4H).

9-x10p-6-((4,6-AMMeTHII-2-0KCO-
1,2-gurunponupunns-3-

\
H cl N~
N._O o . ui)MeTun)-2-(TpaHc-4- 5142
| P ' (IMMEeTUTAMIHO )IIUKJIOT€KCHJT )- ’
o
9 J 2,4-numeTun-7,8-auruapo-

[1,3 ]auokcono[4,5-g]-N30XUHOIHH-
5(6H)-on

TH-SIMP Criextp (300 MI'y, CDCl3) 6 11,40(bs, 1H), 5,91(s, 1H), 4,77(s, 2H), 3,48(t,
2H), 2,79(t, 2H), 2,50(s, 3H), 2,29-2,28(m, 12H), 2,25-2,20(m, 1H), 1,98-1,96(m,
4H), 1,90-1,85(m, 1H), 1,61(s, 3H), 1,28-1,25(m, 4H).

73




[00458]

[00459]

\
N
H cl
N 0O o>%/,,>,
10 \E/;/(/N o
o]

9-x10p-6-((4,6-AMMeTHII-2-0KCO-
1,2-qurugponupuauy-3-
WI)MeTUN)-2-(Tpanc-4-
(IMMETUIIAMHMHO ) IUKJIOT€KCHIT)-
2,4-numeTun-7,8-1uruapo-
[1,3]auokcono[4,5-g]-N30XUHOIHH-
5(6H)-on n3omep A

5142

'H-SIMP ne npoBoaumM BBUY OrPaHMYEHHOTO KOJTHYECTBA.

\
N
H cl p
N (o] o o
(o]

9-x10p-6-((4,6-AMeTHII-2-0KCO-
1,2-qurugponupuaus-3-
wI)MeTun)-2-(Tpanc-4-
(IMMETUIIAMHMHO ) IUKJIOT€KCHIT)-
2,4-numeTun-7,8-auruapo-

[1,3 ]auokcono[4,5-g]-N30XUHOIHIH-
5(6H)-on nzomep B

514,2

"H-SIMP He npoBOAMIM BBy OIPAHMYEHHOTO KOJUYECTBA.

[00460]

[00461]

N
H ol =
|N o} 0
= N
12 \[;Q °
o

9-x510p-6-((4,6-A1MeTHII-2-0KCO-
1,2-gurunponupunux-3-
wi)MeTun )-2-(uuc-4-
(IMMETHIAMHMHO ) LIUKJIOTeKCHIT )-
2,4-numeTun-7,8-quruapo-
[1,3]auokcono[4,5-g]-
U30XMHOIMH-5(6H)-0H

5142

TH-SIMP Crextp (300 MT', CDCL3) 0 5,93(s, 1H), 4,78(s, 2H), 3,49(t, 2H), 2,80(t,
2H), 2,50(s, 3H), 2,28(s, 12H), 2,25-2,20(m, 1H), 2,00-1,97(m, 4H), 1,90-1,85(m,
1H), 1,61(s, 3H), 1,28-1,25(m, 4H).

\
N
’ cl
N g
13
_O 0

9-xnop-2-(Tpanc-4-
(IMMETHIIAMHHO ) IUKJIOTEKCHIT )-0-
((4-metokcu-6-metnin-2-okco-1,2-
TUTUAPOTTUPUIUH-3 -1IT)METHII)-
2,4-numeTun-7,8-quruapo-
[1,3]auokcono[4,5-g]-
H30XMHOIMH-5(6H)-0H

530,2

TH-SIMP Crextp (300 My, CDCl3) 6 5,89(s, 1H), 4,73(s, 2H), 3,83(s, 3H), 3,38(t,
2H), 2,80(t, 2H), 2,51(s, 3H), 2,31(s, 3H), 2,28-2,25(m, 6H), 2,27-2,17(m, 1H),
1,99-1,96(m, 4H), 1,83-1,80(m, 1H), 1,61(s, 3H), 1,25-1,23(m, 4H).
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[00462]

[00463]

14

N
~
H cl
N o] [0 .
I 1
= N o
[o]

9-xnop-2-(Tpanc-4-
(IMMETHIAMHMHO ) LIUKJIOTeKCHJT )-
2,4-numeTun-6-((6-meTui-2-okco-
4-nponun-1,2-nuruaponupuanH-3-
WI)METHN )-7,8-Turuapo-
[1,3]auokcono[4,5-g]-
U30XMHOIMH-5(6H)-0H

5423

3H).

TH-SIMP Crextp (300 MT, CDCl3) 6 11,10(bs, 1H) 5,93(s, 1H), 4,79(s, 2H),
3,48(t, 2H), 2,80(t, 2H), 2,61(t, 2H), 2,51(s, 3H), 2,27(s, 6H) 2,25-2,10(m, 1H),
2,09-1,89(m, 4H), 1,88-1,71(m, 1H), 1,70-1,45(m, 8H), 1,39-1,10(m, 4H), 0,94(t,

H
N

" Cl {j

N.__O o ).,

| !

= N

15 \[;Q; ; ©
[e]

9-x110p-6-((4,6-TUMETHIT-2-0KCO-
1,2-quruaponupuans-3-
wI)MeTun)-2-(Tpanc-4-
(3TUIIAMUHO ) LIUKJIOTeKCHIT)-2,4-
OUMETHI-7,8-AUTUAPO-
[1,3]auokcono[4,5-g]-
N30XMHONMH-5(6H)-0H

5142

TH-SIMP Crextp (300 MI'y, CDCL3) 0 5,93(s, 1H), 4,77(s, 2H), 3,51-3,47(m, 2H),
2,83-2,73(m, 2H), 2,51(s, 3H), 2,30(s, 3H), 2,29(s, 3H), 2,12-1,88(m, 4H), 1,63(s,
3H), 1,35-1,17(m, 8H), 0,95-0,81(m, 3H).

[00464]

[00465]

H Cl N~
N o] o oy
16 \Efv@” o
(o]

9-xnop-2-(Tpanc-4-
(IMATUIAMHHO ) IUKJIOT€KCHIT )-6-
((4,6-mumernin-2-okco-1,2-
IOUTAAPOTIUPUIIH-3 -1 ) METHT )-
2,4-numeTtun-7,8-nuruapo-
[1,3]auokcono[4,5-g]-
H30XMHONNH-5(6H)-0H

5423

TH-SIMP Crextp (300 MT', CDCl3) 6 5,91(s, 1H), 4,75(s, 2H), 3,47(t, 2H), 3,04-
3,01(m, 4H), 2,79(t, 2H), 2,48(s, 3H), 2,28(s, 3H), 2,27(s, 3H), 2,26-2,21(m, 2H),
2,10-2,06(m, 3H), 1,89-1,85(m, 4H), 1,67-1,62(m, 1H), 1,60(s, 3H), 1,37(t, 6H).
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9-x110p-6-((4,6-AMeTHII-2-0KCO-
1,2-aurunponupunun-3-

9
cl
N_O o J. wi)MeTwn)-2,4-mumeTnn-2-(Tpanc- 5543
m ! 4'(HI/IHepI/II[I/IH)_1_
AN g
o]

WJT)LIUKJIOTE€KCHIT)-7,8-TUTHIPO-

17 [1,3]muokcomno[4,5-g]-
U30XHMHONUH-5(6H)-0H
'H-IMP Crnextp (300 MI', CDCl3) § 12,59(bs, 1H), 5,92(s, 1H), 4,77(s, 2H),
3,50(t, 2H), 2,79(t, 2H), 2,50(s, 3H), 2,49(s, 3H), 2,41(s, 1H), 2,27(s, 6H), 1,98(s,
2H) 1,98(s, 1H), 1,95(s, 1H), 1,79-1,77(m, 1H), 1,60(s, 4H), 1,59(s, 3H), 1,24-
1,17(m, 6H), 0,87-0,81(m, 1H).
[00466]
[00467]
9-x10p-6-((4,6-TUMETHII-2-0KCO-
NO 1,2-qurugponupuaus-3-
H ¢ {j WIMeTnun)-2,4-1uMeThI-2-
N0 o )., ’ 540,3
| ' (Tpanc-4-(mupponuanne)-1-
18 \R%é\/"('p:o WJT)IUKJIOTEKCHIT)-7, 8-TUTHIPO-
°© [1,3]nuoxcono[4,5-g]-
M30XMHONUH-5(6H)-0H
'H-AAMP Crextp (300 MI'u, CDCl3) & 11,89(bs, 1H), 5,91(s, 1H), 4,76(s, 1H),
3,47(t, 2H), 2,79(t, 2H), 2,73(s, 3H), 2,49(s, 3H), 2,28(s, 3H), 2,26(s, 3H), 2,16-
2,08(m, 4H), 1,98-1,94(m, 4H), 1,84(s, 4H) 1,61(s, 3H), 1,29-1,25(m, 4H).
(2S)-N-(Tpanc-4-(9-x0p-6-((4,6-
L JAUMETHII-2-0Kco-1,2-
" cl Nje\/ OUTAAPOTIUPUINH-3 -1 ) METHT )-
N0 o><(\), ° 2, 4-TUMeTH-5-0kc0-5,6,7,8- 572.2
\%C(@:O terparuapo-[ 1,3 auokcono[4,5-
19 o g]-M30XuHOMNH-2-
WUT)LIKJIOTEKC T )-2-
THIIPOKCUOYyTaHAMHU]T
'H-AMP Crnextp (300 MI'u, CDCl3) & 11,65(bs, 1H), 6,27(s, 1H), 5,91(s, 1H),
4.75(s, 2H), 4,05(s, 1H), 3,75(q, 1H), 3,65(t, 2H), 2,79(t, 2H), 2,49(s, 3H), 2,28(s,
3H), 2,26(s, 3H), 2,07-1,81(m, 6H), 1,61(s, 3H), 1,39-1,36(m, 4H), 1,24-1,22(m,
1H), 1,18-1,13(m, 1H), 0,96(t, 3H).
[00468]
[00469]
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2-((rpanc-4-
AMHMHOLMKJIOT€KCHIT ) METHI)-9-XJT0p-6-

H cl
| N._©O O><\O~ ((4,6-mumernn-2-okco-1,2- 500.2
NN o z NH, | IUTUAPOTUPUANH-3-UI)METHN)-2,4- ?
20 o OUMETHII-7,8-TUruapo-

[1,3]muokcono[4,5-g]-n30XuHOINH-
5(6H)-ou

TH-SIMP Crextp (300 My, CDCl3) 6 5,91(s, 1H), 4,76(s, 2H), 3,48(t, 2H), 3,16(s,
2H), 2,80(t, 2H), 2,61(s, 1H), 2,48(s, 3H), 2,28(s, 3H), 2,26(s, 3H), 1,87(s, 4H),
1,85(s, 2H), 1,66(s, 3H), 1,59-1,51(m, 1H), 0,88-0,85(m, 4H).

9-x10p-6-((4,6-aumeTnn-2-okco-1,2-
TUTAAPOTIUPUINH-3 -1 ) METHT )-2-

H cl
Y OK\Q (rparc-4- 528 3
\L%i/"‘ A N | (TMMeTMTAMUHO)ITUKIOTeKCHIT)METHT)- ’
o \ 2,4-numeTtun-7,8-auruapo-

[1,3 ]auokcono[4,5-g]-N30XUHOIHH-
5(6H)-on

21

TH-SIMP Crextp (300 MI', CDCl3) 6 12,11(bs, 1H), 5,91(s, 1H), 4,76(s, 2H),
3,48(s, 2H), 2,79(t, 2H), 2,49(s, 9H), 2,28(s, 6H), 2,02(s, 2H), 1,98(s, 1H), 1,89(s,
1H), 1,55(s, 1H), 1,37-1,33(m, 2H), 1,29-1,25(m, 2H), 1,10(t, 2H), 0,88-0,80(m,
4H).

[00470]

[00471]

9-x1op-2-1uKnorekcui-6-((4,6-

cl
R o o><© AUMETUN-2-0kco-1,2-
P S OUTAAPOTIUPUIINH-3 -1 )METHT )- 471,2
2 I 2,4-numeTun-7,8-1uruapo-

[1,3]muokcomno[4,5-g]-
n30xuHONMUH-5(6H)-0H

TH-SIMP Crexktp (300 My, CDCL3) 0 5,90(s, 1H), 4,76(s, 2H), 3,79-3,75(m, 2H),
3,66-3,61(m, 2H), 3,47(t, 2H), 2,79(t, 2H), 2,49(s, 3H), 2,27(s, 3H), 2,26(s, 3H),
1,70-1,60(m, 1H), 1,59(s, 3H), 1,24-1,17(m, 6H).

9-x10p-2-1MKJIOTeHTHI-0-((4,6-

N__o T o><Q OUMETHUI-2-0KCO-1,2-
L & o TUTHIPOTTAPHUIAH-3 -HJT)METHIT )- 4572
3 X 2,4-numeTtun-7,8-auruapo-
[1,3]auokcono[4,5-g]-
U30XUHOIMH-5(6H)-0H

TH-SIMP Crextp (300 MI', CDCl3) 6 11,42(bs, 1H), 5,90(s, 1H), 4,76(s, 2H),
3,48(t, 2H), 2,79(t, 2H), 2,48(s, 3H), 2,27(s, 3H), 2,25(s, 3H), 1,77-1,75(m, 1H),
1,67(s, 3H), 1,61-1,50(m, 8H).

[00472]
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[00473]

24

9-xnop-6-((4,6-aMeTHII-2-0KCOo-

H ci )
N__O o 1,2-nuruaponupuans-3-
P WI)METHN)-2,4-TUMETUT-2- 4732
I © (terparunpo-2H-nupan-4-un)-7,8-

auruapo-[ 1,3 Jauokcono[4,5-g]-
U30XMHOIMH-5(6H)-0H

'H-SIMP Crextp (300 MI', CDCl3) 0 10,55(bs, 1H), 5,90(s, 1H), 4,76(s, 2H),
4,03(t, 2H), 3,47(t, 2H), 3,37(t, 2H), 2,80(t, 2H), 2,49(s, 3H), 2,28(s, 3H), 2,25(s,
3H), 1,70(t, 1H), 1,63(s, 3H), 0,88-0,83(m, 4H).

25

9-x510p-6-((4,6-AMETHIT-2-0KCO-
1,2-gurunponupunus-3-

cl k‘\
N_o 0 Wi)MeTHN )-2-(4- <085
l/ N o (I[I/IMGTI/IJ'IaMI/IHO)(I)eHI/I_]'[)-Z’4_ 5
0 TUMETHII-7,8-TUTrUPO-

[1,3]muokcono[4,5-g]-
n30xuHONMH-5(6H)-0H

TH-SIMP Criextp (300 M, CDC15) 6 7,45(s, 1H), 7,42(s, 1H), 6,69(s, 1H), 6,66(s,
1H), 5,90(s, 1H), 4,76(s, 2H), 3,45(t, 2H), 2,94(s, 6H), 2,77(t, 2H), 2,55(s, 3H),
2,26(s, 4H), 2,25(s, 3H), 2,02(s, 3H).

[00474]

[00475]

26

9-xn10p-6-((4,6-1uMeTnII-2-0KCOo-
1,2-nuruaponupuans-3-

..

N_o o wimMerun)-2-(4- 4885

I/ N g (mumeTunamMuHO )0y TH)-2,4- 5
o OUMETHI-7,8-TUruapo-

[1,3]muokcomno[4,5-g]-
n30XUHONMUH-5(6H)-0H

TH-SIMP Crextp (300 MT, CDCl3) d 5,94(s, 1H), 4,79(s, 2H), 3,50(t, 2H), 2.81(t,
2H), 2,58-2,53(m, 2H), 2,50(s, 3H), 2,44(s, 3H), 2,29(s, 6H), 2,04-1,98(m, 2H),
1,67(s, 3H), 1,60-1,51(m, 2H), 1,32-1,26(m, SH),

27

9-x10p-6-((4,6-AMMeTHII-2-0KCO-
1,2-gurunponupunns-3-

H ol N,
\E“Eo/ :;@:0% wn)metwn)-2-(3,5- 4842
AN ) (mumeTun30Kca3on-4-mn)-2,4- ’
o] OUMETHI-7,8-TUruapo-

[1,3]muokcomno[4,5-g]-
n30xuHONMUH-5(6H)-0H

TH-SIMP Crnextp (300 My, CDCl3) 6 5,92(s, 1H), 4,76(d, 2H), 3,49(t, 2H), 2,81(t,
2H), 2,54(s, 3H), 2,50(s, 3H), 2,37(s, 3H), 2,27(s, 6H), 2,01(s, 3H).
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[00476]

[00477]

28

9-x510p-6-((4,6-AMeTHII-2-0KCO-

H o NH
N__O o 1,2-gurunponupuaun-3-
| wi)MeTuin)-2,4-numeTni-2- 472,2
NN S
T (munepunnH-4-un)-7,8-quruapo-

[1,3]muokconol4,5-g]-
n30xUHONMH-5(6H)-0H

TH-SIMP Crektp (300 MT', CDCl3) 6 5,90(s, 1H), 4,76(s, 2H), 3,49(t, 2H), 3,16-
3,12(m, 2H), 2,79(t, 2H), 2,59(t, 2H), 2,49(s, 3H), 2,28(s, 3H), 2,26(s, 3H), 2,00-
1,92(m, 1H), 1,84-1,80(m, 2H), 1,62(s, 3H), 1,44-1,38(m, 2H).

29

9-x510p-6-((4,6-AMETHII-2-0KCO-

s
H & it o \ 1,2-gurunponupunun-3-
| wimernn)-2,4-numernin-2-(1- 486,2
NN o
METHJITUIePUINH-4-11)-7,8-
0

auruapo-[ 1,3 Jauokcono[4,5-g]-
H30XMHOIMH-5(6H)-0H

TH-SIMP Crextp (300 MI', CDCl3) 0 11,53(bs, 1H), 5,90(s, 1H), 4,76(s, 2H),
3,48(t, 2H), 2,79(t, 2H), 2,48(s, 3H), 2,28(s, 3H), 2,26(s, 6H), 1,92-1,88(m, 1H),
1,84-1,79(m, 4H), 1,70-1,52(m, 7H).

[00478]

[00479]

30

9-x510p-6-((4,6-A1MeTHII-2-0KCO-
1,2-gurunponupunus-3-

0
u cl N)\\(\
N. _O o OH win)merun)-2-(1-((R)-2- 5589
| | THIPOKCHOYTAaHOWI) THUIEPUINH- ’
7 0 4-un)-2,4-numetnii-7,8-quruapo-
0

[1,3]muokcono[4,5-g]-
N30XMHOIMH-5(6H)-0H

'H-SIMP Crextp (300 MI'y, CDClz) & 11,64(bs, 1H), 5.91(s, 1H), 4,76(s, 2H),
4,72(s, 1H), 4,30(s, 1H), 3,79-3,77(m, 2H), 3,51(t, 2H), 3,00, 1H), 2,80(t, 2H),
2,61(t, 1H), 2,49(s, 3H), 2,28(s, 3H), 2,26(s, 3H), 2,12-2,09(m, 1H), 1,94-1,91(m,
1H), 1,62(s, 3H), 1,46-1,38(m, 4H), 1,20(t, 3H), 0,87-0,82(m, 1H).

31

9-xn10p-6-((4,6-AMeTHIT-2-0KCO-
7 CFy 1,2-nuruaponupuanH-3-

cl N
H
N._O o><Q wimernn)-2,4-numerni-2-(1- 5540
mN o (2,2,2)-TpudTOp3THI)TUTIEPUUH- ’
o 4-un)-7,8-gurunpo-

[1,3]muokcomno[4,5-g]-
N30XMHOIMH-5(6H)-0H

TH-SIMP Crextp (300 MI'y, CDCL3) 0 5,93(s, 1H), 4,78(s, 2H), 3,03-3,00(m, 2H),
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2,82(t, 2H), 2,51(s, 3H), 2,30(s, 3H), 2,27(s, 3H), 1,87-1,81(m, 2H), 1,64(s, 3H),
1,30(s, SH), 0,95-0,82(m, 4H).

[00480]

[00481]

32

N 9-x510p-6-((4,6-AMMeTHII-2-0KCO-
H Cl 1,2-qurugponupuaus-3-
\EN/\/C ?@:Oﬁ wi)Metmn)-2,4-mumetnn-2-(1- 518,2
AN o metui- 1 H-unnon-5-mm)-7,8-
0 nuruapo-[ 1,3 Jauokcomno[4,5-g]-
N30XMHONNH-5(6H)-0H

TH-SIMP Crektp (300 MI', CDCl3) 6 7,85(d, 1H), 7,44(dd, 1H), 7,31(d, 1H),
7,06(d, 1H), 6,49(d, 1H), 5,87(s, 1H), 4,75(s, 2H), 3,77(s, 3H), 3,47-3,40(m, 2H),
2,79-2,74(m, 2H), 2,57(s, 3H), 2,24(d, 6H), 2,10(s, 3H)

9-x10p-6-((4,6-AMeTHII-2-0KCO-
1,2-gurunponupunns-3-

] o o
N._O (P;j[o)%/”j wI)MeTun)-2-(Tpanc-4- 5012
\K%/(/N S METOKCHIIUKJIOTEKCHI)-2,4- ’
o OUMETHI-7,8-TUruapo-

33
[1,3]auokcono[4,5-g]-
n30XMHONUH-5(6H)-0H
'H-IMP Cnektp (300 MI', CDCl3) & 13,0(bs, 1H), 5,94(s, 1H), 4,78(s, 2H),
3,50(t, 2H), 3,47(s, 3H), 3,14-3,09(m, 1H), 2,80(t, 2H), 2,51(s, 3H), 2,29(s, 6H),
2,15-2,12(m, 2H), 1,99-195(m, 2H), 1,85(t, 1H), 1,62(s, 3H), 1,33-1,13(m, 4H).
[00482]
[00483]
Ho 9-x510p-6-((4,6-AMMeTHII-2-0KCO-
H cl 1,2-qurugponupuaus-3-
| N0 Oﬂ WwI)MeTun)-2,4-1uMeTu-2-(Tpasc- 500,2
34 \%/I/N o 4-(METHUIIAMHUHO )LIUKJIOT€KCIIT )-
o} 7,8-nurunpo-[ 1,3 | anokcomno[4,5-
g|-m3oxunonunH-5(6H)-oH
'H-SIMP Cnextp (300 MI', CDCl3) 6 5,91(s, 1H), 4,77(s, 2H), 3,49(t, 2H), 2,80(t,
2H), 2,50(s, 3H), 2,42(s, 3H), 2,35-2,30(m, 1H), 2,29(s, 3H), 2,27(s, 3H), 2,04-
1,93(m, SH), 1,86-1,81(m, 1H), 1,62(s, 3H), 1,34-1,26(m, 2H), 1,11-0,99(m, 2H).
\ 9-x10p-6-((4,6-AMeTHII-2-0KCO-
H cl N~ 1,2-qurugponupuaus-3-
35 \ENH%\O/ K\'XFEOW WIT)MeTHI)-2-(TpaHc-3- 486,2
AN o (muMeTHIaMHUHO )UUKI00y THIT)-2,4-
0 AUMETUI-7,8- U HAPO-
[1,3]auokcono[4,5-g]-
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| m3oxunomun-5(6H)-on |

TH-SIMP Criextp (300 My, CDCL3) 6 11,5(bs, 1H), 5,91(s, 1H), 4,77(s, 2H), 3,51(t,
2H), 2,81(t, 2H), 2,76-2,68(m, 2H), 2,53(s, 3H), 2,30(s, 3H), 2,27(s, 3H), 2,11(s,
10H), 1,62(s, 3H).

[00484]

[00485]

9-x510p-6-((4,6-AMETHIT-2-0KCO-
H cl 1,2-qurunponupuans-3-
N#° 0 Ju, /N win)MeTin)-2-(uuc-3-
| \ 5142
AN o (IMMETHIIAMHHO ) IUKJIOTEKCHIT )-
36 0 2,4-numeTtun-7,8-quruapo-

[1,3]auokcono[4,5-g]|-n30XUHOINH-
5(6H)-on

TH-SIMP Crextp (300 MI, CDCl5) o 12,8(bs, 1H), 5,94(s, 1H), 4,78(s, 2H),
3,49(t, 2H), 2,80(t, 2H), 2,50(s, 3H), 2,29(s, 13H), 2,10-2,06(m, 1H), 1,96-1,87(m,
4H), 1,62(s, 3H), 1,29-1,10(m, 4H).

2

9-x10p-6-((4,6-AMeTHII-2-0KCO-
H cl MN/ 1,2-qurugponupuaus-3-
Nz° o/ N\ win)metin)-2-(uc-3-
| 500,2
AN o (TIMMETUIAMHMHO )LINKJIOTIEHTHIT )-
o} 2,4-numeTtun-7,8-nuruapo-

[1,3]auokcono[4,5-g]-N30XUHOIHH-
5(6H)-on

37

TH-SIMP Crextp (300 MI, CDCl3) 0 12,23(bs, 1H), 5,91(s, 1H), 4,76(s, 2H),
3,47(t, 2H), 2,78(t, 2H), 2,50-2,35(m, 1H), 2,47(s, 3H), 2,27(d, 6H), 2,22(d, 6H),
2,01-1,99(m, 2H), 1,87-1,83(m, 1H), 1,75-1,71(m, 2H), 1,59-1,43(m, 2H), 1,24(s,
3H)

[00486]

[00487] [[Tpumep cunTe3a 33] 2-(Tpanc-4-aMUHOLMKIOTeKCH)-6-((4,6-mumeTn-2-
OKcOo-1,2-nuruaponupuanH-3-mwimMerun)-2,4,9-rpumet-7,8-1uruapo-
[1,3]nuokcono[4,5-g]-uzoxunomuu-5(6H)-on [Coenunenue 38] u 6-((4,6-numerni-2-
OKCO-1,2-muruaponupuanH-3-mi)MeTni)-2-(Tpanc-4-(IUMETHIAMUHO ) LIUKJIOT €KCHIT )
2.,4,9-tpumerni-7,8-nuruapo-[ 1,3 | anokcono[ 4,5-g]-uzoxunonna-5(6H)-on

[Coenunenune 39]
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[00488] o

[00489] Cranus 1. Tlonyuenue tper-OyTun-((Tparc-4-(2.4.9-rpumerna-5-okco-5.6.7.8-

Terparuapo-| 1.3 1nnokcono[4,5-2]-u30Xx uHOAMH-2 -1 ) LIUKJIOTeKCH )kapbamaTt

H
N
oS
HN To]
[00490] ©

[00491] Coenunenue, ykazanHoe B HazBaHuu, (800 r) mosy4anu NyTeM OCYLIECTBICHUs

~Boc

TOM ke peakuuu, 4ro U Ha Craguu 1 Ilpumepa cuHTe3a 2, 32 UCKIIIOYEHHEM TOrO, YTO
6,7-murunpokcu-5,8-numerun-3,4-nuruapon3oxunonud- 1 (2H)-on  [MaTepmenmnar 3]
UCTIOJIB30BAIA BMECTO 6,7-mUruaApoKcu-3,4-nuruapon3oxunonud-1(2H)-ona va Craguu

1 Ilpumepa cunTesa 2.

[00492] Cramus 2. Ilonyyenue  Tper-Oyrua-((Tpanc-4-(6-((2-(Oensmnokcu)-4,6-

NUMETUIIMUPUIANH-3 - MeTH )-2.4.9-TpuMeTu-5-okco-5.6.7.8-treTparuapo-

[1.3]nnokconol4.5-g]-n30xuHoauH-2-1Jj1 )IIUKJIOTeKC U )KapbamaTt

H
N<

Boc
N& OBn 0@
[00493] o

[00494] Coenunenue, ykazaHHOe B Ha3BaHMH, (258 T) mony4anu NyTeM OCYLIeCTBICHUsI
TOM sxe peakuuu, 4yto U Ha Craauu 2 Ilpumepa cuHTe3a 2 ¢ UCHOJIB30BAaHUEM TpET-

Oytun-((rpanc-4-(2,4,9-rpumeri-5-okco-5,6,7,8-rerparuapo-| 1,3 |aunokcono[4,5-g]-
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W30XUHOJIMH )-2-uiT)uuKjaorekcuia)kapoamar (200 mr, 0,46 MMoOnb), CHHTE€3MPOBAHHBIN

Ha Ctaguu 1, OMMCaHHOM BhIIIE.

[00495] Ctamus 3. Tloayuyenue 2-(TpaHc-4-aMUHOLMKIOreKcH)-6-((4.6-nuMerni-2-

0kCO-1.2- TUruapOnUpPUANH-3-ui)MeTu)-2.4.9-TpuMeTnI-7, 8- muruapo-

[1.3]nnokconol4.5-g]-uzoxunonuu-5(6H)-ou [Coennnenne 38]

NH,

|

[00496] 0o

[00497] Tper-OyTun-((Tpanc-4-(6-((2-(0en3mnokcu)-4,6-TUMETHITUPUANH-3 -

wi)metn)-2,4,9-rpumeTiii-5-okco-5,6,7,8-rerparunpo-[ 1,3 |anokcono[4,5-g]-

W30XUHOJIMH-2- W) IUKJIoreKcrn)kapoamar (258 mr, 0,41 MMoIb), CHHTE3UPOBAaHHBIN Ha
Cranuu 2, onucanHOM Bbile, 1 4 M pacTBOp COJISIHON KUCHIOTHI B 1,4-nuokcane (1,5 min)
NIOCJIEIOBATENBHO JOOABIISAIN K METAHOJY, a 3aT€M PEAKIIMOHHYIO CMECh TepeMELINBAIN
IIpU KOMHATHON Temmeparype B TedeHue 12 wyacoB. llocne oOkOHYaHMS peakiuw,
PEAKILOHHYI0 CMeCh HEHTPAIN30BATH NOOABJIEHNEM HACHIIEHHOTO BOIHOIO PacTBOpA
OukapOOHAaTa HATpPUs W OKCTPArupoBaid ¢ ucnosib3oBanuem 20% MeTaHOJa B
xynopodopme. OTnenéHHBIA OpPraHUYECKU CJIOW BBICYIIUBAIA C HCIIOIb30BAHHEM
Oe3BogHOro cynbpara HaTpus W KOHLEHTPHPOBAJIM MPH MOHWKEHHOM JaBJICHUU.
ITonyyernHoe BemecTBO mnepememnBaiu B pactBope 20% stunoBoro s¢dupa B
OVSTHIIOBOM 3¢upe B TedeHHe | dYaca, a MONYYEHHBIH OCAaIOK OT(QUIBTPOBBIBAIN U

NPOMBIBAJIU C MOJIyYE€HHEM COSAMHEHUS, YKa3aHHOTO B Ha3BaHMH, (137 mr).

[00498] Cramust 4. Tlonyuenue 6-((4.6-mumernn-2-okco-1,2- TUIHAPONUPHUINH-3-

wi)MeTui )-2-(tpasc-4-(IuMeTIIaMUHO JLUUKIIOrekcnn )-2.4. 9-rpume -7, 8-nuruapo-
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[1.3]nuokconol4.5-gl-uzoxunonun-5(6H)-ou [Coennnenue 39]

o
N _O o N,
[00499] o

[00500] Coenunennie, ykasanHoe B HasBaHuu, (80 Mr) TOJydYaad MyTeM

ocylecTBieHus: TOH >xe peakuuu, 4ro U Ha Craaum S5 Ilpumepa cuHTeza 2 ¢
HCIOJIb30BaHUEM 2-(TpaHc-4-aMUHOLMKIIOTeKCH )-6-((4,6-numernin-2-okco-1,2-
OUTUAPONTUPUANH-3-In)MeTnn)-2,4,9-rpumeTtn-7,8-auruapo-[ 1,3 | anokcono[4,5-g]-

uzoxuHomuH-5(6H)-ona (130 wmr, 0,27 mmonb), cuHTe3upoBanHoro Ha Crammu 3,

OIMMCAaHHOU BBILIIE.

[00501]

[00502] [ITpumep cunTesa 34] Msomepst A u B  6-((4,6-numernn-2-okco-1,2-
IOUTUAPOTTUPUANH-3 -HUIT)METUN )-2-(TpaHC-4-(IUMETHIIAMIHO ) IUKJIOTeKCH )-2,4,9-
TpumeTui-7,8-aurunpo-[ 1,3 Jnuokcoso[4,5-g]-u3oxunonun-5(6H)-ona [Coennnenue 40

u Coenunenue 41]

[00503] 6-((4,6-numeTrn-2-0kco-1,2-TuruapONMPUANH-3 -1 )METH )-2-(TpaHc-4-
(mumeTnIaMuHO )UUKIOrekcun)-2,4,9-rpumern-7,8-gurunpo-[ 1,3 nnokcono[4,5-g|-
n30xuHONMMH-5(6H)-0H, cuHTe3upoBanHbi B Ilpumepe cuHTesa 33, pasmensiii Ha
SHAHTHOMEPHI B CIEAYIOIIUX YCIOBUAX. AOCOIIOTHYIO CTEPEOXUMHIO KaXKIOTO H30Mepa

HE OIpeessUId.

[00504] Kononka: Daicel Chiralcel OZ-H, 4,6 x 250 mm, 5 MmxM

[00505] Temneparypa: 35°C
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[00506] Cxopocts motoka: 0,8 mMi/MuH

[00507] [nuna BosHBL: 270 HM

[00508] Dnroent: H-rekcaH: sTaHo I quaTHIaMuH = 500: 500: 0,4 (06/06%)
[00509] I1epBoiit muk: 15,8 muH — uzomep A (99,9%ee)

[00510] Bropoii muk: 23,1 mus — uzomep B (99,9%ee)

[00511]

[00512] [[Tpumep cunTe3a 35] 2-(TpaHc-4-(DUMETHJIAMHMHO)LHKIOTeKCH)-0-((4-
METOKCH-6-MeTHII-2-0KCO- 1,2-TuruiponupuanH-3-min)mernn)-2,4,9-rpumerin-7,8-

nuruapo-[ 1,3 ] auokcono[4,5-g]-uzoxunommn-5(6H)-on [Coenunenne 42|

[00513] Coenunennie, yka3anHoe B Ha3BaHuu, (30 Mr) TmojJydaad MOyTeM
OCYLIECTBJICHUs TEX K€ peaklul, 4yTo u B [Ipumepe cunTe3a 33, 3a UCKIIFOUEHHUEM TOTO,
4TO 2-(6en3unokcn)-3-(XI0pMeTHI )-4-METOKCU-O-METUIIITUPUIUH UCIOJIB30BAIN
BMecTO 2-(OeH3uinokcn)-3-(xmopmerun)-4,6-qumerunnupunraa va Cragun 2 [Ipumepa

cuHTe3a 33.
[00514]

[00515] [IIpumep cunTe3a 36] 2-(TpaHC-4-(QUMETHIAMUHO)IUKIOTEKCH)-2,4,9-
TpuMeTHI-0-((6-MeTHII-2-0KCO-4-T1ponut- 1,2)-TurunponupuanH-3 -uI)MeTi)-7, 8-

nurunpo-[ 1,3 ] auokcono[4,5-g]-uzoxunommn-5(6H)-on [Coenunenue 43|

[00516] Coenunennie, yka3anHoe B Ha3BaHuM, (35 Mr) TMOJydYaad MyTeM
OCYLIECTBJICHUS TEX K€ peakuul, 4yTo u B [Ipumepe cunTe3a 33, 3a UCKIIFOUEHHUEM TOTO,
910 2-(0eH3MIOKCH)-3 -(XIOPMETHII)-6-MeTHII-4-TIPONITUPUANH HUCTIONb30BAIA BMECTO

2-(6en3mnokcn)-3-(xaopmermi)-4,6-numerunnupunuia Ha Craguu 2 Tlpumepa cunTesa
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33.

[00517]

[00518] [[Tpumep CUHTE3a 37] 2-nmknorekcun-6-((4,6-qumernn-2-okco-1,2-
AUTUAPOTIUPUANH-3 -WT)MeTH )-2,4,9-rpumeTtun-7,8-quruapo-[ 1,3 | anokcono[4,5-g]-

n30xuHOIMH-5(6H)-0H [Coenunenue 44]

[00519] Coenunenne, yka3anHoe B HasBanuu, (123 Mr) moay4anu myTeMm
OCyILeCTBJIEHUsI TexX ke peakuuii, uyro u Ha Ctaauu 1 go Craguu 4 IIpumepa cuntesa 32,
32 HCKJIFOUEHHEM TOTO, YTO STHHMJILUKJIOTEKCAH HCIIOIB30BAIM BMECTO TPET-OyTHII-

(Tpanc-4-3THHMNIIMKIOreKcHI )KapOamaTa Ha Ctanauu 1 Ilpumepa cuaTesa 33.
[00520]

[00521] [ITpumep cunTesa 38] 2-(TpaHc-4-(3TUNAMIHO )LIUKJIOTeKCHIT )-0-((4-MeTOKCH-6-
METUJI-2-0KCO-1,2-auruaponupuans-3-uia)mMeTun)-2,4,9-rpumerni-7,8-muruapo-
[1,3]nuokcono[4,5-g]-uzoxunomuu-5(6H)-on  [Coenunenne 45] u  2-(Tpanc-4-
(AU TUIAMMHO ) IUKJIOTeKCUIT )-0-((4-METOKCU-0-MeTHII-2-0KCO- 1, 2-TUTrUAPONMUPUINH-3 -
wi)metn)-2,4,9-rpumetin-7,8-nurunpo-| 1,3 Jauokcono[4,5-g]-uzoxunonus-5(6H)-ox

[Coenunenue 46]

[00522] OcymiectBisuiu Ty ke peakiuro, 9yro u Ha Craguu 4 [lpumepa cunTresa 35, 3a
UCKJIFOYEHHEM TOr0, 4TO 2-(TpaHC-4-aMUHOLMKIIOTEKCHI)-6-((4-MEeTOKCH-6-MeTHII-2-
OKcOo-1,2-murunponupuanH-3-mwiMerun)-2,4,9-rpumetn-7,8-1uruapo-

[1,3]muokcono[4,5-g]-u3oxunonun-5(6H)-on (78 mr, 0,10 Mmone) u aueranbaerun (9,3
mr, 0,21 MMOJb) HCHONB30BATH BMECTO 2-(TpaHC-4-aMUHOLMKIOTEKCH)-6-((4,6-

IUMETHII-2-0KCO- 1,2-TuruiponupuanH-3-mwimMetun)-2,4,9-rpumern-7,8-gurupo-

[1,3]auokcono[4,5-g]-nzoxunonun-5(6H)-oHa u 37% BOJIHOTO pacTBopa
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dopmanpaeruna, coorserctBeHHo, Ha Cranuu 4 Ilpumepa cunreza 33. IlomyueHHbIE
BEIECTBA OYMINAJIM IOCPEACTBOM XpoMarorpauu Ha KOJIOHKE C OCHOBHBIM
CHJIUKArejeM C MOJyYeHUEeM COEAMHEHUH, YKa3aHHBIX B Ha3BaHHU (45 Mr coeqMHEHUs

45 u 11 mr coequHeHus 46).
[00523]

[00524] [[Tpumep cunTesa 39| 2-(Tpanc-4-(3THI(METUI)aMHUHO)UKIOTeKCHII)-6-((4-
METOKCH-0-MeTHII-2-0KCO- 1,2- TUTHIpONTUPUANH )-3 -1 )MeTin)-2,4, 9-rpumernin-7,8-

nurunpo-[ 1,3 ] auokcono[4,5-g]-uzoxunommn-5(6H)-on [Coenunenue 47|

[00525] Coenunennie, yka3anHoe B Ha3BaHuu, (21 Mr) mojydanud MOyTeM
OCyIlleCTBI€HHUs] TOHN ke peakuuu, uyro U Ha Cramguu 4 Ilpumepa cunresa 33, 3a
UCKJIFOYEHHEeM TOro, 4ro 2-(TpaHc-4-(3TUIIaMHHO)IUKIOTeKCH)-0-((4-MeToKCH-0-
METUJI-2-0KCO-1,2-AuruaAponupuant-3-uia)MeTun)-2,4,9-rpumerni-7,8-muruapo-
[1,3]nuokcono[4,5-g]-uzoxunomun-5(6H)-on [CoenuHenne 45], CHHTE3UPOBAHHBIA B
IIpumepe cunTe3a 38 HCMONB30BANM BMECTO 2-(TpaHC-4-aMHHOLMKIOTeKCH)-6-((4,6-
IUMETHII-2-0KCO- 1,2- TUruIpOnupuanH-3-ui)Metun)-2,4,9-rpumetn-7,8-1uruipo-

[1,3]nuokcono[4,5-g]-uzoxunommu-5(6H)-ona va Cramuu 4 ITpumepa cunrtesa 33.

[00526]

[00527] [TaGnuua 3]

2-(TpaHc-4-aMUHOLMKIIOTEKCHIT )-0-

NH,
i ((4,6-numernn-2-oxco-1,2-
| O OUTHAPOTTUPUINH-3 -HIT)METHII)- 466,3
AN 0 2,4,9-tpumeTun-7,8-auruapo-
0

[1,3]auokcono[4,5-g]-n30XxuHOINH-
5(6H)-on

38

TH-SIMP Crextp (300 MT', CDCl3) 6 5,95(s, 1H), 4,75(s, 2H), 3,38(t, 2H), 2,64-
2,60(m, 3H), 2,46(s, 3H), 2,25(s, 6H), 2,04(s, 3H), 1,96-1,92(m, 4H), 1,82-1,75(m,
1H), 1,55(s, 3H), 1,30-1,11(m, 4H).
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39

6-((4,6-numernn-2-okco-1,2-
TUTUAPOTIAPUIANH-3 -UIT)METHII )-2-

N
H - -
N0 °>%/j (rpanic-4 4943
L N o (IMMeTUIaMHMHO ) LIUKJIOTeKCHIT)-
X 2,4,9-tpumerun-7,8-guruapo-

[1,3]nrokcono[4,5-g]-n30XxuHOMMH-
5(6H)-on

TH-SIMP Crextp (300 MT1, CDCL3) 0 5,94(s, 1H), 4,80(s, 2H), 3,42(t, 2H), 2,62(t,
2H), 2,50(s, 3H), 2,29(s, 3H), 2,27(s, 9H), 2,24-2,20(m, 1H), 2,04(s, 3H), 1,99-
1,96(m, 4H), 1,80-1,75(m, 1H), 1,56(s, 3H), 1,24-1,20(m, 4H).

[00528]

[00529]

40

6-((4,6-mumernn-2-okco-1,2-
TUTUAPOTIAPUINH-3 -1 )METHIT)-2-

N
H -4-
N. 0 0{\), (Tpanc-4 4943,
| 1 N o (IMMETHIIAMUHO ) IUKJIOTEKCIT )-
I 2,4,9-tpumeTun-7,8-auruapo-

[1,3]muokcomno[4,5-g]-
n30xuHOJIMH-5(6H)-0H n3omep A

"H-SIMP He npoBoaMIM BBHY OrPaHHYEHHOTO KOJMYECTBA.

6-((4,6-numernn-2-okco-1,2-
JOUTUAPOTIAPUIANH-3 -UIT)METHI )-2-

Ne
H - -
N._O o><(,,j (Tpanc-4 4943
P o (IMMETHIIAMUHO ) IUKJIOTEKCIIT )-
X 2,4,9-tpumernn-7,8-guruapo-

41
[1,3]nuokcono[4,5-g]-
u3oxuHoyH-5(6H)-oH nzomep B
'H-SIMP He npoBouIM BBy OrPAHMYEHHOTO KOJTHYECTRA.
[00530]
[00531]
\ 2-(Tpanc-4-
N~ (IMMETHIIAMHHO ) IUKJIOTEKCHIT )-0-
N._o o J., ((4-meroxcu-6-metun-2-okco-1,2- 5103
\E%/QN o TUTHAPOTTUPUINH-3 -HIT)METHII)- ’
42 S I 2,4,9-tpumeTun-7,8-auruapo-
- [1,3]auokcono[4,5-g]-n30XxUHOINH-
5(6H)-on

TH-SIMP Crextp (300 My, CDCl3) 6 5,89(s, 1H), 4,75(s, 2H), 3,82(s, 3H), 3,33(t,
2H), 2,62(t, 2H), 2,51(s, 3H), 2,33(s, 3H), 2,26(s, 6H), 2,22-2,16(m, 1H), 2,04(s,
3H), 1,98-1,96(m, 4H), 1,78-1,74(m, 1H), 1,55(s, 3H), 1,25-1,20(m, 4H).
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43

2-(Tpanc-4-

Ne
H (IMMETHIIAMUHO ) IUKJIOTEKCUIT )-
N© O Juu, 2,4,9-tpumeTun-6-((6-meTun-2-
| 5223
AN o OKcO-4-niporui-1,2-
0 OUTUAPOTUPUIUH-3-HJT) )METHI )-

7,8-nurunpo-[1,3]nuokcono[4,5-
g|-m3oxunonun-5(6H)-on

TH-SIMP Criektp (300 MT', CDCl3) 6 5,95(s, 1H), 4,82(s, 2H), 3,43(t, 2H), 2,62-
2,59(m, 4H), 2,51(s, 3H), 2,30(s, 3H), 2,27(s, 6H), 2,20-2,16(m, 1H), 2,04(s, 3H),
1,98-1,96(m, 4H), 1,80-1,77(m, 1H), 1,56-1,50(m, SH), 1,25-1,21 (m, 4H), 0,94(t,
3H).

[00532]

[00533]

44

H 2-nuKIoreKcui-6-((4,6-numeTmn-
| N #° (e 2-0kco-1,2-nuruaponupuann-3- 4513
AN o wimerun)-2,4,9-rpumerin-7,8- ’
0

nuruapo-| 1,3 Jouokcomno[4,5-g]-
H30XHMHONNH-5(6H)-0H

TH-SIMP Crnextp (300 MT', CDCl3) 6 5,90(s, 1H), 4,79(s, 2H), 3,43(t, 2H), 2,61(t,
2H), 2,50(s, 3H), 2,27(s, 3H), 2,26(s, 3H), 2,04(s, 3H), 1,90-1,87(m, 2H), 1,79-
1,76(m, 3H), 1,68-1,66(m, 1H), 1,61(s, 3H), 1,25-1,20(m, SH).

45

2-(TpaHc-4-
(3TMNIAaMUHO)LMKIIOTeKCHT )-6-((4-

N
N_o o><(,”\), METOKCH-6-MeTU-2-0KCco-1,2- 5103
\E%i/N g TUTHIPOTTUPUINH-3 -HJT)METHIT )- i
o o 2,4,9-tpumerun-7,8-guruapo-

[1,3]muokcomno[4,5-g]-
U30XMHONUH-5(6H)-0H

TH-SIMP Crextp (300 MI'w, CDCl3) 6 5,91(s, 1H), 4,90(d, 1H), 4,46(d, 1H), 3,85(s,
3H), 3,48(t, 2H), 2,90(q, 2H), 2,65-2,63(m, 1H), 2,61(t, 2H), 2,48(s, 3H), 2,41(s,
3H), 2,10-2,05(m, 1H), 2,04(s, 3H), 1,98-1,96(m, 4H), 1,50(s, 3H), 1,35(t, 3H),
1,25-1,18(m, 4H).

[00534]

[00535]

46

2-(TpaHc-4-

N’ | (IMPTUIIAMHHO )IHKJIOT€KCHIT )-6-
((4-meTokcu-6-mermn-2-okco-1,2-
OUTAAPOTIUPUINH-3 -1 )METHIT )-
2,4,9-Trpumernn-7,8-1uruapo-
[1,3]auokcono[4,5-g]-N30XUHOIHH-
5(6H)-oH

538,3

@) \_ ZT
o]
Zz
Q

89




10

15

TH-SIMP Crextp (300 MT', CDCl3) 6 11,73(bs, 1H), 5,90(s, 1H), 4,74(d, 2H),
3,83(s, 3H), 3,47(q, 4H), 3,34(t, 2H), 3,30-3,15(m, 5H), 2,62(t, 2H), 2,50(s, 3H),
2,33(s, 3H), 2,04(s, 3H), 1,98-1,96(m, 1H), 1,55(s, 3H), 1,45(t, 6H), 1,25-1,22(m,
4H).

2-(Tpanc-4-
(3THI(METHIT)aMIHO )LINKJIOTeKCIIT)-

N
N._o o ). 6-((4-meTokcu-6-MeTH-2-0KCco-1,2- 5043
mn g I AUTHAPONHUPUANH-3-IIT)METII)- ’
o 5 2,4,9-rpumernn-7,8-1Uruapo-

47 d [1,3]auokcono[4,5-g]-N30XUHOIHH-
5(6H)-ou

TH-SIMP Crextp (300 MT', CDCL3) 6 5,89(s, 1H), 4,74(s, 2H), 3,82(s, 3H), 3,35(4,
2H), 2,64-2,58(m, 4H), 2,51(s, 3H), 2,50-2,47(m, 1H), 2,31(s, 3H), 2,27(s, 3H),
2,04(s, 3H), 2,00-1,92(m, 4H), 1,78-1,74(m, 1H), 1,55(s, 3H), 1,28-1,20(m, 4H),
1,08(t, 3H).

[00536]

[00537] [ITpumep cunTesa 40] 9-6pom-6-((4,6-auMeTHI-2-0KCO-1,2-AUTHAPOTHPHUINH-
3-mn)metin)-2-(TpaHc-4-( IMMETUIAMIHO ) [TUKJIOTEKCIT)-2, 4-TUMETHI- 7, 8- TUTHIPO-

[1,3]nuokcoino[4,5-g]-uzoxunomun-5(6H)-on [Coennaenne 48]

[00538] Tper-OyTun-((Tpanc-4-(2,4-numernn-5-okco-5,6,7,8-rerparuapo-
[1,3]auokcono[4,5-g]-u3oxunonun-2)-un)uuknorekcun)kapdamar (616 mr, 1,48 Mmosb),
cunTe3npoBaHHbii Ha Ctanuu 1 Ilpumepa cunresa 7, nobasisuu k aneroHutpuy (7,5
M) ¢ mocienyromuMm aobasneHrneM N-Opomcykumnumuna (316 mr, 1,77 mmons).
PeakninoHHYI0 CMeCh NepeMeLInBaIi NP KOMHATHON TemIiepaType B TeueHue 13 4acos,
HEUTpaIM30BaN T0OABICHUEM HACHIIEHHOTO BOJHOIO pacTBOpa OMkapOOHAaTa HATpuUs
U 3KCTPArupoBaJid C UCIOJIb30BaHUEM dTujanerata. OTAenéHHbl OPraHNYeCKUil CIIOM
BBICYIIMBAJIM C HCIIOJB30BaHHEM O€3BOAHOTO Cyib(ara HATpUs M MNOABEPrasivd
NeperoHKe Mpu MOHMWKEHHOM JaBiieHuu. [loigydeHHoe BelecTBo OUUINaiy OCPEICTBOM
xpomarorpaduyu Ha KOJIOHKE C CHUJIMKAreJieM C IMoyydeHueM Tper-OyTui-((TpaHc-4-(9-
Oopom-2,4-numeTui-5-0kco-5,6,7,8-rerparunpo-[ 1,3 |anokcono[4,5-g|-n30X UHOUH-2-

wi)aukiorekcui)kapbamara (550 mr).
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[00539] Coenunenne, yka3anHoe B HasBanuu, (120 Mr) mnojydanu myTéM
OCYILECTBIICHUs TeX ke peakuuii, uto u Ha Ctaauu 3 no Craauu S Ilpumepa cunresa 7 ¢
UCTIOJIb30BAaHHEM Tper-OyTii-((Tpanc-4-(9-6pom-2,4-numernin-5-okco-5,6,7,8-
terparuapo-| 1,3 ]nuokcono)[4,5-g]-u30XuHOMUH-2-1T)IUKJIOTeKCU )kapOamara,

CI/IHTGSI/IpOBaHHOFO KaK OIMMCAHO BBIIIIC.
[00540]

[00541] [[Tpumep cunTesa 41] Hsomepsr 9-Opom-6-((4,6-aumeTmn-2-okco-1,2-
IOUTUAPOTTUPUINH-3 -HIT)METHI )-2-(TpaHC-4-(IUMETHIAMITHO ) IUKJIOTEKCHI )-2,4-
aumetuni-7,8-qurunapo-[ 1,3 | auokcono[4,5-g]-uzoxunonun-5(6H)-ona [Coenunenue 49 u

Coenunenue 50 |

[00542] 9-Gpom-6-((4,6-numeTni-2-0kco-1,2-AUrHAPONUPUANH-3-1T)MeTHI)-2-(TpaHc-
4-(AMMETUIIAMUHO ) IUKJIOTEKCHIT )-2,4-numeTii-7,8-nuruapo-[ 1,3 | nuokcono[4,5-g]-

n30xuHONMMH-5(6H)-0H, cuHTe3supoBaHHbli B Ilpumepe cunTesa 40, pasgensnn Ha
SHAHTUOMEPHI B CIIEAYIOIMUX YCIOBUSIX. AOCOMIOTHYIO CTEPEOXUMHIO KaXKIOTO H30Mepa

HE OIIpeaeIsUIH.

[00543] Kononka: Daicel Chiralcel OZ-H, 4,6 x 250 mm, 5 MmxM

[00544] Temmnepatypa: 35°C

[00545] Cxopocts motoka: 0,8 mMi/mMuH

[00546] /Tnuna BosHbL: 270 HM

[00547] Dnroent: H-rekcaH: aTaHO: AuaTHIaMuH = 500: 500: 0,4 (06/06%)
[00548] ITepsnbiii muk: 14,0 mun — u3omep A (99,9%ee)

[00549] Bropoii muk: 20,6 mus — uzomep B (99,9%ee)
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[00550]

[00551] [[Tpumep cunTe3a 42] 9-6pom-6-((4,6-auMeTHI-2-0KCO-1,2-TUTHIAPOTMPHIHH-
3-un)mernn)-2,4-numeTin-2-(TpaHc-4-(MeTHIIAMHUHO ) IUKJIOT€KCHIT )- 7, 8- IUTruIpo-

[1,3]nuokcono[4,5-g]-uzoxunonun-S(6H)-on [Coennnenne 51]

[00552] Coenunennie, ykasanHoe B HasBaHuu, (70 WMr) TOJydYaad [yTeM
OCyILeCTBJIEHUsI Tex ke peakuuii, uyro u Ha Ctaauu 1 no Craguu S5 IIpumepa cuntesa 40,
3a UCKJIFOYEHHUEM TOTO, UTO TPET-OyTHII(TpaHc-4-3 THHUILHUKIOTEKCHI )(METHII)KapOamar
[UaTepmenuar 11] WCTIONB30BAIN BMECTO TpeT-OyThiI-(Tpanc-4-

STHHUJILMKIIOTEKCHIT)KapOamara B [Ipumepe cuntesa 40.
[00553]

[00554] [ITpumep cunTesa 43] 6-((4,6-auMeTHI-2-0KCO-1,2-TUrUAPOTUPHINH-3 -
w)MeTu)-2-(Tpanc-4-(IMMETUIAMHUHO )LIUKIIOTeKCHI )-2,4-TuMeTUI-9-BuHmII-7,8-

nuruapo-[ 1,3 ] aunokcono[4,5-g]-uzoxunomn-5(6H)-on [Coenunenue 52|

[00555] 9-Gpom-6-((4,6-numernin-2-0kco-1,2-AUrHAPONUPUAUH-3 -1 )MeTHIT)-2-(TpaHc-
4-(IMMETUIIAMUHO ) IUKJIOTEKCHI )-2,4-numeTiin-7,8-nuruapo-[ 1,3 | auokcono[4,5-g]-

uzoxuHomH-5(6H)-on (43 wmr, 0,08 mmonb, CoennHenue 48), CHHTE3WPOBAHHBIN B
IMpumepe cunresa 40, 4,4,5,5-rerpamerni-2-sunmi- 1,3,2-nuokcadboponan (12 mr, 0,08
mMmoib), (Qochpar kamus (41 wmr, 0,19 wmmomp) wm  xommiaekc  [1,1'-
ouc(nudenmnpochuno)peppoueH Jmamuraguii(Il) guxmopuna u guxjaopmerana (1:1) (8
mr, 0,01 MMOJIb) MOC/IEAOBATEIPHO AOOABISUIH K CMeCH pacTBopa 1,4-THOKCaH W BOZIBI
(8 mu, 4:1), OCyLIECTBISUTM 3aMELICHHE ra3a aproHOM, a 3aTe€M IOJNYYEHHYIO CMeECh

KUTISTHIN ¢ 00paTHBIM XonoamibHUKOM 1pu 90°C B Teuenue 13 vacos. PeakunonHyrO

CMECH OXJIaKaaJIkd 0 KOMHATHOI TEMIIEPATYPhbI, K HUM I[O6aB.]'I$IJ'II/I AUXJIOPMETAH U BOAY,
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U opraHudeckuil cioil oraensinv. OTAENEHHBbIM OpraHUYECKUH CJIOW BBICYLIMBAIHU C
UCIIOJIb30BaHHEM O€3BOAHOrO Cyjib(ara HATpUS W MOABEPrajyd MEPeroHKe IpU
NOHWKEHHOM  fAaBieHuu.  IlonmydeHHOe  BEIECTBO  OYMINAIM  IOCPEACTBOM
xpomarorpaduu Ha KOJIOHKE C OCHOBHBIM CHJIMKArejJeM C TOJYYeHHEM COEIMHEHUs,

YKa3aHHOTO B Ha3BaHUU (37 mr).
[00556]

[00557] [[Tpumep cunTesa 44] 6-((4,6-auMeTHI-2-0KCO-1,2-TUTrHAPOTUPHINH-3-
WI)MeTn)-2-(Tpanc-4-(IMMETHIIAMHIHO )N KIIOT€KCHIT )-9-3 THHUI-2,4-TuMeTHI-7,8-

nuruapo-[ 1,3 ] aunokcono[4,5-g]-uzoxunommn-5(6H)-on [Coenunenue 53]

[00558] Cramust 1. Tlonyuenuwe 6-((4.6-mumernn-2-okco-1,2-TUTHAPONUPUINH-3-

wiMeTun )-2-(tpaac-4-(IUMeTIIaMHUHO JLIMKJIOTreKCr )-2.4-muMeTrii-5-okco-5.6.7. 8-

Terparuapo-[ 1.3 ]anokcono[4,5-g]-u3oxuonuu-9-kapOanpaerun

[00559] 6-((4,6-mumeTHin-2-0Kkco-1,2-murnaponupuaAnH-3-uin)MeTun)-2-(Tpanc-4-

(IMMeTHITAMHUHO )IUKJIOTeKCII)-2,4-muMeT-9-Bunui-7,8-aurunpo-[ 1,3 |nuokcono[ 4,5-
g|-m3oxunonun-5(6H)-on (33 wmr, 0,07 mmonb, CoenuHenue 52), CHHTE3HMPOBAHHBIN B
ITpumepe cuntesa 43 nobasnsuiu k cMecu Terparuapodypana (0,6 mi) u Boasr (0,3 mi),
U K HUM TocyienoBaTesibHo nodasnsun 4% terpokcun ocmust (21 mxi, 0,003 mMmone) u
nepiiogar Hatpus (28 wmr, 0,13 mMMoiab). PeakUMOHHYIO CMeCh NEpeMEelIMBaIN TpPU
KOMHATHON TeMmmepaType B TeueHue 13 4acoB, a 3aTeM HEpPacTBOPHUMBIN OCTaTOK
yramsu  (puiIbTpOBaHHWEM, W K YKa3aHHOMY (UIbTpary HOOABJSIM HACBIIIEHHBIN
PacTBOpP HUTPHUTA HATPUS C MOCHEAYIOLIEH SKCTpaKkuen auxjopmeTaHoM. OTnenéHHbIHI
OpPTaHUYECKUI CJIOHM BBICYLIMBAJIN C UCIOJIB30BaHHEM O€3BOAHOTO Cyib(ara HATpUs U
MOJBEPrajii MEPEroHKe IPH MOHWKEHHOM JaBJIEHUH C TOJYYEHHEM COCOUHEHUS,

YKa3aHHOTO B Ha3BaHMUHU (26,7 mr).
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[00560] Cramust 2. 6-((4.6-numernin-2-0kco-1,2-TUruAPOIUPUINH-3 -1 )METHI)-2-

(Tpanc-4-(AMMETUIAMUHO )JIIMKIOreKCII )-9-0TuHWI-2.4- IMMeTHI-7, 8-1urunpo-

[1,3]nuokcono[4,5-g]-uzoxunonun-5(6H)-on [Coennnenue 53]

[00561] 6-((4,6-mumeTH-2-0KCO-1,2-TUTUAPOTUPUANH-3 -1 )MeTwI)-2~(TpaHc-4-
(IMMETUITAMIHO )LIUKJIOTeKCHIT)-2, 4- TUMeTHII-5-0KC0-5,6,7, 8-TeTparuapo-
[1,3]nuokcono[4,5-g]-uzoxunommu-9-kapbanpaernny (26,8  wmr, 0,05  Mmounb),
cuHTe3upoBaHHbIN Ha Ctaanu 1, onrcaHHOM BbIle, noOaBsn K MetaHody (0,6 mi), u
K HUM TOCJIEIOBATEbHO 00aBIsIN kapOoHat kanmus (8,8 mr, 0,06 MMOJIb) U TUMETHII-
(1-nuazo-2-okxcompomnmn)dochonar (12,3 wmr, 0,06 mmonb). PeakunonHyro cmech
nepeMeInBai P KOMHATHON TeMIepaType B TeueHue 13 4acoB, U K HUM 100aBIsIN
HACBIIEHHBIN COJIEBON PACTBOP M AMXJIOPMETAaH Uil SKCTPAKLMH OPTaHUYECKOTO CIOS.
OtnenéHHpli OpPraHMYeCKUH CJIOH BBICYIIMBAIM C HCIHOJb30BAHHEM OE3BOJHOTO
cynbata HaTPHUsI U MOJABEPraU MEPErOHKE MPH MOHWKEHHOM AaBieHuH. Ilonmy4ueHHoe
BEIECTBO OYMINAIN IIOCPEACTBOM XpomaTorpauu Ha KOJOHKE C OCHOBHBIM

CHJTUKAreJieM C MOJTyuYeHUeM COeUHEeHUs], YKa3aHHOTO B Ha3BaHUH (10 mr).
[00562]

[00563] [[Tpumep  cunHTesa  45]  9-uumkmonpomnun-6-((4,6-numernn-2-okco-1,2-
IOUTUAPOTTUPUINH-3 -HIT)METHI )-2-(TpaHC-4-(IUMETHIIAMITHO ) LIUKJIOTEKCHI )-2,4-

numetun-7,8-nqurunapo-[ 1,3 |auokcono[4,5-g]-u3soxunonun-5(6H)-on [Coenunenue 54]

[00564] Coenunennie, yka3anHoe B HasBaHuu, (12 Mr) mojydaad MyTeM
OCYLIECTBJICHUs TEX K€ peakuul, 4To u B [Ipumepe cunTe3a 43, 3a UCKIIIOUEHHEM TOTO,
YTO MHMKJIOTPOMWIOOPHYK KHCJIOTY HCHONb30BaIH BMecTO 4,4,5,5-Terpamerni-2-

BUHWI-1,3,2-nuokcadoponana B [Ilpumepe cunresa 43.
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[00565]

[00566] [[Ipumep cunTesa 46]  6-((4,6-aumMeTnn-2-0Kkco-1,2-IUruaApOnUpUANH-3-
WI)MeTu)-2-(Tpanc-4-(IMMETHIIAMIHO )UUKIIOTeKC I )-2,4-muMeTHi-9-(4-
(Mmopdomunomerun)pennn)-7,8-nuruapo-[ 1,3 |auokcono[4,5-g]-uzoxunoaus-5(6H)-ox

[Coenunenne 55]

[00567] Coenunennie, yka3zanHoe B HasBaHuu, (14 Mr) mojJydaad MyTeM
OCYLIECTBJIEHUs TEX K€ peakuul, 4yTo u B [Ipumepe cunTesa 43, 3a UCKIIOUEHHEM TOTO,
9TO 4-(4-(4,4,5,5-rerpamerun-1,3,2-muokcadoponan-2-uin)OoeH3mn ) Mopd OJIuH
UCTIOB30BaH BMeCTO 4,4,5,5-rerpamernn-2-suHui-1,3,2-nuokcadboponana B [Tpumepe

cunresa 43.
[00568]

[00569] [[Tpumep cunTesa 47] 6-((4,6-auMeTHI-2-0KCO-1,2-TUrUAPOTUPHUINH-3 -
WI)MeTu)-2-(Tpanc-4-(IMMETUIIAMUHO )LIUKIIOTeKC I )-2,4-tumeTuin-9-pennn-7,8-

aurunapo-[ 1,3 anokcono[4,5-g]-u3oxunonuu-5(6H)-on [ Coenunenue 56]

[00570] 9-Gpom-6-((4,6-numeTnin-2-0kco-1,2-AUrHAPONUPUANH-3 -1 )MeTHIT)-2-(TpaHC-
4-(AMMETUIIAMUHO ) IUKJIOTEKCHIT )-2,4-numeT-7,8-nuruapo-[ 1,3 | auokcono[4,5-g]-

uzoxuHonuH-5(6H)-ou (70 wmr, 0,13 mmonb, CoennHenue 48), CHHTE3WPOBAHHBIN B
ITpumepe cunrtesa 40, pennndopHyro kucnory (46 mr, 0,38 mmons), Tpudochar kanus
(80 wmr, 0,38 mmonp) u Pd(dppf)Cl2-CH2Clz (1:1) (21 mr, 0,03 mmodb) pacTBopsiin B 1,4-
nuokcane ¢ Bomout (4:1, 3,5 M), a 3aTeM OCYIIECTBISUIH 3aMeElIeHHe ra3a aprOHOM.
Peaxnnonnyro cmech nepemeninsanu npu 80° C B TedeHue 8 4acoB, OXJAXAAIH IO
KOMHATHOH TeMIepaTypbl, a 3areM OT(QUIbTPOBBIBAIN depe3 wuenaut. [loaydeHHbIH

NPOAYKT OTACIAIIM AUXJIOPMETAHOM, BBICYIIHUBAJIM C HCIIOJIBb30BAHUEM 663BOZ[HOFO

95



10

15

20

cyiabdaTa HATpHs, a 3aTeM I[OJIBEPrajid TMEePEeroHKe MpH MOHMKEHHOM JaBJICHUU.
ITonyyeHHOE BEINECTBO OYMIIAIN IOCPEACTBOM XpomaTorpauu Ha KOJIOHKE C

CHJTUKAreJieM C MOJTyuYeHUEeM COeIUHEeHUsI, YKa3aHHOTO B Ha3BaHuH, (50 mr).
[00571]

[00572] [[Tpumep cunTesa 48] 9-(uukioneHt-1-eH-1-mn)-6-((4,6-aumeTrn-2-okco-1,2-
IUTUAPOITUPUINH-3 -HIT)METH )-2-(TpaHC-4-(IUMETHIAMITHO ) LIUKJIOTEKCHI)-2,4-

numetuni-7,8-nqurunapo-[ 1,3 |auokcono[4,5-g]-usoxunonun-5(6H)-on [Coenunenue 57]

[00573] Coenunenne, yka3anHoe B HasBanuu, (100 M™r) moaydanu myTem
OCYLIECTBJIEHUs TEX K€ peakuul, 4yto u B [Ipumepe cuntesa 47, 3a UCKIFOUYEHUEM TOTO,
9TO |-IMKJIOTIEHTEHUIOOPHYIO KHCIOTY HMCIOJIB30BAIN BMECTO (PeHMIOOPHOH KHCIOTHI

B [Ipumepe cunresa 47.
[00574]

[00575] [IIpumep  cunTesa  49] 9-tknonenTun-6-((4,6-numerni-2-okco-1,2-
AUTHAPOTUPUANH-3-UIT)METHI)-2-(TpaHC-4-(AMMETHIIAMIHO ) [IUKJIOTeK i )-2,4-

numetun-7,8-nquruapo-[ 1,3 |auokcono[4,5-g]-usoxunonun-5(6H)-on [Coenunenue 58]

[00576] 9-(umknonent-1-eH-1-1m1)-6-((4,6-n1uMeTnI-2-0KCO- 1, 2- AT U AP OTTUP U H-3 -
WI)MeTHN)-2-(TpaHc-4-(IMMETHIIAMHHO )M KIIOTeKCHII )-2,4-TUMeTHII-7, 8-Turuapo-
[1,3]muokcono[4,5-g]-uzoxunonun-5(6H)-on (75 mr, 0,14 MMOIB), CHHTE3UPOBAHHBIH B
IMpumepe cuntesa 48 u 10% namnanuii/yriaepon (75 Mr) pacTBOpsUTH B 3THJIALIETATE C
metanosioM (1:1, 5 mur), a 3aTem npucoequHsUM OaJUIOH ¢ BOIOPONOM. PeakmoHHYIO
CMECh TlepeMeIlNBaJId TPH KOMHATHOH TeMmmeparype B TeUeHHE 8 HYacos,
OT(UIBTPOBBIBAIN Yepe3 LEJHT, U MOABEPTAIH IMEPErOHKE MPH MOHMKEHHOM JIaBJICHUH.

ITonyyeHHOE BEINECTBO OYMIIAIN IOCPEACTBOM Xpomartorpauu Ha KOJOHKE C
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CHJIUKAreJieM C IMOJyuYeHUEeM COeIUHEeHNs], YKa3aHHOTO B Ha3BaHuH, (50 mr).
[00577]

[00578] [[Tpumep cunTe3a 50] 9-(uumkorekc-1-eH-1-mn)-6-((4,6-aumeTrn-2-okco-1,2-
IOUTUAPOTTUPUINH-3 -HIT)METHI )-2-(TpaHC-4-(IUMETHIAMITHO ) LIUKJIOTEK W )-2,4-

numetun-7,8-nqurunapo-[ 1,3 |auokcono[4,5-g]-usoxunonun-5(6H)-on [Coenunenue 59]

[00579] Coenunenne, ykasanHoe B HasBaHuu, (80 Mr) moay4and MyTeM
OCYLLECTBJICHUS TEX K€ peakuuii, yto u B [Ipumepe cunTe3a 47, 32 UCKIIOYEHHUEM TOTO,
9TO |-IUKIIOTeKCEeHUIOOPHYIO KUCIOTY UCTIONB30BAIA BMECTO (PEHUITOOPHOMN KUCIIOTHI B

IIpumepe cuntesa 47.
[00580]

[00581] [[Ipumep  cuHTe3a 51] 9-nukorekcuin-6-((4,6-numernn-2-okco-1,2-
IUTUAPOTIUPUINH-3 -HIT)METUN )-2-(TpaHC-4-(IUMETHIAMIHO ) IUKJIOTeKCH )-2,4-

numetu-7,8-qurunapo-[ 1,3 | auokcono[4,5-g]-u3oxunonun-5(6H)-on [Coennnenue 60]

[00582] Coenunenrie, yka3aHHOe B Ha3BaHMM, (25 Mr) TOJydYaad IyTEM
OCYLIECTBJIEHUS T€X K€ peakuuli, 4yTo u B [Ipumepe cunTesa 49, 3a UCKIIOUEHHEM TOTO,
4TO 9-(umknorekc- 1-en- 1 -ni)-6-((4,6-1uMeTHI-2-0KCO- 1,2 - AMruAPOTTUPUINH-3 -
WI)MeTHN)-2-(TpaHc-4-(IMMETHIIAMHHO )M KIIOTeKCHII )-2,4-TUMeTHII-7, 8-Turuapo-
[1,3]nuokcono[4,5-g]-uzoxunomu-5(6H)-on [CoennHenne 59] MCHONB30Bajl BMECTO
9-(umkoneHT-1-en-1-mn)-6-((4,6-numeTnn-2-okco-1,2-TuruapoOnMupUANH-3 - )METHI ) -
2-(TpaHc-4-(AUMETHIIAMHIHO ) IUKJIOTEKCHI)-2,4-TuMeTUII-7,8-Turuapo-

[1,3]nuokcono[4,5-g]-uzoxunommu-5(6H)-ona B [Ipumepe cunTesa 49.

[00583]
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[00584] [ITpumep cunTe3a 52] 6-((4,6-auMeTHI-2-0KCO-1,2-TUrUAPOTUPHINH-3 -
WIT)METHI )-2-(TpaHC-4-(IMMETUIIAMIHO ) IUKJIOTeKCHIT )- 2, 4-numeTnn-9-(ripon- 1 -eH-2-

wn)-7,8-nurunpo-[ 1,3 ]ouokcono[4,5-g]-uzoxunonun-5(6H)-on [Coennnenue 61]

[00585] Coenunennie, ykasanHoe B HasBaHuu, (80 Mr) mOJydYaad MyTeM
OCYLIECTBJIEHUS T€X K€ peakuull, 4yTo u B [Ipumepe cunTesa 47, 3a UCKIIOUEHUEM TOTO,
YTO CJIOXKHBIH MHUHAKOJOBBIH 3pUp 2-M30NMPONEHWIOOPHONW KHUCIIOTHI HCIIOJIB30BAN

BMecTO (peHmnOopHo kucnotsl B [Ipumepe cunTesa 47.
[00586]

[00587] [[Tpumep cunTesa 53] 6-((4,6-auMeTHI-2-0KCO-1,2-TUrHAPOUPHINH-3-
WI)MeTnN)-2-(Tpanc-4-(IMMETHIIAMIHO )LIUKJIOTeKCHIT )-9-n3onponui-2,4-numeTni-7,8-

nuruapo-[ 1,3 ] aunokcono[4,5-g]-uzoxunommn-5(6H)-on [Coenunenue 62|

[00588] Coenunennie, yka3zanHoe B Ha3BaHuM, (27 Mr) TOJydYaad MyTeM
OCYILECTBIICHUS TeX K€ peakuui, uto u B [Ipumepe cuntesa 49, 3a UCKIIIOYEHUEM TOTO,
4TO 6-((4,6-numeTnn-2-0Kkco-1,2-TuruApoOnupuANH-3 -1 )MEeTH )-2-(TpaHc-4-
(IMMETUIAMMHO ) KJIOTeKCHI )-2,4-1uMeTHn-9-(nipon- 1 -eH-2-un)-7,8-auruapo-
[1,3]nuokcono[4,5-g]-uzoxunomuu-5(6H)-on [CoenvHenne 61] MCHoONb30Bajl BMECTO
9-(umkioneHT-1-eH-1-mn)-6-((4,6-numeTnn-2-okco- 1,2 - TUruIponMupUANH-3 - U )METHI ) -
2-(TpaHc-4-(AMMETUIAMIHO ) [IUKJIOTEKCUI )-2,4-TuMeTHIT-7, 8- TUruAPO-

[1,3]nuokcono[4,5-g]-uzoxunommn-5(6H)-ona B [Ipumepe cunTesa 49.
[00589]

[00590] [[Tpumep cunTesa 54| 6-((4,6-auMeTHI-2-0KCO-1,2-TUrUAPOTUPHINH-3-
WI)MeTn)-2-(Tpanc-4-(IMMETHIIAMIHO )IUKIIOTeKC I )-9-3THi-2,4-nuMeTi-7,8-

nurunpo-[ 1,3 ] aunokcono[4,5-g]-uzoxunommn-5(6H)-on [Coenunenue 63|
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[00591] Coenunennie, yka3anHoe B Ha3BaHuM, (22 Mr) TOJydYaad MyTeM
OCYILECTBJICHHSI TeX K€ peakuuid, 4yto u B [Ipumepe cunTe3a 49, 3a UCKIIFOYEHHEM TOTO,
4TO 6-((4,6-numeTnn-2-0kco- 1,2-TUruapONMUPUINH-3 -1 )METHI)-2-(TpaHCc-4-
(IMMETUTAMKHO )LIMKJIOTeKCI)-2, 4-nuMeTn-9-Bunui-7,8-quruapo-[ 1,3 Jarokcono[4,5-
gl-u3oxunonuu-5(6H)-on [Coenunenue 52] ucnonb30Bajgu BMeCTO 9-(LUKIIONEHT-1-eH-
1-m)-6-((4,6-nuMeTnn-2-0kco-1,2-TUruapOnMUpUANH- 3 -1 )MeTHI )-2-(Tpanc-4-
(IMMEeTUTAMIHO JIUKJIOTeKCI)-2, 4-numeTtin-7,8-murunpo-| 1,3 | nuokcomno[4,5-g]-

n3oxuHOIMH-5(6H)-0Ha B IIpumepe cunTesa 49.
[00592]

[00593] [[Tpumep cuuTe3a 55] 6-((4,6-auMeTHI-2-0KCO-1,2-TUrHAPOTUPHINH-3-
WI)MeTu)-2-(Tpanc-4-(IMMETHIIAMIHO )LIUKIIOTeKCHN )-9-(pypan-2-mn)-2,4-AiuMeTHII-

7,8-murunpo-[ 1,3 |nuokcono[4,5-g|-m3oxunonus-5(6H)-on [Coenunenune 64]

[00594] Coenunennie, yka3zanHoe B Ha3BaHuM, (27 Mr) TOJydaad MyTeM
OCYILECTBJICHUsI TEX K€ peakLuii, 4To U B IIpumepe cunTesa 47, 3a UCKIFOYEHUEM TOTO,
910 (ypaH-2-00pHYO KHCJOTY HCIOJb30BAIM BMECTO (DEHMJIOOPHOH KHUCIOTHI B

IIpumepe cuntesa 47.
[00595]

[00596] [IIpumep cunTe3a 56] 9-(3,6-nuruapo-2H-nupan-4-un)-6-((4,6-mumern-2-
OKCO-1,2-TUruaponupuaAnH-3 )-1i1)METHI )-2-(TpaHC-4-(AMMETHIIAMIHO ) LIUKJIOT €K CHIT )-
2,4-numetun-7,8-nuruapo-[ 1,3 | nuokcono[4,5-g]-uzoxunonuu-5(6H)-on  [Coenunenue

65]

[00597] Coenunennie, yka3anHoe B Ha3BaHuu, (37 Mr) TOJydYaad MyTeM

OCYLIECTBJICHUS TEX K€ peakuul, 4To u B [Ipumepe cunTesa 47, 3a UCKIIIOUEHHEM TOTO,
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yto 3,6-nurunpo-2H-nupan-4-0oposaH NCIONb30BaIl BMECTO (PeHUIOOPHOMN KUCIIOTHI B

IIpumepe cunresa 47.
[00598]

[00599] [[Tpumep cunTesa 57] 6-((4,6-numMeTnI-2-0KCO-1,2-TUrHAPOTUPHUINH-3-
WI)MeTH)-2-(Tpanc-4-(IUMETHIIAMIHO UM KIIOTeKCIIT )-2,4-TUMe TUII-9-(TUPUAHH- 3 - 11 )-

7,8-murunpo-[ 1,3 |muokcono[4,5-g]-u3oxunonun-5(6H)-on [Coenunenue 66]

[00600] Coenunenne, ykasaHHoe B HasBaHuM, (38 Mr) mony4anun myTem
OCYLLECTBJICHUs TeX kK€ peakuuii, yto U B [Ipumepe cunTe3a 47, 3a UCKIIOYEHHUEM TOTO,
YTO MUPUIUH-3-WIOOPHYIO KUCJIOTY HCIONB30BAIA BMECTO (PEHIJIOOPHOW KHUCIIOTHI B

IIpumepe cunresa 47.
[00601]

[00602] [ITpumep cuuTe3a 58] 6-((4,6-auMeTnI-2-0KCO-1,2-TUrUAPONUPHINH-3-
WJT)METHIT)-2-(TpaHC-4-(IUMETUIAMIHO )LIUKJIOTEKCHIT )-2,4-TUMeTHII-9-(THA301- 5-11)-

7,8-nurunpo-[ 1,3 | anokcono[4,5-g]-u3oxunonun-5(6H)-on [Coenunenue 67]

[00603] Coenunennie, yka3anHoe B HasBaHuu, (13 Mr) mojydaad MyTeM
OCYLIECTBJIEHUS T€X K€ peakuul, 4yTo u B [Ipumepe cunTesa 47, 3a UCKIIOUEHUEM TOTO,
gro 5-(4,4,5,5-terpamermi-1,3,2-n1uokcaboposiaH-2-1T1)THA30JT UCTIOIB30BAIM  BMECTO

bernndopHoit kuciote! B [Ipumepe cuntesa 47.
[00604]

[00605] [[Tpumep cunTe3a 59]  6-((4,6-auMeTHI-2-0KCO-1,2-TUrHAPOTUPHINH-3-
WI)MeTHN)-2-(Tpanc-4-(IMMETHIIAMHIHO )UHUKIIOTeKCH )-2,4-mumeTnin-9-(1-mernn-1H-

nupasoi-4-mn)-7,8-qurunpo-[ 1,3 |auokcono[4,5-g]-u30XuHOINH-5 (6H)-on
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[Coenunenue 68]

[00606] Coenunenne, ykazanHoe B HasBaHuM, (36 Mr) nONy4aad IMyTeM
OCYILECTBJICHUs TEX K€ peakuui, 4to U B IIpumepe cunTesa 47, 3a UCKIFOYEHUEM TOTO,
4yro |-MeTmnnupason-4-00ponaH HCIONB30BAIN BMeCTO (eHMJIOOPHOH KHCIOTHI B

IIpumepe cuntesa 47.
[00607]

[00608] [[Tpumep cunTe3a ©60] 6-((4,6-auMeTHI-2-0KCO-1,2-TUTHAPOTUPHINH-3-
WI)MeTHN)-2-(Tpanc-4-(IMMETHIAMHIHO )LUUKIIOTeKCHII )-2,4- TUMETUII-5-0KCc0-5,6,7, 8-

terparuapo-| 1,3 nuokcono[4,5-g]-uzoxunonun-9-kapoouutpun [Coenunenue 69]

[00609] 9-Gpom-6-((4,6-numeTni-2-0kco-1,2-AUrHAPONUPUANH-3 -1 )MeTHI)-2-(TpaHC-
4-(AMMETUIIAMUHO ) IUKJIOTeKCHIT )-2,4-numeTii-7,8-nuruapo-[ 1,3 | nuokcono[4,5-g]-

uzoxuHomH-5(6H)-ou (50 mr, 0,09 mmomnb, CoennHenue 48), CHHTE3WPOBAHHBIN B
ITpumepe cuntesa 40, Tpuc(audbensununeHauneron)aunamianuii(0) (33 mr, 0,036 MMoIb),
1,1'-6uc(audenundocduno)peppouen (40 mr, 0,072 mMmonp), uuanun uuHKa (32 wmr,
0,27 wmmonb) u uuHK (5 wmr, 0,072 MMOib) MOCHIEAOBATEIBHO AOOABISUIA K
aUMeTHIaneTaMuay (2 M), ¥ OCYLIECTBISUIM 3aMelleHue ra3a aproHom. IlonydeHHyro
CMeCh KUISATWIN ¢ oOpaTtHbiM xosomwibHukoM mnpu 80°C B TeueHume 16 4Hacos.
PeaknnoHHy0 cMech OXJaKAalid A0 KOMHATHOW TEMIEpaTypbl, K Hel mo0aBisiv
IUXJIOPMETaH U BOJAOW, a OpPraHWYECKHil cioh otaensyiu. OTnenéHHbIN OpraHUYeCKHi
CJION BBICYIIUBAIM C HUCIOJB30BAaHUEM O€3BOJHOrO CyJiib(aTa HATPUS U IOABEPraliud
TIEPEeroHKe MPU MOHMKEHHOM JaBjieHuu. [1oy4eHHOe BeIeCTBO OYUINAU TTOCPEICTBOM
xpoMaTtorpadu Ha KOJIOHKE C OCHOBHBIM CHJIMKArejieM C MOJYYeHHEeM COSHUHEHUSI,

YKa3aHHOTO B Ha3BaHUY, (26 Mr).
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[00610]

[00611] [Tabma 4]

48

9-06pom-6-((4,6-auMeTHI-2-0KCO-
1,2-guruaponupuans-3-

\
Br N~
N._o o><(,j HIT)MeTH)-2~(TpaHc-4- 5582
m,g;@:o ' (IMMETUTAMIHO )LIUKJIOT€KCHJI )- >
3 2,4-numeTun-7,8-1uruapo-

[1,3]muokcomno[4,5-g]-
n30XUHONMUH-5(6H)-0H

TH-SIMP Crextp (300 MI', CDCl3) 0 11,72(bs, 1H), 5,91(s, 1H), 4,77(s, 2H),
3,48(t, 2H), 2,80(t, 2H), 2,48(s, 3H), 2,28(s, 3H), 2,26(s, 9H), 2,15-2,12(m, 1H),
1,98-1,96(m, 4H), 1,83-1,77(m, 1H), 1,61(s, 3H), 1,28-1,22(m, 4H).

49

9-6pom-6-((4,6-TUMeTHI-2-0KCOo-
1,2-gurunponupunns-3-

B }"\
N0 ' 5 {j UI)MeTHI)-2~(Tpanc-4- 5589
ml\(ﬂ:@;’ (AMMeTHUNIaMHHO)LIUKIOTeKCHIT )- ’
S 2,4-numeTtun-7,8-auruapo-

[1,3]muokcomno[4,5-g]-
n30xuHONMMH-5(6H)-0H nzomep A

TH-SIMP Crextp (300 MI'w, CDCI3) o 12,33(brs, 1H), 5,92(s, 1H), 4,77(d, 2H),
3,48(t, 2H), 2,80(t, 2H), 2,49(s, 3H), 2,28(s, 6H), 2,26(s, 6H), 2,15(t, 1H), 1,98-
1,96(m, 4H), 1,79(t, 1H), 1,62(s, 3H), 1,28-1,22(m, 4H).

[00612] .

[00613]

50

9-6pom-6-((4,6-nuMeTHII-2-0KCO-
1,2-qurugponupuauy-3-

N
0o Br o{j wi)MeTuin)-2-(Tpanc-4- 5582
m@o (IMMETUTAMIHO )LIUKJIOT€KCHJI )- >
S 2,4-numeTtun-7,8-auruapo-

[1,3]muokcomno[4,5-g]-
nuzoxuHonuH-5(6H)-oH uzomep B

TH-SIMP Criextp (300 MI'w, CDCI3) d 12,42(brs, 1H), 5,92(s, 1H), 4,77(d, 2H),
3,48(t, 2H), 2,80(t, 2H), 2,49(s, 3H), 2,28(s, 6H), 2,26(s, 6H), 2,15(t, 1H), 1,98-
1,96(m, 4H), 1,81(t, 1H), 1,62(s, 3H), 1,32-1,14(m, 4H).

51

H_ 9-6pom-6-((4,6-TMeTHI-2-0KCOo-
H Br 1,2-qurugponupuaus-3-
\E‘i Q@f’@ WwIMeThun)-2,4-auMeTu-2-(Tpasc- 5582
AN o 4-(METHJIAMUHO ) LIMKJIOTEKCHIT )-
o 7,8-nurunpo-[ 1,3 | anoxcomno[4,5-
g|-n3oxunonuH-5(6H)-oH

TH-SIMP Crnextp (300 MT', CDCL3) 6 5,92(s, 1H), 4,77(s, 2H), 3,48(t, 2H), 2,80,
2H), 2,49(s, 3H), 2,43(s, 3H), 2,38-2,32(m, 1H), 2,28(s, 6H), 2,04-1,90(m, SH),
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[ 1,86-1,81(m, 1H), 1,62(s, 3H), 1,34-1,21(m, 2H), 1,13-1,01(m, 2H).

[00614]

[00615]

52

6-((4,6-numerni-2-okco-1,2-
OUTAAPOTTUPUINH-3 -1 ) METHT )-2-

\
H N M~ 4
N_o o .. (rpasic-4- 506,3
P (IMMETUIIAMHMHO ) IUKJIOT€KCHIT)-
o
I 2,4-numMeTnun-9-BuHUIN-7,8-

auruapo-| 1,3 Jauokcomno[4,5-g]-
N30XHMHONNH-5(6H)-0H

TH-SIMP Crextp (300 MT', CDCl3) 6 12,90(bs, 1H), 6,58(dd, 1H), 5,92(s, 1H),
5,85(d, 1H), 5,45(d, 1H), 4,79(s, 2H), 3,43(t, 2H), 2,76(t, 2H), 2,50(s, 3H), 2,28(s,
12H), 2,26-2,22(m, 1H), 1,99-1,97(m, 4H), 1,81-1,79(m, 1H), 1,61(s, 3H), 1,26-
1,22(m, 4H).

6-((4,6-numerni-2-okco-1,2-
TUTAAPOTIUPUINH-3 -1 ) METHIT )-2-

\
I N~
H o o><(,,j (Tpanc-4- 5043
ml\l o ' (IMMETUIIAMHMHO )TN KJIOT€KCHIT)-9- ’
X 3TUHUN-2,4-AUMETUI-7,8-

53
nuruapo-[ 1,3 Jouokcomno[4,5-g]-
n30XHMHONUH-5(6H)-0H
'H-IMP Crnextp (300 MI'u, CDCl3) 6 12,20(bs, 1H), 5,91(s, 1H), 4,78(s, 2H),
3,47(t, 2H), 3,37(s, 1H), 2,87(t, 2H), 2,52(s, 3H), 2,31(s, 6H), 2,27(s, 6H), 2,17-
2,15(m, 1H), 2,04-1,98(m, 4H), 1,83-1,80(m, 1H), 1,61(s, 3H), 1,28-1,26(m, 4H).
[00616]
[00617]
\ 9-tmkonponui-6-((4,6-nuMeTn-
N< 2-0kco-1,2-puruaponupuanH-3-
N o o{j wi)Metu)-2-(TpaHc-4- 500.3
\E%/QN o ! (IMMETUIIAMHMHO ) IUKJIOT€KCHIT)- ’
54 ! 2,4-numeTtun-7,8-1uruapo-
[1,3]auokcono[4,5-g]-
H30XMHONNH-5(6H)-0H

'H-SIMP Crnextp (300 MI'y, CDCl3) § 12,50(bs, 1H), 5,92(s, 1H), 4,80(s, 2H),
3,44(t, 2H), 2,85(t, 2H), 2,49(s, 3H), 2,29-2,28(m, 12H), 2,15-2,12(m, 1H), 1,98-
1,96(m, 4H), 1,80-1,76(m, 1H), 1,56-1,52(m, 4H), 1,25-1,20(m, 4H), 0,86(dd, 2H),
0,65(dd, 2H).
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Q

O 6-((4,6-numerni-2-okco-1,2-
N OUTUAPOTIUPUINH-3 -1 )METHIT )-2-

O \ (Tpanc-4-
N~ (IMMETUIAMHMHO ) IUKJIOT€KCHIT)- 655,4
H
N 0 oﬂ 2,4-numernn-9-(4-
55 mn O . (Mmopdonunomerwn)penmn)-7,8-
5 muruapo-| 1,3 Jauokcomno[4,5-g]-

U30XUHONUH-5(6H)-0H

TH-SIMP Crextp (300 MI', CDCl3) o 10,80(bs, 1H), 7,34(d, 2H), 7,19(d, 2H),
5,87(s, 1H), 4,76(s, 2H), 3,72(t, 4H), 3,51(s, 2H), 3,33(t, 2H), 2,55(s, 3H), 2,50-
2,46(m, 6H), 2,30-2,29(m, 9H), 2,20(s, 3H), 1,97-1,94(m, 4H), 1,83-1,77(m, 2H),
1,54(s, 3H), 1,25-1,22(m, 4H).

[00618]

[00619]

2,4-numerun-9-penmn-7,8-
auruapo-[ 1,3 Jauokcono[4,5-g]-
N30XMHONIMH-5(6H)-0H

\ 6-((4,6-mumernn-2-okco-1,2-
O N— TUTHIPOITAPHUIUH-3 -1 )METH )-2-
H -4-
o o §. (Tpanc-4 556,3
m"’ O ’ (IMMETUIaAMHHO ) LIUKJIOTeKCHIT)-
56 0
0

TH-SIMP Crnextp (300 M, CDCl3) 6 7,42-7,33(m, 4H), 7,26-7,24(m, 1H), 5,89(s,
1H), 4,78(s, 2H), 3,35(t, 2H), 2,61-2,57(m, SH), 2,31(s, 3H), 2,30(s, 6H), 2,21-
2,19(m, 4H), 1,97-1,95(m, 4H), 1,75(m, 1H), 1,55(s, 3H), 1,26-1,22(m, 4H)

9-(umknonent- 1-en- 1 -un)-6-((4,6-
IuMeTHI-2-0kco-1,2-

\
H , N~ JUTUAPOTUPUINH-3 -1 )METUI )-2-
|N 0 O o Ju, (Tpanc-4- 546,3
NN o (IMMEeTUIAMIHO ) ITUKJIOTEKCHT )-
57
o 2,4-numeTun-7,8-quruapo-

[1,3]muokconol4,5-g]-
n30xUHONUH-5(6H)-0H

TH-SIMP Crextp (300 MI', CDCl3) 6 11,87(brs, 1H), 5,91(s, 1H), 5,62(d, 1H),
4,79(d, 2H), 3,38(m, 2H), 2,69(t, 2H), 2,63-2,47(m, 7H), 2,44(s, 3H), 2,30(s, 9H),
2,15(m, 1H), 2,01-1,96(m, 6H), 1,77(m, 1H), 1,56(s, 3H), 1,26-1,23(m, 4H)

[00620]

[00621]
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58

9-nuknoneHTniI-6-((4,6-1umeTH-

}\l\ 2-0kco-1,2-guruaponupuaug-3-
N_O 0><(,\)/ Hi)MeTH)-2-(Tpanc-4- 5483
\E/Z/N o ! (IMMETHIAMHMHO ) LIUKJIOTeKCHJT )- >
3 2,4-numeTun-7,8-1uruapo-

[1,3]nuokcono[4,5-g]-
U30XMHONIMH-5(6H)-0H

'H-SIMP Crextp (300 MI'w, CDCl3) 6 10,98(brs, 1H), 5,90(s, 1H), 4,80(s, 2H),
3,44(t, 2H), 3,01(m, 1H), 2,75(t, 2H), 2,50(s, 3H), 2,29-2,27(m, 12H), 2,17(m, 1H),
1,98(m, 4H), 1,82(m, 5H), 1,61(m, 4H), 1,57(s, 3H), 1,24(m, 4H).

59

9-(umknorekc-1-eH-1-mn)-6-((4,6-

‘ \ IuMeTHn-2-okco-1,2-
N
H TUTHIPOTTAPHUIUH-3 -1 )METH )-2-
N 0 o, J.., (Tpanc-4- 560,3
\R/I/N O g (IMMETHIIAMHUHO ) IUKJIOTEKCIIT )-
0

2,4-numernn-7,8-quruapo-
[1,3]muokconol4,5-g]-
n30xuHONMH-5(6H)-0H

TH-SIMP Crextp (300 MI'y, CDCl3) J 11,89(brs, 1H), 5,90(s, 1H), 5,52(s, 1H),
4,79(s, 2H), 3,39(t, 2H), 2,67-2,63(m, 2H), 2,52(s, 3H), 2,31-2,27(m, 12H), 2,13(m,
SH), 1,97(m, 4H), 1,73-1,65(m, SH), 1,56(s, 3H), 1,26-1,21(m, 4H).

[00622]

[00623]

60

2,4-numeTn-7,8-IUruapo-
[1,3]muokconol4,5-g]-
U30XMHOIMH-5(6H)-0H

\ 9-nukiorekcun-6-((4,6-numern-
N 2-okco-1,2-guruaponupuaus-3-
H 2- -4-
H o o §. win)MeTHn )-2-(Tpanc-4 562.4
\E(\i/ (IMMETUIAMHHO ) [TUKJIOTEKCHIT )-
AN g
0

TH-SIMP Crextp (300 M, CDCl3) 6 5,90(s, 1H), 4,79(s, 2H), 4,74(s, 1H), 3,45(t,
2H), 2,71(t, 2H), 2,49(s, 3H), 2,30-2,26(m, 12H), 2,20(m, 1H), 2,05-1,98(m, 4H),
1,81(m, 7H), 1,56(s, 3H), 1,27(m, 4H), 0,89-0,84(m, 4H).

61

6-((4,6-mumernn-2-okco-1,2-

}\l\ TUTUAPOTIAPUIUH-3 -1 )METHT )-2-
H -4-
N. _O o b (Tpanc-4 5203
| N (IMMETHIAMHMHO ) IUKJIOTEKCIIT )-
o
I 2,4-mumernn-9-(npon-1-exH-2-wmn)-

7,8-puruapo-[1,3]aunoxcomno[4,5-
g]-nzoxunonuH-5(6H)-0H

TH-SIMP Crnextp (300 MI', CDCl5) 6 12,27(brs, 1H), 5,91(s, 1H), 5,30(q, 1H),
4,83(s, 1H), 4,80(s, 2H), 3,41(t, 2H), 2,68(m, 2H), 2,52(s, 3H), 2,29-2,27(m, 12H),
2,16-2,12(m, 1H), 1,97(m, 7H), 1,77(m, 1H), 1,58(s, 3H), 1,24-1,9(m, 4H).
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[00624]

[00625]

62

6-((4,6-qumernn-2-okco-1,2-

\
N— OUTUAPOTIAPUIUH-3 -UJT)METHIT )-2-
H
N. _O o b (Tpanc-4- 5223
L N (IMMETHIIAMHHO ) LIUKJIOTEKCHIT )-9-
! © u3onponui-2,4-numeTun-7,8-

auruapo-[ 1,3 Jauokcono[4,5-g]-
U30XMHOIMH-5(6H)-0H

TH-SIMP Crextp (300 MI', CDCl3) d 11,46(brs, 1H), 5,91(s, 1H), 4,80(s, 2H),
3,44(t, 2H), 2,99(m, 1H), 2,70(t, 2H), 2,50(s, 3H), 2,31-2,27(m, 12H), 2,24(m, 1H),
2,00(m, 4H), 1,79(m, 1H), 1,56(s, 3H), 1,27-1,23(m, 10H).

63

6-((4,6-mumernn-2-okco-1,2-

\
N— TUTHIPOTTAPHUIUH-3 -1 )METH )-2-
H
TpaHc-4-
N0 o}, (rp 5083
| N S (IMMETHIIAMHHO ) IUKJIOTEKCHIT )-9-
! 3TUN-2,4-numeTuin-7,8-turuapo-

[1,3]muokcomno[4,5-g]-
n30xUHOJMH-5(6H)-0H

TH-SIMP Crextp (300 M, CDCl3) 6 12,73(brs, 1H), 5,92(s, 1H), 4,81(s, 2H),
3,44(t, 2H), 2,67(t, 2H), 2,52-2,50(m, SH), 2,28(s, 12H), 2,17(m, 1H), 1,97(m, 4H),
1,77(m, 1H), 1,56(s, 3H), 1,26-1,22(m, 4H), 1,06(t, 3H).

[00626]

[00627]

64

6-((4,6-mumernn-2-okco-1,2-
TUTUAPOTIAPUIUH-3 -1 )METHT )-2-

(o] VP }‘l\
H oo o><(,,,\)’ (Tpanc-4- 5453
\E%i"' ) (IMMETHIIAMHHO ) LIUKJIOTEKCHIT )-9-
I (dypan-2-un)-2,4-numernn-7,8-
auruapo-[ 1,3 Jauokcono[4,5-g]-
N30XMHOINH-5(6H)-0H

TH-SIMP Crextp (300 MT', CDCL3) 6 11,92(bs, 1H), 7,45(dd, 1H), 6,60(dd, 1H),
6,48(dd, 1H), 5,91(s, 1H), 4,80(s, 2H), 3,41(t, 2H), 2,95-2,90(m, 2H), 2,54(s, 3H),
2,30(s, 3H), 2,27(s, 9H), 2,17(t, 1H), 2,00-1,97(m, 4H), 1,80, 1H), 1,60(s, 3H),
1,33-1,15(m, 4H).

65

0 \ 9-(3,6-nurunpo-2H-nupan-4-wmn)-
y 5\ N~ 6-((4,6-numeTun-2-okco-1,2-
N ° o><(,”\), TUTHAPOTIPUAUH-3 -1 )METHI )-2- 5623
mn g (Tpanc-4-
0

(IMMEeTHUIAMIHO ) ITUKJIOTeKCHLT )-
2,4-numeTtun-7,8-quruapo-
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[1,3]muokcomno[4,5-g]-
N30XMHONMMH-5(6H)-0H

TH-SIMP Crextp (300 MI', CDCl3) 6 11,5(bs, 1H), 5,90(s, 1H), 5,57(s, 1H),

4,78(s, 2H), 4,27-4,26(m, 2H), 3,89(t, 2H), 3,41(t, 2H), 2,68(t, 2H), 2,51(s, 3H),
2,34(s, 3H), 2,29(s, 3H), 2,27(s, 3H), 2,26(s, 3H), 2,14(t, 1H), 1,97-1,94(m, 4H),
1,76-1,72(m, 3H), 1,55(s, 3H), 1,26-1,09(m, 4H).

[00628]

[00629]

IRcad

6-((4,6-mumernn-2-okco-1,2-
TUTUAPOTIAPUIUH-3 -1 )METHT )-2-
(Tpanc-4-
(IMMETHIIAMHMHO ) IUKJIOTEKCHIT )-
2,4-numeTnin-9-(mupuanH-3 -mi)-
7,8-nurunpo-| 1,3 | anokcomno[4,5-
g|-m3oxunonus-5(6H)-oH

557.3

7,31(dd, 1H),

2H), 0,92-0,79(m, 2H)

TH-SIMP Criextp (300 My, CDCL5) 6 8,57-8,52(m, 2H), 7,58-7,55(dt, 1H), 7,35-
5,88(s, 1H), 4,76(s, 2H), 3,37(t, 2H), 2,57(t, 2H), 2,56(s, 3H),
9H), 2,21(s, 3H), 2,00-1,90(m, 5H), 1,85-1,70(m, 1H), 1,25(s, 3H), 1,15-1,08(m,

2,29(d,

=N \
S/ N
H
IN O o@
Z N
67 m °
(o]

6-((4,6-numernn-2-okco-1,2-
TUTUAPOTIAPUANH-3 -1 )METHT )-2-
(Tpanc-4-
(IMMEeTHUIAMIHO ) ITUKJIOTeKCHT )-
2,4-numernn-9-(tuazon-5-un)-7,8-
nurunpo-[1,3]anokconol4,5-g]-
U30XMHONIMH-5(6H)-0H

563,3

TH-SIMP Crextp (300 MI', CDCl3) 6 8,85(s, 1H), 7,80(s, 1H), 5,90(s, 1H),
2H), 3,45-3,38(m, 2H), 2,82-2,68(m, 2H), 2,54(s. 3H), 2,30(d, 9H), 2,22(s, 3H),
2,03-1,96(m, SH), 1,87-1,72(m, 1H), 1,25(s, 3H), 0,94-0,79(m, 4H)

4,76(s

2

[00630]

[00631]

N—N

4 Z
H
N o lo}
68 \E%/(/N o
[0}

6-((4,6-mumernn-2-okco-1,2-
TUTUAPOTIAPUINH-3 -1 )METHIT )-2-
(Tpanc-4-
(IMMETHIIAMHMHO ) IUKJIOTEKCHIT )-
2,4-numernn-9-(1-merun-1H-
nupazon-4-mn)-7,8-nuruapo-
[1,3]auokcono[4,5-g]-
N30XMHOIMH-5(6H)-0H

560,3

5,91(s, 1H), 4

TH-SIMP Crextp (300 My, CDCL3) 6 11,5(bs, 1H), 7,57(s, 1H), 7,47(s, 1H),
,79(s, 2H), 3,94(s, 3H), 3,41(t, 2H), 2,79(t, 2H), 2,54(s, 3H), 2,31(s,
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3H), 2,28(s, 6H), 2,25(s, 3H), 2,17(t, 1H), 1,99-1,97(m, 4H), 1,80(t, 1H), 1,58(s,
3H), 1,25-1,19(m, 4H).

6-((4,6-numernn-2-okco-1,2-
OUTHIPONUPUINH-3 -1 )METH )-2-

N
CN =
N0 o )., (TpaHc-4- 5053
| N ' (IMMETHIAMMHO ) LIUKJIOTeKCHJT )- ’
69 I © 2, 4-UMeTHI-5-0kC0-5,6,7,8-

terparuapo-[ 1,3 |anokcono[4,5-g]-
30X UHOJIMH-9-KapOOHUTPUIT

'H-SIMP Criextp (300 MI'y, CDCl3) 6 12,1(bs, 1H), 5,93(s, 1H), 4,75(s, 2H),
3,57(t, 2H), 2,90(t, 2H), 2,55(s, 3H), 2,30(s, 3H), 2,28(s, 9H), 2,17(t, 1H), 1,99-
1,97(m, 4H), 1,82(t, 1H), 1,63(s, 3H), 1,28-1,18(m, 4H).

[00632]

[00633] DkcnepumenTanbHbIii npumep 1: OueHka HHrHOMPYOLIEH AKTHBHOCTH B

orHomeHuu EZH1/EZH2 metuarpancdepasbl

[00634] Usmepsiin MHrHOMPYIOIIKME AKTHBHOCTH CHHTE3UPOBAHHBIX COCTUHEHUI B
orHomennn EZH1 wnmn EZH2 wmerunrpancepassl. DKCIEPUMEHT MNPOBOAWIH C
nomometo Reaction Biology Corp., u aktuHocte EZH1 wnu EZH2 wusmepsiu ¢
UCTIOJIb30BAaHUEM PAIMOMETPHUUECKOr0 CLUHTUIUILMOHHOIO aHanu3a commwkeHus. Jlns
nuzmepeHust ICso kaXnoro U3 CUHTE3UPOBaHHBIX coeauHeHuil B otHomeHuu EZH1 wmm
EZH2, 2,3 umonv/n EZH1 wnu EZH2, 1 mxmonw/n ructona H3 (21-44)-lys (6uotun),
1,5 Mxmonb/n S-amenunMernonusda (SAM) u 500 umonw/n *H-SAM nobasnsiu K
kaxnomy coexnunenuro wim IMCO B Oydepe ans peakuuu U OCTaBJSUIA PEarHpoOBaTh
NpU KOMHATHOH Temneparype B TedeHne 90 MuHyT. YKaszaHHbIA Oydep s peakuuu
cocrostt w3 50 mmonws/n Tpuc-HCI (pH 8,0), 50 mmons/n NaCl, 1 mmons/n DATA, 1
mmose/n DTT, 1 wmmoms/n PMSF, u 1% JAMCO. TpuXJIOPYKCYCHYIO KHCIOTY
no0aBISIIHA AJIs1 OCTAHOBKH PEAKLUU M K KAKAOMY PEaKIIHOHHOMY PacTBOPY 100aBISLTH
Oycunbl SPA, mokpseiTeie PVT cTpentaBHIWHOM C TMOCIEAYIOMAM OCTABICHUEM IS
pearupoBaHuss IpU KOMHATHOM TemmnepaTtype B TeueHue | 4yaca. CreneHb

MECTUJIINPOBAHUSA CY6CTpaTHOFO nenTtuga MU3MEpsin C HUCIOJb30BAHUEM CHUHNTHIBATEIIA
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20

mnanmeroB TopCount NXT. Ha ocHoBe cpemHero 3HadyeHHs JIYHOK, 0OpaOOTaHHBIX
JIMCO, ycranosnenHoro Ha 100%, u cpenHero (POHOBOrO 3HAUEHUS, YCTAHOBJIEHHOTO
Ha 0%, W3MepeHHble 3HA4YeHUs] NMPeoOpa3OBbIBATM B IPOLEHT AKTHBHOCTH, & 3aTeM
onpenensii 3HaueHue ICso ¢ mcmonmpzoBanueM nporpammbl GraphPad PRISM v6 B

pekume "mepeMeHHas 3aBUCUMOCTD 10g (MHMMOUTOP) OT HOPMAJIM30BAHHOTO OTKJTHKA'.
[00635]

[00636] DxcnepumenTanbubiii npumvep 2: HcciaenoBanue MHrHOMpPOBAHHS POCTA

KJIETOK

[00637] UroObt  monTBepauTh — wHrHOMpyromue  3(p@dexkTel  CHHTEe3MPOBAHHBIX
COEMHEHUI B OTHOIIEHHH POCTA JIMHUN KJIETOK paka KPOBH, OCYILIECTBISUIA OLIEHKY
UHrHOMpoBaHusi B oTHomeHuu JuHUA Kietok KARPAS 422 RPMI 8226, KMS-11,
JeKo-1, MV-4-11, Mino, Pfeiffer, SU-DHL-4 u RS4;11. Tect B OTHOIIEHUH JIHMHHUM
knerok Pfeiffer m SU-DHL-4 nposonunu ¢ nmomompto KYinno Co., Ltd., tect B
oTHoweHnn JUHUU KJieTok RS4;11 npoBoauiu ¢ momorpto Shanghai Chempartner Co.,
Ltd., a TecT B oTHOIIEHUH HUI KieTok Kasumi-1, MV-4-11, MM, 1S, KMS-11, JeKo-
1, Mino (ATCC), RPMI 8226 (KCLB) u KARPAS 422 (ECACC) ocyumecTBisuia ¢

UCTIOJIb30BAHHEM KOMMEPYECKHUX HaOOpOB.

[00638] IMCO B koneunoit konuentpaiuu 0,1% wunu menee wnu pacrsop JAMCO
Ka>X/I0T0 M3 CHHTE3UPOBAHHBIX COSNMHEHUN MOOABJISUIM K Cpee ISl KYJIbTHBUPOBAHUS,
9TOOBI MOJNYYNUTh KOHIEHTPALIUIO U BpeMsi 00padoTku, onucaHHbie B Tabnuie S5 HIKe, U
KJneTku KynbtuBupoBaiu mnpu  37°C B armochepe 5% CO,. Kaxgeii Tun
KyJbTUBHUPYEMBIX KJIETOK BBICEBAJIIU B O-JIYHOUHbIEC IJIAHLIETHI WIH 48-90-1yHOUYHBIE
TUTAHIIETHI, a CyOKYJIbTUBUPOBAHHE WUJTH 3aMEHY CPelbl OCYIIECTBISUTH KaXKable 3-4 ITHS.

3aTeM KJETKU IepeceBaiu B TedeHue 7—14 nHel, a 3areM BbiCeBalU B 96-IyHOUHBIE
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riaHmeTel. 3a 3-5 nHelt 1o u3MmepeHus >(pdekra KIETKH BbICEBATH B 90-TyHOUHBIE
TUIAHIIETBI, a 3aTeM U3MEepPsUIN ONTUYECKYIo TOTHOCTD (TZ) B neHb nmoceBa. Yka3aHHYIO
ONTUYECKYI0 IUIOTHOCTb IIOCJ€ IPOBEAEHUS peaKLUM HW3MEpssId € TIOMOLIBIO
cunThiBaTels TaHieroB Synergy NeoAlpha (Biotek) ¢ ucnons3oBanuem Hadopa Cell-
Titer-Glo Cell Viability Assay (Promega, G7573) B COOTBETCTBHH C MPHJIOKEHHON
uHCTpyKIuei. Ha ocHoBanuu ontudeckoii miotHoctH (Tz), u3aMepeHHOM B IeHb TOCEBa,
U ONTUYECKOW MIOTHOCTH Kaxmol u3 obpaboranubix JIMCO rpymmsl (C) u rpymnmsl ¢
nobasiennbiM  obOpasnom (Ti), wusMepenHodl B neHb omnpeneneHus 3¢dekra,
PaCCUYMUTHIBAIM MPOLEHT WHTHOMPOBaHUS MpojHudepannuy KJIETOK B COOTBETCTBHH CO

CIEAYIOUIUM YPaBHEHHUEM 1.

[00639] [VpaBHeHue 1]

[00640] [(Ti-Tz)/(C-Tz)] x 100 mist koHUEHTpALMii, AJ1s1 KOTOpbIX Ti>Tz
[00641] [(Ti-Tz)/C] x 100 anst koHUEHTpaLWiA, [J1s1 KOTOPbIX Ti<Tz.

[00642]

[00643] [TaGnuua 5]

Jlunus Cpena nns Bpewms KonuenTpauus
HcTounuk
KJIETOK KYJIbTUBUPOBAHUs | KYJIBTUBUPOBAHMUS o0paboTku
KARPAS ; 0,001 ~ 1000 HM
phve ECACC | 20% RPMI 1640 7 cyTok (1710 paspencrine)
RPMI . 0,06 ~ 1,000 1M
iy KCLB | 10% RPMI 1640 7 cyTok (15 passencrne)
KMS-11 ATCC | 10% RPMI 1640 10 cyTox 0,1 ~ 10,000 um
(1/10 pa3BeneHue)
JeKo-1 ATCC | 20% RPMI 1640 10 cyTox 0,1 ~ 10,000 um
(1/10 pa3BeneHue)
MV4:11 ATCC 10% IMDM 10 cyTok 0,32 ~ 1,000 mm
(1/5 pasBenenue)
Kasumi-1 | ATCC | 20% RPMI 1640 10 cyTok 0,32 ~ 1,000 Hm
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(1/5 pa3Benenue)

MM,1S | ATCC | 10% RPMI 1640 11 cyTok 0,01 ~ 1,000 nm
(1/10 pa3BeneHnue)

Mino ATCC | 15% RPMI 1640 14 cyTok 0,1 ~ 10,000 rm
(1/10 pa3BeneHue)

[00644] Pesynbrarsl DKCIIEPUMEHTANIBHBIX TpUMePOB 1 u 2 mokasansl B Tabnuuax 6 u

7 HUXKE.

[00645] [TaGnuua 6]

AKTI/IBHOCTB 10 I/IHFI/I6I/IpOBaHI/IIO AKTI/IBHOCTB 1o I/IHFI/I6I/Ip0BaHI/I}O
No depmenta (ICso, HM) pocra kyetok (Glso, H'M)
COETMHEHUS KARPAEgﬂ%Z Pfe‘f£§§7G
EZH]1 EZH2 (EZH2 (EZH2
MYTaLHs]) MYy TaLHs])

1 97,6 14,3 - -
2 371 7,9 - -
3 - - 39 -
4 20 2,6 1,9~2,6 -
5 16 1,3 2.4 -
6 - - 310 -
7 54 3,8 4,8 -
8 57 32 13 -

9 16 ~ 43 1,5~5,0 2,0~15 0,97

10 10~ 21 0,8~ 1,4 2,5~13 0,84
11 >1,000 116 ~ 473 563 ~>1,000 -

12 23 ~ 50 3.2 49~15 0,66

13 23 ~35 1,8~23 1,8 ~9.6 0,27
14 27 32 50 -
15 65 3,6 18 -
16 89 11 68 -
17 74 5,6 52 -
18 47 43 16 -
19 45 4.4 440 -
20 48 3,7 18 -
21 137 7,2 75 -
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22 180 16 >1,000 -
23 68 4.4 >1,000 -
24 34 3,0 62 -
25 166 11 - -
26 85 6,2 99 -
27 310 3.9 - -
28 55 32 14 -
29 136 5,0 51 -
30 190 3.4 307 -
31 51 3.8 231 -
32 - - >1,000 -
33 - - 187 -
34 9,7 1,4 3,2 1,48
35 - - 57 -
36 - - 87 -
37 - - 22 -
38 54 4.4 - ,
39 9,7~30 1,2~6,2 3,2~84 0,76 ~ 0,99
40 28 1,8 1,8 0,71
41 >1,000 69 69 -
42 31 ~34 3,.4~6,0 2,6~88 0,97~ 1,41
43 8,1 1,4 58 6,76
44 34 0,4 - -
45 18 6,2 - -
46 16 9,7 - -
47 20 7,0 - -
48 2,6 ~ 40 0,4 ~2,6 3,7~12,4 0,77
49 7,0~ 16 0,35~ 1,4 1,2~9.7 0,21
50 >1,000 205 419 -
51 41 1,6 4.4 -
52 32 ~55 3.4~3,7 4,4~97 -
53 27 ~ 139 4,5~9,1 51~ 14 -
54 41 6,4 19 -
55 26 56 - -
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56 - - 11 -
57 - - 13 -
58 - - 13 -
59 - - 28 -
60 - - 28 -
61 - - 48 -
62 - ] 6.2 -
63 - - 4.4 -
64 - - 5.0 -
65 - - 8.8 -
66 - - 6,4 -
67 - - 43 -
68 - - 5.1 -
69 65 27 10 -
KOHTAP"”” 83 ~ 197 2.0~2,9 19~ 77 193
KOHE"’“” 17 ~ 46 1,0~2,0 13~15 0,57

[00646] [Tabnuua 7]

JIMHUA KIeTOK

AKTHUBHOCTB 10 HHrHOUpoBaHHIO pocTta KieTok (Glso, HM)

Kontpons A Kontpons B Coenunenue 49

SU-DHL-4 281 21 11
RS4;11 932 62 24
MV4-11 220 6,1 3,9
Kasumi-1 >1,000 324 51
MM, 1S 204 23 1,4
RPMI8226 315 7,8 6,4
KMS-11 554 25 8,1
Mino 225 2,5 2,0

2
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JeKo-1 3,582 71 42

[00647]
[00648]

[00649] DkcnepumenTanbubiii  nmpumep 3: HcciaegoBaHue MeTa0d0/IHYeCKOM

CTAOMJILHOCTH B MHKPOCOMAX MEYECHH

[00650] UroObl monTBepAMTH META0ONMYECKYI) CTAaOMIBHOCTD CHHTE3MPOBAHHBIX
coenuHeHUi B nedeHu, 5 MKM TecroBoro CoeanHeHUs U 1 MI/MiI MUKPOCOM TE€YEHH
YeJI0BEeKa, COOAKH, KPBICHI MJIM MBI OCTABIISUIA PearupoBaTh APYT ¢ Apyrom mpu 37°C
B npucytcTBuu pere”epupyrouieii cucrembl HAJI®H B Teuenue 1 uyaca. Uepes 1 yac
pEeaKLMI0 TpeKpamaid U CYNEePHATAHT, TOJYYEHHbIH HEeHTPU(YrupOBaHHUEM,
aHanuzuposanu ¢ nomoibo BOXKX. Ha ocHOBaHMM MUKOBOIO 3HaU€HUS, MOJTyYEHHOTO
B KAauecTBE pe3yJbTaTa AaHajiu3a, OCTaTOuHOoe KoauuecTBO (%) pacCUUTBIBAIU C
UCIOJIb30BAHUEM CIIEAYIOIIErO YPABHEHMsI C YUETOM MUKOBOIO 3HAYE€HUsI TECTUPYEMOTO
CoenuneHuss mocie 1 waca peakUuUud 110 CPAaBHEHUIO C IHMKOBBIM 3HAuY€HUEM

tectupyemoro CoenuHenus Bo Bpemst 0 MUH.

[00651] Ocrarounoe komuyectBo (%) = (IMKOBOE 3HAYEHHE HCCIIEAYEMOTO

Coenunenus dyepe3 | uac peakunu / MMKOBOe 3HaUeHUe nuccienyeMoro CoequHeHus pu

0 muH) x 100
[00652] PesynbraTel DKCHiepUMEHTaIBHOTO puMepa 3 mpuBeneHsl B Tabnuie 8 Hioke.

[00653] [TaGnumua 8]

Ocrarounoe konmmuecTBo (%) uccnenyemoro CoennHeHUS
Ne coennnenus uepes 1 gac peakuuu
UYenosek Cobaxka Kpeica Mpib
4 84 HT HT 79
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89 HT HT 78

9 57 HT HT 56

10 79 HT HT 55

11 37 HT HT 70

12 57 HT HT 61

13 82 HT HT 79
34 66 HT HT 100

39 62 HT HT 80

40 82 HT HT 84

41 53 HT HT 63

42 74 HT HT 88

43 52 HT HT 61

48 54 HT HT 52

49 67 74 84 52

50 35 HT HT 54

51 70 HT HT 64

52 62 HT HT 61

53 67 HT HT 85
Kontpons A HII 14 HIT HII
Kontpons B 65 83 81 50

[00654] HT: ne tectuposany; HII: He npumeHnMO
[00655] DkcnepumenTanbHbIii npumep 4: PapMaKOKHHETHKA B MbILIAX

[00656] HccrnenoBanu (apMakOKHHETHKY CHHTE3UPOBAHHBIX COEAMHEHHN B Ka4eCTBE

unruouropos EZH2 B mbrmax (ICR, Bo3pact 8 Henesnb, camiib).

[00657] ['pynny asst mepopaibHOTO BBEASHHS MOANSPKUBAIN B TOJOIHOM COCTOSIHUM
CO IHsI Mepen TeCTOM A0 4 4acoB mocne BeedeHus: Tectupyemoro Coenunenus. B neHb
BBeneHHs1 TecTupyeMoro CoequHeHUs] M3MEpPsJI BeC KaKIOro SKMBOTHOTO M KaKIOe
cuHTesupoBaHHoe  CoenuHEHME TOTOBMJIM C  HCIIOJNIb30BAHMEM  BBIOPAHHOTO

pactBopurenss u3 pacuéra 30 mr/kr (10 mu/kr). Kaxknoe tectupyemoe CoennHeHwme
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BBOJMJIU [TEPOPAJIBHO B BUJI€ PA30BOH J03bI, ONPEIEIeHHOE KOJMUYEeCTBO KPOBH Opaiu B

3apaHee OIpeNesICeHHOe BpeMsi,

U3 HEE BBIACIAIU mjIasMy MW aHaJIu3upOoBaiv

KOHILIEHTPALMIO KaKaoro tectupyemoro CoequHeHus B I1a3Me ¢ UCToyib3oBaHueM KX-

MC/MC (Waters UPLC H-Class/Xevo TQ; Waters, CIIIA). dapmakOKMHETHYECKHE

K03 PHLIMEHTBI PACCUUTHIBATIM MYTEM JIMHEHHO-JIOTapU(PMUIECKOTO TPANIEIIHEBHIHOTO

cymmupoBaHusi QPopmysia € HCHOJb30BAaHUEM MPOrPaMMBbI

aHamuza Oe3 yuéra

kommaptMeHToB Phoenix™ WinNonlin (Certara, CIIIA) ¢ nocTpoeHHeM KpHUBOH

KOHLOCHTpallUh B IUIa3M€ € TCUCHUEM BpPEMCHMH. PGSYJ'II:;TaTbI 3KCHepI/IMeHTaJIbHOFO

npumepa 4 nokaszansl B Tabmmme 9.

[00658]

[00659] [TaGnuua 9]

e coemers Maouazs oz kpusori Bpens nony o
4 770 HP
9 14,942 ~ 16,449 24~23
13 1,036 HP
39 3,649 HP
48 17,296 ~ 18,676 28~32
49 9,963 2.9
50 12,239 2.5
51 1,523 HP
KonTpons A 4,884 0,6
Konrpons B 3,425 ~ 5,003 HP~ 1,0
[00660] HP: ue paccuuTbiBamiu
[00661] IIpumep cpaBHEeHuSs
[00662] Koutpons A mpexacraBmsier  coboit  N-((4,6-aumerun-2-okco-1,2-

IUTUAPOTIUPUINH-3 -HT)METUN)-S-(3Tri(Terparnapo-2H-nupas-4-ui)aMuHO ) -4-MeTui-
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4’-(mop¢onunomeTnn)-[ 1,1’ -bipennn]-3-kapboxamuy (TazeMeTOCTaT), CHHTE3 KOTOPOTrO
omucad B [lpumepe Ne 44 nHa ctp. 220 MeXAYHAPOAHOW MATEHTHOH MyOIUKALIMN

W02012/142504. KoHTposb A UMEET CIEAYIOIYIO CTPYKTYPY:

[00663]
S
N_o O
(o]
W%,Ln O
[00664] ° N

[00665] KouTposnb B MPEICTaBISIET coboit (2R)-7-xm0p-2-[Tpanc-4-
(mumMeTHIIaMuHO )UUKIIOTeKCHT |-N-[ (4,6-1uMeTHII-2-0KCO- 1, 2- TUrUAPOTTHPUANH)-3 -

wiMet|-2,4-numeT-1,3-0eH3oanokcon-5-kapOoxamMua  (BajJeMerocrar), CHHTE3
kotoporo omnucaH B Ilpumepe Ne 35 Ha ctp. 137 MexnyHapomHOH NaTEeHTHOMN

nyonukanun W02015/141616. Kontpons B nMeeT crenyoInyo CTpyKTypy:

Cl 0

[00666] CH,

[00667]

[00668] DkcnepumeHTANBLHbBI npumMep CPaBHEHMHSI: HccaenoBanne

HHruoupymomeil akTueHoctu B oTHomeHun EZH1/EZH2 metuntpancdepasnl U B
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OTHOIIEHUH MHTHOHpYIoLIeii AKTUBHOCTH B OTHOIIEHHH POCTA JUHHUH KJIETOK paKa

KpOBH

[00669] Koutponp A [N-((4,6-numeTni-2-okco-1,2-auruaponupuait-3 -1 )MeTH )-5-
(atun(rerparuapo-2H-nupan-4-un)aMuHo)-4-mMeTuii-4’ -(mopdponunomernn)-[1,1°-

ougennn]-3-kapboxamun (tazemerocrat)] u KoHTposb B [(2R)-7-xnop-2-[Tpanc-4-
(mumMeTHIaMIHO )IUKITOTeKCHT |-N-[ (4,6-1uMeTHII-2-0KCO-1,2- TUTHAPOTTHPUIHH )-3 -

wi)MeT|-2,4-mumeTi-1,3-0eH30AM0KCOI-5-KapOoKcamMu (BaslemeTocTar)],
CHHTE3UPOBAHHBIE B COOTBETCTBUU C METOMAMHU, OMHMCAHHBIMHU B [IpuMepe cpaBHEHUS,
UCCJIEZIOBAIM JUJIsl OMpENeeHUs] MX HWHTCHOMPYIOLIMX aKTHBHOCTEH B OTHOIIEHHU
EZH1/EZH2 meruntpancdepasbl 1 B OTHOLIEHHH POCTAa JMHUH KJIETOK paka KPOBHU B
COOTBETCTBHH C METONAMH, OMHCAHHBIMU B DKCIEPUMEHTAJbHbIX Tpumepax 1 u 2,

OIMUCAHHBIX BBILIE.
[00670] [Tony4yenHble pe3ynbTaThl Moka3aHbl B Tabnumax 6 u 7, npuBEAEHHBIX BbIIIE.

[00671] Kak BumHo w3 Tabmuiy 6 w 7, NPUBENEHHBIX BBIIIE, COEIUHEHUS B
COOTBETCTBHHM C HACTOSIIMM HM300pETEHHEM WMEIOT JIYYIIYE HHIHOUPYIOIIYIO
aktuBHOCTh B oTHOoweHnn EZH1 w/unun EZH2 merunrpancdepasbl, yeM KOHTPOIH A
wii B, 4TO MO3BOJSIET MPENIONIOKUTb, YTO 3TH COEOUHEHMs] OOJamaroT Jydinei

UHrHOUPYIOIIeH aKTUBHOCTBIO B OTHOIIEHUH POCTA JIMHUN KJIETOK paka KPOBH.
IIpoMbImIeHHAS] IPHMEHHMOCTDH

[00672] Hacrosimee n3obpeTeHue OTHOCHUTCS K HOBBLIM TIPOU3BOHBIM
reTEPOTPHUIMKINIECKOTO COEAMHEHHS U X TIPUMEHEHHI0, U 00jiee KOHKPETHO, K HOBBIM
NPOM3BOIHBIM TETEPOTPHUIIMKIHYECKOTO COEIUHEHHs, OONafatoIuM HHIHOUPYOIIEHt

aKTUBHOCTHIO B oTHOIIeHnu EZH1 (3uxancep romonora 1 zeste) w/min EZH2 (suxaHCcep
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romoJora 2 zeste), Ux GpapMaleBTUIECKH IPUEMJIEMBIM COJIAM, WIH (papMaLeBTHUECKUM

KOMIIO3ULIHAM, COACPKAIUM 3TU COCOUHCHUA.
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D®OPMYJIA U3OBPETEHUSA
1. CoenuHenue, BbIOpaHHOE W3 TMPOUZBOAHBIX TETEPOTPHULIMKINIECKOTO
coenuHeHus cnenyromeii @opmynel 1, ero gapmaueBTuyecku mpuemieMasi Cojb, €ro
ONTUYECKUI U30MEp, €ro TUAPAT, U €ro COJIbBAT:

[@opmyna 1]

RrR1
H 2
RE._N__O o N
l X
\E‘/I/N (0] R3
RS o R4

IIPU 3TOM:

R! mpencrasnser coboit H, ranoren, nuano, Ci.¢ ankui, conepsxaruii ot 0 10 3
atomoB rajoreHa, Ci.s ankokcu, comepkamuii or O no 3 aromoB rajnoreHa, Cs.s
rukgoankui, Ci.e amkwikapoonmn, Cre ankeHwn, Cr.e ankuHmi, C3. MAKIOATKEHI,
apwi, OT 5- 10 6-4JIeHHBIM apOMAaTHYECKUH TeTepOLMKIWI, coiaepxxamuii or 1 go 3
reTepoaToOMOB, HE3aBHCHMO BBIOpaHHBIX M3 Tpymmbl, coctosmed u3 N, O u S B ero
KOJIbLIE, WJIH OT 5- 10 6-usIeHHBIN annpaTHuecKuil reTepoLuKInI, coaepxamuil 1 nmm 2
reTepoaToma, He3aBUCHMO BBIOPaHHBIX M3 Ipymsbl, cocrosimei u3 N, O u S B ero konbLe
1, COAEP KALUI WIN HE COAEP KAIUNA HEHACBILICHHYIO CBSA3b B YaCTHU €r0 KOJIbLIA,

yka3zaHHbIl C3.6 HUKJIOANKWUII, YKa3aHHBII apyl, YKa3aHHbBIN OT 5- 10 6-uIeHHbIN
apOMAaTUYECKUI TEeTePOLMKIWI, coaepxamuid oT 1 A0 3 rerepoaToMoOB, HE3aBHCHUMO
BBIOpaHHBIX U3 rpynmsl, cocrosmed u3 N, O u S B ero KoJjblie, WK YKa3aHHBIH OT 5- 10
O-dJIeHHbIN anmu(aTHYeCKnii TeTePOLUKIII, coxepkamuid 1 wim 2 rerepoaToma,
HE3aBHUCHMO BBIOpaHHBIX M3 rpymmbl, coctosmed m3 N, O u S B ero kxosble wu,
cozepKallui WX He CONEPKallUi HEHACBILIEHHYIO CBA3b B YACTH €r0 KOJIbLA SIBJISTFOTCS
He3aMEeLIEHHBIMH WM 3aMELIEHHBIMH OT OJHOMN 10 TPEX IPYIII, HE3aBUCUMO BbIOPAHHBIX
u3 I'pynnsl A HuKeE,

L npencrassier codoit cBsi3b, Ci.6 ankwieH, mwin okcu(Ci.¢)aaKuiieH,
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R? npencrasisier coboit H, Ci.6 ankun, Cs.c UUKIOANKUI, OT 5- A0 6-uleHHbI
anupaTHYECKU TeTEePOLHUKINI, coaepkammii 1 wium 2 rerepoaroma, HE3aBHCHMO
BBIOPaHHBIX U3 rpymiel, coctosmei n3 N, O u S B ero kounblie, apui1, OT 5- 10 6-4JIeHHBIN
apOMaTUYECKUIl TeTepOLUKIWI, coaepkamuii or 1 g0 3 rerepoaroma, HE3aBUCHUMO
BbIOpPAHHBIX U3 IPyMIbL, cocTostmeit u3 N, O u S B €ro Kosblie, Win OT S- 10 12-4jieHHbIH
OUMLIMKJINYECKUI TeTePOAPILT;

ykasaHHblll Ci¢ ankui, ykasaHHbll Cs.¢ LUKJIOAIKWI, YKa3aHHBIN OT 5- 10 6-
YIEHHbIN anuaTHUeCKuil TeTepOLMKINI, YKa3aHHbIM apwil, YKa3aHHBIA OT S5- mo O-
YJICHHbIH APOMATHYECKUI TE€TePOLMKIIWI, WA YKa3aHHbIA OT 5- 10 12-uneHHbId
OMLIMKIIMYECKUI reTepoapul SBJSIFOTCS HE3aMELIEHHBIMY WIIH 3aMEIIEHHBIMHA OT OTHON
10 TPEX TPYII, He3aBUCUMO BbIOpaHHbIX 13 [ 'pynmbl C HUXKeE;

R? npenctasnser coboii C1-6 alku;

R* npencrasnser coboii H, ranoren, umu Ci ankui, comepxkamuii ot 0 10 3
aTOMOB TraJiOreHa,

R’ npencrasnser co6oii Ci.6 ankun unu Ci6 aNkOKCH,

R® npencrasnser co6oii C. ankur;

I'pynmna A Bxurouaet ranoreH, Ci.¢ ankwmn, Ci¢ aJKOKCH, U OT 5- 10 6-4JICHHBIH
anuaTudecKuil TeTEPOLUKIIWI, coaepxkamuii |1 wim 2 rerepoaromMa, HE3aBHCHMO
BBIOpaHHBIX U3 rpymmnsbl, cocrosimeii u3 N, O u S B ero kosble, npu 3TOM yka3aHHbIH Ci.
6 ankwmi, ykazaHHbId Ci.s aJIKOKCH M YKa3aHHBIA OT 5- 10 G-wieHHBIH anudaTudeckuit
reTepOLIMKIINI SABJISIFOTCS HEe3aMeLIEHHBIMU MITH 3aMELIEHHBIM OT OHOH A0 TpEX rpyI,
He3aBHCUMO BbIOpaHHBIX U3 ['pynmsl B HuxKe;

I'pynma B Bkirouaer ranoreH, Cis ajkuwi, U OT 5- 10 O-4J€HHbIN
amuaTudecKkuil TEeTEPOLUKII, coaepxamuii 1 wim 2 rerepoaromMa, HE3aBHUCHMO

BBIOpaHHBIX U3 rpymIbl, coctosmei u3 N, O u S B ero xosnble; u
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I'pynma C Birowaer ruapokcu, Gopmu, Ci.s ankui, conepskamuii ot 0 1o 3

aTOMOB raJIOTe€Ha, 3aMeLIEHHbIN WK He3aMmeIéHHbIi C1.6 ankuiakapoorui, Ci.6 aIKOKCH,

Ci ankuncynbponun, -NR¥R?! (Ci.)ankokcu(Cig)amkun, mu(Ci-c)ankunamuao(Ci-
6)AJKWI, U OT 4- 10 G-4uIeHHBbIH anu(paTHUECKUI TeTePOLUKIIII, comepkammi 1 umm 2

5  rerepoaToma, HE3aBUCHUMO BbIOPAHHBIX U3 IPYMIIbI, cocTosimei u3 N, O u S B €ro KoJblig,
nipu 5tom R’ u R?! kasxnpiit u3 Hesasucumo npencrasiser coboit H, opmun, C1.6 ankumn,

VT 3aMEIIEHHBIN WK He3aMeEeHHbIN C1.6 aTKIIKapOOHMUIT.

2. CoenuHeHue mo 1. 1, oTIHYaroIeecs TeM, 9To
10 R! npencrasnsier coboii H, ranoren, Ci.6 alakun, coaepskaiuii or 0 10 3 aTOMOB
ranoreHa, Cie ankokcn, Cs.s 1mkioankun, Cire ankeHmn, Cire ankuami, Cse
LIUKJIOAJIKEHUJI, apHUJI, OT S- 10 O-4JIEHHbIA apOMAaTUYECKUN MeTePOLMKINIL, COAEP KA
or 1 no 3 rerepoaroma, HE3aBUCUMO BBIOPAHHBIX M3 TpyIel, cocTosume n3 N, O u S B
€ro KOJIbLIE, MJTH OT 5- 10 O-4JICHHbIN anu(aTHIeCcKuil reTepOoLMKINII, coaepskamui 1 mmm
15 2 rerepoaroma, HE3aBUCHMO BBIOpaHHBIX M3 rpyrmmbl, coctosimeil u3 N, O u S B ero

KOJIbLIE U, conepmamuﬁ HJIN HE conepmamnﬁ HECHACBhIICHHYIO CBA3b B YaCTHU €0 KOJIbLa.

3. CoenuHeHUeE MO 1. 2, OTIMYAOIIEECS TEM, YTO
R! mpencrasnser coboit H, rajgored, MeTWn, TN, HUTPHJI, METOKCH, 3TOKCH,
20 IUKJIOTIPOTIUJI, BUHWJI, alleTUJICHIT, (PEHWIT, U30MPONCHIT, H3OMPOTIILI, ITUKJIOTEHTEHILI,
UKJIOIICHTHUII, OHUKJIIOTCKCCHUIJI, MUKJIOTCKCUIJI, (1)ypaHI/m, MUPUAUH, MUPa30JInII,

JUTHUIPONUPAHWI, WU THA3OJIHIL

4. CoenunHenue mo 1. 1, oTIUyaronieecs TeM, 9To

25 R? npencrasusier coboit Cie ankun, Cie LUKIOANKUI, OT 5- 10 6-4jIeHHbI
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anuaTudeckuil TeTEPOLUKII, coaepxamuii 1 wim 2 rerepoaromMa, HE3aBHCHMO
BBIOpaHHBIX U3 TPyl coctosimeii u3 N, O u S B ero KoJjblie, apui, OT 5- 10 6-4IeHHbIH
apOMAaTUYECKUHM TeTepOLMKIN, coxepxkamuil or 1 1o 3 rerepoatoma, HE3aBHUCHUMO
BbIOpPAHHBIX U3 TPkl cocTosmeit u3 N, O u S B €ro Koblie, Win OT S- 10 12-4jieHHbIH
OMLIMKJINYECKUH TreTepoapuy, OTJIHYAIoIeecss TeM, 4YTO ykasaHHbll Ci.s aiKu,
ykazaHHblll C3 [HMKJIOANKWI, YKa3aHHbIH OT 5- 10 O-ujieHHBbIH amu(paTHYeCcKuil
FeTEPOLMKIINII, YKA3aHHBIM apuJji, YKa3aHHbIA OT S5- A0 O-ujieHHbIM apOMaTUYECKUU
TeTEePOLMKIINII, WM YKa3aHHBIA OT 5- 10 12-uneHHbIH OWLMKIMYECKHH reTepoapu
SIBJIIETCS HE3AMEIUEHHBIM MJIM 3aMELIEHHBIM OT OJHOW A0 TPEX TPyNIl, HE3aBUCHUMO
BbIOpaHHBIX U3 TpyrIbl, cocrosited u3 Cis amkuna, Ci.s aNKmICyTb(OHMIA, THAPOKCH,
Ci.6 ankokcu, amuHO, Ci¢ ankuiaamuHo, Tu(Ci.6)aKIJIAMUHO, OT 3- OO 6-4JIEHHOTO
anuaTUIecKoro reTepoLUKIIIa, coaepkamero | wiu 2 rerepoaTomMa B €ro KOjblle, U

AJIKUJIaMuaa.

5. CoenuHeHue 10 1. 4, OTIUYAIOIIEECS TEM, UYTO

L npencrasisieT coO0# CBSI3b WM METHIIEH,

R? mpencrasnser coOoii OyTuN, LUKIOOYTHN, LUKIONEHTHJ, LHKIOTeKCHI,
TETPArUAPONUPAHIIT, TUNEPUNUI, (EHUI, TUPUIUH, UHIIOJ, UJIK U30KCA30IT, U

R’ npexcrasnsier coboif MeTHJ, OTIMYAIOLIeecs TeM, YTO YKA3aHHBIH OyTHIL,
UKJIOOYTHJI, LUKJIOMEHTUJI, [HUKJIOTeKCHII, TeTParuIpONUPAHIII, MUIePUAI, (GeHu,
MUPUINH, WHJIOJ, WA U30KCA30J1 SIBJISIETCS] HE3aMEIIEHHBIM HITH 3aMEeIIEHHBIM TPYTIIOH,
HE3aBUCHUMO BBIOPAHHOW W3 TPYIIBI, COCTOSIIEH U3 METWJIA, 3THUJIA, STHICYIb(OHIIIA,
THIPOKCH, METOKCH, aMHUHO, METHJIAMHHO, STHJIAMUHO, TUMETHUJIAMHHO, JHATUIAMIHO,
STHIIMETHJIAMUHO,  NHIEpUAwia,  nuppoimagwna,  tpupropatmima, u  (R)-2-

TUAPOKCUOyTaHAMHIA.
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6. Coenunenue no 1. 1, oTnuyaronieecs Tem, 4To
L npencrasmnsier coOoli CBsI3b,
o 1. R4 o .
kaxabiid u3 R* 1 R* HezaBucumo nipencrasisier codoit H, ranoreH, wiu MeTwI,
R? npencrasnsier coboit Ci. muknoankun win Cs. MUKIOATKU, 3aMeIEHHBIH
NR*R2L:;
R’ R’ u RS npencrapnsoT coboil MeTu,
npu stom NR?R?! mpencrasnser coGoii rpymmy, BbIOpaHHYHO U3 IpYIIbL,

cocrosieit u3 aMuHo, Ci.¢ ankuiamMuHo, u 1u(C1-6)aTKUIaMITHO.

7. Coenunenne no m. 1, oTiHMyaroIeecst TeM, YTO YKa3aHHOE COEAMHEHHE

@opmyiel 1 BEIOPaHO U3 IPYMIIBL, COCTOSIIIEH U3 CIENYIOIUX COSTMHEHN]:

6-((4,6-mumeTnin-2-okco- 1, 2-quruAponupuauH-3 -1 )MeT )-2-(TpaHc-4-
(mIUMeTHIIaMHUHO JIUKIIOTeKCI)-2,4-numeti-7,8-nuruapo-| 1,3 | nuokcomno[4,5-g]-
U30XUHONUH-5(6H)-0H;

6-((4,6-mumeTn-2-0Kco- 1, 2-TUruApONUPUINH-3 -1 )METH )-2-(TpaHc-4-
(IMMETUTAMHHO )LIMKJIOTeKCHT)-2-MeTrI-7, 8-qurunpo-[ 1,3 Jauokcomno[4,5-g]-
U30XUHOJIHMH-5(6H)-0H;

6-((4,6-mumeTnin-2-0kco- 1, 2-TuruaAponupUInuH-3 -1 )METH )-2-(TpaHc-4-
(IMMEeTUTAMIHO )IIUKJIOTeKCIT)-2,9-mumeTti-7,8-murunpo-| 1,3 | nuokcomno[4,5-g]-
U30XUHOJIHNH-5(6H)-0H;

4-x710p-6-((4,6-1uMeTHI-2-0KCO-1,2- TUT U AP ONTUPUINH-3 -FJT)METHIT)-2-(TpaHC-
4-(AMMETUIIAMUHO ) IUKJIOTEKCHIT)-2, 9-mumeT-7,8-nuruapo-[ 1,3 | nuokcono[4,5-g]-
M30XUHOJIHNH-5(6H)-0H;

n3zomep A 4-xnop-6-((4,6-numMeTni-2-okco- 1,2 - AuruaponupuInH-3 -1iT)METHII )-
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2-(TpaHc-4-(AMMETUIIAMIHO ) LIUKJIOTEKCHI )-2,9-TuMeTHII-7,8- TUruaApo-
[1,3]nuokcono[4,5-g]-uzoxunonun-5(6H)-ona;

usomep B 4-x5op-6-((4,6-aumetnii-2-0kco- 1,2 - AuruaAponupuInH-3 -1 )METHT )-
2-(TpaHc-4-(AMMETUIAMUHO ) LIUKJIOTEKCUII )-2,9- TUMETHIT-7, 8- TUTHAPO-
[1,3]nuokcono[4,5-g]-uzoxunonun-S(6H)-oHa;

4,9-nuxnop-6-((4,6-numeTrn-2-0kco-1,2-TuruaponupuAnH-3 -1 )METHI)-2-
(TpaHc-4-(IUMETHIIAMUHO ) LIMKJIOTeKCHIT )-2-MeTui-7,8-nurunpo-[ 1,3 | anokcono[4,5-g]-
M30XUHOJIHNH-5(6H)-0H;

2-(TpaHc-4-aMUHOIMKIIOTeKCIIT)-9-X Top-0-((4,6-numeTnin-2-okco-1,2-
OUTHAPOMUPUINH-3-IT)MeTIN)-2,4-numerwn-7,8-qurunpo-[ 1,3 Jauokcomno[4,5-g]-
M30XUHOJIHNH-5(6H)-0H;

9-xn0p-6-((4,6-nuMeTHN-2-0KCcOo-1,2-TUruapONUPUANH-3 -1 ) METHIT)-2-(TpaHC-
4-(AMMETUIIAMUHO ) IUKJIOTeKCHIT)-2, 4-umeTi-7,8-nuruapo-[ 1,3 | nuokcono[4,5-g]-
U30XUHONUH-5(6H)-0H;

uszomep A 9-xyop-6-((4,6-qumeTnn-2-okco-1,2-TuruApoOnupUInH-3 -1 )METHI )-
2-(TpaHc-4-(AMMETHIIAMIHO ) LIUKJIOTEKCHII )-2,4-TUMeTUI-7,8- TUruapo-
[1,3]nuokcono[4,5-g]-uzoxunonun-S(6H)-oHa;

uszomep B 9-xyiop-6-((4,6-mumeTnn-2-okco-1,2-TuruApOnupuInH-3 -1 )METHI )-
2-(TpaHc-4-(AUMETHIIAMIHO ) IUKJIOTEKCHI)-2,4-TUMeTUII- 7, 8- Turuapo-
[1,3]nuokcono[4,5-g]-uzoxunonun-S(6H)-ona;

9-xnop-6-((4,6-numeTnn-2-0kco-1,2-TUrHaApOMTUPUANH-3 -HIT)MEeTH )-2-(1nc-4-
(TUMeTUITaMIHO )JIUKIOTeKCI)-2, 4-numeti-7, 8-murunpo-| 1,3 |nuokcomno[4,5-g]-
M30XUHOJIHNH-5(6H)-0H;

9-xnop-2-(Tpanc-4-(AMMETHUIIAMUHO ) LIUKJIOT€KCHIT)-0-((4-METOKCH-6-MeTHIT-2-

OKCo-1,2-murunpornupuaun-3-uin)Merun)-2,4-numerui-7,8-nuruapo-[ 1,3 | nuokcono[4,5-
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g|-u3oxunonus-5(6H)-oH;

9-xn0p-2-(TpaHc-4-(AMMETHUIAMUHO ) [IUKJIOT€KCUI)-2,4-nuMeTHI-0-((6-MeTHII-
2-okco-4-nporui-1,2-nuruaponupuanuH-3-min)Merun)-7,8-nuruapo-[ 1,3 Jnnokcono[4,5-
g|-n3oxunonuH-5(6H)-oH;

9-xn10p-6-((4,6-nrMeTHINI-2-0KCO- 1, 2-TUTHAPOTUPUANH-3 -HIT)METHIT )-2-(TpaHC-
4-(3TUNIAMUHO )UMKIIOTeKCH )-2,4-numetun-7,8-nuruapo-[ 1,3 | anokcoso[4,5-g]-
W30XUHOJIHNH-5(6H)-0H;

9-xj10p-2-(TpaHc-4-(IMATUIAMIHO )IUKJIOTeKCHT )-0-((4,0-numeTun-2-okco-1,2-
OUTHAPOMUPUIUH-3-IT)MeTIN)-2,4-numernn-7,8-qurunpo-[ 1,3 Jauokcono[4,5-g]-
M30XUHOJIHNH-5(6H)-0H;

9-xn10p-6-((4,6-nuMeTHN-2-0KCOo-1,2-TUTHaPONUPUANH-3 - ) METHI)-2,4-
auMeTuI-2-(Tpanc-4-(runepunut- 1 -un)uuknorekcun)-7,8-nuruapo-[ 1,3 | auokcono[4,5-
g|-n3oxunonus-5(6H)-oH;

9-xnop-6-((4,6-numMeTHn-2-0Kkco-1,2-TUruaponupuAnH-3 -1 )MeTuI)-2,4-
AUMeTUII-2-(TpaHc-4-(TUpPOTUANH- | - 1T ) IMKIIOT €KCH)-7, 8-AUrHapO-
[1,3]muokcono[4,5-g]-uzoxunonun-5(6H)-oH;

(2S)-N-(Tpanc-4-(9-x10p-6-((4,6-numeTHn-2-0Kkco- 1, 2-TuruaponupuanH-3-
WI)METH)-2,4-TUMeTHIT-5-0KC0-5,6,7, 8-TeTparuapo-[ 1,3 | anokcoo[4,5-g]-
WU30XUHOJIMH-2-UJT) IUKJIOT€KCHIT )-2-TUAPOKCUOYyTaHAMUT,

2-((TpaHC-4-aMHHOIMKJIOTEKCHIT)METHI )-9-x 10p-6-((4,6-aumeTnn-2-okco-1,2-
OUTHAPOMUPUIUH-3-IT)MeTHN)-2,4-numerwn-7,8-qurunpo-[ 1,3 Jauokcono[4,5-g]-
M30XUHOJIHNH-5(6H)-0H;

9-xn0p-6-((4,6-numMeTnn-2-0Kkco-1,2-TUrHIPOTUPUANH-3 -1 )METHI )-2-
((Tpanrc-4-(AMMETUIIAMIHO ) IUKJIOTEKCHIT) )METHIT )-2, 4-TUMeTHIT-7, 8- TUTUAPO-

[1,3]nuokcomno[4,5-g]-uzoxunonun-5(6H)-oH;
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9-xnop-2-uukiaorekcun-6-((4,6-auMeTni-2-okco-1,2-AuruAponupuInH-3-
wiMetin)-2,4-mumetin-7,8-qurunpo-[ 1,3 | nuokcono[4,5-g|-usoxunonus-5(6H)-ox;

9-XxJ10p-2-1MKIONeHTII-0-((4,6-1uMeTHI-2-0KCo- 1,2- AMruAPOTTUPUANH-3 -
wi)metn)-2,4-mumetin-7,8-nurunpo-| 1,3 | auokcono[4,5-g]-u3oxunonus-5(6H)-oH;

9-xn10p-6-((4,6-nUMeTHI-2-0KCO- 1, 2-TUTHAPOTUPUANH-3 -1 ) METHI)-2,4-
numetun-2-(rerparunpo-2H-mupan-4-un)-7,8-nuruapo-| 1,3 nuokcono[4,5-¢g]-
M30XUHOJIHNH-5(6H)-0H;

9-xnop-6-((4,6-nuMeTnn-2-0kco-1,2-TUrHapONMUPUANH-3 -HIT)METH )-2-(4-
(mumeTtunamuno )penmn)-2,4-numernn-7,8-qurunpo-[ 1,3 |auokcono[4,5-g-u30X uHOIMH-
5(6H)-ox;

9-xnop-6-((4,6-nuMeTnn-2-0kco-1,2-TUruapONUPUANH-3 -HWIT)METH )-2-(4-
(mumeTnnamMuHO )OyTHN )-2,4-numMeTni-7,8-nurunpo-| 1,3 | nunokcono[ 4,5-g]-n30XxMHONH-
5(6H)-ox;

9-xn10p-6-((4,6-numMeTHN-2-0Kco-1,2-TuruaponupuaAnH-3-mn)merun)-2-(3,5-
(mumerunuszokcaszon-4)-mn)-2,4-numerin-7,8-qurunpo-| 1,3 |nuokcomno[4,5-g]-
n30xXuHOJUH-5(6H)-0H;

9-xn10p-6-((4,6-nuMeTHIN-2-0KCO- 1, 2-TUTHAPOTUPUANH-3 -1 ) METHI)-2,4-
auMeTHn-2-(munepunua-4-ui)-7,8-nurunpo-[ 1,3 Jnuokcono[ 4,5-g]-u3oxunonus-5(6H)-
OH;

9-xn10p-6-((4,6-nuMeTHI-2-0KCO-1,2-TUTHAPONUPUANH-3 -FIT)METHI)-2,4-

numetun-2-(1-merunmunepunus-4-un)-7,8-qurunpo-[ 1,3 Jauokcomno[4,5-g]-
U30XUHOJIHNH-5(6H)-0H;

9-xn10p-6-((4,6-numeTHn-2-okco-1,2-nurugponupuani-3-mn)merun)-2-(1-((R)-
2-ruapokcudyTaHOW )urnepuauH-4-un)-2,4-numerun-7,8-nuruapo-| 1,3 | nuokcono[4,5-

g|-n3oxunonuu-5(6H)-oH;
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9-xnop-6-((4,6-numeTHn-2-0kco-1,2-TuruagponupuAnH-3 -1 )MeTuN)-2,4-
aumetnin-2-(1-(2,2,2-tpudropstun)nunepunuH-4-un)-7,8-quruapo- 1,3 | aunokcono[4,5-
g|-n3oxunonun-5(6H)-oH;

9-xn10p-6-((4,6-nuMeTHN-2-0KCO- 1 ,2-TUTHAPOTUPUANH-3 -1 ) MeTHI)-2,4-
aumetun-2-(1-metun- 1 H-unnon-5-un)-7,8-gurunpo-[ 1,3 |auokcomno[4,5-g|-u30X uHOIUH-
5(6H)-ox;

9-xn10p-6-((4,6-nuMeTHI-2-0KCO- 1, 2-TUTHAPONTUPUANH-3 -1 )METHIT)-2-(TpaHC-
4-MeTOKCUIUKJIOTEKCH )-2,4-umeTiin-7,8-nuruapo-| 1,3 | nuokcono[4,5-g]-u30X iHOTHH-
5(6H)-ox;

9-xn0p-6-((4,6-nrMeTHN-2-0KCOo-1,2-TUTHAPONUPUANH-3 -1 ) METHI)-2,4-
OUMETHII-2-(TpaHc-4-(MeTUIIaMUHO ) KJIoreKkcr )-7,8-nuruapo-[ 1,3 | nuokcono[4,5-g]-
M30XUHOJIHNH-5(6H)-0H;

9-xnop-6-((4,6-numMeTnn-2-0Kkco-1,2-TUruapOnupUANH-3 -1 )METHI)-2-(TpaHC-
3-(nuMeTUIaMUHO ) IUKI00y THIT)-2,4-numeTin-7,8-nuruapo-| 1,3 | nuokcono[4,5-g]-
U30XUHONUH-5(6H)-0H;

9-xn10p-6-((4,6-nUMeTHIN-2-0KCO- 1 ,2-TUTHAPOTUPUANH-3 - )Me T )-2-(1uc-3-
(IMMETUIAMHIHO )IMKJIOTeKCH)-2, 4-numeTin-7,8-nuruapo-| 1,3 | auokcomno[4,5-g]-
U30XUHOJIHMH-5(6H)-0H;

9-xn0p-6-((4,6-n1uMeTHINI-2-0KCO-1,2-TUTHIPOMTUPUANH-3 -HIT)MEeTH )-2-(1nc-3-
(TMMEeTUTAMIHO )IUKJIONIEHTI)-2, 4-numeTi-7, 8-nurunpo-| 1,3 Jauokcomno[4,5-g]-
U30XUHOJIHNH-5(6H)-0H;

2-(TpaHc-4-aMuHOLMKIIOTeKCH )-6-((4,6-mumeTnin-2-okco-1,2-
OUTUAPOTUPUANH-3-I)MeTi)-2,4,9-rpumerun-7,8-auruapo-[ 1,3 | anokcono[4,5-g]-
M30XUHOJIHNH-5(6H)-0H;

6-((4,6-mumeTnin-2-okco- 1, 2-quruaponupuauH-3-ui)MeTn )-2-(TpaHc-4-
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(mumeTnIaMuHO )LUKIOrekcun)-2,4,9-rpumerun-7,8-gurunpo-[ 1,3 nuoxcono[4,5-g|-
U30XUHONUH-5(6H)-0H;

6-((4,6-numernn-2-okco- 1,2-AUruaApOnupUANH-3-1I)MeTH )-2-(TpaHc-4-
(mumeTHIaMHUHO )UUKIIOreKCcHi)-2,4,9-rpumeTun-7,8-nurunpo-[ 1,3 | nuokcono[4,5-g]-
U30XUHOJIHMH-5(6H)-0H n3omep A,

6-((4,6-mumeTnn-2-0Kco- 1, 2-TUruApOnupUINH-3 -1 )METHI )-2-(TpaHc-4-
(mumeTuIaMuHO JUHKIorekcn)-2,4, 9-rpumetin-7,8-qurunpo-[ 1,3 |auokcomno[4,5-g]-
n30xuHOJIHMH-5(6H)-0H n3omep B;

2-(TpaHc-4-(AMMETHIIAMHHO )IUKJIOTEKCHIT)-6-((4-MeTOKCH-6-MeTHII-2-0KCO-
1,2-murunponupunun-3-uia)mMetn)-2,4,9-tpumetni-7,8-nuruapo-| 1,3 | anokcono[4,5-¢g]-
M30XUHOJIHNH-5(6H)-0H;

2-(TpaHc-4-(AMMETHIIAMUHO JIUKJIOTeKCHI)-2,4,9-TpuMeTnin-6-((6-meTnin-2-
okco-4-miponui-1,2-guruaponupuauH-3-mi)merin )-7,8-guruapo-[ 1,3 |anokcono[4,5-g]-
U30XUHONUH-5(6H)-0H;

2-nmkyorekcun-6-((4,6-1umeTun-2-okco- 1, 2-TuruaponupuaAnH-3 -1 )METH )-
2,4,9-rpumerun-7,8-gurunpo-| 1,3 | nuokcono[4,5-g|-u3oxunonuH-5(6H)-oH;

2-(TpaHc-4-(3TUIIAMUHO ) UM KJIOTeKCHIT )-6-((4-MeTOKCH-6-MeTHII-2-0KCOo-1,2-
OUTUAPOTUPUANH-3-IT)MeTHN )-2,4,9-rpumeTtin-7,8-auruapo-[ 1,3 | anokcono[4,5-g]-
M30XUHOJIHMH-5(6H)-0H;

2-(TpaHc-4-(AM3THIIAMUHO ) IUKJIOTEKCHIT )-6-((4-MeTOKCH-6-MeTHII-2-0KCco-1,2-
OUTHAPOMUPUIUH-3-IT)MeTI)-2,4,9-TpumeTi-7,8-nuruapo-[ 1,3 | nuokcono[4,5-g]-
U30XUHOJIHNH-5(6H)-0H;

2-(TpaHc-4-(3TUn(METHIT)aMUHO ) TUKIIOTeKCHIT )-6-((4-MeTOKCH-6-MeTHII-2-
okco-1,2-nuruaponupuanH-3-mwimMerun)-2,4,9-rpumern-7,8-1uruapo-

[1,3]muokcomno[4,5-g]-uzoxunommn-5(6H)-oH;
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9-6pom-6-((4,6-numeTni-2-okco-1,2-guruaAponupuINH-3 -1 )METHI )-2-(TpaHC-
4-(AMMeTUIIAMUHO ) IUKJIOTeKCHIT)-2, 4-numeTi-7,8-nuruapo-[ 1,3 |nuokcono[4,5-g]-
M30XUHONUH-5(6H)-0H;

u30Mep A 9-6pom-6-((4,6-numeTnn-2-0KCco- 1,2-TUruAPpONUPUINH-3 -
WI)MeTH)-2-(Tpanc-4-(IMMETHIIAMHHO )M KIIOTeKCHII )-2,4-TUMeTHII-7, 8-Turuapo-
[1,3]nuokcono[4,5-g]-uzoxunonun-S(6H)-oHa;

u30Mep B 9-6pom-6-((4,6-numeTnin-2-okco-1,2-TUruagponupUINH-3-
WI)METH)-2-(TpaHC-4-(IUMETUITAMHIHO ) [IUKJIOT€KCHT)-2,4- TUMETHII- 7, 8- TUTHIPO-
[1,3]nuokcono[4,5-g]-uzoxunonun-S(6H)-ona;

9-6pom-6-((4,6-numeTni-2-0kco-1,2-AUruApONUPUINH-3 -1 )METHI )-2,4-
OUMETHII-2-(TpaHc-4-(MeTUIIaMUHO ) KJIoreKkcr )-7,8-nuruapo-[ 1,3 | nuokcono[4,5-g]-
M30XUHOJIHNH-5(6H)-0H;

6-((4,6-mumeTnin-2-okco- 1, 2-quruAponupuauH-3 -1 )MeT )-2-(TpaHc-4-
(IMMEeTHITAMHIHO )IUKJIOTeKCI)-2,4-TuMeTi-9-Bunui-7,8-aurunpo-[ 1,3 |nunokcono[ 4,5-
g|-m3oxunonuH-5(6H)-oH;

6-((4,6-mumeTn-2-0Kco- 1, 2-TUruApONUPUINH-3 -1 )METH )-2-(TpaHc-4-
(IMMETUITAMIHO )LIUKJIOT€KCHT )-9-3THHUI-2, 4-TUMETHI-7, 8- TUTHIPO-
[1,3]nuokcono[4,5-g]-uzoxunonun-5(6H)-oH;

9-mukonponui-6-((4,6-auMeTHI-2-0KCo- 1,2 - TUT U AP OTUPUIH-3 - U1 )METHIT )-
2-(TpaHc-4-(AUMETHIIAMHIHO ) IUKJIOTEKCHI)-2,4-TUMeTUII-7, 8- TUruapo-
[1,3]nuokcomno[4,5-g]-uzoxunonuna-5(6H)-oH;

6-((4,6-mumeTnin-2-0Kkco- 1, 2-TuruAponupUInH-3 -1 )MeTH )-2-(TpaHc-4-
(TMMeTUIAMHUHO )IUKJIOTeKCHI)-2,4-1uMeTHIn-9-(4-(Mopd onnHOoMe T ) pern)-7, 8-
aurunpo-[ 1,3 | aunokcono[4,5-g]-uzoxunonna-5(6H)-oH;

6-((4,6-mumeTnin-2-okco- 1, 2-quruaponupuauH-3-ui)MeTn )-2-(TpaHc-4-
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(IMMEeTHITAMHUHO )IUKJIOTeKCI)-2,4-nuMeTii-9-pennn-7,8-nuruapo-[ 1,3 | nuokcono[4,5-
g|-m3oxunonuH-5(6H)-oH;

9-(uuknoneHt-1-eH-1-mn)-6-((4,6-numeTHI-2-0KCO- 1,2-TUruAPONUPUINH-3 -
WI)MeTH)-2-(TpaHC-4-(IUMETHUITAMUHO ) LIUKJIOT€KCHT)-2,4-TUMETHI- 7, 8- TUTHIPO-
[1,3]nuokcomno[4,5-g]-uzoxunoamn-5(6H)-oH;

9-mukoneHTUI-6-((4,6-1uMeTHI-2-0KCOo- 1, 2- TUTrH AP O PUAUH-3 -1 )METHIT )-
2-(TpaHc-4-(AUMETHIIAMHIHO ) IUKJIOTEKCHI)-2,4-TUMeTUII- 7, 8- TUruapo-
[1,3]nuokcono[4,5-g]-uzoxunommn-5(6H)-oH;

9-(umknorekc-1-en-1-mn)-6-((4,6-auMeTH-2-0Kkco- 1,2-TUruIpONUpPUANH-3-
WI)MeTHN)-2-(Tpanc-4-(IMMETHIIAMHHO )M KIIOTeKCH )-2,4-TuMeTnII-7, 8-Turuapo-
[1,3]muokcoino[4,5-g]-uzoxunommu-5(6H)-oH;

9-mukorekcui-6-((4,6-nuMeTn-2-0kco- 1,2 -TuruaponupuANH-3 -1 ) METHI )-
2-(TpaHCc-4-(AUMETUIIAMHHO ) IUKJIOTEKCHI)-2,4-TuMeTn-7,8- Turupo-
[1,3]muokcono[4,5-g]-uzoxunommn-5(6H)-ox;

6-((4,6-numernn-2-okco- 1,2-AUruApONUpPUANH-3 -1 )MEeTHI )-2-(TpaHc-4-
(IMMETUIAMMHO )IUKJIOTeKCHI )-2,4-1ruMeTHn-9-(npon- 1 -eH-2-un)-7,8-auruapo-
[1,3]nuokcomno[4,5-g]-uzoxunoamn-5(6H)-oH;

6-((4,6-mumeTnn-2-0Kkco- 1, 2-TuruaAponupuIuH-3 -1 )MeTHI )-2-(TpaHc-4-
(IMMETUTAMIHO )[IUKJIOT€KCIT )-9-U30Iponii-2, 4-nuMeTH-7,8- Turuapo-
[1,3]nuokcomno[4,5-g]-uzoxunommn-5(6H)-oH;

6-((4,6-mumeTnin-2-0kco- 1, 2-TuruAponupuInuH-3 -1 )METHI )-2~(TpaHc-4-
(IMMETUITAMIHO )IIUKJIOTeKCI)-9-3THi-2,4-numerin-7,8-murunpo-[ 1,3 ] auokcono[4,5-
g|-m3oxunonun-5(6H)-oH;

6-((4,6-mumeTnin-2-0Kkco- 1, 2-TuruAponupuanH-3 -1 )MeTH )-2-(TpaHc-4-

(mumeTnIaMuHO )IMKIOrekeui)-9-(pypan-2-mn)-2,4-numerun-7,8-gurupo-
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[1,3]muokcono[4,5-g]-uzoxunonun-5(6H)-oH;

9-(3,6-nurunpo-2H-nupan-4-mn)-6-((4,6-numernn-2-okco-1,2-
IOUTUAPOTTUPUINH-3 -HJT)METH )-2-(TpaHC-4-(TUMETHIAMIHO ) LIUKJIOTEKCHT )-2,4-
aumetun-7,8-nquruapo-[ 1,3 |auokcono[4,5-g]-usoxunonus-5(6H)-oH;

6-((4,6-mumeTnn-2-0Kco- 1, 2-TUruApOnUpUINH-3 -1 )METHI )-2~(TpaHc-4-
(IMMETUIAMMHO )IUKJIOTeKCHIT )-2,4- TMMeTHIT-9-(TUPUIUH-3-11)-7, 8-TUruapo-
[1,3]nuokcono[4,5-g]-uzoxunonun-5(6H)-oH;

6-((4,6-mumeTnn-2-0Kco- 1, 2-TUruApONUpUINH-3 -1 )METHI )-2~(TpaHc-4-
(IMMETHUIAMHHO )IUKJIOTeKCHI)-2,4-TUMeTHIT-9-(THa301-5-1)-7,8-1urunpo-
[1,3]nuokcono[4,5-g]-uzoxunonuna-5(6H)-oH;

6-((4,6-mumeTnin-2-0kco- 1, 2-quruAponupuInH-3 -1 )MeTH )-2-(TpaHc-4-
(mumeTnIaMuHO )IUKIOrekcun)-2,4-numerun-9-(1-mernin- 1 H-nupazon-4-un)-7,8-
nurunpo-[ 1,3 ] aunokcono[4,5-g]-uzoxunonna-5(6H)-oH; u

6-((4,6-numeTni-2-0kco- 1,2-AuruaAponupuanH-3-ui)MeTi )-2-(TpaHc-4-

(IMMeTUIIAMUHO )IIUKJIOTeKCU)-2,4- IMMeTHII-5-0KkC0-5,6,7,8-TeTparuapo-

[1,3]auokcono[4,5-g]-u30XuHOMMH-9-KapOOHUTPHILIT.

8. (I)apMaL[eBTI/ILIeCKaSI KOMITIO3UIMsA, COACpKallad B Ka4€CTBE AKTHBHOI'O

UHIPEOUEHTa, COCOUHEeHHEe 1o Jirodomy w3 mm. 1 - 7 wmim ero ¢apManeBTHYECKH

MPUEMIIEMYHO COJIb.

9. dapmarieBTUYECKAsA KOMITO3ULUS TIO M. 8, MpeaHa3HAYEHHas AJis JICUeHUs
paka WM OMyXOJH, HW3JIEYHBAEMON MOCPEACTBOM HHTHOMpPOBAHUS (PepMEeHTATHBHOU

aktuBHoctu EZH1 (suxancep romonora 1 zeste) w/wim EZH2 (sHxancep romojora 2

zeste).
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10.  ®apmaueBTuveckuit npemnapar, cozeprKaluin yKa3aHHYIO

(apMaeBTUYECKYI0 KOMIO3ULIUIO TIO T1. 8.

11.  ®apmaneBrrueckuii npenapat no m. 10, BBIMOJHEHHBIH B popme TabNeToK,

MUIK0JIb, MOPOIIKA, KaIcCyJ, CUPOIia UKW SMYJIbCHUHU.

12, ®apmauesrudeckuii npenapar no n. 10, JonoJHUTENbHO COAEpIKALIUNI N0

MEHbILIEH Mepe OJHO COEOUHEHHE, BBIOPAHHOE W3 TPYMNbL,  BKIFOYAROIIEH

(I)apMaL[eBTI/ILIeCKI/I NPUEMIIEMBIC HOCUTECIINU, aABIOBAHTBI 1 HAITOJTHUTEIIN.

13.  IlpumeHeHue coeawHEeHUss 1o moOomy w3 mm 1 - 7 wmm ero

(dapMaLeBTUYECKU IPUEMJIEMON COJIU JIJIs JICYSHUS paKa UJTH OMyXOJIH.
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