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IMPOU3BOJHBIE [1,4]OKCA3EIINHO|2,3-C]IXHHOJIMHOHA B KAYECTBE
HUHI'MBUTOPOB BCL6

BBE/IEHHE

[0001] Hacrosiiee n300peTeHre OTHOCHUTCSI K OMpPEIEeNeHHBIM COSIUHEHHSIM, KOTOpbIE
BBIMOJHSIOT (QYHKIMIO UHruoOuTopoB aktuBHOCTH BCL6 (Oenka B-xnerouHoi mumdomsl 6).
Hacrosiiiee m3zoOpereHue Takke OTHOCHTCS K CIIOCOOAM TOJYYEHUs] NAHHBIX COSAMHEHUH, K
(apManeBTHYECKHM KOMITO3ULMSAM, COIEPXKAIMUM HMX, M K HUX MNPUMEHEHHUIO B JICYCHUH
nposndepaTUBHBIX HAPYIIEHHH, TAKIX KaK PaK, a TAKXKe Ipyrux 3a00eBaHUHA WIH COCTOSIHUM, B
KOTOpbI€ BOBJIeUeHa akTUBHOCTH BCLO.
YPOBEHb TEXHHKH

[0002] BCL6 mpencrasisier co0oil penpeccop TPAHCKPHUIILHUU € AOMEHOM '"LIUHKOBBIX
naynbleB”, KOTOPBIH WIrpaeT KIIOYEBYIO pPOJib B OOpPa3sOBaHWU W PA3BUTHH T'€PMHHATHBHBIX
LIEHTPOB, B KOTOPBIX B-KJIETKM MOABEPrarOTCs COMATHYECKONW TMIIEPMYTALMN U PEKOMOMHALIH
I'€HOB HMMMYHOIJIOOYJIMHOB C OOpa3oBaHMEM pa3HOOOpa3Hs aHTHTEN K PAAY 4Yy>KePOAHBIX
antureHoB (Dent et al., Science, 1997, 276, 589-592). BCL6 obecneunBaer nponudepanuio B-
KJIETOK, TPOAYLHUPYIOIIUX AHTUTENA, IyTeM pPENpecCuyd T'€HOB, BOBJEUEHHBIX B OTBET Ha
noBpexxnenue JIHK, ocraHoBky kierou”oro uukja u anonto3. BCL6 onocpenyer naHHyrO
penpeccuto myteMm pekpytupoBanusi Oenkos-kopenpeccopoB SMRT, NCoR u BCoR B moTuB
OonbLiol OOPO3aKH, KOTOPBIA 00pasyeTcst BIOJb rpaHuLbl neneii numepa nomena BCL6 BTB
(BR-C, Ttk u Bab) (Ahmad et al., Mol Cell, 2003, 12, 1551-1564; Ghetu et al., Mol Cell, 2008,
29, 384-391). I'eneTnveckoe nosbimeHue sxcnpeccrn reHa BCL6, kak HaOr01aeTest pyu MHOTUX
BU/IaX JIMM(OMBI, MPUBOAUT K Mposudepanun 3i10kadecTBeHHbIX B-knerok (Hatzi & Melnick,

Trends Mol Med, 2014, 20, 343-352). CnenoBaTenbHO, CYIIECTBYET HEOOXOOUMOCTH B

2 =

pa3paboTke CpencTB, KOTOpbIe MOAABISIOT OmyXxoyeodpasyromue cBoiictea BCL6 nubo mytem
CEeJIEKTUBHOTO CBsI3bIBaHMA ¢ ToMeHOM BTB 1 npenoTspaiueHust BOBIeUEHUs KOpenpeccopa, T0o
nyTeM cBsi3biBaHMs ¢ nomMeHoM BTB u wnpyuuposanus paspymenus: 6enka (Kerres et al. Cell
Rep., 2017, 20, 2860-2875; Bellenie et al., J. Med. Chem, 2020, 63, 4047-4068).
CYIHIHOCTb H30OBPETEHHUA

[0003] B cooTBeTCTBHU C MEPBBIM aCMIEKTOM HACTOSIIETO U300PETeHHs MPENyCMOTPEHO
COEMHEHHUE UJIH ero (papMalleBTHYECKH NPHEeMIIeEMasi COJb, TUAPAT WUJIH COJIbBAT, ONPEEICHHBIE

B IaHHOM JOKYMCHTE.

[0004] B cooTBercTBMM C JIONOJHUTENBHBIM AaCIEKTOM HACTOSLIEr0 H300peTeHUs
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npeaycMoTpeHa (papmaneBTHYeCKas KOMITO3ULMS, COAep Kallas COeUHEHNE, ONPEAEICHHOE B
TAHHOM JOKYMEHTE, WU ero (papManeBTHUeCKU MPUEMIIEMYIO COJIb, TUIPAT WJIU COJIBBAT B CMECH
¢ (hapMaLeBTUUECKH MTPUEMJIEMbIM Pa30aBUTENIEM UM HOCUTEIIEM.

[0005] B CcOOTBeTCTBHMH ¢ JONOJHHUTEIBHBIM aCIEKTOM HACTOSIIEro H300peTeHHs
npeaycMoTpeH crocod nomasienus akrusHocTd BCLO in vitro v in vivo, Ipy 3TOM yKa3aHHBIH
croco0 TpeaycMaTpUBaeT MNPHUBENEHHE KJIETKH B KOHTAKT € 3(PQPEKTHBHBIM KOJIUYECTBOM
COEAMHEHUs] WU ero (apmMaueBTUYeCKH MNPHEMJIEMOH CONM, THApaTa WIH COJbBarTa,
ONpPENETICHHBIX B JAHHOM IOKYMEHTE.

[0006] B cooTBercTBMM € JTOMOJHUTENBHBIM AaCIEKTOM HACTOSIIIEr0 HU300peTeHus
NPEeAyCMOTPEH crocod momaBiieHusl npojudepannu KIETOK i1 Vifro Wi in Vivo, TIPH 3TOM
YKa3aHHBII CIOCO0 MpeaycMaTpuBaeT TNPUBENEHUE KIETKH B KOHTAKT ¢ 3(PQeKTUBHBIM
KOJINYE€CTBOM COEIMHEHHMSI FITH eT0 (hapMaLeBTHUECKH IPUEMIIEMOH COJIY, THIPATa UJIH COJIbBATA,
OTIpeNeNIEHHBIX B JTAHHOM JOKYMEHTE, WIN (PapMaleBTUUYECKOH KOMITO3ULINHU, OTIPENENIEHHON B
JAHHOM JOKYMEHTE.

[0007] B cooTBercTBMM € IIONOJHUTENBHBIM AaCIIEKTOM HACTOSIIEro H300peTeHus
IpeAyCMOTPEH crocol JeueHust 3a001eBaHUs WM HAPYIIEHHs, B KOTOPbIE BOBJIEUE€HA AKTUBHOCTD
BCL6, y mnamueHTta, HYXOAOINErocss B TAaKOM JIEUEHUH, IPH O5TOM YKa3aHHBIH Crocod
IpefyCMaTpUBAET BBEACHUE YKA3aHHOMY MALIMEHTY TepaneBTHYeckH 3()(HEeKTHBHOTO KOJIMYECTBA
COeNMHEHUs] WM ero (apMaleBTHYECKH TPUEMJIEMOl CONHM, THapara WM COJIbBATa,
OTpeNeNeHHbIX B JAHHOM JOKYMEHTE, WiN (HapMaleBTHUYECKOW KOMITO3ULIMU, OTPENENIEHHON B
JAHHOM JIOKYMEHTE.

[0008] B cooTBercTBMM € [OMOJHUTENbHBIM AaCIEKTOM HACTOSIIEro H300peTeHus
NPEAYCMOTPEH Crocod JieueHus poTuQepaTHBHOrO HAPYIIEHHs Y MAleHTa, HY KIAIIIerocs: B
TAKOM JICUEHHH, TPH 3TOM VKa3aHHBIA CIOCOO MpenyCMaTpUBAeT BBEACHHUE YKAa3aHHOMY
NALUEHTY TepaneBTHUeCKU 3 (HEKTUBHOTO KOJUYECTBA COSAMHEHUS WIH ero (apMaleBTHUECKH
NPUEMIIEMON COJIM, TUApPaTa WM COJIbBATA, OMNPEAENICHHBIX B JAHHOM JAOKYMEHTE, WIH
bapmarieBTHIECKONH KOMITO3UIINH, OTIPENEIEHHON B TAHHOM JIOKYMEHTE.

[0009] B cooTBeTcTBMM C JTOMOJHUTENBHBIM AaCIEKTOM HACTOSIIEr0 H300peTeHus
NPEAYCMOTPEH CIOCcO0 JIEUEHHs paka y MalMeHTa, HY>KAAoIEerocst B TAKOM JICUEHUH, TIPU 3TOM
yKa3aHHBI Croco0 mpeaycMaTpuBaeT BBEACHHE YKA3aHHOMY MALMEHTy TepaneBTUYECKH
3¢ ($EeKTUBHOIO KOJIMYECTBA COSIUHEHHSI WM €r0 (papMaLieBTHYeCKHU MPUEMIIEMON COJIH, THApATa

Ui COJibBaTa, OINPEACICHHBIX B JAHHOM JOKYMCHTEC, WJIU q)apMaHeBTquCKOﬁ KOMITIO3HUILINH,
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ONPENEICHHONU B TAHHOM JOKYMEHTE.

[0010] B cooTBeTCTBHUM ¢ [OMOJHHUTEIBHBIM AaCIEKTOM HACTOSIIEro H300peTeHws
IPEeyCMOTPEHO COeMHEHUE WIN ero (papMaLeBTHYECKU IpHeMiIeMast COJlb, TUAPAT WIIH COJIbBAT
Wi (hapMaLeBTHYECKasT KOMIIO3HLIUS, ONpeeieHHbIE B JAHHOM JIOKYMEHTE, JUJIsl IPUMEHEHUS B
Teparuu.

[0011] B cooTBercTBMM € IOMOJHUTENbHBIM AaCIEKTOM HACTOSIIEr0 H300peTeHuUs
NPEAYyCMOTPEHO COETMHEHHUE WK ero (papMalleBTH4YeCKU pUeMIIeMast COJlb, TUAPAT WIIN COJIbBAT,
OTpeNeNIeHHbIE B JAHHOM JOKYMEHTE, WU (papManeBTH4ecKass KOMITO3ULHUS, ONpeNeIeHHas B
TaHHOM JOKYMEHTE, JUI MPUMEHEHHS B JICUSHUH TPOTU(PEPATHBHOTO COCTOSTHHSL.

[0012] B cooTBeTcTBMM € JTOMOJHUTENBHBIM AaCIEKTOM HACTOSIIEr0 HU300peTeHus
NPEAYCMOTPEHO COSIMHEHUE HIIH ero (papMalleBTUYECKH TPUEMIIEMasi COJIb, THAPAT HIIH COJIbBAT
Wi (papMaLeBTHYECKas] KOMIIO3ULHUS, ONPeesIeHHbIE B JAHHOM JIOKYMEHTE, JUIsl IPUMEHEHHS B
neueHun paka, BUY, cencuca, peakuuu "TpaHCIJIAHTaT NPOTUB XO3sIMHA", HEAJIKOTOJIbHOM
KUPOBOH OOJIE3HN NEUEHH, HEAIKOTOJIbHOTO CTEATOrenaTHTa Uik ayTOMMMYHHBIX 3a00JI€BaHHH.
B KOHKpeTHOM BapHaHTe OCYINECTBJIEHUS paK MPEACTaBIsieT COOON pak y 4esoBeKa.

[0013] B cooTBercTBMM € ITONMOJHUTENBHBIM AaCIEKTOM HACTOSIIEero H300peTeHus
NPEAyCMOTPEHO COEIMHEHHUE WK ero (papMalleBTHUeCKH pueMiieMast COJlb, TUAPAT HIIN COJIbBAT,
OmpeeeHHbIe B JTAHHOM JIOKYMEHTE, JJIs1 IPUMEHEHUs B noaasieHnu aktuBHoctu BCLO.

[0014] B coOTBeTCTBUM ¢ [OMOJHHUTEIBHBIM AaCIEKTOM HACTOSIIIEro H300peTeHws
NPEAyCMOTPEHO COETMHEHHUE WK ero (papMalleBTU4eCKU NpUeMIIeMast COJlb, TUAPAT WK COJIbBAT,
OTpeeNIeHHbIE B JAHHOM JJOKYMEHTE, JIJIsl IPUMEHEHUS B JICUSHUU 3a00JI€BaHMSI W HAPYILEHUS,
B KOTOpbIe BoBJIeueHa akTuBHOCTh BCLO6 (Takux kak pak, BUY, cencuc, peakius "TpaHCIIaHTAT
NPOTHUB XO3sIMHA", HEAJIKOT OJIbHAS KHPOBast 00JIE3Hb IEUEHH, HEAIKOTOJIbHBIA CTEATOTeNaTHT UITH
ayTOUMMYHHBIE 3a00JIeBaHUSI. ).

[0015] B cooTBercTBMM € MTOMOJHUTENBHBIM AaCIEKTOM HACTOSIIEr0 HW300peTeHus
NPEAYCMOTPEHO TPHMEHEHHE COEIUHEHHs WIH €ro (papMaleBTHUECKH NPUEMIIEMON COJIH,
rUapaTa Win CojbBaTa, ONpeleeHHbIX B JaHHOM JOKYMEHTE, B U3TOTOBJIEHUHU JIEKAPCTBEHHOIO
npernapaTa i JIe4YeHUs1 Pon(epaTUBHOTO COCTOSHUS.

[0016] [IpenmoururenpHo mponudepaTHBHOE HAPYIIEHHWE TNPEACTABIsIET COOOH pak,
NOIXOMAIINM IPUMEPOM SIBJISIETCSl paK dejoBeKa (Hampumep, BUABI reMo0JIacTo3a, Takue Kak
Buabl suMpombl (B ToM umcne nud¢ysHas B-kpynHoknetounas aumpoma (DLBCL),

dommukynspras numpoma (FL), mumpoma bepkurra (BL) u anrmommmynoOnactHas T-
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kierouHas auMmpoma (AITL)), Buasl neiikoza (B TOM 4yucie OCTPbIH JUM(POONIACTHBIN JIEHKO3
(ALL), octpsrit Muenounsbiii neriko3 (AML) u xponnueckuit muenouassii neriko3 (CML)), u
MHO’KECTBEHHAs] MHEJIOMA, U COJIMIAHBIE OMYXOJH (B TOM YHCIIE IIOMA, PAK MOJIOYHOMH JKee3sl,
HeMeKokneTouHbIH pak jerkoro (NSCLC) u Bunsl miockokietouHoi kapiuaomsel (SCC) (B Tom
yucyie SCC royioBsl U €U, MUIINEBOAA, JIETKOTO U STMYHUKA)).

[0017] B cooTBercTBUM € JIOMOJHUTENBHBIM AaCIEKTOM HACTOSIIEro H300pEeTeHMsI
NPEAYCMOTPEHO TPHMEHEHHE COENUHEHHMs WIH ero (papMaleBTHYECKH NPUEMIIEMON COJIH,
ruapaTa Wid CojlbBaTa, ONpeleleHHbIX B JaHHOM AOKYMEHTE, B U3TOTOBJIEHUHU JIEKAPCTBEHHOTIO
npenapara AJjis JISYeHUs PaKa.

[0018] B cooTBercTBUM € JIOMOJHUTENBHBIM AaCIEKTOM HACTOSIIETO W300pEeTeHHS
NPEAYCMOTPEHO TPHMEHEHHE COENUHEHHMs WIH ero (papMaleBTHYECKH NPUEMIIEMON COJIH,
rUapaTa Win cojlbBaTa, ONpeleeHHbIX B JaHHOM JOKYMEHTE, B U3TOTOBJIEHUHU JIEKAPCTBEHHOIO
npenapara s nojgasiieHus akTuBHOCTH BCLO.

[0019] B cooTBercTBMM € JTOMOJHUTENBHBIM AaCIEKTOM HACTOSIIEr0 H300peTeHuUs
NPEAYCMOTPEHO TpPHMEHEHHE COeIUHEHMs WIM ero (¢papMaleBTHYECKH NPUEMIIEMON COJH,
TUApaTa WK COJbBaTa, ONpPeNeNeHHbIX B JAHHOM AOKYMEHTE, B U3TOTOBJIEHUHU JIEKAPCTBEHHOIO
npernapara A JieueHus 3a00JIeBaHNs HIIM HAapyIIEeHUs], B KOTOpbIe BoBJieueHa akTuBHOCT BCLO.

[0020] B coOTBeTCTBUM C [OMOJHHUTEIBHBIM AaCIEKTOM HACTOSIIEro H300peTeHuHs
IPeNyCMOTPEH CHOCO0 MOJy4YeHUs] COSANHEHUS WK ero (hpapMareBTHUECKH MPUEMIIEMOH COJH,
ruzpaTa Wid COJIbBaTa, ONPEAEICHHBIX B JAHHOM TOKYMEHTE.

[0021] B cooTBercTBMM C [ONOJHUTENbHBIM AaCIEKTOM HACTOSIIEro H300peTeHus
NPEAyCMOTPEHO COETMHEHUE WK ero (papMalleBTU4YeCKU MpUeMIIeMast COJlb, TUAPAT WU COJIbBAT,
MOJIy4aeMble C IOMOIIBIO, UM MOJYYEHHBIE C TOMOLIBIO, UJIN HEMOCPEACTBEHHO MOJYUYEHHBIE C
MIOMOLIIBIO CITOCO0a MOyYeHHsI COSAMHEHUS], ONPEAEIICHHOTO B JAHHOM JJOKYMEHTE.

[0022] B cooTBercTBMM € MTOMOJHUTENBHBIM AaCIEKTOM HACTOSIIEr0 HW300peTeHus
IIPEeIyCMOTPEHbI HOBbIE NPOMEXKYTOUHBbIE COEAMHEHUs, ONpEeNeHHble B JaHHOM JOKYMEHTE,
KOTOpbIE SIBISIFOTCS TMOAXOMAIIMMH Ui TPUMEHEHUs B JIIOOOM M3 CrocoOOB CHHTE3a,
M3JIO’KEHHBIX B JAHHOM JJOKYMEHTE.

IHOJPOBHOE OITHCAHHUE H30OBPETEHHUA

Onpenenenus

[0023] Ecnn He yka3zaHO WHOE, CIEAYIOIIME TEPMHUHBI, UCIOJIb3YyEeMble B ONUCAHUU U

dbopmyie u300peTeHNs], UMEIOT CIEAYIOIINE 3HAUYEHUS, H3JI0KEHHbBIE HIDKE.
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[0024] Cnenyer mpuHUMaTb BO BHUMAHHE, YTO CCbUIKM HAa TEPMUH 'OCYLIECTBJIEHUE
JedeHus" win "nedeHue" BKIIIOYAIOT NMPOQUIAKTHKY, a Takke OOJIerdeHue yCTaHOBJIEHHBIX
CHUMIITOMOB cocTOsiHMsL. ClenoBaTeNbHO, TEPMUH "OCylLIeCTBieHHe JedeHus" i "nedeHue"
OONE3HEHHOTO COCTOSIHMS, HApPYLICHUs] WM COCTOSIHUS BKJrouaer: (1) mpenympexxneHue wim
3aMeJIeHUE TIOSIBJICHUsI KJIMHUYECKUX CHMIITOMOB OOJIE3HEHHOTO COCTOSIHUS, HAPYLICHHS MU
COCTOSIHUSI, PA3BHBAIOIIUXCS Y YEJOBEKA, KOTOPBIH MOXKET OBITh MOpakeH OOJEe3HEHHBIM
COCTOSTHUEM, HapyIIEHUEM HITH COCTOSIHUEM HIJTH TIPEAPACTIONIONKEH K HUM, HO €I11€ HE UCTIBITHIBAET
KJIMHAYECKHE WM CYOKJIMHHUYECKHE CHMIITOMBI OOJIE3HEHHOTO COCTOSIHUS, HAPYLICHHS I
COCTOSIHUS, WJIM OHHM HE€ TpPOSIBISIFOTCA Y Hero, (2) mopaBieHHe OOJE3HEHHOTO COCTOSHUS,
HAPYLICHUS] WA COCTOSIHUS, T. €. KYMUPOBAHUE, CHU)KCHUE CTENICHH TN 3aMEJIEHUE Pa3BUTHS
3a00NeBaHMs WK €r0 PeLUANBa (B Clydae MOANEPKUBAIOIIErO JICUSHHsT) WIIA TT0 MEHbIIeH Mepe
OJHOTO €ro KJIMHUYECKOro WM CYOKJIMHHUYeCKOro cummnroMa miu (3) obnerdenne wimm
ocnabneHue 3a0oneBanus, T. €. odecrieueHne perpeccuu OONE3HEHHOTO COCTOSHUS, HapyIIeHHs
WIN COCTOSTHUSI WM O MEHbIIEH Mepe OJHOro M3 MX KIWHHYECKHUX WM CYOKIMHUYECKHX
CHMITTOMOB.

[0025] "TepaneBTudecku 3P PeKTHBHOE KOTUUECTBO" 03HAUAET KOJIMYECTBO COSIUHEHUS,
KOTOpOE, TPU BBEEHUH MJIEKOIUTAIOIIEMY AJIS JIeUeHUs 3a00JI€BaHNs, SIBJISETCS JOCTATOUYHBIM
ISl OCYINECTBJICHUS] Takoro JedeHuss 3aboneBanus. "TepaneBruuecku s¢ddexkTuBHOE
KOJI4YecTBO" Oy/IeT M3MEHATHCS B 3aBUCUMOCTH OT COCIMHEHUs, 3a00JI€BaHNs U €r0 TSDKECTH, a
TaKke BO3PAcTa, BECA U T. Jl. MIIEKOIUTAIOLIETO, TOJIEKALIETO JIEYEHHIO.

CoeavHEHHS 0 HACTOSAIEMY H300PETEHHIO

[0026] B onHOM acmekTe HacTosilee M300peTEeHHE OTHOCUTCS K COSAMHEHMSIM WJIH UX
(bapMarieBTUYECKH PUEMJIEMBIM COJISIM, THIPATaM WA COJIbBATaM, BBIOPAHHBIM M3 CIIEIYIOLIUX
COEIMHEHUIL:

(S)-10-((5-x10p-2-(3,3-nudropazeTuan- 1 -1 IUPUMHINH-4-1JT)aMHUHO ) -2 - LIUKJIOTIPOTTHI-
3,3-mu¢rop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazennno| 2,3-c|xunonua-6(7H)-ona  (mpumep
la);

(S)-10-((5-x10p-2~(4-IMKIOTIPONNII-3 -OKCONUTIEPA3H- | -FIT) TUPUMHU U H-4-1IT)aMHHO )-2 -
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-[ 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-

6(7H)-ona (mpumep 1b);



(S)-10-((5-x10p-2-((S)-3,4-numMeTunn-5-okconunepasuH- 1 -uia)MupUMUANH-4- 11 )aMUHO )-2-
nukJonponui-3,3-augTop-7-merun-1,2,3,4-rerparuapo-| 1,4]okcaszennsol 2,3-c | X MUHOIMH-
6(7H)-oHa (mpumep 1c¢);

(S)-10-((5-x10p-2~((2-rUAPOKCH-2 -METHIIPOTTHIT)aAMUHO ) TUPUMHTUH-4-HJT)AMHUHO )-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-onHa (npumep 1d);

(S)-10-((2-((1R,4R)-2-okca-5-a3abunukino[ 2.2. 1 Jrentan-5-m)-5-X1I0pIUpUMUIH-4-
WJT)aMUHO)-2-IuKJIonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c]xunonuH-6(7H)-oHa (mpumep le);

N-((3S,5R)-1-(5-xmop-4-(((S)-2-uuknonponun-3,3-nudrop-7-meTnin-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c|xuHonmMH- 1 0-1mi1)aMIHO )TUpUMHUANH-2-11)-5-
METUINHIEPUANH-3 -nin)aneramuna (npumep 1f);

N-((3R,55)-1-(5-xmop-4-(((S)-2-uuknonponun-3,3-gudrop-7-metni-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c|xuHonuH- 1 0-1mir)aMiHO )TUpUMHANH-2-1T)-5-
METUJINHIEPUANH-3-un)aneramusaa (nmpumep 1g);

(S)-10-((5-x10p-2-((3S,5R)-3-(muMeTUIAMUHO)-5-METUIINUIIEPUINH- | -UIT) TUPUMHUAUH-4 -
WJT)aMUHO)-2-IuKJonponui-3,3-qudrop-7-metmn-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c]xunonun-6(7H)-ona (mpumep 1h);

(S)-10-((5-x710p-2~((S)-3 -ruapOKCUIUNIEPUAH- | -HJT) TUPUMHUTUH-4-1JT)AMHUHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-ona (mpumep 11);

(S)-10-((5-x10p-2-((R)-3-rugpokcununepuanH- 1 -ua) mupUMUANH-4- 11 )aMHHO)-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oHa (mpumep 1j);

(S)-10-((5-x70p-2-((S)-3 -MeTunnunepuarH- 1 -1i1) T pUMUAANH-4- 1T )aMHHO ) -2 - LTUKJIOTP OTTHJI-
3,3-mu¢rop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazennno| 2,3-c|xunonua-6(7H)-ona  (mpumep
1k);

(S)-10-((5-x10p-2-((R)-3-MeTunnumnepuuH- 1 -1 puMUANH-4-1I1)aMHHO )- 2 -LTUKJIOTP OTTHJI-
3,3-mu¢rop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazennno| 2,3-c|xunonua-6(7H)-ona  (mpumep

10):

2
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(S)-10-((5-xn0p-2-(3-pTOp-3-MeTUnazeTuANH- 1 -1 TUPUMUINH-4- 1T )aMUHO )-2-
ukonponui-3,3-nudrop-7-metn-1,2,3, 4-rerparunpo-| 1,4]Jokcaszenuno|2,3-¢|X MIHOINH-
6(7H)-oHa (mpumep 1m);

(S)-10-((5-x10p-2-(3-rUapPOKCH-3-METHIA3E€TUAUH- | - 1T ) TUPUMHUTUH-4-UJT)aMHHO )-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-ona (npumep 1n);

(S)-2-umknonponun-3,3-mudrop-10-((5-prop-2-((3R,5S)-3-rugpokcu-S-mMeTunnunepuans- 1 -
W) TUPUMHIUH-4-1T1)aMUHO)-7-MeTr- 1,2,3 4-tetparuapo-| 1,4]okcaszenuno[ 2,3 -¢ | XHHOIMH-
6(7H)-ona (mpumep 2a),

(S)-2-umknonponmi-10-((2-(4,4-nud ropnunepunus- 1 -ui)-S-propnupuMuAHH-4-1JT)aMHHO )-
3,3-mudrop-7-metuin-1,2,3 4-rerparuapo-| 1,4 okcazenuno| 2,3 -c|xunHonua-6(7H)-ona  (mpumep
2b);

(S)-10-((2-(3-okca-8-azadunukio| 3.2.1]okTaH-8-11)-5-XTOp MU PUMHINH-4- 1T )JaMHUHO )-2-
ukJonponui-3,3-gudrop-7-(merun-d3)-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c][1,8]HadTrpuanna-6(7H)-0Ha (mpumep 3a);

(S)-10-((5-xmop-2-(3-metui-1,2,4-0kcanuazon-S-ui ) IupuAnH-4- 11 )aMIHO )-2 - [TUKJIOTPOTTHJI-
3,3-nudrop-7-metmi-1,2,3 4-rerparuapo-| 1,4 ]okcazenuno| 2,3 -c|xuHonua-6(7H)-ona  (mpumep
4a);

(S)-10-((3-x710p-2-propnHUpHINH-4-1IT)aMUHO )-2 - IUKJIONpOnui-3,3-audTop-7-MeThII-
1,2,3,4-tetparunpo-[ 1,4 okcazennno[2,3-c|xunoann-6(7H)-oHa (mpumep 4b);,

(S)-2-mmknonponui-10-((2,3-guxnopnupuauH-4-un)aMuHo)-3,3-nudrop-7-metmin-1,2,3 4-
teTparunpo-| 1,4]Jokcazennno[2,3-c|xunonun-6(7H)-ona (mpumep 4c¢);

(S)-10-((2-x10p-3-pTOpNIHPUANH-4-HIT)aMHHO ) -2 - TUKJIONPOIHII-3,3- 11 TOP-7-METHII-
1,2,3,4-tetparunpo-[ 1,4 ]okcazenunno[2,3-c|xunoma-6(7H)-oHa (mpumep 4d);,

(S)-10-((3-x710p-2-METHIMHPUANH-4 -1 )aMHUHO ) -2 -IUKJIONPOIHI-3,3-1uTOP-7-METHII-
1,2,3,4-tetparunpo-[ 1,4]okcazennno[2,3-c|xunomnna-6(7H)-oHa (mpumep 4e);

(S)-2-muknonpornuin-3,3-gudTop-10-((5-pTop-2-((1R,5S,7R)-7-runpokcu-3-okca-9-
azabunmkio[3.3. 1 |HoHaH-9-mn) mupuMUANH-4-1JT)aMIHO )-7-MeTwI- 1,2, 3 4-TeTparunpo-
[1,4]okcazennno| 2,3-c|xunonuH-6(7H)-oHa (mpumep Sa);

(S)-10-((5-xnopupuMUINH-4-1T)aMHHO )-2-HUKJIonponi-3,3-qudrop-7-metni-1,2,3,4-

teTparunpo-| 1,4]okcazennno|2,3-c|xunonun-6(7H)-ona (mpumep 6a);
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(25)-10-((2-(3-auerun-3,8-guazadunuknol 3.2. 1 Jokran-8-mn)-5-x10pnupuMuanH-4-
WJT)aMUHO)-2-HuKonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[ 2,3-
c]xunonun-6(7H)-oHa (mpumep 7a),

(25)-10-((2-(8-auerwnn-3,8-guazadunmkino[ 3.2. 1 JokTan-3-1i)-5-X JI0pIUpUMUIH-4-
WJT)aMUHO)-2-HUKJIonpornui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c]xunonuu-6(7H)-ona (mpumep 7b);

(S)-10-((5-x10p-2-(AUMETHIIAMUHO ) TUPUMHIUH-4-1JT)aMUHO )-2-LUKJIONponii-3,3 -audrop-

7-metun-1,2,3,4-rerparunpo-[ 1,4]okcazenuno| 2,3-c|xunonnua-6(7H)-ona (mpumep 8a);

(S)-10-((5-x10p-2-((3S,5R)-3-pTOp-S-rEapoKcUNHIEpUINH- | -AIT) TUPUMUAAHH-4-HIT)aMHHO )-

2-nukyonponi-3,3-nqudrop-7-metmi-1,2,3,4-rerparuapo-[ 1,4 |okcazenuHo[ 2, 3-C [ XUHOIMH-

6(7H)-ona (mpumep 9a);

(S)-10-((5-x10p-2-((3R,5S)-3-pTOp-S-ruapokcunUnepuIuH- 1 -A1) MU pUMUAAHH-4-1IT)aMHHO )-

2-uuknonponi-3,3-nqudrop-7-meTmi-1,2,3,4-rerparuapo-[ 1,4 |okcazenuHo[ 2, 3-C [ XUHOIMH-
6(7H)-oHa (mpumep 9a),

(S)-10-((5-x70p-2-((S)-3-((mMMETHIAMUHO )METHIT) TUTIEPUANH- | -1 TUPUMU T H-4-
WJT)aMUHO)-2-HuKJIonponui-3,3-qudrop-7-metmn-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c|xunonuH-6(7H)-ona (mpumep 9b);

(3R,55)-1-(5-xn0p-4-(((S)-2-umxnonpomnun-3,3-nudrop-7-meTui-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c[xuHomuH- 1 0-11)aMIHO )TUpUMHANH-2-11)-N-3THJI-5-
METHIITUTNIEPUINH-3-KapOokcamuza (pumep 9¢);

(3S,5R)-1-(5-xnop-4-(((S)-2-uuknonponui-3,3-gudTop-7-MeTni-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c[xuHonuH- 1 0-mn)aMuHO )TupUMHINH-2-11)-N-3THI-5-
METHIIUTIEPUIH-3-KapOokcamuna (mpumep 9¢);

(S)-10-((5-x10p-2-((3R,5S)-3-(rUIpOKCUMETHIT)-S-METHIIMTUNIEPUTUH- | -1 TUPUMHUITH-4 -
WJT)aMUHO)-2-IUKJIonponui-3,3-nqudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c]xunonuH-6(7H)-ona (mpumep 9d);

(S)-10-((5-x10p-2-((3S,5R)-3-(rHIpOKCUMETHIT )-S5 -METHIITUTIEPUTUH- | -1 TUPUMHUITH-4 -
WJT)aMUHO)-2-IUKJIonponui-3,3-qudrop-7-metmn-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-

c|xunonuu-6(7H)-ona (mpumep 9d);

(S)-10-((5-x10p-2-((R)-4,4-nudpTop-3 -ruapoKCUNUIEePUINH- | -1IT) T pUMUAANH-4-1IT)aMHHO )-

2-nuksonponui-3,3-nugrop-7-metun-1,2,3 4-rerparunpo-[ 1,4]okcazenuno|2,3-c|xuHONMMH-

6(7H)-ona (mpumep 9e),
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(S)-10-((5-x10p-2-((S)-4,4-nu¢pTop-3-ruapOKCUIHUIIEPUINH- | -UIT) THPUMUANH-4- 1T )aMHUHO )-
2-nuksonponui-3,3-nugrop-7-metun-1,2,3 4-rerparunpo-[ 1,4 ]okcazenunol 2,3-c|xuHONMMH-
6(7H)-oHa (mpumep 9e);

(S)-10-((5-x10p-2-((R)-3-(propmernn)nunepuaut- 1 -ua) mupuMUIH-4-UJT)aMHUHO)-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-ona (mpumep 9f);

(S)-10-((5-x10p-2-((S)-3-(propmeTwn)munepuauH- 1 -Ua) TUPUMUANH-4- 1T )aMHHO)-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-[ 1,4]JokcazenuHo| 2,3 -C [ X MHOJIUH-
6(7H)-ona (mpumep 9f);

2-((R)-1-(5-x10p-4-(((S)-2-uuknonponun-3,3-gudrop-7-metun-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c [xuHOIMH- 1 0-11)aMIHO ) TUPUMHUIUH-2-1JT) TUTIEPUIUH-3 -
winaneramuna (npumep 9g);

2-((S)-1-(5-xm0p-4-(((S)-2-umxnonponui-3,3-nudrop-7-meTni-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -¢ [xuHoMMH- 1 0-11)aMIHO ) TUP MU H-2-WJT) TUTIEPUIUH-3 -
winaneramuna (mpumep 9g);

(S)-10-((5-x10p-2-((S)-3-(muMeTUIAMHUHO ) TUIIEPUANH- | -1IT) TUPUMUINH-4-1IT)aMHHO )-2 -
nuksonponui-3,3-nqudrop-7-metun-1,2,3 4-rerparunpo-| 1,4]okcazenuno[ 2,3-c| X M1HONINH-
6(7H)-ona (mpumep Sh);

(S)-10-((5-x710p-2-((R)-3-(muMeTHIAMHHO )TUTIEPUAMH- | -1 ) TUPUMHTUH-4-1JT)aMUHO)-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-onHa (mpumep 91);

3,4,6,7-rekcarugpo-

(R)-1-(5-xnop-4-(((S)-2-umknonponui-3,3-gudTop-7-mMeTun-6-okco-1,2,3,4,6,
[1,4]okcazenuno|2,3-c[xuHONMH-10-11)aMIHO )TUpUMUANH-2-11)-N-3THi-4,4-
mudroprnunepunuH-3-kapookcamuna (mpumep 9);
(S)-1-(5-xnop-4-(((S)-2-uuknonponmi-3,3-gudrop-7-meTnin-6-okco-1,2.3,4,6,7-rekcarugpo-
[1,4]okcazenuno| 2,3-c|xuHONMH-10-11)aMIHO )TUPUMUARH-2-11)-N-3THi-4,4-
mudroprnunepunuH-3-kapookcamuna (mpumep 9);
N-(((R)-1-(5-xmop-4-(((S)-2-muknonponuin-3,3-nudTop-7-metmn-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazennnol 2,3 -c[xuronuH- 1 0-mn)aMuHO )TupUMHANH-2-11)-4,4-

mudroprnunepunnH-3-min)merin)-N-stunaneramuna (npumep 9k);
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10

N-(((S)-1-(5-xmop-4-(((S)-2-uuknonponmui-3,3-gudTop-7-meTmn-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenuno| 2,3 -c|xuHoaus- 1 0-u1)aMuHO )TUPUMUIUH-2-11)-4,4-
auTopnunepuauH-3-min)MeTni)-N-strinaneramuna (mpumep 9k);

(S)-10-((5-x10p-2-((1R,4R)-5,5-nudrop-2-azabuumko[2.2. 1 JrentaH-2 -1 ) TUPUMHITH-4-
WJT)aMUHO)-2-HUKJIonpornui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c]xunonun-6(7H)-ona (mpumep 91);

(S)-10-((5-xm0p-2-((18,45)-5,5-nudrop-2-azadunmkio[ 2.2. 1 Jrentan-2-nia) MU pUMUAAHH-4 -
WJT)aMUHO)-2-IuKJIonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c|xunonuu-6(7H)-ona (mpumep 91);

N-((R)-1-(5-xnop-4-(((S)-2-uuknonponun-3,3-audrop-7-mernn-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c[xuHonuH- 1 0-1mn)aMuHO )TUpUMHANH-2-11)-4,4-
mudroprnunepunuH-3-mn)-N-Metnnaneramuaa (nmpumep 9m);

N-((S)-1-(5-x10p-4-(((S)-2-umnknonponmi-3,3-nudTop-7-meTnia-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c|xuHonuH- 1 0-mn)aMuHO )TupUMHANH-2-11)-4,4-
mudroprnunepunus-3-mn)-N-metninaneramuaa (nmpumep on);

(S)-10-((5-x10p-2-(4-PpTOp-4-(rUAPOKCUMETIIT ) TUIIEPU N H- | -1IT) U pUMUANH-4- 1T )aMHHO )-
2-nuksonponui-3,3-nugrop-7-metuin-1,2,3 4-rerparunpo-[ 1,4]okcazenuno|2,3-c|xuHONMMH-
6(7H)-ona (npumep 90);

(S)-10-((5-x10p-2-((R)-3-(ruapoKCUMETII ) IUTIEPUINH- | -1JT) T PUMUAMH-4-H1JT)aMUHO)-2-
uKJonponui-3,3-gudrop-7-merui-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJUH-
6(7H)-onHa (mpumep 9p);

(S)-10-((5-x710p-2-((S)-3-(TUIPOKCUMETHI ) TUTIEPUANH- | -1JT) TUPUMHUAUH-4- 11T )AMUHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-ona (mpumep 9q);

(S)-10-((5-xm0p-2-((1S,5R)-3-3T171-2-0KCO-3,8-A1Mazaduimkio[ 3.2. 1 JokraH-8-

W) TUPUMH U H-4-1JT)aMUHO )-2-IUKJIonporit-3, 3 -nudrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcazenmno|2,3-c|xuronuH-6(7H)-ona (mpumep 9r);

(S)-10-((5-xm0p-2-((1R,5S)-3-3T17-2-0KCO-3,8-aMazadbumkio[ 3.2. 1 JokraH-8-

W) TUPUMH I H-4-1JT)aMUHO )-2-IUKJIonpomi-3, 3 -nudrop-7-merun-1,2,3 4-rerparuapo-

[1,4]okcazenuno|2,3-c]xuronuH-6(7H)-ona (mpumep 9r);



10

15

20

25

30

11

(S)-10-((5-x10p-2-((3S,5R)-3,5-nupropnunepuanH- 1 -un) mupuMUINH-4-11)aMHHO )-2-
nukJonponui-3,3-augTop-7-merun-1,2,3,4-rerparuapo-| 1,4]okcaszennsol 2,3-c | X MUHOIMH-
6(7H)-oHa (mpumep 9s);

(S)-10-((2-(6-auermn-2,6-nuazacnupo| 3.3 JrenraH-2-1i)-5-XJOPTUPUMHUAUH-4 -1 )AMUHO )-2 -
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oHa (mpumep St);

(S)-10-((5-x10p-2~((2-rUAPOKCH-2-METHITPOTTHIT ) (METHIT )AMHUHO ) TUPUMHU AU H-4-FJT)AMUHO ) -
2-nuknonponui-3,3-qudrop-7-meTuin-1,2,3,4-rerparuapo-[ 1,4 okcazenuHo[ 2, 3-C [ XUHOIMH-
6(7H)-onHa (mpumep Su);

(S)-10-((5-x10p-2~((3-rumpokcH-3-MeTUa0y THII ) METHIT )aMUHO ) TUPUMH TN H-4-1JT)aAMUHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuno|2,3-C [ X MUHOWH-
6(7H)-onHa (mpumep 9v);

(S)-10-((5-x10p-2-(6-(umkmonponunimMeTi)-2,6-quazacnupo| 3.3 rentaH-2-1in) MU pUMUAAH-4 -
WJT)aMUHO)-2-HUKJIONponui-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c|xunonuu-6(7H)-oHa (mpumep 9w);

(25)-10-((5-xmop-2-(6-((2,2-mudropruknonponuin)MeTin)-2,6-quasacnupol 3.3 Jrenras-2-
W) TUPUMUIUH-4-1JT)aMUHO)-2-1iukJionponui-3,3-gudrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcazenuno|2,3-c]xunonun-6(7H)-oHa (mpumep 9x),

(25)-10-((5-xnmop-2-(8-(ukaonponuamer)-3,8-nrazadurukno[ 3.2. 1 Jokran-3-

W) TAPUMH A H-4-1JT)aMUHO )-2-HUKJIOTPOnuI-3,3-nudrop-7-metuin-1,2,3,4-retparuapo-
[1,4]okcazenuno|2,3-c|xunonun-6(7H)-ona (mpumep 9y);

(25)-10-((5-xnmop-2-(8-((2,2-nudropuukaonpornmia)mMeTin)-3,8-nnazadbuumkiio[ 3.2. 1Jokran-3-
W) TUPUMHIUH-4-1JT)aMUHO )-2-IUKJIonpori-3, 3 -nudrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcazenmno|2,3-c[xunonuH-6(7H)-oHa (mpumep 9za);

(S)-10-((5-x10p-2-((3R,5R)-3-ruapoKkcu-S-MeTUune puAnH- 1 -1 TUpUMH I H-4-
WJT)aMUHO)-2-IUKJIonponui-3,3-qudrop-7-metmn-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c]xunonuH-6(7H)-oHa (mpumep 9zb);

(S)-10-((5-x10p-2-((3S,4R)-3,4-nupropriunepuanH- 1 -vn) IUpUMUINH-4-11)aMHHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-[ 1,4]Jokcazenunno| 2,3 -C [ X MHOJIUH-

6(7H)-ona (mpumep 10a);
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(S)-10-((5-x10p-2-((3R,45)-3,4-nupropnunepuanH- 1 -1 MUpUMUINH-4-1T)aMHHO )-2-
nukJonponui-3,3-augTop-7-merun-1,2,3,4-rerparuapo-| 1,4]okcaszennsol 2,3-c | X MUHOIMH-
6(7H)-oHa (mpumep 10a);

(S)-10-((5-x10p-2-((3S,4S)-3,4-nudpTopnunepuauH- | -uia) MupUMUIH-4-UJT)aMHHO)-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-onHa (mpumep 10b);

(S)-10-((5-x10p-2-((3R,4R)-3,4-nudpropriunepuanH- 1 -1 TUPUMHUIUH-4-UIT)aMHHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-[ 1,4]JokcazenuHo| 2,3 -C [ X MHOJIUH-
6(7H)-ona (mpumep 10b);

(S)-10-((5-x10p-2-((R)-3-MeTokcunmunepuanuH- 1 -1m) MupUMUINH-4-1J1)aMHHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJWH-
6(7H)-ona (mpumep 10c¢);

(S)-10-((5-x10p-2-((S)-3-MeToKCHUIHIIepUIUH- | -UIT)THPUMUANH-4- T )aMHHO))-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-ona (mpumep 10c¢);

(S)-10-((5-¢prop-2-((3S,4R)-3,4-nudpTopnunepuut- 1 -1 nupUMHUANH-4-1IJ1)aMUHO))-2-
nuksonponui-3,3-nqudrop-7-metun-1,2,3 4-rerparunpo-| 1,4]okcazenuno[ 2,3-c| X M1HONINH-
6(7H)-oHa (mpumep 10d);

(S)-10-((5-¢prop-2-((3R,4S)-3,4-muropnunepuant- 1 -nin)IUPUMUAANH-4-1T)aMHUHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-ona (mpumep 10d);

(25)-10-[[S-xnop-2-(4-meTmi- 1 ,4-nrazenan- 1 -un) mupuMuINH-4-1J1 | aMUHO | -2- LU KIIOTTPOTT I
3,3-mudrop-7-metun-2,4-nuruapo- 1 H-[ 1,4]okcasenuno| 2, 3-c [xuHoMMH-6-0Ha (mpumep 11a);

(S)-10-((5-x10p-2-((R)-3 -3 THNNIIIIEpUANH- | -1JT) T pUMUANH-4-HJT)aMHHO ) -2 -ITUKJIOTP OTTHJI-
3,3-mu¢rop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazenuno| 2,3-c|xunonun-6(7H)-ona  (mpumep
11b);

(S)-10-((5-x70p-2-((S)-3 -3 THNTIUIIEPUANH- | -WIT) TUPUMHUANH-4- 1T )aMHHO )-2 - ITHKJIOTPOTIHII-
3,3-mu¢rop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazennno| 2,3-c|xunonua-6(7H)-ona  (mpumep
11b);

(S)-10-((5-xm0p-2-((R)-3-Merunazenan- | -wn) mupuMHUINH-4-1J1)aMUHO )-2-IIUKJIONPOINI-3, 3 -

oudrop-7-metmin-1,2,3,4-rerparunpo-| 1,4]okcazeruno| 2,3 -c | xunomun-6(7H)-ona (mpumep 11c¢);
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(S)-10-((5-x10p-2-((S)-3-meTunaszenas- 1 -un)mMPUMHUINH-4-1IT)aMUHO )-2-LIUKJIOTIPOTIHII-3,3 -
nudrop-7-mermin-1,2,3,4-rerparunpo-[ 1,4]okcazermnno| 2,3 -c | xunommn-6(7H)-ona (mpumep 11¢);

(S)-10-((5-x10p-2-((R)-4-meTunazenan- | -uin) mUpUMHIUH-4-11J1)aMUHO )-2 -[IUKJIONPONUI-3, 3 -
mudrop-7-merun-1,2,3,4-terparuapo-| 1,4]okcazenuno| 2,3 -c|xunonun-6(7H)-ona (mpumep 11d),

(S)-10-((5-x10p-2-((S)-4-MmeTunazenan- | -un)IUPUMHUINH-4-1JT)AMUHO )-2-LIUKJIOTIPOTTHII-3, 3 -
audrop-7-metun-1,2,3 4-terparunpo-| 1,4]okcazenuno| 2,3 -c |xunonun-6(7H)-ona (nmpumep 11d);

(S)-10-((5-x10p-2-((3R,55)-3,5-AUruipOKCUNTUITEPUINH- | -FT) TUP MU H-4 - UIJT)aMHHO )-2 -
ukJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-[ 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-ona (npumep 11e);

(S)-10-((5-xm0p-2-((1R,5R)-1-(ruppoxkcumeTmn)-5-metmin-3-azabunnkio[ 3.1.0]rekcan-3-

W) TUPUMH I H-4-1JT)aMUHO )-2-IUKJIonpor-3, 3 -nudrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcazennno|2,3-c|xunonuH-6(7H)-ona (mpumep 11f),

(S)-10-((5-xm0p-2-((1S,5S)-1-(runpokcumernn)-S-meTuin-3-azadurukio[3.1.0]rekcan-3-
YUT)TUPUMH I H-4-1JT)aMUHO )-2-IuKJIonponi-3, 3 -nudrop-7-merun-1,2,3 4-rerparuapo-
[1,4]okcazenmno|2,3-c|xunonuH-6(7H)-ona (mpumep 11f),

(S)-10-((5-x10p-2-((3R,5R)-3-dpTOp-5-ruppokcununepuanH- 1 -uin) mMpuUMHUINH-4-1JT1)aMUHO )-
2-nuksonponui-3,3-nugrop-7-metuin-1,2,3 4-rerparunpo-[ 1,4]okcazenunol 2,3-c|xuHONMMH-
6(7H)-ona (npumep 11g);

(S)-10-((5-x70p-2-((3S,5S)-3-prop-S-ruapoxcununepuant- 1 -1 MupUMUIHH-4- 1T )aMHHO )-
2-nuknonponui-3,3-qudrop-7-metuin-1,2,3,4-rerparuapo-[ 1,4 ]okcazenuHo[ 2, 3-¢ [ X UHOTHH-
6(7H)-ona (npumep 11g);

(S)-10-((5-x10p-2-((R)-7-runpokcu-5-azacrupo[ 2.5 JokraH-5-wn) mupUMHIUH-4- 1T )aMUHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-ona (npumep 11h);

(S)-10-((5-x10p-2-((S)-7-runporcu-S-azacnupo| 2.5 JokraH-5 -1 MU pUMUAHH-4-1IT)aMHHO )-2 -
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuHo| 2,3-C [ X MUHOJIUH-
6(7H)-ona (mpumep 11h);

(S)-10-((5-x10p-2-(MeTHI(TIPOTIHIT ) aMUHO ) TUPUMHTUH-4 -1 )aAMHUHO )-2-[IUKJIOTPOTTHI-3, 3 -
mudrop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazenmno| 2,3 -c|xunonnua-6(7H)-ona (mpumep 111);

(S)-10-((5-xm0p-2-((3R,4S)-3-(runpoKCUMETHI)-4-METHITUPPOTU AN H- | -1IT) MU pUMUANH-4 -
WJT)aMUHO)-2-HUKJIonponui-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-

c]xunonun-6(7H)-ona (mpumep 11j);



10

15

20

25

30

14

(S)-10-((5-x10p-2-((3S,4R)-3-(rupoKCUMETHI)-4-METHUITTUPPOTUANH- | -WJT) TUpUMUANH-4 -
WJT)aMUHO)-2-HuKonpomui-3,3-aqudrop-7-metun-1,2,3 4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c]xunonun-6(7H)-oHa (mpumep 11j);

(S)-10-((5-x10p-2-((2-ruAPOKCHATI )(TTPOITHIT )JaAMHHO )THPUMHUAUH-4- T )aMHHO)-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-ona (npumep 11k);

(S)-10-((5-xm0p-2-(5-a3actmpo[ 2. S]|oKTaH-5 - W) TUPUMHU AN H-4-FJT)aAMUHO )-2 -IIUKJIOTIPOTTHJI-
3,3-mudrop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazenuno| 2,3 -c|xunonun-6(7H)-ona  (mpumep
111);

(S)-10-((5-x10p-2-(((R)-3-METOKCH-2-METHIITPOIIIT )aAMUHO ) TUPUMHTHH-4-F1JT1)aMUHO ) -2 -
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJWH-
6(7H)-ona (mpumep 11m);

(S)-10-((5-x70p-2-(((S)-3-MeTOKCH-2-METUIIIPOTIHI )AMHUHO ) TUPUMHIUH-4-1JT)aAMUHO ) -2~
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-ona (mpumep 11m);,

(S)-10-((5-x10p-2-(3,3-ArMeTHNIAa3e TUANH- | -1 ) TUPUMHU T H-4-1JT)aMHUHO )-2 - LIUKJIOTIPOTTHI-
3,3-mu¢rop-7-merun-1,2,3,4-rerparunpo-[ 1,4]okcazennno| 2,3-c|xunonun-6(7H)-ona  (mpumep
11n);

(S)-10-((5-x10p-2-(3-MeTunazeTuanH- 1 -1J1) TUPUMHUAUH-4-HJT)aMUHO )-2 - IIUKJIONPONU-3,3-
nudrop-7-metun-1,2,3 4-terparunpo-| 1,4]oxcazenuno| 2,3 -c|xunonun-6(7H)-ona (mpumep 110);

(S)-1-(5-xnop-4-((2-uuknonponun-3,3-audrop-7-meTun-6-okco-1,2,3,4,6,7-rekcaruapo-
[1,4]okcazenuno| 2,3 -c|xuHONMH- 1 0-11)aMIHO ) TUPUMHUAMH-2 - U1 )a3€THINH-3 -KapOOHUTPUIT
(mpumep 11p);

(S)-10-((5-x10p-2-(3-pTOopazernauH- 1 -nT)MTUPUMUANH-4-HJT)aMUHO ) -2 -ITUKJIONPONHI-3,3-
mudrop-7-merun-1,2,3,4-terparuapo-| 1,4]okcazenmno| 2,3 -c|xunonun-6(7H)-ona (mpumep 11q);

(S)-10-((5-x10p-2-((R)-3-(mudTopmernn)nunepuanH- 1 -uin) ITUPUMHINH-4-1IT)aMUHO)-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJUH-
6(7H)-ona (mpumep 11r);

(S)-10-((5-x70p-2-((S)-3-(mudpTopMeTHI) MTUTTEPUANH- | -1IT) TUPUMHUINH-4-HIT)aMHIHO )-2 -
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-[ 1,4]Jokcazennno| 2,3 -C [ X MHOJIUH-

6(7H)-ona (npumep 11r);
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(S)-1-(5-xnop-4-((2-uuknonponun-3,3-audrop-7-meTun-6-okco-1,2,3,4,6,7-rekcarugpo-
[1,4]okcazenuno|2,3-c]xuHonuH-10-11)aMIHO ) TUPUMUANH-2-1T)-3-MEeTUIIa3€ TUANH-3 -
kapOonuTpuia (mpumep 11s);

(S)-2-(1-(5-xnop-4-((2-uuknonponui-3,3-nudpTop-7-meTun-6-okco-1,2,3,4,6,7-rexcaruapo-
[1,4]okcazenuno|2,3-c[xuHONMMH- 1 0-11)aMIHO ) TUPUMUIMH-2 - U1 )a3€THIUH-3 -1 )A€ TOHUTPUIT
(mpumep 11t);

(S)-10-((5-x10p-2-(3-(mudTopMeTHIT )a3eTUINH- | -1 ) TUPUMHUINH-4-1JT)aMHHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-[ 1,4]JokcazenuHo| 2,3 -C [ X MHOJIUH-
6(7H)-ona (mpumep 11u);

(S)-10-((2-(a3eTunuH-1-m1)-5-X TOPIUPUMUANH-4 -1 )aMHHO ) -2 - TUKJIONPONHI-3,3-nudTop-7-
metmii-1,2,3,4-tetparunpo-| 1,4]okcazennno| 2,3 -c |xunonun-6(7H)-ona (mpumep 11v);

(S)-10-((5-x10p-2-(3-MeTOKCHA3ETUAMH- | -UIT)TUPUMHUTUH-4 -1 )aMHUHO )-2-IIUKJIONPOINI-3, 3-
mudrop-7-merun-1,2,3,4-terparuapo-| 1,4]okcazennno| 2,3 -c|xunonun-6(7H)-ona (mpumep
11w);

(S)-10-((5-x10p-2-(3-MeTOKCH-3-MeTUIIA3E€TUANH- | -1 ) TUPUMHU TN H-4-1JT)aMHUHO )-2-
uksonponui-3,3-gudrop-7-metun-1,2,3 4-rerparunpo-| 1,4]okcazenuno[ 2,3-c| X MIHONNH-
6(7H)-ona (npumep 11x);

(S)-10-((5-x10p-2-((R)-3-3THNNUPPONUANH- | -MIT) TUPUMUAMH-4-HJT)aMHHO)-2-LIUKJIOTPOITHJI-
3,3-mudrop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazenuno| 2,3 -c|xunonun-6(7H)-ona  (mpumep
Iy);

(S)-10-((5-xm0p-2-((S)-3 -3 THNIUPPONU AN H- | -1 ) TUPUMU T H-4-HJT)aMHHO )-2 -ITUKJIOTIPOITHJI-
3,3-mudrop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazenuno| 2,3 -c|xunonun-6(7H)-ona  (mpumep
Iy);

(S)-10-((5-xm0p-2-((R)-3-¢TOp-3-MeTHIIHIIIe pUAUH- | -1 ) TUPUMUANH-4-HJT)aAMHHO )-2-
uKIonponui-3,3-nqudrop-7-metiin-1,2,3,4-rerparunpo-| 1,4]oxcazenuno| 2,3-¢ | X HHONH-
6(7H)-ona (npumep 11z);

(S)-10-((5-xm0p-2-((S)-3-pTOp-3-MeTHINUTIEPUINH- | -1JT) MTAPUMHUAUH-4- 1T )aMHUHO)-2-
uKsIonponui-3,3-nqudrop-7-metin-1,2,3,4-rerparuapo-| 1,4]oxcazennno| 2,3-c | X MIHONH-
6(7H)-ona (npumep 11z);

(S)-10-((5-xm0p-2-((R)-3-runpoKCH-3-MeTHITTUPPOSTUANH- | -AJT) TUPUMUAMH-4-1JT)AMHUHO )-2-
uKonponui-3,3-ngudrop-7-metun-1,2,3 4-rerparunpo-| 1,4]oxcazenuno|2,3-c|x MHONINH-

6(7H)-ona (mpumep 12a);
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(S)-10-((5-x10p-2-((S)-3-ruapoKcH-3 -METHIITUPPOTUANH- | -UIT) TUPUMHUANH-4 -1 )aMUHO)-2-
nukJonponui-3,3-augTop-7-merun-1,2,3,4-rerparuapo-| 1,4]okcaszennsol 2,3-c | X MUHOIMH-
6(7H)-oHa (mpumep 12a);

(S)-10-((2-((3S,5R)-3-amuHO-5-MeTHINUIIEPUAMH- | -1JT)-5-X TOPTUPUMUANH-4-HJT)aMHHO )-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-ona (mpumep 12b);

(S)-10-((2-((3R,5S)-3-amuHO-5-MeTHIMHUIIEPUANH- | -1IT)-5-X TOPTUPUMUANH-4-HIT)aMHHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-[ 1,4]JokcazenuHo| 2,3 -C [ X MHOJIUH-
6(7H)-onHa (npumep 12c¢);

(25)-10-((2-(6-okca-3-azabuuumkio[3. 1.1 rentan-3-1m)-5-XIOPTUPUMHUANH-4 -1 )aMUHO ) -2 -
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJWH-
6(7H)-ona (mpumep 12d);

(S)-10-((5-x10p-2-((R)-3,3-nudTOp-S-ruapoKCHnUnepuInH- | -1i1) T pUMUAANH-4-1IT)aMHHO )-
2-uuknonponi-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-[ 1,4 |okcazenuHo[ 2, 3-C [ XUHOTMH-
6(7H)-ona (npumep 12e);

(S)-10-((5-x10p-2-((S)-3,3-aud TOp-5-rUaPOKCUIHUIIEPUANH- | -UIT) THPUMHUANH-4- 1T )aMHUHO )-
2-nuksonponui-3,3-nugrop-7-metuin-1,2,3 4-rerparunpo-[ 1,4]okcazenunol 2,3-c|xuHONMMH-
6(7H)-ona (npumep 12e);

(S)-10-((5-x10p-2-((R)-2-MeTUATHOMOP(OIHHO ) TUPUMUANH-4-UJT)aMHHO ) -2 -LIUKJIOTPOTTHJI-
3,3-mudrop-7-metuin-1,2,3, 4-rerparuapo-| 1,4 ]okcazenuno| 2,3 -c|xuHoaun-6(7H)-ona  (mpumep
12f);

(S)-10-((5-x10p-2-((S)-2-MeTuATHOMOP( ONTHHO ) TUPUMHUANH-4- 1T )aMHHO )-2 - LIUKJIOTPOTIHII-
3,3-mudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3-c|xunonun-6(7H)-ona  (mpumep
12f);

(S)-10-((5-x10p-2-((R)-4,6-nmeTun- 1 ,4-nrazenan- 1 -1 IUPUMHUIUH-4-UIT)aMHHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuHo|2,3-C [ X MUHOIUH-
6(7H)-ona (mpumep 12g);

(S)-10-((5-x10p-2-((S)-4,6-numeTun- 1 ,4-nuazenan- 1 -um) mMUpUMUINH-4-1JT)aMHHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-[ 1,4]Jokcazenunno| 2,3 -C [ X MHOJIUH-

6(7H)-ona (mpumep 12g);
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(S)-10-((5-x10p-2-((S)-rexcarugponupposno| 1,2-a]nupazun-2(1H)-um)nupumuaun-4-
WJT)aMUHO)-2-HuKonpomui-3,3-aqudrop-7-metun-1,2,3 4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c]xunonun-6(7H)-ona (mpumep 12h);

(S)-10-((5-x10p-2-((R)-rexcarunponuppono| 1,2-aJnupazun-2(1H)-un)nupumuaun-4-
WJT)aMUHO)-2-HUKJIonpornui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c]xunonuu-6(7H)-ona (mpumep 12h);

(S)-10-((5-xm0p-2-((R)-6-okcorekcarunponuppodo| 1,2-almupazun-2( 1 H)-wn)mupumuaina-4-
WJT)aMUHO )-2-IUKJIonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c]xunonmuH-6(7H)-oHa (mpumep 121);

(S)-10-((5-x10p-2-((S)-6-okcorekcarngponuppono| 1,2-a]nupazun-2(1H)-un)mupumuaia-4-
WJT)aMUHO)-2-IUKJIonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c]xunonmuu-6(7H)-oHa (mpumep 121);

(S)-10-((5-xm0p-2-((R)-8-rugpokcu-6-azactupol 3.5 |HoHaH-6-1IT) T pUMUANH-4- 1T )aMHHO ) -
2-uuknonponi-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-[ 1,4 |okcazenuHo[ 2, 3-C [ XUHOTMH-
6(7H)-ona (mpumep 12j);

(S)-10-((5-x10p-2-((S)-8-runpoxcu-6-azacnupo| 3.5 |JHoHaH-6-MIT) TUPUMUANH-4 -1 )AMUHO )-2 -
nuksonponui-3,3-nqudrop-7-metun-1,2,3 4-rerparunpo-| 1,4]okcazenuno[ 2,3-c| X M1HONINH-
6(7H)-oHa (npumep 12j);

(S)-10-((5-x10p-2-((3R,5S)-3-ruapOKCH-S-METHIITUNIEPUTUH- | - 1T ) TUPUTUH-4-1JT)aMUHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oHa (npumep 13a);

((S)-10-((5-xmop-2-(4,4-nudTopnune puauH- 1 -1 mupuInH-4-11)aMHUHO )-2 - IAKIOMPOTIHJI-
3,3-mudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3-c|xunonun-6(7H)-ona  (mpumep
13b);

(S)-10-((5-x10p-2-((S)-4,4-nudprop-3-MeTuanunepuanH- 1 -1 MUPUMUANH-4- 1T )aAMUHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuHo|2,3-C [ X MUHOIUH-
6(7H)-onHa (npumep 14a);

(S)-10-((5-x10p-2-((R)-4,4-nudrop-3 -MeTrnnunepuuH- | -ui) M pUMUAAHH-4 -1 )aMUHO ) -2 -
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-[ 1,4]Jokcazenunno| 2,3 -C [ X MHOJIUH-

6(7H)-ona (mpumep 14a);
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(S)-10-((5-x10p-2-((R)-4,4-nudprop-3 -meTunnunepuaut- 1 -uia) mupuMUANH-4- 11 )aMUHO ) -2 -
nukJonponui-3,3-augTop-7-merun-1,2,3,4-rerparuapo-| 1,4]okcaszennsol 2,3-c | X MUHOIMH-
6(7H)-oHa (mpumep 14b);

(S)-10-((5-x10p-2-((S)-4,4-nudTop-3-MeTUINHUNEPUANH- | -UJT) TUPUMUAUH-4- 11T )AMUHO )-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-ona (npumep 14b);

(S)-10-((5-x70p-2-((S)-3 -MeTUAHPPONUAHH- | - ) TUPUMHUTAH-4-HJT)AMHUHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-[ 1,4]JokcazenuHo| 2,3 -C [ X MHOJIUH-
6(7H)-oHa (mpumep 12x01);

(S)-10-((5-x10p-2-((R)-3-MeTUAHUppONTUANH- | -HIT)TUPUMUTUH-4 -1 )aMUHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJWH-
6(7H)-onHa (mpumep 12x02);

(S)-10-((5-x10p-2-((3R,5S)-3-pTOp-S-MeTHAHIIEPUANH- | -HIT) TUPUMUANH-4 - AT )aMHHO )-2 -
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-ona (mpumep 12x03);

(S)-10-((5-x10p-2-((3S,5R)-3-pTOp-S-MeETHAIUIIEPUANH- | -1IT) TUPUMUANH-4 - UJT)aMHHO )-2 -
nuksonponui-3,3-nqudrop-7-metun-1,2,3 4-rerparunpo-| 1,4]okcazenuno[ 2,3-c| X M1HONINH-
6(7H)-ona (npumep 12x04),

(S)-10-((5-x10p-2-((3R,5S)-3-MeTOKCH-5-MeTHUIMTUTIEPUANH- | -1 ) TUPUMHTUH-4-1JT)aMUHO )-
2-nuknonponui-3,3-qudrop-7-metuin-1,2,3,4-rerparuapo-[ 1,4 ]okcazenuHo[ 2, 3-¢ [ X UHOTHH-
6(7H)-oHa (mpumep 12x05);

(25)-10-((5-xm0p-2-(2,6-1UMETUATHOMOP(OITHHO) TUPUMHUAUH-4-UIT)aMHHO )-2 - ITUKJIOTP OTTHJI-
3,3-mudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3-c|xunonun-6(7H)-ona  (mpumep
12x06);

(25)-10-((5-xmop-2-(3,4-nUMEeTUIIHIIE PUAMH- | -1JT) THPUMUANH-4-1J1)aMHHO))-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuHo| 2,3-C [ X MUHOJIUH-
6(7H)-onHa (mpumep 12x07);

(25)-10-((5-xmop-2-(2,3-nUMETUINHITEPUANH- | -1JT) THPUMUANH-4- 11 )aMHHO))-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-[ 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-

6(7H)-ona (mpumep 12x08);
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(25)-10-((5-xnop-2-(2,6-nuMeTUI- 1 -OKCUAOTHOMOP(OIHHO ) TUPUMHUANH-4- T )aMHHO )-2 -
nukJonponui-3,3-augTop-7-merun-1,2,3,4-rerparuapo-| 1,4]okcaszennsol 2,3-c | X MUHOIMH-
6(7H)-oHa (mpumep 12x09);

(S)-10-((5-x10p-2-((2R,5S)-2-(THIPOKCUMETHIT)-5-METHIIMTUTIEPUTUH- | -1 ) TUPUMHUITH-4 -
WJT)aMUHO)-2-HUKJIonpornui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c]xunonuu-6(7H)-oHa (mpumep 12x10);

(25)-10-((5-xnmop-2-(2,6-numerni-1, 1 -muokcHIOTHOMOP(HOITMHO ) TUPHUMHUIUH-4-1JT)aMUHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-onHa (mpumep 12x11);

(25)-10-((5-xmop-2-(2,5-TUMETUIIHIIE PUANH- | -1JT) THPUMHANH-4-1J1)aMHHO))-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJWH-
6(7H)-onHa (mpumep 12x12);

(S)-10-((5-x70p-2-((3S,5S)-3-ruppoKcH-S-MeTHINHUIEPU N H- | -1IT) U pUMUAH-4- T )JaMHHO )-
2-uuknonponi-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-[ 1,4 |okcazenuHo[ 2, 3-C [ XUHOTMH-
6(7H)-ona (mpumep 12x13);

(25)-10-((5-xnop-2-(6-runpokcu-1,4-nuazenas- 1 -wn) MUpUMUANH-4-1T)aMHHO )-2-
nuksonponui-3,3-nqudrop-7-metun-1,2,3 4-rerparunpo-| 1,4]oxkcazenuno[ 2,3-c| X M1HONINH-
6(7H)-ona (npumep 12x14),

(25)-10-((5-xnmop-2-(6-runpokcu-4-merui- 1,4-nuazenas- | -un)nupuMUIRH-4-1J1)aMUHO)-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oHa (mpumep 12x15);

(25)-10-((5-xnmop-2-(6-runpokcu-4-(metmn-ds)-1,4-nuazenan- 1 -un)mUpUMHINH-4-1JT)aMUHO )-
2-nuknonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-[ 1,4 ]okcazenuHo[ 2, 3-C [ XUHOTHH-
6(7H)-ona (mpumep 12x15-d3);

(25)-10-((2-(3-(2-(a3eTunuH- 1 -11)-2-0KCO3THI)-S-METHIITUTIEPUANH- | -1T)-5-
XJIOPTTUPUMHUIUH-4-HIT)aMHUHO)-2-IIUKJIONponui-3,3-nudTop-7-metuin- 1,23, 4-reTparuapo-
[1,4]okcazenmno|2,3-c]xuronuH-6(7H)-ona (mpumep 12x16);

(25)-10-((2-((3S,5R)-3-(2-(azeTnnuH- 1 -11)-2-0KCOITHII )-S-METHITUIIEPUANH- | -111)-5-
XJIOPITUPUMHUIUH-4-IT)aMHUHO)-2-IUKJIonponui-3,3-nudrop-7-metuin-1,2,3,4-reTparuapo-

[1,4]okcazenmno|2,3-c]xuronuH-6(7H)-ona (mpumep 12x16a/b);
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(25)-10-((2-((3R,59)-3-(2-(azeTnnuH-1-111)-2-0KCOI T )-S-METUITUIIEPUANH- | -11T1)-5-
XJIOPIIUPUMHUUH-4-1J1)aMUHO)-2-IIUKJI0nponui-3,3-qudTop-7-metuin-1,2,3,4-rerparuapo-
[1,4]okcazenuno|2,3-cxunonun-6(7H)-ona (mpumep 12x16a/b);

(25)-10-((5-xmop-2-(3-(2-(3,3-nudropazeTunuH- 1 -1i)-2-0KCOITHI )-S5 -METHITUTIEPUANH- | -
W) TUPUMHIUH-4-1J1)aMUHO )-2-IuKJIonponui-3, 3 -nudrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcazenuno|2,3-c|xunonun-6(7H)-ona (mpumep 12x17);,

(25)-10-((5-xmop-2-((3R,55)-3-(2-(3,3-nudropazeTuaun- 1 -ui)-2-0OKCOITHIT)-5-
METUJITHIIEPUANH- | -WJT) TUPUMUANH-4-FJT)aMUAHO )-2 -IIUKJIONPONIII-3,3-Tu¢TOp-7-MeTHII-
1,2,3,4-tetparunpo- 1,4 ]okcazenuno[2,3-c|xunomna-6(7H)-ona (mpumep 12x17a/b);

(25)-10-((5-xmop-2-((3S,5R)-3-(2-(3,3-nudTopazerunun- 1 -1i)-2-OKCOITHIT)-5-
METUJIHIIEPUANH- | -UIT) TUPUMUANH-4-HJT)aMHUHO )-2-[TUKJIONPONUi-3,3-1udpTop-7-MeTHII-
1,2,3,4-tetparunpo-[ 1,4]okcazennno[2,3-c|xunomna-6(7H)-ona (mpumep 12x17a/b);

(25)-10-((2-(3-(azerunun-1-xkapOonnn)-4,4-ngudropnunepun- 1 -mn)-S-x TOpnUpUMUIHH-4-
WJT)aMUHO)-2-IUKJIonponui-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c]xunonun-6(7H)-oHa (mpumep 12x18);

(25)-10-((5-xnmop-2-(3-(3,3-audropazeruaun- 1 -kapoouun)-4,4-nudpropnunepunus-1-

W) TUPUMU I H-4-1JT)aMUHO )-2-1iukJionponui-3,3-nudrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcazenuno|2,3-c]xunonun-6(7H)-ona (mpumep 12x19);,

(25)-10-((5-xnmop-2-(3-(2-(3,3-nudropazerunus- 1 -mi)-2-okcod TN )-4,4-TUP TOPIIUIIEPUTITH-
1-u1)mUupUMHUIMH-4-1JT)aMUHO )-2-LUKJTonponi-3, 3-nudrop-7-metui-1,2,3, 4-reTparuapo-
[1,4]okcazenuno|2,3-c|xunonun-6(7H)-ona (mpumep 12x20),

(25)-10-((2-(3-(2-(a3zeTunun-1-mn)-2-okcosTmin)-4,4-nupropnunepuaut- 1 -um)-5-
XJIOPITUPUMHUIUH-4-JT)aMHUHO )-2-IIUKJIONponui-3,3-nudTop-7-metmi- 1,2, 3, 4-reTparuapo-
[1,4]okcazenuno|2,3-c|xuronuH-6(7H)-ona (mpumep 12x21);

(25)-10-((5-xm0p-2-(3-> THHIIIHITEPU U H- | -1JT) T pUMUIIH-4- 11 )aMHHO )-2 - {UKJIOTP OTIHJI-
3,3-mu¢rop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazennno| 2,3-c|xunonua-6(7H)-ona  (mpumep
12x22);

1-(5-xn0p-4-(((S)-2-uuknonponun-3,3-agudTop-7-meTun-6-okco-1,2,3,4,6,7-rekcaruipo-
[1,4]okcazenmno| 2,3 -c|xuHONNH-10-11)aMIHO ) TUPUMUAMH-2 - W) TUIEPUANH-3 -KapOOHUTPIIT

(mpumep 12x23);
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(S)-10-((5-x10p-2-((4,4- 11 TOPLHMKIOreKCHIT )JaMIHO ) TUPUMUANH-4-1JT)aMHHO )-2-
nukJonponui-3,3-augTop-7-merun-1,2,3,4-rerparuapo-| 1,4]okcaszennsol 2,3-c | X MUHOIMH-
6(7H)-oHa (mpumep 12x24);

(25)-10-((2-(2-a3aburukiio[4.1.0]rentaH-2-11)-5-X JJOPIHUPUMHU A H-4-HJT)AMHUHO ) -2 -
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oHa (mpumep 12x25);,

(25)-10-((5-xnmop-2-(3-(nudropmeTrt)munepasuH- 1 -1 IUPUMHUIUH-4-1JT)aMHHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-[ 1,4]JokcazenuHo| 2,3 -C [ X MHOJIUH-
6(7H)-oHa (mpumep 12x26);,

(25)-10-((5-xmop-2-(3-MeTHINI-5-0KCOMUIEePUINH- | -1IT) TUPUMUANH-4- 1T )JaMHHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJWH-
6(7H)-onHa (mpumep 12x27);,

(S)-10-((5-x10p-2-((3R,55)-3-(2-(AMMETUIAMUHO )3 TOKCH )-5-METUIIITHITEPUANH- | -

W) TUPUMHIUH-4-1JT)aMUHO )-2-1uKJionponi-3,3-nudrop-7-merun-1,2,3 4-rerparuapo-
[1,4]okcazenuno|2,3-c]xunonun-6(7H)-ona (mpumep 12x28);

(S)-10-((5-x10p-2-((3R,5S)-3-(3-(AMMETHUIAMHUHO )IPOIIOKCH )-S-METHIITUIIEPUANH- 1 -
W) TUPUMUIUH-4-1JT)aMUHO)-2-1iukJionponui-3,3-gudrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcazenuno|2,3-c]xunonun-6(7H)-ona (mpumep 12x29),

(25)-10-((2-(3-(azeTuauH- 1 -kapOOHMIT )- S -METHIITUIEPU N H- | -1JT)- 5 -X TOPITHUPUMHTUH-4-
WJT)aMHUHO )-2-IUKJIoNPporui-3,3-audrop-7-metun-1,2,3, 4-retparuapo-| 1,4 Jokcazenuno[2,3-
c]xunonun-6(7H)-oHa (mpumep 12x30);

(25)-10-((5-xmop-2-(3-(3,3-audropazeruau- 1 -kapOOHUI )-S5 -MeTUITHITEPUIHH- | -

W) TUPUMHIUH-4-1JT)aMUHO )-2-IUKJIonpori-3, 3 -nudrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcazenuno|2,3-c]xuronuH-6(7H)-ona (mpumep 12x31);

(S)-10-((5-x10p-2-(3-(rHAPOKCUMETHI )a3e TUAMH- | -HJT) THPUMHUANH-4-1J1)aMHUHO))-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno|2,3-C [ X MUHOUH-
6(7H)-onHa (mpumep 12x32);

(25)-10-((5-xmop-2-(2~(ruaPOKCUMETHIT )a3E€TUANH- | -1 TUPUMHUTUH-4-1JT)aMHHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-[ 1,4]Jokcazennno| 2,3 -C [ X MHOJIUH-

6(7H)-ona (mpumep 12x33);
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(S)-10-((5-x10p-2-((S)-2-(runpoKCUMETHII)a3e TUANH- | -UJT) TUPUMUANH-4- 1T )aMUHO)-2-
nukJonponui-3,3-augTop-7-merun-1,2,3,4-rerparuapo-| 1,4]okcaszennsol 2,3-c | X MUHOIMH-
6(7H)-oHa (mpumep 12x33a);

(S)-10-((5-x10p-2-((R)-2-(ruapokcruMeTHIT )a3e TH AN H- | -1JT) TUpUMUANH-4-UJT)aMHHO )-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-ona (mpumep 12x33b);

(25)-10-((5-xnmop-2-(2-(dpTopMeTrIT)a3eTUANH- | -1T) TUPUMUINH-4-1JT)aMHHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-[ 1,4]JokcazenuHo| 2,3 -C [ X MHOJIUH-
6(7H)-oHa (mpumep 12x34);

(S)-10-((5-xm0p-2-(3-(propmeTrn)azeTnauH- | -Ua)TUPUMUINH-4- U1 )aMHIHO)-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJWH-
6(7H)-onHa (mpumep 12x35);

(25)-10-((5-xmop-2-(2-MeTnnazeTuAnH- 1 -1 IUpUMUAANH-4-1IT)aMIHO ) -2 - LI KIIOTTPOTHII-3, 3 -
mudrop-7-merun-1,2,3,4-terparuapo-| 1,4]okcazennno| 2,3 -c|xunonun-6(7H)-ona (mpumep
12x36);

(25)-10-((5-xnop-2-(4,4-nndpTOp-3-METOKCUITUTIEPUANH- | -1IT) TUPUMHUINH-4-1IT)aMUHO)-2-
nuksonponui-3,3-nqudrop-7-metun-1,2,3 4-rerparunpo-| 1,4]okcazenuno[ 2,3-c| X M1HONINH-
6(7H)-ona (npumep 12x37);,

(S)-1-(5-x10p-4-((2-umknonponui-3,3-auprop-7-meTni-6-okco-1,2,3,4,6,7-rekcaruapo-
[1,4]okcazenuno|2,3-¢[xuHOMUH- 1 0-KJ1)aMUHO )ITUP UMHTUH -2 - U1 )ITUTTEPUAUH-4-KapOOHUTPHIT
(mpumep 12x38);

1-(5-xn0p-4-(((S)-2-uuknonponui-3,3-gudTop-7-metun-6-okco-1,2,3,4,6,7-rekcaruipo-
[1,4]okcazenuno|2,3-c|xuHONMuH-10-11)aMUHO )TupUMUAANH-2-11)-5-PTOp-N,N-
IMMETHIITUNEPUANH-3-KapOokcamuaa (mpumep 12x39);

(25)-10-((5-xmop-2-(3-¢proprunepunuH- 1 -1 IUPUMHIUH-4- 1T )aMUHO )-2-LAKJIOMPONTII-3, 3 -
mudrop-7-merun-1,2,3,4-terparuapo-[ 1,4]okcazennno| 2,3 -c|xunonun-6(7H)-ona (mpumep
12x40);

(25)-10-((5-xmop-2-(4,4-nudTop-3-ruAPOKCU-S-METUIIHITEPUINH- | -1JT) TUPUMHUIUH-4-
WJT)aMHUHO)-2-0UKJIoNponui-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-

c]xunonmun-6(7H)-oHa (mpumep 12x41);,
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(S)-10-((5-x10p-2-(4-pTOoprUnepuarH- 1 -UT) TUPUMHUTUH-4 -1 )aMUHO )-2-[IUKJIONPONui-3,3-

mudrop-7-merun-1,2,3,4-rerparuapo-| 1,4]okcazennno| 2,3 -c|xunonun-6(7H)-ona (npumep
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12x42);

(S)-10-((5-xn0p-2-((S)-2-(TruAPOKCUMETHIT ) TUPPOTUANH- | -UJT) TUPUMHUUH-4-1JT)aAMUHO )-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oHa (mpumep 12x44),

(25)-10-((5-x1m0p-2-(2~(METOKCUMETUIT ) TU PP OIS IUH- | -FLIT) TUPUMUIMH-4-1T)aMHHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-[ 1,4]JokcazenuHo| 2,3 -C [ X MHOJIUH-
6(7H)-oHa (mpumep 12x45);,

(S)-10-((5-x10p-2-((S)-2-(METOKCHMETHI ) TUPPONIUANH- | -UJT) TUPUMHUANH-4- 11T )AMUHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJWH-
6(7H)-onHa (mpumep 12x45a);

(S)-10-((5-x10p-2-((R)-2-(METOKCHMETHIT)TUP POTUANH- | -1JT) T pUMUANH-4 -1 )aMUHO ) -2 -
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-ona (mpumep 12x45b);

(25)-10-((5-xnmop-2-(2-(ruapOKCUMETIIT)-3-METUIIITHUIIE PUAHH- | -HIT) TUPUMUUH-4-
WJT)aMUHO)-2-IuKJonponui-3,3-qudrop-7-metmn-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c|xunonuH-6(7H)-ona (mpumep 12x46);,

(S)-10-((5-x10p-2-((S)-4,4- i TOp-2-(rUIPOKCUMETHI) TUP POIUANH- | -1JT)IUPUMUANH-4-
WJT)aMHUHO )-2-IUKJIoNPporui-3,3-audrop-7-metun-1,2,3, 4-retparuapo-| 1,4 Jokcazenuno[2,3-
c]xunonun-6(7H)-oHa (mpumep 12x47),

(25)-10-((5-xnm0p-2-(4-¢pTOop-2-(TUAPOKCUMETHI ) TUPP OJTUAMH- | -HIT) TUPUMHTUH-4 -
WJT)aMUHO)-2-IuKJonponui-3,3-qudrop-7-metun-1,2,3, 4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c]xunonmuu-6(7H)-oHa (mpumep 12x48);

(S)-10-((5-xm0p-2-((2S,4S)-4-Pprop-2-(TH AP OKCUMETHIT) TUP POITUANH- | -UIT) TUPUMHUTHH-4 -
WJT)aMUHO)-2-IUKJIonponui-3,3-qudrop-7-metmn-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c|xunomuH-6(7H)-ona (mpumep 12x48a);

(S)-10-((5-xm0p-2-((2S,4R)-4-PpTOp-2-(TUAPOKCUMETHIT ) TUP POTH N H- | -HIT) MU pUMUANH-4 -
WJT)aMHUHO)-2-0UKJIoNponui-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-

c]xunonmuH-6(7H)-ona (mpumep 12x48b);
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(25)-10-((5-xnm0p-2-(2~(rUaPOKCUMETIIT)-3-METUITUPPOIUANH- | -1IT) TUPUMUTTH-4-
WJT)aMUHO)-2-HuKonpomui-3,3-aqudrop-7-metun-1,2,3 4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c]xunonun-6(7H)-oHa (mpumep 12x49),

(25)-10-((5-xnop-2-(4,4-nudTop-2-(ruAPOKCUMETHIT ) TUTIEPUAUH- | -FT) TUPUMHUTUH-4-
WJT)aMUHO)-2-HUKJIonpornui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c]xunonuu-6(7H)-oHa (mpumep 12x50);,

(2S)-2-uuknonponmi-10-((2-(4,4-mudTop-3,S-numeTnnnunepuaus- 1 -ui)-5-
dToprupuMuInH-4-nn)aMuHo)-3,3-nudTop-7-metmi-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3-
c]xunonmun-6(7H)-ona (mpumep 13p01);

(25)-2-uuknomnponui-10-((2-(4,4-gud Top-3-MeTHAMUIEPUINH- | -11)-5-h TOPIUPUMHU TN H-4-
win)amuHo)-3,3-mudrop-7-metmi-1,2,3 4-rerparuapo-| 1,4]okcazenuno| 2,3 -¢|xunomua-6( 7H)-
oHa (mpumep 13p02);

(S)-2-mmknonponuin-3,3-mudrop-10-((5-dpTop-2-MopdomnHOTMPUMUANH-4-1IT)aMHHO )-7 -
metui-1,2,3,4-terparunpo-| 1,4]okcazenuno| 2,3 -c|xunonun-6(7H)-ona (mpumep 13p06);

(S)-2-mmknonponuin-3,3-gudTop-10-((5-dpTop-2-((R)-2-MeTnnmopd onuHO )mupUMHINH-4-
wi)aMuHoO)-7-meTii-1,2,3 4-rerparuapo-| 1,4 |okcazenuno|2,3-c|xunonna-6(7H)-ona  (mpumep
13p07);

(S)-2-umknonponui-3,3-gudrop-10-((S-prop-2-((S)-2-meTunmopdonuHo ) mupuMuIuH-4-
Wi1)aMuHO)-7-metui-1,2,3,4-rerparuapo-[ 1,4]okcazenuno| 2,3-c[xunonuu-6(7H)-ona  (mpumep
13p08);

(25)-10-((2-(6-okca-3-azabuumkio[3. 1.1 Jrentas-3-ui)-5-GTOPIUPUMHUIUH-4-1JT)AMUHO)-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-onHa (mpumep 13p09);

(S)-10-((2-((1R,5S)-8-okca-3-azadummkiio[ 3.2. 1 JokraH-3-1m)-5-p TopnupuMuIuH-4-
WJT)aMUHO)-2-IUKJIonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c]xunonmun-6(7H)-ona (mpumep 13p11);

(S)-2-muknonpornui-10-((2-(nuMeTHnaMuHO )-S5 -h TOPTUPUMUANH-4-1IT)aMUHO)-3, 3 -n1ud Top-
7-metun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3-c |xunonun-6(7H)-ona (mpumep 13p12);

(25)-2-uuknomnponmi-10-((2-(4,4-mudTop-3-(ruapoKCUMETHIT ) TUIePUANH- 1 -111)-5-
dToprmpuMuanH-4-nn)aMuHo)-3,3-qudTop-7-metuin-1,2,3,4-rerparuapo-| 1,4]okcazenuno| 2,3-

c]xunonun-6(7H)-ona (mpumep 13p13);
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(25)-2-uuknonponui-10-((2-(4,4-mudop-3,5S-numeTnnnunepuauH- 1 -ui)-S-X TopIupUAnH-4-
win)amuHo)-3,3-audrop-7-metun-1,2,3,4-terparuapo-| 1,4]okcazenuno| 2,3 -c |xunonun-6( 7H)-
oHa (ripumep 13c01);

(25)-2-uuknonponmi-10-((2-(4,4-nud Top-3 -MeTHIMUIEPUINH- | -11T1)-5-X TOpIHUPUANH-4 -
wi)amMuHo)-3,3-nudrop-7-metuin-1,2,3,4-rerparuapo-| 1,4]okcazenuno| 2,3 -¢ |xunoaua-6( 7H)-
oHa (mpumep 13¢02);

(25)-2-uuknomnponmi-10-((2-(3,4-gudToprunepuans- 1 -ui)-5-X10pnUpUINH-4-1JT)aMUHO)-
3,3-mudrop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazenuno| 2,3 -c|xunonun-6(7H)-ona  (mpumep
13c03);

(S)-2-mmknonponui-3,3-gudTop-10-((5S-xm0p-2-MopdhonuHONMUPUANH-4-UIT)aMHHO )- 7 -METHII-
1,2,3,4-tetparunpo-[ 1,4]okcazenuno| 2,3 -c|xunomn-6(7H)-ona (mpumep 13c06);

(S)-2-mmknonpornuin-3,3-gudrop-10-((5-xmop-2-((R)-2-MeTunmop onuHO )mupuAnH-4-
WI)aMHHO)-7-MeTui-1,2,3 4-rerparuapo-[ 1,4]okcazennno| 2,3-cJxunonna-6(7H)-ona  (mpumep
13¢07),

(S)-2-muknonponuin-3,3-gudrop-10-((5-xnop-2-((S)--meTunmopdonuno))mupuanH-4-
wi)aMuHoO)-7-meTii-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno|2,3-c|xunonua-6(7H)-ona  (mpumep
13c08);

(2S)-10-((2-(6-okca-3-azabunukio| 3.1. 1 Jrentan-3-1)-5-XTOpTUPUANH-4- U1 )aMHHO )-2-
nukJonponui-3,3-augrop-7-merun-1,2,3,4-rerparuapo-| 1,4]okcasennsol 2,3-c | X uHOIMH-
6(7H)-ona (mpumep 13¢09);

(S)-10-((2-((1R,5S)-3-okca-8-a3adbummkiio[ 3.2. 1 JokraH-8-111)-5-X TOpTUpUANH-4-1JT)aMHHO )-
2-nuknonponi-3,3-qudrop-7-meTuin-1,2,3,4-rerparuapo-[ 1,4 ]okcazenuHo[ 2, 3-C [ XUHOTUH-
6(7H)-onHa (mpumep 13¢10);

(S)-10-((2-((1R,5S)-8-okca-3-azabummkiio[ 3.2. 1 JokraH-3-11)-5-X JOpTUpUANH-4-HIT)aMHHO )-
2-nuknonponi-3,3-nudrop-7-meTun-1,2,3,4-rerparuapo-| 1,4 |okcazenuHo[ 2, 3-C [ XUHOIMH-
6(7H)-onHa (mpumep 13c11);

(S)-2-muxnonponui-10-((2-(TuMeTHIaMHUHO)-5-XIOPIHUPUANH-4 -1 )aMUHO)-3, 3 -nudTop-7-
metui-1,2,3,4-terparunpo-| 1,4]okcazenuno| 2,3 -c|xunonuna-6(7H)-ona (mpumep 13¢12);

(25)-2-uuknomnponmi-10-((2-(4,4-mudTop-3-(ruapoKCUMETHIT ) TUIePUANH- 1 -111)-5-
XJIOPIIUPUANH-4-1IT)aMHUHO)-3,3-audrop-7-metui-1,2,3,4-rerparnapo-[ 1,4]okcazennno| 2,3-

c]xunonun-6(7H)-ona (mpumep 13¢13);
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(25)-2-uuknonponui-10-((2-(4,4-nudrop-3,5-numernnnunepuaus- 1 -ni)-5-gropmupuaun-4-
win)amuHo)-3,3-audrop-7-metun-1,2,3,4-terparuapo-| 1,4]okcazenuno| 2,3 -c |xunonun-6( 7H)-
oHa (mpumep 13f01);

(25)-2-uuknomnponui-10-((2-(4,4-nudTop-3-MeTrnnunepuauH- 1 -uwn)-S-propnupuauH-4-
wi)amMuHo)-3,3-nudrop-7-metuin-1,2,3,4-rerparuapo-| 1,4]okcazenuno| 2,3 -¢ |xunoaua-6( 7H)-
oHa (mpumep 13f02);

(25)-2-uuknonponmi-10-((2-(3,4-mudToprmunepunus- 1 -ui)-5-propnupunuH-4-1ia)aMUHO)-
3,3-mudrop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazenuno| 2,3 -c|xunonun-6(7H)-ona  (mpumep
13103);

(S)-2-muknonponui-10-((2-(4,4-mudroprnunepunuH- 1 -wm)-5-GTopnupuanH-4-1I1)aMUHO ) -
3,3-mudrop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazenuno| 2,3-c|xunonua-6(7H)-ona  (mpumep
13104);

(S)-2-muknonpornuin-3,3-gudrop-10-((5-dpTop-2-((3R,5S)-3-runpokcu-S-mernnmunepuans- 1 -
W) IUPUIUH-4-1T1)aMUHO)-7-MeTni-1,2,3 4-rerparunpo-[ 1,4]okcazenuno| 2,3 -c|[xunonnn-6(7H)-
oHa (mpumep 13f05);

(S)-2-muknonponuin-3,3-gudrop-10-((5-pTop-2-MopdonuHOnUPUANH-4-1IT)aMUHO)-7-METHII-
1,2,3,4-tetparunpo-[ 1,4 Jokcazenuno[ 2,3 -c|xunomun-6(7H)-ona (mpumep 13f06);,

(S)-2-uuknonponun-3,3-gudrop-10-((5-prop-2-((R)-2-metunmopdonuuo)nupuaus-4-
Wi1)aMuHO)-7-metui-1,2,3,4-rerparuapo-[ 1,4]okcazenuno| 2,3-c[xunonuu-6(7H)-ona  (mpumep
13107);

(S)-2-mmknonponui-3,3-mgudrop-10-((S-dpTop-2-((S)-2-MeTHIAMOPPOTHMHO ) TUPUTUH-4-
W1)aMHuHO)-7-MeTui-1,2,3 4-rerparunpo-| 1,4]okcazenuno| 2,3-c[xunonuu-6(7H)-ona  (mpumep
13108);

(25)-10-((2-(6-okca-3-azaburnukio[ 3. 1.1 renran-3-wmn)-5-pToprmupuauH-4-uin)aMuHO)-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOWH-
6(7H)-ona (mpumep 13109);

(S)-10-((2-((1R,5S)-3-okca-8-azabnumkiio| 3.2. 1 ]JokraH-8-m)-S-p TopnrpuAnH-4-1I1)aMHUHO ) -
2-uuknonponi-3,3-nudrop-7-metmi-1,2,3,4-rerparuapo-[ 1,4 ]okcazenuHo[ 2, 3-C [ XUHOIMH-
6(7H)-ona (mpumep 13£10);

(S)-10-((2-((1R,5S)-8-okca-3-azabnumkiio| 3.2. 1]okraH-3-1i)-5-p TopIHpUANH-4-HJT)aAMUHO ) -
2-nuksonponui-3,3-nugrop-7-metun-1,2,3 4-rerparunpo-[ 1,4]okcazenunol 2,3 -c|xuHONMMH-

6(7H)-ona (mpumep 13f11);
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(S)-2-muxnonponui-10-((2-(numeTnnamMmuHo)-5 - TopnupuANH-4-11)aMUHO)-3,3-audrop-7-
metui-1,2,3,4-trerparunpo-[ 1,4]oxcazennnol 2,3-c Jxunonun-6(7H)-ona (mpumep 13f12) u

(2S)-2-uuknonponmi-10-((2-(4,4-mudTop-3-(ruapOKCUMETHIT ) TUTIePUANH- | -111)-5-
bTopnupunuH-4-mn)aMuHo)-3,3-nudrop-7-metuin- 1,2, 3 ,4-rerparunpo-[ 1,4 ]JokcazenuHo[2,3 -

c]xunonun-6(7H)-ona (mpumep 13£13).

[0027] KoHkpeTHbIe COeOMHEHHMsI 10 HACTOSIIEMY H300PETEHUIO BKIIFOYAKOT JIFOObIE U3

CICOAYHOIIUX COGZ[I/IHGHPIEI WK UX (I)apMaLIeBTI/ILIeCKI/I MMPUEMIIEMBIE COJIb UJIN COJIbBAT:

(S)-10-((5-x10p-2-(3,3-nudropazeTuanH- 1 -1 TUPUMHINH-4-1JT)aMUHO ) -2 - LIUKJIOTIPOTTHI-

3,3-mudrop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazennno| 2,3-c|xunonua-6(7H)-on  (mpumep

la);

(S)-10-((5-x10p-2~(4-UHMKIOTIPONNII-3 -OKCOMUTIEPA3UH- | -FIT) TUPUMHIUH-4-HIT)aMHHO )-2 -
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuHo| 2,3-C [ X MUHOJUH-
6(7H)-oH (mpumep 1b);

(S)-10-((5-x10p-2-((S)-3,4-nuMeTHII-5-0KCONHEepa3uH- | -UT) TUPUMUANH-4- 1T )AMUHO )-2 -
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-[ 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oH (mpumep 1c¢);

(S)-10-((5-x10p-2-((2-ruAPOKCH-2-METUIIIPOITUIT)aAMUHO ) TUPUMHU TN H-4-1JT)aMUHO )-2-
tukJonponui-3,3-audrop-7-merun-1,2,3,4-rerparuapo-| 1,4]okcazennsol 2,3-c | X MUHOIMH-
6(7H)-oH (mpumep 1d);

(S)-10-((2-((1R,4R)-2-0okca-5-a3abuiukio[2.2. 1 JrentaH-5-m)-5-X TOpIUPUMHUIUH-4 -
WJT)aMUHO)-2-IUKJIonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c]xunonuH-6(7H)-oH (mpumep le);

N-((3S,5R)-1-(5-xm0p-4-(((S)-2-uukaonponui-3,3-gudrop-7-mernin-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c|xuHonuH- 1 0-11)aMIHO )TUpUMHANH-2-1T)-5-
METWINHIEpUANH-3-uin)aneramus (mpumep 1f);

N-((3R,55)-1-(5-xmop-4-(((S)-2-uuknonponui-3,3-gudrop-7-meTnin-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazennnol 2,3 -c|xuHonmmH- 1 0-1mi1)aMIHO )TUpUMHANH-2-1T)-5-
METUJINHIIEPUANH-3 -nin)aneramus (mpumep 1g);

(S)-10-((5-x10p-2-((3S,5R)-3-(muMeTUIAMIHO) -5 -METUIIUIIEPUANH- | -UJT) TUPUMHUTUH-4 -
WJT)aMUHO)-2-IUKIIONponii-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-

c]xunonun-6(7H)-on (mpumep 1h);
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(S)-10-((5-xm0p-2-((S)-3-ruapoKcCUNUIepUAUH- | -1 )TUPUMHUINH-4-1JT)aMUHO )-2-
nukJonponui-3,3-augTop-7-merun-1,2,3,4-rerparuapo-| 1,4]okcaszennsol 2,3-c | X MUHOIMH-
6(7H)-oH (mpumep 11);

(S)-10-((5-x710p-2-((R)-3-rugpokcununepuanH- 1 -ua) nupUMUANH-4- 11 )aMHHO)-2-
uKIonponui-3,3-nudrop-7-metiin-1,2, 3, 4-rerparunpo-| 1,4]okcazenuno[ 2,3-¢| X IHOINH-
6(7H)-on (mpumep 1j);

(S)-10-((5-xm0p-2-((S)-3-MeTrnnunepuauH- 1 -u1) MU PUMHUINH-4- 1T )aMHAHO)-2 - IAKJIOTIPOTTHJI-
3,3-mudrop-7-metmi-1,2,3 4-rerparuapo-| 1,4]okcazenuno|2,3-c|xunonun-6(7H)-on  (mpumep
1k);

(S)-10-((5-xm0p-2-((R)-3-MeTunnunepunuH- 1 -1 ) TUupUMUIHH-4-1JT)AMHHO )-2-LIUKJIOTTPOTTHII-
3,3-mudrop-7-metmin-1,2,3 4-rerparuapo-| 1,4 ]okcazenuno| 2,3-c|xunHonua-6(7H)-on  (mpumep
10);

(S)-10-((5-x10p-2-(3-pTOp-3-MeTHNAZETUINH- | -1IT) TUPUMUINH-4- 1T )aMHHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oH (mpumep 1m);

(S)-10-((5-x10p-2-(3-ruapoKcu-3-MeTHIa3eTUANH- | - 1T TUPUMHUIUH-4-1JT)aMHHO )-2-
nuksonponui-3,3-nqudrop-7-metun-1,2,3 4-rerparunpo-| 1,4]okcazenuno[ 2,3-c| X M1HONINH-
6(7H)-oH (mpumep 1n);

(S)-2-umknonponun-3,3-mudrop-10-((S-prop-2-((3R,5S)-3-runpokcu-S-mernnnunepuaus- 1 -
W) TUPUMHIAH-4-11)aMUHO)-7-MeTr- 12,3, 4-TeTparuapo-| 1,4]okcazenuno[2,3-¢ | X MHOIMH-
6(7H)-oH (mpumep 2a);

(S)-2-muknonponui-10-((2-(4,4-mudpropnunepunut- 1 -wmm)-S-GropnupuMUINH-4-1IT)aMUHO ) -
3,3-mudrop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazenuno| 2,3-c|xunonua-6(7H)-on  (mpumep
2b);

(S)-10-((2-(3-oxca-8-azadunukino[ 3.2. 1 JokraH-8-11)-5-XIOp MU PUMHUAUH-4- T )aAMUHO )-2 -
ukJonponui-3,3-gudrop-7-(metun-d3)-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c][1,8]HadTrpunuH-6(7H)-0H (mpumep 3a);

(S)-10-((5-xm0p-2-(3-metui-1,2,4-okcaanaszon-S-ui)nupuanH-4-1ia)aMUHO )-2 - I KIIOTIPOTTHII-
3,3-mu¢rop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazenmno| 2,3-c|xunonua-6(7H)-on  (mpumep
4a);
(S)-10-((3-x10p-2-¢pTOpNIHPUANH-4-HIT)aMUHO ) -2 - IUKIONPONHI-3,3- 11 TOp-7-METHII-

1,2,3,4-terparunpo-[ 1,4 okcazennno|2,3-c|xunommn-6(7H)-on (mpumep 4b);,
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(S)-2-mmuxnonponui-10-((2,3-quxnopnupuauH-4-un)amuHo)-3,3-nudrop-7-metun-1,2,.3 4-
teTparunpo-| 1,4]Jokcazennno|2,3-c|xunonus-6( 7H)-on (mpumep 4c);

(S)-10-((2-x10p-3-propmupuaUH-4-1IT)aMUHO )-2 - IUKJIONpOnui-3,3 -aud Top-7-MeThII-
1,2,3,4-tetparunpo-[ 1,4]okcazenuno[2,3 -c|xunoaun-6(7H)-oH (mpumep 4d);

(S)-10-((3-x710p-2-METHIMUPUANH-4- T )aMHHO ) -2 -IUKJIONPOIHI-3,3-1u P TOP-7-METHII-
1,2,3,4-tetparunpo-[ 1,4 Jokcazenuno|2,3-c|xunommn-6(7H)-oH (mpumep 4e);

(S)-2-muknonponui-3,3-gudTop-10-((5-pTop-2-((1R,5S,7R)-7-runpokcu-3-okca-9-
azabunmkio[3.3. 1 |HoHaH-9-1wn) mupuMUIH-4-1JT)aMIHO )-7-MeTrI- 1,2, 3 4-TeTparunpo-
[1,4]okcazenuno|2,3-c|xuronuH-6(7H)-0H (mpumep Sa);

(S)-10-((5-xnoprupuMUINH-4-1T)aMHHO )-2-UUKJIonponi-3,3-nudrop-7-metni-1,2,3,4-
teTparunpo-| 1,4]Jokcazennno|2,3-c|xunonuH-6(7H)-on (mpumep 6a);

(25)-10-((2-(3-auerun-3,8-guazadunmkno[ 3.2. 1 Jokran-8-mn)-5-x10prupuMugnH-4-
WJT)aMUHO)-2-IUKJIonponui-3,3-qudrop-7-metmn-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c|xunonuu-6(7H)-on (mpumep 7a);

(25)-10-((2-(8-auerun-3,8-guazadunuknol 3.2. 1 Jokran-3 -mi)-5-X 10pupUMUIHH-4-
WJT)aMHUHO)-2-HuKJIonponui-3,3-qudrop-7-metmn-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c|xunonuu-6(7H)-on (mpumep 7b);

(S)-10-((5-x10p-2-(AMMETHIAMUHO ) TUPUMHUINH-4-1IT)aMUHO )-2-LUKJIONPONiI-3,3-1udrop-
7-metun-1,2,3,4-rerparunpo-| 1,4]okcazenuno|2,3-c|xunonun-6(7H)-on (npumep 8a);

(S)-10-((5-xm0p-2-((3S,5R)-3-¢pTOp-S-ruApOKCUTTUTIEPUAMH- | -HIT) TUPUMU U H-4 -1 )aMHHO ) -
2-nuknonponui-3,3-qudrop-7-metuin-1,2,3,4-rerparuapo-[ 1,4 ]okcazenuHo[ 2, 3-¢ [ XUHOTHH-
6(7H)-oH (pumep 9a);

(S)-10-((5-x10p-2-((3R,5S)-3-pTOp-S-rEapOKCUTTHITEPU N H- | -FJT) TUPUMUAAHH-4-HJT)aMHHO )-
2-nukyonponi-3,3-qudrop-7-meTuin-1,2,3,4-rerparuapo-| 1,4 |okcazenuHo[ 2, 3-C [ XUHOTMH-
6(7H)-oH (mpumep 9a);

(S)-10-((5-x70p-2-((S)-3-((mMMEeTHIAMUHO )METHIT ) TUTIEPUANH- | -1 TUPUMU I H-4-
WJT)aMUHO)-2-IUKJIonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c]xunonuu-6(7H)-oH (mpumep 9b);

(3R,5S)-1-(5-xmnop-4-(((S)-2-uuknonponui-3,3-gudrop-7-meTni-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c|xuHonuH- 1 0-mn)aMuHO )mupuMHUANH-2-11)-N-3THII-5-

METIIITUTIEPUINH-3-KapOokcamua (pumep 9c¢);
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(3S,5R)-1-(5-xnop-4-(((S)-2-uuknonponui-3,3-gudrop-7-meTnin-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenuno| 2,3 -c|xuHoauH- 10-11)aMUHO )TUPUMUANH-2-11)-N-3THUjI-5-
MeTUINHIEpUaUH-3-kapOokcamun (npumep 9c¢);

(S)-10-((5-x10p-2-((3R,5S)-3-(THIPOKCUMETHIT )-S5 -METHIIMTUTIEPUTUH- | -HIT ) TUPUMHUITH-4 -
WJT)aMUHO)-2-HUKJIonpornui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c]xunonuu-6(7H)-on (mpumep 9d);

(S)-10-((5-x10p-2-((3S,5R)-3-(rHIpOKCUMETHIT)-S-METHIITUNIEPUTUH- | -1 ) TUPUMHUTTH-4 -
WJT)aMUHO)-2-IuKJonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-[ 1,4 |Jokcazenuno[2,3-
c]xunonuu-6(7H)-oH (mpumep 9d);

(S)-10-((5-x10p-2-((R)-4,4-nudrop-3 -ruapoKkcununepuanH- 1 -1 M puMAAHH-4-11)aMHHO )-
2-nuknonponi-3,3-nqudrop-7-meTuin-1,2,3,4-rerparuapo-[ 1,4 ]okcazenuHo[ 2, 3-C [ XUHOIMH-
6(7H)-oH (mpumep e);

(S)-10-((5-x10p-2-((S)-4,4-mupTOp-3-rUaPOKCUITHITEPUANH- | -1JT) T PUMUANH-4 -1 )aMHHO )-
2-uuknonponi-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-[ 1,4 |okcazenuHo[ 2, 3-C [ XUHOTMH-
6(7H)-on (mpumep 9e);

(S)-10-((5-x10p-2-((R)-3-(propmernn)nunepuauH- 1 -uia) mupUMUANH-4-UIT)aMUHO))-2-
nuksonponui-3,3-nqudrop-7-metun-1,2,3 4-rerparunpo-| 1,4]okcazenuno[ 2,3-c| X M1HONINH-
6(7H)-oH (mpumep 9f);,

(S)-10-((5-x10p-2-((S)-3-(propmeTun)nunepuauH- 1 -ua) TUPUMUAUH-4- 1T )aMHUHO)-2-
uKJonponui-3,3-audrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oH (mpumep 9f);

2-((R)-1-(5-x10p-4-(((S)-2-uuknonpomnui-3,3-gudrop-7-metun-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c [xuHOIMH- 1 0-11)aMHUHO ) TUPUMHUIUH-2-1JT ) TATIEPUTHH-3 -
win)aueramun (npumep 9g);

2-((S)-1-(5-x10p-4-(((S)-2-umknonpomnui-3,3-nudrop-7-meTnia-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c [xuHOoMMH- 1 0-11)aMIHO ) TUP MU H-2-1JT) TUTIEPUTHH-3 -
win)aueramun (npumep 9g);

(S)-10-((5-x70p-2-((S)-3-(muMeTUIAMUHO ) TUTIIEPUANH- | -FIT) TUPUMHUINH-4-HIT)aMHIHO )-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-[ 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-

6(7H)-on (mpumep Sh);
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(S)-10-((5-x10p-2-((R)-3-(muMeTHIaMMHO )ITUNIEPUANH - | - TUPUMHU U H-4-1JT)aMUHO)-2-
nukJonponui-3,3-augTop-7-merun-1,2,3,4-rerparuapo-| 1,4]okcaszennsol 2,3-c | X MUHOIMH-
6(7H)-oH (mpumep 91);

(R)-1-(5-xn0p-4-(((S)-2-umknonpomnun-3,3-gudrop-7-metun-6-okco-1,2,3,4,6,7-rekcaruapo-
[1,4]okcazenuno|2,3-c[xuHONuH- 1 0-11)aMIHO )TUPUMUANH-2-11)-N-3THi-4,4-
mudroprnunepunuH-3-kapookcamun (mpumep 9j);

(S)-1-(5-xnop-4-(((S)-2-uuknonponmi-3,3-nudrop-7-mernin-6-okco-1,2,3,4,6,7-rekcarugpo-
[1,4]okcazenuno|2,3-c|xuHONNH- 1 0-M1)aMIHO )TUPUMUANH-2-11)-N-3THi-4,4-
mudroprnunepunuH-3-kapookcamun (mpumep 9j);

N-(((R)-1-(5-xmop-4-(((S)-2-muknonponuin-3,3-nudTop-7-metun-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c[xuHonuH- 1 0-1mn)aMuHO )TUpUMHANH-2-11)-4,4-
mudroprnunepuanH-3-mwi)merin)-N-stunaneramua (nmpumep 9k);

N-(((S)-1-(5-xmop-4-(((S)-2-uuknonponmi-3,3-qudTop-7-meTmn-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c|xuHonuH- 1 0-mn)aMuHO )TupUMHANH-2-11)-4,4-
mudroprnunepunnH-3-min)mMerun)-N-stunaneramua (nmpumep 9k);

(S)-10-((5-xm0p-2-((1R,4R)-5,5-nudprop-2-azabunmkio[2.2. 1 [rentas-2-1m) mMUpUMUITH-4 -
WJT)aMHUHO)-2-IuKJonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c]xunonuu-6(7H)-on (mpumep 91),

(S)-10-((5-xm0p-2-((18,45)-5,5-nudrop-2-azadurukio[ 2.2. 1 JrentaH-2-ui) MU pUMUAANH-4-
WJT)aMHUHO )-2-IUKJIoNPporui-3,3-audrop-7-metun-1,2,3, 4-retparuapo-| 1,4 Jokcazenuno[2,3-
c]xunonun-6(7H)-on (mpumep 91),

N-((R)-1-(5-xnop-4-(((S)-2-uuknonponui-3,3-audrop-7-mernn-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c[xuHonuH- 1 0-mn)aMiHO )TUpUMHANH-2-11)-4,4-
mudroprnunepuauH-3-mn)-N-metunaneramun (pumep 9m),

N-((S)-1-(5-x10p-4-(((S)-2-umknonpornmi-3,3-nudTop-7-meTnia-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c[xuHonuH- 1 0-min)aMuHO )TupUMHANH-2-11)-4,4-
mudroprnunepuanH-3-mi)-N-metunaneramun (mpumep n);

(S)-10-((5-x10p-2-(4-PpTOP-4-(TUAPOKCUMETHIT ) TUIIEPUINH- | -1IT) U pUMHUAH-4- 1T )aMHHO )-
2-uuknonponi-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-[ 1,4 ]okcazenuHo[ 2, 3-C [ XUHOIMH-

6(7H)-on (mpumep 90);
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(S)-10-((5-x10p-2-((R)-3-(ruapoxcUMeTHI ) IUITEPUINH- | -UJT) T PUMUANH-4-HJT)aMUHO )-2-
nukJonponui-3,3-augTop-7-merun-1,2,3,4-rerparuapo-| 1,4]okcaszennsol 2,3-c | X MUHOIMH-
6(7H)-oH (mmpumep 9p);

(S)-10-((5-x0p-2-((S)-3-(THAPOKCUMETHI ) TUTIEPUANH- | -JT) TUPUMUAUH-4-H1JT)AMUHO )-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oH (mpumep 9q);

(S)-10-((5-xm0p-2-((1S,5R)-3-3T151-2-0KCO-3,8-a1razaduimkio[3.2. 1 JokraH-8-

WUT)TUPUMH U H-4-1JT)aMUHO )-2-IUKJIonpori-3, 3 -nudrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcazenmno|2,3-c[xunonuH-6(7H)-0o1 (mpumep 9r);

(S)-10-((5-xm0p-2-((1R,5S)-3-3T171-2-0KCO-3,8-AMazaduukio[3.2. 1 JokTaH-8-

W) TUPUMH U H-4-1JT)aMUHO )-2-IUKJIonponii-3, 3 -nudrop-7-merun-1,2,3 ,4-reTparuapo-
[1,4]okcazennno| 2,3-c|xunonuH-6(7H)-01 (mpumep 9r);

(S)-10-((5-x10p-2-((3S,5R)-3,5-muproprnunepuans- 1 -wn) mUpUMUINH-4-11)aMHHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oH (mpumep 9s);

(S)-10-((2-(6-auernn-2,6-nuazacnupo| 3.3 renran-2-1i)-5-XIOPITUPUMHUANH-4 -1 )aMUHO ) -2 -
nuksonponui-3,3-nqudrop-7-metun-1,2,3 4-rerparunpo-| 1,4]okcazenuno[ 2,3-c| X M1HONINH-
6(7H)-oH (nmpumep Ot);

(S)-10-((5-x10p-2~((2-rUAPOKCH-2-METHITPOTTHIT ) ( METHJT )AMHUHO ) TUPUMHU AU H-4-11JT)AMUHO ) -
2-nuknonponui-3,3-qudrop-7-metuin-1,2,3,4-rerparuapo-[ 1,4 ]okcazenuHo[ 2, 3-¢ [ X UHOTHH-

6(7H)-on (mpumep Su);

(S)-10-((5-x10p-2-((3-ruppokcH-3-MeTUAOy T )( METHIT )aAMUHO ) TUPUMHTUH-4-1JT)aAMUHO )-2-

ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-

6(7H)-on (mpumep 9v);

(S)-10-((5-x10p-2-(6-(uuknonponuIMeTi)-2,6-quaszacnupo| 3.3 JrentaH-2-1in) MU pUMUAAH-4 -

WJT)aMUHO)-2-IuKJIonponui-3,3-qudrop-7-metmn-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c]xunonuH-6(7H)-oH (mpumep 9w);

(25)-10-((5-xmop-2-(6-((2,2-mudproprukinonpomuwi)MeTwin )-2,6-nuasacnupo| 3.3 Jrenras-2-
W) TUPUMH I H-4-1JT)aMUHO )-2-IUKJIonpomi-3, 3 -nudrop-7-merun-1,2,3 4-rerparuapo-

[1,4]okcazennno| 2,3-c|xunonuH-6(7H)-0H (mpumep 9x);
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(25)-10-((5-xnop-2-(8-(ukaonponuiamernn)-3,8-auazadunmkno[3.2. 1 Jokran-3-

W) TUPUMUIUH-4-1JT)aMUHO)-2-1iukJionponui-3,3-nudrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcazenuno|2,3-c]xunonun-6(7H)-on (mpumep 9y);,

(25)-10-((5-xnmop-2-(8-((2,2-nudropuukaonponmi)mMeTin )-3,8-nuazadbuumkiio[ 3.2. 1 Jokran-3-
W) TUPUMHIUH-4-1J1)aMUHO )-2-IuKJIonponui-3, 3 -nudrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcazenuno|2,3-c]xunonun-6(7H)-oH (mpumep 9za),

(S)-10-((5-x10p-2-((3R,5R)-3-ruapoKcH-S-MeTUITUNIEpUANH- | -FT) TUPUMH T H-4-
WJT)aMUHO)-2-IuKJonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[ 2,3-
c]xunonuH-6(7H)-oH (mpumep 9zb);

(S)-10-((5-x10p-2-((3S,4R)-3,4-nuproprunepuanH- 1 -1 TP UMUINH-4-11)aMHHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJWH-
6(7H)-oH (mpumep 10a);

(S)-10-((5-x10p-2-((3R,45)-3,4-muproprunepuanH- 1 -vn) MUpUMUINH-4-1T)aMHHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oH (mpumep 10a);

(S)-10-((5-x10p-2-((3S,4S)-3,4-nu¢propnunepuauH- 1 -uia) MUpUMUANH-4-UIT)aMUHO)-2-
nuksonponui-3,3-nqudrop-7-metun-1,2,3 4-rerparunpo-| 1,4]okcazenuno[ 2,3-c| X M1HONINH-
6(7H)-oH (mpumep 10b);

(S)-10-((5-x10p-2-((3R,4R)-3,4-nudpropriunepuanH- 1 -1 TUPUMHUITAH-4-UJT)aMHHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oH (mpumep 10b);

(S)-10-((5-x10p-2-((R)-3-MeTokcunmunepuauH- 1 - 1) MupUMUINH-4-11)aMHHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oH (mpumep 10c);

(S)-10-((5-x70p-2-((S)-3-MeToKCHUIHIepUIUH- | -UIT)THPUMUANH-4- T )aMHHO)-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJIUH-
6(7H)-oH (mpumep 10c);

(S)-10-((5-¢prop-2-((3S,4R)-3,4-nudpTopnunepuut- 1 -1 U pUMUANH-4- 11 )aMHUHO))-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-[ 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-

6(7H)-oH (mpumep 10d);
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(S)-10-((5-¢prop-2-((3R,45)-3,4-nudpTopnunepuut- 1 -1 pUMHUANH-4-1IJ1)aMUHO)-2-
nukJonponui-3,3-augTop-7-merun-1,2,3,4-rerparuapo-| 1,4]okcaszennsol 2,3-c | X MUHOIMH-
6(7H)-oH (mpumep 10d),

(25)-10-[[S-xnop-2-(4-meTun-1,4-aurazenaH- 1 -un) mupuMUINH-4-1J1 | aAMUHO | -2- LI KJIOTTPOTTHI-
3,3-mudrop-7-metun-2,4-nuruapo- 1 H-[ 1,4]okcazenuno[ 2, 3-¢ [xuHOaMH-6-0H (npumep 11a);

(S)-10-((5-x10p-2-((R)-3 -3 THNNIIIIIEpUANH- | -1JT)TUPUMUANH-4-1JT)aMHHO ) -2 -ITUKJIOTP OTTHJI-
3,3-mudrop-7-merun-1,2,3,4-terparunpo-[ 1,4]okcazenuno| 2,3-c|xunonua-6(7H)-on  (mpumep
11b);

(S)-10-((5-x10p-2-((S)-3 -3 THNTHUIIEPUANH- | -UIT) TUPUMHUANH-4 -1 )aMHHO )-2 - ITHKJIOTPOTINII-
3,3-mudrop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazenmno| 2,3-c|xunonua-6(7H)-on  (mpumep
11b);

(S)-10-((5-xm0p-2-((R)-3-Merunazenan- | -un) mupuMHUIUH-4-1J1)aMUHO )-2 -IIUKJIONPONHI-3, 3-
audrop-7-metun-1,2,3,4-terparunpo-[ 1,4]okcazenuno| 2,3 -c |xunomun-6(7H)-on (mpumep 11c¢);

(S)-10-((5-xm0p-2-((S)-3-MmeTunazenan- 1 -un)IUPUMHINH-4-1IT)aAMHUHO )-2-IIUKJIOTIPOTTHII- 3,3 -
mudrop-7-metmin-1,2,3 4-terparunpo-| 1,4]okcazenunol| 2,3 -c |xunonmun-6(7H)-on (mpumep 11c¢);

(S)-10-((5-x10p-2-((R)-4-meTunazenan- | -uin) mupuUMHUINH-4-1J1)aMUHO )-2-[IUKJIONPOINNI-3,3-
mudrop-7-meruin-1,2,3,4-terparunpo-[ 1,4]okcazenuno| 2,3 -c |xunonmun-6(7H)-on (mpumep 11d),

(S)-10-((5-x10p-2-((S)-4-MeTunazenan- 1 -uin) MUpUMHUIANH-4-1JT)aMHHO ) -2 - LIUKJIONPONIII-3, 3 -
mudrop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazenuno| 2,3 -c|xunonun-6(7H)-ou (nmpumep 11d);

(S)-10-((5-xm0p-2-((3R,5S)-3,5-IUrHAPOKCUTTHITEPUAHH- | - VT ) TUPUMUTHUH-4-1JT)aMHHO )-2 -
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oH (pumep 11e);

(S)-10-((5-x10p-2-((1R,5R)-1-(ruppokcumeTiin)-5-metmi-3 -a3abunmkio[ 3.1.0]rekcan-3-
WUT)TUPUMH I H-4-1JT)aMUHO )-2-IUKJIonpori-3, 3 -nudrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcazenuno|2,3-c]xuronuH-6(7H)-0oH (mpumep 11f);

(S)-10-((5-xm0p-2-((1S,5S)-1-(runpokcumernn)-S-meTuin-3-azaduukio[3.1.0rekcan-3-

W) TUPUMH I H-4-1JT)aMUHO )-2-IUKJIonporit-3, 3 -nudrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcazenuno|2,3-c]xuronuH-6(7H)-oH (mpumep 11f);

(S)-10-((5-xm0p-2-((3R,5R)-3-dpTOp-5-ruapokcununepuanH- 1 -1 IupUMHINH-4-1I1)aMHUHO )-

2-nuknonponi-3,3-nudrop-7-metmi-1,2,3,4-rerparuapo-[ 1,4 okcazenuHo[ 2, 3-C [ XUHOIMH-

6(7H)-oH (mpumep 11g);
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(S)-10-((5-x10p-2-((3S,5S)-3-prop-5-runpoxcununepuaut- 1 -uia) MupUMUANH-4- 11 )aMHUHO )-
2-tknonponui-3,3-gudrop-7-metuin-1,2,3,4-rerparuapo-[ 1,4 Jokcaszennno[ 2,3 -C | XMHOIHH-
6(7H)-oH (mpumep 11g);

(S)-10-((5-x10p-2-((R)-7-runpokcu-5-azacnupo[ 2.5 JokraH-5-mun)mupUMHUIUH-4- 1T )aMUHO )-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oH (mpumep 11h);

(S)-10-((5-x10p-2-((S)-7-runporcu-S-azacnupo| 2.5 JokraH-5-11) MU pUMUAHH-4-HIT)aMHHO )-2 -
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-[ 1,4]JokcazenuHo| 2,3 -C [ X MHOJIUH-
6(7H)-oH (mpumep 11h);

(S)-10-((5-x10p-2-(MeTHI(TIPOIIIT ) aMUHO ) TUPUMHTUH-4 -1 )aAMHUHO )-2 -IIUKJIOTPOTTHI-3, 3 -
mudrop-7-merun-1,2,3,4-terparuapo-| 1,4]okcazennno| 2,3 -c|xunonun-6(7H)-oun (mpumep 111);

(S)-10-((5-xm0p-2-((3R,4S)-3-(ruipoKCUMETHII)-4-METHITUPPOITUINH- | -1JT) MU pUMUAANH-4 -
WJT)aMUHO)-2-IUKJIonponui-3,3-qudrop-7-metmn-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[ 2,3-
c]xunonmuu-6(7H)-oH (mpumep 11j);

(S)-10-((5-x10p-2-((3S,4R)-3-(rupoKCUMETHII)-4-METUITUPPOIUANH- | -1IT) TUpUMUANH-4 -
WJT)aMUHO)-2-0uKJIonponui-3,3-qudrop-7-metmin-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c]xunonuu-6(7H)-oH (mpumep 11j);

(S)-10-((5-x10p-2-((2-ruAPOKCUITII)(TIPOMNIT )aMUHO ) THPUMHUANH-4-1JT)aMHUHO)-2-
nukyonponui-3,3-augrop-7-merun-1,2,3,4-rerparuapo-| 1,4]okcaszennno[2,3-c | X MUHOIHMH-
6(7H)-on (mpumep 11k);

(S)-10-((5-x10p-2-(5-a3acnupo[ 2. 5S]OKTaH-5-UT) TUPUMHU TN H-4-FJT)AMUHO )-2 -IIUKJIOTIPOTTHJI-
3,3-mudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3-c|xunonun-6(7H)-on  (mpumep
111);

(S)-10-((5-x10p-2-(((R)-3-METOKCH-2-METHIITPOIIIT )aAMUHO ) TP UMHTHH-4 -1 )aMUHO ) -2 -
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3-C [x MUHOH-
6(7H)-oH (mpumep 11m);

(S)-10-((5-x70p-2-(((S)-3-MeTOKCH-2-METUIIPOITHI )AMUHO ) TUPUMHTUH-4-1JT)aAMUHO ) -2~
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuHo|2,3-C [ X MUHOJH-
6(7H)-oH (mpumep 11m);

(S)-10-((5-x70p-2-(3,3-ArMeTHIIA3e TUANH- | -1 ) TUPUMHU TN H-4-1JT)aMHUHO )-2 - LIUKJIOTIPOTTHI-
3,3-mu¢rop-7-merun-1,2,3,4-rerparunpo-[ 1,4]okcazennno| 2,3-c|xunonua-6(7H)-on  (mpumep

11n);
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(S)-10-((5-xn0p-2-(3-MeTunazeTuauH- | -1 MUPUMUANH-4-1JT)aMUHO ) -2 - LIUKJIONPOnUi-3,3-
nudrop-7-meruin-1,2,3,4-terparunpo-[ 1,4]okcazenuno| 2,3 -c |xunonun-6(7H)-on (mpumep 110),

(S)-1-(5-xn0p-4-((2-umxnonponui-3,3-auprop-7-meTni-6-okco-1,2,3,4,6,7-rekcaruapo-
[1,4]okcazenuno|2,3-c|xuHONUH- 1 0-11)aMIHO )TUPUMHUAMH-2 - U1 )a3eTHANH-3 -KapOOHUTPUIT
(mpumep 11p);

(S)-10-((5-x10p-2-(3-pTOpazernauH- 1 -n1)MTUPUMUANH-4-HJT)aAMUHO ) -2 -IIUKJIONPONHI-3,3-
mudrop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazenuno| 2,3 -c|xunonun-6(7H)-on (nmpumep 11q);

(S)-10-((5-x10p-2-((R)-3-(mudpTopmeTnn)munepuanH- 1 -uin) IUPUMHINH-4-1JT)aMUHO)-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3-C [X MUHOJUH-
6(7H)-oH (mpumep 111);

(S)-10-((5-x10p-2-((S)-3-(mudTOpMETHI) MTUTIEPUINH- | -HIT) TUPUMHUINH-4-HIT)aMHHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuHo| 2,3-C [ X MUHOJUH-
6(7H)-oH (mpumep 11r1);

(S)-1-(5-xnop-4-((2-uuknonponun-3,3-audrop-7-meTnn-6-okco-1,2,3,4,6,7-rekcarugpo-
[1,4]okcazenuno| 2,3 -c|xuHONMH-10-11)aMIHO ) TUPUMUANH-2-1T)-3-MEeTUIIa3€ TUANH-3 -
kapOonutpun (mpumep 11s);

(S)-2-(1-(5-xnop-4-((2-uuknonponuin-3,3-nudprop-7-merun-6-okco-1,2,3,4,6,7-rexcaruapo-
[1,4]okcasenuno|2,3-cxuHoMuH-10-11)aMUHO ) TUPUMUINH-2-1I1)a3€ THANH-3 -1 )alleTOHUTPHIT
(mpumep 11t);

(S)-10-((5-xm0p-2-(3-(mudpTopMeTHII )a3eTU AN H- | -¥JT ) TUPUMU U H-4- 1T )aMHHO )-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oH (mpumep 11u),

(S)-10-((2-(a3eTunuH-1-11)-5-X TOPIUPUMUANH-4 -1 )aMHHO ) -2 - TUKJIONPONHI-3,3-nudTop-7-
metmi-1,2,3,4-tetparunpo-| 1,4]okcazenuno| 2,3 -c |xunoauH-6(7H)-oH (mpumep 11v);

(S)-10-((5-x710p-2-(3-MeTOKCHA3ETUAMH- | -UJT)TUPUMHUTUH-4 -1 )aMHUHO )-2-[IUKJIONPONNI-3, 3-
nudTop-7-metun-1,2,3 4-terparunpo-[ 1,4]okcazenmnno| 2,3 -c |xunommnH-6(7H)-oH (mpumep 11w);

(S)-10-((5-x10p-2-(3-METOKCH-3-METHIIA3E€TUANH- | -1 TUPUMHU TN H-4-1JT)aMHUHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuHo| 2,3-C [ X MUHOJUH-
6(7H)-on (mpumep 11x);

(S)-10-((5-x10p-2-((R)-3-3THNNHPpOTUANH- | -UIT) TUPUMHUINH-4-H1JT)AMHUHO)-2-IIUKJIOTIPOTTHJI-

3,3-mu¢rop-7-merun-1,2,3,4-rerparunpo-[ 1,4]okcazennno| 2,3-c|xunonua-6(7H)-on  (mpumep

11y);
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(S)-10-((5-x10p-2-((S)-3 -3 TUANMUPPONUAUH- | -1 ) TUPUMHUINH-4-1IT)aMUHO )-2-LIUKJIOTIPOITHI-
3,3-mu¢rop-7-merun-1,2,3,4-rerparunpo-[ 1,4]okcazenuno| 2,3-c|xunonun-6(7H)-on  (mpumep
11y);

(S)-10-((5-x10p-2-((R)-3-pTOp-3-MeTUNNUTIEPUAUH- | -HJT) TUPUMHUTAH-4-HJT)AMHUHO )-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oH (pumep 11z);

(S)-10-((5-x10p-2-((S)-3-pTOp-3-MeTHIMUTIEPUANH- | -FLIT) TUPUMHUTUH-4-1JT)aMHHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-[ 1,4]JokcazenuHo| 2,3 -C [ X MHOJIUH-
6(7H)-oH (pumep 11z);

(S)-10-((5-x10p-2-((R)-3-rugpoKcu-3-MeTHIITUPPOITU N H- | -HIT) TUPUMHUIUH-4-1IT)aMHHO )-2 -
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJWH-
6(7H)-oH (mpumep 12a);

(S)-10-((5-x70p-2-((S)-3-ruapOoKCH-3 -METHITUP POTHANH- | -UIT) TUPUMUANH-4 -1 )AMUHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oH (mpumep 12a);

(S)-10-((2-((3S,5R)-3-amuHO-5-MeTUINUIIEPUANH- | -1IT)-5-XTOPITUPUMUANH-4-HIT)aMHHO )-2 -
nuksonponui-3,3-nqudrop-7-metun-1,2,3 4-rerparunpo-| 1,4]okcazenuno[ 2,3-c| X M1HONINH-
6(7H)-oH (mpumep 12b),

(S)-10-((2-((3R,5S)-3-amuHO-5-MeTHIMUIIEPUANH- | -1JT)-5-X TOPTUPUMUANH-4-HJT)aMHHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oH (mpumep 12¢);

(25)-10-((2-(6-okca-3-azabuuumkio[3. 1.1 rentas-3-m1)-5-XJIOPTUPUMHUAUH-4 -1 )aMUHO )-2 -
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oH (mpumep 12d),

(S)-10-((5-x10p-2-((R)-3,3-nudTOp-S-ruapokcununepuInH- 1 -1 puMAAHH-4-1IT1)aMHHO )-
2-nuknonponi-3,3-nqudrop-7-meTmin-1,2,3,4-rerparuapo-[ 1,4 |okcazenuHo[ 2,3-C|[XUHOIMH-
6(7H)-oH (mpumep 12e);

(S)-10-((5-xm0p-2-((S)-3,3-auTOp-5-rUaPOKCUIHIIEPUANH- | -1JT) THPUMHUANH-4 -1 )aMHHO )-
2-uuknonponi-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-[ 1,4 ]okcazenuHo[ 2, 3-C [ XUHOIMH-

6(7H)-on (mpumep 12e);
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(S)-10-((5-x10p-2-((R)-2-MeTUATHOMOP(OIMHO ) TUPUMUANH-4-HIT)aMHHO ) -2 -LIUKJIOIPOTTHJI-
3,3-mu¢rop-7-merun-1,2,3,4-rerparunpo-[ 1,4]okcazenuno| 2,3-c|xunonun-6(7H)-on  (mpumep
121);

(S)-10-((5-x10p-2-((S)-2-MeTuATHOMOP( ONHHO ) TUPUMHUANH-4- 1T )aMHHO )-2 - LIUKJIOTPOTIHJI-
3,3-mudrop-7-merun-1,2,3,4-terparunpo-[ 1,4]okcazenuno| 2,3-c|xunonun-6(7H)-on  (mpumep
12f);

(S)-10-((5-x10p-2-((R)-4,6-numeTw- 1 ,4-nrazenan- 1 -1 IUPUMUIUH-4-HIT)aMHHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-[ 1,4]JokcazenuHo| 2,3 -C [ X MHOJIUH-
6(7H)-oH (mpumep 12g);

(S)-10-((5-x10p-2-((S)-4,6-numeTun- 1 ,4-nrazenan- 1 -um) mMUpUMHUINH-4-1J1)aMHHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJWH-
6(7H)-oH (mpumep 12g);

(S)-10-((5-x10p-2-((S)-rexcarugponupposno| 1,2-a]nupazun-2(1H)-um)mupumuann-4-
WJT)aMUHO)-2-IUKJIoNponii-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c]xunonmuH-6(7H)-oH (mpumep 12h);,

(S)-10-((5-x10p-2-((R)-rexcarunponuppono| 1,2-aJnmupazun-2(1H)-un)nupumuans-4-
WJT)aMUHO)-2-IuKJonponui-3,3-qudrop-7-metmin-1,2,3,4-rerparuapo-| 1,4 Jokcazennno[2,3-
c]xunonuu-6(7H)-oH (mpumep 12h);,

(S)-10-((5-x10p-2-((R)-6-0kcorekcarunponupposo| 1,2-alnupazun-2( 1 H)-wn)mupumuaina-4-
WJT)aMHUHO )-2-HUKJIONPOorui-3,3-audrop-7-metun-1,2,3, 4-retparuapo-| 1,4 Jokcazenuno[2,3-
c]xunonuu-6(7H)-oH (mpumep 12i);

(S)-10-((5-x10p-2-((S)-6-okcorekcarugponupposo| 1,2-aJnupazun-2(1H)-wn)nupumuan-4-
WJT)aMUHO)-2-IuKJonponui-3,3-qudrop-7-metun-1,2,3, 4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c]xunonmuu-6(7H)-oH (mpumep 121);

(S)-10-((5-x10p-2-((R)-8-runpokcu-6-azactupol 3.5 |HoHaH-6-1IT )T pUMUAHH-4-1JT)aMHHO ) -
2-nukyonponun-3,3-nqudrop-7-metun-1,2,3,4-rerparuapo-[ 1,4 ]okcazenuHo[ 2, 3-C|[XUHOIMH-
6(7H)-oH (mpumep 12j);

(S)-10-((5-x70p-2-((S)-8-runporcu-6-azacnupo| 3.5 |JHoHaH-6-MIT) TUPUMHUAUH-4 -1 )AMUHO )-2 -
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-[ 1,4]Jokcazennno| 2,3 -C [ X MHOJIUH-

6(7H)-oH (mpumep 12j);
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(S)-10-((5-x10p-2-((3R,5S)-3-ruapoKCcH-5-MeTHIIMTUNEPUIUH- | -1 ) TUPUNH-4-1IT)aMUHO)-2-
nukJonponui-3,3-augTop-7-merun-1,2,3,4-rerparuapo-| 1,4]okcaszennsol 2,3-c | X MUHOIMH-
6(7H)-oH (mpumep 13a);

((S)-10-((5-xnop-2-(4,4-nudTopnunepuaun- 1 -ua)nupuanH-4-11)aMHUHO )-2 - IA K0P OTIHJI-
3,3-mudrop-7-merun-1,2,3,4-terparunpo-[ 1,4]okcazenuno| 2,3-c|xunonun-6(7H)-on  (mpumep
13b);

(S)-10-((5-x10p-2-((S)-4,4-nudpTop-3-MeTUINHUIIEPUANH- | -1JT) TUPUMUAUH-4- 1T )AMUHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-[ 1,4]JokcazenuHo| 2,3 -C [ X MHOJIUH-
6(7H)-oH (mpumep 14a);

(S)-10-((5-x10p-2-((R)-4,4-nurop-3 -MeTranunepuauH- | -1i) M pUMUAAHH-4 -1 )aMAHO ) -2 -
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJWH-
6(7H)-oH (mpumep 14a);

(S)-10-((5-x10p-2-((R)-4,4-nudrop-3 -MeTranunepuauH- 1 -ui) M puUMUAANH-4 -1 )aMUHO ) -2 -
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-on (mpumep 14b),

(S)-10-((5-x10p-2-((S)-4,4-nu¢prop-3-MeTUAnUIepUANH- | -UIT)TUPUMHUANH-4- 1T )aMUHO)-2-
uksonponui-3,3-nqudrop-7-metun-1,2,3, 4-rerparunpo-| 1,4]oxkcazenuno[ 2,3-c| X M1HONINH-
6(7H)-oH (mpumep 14b),

(S)-10-((5-x10p-2-((S)-3-MeTUIHPPONUAH- | - ) TUPUMHUTAH-4-1JT)AMHUHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oH (mpumep 12x01);

(S)-10-((5-x10p-2-((R)-3-MeTunnmuppoNuArH- | -UT)TUPUMUTUH-4 -1 )AMUHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oH (mpumep 12x02);

(S)-10-((5-x10p-2-((3R,5S)-3-PTOp-S-MeTHATTHIIEPUINH- | - 1T ) TUPUMUANH-4 - AT )aMHHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuHo| 2,3-C [ X MUHOJIUH-
6(7H)-oH (mpumep 12x03);

(S)-10-((5-x10p-2-((3R,5S)-3-MeTOKCH-S-MeTHITTUTIEpUANH- | -1 TUPUMHINH-4-1JT)aMUHO )-
2-uuknonponi-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-[ 1,4 ]okcazenuHo[ 2, 3-C [ XUHOIMH-

6(7H)-oH (mpumep 12x05);
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(25)-10-((5-xn0p-2-(2,6-1UMETUATHOMOP(POIHHO) TUPUMHUANH-4- I )aMHHO )-2 - LTUKJIOTPOTTHJI-
3,3-mu¢rop-7-merun-1,2,3,4-rerparunpo-[ 1,4]okcazenuno| 2,3-c|xunonun-6(7H)-on  (mpumep
12x06);

(25)-10-((5-xnmop-2-(3,4-nuMeTUIUIIEPUIIH- | -1JT) THPUMUAUH-4-1J1)aMHHO)-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oH (mpumep 12x07);

(25)-10-((5-xm0p-2-(2,3-TUMETUITHITE PUINH- | -1JT) THPUMHAUH-4-1J1)aMHHO)-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-[ 1,4]JokcazenuHo| 2,3 -C [ X MHOJIUH-
6(7H)-oH (mpumep 12x08);

(25)-10-((5-xnmop-2-(2,6-nuMeTHII- 1 -OKCUIOTHOMOP(OIHHO ) T PUMHUAMH-4- T )aMHHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJWH-
6(7H)-oH (mpumep 12x09);

(S)-10-((5-xm0p-2-((2R,5S)-2-(rUIpOKCUMETHIT)-5-METHIITUNIEP U UH- | -1 TUPUMHUITH-4 -
WJT)aMUHO)-2-HUKJIoNponui-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c]xunonmuH-6(7H)-oH (mpumep 12x10);

(25)-10-((5-xnop-2-(2,6-numerni-1,1-nuokcua0THOMOP(HONNHO ) TUPUMHUINH-4-1IT)aMUHO)-2-
nuksonponui-3,3-nqudrop-7-metun-1,2,3 4-rerparunpo-| 1,4]okcazenuno[ 2,3-c| X M1HONINH-
6(7H)-oH (mpumep 12x11);,

(25)-10-((5-xnmop-2-(2,5-nuMeTUINUIIE PUAHH- | -1JT) THPUMUAUH-4-1J1)aMHHO)-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oH (mpumep 12x12);

(S)-10-((5-x10p-2-((3S,5S)-3-ruapOoKCH-S-METHITHITEPU N H- | -1JT) U pUMUAH-4- 1T )JaMHHO )-
2-nuknonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-[ 1,4 ]okcazenuHo[ 2, 3-C [ XUHOTHH-
6(7H)-oH (mpumep 12x13);

(25)-10-((5-xmop-2-(6-runpokcu-1,4-nrazenas- 1 -wn) mIUpUMUINH-4-11)aMHHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuHo|2,3-C [ X MUHOIUH-
6(7H)-oH (mpumep 12x14);

(25)-10-((5-xnmop-2-(6-runpokcu-4-(metnn-ds)-1,4-nuazenan- 1 -wn)mupuUMHINH-4-1JT)aMUHO)-
2-uuknonponi-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-[ 1,4 ]okcazenuHo[ 2, 3-C [ XUHOIMH-

6(7H)-oH (mpumep 12x15-d3);
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(25)-10-((2-(3-(2-(a3eTunuH-1-111)-2-0KCOITHI)-S-MeTUINTUTIEPUANH- | -11)-5-
XJIOPITUPUMHUAUH-4-1JT1)aMUHO)-2-IUKJI0Nponui-3,3-qudrop-7-metuin-1,2,3,4-rerparuapo-
[1,4]okcazenuno| 2,3-c]xunonun-6(7H)-on (mpumep 12x16);

(25)-10-((2-((3S,5R)-3-(2-(a3eTunuH- 1 -11)-2-0KCOITHII )-5-METHITUTIEPUANH- | -111)-5-
XJIOPTTUPUMHUIUH-4-1JT)aMHUHO )-2-IUKJIONponui-3,3-nudTop-7-metuin- 1,2, 3, 4-reTparuapo-
[1,4]okcazenuno|2,3-c[xunonuH-6(7H)-on (mpumep 12x16a/b);

(25)-10-((2-((3R,59)-3-(2-(a3eTunuH- 1 -11)-2-0KCOITHII )-S-METHIITUTIEPUANH- | -11T1)-5-
XJIOPTTUPUMHUIUH-4-1IT)aMHUHO )-2-IIUKJIONpOonui-3,3-nudTop-7-metui- 1,23, 4-reTparuapo-
[1,4]okcazenuno|2,3-c[xunonuH-6(7H)-0o1 (mpumep 12x16a/b);

(25)-10-((5-xmop-2-(3-(2-(3,3-nu¢propazeTnnuH- 1 -1mi)-2-0KCOITHII )-S-METHITUTIEPUANH- | -
W) TUPUMH U H-4-1JT)aMUHO )-2-IUKJIonponii-3, 3 -nudrop-7-merun-1,2,3 ,4-reTparuapo-
[1,4]okcazenuno|2,3-c|xunonuH-6(7H)-0o1 (mpumep 12x17);

(25)-10-((5-xmop-2-((3R,55)-3-(2-(3,3-nudropazernnun- 1 -ui)-2-0OKCOITHIT)-5-
METUJIHIIEPUANH- | -UIT) TUPUMHUANH-4-HJT)aMUAHO )-2-IIUKJIONPONNI-3,3-1udTop-7-MeTHII-
1,2,3,4-tetparunpo-[ 1,4]okcazennno[2,3-c|xunomnna-6(7H)-on (mpumep 12x17a/b);

(25)-10-((5-xmop-2-((3S,5R)-3-(2-(3,3-nu¢ropasernaun- 1 -ui)-2-0KCO3ITHIT)-5-
METUJIUIIEPUANH- | -UIT) TUPUMHUANH-4-HJT)aMUHO )-2-IIUKJIONPONni-3,3-1udTop-7-MeTHI-
1,2,3,4-tetparunpo-[ 1,4]okcazenuno[2,3 -c]xunomun-6(7H)-oH (mpumep 12x17a/b);

(2S)-10-((2-(3-(a3eTunun-1-xapbonm)-4,4-1upTOpITUIEPUAIH- | -1 )- 5 -X TOPTUPUMHUINH-4 -
WJT)aMHUHO )-2-HUKJIoNpornui-3,3-aqudrop-7-metun-1,2,3,4-retparuapo-| 1,4 Jokcazenuno[2,3-
c]xunonmun-6(7H)-on (mpumep 12x18);

(25)-10-((5-xnmop-2-(3-(3,3-audropazeruaun- 1 -kapoounn)-4,4-nudropnunepunus- 1 -
WUT)TUPUMH U H-4-1JT)aMUHO )-2-IUKJIonporni-3, 3 -nudrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcazenuno|2,3-c[xunonuH-6(7H)-on (mpumep 12x19);

(25)-10-((5-xmop-2-(3-(2-(3,3-nudropazerunus- 1 -mi)-2-okcor T )-4,4-Tud TOpIHnEpUIIH-
1-mn) P UMHITUH-4-1T)aMUHO ) -2 -IIUKJIONPOITHII-3, 3-aud rop-7-metiin- 1,23 ,4-terparuapo-
[1,4]okcazenmno|2,3-c[xunonuH-6(7H)-0o1 (mpumep 12x20);

(25)-10-((2-(3-(2-(azeTunun-1-mn)-2-okcosTn)-4,4-nupropnunepuaut- 1 -um)-5-
XJIOPITUPUMHUIUH-4-IT)aMHUHO)-2-IIUKJIONponui-3,3-nudrop-7-metun-1,2,3,4-retparuapo-

[1,4]okcazenuno|2,3-c|xunonuH-6(7H)-0o1 (mpumep 12x21);,
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(25)-10-((5-xnm0p-2-(3 -3 THHUITUIEPUIUH- | -UJT) U PUMUINH-4- 1T )aMHHO )-2 - TUKJIOMPOTIHJI-

3,3-mu¢rop-7-merun-1,2,3,4-rerparunpo-[ 1,4]okcazenuno| 2,3-c|xunonun-6(7H)-on  (mpumep
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12x22);

1-(5-xn0p-4-(((S)-2-uuknonponui-3,3-agudTop-7-metun-6-okco-1,2,3,4,6,7-rekcaruipo-
[1,4]okcazenuno|2,3-c[xuHONMMH-10-11)aMIHO ) TUPUMHUAMH-2 - U1 ) TUTIEPUINH-3-KapOOHUTPUIT
(mpumep 12x23);

(S)-10-((5-x10p-2-((4,4- 11 TOPLHMKIOTEKCHIT )JaMHHO ) TUP UMU M H-4-1JT)aMHHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-[ 1,4]JokcazenuHo| 2,3 -C [ X MHOJIUH-
6(7H)-oH (mpumep 12x24),

(25)-10-((2-(2-a3abunmkio[4.1.0]renTas-2-1)-5-X JJIOPIHUPUMHU TN H-4-HIT)AMHUHO ) -2 -
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJWH-
6(7H)-oH (mpumep 12x25);,

(25)-10-((5-xmop-2-(3-(nudropmeTnn)munepasut- 1 -wn) IUPUMHUIUH-4-1IT)aMHHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oH (mpumep 12x26),

(S)-10-((5-x10p-2-((3R,5S)-3-(2-(AMMETUIAMUHO )3 TOKCH ) -5 -METUIIITUIIEPUANH- | -

W) TUPUMUIUH-4-1JT)aMUHO)-2-1iukJionponui-3,3-gudrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcasenuno|2,3-c]xunonun-6(7H)-on (mpumep 12x28);

(25)-10-((2-(3-(azeTunuH- 1 -kapOOHMIT )- S -METHITUIEPUINH- | -1JT)-5-X TOPITHUPUMHTUH-4-
WJT)aMHUHO )-2-HUKJIoNpornui-3,3-aqudrop-7-metun-1,2,3,4-retparuapo-| 1,4 Jokcazenuno[2,3-
c]xunonun-6(7H)-on (mpumep 12x30);

(25)-10-((5-xmop-2-(3-(3,3-audropazeruau- 1 -kapOOHUI )-S5 -MeTUITHITEPUIHH- | -

W) TUPUMHIUH-4-1JT)aMUHO )-2-IUKJIonpori-3, 3 -nudrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcazenuno|2,3-c[xunonuH-6(7H)-0on (mpumep 12x31);

(S)-10-((5-x10p-2-(3-(rHAPOKCUMETHI )a3e TUAMH- | -HJT) THPUMHUANH-4-1J1)aMHUHO))-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuHo| 2,3-C [ X MUHOJIUH-
6(7H)-oH (mpumep 12x32);

(25)-10-((5-xmop-2-(2~(ruaPOKCUMETHIT )a3E€TUANH- | -1 TUPUMHUTUH-4-1JT)aMHHO )-2-
ukJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-[ 1,4]Jokcazenunno| 2,3 -C [ X MHOJIUH-

6(7H)-oH (mpumep 12x33);
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(S)-10-((5-x10p-2-((S)-2-(runpoKCUMETHII)a3e TUANH- | -UJT) TUPUMUANH-4- 1T )aMUHO)-2-
nukJonponui-3,3-augTop-7-merun-1,2,3,4-rerparuapo-| 1,4]okcaszennsol 2,3-c | X MUHOIMH-
6(7H)-oH (mpumep 12x33a);

(S)-10-((5-x10p-2-((R)-2-(ruapokcruMeTHIT )a3e TH AN H- | -1JT) TUpUMUANH-4-UJT)aMHHO )-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oH (mpumep 12x33b);

(S)-10-((5-xm0p-2-(3-(propmeTrn)azeTnauH- | -1a) MU PUMUIHH-4- T )aMHIHO)-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-[ 1,4]JokcazenuHo| 2,3 -C [ X MHOJIUH-
6(7H)-oH (mpumep 12x35);

(25)-10-((5-xmop-2-(2-MeTrnazeTuAnH- 1 -1 IUpUMUINH-4-1IT)aMIHO ) -2 - LI KIIOTTPOTHJI-3, 3 -
mudrop-7-merun-1,2,3,4-terparuapo-| 1,4]okcazennno| 2,3 -c|xunonus-6(7H)-on (mpumep
12x36);

(S)-1-(5-xnop-4-((2-uuknonponun-3,3-audrop-7-meTnn-6-okco-1,2,3.4,6,7-rekcarugpo-
[1,4]okcazenuno| 2,3 -c|xuHONMH-10-11)aMIHO ) TUPUMUAMH-2 - W) TUIEPUANH-4-KapOOHUTP I
(mpumep 12x38);

1-(5-xn0p-4-(((S)-2-uuknonponun-3,3-gudrop-7-meTnn-6-okco-1,2,3,4,6,7-rekcaruipo-
[1,4]okcazenuno|2,3-c]xuHonuH-10-n1)aMuHO ) IUpUMUANH-2-11)-5-PpTOp-N,N-
AMMETUIINUNepUIuH-3-kapookcamun (mpumep 12x39);

(2S)-10-((5-xnop-2-(3-propnunepuanH- 1 -1 TUPUMUAHH-4-1IT)aMHHO )-2 -LIUKIIOIPOIHII-3, 3 -

nudrop-7-metun-1,2,3 4-rerparunpo-| 1,4]okcazenmnno| 2,3 -c | xunomn-6(7H)-oH (mpumep
12x40);

(S)-10-((5-x10p-2-(4-pTOpIIHNIEpUANH- | -HIT) TUPUMHUTUH-4-H1JT)AMUHO )-2 -IIUKJIONPONHI-3,3-
mudrop-7-merun-1,2,3,4-terparuapo-[ 1,4]okcazenuno| 2,3 -c|xunonus-6(7H)-on (mpumep
12x42);

(S)-10-((5-x70p-2-((S)-2-(rUIPOKCUMETHIT ) TUPPOTUAHH- | W) TUPUMHIUH-4-1JT)aMUHO)-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuHo|2,3-C [ X MUHOIUH-
6(7H)-oH (mpumep 12x44),

(25)-10-((5-xm0p-2-(2~(METOKCUMETHIT ) TUPPOIH AN H- | -FIT) TUPUMUANH-4-1IT)aMHHO )-2 -
ukJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-[ 1,4]Jokcazennno| 2,3 -C [ X MHOJIUH-

6(7H)-oH (mpumep 12x45);,
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(S)-10-((5-x10p-2-((S)-2-(METOKCUMETHII ) TUPPONUANH- | -UIT)TUPUMHUANH-4-HJT)AMUHO)-2-
nukJonponui-3,3-augTop-7-merun-1,2,3,4-rerparuapo-| 1,4]okcaszennsol 2,3-c | X MUHOIMH-
6(7H)-oH (mpumep 12x45a);

(S)-10-((5-x10p-2-((R)-2-(METOKCHMETHIT ) TUP POTHINH- | -1JT) T PUMUAHH-4-HJT)aMUHO)-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oH (mpumep 12x45b);

(25)-10-((5-xnm0p-2-(2~(TUaPOKCUMETHIT )-3 -METUIIITHUIIE PUAHH- | -HIJT) TUPUMUUH-4-
WJT)aMUHO)-2-IuKJIonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c]xunomuH-6(7H)-oH (mpumep 12x46);

(S)-10-((5-x10p-2-((S)-4,4-nupTop-2-(rUAPOKCUMETHIT) TUPPOTUANH- | -1 ) TUPUMHIUH-4-
WJT)aMUHO)-2-IUKJIonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c]xunonmuH-6(7H)-oH (mpumep 12x47);,

(25)-10-((5-xmop-2-(4-¢pTop-2-(TUAPOKCUMETHI) TUPP OJTUANH- | -IT) TP UMHU T H-4 -
WJT)aMUHO)-2-HUKJIONponui-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c]xunonmuH-6(7H)-oH (mpumep 12x48);

(S)-10-((5-xm0p-2-((2S,4S)-4-Pprop-2-(ruApOKCUMETIIT) TUP POIUANH- | -UIT) TUPUMHUTUH-4-
WJT)aMHUHO)-2-IuKJonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c|xunonuH-6(7H)-on (mpumep 12x48a),

(S)-10-((5-x10p-2-((28S,4R)-4-pTOp-2-(TMAPOKCUMETIIT ) TUPPOITUANH- | -1 ) TUPpUMHUIHH-4 -
WJT)aMHUHO )-2-IUKJIoNPporui-3,3-audrop-7-metun-1,2,3, 4-retparuapo-| 1,4 Jokcazenuno[2,3-
c]xunonuu-6(7H)-oH (mpumep 12x48b);

(25)-10-((5-xm0p-2-(2~(TUaAPOKCUMETHIT )-3 -METUIITTHPPOJTUAUH- | -FLT) TUPUMUTUH-4-
WJT)aMUHO )-2-IUKJIoNponii-3,3-nudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c]xunonmuu-6(7H)-oH (mpumep 12x49);

(25)-10-((5-xnmop-2-(4,4-nudTop-2-(ruaAPOKCUMETHIT ) TUIIEPUANH- | -FT) TUPUMHIUH-4-
WJT)aMUHO)-2-IUKJIonponui-3,3-qudrop-7-metmn-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c]xunommH-6(7H)-oH (mpumep 12x50);

(25)-2-uuknonponmi-10-((2-(4,4-mudop-3,S-numernanunepuaus- 1 -ui)-5-
dToprmpuMuanH-4-nn)aMuHo)-3,3-nudTop-7-metmin-1,2,3,4-rerparuapo-| 1,4]okcazenuno| 2,3-
c]xunonmuu-6(7H)-oH (mpumep 13p01);

(S)-2-mmknonponuin-3,3-ngudrop-10-((5-dpTop-2-MopdonnHOnTUPUMUANH-4-1IT)aMHHO )-7 -

metun-1,2,3,4-terparunpo-| 1,4]okcazenuno| 2,3-c|xunonun-6(7H)-on (nmpumep 13p06);
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(S)-2-mmknonponuin-3,3-gudTop-10-((5-pTop-2-((S)-2-MeTUIMOPPOIMHO ) TUPUMUAH-4 -
wi)aMuHo)-7-meTii-1,2,3 4-rerparuapo-| 1,4 Jokcazenuno[2,3-c|xunoauna-6( 7H)-on (mpumep
13p08);

(S)-10-((2-((1R,5S)-8-okca-3-azadbummko[ 3.2. 1 JokraH-3-1m1)-5-p TopmupuMuIuH-4-
WJT)aMUHO)-2-HUKJIonpornui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c]xunonun-6(7H)-oH (mpumep 13p11);

(S)-2-muknonponui-10-((2-(numMeTHIaMuHO )-S5 -H TOPTUPUMUANH-4-1JT)aMUHO)-3, 3 -1u TOp-
7-metun-1,2,3,4-rerparunpo-| 1,4]okcazenuno|2,3-c|xunonnna-6(7H)-on (mpumep 13p12);

(S)-2-mmknonponui-3,3-gudTop-10-((5S-xm0p-2-Mopdh onUHONUPUANH-4-UIT)aMHHO )- 7 -METHII-
1,2,3,4-terparunpo-[ 1,4]okcazenuno[2,3 -c|xunommH-6(7H)-oH (mpumep 13¢06);

(S)-2-mmknonpornuin-3,3-gudTop-10-((5-xmop-2-((S)--meTunmopdonuuo))mupuaH-4-
WI1)aMHHO)-7-MeTui-1,2,3 4-rerparuapo-| 1,4]okcazenuno| 2,3-c|xunonua-6(7H)-ox (mpumep
13c08);

(S)-2-mmxnonpornui-10-((2-(numMeTHIaMHUHO)-5-XIOPIUPUANH-4-1I1)aMUHO)-3, 3 -nudTop-7-
metui-1,2,3,4-terparunpo-| 1,4]okcazenuno| 2,3 -c|xunonun-6(7H)-on (mpumep 13¢12);

(S)-2-mmxnonponui-10-((2-(4,4-nupropnunepunus- 1 -um)-5-GropnupuanH-4-1i1)aMUHO ) -
3,3-mu¢rop-7-merun-1,2,3,4-rerparunpo-[ 1,4]okcazennno| 2,3-c|xunonun-6(7H)-on  (mpumep
13104) n

(S)-2-umknonponun-3,3-mudrop-10-((S-prop-2-((3R,5S)-3-runpokcu-S-mernnnunepuaus- 1 -
W) UPUIUH-4-1T1)aMuHO)-7-MeTui-1,2,3, 4-rerparuapo-[ 1,4]okcazenuno| 2,3 -¢ |xunoauH-6( 7H)-
oH (mpumep 13£05).

[0028] KoHkpeTHbIe COeOMHEHHMsI 10 HACTOSIIEMY H300PETEHUI0 BKIIFOYAKOT JIOObIE U3
CJIEAVIOIIHNX COSTUHEHHUH M UX (apMarieBTUYECKH MTPUEMIIEMbIE COJIb UJIH COJIbBAT:

(S)-10-((5-x10p-2~(4-IHMKIOTIPONUII-3 -OKCOMUTIEPA3UH- | -FIT) TUPUMHIUH-4-HIT)aMHIHO )-2 -
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3-C [x MUHOH-
6(7H)-oH (mpumep 1b);

(S)-10-((5-x10p-2-((S)-3,4-nuMeTnI-5-0KCONHIepasuH- | -1 TUPUMUANH-4- 1T )AMUHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuHo| 2,3-C [ X MUHOJUH-
6(7H)-on (mpumep 1c¢);

(S)-10-((5-x10p-2-((2-ruAPOKCH-2 -METUIIPOTTHIT)aAMUHO ) TUPUMHU TN H-4-1JT)AMUHO )-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]Jokcazennno| 2,3 -C [ X MHOJIUH-

6(7H)-oH (mpumep 1d);
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(S)-10-((2-((1R,4R)-2-0kca-5-a3abunukno[2.2. 1 Jrentan-5-mi)-5-X 10pUpUMUIH-4-
WJT)aMUHO)-2-HuKonpomui-3,3-aqudrop-7-metun-1,2,3 4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c|xunonuH-6(7H)-on (mpumep le);

N-((3S,5R)-1-(5-xn0p-4-(((S)-2-uuknonponun-3,3-nudrop-7-merni-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c[xuHOoMMH- 1 0-11)aMIHO )TUpUMHINH-2-11)-5-
MeTWINHIEpUANH-3-ni)aneramun (mpumep 1f);

N-((3R,55)-1-(5-xmop-4-(((S)-2-uukaonponui-3,3-nudrop-7-mernin-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c[xuHonuH- 1 0-1mi1)aMIHO )TUpUMHANH-2-11)-5-
METWIHIIEPUANH-3 -nin)aneramus (mpumep 1g);

(S)-10-((5-x70p-2-((3S,5R)-3-(muMeTUIAMUHO ) -5 -METUIIUIIEPUINH- | -UJT) TUPUMHUTUH-4 -
WJT)aMUHO)-2-IuKJIonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c|xunonun-6(7H)-on (mpumep 1h);

(S)-10-((5-x70p-2-((S)-3-ruapoKCUNUTIEPUAHH- | -HIT) TUPUMHUTNH-4-HJT)aMHUHO )-2-
ukJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oH (mpumep 11);

(S)-10-((5-x10p-2-((R)-3-rugpokcununepuans- 1 -uia) nupuMUANH-4- 11 )aMUHO)-2-
nuksonponui-3,3-nqudrop-7-metun-1,2,3 4-rerparunpo-| 1,4]okcazenuno[ 2,3-c| X M1HONINH-
6(7H)-oH (npumep 1j);

(S)-10-((5-x10p-2-(3-pTOP-3-MeTHNAZETHANH- | -HIT) TUPUMHUIUH-4- 1T )AMUHO)-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-

6(7H)-oH (mpumep 1m);

(S)-2-mmknonponuin-3,3-qudTop-10-((S-dpTop-2-((3R,5S)-3-runpokcu-5-mernnnunepuans- 1 -

W) TUPUMHIUH-4-1J1)aMUHO)-7-MeTiil- 1,2, 3 4-terparunpo-| 1,4]okcaszenuno| 2,3 -C [XUHOIMH-
6(7H)-oH (mpumep 2a),

(S)-10-((2-(3-okca-8-azadunukino[ 3.2. 1 JokraH-8-11)-5-XJIOp MU PUMHUANH-4- T )AMUHO )-2 -
ukJonponui-3,3-gudrop-7-(metun-d3)-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-

c][1,8]HadTrpunuH-6(7H)-0H (mpumep 3a);

(S)-10-((5-xm0p-2-(3-metui-1,2,4-okcaanaszon-S-ui)nupuanH-4-1ia)aMUHO )-2 - I KIIOTIPOTTHII-

3,3-mu¢rop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazenmno| 2,3-c|xunonua-6(7H)-on  (mpumep

4a),

(S)-10-((3-x10p-2-¢pTOpNIHPUANH-4-HIT)aMUHO ) -2 - IUKIONPONHI-3,3- 11 TOp-7-METHII-

1,2,3,4-tetparunpo-[ 1,4 ]okcazennno| 2,3 -c|xunommn-6(7H)-on (pumep 4b);,



10

15

20

25

30

47

(S)-2-muknonponuin-3,3-gudrop-10-((5-pTop-2-((1R,5S,7R)-7-runpokcu-3-okca-9-
a3aburmkio[3.3. 1 JHoHaH-9- 1) TUPUMUAMH-4-1JT)aMHHO)- 7-MeTHI- 1,2, 3 4-TeTparuapo-
[1,4]okcasennno|2,3-c]xunonun-6(7H)-oH (mpumep Sa);

(25)-10-((2-(3-auerwnn-3,8-guazadunmkio[ 3.2. 1 JokTan-8-m)-5-X 10pIUpUMUIH-4-
WJT)aMUHO)-2-HUKJIonpornui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c]xunonuH-6(7H)-oH (mpumep 7a);

(25)-10-((2-(8-auernn-3,8-guazadunmkio[3.2. 1 JokTan-3 -mi)-5-X JI0pIUpUMUITH-4-
WJT)aMUHO)-2-IuKJonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-[ 1,4 |Jokcazenuno[2,3-

c]xunonuu-6(7H)-oH (mpumep 7b);

(S)-10-((5-x70p-2-((3S,5R)-3-pTOp-S-ruapoKCUNTHIEpUINH- | -IT) TUPUMUAAHH-4-HIT)aMHHO )-

2-nuknonponi-3,3-nqudrop-7-meTuin-1,2,3,4-rerparuapo-[ 1,4 ]okcazenuHo[ 2, 3-C [ XUHOIMH-

6(7H)-on (mpumep 9a),

(S)-10-((5-x10p-2-((3R,5S)-3-pTOp-S-ruapokcunUnepuIuH- 1 -A1) MU pUMUAAHH-4-1IT)aMHHO )-

2-uuknonponi-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-[ 1,4 |okcazenuHo[ 2, 3-C [ XUHOTMH-
6(7H)-oH (mpumep 9a);

(S)-10-((5-x10p-2-((S)-3-((nMMeTHIAMUHO )METHIT ) TUTIEPUANH- | -1 TUPUMU T H-4-
WJT)aMUHO)-2-IuKJonponui-3,3-qudrop-7-metmn-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c]xunonuu-6(7H)-on (mpumep 9b);

(3R,5S)-1-(5-xnop-4-(((S)-2-uuknonponui-3,3-gudrop-7-metui-6-okco-1,2,3,4,6,7-
rekcaruapo-[ 1,4]okcazenuno| 2,3 -¢|xuHoauH- 1 0-11)aMUHO )TUPUMUIANH-2-11)-N-3THJI-5-
METHIIUTNIEPUINH-3-KapOokcamun (mpumep 9¢);

(3S,5R)-1-(5-xnop-4-(((S)-2-uuknonponmi-3,3-gudrop-7-metni-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c[xuHonmuH- 1 0-m1)aMiHO )TUpUMHANH-2-11)-N-3THII-5-
METHIIUTIEPUINH-3-KapOokcamun (pumep 9¢);

(S)-10-((5-x10p-2-((3R,5S)-3-(rUIpOKCUMETHIT)-5-METHIIMTUNIEPUTUH- | -1 TUPUMHUITH-4 -
WJT)aMUHO)-2-IUKJIonponui-3,3-qudrop-7-metmn-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c]xunonuu-6(7H)-on (mpumep 9d);

(S)-10-((5-x70p-2-((3S,5R)-3-(rUIpOKCUMETHIT)-5-METHIITUNIEPUIUH- | -1 TUPUMHUITH-4 -
WJT)aMHUHO)-2-0UKJIoNponui-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-

c|xunonuu-6(7H)-on (mpumep 9d);
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(S)-10-((5-x10p-2-((R)-4,4-nudprop-3 -ruapoKcununepuanH- 1 -1im)mupuMUANH-4-1I1)aMHHO )-
2-nuksonponui-3,3-nugrop-7-metun-1,2,3 4-rerparunpo-[ 1,4 ]okcazenunol 2,3-c|xuHONMMH-
6(7H)-oH (mipumep 9e);

(S)-10-((5-x10p-2-((S)-4,4-nupTOp-3-rUAPOKCUITHIIEPUIIH- | -1JT) THPUMUAUH-4-1JT)aMHHO )-
2-nmknonponui-3,3-quprop-7-metuin-1,2,3,4-rerparuapo-[ 1,4 ]okcazenuHo[ 2, 3-C [ XUHOIHH-
6(7H)-oH (pumep 9e);

2-((R)-1-(5-x10p-4-(((S)-2-uuknonponui-3,3-gudrop-7-metun-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c [xuHOIMH- 1 0-11)aMIHO ) TUP MU H-2-1JT) TUTIEPUTHH-3 -
win)aueramun (nmpumep 9g);

2-((S)-1-(5-xm0p-4-(((S)-2-umxnonponui-3,3-nudrop-7-meTnia-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c [xuHOMMH- 1 0-11)aMIHO ) TUPUMHU AU H-2-1JT) TUTIEPUTHH-3 -
win)auneramun (npumep 9g);

(S)-10-((5-x70p-2-((S)-3-(muMeTUIAMUHO ) TUTIEPUANH- | -FIT) TUPUMHUINH-4-HIT)aMHHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oH (mpumep Sh);

(S)-10-((5-x10p-2-((R)-3-(muMeTHIaAMHUHO )ITUTIEPUANH - | -1 TUPUMHUIUH-4-1JT)aMUHO)-2-
nuksonponui-3,3-nqudrop-7-metun-1,2,3 4-rerparunpo-| 1,4]okcazenuno[ 2,3-c| X M1HONINH-
6(7H)-oH (nmpumep 91);

(R)-1-(5-xn0p-4-(((S)-2-umknonpomnun-3,3-qudrop-7-metun-6-okco-1,2,3,4,6,7-rekcaruapo-
[1,4]okcazenuno|2,3-¢[xuHoauH- 1 0-11)aMUHO )TUPUMUIUH-2-1J1 )-N-3T11-4,4-
mudropnunepunuH-3-kapookcamun (mpumep 9j);

(S)-1-(5-xnop-4-(((S)-2-uuknonponmi-3,3-nudrop-7-mernin-6-okco-1,2,3,4,6,7-rekcarugpo-
[1,4]okcazenuno|2,3-c[xuHONMH-10-11)aMIHO )TUPUMUANH-2-11)-N-3THi-4,4-
mudroprnunepunuH-3-kapookcamun (mpumep 9j);

N-(((R)-1-(5-xmop-4-(((S)-2-muknonponuin-3,3-nudpTop-7-metmn-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c[xuHonuH- 1 0-min)aMuHO )TupUMHANH-2-11)-4,4-
mudroprnunepunnH-3-mwi)mMerin)-N-srananeramua (nmpumep 9k);

N-(((S)-1-(5-xmop-4-(((S)-2-uuknonponwun-3,3-mudTop-7-meTmn-6-okco-1,2,3,4,6,7-

rekcaruapo-| 1,4]okcazennnol 2,3 -c[xuronuH- 1 0-mn)aMuHO )TupUMHANH-2-11)-4,4-

mudroprnunepunnH-3-mwin)merun)-N-stunaneramun (nmpumep 9k);
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N-((R)-1-(5-xnop-4-(((S)-2-uuknonponun-3,3-audrop-7-merun-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenuno| 2,3 -c|xuHoaus- 1 0-u1)aMuHO )TUPUMUIUH-2-11)-4,4-
aupropnunepuauH-3-mi)-N-MeTmnaneramMus (npumep 9m);

N-((S)-1-(5-xnop-4-(((S)-2-uuknonponui-3,3-gudrop-7-MeTni-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c[xuHonuH- 1 0-m1)aMIHO )TUpUMHANH-2-11)-4,4-
mudropnunepunuH-3-mi)-N-metunaneramun (pumep n),

(S)-10-((5-x10p-2-(4-PpTOP-4-(TUAPOKCUMETHIT ) TUTIEPU TN H- | -HJT) TUp MU H-4-1JT)aMHHO )-
2-nuknonponui-3,3-qudrop-7-meTuin-1,2,3,4-rerparuapo-[ 1,4 okcazenuHo[ 2, 3-C [ XUHOIMH-
6(7H)-oH (mpumep 90);

(S)-10-((5-x10p-2-((R)-3-(rMApOKCHMETHI ) IUITEPUINH- | -1JT) T pUMUAHH-4-HJT)aMUHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJWH-
6(7H)-oH (mpumep 9p);

(S)-10-((5-x70p-2-((S)-3-(rUIPOKCUMETHI ) TUIIEPUANH- | -UIT) TUPUMHUANH-4 -1 )AMUHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-on (mpumep 9q);

(S)-10-((5-xm0p-2-((1S,5R)-3-3T11-2-0KCO-3,8-A1Ma3a0buiukio[3.2. 1 Jokran-8-

W) TUPUMU I H-4-1JT)aMUHO )-2-1iukJionponui-3,3-nudrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcazenuno|2,3-c]xunonun-6(7H)-on (mpumep 9r);

(S)-10-((5-x10p-2-((1R,5S)-3-53TM51-2-0KCO-3,8-A1ra3aduukIo[3.2. 1 JokTaH-8-

W) TAPUMM A H-4-UJT)aMUHO )-2-HUKJIOTPOnuI-3,3-nudTop-7-metuin-1,2,3,4-reTparuapo-
[1,4]okcazenuno|2,3-c[xunonuH-6(7H)-on (mpumep 9r);

(S)-10-((2-(6-auermnn-2,6-nuazacnupo| 3.3 rentan-2-wi)-5-XJIOPMTUPUMHUAUH-4 -1 )AMUHO )-2 -
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oH (ipumep Ot);

(S)-10-((5-x10p-2~((2-rUAPOKCH-2-METHITPOTTHIT ) (METHIT )AMHUHO ) TUPUMHU AU H-4-FJT)AMUHO ) -
2-nuknonponi-3,3-nqudrop-7-meTmi-1,2,3, 4-rerparuapo-[ 1,4 |okcazenuHo[ 2, 3-C|[XUHOIMH-
6(7H)-oH (mpumep Su);

(S)-10-((5-x10p-2~((3-rumpokcu-3-MeTua0y THII )( METHIT )aMUHO ) TUPUMHU TN H-4-1JT)aMUHO )-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo- 1,4]Jokcazenuno| 2,3 -C [X MHOJIUH-

6(7H)-on (mpumep 9v);,
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(S)-10-((5-x10p-2-(6-(uukIoNIPONTUIMETHIN )-2,6-11a3acnupo| 3.3 JrentaH-2- 1) TUpUMUANH-4 -
WJT)aMUHO)-2-HuKonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[ 2,3-
c|xunonuH-6(7H)-oH (mpumep 9w);

(25)-10-((5-xnmop-2-(6-((2,2-nudroprukinonponui)MeTiin )-2,6-nuazacnupo| 3.3 JrentaH-2-
W) TUPUMHIUH-4-1J1)aMUHO )-2-IuKJIonponui-3, 3 -nudrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcazenuno|2,3-c[xunonuH-6(7H)-0oH (mpumep 9x);

(25)-10-((5-xnmop-2-(8-(uKIonponuiaMeTi)-3,8-1razadunukno[ 3.2. 1 ]Jokran-3-
WUT)TUPUMH U H-4-1JT)aMUHO )-2-IUKJIonpori-3, 3 -nudrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcazenuno|2,3-c]xuronuH-6(7H)-0H (mpumep 9y);

(25)-10-((5-xmop-2-(8-((2,2-mudropuukiaonpornmia)meTiin)-3,8-nnazadbuumkio| 3.2. 1Jokran-3-
W) TUPUMH U H-4-1JT)aMUHO )-2-IUKJIonponii-3, 3 -nudrop-7-merun-1,2,3 ,4-reTparuapo-
[1,4]okcazenuno|2,3-c]xuronuH-6(7H)-0H (mpumep 9za),

(S)-10-((5-x10p-2-((3R,5R)-3-ruapoKkcu-S-MeTunnune puAnH- 1 -1 mupuMHuIuH-4-
WJT)aMUHO)-2-HUKJIonponui-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c|xunonuu-6(7H)-oH (mpumep 9zb);

(S)-10-((5-x10p-2-((R)-3-MeTokcununepuInuH- 1 - 1) mMupUMUINH-4-1T)aMHHO )-2-
nuksonponui-3,3-nqudrop-7-metun-1,2,3 4-rerparunpo-| 1,4]okcazenuno[ 2,3-c| X M1HONINH-
6(7H)-oH (mpumep 10c);

(S)-10-((5-x10p-2-((S)-3-MeToKCUNHIepUIUH- | -1JT)THPUMUANH-4-UJT)aMHHO)-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oH (mpumep 10c);

(S)-10-((5-x10p-2-((3R,55)-3,5-AUruIpOKCUITUITEPUINH- | -FLT) TUP MU H-4 - UJT)aMHHO )-2 -
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oH (pumep 11e);

(S)-10-((5-x10p-2-((1R,5R)-1-(ruppoxkcumeTmn)-5-metmi-3-azabununkio| 3. 1.0]rekcan-3-
W) TUPUMH U H-4-1JT)aMUHO )-2-IUKJIonporit-3, 3 -nudrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcazenuno|2,3-c|xuronuH-6(7H)-oH (mpumep 11f);

(S)-10-((5-xm0p-2-((1S,5S)-1-(runpokcumernn)-S-meTuin-3-azaduukiol 3.1.0rekcan-3-
W) TUPUMH I H-4-1JT)aMUHO )-2-IUKJIonpomi-3, 3 -nudrop-7-merun-1,2,3 4-rerparuapo-

[1,4]okcazenuno| 2,3-c]xuronuH-6(7H)-oH (mpumep 11f);
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(S)-10-((5-x10p-2-((3R,5R)-3-dpTOp-5-ruppokcununepuanH- 1 -uin) mMpuUMHINH-4-1IT1)aMHUHO )-
2-tknonponui-3,3-gudrop-7-metuin-1,2,3,4-rerparuapo-[ 1,4 Jokcaszennno[ 2,3 -C | XMHOIHH-
6(7H)-oH (mpumep 11g);

(S)-10-((5-x10p-2-((3S,5S)-3-prop-5-ruapokcununepuant- 1 -1 MupUMUTHH-4- 1T )aMHHO )-
2-nmknonponui-3,3-quprop-7-metuin-1,2,3,4-rerparuapo-[ 1,4 ]okcazenuHo[ 2, 3-C [ XUHOIHH-
6(7H)-oH (mpumep 11g);

(S)-10-((5-x10p-2-((R)-7-runpokcu-5-azacrupo[ 2.5 JokraH-5-mn)mupUMHIUH-4- 1T )aMUHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-[ 1,4]JokcazenuHo| 2,3 -C [ X MHOJIUH-
6(7H)-oH (mpumep 11h);

(S)-10-((5-x10p-2-((S)-7-rungpoxcu-S-azacnupo| 2.5 JokraH-5-11) U pUMUAHH-4-HIT)aMHHO )-2 -
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJWH-
6(7H)-oH (mpumep 11h);

(S)-10-((5-xm0p-2-((3R,4S)-3-(rupoKCUMETHI)-4-METHITUPPOTH AN H- | -1JT) MU pUMUAANH-4 -
WJT)aMUHO)-2-HUKJIoNponui-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c]xunonmuu-6(7H)-oH (mpumep 11j);

(S)-10-((5-x10p-2-((3S,4R)-3-(runpoKCUMETHI)-4-METUITUPPOTUANH- | -WJT) TUPUMUANH-4 -
WJT)aMUHO)-2-IuKJonponui-3,3-qudrop-7-metmin-1,2,3,4-rerparuapo-| 1,4 Jokcazennno[2,3-
c|xunonun-6(7H)-oH (mpumep 11j);

(S)-10-((5-x10p-2-((2-ruAPOKCUITII )(IIPOTINIT )aMUHO )TUPUMHUANH-4-1JT)JaMUHO )-2-
uKJonponui-3,3-audrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oH (mpumep 11k);

(S)-10-((5-x10p-2-(((R)-3-METOKCH-2-METHIITPOIIIT )aAMUHO ) TUPUMHUTHH-4 - 1T )aMUHO ) -2 -
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oH (mpumep 11m);

(S)-10-((5-x70p-2-(((S)-3-MeTOKCH-2-METUIIIPOITHI )AMUHO ) TP UMHTUH-4-1JT)aAMUHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno|2,3-C [ X MUHOUH-
6(7H)-oH (mpumep 11m);

(S)-10-((5-x10p-2-(3-MeTunazeTuauH- 1 -1i1) MUPUMHUANH-4-1JT)aMUHO ) -2 - [TUKJIONPONHI-3,3-
mudrop-7-merun-1,2,3 4-terparunpo-[ 1,4]okcazenuno| 2,3 -c |xunonmun-6(7H)-on (mpumep 110);

(S)-1-(5-xnop-4-((2-uuknonpomnun-3,3-audrop-7-meTnun-6-okco-1,2,3,4,6,7-rekcarugpo-
[1,4]okcazennno| 2,3-c|xuHONMH-10-111)aMIHO )TUPUMUAMH-2 - U1 )a3eTHANH-3 -KapOOHUTP I

(mpumep 11p);
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(S)-10-((5-x10p-2-(3-pTopazernauH-1 -n1)MUPUMUANH-4- 1T )aMUHO)-2 - LIUKJIONPONUi-3,3-
mudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazennno| 2,3 -c|xunonun-6(7H)-on (nmpumep 11q);

(S)-1-(5-xn0p-4-((2-umxnonponui-3,3-auprop-7-meTni-6-okco-1,2,3,4,6,7-rekcaruapo-
[1,4]okcazenuno|2,3-¢[xuHOMUH- 1 0-1J1)aMUHO )ITUPUMHIUH-2 -1 )-3 -METHIa3e THINH-3 -
kapOonutpuia (mpumep 11s);

(S)-2-(1-(5-xnop-4-((2-uuknonponui-3,3-nudpTop-7-metTun-6-okco-1,2,3,4,6,7-rexcarugpo-
[1,4]okcazenuno|2,3-c[xuHONMMH- 1 0-11)aMIHO ) TUPUMHUAMH-2 - U1 )a3€THINH-3 -1 )alle TOHUTPUIT
(mpumep 11t);

(S)-10-((2-(a3eTunuH-1-11)-5-X TOPITUPUMUANH-4 -1 )aMUHO ) -2 - LTUKJIONPONHI-3,3-nudTop-7-
metmii-1,2,3,4-tetparunpo-| 1,4]okcazenuno| 2,3 -¢ |xunoauH-6(7H)-oH (mpumep 11v);

(S)-10-((5-x10p-2-(3-MeTOKCHA3ETUANH- | -UIT)TUPUMHUTUH-4 -1 )aMHUHO )-2-[IUKJIONPOINI-3,3-
nudrop-7-metun-1,2,3 4-rerparunpo-[ 1,4]okcazenmnno| 2,3 -c |xunommH-6(7H)-0oH (mpumep 11w);

(S)-10-((5-x10p-2-(3-MeTOKCH-3-MeTHIIA3E€ TUANH- | -1 ) TUPUMHU TN H-4-1JT)aMHUHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oH (mpumep 11x);

(S)-10-((5-x10p-2-((R)-3-rugpokcu-3-MeTUIINUPPOITU N H- | -1IT) TUPUMUINH-4-1IT)aMHHO )-2 -
nuksonponui-3,3-nqudrop-7-metun-1,2,3 4-rerparunpo-| 1,4]okcazenuno[ 2,3-c| X M1HONINH-
6(7H)-oH (mpumep 12a);

(S)-10-((5-x710p-2-((S)-3 -ruapPOKCH-3 -METHITUP POTUANH- | -UJT) TUPUMUAUH-4- 11T )AMUHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oH (pumep 12a);

(S)-10-((2-((3S,5R)-3-amuHO-5-MeTHIMUIIEPUAKH- | -1IT)-5-XTOPTUPUMUANH-4-HIT)aMHHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oH (mpumep 12b),

(S)-10-((2-((3R,5S)-3-amuHO-5-MeTHIMUIIEPUANH- | -1IT)-5-X TOPITUPUMUANH-4-HIT)aMHIHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuHo| 2,3-C [ X MUHOJIUH-
6(7H)-oH (mpumep 12¢);

(25)-10-((2-(6-okca-3-azabuuumkio[3. 1.1 rentan-3-11)-5-XIOPTUPUMHUANH-4 - )AMUHO )-2 -
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-[ 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-

6(7H)-on (mpumep 12d),
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(S)-10-((5-xm0p-2-((R)-3,3-nudTop-S-ruApOKCUNHTIICPUAUH- | -1 ) TUPUMUANH-4-1JT)aAMHHO )-
2-nuksionponui-3,3-nudTop-7-metun- 1,2, 3, 4-rerparunpo-[ 1,4 ]okcaszenuno| 2,3 -C | X UHOIMH-
6(7H)-oH (mpumep 12e);

(S)-10-((5-x10p-2-((S)-3,3-audTOp-5-rUAPOKCUIHITEPUIIH- | -1JT) THPUMUAUH-4-1JT)aMHHO )-
2-nuknonponui-3,3-qudprop-7-metuin-1,2,3,4-rerparuapo-[ 1,4 ]okcazenuHo| 2,3 -C [ X UHOIHH-
6(7H)-on (mpumep 12¢);

(S)-10-((5-xm0p-2-((R)-2-MeTunTHOMOPHONUHO ) TUPUMHUAUH-4-HJT)AMUHO )-2-LIUK IO P OTTHII-
3,3-mudrop-7-metmi-1,2,3 4-rerparuapo-| 1,4]okcazenuno|2,3-c|xunonun-6(7H)-on  (mpumep
12£);

(S)-10-((5-xm0p-2-((S)-2-MeTUITHOMOPPOTUHO ) TUPUMHIAH-4-1JT)AMUHO )-2-LIUKJIOTPOTIHI-
3,3-mudrop-7-metmin-1,2,3 4-rerparuapo-| 1,4 ]okcazenuno| 2,3-c|xunHonua-6(7H)-on  (mpumep
12£);

(S)-10-((5-xm0p-2-((R)-4,6-numeTuin- 1 ,4-nrazenas- 1 -1 IUPUMHUIUH-4-1IT)aMHHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oH (mpumep 12g);

(S)-10-((5-x10p-2-((S)-4,6-numeTun-1,4-nuazenan- 1 -um) mUpUMUINH-4-1T)aMHHO )-2-
nuksonponui-3,3-nqudrop-7-metun-1,2,3 4-rerparunpo-| 1,4]okcazenuno[ 2,3-c| X M1HONINH-
6(7H)-oH (mpumep 12g);

(S)-10-((5-x10p-2-((S)-rexcaruaponuppono| 1,2-a]nupazun-2(1H)-un)nupumuann-4-
WJT)aMHUHO )-2-HUKJIONPOorui-3,3-audrop-7-metun-1,2,3, 4-retparuapo-| 1,4 Jokcazenuno[2,3-
c]xunonmuu-6(7H)-oH (mpumep 12h);,

(S)-10-((5-x10p-2-((R)-rexkcarunponuppono| 1,2-aJmupazun-2(1H)-un)nupumuann-4-
WJT)aMUHO)-2-IuKJonponui-3,3-qudrop-7-metun-1,2,3, 4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c]xunonmuu-6(7H)-0H (mpumep 12h);,

(S)-10-((5-x10p-2-((R)-6-0okcorekcarunponuppodio| 1,2-almupazun-2( 1 H)-um)mupumuains-4-
WJT)aMUHO)-2-IUKJIonponui-3,3-qudrop-7-metmn-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c]xunonmuu-6(7H)-0H (mpumep 121);

(S)-10-((5-x10p-2-((S)-6-okcorekcarugponuppono| 1,2-a]nupazun-2(1H)-um)mupumuaia-4-
WJT)aMHUHO)-2-0UKJIoNponui-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-

c]xunonmuH-6(7H)-oH (mpumep 121);
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(S)-10-((5-x10p-2-((R)-8-rugpokcu-6-azacnupol 3.5 |HoHaH-6-1IT)TUpUMUANH-4-1JT1)aMHHO ) -
2-tknonponui-3,3-gudrop-7-metuin-1,2,3,4-rerparuapo-[ 1,4 Jokcaszennno[ 2,3 -C | XMHOIHH-
6(7H)-oH (mmpumep 12j);

(S)-10-((5-x10p-2-((S)-8-runpoxcu-6-azacnupo| 3.5 JHOHaH-6-1IT) TUPUMUAUH-4- 1T )AMUHO )-2 -
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oH (mpumep 12j);

(S)-10-((5-x10p-2-((3R,5S)-3-ruapOKCH-S-METHIITUNIEPUITUH- | -1 ) TUPUINH-4-1JT)aAMUHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-[ 1,4]JokcazenuHo| 2,3 -C [ X MHOJIUH-
6(7H)-oH (mpumep 13a);

(S)-10-((5-x10p-2-((3R,5S)-3-MeTOKCH-S-MeTHITUTIEPUANH- | -1 TUPUMHTUH-4-1JT)aMHHO )-
2-nuknonponi-3,3-nqudrop-7-meTuin-1,2,3,4-rerparuapo-[ 1,4 ]okcazenuHo[ 2, 3-C [ XUHOIMH-
6(7H)-oH (mpumep 12x05),

(25)-10-((5-xmop-2-(2,6-numMeTHII- 1 -OKCUAOTHOMOP(OIIHO ) T PUMHUANH-4- T )aMHHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oH (mpumep 12x09);,

(25)-10-((5-xnop-2-(2,6-numerni-1,1-nuokcua0THOMOP(HONNHO ) TUPUMHUINH-4-1IT)aMUHO)-2-
nuksonponui-3,3-nqudrop-7-metun-1,2,3 4-rerparunpo-| 1,4]okcazenuno[ 2,3-c| X M1HONINH-
6(7H)-oH (mpumep 12x11);,

(S)-10-((5-xm0p-2-((3S,5S)-3-ruapoKCcH-S-METHITTUITEPU N H- | -1JT) TUpUMUANH-4- 1T )JaMHHO )-
2-nuknonponui-3,3-qudrop-7-metuin-1,2,3,4-rerparuapo-[ 1,4 ]okcazenuHo| 2,3 -C [ X UHOIHH-
6(7H)-oH (mpumep 12x13);

(25)-10-((5-xnmop-2-(6-runpokcu-1,4-nrazenas- 1 -wn) MUPUMUINH-4-1J1)aMHHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oH (mpumep 12x14);

(25)-10-((5-xnmop-2-(6-runpokcu-4-metni- 1,4-nuazenan- | -wn)nupuMuINH-4-1I1)aMIHO)-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuHo| 2,3-C [ X MUHOJIUH-
6(7H)-oH (mpumep 12x15);

(25)-10-((5-xnmop-2-(6-runpokcu-4-(metnn-ds)-1,4-nuazenan- 1 -wn)mupuUMHINH-4-1JT)aMUHO)-
2-uuknonponi-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-[ 1,4 |okcazenuHo[ 2, 3-C [ XUHOIMH-

6(7H)-oH (mpumep 12x15-d3);
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(25)-10-((2-(3-(2-(a3eTunuH-1-111)-2-0KCOITHI)-S-MeTUINTUTIEPUANH- | -11)-5-
XJIOPITUPUMHUAUH-4-1JT1)aMUHO)-2-IUKJI0Nponui-3,3-qudrop-7-metuin-1,2,3,4-rerparuapo-
[1,4]okcazenuno| 2,3-c]xunonun-6(7H)-on (mpumep 12x16);

(25)-10-((2-((3S,5R)-3-(2-(a3eTunuH- 1 -11)-2-0KCOITHII )-5-METHITUTIEPUANH- | -111)-5-
XJIOPTTUPUMHUIUH-4-1JT)aMHUHO )-2-IUKJIONponui-3,3-nudTop-7-metuin- 1,2, 3, 4-reTparuapo-
[1,4]okcazenuno|2,3-c[xunonuH-6(7H)-on (mpumep 12x16a/b);

(25)-10-((2-((3R,59)-3-(2-(a3eTunuH- 1 -11)-2-0KCOITHII )-S-METHIITUTIEPUANH- | -11T1)-5-
XJIOPTTUPUMHUIUH-4-1IT)aMHUHO )-2-IIUKJIONpOonui-3,3-nudTop-7-metui- 1,23, 4-reTparuapo-
[1,4]okcazenuno|2,3-c[xunonuH-6(7H)-0o1 (mpumep 12x16a/b);

(25)-10-((5-xmop-2-(3-(2-(3,3-nu¢propazeTnnuH- 1 -1mi)-2-0KCOITHII )-S-METHITUTIEPUANH- | -
W) TUPUMH U H-4-1JT)aMUHO )-2-IUKJIonponii-3, 3 -nudrop-7-merun-1,2,3 ,4-reTparuapo-
[1,4]okcazenuno|2,3-c|xunonuH-6(7H)-0o1 (mpumep 12x17);

(25)-10-((5-xmop-2-((3R,55)-3-(2-(3,3-nudropazernnun- 1 -ui)-2-0OKCOITHIT)-5-
METUJIHIIEPUANH- | -UIT) TUPUMHUANH-4-HJT)aMUAHO )-2-IIUKJIONPONNI-3,3-1udTop-7-MeTHII-
1,2,3,4-tetparunpo-[ 1,4]okcazennno[2,3-c|xunomnna-6(7H)-on (mpumep 12x17a/b);

(25)-10-((5-xmop-2-((3S,5R)-3-(2-(3,3-nu¢ropasernaun- 1 -ui)-2-0KCO3ITHIT)-5-
METUJIUIIEPUANH- | -UIT) TUPUMHUANH-4-HJT)aMUHO )-2-IIUKJIONPONni-3,3-1udTop-7-MeTHI-
1,2,3,4-tetparunpo-[ 1,4]okcazenuno[2,3 -c]xunomun-6(7H)-oH (mpumep 12x17a/b);

(2S)-10-((2-(3-(a3eTunun-1-xapbonm)-4,4-1upTOpITUIEPUAIH- | -1 )- 5 -X TOPTUPUMHUINH-4 -
WJT)aMHUHO )-2-HUKJIoNpornui-3,3-aqudrop-7-metun-1,2,3,4-retparuapo-| 1,4 Jokcazenuno[2,3-
c]xunonmun-6(7H)-on (mpumep 12x18);

(25)-10-((5-xnmop-2-(3-(3,3-audropazeruaun- 1 -kapoounn)-4,4-nudropnunepunus- 1 -
WUT)TUPUMH U H-4-1JT)aMUHO )-2-IUKJIonporni-3, 3 -nudrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcazenuno|2,3-c[xunonuH-6(7H)-on (mpumep 12x19);

(25)-10-((5-xmop-2-(3-(2-(3,3-nudropazerunus- 1 -mi)-2-okcor T )-4,4-Tud TOpIHnEpUIIH-
1-mn) P UMHITUH-4-1T)aMUHO ) -2 -IIUKJIONPOITHII-3, 3-aud rop-7-metiin- 1,23 ,4-terparuapo-
[1,4]okcazenmno|2,3-c[xunonuH-6(7H)-0o1 (mpumep 12x20);

(25)-10-((2-(3-(2-(azeTunun-1-mn)-2-okcosTn)-4,4-nupropnunepuaut- 1 -um)-5-
XJIOPITUPUMHUIUH-4-IT)aMHUHO)-2-IIUKJIONponui-3,3-nudrop-7-metun-1,2,3,4-retparuapo-

[1,4]okcazenuno|2,3-c|xunonuH-6(7H)-0o1 (mpumep 12x21);,
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1-(5-xn0p-4-(((S)-2-uuknonponun-3,3-agudrop-7-meTnn-6-okco-1,2,3,4,6,7-rekcaruipo-
[1,4]okcasenuHo|2,3-cxuHOMUH- 1 0-11)aMUHO ) TUPUMHUTNH-2-WJT)TUIIEPUANH-3 -KapOOHUTPHIT
(mpumep 12x23);

(25)-10-((5-xnmop-2-(3-(nudropmeTr)munepasuH- 1 -1 IUPUMHUIUH-4-1JT)aMHHO )-2-
ukJonponui-3,3-audrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oH (mpumep 12x26),

(S)-10-((5-x10p-2-((3R,55)-3-(2-(AMMETUIAMUHO )3 TOKCH ) -5 -METUIITHITEPUINH- | -
WUT)TUPUMH U H-4-1JT)aMUHO )-2-IUKJIonpori-3, 3 -nudrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcazenuno|2,3-c[xunonuH-6(7H)-0o1 (mpumep 12x28);

(25)-10-((2-(3-(azerunuH- 1 -kapOOHMI )- S -METHITUIIEPUANH- | -1 )- 5 -X TOPITHUPUMHIUH-4-
WJT)aMUHO)-2-IuKJIonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c]xunonmuH-6(7H)-oH (mpumep 12x30);

(25)-10-((5-xmop-2-(3-(3,3-audropazeruans- 1 -kapOOHUI )-S-MeTUITHIIEPUIAHH- | -

W) TUPUMHIUH-4-1JT)aMUHO )-2-1uKJionponi-3,3-nudrop-7-merun-1,2,3 4-rerparuapo-
[1,4]okcazenmno|2,3-c|xunonuH-6(7H)-on (mpumep 12x31);

(S)-10-((5-x10p-2-(3-(ruAPOKCUMETHI )a3e TUANH- | -UJT) TUPUMUANH-4- 11 )aMUHO))-2-
nuksonponui-3,3-nqudrop-7-metun-1,2,3 4-rerparunpo-| 1,4]okcazenuno[ 2,3-c| X M1HONINH-
6(7H)-oH (mpumep 12x32),

(25)-10-((5-xnm0p-2-(2~(rUaPOKCUMETUIT )a3E€ TUANH- | - 1T ) TUPUMHUTUH-4-1JT)AMHHO )-2-
uKJonponui-3,3-audrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oH (mpumep 12x33);

(S)-10-((5-x70p-2-((S)-2-(TrUIPOKCUMETHIT)a3e TU AN H- | -WJT) TUPUMUANH-4- 1T )aMUHO)-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oH (mpumep 12x33a);

(S)-10-((5-x10p-2-((R)-2-(ruapoxcuMeTII)a3eTH AN H- | -HJT) TUpUMUAANH-4-HIT)aMHHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno|2,3-C [ X MUHOUH-
6(7H)-oH (mpumep 12x33b);

(S)-10-((5-x10p-2-(3-(propmeTrn)azeTnauH- | -UI)TUPUMUINH-4- 1T )aMHIHO)-2-
ukJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-[ 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-

6(7H)-oH (mpumep 12x35);
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(25)-10-((5-xnmop-2-(2-MeTunazeTuiuH- 1 -11) MU pUMUANH-4-1I1)aMHHO ) -2 - LU KJIONPONHJI-3,3 -

mudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazennno| 2,3 -c|xunonun-6(7H)-on (npumep
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12x36);

(S)-1-(5-xnop-4-((2-uuknonponun-3,3-audrop-7-meTun-6-okco-1,2,3,4,6,7-rekcaruapo-
[1,4]okcazenuno|2,3-c[xuHONMMH- 1 0-11)aMIHO ) TUPUMHUAMH-2 - U1 ) TUTIEPUINH-4-KapOOHUTPUIT
(mpumep 12x38);

1-(5-xn0p-4-(((S)-2-uuknonpomnui-3,3-agudTop-7-metun-6-okco-1,2,3,4,6,7-rekcaruipo-
[1,4]okcazenuno| 2,3 -c]xuHONMMH- 1 0-11)aMUHO )TUpUMUAANH-2-11)-5-PpTOp-N,N-
IMMETHIITUNIEPUANH-3-KapOokcamun (mpumep 12x39);

(S)-10-((5-x10p-2-(4-pTOpIIMNIEpUANH- | -HIT) TUPUMHUTUH-4 -1 )aMUHO )-2 -IIUKJIONPOIUI-3, 3 -
mudrop-7-merun-1,2,3,4-terparuapo-| 1,4]okcazennno| 2,3 -c|xunonus-6(7H)-on (mpumep
12x42);

(S)-10-((5-xm0p-2-((S)-2-(ruAPOKCUMETHI ) TUPPOIUANH- | -HIT) TUPUMHUNH-4-1IT)aMUHO)-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oH (mpumep 12x44),

(S)-10-((5-x10p-2-((R)-2-(METOKCUMETHIT ) TUP POTUANH- | -UIT) T PUMUANH-4-HJT)aMUHO ) -2 -
nuksonponui-3,3-nqudrop-7-metun-1,2,3 4-rerparunpo-| 1,4]okcazenuno[ 2,3-c| X M1HONINH-
6(7H)-oH (mpumep 12x45b);

(S)-10-((5-x10p-2-((S)-4,4- i TOp-2-(rUIPOKCUMETHI) TUP POIUANH- | -1JT)IUPUMUANH-4-
WJT)aMHUHO )-2-HUKJIONPOorui-3,3-audrop-7-metun-1,2,3, 4-retparuapo-| 1,4 Jokcazenuno[2,3-
c]xunonmun-6(7H)-on (mpumep 12x47),

(S)-10-((5-xm0p-2-((2S,4S)-4-Pprop-2-(TH AP OKCUMETHIT) TUP POITUANH- | -UJT) TUPUMHUTHH-4 -
WJT)aMUHO)-2-IuKJonponui-3,3-qudrop-7-metun-1,2,3, 4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c]xunonmuu-6(7H)-oH (mpumep 12x48a),

(25)-10-((5-xm0p-2-(2~(THAPOKCUMETIIT )-3 -METUITTUPPOJTUANH- | -1 ) TUPUMU I H-4-
WJT)aMUHO)-2-IUKJIonponui-3,3-qudrop-7-metmn-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c]xunomuH-6(7H)-0oH (mpumep 12x49);

(25)-10-((5-xmop-2-(4,4-nudTop-2-(ruAPOKCUMETHI ) TUIIEPUANH- | -F1IT ) TUPUMHUIUH-4-
WJT)aMHUHO)-2-0UKJIoNponui-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-

c]xunomuH-6(7H)-0oH (mpumep 12x50);
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(S)-2-muxnonponuin-3,3-gudrop-10-((5-dpTop-2-((3R,5S)-3-runpokcu-5-mernnmunepuans- 1 -

WI)TUPUIUH-4-UT)aMUHO)-7-MeTui-1,2,3 4-rerparuapo-[ 1,4]okcazenuno| 2,3 -c|xunoaus-6( 7H)-
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oH (rpumep 13f05) u
(S)-10-((2-((1R,5S)-8-okca-3-azadbummko[ 3.2. 1 JokraH-3-1m1)-5-p TopmupuMuIuH-4-
WJT)aMUHO)-2-HUKJIonpornui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-

c]xunonun-6(7H)-on (mpumep 13p11).

[0029] KoHkpeTHbIe COeOMHEHHMsI M0 HACTOSIIIEMY H300PETEHUIO BKIIFOYAKOT JIOOBbIE U3

CJIEAVIOIINX COSTUHEHHH HITH UX (papMarieBTUYECKH MTPUEMIIEMbIE COJIb UJIH COJIbBAT:

(S)-10-((5-x10p-2~(4-UHMKIOTIPONNII-3 -OKCOMUTIEPA3UH- | -FIT) TUPUMHIUH-4-HIT)aMHIHO )-2 -
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJUH-
6(7H)-oH (mpumep 1b);

(S)-10-((5-x10p-2-((S)-3,4-auMeTnI-5-0KCONHIEepa3nH- | -uiT) TUPUMUANH-4- 11T )AMUHO )-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oH (mpumep 1c¢);

N-((3S,5R)-1-(5-xmop-4-(((S)-2-uuknaonponuin-3,3-gudrop-7-metnin-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c|xuHonuH- 10-mn)aMuHO )TupUMUANH-2-11)-5-
MeTUJINUIepUAnH-3-un)aneramus (npumep 1f);

N-((3R,55)-1-(5-xnop-4-(((S)-2-uuknonponuin-3,3-nudrop-7-mernn-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c[xuHonuH- 1 0-11)aMIHO )TUpUMHUINH-2-11)-5-
METHIITUNIEPUINH-3-mn)ateramus (mpumvep 1g);

(S)-10-((5-x10p-2-((S)-3 -ruapOKCUNUNIEPUAIH- | -HJT) TUPUMHUTAH-4-HJT)AMHUHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oH (mpumep 11);

(S)-10-((5-x10p-2-((R)-3-rugpokcununepuanH- 1 -uia) M pUMUAHH-4- 11 )aMHHO))-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3-C [x MUHOH-

6(7H)-on (mpumep 1j);

(S)-2-muknonponuin-3,3-mgudrop-10-((S-dpTop-2-((3R,5S)-3-runpokcu-S-mernnmunepuans- 1 -

W) TUPUMUIUH-4-1J1)aMUHO)-7-MeTii- 1,2, 3 4-terparunpo-| 1,4]okcaszenuno| 2,3 -c [ xuHOIMH-
6(7H)-oH (mpumep 2a);

(S)-10-((2-(3-oxca-8-azadurukio[ 3.2. 1 JokraH-8-11)-5-XIOpTUPUMHUAUH-4- 1T )AMUHO ) -2 -
ukJonponui-3,3-gudrop-7-(metun-d3)-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-

c][1,8]HadTrpuanH-6(7H)-0H (mpumep 3a);
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(S)-2-muknonponuin-3,3-gudrop-10-((5-pTop-2-((1R,5S,7R)-7-runpokcu-3-okca-9-
a3aburmkio[3.3. 1 JHoHaH-9- 1) TUPUMHAMH-4-1JT)aMHHO)- 7-MeTHI- 1,2, 3 4-TeTparuapo-
[1,4]okcasennno|2,3-c]xunonun-6(7H)-oH (mpumep Sa);

(25)-10-((2-(3-auerwnn-3,8-guazadunmkio[ 3.2. 1 JokTan-8-m)-5-X 10pIUpUMUIH-4-
WJT)aMUHO)-2-IuKJIonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c]xunonuu-6(7H)-oH (mpumep 7a);

(25)-10-((2-(8-auernn-3,8-guazadunmkio[3.2. 1 JokTan-3 -mi)-5-X JI0pIUpUMUITH-4-
WJT)aMUHO)-2-IuKJonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-[ 1,4 |Jokcazenuno[2,3-
c]xunonuu-6(7H)-oH (mpumep 7b);

(S)-10-((5-x70p-2-((3S,5R)-3-pTOp-S-rEapoKCUTTHIIEPUINH- | -HIT) TUPUMUAHH-4-HIT)aMHHO )-
2-nuknonponi-3,3-nqudrop-7-meTuin-1,2,3,4-rerparuapo-[ 1,4 ]okcazenuHo[ 2, 3-C [ XUHOIMH-
6(7H)-oH (mpumep 9a);

(S)-10-((5-x10p-2-((3R,5S)-3-pTOp-S-ruapokcunUnepuIuH- 1 -A1) MU pUMUAAHH-4-1IT)aMHHO )-
2-uuknonponi-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-[ 1,4 |okcazenuHo[ 2, 3-C [ XUHOIMH-
6(7H)-oH (mpumep 9a);

(S)-10-((5-x10p-2-((S)-3-((nMMeTHIAMUHO )METHIT ) TUTIEPUANH- | -1 TUPUMU T H-4-
WJT)aMUHO)-2-IuKJonponui-3,3-qudrop-7-metmn-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c]xunonun-6(7H)-on (mpumep 9b);

2-((R)-1-(5-x10p-4-(((S)-2-uuknonponun-3,3-gudrop-7-metun-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenuno| 2,3 -¢|xuHoauH- 1 0-11)aMUHO )TUPUMUTUH-2-HJT ) TUTIEPUTUH-3 -
wn)aueramun (npumep 9g);

2-((S)-1-(5-xn0p-4-(((S)-2-umxnonponui-3,3-nudrop-7-meTni-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c [xuHOIMH- 1 0-11)aMHUHO ) TUPUMHUIUH-2-1JT ) TATIEPUTHH-3 -
win)aueramun (npumep 9g);

(S)-10-((5-x10p-2-((R)-3-(muMeTHIAMHHO )ITUTIEPUAHH - | - W) TUPUMHIUH-4-1JT)aMUHO)-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuHo|2,3-C [ X MUHOIUH-
6(7H)-oH (pumep 91);

N-((R)-1-(5-xnop-4-(((S)-2-uuknonponun-3,3-audrop-7-merun-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazennnol 2,3 -c[xuronuH- 1 0-mn)aMuHO )TupUMHANH-2-11)-4,4-

mudroprnunepuans-3-mn)-N-metunaneramuy (pumep 9m),
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(S)-10-((5-x10p-2-((R)-3-(ruapoxcUMeTHI ) IUITEPUINH- | -UJT) T PUMUANH-4-HJT)aMUHO )-2-
nukJonponui-3,3-augTop-7-merun-1,2,3,4-rerparuapo-| 1,4]okcaszennsol 2,3-c | X MUHOIMH-
6(7H)-oH (mmpumep 9p);

(S)-10-((5-x710p-2-(6-(uMKIOTIPONTUIMETHI )-2,6-nrasactupo| 3.3 JrentaH-2- 1 ) TUpUMUATUH-4 -
WJT)aMUHO)-2-HUKJIonpornui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c]xunonuH-6(7H)-oH (mpumep 9w);

(25)-10-((5-xmop-2-(6-((2,2-nudproprukionpommwi)MeTwin )-2,6-quasacnupo| 3.3 Jrentas-2-
WUT)TUPUMH U H-4-1JT)aMUHO )-2-IUKJIonpori-3, 3 -nudrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcazenmno|2,3-c[xunonuH-6(7H)-0H (mpumep 9x);

(25)-10-((5-xnmop-2-(8-(ukaonponmiameTnn)-3,8-nrazadunukio[3.2. 1 Jokran-3-

W) TUPUMH U H-4-1JT)aMUHO )-2-IUKJIonponii-3, 3 -nudrop-7-merun-1,2,3 ,4-reTparuapo-
[1,4]okcazenuno|2,3-c]xuronuH-6(7H)-0H (mpumep 9y);

(S)-10-((5-x10p-2-((3R,55)-3,5-Aurnip oK CUTUITEPUINH- | -FIT) TUPUMUANH-4 - U1 )aMHHO )-2 -
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oH (mpumep 11e);

(S)-10-((2-((3S,5R)-3-amuHO-5-MeTUINUIIEPUATH- | -1IT)-5-XTOPITUPUMUANH-4-HIT)aMHHO )-2 -
nuksonponui-3,3-nqudrop-7-metun-1,2,3 4-rerparunpo-| 1,4]okcazenuno[ 2,3-c| X M1HONINH-
6(7H)-oH (mpumep 12b),

(S)-10-((5-x710p-2-((R)-4,6-numeTun- 1 ,4-nuazenas- 1 -1 TUPUMHUIUH-4-1JT)aMHHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oH (mpumep 12g);

(S)-10-((5-x10p-2-((S)-4,6-numeTn- 1 ,4-nrazenan- 1 -uin) IUPUMHUINH-4-1J1)aMHHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oH (mpumep 12g);

(S)-10-((5-xm0p-2-((S)-rexcarugponuppono| 1,2-a]nupasun-2(1H)-un)mupumuann-4-
WJT)aMUHO)-2-IUKJIonponui-3,3-qudrop-7-metmn-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c]xunomuH-6(7H)-0H (mpumep 12h);,

(S)-10-((5-x10p-2-((R)-rexkcarunponupponol 1,2-aJmupazun-2(1H)-un)nupumuann-4-
WJT)aMHUHO)-2-0UKJIoNponui-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-

c]xunonmun-6(7H)-oH (mpumep 12h);
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(S)-10-((5-xm0p-2-((R)-6-oxcorexcarunponuppodio| 1,2-almupazun-2(1H)-um)mupumuaus-4-
WT)aMUHO)-2-HuKionponwi-3,3-qudrop-7-metmn-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c]xunonun-6(7H)-oH (mpumep 12i);

(S)-10-((5-x10p-2-((S)-6-okcorekcaruaponuppono| 1,2-aJnupazun-2(1H)-uwn)nupumuann-4-
WJT)aMUHO)-2-IuKJIonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c]xunonuu-6(7H)-oH (mpumep 121);

(S)-10-((5-x10p-2-((R)-8-rugpokcu-6-azacrupo[ 3.5 |HOHaH-6- 1T )T pUMUAHH-4-1JT)aMHHO ) -
2-nuknonponui-3,3-qudrop-7-meTuin-1,2,3,4-rerparuapo-[ 1,4 okcazenuHo[ 2, 3-C [ XUHOIMH-
6(7H)-oH (mpumep 12j);

(S)-10-((5-x10p-2-((S)-8-runporcu-6-azacnupo| 3.5 |JHoHaH-6-MIT) TUPUMUAUH-4 -1 )AMUHO )-2 -
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJWH-
6(7H)-oH (mpumep 12j);

(25)-10-((5-xmop-2-(2,6-numMeTHII- 1 -OKCUAOTHOMOP(OIIHO ) T PUMHUANH-4- T )aMHHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oH (mpumep 12x09);,

(25)-10-((5-xnop-2-(2,6-numerni-1,1-nuokcua0THOMOP(HONNHO ) TUPUMHUINH-4-1IT)aMUHO)-2-
nuksonponui-3,3-nqudrop-7-metun-1,2,3 4-rerparunpo-| 1,4]oxkcazenuno|2,3-c|x MtHONNH-
6(7H)-oH (mpumep 12x11);,

(25)-10-((5-xnop-2-(6-runpokcu-4-(meTn-ds)-1,4-nuazenan- 1 -un)mUpUMHINH-4-1JT)aMUHO )-
2-nuknonponui-3,3-qudrop-7-metuin-1,2,3,4-rerparuapo-[ 1,4 ]okcazenuHo[ 2, 3-¢ [ X UHOTHH-
6(7H)-oH (mpumep 12x15-d3);

(25)-10-((2-((3S,5R)-3-(2-(a3eTunuH- 1 -11)-2-0KCOITHII )-S-METHITUIIEPUANH- | -111)-5-
XJIOPITUPUMHUIUH-4-HJT)aMHUHO)-2-IIUKJIONponui-3,3-nudrop-7-metmi- 1,2, 3, 4-retparuapo-
[1,4]okcazenuno|2,3-c[xunonuH-6(7H)-0on (mpumep 12x16a/b);

(25)-10-((2-((3R,59)-3-(2-(azeTnnuH- 1 -11)-2-0KCOITHII )-S-METHIITUIIEPUANH- | -111)-5-
XJIOPTTUPUMHUIUH-4-HIT)aMHUHO)-2-IIUKJIONponui-3,3-nudTop-7-metuin- 1,23, 4-reTparuapo-
[1,4]okcazenmno|2,3-c[xunonuH-6(7H)-0on (mpumep 12x16a/b);

(25)-10-((5-xnmop-2-(3-(nudropmeTnn)munepasuH- 1 -1 IUPUMHUIUH-4-1IT)aMHHO )-2-
ukJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-[ 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-

6(7H)-oH (mpumep 12x26);,
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(S)-10-((5-x10p-2-((3R,5S)-3-(2-(AMMETUIAMUHO )3 TOKCH ) -5 -METUIIITUIIEPUANH- | -

W) TUPUMUIUH-4-1JT)aMUHO)-2-1iukJionponui-3,3-nudrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcazenuno|2,3-cxunonun-6(7H)-on (nmpumep 12x28);

(25)-10-((2-(3-(azeTunuH- 1 -kapOOHMI )- S -METHITUIIEPUINH- | -1JT)- 5 -X TOPITHPUMHTUH-4-
WJT)aMUHO)-2-HUKJIonpornui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c]xunonun-6(7H)-on (mpumep 12x30);

(S)-10-((5-x10p-2-((S)-2-(rMIPOKCUMETHI )a3e TU AN H- | -1JT) TUPUMHUAHH-4- 1T )aMUHO)-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-[ 1,4]JokcazenuHo| 2,3 -C [ X MHOJIUH-
6(7H)-oH (mpumep 12x33a) u

1-(5-xn0p-4-(((S)-2-uuknonpomnun-3,3-gudTop-7-meTun-6-okco-1,2,3,4,6,7-rekcaruipo-
[1,4]okcazenmno| 2,3 -c|xuH0ONMMH-10-11)aMUHO )TUpUMUAANH-2-111)-5-PpTOop-N,N-
OUMETHIITUTIEpUIH-3-kapOokcamua (mpumep 12x39).

[0030] KoHkpeTHbIE COeAMHEHHsI 10 HACTOSIIEMY HU300PETEHUIO BKJIFOYAIOT JIFOObIE U3
CIEAVIOIINX COEIUHEHNH M UX (papMalieBTUIECKH TPUEMIIEMbIE COJIb UJIH COJIbBAT:

N-((3R,55)-1-(5-xnop-4-(((S)-2-muknonponun-3,3-gudrop-7-meTnin-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c|xuHonuH- 10-mn)aMuHO )TupUMUANH-2-11)-5-
METUJINUIEPUANH-3 -uinaneramus (nmpumep 1g);

(S)-10-((5-x10p-2-((S)-3 -MeTunnunepuauH- 1 - /1) T pUMHINH-4- 1T )aAMUHO)-2 - [IUKJIOTPOTTHJI-
3,3-mudrop-7-merun-1,2,3,4-terparunpo-[ 1,4]okcazenuno| 2,3-c|Jxunonun-6(7H)-on  (mpumep
1k);

(S)-10-((5-x10p-2-((R)-3-MeTunnunepuauH- 1 -1 ) puMUAHH-4-1J1)aMHHO )- 2 -ITUKJIOTP OTTHJI-
3,3-mudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3-c|xunonun-6(7H)-on  (mpumep
11);

(S)-2-mmknonpornuin-3,3-mgudrop-10-((S-dpTop-2-((3R,5S)-3-runpokcu-S-mernnmunepuans- 1 -
W) TUPUMUIUH-4-1J1)aMUHO)-7-MeTiil- 1,2, 3 4-terparunpo-| 1,4]okcaszenuno| 2,3 -C [ xuHOIMH-
6(7H)-oH (mpumep 2a);

(S)-2-muknonpornui-10-((2-(4,4-mudpropnunepunnH- 1 -wmm)-S-GropnupuMuINH-4-1IT)aMUHO ) -
3,3-mu¢rop-7-merun-1,2,3,4-terparunpo-[ 1,4]okcazennno| 2,3-c|xunonua-6(7H)-on  (mpumep
2b);

(S)-10-((5-x10p-2-((3S,5R)-3-pTOp-S-ruapoKCUNIHIEPUINH- | -AIT) TUPUMUAANH-4-HIT)aMHHO )-
2-nuksonponui-3,3-nugrop-7-metun-1,2,3 4-rerparunpo-[ 1,4]okcazenuno|2,3-c|xuHONMMH-

6(7H)-on (mpumep 9a);
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(S)-10-((5-x10p-2-((3R,5S)-3-pTOp-S-rugpokcununepuauH- 1 -1 mupuMUANH-4-11)aMHHO )-
2-tknonponui-3,3-gudrop-7-metuin-1,2,3,4-rerparuapo-[ 1,4 Jokcaszennno[ 2,3 -C | XMHOIHH-
6(7H)-oH (mipumep 9a);

(3R,5S)-1-(5-xnop-4-(((S)-2-uuknonponui-3,3-gudrop-7-metni-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 - [xuHomMH- 1 0-11)aMIHO )TUpUMHANH-2-11)-N-3THJI-5-
METHIIUNEPUIUH-3-kapOokcamun (mpumep 9c¢);

(3S,5R)-1-(5-xnop-4-(((S)-2-uuknonponmi-3,3-gudrop-7-meTni-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c[xuHonmuH- 1 0-min)aMiuHO )TupUMHANH-2-11)-N-3THII-5-
METHIITUTNIEPUIH-3-KapOokcamua (pumep 9c¢);

(S)-10-((5-x10p-2-((3R,5S)-3-(rUIpOKCUMETHIT)-S-METHIITUNIEPUTUH- | -1 TUPUMHUITH-4 -
WJT)aMUHO)-2-IuKJIonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c]xunonuu-6(7H)-on (mpumep 9d);

(S)-10-((5-xm0p-2-((3S,5R)-3-(rupOKCUMETHIT)-5-METHIITUNIEP U UH- | -FT) TUPUMHUITH-4 -
WJT)aMUHO)-2-HUKJIoNponui-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c|xunonuu-6(7H)-on (mpumep 9d);

(S)-10-((5-x10p-2-((R)-4,4-nudpop-3 -ruapoKCUnunepuInH- 1 -1 T pUMUANH-4-1IJ1)aMHHO )-
2-nuksonponui-3,3-nugrop-7-metuin-1,2,3 4-rerparunpo-[ 1,4]okcazenunol 2,3-c|xuHONMMH-
6(7H)-oH (mmpumep e);

(S)-10-((5-x10p-2-((S)-4,4-nupTOp-3-rUAPOKCUTHITEPUIIH- | -HJT) THPUMHUAUH-4 -1 )aMHHO )-
2-nuknonponui-3,3-qudrop-7-metuin-1,2,3,4-rerparuapo-[ 1,4 ]okcazenuHo[ 2, 3-¢ [ X UHOTHH-
6(7H)-oH (pumep 9e);

(S)-10-((5-xm0p-2-((R)-3-(propmernn)nunepunut- 1 -uia) mupuMUIHH-4-UIT)aMHHO)-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oH (mpumep 9f);

(S)-10-((5-x70p-2-((S)-3-(propmeTn)nunepuauH- 1 -uI) TUPUMUANH-4 -1 )aMHUHO)-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno|2,3-C [ X MUHOWH-
6(7H)-oH (mpumep 9f);

2-((R)-1-(5-x10p-4-(((S)-2-uuknonpomnun-3,3-gudrop-7-meTun-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -¢ [xuHoMMH- 1 0-11)aMIHO ) TUP MU H-2-WJT) TUTIEPUTUH-3 -

wn)areramun (mpumep 9g);
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2-((S)-1-(5-xn0p-4-(((S)-2-umxnonponmi-3,3-nudrop-7-meTun-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c|xuHonmH- 1 0-n1)aMIHO ) TUPUMHUANH-2-WJT) TUTIEPUAUH-3 -
un)aueramuy (npumep 9g);

(R)-1-(5-xn0p-4-(((S)-2-umknonpomnun-3,3-gudrop-7-metun-6-okco-1,2,3,4,6,7-rekcaruapo-
[1,4]okcazenuno|2,3-c[xuHONuH- 1 0-11)aMIHO )TUPUMUANH-2-11)-N-3THi-4,4-
mudroprnunepunuH-3-kapookcamun (mpumep 9j);

(S)-1-(5-xnop-4-(((S)-2-uuknonponmi-3,3-nudrop-7-mernin-6-okco-1,2,3,4,6,7-rekcarugpo-
[1,4]okcazenuno|2,3-c|xuHONNH-10-11)aMIHO )TUPUMUANH-2-11)-N-3THi-4,4-
mudroprnunepunuH-3-kapookcamun (mpumep 9j);

(S)-10-((5-x10p-2-((3S,4R)-3,4-nuproprunepuanH- 1 -1 TP UMUINH-4-11)aMHHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJWH-
6(7H)-oH (mpumep 10a);

(S)-10-((5-x10p-2-((3R,45)-3,4-muproprunepuanH- 1 -vn) MUpUMUINH-4-1T)aMHHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oH (mpumep 10a);

(S)-10-((5-x10p-2-((3S,4S)-3,4-nu¢propnunepuauH- 1 -uia) MUpUMUANH-4-UIT)aMUHO)-2-
nuksonponui-3,3-nqudrop-7-metun-1,2,3 4-rerparunpo-| 1,4]okcazenuno[ 2,3-c| X M1HONINH-
6(7H)-oH (mpumep 10b);

(S)-10-((5-x10p-2-((3R,4R)-3,4-nudpropriunepuanH- 1 -1 TUPUMHUITAH-4-UJT)aMHHO )-2-
uKJonponui-3,3-audrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C|Xx MHOJIUH-
6(7H)-oH (mpumep 10b);

(S)-10-((5-¢prop-2-((3S,4R)-3,4-nudproprnunepuut- 1 -1 pUMUANH-4-1I1)aMHHO))-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oH (mpumep 10d),

(S)-10-((5-¢prop-2-((3R,45)-3,4-nudTopnunepuauH- 1 -1 pUMUAANH-4- 11 )aMHHO))-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuHo| 2,3-C [ X MUHOJIUH-
6(7H)-oH (mpumep 10d),

(S)-10-((5-x10p-2-((R)-3 -3THNNIHIIEpUANH- | -1JT) T pUMUANH-4-1IT)aMHHO ) -2 -LIUKJIOTP OTTHJI-
3,3-mu¢rop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazenmno| 2,3-c|xunonua-6(7H)-on  (mpumep

11b);
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(S)-10-((5-x10p-2-((S)-3 -3 TUNANUNIEPUANH- | -WIT) TUPUMUANH-4- 1T )aMUHO )-2 - LIUKJIOTPOTINII-
3,3-mu¢rop-7-merun-1,2,3,4-rerparunpo-[ 1,4]okcazenuno| 2,3-c|xunonun-6(7H)-on  (mpumep
11b);

(S)-10-((5-x10p-2-((R)-3-MeTunazenan- | -uin) mupUMHUIUH-4-1J1)aMUHO )-2 -[IUKJIONPONUI-3, 3 -
audrop-7-metun-1,2,3 4-terparunpo-| 1,4]okcazenuno| 2,3 -c |xunonun-6(7H)-on (mpumep 11c¢);

(S)-10-((5-x10p-2-((S)-3-MeTunazenan- | -un)mUPUMHIUH-4-1JT)aAMUHO )-2-LIUKJIOTIPOTTHII-3, 3 -
audrop-7-metun-1,2,3 4-terparunpo-| 1,4]okcazenuno| 2,3 -c |xunonun-6(7H)-on (mpumep 11c¢);

(S)-10-((5-x10p-2-((R)-4-meTunazenan- | -un) mupUMHUIUH-4-1J1)aMUHO )-2 -IIUKJIONPOIHI-3, 3-
nudrop-7-metun-1,2,3 4-terparunpo-| 1,4]okcazenuno| 2,3 -c |xunonmun-6(7H)-on (mpumep 11d),

(S)-10-((5-xm0p-2-((S)-4-meTunazenas- 1 - IUPUMHINH-4-1IT)aAMHUHO )-2-IIUKJIOTIPOTTHII-3, 3 -
nudrop-7-metun-1,2,3 4-terparunpo-| 1,4]okcazenuno| 2,3 -c |xunonmun-6(7H)-on (mpumep 11d),

(S)-10-((5-x10p-2-((R)-3-(mudpTopmernn)nunepuanH- 1 -wn) IupUMHINH-4-1IT)aMUHO)-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MHOJH-
6(7H)-oH (mpumep 11r1);

(S)-10-((5-x70p-2-((S)-3-(mudTopMeTHI) MTUTEPUANH- | -1IT) TUPUMHUINH-4-HIT)aMHIHO )-2 -
uksonponui-3,3-gudrop-7-metun-1,2,3 4-rerparunpo-| 1,4]okcazenuno[ 2,3-c| X MIHONNH-
6(7H)-oH (mpumep 11r1);

(S)-10-((2-((3R,5S)-3-amuHO-5-MeTHANUIIEPUIUH- | -11)-5-XTOPITUPUMUINH-4-1IT)aMUHO)-2-
nukJonponui-3,3-augrop-7-merun-1,2,3,4-rerparuapo-| 1,4]okcasennsol 2,3-c | X uHOIMH-
6(7H)-on (mpumep 12¢);

(S)-10-((5-x10p-2-((R)-2-MeTUATHOMOP( OIHHO ) TUPUMUANH-4-UJT)aMHHO ) -2 -LIUKJIOTPOTTHJI-
3,3-mudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3-c|xunonun-6(7H)-on  (mpumep
12f);

(S)-10-((5-x10p-2-((S)-2-MeTunTHOMOP( ONHHO ) TUPUMHUANH-4- 1T )aMHHO )-2 - LIUKJIOTPOTIHII-
3,3-mu¢rop-7-merun-1,2,3,4-rerparunpo-[ 1,4]okcazenuno| 2,3-c|xunonua-6(7H)-on  (mpumep
121);

(S)-10-((5-xm0p-2-((3R,5S)-3-runpokcu-S-meTuanmunepuauH- 1 -vn) mupuauH-4 -1 )aMIuHO )-2-
uKsIonponui-3,3-nqudrop-7-metin-1,2,3,4-rerparuapo-| 1,4]oxcazennno| 2,3-c | X MIHONH-
6(7H)-oH (mpumep 13a);

((S)-10-((5-xn0p-2-(4,4-nudproprunepuau- 1 -ua) MUPUANH-4-1JT)AMUHO )-2 - LIUKJIOTIP OTIFLI-
3,3-mu¢rop-7-merun-1,2,3,4-rerparunpo-[ 1,4]okcazennno| 2,3-c|xunonua-6(7H)-on  (mpumep

13b);
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(S)-10-((5-x10p-2-((S)-4,4-nu¢prop-3-MeTuanunepuanH- 1 -1 TUPUMUANH-4 -1 )aMUHO)-2-
nukJonponui-3,3-augTop-7-merun-1,2,3,4-rerparuapo-| 1,4]okcaszennsol 2,3-c | X MUHOIMH-
6(7H)-oH (mpumep 14a);

(S)-10-((5-x10p-2-((R)-4,4-nudrop-3 -MeTranunepuauH- | -1 MU pUMUAAHH-4-1J1)aMUHO ) -2 -
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oH (mpumep 14a);

(S)-10-((5-x10p-2-((R)-4,4-nudprop-3 -MeTranunepuauH- | -1ia) M pUMUAAHH-4 -1 )aMUHO ) -2 -
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-[ 1,4]JokcazenuHo| 2,3 -C [ X MHOJIUH-
6(7H)-oH (mpumep 14b),

(S)-10-((5-x10p-2-((S)-4,4-mupTop-3-MeTUINHIIEPUANH- | -UIT) TUPUMUAUH-4- 11T )AMUHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJWH-
6(7H)-oH (mpumep 14b),

(S)-10-((5-x10p-2-((3R,5S)-3-pTOp-S-MeTHAHIIEPUANH- | -HIT) TUPUMUANH-4 - AT )aMHHO )-2 -
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oH (mpumep 12x03);,

(S)-10-((5-x10p-2-((3R,5S)-3-MeTOKCH-S-MeTUITUNIEPUANH- | -1 TUPUMHUIUH-4-1JT)aMHHO )-
2-nuksonponui-3,3-nugrop-7-metun-1,2,3 4-rerparunpo-[ 1,4 ]okcazenuno| 2,3-c|xuHONIMH-

6(7H)-oH (mpumep 12x05);,

(25)-10-((5-xnm0p-2-(2,6-1UMETUATHOMOP(OITHHO) TUPUMHUAUH-4-UJT)aMHHO )-2 - LTUKJIOTPOTTHJI-

3,3-mudrop-7-metuin-1,2,3, 4-rerparuapo-| 1,4 ]okcazenuno| 2,3 -c|xuHoaun-6(7H)-on  (mpumep

12x06);

(25)-10-((2-(3-(2-(a3eTunuH- 1 -11)-2-0KCOITHI )-S-MeTUITTUTIEPUAMH- | -1IT)-5-
XJIOPITUPUMHUIUH-4-JT)aMHUHO )-2-IIUKJI0Nponui-3,3-nudTop-7-metmi- 1,2, 3, 4-retparuapo-
[1,4]okcazenuno|2,3-c[xunonuH-6(7H)-on (mpumep 12x16);,

(S)-10-((5-x10p-2-((3R,55)-3-(2-(AMMETHUIAMUHO )3 TOKCH ) -5 -METUIITHITEPHINH- | -

W) TUPUMH U H-4-1JT)aMUHO )-2-IUKJIonporit-3, 3 -nudrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcazenmno|2,3-c|xunonuH-6(7H)-01 (mpumep 12x28);

(25)-10-((2-(3-(azerunuH- 1 -kapOOHUI )- S -METHIUIIEPUANH- | -1IT)- 5 -X TOPITHUPUMHIUH-4-

WJT)aMUHO)-2-HUKJIoNponui-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-

c]xunonmuH-6(7H)-oH (mpumep 12x30);
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(25)-10-((5-xnop-2-(3-(3,3-audpropazeruans- 1 -kapOOHUI )- S-MeTUIITUIIEPUHH- | -

W) TUPUMUIUH-4-1JT)aMUHO)-2-1iukJionponui-3,3-nudrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcasenuno| 2,3-c]xunonun-6(7H)-on (mpumep 12x31);

(S)-10-((5-x10p-2-(4-pTOpIIHMNIEpUAH- | -UJT) TUPUMHUTUH-4-HJT)AMUHO )-2-IIUKJIONPONUI-3,3-
mudrop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazenuno| 2,3 -c | xunonun-6(7H)-on (mpumep
12x42);

(S)-10-((5-x70p-2-((S)-4,4-nupTop-2-(rUAPOKCUMETHIT ) TUPPOJTUAHH- | -1 ) TUPUMHTUH-4-
WJT)aMUHO)-2-IuKJonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-[ 1,4 |Jokcazenuno[2,3-
c]xunonmun-6(7H)-oH (mpumep 12x47);,

(25)-2-uuknonponmi-10-((2-(4,4-mudTop-3,S-numernnnunepuauH- 1 -ui)-5-
dToprupuMuanH-4-n)aMuHo)-3,3-nudTop-7-metmi-1,2,3,4-rerparuapo-| 1,4]okcazenuno| 2,3-
c]xunomuH-6(7H)-oH (mpumep 13p01);

(S)-2-mmknonpornui-10-((2-(4,4-mudroprnunepunuH- 1 -m)-5-GropnupuanH-4-1I1)aMHUHO ) -
3,3-mu¢rop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazennno| 2,3-c|xunonua-6(7H)-on  (mpumep
13f04) u

(S)-2-mmxnonponun-3,3-gudrop-10-((5-dpTop-2-((3R,5S)-3-runpokcu-5-mernnmunepuans- 1 -
W) TUPUIUH-4-11)aMUHO)-7-MeTui-1,2,3 4-rerparunpo-[ 1,4]okcazenuno[ 2,3 -c|xunonun-6(7H)-
oH (mpumep 13105).

[0031] KoHKkpeTHbIE COemUHEHHs IO HACTOSLIEMY M300PETEHUIO BKJIFOUAIOT JIFOObIE U3
CIIEYIOLINX COSAMHEHHH WIH UX (hapMaleBTHYECKH IPUEMIIEMbIe COJIb HIIH COJIbBAT:

N-((3R,55)-1-(5-xnop-4-(((S)-2-uuknonponun-3,3-nudrop-7-merni-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c[xuHonuH- 1 0-11)aMIHO )TUpUMHANH-2-1T)-5-
METWINHIIEPUANH-3 -nin)aneramus (mpumep 1g);

(S)-2-mmknonpornuin-3,3-mgudrop-10-((S-dpTop-2-((3R,5S)-3-runpokcu-S-mernnmunepuans- 1 -
W) TUPUMH U H-4-1J1)aMUuHO)-7-MeTiil- 1,2, 3 4-terparunpo-| 1,4]okcaszenuno| 2,3 -C [xuHOIMH-
6(7H)-oH (mpumep 2a);

(S)-10-((5-x10p-2-((3S,5R)-3-pTOp-S-ruapokcUnHNepuIuH- | -AT) TUpUMUAAHH-4-1IT)aMHHO )-
2-uuknonponi-3,3-nudrop-7-metmi-1,2,3,4-rerparuapo-[ 1,4 ]okcazenuHo[ 2, 3-C [ XUHOIMH-
6(7H)-oH (mpumep 9a);

(S)-10-((5-xm0p-2-((3R,5S)-3-pTOp-S-ruapokcununepuIuH- 1 -1 MU pUMUAANH-4-1IT)aMHHO )-
2-nuksonponui-3,3-nugrop-7-metun-1,2,3 4-rerparunpo-[ 1,4]okcazenunol 2,3 -c|xuHONMMH-

6(7H)-on (mpumep 9a);



10

15

20

25

30

68

(3R,5S5)-1-(5-xnop-4-(((S)-2-uuknonponui-3,3-gudrop-7-meTnin-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenuno| 2,3 -c|xuHoauH- 10-11)aMUHO )TUPUMUANH-2-11)-N-3THUjI-5-
MeTUINHIEpUaUH-3-kapOokcamun (npumep 9c¢);

(3S,5R)-1-(5-xnop-4-(((S)-2-uuknonponui-3,3-gudrop-7-metni-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 - [xuHomMH- 1 0-11)aMIHO )TUpUMHANH-2-11)-N-3THJI-5-
METHIIUNIEPUINH-3-KapOokcamun (mpumep 9c¢);

(S)-10-((5-x10p-2-((3R,5S)-3-(rMIpOKCUMETHIT)-S-METHIIMTUNIEPUTUH- | -1 ) TUPUMHUTTH-4 -
WJT)aMUHO)-2-IuKJonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-[ 1,4 |Jokcazenuno[2,3-
c]xunonuu-6(7H)-oH (mpumep 9d);

(S)-10-((5-x10p-2-((3S,5R)-3-(rUIpOKCUMETHIT)-5-METHIITUNIEPUTUH- | -1 TUPUMHUITH-4 -
WJT)aMUHO)-2-IuKJIonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c]xunonuu-6(7H)-on (mpumep 9d);

(S)-10-((5-x10p-2-((R)-4,4-nudpTop-3 -ruapoKCUnunepuanH- | -1 T puMUAANH-4-1IT)aMHHO )-
2-uukyonponi-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-[ 1,4 |okcazenuHo| 2, 3-C [ XUHOIMH-
6(7H)-on (mpumep 9e);

(S)-10-((5-x10p-2-((S)-4,4-nupTOp-3-rUaPOKCUIHUIIEPUANH- | -UIT) THPUMUANH-4- 1T )aMHUHO )-
2-nuksonponui-3,3-nugrop-7-metuin-1,2,3 4-rerparunpo-[ 1,4]okcazenunol 2,3-c|xuHONMMH-
6(7H)-oH (mpumep 9e);

2-((R)-1-(5-x10p-4-(((S)-2-uuknonponun-3,3-gudrop-7-metun-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenuno| 2,3 -¢|xuHoauH- 1 0-11)aMUHO )TUPUMUTUH-2-HJT ) TUTIEPUTUH-3 -
wn)aueramun (npumep 9g);

2-((S)-1-(5-xn0p-4-(((S)-2-umxnonponui-3,3-nudrop-7-meTni-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcaszenunol 2,3 -c [xuHoIMH- 1 0-11)aMIHO ) TUPUMHUIUH-2-1JT ) TATIEPUTHH-3 -
win)aueramun (npumep 9g);

(S)-10-((5-x10p-2-((3S,4R)-3,4-nuproprniunepuanH- 1 -1 TP UMHUINH-4-1J1)aMHHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuHo| 2,3-C [ X MUHOJIUH-
6(7H)-oH (mpumep 10a);

(S)-10-((5-x10p-2-((3R,45)-3,4-muproprunepuanH- 1 -vn) IUpUMUINH-4-11)aMHHO )-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-[ 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-

6(7H)-on (mpumep 10a);
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(S)-10-((2-((3R,5S)-3-amuHO-5-MeTUINUIIEPUANH- | -1IT)-5-XTOPITUPUMUANH-4-1IT)aMHHO )-2-
nukJonponui-3,3-augTop-7-merun-1,2,3,4-rerparuapo-| 1,4]okcaszennsol 2,3-c | X MUHOIMH-
6(7H)-oH (mpumep 12c);

(S)-10-((5-x10p-2-((S)-2-MeTuATHOMOP( ONHHO ) TUPUMHUANH-4- 1T )aMHHO )-2 - LIUKJIOTPOTIHJI-
3,3-mudrop-7-merun-1,2,3,4-terparunpo-[ 1,4]okcazenuno| 2,3-c|xunonun-6(7H)-on  (mpumep
12f);

(S)-10-((5-x10p-2-((3R,5S)-3-ruapOoKCH-S-METHIITUNIEPUTUH- | -1 ) TUPUINH-4-1JT)aMUHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-[ 1,4]JokcazenuHo| 2,3 -C [ X MHOJIUH-
6(7H)-oH (mpumep 13a);

(S)-10-((5-x10p-2-((3R,5S)-3-PTOp-S-MeTHATTHIIEPUANH- | -HIT) TUPUMUANH-4 - UIJT)aMHHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJWH-
6(7H)-oH (mpumep 12x03);

(S)-10-((5-x10p-2-((3R,5S)-3-MeTOKCH-S-MeTHITUTIEpUANH- | -1 TUPUMHIUH-4-1JT)aMUHO )-
2-uuknonponi-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-[ 1,4 |okcazenuHo[ 2, 3-C [ XUHOTMH-
6(7H)-oH (mpumep 12x05);,

(25)-10-((2-(3-(2-(a3eTunuH-1-111)-2-0KCOITHI)-S-MeTHITUNIEPUANH- | -1T)-5-
XJIOPITUPUMHUIUH-4-1IT1)aMUHO)-2-IIUKJIonponui-3,3-qudrop-7-metuin-1,2,3,4-rerparuapo-
[1,4]okcazenuno|2,3-c]xunonun-6(7H)-on (mpumep 12x16);

(25)-10-((2-(3-(azeTunuH- 1 -kapOOHMIT )- S -METHITUIIEPUINH- | -1JT)- 5 -X TOPITHUPUMHTUH-4-
WJT)aMHUHO)-2-HUKJIoNpornui-3,3-aqudrop-7-metuin-1,2,3,4-retparuapo-| 1,4 Jokcazenuno[2,3-
c]xunonun-6(7H)-on (mpumep 12x30);

(25)-10-((5-xmop-2-(3-(3,3-audropazeruau- 1 -kapOOHUI )-S5 -MeTUITHITEPUIHH- | -
WUT)TUPUMH U H-4-1JT)aMUHO )-2-IUKJIonpori-3, 3 -nudrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcazenuno|2,3-c[xunonuH-6(7H)-0on (mpumep 12x31);

(S)-10-((5-x10p-2-((S)-4,4-nupTop-2-(rUAPOKCUMETIIT ) TUPPOTUANH- | W) TUPUMHIUH-4-
WJT)aMUHO)-2-IUKJIonponui-3,3-qudrop-7-metmn-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c]xunonmuH-6(7H)-0H (mpumep 12x47) u

(S)-2-mmknonpornuin-3,3-mgudTop-10-((5-dpTop-2-((3R,5S)-3-runpokcu-S-mernnmunepuans- 1 -
W) IUPUIUH-4-1T1)aMUHO)-7-MeTni- 1,23, 4-rerparunpo-| 1,4]okcazenuno| 2,3 -c|[xunonnn-6(7H)-
oH (mpumep 13f05).

[0032] KoHkpeTHbIe COeIMHEHUS TI0 HACTOSILIEMY H300PETEHHIO BKIIIOYAIOT JIIOOBIE U3

CICAYHOIIUX COEMUHEHMI UJIN UX q)apMaLIeBTI/ILIeCKI/I MPUEMIIEMBIE COJIb UJIU COJIbBAT!
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(S)-10-((5-x10p-2-(3,3-nudpropazeTuanH- 1 -1n)mUpUMUINH-4-1IT)aMUHO )-2 - LIUKJIOTIPOTTHI-
3,3-mu¢rop-7-merun-1,2,3,4-rerparunpo-[ 1,4]okcazenuno| 2,3-c|xunonun-6(7H)-on  (mpumep
la);

(S)-2-tmknonponun-3,3-nudTop-10-((S-prop-2-((3R,5S)-3-runpokcu-5-meTnianunepuanH-
1-un)mupumMuarH-4-11)aMuHO )-7-MeTui- 1,2, 3 4-rerparunpo-| 1,4]okcasenuno| 2,3 - | X UHOIUH-
6(7H)-on (mpumep 2a);

(S)-2-umknonponmi-10-((2-(4,4-nupropnunepunus- 1 -ui)-S-GropnupuMuarH-4-1J1)aMHHO )-
3,3-mudrop-7-metmi-1,2,3 4-rerparuapo-| 1,4]okcazenuno|2,3-c|xunonun-6(7H)-on  (mpumep
2b);

(S)-10-((2-(3-okca-8-azabunmkiio| 3.2.1]okTaH-8-11)-5-XTOp MU PUMHINH-4- U1 )JaMHUHO )-2-
ukJonponui-3,3-gudrop-7-(metun-d3)-1,2,3,4-rerparuapo-| 1,4 |okcazenuno[2,3-
c][1,8]HadTrpunuH-6(7H)-0H (mpumep 3a);

(S)-10-((3-xm0p-2-pTOpIIUPUIUH-4-HT)aMUHO -2 - IUKJIOTPOTHJI-3, 3 - Tu(TOP-7-METHII-
1,2,3,4-tetparunpo-[ 1,4]okcazenunno|2,3-c|xunommn-6(7H)-oH (mpumep 4b);,

(S)-2-umknonponmi-10-((2,3-nuxnopnupunrH-4-uin)amMuHo)-3,3-nud rop-7-mertun-1,2, 3 ,4-
terparuapo-| 1,4]okcazenuno|2,3-c|xunonna-6(7H)-on (npumep 4c¢);

(S)-10-((2-xn0p-3-pTOoprUpUINH-4-1JT1)aMUHO)-2 - IUKJIOTPOTHI-3,3 - Tu(TOP-7-METHII-
1,2,3,4-tetparunpo-[ 1,4]okcazennno[ 2,3 -c|xunomn-6(7H)-onH (mpumep 4d);,

(S)-10-((3-x710p-2-METHIHPUAUH-4-HJT)aMUHO ) -2 -IUKJIONPOIUI-3,3-TuTOP-7-METHI-
1,2,3,4-tetparunpo-[ 1,4]okcazenuno[2,3 -c]xuHoaun-6(7H)-oH (mpumep 4e);

(S)-10-((5-xn0p-2-(AUMETUITAMUHO ) TUPUMUAUH-4-1JT)AMHUHO )-2-LUKJIONPOIiiI-3,3-nudrop-
7-metun-1,2,3,4-rerparunpo-| 1,4]okcazenuno|2,3-c|xunonun-6(7H)-on (npumep 8a);

(S)-10-((5-xm0p-2-((3S,5R)-3-¢pTOp-S-ruapoKCUnTUIEepUIIH- | -1T) TUPUMUTUH-4 - 11 )aMHHO ) -
2-nukyonponi-3,3-qudrop-7-meTuin-1,2,3,4-rerparuapo-| 1,4 |okcazenuHo[ 2, 3-C [ XUHOTMH-
6(7H)-on (mpumep 9a),

(S)-10-((5-xm0p-2-((3R,5S)-3-pTOp-S-ruapokcununepuarH- 1 - 11 TupUMUIUH-4 -1 )aMIHO ) -
2-nuknonponi-3,3-nudrop-7-metuin-1,2,3,4-rerparuapo-[ 1,4 |okcazenuHo[ 2, 3-C|[XUHOIMH-
6(7H)-on (mpumep 9a),

(S)-10-((5-xm0p-2-((3R,45)-3,4-muproprunepuanH- 1 -vn) MUpUMHUINH-4-1T)aMHHO )-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]Jokcazennno| 2,3 -C [ X MHOJIUH-

6(7H)-on (mpumep 10a);
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(S)-10-((5-x10p-2-(3-pTopazernauH-1 -n1)MUPUMUANH-4- 1T )aMUHO)-2 - LIUKJIONPONUi-3,3-
mudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazennno| 2,3 -c|xunonun-6(7H)-on (nmpumep 11q);

(S)-10-((2-(a3eTunuH- 1-1)-5-X TOPIUPUMUAUH-4 -1 )aMHHO))-2 - IUKJIONPONHI-3,3-nudTop-7-
metui-1,2,3,4-terparunpo-| 1,4]okcazenuno| 2,3 -c|xunonun-6(7H)-ou (nmpumep 11v);

(S)-10-((5-x710p-2-(3-MeTOKCHA3ETU A H- | -UJT)TUPUMUTUH-4 -1 )aMUHO )-2-IIUKJIONPONUI-3,3-
nudrop-7-metun-1,2,3 4-rerparunpo-[ 1,4]okcazenmnno| 2,3 -c|xunomn-6(7H)-oH (mpumep 11w);

(S)-10-((5-x10p-2-((3R,5S)-3-MeTOKCH-S-METHITUTIEPUANH- | -1 TUPUMHTUH-4-1JT)aMUHO )-
2-nuknonponui-3,3-qudrop-7-meTuin-1,2,3,4-rerparuapo-[ 1,4 okcazenuHo[ 2, 3-C [ XUHOIMH-
6(7H)-oH (mpumep 12x05),

(25)-10-((5-xmop-2-(2~(ruaPOKCUMETHIT )a3E€TUANH- | - TUPUMHUTUH-4-1JT)aMHHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJWH-
6(7H)-oH (mpumep 12x33) u

(S)-10-((5-x70p-2-((S)-4,4-nupTop-2-(rUAPOKCUMETHIT) TUPPOTUANH- | W) TUPUMHIUH-4-
WJT)aMUHO)-2-IUKJIonponui-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c]xunonun-6(7H)-ona (mpumep 12x47).

[0033] [Mopxonsamas papMaLeBTHIECKU MPUEMIIeMasi COJIb COETUMHEHHUS TI0 HACTOSIIIEMY
M300pETEHHIO MPECTABISAET COOOM, HaNpPUMep, COJb MPUCOSIUHEHHUS] KHCIOThl COEAMHEHUS T10
HACTOSIIEMY M300pPETeHMIO, KOTOpasi SIBJISIETCS AOCTATOYHO OCHOBHOM, HAmpuUMep, COJIBIO
NPUCOEAUHEHUS] KHUCJIOTBI, HANpUMeEp, C HEOPraHWYeCKON WM OpPraHu4eCKOW KHCJIOTOH,
HanpuMep XJIOPUCTOBOIOPOIHOM, OpOMHCTOBOIOPOTHOM, CEPHOM, b ochopHoii,
Tpu(TOPYKCYCHOH, MypaBbHUHOH, JIUMOHHOM, METaHCYIb(HOHOBOH WJIM MaJeMHOBOW KHCJIOTOM.
Kpome Toro, noaxopnsmas papMaleBTUYECKH MpUEeMIIEMasi COJIb COSIUHEHHs IO HACTOSLIEMY
U300pETEeHNI0, KOTOpast SIBJISIETCS] TOCTATOYHO KHUCJIOH, MPENCTaBiIsAeT COOOH COJb INEIOYHOTO
MeTajla, HalpuMep HATPUEBYIO WM KAJTHEBYIO COJIb, COJb MIEJIOYHO3EMENbHOTO METalIa,
HaNpUMep KaJbIIHEBYIO WM MAarHUEBYIO COJIb, aMMOHHMEBYIO COJIb WJIM COJb C OPTaHUYECKUM
OCHOBaHHEM, KOTOPOE MPENOCTABIsIET (PapMaLleBTUUECKH IPUEMIIEMbIH KaTHOH, HAIIPUMEP, COJIb
C METHJIAMHHOM, TUMETUJIAMHHOM, TPUMETHIIAMHHOM, MUNEPUINHOM, MOP(OIMHOM MM TPHC-
(2-TUAPOKCHUITHIT)aMUHOM.

[0034] CoenvHeHus, KOTOpblE XapaKTEPU3YIOTCS  AHAJIOTMYHOM  MOJIEKYJISIpHOM
(dbopMyIIOHi, HO OTIIMYAKOTCS MO MPUPOAE WIN TOCIENOBATEIbHOCTH CBSI3bIBAHUS UX aTOMOB WU
pAcCMOJIOXKEHUI0O UX aTOMOB B INPOCTPAHCTBE, Ha3bIBatOTCs "mzomepamu". M30Mepnl, KOTOpbIE

OTJINYAIOTCA PACTIONOKEHUEM HX aTOMOB B IPOCTPAHCTBE, HA3bIBAIOTCS 'cTepeomzomMepamu’.
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CrepeonsomMephl, KOTOPBIE HE SBIISFOTCS 3€PKAJIbHBIMU OTOOPasKEHUSIMU JIPYT IPYTa, HA3bIBAIOTCS
"nuacrepeoMepaMu’, a TaKOBBbIE, KOTOpbIE MPEICTABJIAIOT COOOM He COBHAAIOIINE IpU
HaJIO)KEHUH 3€pKaJIbHble OTOOpaXKEHUsI APYT Apyra, Ha3blBarOTcsA "sHaHTHOMepamu". B ciyuae,
KOTZla COeIUHEHNE MMEET LIEHTP aCUMMETPHH, HAIPpUMepP OH CBSI3aH C YETBhIPbMs Pa3IMYHbIMU
IPYIIaMH, BO3MOXKHO HaJHM4YUE Mapbl SHAHTHOMEPOB. DHAHTHOMEP MOKET XapaKTepPHU30BATHCS
aOCOMIOTHON KOH(UTyparuel ero HeHTpa aCHMMETPHH, U €ro OMUCHIBAIOT MO npasmwiaM R- u S-
nocienosarenbHoctd Kana wu Ilpenora wmimm cmoco®oM, MpH KOTOPOM MOJIEKyJa Bpaljaer
IUTOCKOCTB MOJISIPU30BAHHOTO CBETA, M 0003HAYAIOT KaK MPABOBPAIIAIOLIUI HITH JIEBOBPALIAFOIIUH
(T. e., kak (+) win (—)-U30Mephl COOTBETCTBEHHO). XUPAJIbHOE COETMHEHNE MOXKET CYIIIECTBOBATD
au00 B BHUAE OTAEIBHOrO 3SHAHTHOMeEpa, Jubo B Bume ux cmecHn. Cmech, comeprkaimas
SHAHTUOMEPHI B PaBHBIX NMPOMOPLUAX, Ha3bIBaETCA "palleMUUeCcKON CMeChio".

[0035] CoenvHeHUs MO HACTOALIEMY H300PETEHHIO MOTYT MMEThb OJHMH I HECKOJBKO
LIEHTPOB aCHMMETPHH; CJIEIOBATEIbHO, TAKUE COSAMHEHUSI MOXKHO IOJIy4aTh B BUAE OTAEIbHBIX
(R)- mmu (S)-crepeousomMepoB WK B BUAE UX cMeceil. Eciau He yka3aHO WHOE, ONMUCAHHE WU
HAMMEHOBAaHHE KOHKPETHOTO COEUHEHNsI B ONMCAHUU U (opMyJie H300pEeTeHUs MOIpa3yMeBaeT
BKJIFOUEHHE KaK OT/AEIbHBIX 3HAHTHOMEPOB, TaK M HUX CMeCeH, paleMHYeCKHX WU JPYTHUX.
CriocoObl ompeneneHusi CTEPEOXUMHUH U Pa3JENeHUs] CTEPEOHM30MEPOB XOPOLIO H3BECTHBHI B
ypoBHe TexHHKH (cM. obcyxkaenue B rinaBe 4 B "Advanced Organic Chemistry", 4th edition J.
March, John Wiley and Sons, New York, 2001), Hanpumep, TOCPEICTBOM CHHTE3a U3 ONTHYECKH
AKTHBHBIX UCXOIHBIX BEIIECTB WJIH MOCPEICTBOM paszesieHus pauemMudeckoi opmbl. Hekotopeie
U3 COEIMHEHHH MO HACTOSIIEMY U300PETEHUIO MOTYT UMETh LIEHTPbI FEOMETPUIECKON U30MEPUH
(E- u Z-uzomepsl). Crienyer NOHUMATD, YTO HACTOSALIEE U300PETEHNE OXBATHIBAECT BCE ONTHYECKHE
U30MEpBI, THACTEPEOU3OMEPhl U T'e€OMETPHUECKHE M30MEpbl U UX CMECH, KOTOpbIE O0JIamaroT
aHTUNIPONU(EPATUBHON AKTHBHOCTBIO.

[0036] Hacrosimee wu3o0pereHHe Takke OXBAThIBAET COEAMHEHHS] MO HACTOSIIEMY
H300pETEHHIO, OIpENeNIieHHbIE B JaHHOM JIOKYMEHTE, KOTOpbIe NMPENyCMaTPUBAIOT OAHO HWJIH
HECKOJIbKO HM30TOMHBIX 3amerneHuii. Hanmpumep, H MokeT HaxomuTbCsi B JIFOOOW H30TOIHON
¢dopme, B Tom uucne 1H, 2H (D) u 3H (T); C moxeT HaxonuThCst B 000N HU30TONMHON (opme, B
tom gucyie 12C, 13C u 14C; u O MokeT HaXOOUTLCS B JIFOOOM U30TOIMHON (hOpMe, B TOM HHCJTIE
160 u 180; u. 1.

[0037] Takxe cienyeT NMOHMMATh, YTO ONPENEJICHHBbIE COEAUHEHUS IO HACTOSLIEMY

I/1306peTeHI/IIO MOT'yT CyLIECTBOBATb B COJIbBATUPOBAHHBIX, a TAKXXE B HECOJBbBATHUPOBAHHBIX
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dopmax, Takux Kak, HaIpuMep, rupatupoBaHHble Gopmbel. Clenyer MOHNMATh, YTO HACTOALIEe
u300peTeHne OXBAaTbIBAET BCE TAaKHE COJbBATHPOBAaHHBbIE (HOPMBI, KOTOpble OOJamaroT
aHTUTIPONTU(EPATUBHON AKTHBHOCTBIO.

[0038] Takxe crienyer MOHUMATh, YTO OMNPENENCHHbIE COCIWHEHHUS IO HACTOSIIEMY
U300pETEHHI0 MOTYT MPOSIBJIATH MOJIMMOP(PU3M, U YTO HACTOsIIEEe U300PETEHNE OXBATHIBAET BCE
Takue GOpMbI, KOTOPBIE OOJIANAI0T AaHTUMTPOTU(EPATUBHON AKTUBHOCTBIO.

[0039] CoenuHeHUs 1O HACTOSALIEMY U300PETEHHIO MOTYT CYLIECTBOBATh B (hopMe psina
Pa3JIMYHBIX TayTOMEPHBIX (OPM, M CCBUIKM HA COENUHEHHs IO HACTOSALIEMY H300PETEHHIO
BKJIFOUAIOT BCe Takue (opMel. Bo n3dekaHne HEOAHO3HAYHOCTU TOJIKOBAHHS, €CITH COENNHEHHE
MOXET CYIIECTBOBaTh B OJHOW W3 HECKOJBbKHUX TAyTOMEPHBIX (POPM, U TOJIBKO OAHA M3 HHX
KOHKPETHO ONMCaHa WJIM MOKa3aHa, TO BCE OCTaJIbHBIE (POPMBI IPU 3TOM OXBAau€Hbl HACTOSIIIUM
uszodpereruemM. [Ipumepnl TayTOMEpHBIX (OPM BKITIOYAIOT KETO-, €HOJ- U €HOJSAT-(OPMBI, KakK,
HampuMep, B CIIEOYIOIUX TAayTOMEPHBIX Mapax: KeTo/eHON (IOKa3aHbl HIDKE), UMUH/€HAMUH,

aMUJI/UMHHOCTIHPT, AMHUIUH/aMUANH, HUTPO30/OKCUM, THOKETOH/€HTHOJI U HUTPO/aLIUHUTPO.

H + -
| Re N ,OH H O
—c-¢” = c=c = c=c
[N /7N T SN
KETO 3Hon aHonat
[0040] CoenuHeHMsT 1O HACTOSIEMY HM300pETEHHI0O MOXHO BBOAWTH B (opme

IPOJIEKAPCTBA, KOTOPOE pa3pyLIaeTcsi B OPraHU3Me 4eI0BeKa UM XKUBOTHOTO C BBICBOOOKIEHHEM
COEAMHEHUs] MO HAcToseMy u300peTeHH0. [IposekapcTBO MOXKHO TPUMEHSITh C LEJbIO
U3MEHEeHUsT (U3UUECKUX CBOWCTB H/WIK (PapMaKOKMHETUYECKUX CBOMCTB COEIMHEHUs I10
HacroseMy u3odperernto. [IponexapcTBo MOXKeT ObITh 0OPa30BaHO B CIy4ae, €CIIH COSTMHEHUE
[0 HACTOSIIIEMY H300PETEHHIO COAEPKUT MOAXOIALIYIO TPYIIY WA 3aMECTHTENb, K KOTOPbIM
MOXET TIPUCOEIHMHATHCS TPyIa, MOTUPHUIMPYIOIIass CBOWCTBA. lIpuMepsl MposiekapcTB
BKJIFOYAIOT TPOU3BOJAHBIE CIIOKHBIX 3(HUPOB, paclieruisieMble i1 Vivo, KOTOpble MOTYT
00pa3oBbIBATECS MPU KApOOKCUTPYIIE WM THMAPOKCUTPYIIE B COSAMHEHHWH MO HACTOSIIEMY
U300pETEeHNI0, W AaMHIHBIE NPOM3BOIHBIE, pAaCIIEIUIIeMble iN-ViVO, KOTOPbIE MOTYT
00pa3oBbIBATECS TPU KApOOKCUTPYIIE WJIM AMHHOTPYIE B COEIUHEHHH I10 HACTOSIIEMY
N300pETEHHIO.

[0041] CoOTBeTCTBEHHO, HACTOsIIIEe H300peTeHHe BKJIIOYAeT TaKHe COSNHHEHUS II0
HACTOALIEMY M300PETEHHIO, OIpENeNIeHHbIE BBIIE B JAAHHOM JOKYMEHTE, KOTOPBIE MOKHO

nojiydarb MOCPEACTBOM OpPraHUYCCKOrO CHHTE3d, W KOTOPbLIC CTAHOBATCA HAOOCTYIIHBIMU B
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OpraHu3Me YeJOBeKa WM JKUBOTHOTO B Pe3yJIbTaTe PacLICTICHHsI MPOJIEKapCTBA HA UX OCHOBE.
CoOOTBETCTBEHHO, HACTOsiee H300peTeHHe BKJIOYAET TaKHE COENUHEHHsI 10 HACTOSIIEMY
N300pETEeHNI0, KOTOPBIE MOIYYAOT C IIOMOIIBIO CIOCOOOB OPraHMYECKOTO CHHTE3a, & TAK)KE TAKHUE
COEMHEHUs], KOTOpble OOpa3yIOTCs B OpPraHU3ME YeJIOBEKa WM JKUBOTHOTO B pE3yJIbTaTe
MeTaboM3Ma  COeMUHEHUS-TIPENAIIECTBEHHUKA, TO €CThb COEIWHEHHWE II0 HACTOSIIEMY
HU300PETEHHIO MOJKET MPENCTABIISTH COOOM COENMHEHHE, TIOyYaeMOe CHHTETHYECKUM ITyTEM HJIH
oOpasyrolneecs: B mpolecce MeTadou3Ma.

[0042] IMopgxonmsmee QapManeBTUYECKH TMpPUEMIIEMOE TIPOJIEKAPCTBO HAa  OCHOBE
COEMHEHHsI 110 HACTOSLIEMY H300PETEHHIO MPEICTABIAET COOOH COeNMHEeHNE, KOTOPOE, UCX OIS
13 OOOCHOBAaHHOTO MEIUIIMHCKOTO 3aKJIFOUEHHMS], SIBJISETCS MOAXOMSIINM [JIsi BBEIEHUS B
OpraHuW3M  4YejlOBeKa WM  OKHMBOTHOIO MpPH  OTCYTCTBHHM  BHIOB  HEXKEJIATEIbHON
(apMakoIOrn4ecKoi aKTUBHOCTH M YPE3MEPHON TOKCUIHOCTH.

[0043] Paznuunbie GopMbI mposiekapcTBa ObUTH OMUCAHBI, HATIPUMEP, B CISTYFOITNX

JIOKyMEHTaXx:

a)  Methods in Enzymology, Vol. 42, p. 309-396, non pen. K. Widder, et al. (Academic
Press, 1985);

b)  Design of Pro-drugs, mon pen. H. Bundgaard, (Elsevier, 1985);

c) A Textbook of Drug Design and Development, nox pen. Krogsgaard-Larsen u

H. Bundgaard, Chapter 5 "Design and Application of Pro-drugs", mox pen. H. Bundgaard p.
113-191 (1991);

d) H. Bundgaard, Advanced Drug Delivery Reviews, 8, 1-38 (1992);

e) H. Bundgaard, et al., Journal of Pharmaceutical Sciences, 77, 285 (1988);,

f)  N. Kakeya, et al., Chem. Pharm. Bull., 32, 692 (1984);

g) T. Higuchi and V. Stella, "Pro-Drugs as Novel Delivery Systems", A.C.S. Symposium
Series, Volume 14;

h)  E. Roche (pemaxtop), "Bioreversible Carriers in Drug Design", Pergamon Press, 1987; u

1) J. Rautio, et al., Nature Reviews Drug Discov., 17, 559-587 (2018).

[0044] [Momgxonmsmee (QapManeBTUYECKH TPUEMIIEMOE TIPOJIEKAPCTBO HAa OCHOBE
COEIMHEHUS TI0 HACTOAIIEMY H300PETEHHIO, KOTOPOE COAEPIKUT KapOOKCUTPYIIIY, MPEACTABISET
co0o0i, HarIpuMep, ero CIOKHBIN 3Qup, pacieruisieMsli iz vivo. CloskHbIN 3QUp COeNUHEHUS 10
HACTOSIIEMY HM300PETEHHIO, paCIIeIIIeMblil i Vivo, comepKaluii KapOOKCHTPyIIIy,

NpeCTaBisieT coOOM, Harmpumep, (papMaleBTUUECKU MPUEMIIEMBbIH CIOXKHBIA 3(Hp, KOTOPBIH
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pacuienysieTcss B OpraHu3Me 4YeJOBeKa WM KHUBOTHOIO € OOpa3OBaHMEM HCXOIHOW KHMCIOTBL
IMonxonsmue  (¢apManeBTHYECKH  NpUEMJIEMble  CIOXKHbIE  S(QUPbl AN MOJYYEHUs
KapOOKCUTPyNIbl BKJIIOYAKOT CiokHble (1-6C)ankunoBbie >(QUPBI, Takue Kak CIOXKHBIE
METUJIOBbIe, STHJIOBbIE W mpem-0yTunoseie, (1-6C)ankokcumMeTunoBbie 3(QUpPBI, TaKHe Kak
CJIO’KHBIE METOKCUMETHJIOBBIE 3 Upbl, ciokHbIE (1-6C)ankaHOMIOKCUMETHIIOBBIE 3(DHUPBI, TaKue
KaK CJIOKHbIE MUBAJIOMJIOKCHMETUIIOBBIE 3(PHPBI, CIOKHBIE 3-(TaTuaMIOBbIE S(QUPBI, CIOXKHbBIE
(3-8C)uuknoankunkapdonunokcu-( 1-6C)ankunonbie 3¢upsl, TaKue KaK CJIOJKHBIE
LIUKJIONICHTHIIKAPOOHMIIOKCUMETHIIOBbIE U | -LIUKJIOTeKCHIIKapOOHUIIOKCUATHIIOBBIE 3 HPHI,
CJIOJKHBIE 2-0KCO-1,3-THOKCONEHUIMETHIIOBBIE S UPBI, TAKUE KaK CIOXKHbIE S-MeTHII-2-0KCco-1,3-
IHOKCOoNeH-4-nnMeTninoBele 3¢upsl u cinoxHble (1-6C)ankokcnkapoonunokc-(1-6C)ankunossie
3¢upsI, Takue KakK CJIOJKHBIE METOKCHKapPOOHMIOKCHMETHIIOBBIE U 1-
METOKCUKapOOHUIIOKCUITUIIOBBIE 3(PHUPHL

[0045] [Mopxonmsmee (QapManeBTHYECKH TMPUEMIIEMOE TIPOJICKAPCTBO HAa  OCHOBE
COEAMHEHUs 110 HACTOALIEMY U300PETEHHIO, KOTOPOE CONEPKUT THAPOKCUIPYIITY, MPEACTABIISET
co0OH, HampuMep, ero CIOXKHbIM 3(up UIN npocToi 3¢up, pacienssieMble in vivo. CIoXHBINR
3¢up uim npoctoit 3¢up, paciienysieMble i/ Vivo, COeIUHEHHs M0 HACTOSIIEMY H300pETEeHHIO,
cofiepKalliie  TUAPOKCUTPYIITY, MpPEACTABISIOT coOOH, Hampumep, (apmaneBTHYeCKU
NpUEeMJIEMbIH CIIOXKHBIA 3(Up WM NPOCTOH 3(Hp, KOTOpBIE PACLICIUIIOTCS B OpraHU3Me
YeJOBeKa WM JKUBOTHOTO ¢ OOpa3oBaHMEM HMCXOAHOrO THUApOKcucoenuHeHus. lloaxomsiue
rpynmsl, oOpasyromue (papMaLeBTHYECKH NPUEMJIEMbIH CIOXKHBIH 3GHp, U MONyYeHUS
TUAPOKCUTPYIIIBI BKIIFOYAIOT CJIOKHBIE 3(PUPbI HEOPTAHUUECKUX KUCIIOT, Takue Kak (ocdarHbie
cnoxkHele 3pupel (B TOM uucie ¢ochopaMuaHble LUKIMYECKHUE CIOXKHBIE 3(upHI).
JIONONHUTENbHBIE TOAXOMAIINE TpPYyNmbl, oOpasyooiue (apMaleBTHYECKd MPHEMIIEMBbIi
CJIOJKHBIA 3Up, U MONyYeHUs] TUAPOKCUrpynbl BKIHOYaOT (1-10C)ankaHOUIbHBIE TPYIIIIbL,
TaKie Kak aleTWIbHas, OeH30WJbHAsl, (EHUIALETUIbHAS W 3aMEIleHHble OEH30WJIbHAS W
¢enmnanernnpHas  rpymmel,  (1-10C)ankokcukapOOHMNIBHBIE — TPYNIBL,  TaKHe  Kak
stokcukapOoHmibHas, N,N-(1-6C)kapbamoniibHasi, 2-AHATKUJIAMUHOALETHIIbBHAS ©  2-
kapOokcHuaneTmibHas rpymnmel. [Ipumepsl 3amecturenell B Kojblie NpH (HEHUIALETUIBHONH U
OEH30MIbHOM rpynmnax BKJIFOYAIOT AMUHOMETHI, N-ankuaaMIHOMETHIL, N,N-
IVATIKAIAMUHOMETHII, MOp(doNrHOMETII, ihnepasuH-1-unmerun u 4-(1-4C)ankunnunepasus-1-

wivetwi. [logxopsmme rpynmel, oOpasyrome GpapMaleBTUIeCKH IPUEMIIEMBIN POCTON 3dup,
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IUI. TIOJy4eHHUs TUAPOKCUTPYMIbI BKJIIOYAIOT O-Al[MJIOKCHAJIKUJIbHBIE TPYIIBL, TaKUe Kak
alleTOKCUMETWIIbHAS M NMHBAJIOMIOKCUMETUIIbHAS TPYIIIBL.

[0046] [Momxonsiimee (apMaLEBTHUECKH TMPUEMIIEMOE TMPOJEKapCTBO HAa  OCHOBE
COEMHEHUS 110 HACTOALIEMY H300PETEHHIO, KOTOPOE COAEPIKUT KapOOKCUTPYIIIY, MPEACTABIISET
co0OH, HampuMmep, ero amHj, pacUeIUIIeMbld i1 Vivo, Hampumep amun, OOpa3OBaHHBIN C
NOMOIIBK) aMHHA, Takoro kak ammuak, (1-4C)ankmnammuba, Takoro kak metwiamus, [(1-
4C)ankmi];aMUHa, TaKOro Kak AUMETHNIAaMHH, N-3THJI-N-METHJaMHH Wi audTuiaamuH, (1-
4C)ankokcu-(2-4C)ankunamMuHa, TaKOro Kak 2-metokcudtmiamuH, (perni-(1-4C)ankunamuna,
TAKOTO KaK O€H3WJIAMUH, U AMUHOKHCIIOT, TAKUX KaK TIIMLWH, UM UX CIOKHBIA 3pUp.

[0047] [Mopxonsmee QapManeBTUYECKH TMpPUEMIIEMOE TIPOJIEKAPCTBO HAa OCHOBE
COEMHEHUs 10 HACTOSALIEMY H300pPETeHHIO, KOTOPOE COMNEPKUT aMHUHOTPYIIY, MPEACTABISIET
co0oH, Hampumep, €ro aMuAHOe TMPOU3BOAHOE, pacierusieMoe in vivo. Iloxxomsmue
dapmManeBTHYECKH TpPHEMJIEMblE AMHUABL, €CIH HCXOAWTh W3 AaMHUHOTPYMIBL, BKIIKOYAIOT,
Hampumep, amuz, oOpas3oBaHHBI ¢ momouiblo (1-10C)ankaHOMIBHBIX TPYMI, TaKUX Kak
aleTHiIbHas1, OeH30MIbHAs, (DeHUIIAIETHIIbHAS M 3aMeIeHHbIe O€H30MIbHAS U (PeHUTAleTUITbHAS
rpynnel. [Ipumepsl 3amecturenell B Kosblie NMpH (PEHUITALETUIBHON M OSH30UJIBHOM rpymmax
BKJIFOUAIOT aMuHOMeTHII, N-ankuinamuHoMeTi, N,N-TuankuiaMMHOMETIII, MOP(OIHHOMETHI,
NUMepasyuH- 1 -uamMeTu u

4-(1-4C)ankun)nunepasut- | -uiIMeTHII.

[0048] OddexTer in  Vivo coenviHEHHs IO HACTOSALIEMY H300PETEHHIO MOTYT
00yCJIaBIUBAThCS, OTYACTH, OJHUM HJIM HECKOJBKHMMH METaOOIUTaMU, KOTOpble 00pa3yroTcs B
OpraHU3Me 4YeJIOBeKa WJIM JKUBOTHOTO IIOCIE€ BBENEHHUS COCIUHEHHMS IO HACTOSIIEMY
n3o0perenno. Kak yka3aHO BbIlle B JAHHOM AOKyMeHTe, 3(P(eKTsl in Vivo COenuHEeHHs IO
HACTOSIIEMY H300pPETeHHI0 MOTYT TakXke OOYCJIaBIMBATBhCA MPOAYKTAMHU MeTadon3mMa
COeIMHEHUSI-TIPEAIIECTBEHHUKA (IPOJIEKAPCTBA).

Cunres

[0049] CoenuHeHUs IO HACTOAIIEMY U300PETEHUIO MOXKHO TIOJTy4aTh C MMOMOIIBIO JTF000H
MOAXOIAIIENH METOANKH, H3BECTHOH B YPOBHE TEXHUKH. KOHKpETHBIE CITIOCOOBI MOTyYeHHsT TAKHUX
COEMHEHUI OMMCaHBI Aajiee B MPUIIAraeMbIX IpUMepax.

[00S0] B ommcanuu croco0OB CHHTE3a, ONMUCAHHBIX B TAHHOM JOKYMEHTE, W B JIFOOBIX
YIOMSIHYTBIX CHOCO0aX CHHTE3a, KOTOPbIE MPUMEHSIOT ISl MOJYYeHHs] UCXOMIHBIX BELIECTB,

CJICAYET MNOHUMAThb, YTO BCC MNPCHAJIONKCHHBIC PCAKIHUOHHBIC YCJIOBUsI, B TOM YHUCJIC BbI60p
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pPacTBOPUTENS, PEAKLUOHHOM aTtMoc(eprl, TeMIepaTypbl peakiuH, POJOJLKUTENBHOCTH
SKCHEePHMEHTa 1 IpoLenyp oOpabOoTKH, MOTYT ObITh BBIOpAHbI CIIELUATMCTOM B JAHHOW 00JIacTH.

[0051] Crnenuamucty B OONACTH  OPraHUYECKOTO CHHTe3a OyAeT TMOHSATHO, YTO
(yHKIIMOHATIBHBIE TPYIIIBI, IPUCYTCTBYIOLINE B PA3JIMYHBIX YACTAX MOJIEKYJIBI, TOJDKHBI OBITH
COBMECTHMBIMH C PUMEHSIEMBbIMU PEAr€HTAMH U PEAKIIUOHHBIMHU YCIOBUSIMH.

[0052] Byner moHSTHO, 4TO B XOA€ CUHTE3a COEMHEHUH MO HACTOSIIEMY U300PETEHHUIO B
croco0ax, OMpEeNeNIeHHbIX B HACTOSALIEM JOKYMEHTE, WIM B XOJIE CHHTE3a OMpPeIesICHHBIX
HCXOIHBIX BEIIECTB MOXKET OBITh HEOOXOAUMO 3AIIUTUTh ONPENEICHHbIC 3aMELIAOLTNE TPYITITBI
IUISL IPENOTBPALEHHSI HX HEXKEJIATENIbHOTO y4acTus B peakuny. CrienquannucTy B 00JacTH XUMHUU
OyZeT MOHATHO, KOT/Ia TaKasl 3alUTa SBJSIETCS HEOOXOAMMOM, 1 KAKUM 00pa30M TaKHe 3alUTHbIE
IPYIIIBI MOTYT OBbITh BBEZICHBI, & 3aTEM YJAJICHBL

[0053] JUis IpUMEPOB 3aLIUTHBIX TPYI CM. OAMH U3 OOJBLIOrO KOJINYECTBA 0030PHBIX
TEKCTOB 1O 3TOMY BOmpocy, Hampumep, ‘Protective Groups in Organic Synthesis' mon pen.
Theodora Green (u3natens: John Wiley & Sons). 3amuTHble rpyIinnbel MOKHO YIQIATD C TIOMOLIIBEO
M000r0 MOAXOAIEro Crocoda, OMMCAHHOTO B JIMTEPATYPe WM H3BECTHOTO CIELUAINCTY B
00NacTH XUMHH B Ka4eCTBE MPUIOJHOIO JJIs yIAJEHUs PacCMaTpUBAEMOM 3alMTHOM TPYIIIbIL,
IPU 3TOM TaKHE CIIOCOOBI BBIOMPAIOT TaKUM OOpPa3oM, YTOObI yIaJ€HHE 3aLIUTHOM TPYIIIBI
BBI3BIBAJI0 MUHHMAJIbHOE HapyLIEHHE IO OTHOLIEHUIO K IPYIaM, PacoOJOXEHHbIM B APYTroM
MecTe B MOJIEKYJIE.

[0054] Takum 00pa3om, B Cllydae €Clid peareHThl BKJIKYAOT, HAPUMEp, TPYIIIbI, TAKHE
KaK aMUHO, KapOOKCH HMJIH TUAPOKCH, MOKET ObITh HEOOXOIUMO 3aLUTHTh TPYIIITY B HEKOTOPBIX
peakLusX, YIIOMSHYThIX B JAHHOM JOKYMEHTE.

[00S5] B kawecTtBe mnpumepa, NOAXOnAsIIas 3allUTHAas Trpynna mjsg aMHUHO- WIH
ANKMJIAMHHOTPYIIBl  TPEACTABIsIET COOOH, HampuMmep, AalIbHYI TpPYIIy, HapuMep,
AJIKAHOWJIBHYIO TPYIIY, TaKyl Kak aleTHIbHAs, AJKOKCHKapOOHMIIBHYIO TPYIILY, HAmpUMep
METOKCHUKapOOHMIIBHYIO, 3TOKCHUKAPOOHWIBHYIO WM TPeT-OyTOKCHKApOOHWIBHYIO TPYIIY,
ApUIIMETOKCHKAPOOHMIIBHYIO TPYIITy, HampuMep OeH3MJIOKCHKApOOHMIIBHYIO, WIIH apOWJIbHYIO
rpymmny, HanpuMep OeH30mMII. Y CIIOBHSI CHATHS 3aIIUThI I YKA3aHHBIX BBIIIE 3aIIUTHBIX TPYIII
HEOOXOIMMO HM3MEHSATh B 3aBHCHMOCTH OT BBIOOpa 3amuTHOW rpymnmbl. Takum obpasowm,
HanpUMep, alMJIbHYIO TPYIIY, TaKyI KaK aJKaHOWJIbHAS WM aJIKOKCHKapOOHWIIbHAsS TPYIIA,
WM apOWJIbHYIO TPYIIy MOXHO VAAJSTh, HANpUMEp, NyTeM TUAPOJIN3a C MOAXOMALINM

OCHOBAHUEM, TaKMM KaK THAPOKCHUA MEJIOYHOTO METajuld, HANPUMEP THAPOKCUA JIUTUA WA



10

15

20

25

30

78

HaTpusl. B xauecTBe anbTepHATHBBIL, ALWIIbHAS TPYIINA, TaKas Kak mpem-0yTOKCUKapOOHUIbHAS
rpyImmna, MoXeT ObITh y/1ajieHa, HarpuMep, MyTeM 00paboTKH € MOMOLIBIO MOAXOJSIIIEH KUCIIOTHI,
TAaKOW Kak, HampuMep, XJIOPUCTOBONOPOAHAs, cepHas, winu (ochopHas kuciora, uM
TpU(PTOPYKCYyCHAs ~ KHCJIOTa, M  apWIMETOKCUKapOOHWJIbHAas ~ Tpymma, Takas  Kak
OeH3MIOKCUKApOOHMIIbHASL TPy, MOXKET ObITh yIalieHa, HalpuMep, NMyTeM THIPUPOBAHUS B
NPUCYTCTBHH KaTaJIU3aTOPa, TAKOTO KaK MAJUTAIHIA HA yIJie, WK myTeM oOpaboTKH ¢ MOMOIIBIO
kuciotsl Jlptouca, Hampumep Tpuc(tpudropauerara) Oopa. Iloaxopsimmas anbTepHATHBHAS
3aIUTHAS TPYTIIA It TIEPBUYHON aMHHOTPYIIIBI TPEACTABISIET COOOH, Hanpumep, PTaTOHIBHYIO
IPYIINY, KOTOpasi MOJKET OBITh yAajieHa myTeM 00pabOTKH ¢ TIOMOIIBIO ANKHJIAMHHA, HAIPUMED
JUMETUIIAMUHONPONUIAMUHA, WIH C TIOMOLIBIO THAPA3HUHA.

[0056] [Mopxonsmast 3amUTHAsT Tpynna s THAPOKCUTPYIIBI MPENCTABISET COOOM,
HalpuMep, alWIbHYIO TpPyIIy, HampUMeEp AaJlKaHOWIbHYIO TpPYIIy, TaKyKH) Kak aleTUJIbHAf,
APOMJIBHYIO TPYIy, Hampumep OEH30WJ, WIM apUIMETWIBHYIO TPYIIy, Hampumep OEH3HIL
VY CoBHsI CHATHUS 3AIMUTHI AJIS1 YKa3aHHBIX BbIIIE 3AIIUTHBIX TPy HEOOXOAUMO OyIeT U3MEHATh
B 3aBUCHMOCTH OT BBIOOpA 3alIUTHOH rpymnmbl. TakuM oOpa3om, HalpuMep, aliibHas TPYIIA,
Takas Kak ajJKaHOWJIbHAs WM apOWJIbHAs TIPYINA, MOXKET ObITh yJaleHa, Hampumep, MyTeM
TUPOJIU3a C IOMOLIBIO MOAXOASIErO OCHOBAHUsA, TAKOIO KaK T’MAPOKCUA LIEJOYHOrO METaIlIa,
HanpuMep THAPOKCU JIUTHUSA, HATPUs UM aMMHaka. B kauecTse anbTepHATUBBI, apUIMETHIIbHAS
IpyNna, Takas Kak OSH3MIbHAS IPYIIA, MOXKET ObITh ylaleHa, HapUMep, MyTeM THIPUPOBAHUS
B [IPUCYTCTBUM KaTaJIU3aTOPa, TAKOrO KaK Majulanil Ha yrie.

[0057] [Mopxonsmiasi 3amUTHAsE rpynna ajisi KapOOKCHIPYIIbl MPEACTaBIsET COOOM,
HampuMep, STepUPULHMPYIOINYIO TPYIIy, HANPUMEpP METWIbHYI) WJIM OTHJIBHYK TPYIINY,
KOTOPYIO MOXHO YAAJIATh, HAIPUMEP, IyTeM T'MAPOJN3a C IPUMEHEHUEM OCHOBAHUs, TAKOTO KaK
TUAPOKCUI HATPHS, WM, HAaNpuMep, TPeT-OYTHIBHYIO TPYIY, KOTOPYK) MOXKHO YIaJsTh,
HampuMep, nyTeM OoOpaOOTKM KHUCIIOTOH, HampuMep OPTraHWYeCKOH KHCJIOTOW, TaKOW Kak
Tpu(TOPyKCyCHAs KUCIOTA, WK, HAPUMep, OEH3WIbHYIO TPYIIY, KOTOPYH MOXKHO YIAJATh,
HaIpumep, MyTeM r’APUPOBAHUS B IPUCYTCTBUM KaTAIM3aTOPa, TAKOrO Kak Najjaauil Ha yrie. B
Ka4yeCTBE 3aLUTHOMN IPyNIbI TAKXKE MOKHO IPUMEHSITb CMOJIBL.

Bbuojgornyeckass akTiBHOCTDL

[0058] buonoruueckue ananusbl, omucaHHble B pasgene "lIpumeprl” B gaHHOM
JIOKYMEHTE, MOXKHO IIPUMEHSTD [T I3MepeHus (papmakoaornuecknx 3¢p¢GeKToB COeNUHEHHH 10

HACTOSIIIEMY U300PETeHHIO.
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[0039] Xotst apMaKoJOrHIecKre CBOMCTBA COEIUHEHHUH M0 HACTOSIIEMY U300PETEHHIO
U3MEHSIIOTCS MPU CTPYKTYPHOM M3MEHEHUH, KaK 0KHAAJIOCh, YCTAHOBJIEHO, YTO COSIUHEHUs IO
HacTosIEeMy H300peTeHuto sBJsIoTCs akTuBHbIMM B HTRF-ananusax in vifro u B HEKOTOPBIX
ciyyasx Takxke B aHanuse paspyumenus OCI-LY 1, onucanubix B pasnene "Ilpumepsr”.

[0060] B wenoMm, kak NPOMJUTFOCTPUPOBAHO C TOMOUIBIO JAHHBIX JJIi COEIUHEHUH
npuMepoB B Tadnwie 1, COeNMHEHUs MO HACTosIeMy u300peTeHur0 neMOHCTpUpyrT pICso,
cocrapsiromnyro 7,0 wnmm OGonee, B HTRF-ananuze, omnucanHom B paszpene "[lpumepsr”.
[IpenmodrurenpHble COEMUHEHUS IO HACTOSIIEMY u300peTeHut0 neMoHCcTpupyroT plCso,
cocrapysirolnyro 7,5 wnu Oonee. bojnee mnpenmodturesbHBIE COSNMHEHUS MO HACTOSIIEMY

n3obperenmo  nemMoHCTpupyroT plCso, cocraBmsromyro 8,0 wmmm  OGonee. HawubGonee

NPEANOYTUTENbHBIE COCOUHEHUSI [0 HAcTosIeMy H300peTeHnto neMoHCTpupyioT plCso,
cocTaBJisIrO LU 8,5 uau OoJiee.

[0061] B anammze paspymenuss OCI-LY'1, onucaHHOM B TaHHOM JOKYMEHTE B pasjelie
"ITpumepr!”, Kak NPOMJIIIOCTPUPOBAHO C IMOMOUIBKO JaHHBIX AJI1 COEIUHEHUIl NMPUMEpPOB B
tabnune 2, coenuHeHus popmysl I Taxoke Moryt nemonctpuposatb pDCso, cocTaBnstomii 7,0

nnu 6onee (npegnouyrurensHo 8,0 mwiu Oonee).

[0062] Jlist mpuMepoB ObUTH MOJTyYeHBI CASTYIOIINE JaHHbIE.
Tadauuna 1
Tpume Hoay4yenn Tpume omy4yenn Tpuwme oxy4yenn Tpume Hoay4yenn
oe ¢ oec oec oec
p p Y Y
NOMOIIbI0 NMOMOIIbI0 NMOMOIIBI0 MOMOIIbI0

la 7,99 91 7,93 11u 7,94 12x23 8,29
1b 8,71 9m 8,60 11v 8,27 12x24 7,84
lc 8,63 9n 8,31 11w 8,43 12x25 7.8
1d 8,44 90 8,03 11x 8,45 12x26 8,72
le 8,49 9p 8,54 11y 7,33 12x28 8,5
1f 8,60 9q 8,37 11z 7,88 12x30 8,7
1g 8,50 9r 8,44 12a 8,20 12x31 8,42
1h 8,44 9s 7,71 12b 8,60 12x32 8,43
1i 8,51 9t 8,37 12¢ 8,53 12x33a 8,67
1j 8,53 9u 8,38 12d 8,31 12x33b 8,11
1k 7,42 v 8,33 12¢ 8,32 12x35 8,27
11 7,59 w 8,56 12f 8,02 12x36 8,11
1m 8,03 9x 8,46 12g 8,58 12x38 8,43
1n 7,86 9y 8,56 12h 8,69 12x39 8,6
2a 8,62 9za 8,12 12i 8,89 12x40 7,97
2b 7,65 9zb 8,01 12j 8,58 12x42 8,21
3a 8,79 10a 7,91 12x01 7,57 12x44 8,3
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4a 8,46 10b 7,80 12x02 7,67 12x45a 7,95
4b 8,20 10c 8,30 12x03 7,81 12x45b 8,32
4c 7,86 10d 7,68 12x05 8,43 12x46 7,95
4d 7,78 11a 8,56 12x06 7,52 12x47 8,08
4e 7,73 11b 7,48 12x07 7,33 12x48a 8,37
Sa 8,82 11c 7,26 12x08 7,23 12x48b 7,73
6a 7,85 11d 7,19 12x09 8,77 12x49 8,2
7a 9,11 1le 9,06 12x10 7,93 12x50 8,15
7b 8,79 11f 8,26 12x11 8,79 13a 8,17
8a 7,97 11g 8,28 12x12 7,25 13b 7,51
9a 8,60 11h 8,25 12x13 8,25 13c12 7,71

9a-1 8,74 11i 7,51 12x14 8,46 13p01 7,07

9a-2 8,53 11j 8,22 12x15- 8,75 13p06 7,93
9b 8,51 11k 8,01 12x16a 8,69 13p08 7,98
9¢ 8,46 111 7,35 12x16b 8,27 13pl1 8,14
9d 8,38 11m 8,41 12x17a 8,4 13p12 7,72
9e 8,43 11n 7,83 12x17b 7,88 13104 7,23
9f 7,99 110 8,12 12x18 8,26 1305 8,18
9¢ 8,64 11p 8,39 12x19 8,23 14a 7,81
9h 8,47 11q 8,32 12x20 8,43 14b 7,33
9i 8,57 11r 8,00 12x21 8,45
9j 8,38 11s 8,41 12x22 7,64
9k 8,37 11t 8,46

Tabanua 2

IIpume | IHoayuyenn | llpume | Ioayuenn | IIpume | Ionyuenn | Ilpume | IHomyuenn

D oe B D oe B D o¢ B D oe B
1g 8,76 of 7,72 11r 7,57 12x16a 8,4
1k 7.8 9g 8,16 12¢ 8,44 12x28 6,43
11 7,56 9j 7,99 12f 8,1 12x30 8,2
2a 8,86 9p 8,33 13a 8,49 12x31 8,27
2b 7,87 10a 8,46 13b 7,39 12x42 7,02
9a 8,42 10b 7,23 14a 7,8 12x47 8,08

9a-1 8,61 10d 7,54 14b 7,41 13p01 7,95
9¢ 8,79 11b 7,22 12x03 8,21 13104 7,5
9d 8,13 11c 7,33 12x05 8,47 1305 8,53
9e 8,3 11d 7,04 12x06 7,51

dapmManeBTHYECKHE KOMIIO3HITHH

[0063] B cooTBeTcTBHM ¢ IOMOJHHUTEIBHBIM AaCIEKTOM HACTOSINEro H300peTeHus,
npenycMoTpeHa (apMaleBTHUeCKasi KOMIIO3HMLUS, KOTOpasi CONEPIKUT COENUHEHHUE IO
HACTOSIEeMy HW300pPETeHHI0, ONpPEIEeIeHHOe BbIIIE B JaHHOM JOKYMEHTE, WJIH €ro
(dapMaLeBTUYECKH MTPUEMIIEMYIO COJIb, THAPAT WIH COJbBAT B COYETAHUU C (papMalleBTUUECKH

IPUEMJIEMBIM pa30aBUTENEM UM HOCUTEJIEM.
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[0064] Komrmosuiun no HacTosimeMy u300peTeHHI0 MOTYT ObITh IPEICTABJICHBI B (hopMme,
NOAXOMASALIEH AJIS TepOPaTbHOIO MPUMEHEeHHs (HarpuMep, B BUze TaOJIeTOK, MaCTUIIOK, TBEPABIX
WJIM MATKUX KaICyJl, BOAHBIX WJIU MACJISIHBIX CYCII€H3UH, SMYJIbCUI, UCTIEPTUPYEMBIX TOPOIIKOB
WIN TPaHyJ, CUPOIIOB WJIM HACTOEK), IJIi MECTHOIO NMpHMEHEeHHs (Hampumep, B BHIE KPEMOB,
Ma3ei, rejell WM BOOHBIX WJIM MACJISIHBIX PACTBOPOB WJIM CYCIEH3WH), Ui BBEICHHS
NOCPECTBOM HMHTAJSILUU (HAPUMEpP, B BHIE TOHKO HM3MEJIbYEHHOTO IMOPOLIKA WM YKHIKOTO
a3p0o30Jisi), IUTsl BBEIEHUS MTOCPENCTBOM UHCY D uisiiinu (Hanpumep, B BUIe TOHKO H3METbYEHHOTO
NOPOLIKA) WK JJIsl TAPEHTEPATbHOTO BBEICHHS (HApuMep, B BUAE CTEPHIIBHOTO BOIHOTO WJIH
MAacCJIsIHOTO pacTtBopa TUIs1 BHYTPUBEHHOTO, MOAKOKHOTO, BHYTPUMBILIEYHOTO,
BHYTPUOPIOIMIMHHOTO WJIA BHYTPHUMBIIIEYHOTO BBEICHUS 103 WJIM B BHUIE CYNIO3UTOPHS IS
BBEICHUS 103 PEKTAIBHBIM CIIOCOOOM).

[0065] Kommosuimun mo HacrosimeMy HW300pEeTEHHI0 MOXKHO TMOJydaTh C TOMOIIBIO
TPaIULMOHHBIX  TPOLENyp C  TNPUMEHEHWEeM  TPAJAULUOHHBIX  (hapMalleBTHUYECKHUX
BCIIOMOTATEJIbHBIX BELIECTB, OOLIEN3BECTHBIX U3 YPOBHS TEXHUKHU. TaknM 00pa3oM, KOMIIO3HULINH,
NpeJHa3HAYeHHbIE AJI MEePOPaJbHOTO NPUMEHEHUs, MOTYT COIEep:KaTb, HAIpUMep, OJUH WU
HECKOJIbKO KpacuTeJeH, MOCIaCcTUTENeH, apOMaTH3aTOPOB /MM KOHCEPBAHTOB.

[0066] O¢ddexTuBHOE KOIMUECTBO COENUHEHHUS IO HACTOSALIEMY H300pPETEHHUIO st
NPUMEHEHHs] B TEepaluu TNPeNcTaBisieT COOOH KOJIMYECTBO, JAOCTATOUHOE MAJISI JICYEHHs WU
NpenynpexaeHuss Npoau(epaTUBHOTO COCTOSHMSA, VIOMSIHYTOrO B JaHHOM JOKYMEHTE,
3aMeJIEHUsI €r0 PAa3BUTHUS 1/WIU TIOAABIICHUS CUMIITOMOB, CBSI3AHHBIX C COCTOSTHHEM.

[0067] KonudecTBO aKTHMBHOTO HWHIPENMEHTa, KOTOpOe OOBEAWHSIOT C OIHUM HITH
HECKOJIbKMMH BCIIOMOTaTeNbHBIMU BELIECTBAMU IS TMOJyYEHUs EOUHHUYHOM JIeKapCTBEHHOU
¢dopmbl, HEOOXOMUMO OyZeT M3MEHSTh B 3aBUCHMOCTH OT WHAMBHIYYMA, JIEYEHHE KOTOPOTO
OCYLIECTBJISIFOT, U KOHKPETHOIO NyTH BBeAeHMs. Hampumep, cocTas, mpenHa3HAYEHHBIA IJIs
NEPOPATLHOTO BBEACHHUS JIFOJISIM, KaK MPaBWiIo, OyAer comepkaTh, Hanpumep, oT 0,5 mr 10 0,5 ¢
aKTHUBHOTO BemecTna (B Oonee noaxonsuieM ciydae ot 0,5 no 100 mr, Hanpumep ot 1 1o 30 mr),
CMEULIAHHOTO C MOAXOSALINM U JONYCTUMbIM KOJIMYE€CTBOM BCIIOMOTaTeNIbHBIX BELIECTB, KOTOPOE
MOXET WU3MEHSTBhCS OT MPUOIM3UTEIBHO 5 A0 NMpUONMU3NTENbHO 98 MPOIEHTOB MO BECy BCEH
KOMIIO3ULIMH.

[0068] BennmunHa nmo3bl  coepmHeHus (Qopmynel 1 mns TepanmeBTHUECKHMX WK

NpOoUIAKTHYECKUX LEJIeH, pasymeercs, OyneT M3MEHSThCS B 3aBUCHMOCTH OT MPUPOABI U
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TSDKECTH COCTOSIHHM, BO3pacTa M TOJa JKMBOTHOTO WJIM TMALMEHTAa W IyTH BBEACHUS B
COOTBETCTBUH C O0LIEU3BECTHBIMU OCHOBAMU MEIHLIUHBI.

[0069] [Ipy nNpUMEHEHHUH COENMHEHHs] [0  HACTOSIEMY  HM300pETeHHI0 IS
TEPANEeBTHUECKUX WM MPOQUIAKTHYECKUX IeJiell ero, Kak MpaBWiIo, OyayT BBOOUTH TaKUM
o0pazom, 4ToObI 0OeceYnBaTh CYTOYHYIO 103y B AMANa3oHe, Hanpumep, ot 0,1 Mr/kr 1o 75 mr/kr
Macchl Teja, 00ecneYynBaeMyr0 B Ciy4ae HEOOXOOUMOCTH B BHUIE pas3liejeHHbIX 103. B obmem
ciyyae Ooyiee HU3KHE A03bI OYAYT BBOAMTD MPU UCTIOIB30BAHUN NAPEHTEPATBHOTO MyTH. Takum
oOpa3zom, HampuMmep, Uil BHYTPHUBEHHOTO WJIM BHYTPUOPIOLIMHHOTO BBEINEHHS, KaK MPaBUIIO,
OynyT mpuUMeHsTh A03y B auanaszoHe, Hampumep, oT 0,1 Mr/kr mo 30 Mr/kr Beca Tena.
AHAJIOTHYHO, JIJIsl BBEJICHUS MTyTeM UHTASIIAKA OyIyT MPUMEHSTh 03y B AMAMa3OHe, HalpUMep,
ot 0,05 mr/kr o 25 mr/kr maccel Tesa. [lepopanbHoe BBEIEHHE TAKKE MOXKET OBITh MOIXOJISIIHM,
B YAaCTHOCTH, NIPU MPHMEHEHNH B BHUAe TabieTku. Kak mpaBuio, craHmapTHbIC JIEKapCTBEHHbBIE
dbopmbl OyayT comep:karb oT npudmusutensHo 0,5 Mr mo 0,5 1 coeaMHEHHsI IO HACTOSIIIEMY
N300pETEHHIO.

BapuaHTbl npuMeHEeHHS U HAHECEHHS B TepaAeBTHUYECKHX IeJIsX

[0070] B Hacrosimem n300peTeHnH MpeayCMOTPEHbl COSIMHEHNS, KOTOPbIE BBITOJIHSIIOT
¢ynkuuo nHrnbuTopoB akruBHocTH BCLO.

[0071] CnenoBaresibHO, B HACTOSILIEM M300PETEHUH MPEIYCMOTPEH CrOCO0 MOAaBICHHS
aktuBHocT BCLO6 in vitro wnu in vivo, mpu 3TOM yKa3aHHBII Crnoco0 mpenycMaTpuUBaeT
NPUBEACHHUE KIETKH B KOHTAKT C O((HEKTUBHbIM KOJHUYECTBOM COEOUHEHUS WJIH €ro
(dapManeBTHYECKH TPUEMJIEMON COJIM, THApAaTa WM COJbBATa, ONPEAENICHHBIX B IaHHOM
JOKYMEHTE.

[0072] B HacTosiiem u3o0peTeHnn Takke MpeayCMOTPEH CIoco0 JieueHust 3a00IeBaHuUs
W HapylIeHUs, B KOTOpoe BoBJeueHa akTuBHOCTh BCLO, y maiueHTa, HyKIaOLIerocsi B TakOM
JICYSHUH, TPH 3TOM YKA3aHHBIA CIOCOO MpeaycMaTpuBAeT BBEACHHUE YKA3aHHOMY MAIHEHTY
TepaneBTHUeCKH 3(PPEKTHBHOrO KOJWYECTBA COEAMHEHUS WIH €ro (papMaLeBTHUECKH
NPUEMJIEMOM COJIH, THPATa UITH COJIbBATA WM (PapMaLieBTHUECKON KOMITO3ULIUH, OTIPEAeIEHHBIX
B JAHHOM JIOKYMEHTE.

[0073] B nHacrosimmem m300peTeHUH MpenyCcMOTpeH croco0 moaaByieHus: mposmdepanun
KJIETOK 71 Vifro Wi in vivo, IPY 3TOM YKa3aHHBIN CIIOCO0 MpenyCcMaTpUBaeT NMPUBEAEHHE KIETKH
B KOHTAKT C 3()(PEeKTHUBHBIM KOJIMYECTBOM COEITUHEHUS WU ero (papMaleBTHUECKH MPUEMIIEMON

COJik, THApaTa WUin COJibBaTa, OIIPECACICHHbIX B JAHHOM NOKYMCHTEC.
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[0074] B Hacrosiem n300peTeHnH npeayCcMOTPeH Croco0 JiedeHus MpougepaTuBHOIO
HapyIIeHHUs y MalMeHTa, HYXKJAIOIIErocs B TAKOM JIEUEHHWH, NPU 3TOM YKa3aHHBIH CIOCco0
IpefyCMaTPUBAET BBEACHUE YKA3aHHOMY TALMEHTY TepaneBTHYecku 3(phekTHBHOroO KomnuecTna
COEMHEHUs] WM ero (papMaleBTHUECKH MPHEMJIEMOI COJIHM, THApaTa WM COJbBaTa WM
(bapManeBTUYECKOH KOMITO3ULIMH, OTIPEeNIEHHBIX B JAHHOM JOKYMEHTE.

[0075] B HacrosiimeM u300peTeHHH MPEayCMOTPEH CIOCO0 JIeYeHHs paka y TalueHTa,
HY’KJIQIOLIETOCs B TAKOM JICYEHUH, TIPU STOM YKA3aHHBIA CIOCOO MpeayCMaTpUBAET BBEICHHE
YKa3aHHOMY TaLUEHTy TepaneBTHYECKH 3(PQPEKTUBHOIO KOJIMYECTBA COCOUHEHHS WU €ro
(dapmManieBTHYECKH TIPUEMJIEMON COJIM, TUApaTa WM CojlbBaTa WM (apMaleBTHUECKON
KOMITO3ULIUH, ONIPEEJICHHBIX B JAHHOM JOKYMEHTE.

[0076] B Hacrosimem u300peTeHHH ~ MPEenyCMOTPEHbl  COENWHEHWE WM €ro
(dapmanieBTHIECKH IpHUEMIIEMast COJIb, THAPAT UJIH COJBBAT WM (hapMaleBTHYECKast KOMIIO3ULIUS,
ONpEEIeHHbIE B JAHHOM AOKYMEHTE, 1JIs1 IPUMEHEHUS B TEPanuu.

[0077] B  HacrosimemM u300peTeHHMH  MPEenNyCMOTPEHBl COSAMHEHWE WU  €ro
bapmMarieBTUYECKH IpUeMIIEMast COJIb, TUAPAT UJIH COJbBAT WM (hapMaleBTHYECKasi KOMIIO3ULIUS,
ONpeNieNieHHble B JaHHOM JOKYMEHTe, Ul NPUMEHEHUs B JIEUYeHUH MpoiudepaTuBHOTO
COCTOSIHUSI.

[0078] B  HacTosimieM M300peTEHMM  TPEOyCMOTPEHbI  COEAMHEHHE MM  €ro
(apmaLieBTHYECKH TpUEMIIEMasi COJIb, THAPAT HJIM COJIbBAT WITH (hapMaleBTHYECKas KOMIIO3ULIHS,
ONpeeeHHbIE B TAHHOM IOKYMEHTE, JIJIsl IPUMEHEHUS B JIeUeHUH paka. B KOHKpeTHOM BapuaHTe
OCYLIECTBJICHUSI PAK MPEICTABIISIET COOOM paK y ueIoBeKa.

[0079] B  HacrosimeM  u300peTEeHUH  MPEenyCMOTPEHbl COENMHEHWE WU €ro
(apManieBTHYECKH IpUEMIIEMAst COJIb, TUAPAT WK COJIbBAT, OMPEIEJICHHbIE B JAHHOM JTIOKYMEHTE,
IUI IpUMEHeHHsl B mojaBieHnu akTuBHOCTH BCLO (T. €. B MONABICHUH TPAHCKPUITLHOHHON
penpeccuu BCL6 u/umu cBsi3bIBaHUST KOpeEpeccopa).

[0080] Bbei10 0OHApYIKEHO, YTO HEKOTOPBIE COSNMHEHUS MO HACTOSILIEMY HU300pETEHUIO
ceszpiBatoTcss ¢ BCLO m manumupyror paspymenue BCL6. Takum oOpazom, B HacTosIIeM
N300pETEHNH TaK)Ke TPENYyCMOTPEHBI COENMHEHHE FITH €ro (papMaieBTHIECKH pueMIieMast CoJlb,
TUApaT WIM COJbBAT, ONPENEJCHHBbIE B AAHHOM NOKYMEHTE, AJIsi NIPUMEHEHUs B pa3pyLICHHUU
BCL6.

[0081] B  Hacrosimem u300peTeHHMH  MPEeNyCMOTPEHbI  COENWHEHHWE WM €ro

(I)apMaI_IeBTI/ILIeCKI/I npuemijieMas COJib, rupaT UJn COJIbBAT, ONIPEACTICHHBIC B JAHHOM JOKYMCHTC,
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IUI IPUMEHEHHUs B JIeYeHUH 3a00JIeBaHus WM HApYLIEHHs, B KOTOPble BOBJIEUEHAa aKTUBHOCTD
BCL6.

[0082] B HacrosiieM M300peTeHHH MPEeayCMOTPEHO MPUMEHEHHE COCIMHEHUS] WM €ro
¢dapmaLeBTHYECKH TNPUEMJIEMOI COJNM, TUApaTa WIM COJIbBATa, OIPEAENCHHBIX B HaHHOM
JIOKYMEHTE, B HM3TOTOBJICHMU JIEKAPCTBEHHOTO Mpernapara IJisl JIeYeHHs] NpoinugepaTHBHOrO
COCTOSIHUSL.

[0083] B Hacrosimem u300peTeHuu MpenyCMOTPEHO MPUMEHEHHE COETUHEHUs] WUJIH €ro
(apManieBTHYECKH TPUEMJIEMON COJIM, THApAaTa WM COJbBATA, ONPEACNCHHBIX B IAHHOM
JOKYMEHTE, B U3rOTOBJIEHUM JIEKAPCTBEHHOIO IpernapaTa Ajs jedeHus paka. COOTBETCTBEHHO,
JIEKaPCTBEHHBIN NpenapaT NPeAHa3HAYeH I IPUMEHEHNUs B JICYeHUU BUJOB PaKa 4eIOBEKa.

[0084] B Hactosimem u300peTeHun MpenyCMOTPEHO MPUMEHEHHE COSTUHEHUs] WJIH €ro
dapManieBTHYECKH TPUEMIIEMON COJIM, THApAaTa WM COJbBAaTa, ONPEAENEHHBIX B IAHHOM
JOKYMEHTE, B W3TOTOBJIEHUM JIEKAPCTBEHHOIO Mpemnapara Ajas nojasieHus aktusHoctu BCLO
(T. €. B mOAaBIeHNH TPAHCKPUITUHUOHHON penpeccurt BCLO w/mnu cBsI3bIBaHUS KOPETIPECCopa).

[0085] B Hacrosimem u300peTeHun MpenyCMOTPEHO MPUMEHEHHE COCTUHEHUs] WJIH €ro
dapManeBTUYECKH TPUEMIIEMOHM COJIM, TUApaTa WM COJIbBATa, OMNpPENENEHHbIX B IaHHOM
JOKYMEHTE, B U3TOTOBJIEHUH JIEKAPCTBEHHOTO Ipenapata A paspyuienus BCL6.

[0086] B HacrosiieM HM300peTeHHH MPEayCMOTPEHO MPUMEHEHHE COCIMHEHUS] WM €ro
(apmaLeBTHYECKH TNPUEMJIEMOH CONM, TUApAaTa WM COJIbBATA, OINPENENICHHbIX B JaHHOM
JIOKYMEHTe, B H3TOTOBJIEHHM JIEKAPCTBEHHOIO Ipernapara UId JiedeHHs 3a00JeBaHMs WIN
HapylLIeHUs, B KOTOpbIE BOBJIeYeHa akTUBHOCTb BCLO.

[0087] Tepmunbsl "mponudeparuBHoe HapylieHue" u "mponudepaTHBHOE COCTOsHUE"
HCIIOJIb3YIOT B3aUMO3aMEHSEMO B TAHHOM JIOKYMEHTE, U OHU OTHOCSITCS K HEXKEJIAaTEeJNbHOW WIH
HEKOHTPOJIMPYEMOH KJIETOYHOH nposudepanny n30bITOYHBIX MM ATHITUYHBIX KJIETOK, KOTOpast
SIBJISIETCS HEJKEJIATENIbHOM, TAKOH KaK HEOIIACTUYECKUH MIIM THIEPILIACTUYECKUN pOCT MO in
vitro, mubo in vivo. Ilpumepsl mponn(epaTUBHBIX COCTOSHUHM BKJIIOYAIOT O€3 OrpaHUYeHUs
NPEAPAKOBYIO MJIH 3JI0KaY€CTBEHHYIO KJIIETOYHYIO MPOJH(epannio, B TOM Yucie 0e3 OorpaHHIeHUs
3JI0KaU€CTBEHHbIE HOBOOOPA30BaAHUS U OIYXOJIH, BU/BI paKa (B TOM YHCIIE PAK MOJIOYHOH JKee3bl,
HeMenkokyeTouHbIH pak jierkoro (NSCLC)) u Bunsl mitockoknerounoi kapunHomsl (SCC) (B Tom
yrcie SCC roJioBbl U IeH, MUIIEBO/A, JIETKOTO U STMYHUKA), BUABI JIeiiKo3a (B TOM YHCIIe OCTPBIA
mum¢poOnacTHeIi neriko3 (ALL) u xporndeckuii MuenonnHeii jeiiko3z (CML)), Buasl 1uM¢pombl

(B Tom umcne octpeiii muMpoOmacTHbIN setiko3 (ALL) m XxpoHH4Yeckuii MHETOUIHBIN JIeHKo3



10

15

20

25

30

85

(CML)), ncopmas, 3aboneBanusi kocreH, (puOponponudepaTuBHble HapylleHUs (HAIPUMED,
COEMHUTENIbHBIX TKaHEeH) U aTepockiepo3. MokHO oOpadaThIBaTh KJIETKH JIFOOOTO THIIA, B TOM
yucine 0e3 OrpaHUueHHs] KJIETKH JUM(ATHYEeCKOW CHCTEMBbl, KPOBHU, JIETKOT'O, TOJCTOH KHILIKH,
MOJIOYHOH KeNe3bl, sUYHHMKA, MPEACTATeNbHON >Kese3bl, TEeYeHM, IOAKENYJOUYHON >KeNe3bl,
TOJIOBHOTO MO3Ta U KOXKH.

[0088] ITpoTuBopakoBbIid 3P PeKT MOKET BOSHHKATDH BCJIEACTBUE OHOTO WIIH HECKOJIBKUX
MEXaHU3MOB, BKJHOYas 0O€3 OrpaHHYEeHHs PEryJIsaui0 Npojudepanuy KIETOK, IMOJABJICHUE
aHruoreneza (0Opa3OBaHUS HOBBIX KPOBEHOCHBIX COCYZOB), TMOJABJICHHE METACTa3HPOBAHUS
(pacmipocTpaHeHHsT ONYXOJHM OT MeCTa €€ MPOUCXOXKACHMs), TOAABIEHHE HWHBA3HU
(pacmpocTpaHeHHsI OMyXOJIEBBIX KIJIETOK B COCEIHUE HOPMAJIbHBIE CTPYKTYPBI), CTHMYJIUPOBAHHE
aronTo3a (3anporpaMMHUpPOBAHHON rHOEIH KIIETOK).

[0089] CoenuHeHUsi, pacKpbIThle B JAHHOM JOKyMEHTe, WU UX (hapMaleBTUYECKH
preMJIEMbIE COJIH, MpeAcTapisitomue codoii naruduropsl BCLO, obnanaroT moTeHIHATbHBIMU
BUJIAMH TEPAINEBTHUECKOTO MPUMEHEHUS B pPsAfe OOJE3HEHHBIX COCTOSHHM, OMOCPENOBAHHBIX
BCL6. Okcmpeccust BCL6 Obuia cBsA3ana ¢ pa3zanuHbiMU Bunamu auMdomel (Wagner et al., British
J Haematology, 2010, 152, 3-12). BCL6 BoBie4eH B XPOMOCOMHBbIE TPAHCJIOKALUHU IPH
mddysnoit B-kpynuoxnerounoit numdpome (DLBCL), u cooOmaercs, uyto uaruouropsr BCL6
yamaroxkarotr kietku DLBCL (Cerchietti et al., Cancer Cell, 2010, 17, 400-411), xjerku
nepBU4HON HU3KOnubepeHupoBannoit posukynsapuoii mumdpomsl (Cardenas et al., Clin
Cancer Res, 2017, 23(4), 885-893) u knetku numdomsl bepkurra (Polo et al., Nat. Med., 2004,
10, 1329-1335). BCL6 nHeobxomum st 00pa3oBaHust (POJUTUKYISIPHBIX XeNmnepHbIX T-KJIeTok
(Hatzi et al., J Exp. Med., 2015, 212(4), 539-553), 4TO TNOBBIIIAET BEPOSTHOCTH TOTO, YTO
uHruouropel BCLO MOryT mpHMEHSThCS AJIsl JIEUEHHs] aHTMOMMMYHOOJacTHOW T-kieTouHoH
mam¢pomsl (AITL), mpu kotopoii cunbHO 3kcnpeccupyercs BCL6 (Cortes & Palomero, Curr Opin
Hematol, 2016, 23, 434-443).

[0090] BCL6 Takxe BOBJIEUEH B KJIETKH JIEHKO3a, KOTOPBIE MPUOOPETH YCTOWIHBOCTD K
uHruouropam tuposuHkuHasel (TKI). TKI, kak mpaBuio, He COCOOHBI YHHUYTOXHUTH KIIETKH,
BBI3BIBAIOIINE JIEHKO3, UTO YaCTO MOXKET BBI3bIBATH PELIMIUB JIEHKO3a MOCIIEe HAYaJIbHONW CTaANU
neuenns. BCL6 Obin mneHTHQHUUMPOBAH Kak BaXHBI KOMIIOHEHT IYTH JIEKapCTBEHHON
ycroriunBoctu TKI kak B ciaydae Ph+ octporo numdobnactHoro netikoza (ALL) (Duy et al.,

Nature, 2011, 473, 384-388), tak u B ciyuae Ph+ xponuueckoro muenougHoro seiikoza (CML)
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(Hurtz et al., J Exp Med, 2011, 208(11), 2163-2174). CnenosarenbHo, naruouropst BCL6 moryt
npumensTbest aist nedenust ALL u CML B komOunaryu ¢ TKI

[0091] Kpome Toro, coauaHble OMyXOJH, OTINYHBIE OT TeM0o0IacT03a, MOJKHO JIEYUTH C
nomoueto uHruoutopa BCL6. BCL6 ammudunupyercs npu npumepHo 50% omyxoneit paka
MOJIOYHOH JKeJIe3bl U SKCIPECCUPYETCS] BO MHOTUX KJIETOYHBIX JIMHHUAX PaKa MOJIOYHOMN KeJe3bl,
B TOM YHCJIE B KJIETOYHBIX JINHUSIX TPOHHOTIO OTPHUILIATENIBHOTO paka MOJIOUHOM skene3bl (Walker
et al., Oncogene, 2015, 34, 1073-1082). BCL6 Takke Bak€H U BbDKHBAHHS M MPOIU(EpaALIH
KJIETOK HeMeJKkokjaeTodHoro paka jierkoro (NSCLC), B OCHOBHOM H3-3a PENPECCHH T'E€HOB,
yuacTByromux B penapauun nospexnennii JJTHK (Marullo et al., Proc 107" Annual Meeting
AACR, 2016, Abstract nr 1271 u Deb et al., Cancer Res., 2017, Apr. 4, doi: 10.1158/0008-
5472.CAN-15-3052). Ammmudukauns BCL6 Takke Moxker OBITh pacnpOCTpaHEHHA B BUAAX
iockokerodHoi kapuuHoMbl (SCC) (B Tom urcyie SCC roioBbl U IIeH, MUINEBOAA, JISTKOTO U
sugHuKa). Kpome Toro, HenaBHO coobmanock, uto uHruonposanne BCL6 sBisiercs moxxonsimeit
TEPANeBTHUECKOW MHIIEHBIO Ui TIIMOMBI U ranodnactomsl (Xu et al., Proc. Natl. Acad. Sci.
U.S.A4, 2017, 114(15), 3981-3986; Fabre et al., PLoS One, 2020, 15(4): €0231470).

[0092] B cooTBeTrcTBUM C JONOJHUTENBHBIM ACIEKTOM ONUCAHUS MNPEAYCMOTPEHO
COEAMHEHHE WU ero (papMaLeBTHUECKHU ITpHEeMIIeMast COJlb, OTIPE/IeNICHHbIE B JAHHOM IOKYMEHTE,
AUl IPUMEHEHHsI B JISUEHUH BHIOB reMo0JacTO3a, TAKMX KakK BUABI JIUM(OMBI (B TOM YHCIIE
mupoysaoit B-kpynHoknerounoit mumdomsr (DLBCL), dommukymspHoit mumpomsr (FL),
aumdombl bepkurra (BL) u anruonmmyHoOnactaou T-knerounoit mumdomsr (AITL)), BumoB
Jeiiko3a (B TOM 4uciie ocTporo aumbodaacTHoro netiko3a (ALL), ocTporo MUeIOUIHOTO JeHKo3a
(AML) u xponuyeckoro mmenouaHoro Jjeikoza (CML)), m MHOXKECTBEHHOH MHEJIOMBI, U
COJIMIIHBIX OMYXOJIeH (B TOM YHCJIEe TIIHOMBI, paKa MOJIOYHOM JKeJIe3bl, HEMEJIKOKJIETOUHOTO paKa
aerkoro (NSCLC), u BunoB miockokierouHor kapunHoMbl (SCC) (B Tom uncie SCC rososl u
€U, TUIIEBOMA, JIETKOTO U SIMYHUKA)).

[0093] B cooTBeTCTBUMM € [NONOJHUTENBbHBIM NPU3HAKOM JAHHOTO ACMEKTa OMNUCAHUS
NPEAYCMOTPEHO COEAMHEHHE WM ero (papMaleBTHUECKH MpHEeMJIeMasl COJb, ONpEesICHHbIE B
JaHHOM JIOKYMEHTe, JUJIsl MPUMEHEHUs B JieueHur BUI0B uMdombl, B ToM yrciie DLBCL, FL, BL
u AITL.

[0094] B cooTrBeTCcTBHMM € [NONOJHUTENBbHBIM NPU3HAKOM JAHHOIO ACMEKTa ONUCAHUS
NPEAYCMOTPEHO COEAMHEHHE WM ero (apMaLeBTHUECKU MpHeMJIeMas COJb, ONpENeseHHbIE B

JAHHOM JOKyMeHTe, 11 npumenenus B jedeHnu DLBCL u FL.
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[0095] B coorBeTcTBHMM € NONOJHUTENBHBIM NPU3HAKOM JAHHOIO ACIEKTa OINUCAHUS
MPEeIyCMOTPEHO COeNMHEHUE W ero (papMaleBTHUECKH IMpHeMJIeMasi COJib, ONpPEeIesIEHHbIE B
JAHHOM JOKYMEHTE, JJisl IPUMEHEHUsl B JICUEHUU BUAOB Jeiko3a, B ToM uucie ALL, AML u
CML.

[0096] B cootrBeTcTBUM € NONOJHUTENBbHBIM IPU3HAKOM JAHHOTO ACIeKTa OIMUCAHUS
MPEeIyCMOTPEHO COEAMHEHUE WM ero (papMaleBTUYECKH MpHeMIieMasi COJib, ONpEeIe/IeHHbIE B
JAHHOM JOKYMEHTE, Uil IPUMEHEHUSI B JICHEHUHU COJIMJIHBIX OIMYXOJIeH, B TOM YHUCJE TJIMOMBI,
paxa mosnouHoi xene3bl, NSCLC u SCC.

[0097] B cooTBeTCTBUMM € [ONOJHUTENBbHBIM MPU3HAKOM JAHHOTO ACIMEKTa ONUCAHUS
NPEAYCMOTPEH Crocod JIeueHus! BUAOB reMo0JIacTo3a, TAKUX KaK BHIBI JJUM(POMBI (B TOM YHCIIE
DLBCL, FL, BL u AITL), Buns! jeiiko3a (B Tom uncie ALL, AML u CML) u MHOXeCTBeHHasI
MHEJIOMA, U COJIUAHBIX OMyXOoJIeH (B TOM YHCIe IIHOMBI, paka MosouHoi skene3bl, NSCLC u SCC
(8 Tom uucie SCC roioBbl WM IIeH, MHUINEBOAA, JIETKOTO W SUYHUKA)), Y TEIUIOKPOBHOTO
JKUBOTHOT'O, TAKOT'O KaK Y€JIOBEK, HYKAAKIIErOCs B TAKOM JICUEHHUH, KOTOPbIN MPEyCMaTPUBAET
BBeZeHHEe S(D(PEKTUBHOTO KOJNMYECTBA COSNMHEHUS WIH ero (hapMaleBTHUYECKH MPUEMIIEMOM
COJIH, OTIPEAETIEHHBIX B JAHHOM JOKYMEHTE.

[0098] B coorBeTcTBHMM € NONOJHUTENbHBIM NPU3HAKOM JAHHOIO aCIEKTa OMMCAHUs
npeaycMoTpeH crnocod jedenus BuaoB jumdomsl, B Tom uucie DLBCL, FL, BL u AITL, y
TETUIOKPOBHOT'O JKMBOTHOTO, TAKOTO KaK YEJIOBEK, HY>KAAKOLIErocsl B TAKOM JIEUEHUH, KOTOPbIN
npeaycMaTpuBaeT BBeneHue 3P PEeKTUBHOIO KOJUYECTBA COeNUHEHHUS WK €0 (DapMalieBTHYECKH
MPUEMJIEMON COJIH, ONIPEACIICHHBIX B JAHHOM JOKYMEHTE.

[0099] B coorBeTcTBUM € [ONOJHUTENBbHBIM IPU3HAKOM JAHHOTO AaCIEKTa OINUCAHUS
npeaycmotpeH cnocod neueHnst DLBCL u FL y TemiokpoBHOT0 JKHBOTHOTO, TAKOTO KaK YeJIOBEK,
HY>KIAIOIIErocss B TAaKOM JICUEHUH, KOTOPBIA TNpeaycMaTpuBaeT BBeneHue 3(dexkTuBHOTO
KOJIMYECTBA COENMHEHUS WM ero (papManeBTUYeCKH NPUEMIIEMOUN COJIM, OINpeNesieHHBIX B
JAHHOM JTOKYMEHTE.

[00100] B cooTrBeTcTBHMM € [NOMOJHUTENBbHBIM MPU3HAKOM JAHHOTO ACMEKTa ONUCAHUS
MpeayCMOTPeH crnocod JedeHuss BUAOB Jieliko3a, B Tom umcie ALL, AML u CML, y
TETUJIOKPOBHOT'O JKUBOTHOT'O, TAKOTO KaK YEJIOBEK, HYKAAKOIIEroCs B TAKOM JIEYEHUH, KOTOPbIN
npeaycMaTpuBaeT BBeneHue 3 QEeKTHBHOTIO KOJMYECTBA COSNMHEHUS WIH ero (papMalieBTHIECKH

HpHeMHeMOﬁ COJIk, ONIPCACIICHHBIX B JAHHOM NJOKYMCHTC.
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[00101] B coorBeTcTBMM C NONOJIHUTENbHBIM NPU3HAKOM HAHHOIO acCIEeKTa OINUCAHUS
NPEAYCMOTPEH CIOCcO0 JIeYeHUs] CONMAHBIX OMyXOJjel (B TOM YHCIE TJIMOMBI, paKka MOJIOUHOM
xene3bl, NSCLC u SCC (B Tom uncne SCC royioBsl U 1eH, MUMEeBOAa, JErKoro U SUYHUKA)) Y
TEIUIOKPOBHOT'O JKUBOTHOTO, TAKOTO KAaK YEJOBEK, HY)KJAIOIIErocsi B TAKOM JICUEHUHU, KOTOPBIN
npeaycMaTpuBaeT BBeneHue 3P PEKTUBHOIO KOJMYECTBA COENUHEHHUS WK er0 (PapMalieBTHYECKH
MIPUEMJIEMON COJIH, ONIPEACIICHHBIX B JAHHOM JOKYMEHTE.

[00102] B cooTrBeTCTBUM € [OMOJHUTENBbHBIM MPU3HAKOM JAHHOTO ACIMEKTa OINUCAHUS
MPEeIyCMOTPEHO TPUMEHEHUE COENUHEHUsS WM ero (papMaleBTHYECKU MPUEMIIEMON COJIH,
ONpPEACTICHHBIX B JaHHOM JOKYMEHTE, B HW3TOTOBJICHUU JIEKAPCTBEHHOIO Ipenapara IJs
MPUMEHEHUs B JICUEHUH BHJIOB TeMO0JIacTO3a, TAaKUX Kak BUIbI JuM(poMmbl (B ToM uncie DLBCL,
FL, BL u AITL), Bugs! neiiko3a (B Tom uucie ALL, AML u CML) u MHOKeCTBEHHAsI MUEJIOMa,
U CONMJIHBIX OmyXoJiel (B TOM 4HCie TIHOMBL, paka MosouHoi xene3pl, NSCLC u SCC (B Tom
gucyie SCC royioBsl U IIeH, MUIIEBOAA, JIETKOTO U STUYHUKA)).

[00103] B coorBeTCcTBUMM € NONMOJHUTEIbHBIM NPU3HAKOM JAHHOTO ACMEKTa OMHCAHUSA
MPEeIyCMOTPEHO NPUMEHEHHWE COeNUHEHUs WiH ero (papMaleBTHUECKHd MPUEMIIEMON COJIH,
ONPEACNICHHBIX B [JaHHOM [OKYMEHTE, B H3TOTOBJICHMU JIEKAPCTBEHHOIO Ipenapara s
NpUMEHEHHUs B JieueHuu BunoB auMomsl, B ToM unciae DLBCL, FL, BL u AITL.

[00104] B cooTBeTcTBUM C MOMOJHUTENBHBIM MPU3HAKOM JIAHHOTO aCleKTa OMHCAHUS
NPEAyCMOTPEHO TMPUMEHEHHE COeNUHEHHs] WM ero (hapMaleBTHUECKH TPUEMIIEMON COJIH,
ONpPEAENICHHbIX B JaHHOM JIOKYMEHTE, B W3TOTOBJICHUU JIEKAPCTBEHHOIO Ipenapara JJisi
npumeHenus B iedeHn DLBCL u FL.

[00105] B coorBeTcTBUM € [ONOJHUTENBbHBIM IPU3HAKOM JAHHOTO AaCIEKTa OINUCAHUS
MPEeIyCMOTPEHO TPUMEHEHUE COENUHEHUsS WM ero (hpapMaleBTHYECKU MPUEMIIEMON COJIH,
ONpPEACNICHHBIX B JaHHOM JOKYMEHTE, B W3TOTOBJICHUU JICKAPCTBEHHOIO Ipenapara [Jis
IIPUMEHEHUs B JIeUeHUH BUJOB Jieliko3a, B ToM uucie ALL, AML u CML.

[00106] B cooTBeTCTBUMM € [NONOJHUTENBbHBIM NPU3HAKOM JAHHOTO ACMEKTa OMNUCAHUS
MPEeIyCMOTPEHO TPUMEHEHHUE COEMUHEHUs WiIH ero (papManeBTUYECKH TPHEMIIEMONW COJIH,
ONPEACNICHHBIX B JaHHOM JOKYMEHTE, B W3TOTOBJICHUM JIEKAPCTBEHHOrO Mpenapara IJs
MPUMEHEHUS B JICUEHUU COJIUIHBIX OMyXOJiel (B TOM HYUCJIE TJIMOMBI, PaKka MOJIOUYHOH JKeJie3bl,
NSCLC u SCC (B Tom yuciie SCC roJjIoBbI 1 LIeH, MUIIEBOA, JIETKOTO U SHYHHKA)).

[00107] BCL6 Takxke CBs3aHO C OOJIE3HEHHBIMH COCTOSTHUSIMH, KOTOpbIE HE BXOHAT B

obnacte paka. Onu Brirouaror BUU (Cai et al, J. Virol., 2019, 93, e01073/1-e01073/15), cencuc
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(Zhang et al., Int. Immunopharmacol., 2019, 75, 105789), peakumo "TpaHCIUIAaHTAT MPOTHB
xo3suHa" (Paz et al. Blood, 2019, 133, 94-99), HeaIKOTrOJIbHYIO JKHPOBYIO OOJI€3HB NEUSHH, B TOM
YHCJie HeaJKOroJbHbIN creatorenatut (Sommars et al., elife, 2019, 8, e43922/1-e43922/25,
Chikada et al., Sci. Rep., 2020, 10, 9704) u ayroummyHHbIe 3a0osesanus (Crotty, Immunity, 2014,
41, 529-542; Lintermann et al., J FExp. Med. Vol., 2008, 206(3), 561-576). Ilpumepsi
AyTOMMMYHHBIX 3a00JIEBAHHN WM COCTOSTHMN BKJIIOYAIOT PEBMATOUAHBIN apTPUT, CUCTEMHYIO
KpPacHYI0 BOJUaHKy, 3aboneBanue [peiliBca, ayTOMMMYHHYIO TI€MOJUTHYECKYIO aHEMHIO,
paccestHHBIN ckiiepo3, nuader 1 tuna, cuHnpom ['ynnacuepa, TupeouanT XamuMOTO, CHHIPOM
I'mitena-bappe, IMMYHHYIO TPOMOOLIMTOIIEHHUECKYIO MypPIypPY, aTepockiepo3, donesnb KpoHna,
SI3BEHHBII KOJIUT, BOCMAIUTENbHOE 3a00JIeBaHNE KUIICYHHMKA, AHKHJIO3HPYIOLIMHA CIIOHAWJINT,
CEpOHETaTUBHBIE CHOHAMIAPTPONATHH, AyTOMMMYHHBIH TupeouauT, cuHapom IllerpeHa,
cuHapoM  Xbplo3a,  [ICOpHUa3,  MCOPUATHUYECKUM  apTpPUT,  TSDKEIYH0  MHACTEHHIO,
TPOMOOLIMTONEHUIECKYIO ITypIypy, O0e3Hb ANANCOHA, IEPBUYHBIN OUITHAPHBIN IUPPO3 IEYEHH,
i dy3Hyr0  CKIEpOnepMHIO, TOJUMHO3UT, AEPMATOMHO3HMT, AayTOMMMYHHBIH T'€NaTHT,
ayTOMMMYHHBII CKJIEPOTU3UPYIOILHN XOJIAHTHUT, OrpaHUYECHHYIO CKJIEPOAEPMHULIO,
AyTOUMMYHHBIH ~ YBEHT, IPHOOPETEHHYI0  TeMO(IINIO,  3JIOKAYECTBEHHYID  aHEMHIO,
OOBIKHOBEHHYIO Iy3bIPYaTKy, NEM(PUroU U BUTHIINTO.

[00108] B oxHOM BapuaHTe OCYLIECTBJCHHS B HACTOSIIEM HM300PETEHUU MPEIyCMOTPEHO
COoenmMHEeHne Wi ero (apMaleBTUUECKH IpUeMiieMasl COjb, THUAPAT WM COJbBAT WIU
¢dapmaneBTHYECKAsT KOMIO3ULUS, ONpPEAEJCHHblE B NaHHOM IOKYMEHTe, Il NPUMEHEHHs B
JICYCHUH ayTOUMMYHHBIX 3a00JIeBaHUHN (TAaKUX KaK PEBMATOUIHBIN apTPUT, CUCTEMHAsl KpacHasl
BOJYAHKA, 3a0oyieBaHme [ peiiBca, ayTOMMMyHHAs TE€MOJIMTHYECKAsh AHEMUs, paCCESHHBINA
ckiepo3, nuaber 1 Tuna, cuaapom ['yamacuepa, Tupeounut Xamumorto, cuaapom [ utiena-bappe,
UMMYyHHAasi TPOMOOLIMTONIEHUYECKAs MyPIypa, arepockiiepo3, 6oie3Hp KpoHa, si3BEeHHBIN KOJIHT,
BOCIIAJIUTENIbHOE 3a00JIeBaHNE KHUIICYHHKA, AHKHMJIO3HPYIOLIMHA CIIOHAWJINT, CEPOHETaTHBHBIC
CHOHAWJIAPTPONATUH, AyTOUMMYHHBIN Tupeouaut, cuHapom Illerpena, cuaapom Xbro3a,
NICOpHa3, MCOPUATHYECKHH apTPUT, TSDKENash MUACTEHUs, TPOMOOLMTONEHWYECKas IypIypa,
Oone3Hp ANAMCOHA, TEPBUYHBIA OWIMApHBI HHUPPO3 medeHHu, aAnudQy3Has CKIESPOAECPMHUS,
NOJMMHO3UT, 1€PMATOMHO3UT, AayTOMMMYHHBIA T€NATHT, ayTOMMMYHHBIN CKJIEPOTH3UPYIOIUT
XOJIAHTUT, OTPaHMYEHHAs CKJIEPOAEPMHMs, ayTOUMMYHHBIH YBEHT, NMPHOOpETeHHass reMOoQuns,

3JIOKAQUECTBEHHAs] aHEMUs, OObIKHOBEHHAasl Iy3bIpuyaTka, nemduronn win sutwimro), BHUY,
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Cercuca, peakiiuy "TPaHCIJIAHTAT MPOTUB XO35IMHA", HEAJTKOTOJIbHON KUPOBOU OOJIE3HU MEUYESHH,
HEaJIKOTOJIbHOT'O CTeaTOrenaTuTa.

[00109] B onHOM BapuaHTe OCYILUECTBJICHMs MPEAYCMOTPEHO NPUMEHEHUE COCIUHEHUS
W ero (apMarneBTHUECKH MPUEMIIEMOH COJIM, THApaTa MM COJbBaTa WiN (hapMareBTHIECKON
KOMITIO3HUIIMH, OTIPE/IeNIEHHBIX B JAHHOM JIOKyMEHTE, B U3TOTOBJIEHUH JIEKAPCTBEHHOTO IIperapara
IUIS IPUMEHEHHUs] B JICYCHUU ayTOMMMYHHBIX 3a00JieBaHMi (TaKMX KaK PEBMATOHIHBIA apTPHT,
CHCTEMHast KpacHasi BOJYaHKa, 3a0ojeBanue I peiiBca, ayTOMMMYHHAsI TeMOJIUTUYECKAst aHEMUS,
paccestHHBIN ckiiepo3, nuader 1 tuna, cuHnpom ['ynnacuepa, TupeouanT XamuMOTO, CHHIPOM
l'uitena-bappe, nMMyHHasi TpOMOOLIMTONICHUYECKAsI MypITypa, aTepockiepos, Oone3Hb Kpowa,
SI3BEHHBII KOJIUT, BOCMAIUTENbHOE 3a00JIeBaHNE KUIICYHHMKA, AHKHJIO3HPYIOLIMHA CIIOHAWJINT,
CEepOHEraTUBHbIE CIIOHAWIAPTPONATHH, ayTOMMMYHHBIH Tupeounaut, cunapoMm Illerpena,
CHHAPOM XbH03a, rncopwuas, MCOPUATUYECKUI apTpuT, TsIKETast MHWACTEHUS],
TpOMOOLIUTONIEHNYeCKasl MypIypa, O0Ne3Hb AATMCOHA, TEPBUYHBINA OUTHMAPHBIN LUPPO3 MEYEHH,
mipdysHas  ckiaepomepmus, TOJMMHUO3UT, JIEPMATOMHO3HUT, AyTOMMMYHHBIN  T€NaTHT,
ayTOMMMYHHBIH CKJIEPOTHU3UPYIOLIUI XOJAHTUT, OTPAaHUYEHHAs CKJIIEPOAEPMHUs], ayTOMMMYHHBIH
yBeuT, mpuodpeTeHHasi reMouIus, 3JI0KAYeCTBeHHAsT aHEeMHs, OOBIKHOBEHHAs ITy3bIpUaTKa,
nempuronn unu sutwiuro), BHUY, cemncuca, peakuum "TpaHCIJIAHTAT INPOTHUB XO35UHA",
HEaJIKOTOJIbHOH JKUPOBOH OOJIE3HH MeUeHH, HEAIKOTOJIbHOTO CTeaTOreaThTa.

[00110] B opHOM BapwaHTe OCYLIECTBICHHMS HPEIYCMOTPEH CHOCO0  JIeYeHUs
AyTOMMMYHHBIX 3a00JIeBaHH (TAKMX KaK PEBMATOUIHBIN apTPUT, CUCTEMHAsI KPaCHAs BOTYaHKA,
3aboneBanue ['peiiBca, ayTONMMYHHAsI TeMOJIMTHYECKAs! AaHEMUSI, PACCESHHBIN CKJIepo3, nuadet 1
TUNa, cuHApoM I'yamacdepa, TupeouauT XamMMOTO, CUHApOM ['miteHa-bappe, MMMyHHas
TPOMOOIIMTONIEHUYECKAsT MypIypa, aTepockiepo3, Oonesnb KpoHa, s3BEHHBIA KOJIHT,
BOCIIAJIUTENIbHOE 3a00JIeBaHNE KHUIIEYHHKA, AHKHMJIO3HPYIOLIMHA CIIOHAWJINUT, CEPOHETaTUBHBIC
CHOHAWJIAPTPONATUH, AyTOUMMYHHBIH Tupeouaut, cuHapom Illerpena, cuanpom Xbro3a,
NICOpHa3, MCOPUATHYECKHH apTPUT, TSDKENash MHUACTEHHs, TPOMOOLMTONIEHHYECKas: Mypmypa,
Oone3Hb ANAMCOHA, TEPBUYHBIA OWIMApHBI HHUPPO3 medeHHu, aAnudQy3Has CKIESPOAECPMHUS,
MOJIMMHUO3UT, A€PMaTOMUO3UT, ayTOUMMYHHBIN Te€NaTUT, ayTOMMMYHHBII CKJI€pOTU3UPYIOLIHI
XOJIAHTUT, OTPAaHMYEHHAs CKJIEPOAECPMHs, ayTOUMMYHHBIH YBEHT, NMPHOOpETeHHAs reMOQUIHs,
3JIOKAUECTBEHHAs] aHEMUs, OObIKHOBEHHAasl My3bIpuyaTka, nemduronn win sutwimro), BHUY,
Cerncuca, peakiiuy "TPaHCIUIAHTAT MPOTUB XO35IMHA", HEAJTKOTOJIbHON KUPOBOU OOJIE3HH MEUESHH,

HEAJIKOTOJIBHOI'O CTCATOTrCNaTUuTa y TCINIOKPOBHOI'O KUBOTHOI'O, TAKOI'0 KaK 4Y€JIOBCK, KOTOprﬁ
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HYKZaeTCs B TAKOM JIEYEHHM, KOTOPBIH BKJIIOYAeT BBeAeHUE 3(P(PEKTUBHOIO KOJUUECTBA
COETMHEHUS WJIH ero (papMaLeBTHUECKH MPUEMJIEMO COJIM, KaK ONPEeNIeHO BBhILIE.
IlyTu BBeaeHUS

[00111] Coenunenuss 1o HacTosiieMy U300peTeHHIO WM (papMaleBTHYECKUe
KOMITO3ULIMH, COIEp KAILINe IaHHbIE COSTUHEHMs, MOXHO BBOIUTH CYyOBEKTY MOCPENCTBOM
JEOOOr0 MOAXOASINErO MyTH BBEIEHUS JINOO CUCTEMHO, JTi00 nepudepudecku, 100 MECTHO (T. €.
B MECTe HeOOXOIUMOTO JIEUCTBUS).

[00112] ITyTu BBemeHUs! BKJIFOYAIOT O€3 OrpaHWYeHHs MEPOPANIbHBIA (HampuMep, mpueM
BHYTPb); OYKKaJIbHBII;, MTOABA3BIYHBIN; TPAHCIECPMAJIbHBIN (B TOM YHCIIE, HAIPUMED, C ITOMOIIBIO
IUIACTBIPS, JICHKOIIACTBIPS U T. A.);, YPECCIMU3HUCTBIA (B TOM YHCIE, HANpUMEp, € MOMOIIBIO
IUIACTBIPS, JIEWKOIUTACTBIPSA W T. [1.); MHTPaHA3aJbHBIN (HAMpUMep, C MOMOINBI HAa3aJIbHOTO
cripesi); TIa3HOH (HampuMep, ¢ IOMOIIBIO INIA3HBIX Kallellb); JIETOUHbIH (HApUMep, C TOMOIIBIO
WHTILMOHHOW WM MHCY(PQIALMOHHON Tepanuu ¢ MPUMEHEHHEM, HalpuMmep, a3po30Is,
HanpuMep, 4Yepe3 pPOT WM HOC), PEKTaJbHbIH (HampuMep, C IMOMOLIBIO CYMIIO3UTOPHS WIIH
KJIM3Mbl), BarMHAJNbHbIM  (HampuMep, C TOMOLIBIO  BArMHAJBHOTO  CYMIIO3UTOPHS);
NapeHTEPAJIbHBIN, HApUMep, MyTeM UHDBEKLUU, B TOM UYUCJE MOJKOXHON, MHTPaJEepMAJIbHOIM,
BHYTPUMBILIEYHOU, BHYTPUBEHHOU, BHYTPUAPTEPUAIBHON, BHYTPUCEPACUHON, UHTPATEKAJIBHOMN,
MHTPACIUHAIbHOM, UHTPAKAIICYJIAPHOMN, MOJIKAIICYJIAPHOM, UHTPAOPOUTAIIBHOH,
BHYTPHOPIOLIIMHHOH, BHYTPUTPAXeaJIbHOM, BHYTPUKOXXHOM, BHYTPHUCYCTaBHOM,
cyOapaxHOMIOAIBPHON M WMHTPACTEPHANBHON, MyTeM HMIUIAHTALMM Jero WM pe3epByapa,
HanpuMep, MOAKOKHO UM BHYTPUMBIIIEYHO.

KoMOMHUPOBAHHBIE BUALI TEPAITHH

[00113] AntunponudepaTUBHOE JIeYeHHE, ONPENeSeHHOe BBIIIE B JaHHOM IOKYMEHTE,
MO’KHO TPHMEHSITh B Ka4eCTBe MOHOTEpPAINUU, WM OHO MOKET BKJIFOYATh, B JOTIOJHEHHE K
COEIMHEHHIO IO HACTOSIIIEMY H300pETeHHIO, TPAAUIIMOHHBIE ONIEPATUBHOE BMEIIATEILCTBO, HUJITH
JYYEBYIO TEPANUI0, WIH XUMHOTEpanuio. Takash XUMHOTepamnusi MOKET NpeayCMaTpHUBaTh
MPUMEHEHNE OJHOW WJTH HECKOJIBbKUX U3 CIENYIOIINX KaTeropuil MPOTUBOOMYXOJIEBBIX CPEACTB:

(i) npyrue aHTHNpONU(pEPATUBHBIE/AaHTHHEOIUIACTUIECKUE JICKAPCTBEHHBIE CPEACTBA U HX
KOMOWHALINY, TPUMEHSIEMbIE B JIEKAPCTBEHHOM TEPAIHH 3JI0OKAYECTBEHHBIX OIMyXOJIeH, TaKne KakK
ANKIWIMPYIOIIHME  CcpeAacTBa  (Hampumep,  UMCIUIATHH,  OKCAJUIUIATHH,  KapOOIIaTHH,
rukjopochamMua, a30THCTBIA UNpUT, MendaliaH, XjopaMOyuwi, OycynbdaH, TeMO30JIaMuz U

HUTPO3OMOYEBHHBI), AHTUMETA0ONUTHl (Harpumep, LuTapaOuH, reMuuTabuH U aHTU(OIATHI,



10

15

20

25

30

92

Takue Kak GTOpIUpUMHUINHEL, TaKue Kak S-pTopypaunt u teradyp, palTUTPEKCEN, METOTPEKCaT,
LIUTO3MHA apaOWMHO3U U TMAPOKCHMOYEBHHA); MPOTHBOOMYXOJEBblE AHTHOMOTHKH (HAIpHMED,
AHTPALMKJIMHBI, TAaKHe KaK aApUaMULUH, OJEOMHLMH, JOKCOPYOMLMH, JayHOMHIIMH,
SNHUPYOULINH, HAApYOHLINH, MUTOMULMH-C, TAKTUHOMULIMH ¥ MUTPAMULIMH); aHTUMHTOTHYECKHE
cpeacTsa (HampuMep, alKajJouabl OapBUHKA, TAKHE KAK BUHKPUCTHUH, BUHOJACTUH, BUHIE3UH U
BUHOPEJOWH, U TAKCOU/IBI, TAKHE KaK TAKCOJ U TAKCOTEP, U UHTUOUTOPHI pol0-mo0OHO# KUHA3EI),
a TaK)Ke MHTHOUTOPBI TOMIOM30MEPasbl (HApUMeED, SMUMON0(QUIIOTOKCHHBI, TAKUE KaK STOMO3U/
Y TEHUIIO3U], aMCAKPUH, TOTIOTEKaH U KAMITOTELIUH);

(ii) uuTOCTATHMYECKHME CpencTBa, TaKHe KaK AaHTHACTPOTeHbl (HAMPUMEpP, TaMOKCHU(EH,
dynBectpant, TopemudeH, painokcudeH, IpOoNOKCHPeH U HOomOKCHU(pEH), AHTHAHIPOTCHBI
(Hanpumep, OukamyTamun, GpryraMun, HITyTaMHI U LANPOTEpOHa auerar), antaroanctel LHRH
wm aronuctel LHRH (Hampumep, rosepenuH, nednpopenuH u OycepennH), CTepOHIHBIC
TOPMOHBI, B TOM YHCJI€ MPOreCTOreHbl (HAMPUMeEp, MErecTpojia aleTaT) U KOPTUKOCTEPOUIbI
(Hampumep, NeKcaMeTa3OH, MPETHU30H U MPEIHU30JI0H), HHTUOUTOPHI apoMaTasbl (Hampumep,
aHACTPO30JI, JIETPO30J, BOPA30J M 3KCEMECTaH) U HMHIHOUTOPBI SO-peAyKTa3bl, Takue Kak
¢uHacTepun;

(iii) TpOTHBOMHBA3MBHbIE CPEICTBA [HANPUMeEP, MHIHOUTOPBI CEMENCTBA C-Src KHUHA3, TaKue
KaK 4-(6-x110p-2,3-METHICHAMOKCHAHIIIIHO)- 7-[ 2-(4-MeTnnnunepasut- 1 -ui)stokcn |-5-
TeTparuaponupan-4-mwiokcuxunasonud  (AZDO0530; wmexnyHapongHas 3asiBKA Ha  IATEHT
WO 01/94341), N-(2-xnop-6-metundennn)-2-{ 6-[4-(2-rugpoKcUd T )TUnepasuH- 1 -wmn|-2-
METUITHPUMHINH-4-UIaAMUHO } THA30JI-S-KapOokcamuy (mazatunn®, BMS-354825; J. Med.
Chem., 2004, 47, 6658-6661) u 6ocytunu6d (SKI-606), 1 HHTHOUTOPBI METAJUIONIPOTEUHA3, TAKUE
KaK MapHMacTaT, WHTHOWTOPBL, BO3NEHCTBYIOIIME HAa (PYHKLHIO pPEIenTopa YPOKUHA3HOTO
aKTHBATOPA TUIA3MUHOTE€HA, MJTH aHTHUTENA K rermapaHase];

(iv) marHOuTOPEL, BO3AEHCTBYOIIME HAa (QYHKIHMIO (akTopa pocTa, HAMpHUMEP, TaKUe
WHTHOUTOPBI BKIIFOYAIOT aHTUTeNA K (DakTOpy pocTa M aHTUTENa K peuentopy (akropa pocra
(manpumep, anTuTeNO K erbB2, mpencrasnsromee codoii Tpacty3symad [Herceptin™], antuTeno k
EGFR, mpencrasnsiromee codoif manuTymMymad, aHTHTeno K erbBl, mpencrasnsromee coboit
uerykcumad [spouryke, C225], u mrobbie anTUTENna K (HakTopy pocTa wiu perentopy ¢akropa
pocTa, packpeitbie Stern ef al. (Critical reviews in oncology/haematology, 2005, Vol. 54, ppl11-
29); Takue HHrUOUTOPBI TAK)KE BKIIFOYAIOT HHIMOUTOPBI THPO3MHKHHA3BI, HAIPUMEP HHTHOUTOPBI

CeMeNCTBa SMUAEPMAIbHOrO (hakTopa pocTa (Hanmpumep, HHTrHOUTOPBI THPO3UHKHHA3 CEMEHCTBa
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EGFR, Takue xax N-(3-xnop-4-pTopdenn)-7-meTokcu-6-(3-MophoInHOIPONOKCH )X HHA3OIUH-
4-amun (reputurnsd, ZD1839), N-(3-aTunmndennn)-6,7-6uc(2-MeTOKCUITOKCH )X UHA30INH-4-
aMMH (3paoTrHUO, OSI-774) u 6-axpunamuno-N-(3-xmop-4-propdenmn)-7-(3-
mMopdomarHonponokcH )xuHazouH-4-amuH (CI 1033), ”HruOUTOPBI THPO3MHKIHA3HI erbB2, Takue
KaK JIamaTuHUO); HHrHOUTOPBI CEMENCTBA (paKkTOpa pOCTa rernaToOUTOB; HHITMOUTOPBI CEMENHCTRAa
WHCYJIMHOBOTO (paKTOpa pOCTa; MHTHOUTOPBI CEMeHCTBAa TPOMOOLIUTAPHOTO (paKTOpa pocTa, TaKHe
Kak UMaTHHHO w/wn HWIOTHHUO (AMNI107); UHrHOMTOpPBI CEpUH/TPEOHUH KHUHA3 (Hampumep,
uHruOuTOpel mepenaun curHama Ras/Raf, takue kak wuHruOutopsl QapHesmnTpanchepassl,
Hanpumep copadernd (BAY 43-9006), Tunudapaud (R115777) u nonadpapuud (SCH66336)),
UHrUOUTOPHI epenaun curHana B kietke nocpeacrsoM MEK n/nimn AKT kuHa3, ”HTHOUTOPSI C-
kit, uarunburops! abl-kuHa3bl, nHrHONTOPBI P13 -kMHA3bL, HHIMONTOPHI Plt3-KMHA3BI, HHTHOUTOPBI
CSF-1R-kuHa3bl, nHrUOUTOpHI KuHA3b! perentopa IGF (nHcynmHOMmomoOHOro (hakTopa pocTa);
UHruOUTOpBI aBpopa-kuHa3bl (Hampumep, AZD1152, PH739358, VX-680, MLN8054, R763,
MP235, MP529, VX-528 u AX39459) u UHrHOUTOPBI LIMKJIMH-3aBUCHMON KHUHA3BI, TAKHE KaK
uHruduropel CDK?2 w/nnu CDK4;

(V)aHTHAHTHOTeHHbIE CPENICTBA, TAKHE KAK AHTHAHTHOTEHHBIE CPENICTBA, KOTOPbIe NHTHMOUPYIOT
s¢dexter QakTopa pocra SHAOTENUS COCYIOB [Hampumep, aHTHUTENO K (akTopy pocTa
SHJIOTENHANIbHBIX KJIETOK COCYIOB, MpencTaBisiomee coboi Oesaumsymad (Avastin™), u,
Harpumep, uHruoutop tuposuHkuHasel VEGF-peuentopa, takoil kak BanmeraHu® (ZD6474),
Batananu® (PTK787), cynutunu® (SU11248), axcutunud® (AG-013736), nmaszomanud® (GW
786034) u 4-(4-pTOp-2-MEeTUIMHAO-5-UIOKCH )-6-METOKCH-7-(3-mupposuanH- 1 -
winponokcu)xuHazonud (AZD2171; npumep 240 B WO 00/47212), coenuHEHUs, Takue Kak
COEMHEHUsI, PACKPBITbIE B MEXIYHAPOAHBIX 3asBKax Ha mateHT WO 97/22596, WO 97/30035,
WO 97/32856 u WO 98/13354, u coenuHeHHsI, KOTOpbIE NEHCTBYIOT MyTEM IPYTUX MEXaHH3MOB
(HampuMep, TMHOMHUI, UHTUOUTOPBI (PYHKIIMM UHTETPUHA OVP3 U aHTHOCTAaTHH)|;

(vi) cpencrTBa, TOBpEXKNAIOIINE COCYHIbI, TaKMe Kak KoMmOperactaTuH A4, W COEIMHEHUs,
PacCKpBIThIE B MEXKIYHAPOIHBIX 3asiBKax Ha mateHT WO 99/02166, WO 00/40529, WO 00/41669,

WO 01/92224, WO 02/04434 n WO 02/08213;

(vii) aHTaroHHCT perenTopa 3HA0TENNHA, Hanpumep 3udotenTad (ZD4054) nnu aTpaceHTas;

(viii) marnOuTOpHI MyTeit oTBeTa Ha nospexkaeHue JJHK (DDR), vanpumep naruouropst ATM
(takne kak KU-60019, M3541, AZD0156 nim AZD1390) u ATR (takoit kak M6620, AZD6738
i BAY1895344);



10

15

20

25

30

94

(ix) cpencTsa Ay aHTHUCMBICIOBOM Tepamuu, HalpuMep CpeAcCTBa AJi AaHTUCMBICIOBOH
Teparnuy, KOTOpbIE HANpaB/e€Hbl Ha MUILIEHU, NMepeuucyieHHble Bbllle, Takue kak I[SIS 2503,
AHTHCMBICJIOBOI OJIMTOHYKJIEOTU] K Tas,

(X)mogxonpl C NPUMEHEHHWEM TIE€HHOM Tepamnuu, B TOM 4HCJE, HanpuMep, HOAXOIbI C
UCTIOJIb30BAaHHEM 3aMeHbI a0eppPaHTHBIX I€HOB, TAKUX Kak adeppaHTHBIH pS3 mian abeppaHTHBIH
BRCAT1 mmu BRCA2, noaxonpbl, ocHoBaHHble Ha GDEPT (HanpaBieHHast Ha reHbl pepMEeHTHO-
OMOCPENOBaHHASl TPOJICKAPCTBEHHAsT Tepamusi), TaKhue Kak TOAXONbl C TNPUMEHEHUEM
LIUTO3WH/I€3aMUHA3bl, TUMHIMHKHUHA3bl WM (epMeHTa, MPEACTaBISIIOIIEro  COOOMH
OaKkTepHaNBbHYIO HUTPOPENYKTA3y, U MOIXOIbl, HAPaBIEHHbIE HA YIYYIIEHHE MEPEHOCHMOCTH
NalMEeHTOM XUMHOTEpaluK WIH JIy4eBOH Tepanuy, Takie Kak Tepalus, HallpaBlieHHas Ha IeHbl,
00yCIaBIUBAIOIINE PE3UCTEHTHOCTD K HECKOJIKHM JIEKAPCTBEHHBIM CPEACTBAM; U

(xi) moxxonpl, CBsI3aHHbIE C UMMYyHOTEpanuel, BKIIOYAIOIINUe, HAIPUMeEp, ex-Vivo U in-vivo
MOJAXOAbl K TOBBIIIEHUI0O HMMYHOT€HHOCTH ONYXOJEBBIX KJIETOK IallueHTa, TaKue Kak
TpaHC(hEKIUs MOCIEOBATENbHOCTSMI LUTOKUHOB, TAKUX KaK MHTEPJIEHKUH-2, UHTEPICHKUH-4
WIM  TPaHYJIOUUTAPHO-MaKpo(arajbHbIi  KOJOHUECTHUMYJUPYIOIUN  (akTop, IMOIXOMBIL,
HamnpaBJieHHblE HAa CHIDKeHHE T-KJIeTOYHON aHepruy, TMOAXOAbI C  IPUMEHEHHEM
TPaHC(PULMPOBAHHBIX IMMYHHBIX KJIETOK, TAKUX KaK JE€HIPHUTHbIE KJIETKH, TPAHCPHUIUPOBAHHBIE
NOCJIEIOBATENBHOCTSIMU LIUTOKMHOB, MOAXO/b] C IPUMEHEHHEM OIYXOJIEBBIX KJIETOUHBIX JIMHUI,
TPAaHC(PULIMPOBAHHBIX  IOCIEAOBATEIBHOCTMU  LIUTOKMHOB, TIOAXOABI C INPHMEHEHHEM
AHTUMIUOTHIINYECKUX AHTUTE]I M MOAXOAbl C NPHUMEHEHWEM WHTUOUTOPOB TOUYEK KOHTPOJIS
UMMYHHOTO OTBeTa (TaKMX KaK WHTHOMTOpHI LieJeHanpasieHHO Bo3aericTByromue Ha CTLA-4
(Hanmpumep, umuumymad), PD-1 (manpumep, HuBONyMad, nemMOponu3yMad M HEMHILTIMAO)
wi PD-L1 (Hanpumep, ate3onuzymad, aBeymad uid qypeaiymad)).

[00114] B KOHKpeTHOM BapuaHTE OCYIUIECTBJICHUS AHTHNPONU(EPATUBHOE JICYESHUE,
OTpefieJIeHHOE BbIlIE B JAHHOM JJOKYMEHTE, MOXKET BKJIIOUaTh, B JOMOJHEHNE K COEAUHEHHIO 110
HACTOSILIEMY HM300PETEHUIO, TPAJULUOHHBIE XUPYPTHYECKOE BMEINATENbCTBO, WJIH JIYYEBYIO
Tepanuoo, UIM XUMUOTEpAaNuio, e XUMUOTEepaIus MOXKET BKJIKOYaThb OAHO WJIM HECKOJBKO
NPOTHUBOOIYXOJIEBBIX CPEACTB, BBIOPAHHBIX M3 MpokapOa3WHa, KapMyCTHHA, LUTapabuHa,
JOMYCTHHA, HWPHHOTEKAaHA, TEMO30JIOMUZA, LMWCIUIATHHA, KapOOIUIaTHHA, JIOKCOPYOHIIMHA,
MeTOTpeKcaTa, 3Torno3una, uukiodochammna, ndochamuaa 1 BAHKPUCTHHA.

[00115] B npyroMm KOHKPETHOM BapHaHTE OCYIIECTBJICHUS AaHTUIPONU(EpPaTUBHOE

JICHCHUE, OINPCACIICHHOC BbBIIIC B AAHHOM HOOKYMCHTEC, MOKET BKJIIOYAaTb, B AOIOJHCHHUE K
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COEAMHEHUIO 10 HACTOSINEMY H300PETEeHHUI0, TPAJULMOHHBIE XUPYPTUYECKOE BMELIATENbCTBO,
WIN JIyYEBYIO TEpaIuio, WIM XUMUOTEPAIUI0, e XUMUOTEepanus MOXKET BKJIKOYaTb OJHO WIH
HECKOJIbKO XHMHOTEPANeBTUYECKUX CPENCTB, BBIOpaHHBIX M3 MHruoOuropa cemeiicrea BCL-2
(HampuMep, BEHETOKJAKC W/WiM HaBUTOKJIakc), mHruOutopa BTK (wampumep, ubpyTuHHO,
akajgadpytunud, trpabpytunud (ONO/GS-4059), BGB-3111 wunu cnedpyrunudba (CC-292),
unruduropa TNF (manpumep, nenamunomuna), naruouropa EZH2 (manpumep, Tazemerocrara,
CPI-0209, CPI-1205, DS-3201, HH2853 PF-06821497, GSK126, GSK343, SHR2554 wunu
EPZ011989), xopTukocTeponna (HampuMep, AeKCaMeTa30Ha, MPEAHU30HA HIIM NPETHU30JIO0HA),
unrudburopa HDAC (Hanpumep, maHOOMHOCTATa, SHTUHOCTATA, POMHIECTICHHA, OEIMHOCTATa WU
BOpuHOCTaTta), nHruouropa kuHa3el ATR nimn ATM u naruduropa tuposuaknHaszsel EGFR.

[00116] Takoe COBMECTHOE JIeUeHHE MOXKET ObITh JTOCTHTHYTO IyTeM OJHOBPEMEHHOTO,
MOCJIEIOBATENIBHOTO UJIM Pa3/ieJIbHOIO BBEAEHUS 1103 OTHAEJIbHBIX KOMIIOHEHTOB, BXOZSIIHUX B
naeyeHne. B TaknMx KOMOMHHMPOBAHHBIX MPONYKTaX MPHUMEHSIOT COSIUHEHHs 1O HACTOSIIEMY
M300pETEeHNI0 B Mpenesiax Auana3oHa 703, OMUCAHHOTO BBILIE B JAHHOM JOKYMEHTE, U APYroe
dapMarieBTUIECKH aKTUBHOE CPEACTBO B MPENENax ero yrBep>KASHHOTO JUara3oHa J103.

[00117] B cooTBeTcTBMU ¢ JAHHBIM ACHEKTOM HACTOALIETO M300pEeTeHUs MPeayCMOTPeHa
KOMOMHAIMS Ul NMPUMEHEHHs B JICYEHUH paka (HampuMep, paka, BKJIIOYAIOIIEro COJHIHYIO
OIyXOJIb), COAEp’Kallas COEAMHEHHUE IO HACTOALIEMY H300pETeHMIO, ONpEAENeHHOE BBILIE B
JaHHOM JIOKYMEHTe, WIH ero (hapMaleBTHUECKU NPHEMJIEMYIO COJb, TMAPAT WIN COJbBAT, U
APyroe NpoTUBOOMYXOJEBOE CPENCTBO.

[00118] B cooTBeTCTBMU ¢ JaHHBIM aCMEKTOM HACTOSLIErO U300pETeHHsI MPeayCMOTPeHa
KOMOWHAIMS I TIPUMEHEHHsI B JICYEHUH NPONU(EPaTHBHOIO COCTOSIHUS, TaKOTO KaK pak
(HampuMep, pak, BKIIFOYAIOIINH COJHIHYIO OIYXO0Jib), COAEpIKaIlas COETUHEHHUE MO HACTOSIIIEMY
MU300pETEeHNI0, OMNpPEIEeNIEHHOE BBbIIIE B JAHHOM JOKYMEHTE, HIH ero (apMaleBTUYECKH
NPUEMJIEMYIO COJIb, THAPAT WM COJbBAT, W KaKOE-TNOO M3 MPOTHUBOOIYXOJEBBIX CPENCTB,
MIEPEYNCIIEHHBIX BBILIE B JAHHOM JIOKyMEHTE.

[00119] B cooTBeTCTBMU ¢ MaHHBIM aCHEKTOM HACTOSIIETO M300peTeHHs MpeayCMOTpeHa
KOMOMHAIMS Al TIPUMEHEHUs B JIEYEHUHW paka, COAepiKalash COeAWHEHHE IO HACTOSIIEMY
M300pETEeHNI0, OMNpEIEeNIeHHOe BbIIIE B JAaHHOM JOKYMEHTE, WIH ero (papManeBTH4EeCKH
NPUEMIIEMYIO COJIb, THAPAT HIIN COJIBBAT, © HHTHOUTOP THPO3HMHKHHA3HI.

[00120] B cooTBeTcTBMU ¢ JAaHHBIM ACHEKTOM HACTOSIIETO H300pPETeHUs MPenyCMOTpEeHa

KOMOMHAIUs 1Jis NPUMEHEHUs B JiedeHHnH Jjeliko3a (takoro kak ALL mnu CML), conepskainas
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COEIMHEHHE I10 HACTOSIIEeMY H300pPETEHHUI0, ONPEIeTIEHHOE BhILIE B JTAHHOM JIOKYMEHTE, HJIU €T0
(bapMaleBTUYECKH IPUEMIIEMYIO COJIb, THAPAT UJIM COJIBBAT, U MHTUOUTOP TUPO3UHKHUHA3ZBL

[00121] B cooTBETCTBUMHU C AAHHBIM ACIMEKTOM HACTOSIIErO M300peTeHHs MPeayCMOTpEeHa
KOMOWHALMS JJIsl TIPUMEHEHHUS] B JIEYeHUH BUAOB JUM(OMBI, comepikainasi COCOUHEHHE IO
HACTOSILIEMY HM300pPETeHHIO, OMpPENENIEHHOE BbIIE B JAHHOM JOKYMEHTE, WJIH €ro
(dbapMaleBTUYECKH IPUEMJIEMYIO COJIb, THIPAT UJTH COJIbBAT, U HHruOuTOop EZH2.

[00122] B cooTBeTCTBUH ¢ TaHHBIM ACMIEKTOM HACTOSIIIErO U300PETEHHs JOMOTHUTETHHO
NpeayCMOTpeHa KOMOWHAIMS JIJIsl IPUMEHEHHUS B JICYEHUHU PaKa, CoAeprKaliasi COCIHHEHUE IO
HACTOSILEMY HM300pETEHHIO, OIpEIesIeHHOe BbIIIE B JaHHOM JOKYMEHTE, WIH €ro
(apMareBTHIECKH TPUEMIIEMYIO COJIb, TUAPAT UM COJBBAT, U KOPTHKOCTEPOH]T.

[00123] B nomonHHUTENTPHOM —acmeKTe HACTOSIIEro W300peTeHHs] MPeayCMOTPEHO
COEIMHEHHUE IO HACTOSIIEMY H300pETeHHIO, WM ero (papMaleBTUYEeCKH MpHUeMieMasl COJb,
TUApAT WM COJIbBAT, /Ul TNPUMEHEHHWs B JICYEHMH paka B KOMOHMHAIMU C JPYTUM
IPOTUBOPAKOBBIM CPEACTBOM, HEOOS3aTEIbHO BEIOPAHHBIM U3 CPEACTB, EPEUNCIICHHBIX BBILIE B
JAHHOM JOKYMEHTE.

[00124] B nomonHHUTENRPHOM acmeKTe HACTOSINEro W300peTeHHs MPeayCMOTPEHO
COEAIMHEHHUE I10 HACTOAILIEMY HM300pETEeHHIO, WIM ero (gapMaleBTHUYeCKH NpHeMJIeMas COJlb,
TUApPaT WIN COJbBAT, U NPUMEHEHUs B JICYCHWH paka B KOMOMHALMU C HHIHOHTOPOM
THUPO3MHKHHA3BI, HEOOS3aTeNbHO BBIOPAHHBIM W3 CPEACTB, MEPEYNCIICHHBIX BbIIIE B JAHHOM
JNOKYMEHTE.

[00125] B nomonHWUTETPHOM —acreKTe HACTOSIIEro H300peTeHUs MPEeayCMOTPEHO
COEIMHEHHUE IO HACTOSLIEMY H300pETeHHIO, WM ero (papMaleBTUYeCKH MpUeMieMasl COJb,
TUApAT WIKA COJIbBAT, JUIA MPUMEHEHUs B JieueHuH Jieiiko3a (takoro xkak ALL wmu CML) B
KOMOMHAIIMM C MHTHOUTOPOM THPO3UHKUHA3BI, HEOOs3aTeNbHO BBIOPAHHBIM M3 CPEJNCTB,
MEePEYNCICHHBIX BbILIE B JAHHOM JIOKYMEHTE.

[00126] B nomonHHUTENTPHOM AacmeKTe HACTOSIIEro U300peTeHHs MPeayCMOTPEHO
COEIMHEHHUE IO HACTOSIIEMY H300pETeHHIO, WM ero (papMaleBTUYEeCKH IMpHUeMiIeMasl COJb,
TUAPAT WM CONIbBAT, IJIl IPUMEHEHHUS B JIEYEHUHU paka B KoMOMHauuu ¢ uaruounropom EZH2,
Heo0s13aTeNIbHO BBIOPAHHBIM M3 CPENCTB, IEPEUHCIESHHBIX BbIIIE B JAHHOM JOKYMEHTE.

[00127] B nomonHHUTENTRPHOM —acleKTe HACTOSIIEro W300peTeHHsl MPeayCMOTPEHO
COEAIMHEHUE I10 HACTOSIIEMY HM300peTeHMIO, WM ero (papMaleBTUYeCKH INpUeMieMasl COJb,

ruapar wid COJibBaT, i1 NPUMCHCHUA B JICUCHUHW BUIAOB .]'II/IM(bOMbI B KOM6I/IHaI_[I/II/I C
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uHruouropom EZH2, HeoOs3aTenbHO BEIOpAaHHBIM U3 CPEACTB, EPEUHCISHHBIX BbIIIE B JAHHOM
JOKYMEHTE.

[00128] B paHHOM [AOKyMeHTe, TIZie HCIONB3YIOT TEPMHH "KOMOMHAIms", cIleayer
MIOHUMATh, YTO 3TO O3HAYAET OAHOBPEMEHHOE, Pa3/IeIbHOE WM NOC/IEA0BaTeIbHOE BBeeHe. B
OJTHOM aCIeKTe HACTOSIIIEro n300peTenus "koMOuHaIus" 03Ha4YaeT OJHOBPEMEHHOE BBeieH e, B
APYrOM acreKkTe HACTOsIIero u3odpereHus: "komMOWHaLMs" O3HA4YaeT pa3iesibHOe BBelneHue. B
JOTMOJHUTEIBHOM ~ aCleKTe  HACTOSIIEero  M300peTeHHs "xomOuHanms" O3Ha4aer
noclieioBaTeNbHOE BBenleHre. Eciu BBeieH1e SBIISETCs MOCIe0BaTeIbHBIM WIH pa3ielbHbIM, TO
3alep)KKa TP BBEACHWU BTOPOrO KOMIIOHEHTa HE JOJDKHA OBbITh TakOW, YTOOBI Tepsuics
TIOJIOXKHUTEIBHBIN 3(PPEKT KOMOMHALINH.

[00129] B cooTBercTBUU ¢ IOMOJHHUTEIBHBIM AaCIEKTOM HACTOSINEro H300peTeHus,
npeaycMoTpeHa (apmareBTUdyeckass KOMIIO3MIUS, KOTOpash COAEPKUT COENUHEHHE IO
HACTOSIIEMY U300PETEHHIO, HITH €ro (papManeBTHIECKH IPHUEMIIEMYIO COJIb, THAPAT WIIN COJIbBAT,
B KOMOWHAIIMHM C MPOTHUBOOMYXOJEBBIM CPEACTBOM (HEOOs3aTeIbHO BBIOPAHHBIM U3 CPENCTB,
NIEPEUNCIICHHBIX BBIIIE B JTAHHOM JIOKYMEHTE), B COYETaHUU C (papMaLleBTUYECKH TPHEMIIEMbIMU
pa3baBUTENIEM M HOCUTENIEM.

IIPUMEPBI

[00130] TovHble BapUaHTBI OCYIIECTBJICHUS] HACTOSINETO M300pPETeHUs IOTOJHUTEIBHO
ONMCaHbl Jajee B JAHHOM JOKYMEHTE CO CChUIKAMH Ha COIYTCTBYHOIIWE Trpaduyeckue
MaTepuabl, Ha KOTOPBIX MPEACTaBIECHO CIEeAYIOLIee.

Ha ¢urype 1 npencrasieHa cTpartervs UEpapXUyECKOro reWTUPOBaHUS CIJIEHOLUTOB MpPHU
npotouHoii uromerpun: GC B-kneTku rediTupoBaiyu B COOTBETCTBUH CO CIIEAYIOLINI CTpaTeruei
UEepPapXUUECKOro TeHTHPOBAHUS. JKU3HECTIOCOOHBIE KJIETKU->€IMHUYHbIC KJIETKH (HCKIIOYEHUE
ayoneros)-> muMmporurei-> CD19+CD20+ ->GL7+CD95+ (cBeTybie KBagpaThl), OTIIMYHBIE OT
GC B-knerku reitupoBaiyd B COOTBETCTBUU CO CJEAYIOIIMH CTpaTerueil nepapxuueckoro
TeHTHPOBAHUSA. JKU3HECTIOCOOHBIE KIJIETKU->€IUHUYHbIC KIETKH (MCKIFOYeHue ayoneTroB)->
mamponutel-> CD19+CD20+ ->GL7-CD95- (TeMHbIe KBaapaThl).

Ha d¢urype 2 npencrasnenb! ypoBHH 3kcnpeccun BCL6 mnpu nporouHoit nuTOoMeTpuu
(cpenHsisi reoMeTpuydeckass HHTEHCHBHOCTH (uiyopecueHinn - GeoMFI) B ornunsx ot GC B-
KJIeTKax 0e3 (cpema-HOCHTENb) MM C COeNMHEHHeM H3 mnpumepa 4b mpu  pasmuyHbIX
KoHLeHTpauusax. Jxcnpeccuss BCL6 cTUMyIMpoBaHHBIMY U HECTUMYJIMPOBAHHBIMU B-KkieTkamu

0003Ha4YeHa C MOMOIIBIO BEPXHEH U cpeHell MyHKTUPH(BIX JTMHUN COOTBETCTBEHHO, TOT/A KaK C
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NOMOIIBIO HIDKHEH IyHKTHPHOH JIMHUM O0O3Ha4aroT Ouojorudeckuii (HOHOBBIM ypOBEHb
skcnpeccuu st CD4-ctumynupoBaHHbIX T-ki1eTok.

Ha d¢wurype 3 npexncraBnenbl ypoBHM 3Kcmpeccud Blimp mpu mpoTodHOH LUTOMETpUH
(cpenHsisi reoMeTpuveckass MHTeHCUBHOCTh (ayopecuenuuu - GeoMFI) B GC B-kierkax, 6e3
(cpema-HOCHTENb) WM C COCOUHEHHEM U3 mpuMepa 4b mpu pasjauyHbIX KOHLIEHTPALHSX.
Okcnpeccusi Blimp HeCTUMyJIMPOBAaHHBIMH U CTUMYJHPOBAHHBIMU B-kjieTkamu 00O3Ha4YeHA C
MOMOIIBEO TTYHKTUPHOW JIMHUH.

Ha ¢urype 4 npeacrasneno xkonuuectso GC B-kieTok, KOTOpOe OMpenesneHo ¢ MOMOILBIO
skcnpeccun Mapkepos nuHuil nupdepentuposkn GL7 m CD95 na CDI19+CD21+ knerkax
cene3eHKH 0e3 (cpena-HOCUTeNb) WK ¢ coeqnHeHneM u3 npumepa 4b (mpu 10 Mxm).

CokpameHus
APCI  xumudeckass HOHM3ALUS IPU aTMOC(HEPHOM NTaBICHUN

BOJH.  BOIHBIA

Ar aproH
Boc TpeT-0yTUIOKapOOKCHITbHAS TPYIIa
br mupokuii (B AMP-criexrpe)

KOHL.  KOHLIEHTPHUPOBAHHBIHN

d ny6ner (B AMP-cniektpe)

DCM  puxnopmeraH

DIPEA N,N-guu3onponuisTuiaMuH

DMF  N,N-mumerundopmamun

DMSO numetuncyibhoKCun

ESI HMOHU3aLUs DJIEKTPOPACIIbUICHUEM

EtOAc »Ttunanerar

EtOH »stanon

FID cnaz cBOOOIHON HHIAYKIINU

q. qac(-bl)

HATU N-okcun N-[(mumetunamuno)-1H-1,2,3-rpuazono-[4,5-bmupunun-1-
wiMeTwieH|-N-MeTunmeranaMuani-rekcadgropdocdara

HPLC Bbicoko3(exTrBHAS KUIKOCTHAS XpoMaTorpadust

HRMS mMacc-crekTpoMeTpusi BBICOKOTO pa3peleHust
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Josiphos murann  mnst peakuuii, — karamusupyembx  Pd: (R)-1-[(S)-2-
(muuknorekcundocduHo ))peppouenun [atun-mpem-oyrundocdun

KP-Sil Biotage KP-Sil (50 MkM cuikaresns ¢ 3epHaMH HETIPAaBHIIbHON (popMBI)

LCMS  xunkocTHas XxpoMaTorpadusi 1 MacC-CIIEKTPOMETPHS

MeOH wmeraHon

MeCN  aneToHUTpuI

MS Macc-CIIeKTPOMETPHS
Ms Me3UJI(METaHC YT OHIIT)
m myabturuiet (8 AMP-cnekTpe)

MI'u  merarepu

MHH.  MHHYTa(-bl)
MHH.  MHHYTa(-bl)
MIT MILTHITATP(-bI)

Mmacca/3apsii  COOTHOLIEHHE MAcChl U 3apsiaa

NMP  N-MeTunnuppoIuMIuHOH

AMP  anepHbI MATHUTHBIN PE30OHAHC

Pd/C  mannapuii Ha aKTUBUPOBAHHOM YTJIe

ppm 4aCTH HAa MUJUTUOH

q xBaptet (B IMP-cniekTpe)

QToF  kBampymoNbHBIN BPEMSIIPOJIETHBI MUKPOMACC-CIIEKTPOMETP
quin.  kBuHTeT (B IMP-cniekTpe)

Rt, RT Bpewms ynepxkuanus (B LCMS)

rt KOMHATHasl TeMIIEpaTypa

s cunrier (B IMP-cniexTpe)

SCX-2 cunpHBIN KaTHOHHBIN 00MeH (Hanpumep, SCX-2 konoHkH ot Isolute®)
t Tpuruiet (B AMP-criektpe)

Tf tpuduat(TpudropMeTaHCyIBPOHAT)

TFA  TpudTopykcycHas KUCIOTa

THF  Terparuppodypan

T3P nponmiipoch OHOBBIM aHTUAPUA

MKJT MHKPOJIUTPBI

UPLC ynbpTpasddexTuBHast )KUAKOCTHasE XpoMaTorpadus
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Xantphos 4,5-6uc(nudpenunpochuno)-9,9-numeTnnKcaHTeH
Cnoco0b1 anaau3a: LCMS
Cnoco6 T2
[00131] Awnamuz LC/MS u HRMS nposonuiu Ha cucteme HPLC cepun 1200 ot Agilent u

NETEKTOPe Ha JUOJHON MaTpule, COEAMHEHHOM C BPEMANPOJIETHBIM MacC-CIEKTpoMeTpoM 6210
C IBOWHBIM MHOTOPEKUMHBIM UCTOYHUKOM APCI/ESI. AHanutuueckoe pasiesieHue MpOBOIUIU
npu 40°C Ha kononke 1t guni-xpomarorpaduu or Merck Chromolith (RP-18e, 25 x 2 mm) ¢
NPUMEHEHUEM CKOPOCTH MOTOKa 1,5 MIJI/MUH. MpH 2-MUHYTHOM TIPaAHEHTHOM 3JIFOMPOBAHUH C
obOHapyxkernneM mnpu 254 wM. [lomBmwxnas ¢asa mnpencrasimsuia cobol CMeCh MeTaHOJa
(pactBoputenb A) u Bonsl (pacTBopuTenb B), mpu 3ToM 00a comepikaT MypaBbUHYIO KHCIIOTY B
koHuentpauuu 0,1%. I'paguentHoe 3moupoBanue ObuUIo cienyromuM: ot 5:95 (A/B) mo 100:0
(A/B) B Teuenne 1,25 mun., 100:0 (A/B) B Teuenue 0,5 MUH. U 3aTeM BO3BpaIleHHEe OOpPaTHO K
5:95 (A/B) B reuenne 0,05 muH., okoHUaTeNnbHO 5:95 (A/B) B Teuenne 0,2 MuH.

Cnoco06 T4

[00132] ITono6Ho criocody T2, 3a uckmodyernnem 30°C, ¢ mpuMeHEHHEM CKOPOCTH MOTOKA
0,75 mMi1/MMH. Ipy 4-MUHYTHOM I'PaJUEHTHOM 3JIFOMPOBAHUH CIEAYIOLIMM 00pa3zoMm: ot 5:95 (A/B)
1o 100:0 (A/B) B reuenue 2,5 muH., 100:0 (A/B) B Teuenue 1 MuH. 1 3aTeM BO3BpalleHHe 0OpaTHO
K 5:95 (A/B) B Teuenue 0,1 muH., okoH4aTe bHO 5:95 (A/B) B Teuenue 0,4 MuH.
Cnoco6 X2

[00133] Amnamus LC/MS u HRMS mnposonunu Ha cucreme Acquity UPLC or Waters u
JETeKTOpe Ha AUOJHOM MaTpulle, coequHEeHHOM c Mmacc-crniektpomerpoM G2 QToF or Waters,
KOTOpBII OCHAILIEH MHOTrOpeKMMHBIM HcTOYHHUKOM ESI/APCI. Ananutudeckoe pasneneHue
nposonmiu nipu 30°C Ha kojonke Phenomenex Kinetex C18 (30 x 2,1 mm, 2,6 mxMm, 100A) ¢
NPUMEHEHHEM CKOpPOCTH moToka 0,5 MJI/MUH. MPH 2-MUHYTHOM TPAAHEHTHOM 3JIFOMPOBAHUH C
obHapyxxernnem mnpu 254 wM. IlomBmwxnas ¢asa mnpencrasimsia coOOl CMeCh MeTaHOJA
(pactBoputenb A) u Boasl (pactBoputenb B), mpu 3ToM 00a comepikaT MypaBbUHYIO KHCIIOTY B
xkoHuentpauun 0,1%. ['paguentHoe smoupoBanne ObuIo cnenyromuM: ot 10:90 (A/B) mo 90:10
(A/B) B Teuenue 1,25 mun., 90:10 (A/B) B Teuenune 0,5 MUH. U 3aTe€M BO3BpalleHHE OOPAaTHO K
10:90 (A/B) B Teuenue 0,15 muH., okoruarensHo 10:90 (A/B) B Teuenue 0,1 MuH.

Cnoco0 X4

[00134] TlomobHO cmocoOy X2, 3a HCKIIOYEHMEM MpPUMEHEeHHs CKopocTu mnotoka 0,3

MJI/MUH. TIPU 4-MHUHYTHOM T'PaIu€HTHOM 3JIIOMPOBAHUY cienyrommM oopazom: ot 10:90 (A/B) no
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90:10 (A/B) B Teuenue 3 muH., 90:10 (A/B) B Teuenue 0,5 MUH. U 3aTeM BO3BpalleHue 0OpPaTHO K
10:90 (A/B) B Teuenue 0,3 muH., okoH4areapbHO 10:90 (A/B) B Teuenue 0,2 MuH.

Cnoco6b1 ananusa: AMP

[00135] SMP-mannbIe coOupanu Ha ciekTpomerpe Bruker Avance 500, KOTOpBIi OCHaIIEH
5 mMm 3oun0M BBO/QNP, mnu Ha criektpomerpe Bruker Avance Neo 600, KOTOpbIi OCHALIEH 5 MM
kpuosonoM TCL 'H u '*C crmexTpsl OTHOCHMIMChL K BHYTPEHHEMY JAeHTE€PHPOBAHHOMY
pactsopurento. Bece AMP-nannele nonyyanu npu temneparype 298 K. Bece nannble nonydanu u
obpabareiBanu ¢ mpumeHerneM Bruker Topspin 2.1 wmu Bruker Topspin 4.

[00136]  Crnextpsl 'H-SIMP nosiyyanu ¢ mpUMEHEHHEM CTaHAAPTHOI MOCIeN0BaTENbHOCTHU
umnysbcoB 1D zg30 or Bruker ¢ momompro 16 ckanmposanuii. IllupuHa monochl KadaHUS
coctasisina 20,5 ppm, u FID conepskan 64k mpocTpaHCTBEHHO-BPEMEHHBIE TOYKH JAHHBIX.

Cnoco0bI 0OYHCTKH

[00137] Ecnu B TekcTe He ONMUCAHO MHOE, TO OYUCTKY ¢ MOMOIIbI0 npenapatuBaoit HPLC
npoBoaunu Ha cucreme Agilent 6120 MS-Prep LC ¢ nmpumenenuem komnonku ACE 5 C18-
PFP 250 x 21,2 mm (umu 30 MM) ¢ mpumMeHeHuMeM 15-MMH. TpamueHTa Boaa:MeTaHon (oda
MoauduuupoBaHsl ¢ moMoIeio 0,1% MypaBbHHOIN KHCIOTEI) — Hartpumep, oT 90:10 o 0:100 wu
ot 60:40 10 0:100 — npu ckopocT notoka 20 Myt MuH. " (11r 40 My MuH. ™! 171 30-MM KOJIOHKH).

[00138] Kononounyro ¢mm-xpomarorpaduro MIPOBOJUIIN Cc IIPUMEHEHUEM
npeaBapUTESIbHO 3aMoNHEeHHbIX KOJIOHOK Biotage SNAP KP-Sil. XpomaTorpaduto ¢ obpaieHHOH
dasoii mpoBonuiu ¢ npuMeHeHueM KoioHOK Biotage SNAP Ultra C-18 wva 12r u 30r B
COOTBETCTBHUH C YKa3aHUSMU.

TIpumMepbl coexnHEeHUH

Ipumep 1a: (S)-10-((S-xa0p-2-(3.3-nudTopazeTHaANH-1-UI)IHPUMUHAHH-4-WJI)AMHHO)-2-

uuKjaonponui-3,3-nudrop-7-merni-1,2,3.4-rerparuapo-[1.4]okcazenuno|2,3-c|XxuHOJIHH-

6(7H)-on
|
NI/\ICI N _-O
N)\N’ N Z~o
F H HN
F (e
q°F
[00139] Cwmecs (S)-2-uuknonponmi-10-((2,5-muxnopnupuMHINH-4-1T)aMUHO)-3,3-

mudrop-7-merun-1,2,3,4-rerparuapo-| 1,4]okcazennno| 2,3-c|xunonun-6(7H)-ona
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(mpomesxxyTouHoe coequHerne Al, 11,5 mr, 0,025 mmons), 3,3-nudTopaszeruauHa ruapoXIopuIa
(8 mr, 0,062 mmonb) u DIPEA (80 mki, 0,46 mMmonb) B aueronurpuie (0,6 mu) B armocdepe
aprona Harpesanu 10 80°C B TeueHue | yaca, 3aTe€M AOMOJHUTENBHO HATPEBAJIH NP BO3AECHCTBHU
MHUKpPOBOJHOBOro wu3jydeHusi 10 120°C B Teuenne 19 wacoB. HeowwieHHbIH MNPOIYKT
KOHLICHTPUPOBAJIM MPU MOHMKEHHOM JaBjieHuH, pactBopsuii B DMSO (1 min) u ounmmanu ¢
nomomeo odpammenHo-(pazosoit xpomartorpaduu (Biotage Ultra C18 Ha 12 1, 10-60-90-100%
MeTaHOJla B Boxe, Momudukarop, mnpenacrasistommii codoit 0,1% MypaBbUHOW KHCIIOTHI).
@pakuun, copepikamue MPOAYKT, OObEAMHSAIM W mpomyckanu 4epe3 KoynoHky SCX-2 (2 1),
npombiBasid MeTaHosioM (10 M) u smompoBanun 2M MeTaHONBHBIM amMMHakoM (25 wu).
AmmuayHble ppakuuu OOBEIUHSITN U BBINTAPUBAIN TPU TTOHWKEHHOM JaBIIEHHEM C TTOTy4YEHUEM
YKa3aHHOT'O B 3aroJIOBKE COSAMHEHHs B BUIE TPsi3HO-Oenoro TBepnoro Bemectna (4,3 mr, 0,008
MMoJib). 'H AMP (600 MI'u, Metanon-ds) § 8,14 (d, J=2,1 Ty, 1 H), 8,02 (s, 1 H), 7,95 (dd, J =
9,1,2,1Tu, 1 H), 7,55 (d,J=9,1Tw, 1 H), 4,52-4,34 (m, 6 H), 3,72 (s, 3 H), 3,36-3,29 (m, 1 H),
1,44-1,37 (m, 1 H), 0,83-0,76 (m, 1 H), 0,71-0,65 (m, 1 H), 0,65-0,59 (m, 1 H), 0,39-0,33 (m, 1
H); HRMS (Cnioco6 X4) RT = 3,19 munyTsr, macca/3apsn paccd. mist C23HaCIFaN6O, ™ [M+H]™
525,1429, HaiinenHoe 3HaueHue: 525,1412.

[00140] Crnenyromue TmpuBefeHHble B TaOJNUIEe MPUMEPHl MOJy4Yadd CIOCOOOM,
AHAJIOTMYHBIM TOMY, KOTODPBIH NPUMEHSIN Ui TOJyYeHHUs COeAMHEeHHsI W3 mpumepa la, c
NPUMEHEHHEM MOAXOAIero amuHa (B BHAE CBOOOZHOTO OCHOBAaHUSI WJIM B BHAE
XJIOPUCTOBOIOPOAHOM cou). st mpumepoB 1b—1e peakiinonHyto cmech HarpeBanu 10 140°C B
TeyeHne 1-2 4. ¢ TpUMEHEeHHeM MHKPOBOJHOBOro usnyuyenus Jlns npumepos 1f — 11
peakiuoHHy cMech HarpeBau 10 80°C B Teuenue 1,5-3 4. O4UCTKY MPOBOAMIIN C TTOMOIIBIO
oOpaieHHO-(ha30Bol Xpomarorpaduu, a B HEKOTOPBIX CIIydasx MPOAYKTbI OOECCOMUBAIH C

npuMeHeHueM KonoHku SCX-2.

IIpumep JaHHBbIE U IPUMEYAHUS Hcnoanzyem
bl AMHH

Hpumep 1b:  (S)-10-((5-xa0p-2-(4- | 'H AMP (600 MI'u, MeTanon-dy) | 1-

IMKJIONPONUJI-3-0Kconunepasun-1- 58,04 (d,/J=22Tu, 1 H), 8,00 | nuxionponu
W) THPUMHAHH-4-HJ1)AMHHO)-2- (s, 1 H), 7,92 (dd, /=9,1, 2,2 T'ny, | nunepa3uH-
HMKJIoNnponui-3,3-au¢rop-7-MeTuI- 1 H), 7,56 (d, J=9,1 Ty, 1 H), | 2-on
1,2,3,4-teTparuapo- 4,53-4,38 (m, 2 H), 422 (d, J =

18,3 I'y, 1 H), 4,16 (d, J = 18,3
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[1,4]okcazennno|2,3-c]xunoaunn-6(7H)-

OH

Ty 1 H), 3,92-3.87 (m, 1 H),
3,86-3,81 (m, 1 H), 3,72 (s, 3 H),
3,40 (t, J = 5,4 I'n, 2 H), 3,35—
3,28 (m, 1 H), 2,78-2,73 (m, 1
H), 1,45-1,36 (m, 1 H), 0,83—
0,76 (m, 3 H), 0,71-0,67 (m, 2
H), 0,66-0,58 (m, 2 H), 0,37—

031 (m, 1 H), HRMS
Macca/3apsin paccu. LTSt
C27H29CIF2N-O5" [M+H]":

572,1989, HaitianeHHoe 3Ha4YEHUE:

572,1987.

IIpumep 1c: (S)-10-((S-xq0p-2-((S)-3,4-
AMMETHJI-S-0KconumnepasuH-1-

WJI)THPUMHAHH-4-W]1)aMHHO)-2-

"H SIMP (600 MI'u, MetaHon-dy)
5 8,02-7,99 (m, 2 H), 7,96 (dd, J
~9.1,23 T, 1 H), 7,57 (d, J =

(8)-1,6-
JUMCTHIIITNII

epa3uH-2-0Ha

UMKJIoNponui-3,3-au¢rop-7-MeTua- 9,1 Ty, 1 H), 4,53-4,38 (m, 3 H), | runpoxnopun
1,2,3,4-TeTparugpo- 4,26 (dd, J=13,4,2,7 Ty, 1 H),
[1,4]oxcazenuno|2,3-c]xunoaun-6(7H)- | 3,93 (d, /= 18,5 I'y, 1 H), 3,72
OH (s, 3 H), 3,62-3,57 (m, 1 H), 3,51
cl '!‘ o (dd,/=13,4,3,6 ', 1 H), 3,35-
)\/I O/\I 3,28 (m, 1 H), 2,97 (s, 3 H), 1,43—
7 1,36 (m, 1 H), 1,21 (d,/J=6,4T,
AN 5 3 H), 0,81-0,75 (m, 1 H), 0,68—
° 4 F 0,57 (m, 2 H), 0,38-0,33 (m, 1
H); HRMS wmacca/3apsig paccu.
anst CaeHaoCIFaN,O3" [M+H]™
560,1989, HaitneHHoe 3Ha4YEeHUE:
560,1982.
Hpumep 1d:  (S)-10-((5-xa0p-2-((2- | 'H AMP (600 MI'i, Metanon-dy) | 1-aMmuHO-2-
THAPOKCH-2- 0 8,24 (s, 1H), 8,11 (s, 1H), 7,94 | meTunmnpona
MeTHJmponui)aMmuHo)nupumuaun-4- | (dd, J =9,0, 2,4 T'y, 1H), 7,92 (s, | H-2-0n

HWJI)AMHHO)-2-IUKJI0NPOonuI-3,3-

1H), 7,57 (d,J=9,1 Ty, 1H), 4,51
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auprop-7-merna-1,2,3,4-rerparuapo-
[1,4]okcaszennno|2,3-c]xunoaunn-6(7H)-

(1:1)

|
N N&°

4 F

OH:MYpaBbHHAasI KHCJI0TA

(ddd, J= 158, 13,2, 2,4 'y, 1H),
4.43 (ddd, J=23,9, 13,3, 72 Ty,
1H), 3,74 (s, 3H), 3,37 (s, 2H),
3,32 — 3,30 (m, 1H), 1,47 — 1,40
(m, 1H), 1,15 (s, 6H), 0,84 — 0,76
(m, 1H), 0,72 — 0,65 (m, 1H),
0,65 — 0,59 (m, 1H), 0,40 — 0,34
1H). HRMS wmacca/3apsin
mst Ca4HasCIF2N6O3
[M+H]": 521,1874, HnalineHHOe

(m,

paccu.

3HadeHue 521,1841.

IIpumep 1le: (S)-10-((2-((1R,4R)-2-
okca-S-azadbuunkio|2.2.1Jrenran-5-
WJT)-S-XJ10pnHPUMHANH-4-HJ1)AMHUHO)-
2-pukjaonponui-3,3-audrop-7-meTua-
1,2,3,4-TeTparuapo-

[1,4]okcazennno|2,3-c]xunoaun-6(7H)-

'H SIMP (600 MI'u, MertaHon-
d4) 58,11 (s, 1H), 8,02 —7.95 (m,
2H), 7,57 (d, J = 9,1 T, 1H),
4,85 4,79 (m, 1H), 4,66 (s, 1H),
4,55 — 437 (m, 2H), 3,86 — 3,79
(m, 2H), 3,74 (s, 3H), 3,52 — 3,44
(m, 2H), 3,37 (s, 1H), 2,00 — 1,89

(IR 4R)-2-
OKca-5-
a3a0ULUKIIO[

2.2.1]rentan

Cl Pll (o)
NS (m, 2H), 1,46 — 1,37 (m, 1H),
A
Z ~o
@4 N" N 0,85 — 0,78 (m, 1H), 0,74 — 0,67
(o] HN
:\—zF (m, 1H), 0,65 — 0,60 (m, 1H),
4" 0,41 — 034 (m, 1H). HRMS
OH
Macca/3apsin paccu. LTSt
C25H6CIF2N6O3 [M+H]+:
531,1717; naiineHHOE 3HA4YCHHE
531,1725
Hpumep 1f: N-((3S,5R)-1-(5-xm0p-4- | 'H AMP (600 MI'u, Metanon-ds) | N-((3S,5R)-
(((S)-2-uukaonponui-3,3-1udprop-7- 58,08(d,J=9,1Twu, 1H), 7,97 — | 5-
meTna-6-oxco-1,2,3,4,6,7-rekcaruapo- | 7,92 (m, 2H), 7,54 (d, J = 9,1 I'ny, | MmeTunmunep
[1,4]okcazenuno|2,3-c]xunoaun-10- 1H), 4,78 — 4,67 (m, 1H), 4,57 — | unuH-3-
HWJ1)AMUHO )THPUMHUAUH-2-HJ1)-5- 4,34 (m, 3H), 3,80 — 3,73 (m, | wi)aneramuz

1H), 3,73 (s, 3H), 3,40 — 3,26 (m,

[monyuanu u3
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MeTl/l.]'ll'll/ll'lepl/lIlHH-3-PlJI)aIIeTaMI/I}1

\n,N,, O A/Icm

4 F

1H), 2,43 (dd, J = 12,6, 11,2 'y,
1H), 2,31 (dd, J = 13,1, 11,4 'y,
1H), 1,97 (m, 4H), 1,66 (m, 1H),
1,46 — 1,36 (m, 1H), 1,14 — 1,05
(m, 1H), 0,94 (d, J = 6,5 'y, 3H),
0,83 — 0,77 (m, 1H), 0,72 — 0,65
(m, 1H), 0,65 — 0,59 (m, 1H),
0,41 — 035 (m, 1H). HRMS:
Macca/3apsin

C,3H33CIF;N-03

paccu. IS
[M+H]":
588,2302, HaitigeHHOE 3HaUYEHUE:

588,2307.

TpeT-OyTui-
(3S,5R)-3-
aMHHO-5-
METHIIITHUIIED
AauH-1-
kapOoKcHat
a nyTeM
AIMITUPOBAHU
s YKCYCHBIM
AHTUJIPUZIOM
C
MOCIIEAYOLIH

M CHATUEM

3aIlUTHOU

rpynmnsl Boc. ]
Hpumep 1g: N-((3R,5S)-1-(5-xm0p-4- | 'H SAMP (600 MI'u, Metanon-ds) | N-((3R,5S)-
(((S)-2-uukaonponui-3,3-1udprop-7- 68,08(d,J=9,1T1, 1H), 7,96 (s, | 5-
MeTHI-6-0Kkc0-1,2,3,4,6,7-rexcaruapo- | 1H), 7,94 (s, 1H), 7,54 (d, J = 9,1 | Mmerunnunep
[1,4]oxca3zennno|2,3-c]xuHoauH-10- I'n, 1H), 4,76 — 4,71 (m, 1H), | unus-3-
WJI)AMHHO)THPUMHAHH-2-H11)-5- 4,56 — 4,37 (m, 3H), 3,79 — 3,74 | nn)aueramun

MeTHJINUNEPUAHH-3-HJT)aleTaAMH/

4 Nl B
\n’N N/l\N/ N Z~q

o H HN
7t

(m, 1H), 3,73 (s, 3H), 3,38 — 3,27
(m, 1H), 2,44 (dd, J = 12,6, 11,1
Iy, 1H), 2,32 (dd, J = 13,1, 11,4
Iy, 1H), 2,03 — 1,98 (m, 1H),
1,96 (s, 3H), 1,71 — 1,61 (m, 1H),
1,45 — 1,38 (m, 1H), 1,10 (q,J =
12,1Tg, 1H), 0,94 (d,J=6,6T1,
3H), 0,84 — 0,78 (m, 1H), 0,72 —
0,65 (m, 1H), 0,65 — 0,58 (m,
1H), 0,41 — 0,33 (m, 1H). HRMS:
Macca/3apsin

C,3H33CIF2N703

paccu. st

[M+H]":

[monyyanu u3
TpeT-OyThJI-
(3R,5S)-3-
aMUHO-5-
METUJIITHIIED
UauH-1-
kapOokcuar
a yTeM
AlMITNPOBAHU
s YKCYCHBIM
AHTUIPUZIOM

C
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588,2302, HaitaeHHO€E 3HaUYEHUE:

588,2302.

NOCJIEYOIIH

M CHATUEM

3aIUTHON

rpymmsl Boc. ]
Mpumep 1h: (S)-10-((5-x10p-2- | 'H SAAMP (600 MI';, DMSO-ds) & | (3S,5R)-
((3S,5R)-3-(ammeTnaIaMHuHO)-5- 8,85 (s, 1H), 8,09 (s, 1H), 8,02 (s, | N,N,5-
MeTHJINUNEePUAHH-1-1I1)nupuMHANH- 1H), 7,72 (dd, J = 9,1, 2,2 Ty, | TpumMeTHITH
4-1J1)aMHHO)-2-UHKJION Ponui-3,3- 1H), 7,40 (d, J = 9,0 T'y, 1H), | nepuaun-3-
auprop-7-merui-1,2,3,4-rerparuapo- | 6,25 (s, 1H), 4,65 (s, 1H), 4,55 — | amun

[1,4]oxcazenuno|2,3-c]xunonnu-6(7H)- | 4,25 (m, 3H), 3,55 (s, 3H), 3,26 — | [monyyanu u3
OH 3,17 (m, 1H), 2,36 — 2,11 (m, | TpeT-OyTu-
ol rlq 9H), 1,97 — 1,86 (m, 1H), 1,51 — | (3S,5R)-3-
):I /@;{‘E 1,42 (m, 1H), 135 — 1,27 (m, | amuso0-5-
7 1H), 1,10 - 0,98 (m, 1H), 0,84 (d, | meTunmumnep
§ _, J=15,5Tu, 3H), 0,74 — 0,69 (m, | ugun-1-
) 4 P 1H), 0,55 — 0,46 (m, 2H), 0,39 — | xkapGokcmmaT
0,25 (m, 1H). a nyTeM
HRMS: macca/3apsin paccd. st | BOCCTAaHOBUT
C28H35CIF2N-O> [M+H]": | eabHOrO
574,2509, HaiineHHoe 3Hau€HUE: | aMUHUPOBaH
574,2503. ust
dopmanbaeru
oM c
MOCIIEAYOLIH
M CHSTHEM
3aIUTHOU
rpynmns! Boc]
Hpumep 1i: (S)-10-((5-x10p-2-((S)-3- | 'H AMP (600 MI'u, Metanon-ds) | (S)-
rHAPOKcUNunepuanH-1- 0 8,05 (d, J =2,3Tu, 1H), 7,97 | nunepunus-
WJI)IHPUMHAHH-4-W]1)AMHHO)-2- (dd,J=9,1,2,3Tn, 1H), 7,94 (s, | 3-omna
UMKJIonponui-3,3-au¢rop-7-MeTuI- 1H), 7,56 (d,J=9,1T1, 1H), 4,54 | runpoxnopun

1,2,3,4-TeTparuapo-

— 435 (m, 2H), 4,28 — 4,20 (m,
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[1,4]okcazennno|2,3-c]xunoaunn-6(7H)-

OH

I
Nl/\ICI N _-O
./
HO,, N)\N N 7o
H HN 2
§ DF

4 F

1H), 4,11 — 4,02 (m, 1H), 3,72 (s,
3H), 3,67 — 3,59 (m, 1H), 3,39 —
3,26 (m, 1H), 3,20 — 3,12 (m,
1H), 3,08 (dd, 1H), 2,03 — 1,93
(m, 1H), 1,83 — 1,74 (m, 1H),
1,57 - 1,37 (m, 3H), 0,86 — 0,75
(m, 1H), 0,72 — 0,65 (m, 1H),
0,65 — 0,58 (m, 1H), 0,42 — 0,32
(m, 1H). HRMS: wmacca/3apsin
paccu. C25HasCIF2N6O3
[M+H]": 533,1874, Haiinennoe
3Hadenue: 533,1880

JJIA

Hpumep 1j: (S)-10-((5-xm0p-2-((R)-3- | 'H AMP (600 MI'u, Metanon-ds) | (R)-
rHApOKcUnunepuanH-1- 0 8,06 (d, J =2,4 T'u, 1H), 7,98 | nunepunus-
WJI)THPUMHANH-4-HJT)AMHHO)-2- (dd,J=9,1, 2,3 T, 1H), 7,95 (s, | 3-ona
UMKJIoNponui-3,3-au¢rop-7-MeTua- 1H), 7,56 (d,J=9,1Tu, 1H), 4,58 | runpoxnopun
1,2,3,4-reTparuapo- — 4,36 (m, 2H), 4,31 — 4,20 (m,
[1,4]oxcazenuno|2,3-c]xunoaun-6(7H)- | 1H), 4,11 — 4,00 (m, 1H), 3,73 (s,
OH 3H), 3,66 — 3,55 (m, 1H), 3,38 —
o r!‘ o 3,26 (m, 1H), 3,21 — 3,14 (m,
o )N':t( O’\; 1H), 3,09 (dd, J = 12,9, 83 T,
U N" N n Q 1H), 2,02 — 1,90 (m, 1H), 1,86 —
}—zF 1,73 (m, 1H), 1,59 — 1,34 (m,
4 F 3H), 0,87 — 0,76 (m, 1H), 0,73 —
0,64 (m, 1H), 0,64 — 0,56 (m,
1H), 0,44 - 0,33 (m, 1H). HRMS:
Macca/3apsin paccu. TSt
C25H2sCIF2N6O3 [M+H]":
533,1874, HaiigeHHoe 3HaUEHUE:
533,1882
Hpumep 1k: (S)-10-((5-xa0p-2-((S)-3- | 'H SAMP (600 MI'u, Mertaunon-ds) | (S)-3-
MeTuanunepuauH-1-wn)nupumuaun- | 6 8,07 (d, J =23 I'u, 1H), 7,96 | merunnunep
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4-UJ1)aMHHO)-2-IIUKJI0onponuiI-3,3- (dd,J=9,1,2,3 I'y, 1H), 7,93 (s, | unuHa
auprop-7-merui-1,2,3,4-rerparuapo- | 1H), 7,54 (d, J = 9,2 I'n, 1H), | ruapoxnopun
[1,4]oxcazenuno|2,3-c]xunoaun-6(7H)- | 4,59 — 4,29 (m, 4H), 3,73 (s, 3H),
OH 3,39-3,27 (m, 1H), 2,83 (td, /=
. r|1 o 12,7, 3,0 T, 1H), 2,51 (dd, J =
):I @;I 12,8, 10,6 T, 1H), 1,88 — 1,79
2 (m, 1H), 1,73 — 1,62 (m, 1H),
5 1,60 — 1,52 (m, 1H), 1,51 — 1,37
4 Fr (m, 2H), 1,22 — 1,13 (m, 1H),
0,90 (d, J = 6,6 ', 3H), 0,83 —
0,76 (m, 1H), 0,71 — 0,64 (m,
1H), 0,65 — 0,58 (m, 1H), 0,41 —
0,31 (m, 1H). HRMS:
Macca/3apsin paccu. TSt
C26H30CIF2N6O2 [M+H]":
531,2081, HaiiaeHHO€E 3HaUYEHUE:
531,2076
Hpumep 11: (S)-10-((5-xm0p-2-((R)-3- | 'H AMP (600 MI'u, Metanon-ds) | (R)-3-
MeTHWINUnepuAnH-1-u1)IMpUMUANH- 68,05 (d, J=23 TI'y, 1H), 7,98 | meTunnumnep
4-W1)aMHHO)-2-IUKJI0nponuI-3,3- (dd,J=09,1,2,3 T'u, 1H), 7,93 (s, | ununa
audrop-7-merni-1,2,3,4-rerparuapo- | 1H), 7,54 (d, J = 9,1 ', 1H), | ruapoxnopun

[1,4]okcazennno|2,3-c]xunoann-6(7H)-

rf@gbf

45‘ F

OH

4,53 — 435 (m, SH), 3,72 (s, 3H),
2,84 (ddd, J=13,1, 11,9, 3,0 ',
1H), 2,51 (dd, J = 13,0, 10,6 'y,
1H), 1,87 — 1,78 (m, 1H), 1,72 —
1,65 (m, 1H), 1,62 — 1,37 (m,
3H), 1,22 - 1,12 (m, 1H), 0,90 (d,
J=6,7 Ty, 3H), 0,85 — 0,77 (m,
1H), 0,70 — 0,65 (m, 1H), 0,64 —
0,59 (m, 1H), 0,41 — 0,33 (m,
1H). HRMS: macca/3apsin paccy.
mst CosHz0ClF2N6O2  [M+H]™
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531,2081, HaitaeHHO€E 3HaUYEHUE:

531,2084

Hpumep 1m: (S)-10-((5-xa0p-2-(3- | 'H SAMP (500 MI'ty, DMSO-ds) & | 3-¢pTop-3-
¢prop-3-mernaazernann-1- 8,89 (s, 1H), 8,26 (d, J = 2,3 T'y, | MeTunazerun
WJI)TH PUMHAHH-4-WJ1)AMHHO)-2- 1H), 8,07 (s, 1H), 7,77 (dd, J = | una
uukjaonponui-3,3-1udrop-7-MeTHI- 9,1,2,2Tu, 1H), 7,43 (d, /= 9,1 | ruapoxyopun
1,2,3,4-reTparuapo- I'y, 1H), 6,21 (s, 1H), 4,55 - 4,27
[1,4]oxcazenuno|2,3-c]xunomuu-6(7H)- | (m, 2H), 4,16 — 3,93 (m, 4H),
L 0 3,56 (s, 3H), 3,29 — 3,18 (m, 1H),
N,ic' P& 1,56 (d, J=22,1 'y, 3H), 1,37 —
N)LN/ H o vz 1,27 (m, 1H), 0,75 — 0,67 (m,
ﬂCI g F 1H), 0,60 — 0,48 (m, 2H), 0,43 —
on F A 026 (m, 1H). HRMS:
macca/3apsin paccu. TSt
C24H25CIF3N6O2 [M+H]":
521,1680, HaitaeHHO€E 3HaUYEHUE:
521,1675
Hpumep 1n:  (S)-10-((5-xa0p-2-(3- | 'H AMP (600 MI'u, MeTanon-ds) | 3-
THAPOKCH-3-MeTHIa3eTHAHH-1- 6821 (d, /=23 TI'y, 1H), 8,04 | meTunazerun
WJI)TH PUMHAHH-4-WJT)AMHHO)-2- (dd, J=9,1,2,3 I'u, 1H), 7,94 (s, | uu-3-ona
uMKJIonponui-3,3-1ugrop-7-MeTu- 1H), 7,54 (d, J = 9,2 T'u, 1H), | ruapoxnopun

1,2,3,4-TeTparuapo-

[1,4]okcazennno|2,3-c]xunoann-6(7H)-

Lo
A,

F

HO
OH

D

4,56 — 4,35 (m, 2H), 4,04 — 3,89
(m, 4H), 3,72 (s, 3H), 3,41 - 3,25
(m, 1H), 1,51 (s, 3H), 1,47 - 1,36
(m, 1H), 0,83 — 0,77 (m, 1H),
0,77 = 0,69 (m, 1H), 0,68 — 0,61
(m, 1H), 0,49 — 0,31 (m, 1H).
HRMS: macca/3apsin paccd. st
C24H26CIF2N603 [M+H]":
519,1723, HaiigeHHO€E 3HaUYEHUE:

519,1720
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Ilpumep 2a: (S)-2-uukjgonponuia-3,3-nudprop-10-((S-prop-2-((3R.SS)-3-ruapokcu-3-

MeTHJINHNEePHANH-1-HI)nupuMHuIuH-4-ua)amMmuno)-7-merui-1,2,3.4-rerparuapo-

1.4]oxcasennnol2,3-c]lxunoauu-6(7H)-on

I
@ eed
HN }‘sz
4

[00141] Cwmecp  (S)-10-((2-x70p-5-PTOPIHUPUMHUINH-4-HIT)AMHUHO )-2-IIUKJIOTIPOITHII-3,3 -
mudrop-7-merun-1,2,3,4-terparuapo-| 1,4]okcazenmno| 2,3 -c|xunonun-6(7H)-ona
(mpomeskytouHoe coenuHenne A2, 12,6 mr, 0,028 mmonb), (3R,5S)-5-merunmunepunun-3-ona
(mpomeskyTouHOe coenuHerrne M2a, 6,4 mr, 0,0556 mmoss) u DIPEA (20,00 Mk, 0,1159 mmonn)
B NMP (0,6 min) Harpesanu nipu 140°C B Teuenue 12 u., 3aTeM pasdasysiim ¢ momougsro DM SO
(0,8 mut) 1 ouMIAIM ¢ MOMOIINBIO OOpameHHO-(a3oBol xpomaTtorpadun (komonka Biotage Ultra
C-18 ma 12 r; 10-30-70-100% metaHosa B Boxe (Momudukarop, npeacrapisirommii codoit 0,1%
MypPaBbUHOM KHCJIOTEI)). Ppakiun, comepkalie MPOAYKT, OOBENUHSIIA U MPOIYCKAIH 4epe3
konoHky SCX-2 (2 r), mpomsiBanu MetaHonoMm (20 mu) u smoupoBanu 2M MeTaHOJIBHBIM
aMMHuakoM (25 mi). @pakuun aMMHuaka OOBETUHSUTH U BBINAPUBAIIH MPU TIOHMKEHHOM JIaBJICHHN
C TIOJIyYeHHEM YKa3aHHOTO B 3ar0OJIOBKE COCIMHEHHS B BUIE IPSI3HO-0€JI0ro TBEPAOro BEIeCTBa
(7,5 mr, 0,014 Mmons). 'H AMP (600 MI"u, Meranon-dy) § 8,03 (dd, J=9,1, 2,1 T, 1 H), 7,98 (d,
J=2,1Tu, 1 H), 7,84 (d, Jur=3,7T'y, 1 H), 7,54 (d, /=9,1 'y, 1 H), 4,72-4,66 (m, 1 H), 4,53—
435 (m, 3 H), 3,70 (s, 3 H), 3,54-3,48 (m, 1 H), 3,34-3,29 (m, 1 H), 2,46 (dd, /= 12,2, 10,7 I'y,
1 H), 2,29 (kaxymmiics. t, J = 12,2 'y, 1H), 2,09-2,02 (m, 1 H), 1,66-1,56 (m, 1 H), 1,45-1,37
(m, 1 H), 1,06 (q,/=11,7T, 1 H), 0,94 (d, /= 6,6 'y, 3 H)), 0,82-0,76 (m, 1 H), 0,69-0,57 (m,
2 H), 0,43-0,34 (m, 1 H); HRMS (Cnoco6 X4) RT = 2,56 MuHyThI, Macca/3apsii paccd. AJs
Ca6H30F3N6Os™ [M+H]™: 531,2332, Haiinennoe 3nauenue: 531,2316.

Ilpumep 2b: (S)-2-unkaonponni-10-((2-(4.4-nudropnunepuaun-1-un)-5-

dTopnupuMHANH-4-UI)AMHHO)-3.3-1udTOp-7-MeTHI-1,2.3.4-TeTparuapo-

[1.4]oxcazenunol2.3-c]xunoauu-6(7H)-on
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F—Q 4= Er

F

[00142]  4,4-udropnunepununa rugpoxiopun (19 mr, 0,12 mmoss), DIPEA (35 Mk, 0,20
mMmosb) U (S)-10-((2-xmop-5-GpToOpIMpUMHUINH-4-11)aMHHO )-2-LUKIONpOonuI-3,3-audrop-7-
metui-1,2,3,4-terparunpo-| 1,4]okcazenuno| 2,3 -c |xunonun-6(7H)-ox (IpoMeKyTOYHOE
coenunenue A2, 23 mr, 0,05 mmoinb) oobenmasiu B NMP (0,40 mit) Bo uiakone st 00padoTku
MHUKPOBOJIHOBBIM H3lydeHueM. DrnakoH 3aneyarsiBainu U Harpesanu npu 140°C B Teuenue 24 u.
[TonyyeHHYIO CMECh OYHINAIN C MTOMOIIBI0 oOparneHHO-(a3oBoi duem-xpomarorpadun (40% -
85% wmeranona B Bozme (0,1% MypaBpMHOH KHCHOTHI)). Ppakumu, coxepKamiuii MPOIYKT,
3arpyxanu B KoOJoHKY Isolute SCX-2 (1 T) M KOJOHKY TPOMBIBAIM METAHOJOM, a 3aTeM
smoupoBanu ¢ nomombo 20% 1,4 M MeraHonpHOro ammuaka. IIpoAykT HONOJHUTENBHO
OYMINAINA C TIOMOLIBIO KOJOHOUHOW (renr-xpomarorpapuu (3-10% wmeranonma B DCM) nu
bpakuuu, copeprkalife NPOAYKT, OOBENWHSIM, PACTBOPUTENb YIANAIN NPU TOHIKEHHOM
NaBJIEHUU C TOIy4YeHHeM yKa3aHHOTo B 3arojioske coenuenus (18,5 mr). 'H SIMP (600 MI'w,
Meranon-ds) 6 8,06 (br s, 1H), 7,93 (dd, /=9,1,2,3 I'y, 1H), 7,89 (d, /=2,3 I'y, 1H), 7,54 (br d,
J=9,1Tn, 1H), 4,55 - 4,35 (m, 2H), 3,82 (m, 4H), 3,70 (s, 3H), 3,37 — 3,23 (m, 1H), 2,00 — 1,86
(m, 4H), 1,48 — 1,33 (m, 1H), 0,83 — 0,76 (m, 1H), 0,68 — 0,58 (m, 2H), 0,39 — 0,33 (m, 1H).
LCMS (Cnioco6 T4): Rt 2,91 munyTsl, Mmacca/3apsn paced. 1t CosHasFsNeO2™ [M+H]™: 537,2032,
Haiinennoe 3Hauenue: 537,2036.

TIpumep 3a: (S)-10-((2-(3-oxca-8-azadouumknof3.2.1]oxkran-8-uia)-S-xJopnupumMuana-4-

WJI)AMHUHO)-2-IHKJonponui-3.3-nudprop-7-(merna-d3)-1,2.3.4-TeTparuapo-

[1.4]oxcazennno|2,3-c][1.8]|nadTupuann-6(7H)-on

4 F

[00143] Cwmecsk 3-okca-8-a3abunukio|3.2.1]okrana rugpoxyopuna (13,4 mr, 0,09 MMob),

(N

DIPEA (23 mxku, 0,13 mmonb) u (S)-2-muknonponui-10-((2,5-auxnopnupuMuanH-4-1i1)aMIHO )-



10

15

20

25

112

3,3-mudrop-7-(merun-d3)-1,2,3,4-rerparunpo-[ 1,4 Jokcazenuno[2,3-c][ 1,8 Jnadpranpunnn-6(7H)-
oHa (rpomexxyTouHoe coequHenue A3, 9 mr, 0,019 mmons) B NMP (0,8 mu) B atmocdepe aprosa
HarpeBamu npu 140°C B HarpeBarenbHOM Oyioke B TeueHue 10 u. HeouuimeHHbIH mpoOayKT
pazbaBmsuin ¢ momompro DMSO (1 M) u ouumanu ¢ TOMOLIbE oOpaigeHHO-(pa30Bok
xpomarorpaduu (Biotage Ultra C18 na 12 1, 10-60-90-100% metanona B Boae, Moaudukarop,
npeacrasisromuii  codori 0,1% MypaBbUHON KHCIOTHI). ®Ppakuuu, comepiKaife MPOaYKT,
o0BEeqUHIIN U TponycKaiu 4epe3 KomoHky SCX-2 (2 r), mpombiBaiu MeTaHoJoM (15 mun) u
smoupoBan 2M  MeraHONBHBIM aMMuakoM (30 mir). @pakumu amMMuaka OOBEAMHSIN U
BBINAPHUBAJIH [TPH MOHWKEHHOM JaBJIEHUH C TIOJYYEHHUEM YKA3aHHOTO B 3aTOJIOBKE COSIMHEHHS B
BUJIE PpsA3HO-Oenoro Teepaoro Bemectsa (8 mr, 0,015 mmons). 'H AMP (600 MI'u, MeTtanos-ds)
68,85(d,/=23Tu, 1 H),8,46(d, /=231, 1 H), 8,00(s, 1H),4,54-4,38 (m, 4 H), 3,71 (d,J
=10,811, 2 H),3,55(d,/=10,8T'y, 2 H), 3,35-3,28 (m, 1 H), 2,04-1,91 (m, 4 H), 1,41-1,34 (m,
1 H), 0,82-0,75 (m, 1 H), 0,68-0,56 (m, 2 H), 0,40-0,32 (m, 1 H); HRMS (Cnoco6 T4) RT =
2,96 munyThI, Macca/3apsan paccd. misa CasHasD3CIFoN-O3™ [M+H]™: 549,2015, Haiinennoe
3HaueHue: 549,2015.

IIpumep 4a: (S)-10-((5-xa0p-2-(3-MmeTH.a-1,2.4-0Kcaanuasoa-S-ua)nupuauH-4-uja)aMHuHO )-

2-nuKJjaonponua-3,3-nudprop-7-merni-1,2,3.4-rerparnapo-[1.4Jokcazenuno|2,3-c]xuHoIHuH-

6(7H)-on
N Cl N o)
|
PR edses
N-O H

[00144] Cwmecp (5)-10-amunO-2-tHKNIONPOITIII-3,3-aUdTOp-7-MeTH-1,2,3 4-TeTparuapo-

[1,4]okcazenuno[2,3-c[xunonua-6(7H)-ona (mpomekytouHnoe coemuHenue B1, 11 wmr, 0,034
MMOJIb), 5-(4,5-nuxnopnupuaus-2-mn)-3-metii- 1,2, 4-okcanuazona (TpoMeKyTOYHOE
coemunenne C1, 9,8 wmr, 0,043 wmmonb), kapOonata mne3ust (90,8 wmr, 0,28 wmwmob),
Tpuc(audbersmmneHaneroH )qunauiaausi(0) (3 mr, 0,003 mmons), anerara nauaaus (II) (3,2 mr)
u Xantphos (11,9 mr, 0,021 mmons) B DMF (0,35 mu) u Tonyone (0,35 mi) B arMmochepe aprona
HarpeBau 10 100°C B Teuerue 90 muH. PeakimionHyto cmech oxiaxkaanu ao rt. Jlobassiu Bomy
(10 mum) m BomHBIN pacTBOp 3KcTparuposanu ¢ nomompio EtOAc (5 x 10 mu). Opranuyeckue
SKCTPAKThl OOBEAMHSANM, MPOMBIBAIN C TIOMOILIBIO cojeBoro pactsopa (10 mi), BeICyLIMBaIU

(Na2S04) 1 KOHIIEHTPUPOBAJIH IPU MOHMKEHHOM JaBjieHnH. HeounIneHHbIH TPOAYKT PaCTBOPSLIH
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B DMSO (1.0 M) M HEmoCPeACTBEHHO OUYMIIAIM C TIOMOIIBIO OOparieHHO-(pa30BOMl
xpomarorpadpuu (xomonka Biotage Ultra C-18 na 12 r; 10-60-80-100% wMeranona B Boxe
(Mmomudukarop, mnpexacraBmsromuii coboii 0,1% MypaBbUHOW KHCIOTBHI)) C TMOJy4YEHUEM
yKa3aHHOTO B 3arojioBke coenunenus (1,7 mr, 0,003 MMoJb) B BuIe OJIeHO-KEITOTO TBEPAOTO
emectsa. 'H SIMP (600 MI'n, CDCls) & 8,57 (s, 1H), 7,61 (s, 1H), 7,50 - 7,46 (m, 2H), 7,45 -
7.43 (m, 1H), 6,75 (s, 1H), 4,65 (dd, J= 16,2, 13,3 T, 1H), 4,44 (ddd, J = 26,8, 13,3, 6,1 Ty, 1H),
421 (brs, 1H), 3,77 (s, 3H), 3,38 - 3,31 (m, 1H), 2,46 (s, 3H), 1,34 - 1,28 (m, 1H), 0,87 - 0,82 (m,
1H), 0,72 - 0,67 (m, 1H), 0,66-0,60 (m, 1H), 0,33 - 0,28 (m, 1H); HRMS (Crioco6 X4) RT = 2,93
MuHyTBI, Macca/3apsan paccd. s CaaHoCIFaNgOs™ [M+H]™: 515,1404, HalineHHOe 3Ha4YEHME:
515,1397.

Ilpumep 4b: (S)-10-((3-xs10p-2-pTOpNIUPHANH-4-UIT)AMHHO)-2-UIHKJIONPONHI-3,3-

audrop-7-mernia-1,2,3.4-rerparuapo-[1.4]okcazenuno|2.3-c]xunoaun-6(7H)-on

£ |
’fICI N (o]
N N s 0
H HN
§ |2|=

F

[00145] Cwmecp (S)-10-amunO-2-tmknonponui-3,3-gudrop-7-merui-1,2,3,4-Terparuapo-
[1,4]okcazenuno|2,3-c[xunonun-6(7H)-ona (mpomexyrounoe coenunenue Bl, 10 mr, 0,031
MMOJIb), 4-0pom-3-xy0p-2-¢proprnupuauna (8 mr, 0,038 mmounb), kapbonara mesus (81 mr, 0,25
MMOJIb), Tpuc(aubensmmuaeHanetoH )qunamuianusi(0) (3,9 mr, 0,004 mmons) u Xantphos (11,6 mr,
0,020 mmonb) B DMF (0,3 mi) u tonyosne (0,3 mi) B armocepe aprona Harpesainu npu 80°C B
tedenue 90 muH. Jlobasmnsum Boay (15 M) i BomHYI0 cMech skcTparuposanu ¢ nomoursio CHyCly
(4 x 10 mur). Opranuyeckre S5KCTPaKTbl O0BETUHSIIH, TPOMBIBAIH C IOMOIIBIO COJIEBOTO PACTBOPA
(10 ™), BeicymuBanu (Na;SO4) u nepeMernvBainy B TedeHne Houn B npucyrcrsuud MP-TMT ¢
ynanenuem ocratouHoro Pd. I'panynbsl ordunbTpossiBaiy, npombiBaiu ¢ nomomsio CH>Cly u
($UIbTpaT KOHLIEHTPUPOBAIU MIPU MOHWKEHHOM JaBJieHNH. HeounmeHHbIi MPOAYKT pacTBOPSIIH
B DMSO (1,0 mi) u ounimanu ¢ momMompeio oOpatieHHo-(a30Bol xpomarorpaduu (KOJOHKA
Biotage Ultra C-18 wHa 12 r1; 10%-60%-80%-100% w™eranona B Boae (Momudukarop,
npencTaBisrommi codoii 0,1% MypaBbHHON KUCJIOTHI)) C MOJTYYSHHEM YKa3aHHOTO B 3arOJIOBKE
coenunenus (5,8 mr, 0,013 MMonb) B Bufie IpsA3HO-Oenoro Tepaoro Bemectsa. 'H SAMP (600

MT 1, Metanon-ds) § 8,00 (d, J=2,3 T, 1 H), 7,68 (d,J=15,9Tw, 1 H), 7,62 (d, J=9,0 'y, 1 H),
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7,54 (dd, J=9,0,2,3 Ty, 1 H), 6,69 (d, /J=5,9Tu, 1 H), 4,53-4,37 (m, 2 H), 3,73 (s, 3 H), 3,28
(ddd, J=1838, 10,1, 5,1 I'u, 1 H), 1,42-1,35 (m, 1 H), 0,80-0,74 (m, 1 H), 0,66-0,55 (m, 2 H),
0,35-0,29 (m, 1 H); HRMS (Cnoco6 X4) RT = 2,91 muHyTHI, Macca/3apsn paccd. s
C21H19CIF3N4O," [M+H]™: 451,1143, Halinennoe 3nauenue: 451,1139.

[00146] Coenunenne w3 mnpumepa 4b Takke TMONyYaTd TMOCPEACTBOM CJEOYIOLIEH
MPOLENYPBI; (S)-10-amuno-2-nukaonponui-3,3-nudrop-7-merui-1,2,3 4-reTparunpo-
[1,4]okcazenuno|2,3-c|xunonua-6(7H)-oH (mpomeskyTouHoe coenunenne B1, 1,7 1, 5,3 Mmonb),
4-6pom-3-xsop-2-proprmpunuH (1,41 r, 6,7 mmons), auerar nautagus (1) (0,143 r, 0,64 mmoIb),
4,5-6uc(mudenundpocduno)-9,9-numernnkcanren (0,456 r, 0,79 mmonb) u kapboHat uesus (2,7
r, 8,29 mmonb) obbenunsin B atmochepe Nz B 1,4-muokcane (50 mMul) U MOJYYEHHYKO CMECh
HarpeBaju ¢ OOpaTHBIM XOJIOAWJIBHUKOM B TeueHue 2 4. CMech 3aTeM OXJIaKOANH, a JIETY4YHe
BEIECTBA YAAJSUIA MPH MOHMWKEHHOM AaByieHHH. OCTaTOK OYWINAIH C ITOMOIIBI0 KOJIOHOYHOH
¢draewm-xpomarorpaduu (DCM/Celite cyxas 3arpyska, 0-100% EtOAc/H-rentan) ¢ nojgy4eHHeM
YKa3aHHOT'O B 3arojioBke coenuHeHus (1,6 r) B BUAE JKeNTOro/KOPHYHEBOrO TBEPAOTO BEILIECTBA.
JlaHHOE BEIIECTBO JOMOJIHUTENBHO OYMINAIM IIOCPEACTBOM pPACTUPAHMS B MOPOLIOK B
amaTuiioBoM 3dupe:nponan-2-one (9:1), ¢ mocnenyromeit nguodrimMzanne uU3 CyCIEH3UH
MeCN/H20 ¢ monyueHueM yKa3aHHOTO B 3arojIOBKE COEIUHEHHs B Buae Oeloro TBEpAOro
semecta. 'H SIMP (400 MI'u, DMSO-ds): & 8,84 (s, 1H), 8,08 (d, J = 2,0 T', 1H), 7,71 (d, J =
5,8 Ty, 1H), 7,50 - 7,57 (m, 1H), 7,43 - 7,50 (m, 1H), 6,53 (d, ] = 5,8 T'u, 1H), 6,31 - 6,45 (m, 1H),
432 -4,52 (m, 2H), 3,58 (s, 3 H), 3,15 - 3,28 (m, 1H), 1,23 - 1,34 (m, 1H), 0,64 - 0,76 (m, 1H),
0,44 - 0,56 (m, 2H), 0,25 - 0,37 (m, 1H). F SIMP (376 MI';, DMSO-d6): §-74,11 (s, 1F), -101,45
1o -100,49 (m, 1F), -116,69 no -115,21 (m, 1F).

Ilpumep 4c: (S)-2-umkaonponu-10-((2,3-nuxaopnupuann-4-mi)amuno)-3,3-nudrop-7-

meTmia-1.2.3.4-rerparuapo-|1.4]Joxcazenunof2.3-c]xunoanu-6(7H)-ou
Cl |

[00147] K cMecu (S)-10-amunoO-2-1tuKIonponui-3,3-nudrop-7-metun-1,2,.3 4-
teTparunpo-| 1,4]Jokcazennno|2,3-c|xunonuH-6(7H)-ona (mpomexyTodHoro coeanHeHue Bl,

10,2 wmr, 0,032 mmomb), 2,3-nuxiop-4-iiogmupuanna (10,3 mr, 0,038 MMoib), kapOoHaTa Le3us
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(80 wmr, 0,246 mmonb), Tpuc(nudensunuaeHaueron)aunamianusa(0) (3,6 mr, 0,004 mMmonb) u
Xantphos (11,4 mr, 0,020 mmorb) B atmocepe aprora nodasnsian DMF (0,3 mur) u Tonyon (0,3
mi). [Tonyuennyro cmech Harpesanu 1o 80°C B reyenue | 4., 3aTem oxynaxaanu 1o rt. Jlo6asnsim
Boay (15 mu1) U BOAHYIO cMeCh dKCTparupoBaiu ¢ nomombio DCM (4 x 10 mit). Opranuyeckue
SKCTPAKThl OOBEAMHSIM, MPOMBIBAIUA C TIOMOLIBIO COJeBOro pacteopa (10 mir), BeICYLIMBAIN
(Na2S04) n nepemermanu B TeueHre Houn ¢ MP-TMT ¢ ynanerunem octarounoro Pd. I'panyibl
yIAJSUTH ¢ TIOMOIIBIO (PHIIBTPALIAY, TPOMBIBaHUS ¢ MOMOIIb0 DCM, a 00beIuHEeHHBIH PUIbTPAT
KOHLIEHTPUPOBAJIA NPH MOHIKEHHOM JAaBjieHnu. HeounmenHsii npoaykT pacteopsuin B DMSO
(1,0 MJ1) ¥ HEMOCPECTBEHHO OYHINAIH C TIOMOINBIO 0OpateHHO-(pa3oBoi xpomaTtorpaduu (Ultra
C-181Ha 12 1; 10%-60%-80%-100% MeTanona B Bozae (conepxareii 0,1% MypaBbUHONH KHCIIOTHI))
C TIOJTyY€HUEM YKA3aHHOTO B 3arojioBke coennaenus (7,4 mr, 50%, 0,0158 MMoJib) B BUe Ipsi3HO-
6enoro Teepaoro semectsa. 'H IMP (600 MI', Meranon-d) § 8,00 (d, J=2,3Tu, 1 H), 7,83 (d,
J=58Tu, 1H),7,63(d,/J=9,0Tu, 1 H), 7,54 (dd, /=9,0,2,3T, 1 H), 6,74 (d,/J=58Tm, 1
H), 4,53-4,38 (m, 2 H), 3,73 (s, 3 H), 3,32-3,24 (m, 1 H), 1,42-1,35 (m, 1 H), 0,80-0,74 (m, 1 H)
0,66-0,55 (m, 2 H), 0,35-0,28 (m, 1 H); HRMS (Crioco6 X4) RT = 2,99 munyTsI, Macca/3apsin
paccu. mist Co1Hi9oCLFaN4O, " [M+H]™: 467,0853, Haiinennoe 3Hauenue: 467,0853.

Ilpumep 4d: (S)-10-((2-xy10p-3-pTOpHIUPHIANH-4-UT)AMUHO)-2-HHKJIONPONHI-3,3-

uprop-7-mernia-1,2.3.4-rerparuapo-[1.4Joxcaszennnol2,3-c]xunoanu-6(7H)-on

Cl |
T/jF N _-O
NS N Z~o
H

HN

4 ;

[00148] Coenunenue u3 npumepa 4d monydanu crnocodoM, aHAJIOTHYHBIM TOMY, KOTOPBIH

F

NPUMEHSUTH JJIs CHHTe3a COeMHEHHs U3 npumepa 4b, ¢ mpumMeHeHnem 2-xjop-3-¢pTop-4-ton-
nupuausa. 'H SIMP (600 MTI'u, metanon-dy) 7,95 (d,J=2,3 'y, 1H), 7,78 (d, J = 5,7 'y, 1H),
7,60 (d, J=9,0I'y, 1H), 7,52 (dd, J=9,0, 2,3 I', 1H), 6,94 (xaxxymuiics. t, J = 6,0 I'n, 1H), 4,53
-4,37 (m, 2H), 3,72 (s, 3H), 3,28 (ddd, /= 18,7, 10,1, 5,2 ', 1H), 1,43 - 1,35 (m, 1H), 0,81 - 0,74
(m, 1H), 0,66 - 0,55 (m, 2H), 0,36 - 0,30 (m, 1H); HRMS (Cnoco6 X4) RT = 2,90 MuHyTHI,
macca/zapsan paccd. aiast Co1HioCIFsN4O>™ [M+H]™: 451,1148, Halinennoe 3Hauenue: 451,1144.

IIpumep 4e: (S)-10-((3-x10p-2-MeTHIANUPHUAHH-4-HJ1)AMHHO )-2- MU KJI0IPOIHI-3,3-

audrop-7-metna-1,2,3.4-rerparuapo-[1.4]okcasennnol2.3-c]xunoaun-6(7H)-on
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[00149] K cMecHu (S)-10-amuno-2-1uksionponi-3,3-gudrop-7-merun-1,2, 3 4-
teTparunpo-| 1,4]Jokcazennno[2,3-c|xunonun-6(7H)-ona (npomexxyrounoe coenuHenne Bl, 35

M 0,11 MMOJTb), 3,4-nuxnop-2-merunnupuauHa (26,5 MT, 0,16  mmob),

tpuc(nudersmmuaeHaneron )aunamiaaus(0) (10 mr, 0,011 mmons), Xantphos (38 wmr, 0,065
MMOJIb) 1 KapboHaTa uesus (284 mr, 0,87 MMoiib) B atMocdepe aprona nodasmnsi DMF (0,5 mo)
u Tonyou (0,4 mi). [Tonydyernyro cmech HarpeBanu npu 140°C mox MUKPOBOJIHOBOM H3JTy4E€HUU
B TeueHue 90 MUH., 3aTeM AOMOJHUTENbHO HarpeBanu npu 100°C B TeueHue 6 4., 3aTeM CHOBa
npu 140°C B Teuenue 3 yacoB. PeakIMOHHYIO CMeCh OXJIaKAaNU A0 It, KOHLIEHTPUPOBAIU MPU
NOHM)KEHHOM JIaBJICHHH, MOBTOPHO pacTtBopsuii B DCM (~20 mir) 1 npombiBanu Boxoit (2 x 10
mi1). PacTBopuTenb yoansiaM NpU NMOHM)KEHHOM JIaBJIEHUU M PEAKLMOHHYIO CMECh OUYHINAIH C
MOMOIIBIO KOJIOHOUHOM xpoMaTorpadust (ot 0% no 10% meranosa 8 DCM) ¢ nony4eHreM TeMHO-
opamkeBoro mMacna. [Iponykr 3arpy»xanu B konosHky Isolute SCX-2 (2 r) u KOJOHKY TPOMBIBAJIH
METAaHOJIOM, a 3aTeM 3Jrouposanu ¢ nomoupro 20% 1,4 M MeranonsHoro ammuaxa. Ilpoaykr
JOMOJHUTEIBHO OUHUINAIHN C TOMOIIBI0 00palieHHO-(ha30BoH KonoHOUHOH xpomaTtorpaduu (C18
Sfar; 40-90% wmetanona B Boxe (0,1% MypaBbHUHOW KHCIOTBHI)) C MOJyYE€HHEM YKa3aHHOTO B
3arojoBKe COEIMHEHMs B BUAe Oenoro Teepioro pemectsa (25,2 mr). 'H AMP (600 MI,
Meranon-dys) 6 7,98 (d, /J=2,3Tu, 1 H), 791 (d, J=5,8T1, 1 H), 7,62 (d,J=9,0 'y, 1 H), 7,55
(dd,J=9,0,2,3T, 1 H), 6,72 (d, J=5,8Twu, 1 H), 4,54 - 4,37 (m, 2 H), 3,74 (s, 3 H), 3,33 - 3,15
(m, 1 H), 2,56 (s, 3H), 1,43 — 1,35 (m, 1 H), 0,81 — 0,73 (m, 1 H), 0,67 — 0,55 (m, 2 H), 0,36 —
0,29 (m, 1 H); HRMS (Cnioco6 X4) RT = 1,93 munyTsI, Macca/3apsia paccd. aist CoHrCIFaN4 02"
[M+H]": 447,1399, Haiinennoe 3Hauenue: 447,1384.

Ilpumep Sa: (S)-2-uukjgonponuua-3.3-nudprTop-10-((5-prop-2-((1R.5S,7R)-7-ruapoxcu-3-

oKca-9-a3adounuka0]3.3.1]Honan-9-ua)nupumMuanH-4-na)aMuHo)-7-metuia-1.2,3.4-

Terparuapo-[1.4Jloxcazenunol2.3-clxunoanu-6(7H)-ou
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Cmaousa 1. 2-Xnop-5-cbmop-4-(memunmuo) nupumuoun

[00150] Tuomerokcun Hatpusi (127 mr, 1,81 MMonb) H00aBSIA K TMEepEMENIMBAEMOMY
pactBopy u3 2,4-nuxnop-S-proprupumuanna (0,3 r, 1,8 mmons) B THF (2 mir) 1 Bozb! (2 Mut) mpu
0°C. IlonyueHHYIO cMech MepeMelInBalili PYU KOMHATHOM TeMiepaType B TeueHue 24 4., 3aTem
nobasysuin Boxy (20 MuT) M BOIHYIO cMecCh 3KcTparupoBaiu ¢ nomombio EtOAc (2 x 20 m).
Opranudeckne 3KCTPAKTbl OOBENMHSITN, TIPOMBIBAJIA C MOMOIIBIO COJIEBOTO pacteopa (20 mi),
BeicymuBasy (Na;SOs) U KOHLEHTPUPOBAIH i1 VACUO C TIONyUYeHHEM YKa3aHHOTO B 3aroJjIOBKe
coenuHenus (228 mr, 71%) B Bume Oenoro TBEPAOrO BEIIECTBA, KOTOPOE HCIOIB30BAIU Oe3
JOMOIHUTEMbHBIH ouncTky. . 'H SIMP (500 MTI'u, CDCl5) & 8,10 (d, J = 1,4 I', 1 H), 2,62 (s, 3
H); LCMS (Cnoco6 T2); RT 1,23 munyTsI, Macca/3apsn 178,9987 [M+H]".

Cmaous 2. (1R,58, 75)-9-(5-Omop-4-(memurmuo Jnupumuoun-2-ui)-3-okca-9-

asaouyurno/3.3. 1 Jnonan-7-on [snoouzomep]

[00151]  3aneuartanHblii QuakoH, coxepkamuil 2-xyu0p-5-PpTop-4-(METUITHO)TUPUMUANH
(0,23 1, 1,27 mmonb), (1R,58S,7s)-3-okca-9-azabuumkio[3.3. 1 ]JHoHan-7-ona ruapoxnopun (0,25 r,
1,39 mmonw) u DIPEA (0,89 mu, 5,11 mmoss) B IPA (2,5 mut), Harpesanu npu 120°C B TeueHue
22 4., nonojHUTENbHO HarpeBanmu npu 140°C B TedeHue 5 AHEH, 3aTeM KOHLEHTPHUPOBAIHU i71
vacuo. C MOMOLIBI0 OYUCTKH ¢ ToMoIIbio ern-xpomarorpaduu (KP-sil Ha 10 r; 0%-70% EtOAc
B LIMKJIOTEKCAHE) MOJIy4ald YKa3aHHOe B 3aroyioBke coeaunenue (0,22 r, 60%) B Bune Oenoro
TBEPJOrO BEIIECTBA, KOTOPOE HCIMOJB30BAIM 0€3 MOMOJHUTENbHOW OYHUCTKH B IOCIENYIOIEH
cramquu. "H IMP (500 MI'u, CDCI3) § 7,89 (d, /= 1,9 T, 1 H), 5,64 (d, J= 12,6 ', 1 H), 4,69
(brs, 2 H), 4,00-3,92 (m, 3 H), 3,88-3,82 (m, 2 H), 2,50 (s, 3 H), 2,24 - 2,16 (m, 2 H), 1,87 (dd, J
=15,0, 1,1 T'y, 2 H); LCMS (Cnoco6 T2); RT 1,44 munyTsr, Macca/3apsn 286,2016 [M+H]".

Cmaous 3. (I1R,58, 75)-9-(5-Omop-4-(memuicynsgonun)nupumuoun-2-un)-3-okca-9-

azabuyurinol3.3. 1]-nonan-7-o1 [sn00uzomep]

[00152] 3-XmopnepoxcuOensoitnyto kucioty (0,42 r, 1,88 MMounb) nobasisian NOPLUUAMHU
K nepemenrnBaeMomy pactBop u3(1R,5S,7s)-9-(5-pTop-4-(MeTunruo)nupuMuanH-2-mi)-3-oKca-
9-azabunmkio[3.3.1]-HoHan-7-ona (0,22 r, 0,76 mmonb) B DCM (4 M) u MeCN (4 mu) npu 0°C

B Ar. Peakuinonnyo cMmech nepememnsanu npu 0°C B TedeHre 5 MUH., 3aT€M HarpeBaju a0 It U



10

15

20

25

30

118

nepeMernBad B TeueHue 2 4. Peakimonnyo cMech pazdaisin ¢ nomousio DCM (30 mi) u
OpPTaHUYECKYI0 CMECh NMPOMBIBaIN ¢ momouipio 1 M cynbdura Hatpus (30 mi) U Hac. BOAH.
NaHCOs (20 wmu). IlpoaykTel mocie NPOMBIBKM BOIHBIM PAacTBOPOM OOBEIUHSIIH U
skcTparupoBaan ¢ nomoupto DCM (20 mu). OpraHudeckue SKCTPAKThl  OOBEIMHSIIH,
BeicymuBasu (Na2SO4) U KOHUEHTpUpOBaH in vacuo. C MOMOIIBIO OUYUCTKH C MOMOIIBIO (iier-
xpomarorpadpuu (KP-sil Ha 10 r; 0%-10% MeOH B DCM) nosydanu yka3aHHOE B 3arOJIOBKE
coenunenue (0,25 r, 106%) B BUIE BA3KOTO JKEITOTO TBEPAOTO BELIECTBA, KOTOPOE HCIIOIB30BAIIH
6e3 IONMONHUTENbHbII O4MCTKA B MocAeayomux craausx. 'H IMP (500 MI'u, MeOD-dy) § 8,63
(d,/=2,1Tn, 1 H), 4,81-4,64 (m, 2 H), 4,00-3,96 (m, 2 H), 3,93-3,88 (m, 1 H), 3,86-3,80 (m, 2
H), 3,32 (s, 3 H), 2,29-2,15 (m, 2 H), 1,88 (dd, /= 14,9, 1,3 I'y, 2 H). LCMS (Cnioco6 X2) RT
1,06; macca/zapsn 300,0919 [M-H>O+H]".

Cmaous 4. (S)-2-yuxnonponui-3,3-ougpmop-10-((5-pmop-2-((1R, 55, 7R)-7-2udpokcu-3-okca-

9-azabuyurno/ 3. 3. 1 Jnonan-9-un)nupumuoun-4-wi)amuno)-7-memui-1, 2, 3, 4-mempazuopo-

[1,4]oxcazenunol2,3-c[xunonun-6(7H)-on

[00153] K cMecHu (S)-10-amuno-2-uksonpomnwi-3,3-gudrop-7-metun-1,2, 3 4-
terparuapo-| 1,4]okcazenuno|2,3-c|xunonna-6(7H)-ona (mpomeskyTouHoe coequHenue B1, 29,1

mr, 0,091 wmmomb), (IR,5S,7s)-9-(5-¢prop-4-(MeTnincynbhoHuT)TUPUMUANH-2-1IT)-3-0KCca-9-

azabunmkio[3.3.1]Honan-7-oa (u3 craguu 3, 32 mr, 0,10 mmosb) B 2,2,2-tpudropatanose (0,9
mi) nobaBiusm TpudTopykcycHyro kucnory (7,7 wmxin, 0,10 mmonb). IlomyuenHyro cmech
HarpeBasu B armocdepe aprona no 70°C B TedeHue 16 4., 3aTeM KOHIEHTPUPOBAJIH IPU
MOHMKEHHOM JiaBfieHHH. OcTaTok MOBTOPHO pacTBopsuin B DM SO (1 MJT) ¥ OYHIIATH ¢ TOMOIIBIO
oOpatueHHo-(pa30Boi xpomarorpaduu (kojonka Biotage C-18 Ha 12 r; 10-75-85-100% meranona
B Boze (MonmudukaTop, mpeactaBisromui codoi 0,1% MypaBbUHOW KHCITOTHI)). DPpakuuy,
cofieprKalife MPONYKT, OOBEIUHSUIN U Ipornyckanu depe3 kojoHKy SCX-2 (2 r), mpoMbIBaIu
metaHoJsioM (30 mut) U 3roupoBaii 2M MeTaHOJIBHBIM aMMHuakoM (30 mit). AMMuadHble QpaKIuH
OOBEIUHSIN BBINAPUBAIM TPU NMOHWKEHHOM JAaBJIEHUH C TIOJIYYEHHEM O€XEeBOro TBEPIOTrO
BEIECTBA, KOTOPOE PACTHUPAIH B MOPOLIOK C METAHOJIOM/AMSTHIIOBBIM 3(UPOM C TOIYUYEHUEM
yKa3aHHOTO B 3aroyioBke coemuHeHust (10 mr, 0,018 mMMonb) B Bume IpsisHO-0EJIOro TBEPAOTO
BemecTsa. 'H AMP (600 MI'u, DMSO-ds) § 9,39 (s, 1 H), 8,17 (brs, 1 H), 8,05 (d, J=3,6T1, 1
H), 7,71 (xaxymutiics. d, J=8,5Tn, 1 H), 7,43 (d, /=9,1 T, 1 H), 6,61 (brs, 1 H), 5,16 (d, J =
11,7 I'u, 1 H), 4,64-4,21 (m, 4 H), 3,80 (br s, 2 H), 3,70-3,62 (m, 3 H), 3,55 (s, 3 H), 3,23-3,17
(m, 1 H), 2,13-1,99 (m, 2 H), 1,61 (xaxymuiics. d, /= 14,3 I'y, 2 H), 1,35-1,27 (m, 1 H), 0,74—
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0,67 (m, 1 H), 0,53-0,46 (m, 2 H), 0,38-0,32 (m, 1 H); HRMS (Cnoco6 X4) RT 2,72 MuHyTHI,
macca/3apsn paccd. mist Ca7HzoF3NgOs™ [M+H]+: 559,2280, Halinennoe 3nauenue: 559,2290.

IIpumep 6a: (S)-10-((5-xa0pnupuMHUAHH-4-HJ1)AMHHO)-2-IUKJI0NPOonuI-3,3-1udrop-7-

meTni-1,2.3.4-rerparuapo-[1.4Joxkcasenunol2.3-c]xunoanu-6(7H)-on

|
CIEJ@QI
H HN. 3
<\ Fr

[00154] Cwmecp (S)-10-amunO-2-nHKIONPOIIIII-3,3-aUdTOp-7-MeTHA-1,2,3 4-TeTparuapo-
[1,4]okcazenuno[2,3-c|xuHonua-6(7H)-oHa (mpomeskytouHoe coenuHenue Bl, 9.2 wmr, 0,029
MMOJIb), U 4,5-muxnoprupumunnsaa (12 mr, 0,08 mmons), u DIPEA (30 mxi, 0,17 mMMmonb) B
aneronutpuiie (0,6 Mi1) HarpeBaju B 3amedaTaHHOH koyibe B armocdepe aproHa mo 140°C B
TedeHue 18 4., 3aTeM KOHLEHTPUPOBAIU IPH MOHIKEHHOM aaBiieHHH. OCTaTOK pacTBOPSIIN B
DMSO (0,8 mut) 1 ounimanu ¢ oMo obparneHHo-(pa30Boi xpomarorpaduu (konoHka Biotage
C-18 na 12 r; 10-55-80-100% meraHosa B Boxe (Moaudukarop, npeacrapisiromuii codoit 0,1%
MypaBbUHOM KUCNOTHI)). [TonyueHHbIl MaTepra ObLT TOMOJIHUTENBHO OUUIIEH C IPUMEHEHHEM
xosoHku SCX-2 (1 r) ¢ mpombiBKO# MeTanosoM (10 mut) u smoupoBanueM 2M MeTaHOJIbHBIM
ammuakom (10 mur). @paxuuu, copepskaliyde MPOAYKT, KOHLEHTPUPOBAIU IPH MOHUKEHHOM
JaBJICHUH C MOJIyYeHHEeM YKa3aHHOTO B 3aroyioBke coenuuenus (2,4 mr, 0,0055 Mmounb) B BUIe
’eJToro TRepaoro semectsa. H IMP (600 MI', Meranon-dy) § 8,43 (s, 1 H), 8,37 (s, 1 H), 8,19
(d,/=23Tu, 1 H),7,86(dd,/=9,1,2,3Ty, 1 H), 7,56 (d, /J=9,1Tn, 1 H), 4,53-4,37 (m, 2 H),
3,72 (s, 3 H), 3,35-3,28 (m, 1 H), 1,44-1,37 (m, 1 H), 0,82-0,76 (m, 1 H), 0,70-0,64 (m, 1 H),
0,63-0,57 (m, 1 H), 0,40-0,34 (m, 1 H); HRMS (Crnioco6 X4) RT = 2,68 MunHyTbI, Macca/3apsia
paccu. nst C20Hi9CIF2NsO2 ™ [M+H]™: 434,1195, Halinennoe 3na4genue: 434,1188.

TIpumep 7a: (2S)-10-((2-(3-anerna-3.8-nuazaduunkaol3.2.1]Joxkran-8-na)-5-

XJOPHHPHUMHANH-4-H1)AMHHO)-2-IHKJonponuia-3.3-nudrop-7-merua-1,2,3.4-teTparuapo-

[1.4]oxcazenunol2.3-c]xunoauu-6(7H)-on
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TIpumep 7b: (2S)-10-((2-(8-aneTni-3.8-auazadouumnkiaol3.2.1]Jokran-3-ui)-5-

XJOPIHPHUMHINH-4-H1)AMHHO)-2-IHKJonponuia-3.3-nudrop-7-merua-1,2.3.4-rerparuapo-

[1.4]oxcazenunol2.3-c]xunoauu-6(7H)-on

I
S CCE
\ngg;’/ H HN\_&

§ INF

4 F

Cmaous 1. mpem-bymun-3-auemun-3,8-ouazabuyurno/3.2. 1] oxmaun-8-xapboxcuiam

[00155] Auermna  xmopun (0,11 wmy, 1,55 wmmonb) nodaBisii TO  KamisiM K
NepeMenInBaeMOMY PacTBOpy TpeT-OyTui-3,8-nuazabunmkiio[3.2.1]Jokran-8-kapbokcumnara (0,3
r, 1,41 mmonb) u TpusTunamuna (0,43 mi, 3,09 MMonp) B 6€3BOAHOM AuXJIOpMeTaHe (4 MiT) rpu
0°C B atmoc(epe aprona. PeakimoHHYIO cMech NepeMeIlnBalid Mpu It B TeueHue 6 4., 3aTeM
KOHLIEHTpUpoBau in vacuo. Octatok noBTopHO pacTBopsuin B EtOAc (30 mu) u mpomsiBanu ¢
nomotbto 1M HCI (2 x 15 min), Haceimennoro Boa. NaHCO3 (30 M) u coneBoro pactsopa (30
mit). Opranuyeckuii cinoit BeicymmBainn (NaxSO4) U KOHLEHTPUPOBAU i1 VACUO C TIOTYYSHUEM
YKa3aHHOT'O B 3arojioBke coenarHenust (266 mr, 74%) B Buae KeNTOr0 MaC/ISTHUCTOTO BELIECTBa,
KOTOpOE MPUMEHsH 6e3 JonoaHuTenbHol ounctky. 'H SIMP (500 MI', CDCl3) § 4,36 - 4,16 (m,
3 H), 3,50 - 3,45 (m, 1 H), 3,40 (brs, 1 H), 2,85 (br s, 1 H), 2,09 (s, 3 H), 2,00 - 1,86 (m, 2 H),
1,73 - 1,60 (m, 2 H), 1,48 (s, 9H).

Cmaousa 2. ['uopoxiopuo 1-(3,8-ouazabuyuriof3.2. 1 Joxkman-3-un)sman-1-ona

[00156] 4M HCI B 1,4-nuokcane (3,50 mu, 14 MMoib) DOOABIISUIU O KATUISIM K PaCTBOPY
TpeT-OyTui-3-auerui-3,8-auasabunmkiio[3.2. 1 Jokran-8-kapbokcunara (w3 cragmu 1, 266 wr,
1,05 mmonp) B DCM (5 mu) mpu 0°C. PeakimoHHOH cMeCH MO3BOJISIIM HArpeBaThesl 10 It |
nepeMeNnBali B TeueHue 15 4., 3aTeM KOHLEHTPUPOBAIH i#1 VACHO W BBICYIIMBAIH B BAKYyME C
NOJIy4€HHEM YKa3aHHOTO B 3arojioBke coennHeHus (216 mr, 108%, 1,1328 mmoIb) B Buze rps3HO-

6€eJ10ro TUrpOCKONUYECKOro Teepaoro semectsa. 'H SIMP (500 MI'u, DMSO-ds) § 9,57 - 9,22 (m,
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2 H), 4,17 (xaxymuiics d, J = 14,1 'y, 1 H), 4,00 (br s, 2 H), 3,75-3,69 (m, 1 H), 3,56-3,50 (m, 1
H), 3,00 (xasxymuiics d, J = 14,1 'y, 1 H), 2,03 (s, 3 H), 1,95-1,79 (m, 3 H), 1,65-1,53 (m, 1 H)
Cmaous 3. (25)-10-((2-(8-Ayemun-3,8-ouazabuyuxno/ 3. 2. 1 Joxman-3-un)-5-xiopnupumuoun-

4-un)amuno)-2-yurxnonponui-3, 3-oubmop-7-memui-1,2, 3, 4-mempacuopo-[ 1,4] oxcazenuno/ 2, 3-

¢[xunonun-6(7H)-on u (25)-10-((2-(3-auemun-3,8-ouazabuyurno/3.2. 1 Jokman-8-ui)-3-

XAOPRUPUMUOUH-4-11)amuno)-2-yurionponui-3,3-oucdmop-7-memun-1,2, 3, 4-mempazuopo-

[ 1,4 ]oxcaszenunol 2, 3-c[xunonun-6(7H)-on

[00157] Cwmecs (S)-2-umknonponmi-10-((2,5-mux nopmupUMHINH-4-1T)aMUHO)-3,3 -
nudrop-7-metun-1,2,3,4-rerparunpo-[ 1,4]okcazenunno| 2,3 -c |xunomH-6(7H)-oHa
(mpomeskytouHoe coequuenue Al, 14,80 mr, 0,0316 mmonsb), 1-(3,8-nuazadbunukio[3.2. 1]okran-
3-mi)sTan-1-oHa runpoxnopuna (w3 cranuu 2, 12,8 mr, 0,067 mmons) u DIPEA (44 mkn, 0,26
mmodb) B NMP B atmocdepe aprona Harpesanu ripu 140°C B Teuenne 16 4. PeakiinoHHyro cMech
pacteopsuin B DMSO (0,8 M) 1 ounimamu ¢ moMoInpio odpameHHo-(pa30oBol Xxpomarorpadun
(xononka Biotage Ultra C-18 na 12 r; 10-60-80-100% wmeranona B Boxe (Moaudukarop,
npeacrasisomuil coboit 0,1% mypaBpuHON KHCHOTHI)). Ppakumm, copepikamiue MPOAYKT,
o0benuHsIN U nponyckaiu depe3 konoHky SCX-2 (2 r), mpombiBanu MeraHodoM (10 mi) u
smonpoBan 2M MeraHOJBHBIM aMMuakoM (30 mu). AMMuauHble Gpakiuu OOBENUHSIN U
BBINAPUBAJIH NP MOHWKEHHOM JJABJIEHUH C MTOJy4eHUEM CMECH Pernon3oMepoB. [laHHyro cmech
pactBopsuiu B cMect DMSO/MeCN (1 mi) 1:1 u ounmanu ¢ nomombsto HPLC (2 BBeneHus,
kosnionka Phenomenex Gemini C18 110A (5 mxwm, 250 x 10 mm);15 muH. rpaaueHt ¢ 45:55 no

30:70 H2O:MeOH (o6a momuduuuposansr 0,1% MypaBbUHOM KUCIIOTO); CKOPOCTh MOTOKA 5
1

wi/mMuH. ", 1260 Infinity [IMS-Prep LC). PaHHuWil 3mOMpPOBaHHBI OCHOBHOH MPOAYKT,
COeIMHEHHE U3 IpuMepa 7a, mosy4danu B Buae Oenoro Teepaoro Bemectsa (6,2 mr, 0,011 Mmmounb).
[To3gHMI >FOMPOBAHHBIA BTOPOCTENICHHBIN MPOAYKT, COCAMHEHHE U3 MpuMepa 7b, KOTOpBIH
MPEINONOKUTENIBHO SBIIAETCST PE3YJbTATOM IepeMEIleHUs] aleTUIbHON TIpynnbl B MeHee
HANpPsDKEHHOE TIOJIOXKEHHE B MCXOIHOM MaTepualie, MoJlydasd B BUAE I'PA3HO-O€JI0ro TBEpAoro
Bemiectsa (2,5 mr, 0,004 MMoB).

Tpumep 7a: '"H IMP (600 MI', metanosn-ds) & 8,06 - 8,02 (m, 1H), 8,02 - 7,99 (m, 1H), 7,95
(ddd,J =9,1,4,6,2,3 'y, 1H), 7,57 (d, J=9,1 T'y, 1H), 4,63 - 4,56 (m, 2H), 4,53 - 4,38 (m, 2H),
4,23 - 4,16 (m, 1H), 3,72 (s, 3H), 3,67 - 3,61 (m, 1H), 3,43 (d, J= 12,5 T'y, 1H), 3,36 - 3,27 (m,
1H), 2,92 (d, J= 13,0 'y, 1H), 2,07 (s, 3H), 2,03 - 1,92 (m, 2H), 1,83 - 1,76 (m, 1H), 1,71 - 1,65

(m, 1H), 1,46 - 1,35 (m, 1H), 0,82 - 0,75 (m, 1H), 0,69 - 0,63 (m, 1H), 0,63 - 0,57 (m, 1H), 0,38 -
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0,31 (m, 1H); HRMS (Cnioco6 X4) RT = 2,93 munyTsl;, Macca/3apsa paccd. mst CosHz 1 CIF2N,O3"
[M+H]": 586,2139, Haiinennoe 3Hauenue: 586,2120.

Hpumep 7b: 'H AMP (600 MI', meranon-dy) & 8,07 (dd, J=7,4,2,3 Ty, 1 H), 7,98 (d,J=1,3
I'u, 1 H), 7,92 (dd, J=9,1,2,3Tu, 1 H), 7,57 (d, /=9,1 'y, 1 H), 4,71-4,63 (m, 1 H), 4,54-4,38
(m, 2 H), 4,36-4,24 (m, 3 H), 3,73 (s, 3 H), 3,36-3,27 (m, 1 H), 3,08-2,98 (m, 2 H), 2,11 (d, J =
1,4 Ty, 3 H), 2,03-1,95 (m, 1 H), 1,89-1,81 (m, 1 H), 1,81-1,75 (m, 1 H), 1,74-1,68 (m, 1 H),
1,47-1,35 (m, 1 H), 0,83-0,76 (m, 1 H), 0,69-0,58 (m, 2 H), 0,38-0,32 (m, 1 H); HRMS (Crniocob
X4) RT = 2,97 munytel, macca/zapsm paccu. misi CosH3zCIFaN-,Os™ [M+H]™: 586,2145,
Halinennoe 3nauenue: 586,2132.

TIpumep 8a: (S)-10-((5-xa0p-2-(AMMEeTHJIAMHHO )IHPUMHANH-4-HJ1)aAMHHO)-2-

uuKJaonponui-3,3-nudrop-7-merni-1.2,3.4-rerparuapo-[1.4]okcazenuno|2,3-c|XxuHoIHH-

6(7H)-on

N Cl l!l o]

wessed

I H HN\_z

I
[00158] B  3anewaranHyro  kosnOy, comepxkamyro  (S)-2-nukionpornwi-10-((2,5-
AUXJIOPIIUPUMUANH-4-11)aMUHO)-3, 3 -audTop-7-metni-1,2,3,4-rerparuapo-

[1,4]okcazenuno|2,3-c[xunoaun-6(7H)-on (mpomesxkyrounoe coenuHenne Al, 12,7 wmr, 0,027
mmosib) 1 DIPEA (20 mi, 0,12 mmons) B DMF (0.55 mL) B armocdepe aprona moGasisiiu
mumermnamuH (2M B THF, 0,11 mu, 0,2200 mmons). [Tonyuennyro cmech Harpesanu ripu 140°C
1IOJ] BO3/ICHCTBHEM MUKPOBOJIHOBOTO M3JIy4EHHUS B TeUeHHE | 4., 3aTeM pa30aBJIsIN ¢ TIOMOIIBIO
DMSO (0,8 mut) 1 ourinanu ¢ TOMOIIbE obparneHHO-(pa30Boi xpomarorpaduu (koioHka Biotage
Ultra C-18 Ha 12 1; 10-50-70-100% meTaHona B Boae (MOAU(UKATOP, MPEACTABISIOMUN COOOH
0,1% MypaBbUHOW KHCJIOTHI)). DPpakuuy, comepkaiue MPORYKT, OOBENMHSUIM U MPOMYCKAIH
yepes kosoHKy SCX-2 (2 r), mpombiain MeTarojoM (10 mit) u amroupoBainu 2M MeTaHOJIBHBIM
aMMuakoM (25 wmur). AMMuauHble (Qpakiuu OOBEOUHSUIM W BBITAPUBAIN TPU MOHWKEHHOM
JaBJICHUH C TOJYYeHHEeM YKa3aHHOTO B 3arojiopke coenuHenus (6,8 mr, 0,014 mmonb) B BUAe
rps3Ho-6enoro Teepaoro Bemectsa. 'H AMP (600 MI'u, Meranon-dy) & 8,12 (d, /=2,3 ', 1 H),
8,02(dd,J=9,1,23Tu, 1 H), 7,93 (s, 1 H), 7,53 (d, /= 9,1 I', 1 H), 4,53-4,34 (m, 2 H), 3,71
(s,3 H), 3,36-3,28 (m, 1 H), 3,09 (s, 6 H), 1,43-1,36 (m, 1 H), 0,83-0,76 (m, 1 H), 0,70-0,64 (m,
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1 H), 0,64-0,57 (m, 1 H), 0,39-0,32 (m, 1 H); HRMS (Crioco6 X4) RT = 2,47 munyTsI,
macca/3apsn paccd. mist CooHouCIF2N6O2™ [M+H]™: 477,1617, Halinennoe 3Hauenue: 477,1596.

WJI)ITHPUMHAHH-4-WJ1)AMHHO)-2-UUKJI0nponmi-3.3-nudrop-7-meTni-1,2.3.4-rerparuapo-

[1.4]oxcazenno|2.3-c]xunoaun-6(7H)-on: (S)-10-((5-xj0p-2-((3R.5S)-3-dp1op-5-

THAPOKCHNUNePHANH-1-HI)MHPUMIINH-4-HJ1)AMHHO)-2-UHKJIonponui-3,3-1udrop-7-

meTma-1.2.3.4-rerparuapo-[1.4]Joxcazenuno|2.3-c]xuuoaun-6(7H)-ou (1:1)

|
Cl N _-O
Fll, )NL/:I /@; F. )L / y/
O " H HN ogF \Q " H HN§ :2F

I
cl N0

H §|: OH
4

[00159] Cwmecs (S)-2-umknonponmi-10-((2,5-muxnopnupuMHINH-4-1T)aMHUHO)-3,3 -

QOm

mudrop-7-merun-1,2,3,4-terparuapo-| 1,4]okcazenmno| 2,3 -c|xunonun-6(7H)-ona
(mpomesxyTounoe coequHenue Al, 8 mr, 0,017 mmons), pau-(3R,5S)-5-propnunepunnn-3-ona
ruapoxnopuza (8 mr, 0,051 mmone) u DIPEA (0,02 mi, 0,10 mmons) 8 NMP (0,68 mur) Harpesaiu
NOJ BO3JIEHCTBUEM MHUKPOBOIHOBOrO n3nydenus npu 140°C B teyenue 1 4. [lonydyenHyro cmech
ounmanu ¢ nmomousto HPLC (1260 Infinity II Series Preparative HPLC (Agilent, Canta-Kinapa,
CHIA) ¢ npumeHenneM kojoHKH Phenomenex Gemini C18 110A (250 x 21,2 MM) ¢ npuMeHeHHEM
IPAJUEHTHOTO 3JIIOMPOBaHMs B TedeHue 15 muH. B Boge:MeraHone or 60:40 nmo 0:100
(Monudunuposannsie 0,1% MypaBbHHOI KHCIOTOH) MpU CKOPOCTH moToka B 20 m/muH.™) u
JOTMOJHUTENBHO ¢ npuMeHeHrneM SCX-2 ¢ MojyuyeHHeM YKa3aHHOTO B 3arojIOBKE COEIMHEHHSI
(cMech M3 MacTepeon3oMepoB) B Buae OeskeBoro Teepuoro semiectsa (5 mr, 0,009 mMmonb).
HRMS (cnoco6 X4) RT = 2,81 mun.; macca/3apsan pacu. aist CosHa7CIFsNgOs™ [M+H] ™ 551,1785,
nony4yeHHoe: 551,1785.

ITpumep 9a-1: (S)-10-((5-xmop-2-((3S,5R)-3-dpTop-5-runpoxkcununepuanH- 1 -min) THpUMHIAH-
4-uy)amMuHO)-2-tmKonponui-3,3-nudrop-7-merun-1,2,3 4-rerparunpo-[ 1,4]okcaszenuno| 2,3-
c]xunonuH-6(7H)-0H, u puMep %9a-2: (S)-10-((5-xmop-2-((3R,5S)-3-¢prop-5-
TUAPOKCUITUTIEPUIHH- | -HIT) TUPUMHUIUH-4-1JT)aMUHO )-2-[UKJIONPONNI-3,3 - AU Top-7-MeTHII-
1,2,3,4-tetparunpo-| 1,4 ]okcazennno|2,3-c|xunomna-6(7H)-on

[00160] TIlonyuenue coepwHEeHHs M3 npuMepa 9a MOBTOPsUIM B OONBIIOM MacmiTade ¢
MOJIYyYE€HHEM AOMOJHUTENBHBIX 2] MI JAHHON CMECH AUACTEPEOU30MEPOB, KOTOPBIE pa3aessin

npenaparusHoii HPLC (xosnoHKka 1 ycioBust onucaHsl Bbilie, yepe3 30 MHHYT U30KPATHIECKOTO
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JMIOMPOBaHUSA ¢ momoupio 55% wmeranona B Bozpe (MoxudunupoBanHoil 0,1% MypaBbuHOMN
KUCJOTOM). Ppakuuy, KOTOpbIE COAEpPKaT TOJBKO paHee IOJyYeHHbIE JUACTePEOU30MephI
OOBbeAMHSUIN M BBINAPUBAIN C IMOJYYEHUEM COEAMHEHHs u3 npumepa 9a-1 B Buae OexeBOro
TBepaoro BemectBa (6,5 wmr). @pakuuu, comeprKamue TOJbKO TO3IHO TOJIYyYeHHBIE
IMaCcTepeOU3OMepbl, OOBEIUHSIIA U BbITIAPUBAIU C TIOJYUYEHHUEM COENMHEHHs 13 pumepa 9a-2 B
Buze OexeBOro TBepaoro BemecTBa (4,5 wmr). Oba coequHEHHs MPEACTABISIOT COOOH yuc-
MUMEPUINHOBBIE THACTEPEOM3OMEPBI, HO aOCOJIOTHAsE CTEPEOXHUMHs He ObLIa OIHO3HAYHO
orpernesieHa U MPUMEPHO ONPEAeISsIeTCs] KaK MOKAa3aHO BBILIE.

[00161] TIpumep 9a-1: 'H SIMP (600 MI'u, Metaunon-d4) § 8,05 (d, J = 2,3 T'y, 1H), 7,98
(s, 1H), 7,95 (dd, J =9,1, 2,3 T'u, 1H), 7,56 (d, J = 9,1 'y, 1H), 4,61 — 4,39 (m, 4H), 4,37 — 4,30
(m, 1H), 3,72 (s, 3H), 3,70 — 3,62 (m, 1H), 3,37 — 3,28 (m, 1H), 3,23 — 3,16 (m, 1H), 3,02 (dd, J =
12,9, 8,8 'y, 1H), 2,46 — 2,34 (m, 1H), 1,70 (tt, J = 11,8, 9,2 T'u, 1H), 1,49 — 1,39 (m, 1H), 0,86 —
0,75 (m, 1H), 0,72 - 0,64 (m, 1H), 0,64 — 0,57 (m, 1H), 0,44 — 0,32 (m, 1H).LCMS (crioco6 X4)
Rt 2,97 munyThl, Macca/zapsan paccd. maa CasHr7CIF3sNeOs [M+H]™: 551,1785, naiimeHHOe
3Hauenue 551,1779.

[00162] TIpumep 9a-2: 'H SIMP (600 MI'u, Meranon-d4) § 8,04 (d, J = 2,3 ', 1H), 7,98
(s, 1H), 7,95 (dd, J =9,1, 2,3 T'u, 1H), 7,57 (d, J = 9,1 I'u, 1H), 4,62 — 4,39 (m, 4H), 4,38 — 4,34
(m, 1H), 3,73 (s, 3H), 3,70 — 3,63 (m, 1H), 3,38 — 3,28 (m, 1H), 3,22 - 3,11 (m, 1H), 2,97 (dd, J =
12,9,9,0 'y, 1H), 2,46 — 2,36 (m, 1H), 1,69 (tt, J = 11,5, 9,3 T'u, 1H), 1,49 — 1,39 (m, 1H), 0,86 —
0,75 (m, 1H), 0,73 - 0,65 (m, 1H), 0,65 — 0,57 (m, 1H), 0,41 — 0,31 (m, 1H). LCMS (cniocob X4)
Rt 2,99 munyTh, Mmacca/zapsn paccd. maa CasHp7CIFsNeOs [M+H]™: 551,1785, naiinenHoe
3HaueHue 551,1785.

[00163] Crnenyrouiue TmpuBeleHHble B TaOJNUIEe MPUMEPHl TMOJNy4Yadd CIOcoOOM,
AHAJIOTHYHBIM TOMY, KOTOPBIA MPHUMEHSUIM I TMOJNYYeHHsT COCOUHEHUs U3 npumepa 9a, ¢
NPUMEHEHUEM TMOOXOMSIINX AaMHUHOB (B BHIE CBOOOIHOTO OCHOBaHMS WJIM B BHAE
XJIOPUCTOBOJIOPOHON COJM). AMHHBI ITOJTyHaJId Y KOMMEPYECKUX TOCTABIIUKOB MJIH TIOIYYAJIH C
MOMOIIBIO O0IKX MpeoOpa30oBaHUil U3 KOMMEPYECKH TOCTYITHBIX MPOMEXYTOYHBIX COSTUHEHUH,
Kak ommcaHo B Tabmuue. st mpumepo 9—9n, mpumepa 9s m mpumepo 9y, 9za u 9zb
TpeOOBaNOCh yBENMUYEHHE BpeMeHH HarpeBaHus 10 3—8 4. C mpuUMeHEeHHEeM paleMHYeCKHX

aMMHOB, KaK IOKa3aHo, (OpMHUPOBAJIHCH ABA JHACTEPEOU30MEPA.

IIpumep HaHHbIEe u | Henoab3yembli

MpUMEeYaHHuA aMHH
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Mpumep 9b:  (S)-10-((S-xn0p-2-((S)-3- | LCMS  (Cnoco6 | N,N-aumernin-1-
((ammMeTHIAMHHO)MeTHI)TUNIePUANH-1- X2): Rt = 1,14, | [BR)-3-
HWJI)THPUMHAMH-4-HJ1)AMHHO)-2- macca/zapsin = | NUnepuIniI|MeTaHaM
uurJgaonponuia-3,3-nudrop-7-meTui- 5743 WHA AUTUIPOXIIOPUL
1,2,3,4-terparuapo-[1,4]oxcazenuno|2,3- HRMS  (Cnocob
c]xunonun-6(7H)-on X4): wMacca/3apsina
| paccu. st
/"Q/j(cmo CasH3sCIF2N-0
N7 NN Z~o
Cl H HN [M+H]": 574,25009,
\ng E—FzF Haiinennoe
I 3HaYEHHE:
5742510 (Rt=2,34
MUHYTHI)
Mpumep 9c: (3R,5S)-1-(5-xaop-4-(((S)-2- | LCMS  (Cmocob | pay-(3R,5S)-N->Tun-
LHKJIonponui-3,3-audrop-7-MeTHI-6- X2): Rt = 141, |S-merunnunepuaus-
okco-1,2,3,4,6,7-rexcaruapo- macca/3apsin = | 3-xkapOokcamMua
[1,4]oxca3zenuno[2,3-c]xunoaun-10- 602,2 [monmywanu w3 pai-
WJI)AMHHO )TUPUMHAHH-2-11)-N-3THII-5- HRMS  (Cmocob | (3R,5S)-1-(tper-
MeTHJINHNEePUIAHH-3-KAPOOKCAMHU: X4): wmacca/3apsan | OyTokcukapOOHMIT)-
(3S,5R)-1-(5-x10p-4-(((S)-2-uukaonponuia- | paccy. 17 | S-MEeTWINUIEePUIUH-
3,3-nu¢Top-7-meTna-6-oxco-1,2,3,4,6,7- C29H35CIF2N703 3-kapOOHOBOI
rexkcaruapo-|1,4]Joxcazenuno|2,3- [M+H]+: 602,2458, | KUCTOTBI C TOMOIIBIO
c]xuHoNMnH-10-UT)aAMHHO)IHPUMHIHH-2- Haiinennoe peakuuy CO4YeTaHus
ui1)-N-3Tui-S-MmeTuanunepuauH-3- 3HAYEeHUE! HATU c
kap6okcamua (1:1) 602,2458 (Rt=2,97 | nocnenyromum
| MHUHYTBI aJNleHueM
Py :li/j(c'O;NIo ™ Z:H.IHTHOﬁ [PYIIIbI
@ N N o o]
HN \_2
§ I°F

r

HN

4 F
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HN™ ™o

Mpumep 9d: (S)-10-((5-xa0p-2-((3R,5S)-3- | LCMS  (Cnoco6 | Par-mc-[(3R,5S)-5-
(ruapoxcumernia)-S-merumunepugun-1- | X2): Rt = 141, | merun-3-
WJI)TH PUMHAHH-4-W]T)AMHHO)-2- macca/zapsin = | nunepuan]-
nHKJIonponuiI-3,3-audrop-7-MeTHI- 561,2 METaHOJ [mofyvanu
1,2,3,4-Trerparuapo-|1,4]oxkcazenuno|2,3- MyTEM
c|xunonun-6(7H)-on:  (S)-10-((5-x0p-2- | HRMS  (Cnoco6 | BoccTaHOBNeHH U3
((3S,5R)-3-(ruapoxcumeTn)-5- X4): wmacca/3apsn | pau-umc-(3R,55)-5-
MeTHJINHNEePHANH-1-HI)MIupUMUANH-4- paccu. IUIS | METHJI-TIUTIEPUAH-
WJ1)aMHHO)-2-uuKaonponui-3,3-audprop-7- | C27H3CIF2NgOs 3-xapOoHOBOM
metna-1,2,3,4-Tterparugpo- [M+H]+: 561,2192, | xuciaoTel pacTBOpPOM
[1,4]okcazenuno|2,3-c]xunonun-6(7H)-on | Haiinennoe O6opaHoBOTO
AL ’I‘ o 3HAYEHHE: TeTparuapodypaHos
", /Q/:( _ 561,2177 (Rt=2,88 | oro KOMIUIEKCAa C
O N n i Q MHHYTBI) MOCJIEAYIOLINM
§\ o }—FZF ynaneHneuM
3aIIUTHON  TPYIIIBI
boc]
P
j H HN:__Z
§ I°F
A1) OH 4 F
Mpumep 9e: (S)-10-((S5-xa0p-2-((R)-4,4- | LCMS  (Cnoco6 | 4,4-
audTop-3-rugpokcununepuanH-1- X2): Rt = 1,42, | nupropnunepuauH-
WJI)IHPUMHAHH-4-W]1)AMHHO)-2- macca/zapsin = | 3-o51a rUAPOXIIOPUA
HHKJI0NponuiI-3,3-audTop-7-MeTHI- 569,2

1,2,3,4-Trerparuapo-|1,4]Joxkcazenuno|2,3-
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c]xunonun-6(7H)-on u (S)-10-((5-x10p-2-
((S)-4,4-nudrop-3-ruapoxkcununepuaun-1-
HWJI)THPUMHAMH-4-HJ1)AMHHO)-2-
uurJgaonponuia-3,3-nudrop-7-meTui-
1,2,3,4-Tterparuapo-|1,4]oxkcazenuno|2,3-

(1:1).

c]xunonun-6(7H)-on

BN
_);)\N/Q/r'l:j(r«/@(f\ﬁ

HRMS
X4):

(Criocob
macca/3apsiz
paccu. ISt
C25H6CIF4N6O3
[M+H]+: 569,1691,
Hatinennoe

3HAYCHUC:

569,1684 (Rt=2,99

o]
\_2 MUHYTBI)
F s
4
Mpumep  9f:  (S)-10-((S-xaop-2-((R)-3- | LCMS  (Cnocob | 3-
(¢pTopmernn)nunepuaun-1- X2): Rt = 1,48, | (bropmernn)nmunepu
WJI)IHPUMHAHH-4-W]1)AMHHO)-2- macca/zapsin = | AMHA TUAPOXJIOPUA
LHKJI0NponuiI-3,3-audTop-7-MeTHI- 549,2
1,2,3,4-Trerparuapo-|1,4]Joxkcazenuno|2,3-
c|xunonun-6(7H)-on u (S)-10-((5-xmop-2- | HRMS  (Cnocob
((S)-3-(pTopmeTna)nunepuaun-1- X4):  wmacca/3apsn
HWJI)THPUMHAMH-4-HJ1)AMHHO)-2- paccu. s
uukjaonponui-3,3-audrop-7-MeTHI- C26H29CIF3N6O2
1,2,3,4-Trerparuapo-|1,4]oxkcazenuno|2,3- [M+H]+: 549,1992,
c]xunonun-6(7H)-on (1:1) | Hatinennoe
| 3HAYCHHUE!
/NQ: “ “° 549,1992 (Rt=3,14
N” N Z~o0
H HN \—2 MHUHYTHI)

F 4“ Fr
Mpumep 9g: 2-((R)-1-(5-xmop-4-(((S)-2- | LCMS  (Cnocob | 2-(4,4-
HMKJIonponui-3,3-au¢grop-7-MeTna-6- X2): Rt = 1,43, | nupropnunepuaus-
okco-1,2,3,4,6,7-rekcaruapo- Macca/3apsin = | 3-mn)aneramun
[1,4]okcazenuno|2,3-c]xunoaun-10- 610,2 [monyuamn w3 2-(1-

WJI)AMHMHO)TUPHUMHIHH-2-WJI)TUNePHIHH-

TpeT-
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3-un)aneramua u 2-((S)-1-(5-xqop-4-(((S)- | HRMS  (Crnoco6 | OyTokcukapOOHHI-
2-nukaonponui-3,3-1uprop-7-MmeTn-6- X4): wmacca/zapsn | 4,4-qudrTop-3-
okco-1,2,3,4,6,7-rekcaruapo- paccu. IUTSL | TTUTIEPUAIIT)YKCYCHO
[1,4]oxca3ennno|2,3-c]xuHoauH-10- C27H29CIF4N7O3 i KUCJIOTBI v
WI)aMHUHO )nupuMuauH-2-un)nunepuaun- | [M+H]+: 610,1956, | momowupio  peaxkiuu
3-ua)aneramun (1:1) | Haitnennoe COYETaHMsI aMHUJIOB U
A ’l‘ o 3HAUEeHHE: yAaneHus 3alIUTHOM
/Q/I /CQ/I 610,1957 (Rt = 3,06 | rpymmer boc]
N” °N” °N 0
F H HN\_Z MHHYTHI)
HzNF § DF
4 F
o)
Mpumep  9h:  (S)-10-((S-xa0p-2-((S)-3- | LCMS  (Cnocob | (3S)-N,N-
(IuMeTHJIAMHMHO)IUNIePHANH-1- X2): Rt = 1,15, | naumeTnnnunepuIuH-
WJI)IHPUMHAHH-4-W]1)aAMHHO)-2- macca/zapsin = | 3-amuHa
HHKJI0NponuiI-3,3-audTop-7-MeTHI- 560,2 TUAPOXJIOPUL
1,2,3,4-Trerparuapo-|1,4]oxkcazenuno|2,3-
c]xunonun-6(7H)-on HRMS  (Cnocob
/lli: cm o :;)c:q. Macca/sazz
Q N INI HN/ ] C»7H33CIF2N7O2
N ?_gp [M+H]+: 560,2352,
4 Haiinennoe
3HaueHUe:
560,2356 (Rt=2,36
MUHYTBI)
Hpumep i  (S)-10-((S-xaop-2-((R)-3- | LCMS  (Cmoco6 | (3R)-N,N-
(IuMeTHJIAMHMHO)IUNIePHANH-1- X2): Rt = 1,16, | iuMeTHIMHUNEPUINH-
WJI)TH PUMHAHH-4-W]T)AMHHO)-2- macca/zapsin = | 3-amuHa
HHKJI0nponui-3,3-audrop-7-MeTHI- 560,2 TUAPOXJIOPUL
1,2,3,4-Trerparuapo-|1,4]oxkcazenuno|2,3-
HRMS  (Cmocob
X4): wmacca/3apsin
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c]xunonH-6(7H)-oH

e AN o
Sl oo o

P F

paccu.
C27H33CIF2N-7O»
[M+H]+: 560,2352,

I

Haiinennoe
3HAYEHUE!

560,2338 (Rt=2,42

MUHYTBI)
Ipumep 9j: (R)-1-(5-xaop-4-(((S)-2- | LCMS  (Cmocob | N-s3Tmn-4,4-
HMKJIonponui-3,3-au¢rop-7-MmeTni-6- X2): Rt = 1,41, | nupropnunepuaus-
okco-1,2,3,4,6,7-rekcaruapo- Macca/3apsin = | 3-xkapOokcamua
[1,4]okcazenuno|2,3-c]xunoaun-10- 624,2 [monyganu c
WJI)aAMHHO)THPUMHANH-2-U0)-N-3THI-4,4- MOMOILIBIO  PEaKLUn
aupropnunepuaud-3-kapookcamua u (S)- | HRMS  (Cnoco® | coueranust HATU ¢
1-(5-xs10p-4-(((S)-2-umukaonponui-3,3- X4): Macca/3apsia | IOCIenyOIIM
auprop-7-meruna-6-oxco-1,2,3,4,6,7- paccu. U | yAaJIeHUEM
rekcaruapo-[1,4]Joxcazenuno|2,3- C28H31CIF4N5O3 3aIIUTHOM
c]xuHoINH-10-HIT)aAMHHO)THPUMHAHH-2- [M+H]+: 624,2113, | GeH3UIOBOI TPYMIIBI
ui)-N-3tuin-4,4-qupropnunepuaun-3- Haiinennoe B 1-6en3uin-4,4-
kapOokcamun (1:1) 3HaYEHHE: auTOPIUIEePUIH-

Erdres
F H

6242101 (Rt=2,97

3-xapOOHOBOI

| MHUHYTBI) Kucjuore]

F HN \_z

HN™ O 4§ F F
Mpumep 9k: N-(((R)-1-(5-xsop-4-(((S)-2- | LCMS  (Cnocob | N-((4,4-
HMKJIonponui-3,3-au¢grop-7-MmeTna-6- X2): Rt = 1,50, | nupropnunepuauH-
okco-1,2,3,4,6,7-rekcarugpo- macca/3apsin = | 3-mn)mermn)-N-
[1,4]okcazenuno|2,3-c]xunoaun-10- 652,2 STUJIALIETAMUT
WJI)AMHMHO)TUPUMHAHH-2-11)-4,4- [monyuyanu  myTeMm
AudTopnunepuanH-3-wa)MeTHII)-N- HRMS  (Crmocob | mesmnupoBanust  (1-
srunageramua U N-(((S)-1-(5-xmop-4-(((S)- | X4): macca/zapsn | Oensun-4,4-
2-uukjaonponua-3,3-audprop-7-meTnii-6- paccu. s | audropnunepuanH-
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okco-1,2,3,4,6,7-rekcaruapo- C30H35C1F4N+O3 3-u)meraHosa c
[1,4]okcazennno|2,3-c]xunoaunn-10- [M+H]+: 652,2426, | nocnenyrommum
HWJI)AMUHO)THPUMHAUH-2-1]1)-4,4- Haiinennoe 3aMeIleHUEM
audropnunepuauH-3-ua)meru)-N- 3HaYCHUE! Me3usara c
stunaneramug (1:1) 652,2422 (Rt=3,23 | nomMoLIbIO
| MUHYTBI) STUJIAMUHA,
Cl N._-O
N/ﬁ: aLMIUPOBAHMS u
A 2 ~
N"ONT N ? JaJIeHHUs] 3aIIUTHOU
F o H HN y
F Jj\ $ F OEH3UIJIOBOM TPYIIIHI |
S a4
Mpumep 91:  (S)-10-((5-xq0p-2-((1R4R)- | LCMS  (Cnoco0 | 5,5-audrop-2-
5,5-nu¢rop-2-azaduuukio[2.2.1]Jrenran-2- | X2): Rt = 1,47, | a3abunukino[2.2.1]re
WJI)THPUMHAHH-4-U]1)AMHHO)-2- macca/zapsin = | nTaHa TUAPOXJIOPUA
HHKJI0NponuiI-3,3-audTop-7-MeTHI- 565,2
1,2,3,4-Tterparuapo-|1,4]oxkcazenuno|2,3-
c|xunonun-6(7H)-on:  (S)-10-((S-xmop-2- | HRMS  (Cnoco6
((1S,45)-5,5-qudrop-2- X4): wmacca/3apsin
azadunukmao|2.2.1)renran-2- paccu. TUTSt
WJI)TH PUMHAHH-4-WJ1)AMHHO)-2- C26H26CIF4N6O2
uuKJIonponui-3,3-augrop-7-MeTHI- [M+H]+: 565,1742,
1,2,3,4-Trerparuapo-|1,4]oxkcazenuno|2,3- Hatinennoe
c]xunonun-6(7H)-oH:MmypaBbuHAS 3HAYEHUE!

kucaora (1:1:0,5)

Cl rll (o}
F?@ H HN o?

§ INF

565,1745 (Rt=3,12

MUHYTBI)

IIpumep 9m: N-((R)-1-(S-xaop-4-(((S)-2-
LHKJI0nponuiI-3,3-audrop-7-MeTHI-6-

okco-1,2,3,4,6,7-rexcaruapo-

LCMS  (Cmocob
X2): Rt = 145,

(R)N-(4,-
mudropnunepuanH-

3-mn)-N-
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[1,4]okcasenuno|2,3-c]xunoann-10-
WJI)AMHMHO )TUPUMHAHH-2-11)-4,4-
audropnunepuanH-3-uia)-N-

MeéTHJalueTAMHA

macca/3apsin =
6242

HRMS  (Cmocob
X4): wmacca/3apsia
paccu. TSt
C23H31CI1F4N7O3
[M+H]+: 624,2113,
Hatinennoe
3HAYEHUE:

624,2104 (Rt=3,08

MeTHJIalleTaMH
[monyuanu  myTeMm
NIOCJIEIOBATENbHBIX
AlMIUPOBAHMUS,
ANKUJIUPOBAHUS |
yAaJeHus 3alqUTHON
rpynmsl boc B Tper-
oytuin-(R)-3-amuHo-
4.4-
nudropnunepuanH-

1-kapOokcunare]

MUHYTBI)
Mpumep 9n:  N-((S)-1-(5-xmop-4-(((S)-2- | LCMS  (Cmocob | (S)-N-(4,4-
HMKJIonponui-3,3-au¢grop-7-MeTna-6- X2): Rt = 1,46, | nudpropnunepuauH-
okco-1,2,3,4,6,7-rexcaruapo- macca/3apsin = | 3-mn)-N-
[1,4]oxcazenuno|2,3-c]xunoaun-10- 624,2 METHUJIALIETAMU
WJI)AMHMHO)TUPUMHAHH-2-11)-4,4- [monyuanu yTeM
audTopnunepuanuH-3-uia)-N- HRMS  (Cnoco6 | mocienoBaTeabHbIX
MeTHJIaleTaAMHA X4): wmacca/3apsn | alMIupOBaHMUS,
L o paccu. As | aNKMIUPOBAHUS U
R Cl g'/io C2sH31CIFsN-O3 yIaJeHusT 3aIUTHON
N)LN’ N HN\/@ [M+H]+: 624.2113, | rpymmst boc B Tper-
F’Q H F Haiinennoe OyTun-(S)-3-amuno-
; 4 3HAUCHUE: 4.4-

F =
N
(o]

6242112 (Rt=3,11

mudropnunepuanH-

MHUHYTHI) 1-kapbokcunare]
Mpumep 90: (S)-10-((S5-xsop-2-(4-prop-4- | LCMS  (Crocob | (4-proprnunepunis-
(ruapoxcuMeTHI)NIUNepPHANH-1- X2): Rt = 1,33, | 4-un)meraHona
WJI)TH PUMHAHH-4-W]T)AMHHO)-2- macca/zapsin = | THOPOXJIOPUL
LHKJI0nponuiI-3,3-audrop-7-MeTHI- 565,2

1,2,3,4-Tterparuapo-|1,4]Joxkcazenuno|2,3-
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c]xunonH-6(7H)-oH

N0
et
HN
F

F

cl
HO\’Q

F

D

HRMS
X4):

(Criocob
macca/3apsiz
IS
C26H29CIF3N603
[M+H]+: 565,1942,

paccu.

Haiinennoe
3HAYEHUE!

565,1929 (Rt=2,78

MUHYTBI)
Mpumep 9p:  (S)-10-((5-xs0p-2-((R)-3- | LCMS  (Cnocob | (R)-munepuans-3-
(ruapoxcuMeTHI)IUNepHANH-1- T2): Rt = 1,38, | unmmeraHon
WJI)TH PUMHAHH-4-W]T)AMHHO)-2- macca/zapsin =
HHKJI0nponuiI-3,3-audTop-7-MeTHI- 5472
1,2,3,4-Tterparuapo-|1,4]oxkcazenuno|2,3-
c]xunonun-6(7H)-on HRMS  (Cmocob
o rl‘ o X4): wmacca/3apsan
OH Nl/:I P paccu. JUTs
k@ N H n ? Ca6H30CIF2N6O3
.}—zF [M+H]+: 547,2036,
4 F Haiinennoe
3HauYeHUe:

5472032 (Rt=2,81

MUHYTBI)
Mpumep 9q:  (S)-10-((S-xa0p-2-((S)-3- | LCMS  (Cmocob | (S)-munepunus-3-
(ruapoxcuMeTHI)IUNepHANH-1- T2): Rt = 1,38, | mimeraHon
WJI)IH PUMHAHH-4-W]1)AMHHO)-2- macca/zapsin =
HHKJI0Nponui-3,3-augrop-7-MeTHI- 5472
1,2,3,4-Trerparuapo-|1,4]oxkcazenuno|2,3-
c]xunoun-6(7H)-on HRMS  (Cmocob

X4): wMacca/3apsin

paccu. a1

C26H30C1F2NgO3
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[M+H]+: 547,2036,

Cl I!l 0
?H )Nl\/jE /();/I Haitnentoe
""O“ N" N Q 3HaUEHHe:
HN
}—zF 547,2027 (Rt=2,80
4 F MHUHYTBI)
Mpumep 9r: (S)-10-((5-xa0p-2-((1S,5R)-3- | LCMS  (Cnoco6 | Pan-3-atun-3,8-
3THI-2-0KC0-3,8- X2). Rt = 1,57, | nuazabunmkio[3.2.1]
auazaéunukio|3.2.1]oxkran-8- Macca/3apsin = | okTaH-4-0H
WJI)IH PUMHAHH-4-W]T)AMHHO)-2- 586,2 [monyuyanu u3 Tper-
nHKJIonponui-3,3-audrop-7-MeTHI- OyTun-2-okco-3,8-
1,2,3,4-terparuapo-[1,4]oxkcazenuno|2,3- HRMS  (Cnocob | nuazabunmkio[3.2.1]
c|xunomun-6(7H)-on:  (S)-10-((S-x0p-2- | X4): macca/3apsn | okTaH-8-
((1R,55)-3-3TH1-2-0KCO-3,8- paccu. ist | kKapOOKCcHiaTa myTem
aunazadunukio|3.2.1Joxkran-8- C2s8H31CIF2N7O3 STUITUPOBAHUS u
WJI)THPUMHAHH-4-WJ1)aAMHHO)-2- [M+H]+: 586,2145, | ynanenus 3alUTHOMN
LHKJI0NpPOonuiI-3,3-audTop-7-MeTHI- Haiinennoe rpymmnel boc]
1,2,3,4-Tterparuapo-|1,4]Joxkcazenuno|2,3- 3HAYEHUE!
c]xunoanH-6(7H)-on (1:1) 586,2133 (Rt=3,37
. k 0 MHUHYTHI)
‘;\YN)‘\N/ N HN\/&F

\/N’V 45 F
Mpumep 9s: (S)-10-((5-xa0p-2-((3S,5R)-3,5- | LCMS (Cnocob | (3S,5R)-3,5-
audropnunepuanH-1-ui)nupumMuInH-4- X2). Rt = 1,45, | nudroprnunepuauHa
HWJI)aAMHHO)-2-uuKjaonponui-3,3-1udprop-7- | Macca/3apsn = | ruapoxIOopUa
meTmi-1,2,3,4-teTparuapo- 553,2
[1,4]okcazennno|2,3-c]xunoann-6(7H)-on

HRMS  (Cmocob

X4): wmacca/3apsia

paccu. aJist

C25sHasCIF4NsO»
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N "" o
,@EJ@Q,I
s 2

T

[M+H]+: 553,1742,
Haiinennoe
3HAYEHUE:

553,1741 (Rt=3,05

HN

F MHUHYTBI)
Mpumep 9t:  (S)-10-((2-(6-aumernn-2,6- | LCMS  (Cnoco6 | uukinonpomnun(2,6-
auazacnupo|3.3|rentan-2-mi)-5S- X2): Rt = 1,34, | nuaszacnupo|3.3]rent
XJOPIUPHMHIANH-4-HJ)AMHHO)-2- macca/zapsin = | aH-2-UJI)METaHOH
nHKJIonponui-3,3-audrop-7-MeTHI- 598,2 [monyuyanu u3 Tper-
1,2,3,4-TreTparuapo-|1,4]oxkcazenuno|2,3- OyTmi-2,6-
c]xunonun-6(7H)-on HRMS  (Cnocob | nuazacrimpo|3.3]rent
}q o X4): wmacca/3apsin | aH-2-kapOoOKcHaTa ¢
. /XCI Q{io paccu. IUTsL | TIOMOIIBI0  PEaKIIUH
N)LN/ II:lI Hsz C2oH3,CIF2N-O3 coueranuss HATU ¢
r‘:l:’ it F [M+H]+: 598,2145, | uukionponasekapoo
A\\( 4 Haiinennoe HOBOM KHUCJIOTOH C
° 3HaYEHHE: NOCJIENYOLINIM
598,2135 (Rt=2,77 | ynanenuem
MHHYTBI) 3alIUTHON  IPYMIIBI
Boc]
Mpumep 9u: (S)-10-((5-xs0p-2-((2- | LCMS  (Cnocob | 2-metuin-1-
THAPOKCH-2- X2). Rt = 1,29, | (MeTuaaMHHO)TIpOa
MEeTHJINPONUJI)(MEeTHI)AMHHO)IHPUMHUIHH | Macca/3apsiy = | H-2-01
-4-UJ1)aMHHO)-2-HUKJI0NPONHII-3,3- 535,2
audrop-7-mermi-1,2,3,4-rerparuapo-
[1,4]okcazenuno|2,3-c]xunommu-6(7H)-on | HRMS  (Crmocob
A ’Il o X4):  wmacca/3apsn
\|/\N )I:N:ENWO paccu. st
on | H \_2 C25H30CIF2N6Os3
F

s
<

4 F

[M+H]+: 535,2036,
Haiinennoe

3HAYCHUC:
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535,2054 (Rt=2,65

MUHYTHI)
Ipumep 9v: (S)-10-((5-xs0p-2-((3- | LCMS  (Cnocob | 2-metun-4-
THAPOKCH-3- X2): Rt = 1,28, | (meTunamMuHo)OyTaH-
MeTHJIOYTHIT)(METHI)aMHHO)MTHPUMHANH- | Macca/3apsi = | 2-on
4-un)aMuHo)-2-uKaonponuia-3,3-audrop- | 549,2
7-metna-1,2,3,4-terparuapo-
[1,4]oxcazennno|2,3-c]xunommu-6(7H)-on | HRMS  (Cmocob
y L o X4):  macca/3apsn
S5 paccu. ISt
SLN’ N% C26H32C1F2N6 O3
N H HN
\ N [M+H]+: 549,2192,
OH 4 Haiinennoe
3HaYEHHE:
549,2175 (Rt=2,63
MUHYTHI)
Mpumep Iw: (S)-10-((5-xq0p-2-(6- | LCMS  (Cnocob | 2-
(qUKIONpONUIAMETHII)-2,6- X2): Rt = 1,16, | (UMKJIOPOMUIMETHIT
auazacnupo|3.3]renran-2-u)IHPUMHIHH- | Macca/3aps =1)-2,6-
4-un)aMuHo)-2-uKkjaonponuia-3,3-augrop- | 584,2 nauasacnupol3.3|rent
7-metna-1,2,3,4-rerparugpo- an (momy4anmu U3
[1,4]oxcazenuno|2,3-c]xunomuu-6(7H)-on | HRMS  (Crocob | Tper-OyTumin-2,6-
O r!J o T4): wmacca/3apsan | nuazacrupo[3.3|rent
NJII:N):N’CQ/IO paccu. st | aH-2-kapOoKcHiaTa
A/N/DCI H HN\_@ C2oH33CIF2N7 0, myTeM
45“ g F [M+H]+: 584,2347, | ankunupoBanust U
Hatinennoe yAAJE€HUsl 3alUTHOU
3HauYEHUE! rpymmel boc)

584,2343 (Rt=2,32

MUHYTBI)
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Hpumep 9x: (2S)-10-((5-xsop-2-(6-((2,2- | LCMS  (Cnoco6 | 2-((2,2-
ARPTOPUHUKIONPONUHI)METHT)-2,6- X2): Rt = 1,18, | aupropunkionponu
auazacnupo[3.3|renran-2-uI)IHPUMHIHH- | Macca/3aps = | m)merun)-2,6-
4-un)aMuHo)-2-uKkjaonponui-3,3-audrop- | 620,2 nuasacnupol3.3|rent
7-metna-1,2,3,4-rerparuapo- aH [momywyanu U3
[1,4]oxcazenuno|2,3-c]xunomuu-6(7H)-on | HRMS  (Cmocob | Tper-OyTumin-2,6-
k o T4): macca/3apsan | nuazacrupo[3.3|rent
. /\im g{io paccu. st | aH-2-kapOokcuiara
F N)LN, N HN\/& C29H31CIF4sN7O; nyTem
FX\/ ljc’ N [M+H]+: 620,2158, | ankunuposanus U
" 4 Hatinennoe yAaJeHusl 3alUTHON
3HauYeHUe: rpymmsl boc]
620,2153 (Rt=2,39
MUHYTBI)
IIpumep 9y: (2S)-10-((5-xn10p-2-(8- | LCMS  (Cmoco0 | 8-
(uuKIONmpONHUAMeTHII)-3,8- T2): Rt = 1,32, | (UMKIOIPOMIMETHI
aua3zabuuukio[3.2.1]okran-3- macca/zapsin =1)-3,8-
WJI)TH PUMHAHH-4-WJT)AMHHO)-2- 598,3 nrazadumkino[3.2.1]
uHMKJIonponui-3,3-audrop-7-MeTHI- OKTaH [mojyyanu 3
1,2,3,4-terparuapo-[1,4]oxcazenuno|2,3- HRMS  (Cnocob | Tper-OyTun 3,8-
c]xunonun-6(7H)-on T4): wmacca/3apsn | muazadbumkio[3.2.1]
N/T o 'L o zac:. . O):Um OKTZH-3-
| _ | :l | 30H35CIF2N7O» kapOoKcHaTa myTeMm
k@lk" H HNi—Z [M+H]+: 598,2503, | ankunupoBaHus U
§ LF Haiinennoe yHaneHus 3aIuTHOMN
4 3HaueHUe: rpymmsl boc]

598,2499 (Rt=2,50

MUHYTBI)
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Hpumep 9za: (2S)-10-((5-xsop-2-(8-((2,2- | LCMS  (Cnoco6 | 8-((2,2-

AUQTOPUHKIONPONUI)METHI)-3,8- T2): Rt = 1,34, | tupTopuukionponu

Aua3zaduuukio[3.2.1Joxkran-3- macca/zapsin = | m)merun)-3,8-

W) THPUMHANH-4-1J1)AMHHO)-2- 634,2 nuazabumkIio[3.2.1]
uuKJIonponui-3,3-augrop-7-MeTHI- OKTaH [mojyyanu u3

1,2,3,4-terparuapo-[1,4|oxcazenuno|2,3- HRMS  (Cmocob | Tper-OyTuin-3,8-

c]xunonun-6(7H)-on X4): wmacca/3apsa | nuazadunukiio[3.2.1]
\_0 paccu. IJIsl | OKTaH-3-
\ /\ICI /@/;0 C30H33CIF4N7O; kapOokcuIaTa myTem
cF N)LN/ N N ? [M+H]+: 634,2321, | ankunuposanus U
é N §LF Haiinennoe yIajdeHus 3alMTHOM
4 3HauYeHUe: rpymmel boc]

634,2312 (Rt=2,59

MUHYTBI)

Mpumep 9zb: (S)-10-((S-xaop-2-((3R,5SR)-3- | LCMS  (Cnoco6 | (3R,5R)-5-

THAPOKCH-S-MeTHJINUNnepHuanuH-1- T4). RT = 2,64 | meTunnunepuans-3-
WJI)TH PUMHAHH-4-WJ1)AMHHO)-2- MHUHYTBIL, o1 [momydanu 1o
uuKJIonponui-3,3-augrop-7-MeTuI- macca/3apsii paccd. | aHaJOTuu c
1,2,3,4-Trerparuapo-|1,4]oxkcazenuno|2,3- I MpoLeaypoit

c]xunonun-6(7H)-on C26H30CIF2N6O3 onucaHHoi y Pan ef

k o [M+H]"547,2030; |al, Bioorganic &

| .. .

N/\Ic Q/;O HalieHHOe Medicinal Chemistry
\

HO )\N/ N sHauenue 547,2024 | Letters, 24(8), 1983-

O H HN
F
F

1986; 2014.]

L0

S

[00164] Cnenyromue TmpuBeNEeHHbIE B TaOJWIE NPUMEPbl TOJyYaId CHOCOOOM,
AQHAJIOTUYHBIM TOMY, KOTOPBIA NPUMEHSUIH AJI NOJy4eHust npumepa 9a. Ilpumensnu 1-1,5 5ks.
MOIXOJAIIEro aMyHa (B BHIE CBOOOIHOTO OCHOBAHUS MIIH B BHJIE XJIOPUCTOBOJOPOJHON COJN).
ITpumeHsieMble aMUHBI OBUTH PALIEMHYECKUMH, YTO MPUBOJWIO K CMECH U30MEPOB KaK MMOKA3aHO.
Kap6onar xanust (3-4 5kB.) npumensiin BMecto DIPEA 1 anieTOHUTpHIT MPUMEHSITH B Ka4eCTBe

pactBopurensi. Bpemsi HarpesBa coctaBmsuio 4-5 4. mpu 140-150°C mox BosxeicTBHEM
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MHKpPOBOJIHOBOTO n3nydenus. B npumepe 10d npumensnu (S)-10-((2-xnop-5-¢propnupumuans-

4-unm)amMuHO)-2-uukionponwi-3,3-nudrop-7-merun-1,2,3 4-rerparunpo-[ 1,4 ]okcasenuno| 2,3-

c]xunonun-6(7H)-oH (mpomeskyTouHnoe coenuHeHne A2) u HarpeBaiu 10 140°C B Teuenue 16

JacoB.

Ipumep 10a: (S)-10-((5-xs0p-2-((3S,4R)-3,4-nudTopnunepuaun-1-
WJT)TH PUMHAHH-4-WJ1)AMHHO)-2-LHUKJI0NPONnuI-3,3-1u(pTop-7-MeTHJI-
1,2,3,4-rerparuapo-|[1,4]okcazenuno[2,3-c|xunonun-6(7H)-on: (S)-10-
((5-xq10p-2-((3R,45)-3,4-qudTopnunepuanH-1-ua)IMpuMUANH-4-
HWJI)aMHHO0)-2-nuKjIonponui-3,3-1uprop-7-merni-1,2,3,4-rerparuapo-

[1,4]oxcaszennno|2,3-c]xuHoaun-6(7H)-on (1:1)

N0

( 4

\_po

HN

e

F

7]

O

F
F

D

HRMS (Cnocob
X4) macca/3apsin
paccu.
C25H26CIF4N6O»
[M+H]+ =
553,1742,

JJIA

HalIeHHOe
3HAUEHUE
553,1734. RT

3,28 MUHYTBI

IIpumep  10b:  (S)-10-((S-xs0p-2-((3S,4S)-3,4-nupropnunepuaun-1-
WJI)IH PUMHAHH-4-WJ1)AMHHO)-2-HUKJI0NPonui-3,3-1upTop-7-MmeTHJji-
1,2,3,4-rerparuapo-[1,4]oxcazenuno|2,3-c|xunonun-6(7H)-on:  (S)-10-
((5-x10p-2-((3R,4R)-3,4-auPpropnunepuaun-1-ua)nupuMuInH-4-
WJI)aMHHO)-2-nuKjaonponui-3,3-nudprop-7-merni-1,2,3,4-rerparuapo-

[1,4]oxcazennno|2,3-c]xunoaun-6(7H)-on (1:1)

b0 b

HRMS (Cnocob
T4) macca/zapsin
paccu.
C25H26CIF4N6O>
[M+H]+ =
553,1736,

AJIA

HallIeHHOE
3HAUEHUE
553,1751. RT

2,96 MUHYTBI

IIpumep 10c: (S)-10-((S-xs0p-2-((R)-3-MeTokcununepuauH-1-
WJI)IH PUMHAHH-4-WJ1)AMHHO0)-2-HUKJI0Nponu-3,3-1upTop-7-MeTHJji-
1,2,3,4-rerparuapo-|1,4]okcazenuno|2,3-c|xunonun-6(7H)-on:  (S)-10-

((5-x310p-2-((S)-3-MeTOoKCcHNUNEPUAUH-1-HI)IHPUMHANH-4-HJ1)aMHUHO)-2-

HRMS (Cnocob

X4) macca/3apsin

paccu. s
CsH30CIF2NsO3
[M+H]+ =
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OO
¥ HN \\_KF

N 4 F

0,

uuRJaonponuia-3,3-nudrop-7-meruni-1,2,3,4-rerparuapo- 547,2036,
[1,4]oxcaszennno|2,3-c]xunoaun-6(7H)-on (1:1) HalJIEHHOE
3HAYEHUE

547,2032. RT

3,11 MUHYTBI

Ipumep 10d: (S)-10-((5-pTop-2-((3S,4R)-3,4-audpTopnunepuaunn-1-

WJT)TH PUMHAHH-4-WJ1)AMHHO)-2-HUKJI0Nponu-3,3-1u(pTop-7-MeTHJji-

F

D
D

F

HRMS (Cnocob

X4) macca/3apsin

1,2,3,4-teTparuapo-[1,4]oxcazenuno|2,3-c|xunoaun-6(7H)-on: (S)-10- paccu. JUIs1
((5-¢pTop-2-((3R,45)-3,4-nupropnunepuann-1-ua)nupumMuIuH-4- C25H26FsN6O»
WJI)aMHUHO)-2-1iuKJIonponui-3,3-nudrop-7-merui-1,2,3,4-rerparuapo- [M+H]+ =
[1,4]okcazennno|2,3-c]xunoaun-6(7H)-on (1:1) 537,2037,
HalJEeHHOE
o WL
S F ~ F 3HauYEHUe
ﬁ Z~0 ﬁ 2~0
7 7 537,2032. RT =
NN N HN g N NN HN g
3 F 3 F 3,18 MUHYTBI
- S 3

TIpumep 11a: (25)-10-][[5-xa0p-2-(4-meTHia-1.4-1uazenan-1-uwa)nupuMuauu-4-

wilamuHo|-2-uukjaonponui-3,3-nugrop-7-metni-2.4-auruapo-1H-[1.4]okcazenuno|2,3-

¢|xunoanu-6(7H)-on

|
N)NI\/NEEN’ C,\g/ Eo
—NQ H HN}_zF
4°rF
5

[00165]

1-Metun-1,4-quazenan (5 wmr, 0,044 mmons)), (S)-2-nuknonponmia-10-((2,5-

IUXJIOPTIUPUMUANH-4-1I1)aMHUHO)-3,3 -audrop-7-metun-1,2,3 4-Terparuapo-
[1,4]okcazenuno|2,3-c|xunonua-6(7H)-on (nmpomexxytouHoe coemmnenue Al, 12 wmr, 0,026
mmonb) U DIPEA (22 mkn, 0,13 mMmoinb) cmemmBanu B auerorutprie (0,5 mMil) U HarpeBaiu B

10  3aneuaranHoM ¢uakoHe npu 70°C B Teuenne 2 nHel. [lonyueHHYIO CMecCh BBIAPUBAIIH,



10

15

20

140

pactBopsuiu B DMSO 1 ouninanu ¢ npumMeHeHneM odpartineHHo-(a3oBoi ¢uern-xpomarorpadpun
(Biotage SNAP Ultra C18 na 12 1, 20-35-75-100% wmeraHona B Boxme, MoaupUKaTOp,
npencrasisomuii  codborr 0,1% MypaBbuHOH KucaoTel). Ppakuuy, comepikamipe MPOAYKT,
3arpyskanu B KOJOHKY SCX-2 (1 r), KOTOPYIO MPOMBIBAJIH METAHOJIOM U 3JTIFOMPOBAITH C TOMOIIBIO
20% (1,6M metanonbHOro amMmuaka) B DCM ¢ mony4eHneM yKa3aHHOTO B 3ar0JIOBKE COSIHMHEHUS
(10,3 wmr, 0,017 MMoOnp) B BHIE JKENTOrO TBEPAOrO BEIIECTBA IOCJTE BBITAPUBAHUS H
seicymmBanuss. HRMS (cnoco6 X4) RT = 2,38 mun.; macca/zapsan pacu. aias CasHz i CIF2N,O2"
[M+H]": 546,2190, nony4enHoe: 546,2186.

[00166] Cnenyromue TmpuBeNeHHbIE B TaOJWIE MTPUMEPbl TOJyYaId CHOCOOOM,
aHAJIOTUYHBIM TOMY, KOTOPbIN MPUMEHSIN ISl NoJydeHus npumepa 11a. AMUHBI Noayvanu y
KOMMEPUYECKHUX IIOCTABIIMKOB W TPUMEHsUIM B BHIE CBOOOJHOIO OCHOBAHMS WU
XJIOPUCTOBOJIOPOAHOM conu. HekoTopble aMUHBI MPUMEHSUIN B BIJI€ PALIEMATOB, YTO IIPOBOIMIIO
K CMEIIMBAHUIO N30MEPOB, KaK MOKa3aHo. J{Jisi monydeHus coequHeHui u3 npumepos 12a ul2d
Temneparypy peakuuu nogHuManu 10 140°C npu BO3REHCTBUM MUKPOBOJHOBBIM H3JIyUYE€HHEM.
Jlis peakuuii mosydeHusi coequHeHU u3 mpumepos 12b u 12¢ mpumensuu (3S,5R)-3-(Boc-
amMuHO)-S-Metunnunepuaud win  (3R,55)-3-(Boc-amuno)-5-mernnnunepunusa. 'pynnser Boc
ynajsi nocpenctsoM odopaborku ¢ nomompio TFA B DCM npu KOMHaTHOM TeMrepartype ¢
NOJlyYeHUEM T[IOKa3aHHbIX MNPOAYKTOB. [l mOJMyuYeHus COeouHeHus U3 Inpumepa 12e
JOMOJHUTENbHO Harpesaau 10 160°C mpu BO3neHCTBIM MUKPOBOJIHOBBIM H3JIyY€HHUEM B TEUCHHUE

4 4acoB.

Ipumep 11b: (S)-10-((5-xa0p-2-((R)-3- 0 LCMS  (Cmocob

Cl h
ATHINMNEePUANH-1-ua)nupumMuInH-4- N Wo T4) RT 3,05
P
)\N H ?
F

HWJI)AMHHO0)-2-IUKJIONPONnuI-3,3- N HN MUHYTBI
auprop-7-merua-1,2,3,4-rerparuapo- 45 F Macca/3apsiz pacc.
[1,4]okca3enuno[2,3-c]XuHOIMH- st
6(7H)-on:(S)-10-((5-x0p-2-((S)-3- C27H32CIF2N6O2
ATHINHMIIePUAMH-1-HI)nUpUMHIANH-4- [M+H]+ =
HWJI)AMHHO0)-2-IUKJI0NPOonuI-3,3- 545,2238,
au¢rop-7-meTni-1,2,3,4-rerparuapo- HalJeHHOE
[1,4]okca3enuno[2,3-c]XuHOIMH- 3HAaYCHUE

6(7H)-on (1:1) 545,2233.
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Tpumep 11c: (S)-10-((5-xa0p-2-((R)-3- }‘ o LCMS  (Cnocob
MeTuJasenan-1-uji)nupumMuaun-4- N CIWO T4) RT 2091
HJI)AMHHO)-2-I{HKJI0Nponui-3,3- N)LN, H HN \’z MUHYTBI
audprop-7-merua-1,2,3,4-rerparuapo- Q 45 F F macca/3apsiz paccu.
[1,4]oxca3enuno[2,3-c]XUHOIMH- ISt
6(7H)-on:(S)-10-((5-x0p-2-((S)-3- C27H3,CIF2N6O»
MeTHJIa3enaH-1-wi)nupuMuaun-4- [M+H]+ =
HWJI)AMHHO0)-2-IUKJIONPONnuI-3,3- 545,2238,
au¢rop-7-meTni-1,2,3,4-rerparuapo- HalJIeHHOE
[1,4]okca3enuno|2,3-c]XuHOIMH- 3HAaYCHHUE
6(7H)-on (1:1) 545,2240.
Hpumep 11d: (S)-10-((5-x10p-2-((R)-4- . \_ o |LCMS (Cnoco6
mMeTuIa3enan-1-ua)nupumMuIuH-4- j\:\i WO T4) RT 294
HJ1)AMHHO)-2-HUKJI0nponui-3,3- NN HN\’z MUHYThI

au@rop-7-meTni-1,2,3,4-rerparuapo-

Macca/3apsiz pacc.

[1,4]okca3enuno|2,3-c]xuHOIMH- s
6(7H)-on:(S)-10-((5-xm0p-2-((S)-4- C27H32CIF2N6O2
MeTHa3enaH-1-uia)nupumMuanH-4- [M+H]+ =
WJI)AMHHO)-2-IUKJIONPONnuiI-3,3- 545,2238,
au¢rop-7-meTni-1,2,3,4-rerparuapo- HalJIeHHOE
[1,4]oxca3enuno[2,3-c]XuHOJIMH- 3HAYCHHUE
6(7H)-on (1:1)) 545,2248.
Ipumep 11e: (S)-10-((5-xs10p-2- o L o |LCMS (Cnocob
((3R,55)-3,5-aurnapoxcununepuanuH- 3\\\/ g\;o T4) RT 3,05
1-n1)nUpUMHUANH-4-HJ)aAMHHO)-2- HOQ NN HN\:/gF MUHYTBI
HUKJIonponui-3,3-audprop-7-meTu- OH 4= Macca/3apsiz pacc.
1,2,3,4-TeTparuapo- TSt
[1,4]oxca3ennHo|2,3-c]xuHOIHH- C25H28C1F2N6O4
6(7H)-on [M+H]+ =

549,1823,
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HalJeHHOE
3Ha4YeHHE
549,1827.
Hpumep  11f:  (S)-10-((5-xm0p-2- y \ o |LCMS  (Crocob
((1R,5R)-1-(ruapoxcumeTHnI)-5- j\\ \/ /@;o T4) RT 2,66
MeTHiI-3-a3a0uuukia0[3.1.0]rekcan-3- NN HN\-’&F MUHY ThI
£ F

WJI)TH PUMHAHH-4-WJT)AMHHO)-2-

Macca/3apsi pacc.

LHMKJIONponua-3,3-audprop-7-merui- o’ \ ISt
1,2,3,4-reTparuapo- R cl /@N‘fo C27H30CIF2N6O3
[1,4]oxcazenuno[2,3-c|xMHOIUH- N)LN/ N HN\/& [M+H]+ =
6(7H)-on:(S)-10-((S-xamop-2-((1S,5S)-1- X;‘ i }F|559,2030,
(ruapoxcuMeTH1)-S-MeTHI-3- HO 4 HalJeHHOE
a3a6unukno|3.1.0]rekcan-3- 3HAaYEHHE

WJI)TH PUMHAUH-4-WJ1)AMHHO)-2- 559,2026.
LHKJI0NponuI-3,3-audprop-7-merni-

1,2,3,4-TeTparuapo-

[1,4]okca3enuno|2,3-c]xuHOIMH-

6(7H)-on (1:1)

Hpumep  11g:  (S)-10-((5-x10p-2- \ o [LCMS  (Croco6
((BR,5R)-3-¢prop-5- 3‘:\1(: ! S~o |T4) RT 272
rUApoKcununepuanH-1- Fu/~N" N N HN MUHYTbI

WJI)TH PUMHAHH-4- W1 )AMHHO)-2- { 45 ] macca/3apsiz paccu.
LHMKJIoNponua-3,3-audprop-7-meru- o k o |mA
1,2,3,4-Terparuapo- j‘:j WO C2sH»7CIF3NsO3
[1,4]oxcazenuno|2,3-c|xuHoMHMH- F NN R HN\-’@F [M+H]+ =
6(7H)-on:(S)-10-((S-xam0p-2-((3S,5S)-3- " 45 S 1,1780,
¢prop-S-ruapoxcununepuaun-1- HalJEeHHOE

WJI)TH PUMHAUH-4-WJ1)AMHHO)-2- 3HA4YCHHUE
LHKJI0oNponuaI-3,3-audprop-7-mern- 551,1785.

1,2,3,4-TeTparuapo-
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[1,4]okca3enuno|2,3-¢c]XxuHOIMH-

6(7H)-on (1:1)

Ipumep 11h: (S)-10-((5-xa0p-2-((R)-7- }‘ o |LCMS (Cnocob
ruapokcu-S-azacnupo|2.5]oxkran-5- )L\’ CI/©/\/; T4) RT 273
WJI)TH PUMHAHH-4- W1 )aAMHHO)-2- AQ N HNYg MUHYTBI
uuKJIonponui-3,3-nudrop-7-merTui- OH 4= Macca/3apsi pacc.
1,2,3,4-TeTparuapo- b1 b
[1,4]oxca3ennHo|2,3-c]xuHOIHH- C27H30CIF2N6O3
6(7H)-on:(S)-10-((S-xmop-2-((S)-7- [M+H]+ =
rugpokcu-S-azacnupo|2.5]oxkran-5S- 559,2030,

WJI)TH PUMHAHH-4-WJ1)AMHHO)-2- HalJeHHOE
LHKJIoNponua-3,3-audprop-7-merni- 3HaYEHUE
1,2,3,4-TeTparuapo- 559,2023.
[1,4]okca3enuno|2,3-c]XuHOIMH-

6(7H)-on (1:1)

Ipumep  11li:  (S)-10-((5-xq0p-2- \_o LCMS  (Cnocob
(MeTHI(MPONKI)aMHHO)MTHPUMUAUH-4- :‘\L\’ CIWO T4) RT 2,68
WJI)AMHHO0)-2-HUKJIONPOonuiI-3,3- ~y NN HNVg MUHYThI

au¢rop-7-meTni-1,2,3,4-rerparuapo-
[1,4]oxca3enuno[2,3-c]XuHOJIMH-

6(7H)-on

Macca/3apsi pacc.
st
C24H23CIF2N6O>
[M+H]+
505,1925,

HalileHHOEe
3HaUEHUE

505,1929.
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IIpumep 11j: (S)-10-((S-xs10p-2-
((3R,45)-3-(ruapoxcumerun.i)-4-
METHINHPPOJIHAHH-1-HI)IUPUMHIHH-

4-u1)aMHHO)-2-uuKJIonponuiI-3,3-

LCMS  (Cnocob
T4) RT 2,55
MHHYTBI

macca/3apsiz paccu.

au¢rop-7-meTni-1,2,3,4-rerparuapo- . L ISt
[1,4]oxcazennno|2,3-c]xuHOTHH- }::1" /@; Q | C26H30ClF2N6O3
6(7TH)-om : (S)-10-((5-x10p-2-((3S,4R)- —5}‘ H ""gvgp [M-+H]+ _
3-(ruapoxkcumeTn. )-4- HO 4 547,2030,
MeTHWINUPPOJIHANH-1-HIT)IUPUMHIHH- HalJIeHHOE
4-U1)aMHHO)-2-HUKJI0NPONnuII-3,3- 3HA4YeHHUE
au¢rop-7-meTni-1,2,3,4-rerparuapo- 547,2033.
[1,4]okca3enuno[2,3-c]XuHOIMH-
6(7H)-on (1:1)
Hpumep 11k: (S)-10-((5-xa0p-2-((2- \_o |[LCMS (Cmocob
THAPOKCHITHI)(IIPONMUI)AMHHO)THPH SL \/ mg\;o T4) RT 2,60
MUAHH-4-11)aMiH0)-2-uuKaonponu- | O~/ NN N HN\-’&F MUHYThI
3,3-au¢prop-7-merni-1,2,3,4- 8 [S i macca/3apsiz paccu.
Terparuapo-[1,4Jokcazenuno|2,3- IS
c|xunonun-6(7H)-on C2sH30CIF2N6Os3
[M+H]+ =
535,2030,
HalJIeHHOE
3HaueHUe
535,2035.
Hpumep 111:  (S)-10-((5-xm0p-2-(5- \ o LCMS  (Crmocob
azacnupo|2.5]okran-5- :1“\ \, CIWO T4) RT 295
WJI)TH PUMHAUH-4-WJ1)AMHHO)-2- NONTR HN\-’&F MUHYTBI
HUKJIonponui-3,3-audprop-7-meTui- % 45 F Macca/3apsiz pacc.
1,2,3,4-TeTparuapo- hi )b
[1,4]oxcazennno|2,3-c]xuHOMUH- C27H30CIF2N6O>
6(7H)-on [M+H]+ =
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543,2081,
HalJIEeHHOE
3Ha4YeHUE
543,2086.
Hpumep 11m: (S)-10-((5-xm0p-2-(((R)- L o |LCMS (Cnocob
3-MeTOKCH-2- N/%/(c ! g\;o T4) RT 2,53
MeTHJINPONUJI)AMHHO )T PUMHINH-4- HN)L N’ H HNvg MUHYTBI
WJI)aMHHO)-2-IHKJIonponui-3,3- 4§ F F macca/3apsiz paccu.
au¢rop-7-merna-1,2,3,4-rerparuapo- OMe aJist
[1,4]oxca3ennHo|2,3-c]xuHOIHH- C25H30CIF2N6O3
6(7H)-on (S)-10-((5-x0p-2-(((S)-3- [M+H]+ =
METOKCH-2- 535,2030,
MeTH/INPONUJI)AMHHO)TUPUMHANH-4- HalJeHHOE
HWJI)AMHHO)-2-IUKJI0NPOoNnuI-3,3- 3HA4YECHHUE
audrop-7-meTni-1,2,3,4-rerparuapo- 535,2033.
[1,4]okca3enuno|2,3-c]XxuHOIMH-
6(7H)-on (1:1)
[pumep 11n: (S)-10-((5-xn0p-2-(3,3- k o HRMS  (Cnocob
AUMETWIA3e THANH-1-11)TH pUMHIHH- j‘\ \/ CIWQ T4) wmacca/3apsin
4-1J1)aMHHO)-2-HHKJI0NPOnuI-3,3- 7D‘ NTH HN\’&F paccu. ISt
audrop-7-merni-1,2,3,4-rerparuapo- 45 ’ C2sHasCIF2N6O2
[1,4]okca3enuno[2,3-c]XuHOJIMH- [M+H]+ =:
6(7H)-on 517,1925,
Haiinennoe
3HAYCHHE:
517,1923
Hpumep 1lo: (S)-10-((5-xs0p-2-(3- L 0 HRMS  (Crocob
MeTWiazeTuaAnH-1-ui)nupumuann-4- j‘\ \, CIWO T4) wmacca/3apsin
HJ1)AMHHO)-2-IIMKJI0 N POnu.I-3,3- ;" NN HN\_—’&F paccu. ISt
augrop-7-metua-1,2,3,4-rerparugpo- 4= i C24H26CIF2N6O2

[M+H]™=
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[1,4]okca3enuno|2,3-¢c]XxuHOIMH- 503,1769,
6(7H)-on Haiinennoe
3HaYeHHE:
503,1768
Hpumep 11p:  (S)-1-(5-xnop-4-((2- o k o |HRMS (Cnocob
uuKJgIonponui-3,3-1udprop-7-meTui-6- 3\:1 WO X4) wmacca/3apsin

okco-1,2,3,4,6,7-rekcaruapo-
[1,4]okca3enuno|2,3-c]xunoann-10-

HWJI)AMHHO)THPUMHIHH-2-

HN\/%F paccu. TSt

A C24H23CIF2N,O,
[M+H]": 514,1570,

WIT)a3eTHANH-3-KapOOHUTPHUI Haiinennoe
3HAYEHHE:
514,1570
Hpumep 11q: (S)-10-((5-xs0p-2-(3- k 0 HRMS  (Cmocob
¢propazernaun-1-un)nupumMuInH-4- 3‘\ = c:/@/;o X4) wmacca/3apsn
WJ1)AMHHO)-2-IHKJI0NPonHI-3,3- F J:JN H "'N::,gl: paccu. hib) ¥

audrop-7-merni-1,2,3,4-rerparuapo-
[1,4]okca3enuno|2,3-c]XxuHOIMH-

6(7H)-on

A C23H23CIF3N6O2
[M+H]": 507,1518,
Haiinennoe
3HaYCHHE:

507,1519

TH SIMP (600 MT 1, Metaton-d4) § 8,16 (d, ] = 2,3
Ty, 1H), 8,00 (dd,J=9,1,2,3 T, 1H), 7,97 (s, 1H),
7,54 (d, J=92Tw, 1H), 5,39 (dtt, ] = 57,2, 6,1, 3,2

27> 3273 2

T, 1H), 4,54 — 4,29 (m, 4H), 4,16 — 4,05 (m, 2H),
3,72 (s, 3H), 3,42 — 3,25 (m, 1H), 1,48 — 1,36 (m,
1H), 0,85 — 0,77 (m, 1H), 0,74 — 0,66 (m, 1H), 0,66
0,58 (m, 1H), 0,45 — 0,32 (m, 1H).
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IIpumep 11r: (S)-10-((5-x10p-2-((R)-3-
(an¢ropmerna)nunepuauH-1-

WJI)THPUMHAHH-4-HJ1)AMHHO)-2-

HRMS  (Cnocob
T4)  RT 3,05
MHHYTBI

uuKJgonponui-3,3-nudrop-7-meTui- 4’ F macca/3apsiz paccu.
1,2,3,4-reTparuapo- 7 F TS
[1,4]oxca3ennHo|2,3-c]xHHOIUH- C26H23CIF4N6O»
6(7H)-on: (S)-10-((5-xq0p-2-((S)-3- [M+H]+ =
(an¢propmernn)nunepuanH-1- 567,1893,
WJI)TH PUMHAHH-4-WJT)AMHHO)-2- HalJIeHHOE
LHMKJIoNponua-3,3-audprop-7-merni- 3HAaYEHUE
1,2,3,4-TeTparuapo- 567,1900.
[1,4]okca3enuno[2,3-c]XuHOIMH-
6(7H)-on (1:1)
Hpumep 11s:  (S)-1-(5-xaop-4-((2- \._o |HRMS (Cnocob
nHKJaonponui-3,3-augrop-7-meTuna-6- )\:\l‘iwo T4) wmacca/3apsn
okco-1,2,3,4,6,7-rexcaruapo- N:ﬁDN "W HN}/g paccu. OISt
[1,4]oxcazennno|2,3-c]xuHoaun-10- 4 C25H25CIF2N7O>
WJI)AMHHO )T PUMHAHH-2-11)-3- [M+H]": 528,1721,
MeTHIA3eTHANH-3-KAPOOHUTPHII Haiinennoe
3HaueHUe:
528,1721
Hpumep 11t: (S)-2-(1-(5-xa0p-4-((2- . \ o HRMS  (Cnoco6
nuKJonponui-3,3-1udprop-7-MeTUHI-6- 3\\ \/ g\;o T4) wmacca/3apsin
okco-1,2,3,4,6,7-rekcaruapo- N“ N H HN\./aF paccu. b10) ¢
[1,4]oxcazenuno|2,3-c]xunonun-10- 4= F C2sH»5CIF2N70,
HWJI)AMHHO)THPUMHIUH-2- \N\ [M+H]": 528,1721,
WJT)a3eTHAMH-3-HJ1)aleTOHUTPHUJI Haiinennoe
3HauEHUeE:

528,1726
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Hpumep 1lu: (S)-10-((5-xm0p-2-(3- \_o |HRMS (CnocoG
(mudpropmerni)azernaun-1- 3\\\’ CID/\/;o T4) wmacca/3apsn
WJ1)[TA pUMHAMH-4-HJ1)AMHHO)-2- N HN\;’&F paccu. ISt
uUKJIonponui-3,3-1ugrop-7-meTui- ) L 4= ' C24H24CIF4N6O2
1,2,3,4-TeTparuapo- [M+H]™: 539,1580,
[1,4]oxca3enuno[2,3-c]XUHOJIMH- Haiinennoe
6(7H)-on 3HA4YECHUE:
539,1585
Hpumep 11v: (S)-10-((2-(azeTnaun-1- h o HRMS  (Cmocob
WJI1)-S-XJ10pIHPpUMHANH-4-1J1)AMHUHO)- j\:jc I/@/;o T4) wmacca/3apsin
2-pukjaonponui-3,3-1udprop-7-MeTHII- D‘ NN HN\;’%F paccu. ISt
1,2,3,4-Terparuapo- A C23H24CIF2N6O2"
[1,4]okca3enuno[2,3-c]XuHOIMH- [M+H]": 489,1617,
6(7H)-on Haiinennoe
3HAYEHHE:
489,1602.

TH SIMP (600 My, MeOD-d) & 8,17 (d, J = 2,3
I'u, 1H), 8,02 (dd, J = 9,1, 2,3 T, 1H), 7,90 (s,
1H), 7,50 (d, J= 9,1 T'n, 1H), 4,54 - 4,34 (m, 2H),
4,10-4,03 (m, 4H), 3,69 (s, 3H), 3,37-3,28 (m, 1H),
2,32 (quin, J=7,5 Ty, 2H), 1,42-1,34 (m, 1H), 0,83
- 0,77 (m, 1H), 0,71 -0,64 (m, 1H), 0,61 - 0,58 (m,

1H), 0,40 - 0,33 (m, 1H).

Hpumep 1lw: (S)-10-((S-xa0p-2-(3-
MeTOKCHA3eTHAMH-1-HI)MTHPUMHINH-
4-U1)aMHHO)-2-HUKJI0NPOonuI-3,3-
au¢rop-7-meTni-1,2,3,4-rerparuapo-
[1,4]okca3enuno[2,3-c]XxuHOIMH-

6(7H)-on

HRMS  (Cnocob

T4)

paccu.

macca/3apsin

JUIA

Vo
Paat Ak s

£ F

4

C24H26CIF2N6O3™
[M+H]": 519,1723,
Haiinennoe
3HauEHUeE:

519,1708.
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TH SIMP (600 MI', MeOD-d,) & 8,18 (d, J = 2,3
I'u, 1H), 8,00 (dd, J = 9,1, 2,3 T, 1H), 7,93 (s,
1H), 7,52 (d, J=9,1 T'n, 1H), 4,52 - 4,37 (m, 2H),
431-4,26 (m, 1H), 4,25 -4,19 (m, 2H), 3,90 - 3,86
(m, 2H), 3,71 (s, 3H), 3,36 - 3,28 (m, 4H), 1,43 -
1,35 (m, 1H), 0,83 - 0,76 (m, 1H), 0,72 - 0,66 (m,
1H), 0,64 - 0,59 (m, 1H), 0,40 - 0,34 (m, 1H)

Hpumep 11x: (S)-10-((S-xa0p-2-(3-
METOKCH-3-MeTH/I1a3eTUAUH-1-
WJI)TH PUMHAHH-4-WJ1)AMHHO)-2-
LHKJIoNponua-3,3-audrop-7-mern-

1,2,3,4-TeTparuapo-

l o
A~ Q\N/;o

4

HRMS
T4)

(Crocob
macca/3apsin
paccu.
C25H23CIF2N6O3
[M+H]": 533,1874,

JJIA

[1,4]okca3enuno[2,3-c]XuHOIMH- Haiinennoe
6(7H)-on 3HA4YECHUE!
533,1884
Hpumep 11y: (S)-10-((5-x10p-2-((R)-3- y \ o |LCMS (Cmocob
3THJNMPPOJIUAUH-1-HJI)IMPUMHANH-4- j‘:i /@;o X2) RT
%
NN

HWJI)AMHHO)-2-IHKJI0NPOoNnuI-3,3-
audrop-7-meruna-1,2,3,4-rerparugpo-
[1,4]oxca3enuno[2,3-c]XUHOJIMH-
6(7H)-on: (S)-10-((5-xq0p-2-((S)-3-
ATHJINHMPPOTUAUH-1-WI)IHPUMHUAUH-4-
HJI)AMHHO)-2-IUKJIONPONnuiI-3,3-
au¢rop-7-meTni-1,2,3,4-rerparuapo-
[1,4]okca3enuno[2,3-c]XUHOIMH-

6(7H)-on (1:1)

1,63MUHYTHI;
macca/3apsiz paccy.
st
Ca6H30CIF2N6O2"
531,2081
HalJICHHOE

3Hadenue 531,2085

IIpumep 11z: (S)-10-((5-xa0p-2-((R)-3-
¢prop-3-meTnanunepuann-1-
WJI)THPUMHAHH-4-WJT1)AMHHO)-2-

LHMKJIoNponua-3,3-audprop-7-merni-

LCMS
X4)

(Crocob
RT
3,29MUHYTHI,

Macca/3apsiz pacc.
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1,2,3,4-TeTparuapo-
[1,4]oxcazennno|2,3-c]xuHONUH-
6(7H)-on :(S)-10-((5-xmop-2-((S)-3-
¢rop-3-MeTunnunepuauH-1-

WJI)TH PUMHAUH-4- W1 )aAMHHO)-2-
LHKJI0ONponua-3,3-audprop-7-merTu-
1,2,3,4-TeTparuapo-
[1,4]okca3enuno[2,3-c]XuHOJIMH-

6(7H)-on (1:1)

IIs1
Ca6H29CIF3NsO2+
[M+H]+ 549,1992
HalJIeHHOE

3HadeHue 549,1983

IIpumep 12a: (S)-10-((5-xa0p-2-((R)-3-
THAPOKCH-3-MeTHINHPPOIHAHH-1-
WJI)TH PUMHAUH-4-WJ1)AMHHO)-2-
LHKJI0oNponuaI-3,3-audprop-7-merni-
1,2,3,4-TeTparuapo-
[1,4]okca3enuno|2,3-c]XxuHOIMH-
6(7H)-on:(S)-10-((S-xaop-2-((S)-3-
THAPOKCH-3-MeTHINHPPOIUAUH-1-
WJI)[TH PUMHAUH-4- W1 )AMHHO)-2-
HHMKJI0ONpPonuI-3,3-audprop-7-merTu-
1,2,3,4-TeTparuapo-
[1,4]oxca3enuno[2,3-c]XuHOJIMH-

6(7H)-on (1:1)

LCMS
T4)

(Crocob
RT 249
MHHYThI
Macca/3apsiz pacc.
st
C25H28CIF2N6O3
[M+H]+
533,1874,

HalIeHHOe

3HadeHue 533,1873

IIpumep 12b: (S)-10-((2-((3S,S5R)-3-
AMHHO-S-MeTHINUNepUAUH-1-1)-5-
XJOPIHPHMHAHH-4-HJ)aAMHHO)-2-
LHKJIoONponua-3,3-audprop-7-mern-
1,2,3,4-TeTparuapo-

[1,4]oxca3enuno[2,3-c]XuHOIMH-

6(7H)-on

HRMS
X4)

(Crocob
macca/3apsin
paccu.
C2sH31CIF2N7O,
[M+H]": 546,2195,

JUIA

Haiinennoe
3HAYEHHE:

546,2202.
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IIpumep 12¢:  (S)-10-((2-((3R,5S)-3-
AMHHO-S-MeTH/INUNePUAUH-1-1)-5-
XJOPIHPHMHAHH-4-HJ1)aMHHO)-2-

uuKJgonponui-3,3-nudrop-7-meTui-

1,2,3,4-TeTparuapo-

HRMS
X4)

(Cnocob
macca/3apsiz
s
C26H31CIF2N7O,
[M+H]": 546,2195,

paccu.

[1,4]oxca3enuno[2,3-c]XUHOJIMH- Haiinennoe
6(7H)-on 3HA4YECHUE:
546,2182.
Hpumep 12d: (2S)-10-((2-(6-oxca-3- y \ o LCMS  (Cmocob
azadunuknao|3.1.1]renran-3-ui)-5- j‘:\l wo T4) RT 2,62
XJOPIHPHMHANH-4-HJ)aMHHO)-2- @ NN HN\’gF MUHYTBI
HuKJIonponui-3,3-audprop-7-meTun- © 45 Macca/3apsiz pacc.
1,2,3,4-TeTparuapo- bi b
[1,4]oxcazennno|2,3-c]xuHOTHH- C25Ha6CIF2N6Os3
6(7H)-on (IM+H]+)
531,1717,
HalJEHHOE
3HadeHue 531,1679
Mpumep 12e: (S)-10-((5-xa0p-2-((R)- o |LCMS (Cnocob
3,3-naudrop-S-ruagpoxkcununepuauH-1- 3‘:1‘: X4) RT

WJI)TH PUMHAUH-4- W1 )aAMHHO)-2-
LHMKJ0Nponua-3,3-audprop-7-meru-
1,2,3,4-TeTparuapo-
[1,4]okca3enuno[2,3-c]XuHOIMH-
6(7H)-on:  (S)-10-((S-xmop-2-((S)-3,3-
AUPTOP-S-ruApPOKCHNIHNIEPHANH-1-
WJI)TH PUMHAUH-4-WJ1)AMHHO)-2-
LHKJIoONponua-3,3-audprop-7-mern-
1,2,3,4-TeTparuapo-
[1,4]oxca3enuno[2,3-c]XuHOIMH-

6(7H)-on (1:1)

3,20MUHYTHI;
Macca/3apsi pacc.
st
C2sHa6CIF4N6O3*
[M+H]" 569,1691
HalJICHHOE

3HadeHue 569,1688
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IIpumep 12f: (S)-10-((5-x10p-2-((R)-2-
METHJITHOMOP(OoIMHO)TUPUMHIANH-4-
HJI)AMHHO)-2-I{HKJI0Nponui-3,3-
audprop-7-merua-1,2,3,4-rerparuapo-
[1,4]oxca3enuno[2,3-c]XUHOIMH-
6(7H)-on: (S)-10-((5-xs10p-2-((S)-2-

MeTHJITHOMOP(OIHHO)THPUMHIAHH-4-

LCMS
X4)

(Cnocob
RT
3,63MUHYTBI
macca/3apsiz paccu.
At
C2sHosCIF2NgO2S™
[M+H]" 549,1646

HWJI)AMHHO0)-2-IUKJIONPONnuI-3,3- HalJ€eHHOE
au¢rop-7-meTni-1,2,3,4-rerparuapo- 3HAaYEHUE
[1,4]okca3enuno|2,3-c]XuHOIMH- 549,1635
6(7H)-on (1:1)
Hpumep 12g: (S)-10-((5-x10p-2-((R)- \ o LCMS  (Crnocob
4,6-numeTni-1,4-nuazenan-1- N7 CIWO T4) RT 2,50
WJI)TH PUMHAUH-4-WJ1)AMHHO)-2- U)QN N HNY&F MUHYTHI

£ F

LHKJIoNponua-3,3-audprop-7-mern-
1,2,3,4-TeTparuapo-
[1,4]oxcazennno|2,3-c]xuHONUH-

6(7H)-on:(S)-10-((5-x10p-2-((S)-4,6-

Macca/3apsiz pacc.
st
C27H33CIF2N7O;
[M+H]" 560,2347

anmetui-1,4-nuazenan-1- HaliJIeHHOE

WJI)TH PUMHAUH-4- W1 )aMHHO)-2- 3HayeHue 560,2351

LHMKJIONponuaI-3,3-audprop-7-merui-

1,2,3,4-TeTparuapo-

[1,4]okca3enuno[2,3-c]XuHOJIMH-

6(7H)-on (1:1)

Hpumep 12h: (S)-10-((5-xa0p-2-((S)- Lo LCMS  (Cnocob

rekcaruaponuppoJio[1,2-ajnupa3zus- j\: \ c;/@\;o T4) RT
N H

2(1H)-na)nupuMuAUH-4-UJ1)AMHHO)-2-
LHKJI0oNponuaI-3,3-audprop-7-mern-
1,2,3,4-TeTparuapo-

[1,4]okca3enuno[2,3-c]XxuHOIMH-

2,49MuUHYTHI,
Macca/3apsiz pacc.
st

C»7H3,CIF2N-70O;
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6(7H)-omn: (S)-10-((S-xs0p-2-((R)-

[M+H]+ 558,2190

rekcaruaponuppoJio[l,2-ajnupasun- HalJIEeHHOE
2(1H)-na)nupuMUAHH-4-1JT)AMHHO)-2- 3HayeHue 558,2188
uuKJgonponui-3,3-nudrop-7-meTui-

1,2,3,4-TeTparuapo-

[1,4]oxca3enuno[2,3-c]XUHOJIMH-

6(7H)-on (1:1)

Hpumep 12i: (S)-10-((5-x10p-2-((R)-6- \ o |LCMS (Cnocob
oKcorekcaruaponupposo|1,2- 3: \ CIWO T4) Rt
alnupasus-2(1H)-un)nupumuanx-4- NN HN\:/gF 2,8 1MUHYTBL,
WJI1)AMHHO)-2-HKJIONPOonui-3,3- o= T 4= ’ macca/3apsii paccu.
audrop-7-meTni-1,2,3,4-rerparuapo- 111
[1,4]oxca3ennHo|2,3-c]xuHOIHH- C27H29CIF2N703
6(7H)-on (S)-10-((5-xm0p-2-((s)-6- [M+H]+ 572,1983
OKcorexkcaruaponupposo|f1,2- HalJeHHOE
a|nupa3zun-2(1H)-un)nupumuanx-4- 3HaueHue 572,1994
HWJI)AMHHO)-2-IHKJI0NPOoNnuI-3,3-

audrop-7-meruna-1,2,3,4-rerparugpo-

[1,4]oxca3enuno[2,3-c]XuHOJIMH-

6(7H)-on (1:1)

Hpumep 12j: (S)-10-((5-x10p-2-((R)-8- l o |LCMS (Cmoco6
ruapokcu-6-azacnupo|3.5|nonan-6- 5‘:\1‘: IWO X4) Rt
WJI)THPUMHAHH-4-WJ1)AMHHO)-2- HO N HN\-’&F 3,20MUHYTBHI;
HuKJIonponui-3,3-audprop-7-meTui- 4= F Macca/3apsiz pacc.
1,2,3,4-TeTparuapo- b1 b
[1,4]oxca3ennHo|2,3-c]xuHOHH- C28H32C1F2N6O3

6(7H)-on (S)-10-((5-xm0p-2-((S)-8-
THApPOKCcH-6-a3acnupo|[3.5S|Honan-6-
WJI)TH PUMHAHH-4-WJ1)AMHHO)-2-

LHKJI0NponuI-3,3-audprop-7-merni-

[M+H]J+ 573,2192
HalileHHOE

3HaueHue 573,2183
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1,2,3,4-TeTparuapo-
[1,4]oxcazennno|2,3-c]xuHONUH-

6(7H)-on (1:1)

[00167] Crenyroomue npumepsl

aHAJIOTUYHBIMU T€M, KOTOpPbIE OMUCAHBbI paHee s mpumepos 9a, 11a ummu 12a. AMUHBI MOTYT
OBITh MOJyYEHBbI OT KOMMEPUYECKUX TOCTABIIUKOB WM MOJYYeHbI H3BECTHBIMH CIIOCO0AMH, U M3
NPUMEHSIIOT B BU/Ie CBOOOAHOTO OCHOBAHUSI WIIH XJIOPHCTOBOJOPOAHON coni. HekoTopbie aMuHbI
MPUMEHSJIN B BUJIE PALIEMATOB, YTO MIPOBOUJIO K CMELINBAHUIO H30MEPOB, KaK MOKa3aHo. MOXKHO
NPUMEHSTh 3aIUTHBIE TPYIIbI, YTOOBI CKPBITh PEAKIHOHHYIO (DYHKIHOHAJIBHOCTD, HAIPHMED
IOpU TIONYYEHWH COEAMHEHUs u3 mnpumepa 12x14 mnpumensiu Tper-OyTuin-6-rugpokcu-1,4-
nuaszenas- 1-kapOokcwiar, u yaamsui rpynny Boc mytem obpabotku ¢ momomeio TFA B DCM

pu KOMHATHOM Temmnepatype. [Ipu nonydyenuu coenunenus us npumMepa 12x26 npumeHsiu Tper-

OyTiin-2-(nudropmernn)nunepasut- 1 -kapOOKCHIIAT,

rpynmnsl Boc BO Bpemsi peakuiuu.

12x01-12x50 wmoryr ObITh MOJY4YeHBI crocobamw,

U T[POUCXOAWJIO YAAJICHHUE 3aIUTHOM

IIpumep 12x01: ($)-10-((5-x0p-2-((S)-3-
MEeTHJINHPPOJTHANH-1-HIT)THpUMHAHH-4-HJT)AMHHO)-2-
uMKJonponui-3,3-gudgrop-7-meruna-1,2,3,4-rerparuapo-

[1,4]okcazennno|2,3-c|xunonann-6(7H)-on

|
H
F

~
~

4

Ilonyyanu ¢ npuMeHEHUEM
croco0a, AHAJIOTUYHOTO

criocoOy aust 11a.

LCMS (Cnmocob X4) rt

2, 7SMUHYTBI,  Macca/3apsin
paccu. ansi CasHagCIF2N6O»
[M+H]" 517,1925
HalIeHHOE 3HAYCHUE
517,1929

IIpumep 12x02: (S)-10-((5-xq0p-2-((R)-3-
MeTHJIMHPPOIHANH-1-HI)THPUMHINH-4-UJT)AMHHO)-2-
uukjaonponui-3,3-audrop-7-meruna-1,2,3,4-rerparnapo-

[1,4]okcazennno|2,3-c]xunoaun-6(7H)-on

Ilonyyanu ¢ npuMeHeHueM
crioco0a, AQHAJIOTUYHOTO

crioco0y s 11a.

LCMS (Cnocob6 T4) rt

2,70MuHyTBI,  Macca/3apsia
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::' (R) 4

paccu. ans CasHzsClFaN6O2

[M+H]" 517,1925
HalIeHHOe 3HAYEHUE
517,1894

Hpumep 12x03: (S)-10-((S5-xm0p-2-((3R,5S)-3-pTop-5-
MeTHJINUNePUANH-1-1I)IHPUMHUANH-4-HT)aMUHO)-2-
uukjaonponui-3,3-audrop-7-meruna-1,2,3,4-rerparuapo-

[1,4]okcazenuno|2, 3-C]XI/IHOJ'[I/IH-6(7H)-0H

\in J@QI

4 F

Ilonyuanu ¢ npuMeHeHueM
criocoba, AQHAJIOTHYHOTO
cniocoOy anst 11a, Harpesanu

1o 120°C B teuenue 18 u.

LCMS (Cnocob X4) rt 2,84

MUHYTBI, Macca/3apsii pacc.

st C26H29CIF3N6O2
[M+H]" 549,1987,
HalJIEHHOE 3HAa4YCHUE
549,1973

Hpumep 12x04: (S)-10-((S-xaop-2-((3S,5SR)-3-¢prop-S-
MeTHJINHNePHIANH-1-HJI)IHPUMUAHH-4-HJT)AMHHO)-2-
uMKJonponui-3,3-gugrop-7-merua-1,2,3,4-rerparuapo-

[1,4]okcazenunol2, 3-c]xnﬂo.1mﬂ-6(7H)-0H

mfm

~
-~

4 F

IIpumep 12x05: (S)-10-((S-xa0p-2-((3R,5S)-3-meToKCH-5-
MeTHJINHNePUANH-1-1I1)IHPUMHANH-4-HT)aAMHUHO)-2-
uuKjaonponui-3,3-audrop-7-meruna-1,2,3,4-rerparnapo-

[1,4]okcazennno|2,3-c]xunoann-6(7H)-on

IMonydanu [(B BUOe cMmecu
1:1 ¢ (3S,5R)-uzomepom)| u3
pau-(3S,5R)-3-merokcu-5-

merun-nunepuauHa: TFA ¢
NPUMEHEHHUEM crnoco0a,

aHAJIOTHYHOTO Crocoly s

11a
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LCMS (Cnoco6 T4) Rt

3,03MuHyTBI, Macca/3apsn
paccu. ansi Ca7H32C1F2N6O3
[M+H]* 561,2187
HalJIEHHOE 3HAYEHUE
561,2188

Ipumep 12x06: (2S)-10-((5-x10p-2-(2,6-
AUMETHITHOMOP(OTHHO)THPUMHAUH-4-UJT)AMHHO)-2-
uukjaonponui-3,3-audrop-7-meruna-1,2,3,4-rerparnapo-

[1,4]okcazennno|2,3-c]xunoann-6(7H)-on

Ilonyyanu B BUIE CMECH U3
IMACTEPEOH30MEPOB o
THOMOP( OTMHOBOMY KOJIbLY
C TpPHUMEHEHHeM Crocoba,
AQHAJIOTUYHOTO CIIOCO0Y ISt
I1a.

LCMS (cmocob6 X4) 1:1

COOTHOIIICHWE MHUKOB IIpH It

3,54MuHyTB,  Macca/zapsin
563,1790 u rt 3,62MHUHYTHI,
macca/3apsin 563,1786.
Paccu. macca/3apsia
563,1807 OISt

C26H30CIF2N6O2S [M+H]"

IIpumep 12x07: (25)-10-((5-x10p-2-(3,4-
AUMeTHJINHNePUAHH-1-HIT)ITHPUMHIANH-4-HJI)AMHHO)-2-
uuKjaonponui-3,3-audrop-7-meruna-1,2,3,4-rerparugpo-

[1,4]okcazennno|2,3-c]xunoann-6(7H)-on

cl k °

N7 Wo
N)Q NN HN\./zF
SAMlb't

Ilonyuanu B BHAE CcMecH
IMACTEPEOH30MEPOB o
MUMEPUAMHOBOMY KOJIBLY C
NPUMEHEHHUEM crioco0a,
AQHAJIOTUYHOTO CIIOCO0Y ISt

11a.

LCMS (cmmocob X4) 2:1
cooTtHoumenue npu rt 3,34

MHHYTBI, macca/zapsin
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545,2227 wu rt 3,42MUHYTHI,

macca/3apsin 545,2229.
Paccu. macca/3apsn
545,2243 JUTST

C27H3,CIF2N6O; [M+H]"

IIpumep 12x08: (25)-10-((5-x10p-2-(2,3-
AUM eTHINHNePUAHH-1-HIT)ITHPUMHIAHH-4-HJ)AMHHO)-2-
uukjaonponui-3,3-augrop-7-meruna-1,2,3,4-rerparuapo-

[1,4]okcazennno|2,3-c]xunonnn-6(7H)-on

A0

A\

(I

Ilonyuanu B BHAE CcMecH
IUACTEPEOU30MEPOB o
MUNEPUANHOBOMY KOJbLY C
NPUMEHEHHUEM crnoco0a,

aHAJIOTHYHOTO Crocoly s

11a, JIOTIOTHUTENIBHO
HarpeBamn 1o 160°C B
TEUECHUE 2 9. pu
BO3JI€UCTBUU
MHUKPOBOJHOBBIM
U3JIy4YE€HHUEM.

LCMS (cnocob X4) rt

3,27munyTtel, 93% uncTOTA;

Macca/3apsin paccu.
5452243 JUTSE
C27H3CIF2NgO2  [M+H]",
HalJIeHHOE 3HAYCHUE
545,2237

IIpumep 12x09: (25)-10-((5-x10p-2-(2,6-1meTHI-1-
OKCHAOTHOMOP(OIHHO)THPHUMHIANH-4-HJ1)AMHHO)-2-
uuKjaonponui-3,3-audrop-7-meruna-1,2,3,4-rerparugpo-

[1,4]okcazennno|2,3-c]xunoann-6(7H)-on

Ilonyuanu B BHAE CMecH
ANacTEePEOn30MEPOB o
THOMOP( OTMHOBOMY KOJIbLLY
C TpPHUMEHEHHEeM CIocola,

aHAJIOTHYHOTO Crocoly s

11a, JIOTIOJTHUTENIBHO
HarpeBamun 1o 160°C B
TEUECHUE 5 9. npu
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BO3/1€ICTBUU
MHKPOBOJIHOBBIM
U3JTyYSHHUEM.

LCMS (crmoco6 T4) rt
2,85MuHyTBI,  Macca/3apsia
paccu. 579,1751 IJIs1

C26H30C1F2N603S+ [M+H]+,
HalieHHOe

579,1752

3HAa4YCHHEC

IIpumep 12x10: (25)-10-((S-xs10p-2-(2-(rUAPOKCUMETHT)-
S-mMeTunnunepuauH-1-uj)IHpUMHAUH-4-UJT)AMHHO)-2-
uuKjaonponui-3,3-audrop-7-meruna-1,2,3,4-rerparngpo-

[1,4]okcazennno|2,3-c]xunoann-6(7H)-on

A0
N: \ :/@L/;o
o,

OH

bn

Ilonyyanu B BUIE CMECH U3

(2R5S)- u  (2S,5R)-
MUNCPUAUHOBBIX

JANACTEPEOH30MEPOB c
PUMEHEHHUEM crnoco0a,

aHAJIOTHYHOTO Crocoly s

11a JIOTIOJIHUTEJIBHO

1:1

2

HarpeBajqu B CMeECHU
aueroHutpuna u NMP mpu
160°C B Teuenue 16 4. mpu
BO3/1€HCTBUM

MUKPOBOJIHOBBIM

U3JTy4EeHUEM.

LCMS (cnocob6 X4) rt
macca/3apsin
paccu. 561,2192
C27H3:CIF2NsO3

2,80MUHYTBHL,

JUTSE
[M+H]",
HaliJieHHOE 3HAYEHUE

561,2199

IIpumep 12x11: (2S5)-10-((S-xs0p-2-(2,6-gumern.-1,1-

AHOKCHAOTHOMOP(OJITHHO)TMPUMHUANH-4-1J1)AMHHO)-2-

Ilonywanu B BHAE CMecH

IHACTEPEOH30MEPOB o
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uuKjaonponui-3,3-augrop-7-meruna-1,2,3,4-rerparuapo-

[1,4]okcazennno|2,3-c]xunoaun-6(7H)-on

\
N7 2~0
)§NH Hsz
1F

THOMOP(OIIMHOBOMY KOJIbLLY
C TPUMEHEHHeM Crocoba,
AHAJIOTUYHOTO Crocoly auis
11la, ¢ JONMOJHHUTEILHBIM
HarpeBaHueM B cmecu 1:1

aueronutpusa 1 NMP npu

160°C B Teuenuwe 4 4. mpu

BO3/IEHCTBUU
MHUKPOBOJHOBBIM
HU3JTyYCHUEM. I'naBHbI
nnactepeonzomep  (~80%)
IpeaCcTaBlIeH B yuc-
MOJIO’KEHUU.

LCMS (Cnoco6 T4) Rt
macca/3apsiz
paccu. 595,1700
C26H30CIF2N6O4S™ [M+H]",

2,93MUHYTHL,

JJIA

HalIeHHOe

595,1700

3HAYUCHHEC

IIpumep 12x12: (2S5)-10-((5-x10p-2-(2,5-
AUM eTHJINHNEePUAHH-1-HT)ITHPUMHIANH-4-HJ)AMHHO)-2-
uukjaonponui-3,3-audrop-7-meruna-1,2,3,4-rerparuapo-

[1,4]okcazennno|2,3-c]xunoann-6(7H)-on

L o

e,

D

ITonyuanu B Bune cmecu 1:1

(2R,SR)- u  (25,59)-
MUNICPUIUHOBBIX

JMACTEPEOH30MEPOB c
NPUMEHEHHUEM crnoco0a,

aHAJIOTHYHOTO Crocoly s
9a, HarpeBasu B cmecu 1:1
aneronutpusna 1 NMP mpu
160°C B Teuenme 8 4. mpu
BO3JI€UCTBUU
MHKPOBOJIHOBBIM

U3JTy4ECHUEM.
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LCMS (cnocob X4) rt
3,20MuHyTBI,  Macca/3apsn
paccu. 545,2243

C27H3,CIF2N6O2

IS
[M+H]",
HalieHHOe

545,2235

3HAa4YCHHEC

Hpumep 12x13: (S)-10-((5-x0p-2-((3S,5S)-3-ruapoxcu-
S-meTunnunepuauH-1-ujI)IHPpUMHAHH-4-UJT)AMHHO)-2-
uukjaonponui-3,3-audrop-7-meruna-1,2,3,4-rerparnapo-

[1,4]okcazenuno|2, 3-C]XI/IHOJ'[I/IH-6(7H)-0H

mf@n;

-
~
~

4

Ilonyuanu B BuAe couu

MYpPaBbUHON  KUCJIOTBI C
NPUMEHEHHUEM crioco0a,
aHAJIOTHYHOTO Crocoly s
11a, narpeBamu no 140°C B

TeyeHue 22 4.

LCMS (Crocob X4) RT =
2,66 MUHYTBI, Macca/3apsn
paccu. 547,2036

Ca6H30CIF2N6O3

HJIA
[M+H];
HalIeHHOe

547,2020

3HAYUCHHEC

Hpumep 12x14: (25)-10-((5-xa0p-2-(6-ruapoxcu-1,4-
AuazenaH-1-wji)nupuMUANH-4-HI)aMHUHO)-2-
uukjaonponui-3,3-audrop-7-meruna-1,2,3,4-rerparuapo-

[1,4]oxcazenuno|2, 3-C]XI/IHOJII/IH-6(7H)-0H
)@&/Xo
HO

HN

bl...

ITonyvanu B Bune cmecu 1:1
R- 1 S-runpoKkCcUITMEPOB €
NPUMEHEHHUEM crnoco0a,
aHAJIOTHYHOTO Crocoly st
I1a.

LCMS (cmmocob T4) rt
2,45MuHyTBl,  Macca/3apsin
paccu. 548,1983

C25H»9CI1F2N-0O3

IS
[M+H]+,
HaliieHHOe

548,1987

3HA4YCHHUC
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IIpumep  12x15:  (2S)-10-((S-xq0p-2-(6-rugpoxcu-4-
mMeTuJI-1,4-1uazenan-1-ua)nupuMHIANH-4-HI)AMHHO)-2-
uMKJonponui-3,3-gu¢grop-7-meruna-1,2,3,4-rerparuapo-

[1,4]okcazennno|2,3-c]xunoann-6(7H)-on

IMonyuanu
TPUAEHTEPOMETUIIBHYIO

BEPCHIO — CM. HUXKE

Hpumep 12x15-d3: (2S)-10-((5-xs0p-2-(6-rugpoxcu-4-
(meTun-ds)-1,4-qua3enaH-1-ui)nupuMUAUH-4-
WJI)aMHHO)-2-UUKJIonponui-3,3-1udprop-7-meTui-
1,2,3,4-Trerparuapo-|1,4]oxkcaszenuno|2,3-c|xuHoJmnH-

6(7H)-on

\ o
e ool
U H HN.ng

A

n

N
D
7%

ITonyuanu B Buae cmecu 1:1
R- u S-runpokcusnumepos ¢
NPUMEHEHHUEM crnoco0a,
AHAJIOTHYHOTO Crocoly s
I1a.

LCMS (cmoco6 T4) Rt
macca/3apsia
paccu. 565,2328

C26H2sD3CIF2N7Os  [M+H]"

2,22 MUHYTBHI,

JUIA

HaliieHHOe

565,2330

3HAa4YCHHUC

IIpumep 12x16: (25)-10-((2-(3-(2-(azeTnann-1-uma)-2-
OKCOITHJI)-S-MeTuJnunepuanx-1-ui)-S-

XJIOpIH PUMHAHH-4-UJ1)aMHHO)-2-IIHKJIonponui-3,3-
au¢rop-7-mermi-1,2,3,4-rerparuapo-

[1,4]okcazennno|2,3-c]xunoann-6(7H)-on

\ o
N7 2~0
N)§N N HN\/gF
F

'

bn

Oh

o

Ilonyyanu ¢ npuMeHEHUEM
croco0a, AHAJIOTUYHOTO
criocoby ans 9a. Ilonyuanu

JBa ITHKa IIOCJIE€ OYHUCTKU C

ITOMOIIBIO HPLC,
comeprKarime pa3Hble
MTUTIEPUIUHOBbIE
IMaCTEPEOU30OMEPBL.
IIpumep 12x16a: LCMS
(cmocob X4) rt 2,96MUHY TSI,
macca/3apsin paccu.
628,2614 JUTSE
Cs1H37CIF2N,Os - [M+H]",
HalJeHHOE 3HAYEHUE

628,2601. TIpumep 12x16b:
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LCMS (crocob X4), rt 3,06
1 3,09, npuM. COOTHOLUEHHE
11, MOy YEHHOE

macca/zapsin 628,2614.

Hpumep 12x17: (25)-10-((5-xn0op-2-(3-(2-(3,3-
audTopazeTuaAnH-1-11)-2-0KCOITHI)-5-
MeTHJINMUNePUANH-1-1I)IHPUMHUANH-4-HT)aAMHUHO)-2-
uukjaonponui-3,3-augrop-7-meruna-1,2,3,4-rerparuapo-

[1,4]okcazennno|2,3-c]xunonnn-6(7H)-on

N7 £~0

N)QN N HN\/zF
F :OF
F>C\N 4

Ilonyuanu ¢ npuMeHeHueM
criocoba, AQHAJIOTHYHOTO
cnocoly st 9. IMonyuanu

JBa ITMKa IIOCJIC€ OYHUCTKU C

TTOMOII IO HPLC,
cozeprKarme pa3HbIe
MUTEPUIUHOBBIE
INaCTEPEOU30MEPBL
IIpumep 12x17a: LCMS
(crocob X4) rt 3,07MUHYTHI,
macca/zapsin paccu.
664,2426 ISt
C31H3sCIFsN;O3  [M+H]",
HallICHHOE 3HA4YECHUE

664,2413. TIpumep 12x17b:
LCMS (criocob X4), rt 3,18
u 3,20, mpuM. COOTHOLIEHUE
1.1, MOJTyYEHHOE

macca/zapsin 664,2410.

Hpumep 12x18: (25)-10-((2-(3-(a3eTuaun-1-kapoonu)-
4,4-nudropnunepuanH-1-ui)-S-xJaopnupumMuauH-4-
HWJI)aMHHO)-2-IUKJIonponui-3,3-1udprop-7-meTnJi-
1,2,3,4-Trerparuapo-|[1,4]oxkcazenuno|2,3-c|xuHojmnH-

6(7H)-on

Ilonyyanu B BuUAE CcMecH
SMUMEPOB B MOJIOKEHUU 3
MUTEePUINHA c
NPUMEHEHNEM crnoco0a,
aHAJIOTHYHOTO Crocoly s

Oa C  JTOUOJHUTEJbHBIN

2

HarpeBaHueM npu

BO3€HCTBUH
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MHKPOBOJHOBBIM
u3nydyeHuem npu 160°C B

TeyeHue 8 4.

F S OF
F 4 LCMS (cnocob6 X4) rt
ET ° 2,99MuHYTBI,  Macca/3apsin
paccu. 636,2113 TS
CoH31CIFsN,O3  [M+H]",
HalJIeHHOE 3HAYEHUE

636,2112
IIpumep 12x19: (2S5)-10-((5-x10p-2-(3-(3,3- | [lonmyuanu B BHOE CMecH

audTopazeruann-1-kapoonui)-4,4-nudpropnunepuanH-
1-nJa)nMpUMHUANH-4-UJ)AMHHO)-2-IHKJAONPONNI-3,3-
audrop-7-merni-1,2,3,4-rerparuapo-

[1,4]okcazennno|2,3-c]xunoaun-6(7H)-on

L' o
N7 £~0
N)QN N HN\/gF
':

(o)

Tta,

D

':
':
N
o
':

SMUMEPOB B MOJIOKEHUU 3
NHUNepUarHA C
NPUMEHEHHUEM crnoco0a,
aHAJIOTHYHOTO Crocoly s

9a, ¢ HarpeBaHueMm IpHU

BO3/1€MCTBUU
MHKPOBOJHOBBIM
u3nyuenneM npu 140°C B
TeueHue 12 u.

LCMS (crmocob T4) rt
macca/3apsia

paccu. 672,1919
C20H39CIF¢N-O5"

2, 7OMUHYTBHI,

IS
[M+H]",
HalJICHHOE

672,1930

3HAa4YCHHEC

IIpumep 12x20: (25)-10-((5-xa0p-2-(3-(2-(3,3-
audTopazeTuanH-1-u1)-2-0kcodTHN)-4,4-
AudTopnUNepHANH-1-HI)ITHPUMHIANH-4-HJT)AMHHO)-2-
uukjaonponui-3,3-audrop-7-meruna-1,2,3,4-rerparugpo-

[1,4]okcazennno|2,3-c]xunoaun-6(7H)-on

Ilonywyanu B BUAE CMecCH
SMUMEPOB B MOJIOKEHUU 3
nunepuauHa c
NPUMEHEHHUEM crnoco0a,

aHAJIOTHYHOTO Crocoly s
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N /iH

9a, ¢ HarpeBaHueM IpHU

2
BO3J1€HCTBUU
MHKPOBOJIHOBBIM
usnydenuem npu 140°C B

TeyeHue 4 u.

LCMS (cnocob6 X4) rt
macca/3apsia
paccu. 686,2081
C30H31C1FsN7O3, HaliieHHOE
3HadeHue 686,2072

3,42MUHYTHL,

JUIA

IIpumep 12x21: (25)-10-((2-(3-(2-(azeTnann-1-um)-2-
oKkcodTHI)-4,4-qudropnunepuauH-1-uma)-5-
XJOPIHPHMHANH-4-HJ)AMHUHO)-2-IIUKJI0Nponuia-3,3-
audprop-7-merni-1,2,3,4-rerparuapo-

[1,4]okcazennno|2,3-c]xunoaun-6(7H)-on

Ilonyyanu B BuAE CcMecH
SMUMEPOB B MOJIOKEHUU 3
MUIEePUINHA c
PUMEHEHHUEM crnoco0a,
aHAJIOTHYHOTO Crocoly s

9a, ¢ HarpeBaHueM IpHU

2
BO3/1€HICTBUH
MHKPOBOJHOBBIM
usnyueHuem npu 140°C B

TeyeHue 4 u.

LCMS (cnocob6 X4) rt
macca/3apsia
paccu. 650,2269
C30H33CI1F4N-7O3, HaliieHHOE
3HadeHue 650,2280

3,39MHUHYTHL,

JUIA

IIpumep 12x22: (25)-10-((5-x10p-2-(3-
3THHMJINHIEPUAHH-1-HI)THPUMHANH-4-UT)AMHHO)-2-
uukjaonponui-3,3-audrop-7-meruna-1,2,3,4-rerparngpo-

[1,4]okcazennno|2,3-c]xunoaun-6(7H)-on

ITonyuanu B BUuae cmecu 1:1
(BR)- u (35)-3TUHMIOBBIX
SMUMEPOB C TPUMEHEHUEM
crioco0a, AHAJIOTUYHOTO

crioco0y s 11a.




165

o

=

x

Z
L
-n

L

\l

LCMS (crmocob6 T4) rt
2,93MuHYTBI, Macca/3apsin
paccu. 541,1925 TUIst

C27H23C1F2N6O2, HalineHHOe

3HadeHue 541,1919

Hpumep 12x23: 1-(S-xaop-4-(((S)-2-uukaonponui-3,3-
audprop-7-merun-6-oxco-1,2,3,4,6,7-rekcaruapo-
[1,4]oxcazenuno|2,3-c]xunoaun-10-

WJI)aAMHHO)THPUMHIHH-2-UJI)THNePUANH-3-

KapOOHMTPHJI
N0
Cl
)§N H \/@
N H HN
T F
F

Ilonyuanu ¢ npuMeHeHueM
criocoa, AQHAJIOTHYHOTO
criocody st 9a.

LCMS (crmocob T4) rt
macca/3apsin
5421877 JUTS

[M+H]",

2,6 TMUHYTBL,
paccu.
Ca6H26CIF2N7O-
HaliieHHOE 3HAYEHUE

542,1875

IIpumep 12x24: (S)-10-((S-xmn0p-2-((4,4-
AUGTOPUHKIOreKCHI)AMHUHO ) TMPUMUANH-4-UJ1)aAMHHO)-
2-puxaonponui-3,3-nudrop-7-meruni-1,2,3,4-

Terparuapo-|[1,4|okcazenuno|2,3-c]xunonun-6(7H)-on

\
~C N~
N“ £ —~0
HN)QNN HN\/@

AN

A
F F

ITonyyanu ¢ npuUMeHEHHEM
criocoba, AHAJIOTUYHOTO

crocody ISt 11a

>
JOTOJHUTEIBHO HarpeBau
1o 160°C B TeueHue 4 4. npu
BO3ACHCTBUH

MHKPOBOJTHOBBIM
U3JIy4YEHUEM, 3aTeM
JONOJHUTENBbHO 4 4. mpu
140°C B mpucyrctBuu > 10

JKB. aMHHa.

LCMS (cnocob6 X4) rt
macca/3apsiza

567,1898

2, 72MUHYTBL,

paccu. ISt
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CasHosCIFsNgO2  [M+H]",
HaljeHHOe 3HaUYE€HUE
567,1898

Ipumep 12x25: (25)-10-((2-(2-a3a6unuxno[4.1.0]renran-

2-11)-5-XJ1I0pNH pUMHAHH-4-WJT)AMHHO)-2-

uukjaonponui-3,3-augrop-7-meruna-1,2,3,4-rerparuapo-

[1,4]okcazennno|2,3-c]xunonnn-6(7H)-on

Lo
qTF

Ilonyyanu B BuUIe CcMecH
IUaCTEPEOU30MEPOB o
CIIMTOMY NHIIEPUANHOBOMY
KOJIbLlY, C IPUMEHEHUEM
criocoa,

AHAJIOTHYHOI'O

crioco0y st 11a.

LCMS (crmocob T4) rt
macca/3apsin
paccu. 529,1925 ISt
Ca6H2sCIFaN6O2  [M+H]',

2,64MUHYTHL,

HaliieHHOe

529,1926

3HA4YCHHUC

IIpumep 12x26: (2S)-10-((5-x10p-2-(3-
(andropmeTHI)NUNEpasuH-1-uI)IHPUMHAHH-4-
WJI)aMHHO)-2-HuKjJIonponui-3,3-1udprop-7-meTui-
1,2,3,4-Trerparuapo-|1,4]okcaszenuno|2,3-c|XxuHoJMH-
6(7H)-on

I

Fodoes

F”F 4

Il,'

F

Ilonyyanu B BuUAE CMeCH
(3R)- u (39)-
A1 TOPMETHIIOBBIX

SMUMEPOB C TMPUMEHEHUEM
criocoba, AQHAJIOTUYHOTO
crocody ISt 11a,
JOTOJHUTEIBHO HarpeBau
B cMecH 1:1 aneronuTpuna u
NMP mpu 120°C B Teuenue 1

4., 3ateM 160°C B Teuenue 4

q. pu BO3/1€IICTBUU
MUKPOBOJIHOBBIM
U3JIy4E€HHUEM.

LCMS (crmoco6 T4) rt

2,49MuHyTBI, Macca/3apsn
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paccu. 568,1845
C25H27C1F4N702[M+H]+,

JJIA

HalIeHHOe

568,1849

3HAYUCHHEC

pumep 12x27: (25)-10-((5-xn0p-2-(3-meTHI-5-
OKconunepuaAnH-1-u1)MUPUMUIUH-4-HJT)aMHUHO)-2-
uukjaonponui-3,3-audrop-7-meruna-1,2,3,4-rerparuapo-

[1,4]okcazennno|2,3-c]xunonnn-6(7H)-on

|
H HN

-
N
<
~ F

IIpumep 12x28: (S)-10-((S-xq0p-2-((3R,5S)-3-(2-
(IMMeTHJIAMMHO)3TOKCH)-S-MeTHINUNepUIuH-1-
WJT)TH PUMHAHH-4-WJ1)AMHHO)-2-IHKJI0NPOonui-3,3-
auprop-7-merna-1,2,3,4-rerparuapo-

[1,4]oxca3zennno|2,3-c|xuHoauH-6(7H)-0H

|
N4ICI N (o]
\N/\/O NJ\\N N Z~0
| H HN
N F
$ F

4

Ilonyuanu B BUAE CMecCH

NMUICPUANHOBBIX
AUACTEPEOH30MEPOB c
IpPUMEHEHUEM crioco0a,

AHAJIOTUYHOTO Crocoly st

Oa,

LCMS (cnocob6 X4) rt
2,29MUHYTBI, Macca/3apsin

oxkupgaemoe 6182771 mis

C30H3CIF2N-0;  [M+H],
HaliieHHOe 3HAUEHHE
618,2766

Ipumep 12x29: (S)-10-((S-xq0p-2-((3R,5S)-3-(3-
(IMMeTHJIAMHMHO)IPONOKCH )-S-MeTH/INUunepuaAnH-1-
WJT)IH PUMHAHH-4-W]1)AMHHO0)-2-IHKJI0NPOonui-3,3-
audprop-7-merni-1,2,3,4-rerparuapo-

[1,4]okcazennno|2,3-c]xunoaun-6(7H)-on
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|
| Né\/l[c' N (o]
NP NJ\\N N Z~o0
H HN 2
F

o
<
N
~ F

Hpumep 12x30: (25)-10-((2-(3-(a3eTnanH-1-kapooHMIT)-
S-meTunnunepuauH-1-ui)-S-x10pnupuUMHIANH-4-
WJI)aMHHO)-2-IUKJIonponui-3,3-1udprop-7-meTni-
1,2,3,4-Trerparuapo-|1,4]oxkcaszenuHno|2,3-c|]xuHomnH-

6(7H)-on

(o]

Ilonyuanu B BHAE CcMecH

(3S,5R)- u  (3R)59)-
MUNCPUAUHOBBIX

JANACTEPEOH30MEPOB c
NPUMEHEHHUEM crioco0a,

aHAJIOTHYHOTO Crocoly s

9a

LCMS (cnocob6 X4) rt

2,91MuHyTBI, Macca/3apsn
) ° paccy. 6142458  mma
C3oH3sCIF2N,O3  [M+H]",
HalIeHHOE 3Ha4YEHUE
614,2452
IIpumep 12x31: (2S5)-10-((5-x10p-2-(3-(3,3- | [lomyuanu B BUAE CMecH
audTopazeTuanH-1-kapOoHUI)-S-MeTH U ePUAHH-1- (3S,5R)- u (3R,5S)-
WJT)TH PUMHIHH-4-WJT)AMHHO)-2-IHHKJI0NPOonui-3,3- MUNIEPUANHOBBIX
au¢rop-7-mermi-1,2,3,4-rerparuapo- IUACTEPEOU3OMEPOB c
[1,4]okcazennno|2,3-c]xunonnn-6(7H)-on MPUMEHEHUEM crocoba,

N7 £~0
N)§N N HN\/g

At
()

aHAJIOTHYHOTO Crocoly s

9a, ¢ HarpeBaHuem Ipu

2
BO3JI€UCTBUU
MHKPOBOJTHOBBIM
u3nyueHuemM npu 160°C B

TeueHue 1 4.
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LCMS (cnocob6 X4) rt
3,05MuHyTBI,  Macca/zapsin
oxumaemoe 650,2269 nas
C30H33CIF4sN-,O3  [M+H]",
HalJIeHHOE

650,2259

3HAYCHUEC

pumep 12x32: (S)-10-((S-xm0p-2-(3-
(ruapoxcuMeTHI)a3eTHANH-1-WI)MIMPUMHUANH-4-
WJI)aMHHO)-2-IUKJIonponui-3,3-1udprop-7-meTni-
1,2,3,4-Trerparuapo-|[1,4]okcazenuno|2,3-c|xuHojnH-

6(7H)-on

adeed

Ilonyuanu ¢ npuMeHeHueM
criocoa, AQHAJIOTHYHOTO
cniocoOy anst 11a, Harpesanu
no 80°C B Teuenue 90 MUH.

LCMS (cnocob X4) rt 2,31
MUHYTBI, Macca/3apsii pacc.

519,1723 st
CaHysCIFaNsO;  [M+H],

: HaliieHHOE 3HAYEHUE
s F
4 519,1715
Ipumep 12x33: (25)-10-((5-x10p-2-(2- Ilonyuanu B BUJIE
(ruapoxcuMeTn)azeTuANH-1-wiI)nupuMuAnH-4- €IUHUYHbBIX
WJ1)aMHHO)-2-IIUKJIonponui-3,3-1udrop-7-MmeTnJi- IUACTEPEOU3OMEPOB,

1,2,3,4-Trerparuapo-|1,4]oxkcazenuno|2,3-c|XxuHoJMH-

6(7H)-on

npumepbl 12x33a u 12x33Db,

CM. HHMIKE.

pumep 12x33a: (S)-10-((5-x10p-2-((S)-2-
(ruapoxcuMeTHI)a3eTHANH-1-WI)IMPUMUANH-4-
WJI)aMHHO)-2-IUKJIonponui-3,3-1udprop-7-meTnJi-
1,2,3,4-Tterparuapo-|1,4]oxkcaszenuno|2,3-c|]xuHojmnH-

6(7H)-on

Ilonyyanu ¢ npuMeHeHueM
criocoba, AHAJIOTHYHOTO
cniocoOy anst 11a, HarpeBanu

10 80°C B TeueHue 90 MuH.

LCMS (cnocob6 X4) rt
2,50MuHyTBI, Macca/3apsin
paccu. 519,1723 ISt

CaHysCIFaNsO;  [M+H]",
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I
CIN " H HN\_ZF

4

o\ w
",

H

HalieHHOe

519,1723

3HA4YCHHUEC

pumep 12x33b: (S)-10-((5-xs0p-2-((R)-2-
(ruapoxcuMeTuI)azeTHANH-1-WI)MIMPUMUANH-4-
WJI)aMHHO)-2-IUKJIonponui-3,3-1udprop-7-meTni-
1,2,3,4-Trerparuapo-|1,4]oxkcaszenuHno|2,3-c|]xuHomnH-

6(7H)-on

fegves
Saeace!

HO + F

Ilonyuanu ¢ npuMeHeHueM
criocoba, AQHAJIOTHYHOTO
cniocoOy anst 11a, Harpesanu
no 80°C B Teuenue 90 MUH.

LCMS (cmmocob T4) rt
macca/3apsiz
paccu. 519,1723

C24H26CIF2N6O3

2,17MUHYTHL,

IS
[M+H]",
HalJIEHHOE

519,1727

3HA4YCHHUEC

IIpumep 12x34: (2S)-10-((5-x10p-2-(2-
(¢propmernin)azeTuauH-1-uiI)IHPUMHAHH-4- U )AMHHO)-
2-nuxkaonponuia-3,3-auprop-7-merni-1,2,3,4-

Terparuapo-[1,4|okcazenuno|2,3-c]xunonun-6(7H)-on

Fegvee
e

IIpumep 12x35: (S)-10-((S-xq0p-2-(3-
(¢pTopmern)azeTuauH-1-UI)IHPUMHAHH-4-UIT)AMHHO)-
2-puxkaonponui-3,3-nudrop-7-merna-1,2,3,4-

TeTparuapo-[1,4|okcazenuno|2,3-c]xunonun-6(7H)-on

Ilonyuanu ¢ npuMeHeHueM
criocoba, AHAJIOTUYHOTO
cniocoOy anst 11a, Harpesanu

1o 80°C B TeueHue 90 MuH.
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)CEC'J@QI

Am.

LCMS (crmoco6 T4) rt

2,68MuHYTBI,  Macca/3apsia
paccu. 521,1680

C24H>5CIF3N6O2

OIS
[M+H]",
HalieHHOe

521,1668

3Ha4YCHHEC

Ipumep 12x36: (2S)-10-((5-x10p-2-(2-MeTHIAZETUANH-
1-nJa)nupuUMHUANH-4-UJT)aAMHHO)-2-HHKJI0NPONuniI-3,3-
au¢prop-7-mermi-1,2,3,4-rerparuapo-

[1,4]okcazennno|2,3-c]xunoann-6(7H)-on

Ilonyuanu B BHAE CcMecH
INaCTEPEOU30MEPOB c
NPUMEHEHHUEM crnoco0a,
aHAJIOTHYHOTO Crocoly s
11a, HarpeBasiu no 80°C B
TeueHue 90 MuH.

LCMS (crocob6 T4) rt
2,63MUHYTBL.  Macca/3apsin
paccu. 503,1774

C24H26CIF2N6O2

IS
[M+H]",
HalIeHHOe

503,1772

3HAYCHHEC

Mpumep 12x37: (25)-10-((5-xn0p-2-(4,4-nuprop-3-
MeTOKCHUITHIIePUANH-1-HT)MTUPUMHIANH-4-UJT)AMHHO)-2-
uukjaonponui-3,3-augrop-7-meruna-1,2,3,4-rerparuapo-

[1,4]okcazenuno|2, 3-c]an0.1mH-6(7H)-0H

IIpumep 12x38: (S)-1-(5-xn0p-4-((2-uukaonponui-3,3-
auprop-7-merna-6-oxco-1,2,3,4,6,7-rekcaruapo-

[1,4]oxcazenuno|2,3-c]xunoaun-10-

Ilonyuanu ¢ npuMeHeHueM
crioco0a, AHAJIOTUIHOTO

crnioco0y aus 11a
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WJI)AMHHO)THPUMHAHH-2-UJI)THNePUANH-4-

KapOOHUTPHJI
\
o
Cl N
N7 20
s
N H HN
N7 4

LCMS (crmoco6 T4) rt

2,79MunHyTBI,  Macca/3apsn
paccu. 542,1877

C6H27CIF2N-0,"

OIS
[M+H]",
HalieHHOe

542,1875

3Ha4YCHHEC

Ipumep 12x39: 1-(S-xaop-4-(((S)-2-uukaonponui-3,3-
auprop-7-meTun-6-oxco-1,2,3,4,6,7-rekcaruapo-
[1,4]okcazenuno[2,3-c]xunoann-10-
HWJI)AMHHO)THPUMHAHH-2-11)-S-pTop-N,N-
AUMeTHJINHNEePHAHH-3-Kap0oKcaMua
Cl }q ©
N7 2~0

)QNH HN\/g

F N

=0

Ilonyyanu B BuUAE CcMecH

MUNICPUIAUHOBBIX
JAMACTEPEOH30MEPOB c
NPUMEHEHHUEM crioco0a,

aHAJIOTHYHOTO Crocoly s

9a, ¢ HarpeBaHuem Ipu

2
BO3JI€UCTBUH
MHKPOBOJIHOBBIM
u3nyueHuem npu 160°C B

TeueHue 1 4.

LCMS (cnocob X4) rt
macca/3apsia
paccu. 606,2207
C23H3,CIF3N703

2,94MUHYTHI,

TS
[M+H]",
HaliIeHHOE

606,2200

3Ha4YCHHEC

IIpumep 12x40: (25)-10-((5-x10p-2-(3-PpTOopnunepuanH-
1-nJa)nMpUMHUAHH-4-UJT)aAMHUHO)-2-HHKJI0ONPONII-3,3-
au¢rop-7-mermi-1,2,3,4-rerparuapo-

[1,4]okcazennno|2,3-c]xunoann-6(7H)-on

Ilonyuanu B BHAE CMecH
(35)- " (3R)-
¢dTOpIHIIEpHINHOBBIX

SHIUMEPOB C MNPHUMEHCHUEM

crioco0a, AQHAJIOTUYHOTO
cocoby mnms 9a, ¢
HarpeBaHUEM npu

BO3€HCTBUH
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I\\l o MHKPOBOJHOBBIM
z cl m3znydyeHuem npu 140°C B
N™ 70
)§ N TedeHue 4 u.
F@ N H HN
Y 1F
F

LCMS (cnocob X4) rt 3,06 u
3,11 muHyTBHI, Macca/3apsin
paccu. 535,1836

C25sH»7CIF3N6O»

IJIs1
[M+H]",
HalieHHOe 3HAUEHHE

535,1836 1 535,1837

Ipumep 12x41: (25)-10-((5-x10p-2-(4,4-n1upTop-3-
THAPOKCH-S-MeTHINUNePUAHH-1-un)nUupuMHUINH-4-
HWJI)aMHHO)-2-1UKJIonponui-3,3-1udprop-7-meTnJi-

1,2,3,4-terparuapo-|[1,4]oxkcaszenuno|2,3-c|]xuHoamnH-

6(7H)-on
Cl
XX m

F

HO

A,,

pumep 12x42: (S)-10-((5-xs0p-2-(4-pTropnunepuauH-1-
WJT)TH PUMHIHH-4-W]T)AMHHO)-2-IHKJI0NPonui-3,3-
au¢prop-7-mermi-1,2,3,4-rerparuapo-

[1,4]okcazennno|2,3-c]xunonnn-6(7H)-on

Lo
N: \ 6;/@;0
ISRREETS

Ilonyuanu ¢ npuMeHeHueM
criocoba, AQHAJIOrHYHOTO

criocoOy st 11a.

LCMS (cnocob6 X4) rt
3,12MuHyTB, Macca/3apsin
paccu. 535,1836

C25H»7CIF3N6O>

IS
[M+H]",
HaliieHHOe

535,1836

3HA4YCHHUC
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IIpumep 12x44: (S)-10-((S-xs0p-2-((S)-2-
(rUAPOKCHMETHI)THPPOJTHAHH-1-uI)IHpUMUAUH-4-
HJI)AMHHO)-2-IUKJIonponuia-3,3-1udprop-7-meTuJi-
1,2,3,4-Trerparuapo-|1,4]Joxkcazenuno|2,3-c|XxuHoJIMH-

6(7H)-on

Ilonyyanu ¢ npuMeHeHUEM
croco0a, aHAJIOTUYHOTO

criocoOy aust 11a.

LCMS (cnocob6 X4) rt

L 0 2,46MUHYTBI,  Macca/3aps
~C paccu.  533,1879  mms
N™ Z 0
)§ N CysHxCIFaNsO3  [M+H],
NN § HN
Ou ) F HalJIEHHOE 3HAYEHHUE
7 <
(I)H 533,1873
IIpumep 12x45: (25)-10-((5-xa0p-2-(2- ITonyuann B BUJIE
(MeTOKCHMMeTHJI)IMPPOTHAUH-1-WI)IHPUMUAUH-4- €AMHUYHBIX
WJI)AMHUHO)-2-IIUKJIoNponui-3,3-1udrop-7-MmeTuJi- NaCTePEOU30OMEPOB,

1,2,3,4-terparuapo-|[1,4]oxkcaszenuno|2,3-c|]xuHoanH-
6(7H)-on.

npumepbl 12x45a u 12x45b

CM. HHIXKC

Hpumep 12x45a: (S)-10-((S-xyop-2-((S)-2-
(MeTOKCHMEeTHJ)IMPPOJTHAUH-1-WI)IHPUMUAUH-4-
HJ1)aAMHHO)-2-IHKJI0nponui-3,3-1udprop-7-meTHi-
1,2,3,4-Trerparuapo-|1,4]oxkcazenuno|2,3-c|]XxuHoJMH-

6(7H)-on

Cl h °
@ Q\;Eo
O‘)ﬂ ; HNV@F
"e, =: F
o 4\

Ilonyyanu ¢ npuMeHEHUEM
criocoba, AHAJIOTUYHOTO

criocoOy aust 11a.

LCMS (cnocob6 X4) rt
2, 7SMUHYTBL,  Macca/3apsin
paccu. 547,2036 IS
Ca6H30CIFaN6Os  [M+H]",
HalIeHHOE 3HAYCHUE

547,2061

IIpumep 12x45b: (S)-10-((5-xs0p-2-((R)-2-
(MeTOKCHMMeTHJI)IMPPOTHAUH-1-WIT)IHPUMUAUH-4-
HWJI)aMHHO0)-2-1UKJIonponui-3,3-1udprop-7-meTnJi-
1,2,3,4-terparuapo-|[1,4]oxkcaszenuno|2,3-c]xuHoamnH-

6(7H)-on

Ilonyuanu ¢ npuMeHeHueM
criocoba, AHAJIOTUYHOTO

crioco0y s 11a.
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/\md;(o
N o
5 A

LCMS (crmoco6 T4) rt

2,63MUHYTBI, Macca/3apsia
paccu. 547,2036 TS
CasH30CIF2N6O3  [M+H],
HalJIeHHOE

547,2022

3Ha4YCHHEC

Ipumep 12x46: (25)-10-((S-x10p-2-(2-
(ruapoxcuMeTHI)-3-MeTHINUNePpUAUH-1-

WJT)TH PUMHAHH-4-W]T)AMHHO0)-2-IHKJI0NPonui-3,3-
au¢rop-7-mermi-1,2,3,4-rerparuapo-

[1,4]okcazennno|2,3-c]xunoann-6(7H)-on

\ o
~F
N7 2~0

svn
N N H HNng

OH

D

Ilonyuanu B BHAE CcMecH

MUNICPUAUHOBBIX
JAMACTEPEOH30MEPOB c
NPUMEHEHHUEM crioco0a,

aHAJIOTHYHOTO Crocoly s

9a, ¢ HarpeBaHuem Ipu

2
BO3JI€UCTBUU
MHKPOBOJIHOBBIM
u3nyueHuem npu 160°C B

TeueHue 12 4.

LCMS (cnocob X4) 1t 2,83 u
2,8 7MUHYTBl, COOTHOLIEHUE

2:3, wMmacca/3apsim  paccd.

561,2192 OISt
C27H3CIF2NgOs  [M+H]",
HalJIeHHOE 3HAYCHUE
561,2200

Hpumep 12x47: (5)-10-((5-xa0p-2-((S)-4,4-nuprop-2-
(rUaApPOKCHMeTHI)THPPOTHAHH-1-UT)IHPUMUAUH-4-
HWJI)aMHHO)-2-IUKJIonponui-3,3-1udprop-7-meTnJi-
1,2,3,4-Trerparuapo-|[1,4]oxkcazenuno|2,3-c|xuHojmnH-

6(7H)-on

Ilonyuyanu ¢ npuMeHeHueM
criocoba, AQHAJIOTUYHOTO
criocody TSt 9a.
JIONOMHUTENBHO HarpeBalld
1o 160°C B Tedenue 8 4. nmpu
BO3JI€UCTBUU

MUKPOBOJIHOBBIM

U3JTy4ECHUEM.
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Lo
z cl LCMS (cmocod X4) rt
j\ ) 7 3,07 /
> ,07MHUHYTBI,  Macca/3apsn
F /~N" N} HN\/z Y P
3 F paccu. 569,1691 TSt
F 'l,ll > F
OH 4 CasHa6CIFsN6O3  [M+H],
HalJIEHHOE 3HAYEHUE
569,1688
Hpumep 12x48: (25)-10-((5-x10p-2-(4-PpTop-2- Ilonyuyann B BUJIE
(ruaApOKCHMeTHI)THPPOTHAHH-1-UI)ITHPUMUAUH-4- €AUHUYHBIX
WJI)AMHHO)-2-IIUKJIonponui-3,3-1udrop-7-MmeTnJi- NaCTePEOU30OMEPOB,

1,2,3,4-Tterparuapo-|[1,4]oxkcaszenuno|2,3-c|xuHojnH-
6(7H)-on

npumepbl 12x48a u 12x48Db,

CM. HHMIKC

IIpumep 12x48a: (S)-10-((5-x10p-2-((2S,4S)-4-PpTop-2-
(ruaApOKCHMeTH)THPPOTHAHH-1-UI)IHPUMUAUH-4-
WJI)aMHHO)-2-1UKJIonponui-3,3-1udprop-7-meTni-

1,2,3,4-Tterparuapo-[1,4]Joxkcaszenuno|2,3-c]xuHoamnH-

\
o)

Cl N
N7 £~0

’LkN N
Flln , S F
7] -~ F
6(7H)-on OH

Ilonyyanu ¢ npuMeHeHueM
crioco0a, AHAJIOTUIHOTO

crioco0y s 11a.

LCMS (cnocob X4) rt
2,64MHuHYTBI,  Macca/3apsin
paccu. 551,1785 ST
C2sH»7CIF3sNgO3  [M+H]",
HalJIeHHOE

551,1783

3HaAa4YCHHEC

Ipumep 12x48b: (S)-10-((5-xs0p-2-((2S,4R)-4-pTop-2-
(rUAPOKCHMETHI)THPPOTHAHH-1-UI)ITHPUMUAUH-4-
WJI)aMHHO)-2-IUKJIonponui-3,3-1udprop-7-meTnJi-
1,2,3,4-Tterparuapo-|1,4]oxkcaszenuHno|2,3-c|xuHojmnH-

6(7H)-on

Ilonyyanu ¢ npuMeHeHueM
criocoba, AHAJIOTHYHOTO
cnioco0y 12a, Harpesasu rnpu
BO3JIEUCTBUU
MHKPOBOJTHOBBIM
usnydennem a0 140°C B

TeueHnue 3 4. 3areM 160°C B

TeueHue 90 MUH.
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A

LCMS (crmoco6 T4) rt
2,44MuHyTBI,  Macca/3apsn
paccu. 551,1785 TS
C2sH»7CIF3sNgO3  [M+H]",
HalJIeHHOE

551,1782

3Ha4YCHHEC

Ipumep 12x49: (25)-10-((S-xa0p-2-(2-
(ruapoxcuMeTHT)-3-MeTHINUPPOIUANH-1-

WJT)TH PUMHAHH-4-W]T)AMHHO0)-2-IHKJI0NPonui-3,3-
au¢rop-7-mermi-1,2,3,4-rerparuapo-

[1,4]okcazennno|2,3-c]xunoann-6(7H)-on

Cl

Ilonyuanu B BHAE CcMecH

MUPPOIUIUHOBBIX
JAMACTEPEOH30MEPOB c
NPUMEHEHHUEM crioco0a,

aHAJIOTHYHOTO Crocoly s

11a.

LCMS (cniocob X4) rt 2,58

MUHYTBI, Macca/3apsii pacc.

5472036 JUIst
Ca6H30CIFaN6Os  [M+H]",
HalJIeHHOE 3Ha4YEHUE
547,2042

Ipumep 12x50: (25)-10-((5-xn0p-2-(4,4-nuprop-2-
(ruapoxcuMeTHI)IHNePUANH-1-HI)IUPUMHANH-4-
WJI)aAMHHO)-2-HUKJI0nponui-3,3-1udprop-7-meTui-

1,2,3,4-Trerparuapo-[1,4]oxkcazenuno|2,3-c|]xuHoJ1H-

6(7H)-on
Cl }‘l °

F OH

,

Ilonyyanu B BUme cMecH 2-
MUMEPUINHOBBIX SMTHUMEPOB
C TpPHMEHEHHEeM CIrocola,
AHAJIOTHYHOTO Crocoly s

9a, ¢ HarpeBaHueMm IIpu

>
BO3/I€CTBUU
MHUKPOBOJTHOBBIM
u3nyueHuem mpu 160°C B
TeueHue 12 4., 3atem 180°C

B TeueHue 12 4.

LCMS (cnocod X4) rt 3,07

MUHYTBI, Macca/3apsii pacc.
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583,1848 JUISt
CasHasCIFsNgO3  [M+H]",
HaWeHHOEe 3Ha4YeHUEe

583,1846

TIpumep 13a: (S)-10-((5-xs10p-2-((3R.58)-3-ruapoxcu-S-MmeTuanunepuanu-1-

W)U PUAHH-4-WI)AMHHO)-2-HUKJIonponuia-3.3-1udprop-7-merTni-1,2.3.4-TeTparuapo-

[1.4]oxcazenunol2.3-c]xunoauu-6(7H)-on

\
pﬂﬂa
A\

Cmaous 1. (3R,5S)-1-(5-Xnop-4-itoonupuoun-2-un)-5-vemurnunepuoun-3-oi

[00168] (3R,5S)-5-Mermnnunepunns-3-oa (IpOMEXYTOUHOE coenuHeHne M?2a, 8 wr,
0,097 mmonb), S-xnop-2-prop-4-fioqnupunut (25 mr, 0,097 Mmonp) u kapOoHaT kKanus (26,8 wmr,
0,19 mmonb) obwenunsiin B MeCN (0,5 mi) u peakiuoHHy0 cmech HarpeBanu ao 120°C B
TedeHue 12 4. PeakiiMoHHYI0 CMECh OUHUIIAIIH € IIOMOLIBbIO 0OpaleHHO-(pa30Boi Xxpomarorpaduu
(50-100% MeOH B Bone, 0,1% MypaBbHHOW KHCIOTbI) M (PpakLUH, COAEPIKALIUE MPOIYKT,
3arpy>xainu B KapTpumk SCX-2, MpOMBIBAIH C IIOMOIIBI METAHOJA M SIIOUPOBAIN C MOMOLIBIO
2M NH3 B MeOH c¢ nosy4eHruem yKa3aHHOTO B 3ar0JIOBKE COEIMHEHUs B BHIE O€JIOro TBEpIOro
semectsa (8,3 mr). LCMS (cnioco6 X2), RT 1,61 mun. macca/3apsn 352,9928 [M+H]"

Cmaous 2. (S)-10-((5-Xnop-2-((3R,55)-3-euopoxcu-5-memunnunepuoun-1-un)nupuoun-4-
un)amuno)-2-yuxnonponun-3,3-ougpmop-7-wvemun-1,2, 3,4-mempaeuopo-[ 1,4 ]oxcazenunof2, 3-
c[xunonun-6(7H)-on

[00169] (3R,5S5)-1-(5-Xnop-4-fionnmupuanH-2-mi)-S-MeTHInunepuant-3-oa (craaus 1, 8,3
mr, 0,023 wmmonb), (S)-10-amuno-2-nukiaonponui-3,3-gudrop-7-mernn-1,2,3 4-reTparunpo-
[1,4]okcazenuno-[2,3-c|xunonun-6(7H)-on (mpomeskytouHoe coenuHenwe Bl, 6 wmr, 0,019
MMOJIb) U TPUPTOPYKCYCHYIO Kucaoty (3,6 Mk, 0,047 mmonb) oovenunsiin B TFE (0,5 M) u
peakunoHHy0 cMmech HarpeBanmu 10 170°C B teuenmne 4 4. PeakumoHHYIO CMeCh 3arpy»Kaju
HETIOCPEACTBEHHO B OOpalieHHO-(a3Hyro KoJoHKY U ounianu (30-60% MeOH B Bozxe, 0,1%

MYpPaBbUHOM KHCJIOTBI), 3aT€M JOMOJHUTENBHO OYHINAIA C IOMOLIBIO KOJOHOYHOH (ier-

xpomarorpapuu ((1-10% MeOH B DCM, 10 r KP Sil) ¢ nonyueHnem yka3aHHOTO B 3aroJIOBKe
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coemunenus (3 mr). 'H SAMP (600 MI'u, Meranon-ds) & 7,97 (d, J =23 'y, 1H), 7,87 (d, J = 1,4
I'u, 1H), 7,63 (d, /J=9,0T'y, 1H), 7,58 (dd, /=9,0, 2,3 I'u, 1H), 6,18 (s, 1H), 4,55 — 4,39 (m, 2H),
4,06 — 3,94 (m, 2H), 3,75 (s, 3H), 3,59 — 3,51 (m, 1H), 3,33 — 3,26 (m, 1H), 2,39 (dd, J = 12,2,
10,4 T'u, 1H), 2,21 (dd, J=12,8, 11,3 I'u, 1H), 2,08 — 2,02 (m, 1H), 1,69 — 1,60 (m, 1H), 1,46 —
1,37 (m, 1H), 1,01 (q, /= 11,8 'y, 1H), 0,93 (d, J = 6,6 I'u, 3H), 0,83 — 0,76 (m, 1H), 0,69 — 0,57
(m, 2H), 0,38 — 0,31 (m, 1H). HRMS (crioco6 X4) RT = 2,38 MuHyTHI Macca/3apsig paccd. AJist
C»7H31CIF2N503 [M+H]+ = 546,2083, HaiineHHOe 3HauYeHHe 546,2070

Ipumep 13b: ((S)-10-((S-xs10p-2-(4,4-1udTopnunepuanH-1-ui)nupuANH-4-1J1)aAMHHO)-2-

uuKjaonponui-3,3-nudrop-7-merni-1,2,3.4-rerparnapo-[1.4]okcazenuno|2,3-c|XxuHoIHH-

6(7H)-on
\
Cl
N H HN
L -

: 4

[00170] [Tpumep 13b mosnydanu ¢ MOMOIIBIO ABYXCTAOUHHOW MPOLENYPbl, aHAJIOTUIHON

TOM, KOTOPYK NPUMEHSIM B MONyYeHMH COoequHeHus u3 mpumepa 12a. 'H SIMP (600 MIw,
Meranon-d4) 6 7,97 (d, J = 2,3 I', 1H), 7,91 (s, 1H), 7,62 (d, J = 9,0 I', 1H), 7,57 (dd, J = 8,9,
2,3 T'u, 1H), 6,24 (s, 1H), 4,54 — 4,38 (m, 2H), 3,74 (s, 3H), 3,56 — 3,46 (m, 4H), 3,33 — 3,26 (m,
1H), 1,95 (tt, J = 13,6, 5,7 I'u, 4H), 1,45 — 1,36 (m, 1H), 0,83 — 0,76 (m, 1H), 0,68 — 0,57 (m, 2H),
0,36 — 0,29 (m, 1H). HRMS (cnoco6 X4) RT = 2,75 munHyThl Macca/3apsig paccd. s
Ca6H27CIF4NsO2 [M+H]™ = 552,1790, HalinenHoe 3Hauenue 552,1780.

[00171] Crnenyrome mnpuBeneHHble B TaOiHMLe NPUMEPBl MOTYT OBbITh IOJYYEHBI

croco0aMHu, aHAJIOTUYHBIMU T€M, KOTOPbIE paHee OMHMCAHBI I MPUMEPOB 2a, 4a, 9a, 10a, 12a u

13a.
F r‘q o] cl rll o] F h‘l (o]
N/\/[ N N
/JLN/N /o /I/N /o ’/|/N /o
H HN 2 H HN 2 H HN 2
§ F F $ F F $ ) F
4 4 4
Hpumep 13p01: (25)-2- | Hpumep 13¢01: (25)-2- | Hpumep 13f01: (25)-2-
N rukstonponui-10-((2- mukstonponui-10-((2- rukIonporui-10-((2-
F
F (4,4-mudrop-3,5- (4,4-nudrop-3,5- (4,4-mudTop-3,5-
JUMETUINUIEPUANH-1 - IUMETWINUIEPUANH-1- | AuMeTuInunepuanH-1-
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wn)-5-propnupuMuanH-
4-um)amMuHO)-3,3-
nudTop-7-metun-1,2.3,4-
TeTparuipo-
[1,4]okcazenuno|2,3-

c]xunomu-6(7H)-oH

w)-5-xaopnupuaua-4-
W1)aMHuHO)-3,3-audrop-
7-metun-1,2,3,4-
TeTparupo-
[1,4]okcazenuno|2,3-

c]xunommH-6(7H)-oH

wn)-5-gropnupunua-4-
WJ1)aMUHO)-3,3-au¢Top-
7-metun-1,2,3,4-
TeTparuapo-
[1,4]okcazenuno2,3-

c|xunommnH-6(7H)-0oH

Mpumep 13p02: (25)-2-
mukstonponui-10-((2-
(4,4-nu¢rop-3-
METUJITHIIEPUINH- | -1T)-
5-propmupumunna-4-
WJT1)aMHHO)-3,3-1udrop-
7-metun-1,2,3,4-
TeTparuapo-
[1,4]okcazenuno[2,3-

c]xunomu-6(7H)-oH

Mpumep 13¢02: (25)-2-
muktonponui-10-((2-
(4,4-nu¢rop-3-
METWJINMUNEpUAnH-1 -
WI1)-5-XJ0pnupuanH-4-
WI)aMHHO)-3,3-audrop-
7-metun-1,2,3,4-
TETParuapo-
[1,4]okcazenuno|2,3-

c]xunommH-6(7H)-oH

Mpumep 13f02: (25)-2-
rukIonponui-10-((2-
(4,4-nudrop-3-
METWINUNEPUANH- 1 -
wn)-5-groprnupunna-4-
WI)aMHHO)-3,3-1udTop-
7-metun-1,2,3,4-
TeTparuapo-
[1,4]okcazenuno[2,3-

c]xunonmuu-6(7H)-oH

[IIpumep 10d

2

OTIFICAHHBIH BBILIE |

Hpumep 13¢03: (25)-2-
muksonponui-10-((2-
(3.4-
nudroprnunepuanH-1-
W1)-5-xJ10pnupuanH-4-
WI1)aMuHO)-3,3-audrop-
7-metun-1,2.3,4-
TETparuapo-
[1,4]okcazenuno|2,3-

c]xunommH-6(7H)-0oH

Ipumep 13f03: (25)-2-
rukJionpornmi-10-((2-
(3,4-
audTopnunepuanH-1-
win)-5-gropnupunua-4-
WJI)aMHHO)-3,3-1udTop-
7-metun-1,2,3,4-
TeTparuapo-
[1,4]okcazenuno[2,3-

c|xunonnH-6(7H)-0H

[[Tpumep 2b, onmcaHHBIHI

BBIIIIE |

[IIpumep 13b

2

OMHUCAHHBIN BBILIE |

Hpumep 13f04: (S)-2-
rukJIonporui-10-((2-
(4,4-
audToprnunepuanH-1-
wn)-5-gropnupunua-4-

W1)aMHHO)-3,3-1udTop-
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7-metun-1,2.3 4-
TeTparuapo-
[1,4]okcazenuHo[2,3-

c¢|xunonuH-6(7H)-oH

HO

[[Ipumep 2a, omucaHHbIN

BbIIIIE |

[I[Ipumep 13a

2

OTNMCAHHBIN BhILIE |

Mpumep 13f05: (S)-2-
LUKJIONpOnuiI-3,3-
nudrop-10-((5-prop-2-
((3R,55)-3-runpokcu-5-
METHINUNEPUANH- 1 -
W) TUPUAHH-4-
WJT)aMHHO )-7-METHJI-
1,2,3,4-rerparunpo-
[1,4]okcazenuno[2,3-

c|xunommnH-6(7H)-0H

Ipumep 13p06: (S)-2-
LUKJIONPONui-3,3-
nudtop-10-((5-pTop-2-
MOP(HOTMHOMUPUMUTIH-
4-11)aMHHO)-7-MeTHJI-
1,2,3,4-rerparunpo-
[1,4]okcazenuno|2,3-

c]xunomH-6(7H)-oH

Hpumep 13¢06: (S)-2-
LUKJIONPOnuiI-3,3-
audrop-10-((5-xmop-2-
MOP(OTMHONMUPUAUH-4-
WJT)aMUHO)-7-MeTHII-
1,2,3,4-treTparunpo-
[1,4]okcazenuno|2,3-

c]xunommH-6(7H)-oH

Ipumep 13f06: (S)-2-
LUKJ0onponuiI-3,3-
nudrop-10-((5-prop-2-
MopdonuHONHPUANH-4-
WJT)aMHHO)-7-MeTHII-
1,2,3,4-rerparunpo-
[1,4]okcazenuno[2,3-

c|xunomnH-6(7H)-0oH

Mpumep 13p07: (S)-2-
LUKJIONponui-3,3-
nudtop-10-((5-pTop-2-
(R)-2-
MeTUIMOP(OIUHO)TUpH
MUIUH-4-HJ1)aMUHO)-7-
metui-1,2,3,4-
TeTparuapo-
[1,4]okcazenuno[2,3-

c]xunomH-6(7H)-oH

Hpumep 13¢07: (S)-2-
LUKJIONpOnui-3,3-
mudrop-10-((5-xmop-2-
(R)-2-
METUIMOP(OITHHO)TUP
UIUH-4-1J1)aMHUHO)-7-
metun-1,2.3,4-
TeTparuapo-
[1,4]okcazenuno|2,3-

c]xunomH-6(7H)-oH

Mpumep 13f07: (S)-2-
LUKJonponui-3,3-
mudrop-10-((5-prop-2-
((R)-2-
METHIMOP]OIHHO ))THp
UTMH-4-11J1)aMUHO)-7-
meTun-1,2,3,4-
TeTparuapo-
[1,4]okcazenuno[2,3-

c|xunonun-6(7H)-on
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IIpumep 13p08: (S)-2-
LUKJIONpOnui-3,3-
nudrop-10-((5-prop-2-
((8)-2-
MeTUIMOP(OTMHO ) TUpU
MUJIUH-4-1J1)aMUHO)-7-
metui-1,2.3,4-
TETparuapo-
[1,4]okcazenuno|2,3-

c]xunomH-6(7H)-oH

Hpumep 13c08: (S)-2-
LUKJIONPONUI-3,3-
augrop-10-((5-xnop-2-
((S)--
METUIMOP(OITHHO)TUD
UIUH-4-1J1)aMHHO)-7 -
metun-1,2.3 4-
TETparuapo-
[1,4]okcazenuno[2,3-

c]xunommH-6(7H)-0oH

Ipumep 13f08: (S)-2-
LUKJIONPONUII-3,3-
augrop-10-((5-prop-2-
((S)-2-
MeTHIMOP]OTHHO ))TUp
UTMH-4-11J1)aMUHO)-7-
metun-1,2,3,4-
TeTparuapo-
[1,4]okcazenuno|2,3-

c|xunonmnH-6(7H)-0H

Ipumep 13p09: (2S)-10-
((2-(6-okca-3-
azabunukio[3.1.1]renran
-3-mn)-5-
¢dTopnmpumMHuINH-4-
WJ1)aMHHO)-2-
LUKJIONpOnui-3,3-
nudTop-7-metun-1,2.3,4-
TeTparuapo-
[1,4]okcazenuno|2,3-

c]xunomH-6(7H)-oH

Hpumep 13¢09: (25)-
10-((2-(6-okca-3-
azabunukio[3.1.1]renra
H-3-111)-5-
XJIOpIUPUANH-4-
WJI)aMHHO)-2-
LUKJIONPONUI-3,3-
audrop-7-meTun-
1,2,3,4-TeTparuapo-
[1,4]okcazenuno[2,3-

c]xunommH-6(7H)-oH

Hpumep 13f09: (29)-
10-((2-(6-okca-3-
azabunukio[3.1.1]rernra
H-3-1J1)-5-
¢dTopnupunuH-4-
WJI)aMHHO)-2-
LUKJIONPONUII-3,3-
nudrop-7-meTui-
1,2,3,4-teTrparuapo-
[1,4]okcazenuno|2,3-

c|xunonun-6(7H)-oH

Mpumep 13¢10: (S)-10-
((2-((1R,5S)-3-0kca-8-
a3zabunukio[3.2.1]okra
H-8-m1)-5-
XJIOpNUPUANH-4-
WJT)aMHHO)-2-
LUKJIONPONU-3,3-
mudrop-7-MeTui-
1,2,3,4-teTparunpo-
[1,4]okcazenuno[2,3-

c]xunomH-6(7H)-oH

Mpumep 13f10: (S)-10-
((2-((1R,5S)-3-0okca-8-
azaburuko[3.2.1]okra
H-8-111)-5-
¢dTopnupunuH-4-
WJT)aMHHO)-2-
LUKJIONPONuII-3,3-
audrop-7-MeTHI-
1,2,3,4-rerparunpo-
[1,4]okcazenuno|2,3-

c|xunonun-6(7H)-on
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Mpumep 13pll: (S)-10-
((2-((1R,58)-8-okca-3-
asaburukno[3.2.1]okran-
3-mm)-5-
¢dTopnrpuMHINH-4-
WJT)aMHHO)-2-
LUKJIONPONuUi-3,3-
nudrop-7-merun-1,2,3,4-
TETparuapo-
[1,4]okcazenuno[2,3-

c|xurommH-6(7H)-0H

Hpumep 13cl1: (S)-10-
((2-((1R,5S)-8-0kca-3-
azabunmkio[3.2.1]Jokra
H-3-11)-5-
XJIOpNIUPUANH-4-
WJT)aMHHO)-2-
LUKJIONPONUi-3,3-

g rop-7-MeTui-
1,2,3,4-teTparunpo-
[1,4]okcazenuno[2,3-

c]xunommH-6(7H)-0oH

Ipumep 13f11: (S)-10-
((2-((1R,5S)-8-0kca-3-
azabunukiio[3.2.1]okra
H-3-un)-5-
dTopnupunuH-4-
WJI1)aMHHO)-2-
LUKJIONpOonuiI-3,3-
nugrop-7-MeTHI-
1,2,3,4-rerparunpo-
[1,4]okcazenuno|2,3-

c|xunonmnH-6(7H)-0H

Ipumep 13p12: (S)-2-
rukstonponui-10-((2-
(mumeTnnamMuHO)-5-
¢dTopnmpumMHuINH-4-
WJ1)aMHHO)-3,3-1udTop-
7-metun-1,2,3,4-
TeTparuapo-
[1,4]okcazenuno[2,3-

c]xunonuu-6(7H)-oH

Hpumep 13c¢12: (S)-2-
rukstonponui-10-((2-
(mMMeTuIaMHuHO)-5-
XJIOpIUPUANH-4-
WI1)aMHHO)-3,3-audrop-
7-metun-1,2,3,4-
TeTparuapo-
[1,4]okcazenuno|2,3-

c]xuHommH-6(7H)-oH

Hpumep 13f12: (S)-2-
ruksIonporui-10-((2-
(mumeTnnamMuHO)-5-
¢dTopnupunuH-4-
WI1)aMHHO)-3,3-1udTop-
7-metun-1,2.3 4-
TeTparuapo-
[1,4]okcazenuno[2,3-

¢ |xunonuH-6(7H)-oH

HO N
F

Mpumep 13p13: (25)-2-
nuktonponui-10-((2-
(4,4-nu¢rop-3-
(TMAPOKCHMETIIT) IUITEPH
IuH-1-m)-5-
¢dbTopnrpuMHINH-4-
WJT1)aMHHO)-3,3-1udTop-
7-metun-1,2,3,4-
TeTparuapo-
[1,4]okcazenuno[2,3-

c]xunomH-6(7H)-oH

Mpumep 13c13: (25)-2-
muktonponui-10-((2-
(4,4-nu¢rop-3-
(TUAPOKCHMETILI)TIUIIED
uaune-1-mn)-5-
XJIOpNUPUANH-4-
WI)aMHHO)-3,3-audrop-
7-metun-1,2,3,4-
TeTParuapo-
[1,4]okcazenuno|2,3-

c]xunomH-6(7H)-oH

Mpumep 13f13: (25)-2-
rukonporui-10-((2-
(4,4-nudrop-3-
(TUAPOKCHMETIIT)THIIED
uanH-1-1m)-5-
¢dTopnupunuH-4-
WT)aMHHO)-3,3-1udTop-
7-metun-1,2,3,4-
TETparuapo-
[1,4]okcazenuno|2,3-

c]xunommnH-6(7H)-oH
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[00172] Hampumep

Coenunenue u3 npumepa 13p01 nmosnyyanu no aHajoOruu ¢ COEAMHEHHEM U3 IpuMmepa 2a, C
HarpeBanuem 110 120°C B Teuenue 4 queii. LCMS (crioco6 X4) rt 3,46MuHyThI, Macca/3apsiz paccy.
565,2350 nnst C27H30FsNsO2 [M+H]+, HalineHHOe 3HaYeHue 565,2383.

Coeaunenue u3 npumepa 13p06 nonydanu 1o aHajoruu ¢ COeAUHEHUEM U3 IpUMepa 2a, ¢
HarpeBanuem 10 120°C B teuenue 4 nueii. LCMS (crioco6 T4) rt 2,37MuHyTBI, Macca/3apsia paccd.
503,2013 mnsa CaaHasF3NeOs [M+H]", nalinennoe snauenue 503,2014.

Coeaunenue u3 npumepa 13p08 nonydanu o aHajoruu ¢ COeAUHEHHEM U3 IpUMepa 2a, ¢
HarpeBanuem 110 120°C B reuenne 4 qaeit. LCMS (criocob X4) rt 2,8 | MUHYTBI, Macca/3apsia paccH.
517,2175 nnsa Ca2sHasF3NeO3 [M+H]", Halinennoe 3Hauenue 517,2200.

Coeaunenue u3 npumepa 13p11 nonydanu no aHajJOTUU C COEUHEHHEM U3 Npumepa 9a, ¢
JOTIOTHUTEIbHBIM HarpeBaHueM 110 160°C B Teuenue 8 4., 3atem 1o 180°C B Teuenue 3 u. LCMS
(cmoco6 X4) rt 2,71 muHyThI, Macca/3apsan paccd. 529,2175 mns CasHasCIFsNeOs™ [M+H],
HaiiieHHOe 3HaueHue 529,2155.

Coenunenue u3 nmpumepa 13pl12 nonyyanu 1o aHaJOTMM C COEAMHEHUEM U3 mpumepa 9a.
LCMS (crioco6 T4) 1t 2,00 munyTsr;, Macca/3apsan paccd. 461,1907 mia C2HaaF3NeO2 [M+H],
HaiineHHoe 3HaueHue 461,1909.

Coeaunnenue u3 npumepa 13¢06 nonyvanu Mo aHaJIOTUU ¢ COeqUHEHHeM u3 mpumepa 4a. K
cMmecu (8)-10-amunO0-2-11UIKTONIPOTIHIA-3, 3-AudTOp-7-MeTnI- 1,2, 3, 4-TeTparuapo-
[1,4]okcazenuno|2,3-c|xunonun-6(7H)-ona (npomekyrouHoe coemuHenue B, 16,5 mr, 0,051
MMOJIb), 4-(5-¢prop-4-tioanupuarH-2-un)MopdonuHa (npomexxyrounoe coenunenue C4, 24,5 mr,

0,076 MMOJIB), kapOoHaTa oULe3us (126 Mr 0,39 MMOJIb),

tpuc(aubersmnuaeHaneron )aunamuiaausa(0) (4,7 mr, 0,005 mmons) u xantphos (18,7 mr, 0,032
MMoJib) B atMocepe aprona nodasisuin DMF (0,3 mut) u tonyon (0,3 mu). [TonydeHHyro cMmech
HarpeBamu 10 80°C B Teuenme 18 u. PacTBopuTens ymansuim nmpHu MOHMKEHHOM JABJICHUU H
OCTaTOK OYHINAIH C TIOMOIIBIO KOJOHOYHOH xpoMarorpaduu (0-10% MeOH B DCM). ®@pakuuy,
cofiepKalife NPOAYKT, OOBEOUHSUIM U PACTBOPHUTENb YAAISIM NPU TOHMKEHHOM aBJICHUH.
Heounmennsiii npoaykt pacrBopsuin B DMSO (1,0 mMi1) ¥ HENMOCPEOCTBEHHO OUMINANN C
NMOMOIIBI0  oOpatneHHo-pa3zosoit  xpomartorpadgum (C-18; 40%-90% wmeraHona B BoAe
(conepxamuii 0,1% MypaBbUHOH KHCIOTHI)). DPpakuny, COAEpKaIlde MPOAYKT, 3arpykajd B
koyIoHKY Isolute SCX-2 (2 r) 1 KOJIOHKY BBIMBIBAJIM METAHOJIOM U 3aT€M ITPOMBIBAIU C IIOMOIIBIO

20% 1,4 M MeTaHOJNBHOIO aMMHUAKa, PACTBOPUTENb YAAJIAIU MPU NOHWKEHHOM JaBJIEHUH C
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MOJIyYeHHEM YKa3aHHOTO B 3arojioBke coequHeHus (16 mr) B Buae 0eloro TBepAOro BEIIeCTBa.
LCMS (croco6 T4): Rt 1,95 munyter, macca/zapsn paccd. 518,1765 nmast CasHz7CIF2NsOq
[M+H]": HaiinenHoe 3Hauenue: 518,1751.

Coeaunenue u3 npumepa 13¢08 nonyyanu no aHajJoruu ¢ coequHeHneM u3 npumepa 4a. K
cMecH (5)-10-amun0-2-tmknonponui-3,3-gudrop-7-merun-1,2,3,4-terparuapo-
[1,4]okcazenuno|2,3-c|xunonun-6(7H)-oHa (nmpomeskyrouHoe coemuHenue B1, 16,5 mr, 0,051
MMOJIb), (S)-4-(5-prop-4-tionnupuann-2-mn)-2-MeTuIMopdosinHa (IPOMEKYTOYHOE COSAMHEHUE
Cs5, 25,7 wr

0,076  mmomb), kapbonmara gunesus (126 wmr, 0,39 mmoib),

2 > 2

tpuc(audersmnuaeHaneron )aunamuaausa(0) (4,7 mr, 0,005 mmons) u xantphos (18,7 mr, 0,032
MMOJIb) B atMocdepe aprona nodasisuin DMF (0,3 mu) u tonyon (0,3 m). [TonyderHyro cMech
HarpeBamu 10 80°C B Teuenuwe 18 4. PacTBOpuTens ymamsuid nmpu MOHWKEHHOM IAaBJIEHUH U
OCTaTOK OYHINAIH C TIOMOIIBIO KOJOHOYHOH xpoMarorpaduu (0-10% MeOH B DCM). ®@pakuuy,
cofiepKalife MPOAYKT, OOBEOUHSUIM U PACTBOPHUTENb YAAISIM NPU TOHIKEHHOM aBJICHUH.
Heounmennsiii npoaykt pactBopsuin B8 DMSO (1,0 M) M HENMOCPENCTBEHHO OYMINAIH C
NMOMOIIBI0 ~ oOpatneHHo-pa3zoBoit  xpomartorpadguu (C-18; 40%-90% wmeraHona B Boxe
(comepxamuii 0,1% MypaBpbHHON KHCIOTHI)). DPpakuuu, copep:kaiue MPOAYKT, 3arpyajid B
konoHKy Isolute SCX-2 (2 r) 1 KOJIOHKY BBIMBIBAJIM METAHOJIOM U 3aT€M IPOMBIBAJIH C TIOMOLIBIO
20% 1,4 M MeTaHONBHOIO aMMHaKa, PacTBOPUTENb YIAJAIM IPHU TOHMKEHHOM JIaBJIECHUU.
HeounieHHbIH MPOAYKT OYUIIATH C MOMOIIBIO KOJIOHOYHOH XpomaTorpaduu (20-100% EtOAc B
rexcane). Ppaxkuuu, copepkalive NPOAYKT, OOBENUHSUIM M PACTBOPUTENb YIAISIM IIPU
MIOHM)KEHHOM JIaBJICHUU C TOJYYCHHEM YKa3aHHOI'O B 3arojioBke coeamHeHus (4,8 mr) B Bume
6enoro TBepaoro Bemecrsa. LCMS (cnioco6 T4): Rt 2,08 munyThI, Macca/3apsin paccd. 532,1921
anst C26Ha9CIF2NsO3 [M+H]": nalinennoe 3nauenue: 532,1917.

Coennnenue u3 npumepa 13¢12 nonyuanan mo aHaJOruu ¢ COeNMHEHHEM U3 npumepa 4a. K
cMmecH (8)-10-amun0-2-umknonponwi-3,3-gudrop-7-merun-1,2,3 4-terparuapo-
[1,4]okcazenuno|2,3-c|xunonna-6(7H)-oHa (npomexkyTouHoe coemuHeHue Bl, 16,5 mr, 0,051
MMOJIb), S-xyop-4-iion-N,N-qumernianupuauH-2-aMuH (mpomekyrouHoe coenunenne C3, 21,4
MT

0,076 MMOJIb), kapOoHaTa AULEe3us (126 Mr 0,39 MMOJIb),

2 2

tpuc(nubensmnuaeHaneron )aunamuaansa(0) (4,7 mr, 0,005 mmone) u xantphos (18,7 mr, 0,032
MMoJib) B atMocepe aprona nodasisuin DMF (0,3 mut) u tonyon (0,3 m). [TonydenHyro cMmech
HarpeBamu 10 80°C B Teuenume 18 u., 3aTeM AONOJHHUTEILHO HArPEBAIU MPU BO3AEHCTBHU

MHUKPOBOJHOBBIM u3nydeHneM npo0 140°C B Teuenne 20 u. PactBopurenb ynansanu mpu
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MOHKEHHOM JIaBJIEHUHU U OCTaTOK OYHINAJHN C MOMOLIBI0 KOJIOHOYHOM xpomaTtorpaduu (0-10%
MeOH B DCM). ®@pakuuu, coaepkaiiye nponyKkT, OObeANHAIN U PACTBOPUTEND YAASUIN TIPU
NOHM)KEHHOM  fiaBneHuu. HeouninenHsft npoaykt pactBopsiu B DMSO (1,0 mn) u
HETOCPEACTBEHHO OYMIIAIN C MMOMOILIBIO 00patieHHO-(a3oBoit xpomaTtorpaduu (C-18; 40%-90%
MeTaHoJa B Boze (comepskaruuii 0,1% MypaBbUHOHN KUCIOTHI)). PpaKiuu, CoaepsKame mpoaykT,
3arpy»kanu B KojioHKy Isolute SCX-2 (2 r) v KOJIOHKY BBIMBIBAJIA METAHOJIOM U 3aT€M IIPOMBIBAITU
¢ nomombo 20% 1,4 M MeTaHOJBPHOrO aMMMaka, PacTBOPUTENb YAANSAIN NPU MOHMKEHHOM
JaBJICHUU C MOJyYeHHEeM YKa3aHHOTO B 3arojioBke coemuHenwus (13 mr, 53%, 0,0273 mmonb) B
Buzge Oenoro tBepmoro BemectBa. LCMS (cnoco6 T4): Rt 1,90 muHyTHI, Macca/3apsa pacc.
476,1659 nna C23HasCIF2NsO, [M+H]™: naiinennoe 3nauenue: 476,1673.

Coeaunenue u3 npumepa 13f04 nonyyanu B BHAE MOHO-COJIM MypPaBbHUHON KHCIOTBHI IO
aHaJoOrnH ¢ coeauHeHueM u3 npumepa 4a. K cmecn (§)-10-amuno-2-unknonponui-3,3-gudrop-
7-metn-1,2,3,4-rerparunpo-[ 1,4 Jokcazenuno|2,3-c|xunonun-6(7H)-oxa (MpOMeKyTOUHOE
coenunenue B1, 10 mr, 0,031 mmons), 2-(4,4-nudropniunepuans- 1-mn)-5-grop-4-iiognupunnza
(mpomeskytouHoe coenmaerne C2, 10,7 mr, 0,031 mmonb), kapbonara aunesust (41 mr, 0,125
MMoIb), Tpuc(aubensununenaneTon)aunamwianus(0) (3,7 mr, 0,004 mmouns), u xantphos (4,5 mr,
0,008 mmounb) B atmochepe aprona nodasisuiu DMF (0,3 mun) u Tonyon (0,3 mun). [onyuernyro
cmech HarpeBanu 10 90°C B TeueHue 1 4., 3aTeM 3arpy’kajud Ha CHJIMKarejlb U OUHUINAIU C
HIOMOIIBIO KOJIOHOYHOH (uemn-xpomartorpaduu (25 r KP-Sil, 0 - 10% MeOH B DCM) ¢
noJiyueHueM 27 Mr OpaHKeBOro Macja. JIJaHHOe BEIeCTBO PACTBOPSIIM B METaHOJIE, TOOABIISIIHA S
KareJib MypaBbUHOW KUCJIOTBHI M CMECh 3arpy:kaiu B KapTpumk SCX2, mpOMbIBAIIN C TOMOIIBIO
MeOH wu snrouposanu ¢ nomombso 2M NH3 B MeOH ¢ nonyuenuem 14 wmr sxkenroro macha,
KOTOpOe 3acThlI0 Ha CKpeOke. JlaHHOe BEIECTBO MONMOJHHUTEIBHO OYHINATU C ITOMOIIBIO
obpamenHo-paszosoii (nem-xpomarorpadpun (Biotage SNAP Ultra C18 na 12 1, 30-100%
MeTaHOJia B BONA, Momudukarop, npenacrasistommii codoir 0,1% MypaBbHHOW KHUCIOTBI) C
nojydenueM 8 mMr 6enoro Teepaoro semectsa. 'H SIMP (600 MI'y, Meranon-d4) § 7,91 (d, J =
23Tu, 1H), 7,83 (d,J=3,4T1, 1H), 7,59 (d,J =9,0 'y, 1H), 7,55 (dd, J =9,0, 2,3 'y, 1H), 6,40
(d, J=06,1Tmu, 1H), 4,54 — 4,38 (m, 2H), 3,72 (s, 3H), 3,55 — 3,44 (m, 4H), 3,35 — 3,26 (m, 1H),
1,97 (tt, J = 13,8, 5,7 I'y, 4H), 1,46 — 1,37 (m, 1H), 0,83 — 0,76 (m, 1H), 0,68 — 0,57 (m, 2H), 0,38
— 0,31 (m, 1H). LCMS (cmoco6 T4) rt 2,30munHyTHI, Macca/3apsn paccd. 536,2079 nns
C26H27FsNsO, [M+H]" nalinennoe 3nauenue 536,2058.
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Coeaunenue u3 npumepa 13f05 monydanu mo aHajxoruu ¢ coenuHeHueM u3 npumepa 1304
u3 (3R,55)-1-(5-¢pTop-4-fioanupunuH-2-ui)-S-MeTUINUIEPUINH-3-01a (TTOJy4aiu 10 aHAJIOTUH
¢ poMexyTouHbIM coequnenuem C2). 'H SAMP (600 MI'u, Metanon-d4) & 7,94 (d, J = 2,3 I'ny,
1H), 7,81 (d,J =3,7T'u, 1H), 7,62 (d, J =9,0 ', 1H), 7,56 (dd, J =9,0, 2,3 T'u, 1H), 6,31 (d, J =
6,2 Ty, 1H), 4,54 — 4,34 (m, 2H), 3,99 (ddt, J =12,2,4,1, 1,7 ', 1H), 3,89 (ddt, J =12,7,3,9, 1,6
I'u, 1H), 3,72 (s, 3H), 3,59 (tt, J = 10,7, 4,5 T'u, 1H), 3,34 — 3,26 (m, 1H), 2,45 (dd, ] = 12,2, 10,4
I'u, 1H), 2,27 (dd, J = 12,7, 11,2 'y, 1H), 2,09 — 2,03 (m, 1H), 1,77 — 1,64 (m, 1H), 1,46 — 1,37
(m, 1H), 1,03 (q, J =11,9T'y, 1H), 0,95 (d, J = 6,6 T'y, 3H), 0,84 — 0,76 (m, 1H), 0,68 — 0,57 (m,
2H), 0,41 — 0,33 (m, 1H). LCMS (cnioco6 T4) rt 1,99 munyTsl, Macca/3apsia paccd. 530,2374 nns
C27H30F3Ns0s3, HaiinenHoe 3HadyeHue 530,2375.

[00173] Coenunenuss nu3 mpumepo 14a u 14b mpencraBisroT coOoil smumepsl B 3-
METUJINUIIEPUANHOBOM IHeHTpe. Kaxmoe oTaenbHOe COEOUHEHHE SIBISIETCS Pe3YJIbTaTOM
XUPAJIBbHOTO pa3feNieHuss MPOMEXKYTOUHOTO COCJUHEHHMs HAa paHHEW CTaJuu CHHTEe3a, HO
CTEPEOXUMHUS KQKIOr0 U3 HUX He ObljIa OnpeseneHa.

IIpumep 14a: (S)-10-((5-xa0p-2-((S)-4.4-audTop-3-MeTHANNNEPUANH-]1-WJT)IMPUMHIHH-

4-un)aMuHo)-2-uuKjIonponuia-3.3-nudrop-7-merni-1.2,.3.4-rerparuapo-

[1.4]okcazenuno|2.3-c]xunoaun-6(7H)-on uau (S)-10-((S-xa0p-2-((R)-4.4-nudTop-3-

MeTHANUNePHIHH-1-H1)IHPHMHANH-4-WJI)AMHHO)-2-UHKJI0NPonuiI-3,3-1udTop-7-MeTHi-

1.2,3.4-Terparuapo-|[1.4]oxkcazenuno|2.3-c]|xunoann-6(7H)-on

\ o L o
F\:Q At - F:Q At F

[00174] Dnakon, copepxammii (S)-4,5-guxinop-2-(4,4-nqudrop-3-MeTuanunepuauH-1-
wnnupuMuauH  wim  (R)-4,5-nuxnop-2-(4,4-murop-3-MeTHIIUNepUANH- | -1T) TUPUMHUTUH
(mpome:xyTouHoe coenuHenue L2a; 7 mr, 0,025 mmons), DIPEA (30 Mk, 0,17 mmons) u (S)-10-
aMUHO-2-1uKonponui-3,3-aqudrop-7-metui-1,2,3, 4-rerparuapo-[ 1,4 Jokcazenuno[2,3-
c|xunomnH-6(7H)-0oH (mpomexyTouHoe coennnenne Bl, 8 mr, 0,025 mmons) B NMP (2 mn)
Harpesanu npu 140°C mox Bo3AelcTBUEM MHUKPOBOJHOBOIO M3JIy4€HMs B TeueHue 5.5 .
PeaknOHHYI0O CMeCh HEMOCPEACTBEHHO OYHMINAIM C TOMOLIbI0  oOpamieHHO-(a30BoH
xpomatorpadun (kosoHka st obparnenHo-¢pazosoit xpomarorpaduu Biotage Ultra C-18 na 12

r; 35-80% MeOH B H>O (conepskarueii 0,1% MypaBbHHON KUCIOTHI)) C MOJTYYEHUEM YKa3aHHOTO
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B 3arosioBke coenuHenus (0,3 mr). LCMS (Crioco6 T4) RT = 3,17 MunyThI, Macca/3apsn pacc.
567,1893 nns CasHasCIFsN6O2 [M+H]" ; naiinenHoe snauenue 567,1898. 'H AMP (600 MIw,
Mertanon-d4) 6 8,08 (d, J = 2,3 I', 1H), 8,00 (s, 1H), 7,90 (dd, J =9,1, 2,3 T'u, 1H), 7,58 (d, ] =
9,1 T, 1H), 4,55-4,36 (m, 3H), 4,33 (d, J = 13,7 I'u, 1H), 3,75 (s, 3H), 3,38 — 3,24 (m, 1H), 3,03
—295 (m, 1H), 2,11 — 1,95 (m, 1H), 1,92 — 1,79 (m, 1H), 1,46 — 1,37 (m, 1H), 1,31 (s, 2H), 1,01
(d,J=6,7Tu, 3H), 0,84 — 0,77 (m, 1H), 0,71 — 0,59 (m, 2H), 0,40 — 0,32 (m, 1H).

[00175] Cnenyromue TmpuBeNeHHble B TaOJWIEe TPUMEPHl TMOJyYald CHOCOOOM,
AQHAJIOTUYHBIM TOMY, KOTOPBIA MPUMEHSUTH Ui TMOJIYYeHHs COeIMHEHHsl W3 mpumepa 14a,

Ha4yrHas ¢ TPOMENKYTOYHOIO COCANHCHMS, ITIOKA3aHHOI'O B Ta6n1/1ue.

IIpumep JaHHBbIE U IPUMEYAHUS IIpome:xxyTouHoOE
COECAHHEHHE
Mpumep 14b: (S)-10-((5-xa0p-2-((R)- | LCMS (Cmoco6 T4) RT = | lIpome:xkyTouHoe

4,4-nuprop-3-meTnanunepuann-1-
WJI)TH PUMHAHH-4-WJ1)AMHHO)-2-
LHKJI0oNponuaI-3,3-audprop-7-merni-
1,2,3,4-TeTparuapo-
[1,4]okca3enuno|2,3-c]xuHOIMH-
6(7H)-on nau (S)-10-((5-xsop-2-((S)-
4,4-pudrop-3-MeTHANUNepUIUH-1-
WJI)TH PUMHAHH-4- W1 )AMHHO)-2-
LHKJI0NpPonuI-3,3-audprop-7-metTu-
1,2,3,4-TeTparuapo-

[1,4]oxca3enuno[2,3-c]XuHOJIMH-

3,17 MuHYTBI Macca/3apsin

paccu. mnsi CasHasCIF4N6O2

[M+H]+ = 567,1893;
HaligeHHOoe 3HadYeHue
567,1892. 1H AMP (600

MTI 'u, Metanon-d4) 6 8,06 (d,
J=2,3Tw, 1H), 8,00 (s, 1H),
7,92 (dd, 7=9,1,2,3 T, 1H),
7,58 (d, T=9,1 Ty, 1H), 4,55
~ 436 (m, 3H), 430 (d, J =
13,8 Tu, 1H), 3,75 (s, 3H),
3,33 3,21 (m, 1H), 3,00 (dd,
J=13,5,102 T, 1H), 2,12 -
1,95 (m, 1H), 1,92 — 1,77 (m,
1H), 1,46 — 1,39 (m, 1H),
1,35 — 1,30 (m, 2H), 1,00 (d,
J = 6,8 'y, 3H), 0,85 — 0,77
(m, 1H), 0,71 — 0,59 (m, 2H),
0,40 — 0,33 (m, 1H).

coequHenue L2b:
(R)-4,5-nuxnop-2-
(4,4-mudTop-3-
METUJIIHUIIEPUITH-
l-um)nmupuMunuH
(8)-4,5-
auxiop-2-(4,4-

NI

nudTop-3-
MCTUIIITUIICPUANH-

1-nn)mupuMuIuH
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m s
t}
b s,
-

or

IIpoMeKYTOUYHBIE COEeTHHEHHS

IIpomexyTounoe coenunHenne Al: (S)-2-uukaonponuia-10-((2,5-auxaopnupumuann-4-

WJI)aMHHO0)-3,3-1udTop-7-meTna-1,2,3,4-terparuapo-[1,4]okcasenuno|2,3-c| XuHOIUH-

6(7H)-on
I
NI/ECI N _-O
PNy Z~q
H HN 2
<\ P
[00176] K cMecu (5)-10-amunO0-2-tiuKonponi-3,3-agudrop-7-merun-1,2,3,4-

teTparunpo-| 1,4]Jokcazennno|2,3-c|xunonun-6(7H)-ona (mpomexxyrouHoe coenuHerne B1; 1,7 T,
5,3 mmonp) u 2,4,5-tpuxnopnupumunusa (0,67 mu, 5,82 mmons) B NMP (5 M) B atmocdepe
aprona nodasisutu DIPEA (3,7 mit, 21 mmons). Peakiimonnyto cmech HarpeBanu ripu 140°C mon
BO3/ICHICTBHEM MHKPOBOJIHOBOIO M3JIy4eHHMs B TeueHHe | 4., 3aTeM OXJaXdaiu A0 rt.
Peaknmonnyro cmech nodassi Kk Boae (5 mut), u oOpa3oBbiBasics: OeskeBbIii ocanok. Jlodapmnsim
JOTOJTHUTEbHOE KOJMMUecTBO BOABI (10 MIT) M BOAH. CMeCh MEepEMELINBAIN B TEYEHHE 5 MUH.
Ocanok OTGMIBTPOBBIBAIHN, MPOMBIBAIN ¢ MOMOLIBI0 BOxbl (100 Mi1) m BRICYIIMBANIH, 3aTEM
OUHIIAJI C TIOMOIIBIO KOJIOHOUHOH (hnem-xpomarorpadueri (10 r KP-Sil, 0-10% meranona B
DCM) c¢ nonydeHueM yka3aHHOrO B 3aroiioBke coenuHeHus (2,16 r, 88%) B Bume OexeBoro

teepnoro Bemectsa. 'H AMP (500 MI'u, Xnopopopm-d) & 8,39 (d, J= 2,4 I'u, 1H), 8,26 (s, 1H),
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7,48 (dd, J=09,1, 2,3 'y, 1H), 7,41 (s, 1H), 7,36 (d, /=9,0 I'y, 1H), 4,70 — 4,58 (m, 1H), 4,49 —
4,29 (m, 2H), 3,71 (s, 3H), 3,42 — 3,32 (m, 1H), 1,41 — 1,31 (m, 1H), 0,90 — 0,82 (m, 1H), 0,81 —
0,74 (m, 1H), 0,73 — 0,66 (m, 1H), 0,42 — 0,27 (m, 1H); LCMS (Cnoco6 X4); RT 3,19 munyTs;,
macca/3apsin 468,0801 [M+H]".

IIpomexyTounoe coeguHenue A2: (S)-10-((2-xaop-S-¢propnupumuanH-4-uia)aMuHO)-2-

uukjaonponui-3,3-nudrop-7-meruni-1,2,3,4-rerparuapo-[1,4]oxkcazenuno|2,3-c|xuHOIHH-

6(7TH)-on
|
N F N o
H HN
$ |2|=
4

F

[00177]  Tlomydanm cmocoOOM, aHAJIOTUYHBIM TOMY, KOTOPBINA MPUMEHSUIH s IOy YeHUs
MPOMEKYTOUHOTrO coenuHenust Al, ¢ npuMeHenuem 2,4-nuxjop-S-propmupumununa. 'H SMP
(500 MI', DMSO-ds) 6 10,12 (s, 1H), 8,32 (d, J=3,3 ', 1H), 8,20 (d, J=2,3 I'y, 1H), 7,66 (dd,
J=9,0,22Tu, 1H), 7,50 (d, J=9,0I'y, 1H), 6,12 (d, /= 3,2 'y, 1H), 4,53 — 4,43 (m, 1H), 4,43
—432 (m, 1H), 3,57 (s, 3H), 3,32 - 3,22 (m, 1H), 1,38 — 1,25 (m, 1H), 0,75 — 0,67 (m, 1H), 0,58
- 0,48 (m, 2H), 0,38 — 0,32 (m, 1H); LCMS (Cmnoco6 X2); RT 1,52 munyTbI, Macca/3apsn
452,1098 [M+H]".

IIpomexyTounoe coenumHenne A3: (S)-2-uukiaonponui-10-((2,5-auxaopnupumuann-4-
un)amuno)-3,3-nudrop-7-(merni-d3)-1,2,3,4-terparuapo-|1,4Joxkcazennno|2,3-

c][1,8]napTupuann-6(7H)-on

[00178] TIlomydanu cmocoOOM, aHAJIOTUYHBIM TOMY, KOTOPBIHA MPUMEHSIIH IS IOy YeHUs
npoMexxyTouHoro coenuaeHus Al, ¢ mpumenerneM (S)-10-amuno-2-uuknonponui-3,3-audrop-
7-(metun-d3)-1,2,3,4-rerparunpo-[ 1,4 ]okcazenunol2,3-c][ 1,8 JnadpTupnann-6(7H)-ona
(mpomesxxytounoe coenunenue B2). LCMS (Crnoco0 T2);, RT 1,54 munytsr, macca/3apsin 472,09
[M+H]".
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IIpomexyTounoe coenunenue Bl: (S)-10-amuno-2-uuknonponui-3,3-1u¢rop-7-MeTHII-

1,2,3,4-Terparuapo-|[1,4]oxcazenuno|2,3-c|xunonun-6(7H)-on

o

HN

4 F

[00179] Tpu peaknuu yCTaHABIMBAIM B Mapajieib CleayromuMm obpasoM: k (§)-2-

'S

F

uKJonponui-3,3-audrop-7-merun-10-autpo-1,2,3,4-rerparuapo-[ 1,4 Jokcazenuno[ 2, 3-
c]xunonuu-6(7H)-ony (mpomeskyrounoe coenunenne E1; 2.5, 7,1 mmons) u 10 Bec. % Pd/C (100
Mr) B atMocepe aprona nodasisiiu 3TaHo (50 M), PeakinoHHyr0 cMech MepeMeInnBaIi mpu
60°C B armocdepe Bomopona B TedeHre 90 MUHYT 3aTeM OCTaBJLSUTH OXJIaKAaThes Ao rt. Tpu
PEaKLUOHHBbIE CMECH OOBEIUHSUINA U (PUIBTPOBAIN Yepe3 TOAYLIKY U3 LIENIUTAa, C IPOMBIBAHHEM C
nomometo EtOH (200 mur). @unbTpar KOHLEHTPUPOBAIM 1N VAcuo C MOJTYyYE€HHEM YKa3aHHOTO B
3arojioBke coenuHeHus (6,78 r, 99%) B BHOE OPaHKEBOIO TBEPAOIrO BEINECTBA, KOTOPOE
ucrionb3oBanu  6e3 pgomonHutenpHol ounctku. LCMS (Crmoco6 X4); RT 1,93 munHyTHI,
macca/zapsn 322,14 [M+H]".
IIpomexyTounoe coeqnnHenue B2: (S)-10-amuno-2-uukaonponua-3,3-audprop-7-(meTn-

d3)-1,2,3,4-rerparuapo-[1,4]oxcazennno|[2,3-c][1,8|napTupuaun-6(7H)-on
D\I,D

N (o]
| ~

HN

D
N

'

D,

[00180] 3aneuaranHslii (yakoH, comepxamuii (S)-10-xmop-2-uKnonponui-3,3-qudTop-
7-(metun-d3)-1,2,3,4-rerparunpo-| 1,4Jokcazenuno[2,3-c][ 1,8 |nad Tupnann-6(7H)-on
(mpomesxyTounoe coenunenne E2, 20,3 mr, 0,059 mmons), Tper-Oytrokcun Hatpus (8,8 mr, 0,092
MMOJIb), nudenmmmeranumuH (16 mr, 0,088 mmons), anerat naymaausi(1l) (1,3 mr, 0,006 MModb)
u Josiphos (3,2 mr, 0,006 mmonp) B 1,2-numerokcustane (0,24 mi) B atmochepe Ar Harpesaiu
npu 70°C B Teuerne 2 4. PeakimoHHyI0 cMech oxyaxaanu ao rt u nodasmsuiu 3M HCI (0,5 mn).
CwMmech nepemeruBaiy MpH It B Te4eHue 2 4., 3aTeM (QUIbTPOBAIM Yepe3 MOAYLIKY U3 LIEJIUTa B

xononke SCX-2 (2 r), koropslii smouposanu Bopoi (10 mi), MeOH (20 mi) u 2 H metaHONIBHBIM
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ammuakoMm (20 wmur). ba3oByro (pakiuio KOHLEHTPUPOBAJIU MPU TMOHWKEHHOM MAaBIEHHH C
nonydeHueM (2S)-10-amuno-2-1uknonponui-3,3-nudrop-7-(TpuaeirepuomMernn)-2,4- AT uAPO-
1H-[1,4]okcazenuno[2,3-c][1,8|nadTupunun-6-ona (18,5 Mr) B Bume TEMHO-KEJITOTO TBEPAOTO
semectBa. LCMS (Crioco6 T2); RT 1,20 MunyTsIl, Macca/3apsin 326,1471 [M+H]".

IIpomexyrounoe  coequnenne Cl:  5-(4,5-nuxnopnupuann-2-uia)-3-metui-1,2,4-
OKCAIHA30.]1
Nl N Cl
§_<\N\ Z el
N-O

[00181] K 4,5-muxnopnukomuunoBoii kuciore (80 mr, 0,42 mmons) B THF (2,7 M) B
atMocdepe Ar nobassiu T3P (50 Bec.% B EtOAc, 0,34 1, 0,54 mmons), DIPEA (0,15 mn, 0,86
MMOJb) U aneramupokcuM (31 wr, 0,42 MMonp). PeakIIMOHHYIO CMeCh 3amedaTblBaId U
nepeMernBalIi pu rt B TedeHne 3 4., 3aTreM HarpeBanu npu 80°C B HarpeBaTesbHOM OJIOKE B
teyerue 15 4. JloGasisuin Boay (5 MiT) M BOOHYIO CMECh SKCTparupoBaiu ¢ momomsio EtOAc (2
x 10 mur). Opraauyeckue 3KCTPAKThl OObEAMHSIIHN, TPOMBIBAJIH C TOMOIIBIO HACBIIIIEHHOTO BOJH.
NaHCOs; (5 mi), coneBoro pactsopa (10 mur), BeicymuBanu (NaxSO4) U KOHILIEHTPUPOBAIH 71
vacuo ¢ oJy4YeHNeM YKa3aHHOTO B 3aroyioBke coenuHeHus (44 mr, 45%) B Bune rps3Ho-0e51oro
tBepaoro semectsa. 'H SIMP (500 MI'y, CDCl3) & 8,80 (s, 1H), 8,29 (s, 1H), 2,52 (s, 3H); LCMS
(2 munyTh1); RT 1,32 munyThr;, Macca/3apsin 229,9880 [M+H]*

ITpomeskyrounoe coenunenue C2: 2-(4,4-nqudropnunepunus-1-mn)-5-prop-4-iioagnupunux

[00182]  4,4-Iudropnunepununa rugpoxyopun (63 mr, 0,40 mmouns), 2,5-nudrop-4-ion-
nupuavH (80 mr, 0,33 mmonp) u kapbonar kanus (153 mr, 1,11 mmoinb) o6venunasiim 8 MeCN (1,0
wu1) 1 HarpesBanu 10 170 °C B TedueHue 12 4. mpu BO3AEHCTBUH MHKPOBOJTHOBBIM H3JYUYEHUEM.
[Tony4ueHHYIO CMeCh 3arpy’kaji Ha CHUJIMKAresb U OYUIIAIHN C IOMOLIBIO KOJOHOYHOH (uierm-
xpomarorpadpuu (25 r KP-Sil, 0-5% MeOH B DCM) ¢ nony4eHneM yKa3aHHOTO B 3aroJIOBKE
coequHenust (10 mr) B Bume mpo3paunoro macia. LCMS (Cmocob6 X2) rt 1,51 MuHyTHL
macca/zapsan 342,9942 [M+H]".

IIpomexyTounoe coeqnuHenne C3: S-xaop-4-iioa-N,N-auMeTHINHPUANH-2-aMHH
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[00183] Cwmech numermnamuba rugpoxjopuna (21 mr, 0,26 mmosb), S-xnop-2-pTop-4-
HogmupunuHa (60 mr, 0,23 mmonb) u N, N-gumzonponmmstuiaamuna (80 Mk, 0,47 mmoinb) B NMP
(0,5 mu) HarpeBamu no 140°C B Teuenme 1 4., 3aTeM KOHLIEHTPUPOBAIH TPU MOHKEHHOM
JaBJIEHUH U OCTATOK OYHINAJIH C MOMOIIBIO KOJIOHOUHOM XpoMaTorpaduu (0-5% MeOH B DCM)
C TIOJIyYE€HHEM YKa3aHHOTO B 3arojIOBKE COEIMHEHHsI B BHIE I'PSA3HO-0ENIOr0o TBEPIOro BEIIECTBA
(56 mr). '"H AMP (500 MT'ni, Xnopopopm-d) § 8,07 (s, 1H), 6,99 (s, 1H), 3,05 (s, 6H).

IIpomexyTounoe coeqnnHenune C4: 4-(S-prop-4-iioanupuauH-2-uia)moppoaus

FI\N

|/N/\

o)

[00184] Cwmech mopdommna (18 Mk, 0,21 Mmonb), S-xnop-2-prop-4-fionnupuanza (50 mr,
0,19 mmonb) u N, N-munzonponuwmtinamusa (67 Mk, 0,38 mmone) B MeCN (0,5 mut) HarpeBanu
no 80°C B TeueHue 18 4., 3aTeM KOHLEHTPHUPOBAJIM INPH MOHIKEHHOM JIaBJIEHUU U OCTATOK
OYMINAIN C TOMOLIBK KOJOHO4YHOH xpomarorpadpuu (0-5% MeOH B DCM) ¢ nonydeHuem
YKa3aHHOTO B 3ar0JIOBKE COEIMHEHNs B BUJie MPA3HO-0e10ro TBepaoro semmectsa (29 mr). 'H AMP

(600 MI', Xnopodopm-d) & 8,12 (s, 1H), 7,13 (s, 1H), 3,84 — 3,79 (m, 4H), 3,50 — 3,45 (m, 4H).

IIpome:xyTouHoe coeqMHEeHHe Cs: (S)-4-(5-¢prop-4-iioanupuanH-2-1J1)-2-
MeTHJIMOP(OJIHH
F I N
17 N\F N’\"‘“
0]

[00185] Cwmech (S)-2-merrnmopdonnna ruapoxiopuna (29 mr, 0,21 mmons), S-xjop-2-
¢dTop-4-tionmupunnna (50 mr, 0,19 mmons) u N, N-nunzonponumtunamuna (67 M, 0,38 MMoub)
B MeCN (0,5 mur) Harpesanu 1o 80°C B TeueHue 18 4., 3aTeM KOHLEHTPHUPOBAIHN NIPU TOHKEHHOM
JaBJIEHUH U OCTATOK OYMILAIN C TIOMOLIBIO KOJOHOYHOH XxpomMaTorpadun (0-5% MeOH 8 DCM)
C TIOJIyYeHHEM YKa3aHHOTO B 3ar0OJIOBKE COEIMHEHHs B BUJE IPSI3HO-0€JI0ro TBEPAOro BEIECTBA
(27 mr). 'H SIMP (600 MI't, Xnopodopm-d) § 8,11 (s, 1H), 7,12 (s, 1H), 4,00 (tdd, J = 12,6, 3,1,
1,5 T'm, 2H), 3,90 (ddt, J = 12,7, 3,1, 1,6 I'y, 1H), 3,73 — 3,62 (m, 2H), 3,01 — 2,91 (m, 1H), 2,60
(dd,J=12,7,10,4I'u, 1H), 1,27 (d, J = 6,3 I'y, 3H).
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IIpomexyTounoe coequHenue E1: (S)-2-uukaonponua-3,3-audprop-7-merua-10-uurpo-

1,2,3,4-terparuapo-[1,4]oxcazenuno-[2,3-c]xunoaun-6(7H)-on

\ o
HN 2
q &

Cmaousa 1. (S)-4-((1-Luxnonponun-2,2-ouchmop-3-2uopoxcunponii)amuno)-1-memun-6-

Humpoxunonun-2(1H)-ou

[00186]  DnaxoH, BBICYIIEHHBI B MHKPOBOJHOBOH meun (o0bem 10-20 mur), 3amonHsm
(8)-3-amuHO-3-1IEIKITONPONINII-2, 2-nudToprponan-1-ona ruapoxnopuaom (3 1, 13,3 mMMmoib) H
3THI-4-XJI0p- 1 -MeTHI-0-HUTPO-2-0KCO- 1,2-TUTHIPOX MHOJNH-3-KapOOKCHUITATOM
(mpomesxytounoe coemuHenune F1; 3 1, 9,7 mmonb). PeaknunonHbI (JIakoH HpoxyBaiu C
TIOMOIIBIO AT W 3aKpbIBAIM KPBIIKOW. be3Bomubiil aneronutpun (15 M) DOMOTHUTETHHO
nobasnsimu DIPEA (4,2 mu). Peakimonnyto cmech Harpeanu npu 160°C moag MUKPOBOJTHOBBIM
u3nyueHuu B TedeHue 15 u. Takum ke crnocobom monyuanu emne dereipe nmaptud. [laptum
o0benunsiy, nodasnsaan 2M ruapokeun Hatpus (150 MiT) U peakIMOHHYIO CMeCh HarpeBau MpH
85°C B Teuenue 2 4. PeakumonHywo cMmech oxjaxkaanu no rt. Jlobasmsuim Bomy (80 mu) u
peakuuoHHy0 cMech momkucisin 1o pH 5-6 ¢ momombto 3M HCI. IlonyueHHslit ocamok
OT(UIBTPOBBIBAIHN, MpPOMbIBAIKA ¢ nmoMmoribio H>O (500 mi1) ¥ BBICYIIMBAJIHM C TOJyYE€HHEM
yKa3aHHOTO B 3arojioBke coeamueHus (15,83 r, 93%) B Buae OekeBOr0 TBEPIOTO BELIECTBA,
KOTOPOE HCTIONb30BAIHN 63 JOMOTHUTeNbHOM ouncTku. 'H IMP (500 MI', DMSO-ds) 6 9,31 (d,
J=25Tu, 1H),840(dd,/=9,4,25Ty, 1 H), 7,62 (d,/J=9,4Tu, 1 H), 7,47 (d, J=8,7Tw, 1
H), 5,72 (s, 1 H), 5,60 (t, /= 6,1 ', 1 H), 3,90-3,71 (m, 2 H), 3,57-3,45 (m, 1 H) nepexpsiBasiu
¢ momombro 3,55 (s, 3H), 1,38-1,29 (m, 1 H), 0,71-0,64 (m, 1 H), 0,63-0,56 (m, 1 H), 0,53-0,46
(m, 1 H), 0,27-0,21 (m, 1 H); LCMS (Cmoco6 X2) RT 1,17 munytsr, macca/3apsin 354,1264
[M+H]".

Cmaous 2. (S)-3-bpom-4-((1-yurxionponui-2, 2-oudhmop-3-2u0poxcunponun)amuno)-1-

memun-6-numpoxunonun-2(1H)-on

[00187]  TpudropykcycHyro kucaoty (8,83 mur) modaBisun K nepeMernnBaeMoi cmecH (5)-
4-((1-uuknonponui-2,2-gudrop-3 -rugpoKCHUIPOITNIT )aMUHO)- | -MeTHII-0-HUTPOXUHONMUH-2( 1 H)-

oHa (u3 cranuu 1; 8,15 r, 23 MMOJIB) U CBEXKETO MEPEKPUCTATUINZOBAHHOTO N-OpOMCYKIIMHIMUA
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(4,1 r, 23 mmonp) B 6e3BoHOM CH2Cl2 (150 M) mpu 0°C B atmocepe Ar. PeakiimonHyro cmech
nepememnuBany npu 0°C B TedeHue 15 muH. PeakinoHHy:0 cMech pa30aBisiii ¢ MOMOLIBIO
CHCl, (100 mu1) u mpombiBaju ¢ MOMOIIBIO HackieHHOro BogH. NaHCOs3 (3 x 100 mut). Boasbie
NPOAYKTHl BBIMBIBAHHUS JOMOJHUTENbHO dKcTparupoBaiu ¢ mnomoupio CHCly (100 m).
Opranudeckre 3KCTPAKThI O0BEIUHSIIH, TPOMBIBAJIN ¢ MOMOIIBIO CoJieBOoro pacteopa (100 m),
BeicymuBasid  (NaxSO4) W KOHUHEHTpUpOBa M. BTOpylo mNapTHUIO MOMyYaid aHAJIOTHYHBIM
cocoboMm, ucxonsd u3 7,09 r xuHoiamHa w3 craguu 1. IlapTum mponykroB oOBenuHSIM C
NOJIy4€HHEM YKA3aHHOTO B 3ar0JIOBKE COSUHEHHS B BUJIE YKENTOro TBepaoro semectsa (18,6 T,
96%). 'H SIMP (500 MI', DMSO-ds) & 8,95 (d, /=2,5Tu, 1 H), 8,43 (dd, J=9,4,2,5 T, 1 H),
7,75(d,J=9,4Tu, 1 H),585(d,J=11,1Tu, 1 H), 5,63 (t,J=5,8T'1, 1 H), 4,05-3,95 (m, 1 H),
3,88 -3,73 (m, 2 H), 3,71 (s, 3 H), 1,29 — 1,21 (m, 1 H), 0,68 — 0,62 (m, 1 H), 0,62 — 0,51 (m, 2
H), 0,50-0,44 (m, 1 H); LCMS (Cnoco6 T2) RT 1,45 munytsr;, Mmacca/3apsin 432,0373 [M+H]".

Cmaousa 3. (S)-2-Luxronponui-3,3-oucbmop-7-memun-10-numpo-1,2, 3, 4-mempazuopo-

[1,4]oxcazenuno-/2, 3-c[xunonun-6(7H)-on

[00188]  Jlutust mpem-Gyrokcun (1M B THF; 35 mn) noGamnsanm k nepemermnnBaeMoi
cycnensuu (5)-3-6pom-4-((1-uuknonponun-2,2-gudrop-3-rugpoKCUIPOITUI)aMUHO)- | -MeTHII-6-
HUTpPO-xuHONMUH-2(1H)-oHa (u3 craguu 2; 9,48 r, 22 mmons) B THF (220 mu) B atmocdepe Ar.
VcraHaBauBaaM KOHAEHCATOP € OOpaTHBIM XOJIOMWJIBHHKOM U OajulOH, 3allONHEHHBIH Ar, U
peaxkIMoHHYI0 cMech Harpesaiu rpu 60°C B TeueHne 15 MuH. PeakimoHHYI0 CMeCh OXJIaXKIaJIH
1o k. T. Jlobasnsiu Bony (100 mut) u BogHYO cMech dkctparupoanu ¢ nomoinbio CH>Clz (3 x 100
mi1). OpraHuyeckue SKCTPaKThl OOBEANHSIIN, TPOMBIBAJIN ¢ MOMOIIBIO COJIEBOrO pactBopa (2 x
100 mu), BeicymuBanu (NaxSO4) U KOHLEHTPUPOBAIM TPU NMOHMWKEHHOM JaBlIeHHH. BTOpyro
MApTUIO TOJYYaJid ¢ TOMOINBIO TOrO ke Crocoda ¢ MPUMEHEHUEM IOMOJHHUTENbHBIX 9,17 T
coenuHeHust u3 craauu 2. IlapTum oOBeAMHSIIM € TIOJYYEHHEM YKa3aHHOTO B 3arojIOBKE
COENIMHEHMS B BUJE KeaToro Teepaoro semmectsa (15,4 T, 100%). 'H AMP (500 MI'u, DMSO-dbs)
69,12(d,J=2,6T, 1 H),835(dd, /J=9,3,2,5T, 1 H), 7,66 (d,J=9,3T1, 1 H), 7,01 (brd, J
=501, 1 H), 4,54-4,37 (m, 2 H), 3,62 (s, 3 H, NCH3), 3,29-3,22 (m, 1 H), 1,39-1,31 (m, 1 H),
0,76-0,69 (m, 1 H), 0,58-0,49 (m, 2 H), 0,37-0,30 (m, 1 H); LCMS (Cmoco6 X2) RT 1,34
MUHYTBI, Macca/3apsin 352,1105 [M+H]". OGHapysKeHHbI TPOAYKT siBjsieTcst ~88% ee CornacHo
xupanbHoi SFC [YMC Chiral ART Amylose-C, (4,6 mm x 250 mm, 5 Mkm); 30:70 meranon:CO2
(m3okparuyeckuii, 0,2% 00./00. mogudukaTop ammuaka); CKopocth noroka 4 my/mun.; 40°C;

obHapy:xenne npu 210-400 uvm; BBenenue 1 mxi|. Rt HeoOxoammoro (S) sHanTHOMepa 2,06 MUH.;
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(R) snanTtuomepa 1,75 mun. Takum obpasom, 10 r marepuana pacrsopsinu B DCM:meranon (1:1
00./00., xoHueHTpauus 15 mr/mi) u ountnanu ¢ nomoinsto xupansHoro SFC [Chiralpak SA (21,2
MM X 250 MM, 5 Mkm); 30:70 metanon:CO2 (u3okpaTudeckuii, MOau(UKATOpP, MPECTABISIOLIHI
coboii 0,2% 06./00. aMmMuaka); CKOpOCTb MOTOKA 21 MJI/MHH., TeMIepaTypa OKpPY>KaroIeit Cpepr,
oOHapy:kenue rpu 229 um; 2,5 M Ha uHbEKIHIO |. O0benuHeHHbIe (pakuuu HeoOxoaumoro (S)-
SHAHTHOMEPA 3aT€M BBIMAPUBAJIK, O TMPHUMEPHOrO BBICHIXAHHS C MPHUMEHEHHEM pPOTOPHOIO
UCTIAPUTEIS, IEPEHOCHIIN B KOHeUHbIe (uiakoHbl ¢ DCM, KOTOPBIH yIaIsii MPH MOTOKE CKATOTO
Bo3ayxa 35°C mpeskae ueM NMOMECTHTh B BaKyyMHYH0 medb npu 35°C u 5 mOap no monyueHus
MOCTOSTHHOTO Beca C ToJiyueHueM OeskeBoro Teepaoro Bemectsa (7,51 r). Xupanbayro SFC
[Amylose-C, xak yka3zano Bbie] rt 2,09 MUHYT; MOOOYHBIX H30MEPOB HE HAOIIOIATIOCH.
IIpomexyTounoe coequHenne E2: (S)-10-xaop-2-uukiaonponui-3,3-audrop-7-(meTuJi-

d3)-1,2,3,4-terparuapo-[1,4]oxcaszenuno|2,3-c][1,8|nadpTupuaun-6(7H)-on
D\|/D

N o)
I ~'

4 F

[00189]  Ilomywanu ¢ MOMOIIBIO TPEXCTATUIHHOTO CIIOCO0A, AaHAIOTHYHOTO TOMY, KOTOPBIH

D
N

‘e

F

/

IPUMEHSIN AJI MTOJIy4EHHUs] IPOMEXYTOUHOro coequnenus El, Haunnasa ¢ s3Tun-4,6-auxinop-1-
(metmn-d3)-2-okco-1,2-nuruapo- 1,8-napTupuans-3-kapOokcunara (MpOMeEKyTOYHOE
coenunenue F2). Ananus/o4ucTky ¢ nomomibio xupanbhoii SFC ne nposoast. 'H SIMP (500 MI'w,
DMSO-d6) 6 8,76 (d,J =2,4Tu, 1 H), 8,60 (d,J=2,4Tw, 1 H), 6,60 - 6,50 (m, 1 H), 4,56-4,35
(m, 2 H),3,30-3,23 (m, 1 H), 1,31 - 1,24 (m, 1 H), 0,76 - 0,69 (m, 1 H), 0,60-0,48 (m, 2 H), 0,37-
0,31 (m, 1 H); LCMS (Cnoco6 T2); RT 1,49 munyTsr, macca/3apsin 345,1034 [M+H]".
IIpomexxyTounoe coennnenue F1: atuia-4-xaop-1-MeTui-6-uHutpo-2-oxco-1,2-

AUTHAPOXHHOJIMH-3-KapOoOKCcHIaT

|
N (o]
O,N Z o
Cl O
Cmaous 1. 1-Memun-6-numpo-2H-6enzo/d] /1,3 ]oxcazun-2,4(1H)-ouon

[00190] B pactBOp S-HUTpOU3aToeBoro anruapuaa (25,1 r, 120,6 mmons) 8 DMF (241 mu)

npu K. T. gobaemsimu ruapun Hatpus (60% B muHepanpHOM Macie; 7,241, 180,9 mmons).
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ObecnieunBanu nepeMernBaHNe pacTBOpa B TeueHue 15 MUH. ¢ HarpeBaHueM 0 K. T. JloOaBisiim
fonmeran (18,8 mu1, 301,5 MMoub) 1 cMeCh epeMeIIUBaIN IPH K. T. B TedeHue 4 4. PeakinoHHy10
CMECh BBUIMBAJIM HA JIeA, MOJYYEHHbIH OCAA0K (PUIBTPOBAIM U MPOMBIBAIN BOAOH (5 TUTPOB).
Teepnoe BemmecTBo coOMpaIM M BBICYIIMBAIN 0] BAKYYMOM B TE€UEHHE HOYH C IOJIyYeHUEM -
MeTUI-6-uuTpo-2H-6en3o[d][ 1,3 Jokcasun-2,4(1H)-nuona (19,7 r, 73%) B Bume OpaHKEBOTO
nopomka. LCMS (Crioco6 T2) RT 1,35 munyTsI, Macca/3apsig 211,069 [M+MeOH-CO:]".

Cmaous 2. Dmui-4-2uopoxcu-1-memui-6-wumpo-2-okco- 1, 2-0ucuopoxuHoIun-3-

Kapoboxcunram

[00191] B pacrBop 1-meTun-6-uutpo-2H-6en3o[d][ 1,3 |okcasun-2,4(1H)-quona (co craguu
1; 19,6 r, 88,2 mmons) B DMF (177 mn) nobasmisuin austunmanonat (40,4 my, 264,7 MMOIb).
PactBop oxnaxmanu no 0°C, 3atem poOasisuiu ruapun Hatpus (60% B MUHEpaTbHOM Macle)
(7,06 T, 176,46 mmonp) 4 mopumsamu 3a 30 mun. ObecrieunBany HarpeBaHHue pacTBOpa 0 K. T. U
€ro nepeMelnBaIu Npyu 3TOH TeMneparype B TeueHue 3 4. B peakLIMOHHYI0 CMECh OCTOPOKHO
nobasnsin Bomy ¢ mocnenyromum pobdasnerneM 10% BogH. HCL, mokxa pH cmecu He Oyner
coctaBnsATe ~pHS. IMony4enHslii ocanok ¢unbTpoBann depe3 BopoHKy IlloTrTa m mpombiBamu
Bonol (5 nutpos). [lonydeHHOE TBEpAOE BELISCTBO IMEPEHOCHIM B KPYIJIOAOHHYIO KOJIOY U
BBICYLIMBAJIMA IOA BaKyyMOM C TOJYYE€HHUEM OTUI-4-TUAPOKCH-1-MeTUuI-6-HUTpO-2-0KCOo-1,2-
AUTHAPOXUHONNH-3-KapOokcunara (24,2 r, 94%) B Buzne OJeIHO-KENTOrO TBEPAOIO BELIECTBA.
LCMS (Crnioco6 T2) RT 1,45 munyTsr, Mmacca/3apsin 293,074 [M+H]".

Cmaous 3. Dmun-4-xiop-1-memui-6-numpo-2-okco-1, 2-0ucuopoxunoiun-3-kapooKcuiam

[00192]  [loGaBnsimu okcuxyopun docdopa (250 mu, 2700 MmoIb) B KOJIOY, CONEPIKALIYIO
STHI-4-TUAPOKCH- | -MeTHIT-6-HUTPO-2-0KCO- | ,2- TUTHAPOXUHOJNH-3 -KapOOKCHIAT (24,1,
82,5 mmoub). Konly 3akynopusanu npobdkoii Suba-Seal u noncoenussuin K OaJUIOHY € apTOHOM,
3atem HarpeBaysu 10 80°C mpu nepememinBaHuU B TeueHue 2,5 4. CMeCh KOHLEHTPUPOBAIU i1
vacuo. Octarok paszbaBnsi BomoH u skctparupoBanmu ¢ nomoinsio EtOAc. OObnennHeHHbIE
OpPTaHUYECKHE HKCTPAKTbl TPOMBIBAIM COJIEBBIM pacTBopoM, BbicymuBamu (MgSO4) u
KOHLIEHTPUPOBAIH i1 vacuo. B pe3ynprare 04ucTKU ¢ nmoMombto ¢uai-xpomatorpadpuun (KP-sil
Ha 340 r; ot 0% no 10% MeOH B CH»Cl») monydanu yka3aHHOe B 3arojioBke coequnenue (14,5 r,
57%) B BUIE TEMHO-OpaHskeBOro Teepaoro semectsa. 'H AMP (500 MI'u, CDCIs) § 8,95 (d, J =
2,5T, 1H), 8,50 (dd,J=9,3,2,5T, 1H), 7,53 (d, J=9,3T'1y, 1H), 4,48 (¢, /=7,1 ', 2H), 3,78
(s, 3H), 1,42 (t, /= 7,1 T'u, 3H); LCMS (Cnoco6 T2) RT 1,42 munytsr, macca/3apsin 311,043
[M+H]".
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IIpomexyTounoe coenunenue F2: atua 4,6-nuxyop-1-(MeTni-ds)-2-okco-1,2-auruapo-

1,8-nadpTupnann-3-kapéoxcuiaar

ci O

Cmaousa 1. Memun 5-xnop-2-({memui-ds)amuno ) Huxomusam

[00193] @nakoH s 0OpaOOTKHM MHUKPOBOJHOBBIM u3jydeHueM (o0bem 10-20 mu)
3arpykainu MeTHi-5-xJjop-2-propHukoruHatom (261 wr, 1,38 mmonb) U MeTaH-d3-aMHH-
ruapoxiopunom (192 wmr, 2,73 mmonp). PeaknmoHHBIN (IaKOH MPOAYBaJd C TOMOIIBIO AT,
3aKpbIBAJIM KPBIIIKOM W 3aTeéM OMOJHUTENbHO mnponysaiu ¢ momombo Ar. THF (4 wmn)
nobasnsim ¢ nocnenyromum nodasneaneM DIPEA (0,71 mn, 4,11 mmorns). PeakinoHHy0 cMech
nepememinBanu npu 40°C B TeueHue 22 4yacoB 3aTe€M KOHLEHTpUpoBalu in vacuo. OCTaTok
pazbasisuu Bonoi (10 mur) u skctparupoBasiu ¢ nomotnsio EtOAc (2 x 15 mur). Opranundeckue
SKCTPAKThl OOBEANHSIN, POMbIBAIN coneBbiM pacTBopoM (10 mu), BeicymuBamu (NaxSOs) u
KOHLEHTpUupoBaju in vacuo. Ouuctka ¢ momousio Guen-xpomarorpaduu (10 r KP-sil; ¢ 0% no
30% EtOAc B LuKJIOreKcaHe) ¢ Moyy4eHHeM YKa3aHHOTO B 3arojioBke coenuHeHus (239 mr, 85%)
B Buze Oenoro tBepaoro Bemectsa. LCMS (Criocob T2) RT 1,43 munytsl, Macca/3apsn 204,06
[M+H]"

Cmaousa 2. Dmun-6-xiop-4-2uopoxcu-1-(memui-ds)-2-oxco-1, 2-oucuopo-1,8-nadpmupuoun-3-

Kapoboxcuiam

[00194] Dnakon mns oOpabOTKM MHMKPOBOJHOBBIM H3iyueHueM (00bem 2,0-5,0 wmu)
3arpy’kaiu MeTHiI-5-xJop-2-((MeTwi-ds)aMuHo )HUKOoTUHAT (U3 craguu 1; 239 mr, 1,17 mmors).
PeakunoHHBIH (hJIaKOH MPOAYBAIH C TOMOIIBIO AT, 3aKPBIBAJIM KPBIIIKOH 1 3aT€M AOMOJHUTEIIBHO
npoayBaiau ¢ nomombio Ar. DCM (4,5 mi) nobaBnsiu ¢ TOCHENYRINM 00aBJIeHHEM
tpusTHnamuna (0,98 mi, 7,0 MMmonb) 1 3THII-3-XxJ10p-3-0kconponanoara (0,6 mi, 4,7 MMOJb).
Peakunonnyro cmech HarpeBasu npu 60°C B HarpeBaTenbHOM OJIOKE B TedeHHE 2 HacoOB.
Jlo6aBnsM AOTIONHUTENBHOE KOJIMYECTBO THII-3-XJI0p-3-0Kkco-miponanoata (0,6 mi, 4,7 MMOJIb)
u tpusTuiaamuHa (0,98 mn, 7,0 MMONIB) U pEaKLMOHHYIO cMech nepememuBanu npu 60°C B
TE4YEeHHE JOMOJHUTENbHBIX 6 4. PeakllMOHHYI0 CMeCh KOHLEHTPUpPOBaNu in vacuo. J{odaBmsim
Bony (20 mut) ¢ mocnenyromum nodasnerrem 10% soan. pactsopa HCI (10 mur). Bogayro cmech
skcTparupoBann ¢ nomombo EtOAc (3 x 20 mir). OpraHndeckue >KCTPakThl OOBEAMHSIIH,

npoMbIBasu coseBbIM pacTBopoM (10 mu), BeicyinuBanu (NaxSO4) U KOHLIEHTPUPOBAIH i VACUO.
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ITpoBonumu ouuctky ¢ nomoinbto aem-xpomarorpadun (10 r KP-sil; ¢ 0% no 10% MeOH B
DCM) ¢ nonyueHneM yka3zaHHOTO B 3arojioBke coequHenus (335 mr, 100%) B Buzne opaHkeBOro
tBepnoro Bemectsa. LCMS (Crioco6 T2) RT 1,55 munyTsl; Macca/3apsn 286,066 [M+H]”

Cmaous 3.  Omun  4,6-Ouxiaop-1-(memiti-ds)-2-okco-1,2-oucuopo-1,8-nacdmupuoun-3-

Kapoboxcuiam
[00195]  Oxcuxnopun docdopa (3,5 mu, 37,4 Mmoub) n0OaBISIIN B KOJOY, COMEPIKALIYIO

STHI-0-XJIOp-4-rupoKcu- 1 -(MeTmi-d)-2-okco- 1,2 -nurunpo-1,8-nap TupuanH-3-kapOokcuar
(w3 cTanuu 2; 335 mr, 1,2 mmose). Konly 3akynopusanu npodkoii Suba-Seal u moacoeauHsm K
OamioHy ¢ aproHoMm, 3arem HarpeBasu 1o 80°C ¢ mepememmnBaHMeM B Te4YeHue 2,5 .
PeakunonHy0 cMech OXJIaKOad 10 KOMHATHOH TeMIepaTypbl M KOHLIEHTPUPOBAIU i VACUO.
Heounmennyro peakunoHHyro cMmech pactBopsuin B EtOAc (20 mi) u mpombiBaiid BOJOH
(2 x10 M) n naceimeHHbIM BoxH. NaHCOs (10 mur). IIpombiBHBIE BOABI OOBEAWHSIN |
skcTparupoBamn ¢ nomombio EtOAc (20 mu). Opranudeckne S5KCTPAaKThl OOBEAMHSIIM,
pOMBIBaIIN cosieBbIM pacTBopoM (10 mu), Beicyiusamu (Na2SO4) 1 KOHLIEHTPUPOBAIH iR VACUO.
IIpoBonumu ouuctky ¢ mnomombio ¢uem-xpomatorpaduu (10 r KP-sil; 0-60% EtOAc B
LIUKJIOT€KCAHE) C OJyYeHHEM YKa3aHHOT'O B 3arojIoBke coenuHenus (52 mr, 15%) B Buze sxentoro
tBepaoro emectsa. 'H IMP (500 MI'u, DMSO-ds) 6 8,87 (d, J=2,4 Ty, 1 H), 8,46 (d, /=24
I'u, 1H),4,38(q,/=7,1Tu, 2H), 1,31 (t,/=7,1Ty, 3 H); LCMS (Cnioco6 T2) RT 1,51 munytsI,
macca/3apsn 304,0287 [M+H]"

[00196] IIpomexyTounoe coeaunenue Lla u npomexyrouHoe coeauHenue L1b
MPEICTABIISIIOT COOOM Mapy 3HAHTUOMEPOB, TIE OAWH MPEACTaBIsieT coboit (R)-, a Apyroi
npexacrasisier codoi (S)-merwnnunepunud. He Obuto ompeneneHo kotopeiid siBisiercs (R)- u
KOTOpbIi siBisieTcs (S)-3HaHTHOMEepOoM. COemUHEHHs Pa3feisuli ¢ TMOMOLIBI0 MpenapaTUBHON
xupanbHoi SFC Bo Bpemsi craanu 3 ¢ IPUMEHEHHEM crocoda, OMMCAHHOTO HIDKE.

IIpome:xyTounoe coenuHernue L1a u npome:xxyrounoe coenunenue L1b: (S)-5-xmop-2-
(4,4-nu¢rop-3-meTuanunepuant-1-ua)nupumMuanun-4-o4 u (R)-5-xmaop-2-(4,4-gudprop-3-

MeTH/INuNnepuanH-1-u1)IupUMHUAHH-4-0J1

2 n , 2
NJ\N OH o N)\N OH
F F

F F

Cmaous 1. 2, 5-J[uxnopnupumuoun-4-o
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[00197] [oGamstmu 2 M rugpokcun Hatpus (6 M, 12 MMOnb) B IepeMeIlNBaeMbli
pactBop 2,4,5-tpuxnopnupumuausa (1,29 r, 7,0 mmons) B THF (4 mi). Peakuunonnyro cmech
NepeMelInBaIN NIPU K. T. B TeueHue 24 4. PeakMOHHYI0 CMeCh KOHLIEHTPUPOBAIU [N VaCUO U
BOJHYIO cMech HelTpanuzoBaigu ¢ nomompio 3 M HCl. BogHyro cMech 5KCTparupoBasid C
nomomeio Et,0 (2 x 10 mut) ¢ mocaenyromum nobasnennem EtOAc (2 x 10 ). Opranuueckue
SKCTPAKThl OOBEIHMHSIIH, TPOMBIBAIN CONeBbIM pacTBopoM (10 mu), BeicymuBamu (NaxSQOs) u
KOHLIEHTPUPOBAIH i1 VACUO C TIONy4YeHUueM 2,5-auxiaopnupuMunaina-4-ona (923 mr, 80%) B Bune
’EJITOTO TBEPOrO BEIIECTBA, KOTOPOE MPUMEHANH Oe3 NOMOoNTHUTeNbHOI ouncTku. 'H IMP (500
MI'u, DMSO-ds) 6 8,26 (s, 1 H); LCMS (Cnoco6 T2) RT 0,19 munytsr, macca/3apsin 164,9602
[M+H]"

Cmaousa 2. rac-5-Xnop-2-(4,4-oucbmop-3-memunnunepuoun-1-uy)nupumuoun-4-on

[00198] Bo ¢uakon nns mukpoBosHOBOH 00paboTku (00vem 10-20 mur) 3arpysxkamu 2,5-
auxjoprnupuMuanH-4-om (co cranuu 1; 502 mr, 3,0 Mmons) 1 runpoxiopun rac-4,4-mudrop-3-
metuianunepuanaa (522 mr, 3,0 Mmmonb). PeaknmoHHbI (prakoH mpoayBaiu ¢ MOMOLIBIO AT,
3aKpbIBAJIN KPBIIIKOH U 3aT€M AOMOJHHUTEIBHO MPOAYBAIH € moMolibio Ar. JlobaBnsiim 3TaHoNn
(5 M) ¢ mocnenyromum pobasnenneM DIPEA (1,4 mn, 8,0 mmonb). PeakimoHHyr cMmech
HarpeBamu nipu 80°C B HarpeBarenbHOM Ojoke B TedeHue 10 4. PeakimoHHyr cMech
KOHLeHTpUpoBanu in vacuo. Octarok pactsopsuit B DMSO (1 mir) 1 HenmocpencTBeHHO OUUINaIN
C MOMOIIBIO XpomaTorpaduu ¢ odpauieHHoi (a3oii (kononka Biotage C-18 ¢ obpamenHoi dasoi
Ha 12 r; ot 25 1o 80% MeOH B H>O (conep:karueit 0,1% MypaBbHHON KUCJIOTHI)) C MOJTyYEHHEM
rac-5-xn0p-2-(4,4-nudrop-3-merwinunepuans- | -un)nupumunni-4-ona (264 mr, 33%) B BHIE
rps3Ho-6enoro Teepaoro sermectsa. 'H AMP (600 MI'u, CDCls) § 12,18 (brs, 1 H), 7,89 (s, 1 H),
4,49-4.,41 (m, 1 H), 4,34-4,27 (m, 1 H), 3,37-3,30 (m, 1 H), 3,08 (dd, /= 13,8, 10,9 I';, 1 H),
2,26-2,17 (m, 1 H), 2,17-2,08 (m, 1 H), 2,02-1,89 (m, 1 H), 1,16 (d, J = 6,8 I'y, 3 H); LCMS
(Cmoco6 T2) RT 1,21 munyTsr, Macca/3apsn 264,0675 [M+H]"

Cmaousa 3. (S)-53-Xunop-2-(4,4-oucbmop-3-memunnunepuoun-1-wy)nupumuoun-4-on u (R)-5-

xaop-2-(4,4-oucbmop-3-memunnunepuoun- 1 -w)nupumuoun-4-oi

[00199]  pay-5-Xnop-2-(4,4-mudTop-3-MeTrnnunepuan- 1 -mn)mupumugua-4-on (250 mr)
pactBopsuu 10 25 mr/mi 8 MeOH:CH>Cl, (4:1) (1% 06./06. NH3) u 3aTeM OYHINaIHN ¢ TOMOIIBIO
SFC (Amy-C (20 MM x 250 MM, 5 M), 10:90 MeOH:CO3 (0,2% 006./06. NH3); ckopocTh OTOKa
50 wma/mun'). DHaHTHOMEp, KOTOPBI 3JIFOMPOBAJICA paHblIE, HAEHTH(QULIMPOBANH Kak

NnpoMexyTouHoe coeanHeHne Lla, u »SHaHTUOMEp, KOTOPBIM SJIIOUPOBAICA TO3XKE,
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UICHTUQHULUPOBAIN Kak mpoMe:kyTouHoe coenmHenue L1b. OObenuneHHble (pakium Ha
OCHOBE NMPOMEKYTOYHOro coeAnHeHus1 L1a KOHIEHTpUPOBAIH i1 vacuo, MOCie Yero XpaHuIu B
BaKyyMHO# neun npu 35°C u 5 mOap ¢ nojy4eHneM npomMeRyTouHoro coennnenusi Lla (85 mr)
B Buze Oenoro TBepaoro BemiecTBa. OObequHEHHbIE (PPAKLUK HA OCHOBE MPOMEKYTOYHOIO
coenuHeHusi L1b KOHIEHTpUPOBAIH in vacuo U MOBTOPHO OYMIIAN M BBIAEISUIM, KaK YKa3aHO
BBILIIE, C MOJIyYEHHEM NMPOMeKYTO4HOro coeamnenus L1b (68 mr) B Bume Oenoro tBepaoro
BEILECTBA.

[00200] Awnamu3 xupanpHOW YHCTOTHI mnpoBomwiu ¢ nomombeld SFC  (Amy-C
(4,6 MM x 250 MM, 5 mkMm), cootHomenue MeOH:CO> (0,2% 006./06. NHs) 10:90; pacxon
4 mn-mun. ). IipomexxyTounoe coenunenue Lla: ee = 992 %; RT 3,58 mun. IlpomeskyTounoe
coennnenue L1b: ee = 99,0%; RT 3,83 mMuH.

IIpomexyTounoe coenunenue L2a: (5)-4,5-quxiaop-2-(4,4-nudprop-3-MeTHjanunepuanH-
1-na)nupumuaul uiau (R)-4,5-auxaop-2-(4,4-audprop-3-mernanunepuanx-1-

WJI)IHPUMHAUH

[00201] Bo ¢mnakon, conmepxamuii (S)-5-x10p-2-(4,4-au¢pTop-3-MeTnnnunepuIuH- 1-
W) TUPUMHUIUH-4-011 1t (R)-5-x710p-2-(4,4-nudrop-3-MeTuanunepuaut- 1 -uia)mupuMuinH-4-0J1
(mpomexyTounoe coenunenue Lla; 43 mr, 0,16 mmonb), nobassuiu POCls (0,6 M, 6,4 MMOJIb)
u (uiakoH 3akynopuaiu u Harpesau 10 90°C B reuenue 3 4. M36wirok POCI3 ynansiiu in vacuo
U octaTtok pazgensnun Mexay Bomod u EtOAc. Crnoum paspensnn U oOpraHudeckuil cioi
BeicymuBasy (MgSO4) M KOHIEHTPUPOBAIH i1 VACUO C TIONYYSHUEM COCAMHEHUS, YKa3aHHOTO B
3arojyioBke (41 mr, 89%) B BHIe OECLIBETHOrO Macja, KOTOPOE MPUMEHSIIN O€3 TOTIOIHUTEIbHON
ourctku. 'H SIMP (500 MI'u, CDCls) & 8,22 (s, 1 H), 4,56-4,50 (m, 1 H), 4,47-4,41 (m, 1 H),
3,40-3,33 (m, 1 H), 3,11-3,04 (m, 1 H), 2,21-2,11 (m, 1 H), 2,11-1,98 (m, 1 H), 1,96-1,82 (m, 1
H), 1,09 (d, /= 6,8 T', 3 H); LCMS (Cnoco6 T2); RT 1,71 munyTsr, Macca/3apsn 282 [M+H]™.

[00202] Crnenyromue npuBeaeHHBIE B TAOIHIIE TPUMEPHI MOTYyYau ¢ MMOMOIIBIO CITOco0a,
aHAJIOTHYHOTO CHoco0y, MPUMEHSIEMOMY ISl TIOJYYEHUSI MPOMEeKYTOYHOro coequHenust L2a,

HAauYMHas ¢ apuiICyIbpuaa, TOKA3aHHOTO B TaOJIHLIE.

IIpomexxyTouHOE COeNUHEHNE Hannble u npumevanus | Ilupumunun-4-on
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Mpome:xyrounoe coequHenue L2b: | LCMS (Cnocob T2); RT | Ilpome:xxkyTounoe
(R)-4,5-nuxnop-2-(4,4-nudrop-3- 1,71 MUHYTBL, | COeAUHEHHE L1b:
METUJINUIIEPUANH- | -UT)TUPUMHUINH macca/3apsn 282 | (R)-5-xnop-2-(4,4-
um (S)-4,5-nuxnop-2-(4,4-nudrop-3- | [M+H]". nudrop-3-
METHIITUIIEPUAH- | -HJT) THPUMHIHH METHIITUTIEPUINH- | -
' )NI\ : cl WJT) TUPUMUIUH-4-0J1
";Od N cl W (S)-5-xnop-2-
I:F or (4,4-nudrop-3-
)NI\ : Cl METHIIITATIEPUTUH- | -

Fj/\:rld N ci V1) TUPUMUIAAH-4-0]1
F

IIpomexyTounoe coenunenue Mla: (3R,55)-1-0en3na-S-meTnnnunepuaun-3-0 [u

npomMexxyrouHoe coenunenne Mlb: (3.5,5R)-1-6en3ni-S-mernanunepuauH-3-oJi)
"

[00203] Kommepuecku noctymHblil rac-1-0en3un-S-merunnunepuans-3-o1.HCl (10 1)

pactBopsuiu 10 66 mr/mi B 2:1 MeOH:DCM wu 3arem ountnanu ¢ nomoinbto SFC (Phenomenex
Lux Amylose-1 (30 mm x 250 mm, 5 mxm), 10:90 MeOH:CO; (0,2% 06./06. DEA; ckopocTb
notoka 50 my/mMun™; 40°C; 1,7 M1 Ha MHbEKLIMEO). PaHHMIA 3/TF0MPOBAHHBIH SHAHTHOMEP, KOTOPbIiA
OBLT ONpeIeNieH KaK MPOMEKYTOYHOe coequHenre M1a v mo3qHui 3JIFOMPOBAHHBIN SHAHTHOMED,
KOTOpPBIA OBLT OMpeneNieH Kak MPOMekyTodHoe coenuHeHre M1b. OObenuHeHHBbIe (Qpakiuu
NPOMEXYTOYHOTO coenuHeHnss Mla BbImapuBaiyd 10 CYXOrO COCTOSIHHSI C TPHUMEHEHUEM
POTOPHOTO UCTIAPHUTEIIS, 3aHOBO pacTBOpeHHOro B DCM, ocaskaeHHbIE TeNTaHOM, U PACTBOPUTENN
yIAJIHIN C MPUMEHEHHEM POTOPHOTO HCIAPUTENs, Mepea XPaHEHWEM B BaKYYMHOH IMEYH TpHU
35°C u 5 M0bap 1m0 mojy4eHusi MOCTOSTHHOTO Beca. C MOMOIIBbIO JaHHOH MPOLenyphl MONyYaiu
npoMekyTouHoe coenuHerre Mla (3,61 r) B Bune Oenoro TBepaoro Bemectsa. OObeIUHEHHBIE
(bpakumuy MpOMeKyTOUHOTO coenHeHHst M 1b BeImapuBamm 10 CyXOro COCTOSIHUS C IPUMEHEHUEM
POTOPHOTO HCHApUTENs, MOBTOPHO pactBopsii B DCM, mpoMbiBaJi € TMOMOIUBIO BOIBI,
BBICYIIUBAIIN HAJl CYJIb()ATOM MarHusi, OCaXAaJIH C MOMOIIBIO relTaHa U PACTBOPUTENHN YAAJISIIN

C IPUMEHEHUEM POTOPHOTO HCTIAPUTEIS, Iepes XpaHeHHeM B BakyyMHOH neun ripu 35°C u 5 mbap
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70 TIOJTy4eHHs TOCTOSIHHOTO Beca. C MOMOIIBI0 JAHHOH MPOLEAYpBl MMOJNyYald POMEXYTOUHOE
coenunenne M1b (3,26 r) B Buae Oenoro TBepaoro BeuiectBa. C MOMOIIBIO PEHTTEHOBCKOTO
aHaJIM3a MaJbIX MOJIEKYJ IPOMEXKYTOYHOrO coenanHeHus MI1b, mepexkpucTaiim30BaHHOTO U3
s¢upa/DCM  onpenensin  naHHbI u3oMmep Kak (3.S,5R)-1-OeH3mi-S-MeTHIMUNnepuIuH-3-0JL.
Taxum obpazom, nmpomekyTodHoe coenunenue Mla onpenensuiu kak usomep (3R,5S)-1-0en3un-
S-meTunnunepuauH-3-ona. AHaJINU3 XUpaibHbIN YUCTOTHI TpoBoamu ¢ npumeHenueM SFC [YMC
Chiral ART Amylose-C, (4,6 mm x 250 mm, 5 Mkm), 10:90 MeOH:CO> (0,2% 06./06. DEA);
ckopocTh notoka 4 mi/mun. ™). IIpomeskyTounoe coenunenne Mla: rt 2,19 mMun., Apyroii usomep
He onpeneneH. [IpomexyTouHoe coennnenue M1b: rt 3,00 muH., ee = 99%.

IIpomexyTounoe coennnenue M2a: (3R,55)-5-meTnnnunepuaun-3-oa

HOQH

[00204] K pactBopy (3R,55)-1-0eH3un-S-merunnunepuausa-3-ona  (TPOMEKYTOUHOE
coequHenne Mla, 1,5 r, 0,73 mmonb) B 3Tanose (120 min) B atmocepe aprona nodassuu Pd/C
(10 Bec. %; 778 wmr). KonOy OmOpOXHAIM M 3aHOBO ABAKABI 3aIOJIHSUIM BOAOPOAOM Iepen
nepeMelInBaHueM TP KOMHATHOH Temrmepatype B BOAOPOXHOM OajuloHe B TedeHue 1 4.
Peaknmonnyto cmechb (QUIBTpOBANIM Yepe3 ULeNUT (JIOCHT MeTaHol) U (uiIbTpar
KOHLIEHTPUPOBAJIHU i1 Vacuo ¢ MOJMy4YeHNEeM YKa3aHHOrO B 3arojioBke coenunenus (814 mr, 97%)
B BUJE 0EJIOro TBEPIOro BEMIECTBA KOTOPOE HCMONb30BaTU 0e3 MOMOIHUTEIbHONH ouucTKU. 'H
SAMP (500 MI'u, metanon-dy) & 3,62 — 3,53 (m, 1H), 3,12 — 3,05 (m, 1H), 2,91 — 2,83 (m, 1H),
2,22 (dd,J=11,8,10,5 'y, 1H), 2,08 — 2,00 (m, 2H), 1,69 — 1,56 (m, 1H), 0,96 (td, J = 12,1, 11,0
I'm, 1H), 0,91 (d, J = 6,7 'y, 3H); LCMS (Cnoco6 T4) RT 0,14 munyTsr; macca/3apsn 116,1216
[M+H]".
buosiornueckne aHAJIU3bI

Ananusz na HTRF

[00205] Amnammsel nmpoBomwim B 384-nyHouHOM uepHOM ruaHmere Proxiplate (Perkin
Elmer), comepxamem 1 HM Trx-6xHis-BCL6 (coOCTBEHHOro MpOW3BOACTBA, YENIOBEUECKUH
BCL6 BTB nomeH, MOKPBIBAIOLIMA aMUHOKHCIOTHYIO IMOCHenoBareabHOCTh 5-129), 300 eM
nenruna BCOR-AF633 (RSEIISTAPSSWVVPGP-Cys-AlexaFluor 633-amup, Cambridge
Research Biochemical) u 0,5 HM kpunrata k 6xHis-Terbium (CisBio Bioassays, @panims), B
aHamsupyrommeMm oydepe (25 MM Hepes, pH8, 100 MM NaCl, 0,05% Tween20, 0,5 mM TCEP,

0,05% cpIBOPOTOYHOTrO anbOyMHHA KPYITHOI'O POraTtoro ckora). TecroBele coenuHenuss B DMSO
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wi DMSO ornenpHO 100aBIsIM B JIYHKH C IPUMEHEHUEM akycTuueckoro nosaropa ECHOS50
(Labcyte Inc) ¢ momydeHumeM COOTBETCTBYIOIIEH TecTOBOH KoHueHTpauuu B 0,7% 006./00.
koHeuHoM pactBope DMSO. Ilocne 2 yacoB WHKyOaIMK MPU KOMHATHOW TeMIIEpaType TUIaHIIEeT
cunthiBau Ha Pherastar FSX (BMG Labtech) nnaHmeTHoOM aHamu3aTope, OCHAIIEHHbIM 337 HM
¢bunbTpoM JazepHOro BO3OYKAEHMs, MEPBbI SMUCCHOHHBIH (QuibTp Ha 620 HM U BTOPOH
SMUCCHOHHBIH QUIbTp Ha 665 HM. % MHrUONPOBAHMSI IPH KAKAOH KOHIIEHTPALIUU PaCCYUTHIBAIIN
nyrem HopManuszauuu FRET-cOOTHOmEHUs ¢ COOTBETCTBYIOIIMM KOHTPOJEM C BBICOKUM
3HaueHneM (DMSO co Bcemu peareHTamMu) M KOHTpOJIeM C HU3KHM 3HadeHueM (DMSO 6Ges
BCL6). IC50 coenuHenus onpenensuiu ¢ MpUMEeHeHneM nporpaMmHoro obecrieuenusi GraphPad
Prism 6.0 wmu Dotmatics (Bishops Stortford, BemuxoOpuranus) myTeMm anmpoKCHMAaLdu
HOPMAJIM30BAHHBIX TAHHBIX C IIOMOLIBIO YETHIPEXTAPAMETPHUIECKOTO JIOTHCTHYECKOTO YPABHEHHS
ANIMPOKCUMALUHA CUTMOUIAJIBHON KPUBOM.
[00206] Pesynbrarhl TaHHOTO aHAN3a MOKAa3aHbI BbIIE B Tabmuie 1.

Ananu3z paspywenus na ocnoee Mesoscale Discovery (MSD)

[00207] Anamu3 Ha ocHOoBe MSD paspabareiBamu myis oTOOpa COCOUHEHHH ISt
onpeaenenust aerpagauuu sHaoreHHoro BCLO6 B knerkax OCI-Lyl Kpartko, Ttectupyembie
coenuHeHuss B DMSO wnmu tonpko DMSO no ofmero xomumuectBa 1332,5 Hi/myHKY
pacnpenensinu B 96-nynounsiii Nunc™ Edge 2 mmanmer (ThermoFisher Scientific, 267544) ¢
npumenenueM Echo® 550 akyctuueckoro noszatopa (Labceyte Inc) ¢ monyueHreM moaxonsiiei
TecToBON KOHLeHTpauued B 0,67% 00./00. koneunoro DMSO. OCI-Lyl BbiceBanu B cpeny
Iscove's Modified Dulbecco's Medium (IMDM, ThermoFisher Scientific, 12440053) c¢
nornonHeHueM 10% TepMUYECKU-MHAKTUBHUPOBAHHONW 3apOJbIIIEBOIl CHIBOPOTKH KPYITHOTO
poraroro ckota (Sera Plus, PAN Biotech, P30-3702 ), noGaBisiii K COEIMHEHHIO B JIyHKAaX
(DMSO ¢ muotHOCTHIO 2,5 X 105 kiterok/min B 200 Mt cpenel). [Tocie 2 yacoB uHKyOaumu mnpu
37°C + B 5% CO2 mnanmer uertpudyruposanu npu 300 x g B TedeHne 5 MuHyT. Mcnons3ys
yCTPOUCTBO Juist TpoMbIBKH iaHmeToB BioTek 405TS mnst Bcex cTanuii OTMBIBKY U aCITUPALIUH,
Cpeabl AU U KJIETKH NMPOMBIBAIH ¢ nomoribio PBS, nentpudyruposanu ¢ npenbiaymumu
ycnosusiMu 1 PBS ynansmn. Knerku nusuposanu B S0 MK OXJTKASHHOM JIH3HpYHOLeM Oydepe
npu pH 7,4, copepxxamem 50 MM tpuc-HCI, 150 MM NaCl, 1% Triton X-100 (06./06.), 1 MM
PMSF, 1 MM aktuBupoBaHHbIl BaHanata Hatpusi, | MM DJITA, uaruburops! ¢pocaras 2 u 3
(pasbaenenne 1:50) um cmecp wuHrHOUTOpOB mpoTeas (pasdasnenwe 1:100). Ilmanmer

HETIPOJOJDKUTENBHO BCTPSAXUBAIN M MHKYOHMpPOBaNN Ha JibAy B TedueHue S5-10 MUHYT mepen Tem
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KaK 3aMOpO3UTh B TeueHue HouM npu -20 °C unu nponosbkuth aHanui. 96-myHouHbli MSD
iaHmeT, cesasbiBatromui cranaapt (MSD, L15XA-3), koTopblil MOKpbIBaIN B TeUeHHE HOUH |
MKI/MJT aHTUTEJIOM K03bI K YenoBedeckomy BCL6 B PBS (R&D Systems, AF5046), 6nokupoainu
B 3% BSA B TBS + 0,1% Tween-20 B Teuenue 1 uaca co BCTpsxuBaHueM. JIVHKH MOJHOCTBIO
OTIOPOKHSUTA TIepel TepeHeceHueM o 40 MKJI/JYHKY JiM3aTta M3 KJIeTOYHOH racTunbl. MSD-
IUTAHIIET MHKYOWpOBaJIM MpPU KOMHATHOH TeMmepaTrype B TedeHHe | daca cO BCTPSIXMUBAHUEM
3aTeM MPOMbBIBAJIA TpH pa3a ¢ momombo TBS + 0,1% Tween-20. Antutena nonyqanu B TBS +
0,1% Tween-20 + 1% BSA. Anruteno kponuka k uenoBeueckomy BCLO (Cell Signalling
Technology, 14895S) nmobGasnmsimm mpu pazbasiaenun 1:100 mo 25 wmxi/nynky. Ilnmanmer
MHKYOHpOBAJIM M MPOMBIBAIN Kak ObUIO TMOKa3aHo paHee. OmnpeneneHue aHTUTENa K aHTUTEY
kpoimuka MSD  Sulfo-tag (MSD, R32AB-1) noGasmsmu npu paszbasienun 1:1000 mo 25
MKJI/yHKY. [InaHmeT nHKyOupoBay 1 MPOMBIBAJIH Kak OBLJIO MOKa3aHo paHee, 100aBisum Oydep
cunteiBaHust MSD Gold (MSD R92TG) npu pazbasnenun 1:1 Bonoii mo 150 mxn/nyska. [Tnarmer
cunthiBaH B TeueHue 10 muHyT Ha mpudope MSD Quickplex. % MurnbupoBanus Ha Kaxmoi
KOHLIEHTPALIMH PACCYUTHIBAIH C TIOMOLIBI0 HOPMAIM3ALUN SJIEKTPOIFOMHUHECLIEHTHOTO CUTHAJA
no mnoaxomsamux Bbeicokoro (DMSO) u Huskoro ((5-((5-xmop-2-((3R,5S)-4,4-nudrop-3,5-
IUMETHIITUIEPUANH- | -1 TUPUMHUINH-4-1IT1)aMUHO)-3-(3 -ruApOKCH-3-MeTUIOy THIT)- 1 -MeTHII-
1,3-nurunpo-2H-0enso[n]umunaszon-2-on) npu 2 MxkM) koHrponeii. 3Hauenus DCS50
(KOHLeHTpalMsl coequHeHusi mpu kotopor 50% osuporenHoro Oenka BCL6 nerpaampyer)
onpenensin ¢ npumeHenueM GraphPad Prism 6.0 wiu mporpaMMHoro obecrneuenusi Dotmatics
(Bishops Stortford, BenukoOpuraHusi) ¢ MOMOLIBIO MOACTAHOBKH HOPMAJIM30BAHHBIX JAHHBIX B
CUTMOMAANIBHOE JIOTUCTHYECKOE YPABHEHHE COOTBETCTBUS U3 YETHIPEX MapaMeTpOB.

[00208]  PesynbraThl, MoSy4YeHHBIE C IPUMEHEHUEM JAHHOTO aHAJIHM34, TIOKA3aHbI B TAOIHIIE
2 BbILIE.
Hmmynonozuueckue Ikcnepumennivt RO RPOMOYHON UWHIOMEMPUU MBLIUUHBIX CHILEHOUUMOG

[00209] CamnoB mbrmeit C57BL/6 mMmmyHM3MpoBann moAakokHO B oba Ooka ¢ CFA
(100mkn 4 wmr/mn CFA). Ha 8 neHb JKMBOTHBIX YMEPIUBISUIM, COOHMpanu CENe3eHKH WU
nepepadaThIBAIN B CYCIIEHU3UN OTAEIbHBIX KIETOK.

[00210]  CmernouuTsl pecycrnienaupoBanu B monHou cpeae (RPMI 1640 + 10% deranpHoi
TeNAYbel ChIBOPOTKH, ¢ pobasnerneM 4 MM  L-rnyramuna, 100 en./mn-100 mxr/mom)
neHuuIMHa/cTpenToMuniaa U1 50 MkM B-mepkanrostanona (Gibeo)). Knerku aktuBrposanu

B TeueHue 48 daco ¢ momombio 2MKr/Ma aCD40 (ThermoFisher) + 0,002mkr/mn IL-4 (Bio-
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techne) mpu 37°C B yBnaxxuenHoM unkybarope CO,. Ilpumep 4b nobapmnsiiu B TO ke BpeMs st
aKTUBALUU B 8-TOUEYHOM JO3MPOBAHHOM THUTpoBaHUU. Clenyroumil KyJabTypaibHbIA NEepUo,
KJIeTKH coOupanu, mpombiBain ¢ nomombio PBS (Gibco) u BbIOpaHHbBIE JYHKH CUHTAIH C
nomosio LUNA™Counter (Logos Biosystems).

[00211] BreiOpannbie kieTku mpombiBaiin B PBS (Gibco) u okpammBagu Kpacureaem
Invitrogen™ eBioscience'™ Fixable Viability Dye eFluor 780 (Fisher scientific), 3arem
onokuposanu FcR (Miltenyi Biotec) u okpammBanu ¢ TOBEPXHOCTHBIMU PELENTOPAMHU aHTUTEN
(cM. Tabnmmy 3 Hroke). 3aTeM KJIETKH MpombiBaiu B Oydepe nporouHor uutomerpun (PBS ¢
nobasnenneM 1% BSA u 0,05% asuna) u n1oOaBIsUTH BTOPUYHBIA CTPENTABUANH. 3aT€M KJIETKH
NPOMBIBAIIH, (PUKCUPOBAJIH U IepMeadIn3npoBatu B Oydepe okpacku (paKkTOPOB TPAHCKPHITLIHH
(Fisher scientific); B COOTBETCTBUH ¢ MHCTPYKLMEH H3rOTOBUTENS. 3aTeM K 00pa3iaM 100aBIsm
BHYTPUKJIETOYHBIE AHTUTENA. 3aT€M KOHEUHBIH MPOAYKT MPOMBIBAIH, KJIETKH (pUKCcHpoBain B 1%
PFA u mpuobperamu Ha BD LSR Fortessa™ (BD Bioscience). Bce aHanm3bl MPOBOAMIH C
npuUMeHeHneM nporpammuoro obecrieuenus FlowJo v10.

Tabanua 3 — okpacka aHTUTEJ PEeLENTOPOB MMOBEPXHOCTH

Antureno | @ayopodop Knon ITocraBmuk

CDI19 BV785 1D3 BD
CD4 BUV395 GK1.5 BD
Bcl6 PEDazzle K112-91 BD
Blimp-1 AF647 5e7 BD

CD20 PercpcyS.5 | SA275A11 | Biolegend

CD95 BV605 SA367H8 | Biolegend

GL7 buotun GL7 Biolegend

[00212] C wenpr0 TECTHPOBAHUS TMIIOTE3bI, YTO pa3pylLIeHHe Wi WHruOmposanue Bcl6
MOXeT OBITb CIIOCOOHO MOZYJHMPOBATH NMEPBUYHBIE KJIETKH HUMMYHHOH CHCTEMBI, KOTOPOE
NPUBOAUT K TMOHWXEHMIO WX NOTEHLHMAJIbHONH BO3MOXHOCTH TI€HEpHUPOBaTh AayTOAHTUTENA,
NPOBOAMIN  BBILUIEONUCAHHBIM  3KCIEPUMEHT. Mbleli HUMMYHU3UPOBAIM C  LIEJIBIO
MPOCTUMYJIHPOBaTh B-kieTku repmunanbHoro nentpa (GC). 3aTem cene3eHKH KyIbTHBHPOBAIU
B [IPUCYTCTBUH WX B OTCYTCTBHM HHrHOUTOpa BCl6 (mpumep 4b) B Teuenne 48 yacos u OTiIHMUHbIE

ot GC B-xnerku mm GC B-kieTku uaeHTHGHUIUPOBAIH € TTOMOIIBIO MPOTOYHON LIUTOMETPUH

(Gurypa 1).
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[00213] Kak oxupanock noOasnenue Bcl6 mHrnOmTopa He NPHUBOAMIO K CHHYKEHUIO
skcnpeccurn BCL6 B ornmunbix ot GC B-knerkax (¢urypa 2), mpu 5TOM 3TO MpPUBENO K
noseieHno skcnpeccun Blimp B GC B-knerkax (¢urypa 3). Blimp BoBieueH B CHIDKEHHE
meraboam3ma B-knerok u obpasoBanue GC B-knerok. OH ONOKHpyeT MEpeKsIIoYeHue Kiacca
AHTUTEJT U MPE3EHTALUIO aHTUTeHa B-numdouutamu.

[00214]  [loGaBnenue unruduropa Beld k KynbType KIIETOK CeNe3€HKH YMEHBIIAIO YHCIIO

GC B-kieTok, Kak ObLIO OMpEneNeHo 3KCnpeccrell MapkepoB KieTouHblx JuHuid GL7 u CD95

(Gurypa 4).
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DPOPMVYJIA H3OBPETEHUA

1. Coenunenne nim ero papmManeBTHUECKH IpUeMIIEMast COJIb WIIN COJIbBAT, BBIOPAHHOE 3

(S)-10-((5-x10p-2-(3,3-nudpropazeruanH- 1 -1 mUpUMHUINH-4-1IT)aMUHO )-2 - LIUKJIOTIPOTTHI-
3,3-mu¢rop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3-c|xunonun-6(7H)-oHa;

(S)-10-((5-x10p-2-(4-LUKIONIPONHJI-3-OKCONHIIEPa3uH- | -UIT) IUPUMUANH-4-1IT1)aMUHO)-2-
ukonponui-3,3-nudTop-7-metiin-1,2,3, 4-rerparunpo-| 1,4]Jokcazenuno[ 2,3-¢|X IHOINH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((S)-3,4-nuMeTHINI-5-0KCONUMIepa3rH- | -1 ) TUPUMUAUH-4- 1T )AMUHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oHa;

(S)-10-((5-x10p-2~((2-rUAPOKCH-2 -METHIIPOTTHIT ) AMUHO ) TUPUMHUTUH-4-HJT)AMHUHO )-2 -
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuHo| 2,3-C [ X MUHOJUH-
6(7H)-oHa;

(S)-10-((2-((1R,4R)-2-okca-5-a3abunukino[ 2.2. 1 Jrentan-5-m)-5-X 10pupUMUIHH-4-
WJT)aMUHO)-2-IUKJIonponui-3,3-qudrop-7-metmn-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c]xunonmun-6(7H)-oHa;

N-((3S,5R)-1-(5-xmop-4-(((S)-2-uukaonponun-3,3-nudrop-7-metnin-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c|xuHonuH- 10-min)aMuHO )TUpUMHUANH-2-11)-5-
METUJIUIIEPUANH-3 -UiT)alleTaMHU 12,

N-((3R,55)-1-(5-xnop-4-(((S)-2-uuknonponun-3,3-nudrop-7-merTun-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -¢[xuHonmH- 1 0-11)aMIHO )TUpUMHINH-2-11)-5-
METUJINUIIEPUANH-3 -UiT)alleTaMU/1a;

(S)-10-((5-x70p-2-((3S,5R)-3-(muMETUIAMUHO ) -5 -MEe TUIIITUIIEPUINH- | -WJT) TUPUMUTHH-4 -
WJT)aMUHO)-2-IuKionponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c]xunonmun-6(7H)-oHa;

(S)-10-((5-x10p-2-((S)-3 -ruapOKCUNUTIEPUAHH- | -HIT) TUPUMHUTUH-4-HJT)AMHUHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3-C [x MUHOJUH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((R)-3-rugpokcununepuanH- 1 -uia) M puMUANH-4- 11 )aMHHO))-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuHo| 2,3-C [ X MUHOJUH-
6(7H)-oHa;

(S)-10-((5-x70p-2-((S)-3-MeTunnunepuarH- 1 -1 T pUMHAANH-4- 11 )aMHHO) -2 - [TUKJIOTP OTIHJI-
3,3-nmudrop-7-metmi-1,2,3 4-rerparuapo-| 1,4 |okcazenuno| 2,3 -c|xunonua-6( 7H)-oHa,

(S)-10-((5-x10p-2-((R)-3-MeTunnunepuauH- 1 -1 puMUANH-4-1IJ1)aMUHO )- 2 -ITUKJIOTP OTTHJI-

3,3-mu¢rop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3 -c|xunonun-6(7H)-oHa;
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(S)-10-((5-x10p-2-(3-pTOp-3-MeTHNAZETUANH- | -1IT) TUPUMUINH-4-1JT)aMHHO )-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-[ 1,4]okcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oHa;

(S)-10-((5-x10p-2-(3-ruapoKcu-3-MeTHIa3eTUANH- | - 1) TUPUMUIUH-4-1IT)aMHHO )-2-
nukJonponui-3,3-augrop-7-merun-1,2,3 4-rerparuapo-| 1,4]okcasenusol 2,3-c | X uHOIMH-
6(7H)-oHa;

(S)-2-umknonponui-3,3-qudrop-10-((S-pTop-2-((3R,5S)-3-runpokcu-5-mernnnunepuauns- 1 -
W) TUPUMUIUH-4-1J1)aMUHO)-7-MeTii- 1,2, 3 4-terparunpo-[ 1,4]okcaszenuno| 2,3 -C [XUHOIMH-
6(7H)-oHa;

(S)-2-muknonpornui-10-((2-(4,4-mudpropnunepunnt- 1 -wmn)-S-GropnupuMuINH-4-1I1)aAMUHO ) -
3,3-mudrop-7-metuin-1,2,3, 4-rerparuapo-| 1,4 |okcazenuno|2,3-c|xunonua-6( 7H)-oHa,

(S)-10-((2-(3-okca-8-azadurukino[ 3.2. 1 JokraH-8-11)-5-XIOp MU PUMHUAUH-4- T )AMUHO )-2 -
ukJonponui-3,3-gudrop-7-(metun-d3)-1,2,3,4-rerparuapo-| 1,4 |okcazenuno[2,3-
c][1,8]nadTrpunun-6(7H)-oHa,;

(S)-10-((5-x10p-2-(3-metun-1,2,4-okcaanaszon-S-ui)nupuanH-4-1ia)aMUHO )-2 - IUKIIOTIPOTTHII-
3,3-mudrop-7-metmi-1,2,3, 4-rerparuapo-| 1,4 |okcazenuno| 2,3 -c|xunonua-6( 7H)-oHa,

(S)-10-((3-x10p-2-¢pTOpNHPUANH-4-HIT)aMUHO ) -2 - TUKIONPONHI-3,3- 11 TOP-7-METHII-
1,2,3,4-tetparunpo-| 1,4 okcazennno[2,3-c|xunonna-6(7H)-oHa,

(S)-2-mmxnonponui-10-((2,3-guxnopnupuaud-4-un)amuHo)-3,3-nudrop-7-metun-1,2,.3 4-
terparuapo-| 1,4]okcazenuno|2,3-c|xunonnna-6(7H)-oHa,

(S)-10-((2-x10p-3-propmHupuaNH-4-1IT)aMUHO )-2 - IUKJIONPOnuI-3,3-aud Top-7-MeThII-
1,2,3,4-tetparunpo-[ 1,4]okcazenuno[2,3 -c|xuHoaun-6(7H)-oHa;

(S)-10-((3-x710p-2-METHIMHPUAUH-4-HJT)aMUHO ) -2 -IUKJIONPOIUI-3,3-TuPTOP-7-METHII-
1,2,3,4-tetparunpo-| 1,4]okcazenuno[2,3-c|xunonua-6(7H)-oHa,

(S)-2-muknonponui-3,3-gudTop-10-((5-pTop-2-((1R,5S,7R)-7-runpokcu-3-okca-9-
azabunmkio[3.3. 1 |HoHaH-9-1n) MUpUMUANH-4-1JT)aMHIHO )-7-MeTHI- 1,2, 3 4-TeTparunpo-
[1,4]okcazenuno[2,3-c|xuromnH-6(7H)-0Ha,

(S)-10-((5-xnoprupuMuUINH-4-1T)aMHHO )-2-UUKJIonponii-3,3-nudrop-7-metni-1,2,3,4-
tetparuapo-| 1,4]okcazenuno|2,3-c|xunonna-6(7H)-oHa,

(25)-10-((2-(3-auerun-3,8-guazadunmknol 3.2. 1 Jokran-8-mn)-5-x10pnupuMugnH-4-
WJT)aMUHO)-2-IUKJIonponui-3,3-qudrop-7-metmn-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c]xunonmun-6(7H)-oHa;

(25)-10-((2-(8-auerun-3,8-guazadunuknol 3.2. 1 Jokran-3 -mi)-5-X 10pmupUMUIHH-4-
WJT)aMUHO)-2-0uKJonpomui-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-

c|xunonuH-6(7H)-oHa;
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(S)-10-((5-x10p-2-(AUMETHIAMIHO ) TUpUMHUANH-4-1JT)aMUHO )-2-LuKJIonponii-3,3 -audrop-
7-metn-1,2,3,4-rerparunpo-| 1,4]okcazenuno|2,3-c|xunonua-6(7H)-oHa,

(S)-10-((5-x10p-2-((3S,5R)-3-pTOp-S-rugpokcununepuIuH- 1 -1 M puUMUANH-4-1I1)aMHHO )-
2-nuksonponui-3,3-nugrop-7-metun-1,2,3 4-rerparunpo-[ 1,4]okcazenunol| 2,3-c|xuHoNMH-
6(7H)-oHna;

(S)-10-((5-x10p-2-((3R,5S)-3-pTOp-S-rapoKCUTHIEPUIUH- | - 1T ) TUPUMUAMH-4-UJT)aMHHO )-
2-nuknonponui-3,3-qudrop-7-metuin-1,2,3,4-rerparuapo-[ 1,4 ]okcazenuHo[ 2, 3-C [ X UHOIHH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((S)-3-((mMMETHIAMUHO )METHIT ) TUTIEPUANH- | -1 ) TUPUMUIUH-4-
WJT)aMUHO)-2-IuKJIonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c|xunonuH-6(7H)-oHa;

(3R,5S)-1-(5-xnop-4-(((S)-2-uuknonponui-3,3-gudTop-7-MeTni-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c [xuHOIMH- 1 0-11)aMUHO )TUPUMHUIUH-2-11)-N-3THII-5-
METUJIHIIEPUINH-3-KapOokcamMua,

(3S,5R)-1-(5-xmop-4-(((S)-2-unknonponui-3,3-gudrop-7-meTni-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c|xuHonmuH- 1 0-mn)aMuHO )TupuMHANH-2-11)-N-3THII-5-
METUJIHIIEPUINH-3-KapOokcamMua,

(S)-10-((5-x10p-2-((3R,5S)-3-(rUIpOKCUMETHIT)-S-METHIITUNIEPUUH- | -1 TUPUMUITH-4 -
WJT)aMUHO)-2-IuKJonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c|xunonuH-6(7H)-oHa;

(S)-10-((5-x10p-2-((3S,5R)-3-(THIPOKCUMETHIT)-5-METHIIMTUTIEPUTUH- | -HIT ) TUPUMHUTTH-4 -
WJT)aMHHO)-2-1uKIonponui-3,3-nudrop-7-metun-1,2,3,4-rerparunpo-[ 1,4]okcazenuno[ 2,3-
c]xunonuu-6(7H)-oHa;

(S)-10-((5-x10p-2-((R)-4,4-nudrop-3-ruapoKkcununepuanH- 1 -1 ) mupuMuIHH-4-1IT)aMHHO )-
2-nuknonponui-3,3-qudrop-7-metuin-1,2,3,4-rerparuapo-[ 1,4 ]okcazenuHo[ 2, 3-C [ XUHOTMH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((S)-4,4-nupTOp-3-rUAPOKCUITHITEPUIIH- | -1JT) THPUMUAUH-4 -1 )aMHHO )-
2-nuknonponi-3,3-nqudrop-7-meTmin-1,2,3,4-rerparuapo-[ 1,4 ]okcazenuHo[ 2, 3-C [ XUHOIMH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((R)-3-(propmernn)nunepuaut- 1 -uin) MupUMUIHH-4-UIT)aMHUHO)-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3 -C [ X MUHOJH-
6(7H)-oHa;

(S)-10-((5-xm0p-2-((S)-3-(propmeTun)munepuauH- 1 -ua) MUPUMUANH-4- 1T )aMUHO))-2-
uksonponui-3,3-qudrop-7-metun-1,2,3 4-rerparunpo-| 1,4]oxkcazenuno[ 2,3-c| X MIHONNH-

6(7H)-oHa;
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2-((R)-1-(5-x10p-4-(((S)-2-uuknonponun-3,3-gudrop-7-metnn-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c|xuHonmH- 1 0-ni1)aMIHO ) TUPUMHUANH-2-1JT) TUTIEPUAUH-3 -
WI)aleTaMuna,;

2-((S)-1-(5-xn0p-4-(((S)-2-umxnonponmi-3,3-nudrop-7-meTui-6-okco-1,2,3,4,6,7-
rexcaruzpo-[ 1,4Jokcazenuno| 2,3 -c]xuronun- 1 0-ni1)aMUHO))TUPUMUANH-2-1IT ) THITEPUANH-3 -
WT)aleTaMusa,;

(S)-10-((5-x10p-2-((S)-3-(mUMeTUIAMUHO ) TUTIEPU AN H- | -FJT) TUPUMHUIUH-4-HJT)aMHIHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((R)-3-(muMeTHIAMHHO )TUTIEPUAHH- | - W) TUPUMHIUH-4-1JT)aMUHO)-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJH-
6(7H)-oHa;

(R)-1-(5-xn0p-4-(((S)-2-umknonpomun-3,3-gudrop-7-metun-6-okco-1,2,3,4,6,7-rekcarupo-
[1,4]okcazenuno| 2,3-c|xuH0NuH-10-11)aMIHO )TUPUMUARH-2-11)-N-3THi-4,4-
mudroprnunepunnH-3-kapOoKcaMuna,;

(S)-1-(5-xnop-4-(((S)-2-unknonponmi-3,3-gudrop-7-mernin-6-okco-1,2,3,4,6,7-rekcarugpo-
[1,4]okcazenuno| 2,3-c|xuHoNnH-10-11)aMIHO )TUPUMUANH-2-11)-N-3THi-4,4-
mudroprnunepunuH-3-kapOokcaMuna,;

N-(((R)-1-(5-xn0p-4-(((S)-2-uuknonponuin-3,3-nudprop-7-merun-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenuno| 2,3 -c|xuHoaus- 1 0-u1)aMuHO )IUpUMUIUH-2-11)-4,4-
AuTOPIUNEePUINH-3 -UIT)METHI )-N-3THJIaleTaMU/a,

N-(((S)-1-(5-xnop-4-(((S)-2-mmknonponui-3,3-nudpTop-7-metun-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c[xuHonuH- 1 0-m1)aMiuHO )TUpUMHANH-2-11)-4,4-
mudropnunepuauH-3-m1)MeTin)-N-3TUIaleTaMia,

(S)-10-((5-xm0p-2-((1R,4R)-5,5-nu¢prop-2-azabuumkio[2.2. 1 [rentaH-2-11) TUPUMHITH-4 -
WJT)aMUHO)-2-IUKJIonponui-3,3-aqudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c|xunonuH-6(7H)-oHa;

(S)-10-((5-xm0p-2-((18,45)-5,5-nudrop-2-azadunmkio[ 2.2. 1 Jrentan-2-ni) MU pUMHAAUH-4 -
WJT)aMUHO)-2-IUKJIonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c|xunonuH-6(7H)-oHa;

N-((R)-1-(5-xnop-4-(((S)-2-uuknonponun-3,3-audrop-7-mernn-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazennnol 2,3 -c[xuHonuH- 1 0-mn)aMuHO )TupUMHANH-2-11)-4,4-

augTopnunepuanH-3-mi)-N-MeTuaneTaMuaa;
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N-((S)-1-(5-x10p-4-(((S)-2-unknonponmi-3,3-nudTop-7-meTni-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c|xuronuH- 1 0-mn)aMuHO )TupUMUANH-2-11)-4,4-
mudroprnunepunnH-3-mi)-N-MeTuIaneTaMuza,

(S)-10-((5-x10p-2-(4-PpTOp-4-(rUAPOKCUMETIIT ) TUIIEPUINH- | -1IT) TUpUMUANH-4-1JT)aMHHO )-
2-nuksionponui-3,3-nupTop-7-metuin-1,2,3 4-rerparunpo-[ 1,4 ]okcaszenuno| 2,3 -C | X uHOIHH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((R)-3-(rMApOKCHUMETII ) UM PUINH- | -1JT) T PUMUAHH-4-H1JT)aMUHO)-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oHa;

(S)-10-((5-x70p-2-((S)-3 -(rUIPOKCUMETHI ) TUTIEPUANH- | -UJT) TUPUMUAUH-4 -1 )AMUHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJH-
6(7H)-oHa;

(S)-10-((5-xm0p-2-((1S,5R)-3-3T151-2-0KCO-3,8-A1Ma3aduukio[3.2. 1 JokraH-8-

W) TUPUMH I H-4-1JT)aMUHO )-2-IUKJIonpori-3, 3 -nudrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcazenuno[2,3-c|xuromnH-6(7H)-0Ha,

(S)-10-((5-xm0p-2-((1R,5S)-3-3T171-2-0KCO-3,8-AMazadumkio[ 3.2. 1 JokraH-8-

YUT)TUPUMH I H-4-1JT)aMUHO )-2-1uKJionponi-3,3-nudrop-7-merun-1,2,3 4-rerparuapo-
[1,4]okcazenuno|2,3-c|xuromnH-6(7H)-0Ha,

(S)-10-((5-x10p-2-((3S,5R)-3,5-nu¢propnunepuanH- 1 -wn) mUpUMUINH-4-1T)aMHHO )-2-
nuksonponui-3,3-qudrop-7-metun-1,2,3 4-rerparunpo-| 1,4]oxkcazenuno[ 2,3-c| X MIHONNH-
6(7H)-oHa,

(S)-10-((2-(6-auerunn-2,6-nuazacnupo| 3.3 Jrenran-2-1)-5-XTOPTUPUMHUAUH-4 - T )AMUHO )-2 -
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oHa;

(S)-10-((5-x10p-2~((2-rUAPOKCH-2-METHITPOTTHIT ) (METHIT )AMHUHO ) TUPUMHU AU H-4-FJT)AMUHO ) -
2-nuknonponui-3,3-qudrop-7-meTn-1,2,3,4-rerparuapo-[ 1,4 |okcazenuHo[ 2, 3-C [ XUHOTMH-
6(7H)-oHa;

(S)-10-((5-x10p-2~((3-rumpokcu-3-MeTua0y THII )( METHIT )aMUHO ) TUPUMHTUH-4-1JT)aAMUHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJWH-
6(7H)-oHa;

(S)-10-((5-x10p-2-(6-(umkmonponunImMeTi)-2,6-quaszacnupo| 3.3 rentaH-2-1in) MU pUMUAAH-4 -
WJT)aMUHO)-2-0UKJIonponui-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[ 2,3-

c]xunonuu-6(7H)-oHa;
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(25)-10-((5-xmop-2-(6-((2,2-mudroprukionponuwi)MeTin)-2,6-quasaciupo| 3.3 Jrenras-2-
W) TUPUMH I H-4-1JT)aMUHO )-2-1uKJionponui-3,3-nudrop-7-merun-1,2,3 4-rerparuapo-
[1,4]okcazenuno[2,3-c|xuromnH-6(7H)-0oHa,

(25)-10-((5-xn0p-2-(8-(yuknonponunmertin)-3,8-auazadbunukino[3.2. 1 Jokran-3-

YUT) T PUMHUIUH-4-1J1)aMIHO ) -2 - LIUKIonponui-3,3-audrop-7-metni-1,2,3 ,4-rerparuapo-
[1,4]okcazenuno|2,3-c|xuHoauH-6(7H)-0Ha,

(25)-10-((5-xnmop-2-(8-((2,2-nudropuukaonpornmia)mMeTin )-3,8-nuazadbuumkiio[ 3.2. 1Jokran-3-
W) TUPUMHIUH-4-1JT)aMUHO )-2-IUKJIonponi-3, 3 -nudrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcazenuno[2,3-c|xunoauH-6(7H)-0Ha,

(S)-10-((5-x10p-2-((3R,5R)-3-ruapoKcH-S-MeTHITUTIE pUANH- | -FT) TUPUMHTUH-4-
WJT)aMUHO)-2-IuKJIonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |okcazenuno[ 2,3-
c|xunonuH-6(7H)-oHa;

(S)-10-((5-x10p-2-((3S,4R)-3,4-nupropnunepunH- 1 -win) MUpUMUANH-4-HIT)aMHHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MHOJH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((3R,45)-3,4-nuproprunepuanH- 1 -vn) MUpUMUIUH-4-1T)aMHHO )-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]Jokcazennno| 2,3 -C [ X MHOJIUH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((3S,4S)-3,4-nudpropnunepuauH- 1 -uia) MU pUMUANH-4-UIT)aMUHO)-2-
nuksonponui-3,3-qudrop-7-metun-1,2,3 4-rerparunpo-| 1,4]oxkcazenuno[ 2,3-c| X MIHONNH-
6(7H)-oHa,

(S)-10-((5-x10p-2-((3R,4R)-3,4-nupropniunepuanH- 1 -1 TUPUMHUTAH-4-UJT)aMHHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((R)-3-MeToKkcumunepuaInuH- 1 - 1) MupUMHUINH-4-1J1)aMHHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((S)-3-MeToKCHUIHIIepUIUH- | -UJT)THPUMUANH-4- T )aMHHO)-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJWH-
6(7H)-oHa;

(S)-10-((5-¢rop-2-((3S,4R)-3,4-mudTopnunepuut- 1 -ui)mupuUMUANH-4- 11 )aMHUHO))-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-

6(7H)-oHna;
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(S)-10-((5-¢rop-2-((3R,45)-3,4-nudTopnunepuut- 1 -1 pUMHAANH-4- 11 )aMHUHO))-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3,4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oHa;

(25)-10-[[5-xnop-2-(4-meTun-1,4-auazenan- 1 -um) mupuMUINH-4-1J1 | aMUHO | -2-LIUKIIOTI PO
3,3-mudrop-7-merun-2,4-nuruapo- 1H-[ 1,4]okcazennno[ 2,3-C|X MIHONINH-6-0Ha,

(S)-10-((5-x10p-2-((R)-3 -3 THNNIIINIEpUANH- | -1JT)TUPUMUAMH-4-UJT)aMHHO )-2 -LIUKJIOTPOTTHJI-
3,3-nmu¢rop-7-metuin-1,2,3,4-rerparuapo-| 1,4 |okcazenuno[2,3-¢|xunoaun-6(7H)-oHa,

(S)-10-((5-x10p-2-((S)-3 ->THNIUIIEPUAH- | -WJT) TUPUMUAUH-4 -1 )aMHHO )-2 - [TUKJIOTPOTTHII-
3,3-mudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 okcazenuno|2,3-c|xunonun-6(7H)-oHa,

(S)-10-((5-xm0p-2-((R)-3-MeTunazenan- | -un) mupuUMHUIUH-4-11J1)aMUHO )-2 -IIUKJIONPONHI-3, 3 -
mudrop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazenuno| 2,3 -c|xunonnua-6(7H)-oHa,

(S)-10-((5-x10p-2-((S)-3-MeTunazenas- 1 -un)IUPUMHINH-4-1IT)aAMHUHO )-2-LIUKJIOTIPOTTHII-3, 3 -
mudrop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazennno| 2,3 -c|xunonnu-6(7H)-oHa;

(S)-10-((5-xm0p-2-((R)-4-meTunazenan- | -un) mupuMHUIUH-4-11J1)aMUHO )-2-[IUKJIONPONHI-3, 3-
mdrop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazenmno| 2,3 -c|xunonnua-6(7H)-oHa;

(S)-10-((5-xm0p-2-((S)-4-meTunazenas- 1 -un)IUPUMHINH-4-1IT)aMUHO )-2-IIUKJIOTIPOTTHII-3, 3 -
mudrop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazennno| 2,3 -c|xunonnua-6(7H)-oHa;

(S)-10-((5-x10p-2-((3R,5S)-3,5-AurnipOKCUTUIEPUINH- | -1IT) TUPUMUANH-4 - U1 )aMHHO )-2 -
nuksonponui-3,3-nqudrop-7-metun-1,2,3, 4-rerparunpo-| 1,4]oxkcazenuno[ 2,3-c| X MIHONNH-
6(7H)-oHna;

(S)-10-((5-x10p-2-((1R,5R)-1-(ruapoxkcumeTin)-5-metin-3 -a3abunnkio[ 3.1.0Jrekcan-3-

W) TUPUMH U H-4-1J1)aMUHO )-2-1MKJIonponui-3, 3 -nudrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcazenuno[2,3-c|xuHoauH-6(7H)-0Ha,

(S)-10-((5-xm0p-2-((1S,5S)-1-(runpoxcumernin)-S-meTui-3-azaduukio[3.1.0rekcan-3-
WUT)TUPUMH U H-4-1J1)aMUHO )-2-IuKJionpomni-3, 3 -nudrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcazenuno[2,3-c|xunomuH-6(7H)-0Ha,

(S)-10-((5-x10p-2-((3R,5R)-3-dpTOp-5-ruppokcununepuanH- 1 -1 IHpUMHINH-4-HIT)aMHUHO )-
2-nuknonponi-3,3-nqudrop-7-meTmin-1,2,3,4-rerparuapo-[ 1,4 ]okcazenuHo[ 2, 3-C [ XUHOIMH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((3S,55)-3-prop-5-runpoxcununepuanH- 1 -1 MupUMUAHH-4- 11 )aMHHO )-
2-uukyonponi-3,3-nudrop-7-meTmi-1,2,3,4-rerparuapo-[ 1,4 ]okcazenuHo[ 2, 3-C [ XUHOIMH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((R)-7-runpokcu-5-azacnupo[ 2.5 JokraH-5-mn)mupUMHIUH-4- 1T )aMUHO)-2-
uksonponui-3,3-qudrop-7-metun-1,2,3 4-rerparunpo-| 1,4]oxkcazenuno[ 2,3-c| X MIHONNH-

6(7H)-oHa;
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(S)-10-((5-x10p-2-((S)-7-runpoxcu-5S-azacnupo| 2.5 JokraH-5-11) MU pUMUANH-4-1IT)aMHHO )-2 -
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-[ 1,4]okcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oHa;

(S)-10-((5-x10p-2-(MeTn(IPOMHIT ) aMUHO ) TUPUMHUTUH-4- 1T )AMUHO )-2-[IUKJIOPONni-3,3-
augrop-7-metnin-1,2,3 4-terparuapo-| 1,4]okcaszennno[2,3-c|xunomun-6(7H)-oHa;

(S)-10-((5-x10p-2-((3R,4S)-3-(rUIpOKCUMETHIT)-4-METHUIMTUPPOTHUANH- | -1JT) TUpUMUAANH-4-
WJT)aMHUHO)-2-HUKJIoNponui-3,3-aqudrop-7-metuin-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c]xunonun-6(7H)-oHa;

(S)-10-((5-x10p-2-((3S,4R)-3-(rUIpOKCUMETHI)-4-METHIITUP PO AN H- | -HJT) TUpUMUAAHH-4 -
WJT)aMUHO)-2-0uKJIonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c|xunonun-6(7H)-oHa;

(S)-10-((5-x70p-2~((2-ruAPOKCHATII )(TTPOITHIT )aAMHHO )ITH PUMHUANH-4 - UIJT)aMHHO ) -2 -
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJUH-
6(7H)-oHa;

(S)-10-((5-x10p-2-(5-a3acnmpo[ 2. 5]|oKTaH-5 - W) TUPUMHUINH-4-HJT)AMUAHO )-2 -IIUKJIOTIPOTTHII-
3,3-mudrop-7-metmi-1,2,3, 4-rerparuapo-| 1,4 |okcazenuno| 2,3 -c|xunonua-6( 7H)-oHa,

(S)-10-((5-x10p-2-(((R)-3-METOKCH-2-METHIITPOIIIT )aAMUHO ) TUPUMHUTHH -4 -1 )aMUHO ) -2 -
uksonponui-3,3-nudrop-7-metun-1,2,3 4-rerparunpo-| 1,4]okcazennno[ 2,3-c| X MIHONINH-
6(7H)-oHna;

(S)-10-((5-x10p-2-(((S)-3-MeTOKCH-2-METUIIIPOTIUI ) AMUHO ) TUPUMHIUH-4-1JT)aMUHO)-2-
nukyonponui-3,3-augrop-7-merun-1,2,3 4-rerparuapo-| 1,4]okcaszennsol 2,3-c | X MHOIMH-
6(7H)-oHa;

(S)-10-((5-x10p-2-(3,3-ArMeTHIA3e TUAUH- | 1T ) TUPUMHUTAH-4-HJT)aMHUHO )-2 - LIUKJIOTIPOTTHI-
3,3-mu¢rop-7-metuin-1,2,3,4-rerparuapo-| 1,4 okcazenuno| 2,3 -¢|xunoaun-6(7H)-oHa,

(S)-10-((5-x10p-2-(3-MeTunazeTuauH- | -1i1) MUPUMHUANH-4-HJT)aMUHO ) -2 -ITUKJIONPONHI-3,3-
mudrop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazenuno| 2,3 -c|xunonnna-6(7H)-oHa;

(S)-1-(5-xnop-4-((2-uuknonponui-3,3-audrop-7-meTnn-6-okco-1,2,3,4,6,7-rekcaruapo-
[1,4]okcazenuno| 2,3-c|xuHONMH-10-11)aMIHO ) TUPUMUANH-2 -1 )a3€THIUH-3-KapOOHUTPHIIA,

(S)-10-((5-x10p-2-(3-pTOopazernauH- 1 -n1)MTUPUMUANH-4-HIT)aAMUHO ) -2 -LIUKJIONPONHI-3,3-
mudrop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazennno| 2,3 -c|xunonnna-6(7H)-oHa;

(S)-10-((5-x10p-2-((R)-3-(mudpTopmernn)nunepuanH- 1 -uin) IupUMHINH-4-1IT)aMUHO)-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-

6(7H)-oHna;
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(S)-10-((5-x70p-2-((S)-3-(mudTopMeTII) MTUTEPUANH- | -1IT) MTUPUMHUINH-4-HIT)aMHIHO )-2 -
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-[ 1,4]okcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oHa;

(S)-1-(5-xnop-4-((2-uuknonponun-3,3-audrop-7-merun-6-okco-1,2,3,4,6,7-rekcarugpo-
[1,4]okcasenuHo| 2,3 -c]xuHOMUH- 1 0-11)aMUHO ) TUPUMHIUH-2-1IT)-3 -MEeTUIIa3€ TUINH-3 -
KapOOHUTpHIIA;

(S)-2-(1-(5-xnop-4-((2-uuknonponui-3,3-nudpTop-7-meTun-6-okco-1,2,3,4,6,7-rexcarugpo-
[1,4]okcazenuno| 2,3-c|xuHoNuH-10-11)aMIHO ) TUPUMUAAMH-2- 11 )a3€THIUH-3 - 11 )A€ TOHUTPUIIA,

(S)-10-((5-x10p-2-(3-(mudTopMeTHIT )a3eTU AN H- | -1 ) TUPUMHUITH-4- 1T )aMHHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oHa;

(S)-10-((2-(a3eTunuH-1-11)-5-X TOPIIUPUMUANH-4 -1 )aMHUHO ) -2 - TUKJIONPONHI-3,3-nudTop-7-
metmi-1,2,3,4-tetparunpo-| 1,4]okcazennno| 2,3 -c |xunonun-6(7H)-oHa;

(S)-10-((5-x10p-2-(3-MeTOKCHA3ETUANH- | -UIT)TUPUMHUTUH-4 -1 )aMHUHO )-2-[IUKJIONPOINI-3,3-
mdrop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazenmno| 2,3 -c|xunonnua-6(7H)-oHa;

(S)-10-((5-x10p-2-(3-MeTOKCH-3-MeTUIIA3E€ TUANH- | -1 ) TUPUMHU TN H-4-1JT)aMHUHO )-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]Jokcazennno| 2,3 -C [ X MHOJIUH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((R)-3-3THNNHPpOIUANH- | -NIT)TUPUMHUANH-4-HJT)AMHUHO)-2-IIUKJIOTIPOTIHJI-
3,3-mu¢rop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3-c|xunonun-6(7H)-oHa;

(S)-10-((5-x10p-2-((S)-3 -3 TUATUPPOTUAUH- | -1 )TUPUMHUINH-4-1JT)aMUHO )-2-LIAKJIOTIPOITHI-
3,3-mudrop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazenuno| 2,3 -c|xunonun-6(7H)-oHa;

(S)-10-((5-x10p-2-((R)-3-pTOp-3-MeTUNUTIEPUAUH- | -HIT) TUPUMHUTAH-4-HJT)AMUHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | Xx MHOJIUH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((S)-3-pTOp-3-MeTHIMUNIEPUANH- | -FLIT) TUPUMHUIUH-4-1JT)aMHHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3-C [x MUHOJUH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((R)-3-rugpoKcu-3-MeTHIIUPPOITU N H- | -HIT) TUPUMHUIUH-4-1IT)aMHHO )-2 -
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuHo| 2,3-C [ X MUHOJUH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((S)-3-ruapOoKCH-3 -METHITUP POTUANH- | -UIT) TUPUMHUANH-4 -1 )AMUHO )-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]okcazennno| 2,3 -C [ X MHOJIUH-

6(7H)-oHna;
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(S)-10-((2-((3S,5R)-3-amuHO-5-MeTUIMUIIEPUAHH- | -1IT)-5-X TOPITUPUMUANH-4-HIT)aMHHO )-2 -
ukJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]okcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oHa;

(S)-10-((2-((3R,5S)-3-amuHO-5-MeTUINUIIEPUATH- | -1IT)-5-X TOPITUPUMUANH-4-1IT)aMHHO )-2-
nukJonponui-3,3-augrop-7-merun-1,2,3 4-rerparuapo-| 1,4]okcasenusol 2,3-c | X uHOIMH-
6(7H)-oHa;

(25)-10-((2-(6-okca-3-azabuuumkio[3. 1.1 rentas-3-1m1)-5-XJIOPTUPUMHUAUH-4- 1T )AMUHO )-2 -
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oHa;

(S)-10-((5-xm0p-2-((R)-3,3-nud TOp-S-ruapoKkcununepuInH- | -1 ) M puMUAAHH-4-1I1)aMHHO )-
2-nuknonponi-3,3-qudrop-7-metuin-1,2,3, 4-rerparuapo-| 1,4 ]okcazenuHo[ 2, 3-C [ XUHOTMH-
6(7H)-oHa;

(S)-10-((5-x70p-2-((S)-3,3-audTOp-5-rUaPOKCUIHIIEPUANH- | -WJT) T PUMHUANH-4 -1 )aMHHO )-
2-uuknonponui-3,3-nudrop-7-meTuin-1,2,3,4-rerparuapo-| 1,4 ]okcazenuHo[ 2, 3-C [ XUHOINH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((R)-2-MeTUATHOMOP(OIHHO ) TUPUMUANH-4-HIT)aMHHO ) -2 -LTUKJIOTP OTTHJI-
3,3-nmudrop-7-metmi-1,2,3, 4-rerparuapo-| 1,4 |okcazenuno| 2,3 -c|xunonua-6(7H)-oHa,

(S)-10-((5-x10p-2-((S)-2-MeTunTHOMOP(ONMHO ) TUPUMHUANH-4- 1T )aMHUHO )-2 - LIUKJIOTPOTIHII-
3,3-nudrop-7-metmi-1,2,3 4-rerparuapo-| 1,4 |Jokcazenuno| 2,3 -c|xunonua-6( 7H)-oHa;

(S)-10-((5-x10p-2-((R)-4,6-numeTun- 1 ,4-nuazenas- 1 - 1) IUpUMHUINH-4-UIT)aMHHO )-2-
nukyonponui-3,3-augrop-7-merun-1,2,3 4-rerparuapo-| 1,4]okcaszennsol 2,3-c | X MHOIMH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((S)-4,6-numeTun- 1 ,4-nrazenan- 1 -uin) MUPUMHUINH-4-1J1)JaMHHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oHa;

(S)-10-((5-xm0p-2-((S)-rexcarugponupposno| 1,2-a]nupazun-2(1H)-un)mupumuaun-4-
WJT)aMUHO )-2-IUKJIonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c|xunonuH-6(7H)-oHa;

(S)-10-((5-x10p-2-((R)-rexkcarunponuppono| 1,2-aJmupazun-2(1H)-um)nmupumuann-4-
WJT)aMUHO)-2-IUKJIonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |okcazenuno[2,3-
c|xunonmuH-6(7H)-0oHa;

(S)-10-((5-xm0p-2-((R)-6-0kcorekcarunponuppodio| 1,2-almupazun-2( 1 H)-um)mupumuaina-4-
WJT)aMUHO)-2-IUKJIonponui-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-

c¢|xunonuu-6(7H)-oHa;
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(S)-10-((5-x10p-2-((S)-6-okcorekcarugponupposno| 1,2-a]nupazun-2(1H)-um)nmupumuann-4-
WJT)aMUHO)-2-HUKJIonporui-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c|xunonuu-6(7H)-oHa;

(S)-10-((5-x10p-2-((R)-8-rugpokcu-6-azacnupol 3.5 |HoHaH-6- 1) TUpUMUANH-4-1J1)aMHHO ) -
2-nuksionponui-3,3-nupTop-7-metuin-1,2,3 4-rerparunpo-[ 1,4 ]okcazenuno[2,3-C | X UHOIHH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((S)-8-runporcu-6-azactnupo| 3.5 JHoHaH-6-1IT) TUPUMUAUH-4 -1 )AMUHO )-2 -
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((3R,5S)-3-ruapOKCH-S-METHIITUNIEPUANH- | -1 ) TUPUIUH-4-1JT)aMUHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJH-
6(7H)-oHa;

((S)-10-((5-xmop-2-(4,4-mudTopnunepuaus- 1 -um)mupuINH-4-11)aMHHO )-2 - IAKIOMPOTIHJI-
3,3-mudrop-7-metmi-1,2,3, 4-rerparuapo-| 1,4 okcazenuno| 2, 3-c|xunonua-6( 7H)-oHa,

(S)-10-((5-x10p-2-((S)-4,4-nuprop-3-MeTUINHUIEepUANH- | -UIT) TUPUMUANH-4- 1T )AMUHO )-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]Jokcasenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((R)-4,4-nudprop-3 -MeTnanunepuauH- 1 -uia) mupuMUANH-4- 11 )aMUHO ) -2 -
nuksonponui-3,3-qudrop-7-metun-1,2,3,4-rerparunpo-| 1,4]oxkcazenuno[ 2,3-c| X MIHONNH-
6(7H)-oHna;

(S)-10-((5-x10p-2-((R)-4,4-nu¢Top-3-MeTHINUIEPUIIH- | -FIT) T PUMHUIUH-4-11JT)AMUHO )-2-
ukonponui-3,3-nudrop-7-metn-1,2,3, 4-rerparunpo-| 1,4]Jokcazenuno|2,3-c|X HIHOINH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((S)-4,4-nudpTop-3-MeTUanHUNEepUANH- | -1JT) TUPUMUAUH-4- 11T )AMUHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((S)-3 -MeTUAHPPONUAUH- | -1 ) TUPUMHUTAH-4-HJT)AMHUHO )-2 -
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJUH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((R)-3-MeTunnmuppoNuarH- | -1T)TUPUMUTUH-4 -1 )aMHUHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3 -C [ X MUHOJH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((3R,5S)-3-pTOp-S-MeTHAIHIIEPUANH- | -IT) TUPUMUANH-4 - UIT)aMHHO )-2 -
uksonponui-3,3-qudrop-7-metun-1,2,3 4-rerparunpo-| 1,4]oxkcazenuno[ 2,3-c| X MIHONNH-

6(7H)-oHa;
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(S)-10-((5-xm0p-2-((3R,5S)-3-MeTOKCH-S-MeTHITTUNIEPUANH- | -1 TUPUMHUIUH-4-1JT)aMUHO )-
2-nuksonponui-3,3-nugrop-7-metuin-1,2,3 4-rerparunpo-[ 1,4]okcazenunol 2,3-c|xuHONMMH-
6(7H)-oHa;

(25)-10-((5-xm0p-2-(2,6-1UMETUATHOMOP(POITHHO) TUPUMHUANH-4- U1 )aMHUHO )-2 - LTUKJIOTPOTTHJI-
3,3-mudrop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazenuno| 2,3 -c|xunonun-6(7H)-oHa;

(25)-10-((5-xnmop-2-(3,4-nuMeTUIIUIIE PUAMH- | -1JT) THPUMUAUH-4-1J1)aMHHO)-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oHa;

(25)-10-((5-xnmop-2-(2,3-TUMETUIHIIE PUANH- | -1JT) THPUMUAUH-4-1J1)aMHHO)-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oHa;

(25)-10-((5-xmop-2-(2,6-nuMeTHII- 1 -OKCUAOTHOMOP(OIIHO ) T PUMHUAHH-4- T )aMHHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJUH-
6(7H)-oHa;

(S)-10-((5-xm0p-2-((2R,5S)-2-(rUIpOKCUMETHIT )-S5 -METHIITUNIEPUIUH- | -1 TUPUMHUITH-4 -
WJT)aMUHO)-2-HUKJIoNponui-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c]xunonmuH-6(7H)-oHa;

(25)-10-((5-xmop-2-(2,6-numerni-1, 1 -nuokcuaoTHOMOPHONNHO ) TUPUMHUINH-4-1JT)aMUHO)-2-
nuksonponui-3,3-qudrop-7-metun-1,2,3,4-rerparunpo-| 1,4]oxkcazenuno[ 2,3-c| X MIHONNH-
6(7H)-oHna;

(2S)-10-((5-xn0p-2-(2,5-numMeTnnnune pUANH- 1 - 1) TUPUMHIANH-4-1JT)aMHHO))-2 -
ukonponui-3,3-nudrop-7-metn-1,2,3, 4-rerparunpo-| 1,4]Jokcazenuno[ 2,3 -¢|X MIHOINH-
6(7H)-oHa;

(S)-10-((5-xm0p-2-((3S,5S)-3-ruapOoKCH-S-METHITHITEPU N H- | -1JT) T pUMUATH-4- 1T )JaMHHO )-
2-nuknonponui-3,3-qudrop-7-metuin-1,2,3,4-rerparuapo-[ 1,4 ]okcazenuHo[ 2, 3-C [ XUHOTMH-
6(7H)-oHa;

(25)-10-((5-xmop-2-(6-runpokcu-1,4-nrazenas- 1 -wn) MUpUMUINH-4-1J1)aMHHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJUH-
6(7H)-oHa;

(25)-10-((5-xnmop-2-(6-runpokcu-4-(metmn-ds)-1,4-nuazenan- 1 - mupUMHINH-4-1IT)aMHHO)-
2-uukyonponi-3,3-nudrop-7-meTmi-1,2,3,4-rerparuapo-[ 1,4 ]okcazenuHo[ 2, 3-C [ XUHOIMH-
6(7H)-oHa;

(25)-10-((2-(3-(2-(a3eTunuH-1-111)-2-0KCOITHI)-S-MeTHITTUTIEPUANH- | -1T)-5-
XJIOPITUPUMHUANH-4-1I1)aMHUHO)-2-IIUKJIoNponui-3,3-qudTop-7-metuin-1,2,3,4-rerparuapo-

[1,4]okcazenuno[2,3-c|xunomnH-6(7H)-oHa,
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(25)-10-((2-((3S,5R)-3-(2-(azeTnnuH- 1 -1i1)-2-0KCOITHI )-S-METHITUIIEPUANH- | -711)-5-
XJIOPITUPUMHUIUH-4-1IT)aMHUHO)-2-IIUKJIonponui-3,3-qudTop-7-metuin-1,2,3,4-rerparuapo-
[1,4]okcazenuno[2,3-c|xunomnH-6(7H)-0oHa,

(25)-10-((2-((3R,5S)-3-(2-(azeTunun- 1 -11)-2-0KCOITHI )- S -METHIIHUIIEPUANUH- | -11)-5-
XJIOPTIUPUMHUINH-4-HIT)aMUHO )-2-LUKIoNponui-3, 3-audrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcazenuno|2,3-c|xuHoauH-6(7H)-0Ha,

(25)-10-((5-xnmop-2-(3-(2-(3,3-nudropazeTunuH- 1 -1 )-2-0KCOITHII )-S-METHITUTIEPUAUH- | -
WT) TUPUMH U H-4-1JT)aMUHO )-2-IUKJIonponi-3, 3 -nudrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcazenuno[2,3-c|xunoauH-6(7H)-0Ha,

(25)-10-((5-xmop-2-((3R,55)-3-(2-(3,3-nudropazeTuaun- 1 -ui)-2-0OKCOITHIT)-5-
METUJIHIIEPUANH- | -WIT) TUPUMHUINH-4-FJT)aMUAHO )-2 -IIUKJIONPOIIII-3,3 - TudTOp-7-MeTHII-
1,2,3,4-tetparunpo-| 1,4]okcazenuno[2,3-c|xunonna-6(7H)-oHa,

(25)-10-((5-xmop-2-((3S,5R)-3-(2-(3,3-nudTopazerunut- 1 -ui)-2-0OKCOITHIT)-5-
METUJIHIIEPUANH- | -UIT) TUPUMUANH-4-HJT)aMHUHO )-2-ITUKJIONPONUi-3,3-1udpTop-7-MeTHI-
1,2,3,4-tetparunpo-| 1,4]okcazenuno[2,3-c|xunonna-6(7H)-oHa,

(25)-10-((2-(3-(azerunun-1-xapOonun)-4,4-nudropnunepunus- 1 -mn)-S-x TOpnUpUMUIHH-4-
WJT)aMUHO)-2-HUKJIonpoui-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[ 2,3-
c|xunonuu-6(7H)-oHa;

(25)-10-((5-xnmop-2-(3-(3,3-audropazeruaun- 1 -kapoouun)-4,4-nudpropnunepunus-1-

W) TUPUMU I H-4-1JT)aMUHO )-2-1iukJionponui-3,3-nudrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcazenuno|2,3-c]xunonuH-6(7H)-oHa;

(25)-10-((5-xnmop-2-(3-(2-(3,3-nudropazerunuu- 1 -ui)-2-okcod TN )-4,4- TP TOPIIUIIEPUTITH-
1-mn) P UMHITUH-4-1JT)aMUHO ) -2 -IIUKJIONPOIHII-3, 3-1udrop-7-meTmi-1,2,3,4-terparuapo-
[1,4]okcazenuno[2,3-c|xunoanH-6(7H)-0Ha,

(25)-10-((2-(3-(2-(azeTunun-1-mn)-2-0kco3THin)-4,4-nupTropnunepuaut- 1 -um)-5-
XJIOPTTUPUMHUIUH-4-HJT)aMHUHO )-2-IIUKJIONpOonui-3,3-nudTop-7-metui-1,2,3,4-reTparuapo-
[1,4]okcazenuno[2,3-c|xuromnH-6(7H)-0Ha,

(25)-10-((5-xm0p-2-(3-> THHUIIHITEPU U H- | -1JT) T pUMUIITH-4- 1T )aMHHO )-2 - {UKJIOTP OTIHJI-
3,3-mudrop-7-metmi-1,2,3 4-rerparuapo-| 1,4 |okcazenuno[ 2,3 -c|xunonna-6( 7H)-oHa,

1-(5-xn0p-4-(((S)-2-uuknonponun-3,3-agudTop-7-meTun-6-okco-1,2,3,4,6,7-rekcaruipo-
[1,4]okcazenmno| 2,3 -c|xuHONMMH-10-11)aMIHO ) TUPUMUANH-2 - W) TUIIEPUANH-3-KapOOHUTPHIIA,

(S)-10-((5-xm0p-2-((4,4- 11 TOPLHMKIOTeKCHIT )aMHUHO ) TUPUMUANH-4-1JT)aMHHO )-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]okcazennno| 2,3 -C [ X MHOJIUH-

6(7H)-oHna;
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(25)-10-((2-(2-a3abunmkio[4.1.0]renTas-2-1i)-5-X JJIOPIUPUMHUIUH-4-H1IT)AMUHO ) -2 -
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-[ 1,4]okcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oHa;

(25)-10-((5-xnmop-2-(3-(nuropmeTnn)nunepasux- 1 - ) MUpUMHUINH-4-UIT)aMHHO )-2-
nukJonponui-3,3-augrop-7-merun-1,2,3 4-rerparuapo-| 1,4]okcasenusol 2,3-c | X uHOIMH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((3R,5S)-3-(2-(AMMETHUIAMUHO )3 TOKCH )-5-METUIIITHITEPUIUH- | -

WT) TUPUMH U H-4-1JT)aMUHO )-2-IUKJIonponi-3, 3 -nudrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcazenuno[2,3-c|xunoauH-6(7H)-0Ha,

(25)-10-((2-(3-(azetunuH- 1 -kapOOHMIT )- S -METHITUIIEPUINH- | -HJT)- 5 -X TIOPITHPUMHIUH-4-
WJT)aMUHO)-2-IuKJIonponui-3,3-qudrop-7-metun-1,2,3 4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c|xunonuH-6(7H)-oHa;

(25)-10-((5-xmop-2-(3-(3,3-audropazeruan- 1 -kapOOHUI )-S5 -MEeTUITHITEPUHH- | -

W) TUPUMH I H-4-1JT)aMUHO )-2-IUKJIonpori-3, 3 -nudrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcazenuno[2,3-c|xuromnH-6(7H)-0Ha,

(S)-10-((5-x10p-2-(3-(rUAPOKCUMETHI )a3e TUANH- | -UJT) TUPUMUANH-4- 11 )aMHUHO))-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]Jokcazennno| 2,3 -C [ X MHOJIUH-
6(7H)-oHa;

(25)-10-((5-xnm0p-2-(2~(ruapOKCUMETNIT )a3E€TUANH- | -1 ) TUPUMHUIUH-4-UJT)aMHHO )-2-
nuksonponui-3,3-qudrop-7-metun-1,2,3 4-rerparunpo-| 1,4]oxkcazenuno[ 2,3-c| X MIHONNH-
6(7H)-oHa,

(S)-10-((5-x10p-2-((S)-2-(TrUAPOKCUMETHIT)a3e TU AN H- | -WJT) TUPUMHUANH-4- 1T )aMUHO)-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((R)-2-(ruapokcruMeTHIT )a3e TH AN H- | - 1) TUpUMUANH-4-HIT)aMHHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oHa;

(S)-10-((5-x70p-2-(3-(propmeTrn)azeTnauH- | -UI)TUPUMUINH-4- U1 )aMHIHO)-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJWH-
6(7H)-oHa;

(25)-10-((5-xmop-2-(2-MeTrnazeTuAuH- 1 -1 IUpUMUAANH-4-1IT)aMIHO ) -2 - LI KIIOTTPOTHJI-3, 3 -
mudrop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazenmno| 2,3 -c|xunonnua-6(7H)-oHa;

(S)-1-(5-xnop-4-((2-uuknonpomnun-3,3-audrop-7-meTun-6-okco-1,2,3,4,6,7-rekcarugpo-

[1,4]okcazennno| 2,3 -c]xuH0NuH-10-11)aMIHO ) TUPUMUANH-2 - W) TUTIEPUANH-4-KapOOHUTPHIIA,
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1-(5-xn0p-4-(((S)-2-uuknonponui-3,3-gudrop-7-meTun-6-okco-1,2,3,4,6,7-rekcaruipo-
[1,4]okcazenmno| 2,3-c]xuH0ONMuH-10-11)aMuHO )IUpUMHUANH-2-11)-5-PpTOp-N,N-
IVMMETHIITUIIEPUANH-3-KapOOKCaMUa;

(25)-10-((5-xnop-2-(3-¢propnunepunuH- 1 -un)IUPUMHUANH-4-UIT)aMHUHO)-2-LIUKJIONPONHII-3,3 -
augrop-7-metnin-1,2,3 4-terparuapo-| 1,4]okcaszennno[2,3-c|xunomun-6(7H)-oHa;

(S)-10-((5-x10p-2-(4-PpTOpIIMNEpHANH- | -¥IT) T PUMHIUH-4- T )aMUHO )-2-LIUKJIONPOITHII-3, 3 -
mudrop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazenuno| 2,3 -c|xunonun-6(7H)-oHa;

(S)-10-((5-x10p-2-((S)-2-(TUIPOKCUMETHIT ) TUPPOTUAHNH- | W) TUPUMHTUH-4-UJT)aMUHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oHa;

(25)-10-((5-xm0p-2-(2~(METOKCUMETHIT) TU PPOIH AU H- | -FIT) TUPUMUANH-4-HIT)aMHHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuHo| 2,3-C [ X MUHOJUH-
6(7H)-oHa;

(S)-10-((5-x70p-2-((S)-2-(METOKCHMETHI ) TUPPONUANH- | -UJT) TUPUMHUAHH-4- 11T )AMUHO )-2 -
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuHo| 2,3 -C [ X MUHOJUH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((R)-2-(METOKCUMETHIT)TUP POTUANH- | -UIT) T PUMUANH-4 -1 )aMUHO ) -2 -
uksonponui-3,3-ngudTop-7-metun-1,2,3 4-rerparunpo-| 1,4]okcazenuno|2,3-c|x MtHONINH-
6(7H)-oHna;

(25)-10-((5-xnmop-2-(2~(ruagpOKCUMETIIT)-3-METUIITTUIIE PUAMH- | -HIT) TUPUMUUH-4-
WJT)aMHHO)-2-1UKIonponui-3,3-nudrop-7-metun-1,2,3,4-rerparuapo-[ 1,4]okcazenuno[ 2,3-
c¢|xunonuH-6(7H)-oHa,

(S)-10-((5-x10p-2-((S)-4,4-nupTop-2-(rUAPOKCUMETHIT ) TUPPOTUANH- | W) TUPUMHTUH-4-
WJT1)aMUHO)-2-IuKionponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c]xunonmuu-6(7H)-oHa;

(25)-10-((5-xnmop-2-(4-¢pTop-2-(TrUAPOKCUMETHI) TUPP OJTUANH- | -HIT) TUPUMHUTUH-4 -
WJT)aMUHO )-2-0UKJIonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c|xunonuH-6(7H)-oHa;

(S)-10-((5-xm0p-2-((2S,4S)-4-Pprop-2-(TH AP OKCUMETHIT) TUP POITUANH- | -UIT) TUPUMHUTUH-4 -
WJT)aMUHO)-2-IUKJIonponui-3,3-qudrop-7-metmn-1,2,3,4-rerparuapo-| 1,4 |okcazenuno[2,3-
c|xunonmuH-6(7H)-0oHa;

(S)-10-((5-xm0p-2-((2S,4R)-4-PpTOp-2-(TUAPOKCUMETHIT ) TUP POTUANH- | -HIT) TUpUMUANH-4 -
WJT)aMHUHO)-2-IUKJIoNpoui-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-

c¢|xunonuu-6(7H)-oHa;
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(25)-10-((5-xmop-2-(2~-(rUaAPOKCUMETIIT )-3-METUITTUPPOIUANH- | -1 ) TUPpUMUTH-4-
WJT)aMHUHO)-2-HUKJIonpornui-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c|xunonuu-6(7H)-oHa;

(25)-10-((5-xnop-2-(4,4-nudpTop-2-(rugpOKCUMETII ) TUTIEPUANH- | -1IT) TUPpUMHU U H-4-
WJT)aMHHO)-2-1uKIonponui-3,3-nudrop-7-metun-1,2,3,4-rerparunpo-[ 1,4]okcazenuno[ 2,3-
c]xunonuH-6(7H)-oHa;

(25)-2-uuknonponmi-10-((2-(4,4-mudTop-3, S-numeTnnnunepuaun- 1 -ui)-5-
dToprupuMuIH-4-11)aMuHO)-3,3-nudTop-7-metmi-1,2,3,4-rerparunpo-[ 1,4]okcazenunol| 2,3-
c]xunonmuH-6(7H)-oHa;

(S)-2-muknonponui-3,3-mudTop-10-((5-dpTop-2-MopdomHOTMPUMUANH-4-HIT)aMHHO )-7 -
metmi-1,2,3,4-tetparunpo-[ 1,4]okcazenuno| 2,3 -c |xunonun-6(7H)-oHa;

(S)-2-muknonponui-3,3-gudTop-10-((S-pTop-2-((S)-2-MeTruamMopPOTHMHO )TUPUMHUAH-4 -
wi)aMuHo)-7-meTii-1,2,3, 4-rerparuapo-[ 1,4 Jokcazenuno[2,3-c [xunonuH-6( 7H)-oHa,

(S)-10-((2-((1R,5S)-8-okca-3-azadunmkio[ 3.2. 1 JokraH-3-mn)-5-p TopnupuMuInH-4-
WJT)aMUHO)-2-IUKJIonponui-3,3-qudrop-7-metmn-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c]xunonmuH-6(7H)-oHa;

(S)-2-mmknonpornui-10-((2-(nuMeTHIaMuHO )-S5 -G TOPIUPUMUANH-4- 11T )aMUHO)-3, 3 -iud Top-
7-metn-1,2,3,4-rerparuapo-| 1,4]okcazenuno| 2,3-c|xunonuna-6( 7H)-oHa,

(S)-2-mmxnonponui-10-((2-(numMeTHIaMHUHO)-5-XJIOPIUPUANH-4- 11 )aMUHO)-3, 3 -nudrop-7-
metui-1,2,3,4-trerparunpo-[ 1,4]okcazenuno| 2,3-c|xunonun-6(7H)-oHa;

(S)-2-umxnonponun-10-((2-(4,4-mudropnunepuans- 1 -nin)-5-propnupuain-4-uin)aMuHO) -
3,3-mudrop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazenuno| 2,3 -c|xunonun-6(7H)-oHa;

(S)-2-mmknonponui-3,3-gudTop-10-((S-dpTop-2-((3R,5S)-3-runpokcu-5-mernnnunepuans- 1 -
W) TUPUIUH-4-1IT1)aMUHO)-7-MeTui-1,2,3 4-retparunpo-[ 1,4]okcazenuno| 2,3 -c [xunoaun-6(7H)-
OHa,

(S)-10-((5-x10p-2-((3S,5R)-3-pTOp-S-MeTHIATHIIEPUANH- | -1IT) TUPUMUANH-4 - AT )aMHHO )-2 -
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3-C [x MUHOJUH-
6(7H)-oHa;

(25)-10-((5-xnmop-2-(6-runpokcu-4-metni- 1,4-nuazenan- | -wn)nupuMuInH-4-1I1)aMHUHO)-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuHo| 2,3-C [ X MUHOJUH-
6(7H)-oHa;

(25)-10-((5-xmop-2-(3-MeTH-5-0KCOMUIEePUINH- | -1IT) TUPUMUANH-4- 1T )JaMHHO )-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]okcazennno| 2,3 -C [ X MHOJIUH-

6(7H)-oHna;
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(S)-10-((5-xm0p-2-((3R,5S)-3-(3-(AMMETHIAMHUHO ) IPOTIOKCH )-S-METHIITUIIEPUANH- 1 -

W) TUPUMH I H-4-1JT)aMUHO )-2-1uKJionponui-3,3-nudrop-7-merun-1,2,3 4-rerparuapo-
[1,4]okcazenuno[2,3-c|xunonnH-6(7H)-0Ha,

(25)-10-((5-xnop-2-(2-(dpTOopMeTHIT)a3eTU ANH- | -1IT) MTUPUMUINH-4-1JT)aMHHO )-2-
nukJonponui-3,3-augrop-7-merun-1,2,3 4-rerparuapo-| 1,4]okcasenusol 2,3-c | X uHOIMH-
6(7H)-oHa;

(25)-10-((5-xn0p-2-(4,4-nudTOp-3-METOKCUITUTIEPUANH- | -1JT) TUPUMHUTUH-4-1JT)aAMUHO)-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oHa;

(25)-10-((5-xnmop-2-(4,4-nudTOp-3-rUAPOKCH-5-METUIIHIIEPUAH- | -HIT) THPUMHUTUH-4-
WJT)aMUHO)-2-IuKJIonponui-3,3-qudrop-7-metun-1,2,3 4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c|xunommH-6(7H)-oHa;

(25)-2-uuknomnponui-10-((2-(4,4-gud Top-3 -MeTHIMHUIEPUANH- | -11)-5S-p TOPpIUPUMHU TN H-4-
wi)amuHo)-3,3-mudrop-7-metmi-1,2,3 4-rerparuapo-| 1,4]okcazenuno| 2,3 -¢|xunomua-6( 7H)-
OHa,

(S)-2-mmknonpornuin-3,3-gudTop-10-((5-pTop-2-((R)-2-MeTnnmopd onuHO )mupuUMHINH-4-
wi)aMuHo)-7-meTii-1,2,3 4-rerparuapo-| 1,4 Jokcazenuno[2,3-c [xunonna-6( 7H)-oHa,

(25)-10-((2-(6-okca-3-azabunukino[3.1.1]rentan-3-umn)-5-pTOPpIUPUMUIUH-4-1IT)aAMUHO)-2-
nuksonponui-3,3-qudrop-7-metun-1,2,3,4-rerparunpo-| 1,4]oxkcazenuno[ 2,3-c| X MIHONNH-
6(7H)-oHna;

(2S)-2-mmknonponui-10-((2-(4,4-nudTop-3-(ruapOKCUMETHI ) TUITEPUANH- | -1T)-5-
dTopnupuMuIH-4-11)aMuHO)-3,3-nudTop-7-metmin-1,2,3,4-rerparunpo-[ 1,4 ]okcazenuno[2,3-
c]xunonuu-6(7H)-oHa;

(25)-2-uuknonponmi-10-((2-(4,4-mudTop-3,S-numMeTHANHNEepUIUH- | -1J1)-5-X TOPIHPUANH-4-
wi)amMuHo)-3,3-mudrop-7-metmi-1,2,3, 4-rerparuapo-| 1,4]okcazenuno| 2,3 -¢ |xunomua-6( 7H)-
OHa,

(25)-2-uuknomnponmi-10-((2-(4,4-nud Top-3-MeTHIMUIEePUINH- 1 -111)-S-X TOp P U ANH-4 -
wi)amuHo)-3,3-mudrop-7-metmi-1,2,3 4-rerparuapo-| 1,4]okcazenuno| 2,3 -¢ |xunomua-6( 7H)-
OHa,

(25)-2-uuknomnponui-10-((2-(3,4-gud Topnunepuans- 1 -u)-5-x10pnupuInH-4-1IT)aMHUHO)-
3,3-mudrop-7-metmi-1,2,3 4-rerparuapo-| 1,4 |okcazenuno| 2,3 -c|xunonua-6( 7H)-oHa,

(S)-2-mmknonponuin-3,3-gudTop-10-((5S-xn0p-2-MopdhonuHONU PUANH-4-UIT)aMHHO )- 7 -METHII-
1,2,3,4-tetparunpo-| 1,4 okcazennno[2,3-c|xunonna-6(7H)-oHa,

(S)-2-mmknonponuin-3,3-gudrop-10-((5-xmop-2-((R)-2-meTunmopd onuHO ) mupuAnH-4-

wi)aMuHo)-7-metii-1,2,3 4-rerparuapo-| 1,4 Jokcazenuno[2,3-c [xunonns-6( 7H)-oHa,
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(S)-2-muknonpornuin-3,3-gudTop-10-((5-xnop-2-((S)--meTunmopdonuno))mupuanH-4-
wi)aMuHo)-7-metii-1,2,3 4-rerparuapo-| 1,4 Jokcazenuno[2,3-c [xunonuna-6( 7H)-oHa;

(25)-10-((2-(6-okca-3-azabunukio[3.1.1renras-3-1i)-5-XTOpIUPUANH-4-UIT)aMHHO)-2-
uksonponui-3,3-gudrop-7-metun-1,2,3,4-rerparunpo-| 1,4]oxkcazenuno[ 2,3-c| X M1HONINH-
6(7H)-oHna;

(S)-10-((2-((1R,5S)-3-okca-8-a3abummkiio[ 3.2. 1 JokraH-8-111)-5-X TOpTUPUAMH-4-1JT)aMHHO )-
2-nuknonponui-3,3-qudrop-7-metuin-1,2,3,4-rerparuapo-[ 1,4 ]okcazenuHo[ 2, 3-C [ X UHOIHH-
6(7H)-oHa;

(S)-10-((2-((1R,5S)-8-okca-3-a3abummkiio[ 3.2. 1 JokraH-3-11)-5-X JOpTUPUANH-4-1IT)aMHHO )-
2-nuknonponui-3,3-quprop-7-metun-1,2,3,4-rerparuapo-[ 1,4 |okcazenuHo[ 2, 3-C [ XUHOTHH-
6(7H)-oHa;

(25)-2-uuknomnponmi-10-((2-(4,4-mudTop-3-(ruapOKCUMETHIT ) TUTIEPUANH- | -111)-5-
XJIOPITUPUANH-4-1IT)aMHUHO)-3,3-audrop-7-metuin-1,2,3,4-rerparuapo-[ 1,4|okcazennno| 2,3-
c|xunonuH-6(7H)-oHa;

(25)-2-uuknonponui-10-((2-(4,4-gudTop-3,S-numernnanunepunus- 1 -ni)-5-gropmupuaun-4-
wi)amMuHo)-3,3-mudrop-7-metmi-1,2,3 4-rerparuapo-| 1,4]okcazenuno| 2,3 -¢|xunomna-6( 7H)-
OHa,

(25)-2-uuknonponui-10-((2-(4,4-nudTop-3-MeTrnnunepuauH- 1 -uin)-S-propnupunuH-4-
wi)aMuHo)-3,3-nudrop-7-metmi-1,2,3 4-rerparuapo-| 1,4 ]okcazenuno| 2,3 -c |xunomua-6( 7H)-
OHa,

(2S)-2-mmknonponui-10-((2-(3,4-mudTopnunepuaus- 1 -ui)-5-GropnupuanH-4-11)aMIHO)-
3,3-mudrop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazenuno| 2,3 -c|xunonun-6(7H)-oHa;

(S)-2-uuknonponui-3,3-mgudrop-10-((5S-pTop-2-MmopdonuHonUpUINH-4-1IT)aMUHO )-7-METHII-
1,2,3,4-tetparunpo-| 1,4]okcazenuno[2,3-c|xunonua-6(7H)-oHa,

(S)-2-muknonponui-3,3-gudrop-10-((S-pTop-2-((R)-2-MeTrunmopd onuHO ) mupuanH-4-
wi)aMuHoO)-7-meTri-1,2,3 4-retparuapo-[ 1,4 Jokcazenuno[2,3-c [xunonua-6(7H)-oHa,

(S)-2-muknonponui-3,3-gudTop-10-((5-dpTop-2-((S)-2-MeTrHamMopPOTHHO ) THPUIUH-4-
wi)aMuHoO)-7-meTii-1,2,3 4-rerparuapo-[ 1,4 Jokcazenuno[2,3-c [xunonunH-6( 7H)-oHa,

(25)-10-((2-(6-okca-3-azabummkio[ 3. 1. 1renran-3-wmn)-5-pTopnupuanH-4-muin)aMUuHO)-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuHo| 2,3-C [ X MUHOJUH-
6(7H)-oHa;

(S)-10-((2-((1R,5S)-3-okca-8-azabnumkiio| 3.2. 1]okraH-8-mi)-5-p TopnupuAnH-4-1I1)aMHUHO ) -
2-uukyonponi-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-| 1,4 |okcazenuHo[ 2, 3-C [ XUHOIMH-

6(7H)-oHna;
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(S)-10-((2-((1R,5S)-8-okca-3-azabnumkio| 3.2. 1]okran-3-1i)-5-p TopnupuANH-4-1J1)aMUHO ) -
2-nuksonponui-3,3-nugrop-7-metuin-1,2,3 4-rerparunpo-[ 1,4]okcazenunol 2,3-c|xuHONMMH-
6(7H)-oHa;

(S)-2-muxnonponui-10-((2-(numeTnnamMmuHo)-5 - TopnupUANH-4-11)aMUHO)-3,3-nudrop-7-
metui-1,2,3,4-terparunpo-| 1,4]okcazenuno| 2,3 -c |xunonun-6(7H)-oHa u

(2S)-2-uuknonponmi-10-((2-(4,4-mud Top-3-(ruapOKCUMETHIT ) TUTIePUANH- | -111)-5-
bTopnupunuH-4-mn)aMuHo)-3,3-1udrop-7-metui- 1,2, 3 ,4-rerparunpo-[ 1,4 ]okcazenuHo[2,3 -
c]xunonuu-6(7H)-oHa.

2. CoenuHeHne wuiau ero (papMaLeBTHUECKH NpUeMiIeMasl COJb WM COJbBAT MO 1L 1,
BBIOpaHHOE U3

(S)-10-((5-x10p-2-(3,3-nudropazeTuanH- 1 -1 TUPUMHINH-4-1JT)aMHUHO ) -2 - LIUKJIOTIP OTTHI-
3,3-mudrop-7-metmin-1,2,3,4-rerparuapo-| 1,4 |okcazenuno|2,3-c|xunonua-6( 7H)-oHa,

(S)-10-((5-x10p-2~(4-UHMKIOTIPONNII-3 -OKCONUTIEPA3UH- | -FIT) TUPUMHIUH-4-HIT)aMHIHO )-2 -
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MHOJH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((S)-3,4-aumMeTnn-5-0KkconunepasuH- 1 -1 MupUMUANH-4- 11 )AMUHO )-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]Jokcazennno| 2,3 -C [ X MHOJIUH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((2-ruAPOKCH-2 -METUIIPOITHIT)aAMUHO ) TUPUMHU TN H-4-1JT)aMUHO )-2-
nuksonponui-3,3-qudrop-7-metun-1,2,3 4-rerparunpo-| 1,4]oxkcazenuno[ 2,3-c| X MIHONNH-
6(7H)-oHa,

(S)-10-((2-((1R,4R)-2-0kca-5-a3abunukino[ 2.2. 1 Jrentan-5-u)-5-X10pUpUMUIH-4-
WJT)aMHUHO)-2-HUKJIoNponui-3,3-aqudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |JokcazenuHo[2,3-
c]xunonmuH-6(7H)-oHa;

N-((3S,5R)-1-(5-xm0p-4-(((S)-2-uukaonponui-3,3-nudrop-7-mernin-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c|xuHonmH- 1 0-m1)aMIHO )TUpUMHANH-2-1T)-5-
METUJIHIIEPUANH-3 -UT)alleTaMHI/1a;

N-((3R,55)-1-(5-xmop-4-(((S)-2-uukaonponun-3,3-gudrop-7-merTni-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c|xuHonuH- 1 0-mir)aMiHO )TUpUMHANH-2-11)-5-
METUJIHIIEPUANH-3 -UT)alleTaAMHU 12,

(S)-10-((5-x70p-2-((3S,5R)-3-(muMeTUIAMIHO)-5-METUIUIIEPUANH- | -UJT) TUPUMHUTUH-4 -
WJT)aMHUHO)-2-0UKJIoNponui-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-

c]xunonuu-6(7H)-oHa;
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(S)-10-((5-x10p-2-((S)-3-ruapoKCUNUINIEPUAHH- | -HIT)TUPUMHUTUH-4-1JT)aMUHO)-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-[ 1,4]okcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((R)-3-rugpokcununepuans- 1 -uia)nupuMuANH-4- 11 )aMUHO)-2-
nukJonponui-3,3-augrop-7-merun-1,2,3 4-rerparuapo-| 1,4]okcasenusol 2,3-c | X uHOIMH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((S)-3 -MeTunnune puarH- 1 -1 ) TUPUMUAAHH-4- 1T )aMHHO))-2 - LTUKJIOTPOTTHJI-
3,3-mudrop-7-metuin-1,2,3, 4-rerparuapo-| 1,4 |okcazenuno|2,3-¢|xunoaun-6(7H)-oHa,

(S)-10-((5-x10p-2-((R)-3-MeTunnunepuauH- 1 -1 ) puMuAHH-4-1I1)aMHHO )- 2 -IIUKJIOTP OTTHJI-
3,3-mudrop-7-metun-1,2,3, 4-rerparuapo-| 1,4 okcazenuno| 2,3 -c|xunonun-6( 7H)-oHa,

(S)-10-((5-x10p-2-(3-pTOp-3-MeTHNAZETHUIUH- | -1IT) TUPUMUITH-4- 1T )aMHHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuHo| 2,3-C [ X MUHOJUH-
6(7H)-oHa;

(S)-10-((5-x10p-2-(3-ruapOKCH-3-METHIIA3E€TUANH- | -1 TUPUMHTUH-4-1JT)aMHHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuHo| 2,3 -C [ X MUHOJUH-
6(7H)-oHa;

(S)-2-muknonpornuin-3,3-gudTop-10-((5-dpTop-2-((3R,5S)-3-ruapokcu-S-mernnmunepuans- 1 -
W) TUPUMUIUH-4-1IT)aMuHO)-7-MeTi- 1,23 4-terparunpo-| 1,4]okcazenuno| 2,3 -c [ xuHOIMH-
6(7H)-oHna;

(S)-2-uuxnonponui-10-((2-(4,4-nudpropnunepunnt- 1 -mn)-5-GropnupuMuINH-4-1I1)aMHUHO ) -
3,3-mudrop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazenuno| 2,3 -c|xunonun-6(7H)-oHa;

(S)-10-((2-(3-okca-8-azaburukino[ 3.2. 1 JokraH-8-11)-5-X TOp TUPUMHUAUH-4- T )AMUHO )-2 -
ukJonponui-3,3-gudrop-7-(merun-d3)-1,2,3,4-rerparuapo-| 1,4 okcazenuno[2,3-
c][1,8]nadpTrpunun-6(7H)-oHa,;

(S)-10-((5-xm0p-2-(3-metui-1,2,4-okcaanaszon-S-ui) nupuauH-4-1ia)aMUHO )-2 - I KIIOTTPOITHJI-
3,3-mu¢rop-7-metuin-1,2,3, 4-rerparuapo-| 1,4 |okcazenuno|2,3-c|xunonua-6( 7H)-oHa,

(S)-10-((3-x710p-2-pTOpNIHPUANH-4-HIT)aMHHO ) -2 - IUKIONPONHI-3,3- 11 TOP-7-METHII-
1,2,3,4-tetparunpo-| 1,4]okcazenuno[2,3-c|xunonna-6(7H)-oHa,

(S)-2-mmkmnonpornui-10-((2,3-guxnopnupuaua-4-un)amMuHo)-3,3-nudrop-7-metmi-1,2,3 4-
terparuapo-| 1,4]okcazenuno|2,3-c|xunonna-6(7H)-oHa,

(S)-10-((2-x10p-3-pTOpNIHPUANH-4-1IT)aMHHO ) -2 - TUKJIONPONHI-3,3- 11 TOP-7-METHII-
1,2,3,4-tetparunpo-| 1,4]okcazennno[2,3-c|xunonna-6(7H)-oHa,

(S)-10-((3-x710p-2-METUIMHPUANH-4-HIT)aAMUHO ) -2 - LTUKJIONPONNI-3,3-1uTOp-7-METHI-

1,2,3,4-tetparunpo-[ 1,4 okcazennno[2,3-c|xunonna-6(7H)-oHa,
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(S)-2-muknonpornuin-3,3-gudTop-10-((5-pTop-2-((1R,5S,7R)-7-runpokcu-3-okca-9-
azabunmkio[3.3. 1 |HoHaH-9-1n)mupUMUANH-4-1JT)aMIHO)-7-MeTHiI- 1,23 4-TeTparunpo-
[1,4]okcazenuno[2,3-c|xuromnH-6(7H)-0oHa,

(S)-10-((5-xnopnupuMuaNH-4-11)aMUHO)-2-HuKIonponui-3,3-audrop-7-metui-1,2,3 ,4-
teTparunpo-| 1,4]Jokcazennno|2,3-c|xunonus-6(7H)-oHa,;

(25)-10-((2-(3-auerun-3,8-guazadbunmkio[ 3.2. 1 JokTan-8-m)-5-X10pupUMUIH-4-
WJT)aMHUHO)-2-HUKJIoNpornui-3,3-aqudrop-7-metuin-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c]xunonuu-6(7H)-oHa;

(25)-10-((2-(8-auermn-3,8-guazadunmkno[3.2. 1 JokTaH-3 -mi)-5-X JI0pIUpUMUITH-4-
WJT)aMUHO)-2-IuKJIonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c]xunonmuH-6(7H)-oHa;

(S)-10-((5-x10p-2-(AUMETHIIAMUHO ) TUPUMHINH-4-1JT)aMUHO )-2-LUKJIoNponii-3,3 -audrop-
7-metun-1,2,3,4-rerparunpo-| 1,4]okcazenuno|2,3-c | xunonna-6(7H)-oHa,

(S)-10-((5-x10p-2-((3S,5R)-3-pTOp-S-rEapoKCUNTHIIEPUINH- | -HIT) TUPUMUANH-4-1IT)aMHHO )-
2-nuknonponi-3,3-nqudrop-7-meTmi-1,2,3,4-rerparuapo-| 1,4 ]okcazenuHo[ 2, 3-C [ XUHOIIH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((3R,5S)-3-pTOp-S-ruapokcununepuIuH- 1 -1 M pUMUAANH-4-1I1)aMHHO )-
2-nuksonponui-3,3-nugrop-7-metun-1,2,3 4-rerparunpo-[ 1,4]okcazenunol 2,3-c|xuHONMMH-
6(7H)-oHna;

(S)-10-((5-x10p-2-((S)-3-((nMMeTHIAMUHO )METUIT )TUTIEPUANH- | - 1T TUPUMUIUH-4-
WJT)aMHHO)-2-1UKIonponui-3,3-nudrop-7-metuin-1,2,3,4-rerparuapo-[ 1,4]okcazenuno| 2,3-
c¢|xunonuH-6(7H)-oHa,

(3R,5S)-1-(5-xnop-4-(((S)-2-uuknonponui-3,3-gudrop-7-MeTni-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c[xuHonmuH- 1 0-mn)aMiHO )TupUMHANH-2-11)-N-3THJI-5-
METUJIHIIEPUINH-3-KapOokcamua,

(3S,5R)-1-(5-xmnop-4-(((S)-2-uuknonponmi-3,3-gudrop-7-MeTni-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c[xuHonmmH- 1 0-1mir)aMiHO )TUpUMHANH-2-11)-N-3THII-5-
METUJIHIIEPUINH-3-KapOokcamMua,

(S)-10-((5-xm0p-2-((3R,5S)-3-(rUIpOKCUMETHIT )-S5 -METHIITUNIEPUTUH- | -1 TUPUMHUITH-4 -
WJT)aMUHO)-2-IUKJIonponui-3,3-qudrop-7-metmn-1,2,3,4-rerparuapo-| 1,4 |okcazenuno[2,3-
c|xunonmuH-6(7H)-0oHa;

(S)-10-((5-x10p-2-((3S,5R)-3-(rUIpOKCUMETHIT)-5-METHIITUNIEPUUH- | -FT) TUPUMUITH-4 -
WJT)aMHUHO)-2-IUKJIoNpoui-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-

c¢|xunonuu-6(7H)-oHa;
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(S)-10-((5-x10p-2-((R)-4,4-nudprop-3 -ruapoKCununepuInH- 1 -1 puMUANH-4-1I1)aMHHO )-
2-nuksonponui-3,3-nugrop-7-metuin-1,2,3 4-rerparunpo-[ 1,4]okcazenunol 2,3-c|xuHONMMH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((S)-4,4-nupTop-3-rUuapOKCUIHUIIEPUANH- | -UIT) THPUMHUANH-4- 1T )aMUHO )-
2-nuksionponui-3,3-nupTop-7-metuin-1,2,3 4-rerparunpo-[ 1,4 ]okcaszenuno| 2,3 -C | X uHOIHH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((R)-3-(propmeTnn)nunepuaut- 1 -uia) mupuMUIHH-4-UJT)aMHHO)-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oHa;

(S)-10-((5-xm0p-2-((S)-3-(propmeTrn)nmunepuauH- 1 -1a) TUPUMUANH-4- 1T )aMHHO)-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJH-
6(7H)-oHa;

2-((R)-1-(5-x10p-4-(((S)-2-uuknonponun-3,3-gudrop-7-metnn-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -¢ [xuHOIMH- 1 0-11)aMIHO ) TUPUMHU AN H-2-1JT) TUTIEPUIHH-3 -
WiI)aleTaMuna,;

2-((S)-1-(5-xn0p-4-(((S)-2-umxnonponmi-3,3-nudrop-7-meTni-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c [xuHoamH- 1 0-1i1)aMIHO ) TUPUMHUANH-2-WJT) TUTIEPUAUH-3 -
WT)aleTaMuna,;

(S)-10-((5-x10p-2-((S)-3-(muMeTUIAMHUHO ) TUIIEPUANH- | -1IT) TUPUMUINH-4-1IT)aMHHO )-2-
nuksonponui-3,3-qudrop-7-metun-1,2,3 4-rerparunpo-| 1,4]oxkcazenuno[ 2,3-c| X MIHONNH-
6(7H)-oHa,

(S)-10-((5-x710p-2-((R)-3-(muMeTHIAMHIHO )TUTIEPUAHH- | - W) TUPUMHIUH-4-1JT)aMUHO)-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oHa;

(R)-1-(5-xn0p-4-(((S)-2-umxnonpomnun-3,3-gudrop-7-metun-6-okco-1,2,3,4,6,7-rekcaruapo-
[1,4]okcazenuno| 2,3-c|xuHONMH- 1 0-M1)aMIHO )TUPUMUANH-2-11)-N-3THi-4,4-
mudroprnunepunuH-3-kapOoKcaMuna,;

(S)-1-(5-xnop-4-(((S)-2-uuknonponmi-3,3-gudrop-7-meTnin-6-okco-1,2.3,4,6,7-rekcarugpo-
[1,4]okcazenmno| 2,3-c|xuHONNH-10-11)aMIHO )TUPUMUARH-2-11)-N-3THi-4,4-
mudroprnunepunnH-3-kapOoKcaMusa,;

N-(((R)-1-(5-xmop-4-(((S)-2-muknonporuin-3,3-nudTop-7-metun-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c[xuHonuH- 1 0-mn)aMuHO )TUpUMHANH-2-11)-4,4-

mudroprnunepuanH-3-m1)MeTi)-N-3TUIaleTaMuIa,
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N-(((S)-1-(5-xm0p-4-(((S)-2-uuknonponmi-3,3-gudTop-7-meTmn-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c|xuronuH- 1 0-mn)aMuHO )TupUMUANH-2-11)-4,4-
mudropnunepuanH-3-mi)MeTin)-N-3TUjaneTaMusia,

(S)-10-((5-xm0p-2-((1R,4R)-5,5-nudprop-2-azabunnkio[2.2. 1 [renras-2-1m) MUpUMUITH-4-
WJT)aMHHO)-2-1uKIonponui-3,3-nudprop-7-metun-1,2,3,4-rerparunpo-[ 1,4]okcazenuno[ 2,3-
c]xunonuH-6(7H)-oHa;

(S)-10-((5-xm0p-2-((18,45)-5,5-nudrop-2-azadurmksio[ 2.2. 1 Jrentan-2-ui1) MU pUMUAANH-4 -
WJT)aMUHO)-2-IUKJIonpornui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c]xunonmuH-6(7H)-oHa;

N-((R)-1-(5-xn0p-4-(((S)-2-uuknonponmi-3,3-audrop-7-mernn-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c[xuHonuH- 1 0-min)aMiuHO )TUpUMHANH-2-11)-4,4-
mudroprunepuanH-3-mi)-N-MeTUIaleTaMua,

N-((S)-1-(5-x10p-4-(((S)-2-umknonponmi-3,3-nudTop-7-meTni-6-okco-1,2,3,4,6,7-
rekcaruapo-| 1,4]okcazenunol 2,3 -c[xuHonuH- 1 0-min)aMiuHO )TUpUMHANH-2-11)-4,4-
mudroprnunepuanH-3-mi)-N-MeTuIaneTaMuza,

(S)-10-((5-x10p-2-(4-PpTOP-4-(TUAPOKCUMETHIT ) TUIIEPU N H- | -1JT) U pUMHUAH-4- 1T )aMHHO )-
2-uukyonponii-3,3-aqudrop-7-metmi-1,2,3,4-rerparuapo-[ 1,4 |okcazenuHo[ 2, 3-C [ XUHOIMH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((R)-3-(ruapoxcuMeTHI ) IUIIEPUINH- | -UJT) T PUMUANH-4-HJT)aAMUHO)-2-
nuksonponui-3,3-qudrop-7-metun-1,2,3 4-rerparunpo-| 1,4]oxkcazenuno[ 2,3-c| X MIHONNH-
6(7H)-oHa,

(S)-10-((5-x10p-2-((S)-3-(THAPOKCUMETHI ) TUTIEPUANH- | -UJT) TUPUMUAUH-4- 1T )AMUHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oHa;

(S)-10-((5-xm0p-2-((1S,5R)-3-3T151-2-0KCO-3,8-a1razaduiukio[ 3.2. 1 JokraH-8-

W) TUPUMH U H-4-1JT)aMUHO )-2-1uKJIonpomi-3, 3 -nudrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcazenuno[2,3-c|xuromnH-6(7H)-0Ha,

(S)-10-((5-xm0p-2-((1R,5S)-3-3T171-2-0KCO-3,8-a1Mazadumkio[ 3.2. 1 JokraH-8-

W) TUPUMHIUH-4-1JT)aMUHO )-2-1UKJIonpon-3,3 -nudrop-7-merun-1,2,3 ,4-reTparuapo-
[1,4]okcazenuno[2,3-c|xuromuH-6( 7H)-0Ha,

(S)-10-((5-x10p-2-((3S,5R)-3,5-muproprnunepuanH- 1 -wn) MUpUMUINH-4-1T)aMHHO )-2-

uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-

6(7H)-oHna;
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(S)-10-((2-(6-auernn-2,6-nuazacnupo| 3.3 renran-2-1i)-5-XJIOPITUPUMHUANH-4 -1 )AMUHO ) -2 -
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-[ 1,4]okcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((2-ruApOKCH-2-METUIIPOITHIT ) (METUIT )AMUHO ) TUPUMHU AU H-4-HJT)AMUHO ) -
2-nuksionponui-3,3-nupTop-7-metuin-1,2,3 4-rerparunpo-[ 1,4 ]okcaszenuno| 2,3 -C | X uHOIHH-
6(7H)-oHa;

(S)-10-((5-x710p-2-((3-ruapokcu-3-MeTUa0y T )( METHIT )aMUHO ) TUPUMHTUH-4-1JT)aAMUHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oHa;

(S)-10-((5-x10p-2~(6-(umkIONIPOTUIMETHI )-2,6-nrasacnupo| 3.3 rentaH-2- 1) TUpUMUAAH-4 -
WJT)aMUHO)-2-IuKJIonponui-3,3-qudrop-7-metun-1,2,3 4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c|xunonuH-6(7H)-oHa;

(25)-10-((5-xmop-2-(6-((2,2-mudproprukionponmwin)MeTwin )-2,6-quasacnupo| 3.3 Jrenras-2-
W) TUPUMH I H-4-1JT)aMUHO )-2-IUKJIonpomi-3, 3 -nudrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcazenuno[2,3-c|xuromnH-6(7H)-0Ha,

(25)-10-((5-xnmop-2-(8-(ukaonponmiaMeTin)-3,8-arazadunukno[3.2. 1 Jokran-3-

W) TUPUMH I H-4-1JT)aMUHO )-2-1uKJionponi-3,3-nudrop-7-merun-1,2,3 4-rerparuapo-
[1,4]okcazenuno|2,3-c|xuromnH-6(7H)-0Ha,

(25)-10-((5-xnmop-2-(8-((2,2-nu¢proprukiaonponui)mMeTin)-3,8-nnazadbunukio| 3.2. 1Jokran-3-
W) TUPUMUIUH-4-1JT)aMUHO)-2-1iukJionponui-3,3-nudrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcazenuno|2,3-c]xunonuH-6(7H)-oHa;

(S)-10-((5-x10p-2-((3R,5R)-3-ruapoKCH-5-MeTUNTUTIEPUANH- | -1T) TUPUMHUTUH-4-

WJT)aMUHO )-2-IUKJIonpornui-3,3-aqudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c]xunonmuH-6(7H)-oHa;

(S)-10-((5-x10p-2-((3S,4R)-3,4-nupropniunepuanH- 1 -vn) IUpUMUINH-4-11)aMHHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((3R,45)-3,4-muproprunepuanH- 1 -1 IUPUMHUINH-4-11)aMHHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJWH-
6(7H)-oHa;

(S)-10-((5-xm0p-2-((3S,4S)-3,4-nudpropnunepuauH- 1 -uia) MupUMUIHH-4-UIT)aMHUHO)-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-

6(7H)-oHna;
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(S)-10-((5-x10p-2-((3R,4R)-3,4-nupropriunepuanH- 1 -1 TUPUMHUIUH-4-UIT)aMHHO )-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-[ 1,4]okcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((R)-3-MeTokcununepuauH- 1 - 1) MupUMUINH-4-11)aMHHO )-2-
nukJonponui-3,3-augrTop-7-meruin-1,2,3 4-rerparuapo-| 1,4]okcaszennno|2,3-c | X MUHOIMH-
6(7H)-oHa;

(S)-10-((5-x710p-2-((S)-3-MeToKCUIHIEePUIUH- | -UJT)THPUMUANH-4-UJT)aMHHO)-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oHa;

(S)-10-((5-¢rop-2-((3S,4R)-3,4-nudpToprnunepuut- 1 -1 puUMUAUH-4 -1 )aMHHO))-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJH-
6(7H)-oHa;

(S)-10-((5-¢prop-2-((3R,45)-3,4-nudpropnunepuuH- 1 -in) MU pUMUIHH-4-HIT)aMHHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MHOJH-
6(7H)-oHa;

(25)-10-[[5-xmop-2-(4-meTmin-1,4-anazenan- 1 -um) mupuMuINH-4-1J1 | aMUHO | -2- LI KIIOTTPOTT I
3,3-mudrop-7-metmin-2,4-nuruapo- 1 H-[ 1,4]okcazennHo| 2, 3-C [XHHOINH-6-0Ha,

(S)-10-((5-x10p-2-((R)-3 -3THNNHNIEpUANH- | -1IT)THPUMUANH-4-1JT)aMHHO ) -2 -LIUKJIOTPOTTHJI-
3,3-nudrop-7-metmi-1,2,3 4-rerparuapo-| 1,4 |Jokcazenuno| 2,3 -c|xunonua-6( 7H)-oHa;

(S)-10-((5-x10p-2-((S)-3 -3 TUNANUNIEPUANH- | -NIT) TUPUMUANH-4- 11 )aAMUHO )-2 - LTUKJIOTPOTINII-
3,3-mudrop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazenuno| 2,3 -c|xunonun-6(7H)-oHa;

(S)-10-((5-x10p-2-((R)-3-MeTunazenan- | -un) mupUMHUIUH-4-1J1)aMUHO )-2 -[IUKJIONPONUI-3, 3 -
mudrop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazenuno| 2,3 -c|xunonn-6(7H)-oHa;

(S)-10-((5-x10p-2-((S)-3-MeTunazenan- | -wn)IUPUMHINH-4-1JT)aAMUHO )-2-LIUKJIOTIPOTTHII-3, 3 -
mudrop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazenuno| 2,3 -c|xunonnna-6(7H)-oHa;

(S)-10-((5-x10p-2-((R)-4-meTunazenan- | -un) mupuUMHUIUH-4-1J1)aMUHO )-2 -IIUKJIONPONHI-3, 3 -
mudrop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazenmno| 2,3 -c|xunonnua-6(7H)-oHa;

(S)-10-((5-x10p-2-((S)-4-meTunazenan- 1 -un)IUPUMHINH-4-1IT)aAMHUHO )-2-IIUKJIOTIPOTTHII-3, 3 -
mudrop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazenmno| 2,3 -c|xunonnu-6(7H)-oHa;

(S)-10-((5-x10p-2-((3R,55)-3,5-AurnipOKCUNTUITEPUINH- | -FT) TUPUMUANH-4 - U1 )aMHHO )-2 -
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3 -C [ X MUHOJH-
6(7H)-oHa;

(S)-10-((5-xm0p-2-((1R,5R)-1-(runpoxcumermn)-5-metuin-3-azadbunnkio[ 3.1.0]rexkcan-3-
W) TUPUMHIIH-4-1JT)aMUHO )-2-1iuKJionponui-3,3-nudrop-7-merun-1,2,3,4-rerparuapo-

[1,4]okcazenuno[2,3-c|xunomnH-6(7H)-oHa,
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(S)-10-((5-xm0p-2-((1S,5S)-1-(runpoxcumernn)-S-meTuin-3-azadurukinol3.1.0rekcan-3-

W) TUPUMH I H-4-1JT)aMUHO )-2-1uKJionponui-3,3-nudrop-7-merun-1,2,3 4-rerparuapo-
[1,4]okcazenuno[2,3-c|xunomnH-6(7H)-0oHa,

(S)-10-((5-x10p-2-((3R,5R)-3-dpTOp-5-runpokcununepuanH- 1 -uin) mMpuUMHUINH-4-1JT1)aMHUHO )-
2-nuksionponui-3,3-nupTop-7-metuin-1,2,3 4-rerparunpo-[ 1,4 ]okcaszenuno| 2,3 -C | X uHOIHH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((3S,5S)-3-prop-5-ruapoxcununepuant- 1 -ua) MupUMUIHH-4- 11 )aMHHO )-
2-nuknonponui-3,3-quprop-7-metun-1,2,3,4-rerparuapo-[ 1,4 ]okcazenuHo[ 2, 3-C [ XUHOTHH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((R)-7-runpokcu-5-azacrupo[ 2.5 JokraH-5-mn)mupUMHIUH-4- 1T )aMUHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((S)-7-runporcu-5S-azacnupo| 2.5 JokraH-5 -1 MU pUMUAHH-4-HIT)aMHHO )-2 -
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MHOJH-
6(7H)-oHa;

(S)-10-((5-x10p-2~(MeTHI(TIPOIHIT ) aAMUHO ) TUPUMHTUH-4 -1 )aAMUHO )-2-IIUKJIOTPONTHI-3, 3 -
mudrop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazennno| 2,3 -c|xunonnna-6(7H)-oHa;

(S)-10-((5-x10p-2-((3R,4S)-3-(runpoKCUMETHI)-4-METUITUPPOIUANH- | -WJT) TUpUMUANH-4 -
WJT)aMUHO)-2-IuKJonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c|xunonuH-6(7H)-oHa;

(S)-10-((5-x10p-2-((3S,4R)-3-(rHIpOKCUMETHIT)-4-METHUITUPPOTHU AN H- | -1JT) TUPUMUANH-4 -
WJT)aMHHO)-2-1uKIonponui-3,3-nudrop-7-metun-1,2,3,4-rerparunpo-[ 1,4]okcazenuno[ 2,3-
c]xunonuu-6(7H)-oHa;

(S)-10-((5-x10p-2-((2-ruAPOKCHATII )(TTPOITHIT )aAMHHO )ITHPUMHUANH-4- T )aMHHO))-2 -
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oHa;

(S)-10-((5-x10p-2-(5-a3actmpo[ 2. S]|oKTaH-5 - W) TUPUMHUINH-4-FJT)AMUHO )-2 -IIUKJIOTIPOTTHII-
3,3-mudrop-7-metmin-1,2,3,4-rerparuapo-| 1,4 |okcazenuno[2,3-¢c|xunonua-6( 7H)-oHa,

(S)-10-((5-x10p-2-(((R)-3-METOKCH-2-METHIITPOIIIT )aAMUHO ) TUPUMHTHH -4 -1 )aMUHO ) -2 -
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuHo| 2,3-C [ X MUHOJUH-
6(7H)-oHa;

(S)-10-((5-x70p-2-(((S)-3-MeTOKCH-2-METUIIPOTTHI ) AMHUHO ) TUPUMHIUH-4-1JT)aMUHO ) -2~
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]okcazennno| 2,3 -C [ X MHOJIUH-

6(7H)-oHna;
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(S)-10-((5-x10p-2-(3,3-ArMeTHIIA3e TUANH- | -1 ) TUPUMHU TN H-4-1JT)aMHUHO )-2 - LIUKJIOTIPOTTHI-
3,3-mu¢rop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3-c|xunonun-6(7H)-oHa;

(S)-10-((5-x10p-2-(3-MeTunazeTuauH- | -1 MUPUMUANH-4-1JT)aMUHO ) -2 - LIUKJIONPOnni-3,3-
mudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazennno| 2,3 -c|xunonnn-6(7H)-oHa;

(S)-1-(5-xn0p-4-((2-umknonponui-3,3-auprop-7-meTni-6-okco-1,2,3,4,6,7-rekcaruapo-
[1,4]okcazenuno|2,3-cxuHOMuH-10-11)aMUHO ) TUPUMUINH-2-1IT)a3e TUANH-3-KapOOHUTPHIIA,

(S)-10-((5-x10p-2-(3-pTOpazernaun- 1 -U1)MTUPUMUANH-4-HJT)aAMUHO)-2 - IIUKJIONPONHI-3,3-
mudrop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazenuno| 2,3 -c|xunonun-6(7H)-oHa;

(S)-10-((5-x10p-2-((R)-3-(mudpTopmeTnn)munepuanH- 1 -uin) IUpUMHIUH-4-1JT)aMUHO)-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oHa;

(S)-10-((5-x70p-2-((S)-3-(mudTopMeTHI) MTUTIEPUINH- | -HIT) TUPUMHUINH-4-HIT)aMHIHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJH-
6(7H)-oHa;

(S)-1-(5-xnop-4-((2-uuknonponun-3,3-audrop-7-meTun-6-okco-1,2,3,4,6,7-rekcaruapo-
[1,4]okcazenmno| 2,3 -c|xuHONMH-10-11)aMIHO ) TUPUMUANH-2-1T)-3-METUIIa3€ TUANH-3 -
KapOOHUTPUIIA,

(S)-2-(1-(5-xnop-4-((2-uuknonponuin-3,3-nudpTop-7-meTun-6-okco-1,2,3,4,6,7-rexcaruapo-
[1,4]okcazenmno| 2,3 -c]xuHonuH-10-11)aMIHO ) TUPUMUANH-2 -1 )a3€THIUH-3 - 1T )alleTOHUTPUIIA,

(S)-10-((5-x10p-2-(3-(mudTopMeTHIT )a3eTUINH- | -1IT) TUPUMUINH-4-1JT)aMHHO)-2-
nukyonponui-3,3-augrop-7-merun-1,2,3 4-rerparuapo-| 1,4]okcaszennsol 2,3-c | X MHOIMH-
6(7H)-oHa;

(S)-10-((2-(a3eTunuH-1-11)-5-X TOPIUPUMUAUH-4 -1 )aMHHO ) -2 - IUKJIONPONHI-3,3-nudTop-7-
metui-1,2,3 4-tetparunpo- 1,4]okcazenuno| 2,3 -c |xunonun-6(7H)-oHa;

(S)-10-((5-x710p-2-(3-MeTOKCHa3eTHINH- | -UJT)TUPUMHUTUH-4-HJT)aMHUHO )-2 -IIUKJIONPONHI-3, 3 -
mudrop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazenuno| 2,3 -c|xunonnna-6(7H)-oHa;

(S)-10-((5-x10p-2-(3-METOKCH-3-MeTHIIA3€ TUANH- | -1 TUPUMHU TN H-4-1JT)aMHUHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno|2,3-C [ X MUHOWH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((R)-3 -3THNNHP pOTUANH- | -UIT) TUPUMHUINH-4-HJT)AMUHO)-2-[IUKJIOTIPOTTHJI-
3,3-mudrop-7-metmi-1,2,3 4-rerparuapo-| 1,4 |okcazenuno| 2,3 -c|xunonua-6( 7H)-oHa,

(S)-10-((5-x10p-2-((S)-3 -3 TUAIUPPONUANH- | -1 ) TUPUMHUINH-4-1JT)aMUHO )-2-LIUKJIOTTPOTT I

3,3-nmudrop-7-metmi-1,2,3 4-rerparuapo-| 1,4 |okcazenuno| 2,3 -c|xunonua-6( 7H)-oHa,
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(S)-10-((5-x10p-2-((R)-3-¢pTOp-3-MeTHIIIUTIEPUANH- | - HIT) TP UMHUTUH-4-1JT)aMHUHO )-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-[ 1,4]okcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((S)-3-pTOp-3-MeTHIMUNIEPUANH- | -1IT) TUPUMHUIUH-4-UJT)aMHHO )-2-
nukJonponui-3,3-augrop-7-merun-1,2,3 4-rerparuapo-| 1,4]okcasenusol 2,3-c | X uHOIMH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((R)-3-ruapOoKCH-3-MEeTHIITUPPOITU TN H- | -HJT) TUPUMUIUH-4-HJT)aMHHO )-2 -
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oHa;

(S)-10-((5-x710p-2-((S)-3-ruapPOKCH-3 -METHITUPPOTUANH- | -UIT) TUPUMUAUH-4 - 1T )AMUHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJH-
6(7H)-oHa;

(S)-10-((2-((3S,5R)-3-amMmuHO-5-MeTUIMUIIEPUANH- | -1IT)-5-X TOPITUPUMUANH-4-HIT)aMHHO )-2 -
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MHOJH-
6(7H)-oHa;

(S)-10-((2-((3R,5S)-3-amuHO-5-MeTUIMHUIIEPUANH- | -1IT)-5-XTOPITUPUMUANH-4-HIT)aMHHO )-2 -
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oHa;

(25)-10-((2-(6-okca-3-azabumukio[ 3. 1.1 renran-3-wm)-5-X10pMUPUMHINH-4- U1 )JaMUHO))-2 -
nuksonponui-3,3-qudrop-7-metun-1,2,3 4-rerparunpo-| 1,4]oxkcazenuno[ 2,3-c| X MIHONNH-
6(7H)-oHa,

(S)-10-((5-x10p-2-((R)-3,3-nudTOp-S-ruapoKkcununepuanH- 1 -1 ) nupuMuaH-4-1I1)aMHHO )-
2-nuknonponui-3,3-qudprop-7-meTuin-1,2,3,4-rerparuapo-[ 1,4 ]okcazenuHo[ 2, 3-C [ X UHOTHH-
6(7H)-oHa;

(S)-10-((5-x70p-2-((S)-3,3-audTOp-5-rUAPOKCUIHIIEPUIIH- | -1JT) THPUMUAUH-4 -1 )aMHHO )-
2-nuknonponui-3,3-qudrop-7-meTn-1,2,3,4-rerparuapo-[ 1,4 |okcazenuHo[ 2, 3-C [ XUHOTMH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((R)-2-MeTUATHOMOP(OIHHO ) TUPUMUAHH-4-HIT)aMHHO ) -2 -LIUKJIOTP OTTHJI-
3,3-mudrop-7-metmi-1,2,3 4-rerparuapo-| 1,4 |okcazenuno[ 2,3 -c|xunonna-6( 7H)-oHa,

(S)-10-((5-x70p-2-((S)-2-MeTunTHOMOP( ONHHO ) TUPUMHUANH-4- 1T )aMHHO )-2 - LIUKJIOTPOTIHII-
3,3-mudrop-7-metmi-1,2,3 4-rerparuapo-| 1,4 |okcazenuno| 2,3 -c|xunonua-6( 7H)-oHa,

(S)-10-((5-x10p-2-((R)-4,6-numeTun- 1 ,4-nrazenas- 1 -1 IUPUMHUIUH-4-UIT)aMHHO )-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]okcazennno| 2,3 -C [ X MHOJIUH-

6(7H)-oHna;
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(S)-10-((5-x10p-2-((S)-4,6-numeTun-1,4-nuazenan- 1 -um) mUpUMUINH-4-1T)aMHHO )-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-[ 1,4]okcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oHa;

(S)-10-((5-xm0p-2-((S)-rexcarugponupposno| 1,2-a]nupazun-2(1H)-um)nupumuaun-4-
WJT)aMHHO)-2-1uKIonponui-3,3-nudprop-7-metun-1,2,3,4-rerparunpo-[ 1,4]okcazenuno[ 2,3-
c]xunonuH-6(7H)-oHa;

(S)-10-((5-x10p-2-((R)-rexkcarunponuppono| 1,2-aJnupazun-2(1H)-un)nupumuaun-4-
WJT)aMUHO )-2-IUKJIoNponuI-3,3-nudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c]xunonmuH-6(7H)-oHa;

(S)-10-((5-x10p-2-((R)-6-0kcorekcarunponuppodo| 1,2-almupazun-2( 1 H)-wm) mupumuains-4-
WJT)aMUHO)-2-IuKJIonponui-3,3-qudrop-7-metun-1,2,3 4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c|xunonuH-6(7H)-oHa;

(S)-10-((5-x10p-2-((S)-6-okcorekcarugponuppono| 1,2-a]nupazun-2(1H)-un)mupumuaa-4-
WJT)aMUHO)-2-IUKJIonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c|xunonuH-6(7H)-oHa;

(S)-10-((5-xm0p-2-((R)-8-rugpokcu-6-azacnupol 3.5 |HoHaH-6-1IT) T pUMUANH-4 -1 )aMHHO ) -
2-uuknonponi-3,3-nqudrop-7-meTmi-1,2,3,4-rerparuapo-[ 1,4 |okcazenuHo[ 2, 3-C [ XUHOIMH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((S)-8-runpoxcu-6-azacnupo| 3.5 |JHoHaH-6-MIT) TUPUMHUANH-4- T )aAMUHO )-2 -
nuksonponui-3,3-qudrop-7-metun-1,2,3, 4-rerparunpo-| 1,4]oxkcazenuno|2,3-c|x utHONNH-
6(7H)-oHa,

(S)-10-((5-x10p-2-((3R,5S)-3-ruapOKCH-S-METHIITUNIEPUTUH- | -1 ) TUPUTUH-4-1JT)aMUHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oHa;

((S)-10-((5-xmop-2-(4,4-nudTopnunepuaus- 1 -ua)mupUINH-4-11)aMHHO )-2 - IAKIOMPOTIHJI-
3,3-mu¢rop-7-metuin-1,2,3, 4-rerparuapo-| 1,4 |okcazenuno|2,3-c|xunonua-6( 7H)-oHa,

(S)-10-((5-x10p-2-((S)-4,4-nupTop-3-MeTUIIHUIEepUANH- | -UIT) TUPUMUAUH-4- 1T )AMUHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJUH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((R)-4,4-nudrop-3 -MeTranunepuauH- | -1i) M pUMUAAHH-4 -1 )aMAHO ) -2 -
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3 -C [ X MUHOJH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((R)-4,4-nudprop-3 -MeTuanunepuuH- 1 -ui) M puUMUANH-4-HJ1)aMUHO ) -2 -
uksonponui-3,3-qudrop-7-metun-1,2,3 4-rerparunpo-| 1,4]oxkcazenuno[ 2,3-c| X MIHONNH-

6(7H)-oHa;
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(S)-10-((5-x10p-2-((S)-4,4-mupTop-3-MeTUINHUIIEPUANH- | -UIT) TUPUMUANH-4- 11T )AMUHO )-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3,4-rerparunpo-[ 1,4]okcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((S)-3-MeTUAMUPPONUAMH- | - U ) TUPUMHU TN H-4-1JT)AMUHO )-2-
nukJonponui-3,3-augrop-7-merun-1,2,3 4-rerparuapo-| 1,4]okcasenusol 2,3-c | X uHOIMH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((R)-3-MeTUAIHPPONUANH- | -HJT) TUPUMUTUH-4- 11T )AMUHO )-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((3R,5S)-3-PpTOp-S-MeTHATHIIEPUANH- | -HJT) TUPUMUANH-4 - AT )aMHHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3-C [ X MUHOJH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((3R,5S)-3-MeTOKCH-S-MeTHITUTIEPUANH- | -1 TUPUMHIUH-4-1JT)aMUHO )-
2-uuknonponui-3,3-nudrop-7-meTuin-1,2,3,4-rerparuapo-| 1,4 ]okcazenuHo[ 2, 3-C [ XUHOINH-
6(7H)-oHa;

(25)-10-((5-xmop-2-(2,6-1UMETUATHOMOP(OITHHO) TUPUMHUANH-4-HIT)aMHHO ) -2 - LTUKJIOTP OTTHJI-
3,3-nmudrop-7-metmi-1,2,3, 4-rerparuapo-| 1,4 |okcazenuno| 2,3 -c|xunonua-6(7H)-oHa,

(25)-10-((5-xnop-2-(3,4-nUMeTUIIHUIIEPUANH- | -1JT) THPUMUANH-4- 11 )aMUHO)-2-
nuksonponui-3,3-qudrop-7-metun-1,2,3,4-rerparunpo-| 1,4]oxkcazenuno[ 2,3-c| X MIHONNH-
6(7H)-oHna;

(2S)-10-((5-xn0p-2-(2,3-nuMeTUIUIEPUANH- | -HJT) TUPUMHUIANH-4-H1JT)aMHHO))-2 -
ukonponui-3,3-nudrop-7-metn-1,2,3, 4-rerparunpo-| 1,4]Jokcazenuno[ 2,3 -¢|X MIHOINH-
6(7H)-oHa;

(25)-10-((5-xnm0p-2-(2,6-nuMeTHII- | -OKCUIOTHOMOP(OITHHO ) TUPUMHUANH-4-UJT)aMHHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((2R,5S)-2-(rUIPOKCUMETHIT)-S-METHIIMTUNIEPUTUH- | -1 ) TUPUMHUITH-4 -
WJT)aMUHO)-2-IuKJIonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c|xunonun-6(7H)-oHa;

(25)-10-((5-xmop-2-(2,6-numerni-1, 1 -mnokcCHIOTHOMOP G ONNHO ) TUPHUMHUIUH-4-1JT)aMHUHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3 -C [ X MUHOJH-
6(7H)-oHa;

(25)-10-((5-xnmop-2-(2,5-nUMEeTUIIHUIIEPUANH- | -1JT) THPUMUANH-4- 11 )aMUHO))-2-
uksonponui-3,3-qudrop-7-metun-1,2,3 4-rerparunpo-| 1,4]oxkcazenuno[ 2,3-c| X MIHONNH-

6(7H)-oHa;
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(S)-10-((5-xm0p-2-((3S,5S)-3-ruppoKcH-S-MeTHIIHUIEPUINH- | -1IT) U pUMUATH-4- 1T )JaMHHO )-
2-nuksonponui-3,3-nugrop-7-metuin-1,2,3 4-rerparunpo-[ 1,4]okcazenunol 2,3-c|xuHONMMH-
6(7H)-oHa;

(25)-10-((5-xnop-2-(6-runpokcu-1,4-nuazenas- 1 -un)nUpUMUANH-4-1T)aMHHO )-2-
nukJonponui-3,3-augrop-7-merun-1,2,3 4-rerparuapo-| 1,4]okcasenusol 2,3-c | X uHOIMH-
6(7H)-oHa;

(25)-10-((5-xnop-2-(6-runpokcu-4-(metmn-ds)-1,4-nuazenas- 1 -un)mUpUMHINH-4-1JT)aMUHO )-
2-nuknonponui-3,3-quprop-7-metun-1,2,3,4-rerparuapo-[ 1,4 ]okcazenuHo[ 2, 3-C [ XUHOTHH-
6(7H)-oHa;

(25)-10-((2-(3-(2-(a3eTunuH- 1 -11)-2-0KCOITHI)-S-MeTHIINTUTIEPUAHH- | -1T)-5-
XJIOPITUPUMHUIUH-4-JT)aMHHO )-2-IUKJIONpOonui-3,3-nudTop-7-metui-1,2,3,4-reTparuapo-
[1,4]okcazennno[2,3-c|xuromnH-6(7H)-0Ha,

(25)-10-((2-((3S,5R)-3-(2-(azeTnnuH- 1 -1i1)-2-OKCOITHII )-S-METHIITUIIEPU N H- | -1T)-5-
XJIOPTTUPUMHUIUH-4-IT)aMHUHO )-2-IIUKJIONpOonui-3,3-nudTop-7-metuin-1,2,3,4-retparuapo-
[1,4]okcazenuno[2,3-c|xuromnH-6(7H)-0Ha,

(25)-10-((2-((3R,59)-3-(2-(azeTnnuH- 1 -11)-2-0KCOITHI )-S-METHITUIIEPUANH- | -711)-5 -
XJIOPTTUPUMHUIUH-4-1IT)aMHUHO)-2-IUKJIOnponui-3,3-nudTop-7-metuin-1,2,3,4-rerparuapo-
[1,4]okcazenuno|2,3-c|xuromnH-6(7H)-0Ha,

(25)-10-((5-xmop-2-(3-(2-(3,3-nudropazerunut- 1 -1i)-2-0KCOI T )-S-METHUITUNIEPUANH- 1 -
W) TUPUMU I H-4-1JT)aMUHO )-2-1iukJionponui-3,3-nudrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcazenuno|2,3-c]xunonuH-6(7H)-oHa;

(25)-10-((5-xnmop-2-((3R,55)-3-(2-(3,3-nudropazeTuaut- 1 -ui)-2-0OKCOITHIT)-5-
METUJITHIIEPUANH- | -UJT) TUPUMUANH-4-HJT)aMUHO )-2 -IIUKJIOTPONIII-3,3 - TudTOp-7-MeTHII-
1,2,3,4-tetparunpo-| 1,4]okcazenuno[2,3-c|xunonua-6(7H)-oHa,

(25)-10-((5-xmop-2-((3S,5R)-3-(2-(3,3-nudTopazeruaun- 1 -ui)-2-OKCOITHIT)-5-
METUJIHIIEPUANH- | -WJT) TUPUMUINH-4-HJT)aMUAHO )-2 -IIUKJIONPONIII-3,3 - TudTop-7-MeTHII-
1,2,3,4-tetparunpo-| 1,4]okcazenuno[2,3-c|xunomna-6(7H)-oHa,

(25)-10-((2-(3-(azerunun-1-kapOonun)-4,4-nudropnunepunu- 1 -mn)-S-x TOpUpUMUIHH-4-
WJT)aMUHO)-2-IuKJIonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c|xunonuH-6(7H)-oHa;

(25)-10-((5-xmop-2-(3-(3,3-audropazeruaun- 1 -kapoounn)-4,4-nudropnunepuaus-1-
WUT)TUPUMH I H-4-1JT)aMUHO )-2-IUKJIonponi-3, 3 -nudrop-7-merun-1,2,3 4-rerparuapo-

[1,4]okcazenuno[2,3-c|xuromnH-6(7H)-0Ha,
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(25)-10-((5-xmop-2-(3-(2-(3,3-nudropazerunus- 1 -ui)-2-okcor T )-4,4-mud TopIHUne puIH-
1 -mn)mupuUMHIUH-4-1IT)aMUHO ) -2 -IUKJIonporii-3, 3-audrop-7-metuin-1,2,3,4-rerparuapo-
[1,4]okcazenuno[2,3-c|xunomnH-6(7H)-0oHa,

(25)-10-((2-(3-(2-(azeTunun-1-un)-2-okcoatun)-4,4-nudTopnunepuaus- 1 -mn)-5-
XJIOPTIUPUMHUINH-4-HIT)aMUHO )-2-LUKIoNponui-3, 3-audrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcazenuno|2,3-c|xuHoauH-6(7H)-0Ha,

(25)-10-((5-xnm0p-2-(3-> THHUIIHITEPUIUH- | -1JT) T pUMUIITH-4- 11 )JaMHHO )-2 - IUKJIOTP OTTHJI-
3,3-mudrop-7-metuin-1,2,3, 4-rerparuapo-| 1,4 |okcazenuno|2,3-¢|xunoaun-6(7H)-oHa,

1-(5-xn0p-4-(((S)-2-uuknonponui-3,3-agudTop-7-meTun-6-okco-1,2,3,4,6,7-rekcaruipo-
[1,4]okcazenuno| 2,3 -c|xuHONMMH- 1 0-11)aMIHO ) TUPUMUANH-2 - ) TUTIEPUANH-3-KapOOHUTPHIIA,

(S)-10-((5-x10p-2-((4,4- 11 TOPIHMKIOTEKCHIT )aAMIHO ) TUP UMUIMH-4-1JT)aMHHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuHo| 2,3-C [ X MUHOJUH-
6(7H)-oHa;

(25)-10-((2-(2-a3abunmkio[4.1.0]renTaH-2-1)-5-X JJIOPIHUPUMHU TN H-4-HIT)AMUHO ) -2 -
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuHo| 2,3 -C [ X MUHOJUH-
6(7H)-oHa;

(25)-10-((5-xnmop-2-(3-(nudropmeTnn)munepasuH- 1 -1 MUPUMHUIUH-4-1IT)aMHHO )-2-
uksonponui-3,3-nudrop-7-metun-1,2,3 4-rerparunpo-| 1,4]okcazennno[ 2,3-c| X MIHONINH-
6(7H)-oHna;

(S)-10-((5-x10p-2-((3R,5S)-3-(2-(AMMETUIAMUHO )3 TOKCH )-S5 -METUIIITUIIEPUANH- | -

YUT) T PUMHITH-4-1J1)aMUHO ) -2 - LIUKsionponui-3, 3 -augrop-7-metnin-1,2,3 ,4-rerparuapo-
[1,4]okcazenuno|2,3-c|xuHoauH-6(7H)-0Ha,

(25)-10-((2-(3-(azeTunuH- 1 -kapOOHMIT )- S -METHIUIIEPUINH- | -1JT)- 5 -X TOPITHPUMHIUH-4-
WJT1)aMUHO)-2-IuKionponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c]xunonmuu-6(7H)-oHa;

(25)-10-((5-xmop-2-(3-(3,3-audropazeruan- 1 -kapOOHUIT )-S5 -METUITHITEPUHH- | -

W) TUPUMH U H-4-1JT)aMUHO )-2-IUKJIonpori-3, 3 -nudrop-7-merun-1,2,3,4-rerparuapo-
[1,4]okcazenuno[2,3-c|xunomnH-6(7H)-0Ha,

(S)-10-((5-x10p-2-(3-(rMAPOKCUMETHI )a3e TUAMH- | -HJT) THPUMHUANH-4-1J1)aMHUHO))-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]okcazenuHo| 2,3-C [ X MUHOJUH-
6(7H)-oHa;

(25)-10-((5-xm0p-2-(2~(rUaPOKCUMETNIT )a3E€TUANH- | - 1T ) TUPUMHUIUH-4-1JT)aMHHO )-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-

6(7H)-oHna;
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(S)-10-((5-x70p-2-((S)-2-(ruapOoKCUMETHII)a3e TUANH- | -UJT) TUPUMUANH-4-1IT)aMUHO )-2-
uKJonponui-3,3-gudrop-7-meruin-1,2,3 4-rerparunpo-[ 1,4]okcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((R)-2-(ruapoxcumeTn)a3eTUANH- | -1IT)THpUMUANH-4-1T)aMHHO )-2-
nukJonponui-3,3-augrop-7-merun-1,2,3 4-rerparuapo-| 1,4]okcasenusol 2,3-c | X uHOIMH-
6(7H)-oHa;

(S)-10-((5-x10p-2-(3-(propmeTrn)azeTuauH- | -Ua)TUPUMUINH-4- T )aMHHO)-2-
uKJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C | X MHOJIUH-
6(7H)-oHa;

(25)-10-((5-xmop-2-(2-MeTrna3zeTuAnH- | -1 IUpUMUINH-4-1I1)aMHIHO )-2 - LI KJIOTPOTHJI-3, 3 -
mudrop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazenuno| 2,3 -c|xunonnua-6(7H)-oHa,

(S)-1-(5-xnop-4-((2-uuknonponui-3,3-audrop-7-meTnn-6-okco-1,2,3,4,6,7-rekcaruapo-
[1,4]okcazenmno| 2,3 -c|xuHONNH- 1 0-11)aMIHO ) TUPUMUANH-2 -1 ) TUIEPUANH-4-KapOOHUTPHIIA,

1-(5-xn0p-4-(((S)-2-uuknonponun-3,3-agudTop-7-meTun-6-okco-1,2,3,4,6,7-rekcaruipo-
[1,4]okcazenmno| 2,3 -c]xur0NuH-10-11)aMuHO )TUpUMUAANH-2-111)-5-PpTOop-N,N-
IVMETHIITUIIEPUANH- 3 -KapOOKCaMUa;

(25)-10-((5-xnmop-2-(3-¢proprunepunuH- 1 -1 IUPUMHUANH-4-UIT)aMUHO)-2-LUKJIOMPOTHII-3,3 -
mudrop-7-merun-1,2,3,4-terparunpo-| 1,4]okcazennno| 2,3-c|xunonnn-6(7H)-oHa;

(S)-10-((5-xn0p-2-(4-pTOopIIMnepuarH- 1 -UIT) TUPUMHUTUH-4 -1 )aMUHO )-2-[IUKJIONPONNi-3,3-
mudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazennno| 2,3 -c|xunonun-6(7H)-oHa;

(S)-10-((5-x10p-2-((S)-2-(THaAPOKCUMETHIT) TUPPOTUANH- | -UIT)TUPUMUANH-4-1JT)JaMHHO)-2-
ukonponui-3,3-nudrop-7-metn-1,2,3, 4-rerparunpo-| 1,4]Jokcazenuno[ 2,3 -¢|X MIHOINH-
6(7H)-oHa;

(25)-10-((5-xm0p-2-(2~(METOKCUMETHIT ) TUPPOITU AN H- | -FIT) TUPUMUAMH-4-HJT)aMHHO )-2-
ukJonponui-3,3-gudrop-7-merun-1,2,3 4-rerparunpo-| 1,4]Jokcazenuno| 2,3 -C [ X MHOJIUH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((S)-2-(METOKCHMETHIT ) TUPPONUANH- | -UJT) TUPUMHUAUH-4- 11T )AMUHO )-2 -
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno|2,3-C [ X MUHOWH-
6(7H)-oHa;

(S)-10-((5-x10p-2-((R)-2-(METOKCHMETHIT)TUP POTUINH- | -JT) T pUMUANH-4 -1 )aMUHO ) -2 -
ukJonponui-3,3-gudrop-7-merun-1,2,3,4-rerparunpo-| 1,4]okcazenuno| 2,3 -C [ X MUHOJH-
6(7H)-oHa;

(25)-10-((5-xnmop-2-(2~(ruapPOKCUMETHIT )-3-METUITHUITEPUANH- | -HIT) TUPUMUUH-4-
WJT)aMHUHO)-2-HuKJIonpomui-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-| 1,4 Jokcazennno[2,3-

c]xunonuH-6(7H)-oHa;



34

(S)-10-((5-x10p-2-((S)-4,4-nupTop-2-(rUAPOKCUMETHIT) TUPPOIUANH- | W) TUPUMHUH-4-
WJT)aMUHO)-2-HUKJIonporui-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c|xunonuu-6(7H)-oHa;

(25)-10-((5-xn0p-2-(4-¢pTop-2-(rUAPOKCUMETHI ) TUPPOJIUANH- | - UIT) TUPUMHUTUH-4-
WJT)aMHHO)-2-1uKIonponui-3,3-nudprop-7-metun-1,2,3,4-rerparunpo-[ 1,4]okcazenuno[ 2,3-
c]xunonuH-6(7H)-oHa;

(S)-10-((5-xm0p-2-((2S,4S)-4-Pprop-2-(TUuAPOKCUMETHIT ) TUP POITUANH- | -UJT) TUPUMHUTHH-4 -
WJT)aMUHO )-2-IUKJIonponui-3,3-aqudrop-7-metun-1,2,3,4-retparuapo-| 1,4 |Jokcazenuno[2,3-
c]xunonmuH-6(7H)-oHa;

(S)-10-((5-xm0p-2-((2S,4R)-4-PpTOp-2-(TUAPOKCUMETHIT ) TUP POTHINH- | -HJT) TUpUMUAHH-4 -
WJT)aMUHO)-2-IUKJIonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c|xunonuH-6(7H)-oHa;

(25)-10-((5-xmop-2-(2~(TUAPOKCUMETIIT )-3-METUITTUPPOTUANH- | -1 ) TUPUMU TN H-4-
WJT)aMUHO)-2-IuKJIonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c|xunonuH-6(7H)-oHa;

(25)-10-((5-xmop-2-(4,4-nudTop-2-(ruagpOKCUMETHI ) TUIIEPUANH- | -F1T ) TUPpUMHUIUH-4-
WJT)aMUHO)-2-IUKJIONpOoui-3,3-qudrop-7-metmi-1,2,3,4-rerparuapo-| 1,4 Jokcazenuno[2,3-
c|xunonuu-6(7H)-oHa;

(25)-2-uuknonponui-10-((2-(4,4-mudop-3,S-numernnnunepuaus- 1 -ui)-5-
dTopnmupuMuInH-4-11)aMuHO)-3,3-1udTop-7-metuin-1,2,3,4-rerparuapo-[ 1,4]okcazenunol 2,3-
c]xunonuH-6(7H)-oHa;

(S)-2-umknonponui-3,3-mudrop-10-((S-pTop-2-MopdonuHonMpUMUINH-4-1IT)aMHHO )-7 -
metui-1,2,3,4-tetparunpo-| 1,4]okcazenuno| 2,3 -c | xunonun-6(7H)-oxa;

(S)-2-tmknonponui-3,3-mgudTop-10-((S-pTop-2-((S)-2-MeTHaMOPPOTHMHO )TUPUMHUAH-4 -
wi)aMuHo)-7-meti-1,2,3 4-terparuapo-[ 1,4 Jokcazenuno[2,3-c [xunonuH-6(7H)-oHa,

(S)-10-((2-((1R,5S)-8-okca-3-azadbummkio[ 3.2. 1 JokraH-3-1m)-5-¢p TopnupuMuIuH-4-
WJT)aMUHO)-2-0UKJIonponui-3,3-qudrop-7-metun-1,2,3,4-rerparuapo-| 1,4 |Jokcazenuno[2,3-
c|xunonuH-6(7H)-oHa;

(S)-2-uknonponui-10-((2-(numMeTHIaMuHO )-S5 -h TOPITUPUMUANH-4-11T)aMUHO)-3, 3 -1ud Top-
7-metun-1,2,3,4-rerparunpo-| 1,4]okcazenuno|2,3-c|xunonua-6(7H)-oHa,

(S)-2-mmxnonpornui-10-((2-(nuMeTHIaMHUHO)-5-XIOPIUPUANH-4- 11 )aMUHO)-3, 3 -t Top-7-
metmi-1,2,3,4-tetparunpo-| 1,4]okcasennno| 2,3 -c |xunonun-6(7H)-ona;

(S)-2-mmknonponui-3,3-gudTop-10-((5S-xm0p-2-MopdhonuHONUPUANH-4-UIT)aMHHO )- 7 -METHII-

1,2,3,4-tetparunpo-[ 1,4 okcazennno|2,3-c|xunomna-6(7H)-oHa,
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(S)-2-muknonpornuin-3,3-gudTop-10-((5-xnop-2-((S)--meTunmopdonuno))mupuanH-4-
wi)aMuHo)-7-metii-1,2,3 4-rerparuapo-| 1,4 Jokcazenuno[2,3-c [xunonuna-6( 7H)-oHa;

(S)-2-mmxnonponui-10-((2-(4,4-nupropnunepunus- 1 -um)-5-GropnupuanH-4-1i1)aMUHO ) -
3,3-nudrop-7-metmi-1,2,3 4-rerparuapo-| 1,4 Jokcazenuno| 2,3 -c|xunonua-6(7H)-oHa u

(S)-2-umknonponun-3,3-mudrop-10-((S-pTop-2-((3R,5S)-3-runpokcu-S-meTnnnunepuaus- 1 -
W) TUPUIUH-4-1T1)aMUuHO)-7-MeTui-1,2,3,4-retparunpo-[ 1,4]okcazenuno| 2,3 -c [x unoaun-6(7H)-
OHa.

3. ®apmaieBTUYECKAss KOMIIO3ULIMS, COJEprKallas COeAMHEHUe Mo m. 1 WM m. 2 UiIu ero
(bapManeBTHYECKH MPUEMJIIEMYIO COJIb MJIH COJIbBAT U (hapMaLeBTHUECKU MPHEMJIIEMbIE HOCHTEIb
WJIN BCIIOMOTATEIbHOE BELIECTBO.

4. Coenunenwue 1o m. 1 wim 1. 2 win ero papManeBTHYECKH MpHEeMIIeMasi COJIb HITH COJbBAT
Wi papMarieBTHYeCKast KOMIIO3HLIUS TI0 T1. 3 JUIs IPUMEHEHHS B TEPAIH.

5. Coenunenne no 1. 1 v 1. 2 Uiy ero $papMaleBTHYECKH PpUEMIIEMast COJIb WIIA COJIbBAT
Wi (papMaLeBTHUECKasi KOMIIO3ULIMS 110 1. 3 Al MpUMEHeHUs B JiedeHnu paka, BUY, cerncuca,
peakuuu "TPAaHCIUIAHTAT MPOTHUB XO3siIMHA", HEAJIKOTOJIbHOW JKUPOBOH OOJE3HH TeUeHH,
HEAJIKOTOJIbHOT'O CTEATOreNaTUTa WIH AyTOUMMYHHBIX 3a00JI€BaHHH.

6. Coenunenue mo 1. 1 wim 1. 2 vy ero papmMaLeBTHUECKN PUeMIIeMasi COJIb UM COJIbBAT
i papMareBTHYecKasi KOMIIO3UIMSA 10 I1. 3 JUIs IPUMEHEHHs B JICUEHHH paka B KOMOMHAIMU C
JOTIOJTHUTEJIbHBIM TEPANIEBTHUECKIM CPEICTBOM.

7. CoenuHeHnue wunu (apmaleBTHUECKAs KOMIIO3ULMS AN TNPUMEHEHWs No 1. 6, rne
JOMOJIHUTENIbHOE TEPaNeBTHYECKOe CPEACTBO BbIOpaHO W3 mHruouropa cemericrea BCL-2,
unrudburopa BTK, unruburopa TNF, unruduropa EZH2, unrudturopa HDAC, unrudburopa
kuHa3bl ATR, wunruburopa xuHazel ATM, wunruburopa tuposunkuHazel EGFR wu
KOPTHUKOCTEPOHIA.

8. Coenunenue uian papMaleBTHIECKast KOMIIO3ULHS AJIsl IPUMEHEHHs 1O JIF0OOMY 3 mil. 5-
7, THe YKasaHHbIA pak mpexncraBisier cobor auddysHyro B-kpynmHOKIETOUHYHO JUMpOMY
(DLBCL), ponmukynspuyto mumbomy (FL), mumdpomy bepkurra (BL), aHrmonMMyHOOIaCTHY IO
T-knerounyro mumdomy (AITL), octperit mumdobnactablii neiiko3 (ALL), ocTpblii MUETOUIHBIH
neiiko3 (AML), xponnueckuii muenounHsiii seiiko3 (CML), MHOXXECTBEHHYIO MHUEIOMY, Pak
MOJIOYHOH >Kene3bl, HeMeNKOKJIeTouHbl pak jerkoro (NSCLC) wmmu BHIBI TUIOCKOKJIETOYHOM
kapuHOMbI (SCC) royioBsI U 1IeH, TUINEBOAA, JIETKOTO WIH SUIHUKA.

9. Cnocob neueHuWst paka y CyObeKTa, HY)KTAFOIIErOoCs B TAaKOM JIEUYEHHH, TPU 3TOM
yKa3aHHBI CHoOcO0 BKIIKOYAE€T BBEACHHE TepaneBTHUECKH 3(PQPEKTHBHOrO KOJIWYECTBA
coenuHeHus 1o m. | wim 1. 2 win ero GapMareBTHIeCKH MPUEMIIEMOI COJIU HJIA COJIbBATa WJIH

(dapMaLeBTUYECKON KOMITO3ULIMH IO 11. 3.



36

10. Cnoco6 mno mn. 9, rame ykasaHHbIH pak mnpexncraBisger codoit aupdysHyro B-
kpynHokjerounyoo aumdpomy (DLBCL), pomnukynsapayro mumdomy (FL), numdpomy bepkurra
(BL), anrnonmmyHnoOmactHyto T-knerounyro mumdomy (AITL), octperiit nmumpobnacTHbIi neiko3
(ALL), octpeiii muenouaHbiii seliko3 (AML), xponudeckuii muenouassiii jneiikos (CML),
MHOKECTBEHHYI0 MUEJIOMY, PaK MOJIOUHOM >kene3bl, HeMeKkokyieTouHbll pak jerkoro (NSCLC)
WM BHIBI IUIOCKOKJIEeTOYHOW KapuumHoMmbl (SCC) ronoBsl M IIeH, MHINEBOAA, JIETKOTO WU

SIMYHUKA.
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