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COEJUHEHUA, COAEPKAIIIUE TETPAT'MJIPOUHIOJIN3NH-1-KAPBOKCAMU/T
B KAYECTBE HHTUBUTOPOB BCL-2

IlepexpecTHasi cCHLIKA HA POACTBEHHbIE 3AIBKH

[0001] Hacrosimas 3asiBKa HCIIpAIINBAET IPUOPHUTET IMPeaBAPUTENbHON 3asaBKH Ha naTHeHT CIITA
Ne 63/160,208, momanuoit 12 mapra 2021 r., comep:kaHue KOTOPOW IMOJHOCTHIO BKJIIOUEHO B

HaCTOSIH_[I/Iﬁ AOKYMECHT IMOCPEACTBOM CCBIJIKH.
Oo6nacTs n3006perenusn

[0002] Hacrosinee nzo0peTeHre HaIpaBaeHO Ha HHTHOMTOPBI OeNKkoB B-kineTounoit mumdombr 2
(BCL-2). Onncansble 31eCk HHTHOUTOPBI MOTYT OBITH IOJIE3HBI IIPH JICYSHNH 3a00I€BaHIH HITH
Hapymenuii, cBszaHHbix ¢ BCL-2. B wactHOCTH, W300peTeHHMe Kacaercs COETUHEHHH |
(dapmaneBTHYeCKHX KOMIO3ULUH, nHrHOUpyomux BCL-2, cnocoboB neueHust 3a00ieBaHuil Wit

paccTpoiicTs, cBsizanHbIX ¢ BCL-2, 1 ciocoOoB CHHTE3a 3THX COEIUHEHU.
YpoBeHb TEXHHKH

[0003] AmonTo3, WM  3amporpaMMHpOBaHHAass THOENb KJIETOK, MPEACTAaBIsSeT CoOOM
(bUBHONIOrHYECK I MPOLECC, KOTOPBIH HMEET pellarollee 3HAUeHHe i SMOPHOHAIBHOTO
Pa3BUTHSI U MOAAEP KAHHS TKAHEBOTO TOMEOCTasa.

[0004] Hapymierue peryisiiny anmonTo3a CBA3aHO ¢ HEKOTOPHIMU maTonorusMu. [1oBeIIEHHBIH
amorTo3 CBsI3aH C HEWPOJAEreHEepaTUBHBIME 3a00JEBAHUSIMH, TAKUMH Kak Oosne3Hb [lapkuHCOHA,
Oone3nr Aunbureiimepa u umemus. M HaoOOpoT, AepHUUUT peasu3alud amonTo3a HUrpaeT
CYLIECTBEHHYIO POJIb B Pa3BUTHUU PAKOBBIX 3a00JIEBAaHUI M HMX XHMHUOPE3UCTEHTHOCTH, MPH
AyTOMMMYHHBIX 3a0OJI€BaHUSAX, BOCHAIUTEIBHBIX 3a00JIEBAHUSX W BUPYCHBIX HH(EKIHIX.
CoOOTBETCTBEHHO, OTCYTCTBUE AMOMNTO3a SIBJIETCS OOHUM M3 (DEHOTUIHYECKUX MPU3HAKOB paka
(Hanahan, D. et al., Cell, 2000, /00, 57-70).

[0005] CemetictBo OenkoB BCL-2 wurpaer ocHoBHyi posib B oHkorenese. benku BCL-2
XapaKTepu3yrTcs HanmuuneMm noMeHoB romonoruu BCL-2 (BH). AntuanmonTtotudeckue Oenku
conep:kat Bce nomensl BH1-4; npoanonroruyeckue Oenku comepskat Ju00 Tonbko qomen BH3,
nubo Heckonbko momenos BH. Jlomen BH3 HeoOxoaum 1Jisi BBIMOJHEHHUS MPOAMON TOTHYECKON

¢byakunn dtHX OenkoB. B anTnanonrotnueckux Oenkax momeHn BH3 ocraercs CKpBITBIM HH
1
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CKPBITBIM BHYTpH JApyrux pomenoB BH, wu, crnemoBarenbHO, OHH (DYHKLUHOHHPYIOT
WCKJIIOUNTENTLHO KaK 3alllUTHUKU BhDkUBaHUS KieTok. benku BCL-2 ucnonssyrot nomens: BH
IUTS. B3AUMOJENCTBHS Ipyr ¢ apyroM. Antuanontorudeckue 6enku BCL-2 B3auMomencTByOT ¢
OPOANONTOTHYECKUMH YWIEHAMH W WHTHOUPYIOT UX (PYHKUHWIO ISl MOAAEp:KaHHUS KJIETOYHOTO
romeocrasa. MMeHHO  u3MeHeHHe  OajlaHCa  MEXKIY  AHTHAMONTOTHYECKMMH U
npoanonroruueckumu OeiaxkamMu BCL-2 MokeT penuTh Cy150y paKOBbIX KJIETOK.

[0006] IIpoTnBOpaKOBEIE TepaleBTHUYECKHE CPEACTBAa, HalejeHHble Ha cemeiicteo BCL-2, B
OCHOBHOM COCPEOOTOYEHbl Ha HEUTPAIHM3AIUN OTHOTO HJIM HECKOJBKUX aHTHAMONTOTHUYECKUX
YJIEHOB MyTeM WHIUOMpOBaHHS WX (PYHKUUH C HCIOJb30BAHHEM HU3KOMOJIEKYIISIPHBIX
HHTHOUTOPOB WJIM TYTEM MOMAABJEHHS HX OSKCIPECCHU C HCIOJIb30BAHHEM AHTHCMBICIOBBIX
ONMTOHYKJIEOTHIOB. Mpaes 3akimouanace B TOM, 4TOObI HMHrHOMPOBaTh  (DYHKIIHIO
anTHanonTotuyeckux wieHoB BCL-2 u, TakuM 006pa3oMm, MO3BOJIUTE MPOAMON TOTHYECKUM UJIeHAM
BBI3BIBATh MMO€/Ib KJIETOK B PaKOBBIX KjeTkaxX. OmHAKO ObLIO OOHAPYIKEHO, YTO PAKOBBIE KJIETKH,
obpabotanHbie uWHruOutTopamu Bcl-2, akTHBHPYIOT Apyrde AaHTHANONTOTHYECKHE OeNKH
cemeiictea BCL-2 wmmun He-BCL-2, yuacTtByromme B BBDKHBAHWU KJIETOK, YTO NPUBOIUT K
TeparneBTHYECKON Pe3NCTEHTHOCTH.

[0007] CyuiecTByeT moTpeOHOCTh B TEPANEBTHUYECKUX areHTaxX, KOTOPble MOTYT WHIYLUPOBAThH
rufenb KJIETOK B OMYyXOJsIX WM pake ¢ moBbiuieHHOH skcnpeccueii BCL-2. Dto u3zobperenue
npenHa3HAYEeHO IJIs YIAOBJIETBOPEHHS STHX HEYIOBJIETBOPEHHBIX MOTPEOHOCTEH, CBA3aHHBIX C

TeKyiuel Tepanueit nHruouposanus BCL-2.

Kpartkoe onucanne n3ob6pereHus

[0008] ITepeoiii acnekT n300peTeHNst OTHOCUTCS K coeauHeHusM Dopmysl (1)



PCT/US2022/019998

(R1)m
N.__O
R,0 AL Rstn
/ @)
N N
OL© ),

U uX (hapMaleBTHYECKH MPUEMJIEMbIE COJIH, CTEPEOU3OMEPHI, COJILBATHI, MPOJIEKApCTBA
UJIM TAyTOMEDBI, TE:

KOJIBIIO A BRIOHMPAIOT M3 apujia HIIH FeTEPOAPHIIa;

kakeii R1 HesaBucumo BeiOuparot us ranorena, —OH, —CN, -NO», C1—C¢ ankuna, C2—Cs
ankenuna, Cr—Ce ankuuuna, C1—Ce ranorenankmna, C1—Cs anxokcu, C;—Cs ragoreHajIKoKcH,
apuna, — C(O)ORs u —C(O)NRsRg, rae apun HeoOs3aTeIbHO 3aMeleH OJHUM U HECKOIbKUMHU
R7;

R» Beiouparor u3 H, C1—Cs ankuna u —C(O)R4;

Rs; BoeiOpator u3 3-8-unennoro rerepouukiwia, —O(CH20);Rs u —N(Ro),, rme
TETEPOIHKIINIT HEOOSM3aTENbHO 3aMEIleH OMHUM UJTH HECKOIBKUMHU Rio;

kaxabii Re HezaBucumo Beibpatot u3 H u C1—Cs ankuna;

kaxapiid Rs Hesasucumo Beidpatot u3 H, C1—Ce ankumna, (CH2)pOR11, (CH2)pN(R11)2 1
S(0)2R1;

kakneiii Re HezaBucumo BeiOparoT u3 H u C1—Cs ankuna,

umi Rs u Rg BMecTe ¢ aTOMOM, K KOTOPOMY OHH IIPHCOEIHHEHBI, BMeCTe 0OpasyroT 3-10-
YJICHHOE TETEePOIUKJINIIEHOE KOJIBIO, AONONMHUTENILHO cojeprkamee 1, 2 wim 3 rerepoaTtoma,
BbIOpanHbIX U3 N, O u S, r11e reTepOouKInI He00A3aTENBLHO 3aMEIeH OMHUM HITH HECKOJIbKHMH
Rui;

kakneiii R7 HesaBucumo BoiOpator u3 rajoreHa, —OH, —CN, C;—C¢ ankumma, C—Cs

anxkermwna, Cr—Ces anxkuamna, C1—Ce ranorenankuia, C1—Cs ankokcn u C1—Ce rajioreHaIKOKCH,
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Rs BeiOpator uz H, Ci-Cs anxuma, C2-Cs ankenmna, C2-Cs ankuauia U 3-8-4jI€HHOTO
TETEPOIUKIINIIA, T/I€ TETEPOIUKITHII HEOOA3aTENBHO 3aMEIIEH OJHHM HIJTH HECKOJbKUMH Rio;

kakneiii Ro HezaBucumo BoiOparoT U3 H, C1—Ce¢ anxuma, C2—Cs ankenmna u Cr—Cs
AJIKMHWJIA,

kel Rio HezaBucumo BuiOparoT u3 C1—Cs ankuna, C,—Ce ankennna, Co—Cs ankuHUIIA,
rajjorena u —OH,;

kakaeiii Ri1 HezaBucumo BeioparoT u3 H u C1—Ce ankuna;

m mpeacTaBiseT co0oi nenoe ynucio, Beiopaemoe n3 0, 1,2, 3, 4u 5; u

n npeacTasBiseT coboi 1enoe yucio, Beidpaemoe u3 0, 1, 2, 3, u 4;

0 mpeAcTaBIsieT coOO¥ 1e0e uncio, Beiopaemoe u3 0, 1, u 2; u

p mpencrasiseT cobol 1enoe yucio, Beidpaemoe u3 0, 1,2, 3,4, 5, u 6.

[0009] [Ipyroii acmekT u300pETEHHS OTHOCUTCS K (hapMameBTHUYECKHM KOMITO3UITUSIM,
comepskaium coenuHerne Gopmysibl (I) nim ero papMaleBTHYECKH MPHEMIIEMYIO COJIb, THAPAT,
CONbBAT, CTEpeoM3OMep WM TayToMep u (apMaleBTHYECKH MPHEMJIEMbIH HOCHTEJb.
dapmarieBTHUECKH MPUEMJIEMbIii HOCHTEIb MOYKET MOMOJHUTENBHO BKJIIOUATH SKCLHIIHAEHT,
pa3baBHUTENb WM MOBEPXHOCTHO-AKTUBHOE BELIECTBO.

[0010] dpyroit acmekT u300peTeHHss OTHOCHTCS K cmnocoOy JieueHus 3aboneBaHUs HIIH
HapyIIeHHUs, CBsI3aHHOTO ¢ moxayJisiuel Oenkoe BCL-2, takux kak uzodopma 1 u uzodopma 2.
Croco6 BKJIIOYAET BBeNEHHE MALMEHTY, HYKOAIOIIeMyCss B JieueHHH 3a0oieBaHuil WM
paccTpoiicTBa, cBsizaHHbIe ¢ MoayJsiuei 0enkoB BCL-2 a¢hdekTHBHOE KOTHYECTBO COEOMHEHHS
dbopmyiiet (I) wiu ero papmanieBTHUECKH MPUEMIIEMOI COJIH, THApATA, COJIbBATA, CTEPEOH30MEpa,
TayToMepa Wid (hapMaleBTHIECKONH KOMITO3UIIHH.

[0011] [Ipyroii acmekT H300peTeHHst OTHOCHTCS K crnocol0y uHrubupopanusi Oenkos BCL-2,
BKJIIOUAsi, HO HE OTPaHUYMBAsICh UMH, H3ohopmy 1 u uzodpopmy 2. Ciocod BKIIOYAET BBEACHHE
NaHEeHTy, HYKOAOEeMyCsl B 3TOM, 3G (EeKTHBHOrO Koinuectsa coenunHenus: gpopmyssl (I), miu
ero (papMaleBTHYEeCKH MPUEMJIEMON COJIH, THApaTa, COJbBATA, CTEPEOU30MEpa, TayTOMepa UJIH
(dapMaLeBTHYECKONH KOMITO3HLIUH.

[0012] [Ipyroii acmekT u300peTeHHss OTHOCHTCS K CIOCO0y JieueHus WM MPOQPHIAKTHKA

3a00/ieBaHUs] HMJIM PACCTPOIMCTBA, OMHMCAHHBIX B HACTOALIEM JOKYMEHTE, Yy CyObeKTa,

4
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Hykgatomerocss B 3toM. Crmoco0 BKIIIOYAeT BBEOEHHE HYKOAIOLIEMYCS B OTOM MAIHEHTY
a3 dexTrBHOrO KONMMYecTBa coeaunenus ¢popmyJisl (1) umu ero papmManeBTHUYECKH MPHEMIIEMOMN
COJIH, THPATA, COJIbBAaTA, CTEPEOU30MEpPa, TAyTOMepa HITH (hapMalleBTHUECKONH KOMITO3ULIUH.
[0013] Hdpyroit acmeKkT HACTOALIErO H300PETeHUs OTHOCUTCS K coeauneHusiMm gopmysl (1) u ux
(dapMaleBTHYECKH  HpPUEMJIEMBIM  COJIsIM,  THIApAaTaM,  COJibBaTaM,  MOpPOJIEKApCTBaM,
cTepeon3oMepaM, TayToMepaMm MK (HapMaLeBTUYECKHM KOMITO3UIMSAM [Jisi TPUMEHEHHS B
MPOU3BOACTBE JIEKAPCTBEHHOrO cpenctBa mis uuruOuposanus BCL-2 Oenka, Takux Kak
uzogopma 1 u uzodopma 2.

[0014] dpyroit acreKkT HACTOALIErO H300PETEeHUs OTHOCUTCS K coeauneHusMm gopmysl (1) u ux
(dapMaleBTHYECKH  HpPUEMJIEMBIM  COJIsIM,  THIApAaTaM,  COJibBaTaM,  MOpPOJIEKApCTBaM,
cTepeon3oMepaM, TayToMepaMm MK (HapMaLeBTUYECKHM KOMITO3UIMSAM [Jisi TPUMEHEHHS B
NPOU3BOJCTBE JIEKAPCTBEHHOTO CPENCTBA IS JICUEHHS WM MPOPHIAKTHKUA 3a00JI€BAaHUS I
paccTpOCTBA, PACKPBITOrO B HACTOSIIEM JOKYMEHTE.

[0015] JIpyroii acreKkT HACTOSIINEr0o H300pPETeHHs] OTHOCHTCA K MPUMEHEHUIO COENWHEHUN
dopmydist (I) u ux papManeBTHUECKH TPUEMJIEMBIX COJIEH, THAPATOB, COJBBATOB, MPOJIEKAPCTR,
CTEpEOU30MEPOB, TAYTOMEPOB K (PapMaLleBTHUECKUX KOMITO3ULU [Jis JieueHHs 3a00IeBaHus,
CBsi3aHHOTO ¢ HHrHOHpoBanuem OenkoB BCL-2, takux kak uzogpopma 1 u uzodopma 2.

[0016] JIpyroii acrmeKkT HACTOSIINEro H300pPETeHHs] OTHOCHTCS K NPUMEHEHUIO COENUHEHUN
dopmydisl (I) u ux papManeBTHUECKH TPUEMJIEMBbIX COJIEH, THAPATOB, COJBBATOB, MPOJIEKAPCTR,
CTEpEOU30MEPOB, TAYTOMEPOB WJIH (papMalleBTHUYECKUX KOMIIO3HLUHN IJIs JIEUEHHH OMHCAHHOTO
3neck 3a00JIeBaHUs UM PACCTPOICTBA.

[0017] Hacrosiiee n3odpeTeHre TOMOITHUTENBHO OTHOCHTCS K crioco0aM JiedueHus 3a00eBaHus
WM HApYIIEHUs, CBSI3aHHOro ¢ moxayisued Oenkop BCL-2, BkjIrOouasi pak M METACTa3bl,
BKJTIOUAIOIIMM BBEJEHUE MALUEHTY, CTPAJAIOLIEMY 1O MEHbIIEH Mepe OT OJHOrO U3 YKa3aHHBIX
3aboneBaHuii WM HapyweHuil, coeguHenus ¢opmynel (I), wam ero QapmaueBTuuecku
npUeMJIEMOIN COJIM, THIApATa, COJbBaTa, CTEpeon3oMepa, TayToMmepa Hid (apMaleBTHUYECKOH

KOMITO3HUITUH.
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[0018] Hacrosiee wu3obperenne mnpenocraeisier uHruOutoper OenkoB BCL-2, kotopsie
SIBJIIIOTCS TEPANEBTUUECKUMHU AareHTaMu MpH JIEUeHHH Takux 3a0ojieBaHHi, KakK pak |
MEeTacTa3upOBAHUE.

[0019] Hacrosimee wu300pereHne Takxke oOecrneunBaeT COEOUHEHHS W KOMIO3HIHH C
yiydiieHHbIM TpoduieM d(bhekTHBHOCTH W 0€30MaCHOCTH IO CPABHEHHIO C H3BECTHBIMU
unruoutopamu Oenka BCL-2. Hacrosinee nzobpereHne Takke MpeiaraeT areHThl ¢ HOBBIMH
MexaHu3mamu neiictust Ha 6eok BCL-2 npu ieueHnn pa3inyHbIX TUIIOB 3a00JI€BaHUMN, BKITIOYAs
paK U MeTacTa3upOBAHUE.

[0020] B HekOTOpBIX acmeKTaxX HACTOsLIEe M300pETeHHe OTHOCUTCS K COSAMHEHHIO, KOTOPOe
MOKET OBITh OJYUYEHO UJIH TOJYUYEHO C TOMOLIBIO CIIoco0a MOJIyueH!s: COeTUHEHHIA, O CAHH OO
B HACTOSILIEM TOKYMEHTe (Hampumep, crnocoda, BKIIIOYAIOIIEro OJHY WJIM HECKOJbKO CTaauH,
OIMUCaHHBIX B 00uX mpoueaypax A—QG).

[0021] B HekOTOpBIX acmeKkTax HACTOALIEro H300peTeHHsl OOECIEeunBAETCS MPOMEKYTOYHOE
COeMHEHNe, KaK OMHCAHO B HACTOSILIIEM JOKYMEHTE, MOAXOASLIEE [T HCIOJIb30BAHHS B CIIOCO0E
NOJTyYEHHs] COEIUHEHHUs], OMMCAHHOTO B HACTOSLIEM AOKYMEHTe (HampuMep, MPOMEKYTOYHOE
COeMHEHNEe BEIOPAHO M3 MPOMEKYTOUYHBIX COeIMHEHHM, OMUCAHHBIX B puMepax 1—45).

[0022] HexkoTopble acmeKkThl HACTOSIIEr0 H300pETEeHHs OTHOCATCS K Croco0y MONydeHus
COEMHEHUs MO HACTOALIEMY H300PETEHHUIO.

[0023] B HeKkOTOpBIX acmeKkTax HacTosiliee H300peTeHHEe OTHOCHTCS K Cnoco0y MOoNydeHus
COEAMHEHUS, BKJIFOYAIOLEMY OJIHY WJI HECKOJIbKO CTaJui, ONMCAHHBIX B HACTOSILEM JOKYMEHTE.
[0024] Ecniu He yka3aHO HHOE, BCE TEXHHUUYECKHE W HAyYHBIE TEPMHHBI, HCIOJb3yEeMbIE B
HACTOSIIEM JOKYMEHTE, HMEIOT TO K€ 3HAUeHHe, KOTOPOe OOBIUHO MOHUMAETCS CIELUATICTOM B
001aCTH TEXHUKH, K KOTOPOH OTHOCUTCS JaHHOE pacKpbiTHe. B omucanuu popMbl €qHHCTBEHHOTO
YHCJIa TAKXKE BKJIIOUAIOT MHOXXECTBEHHOE YHCIIO, €CJIM KOHTEKCT SIBHO He YKa3bIBaeT UHOE. XOTs
crocoObl 1 MaTepHAJIbI, AHAJIOTHYHbIE HJTH SKBUBAJICHTHBIE OMTMCAHHBIM B HACTOSIIIIEM TOKYMEHTE,
MOTYT OBITH HCIOJB30BAHBI MPH MPAKTHYECKOM MPHUMEHEHUH HJIH TECTUPOBAHHHU HACTOSILETO
U300peTeHns, MOAXOAALINE CIIOCOOBI M MaTEpUaJIbl OMKCAHbI HIKe. Bee myOsukanum, maTeHTHbIe
3a51BKM, MaTeHThl W APYrue CChUIKH, YIOMSHYTBIE 34€Ch, BKJIIOUEHBI MOCPEACTBOM CCBHLIKH.

HpI/IBeI[eHHI:Ie 30€Ch CCBIJIKU HE CUHUTAIOTCA MPEeAIICCTBYIOIUM YPOBHEM TCXHHUKHU 3asABJICHHOI'O
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u3obperenus. B ciayuae koHuKkTa HacTosIAs cnelu(pUKaLis, BKIOYAs OnMpenesieHus, Oyaer
UMETh MPEUMYIIECTBEHHYIO cuily. Kpome Toro, marepuasbl, CIOCOOBI U MPUMEPBI SBJSIOTCS
TOJBKO HJUTIOCTPATHUBHBIMU M HE MpPEeAHA3HAYCHbI AN OrpaHudeHus. B ciydae mpoTtuBopeuus
MEXIy XUMHYECKUMH CTPYKTypaMH W Ha3BaHUSMH COEOUHEHHWH, PACKPBITHIX B HACTOSIIEM
JNOKYMEHTE, XHMHUYECKHE CTPYKTYPbl OYAYT HMETh MTPEUMYILIECTBO.

[0025] dpyrue ocOOEHHOCTH W MPEUMYIIECTBA PACKPBITHS OYAYT OUEBHUAHBI M3 CIEAYIOLIErO

noApOOHOro OnucaHus 1 PopPMyIIbI H30OPETEHUS.
IMoapoOHoe onucanue n300peTeHUn

[0026] Hacrosiiee wu300peTeHHE OTHOCHTCS K COEOMHEHMSM W KOMITO3UIIUSIM, KOTOpPBIE
crocoOHbI MHTUOMPOBaTE akTHBHOCTH OenkoB BCL-2, BkrOYas, HO He OTPaHUYHBASCH HMH,
uzogopmy 1 uusodopmy 2. B onrcanuu npencraBieHbl CiocoObl JIEUSHHUsI, TPEAOTBPALLICHHU ST HITH
yJIyYLIEHHUs] COCTOSIHUS TP 3a00JIeBaHUH WJIH pacCTpoiicTBe, npu KoTopbix BCL-2 urpaer poss
NyTeM BBEICHHSI HY)KIAIOLIEMYCsl B 3TOM MALUEHTY TepaneBTHUYeCKU d(P(PHEKTHBHOTO KOJTHUECTBA
coequHenus (opmyiiel (I) unu ero apMmaneBTHYECKH MPUEMJIEMON COJH, TUAPATa, COJBBATA,
cTepeon3oMepa mwin tayromepa. CrnocoObl MO HACTOALIEMY H300PETEHHIO MOYKHO HCIOJIB30BATh
IUIs JIeYEHHsl pa3jMuHbIX 3a00eBaHUN M paccTpoiicTB, omocpenoBaHHbix BCL-2, myTtem
uHruouposanus aktuBHocTH OenkoB BCL-2. Murubuposanne BCL-2 moxeT ObIiTh 3(h(ek THBHBIM
NOOXOAOM K JICUEHHIO, MPO(UIaKTHKe WK OOJierdeHnio 3a0oJeBaHUN, BKJIIOYAs, MOMHUMO
nmpouero, pak u Mmeracrasuposanne. Camkenne aktusHoctd BCL-2 MoXkeT mogaBisiTh MyTarenes
paka, 3aMeJIsiTh SBOJIFOLMIO OMYXOJIH H/UJIH CHHKATh BEPOSITHOCTh HEOJIArOnpusITHBIX HCXOOB,
TaKUX KakK JIEKAPCTBEHHAs YCTOHYUBOCTD U/HUJIH METACTA3bI.

[0027] B nmepBoM acrnekTe u300peTeHus Onucanbl coequHenus popmyJs (1):
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(R1)m
N.__O
R,0 AL Rstn
/ @)
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0P ),

U ux (hapMaleBTUUYECKH TPHUEMJIEMBIE COJTH, THAPATHI, COIbBATHI, MPOJEKAPCTBA, CTEPEON30MEPHI
u tayToMepsl, TAe muki A, Ri, Rz, R3, m u n onucansl B HaCcTOAIIEM JJOKYMEHTE,

[0028] [TonpobHOCTH M300peTeH s H3JI0KEHBI B OMHUCAHUH HUKE. XOTS CIOCOOBI U MAaTEPUAJIBI,
AQHAJIOTUYHbIE WJIM OKBUBAJICHTHbIE OMUCAHHBIM 37€Ch, MOTYT OBITH HCIOJIb30BAaHBI IMPU
NPaKTHUYECKOM NPUMEHEHHH WM TECTHPOBAHUHM HACTOSLIEr0 W300pPETEeHHUs, 3[eCh OMHCAHBI
WUTIOCTPATUBHBIE CIOCOOBI M Marepuaibl. J[pyrue uepTel, OOBEKTHI M MPEUMYILECTBA
u3o0pereHuss OyayT OueBHAHBI U3 omucaHuss u (Qopmynbl uzobpereHus. B omucaHuu u
npusiaraemoi ¢gopmyJsie n3odperenus (pOpMbI €AMHCTBEHHOrO YMCJIa TAK)KE BKIIIOYAIOT (POPMBI
MHOKECTBEHHOI'O YKCJIa, €CJIH KOHTEKCT sSBHO He TpeOyer mHoro. Eciau He ykazaHO WHOE, BCE
TEXHUYECKHE M HAyYHbIE TEPMHHBI, UCIOJb3yEMbIE 3[IECh, HMEIOT TO K€ 3HAUE€HHE, KOTOPOe
OOBIYHO MOHUMAETCS CIEUATUCTOM B 00J1aCTH, K KOTOPOI OTHOCUTCS NaHHOe u3o0peteHue. Bee
NATEHTHI U MyOJIMKALKHU, IUTHPYEMbIE B TAHHOM OMUCAHWH, MIOJTHOCTHIO BKJIFOUYEHBI B HACTOSIIIU N

AOKYMEHT IOCPEACTBOM CCBLIKH.
Onpenenenus

[0029] ApTukiu «a» U «an» UCIONB3YKOTCS B JTAHHOM PACKPBITHH [Isi 0OO3HAUEHHU S OIHOTO HIIH
Oonee uem omHoro (T. €. MO MEHbIIEW Mepe OIHOr0) rPaMMATUYECKOr0 OOBEKTa apTUKIIS.
Hanpumep, «aneMeHT» O3Ha4YaeT OAMH 3JIEMEHT Uil OoJiee OHOTO 3JIeMEeHTa.

[0030] TepmuH «u/uu» KUCMONB3YETCS B JAHHOM PACKPBITHH Ajisi 0003HAUYEeHHUs OO0 «u», TUOO

«Uiau», €CJIN HE YKasaHO UHOC.
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[0031] Tepmun «HeoOA3aTENBHO 3aMEIEHHBIN» O3HAYAET, YTO JAHHBIA XMMHYECKHH (hparMeHT
(Hampumep, ankuWjbHAas rpynna) Moxer (HO He o00s3aTenbHO) OBITH CBSI3aH C JOPYTHMH
3aMeCTHUTENIIMU  (HampuMmep, rerepoaromamu). Hampumep, ajikuipHas TpyIna, KoTopas
HeoOsA3aTeIbHO 3aMeLIeHa, MOKET MPEACTaB/ISATh COOOH MOJHOCTBIO HACHIIIEHHYIO AJKHJIBHYIO
uensb (T.e. YUCTHIA YIJIEBOAOPOn). AJIbTEPHATUBHO, OIHA M Ta K€ HEOOS3aTENbHO 3aMelleHHas
aJIKWJIbHAS TPYINa MOKET UMETh 3aMECTUTENIH, OTJIMYHbIE OT Boaopoaa. Hanpumep, OH MOXKET B
000N TOUKe Ienu OBITh CBA3aH C aTOMOM raJIOreHa, THAPOKCHJIBHOW TPYHHIONW WM JIEOOBIM
OPYTUM 3aMeCTUTENIeM, OIMHCAHHBIM 37eCh. TakuM o00pa3oM, TEepPMHH «HEODsS3aTeNbHO
3aMEILIEHHBIIT» 03HAYAET, YTO JAHHBIA XUMHUECKUH (PparMeHT MOTEHIHAIBHO MOYKET COEPIKATh
npyrue (QYHKIHOHAJIBHBIE TPYIBI, HO HE O0S3aTEIbHO UMEET KaKhe-THOO MOMOJHUTENbHbBIE
¢yHKUHOHANBHBIE Tpynmbl. [loaxonsinue 3aMeCTUTENH, UCIOJb3yeMble MPH HEO0A3aTENbHOM
3aMeIeHnH ONMUCAHHBIX MPYII, BKIKOYAIOT, 0e3 orpannyenus, ramorex, okco, OH, CN, -COOH,
-CH2CN, -0O-(C1-Cs) anxui, (C1-Ce) anxmn, (C1-Cs) anxokcu, (C1-Ce) ramorenankmi, (Ci-Ce)
rasoreHasikokcu, -0-(C2-Cs) ankenmn, -O-(Cz-Ce) anmkunmui, (C2-Cs) ankenn, (C2-Ce) amkunm,
OH, -OP(O)(OH),, -OC(0)(C1-Cs) anxmn, -C(O)(C1-Cs) anxmn, -OC(0)O(C1-Cs) anxun , NHo,
NH((C1-Cs) anxni), N((Ci-Ce) anxmn)z, -NHC(O)(C1-Cs) anxmn, -C(O)NH(C1-Cos) anxwmn, -
S(0)2(C1-Cs) ankun, -S(O)NH(C1-Cs) anxun u S(O)N((C1-Cs) ankuin ). Camu 3aMECTUTENH MOTYT
ObITh HEOOSI3aTENBHO 3aMelleHbl. crnob3yeMblii 31eCh TEPMUH «HEOOS3aTENTbHO 3aMeLeHHbIi»
TAK)K€ OTHOCHTCS K TEPMHUHAM «3aMEIIEeHHBINY» HJIN «HE3aMEIleHHBIN», 3HAYeHHe KOTOPBIX
OIH CaHO HUKE.

[0032] HUcnonb3yeMblil B HACTOSIEM JOKYMEHTE TEPMHH «3aMEILICHHBIN» O3HAYAET, HYTO
yKa3aHHAs rpynmna win GparMeHT HECeT OAMH HJIM HECKOJIbKO MOIXOISIINX 3aMeCTHTENEH, mpr
ATOM 3aMECTHTEJI MOTYT OBITh CBSI3aHBI C YKA3aHHOW TPYINON WM (ParMEHTOM B OJHOM HJIH
HECKOJIbKHX MOJIOKeHusIX. Hampumep, apuit, 3aMeleHHbII HHKIOATKHIOM, MOYKET YKa3bIBATh HA
TO, YTO LUKJIOAJKHJI COSNUHSETCS C OOHHUM aTOMOM apuja CBS3bIO MJIU CIUSHHUEM C apHjIOM H
OOIIMMH ABYMsI HJTH OoJiee OOIIMMH aTOMaMHu.

[0033] Hcnonb3yeMblil 34ech TEPMHUH «HE3aMEIICHHBIN» O3HAYaeT, UYTO YKA3aHHas IpyIma He

COJZICPKUT 3aMECTUTEIIeH.
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[0034] Ecnin crienmanbHO HE YKA3aHO HHOE, TEPMHH «apuil» OTHOCUTCS K LHUKIMYECKUM
apOMaTHYECKUM YIJIEBOIOPOAHBIM IPYIaM, KOTOpbIe HMEIOT OT 1 10 3 apoMaTHUeCKuX KOJell,
BKJIIOUYasi MOHOLMKJIMYECKHUE WM OMLMKJINYECKHE TPYMNbl, Takue Kak (eHwn, OudeHun wuim
Had T B cnydae Hanuums qByX apoOMaTHYECKUX Kojiel (OHLMKINYECKHX U T. 1. ) ApOMATHUECKHE
KOJIbLIA APHJIBHOW TPYIIBI MOTYT OBITh COEAMHEHBI B OAHON TOuKe (Hampumep, Ou(eHm1) Wi
cnutel (Hampumep, HaTHIT). ApHIbHAS TPyNNa MOKeT ObITh HEOOS3aTENbHO 3aMelleHa OTHIM
WA HECKOJbKUMH 3aMECTUTENSIMH, Hampumep, or 1 mo 5 3amectuteneil, B 000N TOYKe
npucoeauHenus. [IpuMepsl 3aMecTUTENEH BKIIFOYAIOT, HO HE OTPAHUYUBAIOTCS UMHU, -H, -rayiores,
-0-(C1-Cs) anxun, (C1-Ce) anxmn, -O-(C2-Co) anxenun, -O-(C2-Co) anxunmi, (C2-Ce) ankenu,
(C2-Cs) anxunumi, -OH, -OP(O)(OH),, -OC(0)(C1-Cs) anxun, -C(O)(C1-Cs) ankui, -OC(0)O(Ci-
Cs) anxui, NHz, NH((C1-Cs) ankun), N((C1-Cs) ankun)z, -S(0)2-(C1-Cs) anxmn, -S(O)NH(C1-Cs)
ankun U S(O)N((C1-Cs) anxmn),. Camu 3aMeCTHTENTH MOTYT OBITh HEOOS3aTENBHO 3aMELIEHBI.
Kpome TOro, mpu HaJu4uu OBYX KOHAEHCHPOBAHHBIX KOJIEL OMpPENESCHHbIE 3[eCh apHJIbHBIE
IPYIIBI MOT'YT HMETh HACHIILEHHOE WJIM YaCTHYHO HEHACBILIEHHOE KOJIBIO, KOHIEHCHPOBAHHOE C
MOJTHOCTBIO HEHACHILIEHHBIM apOMAaTHUYECKUM KONbLOM. [IpuMepbl KOJNBLEBBIX CHCTEM 3THUX
ApPWJIBHBIX TPYII BKJIIOYAIOT, HO HE OrpaHHYMBAIOTCA uMH, (enwn, Oudenwsn, HaTHI,
aHTpaueHmwt, (¢QeHaneHw1, (EHAHTPEeHWs, WHOAHWUJ, WHIOEHWI, TeTparuapoHa(pTaIuHILI,
TeTparuapoOEeH30aHHYJIEHIT U T.11.

[0035] Ecniu  cneunuanbHO HE YKAa3aHO HHOE, <«reTepoapil» O3HA4YaeT MOHOBAJIEHTHBIN
MOHOIUKJIMYSCKUH WM TOJUIHKIINYECKAN apOMaTHYECKU paauKall, coaepkammii ot 5 mo 24
ATOMOB B KOJIbIIE, COEPKAIHN OJUH HJIH HECKOJIBKO M€TEPOATOMOB B KOJIbIIE, BHIOpAHHBIX U3 N,
0O, S, P, Se unmu B, ocraBiieecs atombl seisgiorcda C. ['eTepoapur, kak onpeaeneHo 31eCh, TakKe
03HAaYaeT OUIUKIMYECKYIO reTePOapOMaTHUYECKYIO TPYIIY, B KOTOPOH reTepoatoM BeiOpaH u3 N,
O, S, P, Se unu B. I'erepoapun, kak onpeneneHo 371eCh, TaKKe O3HAYAET TPUIHKIHUYECKYIO
reTepoapoMaTHUECKYIO TPYIINY, COAEPIKAIIYIO0 OJUH HJIH HECKOJIBKO KOJIBLIEBBIX T'€TePOATOMOB,
BoiOpanubiX U3 N, O, S, P, Se umu B. Apomatnueckuii pamukan HeoOA3aTENbHO HE3ABUCHMO
3aMelleH OJHUM UJIM HECKOJbKUMHU 3aMECTUTENSIMHU, OMHUCAHHBIME 371€Ch. [IpuMephI BKIIIOYAIOT,
HO HE OTPAHHYHBAIOTCS UMH, (PYPHJI, THSHIII, MTUPPOJIAI, THPUIMII, THPA3OIIII, THPHUMHUIHHHI,

WMUIA30JIMT, M30KCA30JIMII, OKCA30JIUJI, OKCAAWa30JIUu/, MUPA3UHUJ, WHIOIWJ, THO(MEH-2-HI,
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XUHOJMHUJI, OEH30MUPAHIII, H30THA3ONUJ, THA3OJWI, THAAUA30J, UHAA30., OEH3UMHIa30JIHI,
tueno[3,2-b]tuoden,  Tpuaszommy,  TpuasuHwi, umHAaso[1,2-b]mupazomwn,  dypo[2,3-
clmupumuaun,  wmupaszo[l,2-almupuauHun, — wHAA3omwi, — mHpposo  [2,3-clmupuanHUIL,
nuppono|3,2-clnupuauaun, nupasono|3,4-cjnupuauaui, TtHeHo|3,2-c]nupuauHun, THeHOo[2,3-
c]nupununui, TieHo[2,3-blnupuannui, OeH30THAZO0IMI, HHIOIW, WHIOJMHII, WHIOJIHHOHNUII,
muruapodenzotuobenun, auruapodenzodypanus, OeHzodypaH, XPOMAHWJ, THOXPOMAHMII,
TETPAruAPOXHUHOJIMHUI, AUTHAPOOEH30THA3UH, XHHOJIMHIII, H30XUHONUHI, 1,6-HadTupummHm,
OeH30[ae]|M30XUHOTUHIL, nupuno[4,3-b][1,6]HadTrpuauHm, TeHo[2,3-b|nupazunu,
XUHA30MMHWI, Terpasono|l,S-ajmupuauamn, [1,2,4]rpuazono[4,3-a|nupuanHi, W30MHIOIIIL,
nupposio[2,3-b]nupuaunu, nupposio|3,4-b]uupuaguHm, nupposo|3,2-b]unupu quHmnt,
umuaas3o[S,4-blnupuaunu, nuppono[ 1,2-a]nupumu M, Terparuaponuppoio|1,2-
a| MU PUMHTHHILT, 3,4-muruapo-2H-1A2-iuppono[2, 1-b]mupumuaun,  mubenso[b,d]rnoden,
MUPUIUH-2-OH, bypo[3,2-c]nupuauHm, bypo[2,3-c]nupununm, 1H-mmupu o 3,4-
b][1,4]tnaszunun, Oenzokcazonui, Oensu3okcazommt, ¢hypo[2,3-blnupuaunui, O0eH30THOhEHHT,
1,5-naptupuannu, ¢bypo[3,2-blnupuauH, [1,2,4]rpuazono[1,5-a|nupn s,
6enso[1,2,3]rpuazonmn, wumunazo[l,2-alnupumununmn, |[1,2,4]rpuazono[4,3-b]nupunazunu,
oenso[c][1,2,5])tnaguazonun, Oenso[c][1,2,5]okcannazomn, 1,3-muruapo-2H-6enszo[d]umunazon-
2-oH, 3,4-murunpo-2H-nupasomno[1,5-b][1,2]okcasunun, 4,5,6,7-rerparuaponupaszonof1,5-
a|lnupuaunua,  tHazono[S,4-d]tmazommn, umupaszo[2,1-b][1,3,4]tuamuazonun,  taeHo[2,3-
b]mupponun, 3H-unmonun u ux mpousBonHeie. Kpome TOro, mpu HaJIu4yMd ABYX WK OoJiee
KOHJEHCUPOBAaHHBIX KOJIELl T'eTepoapuiibHble TPYIIIbI, ONMPEAEICHHbIE B HACTOSIIEM TOKYMEHTE,
MOTYT HMMEThb OJHO HJIH HECKOJIbKO HACBIIIEHHBIX WM YaCTUYHO HEHACHIIEHHBIX KOJEl,
KOHIEHCUPOBAHHBIX C MOJHOCTHIO HEHACBHILIEHHBIM apOMATHYECKHM KOJBLIOM, HANpUMep, S5-
YJIEHHOE reTepoapoMaTUUYECKOe KOJBLO, coaeprkainee OT 1 10 3 reTepoatroMoB, BBIOpaHHBIX U3 N,
0O, S, P, Se wnu B, unmu 6-unieHHOE reTepoapoMaTUUeCKOe KOMbIIOo, coziepkalree ot 1 10 3 aToMOB
a30Ta, IJ€ HACBHILIEHHOE WM YaCTUYHO HEHACBHIIIEHHOE KOJbI0 BKIouaer or 0 go 4
retepoatoMoB, BeiOpanHbiX u3 N, O, S, P, Se win B, u HeoOs3aTENBHO 3aMEIIEHO OJHUM HITH
HECKOJILKMMH OKCO. B reTepoapuiibHBIX KOJIBIEBBIX CHCTEMAaX, COIepKalmX Ooyiee OBYX

KOHOCHCUPOBAHHBIX KOJICL, HACBIIICHHOC HWJIM YaCTHYHO HEHACBIIICHHOC KOJIBIO MOXKET OBITE
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IOTIOJTHUTENIbHO KOHJAEHCHPOBAHO C HACHIIICHHBIM FJIH YaCTHYHO HEHACHIIIEHHBIM KOJBIIOM,
OMHMCAaHHBIM B HACTOSALIEM AOKyMeHTe. [IpuMephl KOJBIIEBBIX CHCTEM 3THX Te€TepOapUIIbHBIX
TPYNN  BKJIOYAIOT, HAOpUMeEp, WHOOJHMHWI, WHAOJIWHOHWJ, JUTHAPOOEH30THO(EHHMI,
auruapodeH3odypaH, XpOMaHUII, THOXPOMAHWI, TETPArHAPOXUHOIUHILII, TUTHAPOOSH30THABHH,
3,4-murunpo- 1 H-uzoxunonuuun, 2,3-guruapodensodypanuii, OenzodypaHus, WHIOIAHHUI,
okcuHAONMUA, wHAomui, 1,6-muruapo-7H-nupazonol3,4-clnupuauH-7-oaun, 7,8-guruapo-6H-
nupuno|3,2-blnuppoausunam, 8H-nupuao[3,2-b|nupponu3usu, 1,5,6,7-
terparuaporukioneHTalbnupaszono[4,3-e|nupuaunu, 7,8-muruapo-6H-mupuno|3,2-
b]nupponusun, nupazono[l,5-alnupumuaun-7(4H)-Toneko, 3,4-nuruaponupasuto| 1,2-a]unmon-
1(2H)-onun unu 6enzo[c][1,2]oxcabopon-1(3H)-omu.

[0036] «T"amoren» uaH «rajoy» OTHOCHTCS K (hTOPY, XJI0py, OpoMy UK Homy.

[0037] «Ankmr» OTHOCHUTCS K HACHIIIEHHOMY YIJIEBOIOPONY C MPSMOH WM Pa3BETBICHHOU
nensio, coaepskaiuemy 1-12 aromos yriepona. [lpumepst (C1—Ce) aNKUIBHON MPYIIIBI BKIIOYAIOT,
HO HE OTrPAHMYMBAIOTCA MMM, METWJ, ITHJI, NPOMUJ, OYTHJ, MEHTWJ, TeKCUJ, W3OMPOIHII,
U300y THII, 6MOp-0yTHIL, mpem-0yTHIT, H30TEHTHII, HEOMEHTHIT i H30T'€KCHIL.

[0038] «AMKOKCH» OTHOCHUTCS K HACBIIIEHHOMY YTJIEBOAOPONY C MPSIMOW WJIM Pa3BETBICHHOU
Nenblo, coaepkaiemy 1-12 aToMoOB yriiepopa, comep:aiinemMy koHieBord «O» B 1enu, TO eCTh -
O(anku). [Ipumepsl aTKOKCUTPYII BKJIFOYAIOT, 0€3 OrpaHHUeHH s, METOKCH, STOKCH, MPOMOKCH,
OyTokcH, mpem-O0yTOKCH WUJIH TEHTOKCH TPYIIIbL.

[0039] «AnkeHMIT» OTHOCHTCS K HEHACHIIIEHHOMY YTJIEBOIOPOIY C MPSIMOU HJIA Pa3BETBICHHON
NEenbIo, coaeprkainemMy 2-12 aToMoB yriiepona. « AJKeHUJIbHAS) TPYIa COAEPKUT MO MeHbIIeH
Mepe OIHY IBOWHYIO CBsi3b B Ilenud. JIBOWHAs CBSI3b AJIKEHHJIbHOW TPYIIbI MOXKET OBITh
HECOIPSKEHHON UJTM CONPsDKEHHOH ¢ APYTrol HeHACHILEHHON rpynmnoi. [IpuMeps! ankeH uiibHBIX
IPYNN BKJIKOYAKOT OTEHWUJI, NPONEHIN, H-OyTeHWJ, M300yTEHHJ, MEHTEHHJ HJIH TeKCEHIL
AJIKEHHJIBHAS TPYIIIa MOJKET ObITh He3aMeLleHHOM Ui 3aMEeLeHHOH. AJIKEHII, KaK OMpeneieHo
371€Ch, MOYKET OBITh JINHEHHBIM HJIH PAa3BETBJICHHBIM.

[0040] « AKHHII» OTHOCHUTCS K HEHACBHILIEHHOMY YIJIEBOAOPOAY C MPSIMOH HUIH Pa3BETBICHHON
enblo, coaepskamemy 2-12 atoMoB yriiepoaa. « AJKHHWIBHASY TPYIIa CONEPKHUT MO KpaiiHel

MEpEe OIHY TpOﬁHYIO CBA3b B ILCIIH. HpI/IMepLI AJIKCHUJIBHBIX TPYIIIT BKJIKOYAKOT 3TUHHUII,
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POMAPruJi, H-OyTHHMII, W300YTHHHUJI, IEHTHHUJI WM FeKCHMHWUII. AJIKMHHIIbHAS T'PYIIa MOXKET
OBITH HE3aMEIIEHHON HITH 3aMEIEeHH O,

[0041] TepMuH «anKuieH» WIH <AJKAJICHWI» OTHOCHUTCS K JBYXBAJICHTHOMY AJIKHJIBHOMY
pamukany. Jliobas ©3 BBIIIEYIIOMSHYTBIX ONHOBAJEHTHBIX AJNKHWIBHBIX TPYIIT MOMKET
MPEACTABIIATE COOOM aNKUIIEH 3a CUET OTIIEIJIEHHsS BTOPOTO aroma Bomopona oT ajnkuia. Kak
OTIPENENEHO 3/IECh, AJIKMIIEH MOKET Takke nmpenctaBisaTh coboi Ci-Ce aakuieH. AKAIEH MOKET
Takske npenactaeisaTh codoi Ci1-Cy ankunen. TUHYHBIE aIKUJIEHOBBIE TPYIINBI BKIIIOYAIOT, HO HE
orpannunBarotcs umu, -CHz-, -CH(CH3)-, -C(CHj3),-, -CH2CHz-, -CH2CH(CH3)-, -CH2C(CHs)s-
, - CH,CH,CH,-, -CH,CH,CH>CH»- u T.11.

[0042] «IIukroamkuimy O3HAUAET HACKIIEHHYIO MM YaCTUYHO HEHACHIIIEHHYIO YTIIEBOIOPOIHY IO
MOHOLUKJTHYECKYIO HJTH MOJHLIHUKINYECKYIO (HanmpuMep, KOHAEHCHPOBAHHbIE, MOCTHKOBBIE HJTH
CIHMPOKOJIBIIA) CUCTEMY, coaepskaluyio oT 3 1o 30 aromoB yriepona (Hanpumep, C3-Cia, C3-Cio
wn C3-Cg). Tlpumepsbl HUKIOATKUIBHBIX TPYIN BKJIIOYAIOT, 0€3 OrpaHHuYeHHH, HKIOMPOIHII,
MUKJIOOYTHJI, IMKJIOMEHTHJI, IUKJIOreKCHI, LHUKJIOTENTAHWI, ITHKJIOOKTAHUJ, HOPOOpaHHIT,
HopOopenus, Ounukio[2.2.2]oktanusi,  Ouuukio[2.2.2]oKTeHm1,  AeKaruapoHa(pTaTHHILL,
oktaruapo- 1 H-uanenmn, IIUKJIOIIEHTEH I, IUKJIOT€KCEHMIT, nukjiorekca-1,4-oquennn,
ukiorekca-1,3-muennn, 1,2,3,4-rerparuaponadraidHui, OKTaruaponentaneHmn, 3a,4,5,6,7,7a-
rexcaruapo-1H-wxnennn, 1,2,3,3a-reTparuaporneH TajeHunI, ounmkso[3.1.0]rexcanu,
ounukio[2.1.0Jmentanun, cnupo[3.3|rentanun, Ourukio[2.2.1]renranun, Ourukiio[2.2.1]remnt-
2-eHu, ounmko[2.2.2]oKkTaHu, 6-metunOunukio[3.1.1 rentanm, 2,6,6-
tpumetwiOumkno[3.1.1JrenTanui,  amamMaHTAa W HMX  OPOM3BOAHBIE. B cioydae
MOJIMIUKIMYECKOTO ITUKJIOAIKMIA TOJBKO OJHO M3 KOJEI B I[UKJIOANKHIE HOJKHO OBITh
HEapOMATHUYECKHIM.

[0043] «I'eTepounKINID), KTE€TEPOLUKIDY HIH «TE€TEPOLUKIOATKHI OTHOCHTCS K HACBHIILIEHHOU
WJIA YaCTUYHO HEHACKHIEHHON 3-10-u1eHHON MOHOLMKIMYECKOH, 7-12-usIleHHON OULIMKIIHYECKOH
(kOHAEeHCHpPOBaHHBIE, MOCTUKOBBIE WJIM CHHUPOKONbIA) Wik 11-14-4neHHOH TPULMKINYEeCKOH
cucreMe KkoJiel] (KOHIAEHCHPOBAaHHBIE, MOCTHKOBBIE WJIM CIHUPOKOJBLA), UMEIOIIHE OIUH HJIH
HECKOJIbKO rerepoatoMoB (Takux kak O, N, S, P, Se unu B), nanpumep, 1, wiu 1-2, um 1-3, win

1-4, nym 1-5 unu 1-6 rerepoaromoB, uym, Hanpumep, 1, 2, 3, 4, 5 wim 6 TeTepoaTOMOR,
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HE3aBHCHMO BBIOPAHHBIX U3 I'PYIIIIBI, COCTOSIINEH M3 a30Ta, KHCIOPOA U CEPBI, ECIIA HE YKA3aHO
nHoe. IIpuMepsl reTepoONUKIOANKHIBHEIX TPYIN BKIIOYAIOT, HO HE OTrPAaHUUMBAIOTCS WMH,
MU EPHAMHIIT, TATIEPA3HHII, T PPOJTUAMHIIL, TUOKCAHUII, TETPAruapodypaH L, H30HH IO HIT,
WHIOAWHUJ, WMHJIAROJUIAHUIN, TUPA3OIUIUHUI,  OKCA3OJUJWHUI,  H30KCAZOJUIUHUI,
TPUA3OIUINHIIT, OKCUPAHWIT, A3€ THANHWII, OKCETaHWJI, THETAHWI, 1,23, 6-TeTparuponupuInHII,
TETPAruaAPONUPAHIL, AUTHIPOIHPAHIII, MHUPAHUI, MOPMOIHHUI, TETPardapoOTHONUpanui, 1,4-
nuasenanui, 1,4-okcaszenanui, 2-okca-S-a3aburiukino[2.2. 1] renranun, 2,5-nuazadbunukio[2.2.1]

renTaHmi, 2-okca-6-azacnmpo[3.3|rentanmn, 2,6-gmazacnupo|3.3|remranun, 1,4-mmoxca-8-

azacnupo[4.5]|nekanun, 1,4-nuokcacnupo[4.5]nexanun, 1-okcacmupo[4.5 ]| nexanmn, 1-
azacnupo[4.5]|nekanun, 3'H-cniupo[uuknorekcan-1,1'-uzodenzodypan |-u, 7'H-
cnupo[uuknorexcat-1,5'-¢pypo|3,4-b|nupuauH Ju, 3'H-cnupo[uuknorekcan-1,1'-¢pypo|[3,4-

clmupumun]-un, 3-azabunmkno[3.1.0Jrexcanun, 3-aszabuiukio[3.1.0rekcan-3-un, 1,4,5,6-

Terparuaponuppono|3,4-cloupazonun, 3,4,5,6,7,8-rexcaruaponupunol4,3-d|nupumu auau,
4,5,6,7-terparuapo-1 H-mupazono[3,4-cjnupuaunamn, 5,6,7,8-rerparunponupuno[4,3-
dlnupumuguaun, — 2-azacnupo[3.3]remranmn, — 2-metwn-  2-azacmupo[3.3]remtanmn,  2-

azacnupol3.5 |HoHanu, 2-MeTun-2-azacnupo| 3. S|Honanun, 2-azacnupo[4. 5] nexkanu, 2-MeTHIT-2-
azacnupo[4.5]|nekanun, 2- okca-azacnupo[3.4]okranun, 2-okca-azacnupo[3.4]okTaH-6-ua u T.10.
[0044] TepMmuH «rajioreHaNKWL», HCHOJIB3YEMBIH B HACTOSIIEM JOKYMEHTE, OTHOCHTCS K
AJIKUJIBHOW TpyIIe, KaK OMpPenelieHO B HACTOSIIEeM AOKYMEHTEe, KOTOpasl 3aMelleHa OJHUM HIIH
HECKOJIBKMMH aToMaMy rajoreHa. lIpumepsl rajoreHalKHiBHBIX TPYOI BKJIIOYAIOT, HO HeE
OrpaHUYMBAIOTCS UMHU, TPUGTOPMETHIT, TU(HTOPMETHII, TEHTADTOPITHI, TPUXIIOPMETUI H T. .
[0045] TepMuH «rajOreHaNKOKCH», WCIOJIb3YEMBbIH B HACTOSIIEM IOKYMEHTE, OTHOCHUTCS K
AJIKOKCUTPYIIIIE, KaK OIpenesieHO B HACTOSLIEeM NOKYMEHTE, KOTOpas 3aMelleHa ONHUM WJIH
HECKOJIbKMMH aToMaMu rajioreHa. llpumepsl rajlOreHaIKOKCUTPYII BKJIIOYUAIOT, HO He
OTPaHUYMBAIOTCS UMH, TPH(PTOPMETOKCH, TU(PTOPMETOKCH, MEHTA()TOPITOKCH, TPUXJIOPMETOKCH
U T.1.

[0046] TepmuH «uMaHO», HCHOONB3YEMbII B AAHHOM JOKYMEHTE, O3HAa4daeT 3aMecTHTENb,

MMEIOIUN aTOM YIJIepO/ia, COeIUHEHHBIN C aTOMOM a30Ta TPOWHOH CBs3bIO, T.€. C=N.
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[0047] Ucnonb3yeMblii 3meCh TepMHH «amMuH» oOTHOcHTCA K mnepeuudHbiM (R-NHz, R#H),
BropuuHbM (Ro-NH, R#H) n tpetnunbim (R3;-N, R#H) amunam. Ilox 3amelneHHBIM aMHUHOM
MOHMUMAETCs aMHH, B KOTOPOM IO KpalHel Mepe OOWH M3 aTOMOB BOIOPOAA 3aMEHEH
3aMECTHTEJIEM.

[0048] Hcnonb3yeMblil 30eck TEPMHUH «aAMHHO» O3HA4daeT 3aMECTUTENb, COAEpKallud Mo
MeHbIIIel Mepe OUH aTOM a30Ta. B yacTHOCTH, B TepMuH «aMuHO» BKtoueHbl NHo, -NH(ankwmr)
WA alKuIaMuHO, -N(aJkuWii), WIM [OUAJIKWIAMHHO, aMui-, KapOaMua-, MOYEBHHA W
cysib(hamMu IHbIE 3AMECTUTEH.

[0049] TepmuH «COIBBAT» OTHOCHUTCS K KOMILJIEKCY TEPEMEHHON CTEXHOMETPHH, 00Pa30BAHHOMY
pPACTBOPEHHBIM BELIECTBOM M pAacTBOpHTeNieM. Takue pacTBOPHTENH Ui Lened n300peTeHus
MOTYT HE€ BJIMATH HA OHOJIOTHYECKYID AKTHBHOCTh PAaCTBOPEHHOr0 BelnecTBa. lIpumepsl
MOAXOMAINAX PACTBOPUTENIEN BKIIOYAIOT, HO He orpaHuunBarotrcs umu, Boay, MeOH, EtOH u
AcOH. ConbBaTel, B KOTOPBIX BOJA SIBJISIETCS MOJIEKYJIOH PACTBOPUTENS, OOBIYHO HA3BIBAIOT
ruapataMu. ['mapatsl BKITIOUAIOT KOMITO3WLHH, COAEp)KAINE CTEXHOMETPHUYECKHE KOJIMYECTBa
BOZIBI, & TAKKE KOMITO3UIINH, COZIEep KalIIIie TePeMEHHbIE KOJTHYEeCTBA BOBI.

[0050] Tepmun «u30Mep» OTHOCHUTCS K COEIMHEHHSIM, KOTOPbIE UMEIOT OJWHAKOBBIM COCTaB H
MOJIEKYJIAPHYIO MAacCy, HO pa3HyaroTCs MO (DU3HYECKHUM H/MIH XUMHYECKHM CBOHCTBAM.
CTpyKTypHOE pasiudue MOXKET 3aKJIKYaThCs B CTPOEHUH (reOMeTpHUeCKHe W30MEphI) WIH B
COCOOHOCTH BpallaTh IJIOCKOCTh MOJSPU30BAHHOrO cBera (crepeom3omepni). Uto kacaercs
cTepeon3oMepoB, coeauHeHuss ¢opmyasl  (I) MOryr uMeTh OOMH WM HECKOJBKO
ACUMMETPHYECKHX aTOMOB YTJIepOoAa W MOTYT BCTPEUaThCS B BHJE PaLleMaTOB, PAllEMHUUYECKUX
cMmeceil U B B OTACIBHBIX SHAHTHOMEPOB HJIH TUACTEPEOMEPOB.

[0051] Hacrosiee wu300peTeHHe Takke pPacCMAaTPUBAET HW30TOMHO-MEUEHbIE COEIMHEHUs
dopmyner 1 (mampumep, coenunenns, meuenuele “H m *C). OcobeHHO mMpemmOYTHTETHHBI
neiitepupopannsie (T.e. “H mmu D) u yraepon-14 (r.e. *C) msoronmsr m3-3a mpOCTOTHI HX
NOJTyYEHHs] 1 BO3MOXKHOCTH OOHapyskeHus. Kpome Toro, 3ameHna 0ojiee TSIKENBIMH H30TOMAMH,
TAKUMHU Kak AeHTepuii, MOKET ODECIeUnuTh ONpENeieHHbIE TepaneBTHUEeCKue MPEenMyIlecTra,
o0ycroByieHHbIe Oosblell MeTabOoIMUecKOi CTaAOUIBPHOCTRIO (HAPUMED, YBEIHUYEHHE MepHOaa

NOJTYBBIBEZICHUSI 11 VIVO WM CHUXKEHHE TPeOOBaHUU K MO3UPOBKE), W, CJIEOOBATENbHO, B

15



PCT/US2022/019998

HEKOTOPBIX OOCTOATEIBCTBAX MOKET OBITh MPENNOYTHTENbHEE. MeueHble H30TONaMu
coenuuenus (opmyner [, Kak MpaBUiIO, MOTYT OBITH MOJYYEHBI C MOMOIIBIO CIEMYIOIIHX
MPOLIENY P, AHAJOTHYHBIX OMMCAHHBIM HA CXEMaX /MM B IPUBEIEHHBIX HHKE MMPUMEpax, MyTEM
3aMEHBl PEAreHTa, HE MEUEHHOrO H30TONOM, COOTBETCTBYIOLIUM PEAr€HTOM, MEUYEHHBIM

HU30TOIIOM.

[0052] Hacrosiee u3oOpeteHre Takke BKIO4aeT (apMaleBTHUYECKHE  KOMIIO3HLHUH,
comepskaiiie 3(PGEKTHBHOE KOJHYECTBO PACKPBITOrO COEOMHEHHST U  (hapMaLeBTUUYECKH
npUeMJIEMbIH HOCHTENb. Penpe3eHTaTHBHbBIE «(hapMaLEBTHUYECKH PUEMIIEMBIE COJTIY BKJIIOYAIOT,
HampuMep, BOIOPACTBOPHMbIE H BOAOHEPACTBOPUMBIE COJIM, TaKHe Kak aierar, amcoHat (4,4-
OUaMUHOCTHIIEOEH-2,2-mucybdoHat), OeH3oicyiabdonat, Oen3onat, OukapOoHaT, Oucynbdar,
outaptpat, Oopat , Opomud, OyTUpAT, KAIbLKN, dM€TAT KaJbIMsi, KAM3UJIAT, KapOOHAT, XJIOPHU/,
LHUTPAT, KJIaByJapHaT, TUTHAPOXIOPH, dAETAT, SAUCHIIAT, 3CTONAT, d3ujar, pymepar, pyHapar,
[IIOKENTAT, TJIIOKOHAT, MIyTaMar, TJIMKOJUTHIAPCAHUIAT, rekcahTopdocdar, reKCHIpe3opLHHAT,
ruapabaMuH, THAPOOPOMHI, THAPOXJIOPUI, THAPOKCHHA(TOAT, WOAMI, W30THOHAT, JAKTAT,
NaKTOOMOHAT, JIaypaT, MarHus, MaJIaT, MaJIeaT, MaHAeaT, ME3UJIAT, METUIOPOMU, METUITHUTPAT,
MEeTUJICYJb(DAT, CIM3b, HAIICKJIAT, HUTPAT, N-METUIITIIOKAMUH aMMOHHUEBAS COJb, 3-THAPOKCH-2-
HadTOoaT, oOJear, okcamar, mnanebmuTar, mnamoat (1,1-merenH-Ouc-2-ruapokcu-3-Hadroar,
SuHOOHAT), maHToTeHat, (ocdar/mudocdar, NUKPAT, MOJUTATAKTYPOHAT, MPOMHOHAT, II-
TONyOJICY Ib(POHAT, CaNUIMIIAT, CcTeapaT, cyOaierar, CyKUMHAT, Cyib(aT, CyJb(pOoCaaHIuIaT,
cypamar, TAHHAT, TAPTPAT, TEOKJIAT, TO3UJIAT, TPUITHOIU U BAJIEPATHBIE COJIH.

[0053] «ITaumeHT» MoK «CyOBEKT» MPEACTaBIsieT COOOH MIIEKOMHUTAOIIEe, HAIPHMED, YEJIOBEKA,
MBILIB, KPBICY, MOPCKYIO CBHHKY, CO0aKy, KOIIKY, JIOLIadb, KOPOBY, CBHHBIO WJIHM MPHMATA,
OTJIMYHOTO OT YEJIOBEKA, TAKOIO Kak 00e3bsHa, IMUMIaH3€e, 0a0yHuH UM pesyc.

[0054] «DddexTHBHOE KOTMUECTBOY» COSTUHEHHS TPEACTABIIIET COOOH KOIMUECTBO COEAMHEHNS,
3¢ dexTHBHOE 15 JieUeHUs WK TPOQUIAKTUKY 3a00JIeBaHUS HITH PACCTPOCTBA y CyOBeKTa, KaK
OMHCAHO B HACTOSALIEM JOKYMEHTE.

[00SS5] TepmuH «HOCHUTENb», HCIOJB3YEMBI B HAHHOM PACKPBITHHM, OXBATHIBAET HOCHTENH,
HAMOJIHUTEIN U pa30aBUTENM W O3HAYAET MaTepuas, KOMIIO3HIMIO MM HOCHTENb, TAKOW Kak

)KI/II[KI/Iﬁ HJIN TBepI[I:IfI HaImOJIHUTEIIb, pa36aBI/ITeJ'II:, HAImoOJIHUTEIIb, PAaCTBOPUTCIIb HIIU

16



PCT/US2022/019998

WHKAINCYJMPYIOLIMH  MaTepuajl, VyYacTBYIOLIME B IepeHOCe WM  TPaHCIOPTUPOBKE
(hapMaLeBTHYECKOrO areHTa U3 OJHOrO OpraHa HJIM YacTH TeJla B APYrOW OpraH WJIH 4YacThb Tejia
cyObekTa.

[0056] TepmuH «JieueHHEe» B OTHOLIEHHH CyOBEKTAa OTHOCHUTCS K YJIYUIIEHHIO MO MEHbILEH Mepe
OJTHOTO CHMIITOMA PacCTPONCTBA CyOBekTa. JleueHne BKIIIOUAET H3JIeUeHHe, Yy UlleHne WiH, 10
KpaiiHell Mepe, YaCTHYHOE O0JIerueHe pacCTponCTBa.

[0057] TepmuH «pacCTpONCTBO» HUCHOJB3YETCS B NAHHOM PACKPBITHH Ui OOO3HAYEHHS U
UCIOJIb3YETCS B3aUMO3aMEHSIEMO C TePMHUHAMH «3a00JIeBaHUE», «COCTOSHUE» I «OOJIE3HBY,
€CJIA He YKa3aHO UHOE.

[0058] TepmuH «BBemeHHE», HCIONb3YEMbIH B JAHHOM PACKPBITHH, OTHOCHUTCS JIMOO K
HEMOCPENCTBEHHOMY BBEIEHHIO PACKPBITOrO COENMHEHHs MK (papMalleBTHUECKH MPHEeMJIEMON
COJIM PACKPBITOrO COEAMHEHHUs WM KOMIIO3ULUH CYOBEKTY, JUOO K BBEAEHHIO MPOU3BOIHOTO
NPOJIeKapCTBa WM aHAJIOra COEAMHEHUs WK (hapMalleBTHUYECKH MPHEMIIEMON COJTA COEIUHEHHS
WA KOMIO3UIMH B CYOBEKT, KOTOpble MOrYT OOpAa30BBIBATH SKBHBAJIEHTHOE KOJMYECTBO
AKTUBHOTO COEMHEHHS B OpraHnu3Me CyObeKTa.

[0059] Tepmun «IpoONEKApCTBO», UCIONB3YEMbIH B JAHHOM ONHMCAHWHU, O3HAYAET COENUHEHHE,
KOTOpOe mpeodpasyercs in vivo MeTabOIMYeCKUMHU CPeICTBaMU (HAPUMED, Iy TeM TUapoNn3a) B
PACKpPBITOE COeTUHEHUE.

[0060] Hacrositiiee wu300peTeHHE OTHOCHUTCS K COEOMHEHHUSM MM HX (papMauneBTHYECKH
MPUEMJIEMBIM COJISIM, THAPATAM, COJIbBATAM, IIPOJIEKAPCTBAM, CTEPEON30MepaM UIIH TayTOMepawm,
crnocoOHbiM uHTHOMpoBaTh Oenku BCL-2, Takue xak uszodpopma 1 u msodopma 2, KOTOpbIE
NOJIE3HBI TS JieueHus 3a00JieBaHUI M HapyIUeHUH, CBSI3aHHBIX ¢ MopayJsiuuen Oemxka BCL-2.
H300pereHre Takske OTHOCUTCS K COSAMHEHUSIM WK UX (papMalleBTHUECKH MPUEMIIEMBIM COJISIM,
THPATaM, COJIbBATaM, MMPOJIEKAPCTBAM, CTEPEOH3OMEPaM HITH Tay TOMEPaM, KOTOPbIE MOTYT OBITh
nosie3Hbl s uaruouposanus BCL-2.

[0061] B HekoTOpBIX BapHaHTax peanu3alud U300peTeHust coenuHeHus dopmynsl (I) umeror

cTpyktypy dhopmyisr (I):
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(R1)m

),
U ux (apMaleBTHUYECKd MpUEMJIEMbIE COJIM, MPOJIEKAPCTBA, COJBBATHI, THAPATHI,

CTepPEeOn30MephI NI Tay TOMEPBL

[0062] B HekoTOpBIX BapHaHTAaX OCYLIECTBIIEHUs U300peTenus coenunenus Gpopmysl (I) umeror

cTpykTypy opmyiner (I-A):

~ (I-A),

Wi X (papMaleBTHUYECKH MPUEMIIEMbIE COJIH, CTEPEOU30MEPBI, COMBBATHI, MPOJEKAPCTBA HJIH
TAyTOMEPBI, TIe:

Kakbii 3 X1, X2 1 X3 Hezaucumo BeiOpan u3 CH, CR1, N, NH, NR; u O; u

q npencTaBisier coOoi 11e10€e Ynciio, BeiOpanHoe u3 0 u 1; u

rae, koraa aoboi u3 X1, X2 u X3 npeacraenser codori NH, NR; umu O, torma q pasuo O.
[0063] B HexoTOpBIX BapuaHTaxX OCYLIECTBIEHHS H300pereHus: X npeacrasiser coboit CH. B

HEKOTOPBIX BapHaHTax ocyliecTeienus X| npeactaeisier coboit CR1. B HekoTOphIX BapraHTax
18
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ocylecTBieHuss X1 mpencraeisier coboit N. B HeKkOTOphIX BapHaHTax OCYILECTBIEHUS X1
npencrapiser coboit NH. B HEKOTOpBIX BapuaHTax OCYIECTBIEHHS X1 MPEACTaBIsIeT co0oit NR .
B HEKOTOPBIX BapraHTaX OCYIIECTBIEHHS X1 peacTapiser codoi O.

[0064] B HekoTOpBIX BapuaHTaxX OCYLIECTBIEHHS H300pereHus: X, npeacrasiser coboit CH. B
HEKOTOPBIX BapHaHTax ocyliecTeieHus X; npeactapisietr coboit CRi. B HekoTOphIX BapraHTax
ocyiuecTBieHuss X mnpencraeiser coboit N. B HekoTOpbIX BapHaHTax OCYIIECTBICHHS X2
npexacrapisier coboit NH. B HEKOTOpBIX BapuaHTax OCYIIECTBIEHHS X2 PEACTABIsIeT co00i NR .
B HEKOTOPBIX BapraHTaxX OCYIIECTBIIEHHS X2 peacTapiser codoi O.

[0065] B HexoTOpBIX BapuaHTaxX OCYLIECTBIEHHS H300perTeHus: X3 mpeacrasiser coboit CH. B
HEKOTOPBIX BapHaHTax ocyliecTBieHus X3 npeactapisier coboit CRi. B HekoTOphIxX BapraHTax
ocyluecTBieHuss X3 mpencraeisier coboit N. B HeKkOTOphIX BapHaHTax OCYILECTBJIEHUS X3
npexacrapiser coboit NH. B HEKOTOpBIX BapuaHTax OCYIECTBIEHHS X3 MPEACTABIsIeT co00i NR .
B HEKOTOPBIX BapraHTaX OCYIIECTBIEHHS X3 MpeacTasiser codoi O.

[0066] B HekoTOopheIX BapuaHTax OCyLIeCTBJeHHS u300perenus ( pasHo 0. B HekoTopsix
BapHAaHTaX OCYLIECTBJIEHHS H300peTeHus  paBHoO 1.

[0067] B HekoTOpBIX BapuaHTax peaiu3aiiu uzobperenus X1 npeacrasisier coboi O, a  paBeH
0. B HekoTOpBIX BapHaHTax peanu3anuu X npexacrasiser coboi O, a q paBen 0. B HekoTOpBIX
BapHaHTaX OCYIIECTBIEHHUS X3 mpeacrasisier codboit O, a q pasen 0.

[0068] B HekoTOphIX BapHaHTaxX OCYIIECTBJIEHUs H300peTeHHs] Kaxabli w3 Xi, X2 U X3
He3aBucumo BeiOpan u3 CH u CRi.

[0069] B HexoTOpBIX BapHaHTax OCYLIECTBIIeHUs X1 mpeactasisier coboit N, a X2 u X3 BeIOpaHbl
u3 CH u CRi. B HekoTOpBIX BapraHTax OCyIecTBIeHHs X2 npenctaeiser codoi N, a Xi u X3
BeiOpanbl U3 CH u CR1. B HekoTOpBIX BapHaHTax OCYLIECTBIeHUsT X3 mpencrasiser coboit N, a
Xi u Xo Beiopansl u3 CH u CRy.

[0070] B HexoTOpBIX BapuaHTaxX OCYLIECTBJeHHS H300peTeHus X mpexacrasisier cobor N, Xo
BeiOpan u3 CH u CRy, a X3 npencrasnser coboii O.

[0071] B HekoTOpBIX BapHaHTaX OCYLIECTBIEHUs U300peTenus coenunenus popmysl (I) umeror

cTpykTypy hopmyel (I-B):
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(R)m

N (I-B),

i ux (hapMareBTUUECKH TPHEMIIEMBIE COJIH, CTEPEOM30MEPDI, COJIBBATHI, TPOJIEKAPCTBA
UJTH TAyTOMEPEI.

[0072] B HekOTOpBIX BapHaHTAaX OCYLIECTBIIEHUs U300peTenus coenunenus Gpopmysl (I) umeror
cTpykTypy popmyser (I-B-1):
Rs
O=¢""Re

(R1)r

N (1-B-1),

WK X (papMalieBTHUECKH MPpUEeMIIEMbIE COJIH, CTEPEON30MEPHI, COJIBBATHI, TTPOJIEKAPCTBA
WJIM TAyTOMEDBI, TA€E I IPEACTaBIIsAeT co00i 1enoe uncio, Beiopannoe u3 0, 1,2, 3 u 4.
[0073] B HekOTOpbIX BapuHaHTAax OCYyILUeCTBIeHHs H300pereHuss r paHo 0. B HekoTOphIX
BapHaHTaX OCYIIECTBJIEHUs M300pereHus r paBHO 1. B HEKOTOpBIX BapHaHTaX OCYLIECTBIICHHUS
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u300peTeHus 1 paBHO 2. B HeKOTOpBIX BapHaHTaX OCYLIECTBJIEHHS W300peTeHus r paBHO 3. B
HEKOTOPBIX BAPHAHTAX OCYLIECTBIIEHHS H300PETEHUs I paBHO 4.
[0074] B HekoTOpBIX BapHaHTAaX OCYLIECTBIEHUs U300peTenus coenunenus Gpopmysl (I) umeror

ctpyktypy popmyiner (I-C-1), (I-C-2), or (I-C-3):

=
0] 0)
N / N N / N
OO (I-C-1), OO (1-C-2),
njim
(R1)m
N
l P~
IODE
R,O R3
2 // o
N N
OO (1-C-3),

i ux (hapMareBTUUECKH TPHEMIIEMBIE COJIH, CTEPEOM30MEPDI, COJIBBATHI, TPOJIEKAPCTBA

WJIA TayTOMEPBIL.
[0075] B HekoTOpBIX BapHaHTAaX OCYLIECTBIIEHUs U300peTenus coenunenus Gpopmysl (I) umeror

cTpykTypy hopmynet (I-D):
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O (D),

U ux (apMaleBTHUYECKd MpUEMJIEMbIE COJIM, MPOJIEKAPCTBA, COJBBATHI, THAPATHI,
CTEPEON30MEPEI WIIH TAy TOMEPEL

[0076] B HekoTOpBIX BapHaHTaX OCYLIECTBIIEHUs U300peTeHus coenunenus Gpopmysl (I) umeror

ctpyktypy dopmyisl (I-E):

(R1)m

(I-E),

U ux (papMaleBTHUYECKd MpUEMJIEMbIE COJIM, MPOJIEKAPCTBA, COJbBATHI, THAPATHI,
CTEePEeOn30MepHI UJIH Tay TOMEPHI.
[0077] B HexOTOpBIX BapuaHTaX OCYIIECTBJIEHHs KOJBIO A mpencrasiser coboi apmi B
HEKOTOPBIX BapHAaHTAX PeaM3alMK KOJbIO A MpENCTaBIsseT coOol rerepoaprsi. B HEKOTOpBIX
BapHAHTaX peaM3alid KOJbIO A mpencrtaBiser cobol ¢eHmn. B HEKOTOpBIX BapHaHTax
OCYILECTBJIEHUsT KOJBIO A mpeactaBiasier coOoi NUpUOUHII. B HEKOTOpPBIX BapHaHTax

peanu3aui KOJbo A mpencraBiser coOoi S-ueHHbIH rerepoapusi. B HEKOTOPBIX BapHaHTax
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peanu3anui KONbLo A mpeacrapiiseT coOoi S-uieHHBIN reTepoapil, CoOnepsKallui Mo MEHbIIeH
Mepe oauH atoM N. B HEKOTOpBIX BapuaHTaX OCYLIECTBIEHHS KOJBIO A mpencrasiser coboi S-
YJIEHHBIN reTepoapml, Coaepskaluil mo MeHsined Mepe oauH atoM O. B HEKOTOpEIX BapHaHTax

peanu3anui Kojablo A nmpeactasisier coO0i OKCa30IHII.

[0078] B HekoTOpBIX BapHaHTaX OCYLIECTBIEHHUS H300pETeHUs KOO A BEIOpAHO U3 ~ % :

G
, 0.0 L0 0 D
Neg @, o @i O
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H Ha
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[0079] B HekoTOpBIX BapraHTax OCYLIECTBJICHHUS O MeHbLIel Mepe oauH R npeacrasisier coboi
rajioreH. B HEKOTOpBIX BapHaHTaxX OCYIIECTBJIEHHUs MO MeHblell mepe omuH R mpencrasisier
cobotii ¢prop. B HEKOTOPBIX BapuaHTaxX OCYIIECTBJICHUs IO MEHbIIeH Mepe oauH R1 npeacrasiser
cobotii xyiop. B HeKOTOpBIX BapHaHTax OCYLIECTBIIEHUS MO MEHbLIEH Mepe oauH R npeacrasiser
coboii 6poM. B HEKOTOPBIX BapHaHTax OCYLIECTBIIEHHS 11O MEHbIIIeH Mepe OauH R npeacrasiser
co0oit fion. B HEKOTOPBIX BapuaHTax OCYIECTBJIEHHS 11O MEHbIIEH Mepe oauH R mpencrasisier
coboit —OH. B HekoTOPBIX BapuaHTax OCYIIECTBIIEHHUS 10 MEHbIIIEW Mepe OauH R mpemncrasisier
co0oit —CN. B HEKOTOPBIX BapraHTaX OCYIIECTBJIEHHS IO MEHbIIEeH Mepe OauH Ri mpeacrasisier
coboii —NO». B HekoTOpBIX BapuaHTaxX OCYyILECTBJICHUS O KpaliHei Mepe onuH R npencrasnsier
coboii C1-Ce ankmi. B HeKOTOpBIX BapHaHTax OCYIUECTBJIEHHs MO MeEHbIIeH Mepe omuH Rj
npencraeyiser coOoi MeTu1. B HEKOTOPBIX BapraHTaxX OCYLIECTBJICHHUS 1O MEHbIIEH Mepe OIiH
R mpencrasniser coboii 3. B HEKOTOPBIX BapuaHTaX OCYIIECTBJICHHUS IO MEHbIIIEH Mepe OOUH
R1 mpencrasisier coboit mponui. B HEKOTOPBIX BapHaHTax OCYIUECTBJIEHHS MO MEHbIIEH Mepe
omuH R mpencrasiser coboii Oyt B HeKOTOPBIX BApHAHTAX OCYILECTBICHHSI IO MEHBLIEH Mepe
omuH Ry mpencrasnser co0oii meHTHI. B HEKOTOPBIX BapHaHTaX OCYLIECTBJIEHHUS MO MEHbIIEH
Mepe omuH R mpencraenser co0oif rekcuia. B HeEKOTOpBIX BapHaHTaX OCYIIECTBJIEHHUS IO
MeHblled Mepe oauH R; mnpencraBnsier coboit u3omponui. B HEKOTOPBIX BapHaHTax

OCYIIeCTBJICHUS] 1O MeHbIIed Mepe omuH Ri mpencrasiser coboil m300yTwin. B HexoTopsix
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BapHaHTaX OCYLIECTBJIEHHS MO MEHblIei Mepe omuH Ri mpencraenser coboii Tper-Oytun. B
HEKOTOPBIX BapUaHTaX OCYLIECTBJIEHHUS MO MeHblIeld Mepe oauH Ry mpencrasnser coboit Co—Cs
anKkeHWI. B HEKOTOPBIX BapHaHTaX OCYIIECTBJIEHUS IO MEHbIIEeH Mepe oauH R mpencrasiser
coboii Cr—Ce ankunui. B HEKOTOpBIX BapHaHTax OCYLIECTBJECHHs MO KpaiiHeil Mepe omuH R
npencrasyser coboii Ci-Ce rajmoreHankui. B HEKOTOPLIX BapuaHTaX peajH3alMy MO KpaiHen
Mmepe oauH R npencrasisier coboit Ci-Cs aikokcu. B HEKOTOPBIX BapHaHTaX OCYLIECTBJICHHS 11O
MeHblel Mepe onuH Ry mpencrasniser coboi MeToKCH. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHHS
no MeHblIeir Mepe oauH R; mnpexacraBnasier coboii 3TokcH. B HEKOTOPBIX BapHaHTax
OCYIIIECTBJIEHUS] IO MeHbIel mepe omuH Ri mpencrasnser coboii Ci—Ce-ranorenankoxkcu. B
HEKOTOPBIX BapHAHTAaX OCYLIECTBJIEHUS MO MeHbINed Mepe oauH Ri mpencraensier coOoi
TpudTOopMeTokcH. B HEKOTOPBIX BapHaHTAaX OCYLIECTBJIEHHS MO MEHbLIEH Mepe omuH Rj
npencraeiiset coboi apui. B HEKOTOPBIX BapHaHTax OCYLIECTBIIEHHS O MEHbIIEH Mepe oauH Ry
npeacTaBiser cobOOi apui, HeoOs3aTeIbHO 3aMEIEHHBbIH OMHHM WM HECKONbKuMH R7. B
HEKOTOPBIX BapHaHTaX OCYILECTBJIEHHUs MO MeHbLIel Mepe onuH R mpencraensier coboi (eHmt.
B HekoTOpBIX BapHaHTaxX OCYILIECTBJIEHHs MO MEHbIIEH Mepe oguH R mpencrasiser coOoi
(benmn, HeOOS3ATENPHO 3aMELIEHHBIN OJHHM WJIH HECKONbKHMH R7. B HEKOTOpBIX BapHaHTax
OCyllecTBJIeHHs O MeHblneld mepe oauH R mpencraensier coboit —C(O)NRsRe, rme Rs u Re
BMECTE C aTOMOM, K KOTOPOMY OHH MPHUCOEIMHEHBI, OOBEAMHSIOTCA C oOpasoBaHueM 3-10-
YJIEHHOTO TeTePOLUKITHIIBHOTO KOJTbIIa, IOMOIHUTENILHO coaep kainero 1, 2, wim 3 rerepoaTtoMma,
BeIOpanHbiX 13 N, O u S. B HEKOTOpPBIX BapHaHTaX OCYLIECTBJICHHUS MO MEHbLIeH Mepe oauH Rj
npencrasiser coboit —C(O)NRsRes, rme Rs u Rs BMecte ¢ aromMoM, K KOTOPOMY OHH
NPUCOEANHEHBI, BMeCTe 00pa3yroT 3-10-uieHHOe reTepOLUKIIHIbHOE KONbLO, TOMOJIHUTEIBHO
conepsxainee 1, 2 unu 3 rerepoaroma, Beiopanubix U3 N, O u S, rae rereponukInI Heo0A3aTebHO
3aMelleH OHUM MJTH HECKOJIBKUMH Rij.

[0080] B HekoTOpBIX BapuaHTaX OCYILIECTBJIEHUs MO MeHblueld Mepe oauH R BeiOpan u3 —F, —

0 0 J< 0 };i O CHy
o, N
CHs, ~OCH3, ~OCH:CHj, —CF3, —~OCFs, %ﬂ\ OH,B%J\ 0" > % NH, -~ H O

>
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[0081] B HexoTOphIx BapHaHTax oOcCyliecTBieHHs1 R; mpencrasiser coboii H. B HekoTopsix
BapuaHTax ocyluectsienus R, mpexacrasisier coboit Ci1-Ce ankun. B HekoTOphIX BapHaHTax
ocyiectBieHus R; mpencrasniser coOoil Merwn. B HeKOTOpBIX BapHaHTax OCYIUECTBJIeHHS Rj
npeacTaBiser coOoi 3T B HEKOTOpBhIX BapuaHTax OCyiecTBiieHus Ry mpencraBisieT coboit
nponuii. B HekoTOphIX BapuaHTax ocyiecTsiienus Ro npeacrapnsier codoii OyTtui. B HekoTopbix
BapHaHTaxX oOCyllecTBieHuss Ry mpencraBnser coboii meHTH. B HEKOTOPBIX BapHaHTax
ocyiectBieHus Ry mpexacrasisier coboi rekcisi. B HEKOTOpBIX BapHaHTaX OCyLIeCTBIeHHS Rj
npeacTaBiser codor mpem-0yTinn. B HEKOTOPBIX BapraHTaxX OCYIECTBJIEHHS Ry mpencrapiser
coboit —C(O)R4.

[0082] B HekoTOpBIX BapuaHTax OCylecTBIeHus n3o0perenus R, npencrasnser coboit —C(O)R4,
a R4 mpexncrasnsier coboit MmeTu.

[0083] B HexkoTopbIx BapuaHTax ocyliecTBlieHHss m paBHO 0. B HeKOTOpHIX BapuaHTax
ocylecTBiIeHus m paBHO 1. B HeKOTOpBIX BapuaHTax OCyILIEeCTBJISHUSI m paBHO 2. B HeKOTOpBIX
BapuUaHTaxX OCYLIECTBJIEHHUs m paBHO 3. B HeKOTOphIX BapuaHTax OCyLlecTBJIeHHs m paBHO 4. B
HEKOTOPBIX BAPUAHTAX OCYLIECTBIEHHUS M paBHO 5. B HEKOTOpBIX BapuaHTax OCYIIECTBICHUS m
paBHO 1, 2 unu 3. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHHS M PaBHO 2 uiH 3.

[0084] B HekoTOpBIX BapraHTax OCYIIECTBICHUSI M PaBHO 2 WK 3, U 11O MeHbIel Mepe oauH Ry
npencrasiser coboi C1—Ce anmku.

[0085] B HexoTOpBIX BapHaHTax OCYLUECTBJIEHHS M PaBHO 2, U IO MeHblIell Mepe oauH Ri
NPEnCTaBJIsIeT COOOM TrajoreH.

[0086] B HexoTophix BapHaHTax oOCyluecTBiieHHs R3 mpencrtaenser coOoi  3-8-ueHHBIH
rETEPOIUKIIIL. B HEKOTOPBIX BapuaHTax OCyllecTBiIeHus R3 mpencrasisier coOoi 3-8-uneHHbIN

reTCPOLUKIINII, 3aMeH_IeHHI:II>'I OJHUM HJIH HECKOJBKHMHU Rio. B HCKOTOPBIX BapuaHTax
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ocymectBienuss Rs mpencrasiaser coboit —O(CH20)0Rs. B HekoTOpeIx BapuaHTax
ocyiectienus Rs npencrasisier coboit —N(Ro)2. B HekoTopeix BapuaHTax ocyLiecTBieHus: R3
npencraByiser coOOH G-ujleHHBIH reTepoUUKII. B HEKOTOpBIX BapHaHTax OCYyIUeCTBJIeHUs Rsj
MpeACTaBisgeT cCOOOM O-UIEHHBINH T€TEPOLUKIINII, 3aMEIIEHHBIA OJHHUM MM HECKOJILKHUMH Rio. B
HEKOTOPBIX BapUAHTaX OCYyLIeCTBIeHHs Rs3 mpenacrariser coOOW O-4IEHHBIH T'€TEePOLIUKJIHII,
coAepsKaluil 1Mo MeHbled Mepe oguH atroM N. B HeKoTOpeIX BapHaHTax OcyluecTBieHHs Rj
npencraeiisieT co00i 6-uIeHHBIH TeTePOLMKINI, COAEPIKALLHI O MEHbLIEH Mepe OIuH aTtoM N,
3aMeIeHHbIl OJHUM WJIM HecKOoJbKUMU Rip. B HekoToprix BapmaHTax ocyluecTsiieHHs Rs;
npencTaBisieT cCOOOH O-UIeHHBIH MeTePOLUKIIIIL, COAEP AL MO MeHblel Mepe nBa atoma N. B
HEKOTOPBIX BapHAHTAX OCYIIECTBIEHHS Rz mpencraBiser coOOW O-UIEHHBIH T'€TEPOIMKIIHII,
COZIep KaIui IO MEHBbIeW Mepe siBa aroMa N, 3aMEIeHHBIX OJHUM HWJTH HECKONBKUMH Rio. B
HEKOTOPBIX BapHAHTAX OCYIIEeCTBIEHHS Rz mpencraBiser coOOW O-UIEHHBIH T'€TEPOIHKIIHII,
comepykamuii Mo MeHblnel Mepe oamH atroM O. B HexkoTOprIX BapmaHTax OCyIIecTBIeHHS Rj
npencraeiisieT co00i 6-uIeHHBIH TeTePOLMKINI, COAEPIKALLHI O MeHbLIel Mepe oauH atom O,
3aMeIeHHbIl OJHUM WJIM HecKOoJbKUMU Rip. B HekoToprix BapmaHTax ocyluecTsiieHHs Rs;
MPEACTABIIIET COOOM O-UIEHHBIN reTePOLUKITIAI, COAEPIKAIIMK 10 MEHBIIEH Mepe oauH aToM N U
mo MeHbined Mepe onuH atoM O. B HekoTOphIX BapuaHTax ocyinecteiienns Rs; mpencrapiger
co00# 6-uJIeHHBINH MeTEPOIUKIINI, COMEP/KAIUN M0 MEHbIIIEH Mepe OuH aTOM N U 110 MEHbIIeH
Mepe omuH aroM O, 3aMeIleHHBIH ONHWUM MM HeCcKOdbKHMH Rip. B HexkoTopeix BapmanTax
ocyiuecTBieHus R; mpencrasiser coOOH 7-ujeHHBIH TeTepoLUKIIL. B HEKOTOpBIX BapHaHTax
ocyiiecTrienust R3 mpencrapiasieT coOON 7-WI€HHBIH T'E€TEPOIMKIIIII, 3aMEIIEHHBIA OJHUM HITH
HeckonbkuMHE R1o. B HEKOTOpBIX BapraHTax ocyluecTsiaeHus R3; npencrasiser coOOi 7-uieHHBbIIH
reTepOLMKIINI, COAEp KAl MO MeHbllell Mepe onuH atoM N. B HEKOTOpBIX BapHaHTax
peanuzanuu R3; npencrasiser coOOH 7-uieHHBIH FeTEPOLMKIINI, COAEPIKAIINN 1O MEHbIIEH Mepe

onuH atoM N, 3aMeIleHHBIA OJHUM UJIH HECKOJIBKUMHU Rio.
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[0087] B HexkOTOpBIX BapHaHTax OCYLIECTBJIEHHS n300pereHus Rs; BbiOpaH u3
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[0088] B HekoTOphIX BapHaHTax OCYIIECTBIeHUs H300pereHus R3 BeiOpan u3 '% ,

OH H
NH NH N
%NQ ,%NC) ,}qQNH,zD, zD ,:foL),H%NOCo.

[0089] B HekoTOphIX BapuHaHTaxX OCYLIECTBIeHUs u300peTeHuss R3 mpencraenser coboi

S

[0090] B HekoTOpBIX BapraHTax OCYLIECTBJICHHUS MO MeHbLIel Mepe oauH R4 npeacrassier coboi
H. B HekoTOpBIX BapHaHTax OCYILIECTBISHHUS IO MeHbLIelh Mepe oauH R4 npencraemnsier cobont Ci—
Cs anxmin. B HeKOTOPBIX BapuaHTax OCYIIECTBIICHUS IO MeHbIIeH Mepe onuH R4 mpencrasiser
coboii MeTu1. B HEKOTOPBIX BapHaHTaX OCYLLECTBJICHHUS IO MEHbIIEH Mepe OfunH R4 mpencrasnser
coboii 3Tii1. B HEKOTOPBIX BapHaHTaX OCYILECTBJIEHHUS IO MEHbLIIEH Mepe onuH R4 nmpeacrasiser
coboii mpomwi. B HeKOTOpPBIX BapuaHTaX OCYLIECTBJEHHS MO MeHbluell Mepe omuH Ry
npencraeiser coboi OyTui. B HEKOTOPBIX BapHaHTaX OCYIUECTBJIEHHUS MO MEHbLIEH Mepe OIuH
R4 mpencraBisier coboit neHTHS. B HEKOTOPBIX BapuaHTaX OCYLIECTBJIEHHS MO MEHBIIEH Mepe
omuH R4 mpenacrasisier coOoi rekcmn. B HEKOTOPBIX BapuHaHTaX OCYIIECTBJICHHS MO MEHbIIEH

Mepe oauH R4 mpencrasisier coboi u3ompomnil. B HEKOTOPBIX BapuaHTaX OCYLIECTBIEHUS MO

28



PCT/US2022/019998

MeHbIed Mepe oauH R4 mpencraemser coboi u300yTH. B HEKOTOpBIX BapHaHTax
OCYIIIECTBIIEHHUSI 10 MEHbBIIEH Mepe onuH R4 npeacrapnser codoit mpem-0y T

[0091] B HekoTOpBIX BapraHTax OCYLIECTBJICHHUS O MeHbLIel Mepe onuH Rs npeacrassier coboi
H. B HekoTOpBIX BapHaHTax OCYILIECTBISHHUS IO MeHbLIelh Mepe oauH Rs npencraensier cobont Ci—
Cs anxmi. B HeKOTOPBIX BapuaHTax OCYIIECTBIICHUS IO MeHbIIeH Mepe onuH Rs mpencrasnser
coboii MeTu1. B HEKOTOPBIX BapHaHTaX OCYLLECTBJICHHUS 1O MEHbIIEH Mepe OfuH Rs npeacraenser
coboii 3Tii1. B HEKOTOPBIX BapHaHTaX OCYILECTBJIEHHUS IO MEHbLIIEH Mepe onuH Rs npeacrasiser
coboii mpomui. B HeKOTOpBHIX BapuaHTaX OCYIIECTBJEHHsS MO MeHblell Mepe omuH Rs
npencraeiser coboi OyTui. B HEKOTOPBIX BapHaHTaX OCYIUECTBJIEHHUS MO MEHbLIEH Mepe OIuH
Rs mpencraBisier coboii neHTHS. B HEKOTOPBIX BapuaHTaX OCYLIECTBJIEHHS MO MEHBIIEH Mepe
omuH Rs mpexacrasisier coOoi rekcmn. B HEKOTOPBIX BapuHaHTaX OCYLIECTBJIEHHS MO MEHbLIEH
Mepe oauH Rs mpencrasisier coboi u3ompomnii. B HEKOTOPBIX BapuaHTaX OCYLIECTBIEHUS MO
MeHbIIed Mepe oauMH Rs mnpeacraemser coboi u300yTHI. B HEKOTOpBIX BapHaHTax
OCYILECTBJIEHUsI 1O MeHbIleH Mepe oauH Rs mpenctaeisier coboit mpem-0yTui. B HeKOTOPBIX
BapHaHTaX OCYIUECTBJEHHUs MO MeHbluei mMepe oauH Rs mpencrasisier cobori —(CH2),OR11. B
HEKOTOPBIX BapHAHTaX OCYLIECTBJEHHS MO MeHbIleid Mmepe omuH Rs mpencraenser coboi —
(CH2)pN(R11)2. B HekoTOpbIXx BapuaHTaxX OCYIIECTBJIEHHS IO MeHblIell Mepe oauH Rs
npencrasser coboit —S(O)2R11.

[0092] B HekoTOpBIX BapraHTax OCYLIECTBJICHHUS O MeHbLIel Mepe oauH R npeacrassier coboi
H. B HekoTOpBIX BapHaHTax OCYILIECTBIEHHUS IO MeHbLIelH Mepe oauH R npencraemnsier cobort Ci—
Co anxmin. B HeKOTOPBIX BapuaHTax OCYIIECTBIICHUS IO MeHbIIeH Mepe onuH Re mpencrasiser
co0oit MmeTu1. B HEKOTOPBIX BapraHTaxX OCYIIECTBIIEHHUS 10 MeHbIel Mepe onuH Re ipencrasisier
coboii 3Tii1. B HEKOTOPBIX BapHaHTaX OCYILLECTBJIEHHUS IO MEHbIIIEH Mepe onuH Re nmpeacrasiser
coboii mpomwi. B HeKOTOpPBIX BapuaHTaX OCYLIECTBJECHHS MO MeHbluell mepe omuH Rg
npencraeiser coboi OyTui. B HEKOTOPBIX BapHaHTaX OCYIUECTBJIEHHUS MO MEHbLIEH Mepe OIuH
Rs mpencraBisier coboit neHTHS. B HEKOTOPBIX BapuaHTaX OCYLIECTBJIEHHS MO MEHBIIEH Mepe
omuH Rs mpencrasisier coOoi rekcmn. B HEKOTOPbIX BapuHaHTaX OCYLIECTBJIEHHS MO MEHbIIEH
Mepe oauH Re mpencrasisier coboi u3ompomnii. B HEKOTOPBIX BapuaHTaX OCYLIECTBIEHUS MO

MeHbller Mepe oauH Re nmpeacrassisier co0oi n300yTHIL
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[0093] B HekoTOpBIX BapraHTax OCYLIECTBJICHHUS IO MeHbLIel Mepe oauH Rs npeacrasisier coboi
H, u no menb1ueit Mepe oaun Re mpeacrasnser coboit H.

[0094] B HekoTOpBIX BapraHTax OCYLIECTBJICHHUS MO MeHbLIel Mepe onuH Rs npeacrasisier coboi
H, a mo meHb1ueit mepe onun Re mpencraenser coboit ((CH2)p,OR 1.

[0095] B HekoTOpBIX BapraHTax OCYLIECTBJICHHUS O MeHbLIel Mepe oauH Rs npeacrassier coboi
H, a mo meHnb1ueit mepe ogun Re mpeacraenser codori —(CH2)pN(R11)s.

[0096] B HexoTophIX BapHaHTax OCYIIECTBIEHUS 10 MeHbIell Mepe oauH Rs u o Menb1eil mepe
omuH Rs BMecTe ¢ aTOMOM, K KOTOPOMY OHHU MPUCOENUHEHBI, OOBEANHSAIOTCS ¢ 00pa3OBaHHEM 3-
10-4JIEeHHOr O TeTEPOLMKIMIIBHOIO KOJIbIIA, JOMOJHUTENBLHO coaeprkarinero 1, 2 uiu 3 BeIOpaHHBIX
rerepoatoma. u3 N, O u S.

[0097] B HEexoTOpBIX BApHAHTAX OCYIIECTBIEHHUS 10 MeHbIel Mepe oauH Rs u o Menb1eil mepe
omuH Rs BMecTe ¢ aTOMOM, K KOTOPOMY OHHU MPUCOENUHEHBI, OOBEANHSAIOTCS ¢ 00pa3OBaHHEM 3-
10-4JIEeHHOr O TeTEPOLMKIMIIBHOIO KOJIbIIA, JOMOJHUTENBLHO coaeprkarinero 1, 2 uiu 3 BeIOpaHHBIX
rerepoatoMa. u3 N, O u S, rie reTepOLHKIII 3aMeleH OXHIM HJI HeCKONbKiuMH R1L.

[0098] B HekoTOpBIX BapraHTax OCYLIECTBJICHHUS IO MeHbLIel Mepe oauH R7 npeacrassier coboi
rajioreH. B HEKOTOpBIX BapHaHTaxX OCYIIECTBJIEHHUs MO MeHblell mepe omuH R7 mpencrasisier
cobotii ¢prop. B HEKOTOPBIX BapuaHTaxX OCYIIECTBJISHUs IO MEHbIIeH Mepe oauH R7 npeacrasiser
cobotii xyiop. B HeKOTOpBIX BapHaHTaxX OCYLIECTBIIEHUS MO MEHbLIEH Mepe oauH Ry npencrasiser
coboii 6pom. B HEKOTOPBIX BapHaHTaX OCYLIECTBIIEHHS 11O MEHbIIIeH Mepe OauH R7 npeacrasiser
co0oit fion. B HEKOTOPBIX BapuaHTax OCYIECTBJIEHHS 1O MEHbIIEH Mepe oauH R7 mpencrasisier
coboit —OH. B HekoTOPBIX BapuaHTax OCYIIECTBIIEHHUS 10 MEHbIIIEH Mepe OauH R7 mpencrasisier
coboii —CN. B HeKOTOpBIX BapuaHTaxX OCYLIECTBIIEHHUS MO KpaiiHel Mepe oauH R7 nmpencrasnsier
coboii C1-Ce ankmn. B HekOTOpBIX BapHaHTaxX OCYLIECTBJEHHS IO MeEHbIIEeH Mepe oauH Rz
npencraeyiser coOoi MeTu1. B HEKOTOPBIX BapraHTaxX OCYLIECTBJICHHUS 1O MEHbIIEH Mepe OIiH
R7 npencrasnser coboii 3. B HEKOTOPBIX BapuaHTaxX OCYILECTBISHHUS IO MEHbIIEH Mepe ONUH
R7 npencrasisier coboit mponui. B HEKOTOPBIX BapHaHTax OCYIUECTBJIEHHS MO MEHbIIEH Mepe
omuH R; npencrasiser coboii Oyt B HeKOTOPBIX BApHAHTAX OCYILECTBIICHHSI IO MEHBIIEH Mepe
omuH R7 mpencraenser co0oii meHTHI. B HEKOTOPBIX BapHaHTaX OCYLIECTBJIEHHS MO MEHbIIEH

Mepe omuH R; mpencraenser co0oif rekcuia. B HeKOTOpBIX BapHaHTaX OCYILIECTBJIEHHUS IO
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MeHbled Mepe oauH R7 mpencraBnsier coboit u3omponui. B HEKOTOPBIX BapHaHTax
OCYILECTBJIEHHsI IO MeHbIel Mepe oauH R7 mpencraBnser coboi u300yTui. B HekOTOphIX
BapHaHTaX OCYIUECTBJEHUs MO MeHbluell Mepe onuH Ry mpencraenser coboit mpem-Oytun. B
HEKOTOPBIX BapUaHTaX OCYLIECTBJIEHHUS MO MeHbIleld Mepe oauH R7 mpencrasnser coboit Co—Cs
aJKeHw1. B HEeKOTOpBIX BapuaHTaxX OCYILIECTBJICHHS [0 MeHblell Mepe oauH Ry mpencrasisieT
coboii Cr—Ce ankunmi. B HEKOTOpBIX BapHaHTax OCYLIECTBJIEHHS MO KpaiHeil mepe omuH R7
npencrasyser coboii Ci-Ce rajmoreHankui. B HEKOTOPLIX BapuaHTaX peajH3alMy MO KpaiHen
Mepe oauH R7 npencrasisier coboit Ci-Cs aikokcu. B HEKOTOPBIX BapHaHTaX OCYLIECTBJICHHS 110
MeHblel Mepe oauH R7 mpencrasiser coboii 3TOKCH. B HEKOTOPBIX BapuaHTaX OCYLIECTBIICHHUS
no kpaiineit mepe onun R7 npencrasnser coboii C1-Ce raioreHaIKOKCH.

[0099] B HekoTOpBIX BapraHTax OCYLIECTBJICHHUS IO MeHbLIel Mepe oauH Rg npeacrassier coboi
C1-Cs ankm1. B HeKOTOpPBIX BapraHTaxX OCYIIECTBIICHUS IO MEHbIIeH Mepe oanH Rg mpencrasiser
co0oit MmeTu1. B HEKOTOPBIX BapraHTaxX OCYIIECTBIIEHHUS 10 MeHbIel Mepe onuH Rg mpencrasisier
coboii 3Tii1. B HEKOTOPBIX BapuaHTaX OCYILECTBJIEHHUS IO MEHbLIIEH Mepe onuH Rg npeacrasiser
coboii mpomwi. B HeKOTOpPBIX BapuaHTaX OCYLIECTBJEHHS MO MeHbluell mepe omuH Rg
npencraeiser coboi OyTui. B HEKOTOPBIX BapHaHTaX OCYIUECTBJIEHHUS MO MEHbLIEH Mepe OIuH
Rs mpencraBisier coboit neHTHS. B HEKOTOPBIX BapuaHTaX OCYLIECTBJIEHHS MO MEHBIIEH Mepe
omuH Rsg mpexacrasisier coOoi rekcmn. B HEKOTOPhIX BapuHaHTaX OCYLIECTBJIEHHS MO MEHbIIEH
Mepe oguH Rg mpencrasisier coboi u3ompomnil. B HEKOTOPBIX BapuaHTaX OCYLIECTBIIEHUS MO
MeHbIed Mepe oauMH Rg mnpeacraemser cobol u300yTH. B HEKOTOpBIX BapHaHTax
OCYIIeCTBIICHUS] IO MeHblell Mepe oanH Rs mpencrasnser coboit mpem-0yTinn. B HekoTOpBIX
BapHaHTaX OCYILECTBJIEHHUs IO MeHbLIelH Mepe oauH Rg mpencrasnser coboit Cr—Cs ankenun. B
HEKOTOPBIX BapUaHTaX OCYLIECTBJIEHHUS MO MeHblel Mepe oauH Rg mpencrasnser coboit Co—Ce
aNKUHUJI. B HEeKOTOpPBIX BapuMaHTax OCYLIECTBJICHUS IO MeHblleil mepe oauH Rs mpexncrasisier
co0oii 3-8-usieHHBIN TeTepOLUKIIII. B HEKOTOPBIX BapHAHTAX OCYILIECTBJIEHHUS 10 MEHbIIEH Mepe
omuH Rg mpencraBnser coboit 3-8-uieHHBIH TeTEPOLUKIINI, 3aMELIEHHBIH OJHUM WJIH
HeCcKOJIbKUMH Rjo.

[0100] B HekoTOpBIX BapraHTax OCYLIECTBICHHUS O MeHbLIel Mepe oauH Ro npeacrassier coboi

H. B HekoTOpBIX BapHaHTax OCYILIECTBISHHUS IO MeHbLIelH Mepe oauH Ro npencraensier cobont Ci—
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Co anxmin. B HeKOTOPBIX BapuaHTax OCYIIECTBIICHUS O MeHbIIeH Mepe onuH Ry mpencrasnser
coboii MeTi1. B HEKOTOPBIX BapHaHTaX OCYLIECTBJICHHUS IO MEHbIIEH Mepe ofuH Ro mpeacraenser
coboii 3Tii1. B HEKOTOPBIX BapUaHTaX OCYILECTBJIEHHUS IO MEHbLIIeH Mepe onuH Ro npeacrasiser
coboii mpomui. B HeKOTOpPBIX BapuaHTaX OCYLIECTBJECHHS MO MeHbluell mepe omuH Ro
npencraeiser coboi OyTui. B HEKOTOPBIX BapHaHTaX OCYIUECTBJIEHHUS MO MEHbLIEH Mepe OIuH
Ry mpencraBisier coboit neHTHS. B HEKOTOPBIX BapuaHTaX OCYLIECTBJIEHHS MO MEHBIIEH Mepe
omuH Ro mpexacrasisier coOoi rekcmn. B HEKOTOPhIX BapuHaHTaX OCYLIECTBJIEHHS MO MEHbIIEH
Mepe oauH Ry mpencrasisier coboi u3ompomnii. B HEKOTOPBIX BapuaHTaX OCYLIECTBIEHUS MO
MeHbIe Mepe oauMH Ro mnpencraemser cobol u300yTH. B HEKOTOpBIX BapHaHTax
OCYILECTBJIEHHsI 1O MEHbIeH Mepe oauH Ro mpencraeisier cobort mpem-0yTui. B HeKOTOPBIX
BapHaHTaX OCYILECTBJIEHHUs IO MeHbLIelH Mepe oauH Ry mpencraenser coboit Cr—Cs ankenun. B
HEKOTOPBIX BapHaHTaxX peajn3aliu N0 KpaiiHeld mepe omuH Ro mpencraemser coboit Co—Cs
AJIKMHHL

[0101] B HexoTOpBIX BapuaHTax OCYIIECTBIEHHUS IO MeHbIIeW mepe oauH Rip mpencrasiseT
coboii rajoreH. B HeKOTOpBIX BapHaHTaxX OCYIUECTBJIEHHS IO MEHbIIeH Mepe oauH Rig
npeacTaBisier coboii ¢hrop. B HEKOTOPHIX BapHaHTaxX OCYIIECTBIEHHS 11O MEeHbIIel Mepe oauH Rio
npencraeisiet coboit xyop. B HEeKOTOPBIX BapHaHTax OCYLIECTBIIEHHS IO MEHbIEH Mepe oauH R o
npencraeiser coboit Opom. B HEKOTOpBIX BapuaHTaX OCYLIECTBJEHHS MO MEHbIIEH Mepe OIuH
Rio nmpencrapnser coboii iion. B HEKOTOPBIX BapuaHTax OCYIIECTBIIEHUS 10 MEHBIIIEH MepPEe OTUH
Rio npencraensier coboit —OH. B HekoTOpBIX BapuaHTax OCYILECTBJICHUS O KpaiiHel Mepe OnuH
Rio npencrasnsier coboit C1-Cs ankuia. B HEKOTOpPBIX BapuaHTax OCYIIECTBIIEHHS MO MEHbIIEH
Mepe omuH Rio mpexacramisier coOoi MmeTisi. B HEKOTOpBIX BapHaHTaX OCYIIECTBJIEHHUS IO
MeHblel Mepe oauH Rio mpencrasisier coboi 3. B HEKOTOPBIX BapUaHTaX OCYIIECTBIECHHS 110
MeHblel Mepe oauH Rio mpeacrasinser coboit mponui. B HEKOTOPIX BapHaHTaX OCYLIECTBICHHUS
no MeHblueir Mepe omuH Rio mpencraBmser coboit Oyt B HekoTOphIX BapHaHTax
OCYILECTBJIEHHs MO MeHbIleld Mepe omuH Rio mpeacraenser coOoit meHTUI. B HeKOTOphIX
BapHaHTaX OCYLIECTBJIEHHS MO MeHblLIei Mepe oauH Rio mpexacrasiser coboit rekcui B
HEKOTOPBIX BapHaHTaX OCYILECTBJIEHHUs MO MEHbIIei Mepe omuH Rjo mpencraeiser coOoi

HU30IPONUIL. B HEKOTOPEIX BapHaHTax OCYLLUECTBJICHHS 0 MeHbILIel Mepe oguH R mpencrasisier
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coboii m300yTHs. B HEKOTOpBIX BapHaHTaxX OCYLIECTBJIEHHS MO MeHbluell Mmepe omuH Rio
npencraeiser codoit mpem-0yTuii. B HEKOTOPBIX BapuaHTaX OCYLIECTBIIEHHS O MEHbLIEH Mepe
onuH Rio mpencrapnser coboit Co—Cs ankenu. B HekOTOpbIX BapHaHTaX peagnu3ainuy Mo KpaiHei
Mepe oxauH Rio npencrasiser coboit C2—Ce amKuHUIL

[0102] B HexoTOpBIX BapuaHTax OCYIIECTBJIEHUS IO MeHbIIeW Mepe oauH Ri) mpencrasiseT
coboit H. B HekoTOpbIX BapuaHTax OCYIECTBIEHHUS MO MEHbIel Mepe oauH Rii mpemcrasisier
coboii C1—Cs ankuy. B HEKOTOpBIX BapuHaHTax OCYILECTBJIEHHs MO MeHbluell Mepe omuH Rii
npencraeyiser coOoi MeTu1. B HEKOTOPBIX BapraHTaxX OCYLIECTBJICHHUS 1O MEHbIIEH Mepe OIiH
R11 mpeacrasisier coboli 3TiiI. B HEKOTOPBIX BApHAHTAX OCYLIECTBIICHHSI IO MEHbILIEH Mepe OIuH
Ri1 mpencraensier coboit mponuia. B HEKOTOPBIX BapHaHTaX OCYIIECTBJIEHHS MO MEHBIIEH Mepe
omuH R mpencraenser coboit Oyt B HEKOTOphIX BapHaHTaX OCYIIECTBJIEHHUS MO MEHbIIEH
Mepe oauH Rii mpencraBnser coboi meHTWI. B HEKOTOpBIX BapHaHTaxX OCYIIECTBJIEHHS IO
MeHblIel Mepe oauH Ri1 nmpencrasiser co0oii rekcil. B HEKOTOPBIX BapHaHTaX OCYLIECTBIICHHUS
mo MeHbIiel mepe omuH Ri1 mpencrasisier coOoii uzonponui. B HEKOTOPBIX BapHaHTax
OCYILECTBJIEHUsI MO MeHbleld Mepe omuH Rii1 mpexncraeisier coboit m300yTuia. B HekoTOphIx
BapHaHTaX OCYLIECTBJIEHHS MO MeHbLIel Mepe oauH R11 mpencrasnser coboit mpem-0OyTut.
[0103] B HekoTOphIX BapumaHTax ocyllecTBleHHs n paBHO 0. B HEKOTOpPRIX BapuaHTax
OCyILIeCTBJIEHHUSI N paBHO 1. B HEKOTOPBIX BapHaHTaxX OCYILECTBJICHHS N paBHO 2. B HEKOTOphIX
BapHaHTaxX OCYLIECTBJIEHUS N paBHO 3. B HEKOTOPBIX BapraHTaX OCYLIECTBIIEHHUS N PaBHO 4.
[0104] B HekoTOphIX BapumaHTax oOcCylLIecTBIeHUs O paBHO 0. B HEKOTOpRIX BapuaHTax
ocylecTBieHHus 0 paBHO 1. B HEKOTOPBIX BapuaHTax OCYIIECTBIEHHUS O PaBHO 2.

[0105] B HekoTOpHIX BapmaHTax ocyllecTBleHUs p paBHO 0. B HEKOTOpPRIX BapuaHTax
OCyLIeCTBJIEHHUS! P paBHO 1. B HEKOTOPBIX BapHaHTaxX OCYILIECTBJICHHS P paBHO 2. B HEKOTOphIX
BapHaHTax OCYIIECTBJICHUS P paBHO 3. B HEKOTOpBIX BapHAHTaxX OCyLIecTBJIeHus p pasHO 4. B
HEKOTOPBIX BAPUAHTAX OCYLIECTBIICHUS P PABHO 5. B HEKOTOPBIX BAPHAHTAX OCYILIECTBJICHHS P
paBHoO 6.

[0106] B HekoTOpbIX BapHaHTaxX OCYLIECTBJIEHHS KOJbLO A mpeacTaByisier coboil apmi, Rj
npeacraenser coboit apmi, Ry mpencrasiser coboit H, Rs mpencraensier codoii 3-8-uneHHbIN

reTepolMKIInI, m paBHo 1 u n paBHO 1.
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[0107] B HekoTOpBIX BapHaHTaxX OCYLIECTBJIEHHS KOJbLO A mpeacTaBiseT coboi apmi, Ri
npencrasisier coboit Ci-Ce ranorenankin, Ry npencrasiser codoii H, R3 npeacraenser cobdoit 3-
8-uJIeHHBIN TeTepoUKIIIL, m paBHO 1 u n pasBHO 1.

[0108] B HekoTOphIX BapHaHTaxX OCYLIECTBJIEHHS KOJbLO A mpeacTaByiseT coboi apmi, Rj
npencrasisier coboit C1-Ce ankokcu, Ry npencraenser coboit H, R3z npencrasnser coboii 3-8-
YJIGHHBIM reTepOoLUuKIIIL, m paBHO 1 1 n paBHO 1.

[0109] HeorpanuumBaroiiye WUTIOCTPATUBHBIE COEOWHEHHUS IO HACTOSIIEMY H300PETEHHIO

BKJIIOYAKOT:!

(S)-N-(4-runpoxcudennn)-N-(4-((2-merokcudTiiI )kapdbamort )oen3imn)-3-(6-(3-
(Mmopdonuromerun)-1,2,3 4-TeTparu APOU30XHUHONUH- 2-
kapOoumn)6en3o[d][1,3]arnokcon-5-un)-5,6,7,8-reTparu ApouHA0MM3HH- 1 -
KapOOKCaMu;
(S)-N-(4-runpoxcudennn)-N-(3-((2-merokcudTiiI )kapdbamorn )oensimn)-3-(6-(3-
(Mmopdonuromerun)-1,2,3 4-TeTparu APOU30XHUHONUH- 2-
kapOoumn)6en3o[d][1,3]arnokcon-5-un)-5,6,7,8-reTparu ApouHA0MM3HH- 1 -
KapOOKCaMUT;
(S)-N-(4-runpokcudennn)-N-(3-merokcu-2-merundensnn)-3-(6-(3-
(mopdonuromeTi)-1,2,3,4-TeTparuApON30XHMHOIMH-2-KapOOHUIT)
6enso[d][1,3]auokcon-5-un)-5,6,7,8-Terparu AporHI0IN3KH- | -kapOOKCcaMu I,
(S)-N-(4-ruapoxcudenmn)-N-(2-metundbensmn)-3-(6-(3-(mopdonmunomernn)-1,2,3,4-
TETPAruAPOU30XUHONMMH-2-kapOoum)den3o[d] [1,3]auokcon-5-un)-5,6,7,8-
TETparuaAPOUHIOIN3HH- | -KapOOKCaMuU;
(S)-N-(4-rugpoxcudenmn)-3-(6-(3-(moppomunomerun)-1,2,3,4-
TETPAruAPOU30XHHONMMH-2-KkapOoum)oenso[d][1,3 | auokcon-5 -mm)-N-(2-
(Tpudropmerni)den3un)-5,6,7,8-TeTparu AponHAOMU3KH- | -kKapOOKCaMuU I,
(S)-N-(3-((2-(mumeTrnamuno)aTIi)KapOamon)oensun )-N-(4-runpokcudenn)-3-(6-
(3-(Mmopdonunometnn)-1,2,3,4 -TeTparuapoOu30XuHOJTHH-2-
kapbonmn)6enzo[d][1,3]auokcon-5-umn)-5,6,7,8-TeTparu ApOHHIONU3UH- | -

KapOOKCaMu;
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(S)-N-(3-kapbamounnbensui )-N-(4-ruapokcudennn)-3-(6-(3-(MmopdomnHOMeTH)-
1,2,3,4-teTparuapou3oxuHonuH-2-kapoonun)oenso[d] [1,3]auokcon-5-un)-5,6,7,8-
TETParuAPOUHIOIN3HH- | -KapOOKCaMuU;
(S)-N-(4-((2-(mumeTrnamuno)aTII)KapOamon)oensun )-N-(4-runpokcudenn)-3-(6-
(3-(mopdonunometnn)-1,2,3,4 -TeTparuapou30XuHOJTHH-2-
kapOoumn)6en3o[d][1,3]arnokcon-5-un)-5,6,7,8-reTparu ApouHA0MM3HH- 1 -
KapOOKCaMUT;
(S)-N-(4-rugpoxcudenmn)-3-(6-(3-(moppomunomerun)-1,2,3,4-
TeTParuApOU30XHHONMUH-2-kapOoumn)oen3o[d][1,3 ] anokcon-5 -uwn)-N-(nupu qun-4-
unamerun)-5,6,7,8-rerparuaponHa0Nu3uH- | -kapOOKCcaMu I,
(S)-N-(4-ruapoxcudenmn)-N-(3-(4-metunnunepasut- 1 -kapdonun )oensun)-3-(6-(3-
(mopdonuromernin)-1,2,3,4-reTparu ApOU30XUHOIUH) -2-
kapboumn)6enso[d][1,3]auokcon-5-umn)-5,6,7,8-TeTparu ApOHHIOIU3UH- | -
KapOOKCaMu;
(S)-N-(2-propbensu)-N-(4-ruapokcudennn)-3-(6-(3-(moppomunomermn)-1,2,3,4-
TETparuapOu30XuHoNuH-2-kapoonun)denso[d][1,3 | auokcon-5-un)-5,6,7,8-
TETParuAPOUHIOIN3HH- | -KapOOKCaMuU;
(S)-N-(4-ruapoxcudenmn)-N-(4-(4-metunnunepasut- 1 -kapdonusn )oensun)-3-(6-(3-
(mopdonuromernin)-1,2,3,4-reTparu ApOU30XUHONIUH) -2-
kapboumn)6enso[d][1,3]auokcon-5-umn)-5,6,7,8-TeTparu ApOHHIOIU3UH- | -
KapOOKCaMu;
(S)-N-(4-kapbamounnbensui)-N-(4-ruapokcudenn)-3-(6-(3-(MmophomnHOMeTH)-
1,2,3,4-teTparuapon3oxuHonuH-2-kapoonmn)denso[d][ 1,3 ] mmokcon-5-mn)-5,6,7,8-
TETParuAPOUHIOIN3HH- | -KapOOKCaMuU;
(S)-N-(4-runpoxcudenmn )-N-(3-metundensmn)-3-(6-(3-(mopponunomerin)-1,2,3,4-
TETparuapOu30XuHoNuH-2-kapoonun)denso[d][1,3 | auokcon-5-un)-5,6,7,8-

TETParyIPOUHIOIU3HH- | -KapOOKCaMu I,
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(S)-N-6en3nn-N-(4-rugpoxcudennn)-3-(6-(3-(mopdommromernn)-1,2,3,4-
TETparu Apou30XuHoNuH-2-kapoonun)denso[d][1,3 | auokcon-5-un)-5,6,7,8-
TeTParuAPONHONN3NH- | -kapOoKcaMu;,
(S)-N-(4-rugpoxcudenmn)-3-(6-(3-(moppomunomerun)-1,2,3,4-
TETPAruAPOU30XHHONMMH-2-KapOoum)oen3o[d][1,3 | auokcon-5 -mn)-N-(3-
(TpudTopmernn)oensuin)-5,6,7,8-TeTparu ApOHHIONNU3UH- | -kapOoKcaMu I,
(S)-N-(4-propbensun)-N-(4-ruapokcudennn)-3-(6-(3-(mopdpomunomermn)-1,2,3,4-
TETparuapOu30XuHoNuH-2-kapoonun)denso[d][1,3 | auokcon-5-un)-5,6,7,8-
TeTParuAPONHONN3NH- | -kapOoKcaMu;,
(S)-N-([1,1'-6budennn]-3-unmermn)-N-(4-runpoxcudennn)-3-(6-(3-
(mopdomuaomerni)-1,2,3,4-reTparuApON30XHHOJINH )-2-
kapbonmn)6enzo[d][1,3]auokcon-5-umn)-5,6,7,8-TeTparu ApOHHIONU3UH- | -
KapOOKCaMu;
(S)-N-(2,6-nudropbensmn)-N-(4-runpokcudenu)-3-(6-(3-(mopdonuHoMeTHIT )-
1,2,3,4-teTparuapon3oxuHonuH-2-kapoonmn)denso[d][ 1,3 ] mmokcon-5-mn)-5,6,7,8-
TeTParuAPONHONN3NH- | -kapOoKcaMu;,
(S)-N-(4-runpoxcudenmn )-N-(4-metundensun)-3-(6-(3-(mopponunomerin)-1,2,3,4-
TETparuapOu30XuHoNuH-2-kapoonun)denso[d][1,3 | auokcon-5-un)-5,6,7,8-
TeTParuAPONHONN3NH- | -kapOoKcaMu;,
(S)-N-(3-propbensu)-N-(4-ruapokcudennn)-3-(6-(3-(moppomunomermn)-1,2,3,4-
TETparuapOu30XuHoNuH-2-kapoonun)denso[d][1,3 | auokcon-5-un)-5,6,7,8-
TeTParuAPONHONN3NH- | -kapOoKcaMu;,
(S)-N-(2-drop-6-(Tpudropmerin)densnin)-N-(4-ruapokcudennn)-3-(6-(3-
(mopdomuromernin)-1,2,3,4-reTparu ApOU30XUHONUH-2) -
kapbonmn)6enzo[d][1,3]auokcon-5-umn)-5,6,7,8-TeTparu ApOHHIONU3UH- | -

KapOOKCaMu;
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(S)-N-(4-runpoxcudennn )-N-((4-MeTokcH-3,5-AuMe THIINU PUANH-2 - I ) METHJT )-3-(6-
(3-(mophonunometnn)-1,2,3 ,4-TeTparuapon30XuHOJTHH-2-
kapOoumn)6en3o[d][1,3]arnokcon-5-un)-5,6,7,8-reTparu ApouHA0MM3HH- 1 -
KapOOKCaMUT;
(S)-N-(4-rugpoxcudenmn)-3-(6-(3-(moppomunomerun)-1,2,3,4-
TETPAruAPOU30XHHONMMH-2-KkapOoum)oen3o[d][1,3 | auokcon-5 -1mn)-N-(4-

(Tpudropmerni)den3un)-5,6,7,8-TeTparu ApornHAOMU3KH- | -kapOOKCaMuU I,

(S)-4-(N-(4-rumpokcu penun)-3-(6-(3-(mopdonuuomeTnn)-1,2,3,4-
TeTparuAPOU30XHHONUH-2-kapOonmn)denso[d][1,3 | auokcon-5-un)-5,6,7,8-
TeTParuaApOUHAO0IN3HH- | -kapOOKcaMu 10)MeTHIT)OeH 30 Has KUCIIOTA,
(S)-N-(4-ruapoxcudenmn)-3-(6-(3-(moppomunomerun)-1,2,3,4-
TeTParuaApON30XHHONMMH-2-KkapOoumn)oenso[d][1,3 ] auokcon-5 -umm)-N-(4-
(TpudpTopmerokcu)Oen3un)-5,6,7,8-TeTparu IpOUH A0 3HH- | -KapOOKCaMuU I,
(S)-N-((2-(4-aToxcudennn)-5-(13-mermn)oxcazon-4-um)meri)-N-(4-
ruapokcudenn)-3-(6-(3-(mopdoaunomerin) )-1,2,3,4-TeTparuaporn30XuHOJTHH-2-
kapOoumn)6en3o[d][1,3]arnokcon-5-un)-5,6,7,8-reTparu ApouHA0MM3HH- 1 -
KapOOKCaMUT;

(S)-3-((N-(4-runpokcu penun)-3-(6-(3-(mopdponuuomeTnn)-1,2,3,4-
TeTParuApOU30XUHONMUH-2-kapOonmn)denso[d][1,3 | auokcon-5-un)-5,6,7,8-
TETparuApOUHAO0IN3HH- 1 -kapOOKcaMu 10)MeTHIT)OeH 30 Hast KUCIIOTA,
mpem-0ytui-(S)-3-((N-(4-ruapoxcudennn)-3-(6-(3-(mopponunomernn)-1,2,3,4-
TeTparuAPOU30XHHONMUH-2-kapOonmn)den3o[d][1,3 | auokcon-5-un)-5,6,7,8-
TETparuApOUHAOIN3HH- | -kapOOKCaMu10)METHIT)OEH30aT;
(S)-N-(2,6-numerundensun)-N-(4-ruapokcudenmn )-3-(6-(3-(MophosnHOMETHII -
1,2,3,4-teTparuapon3oxuHonuH-2-kapoonmn)oenso[d][ 1,3 | auokcon-5-mn)-5,6,7,8-

TETPAryIPOUHIOIU3HH- | -KapOOKCaMuI;
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(S)-N-(4-ruppokcudennn )-N-(2-merokcudensmn)-3-(6-(3-(moppomunomernn)-1,2,3,4-
TETparuapOu30XuHoNuH-2-kapoonun)denso[d][1,3 | auokcon-5-un)-5,6,7,8-
TETParuAPOUHIOIN3HH- | -KapOOKCaMuU;
(S)-N-(2-prop-6-metundensun)-N-(4-runpokcudenn)-3-(6-(3-(mopdoanHOMeETHIT)-
1,2,3,4-teTparuapou3oxuHonnH-2-kapoonun) 6en3o[d][1,3]auokcon-5-un)-5,6,7,8-
TETParuAPOUHIOIN3HH- | -KapOOKCaMuU;
(S)-N-(2-xnop6ensun)-N-(4-ruapokcudennn)-3-(6-(3-(mopdponunomerin)-1,2,3,4-
TeTparuAPOU30XUHONMUH-2-kapOonmn)den3o[d][1,3 | auokcon-5-umn)-5,6,7,8-
TETparuaAPOUHIOIN3HH- | -KapOOKCaMuU;
(S)-N-(2-xnop-6-metusndensun)-N-(4-ruapoxcudenn )-3-(6-(3-(MmophomnHOMeTH -
1,2,3,4-tetparunpon3oxuHonuH-2-kapbonmn) 6enso[d][1,3 | auokcon-5-mmn)-5,6,7,8-
TETparuaAPOUHIOIN3HH- | -KapOOKCaMuU;
(S)-N-(6-xn0p-2,3-mdpropdenzuin)-N-(4-runpoxcndennn)-3-(6-(3-
(Mmopdomuromerni)-1,2,3,4-reTparu ApOU30XHHONUH-2-
kapOoumn)6en3o[d][1,3]arnokcon-5-un)-5,6,7,8-reTparu ApouHA0MM3HH- 1 -
KapOOKCaMUT;
(S)-N-([1,1'-6udennn]-2-unmerni)-N-(4-ruapokcudennn)-3-(6-(3-
(Mmopdomuromernin)-1,2,3,4-reTparu ApOU30XUHOIUH) -2-
kapOoumn)6en3o[d][1,3]arnokcon-5-un)-5,6,7,8-reTparu ApouHA0MM3HH- 1 -
KapOOKCaMUT;
(S)-N-(4-ruapoxcudenmn)-N-(2-metun-4-(tpudTopmern )oensui)-3-(6-(3-
(Mmopdonuaomern)-1,2,3,4-TeTparuApOU30XHHOIHH-2)-
kapOoumn)6en3o[d][1,3]arnokcon-5-un)-5,6,7,8-reTparu ApouHA0MM3HH- 1 -

KapOOKCaMUT;
(S)-N-(4-ruapoxcudenmn)-N-(2-metun-5-(tpudTopmern)oensui)-3-(6-(3-
(mopdomuromernin)-1,2,3,4-reTparu ApOU30XUHOIUH-2) -
kapOoumn)6en3o[d][1,3]arnokcon-5-un)-5,6,7,8-reTparu ApouHA0MM3HH- 1 -

KapOOKCaMUT;
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(S)-N-(4-ruapoxcudenmn)-3-(6-(3-(moppomunomerun)-1,2,3,4-
TETParuApON30XUHONMH-2-kapoonu)oenso[d][1,3 | anokcon-S-mn)-N-(mupu aun-3-
unMetun)-5,6,7,8-TeTparuApOornHI0IU3KH- | -kapOoKcaMI I
(S)-N-((2-(4-aTokcuenmn)-5-metunokcazon-4-mn)merui )-N-(4-ru apokcu e )-3-
(6-(3-(Mmopdonunomernn)-1,2 ,3,4-TeTparu ApOU30XUHOTUH-2-
kapboumn)6enso[d][1,3]arnokcon-5-umn)-5,6,7,8-TeTparu ApOHHA0MU3UH- | -
KapOOKCaMu;
(S)-4-(N-(3-xapbamomnbensmn)-3-(6-(3-(mopdonuuomernn)-1,2,3,4-

TETparu Apou30XuHOINH-2-kapoouun)oen3o[d][1,3] muokcon-5-un)-5,6,7,8-
TETparuaIpONHIONIHU3HH- | -kapOOKcaMu 0 )(hEeHUITALETAT;
(S)-N-(3-kapbamonnbensun)-N-(4-3rokcudennn)-3-(6-(3-(mophonmunomernn)-1,2,3,4-
TETparuapoOnu30XuHoNuH-2-kapoonun)denso[d][1,3 | auokcon-5-un)-5,6,7,8-
TETParuAPOUHIOIN3HH- | -KapOOKCaMuU;
(S)-N-(4-runpoxcudennn)-N-(3-((metuncyishonm)kapdbamons )oersmn)-3-(6-(3-
(MmopdomuaomeTii)-1,2,3,4-TeTparu ApOU30XUHOIUH-2-
kapboumn)6enso[d][1,3]arnokcon-5-umn)-5,6,7,8-TeTparu ApOHHA0MU3UH- | -
KapOOKCaMu;
4-[(4-Tugpoxcu-N-[3-[6-[(3S)-3-(moppomunomernn)-3,4-muruapo- 1 H-uzoxunomn-2-
kapOoum|-1,3-0enzomunokcon-S- uil-5,6,7,8-reTparu ApOUH IO 3UH- | -

KapOOH W |aHIJIHHO)METH |OeH30HHAs KUCITOTA;
3-[(4-T'unpokcu-N-[3-[6-[(3S)-3-(MmopdomuromeTi)-3,4-quruapo- 1 H-u3oxunosmH-2-
kapOoumn|-1,3-6en3oanokcon-5- mil-5,6,7,8-reTparu ApOHHIOIU3UH- | -

KapOOH W |aHIJTHHO)METH |OeH30iHHas KUCITIOTA,
mpem-byTtin 3-[(4-ruapokcu-N-[3-[6-[(3S)-3-(mopdonunomern)-3,4-nurunpo-1H-
U30XUHONUH-2-KapOoumi |-1,3-6enzoanokcon-5-uil-5,6,7,8-terparu iponHI0MU3MH- | -
KapOOHWIT |aHHJIHHO)METHIT |OEH30aT;
N-[(2-unanodenun)meru]|-N-(4-ruapokcudennn)-3-[6-[(3S)-3-(MmopdonuHOMETHT )-
3,4-nurunapo- 1 H-uzoxunonuu-2-kapoouun|- 1,3-6enzoquoxcon-5-uil-5,6,7,8-

TETParyIPOUHIOIU3HH- | -KapOOKCaMu I,
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N-(4-runpoxcudenmn)-N-[(4-metun-1,2,4-tpuazon-3-um)merui]-3-[6-[(3S)-3-
(MmopdonunomeTii)-3,4 -nuruapo- 1 H-uzoxunonun-2-kapoonus]-1,3-0eH30auokcor-
5-un]-5,6,7,8-TeTparu ApOrHI0IH3KH- | -KapOOKCAMUT;
N-(4-runpoxcudenun)-3-[6-[(3S)-3-(mopdonunomerun)-3,4-quru apo-1H-
U30XUHONUH-2-KapOoum |-1,3-6enzoauokcon-S-ui|-N-[(3-auTpodenunn)mern]-
5,6,7,8-TeTparu IpOr HI0IU3HH- | -kKapOOKCaMuU I,
N-(4-ruapoxcudenmn)-N-[(2-metui-3-autpodenun)merin]-3-[6-[(3S)-3-
(mopdonunomeTnn)-3,4-nuruapo- 1 H-uzoxunonun -2-kapoonus]-1,3-0eH30a10Kco-
5-un|-5,6,7,8-rerparu ApONHI0IM3HH- | -KapOOKCAMUT;

U uX (apMaleBTHYECKH MPUEMJIEMbIE COJIM, CTEPEOM30MEPBI, COJIBBATHI, MPOJIEKAPCTBA HIIH

TAyTOMEPBL
[0110] B HekoTOphIX BapHaHTax OCYLIECTBIEHUs u300perenust coenuHenue ¢Gopmysisr (1)

BBIOpPAHO 3!

(S)-N-(4-runpokcudennn )-N-(3-merokcu-2-meTunden3m)-3-(6-(3-(MmopdomuHOMe THI ) -
1,2,3,4-tetparunpon3oxuHonuH-2-kapbonmn) 6enso[d][1,3 ] auokcon-5-mn)-5,6,7,8-
TETparuaAPOUHIOIN3HH- | -KapOOKCaMuU;
(S)-N-(4-runpokcudennn)-3-(6-(3-(mopdomnnomerin)-1,2,3 4-reTparu ApOr30X UHOJIHH-2-
kapOoumn)6en3o[d][1,3]arnokcon-5-un)-N-(2-(tpudTopmernn)oeHsmn)-5,6,7,8-
TETparuaAPOUHIOIN3HH- | -KapOOKCaMuU;
(S)-N-([1,1'-6udenun]-3-unmerin)-N-(4-runpokcudenn)-3-(6-(3-(MmopdoamHOMETIT)-
1,2,3,4-teTparuipon30XuHoONNH) -2-kapoouun)oen3o[d][ 1,3 ] auokcon-5-umn)-5,6,7,8-
TETparuaAPOUHIOIN3HH- | -KapOOKCaMuU;
(S)-N-(4-ruapoxcudenmn)-N-(2-metokcubensmn)-3-(6-(3-(mopdonmunomernn)-1,2,3,4-
TeTparuAPOU30XHHONMUH-2-kapOonmn)den3o[d][1,3 | auokcon-5-un)-5,6,7,8-
TETparuaAPOUHIOIN3HH- | -KapOOKCaMuU;
(S)-N-([1,1'-6udenun]-2-unmerin)-N-(4-runpokcudenn)-3-(6-(3-(MmopdoamHOMETHI)-
1,2,3,4-teTparuipon30XuHoONNH) -2-kapoouun)oen3o[d][ 1,3 ] auokcon-5-umn)-5,6,7,8-

TETPAryIPOU HIOIU3HH- | -KapOOKCaMu I,
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4-[(4-Tugpoxcu-N-[3-[6-[(3S)-3-(mopdpomunomernn)-3,4-muruapo- 1 H-uzoxunonun-2-
kapOoumn|-1,3-6en3onnokcon-5-uil-5,6,7,8-Terparu ApouH A0 M3MUH- | -

KapOOH W |aHIJTHHO))METHT |OeH30HHAs KUCITIOTA,
3-[(4-Tunpoxcu-N-[3-[6-[(3S)-3-(mopdomuromeTi)-3,4-quruapo- 1 H-u3oxunomH-2-
kapOoumn|-1,3-6enzonnokcon-5-uil-5,6,7,8-Terparu AponH A0 M3HUH- | -

KapOOHUJI |aHUITNHO)METHIT|OeH30HHas KUCITOTA,
mpem-bytin 3-[(4-rugpokcu-N-[3-[6-[(3S)-3-(mopponunomeTnn)-3,4-muru apo- 1 H-
U30XUHONNH-2-KapOonu]-1,3-0en3oauokcon -5-mn|-5,6,7,8-reTparu ApOrH 10JU31H- 1 -
KapOOHWIT|aHHJIHHO )METHIT |OEH30aT;
N-[(2-unanodennn)mern]-N-(4-ruapokcudennn)-3-[6-[(3S)-3-(mopdomunomermn)-3,4-
nuru apo- 1 H-usoxunosun-2-kapbouun|- 1,3-6en3oauokcon-5-unl-5,6,7,8-
TeTparuApOUHIOIN3HH- | -KapOOKCaMuU;
N-(4-runpoxcudenmn)-N-[(4-metun-1,2,4-tpuazon-3-um)merui]-3-[6-[(3S)-3-
(Mmopdonuaomerin)-3,4 -nuruapo- 1 H-uzoxunonuu-2-kapoonu|-1,3-6eH30aunokcon-5-ui|-
5,6,7,8-TeTparuapor HI0IM3KHH- | -kKapOOKCaMuI;
N-(4-ruppokcudenmnn)-3-[6-[(3S)-3-(moppomunomerin)-3,4-muruapo- 1 H-uzoxunoamn-2-
kapOoumn|-1,3-6enzonnokcon-S-un]- N-[(3-autpodenmn)merun]-5,6,7,8-
TeTparuApOUHIOIN3HH- | -KapOOKCaMuU;
N-(4-ruapoxcudenmn)-N-[(2-metui-3-autpodenun)mern]-3-[6-[(3S)-3-
(Mmopdonuromerin)-3,4-aquruapo- 1 H-uzoxunonun -2-kapoonmu|-1,3-6eH30auokcon-5-ui|-
5,6,7,8-TeTparuapor HI0IM3KHH- | -kKapOOKCaMuI;

iy ero hapMaeBTHYeCcKH IprueMiieMast CoJib, CTEPEON30Mep, CObBAT HITH TAyTOMep.

[0111] B HekoTOpBIX BapuaHTax OCylIecTBiIeHus coequnenue Gopmyisl (I) mpencrapnser coboi
(S)-N-(4-runpoxcudenmn)-N-(3-meTokcu-2-metundensin)-3-(6-(3-(mopponunomernn) -1,2,3,4-
TETparuaApOu30XuHONNH-2-kapOonmn)denso[d][1,3 ] auokcon-5-un)-5,6,7,8-
TETparuApOUHAOIN3NH- | -kapOokcaMuy uian ero (papmManeBTHUECKH MpHeMJieMasl COJib, €ro
CTEepPEeOH30Mep, CONILBAT HITH TAYyTOMED.

[0112] B HexkoTOpBIX BapuaHTax OCyLIeCTBIeHUs coequnenue popmyisl (I) mpencrapnser coboi

(S)-N-(4-ruppoxcudenmn)-3-(6-(3-(moppomunomerin)-1,2,3,4-TeTparu ApOH30XUHOTHH-2 )-
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kapOoumn)6en3o[d][1,3 ] arnokcon-5-ui)-N-(2-(Tpudropmernn)oensin)-5,6,7,8-
TeTParuaApOUHAOIN3NH- | -kapOokcaMu, Win ero (papMaleBTHUECKH HpHeMJeMas COJb, €ro
CTepeon30Mep, CONBBAT HITH TAyTOMED.

[0113] B HexkoTOpBIX BapuaHTax OCyLIecTBIeHus coequnenue Gopmyisl (I) mpencrasnser coboi
(S)-N-([1,1'-6udpenmn]-3-unmerin)-N-(4-ru npokcudennn)-3-(6-(3-(mopdonunomernn)-1,2,3,4-
TeTparuaApOU30XuHONNH-2-kapOonmn)denso[d][1,3 ] auokcon-5-un)-5,6,7,8-
TeTPAaruaApPOUHAONN3NH- 1 -kapOokcaMu, wWid ero (apMaleBTHUECKH MpHeMIieMasl COJib,
CTepPeon30Mep, CONBBAT HITH TAyTOMED.

[0114] B HexkoTOpBIX BapuaHTax OCyLIecTBIeHUs coequnenne Gopmyinl (I) mpencrasnser coboi
(S)-N-(4-ruppoxcudenmn)-N-(2-merokcubdensin)-3-(6-(3-(mopdonunomernn)-1,2,3,4-
TeTparuaApOU30XuHONNH-2-kapOonmn)denso[d][1,3 ] auokcon-5-un)-5,6,7,8-
TeTPAaruaApPOUHAONN3NH- 1 -kapOokcaMuy win  ero  (apMaleBTHUYECKH IMpHeMjeMas COJib,
CTepPeon30Mep, CONBBAT HIIH €r0 Tay TOMeEp.

[0115] B HexkoTOpBIX BapuaHTax OCylIecTBieHus coeqnnenne Gopmyisl (I) mpencraenser coboi
(S)-N-([1,1'-6udpenmn]-2-unmerin)-N-(4-ru npokcudennn)-3-(6-(3-(mopdonunomernn)-1,2,3,4-
TeTparuaApOU30XuHONNH-2-kapOonmn)denso[d][1,3 ] auokcon-5-un)-5,6,7,8-
TeTPAaruaApOUHAONN3NH- 1 -kapOokcaMu, wWid ero (apMaleBTHUECKH MpHEeMIIeMasl  COJib,
CTepPeon30Mep, CONBBAT HITH TAyTOMED.

[0116] B HexoTOphIX BapuHaHTaxX OCYLIECTBJIEHHS COEOUHEHHE TMpPEACTaB/sieT CoOOM
(dapMaLeBTHYECKH MPHEMJIEMYIO COJib. B HEKOTOpBIX BapHAHTAaX OCYLIECTBJIEHUS COSIUHEHHE
HpencTaBiIsier CoO0i r’HIPOXIOPUIHYIO COMb.

[0117] Cnenyer moHuUMATh, YTO BCE CTEPEOM3OMEpPHBIE (POPMBI BKJIIOYEHBI B HACTOSILEE
nzo0pereHne, BKIOYas WX cMecH. Eciu coennHeHHe CONEp>KUT ABOMHYIO CBSI3b, 3aMECTHUTEINb
MokeT ObiTh B KkoHurypauun E wmm Z. Ecou coenuHeHne COAEPKUT AM3aMELIECHHBIN
LUKJIOATIKIIT, HUKJIOAIKHIBHBINA 3aMECTHTE/ b MOJKET HMETh LIHC- HJIH TpaHC-KoH(purypauuto. Bee
TayTOMEpHBIE (DOPMBI TAKIKE TOJKHBI OBITh BKJIFOYEHBI.

[0118] Coemunenus mo U300peTeHUIO M UX (hapMALEBTUUYECKH MPUEMJIEMbIE COJIH, THIPATHI,

COJIbBATHI, CTEPEOU30OMEPBI U MPOJIEKAPCTBA MOTYT CYIIECTBOBATH B MX TAyTOMEPHOW (opme
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(Hampumep, B BHOE aMHOHOrO Wi wuMuUHO3(upa). Bce Ttakue TtayromepHbie (HOPMBI
paccMaTpHBAIOTCS 37€Ch KaK YAaCTh HACTOSILEro H300peTeH s

[0119] CoenuHeHus mo HM300PETEHHIO MOTYT COAEpPKATh ACHUMMETPUYECKHE WJIH XUPAJIbHBIE
LHEHTPbl U, CIIEJOBATENbHO, CYyIIeCTBOBATb B pPa3JIMUHBIX CTEPEOH3OMEPHBIX (hopMmax.
IIpenmonaraercsi, 4TO Bce CTepeon30OMepHbIe (GOPMBI COeTMHEHNH O H300PETeHNIO, a TakKe UX
CMeCH, BKJIIOYas PalleMHYECKHe CMECH, COCTABIISIIOT HacTh Hacrosuiero mzodperenus. Kpome
TOTO, HACTOsIIee H300peTeHHe OXBAThIBAET BCE TEOMETPUUECKHE H  MO3HLHOHHBIE
crepeon3omepsl. Hampumep, ecnu coeanHenne o n300peTeHNIO BKIIKOYAeT ABOHHYIO CBS3b HIIH
KOHJIEH CHPOBaHHO€ KOJIbII0, B 00BEM N300 pEeTEH s BXOAAT KaK LUC-, TAK U TPAHC-(POPMBI, a TAKIKE
UX CMeCH. KaXK[Oe pACKPhITOE 31eCh COeNMHEHHE BKJIIOYaeT BCE SHAHTHOMEpPHI, KOTOpbIE
COOTBETCTBYIOT 00LIelt cTpykType coenuHennsi. CoennHeHrs MOTYT ObITh B PaLlEMHUYECKON HJTH
SHAHTHOMEPHO 4HCTOWH (opMme winm B JOOOH Opyroit (opMe ¢ TOUKH 3pPEHHS CTEPEOXHMHU.
PesyabTaThl aHammsza MOTYT OTpakaTh JaHHbIE, COOpaHHBbIE IS pPaLEMHYeCKOH (HOpPMBI,
SHAHTHOMEPHO YKCTON (HOPMBI WK JIFOOOH APYror (HOPMBI C TOUKH 3PEHUS CTEPEOXUMHUH.

[0120] Cmecn muacrepeoMepoB MOKHO Pa3iesuTh HA OTAEIbHBIE THACTePEOMepPhl HA OCHOBE HX
(UBUKO-XUMHUYECKHX PA3IUYUi METOAAMH, XOPOLIO HM3BECTHBIMH CIELUAINCTaM B JAaHHOU
obnacTu, TAaKMUMHU Kak, Hampumep, xpomarorpadus W/win (QpakUOHHAS KPUCTAJUTH3ALMS.
DHAHTHOMEPBl MOJKHO pa3JeIuTh MNyTeM MPEBpalleHHs] JHAHTHOMEPHOHW CMECH B
IMACTEPEOMEPHYIO CMECh MYyTEM B3aUMOMEHCTBHS C MOAXOAALINM ONTHYECKH AaKTHBHBIM
coeqrHeHneM (HampHMep, XHPAJIbHBIM BCIIOMOTATEIbHBIM BELIECTBOM, TAKHM KaK XHpaJbHBIH
CIHPT WK XJOopaHruapua Moliepa), pa3neneHus A1acTepeOMepPOB i MpeBpalleHus (Hampumep,
THAPOJIN3a) OTHENBHBIX OHACTEPEOMEPOB. B COOTBETCTBYIOLIME UMCThIE SHAHTHOMEPHL. Kpome
TOTO, HEKOTOPbIE U3 COSAMHEHHI MO U300PETEHHIO MOTYT OBITh ATPONOU30OMepaMu (HarpuMep,
3aMEIEeHHbIMH OHapUJIaMU) U PACCMATPHBAIOTCS KaK YacCTh 3TOrO U300peTeHHs. JHAHTHOMEPHI
TaK)Ke MOYKHO Pa3feNuTh C TOMOIIBIO XHPaIbHON KotoHkn BOKX.

[0121] Takske BO3MOYKHO, YTO COETUHEHHSI MO H300PETEHHUIO MOTYT CYLIECTBOBATE B PA3IMUHBIX
TAyTOMEpHBIX (popMax, U Bce Takue (POPMBI OXBATHIBAIOTCS OOBbeMoM H300perenus. Takke,
HampuMep, BCE KETO-€HOJbHbIE M HWMHH-€HaMUHHbIE (DOPMBI COEIWHEHHH BKIIIOUEHBI B

H300pETEHHE.
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[0122] Bce cTepeouszomepsl (HampuMep, reOMETPUUECKHE H30MEPHI, O THYECKHE H30MEPHI H T.I1.)
COENMHEHUH MO HACTOALIEMY H300pETeHHIO (BKJIIOYAs COJIM, COJIBBATHI, CIIOXKHBIE A(UPBI U
npoJieKapCTBa COENMHEHHI, a TAKIKE COJTH, COMIbBATHI U CJIOJKHBIE 3(DUPBI POJIEKAPCTB), TAKHE KaK
T€, KOTOPbIE MOTYT CYIIECTBOBATH OJ1aroAapsi aCHMMETPHUHBIM aTOMaM YTJIepOa MPU Pa3IMUHbIX
3aMECTUTENAX, BKJIIOYAs OSHAHTHOMEpHbIE (OpMbI (KOTOpbIE MOTYT CYIIECTBOBATbH HOaXe B
OTCYTCTBHE AaCHMMETPUYHBIX ATOMOB YIJIepoAa), poTaMepHbie (HOPMBI, ATPOMOU3OMEPHI H
IracTepeoMepHbie (hOPMBI, PACCMATPHUBAIOTCS B PAMKAX HACTOSLIETO H300PETEHUsI, KaK SBJISIOTCS
NO3UIMOHHBIMU U30MepaMH (TakMMHU Kak, Hampumep, 4-mupuaunn u 3-mupuaui). (Hampumep,
ecnmu coenuHenue Gopmyiel (I) BKIOUAET MBOWHYIO CBSI3b WM KOHIEHCHPOBAHHOE KOJIBIO, B
00BbeM n300peTeHns BXOIST KaK IUC-, TAK U TPaHC-(QOPMBI, a TaKKe UX cMecH. Takke, HapuUMep,
BCE KETO-€HOJbHAs W HMMHH-€HAMHHOBas ()OPMbI COEOMHEHHI BKJIIOUEHBI B H300peTEeHHE).
WHuauBuayanbHble CTEPEOU30MEPhI COSTUHEH I H300PETEHUsI MOTY T, HAIPHUMED, MPAKTHYECKU HE
cozepKaTh APYTHX H30MEPOB MJIH MOTYT OBITh CMELIAHHBIMH, HAIPUMED, B BHJI€ PALEMATOB UJIH
C BCe ApYyrue WM OPyrhe BbIOPaHHBIE CTEPEOH30MEpBI. XHpajbHbIE LEHTPBI MO HACTOSIIEMY
H300PETEHHIO MOTYT UMETh KoHurypamuio S wim R, kak onpeneneno B Pexkomenmanusx [UPAC
1974 roga. Micionb3oBaHue TEPMHUHOB «COJIbY, KCOJBBATY, KCIIOKHBIN 3PUPY, KTPOJIEKAPCTBOY U
T.I. B PAaBHOW CTEMEHHW OTHOCHUTCS K COJIM, COJIbBATY, CIIOKHOMY 3(HpYy U MpOJeKapCTBY
SHAHTHOMEPOB, CTEPEOM3OMEPOB, POTAMEPOB, TAy TOMEPOB, MO3ULIMOHHBIX H30MEPOB, paleMaThl
WJIA TIPOJIEKAPCTBA COSAMHEHUH O N300PETEHHUIO.

[0123] Coemunenus dpopmyibl (I) MOryT 0Opa3oBBIBATE CONH, KOTOPBIE TAKXKE BXOISIT B 00bEM
HacTosuero u3obperenus. [lonpasymeBaercs, UToO CChUIKA HAa coemuHeHrne (HOPMYJIbI B JAHHOM
JOKYMEHTE BKJIFOUAET CCBUIKY Ha €ro COJIH, €CJIH He YKa3aHO HHOE.

[0124] Hacrosiee n3o0pereHre OTHOCUTCS K COEMHEHUSM, KOTOPbIE SIBJISIFOTCS MOAYJIATOPAMHU
6enko BCL-2. B omHOM BapuaHTe COEOUHEHHs MO HACTOSINEMY H300PETEHHIO SBJISIOTCS
unruoutopamu 6enxor BCL-2. B apyrom Bapuante ocywmectrienus oenku BCL-2 npeacrasnstor
coboit uzodopmy 1. B npyrom Bapuante ocymectsienusi 0enku BCL-2 npencrapnstoT coboi
uzodopmy 2.

[0125] B HekoTOphIX BapHaHTax oOcCyllecTBiaeHHs coenuHeHus ¢opmynsl (I) sBastoTCs

ceNeKTUBHbIME HHrHOuTOpamu O6enkos BCL-2.
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[0126] B HexoTOpBIX BapuaHTax OCYLIECTBIIEeHHS coenuHeHus popmybl (1) SBAAIOTCS IBOHHBIMU
unruoutopamu 6enkos BCL-2/BCL-xL.

[0127] Hacrosiiiee u300peTeHHE OTHOCHTCS K COEOUHEHHSM, OINHUCAHHBIM B HACTOSIIEM
JOKYMEHTE, ! HX (hapMaLeBTHUYECKH TPUEMIIEMBIM COJISIM, THAPATAM, COJIbBATaM, MPOJIEKAPCTBaM,
CTepeon3oMepaM HJIM TayToMepaM, a Takxke (hapMaleBTUYECKHM KOMITO3HLHSIM, COIAEPIKALIIM
OJTHO WJIA HECKOJIbKO COEMHEHHI, OMUCAHHBIX B HACTOSLIEM JOKYMEHTE, Win (papMaLneBTHUYECKH

MpUEeMJIEMbIE COJIH, THIIPATHI, COJLBATEI, HX MPOJIEKAPCTBA, CTEPEON3OMEPEI HITH Tay TOMEPHI.
Mertoa cuaTe’a coeHHEHHH

[0128] CoemunHeHuss mo HACTOSILEMY H300PETEHHIO MOTYT OBITh MOJYUYEHBl Pa3TUYHBIMH
crocobamu, BKJIKOUasi CTaHAApTHYIO Xumui. [loaxonsdinre CHHTETHYECKHE MyTH MOKA3aHbl HA
cxemax, IPUBEIECHHBIX HUKE.

[0129] Coemunenus popmysbl (I) MOryT ObITH MOJy4YEHBI COCOOAMH, W3BECTHBIMU B O0JIACTH
OpPraHWYeCKOr0 CHHTE3a, KaK YKa3aHO YaCTHYHO B CJIEOYIOLIMX CXeMax cuHTe3a. B cxemax,
OMHCAHHBIX HHUYKE, XOPOLIO TMOHSATHO, YTO B3allUTHBIE TPYMNbl Uil YyBCTBHTEJBHBIX WJIH
PEaKLHOHHOCIOCOOHBIX TPYIN HCIONB3YIOTCS TaM, e 3TO HeOOXOAUMO, B COOTBETCTBHH C
oOmmMu npuHounamMu win xumued. C 3alMUTHBIMA TPYIIAMH MAaHUIYJUPYIOT B COOTBETCTBHH
co ctanAapTHBIMU MeTomamu opranudeckoro cuatesa (T.W. Greene and P.G.M. Wuts, "Protective
Groups in Organic Synthesis", Third edition, Wiley, New York 1999). Otu rpynnsl ynansroT Ha
NOOXOsIIeNd CTaAuu CHHTE3a COEAMHEHHS C HCIOJb30BAHHEM CIOCODOOB, KOTOpBIE XOPOLIO
W3BECTHBI CHEHUATMCTaM B AaHHOW o0nactu. CrnocoObl CeleKiyy, a TAKKe YCIOBUS U MOPSI0K
peaKLK CIeUAUCThI B JAHHON 00J1aCTH MOWMYT, CYLIECTBYET JIH CTEPEOLIEHTD B COSMHEHHSIX
¢dopmyner  (I). CooTBeTcTBEHHO, HacToOsIIee H300pPETEHHE BKJIIOYAET KaK BO3MOYKHBIE
CTepeou30Mephl (eC/IM HE YKa3aHO MHOE B CHHTE3€), TAK M BKJIFOYAET HE TOJBKO PalleMUYECKUE
COeNMHEHHUs, HO TaKKe M HHAWBUIyaJbHbIE DHAHTHOMEpPHI H/WM auacrepeoMepbl. Korma
JKENaTeNbHO COeIUHEHNe B BHIE OTIAEIBLHOrO JHAHTHOMEpA WM JUACTEpEeOMepa, €ro MOYKHO
MOJIyYHTh CTEpeoCe(PUUECKIM CHHTE30M UJIH Pa3IeieHneM KOHEYHOrO MPOAYKTa UiTH JTI0O0ro
NOAXOSIEr0 MPOMEKYTOYHOrO coenauHeHus. Ha paspelnieHne KOHEYHOTO MPOAYKTA,

MPOMEKYTOUYHOI'O NMNPOAYKTa UKW UCXOOHOI'0 MaTcepuajia MOKHO IMOBIIUATE JIIO0OBIM nOAXOOAIIIUM
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crnocoOoM, M3BECTHBIM B AaHHOH oOmactu. Cwm., Hampumep, «Stereochemistry of Organic
Compounds» 2. JI. Dmuansa, C. X. Bunena u JI. H. Mangepa (Wiley-Interscience, 1994).

[0130] CoenuneHusi, ONMUCAHHBIE B HACTOSINEM JAOKYMEHTE, MOrYT ObITh TMOJYYEHBI W3
KOMMEPUYECKH AOCTYIHBIX HCXOJHBIX MATEPUAJOB WM CHHTE3UPOBAHBI C HCIOJIb30BAHHEM

HU3BECTHBIX OPraHMYECKHX, HEOPraHMUYECKUX U/UITH (hePMEHTATHBHBIX MTPOIECCOB.
Iloxyuenne coeqnHeHH i

[0131] Coenunenus Mo HACTOSIIEMY H300PETEHHIO MOTYT OBITh MOJYYEHBI PAIOM CIHOCOOOB,
XOPOLIO M3BECTHBIX CIELUATNCTaM B 00JIACTH OPraHuYecKoro cuHte3a. Hampumep, coequHeHus
N0 HACTOALIEMY H300PETEHHI0 MOTYT ObITh CHHTE3WPOBAHBI C HCIOIB30BAaHHEM CHOCO0OB,
ONMMCAHHBIX HHUIKE, BMECTE€ C CHHTETHYECKUMH Crnoco0aMH, HU3BECTHBIMH B 00JacTH
CHHTETHYECKON OpraHnvyecKOl XUMHUH, UM UX BapUaLUsIMU, KOTOPblE U3BECTHHI CIELUANINCTaM B
nanHoi obnactu. IlpeamodTuTenbHbIE CMOCOOBI BKIIIOUYAIOT, HO HE OrPAHUYMBAIOTCS HMH,
crocoObl, onucaHHble HKe. COEeMHEH NS O HACTOSIIIEMY H300PETEHUIO MOJKHO CHHTE3HPOBATh,
clenys CTaiusiM, OMHCAHHBIM B 0OmMX mpouenypax A-G, KOTOpble BKJIIOYAIOT pPa3JIMYHbIE
MOCJIENOBATENBHOCTH COOPKHM MPOMEKYTOUYHBIX COEOUHEHHH WM coenuHeHui. Mcxommbie
MaTepuabl OO UMEIOTCSA B MPOJaKe, JIMOO MPOU3BOAITCS C MOMOLIBIO H3BECTHBIX MPOLEAYD,
ONMCAHHBIX B JIUTEPATYpe, WM KaK MOKA3aHO HIKE.

[0132] OBIIAS TIPOLIEYPA A
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CIOCOBBI IPUMEHEHUA 3AABJIEHHBIX COEJAHEHUI

[0139] Hdpyroit acmekT u300peTeHHss OTHOCHTCS K crnocoOy JeueHus 3a0ONeBaHUs HIIH

HapyIIeHus, cBs3aHHOro ¢ Moy siuei 6enkor BCL-2. Ciocob BkITIOYaeT BBEAEHHUE MAIHEHTY,

HY’KIAIOIEMYCSl B JIeUeHUH 3a00JIEBAHUN WM HAPYIIEHWH, CBSI3aHHBIX C MOAyJIAIHeld OeIKoB

BCL-2, 3¢ pexTrBHOrO KOJIMYECTBA KOMITO3ULUN U coequHeHul dopmyJisl (1).
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[0140] B npyrom acmekTe HacTosiee M300pETEHHE HAIMPABJIEHO Ha CIOCOO HHTHOWpOBAHUS
6enkoB BCL-2. Cnioco0 BK/IIOYaeT BBEAEHHE HYKAAKOLIEMYCS B TOM MauueHTy 3¢(HekTuBHOro
KonuuecTBa coenuHeHus popmyisl (I).

[0141] dpyroit acmekT HACTOSINEr0 U300pEeTEeHHsT OTHOCHUTCS K Crnocody  JieyeHwus,
NpenOTBpAlleHus, HHTHOUPOBAHUS UJIH YCTPaHEeHH s 3a00IeBaHu sl MJTH PACCTPONCTBA Y MALIMEHTa,
cBsizaHHOrO ¢ uHrnOuposanuem OenkoB BCL-2, cnoco0y, BKIIIOUAIOIEMY BBEICHUE MALMEHTY,
HY)KIAIOIIeMyCsi B 3TOM, 3(pQEKTUBHOrO KONMH4YecTBO coeauHeHust popmyisl (I). B omHom
BapHAHTE OCYLIECTBJIEHHUS 3a00JieBAaHHE MOXKET ObITh, HO HE OTPAHHYHMBASICH ITUM, PAKOM H
MeTaCcTa3aMHu.

[0142] Hacrosiee n3o0pereHne Takyke OTHOCUTCS K MpuMeHeHuto nHruburopa 6eaxos BCL-2
IUTSL IPUTOTOBJIEHUS JIEKAPCTBEHHOTO CPEACTBA, HCIOIB3yEMOr0 IS JICUSHHs, TPEeIOTBpalleH s,
WHTUOUPOBAHKS MK yCTpaHeH sl 3a00JI€BaHUs HITH COCTOSIHM S, onocpenoBanHoro oeinxamu BCL-
2, T1ie JIeKapCTBEHHOE CPEACTBO COAEPKUT coenuHenue Gopmy.sl (I).

[0143] B apyrom acmekTe HACTOsIEe H300pPETEHHE OTHOCUTCS K CHOCOOY HM3rOTOBIIEHUS
JIEKAPCTBEHHOTO CPEACTBA MJIsl JIEUSHHs], MPEAOTBPALLECHHS, HHTHOMPOBAHUS WJIH YCTPAHEHUs
3a00JieBaHKs UM COCTOsIHUSI, onocpenoBanHoro Oenkamu BCL-2, rae nekapcTBEHHOE CPENACTBO
conepkuT coenunenue gopmysl (I).

[0144] dpyroii acmekT HACTOSIIEr0 M300peTeHus OTHOCUTCS K coemuHenuto Gopmyisl (I) mms
NpPUMEHEHHs B MPOU3BOCTBE JIEKAPCTBEHHOrO CPEACTBA IS JieueHus 3a00eBaHusl, CBI3aHHOTO
c unrubuposanuem 6eaxos BCL-2.

[0145] B nmpyrom acmekTe HacTosiliee H300pETEHHE OTHOCHTCS K MPUMEHEHHIO COeOMHEHUS
dbopmyasl (I) ons neuenus 3aboneBaHusi, CBsI3aHHOTO ¢ MHrHOUpoBanuem Oenxos BCL-2.

[0146] Hdpyroit acmekT u300peTeHUss OTHOCUTCA K crnocody yiedeHus paka. Crmoco0 BKIHOYaeT
BBEJIEHHE HYKIAIOLEMYCS B 3TOM NalieHTy 3((HEKTUBHOrO KOJIMUYECTBA COEAUHEHUsT (POPMYITBI
(D.

[0147] dpyroii acnekT u300peTeHus: OTHOCUTCS K CIOCO0Y JieYeHHs WJIH MPOQHIAKTUKH paka.
Crnoco6 BKJIIOUAET BBENEHHE HYKOAIOIIEMYCS B OTOM MauUeHTy 3(P(EeKTHBHOTO KOJIHUYECTBA

coequnenus popmysr (I).
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[0148] B onHOM BapuaHTE OCYIUECTBJIEHUS HACTOSIIEE U300PETEHHE OTHOCUTCS K TPUMEH EHHIO
uurudutopa 6enkos BCL-2 mis npuroToBiieHns J€KapCTBEHHOTO CPEACTBA, UCITOIb3YEMOTO IS
JIeUeHus1, MPeAOTBPALLEHHS, MHIMOUPOBAHUS HJIM YCTPAHEHHs 3a00JIEBaHUS HJIH PAaCCTPOICTRA,
CBSI3aHHOT'O C PAKOM.

[0149] B npyrom BapuaHTe OCYLIECTBIIEHHS HACTOsLIEEe H300PETEHHE OTHOCUTCS K COSAMHEHUIO
dopmyet (I) umu papMareBTHUECKOH KOMITO3UIMH, COAEPIKALleld COeHHEHNEe MO HACTOSIIEMY
U300peTeHnIo U (hapMaleBTHYECKH MPHEMJIEMbI HOCUTENb, UCIOIb3yEeMbIi IS JIEUEHHS pakxa,
BKJIIOUAsi, HO HE OrPAHHYMBASACh DTUM, BHIOPAHHBIH W3. paK MOYEBOTO My3bIPs, PaK KOCTH, PaK
TOJIOBHOTO MO3ra, paK MOJIOYHOH JKeJie3bl, paKk Cepila, pak IIeHKH MAaTKH, PaK TOJCTOH KHIIKH,
KOJIOPEKTAJIBHBIN pak, pak MuiieBoaa, hpudpocapkoMa, pax KenyaKa, pakK yKejly I0UHO-KHIIEYH Oro
TPaKTa, paK roJIOBbI, TO3BOHOYHHUKA U I1Ieu, capkoMma Kamorm, pak mouk, iIeHKeMusi, pak nevyeHH,
nuMm¢omMa, MeTaHOMa, MHOYKECTBEHHAs] MUEIOMA, PaK MOKeNyIOUHON Kee3bl, PaKk MOJOBOrO
yJieHa, paK 3apObILIEBbIX KJIETOK SHUKa, KAPLUHHOMA THMOMBI, KAPLIMHOMA TUMYCa, PaK JIETKOro,
paK SWYHHKOB, paKk TMPEACTATEIbLHOW jKene3bl, JuMpoMa MapruHajibHOW 30HBI (MZL),
bommukynsipuas sumpoma (FL), muddysnas xpymnHoknerounass B-kierounas numpoma
(ABKKJI) wu xpoHuueckuidi JauMQOJEHKO3/MENKOKIeTouHass JuMponutapuas aumpoma
(XII/XJI).

[0150] B npyrom BapuaHTe OCYLIECTBIIEHHS HACTOsLIEEe H300PETEHHE OTHOCUTCS K COSAMHEHUIO
dbopmyiet (I) umu papMaeBTHUECKOH KOMITO3UIMH, COAEPIKaLlel COeqHHEHNEe MO HACTOSIIEMY
U300peTeHHIO U (hapMalEBTHUECKH MPUEMIIEMbI HOCHTENb, UCIOIb3yEMOMY ISl JIEYSHHU S pakKa,
BKJIIOUAsi, HO He OIPAaHUYMBAsACH OTHM, JTUM(POMY MapruHaibHOH 30HbI (MZL), GOmUKyYISPHYIO
mumbpomy (®JI), muddysHyo kpynHokieTouHyro B-kierounyio gumdomy (ABKKI) u
XPOHHYECKHH JTUM(OIEHKO3/METKOKIETOUHY IO TuMponuTapHyo mumbomy (XJLI/XILT).

[0151] Apyroit acmekT wu300peTeHHss OTHOCHUTCS K (papMaleBTHUECKUM KOMIIO3HLIHUSIM,
comepkaiuM coenunenue ¢opmyasl (I) u  ¢apmaneBTHYECKH TpPUEMJIEMBIH HOCHTENb.
dapmareBTHUECKH MPUEMJIEMbIii HOCHTEIb MOYKET AOMOJHUTENBHO BKJIIOUATH SKCLHIUEHT,
pa3baBHUTENb WM MOBEPXHOCTHO-AKTUBHOE BELIECTBO.

[0152] B omHOM BapuaHTe OCYLIECTBJIEHHS MPEIJIOKEHBI CIOCOOBI JieueHus 3a00JIeBaHus M

HapyLIeHHs, CBA3aHHOrO ¢ wmoxayssiuueir OenxoB BCL-2, Bkiouas pak WM KIETOYHOE

52



PCT/US2022/019998

nposudepaTHBHOE HAPYLIEHUE, BKIIOYAIOIINE BBEACHNE MAMEHTY, CTPAJAIOLIeMy 0 MEHbIIEH
Mepe OHUM M3 YKa3aHHbIX 3a00J1eBaHU WK HApYLIeHui, coenuHenus Gopmyisr (I).

[0153] OgHO TepameBTHYECKOE NPHMEHEHHE COCOMHEHHH HJIM KOMIO3WLUN MO HACTOSIIEMY
H300peTeHnto, KOoTopeie WHruOupyroT Oenku BCL-2, sakmouaercs B OOeCHEUEHHH JIEUEHHS
NAlMEHTOB WM CyObEeKTOB, CTPafaloIliuX OT paka WIH KJIETOYHOrO MposiuepaTuBHOro
HApYILISHUSL.

[0154] PackpbiTbie coenuHeHHs MO H300PETEHHIO MOKHO BBOIUTH B 3(h(PEKTHBHBIX KOJTMYECTBAX
U JIeYeHusl WM TpOQUIAKTHKH pPACCTPOWCTBA HW/WIHM TMPEAYHPEKASHUS €ro pasBHTHS Yy
CyOBEKTOB.

[0155] Beenenue pacKpbITBIX COETMHEHHN MOXKET OCYIIECTBIIATLCS JFOOBIM CIIOCOOOM BBEIEHHS
TEpaNeBTHYECKUX areHTOB. DTH CIOCOOBI BKJIKOYAIOT CUCTEMHOE UJIM MECTHOE BBEAECHUE, TAKOe
KaK TIepOpajbHBIA, HA3AIBHBIN, MapeHTEepPaIbHBIN, UPECKOXKHBIN, MOJKOXKHBIN, BarmHAJIbHBIN,
TPaHCOYKKaIbHBIN, PEKTAIbHBIN UM MECTHBIN CIIOCOOBI BBEIEHHS.

[0156] B 3aBuCHMOCTH OT MPEANoaraeMoro crnocoda BBEACHHS PACKPBITbIE KOMITO3UIIMH MOTYT
OBITb B TBEPIOW, MOJYTBEPIOH HJIH SKHUIKOH JIEKapCTBEHHOH (opme, TaKoW Kak, HAIPUMED,
UHBEKIMOHHBIE TPENAapaThl, TAONETKH, CYNIO3UTOPUH, THITIONH, KAICYJIbI C MPOJIOHTHPOBAHHBIM
BBICBOOOIKIEHUEM, DIIMKCHPBI, HACTONKHU, SMYJIbCHH, CHPOIIBI, TOPOLIKH, YKUIKOCTH, CyCIIEH3UH U
T.II., MHOTAA B CTAaHJAPTHBIX NO3HPOBKAX U B COOTBETCTBHH C OOBIUHOW (hapMaleBTHUECKOI
NPAaKTHKOW. AHAJIOTHYHBIM 00Pa30M, UX TaK)KE MOYKHO BBOJIUTH BHYTPHBEHHO (KaK OOJIIOCHO, TaK
U UH(PY3HMOHHO), BHYTPHOPIOIIMHHO, MOAKOXKHO HJIK BHYTPHMBILIEYHO, TpHUeM BCe (POPMBI
XOPOLIO U3BECTHBI CHEHATUCTaM B 001acTh (hapMaLeBTHKH.

[0157] UnmrocTpaTuBHBIE (hapMaleBTHYECKHEe KOMIIO3HIMH MPEACTABISIOT COOOW TabyieTku u
JKENATHHOBBIE KAMCYJIbl, COAEprKallie COenuHeHHe u300peTeHHss u  (papMaleBTHUECKH
npUeMJieMbIi HOCHTEIb, TAaKOW Kak a) pasdaBuTeNb, HampuMep, OYHIIEHHAs BOJA,
TPUTJIHLIEPUAHBIE MACTIA, TAKU € KAK THAPOTeHU3NPOBAHHOE HJIH YACTHYHO FHAPOreHU3HPOBAHHOE
pacTUTENBHOE MAcCio, WM UX CMECH, KyKypy3HO€ Macio, OJMBKOBOE MAaCJO, MMOACOIHEYHOE
Macyo, cahIopoBOe Macio, peiOuii sxup, Takor kak EPA i DHA, win ux crioxubie 23U PbI, HITH
TPUTJIMLIEPUABI, UJIM HUX CMECH, OMera-3 >KUpHbIE KHCJIOThl WIM HX NPOH3BOAHBIE, JIAKTO3A,

JIEKCTPO3a, caxapo3a, MAHHUT, COPOUT, LIEJUTIONI03a, HATPHUIN, CaXapuH, TJIFOK03a H/HJTH TJIMLUH; b)
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CMa3Ky, HampuMep IUOKCHI KPEMHHS, TajbK, CTEAPUHOBYIO KHCIIOTY, €€ COJM MAarHus HWJIU
KaJIBIIHsI, OJieaT HATPHs, CTeapaT HATPHs, CTeapaT MarHus, OEH30aT HATpHsl, aleTaT HaTpus,
XJIOpUJ HATPHUS /WK TMOJHITUJIEHIJIMKOJb, TaKkKe Ui TabJETOK, C) CBA3YIOLIEE, HAMpPUMED,
AJIOMOCIUTMKAT MAarHus, KpaxMaJlbHas TacTa, JKeJIJaTHH, TparakaHT, MEeTHILEUII0I03a,
KapOOKCHMETHIIILIEIUTION03a HATPHS, KapOOHAT MArHUs, HATYpaJIbHbIE caxapa, TAKHE KaK rII0K03a
win Oera-aKkTo3a, KYKypy3HbIe MOACIACTHTENH, HATYpaJbHbIE U CHHTETHUECKHE KaMeIu, TaKue
KaK apaBHICKas KaMelb, TPArakaHT WA HATPUN ajbrHHAT, BOCK H/HJIM MOJHUBUHUIIITNPPOJIUIOH,
OpU JKENAHUH, T) Pa3pbIXJIUTENb, HAMPUMEP, KPaxMalibl, arap, METHILEUI0N03y, OEHTOHHT,
KCAaHTAaHOBYIO KaMe[lb, aJIbTHHOBYIO KHCJIOTY HJIM €€ HATPHEBYIO COJIb WM LIMIYy4YHe CMECH; €)
abcopOeHT, KpaCUTENb, APOMATU3ATOP U MOACIACTUTEND; f) SMYJIbraTop WK AUCIepraTop, TAKOH
kak Tween 80, Labrasol, HPMC, DOSS, xampoun 909, nabpadax, mabpacdui, memneor,
tparckyTod, kanmyna MCM, kanmyn PG-12, kanrtekc 355, remounp, suramua E TGPS nmu
IOPYTOi MpUEMIIEMBIi 3MYJIbraTOP ; U/WJIH &) ar€HT, KOTOPBIH yCUIMBaeT aOCOPOLUIO COEAMHeH U,
TaKON KaK ITUKJIONEKCTPUH, THAPOKCHITpOnmInuKiIonekcTpus, 1121400, I121200.

[0158] Kunkne KOMMO3MIMH, B YACTHOCTH, IJIi WHBEKUUH, MOTYT OBITH MPHUTOTOBJIEHBHI,
HAIMpUMep, MyTeM PaCTBOPEHUs, NUCHIEpPrupoBaHus U T. 4. Hampumep, packpbiToe COeTUHEHHE
PaCTBOPSIOT WJIM CMEIIUBAIOT C (papMalleBTHUECKH MPUEMIIEMBIM PACTBOPHUTENEM, TAKHUM Kak,
HampuMmep, Boaa, (PHU3UOTOTHUYECKHI PACTBOP, BOAHBIH PACTBOP AEKCTPO3bI, MIIULEPHH, 3TAHOM U
T.IL., 4TOOBI TAKMM O0Pa30M MOJYYUTh H3OTOHHUECKUH PACTBOP HJIU CYCIEH3UIO ISl HHBEKLIHHI.
Benku, Takue kak anbOyMHH, YaCTULBI XHJIOMHKPOHOB HJIA OENKH CBIBOPOTKH, MOKHO
UCIOJIb30BATh IS COMOOUTH3ALMU PACKPBITHIX COSTUHEHHH.

[0159] Onucannble COeAMHEHUS] TAKKE MOTYT OBITh MPHUTOTOBJIEHBI B BUJIE CYMIO3UTOPHEB,
KOTOpBIE MOTYT OBITH MPHUTOTOBJIEHBI U3 JKUPOBBIX 3MYJIbCUH WJIH CYCIEH3UH; HCIONb30BaHUE
MOJIMATTKAJICHTJINKOJIEH, TAKIMX KaK MPOMUJICHTJINKOJIb, B KAUeCTBE HOCHTEJIS.

[0160] PackpeiTbie coemuHEHHsI MOKHO TaKKe BBOAUTDH B (hOPME JIMITOCOMHBIX CHCTEM JOCTABKH,
TAKUX Kak HeOOJbIINe OMHOC/IOHHBIE BE3HWKYJbI, OOJbIINE OMHOCIOWHBIE BE3UKYJBI U
MHOTOCJIOWHbIE BE3UKYJIbL. JIMTOCOMBI MOT'YT OBITH OOPa30BaHbI U3 Pa3IHUHBIX (OCHOTUTHIOB,
conepIKaIlluX XOJECTEPUH, CTeapuiaMuH uian (HochaTuauIxoMuHbl. B HEKOTOpBIX BapHaHTax

OCYIIECTBJICHUA IIJICHKA JIMIIUWOHBIX KOMIIOHCHTOB THAPATUPYECTCAd BOIHBIM pPaCTBOPOM
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JIEKAPCTBEHHOTO CpPEACTBA C OOpa3OBaHWEM JIMIHOHOTO  CJIOS, HHKAMCYJIUPYIOLIEro
JieKapCTBEHHOE CpecTBO, Kak onucaHo B matenTe CIITA No. Ne 5,262,564, koTOpbIi MOMHOCTBIO
BKJIFOYEH B HACTOSIIIMI JOKYMEHT OCPEACTBOM CCBHUIKH.

[0161] OmnucanHble COEOMHEHHWST TaKKe MOTYT OBITh JOCTAaBJIEHBI C HCIOJb30BAHUEM
MOHOKJIOHAJIBHBIX aHTUTE]I B KA4YeCTBE WHAWBUIYANbHBIX HOCHTEJIEH, C KOTOPBIMHU CBS3aHBI
onuceiBaeMble coequHennsi. OnucaHHbIe COeIMHEHHS] TAaK)Ke MOKHO COYETATh C PACTBOPUMBIMH
MOJIMMEpaMH B KauecTBe LeJIeBbIX HOCUTEN el JeKapCTBEHHBIX CpeacTB. Takue noauMepsl MOTyT
BKJIIOYATHh MONMBUHUWIMHAPPOJUIOH, CONMOJINMED NMUPAHA, HOJUTUAPOKCHIIPONUIMETaKpUIaMUI-
(beHos, MONMUTHAPOKCHATHIACTAMUA(PEHON WM MOJUITHJIEHOKCHANOMIIN3HH, 3aMEeleHHBbIH
NaJIbLMUTOWJIBHBIMU OCTaTKaMu. KpoMe TOro, packpbiThle COEAMHEHUS MOTYT OBITh CBSI3aHBI C
KJIACCOM OHoOpasjaraeMbiX MOJUMEPOB, MPUTOAHBIX MJISi JOCTH)KEHHS KOHTPOJIHPYEMOrO
BBLICBOOOJKIEHHsI  JIEKAPDCTBEHHOTO  CPEACTBA, HANpHUMEp, MOJUMOJIOYHOH  KHCJIOTOH,
MOJTUATICUIOH-KAMPOJIAKTOHOM,  MOJHMTHAPOKCHMACIASHON — KHCJIOTOH,  MOJHOPTOd(HUpPaMHU,
MOJIHALETAISIMA,  NOJUAUTHAPONUPAHAMH, IMOJULMAHOAKPUIATAMA M CIOUTBIMA  WJIH
ampunaTHUeCKUMu  OJIOK-COMOJMMepaMu  ruaporeneidi. B omHOM BapuaHTe pPacKpBITHIE
COEMHEHHUs He CBSI3aHbl KOBAJIEHTHO C MOJMMEPOM, HAMPHMED, MOJUMEPOM MOJUKAPOOHOBOIA
KHUCJIOTBI WM TOJIUAKPHIIATOM.

[0162] TTapeHTepanbHOE HWHBEKIMOHHOE BBENEHHE OOBIYHO HCHIONB3YIOT I MOIAKOKHBIX,
BHYTPUMBILIEUHBIX UJIH BHY TPHBEHHBIX HHBEKIUH 1 HH(Y3uii. UHBEKINOHHBIE TPEnapaThl MOTYT
OBITh IPUTOTOBJIEHBI B OOBIYHBIX (hopMax, TUOO B BU/IE JKUIKUX PACTBOPOB HJIU CYCHEH3UH, 100
B TBEPABIX (hOopMax, MOAXOASIINX ISl PACTBOPEHHUS B )KUIKOCTH MepeN HHbEKLHEH.

[0163] [Ipyroii acnekT u300pETEHHS OTHOCUTCS K (hapMameBTHUYECKHM KOMITO3UITUSIM,
comepkaiuM coenunenue ¢opmyasl (I) u  ¢apmaneBTHYECKH TpPUEMJIEMBIH HOCHTENb.
DapMaleBTHYECKA NPUEMIIEMBIM HOCHTENIb MOXET AOMOJHUTENBHO BKJIIOUATH SKCLUIIHEHT,
pasbaBuUTENb HJIH TOBEPXHOCTHO-AKTHBHOE BELIECTBO. B HEKOTOPBIX BapHAHTaX OCYLIECTBIICHHUS
(dapmaneBTHYeCKass KOMIO3HUIMS MOKET [OMOJIHUTENbHO CONEPIKATh JIOMOJIHUTENbHBIH
(apMaLeBTHYECKH AKTUBHBII areHT.

[0164] Komno3uuuu MOryT ObITh MPUTOTOBJIEHBI B COOTBETCTBHH C OOBIYHBIMH CHOCODAMH

CMCIINBAaHUA, TI'PAHYJIUPOBAHUA HJIM HAHCCCHUSA IOKPBITUSA, COOTBECTCTBCHHO, W HACTOALIHUC
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(dapmaLeBTHUYECKHE KOMITO3UIIMH MOTYT cofepxath oT nmpumepro 0,1% mo mpumepuno 99%, ot
npumMepHo 5% 1m0 npumepro 90% umu ot npumepHo 1% no okono 20% packpeITOro CoeTMHEHHS
10 MacCe UITH 00BEMY.

[0165] Pexxuim no3upoBaHUsT C HCIOAb30BAHHEM PACKPBITOTO COEAWHEHHUS BBIOMPAIOT B
COOTBETCTBUU C MHOKECTBOM (DaKTOPOB, BKJIFOUYAsl THI, BHI, BO3DPACT, BEC, MOJ M COCTOSHHE
300pOBbS MALMEHTA, TSLKECTh COCTOSHHS, MOAJICKALLEro JICUEHUIO, MYTh BBEACHUS, MOUYEHYHOU
WM TTEYSHOYHOH (YHKIHMH MALMEHTa;, U KOHKPETHOI'O PACKPBITOrO HCIOIb3yEMOT0 COSIMHEHHS.
Bpau unu BerepuHap co cpenHeii kpanudukamuei B JaHHONH 00JIACTH MOXKET JIETKO ONMPENETUTh
u mnpomnucath 3(P(HEeKTHBHOE KOJHUECTBO JIEKAPCTBEHHOIO CPEACTBA, HEOOXOmMUMOe st
MpeIOTBPALleHHs, TPOTUBOACSH CTBUS TN OCTAHOBKH MPOrPECCHPOBAHMUST COCTOSIHUSL.

[0166] DddexTiBHBIE O3Bl PACKPBITBIX COEOMHEHHUH MPU HUCHOIB30BAHHH [UIS YKA3aHHBIX
3¢ dexkToB cocraBiasroT OT okono 0,5 mMr mo okoso S000 Mr pacKpbITOrO COETUHEHHS], YTO
HeOOXOIUMO ISl JIeUeHHsl COCTOsHISA. KOMIMO3UIUK A1 MpUMEHEHHsI 1N VIVO WJIH 1N VItro MOryT
conmepxkatb mpumepno 0,5, 5, 20, 50, 75, 100, 150, 250, 500, 750, 1000, 1250, 2500, 3500 numm
5000 Mr packpbITOrO COEOWHEHHS WM, B AMANA30H OT OJHOrO KOJMYEeCTBa IO APYroro
KOJINYECTBA B CIIHCKE 103. B OIHOM BapuaHTe OCYILECTBJIIEHHS KOMIIO3MIIMU IPEACTABJICHBI B

(dhopme TabONETKH, HA KOTOPYIO MOYKHO HAHECTH HACEUKY.
ITPUMEPLI

[0167] PackpeiTre AOMOJHUTEILHO MPOUJUTIOCTPUPOBAHO CIAEAYIOLUIUMHA IPUMepaMu U CXeMaMHU
CHHTE3a, KOTOpbIE HE CIeAyeT paCCMAaTPHBATh KAK OIPAHHYMBAIOLIME 3TO PACKPBITHE O 00beMy
WJTH TyXy KOHKPETHBIMH ONMHCAHHBIMH 37eCh mporeaypamu. Cieayer mOHUMATh, YTO MPHMEPHI
MPEICTABJIeHbl I WJUIIOCTPALMH ONpPEAEICHHBIX BAPMAHTOB OCYIUIECTBJIEHUS W YTO OHH HE
NpennoyiaraloT orpanuyeHusi oobema packpoeitis. Kpome Toro, cienyer moHHMMAaTh, 4TO MOXKHO
npuOerHyTh K pa3jMuYHBIM [PYTHM BapUaHTaM OCYLIECTBJIEHHUs, MoaudukauumsM u HX
SKBHBAJIIEHTAM, KOTOpbIE MOTYT OBITh MPEIJIOKEHBI CIENUATNCTaM B JAaHHOW obmactu 0e3
OTKJIOHEHHsI OT CYIIHOCTH HACTOSINEr0o pPACKPBITHS W/HiH oObema mpuiaraeMoit (Gopmyisl
u300peTeHwsl.

[0168] Coxkpartnenusi, HCIOIB3yEMbIE B CISAYIOIINX MPUMepax U B APYTHX MECTaxX HACTOSIIErO
IOKYMEHTA, SIBJISIFOTCSL:
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Honyuenue 1: (3S5)-3-(mopgorun-4-unmemun)-1,2, 3, 4-mempacudpousoxunonun
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[0169] CTragun A: Cunres tpet-0yTiii-(3S)-3-(mopdonuu-4-unkapdbouun)-3,4-
muruapon3oxuHonnH-2(1H)-kapbokcnnara

[0170] Cmech  (3S)-2-(Tper-OyTokcukapbonm)-1,2,3,4-TeTparu ApOU30XHUHOIHH-3-KapOOHOBOMH
kuciotel (20,4 r, 74 mmons), EtsN (8,9 r, 88 mmons), mopdonuna (8,3 r, 95 mmons) u CH;CN
(150 mi1) mepemernBaIl NpU TEMIIEPATypPe OKPYIKAIOLIEH Cpeabl B T€UeHHue 15 MHHYT, 3aTeM
nobasisin TBTU (28,3 1, 88 MMouis). PeakiimOHHYIO CMeCh MepeMeLInBaId MPU TEMIIEPAType
OKpYy’KaloIell cpeapl B TeueHne HouH, pacnpenensiid mexxay EtOAc (200 mit) ¥ HACBILIEHHBIM
BoaHbIM pactBopoM NaHCOs3 (100 mut), criou pa3aensia u BOIHBIN CJIOH ele pa3 SKCTPparupoBaiid
EtOAc. OOvenuHenHble opraHudeckue ciou cymwin Hag MgSQO4, ¢uisTpoBaIH U
KOHIIEHTPH POBAJIM MPH MOHUKEHHOM AaByieHun ¢ nojyuenuem 20,7 v (81 %) ceiporo mpoaykra,
KOTOPBIN HCIOJIb30BAIIM HA CIENYIOLel CTaauu 0e3 JOMOHUTENBHOW OUUCTKH.

[0171] Cragus B: Cunres (3S)-3-(mopdonun-4-unkapbonmn)-1,2,3,4-TeTparu gpon30XHHOIHMHA
[0172] Pacteop HCI B 1,4-muokcane (3M, 100 mi1) mopuusiMu JOOABIISAIN K MEPEMEIIHBAEMOMY
pacTBOpPY HEOUMIIEHHOTO MaTepHala, mojydeHHoro Ha cramuu A (20,7 r, 59 mmons), B 1,4-
nrokcane (50 mut). PeakIMOHHYIO CMeCh MepeMellnBaii B TeueHre 4 4acoB MpPU TEMIEpaType
OKpY’KaIOIEel Cpeabl U KOHIEHTPUPOBAJIM MPH MOHMKEHHOM JAaBJIEHHUH, OCTATOK PACTBOPSJIM B
DCM (250 mi1) 1 k mepeMeInnBaeMoil cMecH NO0aBIISUIA HACHIEHHbIH BoaHbIH pacTtBop NaxCOs
(100 wmu). Oprasuyeckuii cimoit ormensiam, cymwman Hax MgSOs, dumstpoBamu u
KOHIIEHTPHPOBAIM MpPU MOHWKEHHOM IaBiieHuu ¢ nojyueHueMm 14,7 v (99 %) HeouuieHHOro

MPOIYKTa, KOTOPBINA MCITOIb30BAIHM HA CIAEAYIONIEH cTaquu 0e3 TONMOJIHUTENbHOW OUMCTKH.
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[0173] Crapgusa C: Cunres (3S)-3-(Mmopdonun-4-unmernn)-1,2,3,4-reTparu ApOU30XHUHOIUHA

[0174] PactBop coenuuenusi, nonyueHHoro Ha craguu B (14,7 r, 60 mmons), B THF (75 mn) mo
KamsiM nobasmsum k cycnensun LiAlHy (4,53 1, 120 mmons) B THF (300 mut). Peakunonnyro
CMecCh TepeMelInBa MPU TEMIIePATYPe OKPYKAIOIIeH Cpeabl B TeYEeHHe HOYH, OXJIAXKIAIN 10
0°C, racunu nobaenenuem o kamism 40 % Boauoro pacteopa NaOH (5 mu), nepemernpanu B
TeueHue 45 muH, 3areM nobamnsid Boay (15 MJI) M PEAKIHMOHHYKO CMECh IOIMOJIHUTENBHO
nepememmBai B TedeHne 30 muH. OpraHuyecKuil CIIOM OTHENSUIA, a BOIHBIA IBAKIBI
skcrparuposanu THF. O6benunennsie opranndeckue ciou cywmmnn Hax MgSOy, punbTpoBanu u
KOHIIEHTPHPOBAJIM TPU MOHUYKEHHOM JAaBjieHnn ¢ nonydenueM 13,5 v (97,4 %) HeouuIeHHOro

MPOIYKTa, KOTOPBINA MCITOIb30BAIHM HA CIAEAYIONIEH cTaquu 0e3 TONMOJIHUTENbHOW OUMCTKH.

THonyuenue 2: (3R)-3-(mopghonun-4-unmemun)-1,2, 3, 4-mempacudpouzoxunonun
[0175] IIpouenypa Ovuta Takoit ke, kak B Cunrtese 1, ¢ ucnompzoBanuem (R)-2-(mpem-
OyTokcukapOonui)-1,2,3,4-TeTparu IpON30XUHOINH-3-KApOOHOBOH  KHCJIOTBI B KauecTBE

HUCXOOHOI'0 MaTepualia.

THonyuenue 3: Dmun-6-6pom-1,3-6en300uoxcon-3-kapookcunam

ST O S,

[0176] Cragus A: Cunres 6-0pom-1,3-0eH30110KCOI-5-KapOOHOBOW KHUCIOTHI

[0177] Pacteop 1,3-Oen3onuokcon-S-kapbonosoit kucnotel (30 r; 180 mmons) B 1M BogHOM
pactBope NaOH (200 mu) oxnaskaanu 1o 2—5 °C u nobassuiu NBS (41,8 r; 23 MMOJIb) MOPLUHSIMU.
Ilonyuennywo cmechk nepemernueanu npu 10°C B Teuenue 1 u, a 3aTeM AOMOJHUTENHLHO MPH
KOMHATHOH TeMmIepaType B TedeHHe HouH, oxyaxpanu no 2-5°C m momkmcmsum no pH 2 ¢
nomoiubio 10% HCIL. O6pa3zoBapuuiics ocanok OTHUILTPOBBIBAJIH, TPOMBIBAIH BOAOH U CYILIHIIA
muodummzanuei, nonydas 39,4 r (89%) cCbIporo mpoOAyKTa, KOTOPBIA HCIOJNB30BAIM HA
crnenywolulei cragun 0e3 JONOJTHUTETbHON OUHUCTKH.

[0178] Crapus B: Cuntes 3tuii-6-6pom-1,3-6eH3oauokcon-S-kapookcunarta
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[0179] Cmech Opom 3aMeréHHON KUCIOTHI, moylyyeHHoW Ha ctaauu A (39,4 1, 160 mmous), HoSO4
(10 r, 5,8 mn) u EtOH (350 mi) mepememmBamun npu 80°C B TedeHHE HOYM M 3aTe€M
KOHIIEHTPHPOBAIM TpU MOHWKeHHOM pnaBieHud. Ocrtatok oOpabateiBamu Bomoi (300 mut) u
MOLIEIaYNBaJI HACBIIIIEHHBIM BOAHBIM pacTtBopoM NaxCOs no pH 10. IIponykT sxcTparuposaiu
EtOAc (3x200 mu). O0benuHeHHbIe OpraHuYeckue cjiou cyiumian Han Oe3BomHbiM MgSO4 u
KOHIIEHTPHPOBAJIM TPU MOHM)KEHHOM AaBiiennn. Ocrarok ounmnanu (uam-xpomartorpaduein Ha
cunmkarene, ncnois3ys DCM B kadecTse amoeHTa, ¢ nonydenneM 35,8 1 (82%) ykazaHHOrO B

3aroJIOBKC COCAUHCHUA.

THonyuenue 4: N-[4-(6ensunoxcu)penu]-3,6,7,8-mempazuopounoonusun-1-xapooxcamuo

. o . NN
N OH N7 N _
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[0180] Cragusa A: Cunrte3 >Tun-5,6,7,8-reTparuaponHaonu3uH- 1 -kapdokcunara (B Buae cMeCcH

¢ aTuI1-5,6,7,8-TeTparuapOuH A0IH3HH-2-KapOOKCHIIATOM )

[0181] IIponuonossii anruapu (90 Mi1) 1OOABISIM K TEPEMELTHBAEMOMY PACTBOPY HMHIIEPHU IHH-
2-kapbonoBor kucnotel (21 r, 162 mMmons) B mMypaBbuHO#H kuciore (70 mui), momaepskuBas
temneparypy 0°C. PeakunoHHOW cMecH AaBajidi HarperbCcs MO TEMIEPATYPhl OKPYIKAIOIIeH
cpenpl, 3aTeM NIepeMeLIMBaIH B TeUeHHe 3 4 U BBINAPUBAJIHN JOCYXa HA POTOPHOM HCIIapUTeNie IPpU

NOHMKEHHOM naBieHnu. OcTaTok pacTBOpsin B mpomuoHoBoMm aHrumpuze (150 mut), ogHo#
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nopuuei nodasssum stusnponuonat (78 r, 800 MMob), MOMYyUYEHHYIO CMECh MEPEMELIUBATH U
Harpesanu ripu 100°C B teuenue 1 u. Jleryune BemecTsa yaassuia Mpy MOHUKEHHOM JIaBJICHHH,
a ocrtatok mnepememnBaiu ¢ 20 % BomHbiM pactBopoM NarCOs; B Tewenme 2 4. IIpomyxr
skcrparuposain DCM (2x200 mut). OObenuHeHHbIe OPraHUUYECKUEe CJIOH MPOMBIBAJIA COJISTHBIM
pactBopoM, cymmian Hag NaxSO4 W KOHIEHTPUPOBAJIM HAa POTOPHOM HCHAPUTENE IPH
MOHIKEHHOM JaBlieHHH C mosnydeHueM 28 r (89%) cbiporo mpoaykta B BUIE CMECH H30MEPOB
atun 5,6,7,8-rerparuApouHIONM3MH-1- U 2-kapOOKCHIaThl B COOTHOIIEHHH S5:1, KOTOpBIE
UCIOJIb30BAU IS CIIeAYIoLel craaun 0e3 JOMOMHUTEBHOW OUNCTKH U pa3aesieHHs.

[0182] Ctagua B: Cunres 5,6,7,8-terparunpouHaosn3un-1-kapOOHOBOW KHCIIOTHI (B BHIE
cMecH ¢ 5,6,7,8-TeTparuApOrHIOIU3HH-2-KapOOHOBOH KUCIOTOM )

[0183] K pactBopy nmonyueHHo# Ha ctaauu A cMmecu 3¢upoB (28 r, 140 mmosns) B metanoste (300
i) pobasmsmn pacteop KOH (31,3 r, 560 mmons) B 100 mn Bomsl. IlomyuenHyio cmech
nepemernBany u Harpesasu npu S0°C B teuenue 5 u (kontposb metogom TCX). Jleryune
BEIleCTBA YyIAJSUIM INPH IMOHIKeHHOM naaeneHnu. Ocratok pasbasmsuim Bomoit (400 mur) m
nonkucisuim koH. HCl no pH=2. O6pazoBaBiumiics ocanok OTGUIBTPOBAJIH, MPOMBUTH BOAOH U
BeICyLmH Juodumusanueii. [Tomyuunu 23 r (77%) ceiporo mpoayKTa B BHAE CMECH H30MEPOB
5,6,7,8-TeTparuApOuHIONU3HH-1- U 2-KapOOHOBBIX KHCIIOT, HCHOJB3YEeTCS Uil CIEAyIoLen
ctaauu 0e3 TOMONHUTENbHON OYUCTKU U Pa3ieeHus.

[0184] Ctangua C: Cunres N-[4-(Oensunokcu)denmn]-5,6,7,8-TeTparuaporHa0au3uH-1-
KapOokcaMua

[0185] Cmech ceiporo mpoaykTa, moiaydeHHoro Ha crtaaud B (17,0 r, 100 mons), [4-
(6ensunokcu)penmn|amuna (18,0 r, 90 mmons), EtsN (22 mn, 150 mmons) u TBTU (36,01, 110
MMmoJis) B DCM (250 mu1) mepemerinBaiyi npu TEMIepaType OKpy Karolel cpebl B TEUeHHE HOUN
u racuyi Boaor (200 mut). OpraHuYecKuid CJIOH OTHENSUTH, MPOMBIBAIA PACCOJIOM, CYLIMIH HAJ
NazSOy4, punbTpoBanu U (UIBTPAT yHapuBaau MPH MOHWKEHHOM aaeiieHun. OcTaTok mocrne
BBIMApUBaHUS moABepraiu (usm-xpomarorpaduu Ha cunukarese, snoupys cMmecsio EtOAc (0-

10%) u DCM, c nonyuennem 14,5 r (41%) yka3aHHOTO B 3ar0JIOBKE COSIUHEHUS.

Honyuenue 5: 6-(1-{[4-(6enzunroxcu)henunJrapoamount-5,6,7,8-mempacudpounoonusun-3-uu)-

1,3-6en3o0uoxcon-3-kapbonosas Kucioma
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[0186] CTragun A: Cunres atun-6-(1-{[4-(6enzunokcu ) penni|kapdbamonn} -5,6,7,8-
TETparuApOUHAOIN3MH-3-1)- 1,3-0eH30A10KCO-S-KapOoKcuIaTa

[0187] Cmech N-[4-(6ensunokcu)denus]-5,6,7,8-terparuaponsaonusuH- 1 -kapbokcamuga (cM.
npenapar 4) (10,0 r, 28,9 mosb), 3tun 6-6pom-1, 3-6enzoanokcon-S-kapbokcunat (cm. Iloayuenue
3) (15,7 r, 58 mmons), K3PO4 (30,6 r, 47 mmonb), nuBannHoByO kucioty (0,88 r, 8,7 Mmonb) B
N,N-nmumerunaneramune (100 mi) mepememmBamu. npu 135°C B TeueHue 15 MuH, 3arem
nobasysin PACL(PPhs): (4,0 v, 6 mmons). TlonyyeHnyio cMmecs mepememnBain mnpu 135°C B
teuenue 30 muH. [1o 3aBepLueHNN peakuuu CMeCh pacnpenessuin Mexay Bonoit (200 ma) u EtOAC
(200 mut). OpraHuveckuil CJAOH OTHENSUIH, MPOMBIBAIMA PACCOJIOM, CYLIMJIM Haj CyJb(parom
HaTpus, QUIBTPOBATIM U KOHIEHTPHPOBAIM MPHU MOHMKEHHOM naBieHnd. OCTaTOK MOABEprain
¢du-xpomarorpaduu Ha cunukarese, amonpys cmecbio EtOAc (0-10%) u DCM, ¢ nonyueHnem
12,0 r (80%) yxa3aHHOTO B 3ar0JIOBKE COEHHEHMUSL.

[0188] CTragun B: Cunres 6-(1-{[4-(0en3unokcu)denus|kapdbamon}-5,6,7,8-
TeTParuAPOUHAOIN3MH-3-11)- 1,3-0eH30 410K CO-S-KapOOHOBOM KU CIOTHI

[0189] PactBop cnoxkHoro 3¢upa, noayuennoro Ha cramguu A (12,0 r, 23 mmons), 1 NaOH (4,0,
100 momp) B cmecu EtOH (100 mu) m Bomer (10 mur) mepemermmBaiM IpU TeMIIepaType

OKpy>Karolel cpenbl B TedeHue 12 wacos. Jleryume BelmecTBa yIOasuid HPU MOHU>KEHHOM
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IaBJIeHUH U K octatky nobGaensuu Boay (100 mu). Pacteop moakucisiiu 6M HCl no pH 1 u
skcrparuposain DCM (2x200 mi); oObenuHeHHbIe opraHndeckue cion cymat Hag NaxSO4 n
BBIMAPUBAIOT AOCYXa MPU MOHMIYKEHHOM AaBiieHHH c monydeHuem 9,0 r (78%) ykazaHHOro B
3aroJIOBKE COEAMHEHHs], TOCTATOYHO YHCTOrO ISl AAbHEHIIero NCIob30BaHUs Ha ClIeAyOIIei

CTaIUH.
THonyuenue 6: N-[4-(6en3unoxcu)gpenun J-3-(6-{/(3S)-3-(mopgonun-4-unmemun)-3,4-

ouzuopouszoxunonun-2(1H)-unJkapoonun}-1,3-6enzoouoxcon-3-ui)-3,6,7,8-

mempazuopounooUsun-1-xapooxcamuo

N™ N
N =/ 0
— O
0O O
o) O ~—
@) OH

[0190] Cmech 6-(1-{[4-(Oen3unokcu)denmn]|kapdbamon}-5,6,7,8-TeTparu IpOHHI0IU3HH-3-1J1 )-
1,3-6en30auokcon-5-kapbonosoit kucnotel (9,0 r, 18 mmomns) (cm. [Honyuenue 5), (3S)-3-
(Mopdonmuu-4-unmernn)-1,2,3 4-rerparuaponzoxunonus (4,5 r, 19 mmons) (cMm. [Honyuenue 1),
DIPEA (4,6 mi, 26 mmons), u TBTU (6,2 , 19 mmons), 1 DMF (100 M) nepemerusamu npu
60°C B Teuenue Houn. PeakinoHHYIO cMech pacnpeaens Mmexxay Boaoit (200 mut) u EtOAc (200
wit). OpraHuydeckuii o OTAENSIN, MPOMBIBAIIUA paccoyioM, cyiuuiin Haa NaxSOs, duastpoain
1 KOHLIEHTPUPOBAITM NIPH MOHMKEHHOM AaBieHnu. OcraTok nmoasepranmu ¢uaim-xpomarorpadun
Ha cunukaresne, amoupys cmecbio EtOAc (ot 0 mo 100%) u DCM, ¢ nonyuenuem 10,0 r (78%)

YKa3aHHOI'0 B 3aroJIOBKC COCAUHCHUA.
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THonyuenue 7: N-[4-(6ensunoxcu)penun-3-(6-{/(3R)-3-(mopgonun-4-urmemun)-3,4-
ouzuopouszoxunonun-2(1H)-unJkapoonun}-1,3-6enzoouoxcon-3-ui)-3,6,7,8-

mempazuopounooUsun-1-xapooxcamuo

O
HN NI
NT N — 0
@)
N

9

[0191] IIpouenypa Obuta Takoii e, Kak B crocobe monydeHus 7, ¢ ucnoib3oBanueMm (3R)-3-
(mopdomun-4-unmerun)-1,2,3,4-rerparunponzoxunonuna (cm. [loayuenue 2) B KadecTBe

HUCXOOHOI'o Marepuala.

THonyuenue 8: 3-/(]4-(6enzunoxcu)penun[{[3-(6-{] (3S)-3-(mophorun-4-urmemun)-3,4-
ouzuopouszoxunonun-2(1H)-unJkapoonun}-1,3-6euzoouoxcon-3-un)-3,6,7,8-

mempazuopounooausun-1-ui [xapoonuntamuno)memun J6ensoiinas kucioma
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[0192] Crapusa A: Cunre3 Tper-Oytui-3-[([4-(0ensunokcn)penmn] {[3-(6-{[(3S)-3-(mopdonun-
4-unmetun)-3,4- auruapousoxunommH-2(1H)-un|kapbonun}-1,3-6en3omuokcon-5-ui)-5,6,7,8-
TETparuAPOUHAOIN3MH- | -uj1|KapOOH U } aMHHO)MeTHI |OeH30aTa

[0193] Cmech N-[4-(6ensunokcu)penunn]-3-(6-{[(3S)-3-(mopdonuu-4-unmerun)-3,4-
auruapounsoxunoana-2( 1 H)-un|kapbonun} -1,3-06en3oauokcon-5-mn)-5,6,7,8-
TeTparuApouHA0IN3uH- 1 -kapookcamun (cMm. [Hoayuenue 6) (1,0 r, 1,4 mmons) t-BuOK (0,6 T, 5,5
MMmodb), B t-BuOH (50 mn) nepememnBanu npu 50°C B teuenne 30 MUHYT, 3aTeM A00ABISUTH
Tper-OyTii-3-(0pommerin)oenzoar (0,75 r, 2,8 Mmonb). PeakiiMOHHYIO CMeCh MEepeMeLInBaiid
npu 60°C B Teuenne 12 uwacoB u pacnpenensum Mmexxkny EtOAc n Bomoit. OpraHnuueckuil Ciioi

OTHENSAIOT, MPOMBIBAIOT paccosioM, cymwat Hag NaxSOQs, QUIBTPYIOT, KOHLUEHTPHPYIOT MPH
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NOHMXeHHOM napiieHnd. OcTaTok nmoaseprany ¢usm-xpomarorpaduy Ha CHIIHKAresie, IOnupys
cmecsio EtOAc (ot 0 go 100%) u DCM, c nonyuyenuem 1,2 v (95%) yka3aHHOTO B 3arojioBke
COENHEHHSI.

[0194] Ctapus B: Cunres 3-[([4-(Oen3mnokcu)dbenni] {[3-(6-{[(3S)-3-(Mopdomun-4-unmernn)-
3,4-murunpounzoxunonu-2-(1 H)-un|kap6onun}-1,3-6en30muokcon-5-ui)-5,6,7,8-
TeTParuAPOUHIOMU3MH- | -Uj1|KapOOH U } aMHHO)METHJI | OEH30IHAS KHCIIOTBI

[0195] K mepemernBaeMoMy pacTBOPY CI0KHOTO 3¢upa, mogydeHHoro Ha craauu A (1,2, 1,3
mMmoib), B DCM (10 mi) nobaemsumm TFA (0,8 mu, 9,8 mMmonb). PeakumoHHyIO cMech
HepeMeIInBaII [IPH TeMITepaType OKpy Karollel cpeapl B TedeHne 12 4 1 KOHIEHTPHPOBAIN IPU
NOHM)XKeHHOM paBieHun ¢ noiydeHneM 0,8 r (81%) yka3aHHOrO B 3arojioBKe COSIMHEHHS,

KOTOpO€ UCIOIb30BANIN HA CIeNYIOLel cTaaui 0e3 TOMONHUTENbHOW OUNCTKH.

THonyuenue 9: 3-/(]4-(6enzunoxcu)penun]{|3-(6-{/(3R)-3-(mopghorun-4-uimemun)-3,4-
ouzuopouszoxunonun-2(1H)-unJkapoonun}-1,3-6euzoouoxcon-3-un)-3,6,7,8-

mempazuopounooausun-1-ui [xapoonuntamuno)memui J6ensoiinas xucioma
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IIpouenypa Obiia Takoi ke, Kak B crnocobe monydeHus 8, ¢ wucmnonb3oBaHueM N-[4-
(6ensmnoxcu)denni]-3-(6- {[(3R)-3-(mopdonun-4-unmernn)-3,4-aurunpounsoxuaonus-2( 1 H)-
wi|kapbonmn}-1,3-6en3oanokcon-S-un)-5,6,7,8-rerparu AporH 0N 3UH- | -kapOoKcamMu B

KauecTBe HCXOAHOro Matepuana (cm. [lonyyenue 7).

THonyuenue 10: 4-/(4-(6enszunoxcu)penun[{[3-(6-{] (3S)-3-(moporun-4-urmemun)-3,4-
ouzuopouszoxunonun-2(1H)-unJkapoonun}-1,3-6enzoouoxcon-3-ui)-3,6,7,8-

mempazuopounooausun-1-ui [xapoonuntamuno)memui J6ensoiinas kucioma
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[0196] IIpouenypa Obia Takol ke, Kak B crmocobe mojyueHus 8, C HCmOnb3oBaHueM N-[4-
(6ensmnoxcn)benni]-3-(6- {[(3S)-3-(mopdonuu-4-unmernn)-3,4-muru npou3oxuHonuH-2(1 H)-
wi|kapbonmn}-1,3-6en3oanokcon-5-un)-5,6,7,8-rerparu ApornH 0N 3UH- | -kapOokcamMu (cm.

Ilonyuenue 6) B kauecTBE HCXOAHOTO MaTepraa.
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THonyuenue 11: 4-/ ([ 4-(6enzunoxcu)penun]{|3-(6-{/(3R)-3-(mopghorun-4-uimemun)-3,4-
ouzuopouszoxunonun-2(1H)-unJkapoonun}-1,3-6enzoouoxcon-3-ui)-3,6,7,8-

mempazuopounooausun-1-ui [xapoonuntamuno)memui J6ensoiinas kucioma
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[0197] IIpouenypa Obia Takol ke, Kak B crmocobe mojyueHus 8, C HCmonb3oBaHueM N-[4-
(6ensmnoxcn)denni]-3-(6- {[(3R)-3-(mopdonun-4-unmernn)-3,4-murunpousoxuaonus-2( 1 H)-
wi|kapbonmn}-1,3-6en3oanokcon-5-un)-5,6,7,8-rerparu ApornH 0N 3UH- | -kapOokcamMu (cm.

Ilonyuenue 7) B Ka4eCcTBE HCXOAHOTO MaTepraa.
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Mpumep 1: Cunre3 N-6en3nn-N-(4-ruapoxcudenni)-3-(6-{[(3S)-3-(mopdoann-4-uamernin)-
3,4-muruaponsoxunoyuH-2(1H)-ua|kapoonnn}-1,3-6en3oanoxcona-S-ui)-5,6,7,8-

TerparuapouHaoan3un-1-kapooxkcamuaa (Coenunenne 15)

[0198] Ctagua A: Cunre3 N-Oen3un-N-[4-(Oensunokcu)penun]-3-(6-{[(3S)-3-(mopdonun-4-
unmertun)-3,4-quruapousoxunonud-2(1H)-un]kapoonuni}-1,3-6ensomuokcon-S-un)-5,6,7,8-
TeTparuaApONHAO0IN3HH- 1 -kapOoKkcaMuaa

[0199] Cmecs N-[4-(6en3unokcu)denmn]-3-(6-{[(3S)-3-(Mmopdonun-4-nnmernn)-3,4-
muruapon3oxuHonuH-2(1H)-un|kapbonnn}-1,3-06enzonunokcon-5-un)-5,6,7,8-
TeTparuaAponHaonu3nH-1-kapdokcamun (eMm. [loayuenue 6) (150 mr, 0,2 mmons), t-BuOK (92 wr,

0,8 mmons) u t-BuOH (5 mu) nepemenmpanu npu S0°C B Teuenune 30 MuH, 3aTeM I00aBISIIH
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6ensunbpomin (68 mr, 0,4 mmons). Peakiinonnyio cMmeck nepemernnsain npu 60°C B Teuenue 12
yacoB W 3areM pacnpenenamu mexay EtOAc w Bopgoi. Opranuueckuii ClodW OTHENSIOT,
OPOMBIBAIOT pacconoM, cymaTr Hax NaxSOs, QUIbTPYIOT, KOHUEHTPUPYIOT MPH MOHUKEHHOM
nasiaennn. OctaTok noasepranu ¢Gudi-xpoMaTorpaduu Ha CHITHKArene, doupys cmecsio EtOAc
(ot 0 mo 100%) u DCM, ¢ nonyuenuem 150 mr (89%) ykazaHHOTO B 3ar0JIOBKE COSIUHEHHSI.
[0200] Ctapuss  B: Cunre3 N-Oensun-N-(4-ruapokcudennn)-3-(6-{[(3S)-3-(mopdonun-4-
unmertun)-3,4-quruapousoxunonud-2(1H)-un]kapoonuni}-1,3-6ensomuokcon-5-un)-5,6,7,8-
TeTparuaApONHAO0IN3HH- 1 -kapOoKkcaMuaa

[0201] [TepemerrBaeMyO CMeCh COEAMHEHHS, MOTYYEHHOTO HA cTaauu A, karagu3atopa (10 mr
5% Pd na yrne) u meranona (2 mu) rugpuposaiu B atmochepe Hy B reuenne 2 4. Katamuzatop
orunbTpoBeBanK, (uabTpat ynapusanu pocyxa. Ocrtarok nomsepraiu ounctke HPLC c

nonyueHreM 140 mr (95%) yka3aHHOrO B 3arojIOBKE COEIMHEHUS.

IIpumep 2: Cunrte3 N-(4-ruapoxcudennit)-N-(2-mernndenzni)-3-(6-{[(3S)-3-(mopdonn-4-
nameTna)-3,4-nuruaponsoxunoiud-2(1H)-nn]xkapoonna}-1,3-6en3ognoxcon-5-ni)-5,6,7,8-

TeTParuApPOHHA0H3HH-1-kapOokcamuaa (coennHenne 4)

() g

[0202] IIpouenypa ananoruuHa cnoco0y mpumepa 1 ¢ HCMOIb30BaAHHEM 2-MEeTHIOECH3UIXIOPHIA

BMeCTO OeH3MIOpOMKIa HA cTaguu A.
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IIpumep 3: Cunrte3 N-(4-ruapoxcudennit)-N-(3-mernndenszni)-3-(6-{[(3S)-3-(mopdonn-4-
nameTna)-3,4-nuruaponsoxunoiud-2(1H)-nn]xkapoonna}-1,3-6en3ognoxcon-5-ni)-5,6,7,8-

TerparuapouHaoansun-1-kapooxkcamuaa (Coenunenne 14)

[0203] IIpouenypa aHamornuna crnocoby mpumepa | ¢ ucmonb3oBanueM 1-(Opommeri)-3-
MeTuI0EeH30J1a BMECTO OeH3MIOPOMHKIA HA CTAaun A.

IIpumep 4: Cunrte3 N-(4-ruapoxcudennit)-N-(4-mernndenzni)-3-(6-{[(3S)-3-(mopdonn-4-
nameTna)-3,4-nuruaponsoxunoiud-2(1H)-nn]xkapoonna}-1,3-6en3ognoxcon-5-ni)-5,6,7,8-

TerparuapouHaoansun-1-kapooxkcamuaa (Coenunenne 20)

O

[0204] TIpouenypa ananoruuxa cnoco0y npumepa 1 ¢ ucnonbp3oBaHreM 4-MeTHIOEH3UIXIOPHIA

BMeCTO OeH3MIOpOMKIa HA cTaguu A.
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IIpumep S: Cunrte3 N-(2-propbensnn)-N-(4-ruapoxcudenn)-3-(6-{[(3S)-3-(mopdonnn-4-
nameTna)-3,4-nuruaponsoxunoiud-2(1H)-nn]xkapoonna}-1,3-6en3ognoxcon-5-ni)-5,6,7,8-

TerparuapouHaoansun-1-kapooxkcamuaa (Coenunenne 11)
C
N) OH
O
QO Q

O N

[0205] IIpouenypa ObLia TaKoii ke, Kak B criocode mpumepa 1, ¢ ucnonb3oBanuem 1-(xmopmerun)-
2-propOensona BMecTo OeH3uIOpoMuIa Ha cTaauu A.

pumep 6: Cunre3 N-(3-¢prTopdensnn)-N-(4-ruapoxkcudenn)-3-(6-{[(3S)-3-(mopdomn-4-

nameTna)-3,4-nuruaponsoxunoiud-2(1H)-nn]xkapoonna}-1,3-6en3ognoxcon-5-ni)-5,6,7,8-

TerparuapouHaoansun-1-kapooxkcamuaa (Coenunenne 21)

.

OH

[0206] IIpouenypa ananoruuHa cmocoOy mpumepa 1 ¢ ucnonp3oBaHueM |-(XJopMeTi)-3-

(dropOenzoa BMECTO OEH3UIOPOMHUIA HA CTATUH A.
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pumep 7: Cunre3 N-(4-¢prTopdensni)-N-(4-ruapoxkcudenn)-3-(6-{[(3S)-3-(mopdomn-4-

nameTna)-3,4-nuruaponsoxunoiud-2(1H)-nn]xkapoonna}-1,3-6en3ognoxcon-5-ni)-5,6,7,8-

TerparuapouHaoansun-1-kapooxkcamuaa (Coenunenne 17)

O

[0207] IIpouenypa aHamornuna crnocody mpumepa | ¢ ucmonb3oBanueM 1-(Opommeri)-4-

(dropOenzoa BMECTO OEH3UIOPOMHUIA HA CTAIUH A.

IIpumep 8: Cunre3 N-(2,6-numeTnaden3uni)-N-(4-rugpoxkcudennin)-3-(6-{[(3S)-3-
(mop ponnn-4-unmernn)-3,4-nuruaponsoxunojuH-2(1H)-na|kapoonnin}-1,3-6eH30a10K COJI-

5-nn1)-5,6,7,8-Terparnapounnonunsun-1-kapooxcamuga (Coennnenune 30)

o

[0208] IIpouenypa ananoruyna cnocoOy mpumepa | ¢ ucmonb3oBanueMm 2-(Opommermi)-1,3-

TUMETUI0EH30/1a BMECTO OEeH3HIOpOMIIa Ha CTaTuu A.
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pumep 9: Cunte3 N-(4-ruapoxkcudenni)-N-(2-meTokcundensun)-3-(6-{[(3S)-3-(mopponnn-
4-namernn)-3,4-guruaponzoxuHoann-2(1H)-na|kapoonna}-1,3-6eH30an0K COI-S-11)-

5,6,7,8-Terparnaponnaoansun-1-kapookcamuaa (Coenunenne 31)

) o

[0209] IIpouenypa ananoruyna crocoOy mpumepa | ¢ ucmonb3oBanueM 2-(Opommermi)-1,3-
TUMETUI0EH30/1a BMECTO OEeH3HIOpOMIIa Ha CTaTuu A.

Npumep 10: Cunare3 N-(2-¢prop-6-meTnaden3n)-N-(4-ruapoxkcudenni)-3-(6-{[(3S)-3-
(mop ponnn-4-unmernn)-3,4-nuruaponsoxunojuH-2(1H)-na|kapoonnin}-1,3-6eH30a10K COJI-

5-nn1)-5,6,7,8-Terparnapounnonnsnn-1-kapooxcamuga (Coennnenune 32)

[0210] IIpouenypa ananoruuna cnocoOy npumepa 1 ¢ ucnonbzoBanuem 2-(6pommernn)-1-drop-

3-metunOeH30a BMeCTO OEH3UI0pOMKIa Ha CTaguu A.
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pumep 11: Cunrte3 N-(2-xa0pden3ni)-N-(4-ruapoxkcudenn)-3-(6-{[(3S)-3-(mopomn-4-
nameTna)-3,4-nuruaponsoxunoiud-2(1H)-nn]xkapoonna}-1,3-6en3ognoxcon-5-ni)-5,6,7,8-

TeTparuapouHAoan3uH-1-kap6okcamuaa (coenunenue 33)

O .

[0211] ITpoienypa aHajmoruuyna cmnoco0y mnpumepa 1 ¢ HCOOIB30BaHHEM  1-XJ0p-2-

(xnopmeTtni)0eH3051a BMECTO OeH3unOpoMua Ha cTaauu A.

IIpumep 12: Cunre3 N-(2,6-nupTop6en3ni)-N-(4-rugpoxcudpennin)-3-(6-{[(3S)-3-
(mop ponnn-4-unmernn)-3,4-nuruaponsoxunojuH-2(1H)-na|kapoonnin}-1,3-6eH30a10K COJI-

5-nn1)-5,6,7,8-Terparnapounnonunsun-1-kapooxcamuga (Coennnenune 19)

O

[0212] IIpouenypa aHanornuyHa crnocoby mpumepa | ¢ ucnonb3oBaHuem 2-(xjmopmermi)-1,3-

nrdTopbeH3ona BMecTo OeH3WIOpoMIa Ha cTagun A.
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Npumep 13: Cunrte3 N-(4-ruapoxcudenni)-N-(3-meroxcu-2-meTniadensnn)-3-(6-{[(3S)-3-
(mop ponnn-4-unmernn)-3,4-nuruaponsoxunojuH-2(1H)-na|kapoonnin}-1,3-6eH30a10K COJI-

5-nn1)-5,6,7,8-Terparuapounnonunsun-1-kapooxcamuga (Coennnenune 3)

o .

O—
[0213] IIpouenaypa aHamornuna crnocoby mnpumepa | ¢ ucmonb3oBanueMm 1-(Opommerin)-3-

METOKCH-2-METUIIOEH30J1a BMECTO OEH3UIOpOMHIA HA CTaquK A.

Npumep 14: Cunre3 N-(2-xa0p-6-meTnaden3uni)-N-(4-ruapoxcudennin)-3-(6-{[(3S)-3-
(mop ponnn-4-unmernn)-3,4-nuruaponsoxunojuH-2(1H)-na|kapoonnin}-1,3-6eH30a10K COJI-

5-1n1)-5,6,7,8-Terparnapounnonunsun-1-kapooxcamuga (Coennnenune 34)

o

\\o Cl

[0214] IIpouenypa anagoruuHa cnocoOy npumepa 1 ¢ ucnonb3oBanueM 1-xjaop-2-(XIopMeTu)-

3-metunOen3o0a BMeCTO OEH3UI0pOMIIa Ha cTaguu A.
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pumep 15: Cunre3 N-(4-ruapoxcudenni)-3-(6-{[(3S)-3-(mopponnn-4-unmerni)-3,4-
auruapon3zoxunoann-2(1H)-na|kapoonnn}- 1,3-6en3oanokcon-S-um)-N-[2-

(TpudTopmeTni)oensul-5,6,7,8-Terparuapoungonnsun-1-kapéoxkcamuaa (coennneHue S)

O

[0215] IIpouenypa ananoruuHa cmocoOy mpumepa 1 ¢ ucnonap3oBaHHeM |-(XJOpMeTHI)-2-
(TpudTopmeTri)0eH301a BMECTO OEH3MIOpOMIIa HA cTaguu A.

Npumep 16: Cunre3 N-(4-rugpoxcudennin)-3-(6-{[(3S)-3-(mopdomu-4-uamernn)-3,4-
auruapon3oxunoaun-2(1H)-na]kapoonnn}-1,3-6en3zonnokcon-S-ui)-N-[3-

(TpudTopmeTn)oens3u|-5,6,7,8-Terparnapoungonnsun-1-kapooxkcamuaa (coennnenue 16)

O

FF
[0216] IIpouenypa ananoruuHa cmocoOy mpumepa 1 ¢ ucnonp3oBaHHeM |-(XJopMeTH)-3-

(TpudTopmeTri)0eH301a BMECTO OEH3MIOpOMIIa HA cTaguu A.
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Npumep 17: Cunre3 N-(4-rugpoxcudennin)-3-(6-{[(3S)-3-(mopdomu-4-namernni)-3,4-
auruapon3oxunoaun-2(1H)-na]kapoonnn}-1,3-6en3zonnokcon-S-ui)-N-[4-

(TpudTopmeTn)oens3ul-5,6,7,8-terparnapoungonnsun-1-kapooxkcamuaa (coennnenue 24)

O

[0217] IIpouenypa aHamornuna crnocoby mnpumepa 1 ¢ ucmonb3oBanueM 1-(Opommeri)-4-

(TpudTopmeTri)0eH301a BMECTO OEH3MIOpOMIIa HA cTaguu A.

Npumep 18: Cunre3 N-(6-x0p-2,3-audpropdensni)-N-(4-rugpoxkcudennn)-3-(6-{[(3S)-3-
(mop ponnn-4-unmernn)-3,4-nuruaponsoxunojuH-2(1H)-na|kapoonnin}-1,3-6eH30a10K COJI-

5-nn1)-5,6,7,8-Terparnapounnonnsun-1-kapooxcamuaa (coennnenune 35)
O,
</ /> OH
N

Cl

L "k
O
[0218] IIpouenypa anangoruuna cnocoOy npumepa 1 ¢ ucnonb3oBaHueM 1-xjaop-2-(XIopMeTun)-

3,4-mudropbensona BMecTo OeH3unOpoMuaa Ha cTamuu A.
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Npumep 19: Cunare3 N-(0ndennn-2-namerni)-N-(4-rugpokcudennn)-3-(6-{[(3S)-3-

(mop ponnn-4-unmernn)-3,4-nuruaponsoxunojuH-2(1H)-na|kapoonnin}-1,3-6eH30a10K COJI-

5-nn1)-5,6,7,8-Terparnapounnonunsnn-1-kapooxcamuga (Coennnenune 36)

[0219] IIpoienypa  amajmoruuHa  cmocoOy  mpumepa 1 ¢ HCHONB30BaHHEM — 2-
(bpommeTiT)Onpenna BMecTo OeH3uIOpOMuUaa Ha CTamuu A.

pumep 20: Cunrte3 N-(4-rugpoxcudennn)-N-[2-meTni-4-(Tpudropmerni)densnil-3-(6-
{[(3S)-3-(mopPonnn-4-unmernn)-3,4-nuruapounsoxunond-2(1H)-na|kapoonni}-1,3-

0eH30aH0KCOJI-S-11)-5,6,7,8-Terparuapounaonnsnn-1-kapéokcamuaa (coenunenune 37)

.

[0220] IIpouenypa anamornyna cnocoOy mpumepa | ¢ ucrnonb3oBanueM 1-(XJI0pMeTHII)-2-METHII-

4-(tpudropmeriin)oeH305a BMecTO OeH3UI0pOMUaa Ha CTaauu A.
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pumep 21: Cunrte3 N-(4-rugpoxcudennn)-N-[2-meTni-S-(tpudropmerni)densnil-3-(6-

{[(3S)-3-(mopPonnn-4-unmernn)-3,4-nuruapounsoxunond-2(1H)-na|kapoonni}-1,3-

0eH30aH0KCOJI-S-11)-5,6,7,8-Terparuapounagonnsnn-1-kapéoxkcamuaa (coenunenune 38)

I

OH
N F
F
F
[0221] IIpouenypa ananoruuHa cnocody nmpumepa 1 ¢ ucrnonb3opanuem 2-(6pommeri)- 1 -meTu-
4-(tpudropmerin)0eH3051a BMeCTO OeH3UI0pOMUaa Ha CTanuu A.
Npumep 22: Cunre3 N-(4-rugpoxcudennin)-3-(6-{[(3S)-3-(mopdomu-4-namernn)-3,4-

auruapon3oxunoaun-2(1H)-na]kapoonnn}-1,3-6en3zonnokcon-S-ui)-N-[4-

(TpudTropmeTokcn)densni|-5,6,7,8-terparnaponnaonn3un-1-kapookcamuaa  (coeguHeHHE

26)
L
F
F
L
OH

[0222] TIpouenypa ananoruuHa cmocoOy mpumepa 1 ¢ ucnonp3oBaHueM |-(XJopMeTiu)-4-

(TpudTopmMeToKCH )OeH301a BMeCTO OEH3MIOpOMIa Ha CTaauu A.
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Npumep 23: Cunrte3 N-[2-pTop-6-(TpudTopmerni)den3ni]-N-(4-ruapoxcudenn)-3-(6-
{[(3S)-3-(mopPonnn-4-unmernn)-3,4-nuruapounsoxunond-2(1H)-na|kapoonni}-1,3-

0eH30aH0KCOJI-S-11)-5,6,7,8-Terparuapounagonnsnn-1-kapéokcamuaa (coenunenune 22)

[0223] IIpouenypa ananoruuna cnocoOy npumepa 1 ¢ ucnonbszoBanuem 2-(6pommernn)-1-drop-
3-(tpudropmeTrii)OeH301a BMECTO OEH3MIOPOMIIA HA CTAIuK A.

IIpumep 24: N-(4-ruapoxcudenni)-3-(6-{[(3S)-3-(mopdonaun-4-unmernin)-3,4-
auruapon3zoxunoaun-2(1H)-na|kapoonnn}-1,3-6en3zonnokcont-S-uia)-N-(nupuann-3-

HiaMeTna)-5,6,7,8-rerparnaponnaosm3un- 1-kapookcamuaa (coennnenne 39)

SR

[0224] TIponenypa aHamorumuHa crnocoOy mpumepa 1 ¢ HCHONB30BAHHEM THAPOXJIOpPHAA 3-

(xnopMeTuiI)nupuanHA BMECTO OeH3ua0pOMuUIa Ha CTanuu A.
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IIpumep 25: N-(4-ruapoxcudenni)-3-(6-{[(3S)-3-(mopdonaun-4-unmernin)-3,4-
auruapon3oxunoaun-2(1H)-na|kapoonnn}-1,3-6en3zonnokcont-S-uia)-N-(nupuann-4-

HiaMeTna)-5,6,7,8-rerparnaponnaosm3uH- 1-kapookcamuaa (coeqnHenne 9)

o

[0225] IIpouenypa aHamornuyHa cnocoOy mpumepa 1 ¢ HCIONB30BAHHEM TUAPOXJOpHAA 4-

(xnopMeTuiI)nupuanHA BMECTO OeH3ua0pOMuUIa Ha CTanuu A.

[0226] IIpumep 26: Cunrte3 N-(4-ruapoxkcudenni)-N-[(4-meTokcn-3,S-1uMeTHINHPHIAHH-2-
ni)metu|-3-(6-{[(3S)-3-(mop donun-4-namern)-3,4-nuruaponzoxuHonan-2(1H)-
nia|kapoonni}-1,3-6en3oguoxcon-S-ui)-5,6,7,8-rerparnaponngom3un- 1-kapooxkcamua

(Coenunenne 23)

d
N
__/

[0227] IIpouenaypa ananoruuHa cmocoOy mpumepa 1 ¢ ucCHoab30BaHHEM 2-(XJIOPMETHUI)-4-

METOKCH-3,5-TMMEeTHIIMUPUANHA THAPOXIOPHUIA BMECTO OeH3UIOpOMHIa HA cTaauu A.
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Mpumep 27: N-{|2-(4-3Toxcupennn)-S-merni-1,3-oxcazon-4-uia|mern}-N-(4-
ruapoxcudenn)-3-(6-{[(3S)-3-(mopponnn-4-unmernn)-3,4-nuruaponsoxusomH-2(1H)-

nia|kapoonni}-1,3-6en3oguoxcon-5-ui)-5,6,7,8-rerparnaponHaou3uH- 1- KapOoxkcaMux

e

OH

(coennnenne 27)

[0228] [Ipouenypa anajporuuHa crnocodby mpumepa | ¢ ucnosb3oBaHueM 4-(XJ0pMeTi)-2-(4-
arokcudenun)-S-metii-1,3-okcazona BMecTo OeH3MIOpOMHUaa Ha CTaguu A.

ITIpumep 28: N-(3-xapéamonsdensunn)-N-(4-ruapoxcudenn)-3-(6-{[(3S)-3-(mopdomnn-4-
nameTna)-3,4-nuruaponsoxunoiud-2(1H)-nn]xkapoonna}-1,3-6en3ognoxcon-5-ni)-5,6,7,8-

TeTparuaApoHHAONH3HH-1-kapbokcamuy (coennHenue 7)
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[0229] Ctagua A: Cunrte3 N-[4-(6enzunokcu)denni]-N-(3-kapbamonsdensmn)-3-(6-{[(3S)-3-
(Mopdomuu-4-unmerun)-3, 4-puruapon3oxuHomH-2(1H)-un]kapbonun}-1,3-0enzonuokcon-5-
un)-5,6,7,8-rerparu aponHI0IU3KH- | -kapOokcaMua

[0230] Cmecs 3-[([4-(6en3unokcn)bennn] {[3-(6-{[(3S)-3-(mopdbonun-4-unmeTnin)-3,4-
muruapon3oxuHonuH-2(1H)-un|kapbonnn}-1,3-06enzonunokcon-5-un)-5,6,7,8-
TETparuApOUHAOIN3MH- | -ui|kapOoHu } amuHo)MeTw |OeH3oitnas kucnota (cMm. [loayyenue 8)
(1000 wmr, 1,17 mmons), DIPEA (604 mr, 4,68 MMonb), xjaopun ammonus (94 mr, 1,76 Mmois),
TBTU (490 wmr, 1,52 mmons) 1 DCM (100 mi1) nepemernpaiy B TeUSHHE HOYH IIPH TEMIIEPAType
OKpy’Karoleil cpenel, 3ateM BbumBajgu B Boxy (100 mut). OpraHudeckuil CIIOH OTHENSUH,
MPOMBIBAJIN BOAOH, paccosioM, cymrmi Hag Na;SOs4 U KOHIEHTPUPOBIH HPH HMOHMKEHHOM

JAaBJICHUH. OcTtaTok nmoaseprain (I)J'IC-)LH-OLII/ICTKG Ha CHJIMKareji€e € HCIOJIb30BAHUEM CMECH
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DCM/EtOAc (ot 0 no 100%) B xauectBe 3ar0eHTa ¢ nonyueHrnem 850 mr (85%) ykazaHHOTO B
3aroJIOBKe COSANHEHHSI.

[0231] Ctangua B: Cunrtes N-(3-xkapbamomnOensu)-N-(4-ruapokcudennn)-3-(6-{[(3S)-3-
(Mopdonmuu-4-unmernn)-3,4-quruaponsoxunonuna-2(1 H)-nn|kapbonun} -1,3-6en3zonuokcon-5-
un)-5,6,7,8-trerparu aponHI0au3uH- 1 -kapbokcamu (coequnenue 7)

[0232] [TepemerBaeMy O CMeCh COEIMHEHHS, MOTyYeHHOro Ha ctamuu A (850 mr, 0,995 Mmmos),
karajgu3atopa (160 mr 5% Pd na yrne) u meranona (70 mun) ruapuposaiiu B atMochepe Ho B
teuenne 2 4. Karammzatop oTQuiabTpoBbIBaNM, a (UIBTPAT yMAPUBAIA HPU MOHHUKEHHOM
naeyienun nocyxa. Ocrarok noasepranu ounctke HPLC ¢ monydenuem 743 mr (97%) yka3aHHOrO

B 3aroJIOBKEC COCIMHCHHU .

Npumep 29: Cunare3 N-(3-xkapéamounnadensmni)-N-(4-rugpoxcudennn)-3-(6-{[(3S)-3-
(mop ponnn-4-unmernn)-3,4-nuruaponsoxunojuH-2(1H)-na|kapoonnin}-1,3-6eH30a10K COJI-
5-nn1)-5,6,7,8-Terparuapounnonusnn-1-kapookcaMua ruapoxJopuaa (cojib CoeAHHEHHS 7

HCI)

OH

N
O N\ \ N
o) o)

N
O

\
N

[0233] YkazanHOe B 3arojioBke coemuHenne mnojiydann u3 N-(3-xapbamounOensumn)-N-(4-

runpokcudenn)-3-(6-{[(3S)-3-(mopdonun-4-unmernn)-3,4-nuruaponzoxunonus-2(1H)-
wi|kapbonmn}-1,3-6en3oanokcon-S-un)-5,6,7,8-rerparu AponH 0N 3UH- | -kapOokcamMu (cm.
npumep 28) 06paboTKoii ero pactBopa B aneroHuTpuiie u3dbitok 6M pacteopa HCl B muokcane ¢

MOCJIENYIOIINM YIAJIeHHEeM JIETYUnX NMPYU NOHM)KeHHOM JaBJICHUH U MPOMBIBKOH octaTtka Et,0.
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pumep 30: Cunre3 N-(4-ruapoxcudenni)-N-{3-[(2-meToxkcHrTHI)KapOaMon|den3ni}-3-
(6-{[(3S)-3-(Mmopdonnn-4-nnmernn)-3,4-nuruaponsoxuHoaud-2(1H)-ni|kapoonnn}-1,3-

0eH30aH0KCOJI-S-11)-5,6,7,8-TeTparuapoungonn3nn-1-kapéoxkcamuaa (coennHenue 2)

HO

N "\\\\ N g
(Lo —o

[0234] TIpouenypa anasiornyna cnocody npumepa 28 ¢ UCMOIb30BAHHEM 2-METOKCHITHUIAMUHA
BMECTO XJIOPUa aMMOHHSA HA CTAJIUA A.

Mpumep 31: Cunre3 N-(3-{|2-(nmmeTnnamuno0)ITHII|KapOamon } 6en3n)-N-(4-
ruapoxcudenn)-3-(6-{[(3S)-3-(mopponnn-4-unmernn)-3,4-nuruaponsoxusomH-2(1H)-
nia|kapoonni}-1,3-6en3oguoxcon-S-ui)-5,6,7,8-rerparnaponngom3un- 1-kapooxkcamua

(Coenunenne 6)
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N O

. "I/

[0235] ITpoienypa  anamoruusHa  cmocoOy  mpumepa 28 ¢ HCOOAb30BAaHUEM — 2-

(IMMeTHIAMUHO)3THIAMHHA BMECTO XJIOPHa AaMMOHHSI Ha CTaauu A.

IIpumep 32: Cunre3 N-(4-ruapoxcudenni)-N-{3-[(4-meTnanunepasun-1-
na)kapoonn|6ensmi}-3-(6-{[(3S)-3-(mopdomn-4)-namerni)-3,4-AHr L APON 30X HHOJIHH-
2(1H)-na|kap6onnn;}-1,3-6en30aH0K C0I-5-1i1)-5,6,7,8-TeTparugponnxosn3un-1-

kapooxcamuaa (Coennnenne 10)
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[0236] [Ipouenypa aHamoruuna crnocoOy mpumepa 28 ¢ UCHOMb30BaHHEM N-METHUJIIHPA3UHA
BMECTO XJIOPUa aMMOHHSA HA CTAIUA A.

Npumep 33: Cunare3 N-(4-xkapéamounadensmni)-N-(4-rugpoxcudennin)-3-(6-{[(3S)-3-
(mop ponnn-4-unmernn)-3,4-nuruaponsoxunojuH-2(1H)-na|kapoonnin}-1,3-6eH30a10K COJI-

5-nn1)-5,6,7,8-Terparnapounnonunsnn-1-kapooxcamuga (Coennnenune 13)
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HO HoN

[0237] Ctagua A: Cunrte3 N-[4-(6enzunokcu)denn]-N-(4-kapbamonsadensmn)-3-(6-{[(3S)-3-
(Mopdonmuu-4-unmernn)-3,4-quruaponzoxunonud-2( 1 H)-un Jkap6onnn } -1,3-6en30an0okcon-5-

un)-5,6,7,8-rerparu qponHI0IU3uH- | -kapOokcamuaa
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[0238] Cmech 4-[([4-(6enzmnokcu)dbennn] {[3-(6-{[(3S)-3-(mopdonun-4-unmernin)-3,4-
muruapon3oxuHonuH-2(1H)-un|kapbonnn}-1,3-06enzonunokcon-5-un)-5,6,7,8-
TeTparuApOUHAOIN3NH- | -1 |kapOoHm } amuHo)MeTw |OeH3oiinas kucnota (cMm. Ilonyuenue 10)
(1000 wmr, 1,17 mmons), DIPEA (604 mr, 4,68 MMonb), xaopun ammonus (94 mr, 1,76 Mmous),
TBTU (490 wmr, 1,52 mmons) 1 DCM (100 mi1) nepemernBaiy B TeUSHHE HOYHU IIPH TEMITEPaType
OKpy’Karoeil cpenel, 3ateM BbuBajgun B Bomy (100 wmut). OpraHudeckuii CIIOH OTHENSUH,
MPOMBIBAJIN BOAOH, paccosioM, cymrmi Hag Na;SOs4 U KOHIEHTPUPOBIH HPH HMOHMKEHHOM
nasnennu. OctaTok nmoasepraiy (Gisn-xpoMaTorpaduy Ha CHIIMKAarese C HCIOJIb30BAaHHEM CMECH
EtOAc/DCM (ot 0 no 100%) B xauectBe 3ar0eHTa ¢ nonyueHnem 835 mr (83%) ykazaHHOTrO B
3aroJIOBKE COSANHEHHSI.

[0239] Ctangua B: Cunrtes N-(4-kapbamomnOensu)-N-(4-ruapokcudennn)-3-(6-{[(3S)-3-
(Mopdonmuu-4-unmernn)-3,4-quruaponsoxunonuna-2(1 H)-nn|kapbonun} -1,3-6en3zonuokcon-5-
un)-5,6,7,8-rerparu qponHI0IU3uH- | -kapOokcamuaa

[0240] [TepemerBaeMyIO CMeCh COEIMHEHHS, MOTyYeHHOro Ha ctamuu A (835 mr, 0,973 Mmmous),
karajgu3atopa (160 mr 5% Pd na yrne) u meranona (70 mun) ruapuposaiiu B atmMochepe Ho B
teuenne 2 4. Karammzatop orduibTpoBbIBANM, a (GUIBTPAT YHAPUBAIM INPH IOHMKEHHOM
naeyienun nocyxa. Ocrarok noasepranu ounctke HPLC ¢ monydenuem 720 mr (96%) yka3aHHOTO

B 3aroJIOBKEC COCIMHCHHU .

Npumep 34: Cunare3 N-(4-xkapéamounadensmni)-N-(4-rugpoxcudennn)-3-(6-{[(3S)-3-
(mop ponnn-4-unmernn)-3,4-nuruaponsoxunojuH-2(1H)-na|kapoonnin}-1,3-6eH30a10K COJI-
5-nn1)-5,6,7,8-Terparuapounnonnsun-1-kapéokcamu  rugpoxJopuaa (rHAPOXJIOPHAHAS

coJIb coeHHeHHs 13)

O

@GEN] E? o

H—Cl
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[0241] Yka3anHOe B 3arojioBke coemuHeHwe mojiydann u3 N-(4-xapbamounOensmn)-N-(4-
runpokcudenn)-3-(6-{[(3S)-3-(mopdonun-4-unmernn)-3,4-nuruaponzoxunonus-2(1H)-

wi|kapbonmn}-1,3-6en3oanokcon-S-un)-5,6,7,8-rerparu AporH 0N 3UH- | -kapOoKcamMu (cm.
npumep 33) o6paboTkoii ero pactBopa B aneroHuTpuiie u3dbiTok 6M pactsopa HCl B muokcane ¢

MOCJIENYIOIINM YIAJICHHEeM JIETYUnX IMPYU NOHM)KeHHOM JaBJICHUH U MPOMBIBKOH octaTtka Et,0.
pumep 35: Cunre3 N-(4-ruapoxcudenni)-N-{4-[(2-meToxkcHITHI)KApOaMon|0en3ni}-3-

(6-{[(3S)-3-(moppomu-4-namern)-3,4-aurugpon3oxunoun-2(1H)-na|kapoonna}-1,3-

0eH30aH0KCOJI-S-11)-5,6,7,8-Terparuapoungonnsnn-1-kapooxkcamun (Coexunenne 1)
(\O
Q o)
N o~ —~
N ¥

O
7
§ !
N~
OH
O

[0242] TIpouenypa anasiornyna cnocody npumepa 33 ¢ UCMOIb30BAHHEM 2-METOKCHITHUIAMUHA
BMECTO XJIOPUa aMMOHHSA HA CTAJIUA A.
Mpumep 36: N-(4-ruapoxcudenni)-N-{4-[(2-meTokcmaITHI)Kapbamon|6en3uni}-3-(6-{[(3S)-
3-(mopdomu-4-namerni)-3,4-auruaponzoxunonann-2(1H)-nia|kapoonnn}-1,3-

0eH30aH0KCOJI-S-11)-5,6,7,8-TeTparnapoungonnsnn-1-kapéoxkcamun THAPOXJIOpHAA

(rugpoxJIopuaHAs oL coennHeHud 1)
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H—CI

[0243] Yka3anHOe B 3aronmoBke coeauHeHue noiy4amu u3 N-(4-rmapoxcudenmn)-N-{4-[(2-
MeTOKCHATIIT)KapOamomn |6ensuin § -3-(6- {[(3S)-3-(mopdonun-4-unmernin)-3,4-
muruapon3oxuHonuH-2(1H)-un|kapbonnn}-1,3-06enzonunokcon-5-un)-5,6,7,8-
TeTparuaApOuHA0IN3NH- 1 -kapOokcamu (cm. mpumep 35) myrem oOpaboTka ero pacTBopa B
aneroHutpuie nzdeitkom 6M pacteopa HCl B muokcaHne ¢ moCHenyomuM yaajJeHHeM JIETy YuX

MIPH TIOHU>KEHHOM JIaBJIEHUHU M MTPOMBIBKOH octaTka Et2O.

Mpumep 37: Cunre3 N-(4-{|2-(nmmeTnnamMmuHO0)ITHII|KapOamon } 6en3n)-N-(4-
ruapoxcudenn)-3-(6-{[(3S)-3-(mopponnn-4-unmernn)-3,4-nuruaponsoxusomH-2(1H)-

nia|kapoonni}-1,3-6en3oguoxcon-5-ui)-5,6,7,8-rerparnaponHaom3HH- 1-kapooxkcamux

0 \
Q\)VQ ) ot "
N
N

0
AP~
0 N/ OH

O

(Coenunenne 8)

[0244] ITpouienypa  anamoruusHa  cmocoOy  mpumepa 33 ¢ HCIOOJAB30BAaHUEM  2-

(I[I/IMeTI/IJ'IaMI/IHO)G)TI/IJ'IaMI/IHa BMECTO XJIOpUJJa aMMOHHA Ha CTaaAlu A.
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IIpumep 38: Cunre3 N-(4-ruapoxcudenni)-N-{4-[(4-meTnanunepasun-1-
na)kapoonn|6ensmi}-3-(6-{[(3S)-3-(mopdomn-4)-namerni)-3,4-AHr L APON 30X HHOJIHH-
2(1H)-na|kap6onnn;}-1,3-6en30aH0K C0I-5-1i1)-5,6,7,8-TeTparugponnxosn3un-1-

kapooxcamuaa (Coennnenne 12)

. AN
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N OH
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[0245] TIpouenypa anajgoruuHa cnocody mpumepa 33 ¢ ucnosbp3oBaHueM N-MeTHJIIHIIEpa3uHa

BMECTO XJIOpUJa aMMOHHA Ha CTaANn A.

pumep 39: Cunres 4-[(3-xkapoamonadensni){|3-(6-{[(3S)-3-(mopdoann-4-namern)-3,4-
auruapoun3zoxunoaun-2(1H)-niakapoonnna}-1,3-6en3oanoxcon-S-ui)-5,6,7,8-

TeTparuaApouHAoNn3HH-1-nia|kapoonnijamuno]dpennnanerara (Coennnenne 41)

o)

NH»
j |
- O
O O
[0246] Cmecs N-(3-xapbamonnbensmn)-N-(4-rugpokcudenmn)-3-(6- {[(3S)-3-(mopdonun-4-

unmetun)-3,4-quruaponsoxunonud-2-(1H)-un|kapbounmn} - 1,3-6enzoquokcon-5-mn)-5,6,7,8-
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TeTparuaAponHoNN3NH- 1 -kapdokcamun (cMm. mpumep 28) (60 mr, 0,08 mmous), anermrxnopun (13
mr, 0,16 mmois) 1 EtsN (32 mr, 0,3 mmons) B DCM (1 mut) nepemerupaiy B Te4eHHE OJHOTO Yaca
IpU TeMIepaType OKpPY’KaroIlel cpensl, MPOMBIBAJIM BOAOH, pacconoM, cyimmmm Hax NaxSOs u
KOHLIEH TP POBAJIH NTPH MOHI>KEHHOM naBienun. OcraTok nonasepraiu disu-xpomatorpadun Ha
cuukarene, ucnob3ys cmecb CH3OH (ot 1 mo 20%) u DCM B kauecTBe 3JII0EHTA, C OJyUYeHHEM

6 mr (10%) yxa3aHHOTO B 3aroJIOBKe COEIMHEHUSL.

IIpumep 40: Cunres N-(3-kap6amounaden3ni)-N-(4-3Tokcudenni)-3-(6-{[(3S)-3-
(mop ponnn-4-unmernn)-3,4-nuruaponsoxunojuH-2(1H)-na|kapoonnin}-1,3-6eH30a10K COJI-

5-nn1)-5,6,7,8-Terparnapounnonnsun-1-kapooxcamuaa (coennnenune 42)

NH,

N
/O ()
O
[0247] Cmecs N-(3-xapbamonnbensmn)-N-(4-rugpokcudenmn)-3-(6- {[(3S)-3-(mopdonun-4-
unmetun)-3,4-quruaponsoxunonud-2-(1H)-un|kapbounmn} - 1,3-6enzoquokcon-5-mn)-5,6,7,8-
TeTparuAponHaonu3nH- 1 -kapdokcamuy (cM. mpumep 28) (0,06 mr, 0,08 mmons), HomaTtan (24 wmr,
0,16 mmons), Cs2COs (77 mr, 0,23 mmoins) 1 DMF (0,1 M) mepemennpany B Te4€HHE HOUH NPH
60°C. K peakinoHHOW cMmecH MO0ABJISIIA BOJY, BBINABINHHA B OCAIOK MPOAYKT OTIENSIH

1eH Tpr(yruPOBAHHEM, JIBAKIbI TPOMBIBAJIA BOIOKN M CyIIMIH JTHOGHIM3AHEH ¢ monydenuem 30

Mr (48%) yka3aHHOTO B 3aroJIOBKE COEIMHEHHUSI.

Mpumep 41: Cunre3 N-(4-ruapoxkcudennn)-N-{3-[(meTnicysnbponnn)kapoamoni|oeH3n}-
3-(6-{[(3S)-3-(mopdonaun-4-uamern.)-3,4-nuruapounsoxunosmmu-2(1H)-ua|kapoonnn}-1,3-

O0eH30aM0KCOJI-S-11)-5,6,7,8-Terparuapounagonnsunn-1-kapéoxkcamuaa (coenunenune 43)
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OH

[0248] Cragus A Cunres N-[4-(6en3unokcu)penmn]-N-{3-
[(MeTuncynbdonmn)kapbamonn|oensun}-3-(6-{[(3S)-3-(mopdommH-4-unmerin)-3,4-
muruapon3oxuHonuH-2(1H)-un|kapbonnn}-1,3-06enzonunokcon-5-un)-5,6,7,8-
TETparuApONHIO0IN3HH- | -kapOoKkcaMuaa

[0249] Cmecs 3-[([4-(6en3unokcn)bennn] {[3-(6-{[(3S)-3-(mopdonun-4-unmernin)-3,4-
muruapon3oxuHonuH-2(1H)-un|kapbonnn}-1,3-06enzonunokcon-5-un)-5,6,7,8-
TeTparuApOUHAOIN3NH- | -ui|kapOoHm } amuHo)MeTw |OeH3oiinas kucnota (cMm. [loayuenue 8)
(100 mr, 0,12 mmons), EtsN (24 mr, 0,23 mmons), EDCI (67 mr, 0,35 mmons), DMAP (26 wr, 0,23

mmouis) 1 DMF (1 mi1) mepemerunBani npu TeMnepaType OKpyskaroieii cpensl B Teuenne 30 MuH,
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3areM MeraHcyabponamun (33 wmr, 0,35 mmons) Obul gobaBneH. PeakinOHHYIO CMecCh
NepeMelBaIN IPHU TeMIlepaType OKpy Karollel cpelrl B TedeHne 12 4 u 3aTeM pachpenesuim
mexxny EtOAc u Bomoi. OpraHuueckuil CJIOH OTAENAIOT, MPOMBIBAIOT PACCOIOM, CYIIAT Haj
NazSO0y4, GUIBTPYIOT, KOHIEHTPUPYIOT IPU MOHMKEHHOM naByieHnH. OcTaTok nmoaseprau GIisi-
xpomartorpadun Ha cuiukarese, daoupys cmecsio EtOAc (ot 0 no 100%) u DCM, ¢ monydeHuem
80 mr (73%) yka3aHHOIO B 3aroJIOBKE COEMHEHMUSL.

[0250] Cragus B: Cunres N-(4-rugpokcudenmn)-N-{3-
[(MeTuncynsdonmn)kapbamonn|oensun}-3-(6-{[(3S)-3-(mopdommH-4-unmerin)-3,4-
muruapousoxunoana-2( 1 H)-un|kapbonun} -1,3-06en3oauokcon-5-mn)-5,6,7,8-
TeTparuaApONHAO0IN3HH- 1 -kapOoKkcaMuaa

[0251] [TepemerrBaeMyO CMeCh COEIMHEHHMSI, TOJyUEHHOr0 Ha cTaauu A, katanuzaropa (10 mr
5% Pd na yrne) u meranona (2 mu) rugpuposaiu B atmochepe Hz B reuenne 2 4. Katamuzartop
orunbTpoBeBanK, (uabTpat ynapusanu pocyxa. Ocrtarok nomsepraiu ounctke HPLC c

nonyueHrem 60 mr (83%) yka3aHHOTO B 3ar0J0BKE COEIUHEHMS.
Mpumep 42: Coennnennsn 44-50

[0252] C ucnonb3oBaHuEM MPOLERY P, OMHUCAHHBIX B HACTOSIIEM TOKYMEHTE, HEIIOCPEICTBEHHO
Wil ¢ HeOONBIION MoauduKalKueld W COOTBETCTBYIOIIMMH pPEAareHTaMHd U MPOMEKYTOUYHBIMH

NPOayKTaMu OBbLITH moJyueHbl coequHeHust NeNe 44-52. Tabnuna Al.

[0253] Coenunenne 44. 4-[(4-I'mapoxcu-N-[3-[6-[(3S)-3-(mopdomunomeTn)-3,4-Aurnapo-
1H-n30xuHonuH-2-kapoonm|-1,3-6en3oanokcon-5-n1|-5,6,7,8-rerparuapounngonn3unn-1-

KapOOHHI| AHHJINHO)MeTH.J1| 0eH30iiHAsI KHCJIOTA

O

OH

OH
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'H NMR (400 MHz, DMSO-ds), 8: 9.45 — 9.28 (s, 2H), 7.95 — 7.76 (d, J = 8.0 Hz, 2H), 7.37 —
7.27(d, J= 8.1 Hz, 2H), 7.25 — 7.08 (m, 3H), 7.08 — 6.93 (m, 3H), 6.88 — 6.76 (s, 1H), 6.66 —
6.37 (m, 4H), 6.17 — 5.97 (m, 2H), 5.24 — 4.72 (m, 4H), 4.46 — 4.10 (m, 2H), 4.08 —3.91 (s, 2H),
3.80—3.61 (s, SH), 3.29 — 2.73 (m, 8H), 1.86 — 1.29 (m, 4H).

[0254] Coenunenne 45. 3-[(4-I'mapoxcu-N-[3-[6-[(3S)-3-(mopdomnomeTn)-3,4-aurnapo-
1H-n30xuHonuH-2-kapoonm|-1,3-6en3oanokcon-5-n1|-5,6,7,8-rerparuapounngonn3unn-1-

KapOOHHI| AHHJINHO)MeTH.J1| 0eH30iiHAsI KHCJIOTA

\\\\‘

@]
HO
'H NMR (400 MHz, DMso-d6), §:9.92—9.18 (m, 1H), 7.98 — 7.74 (m, 2H), 7.49 — 7.34 (m, 2H),
731-7.11 (m, 3H), 7.07 — 6.94 (m, 3H), 6.89 — 6.72 (s, 2H), 6.68 — 6.43 (m, 4H), 6.24 — 5.98 (m,
2H), 5.23 — 4.69 (m, 4H), 4.45 — 4.08 (m, 2H), 4.06 — 3.91 (m, 2H), 3.80 — 3.30 (m, 6H), 3.29 —
2.75 (m, 7H), 1.88 — 1.26 (m, 4H).

[0255] Coenunenne 46. Ttper-bByrna-3-[(4-ruapoxcu-N-[3-[6-[(3S)-3-(MopdomHOMeTH)-
3.4-quruapo-1H-uzoxunonun-2-kapoonu]-1,3-6enzoauoxcon-5-ual-5,6,7,8-

TeTPAruaApOHHAOJN3HH-1-KapOoHNI|aHH/IHHO)MeTHT| 0eH30aT
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\\\\‘ [ ;

5iiss,

'H NMR (400 MHz, DMSO-d&), §: 9.49 —9.25 (m, 1H), 7.87 —7.58 (m, 2H), 7.58 — 7.24 (m, 2H),
724 —7.07 (m, 3H), 7.07 — 6.51 (m, 6H), 6.51 — 6.23 (m, 2H), 6.16 — 5.91 (m, 2H), 5.20 — 4.62
(m, 4H), 4.28 — 3.83 (m, 2H), 3.71 — 3.40 (m, 6H), 3.09 — 2.77 (m, 3H), 2.35 — 2.19 (m, 3H), 2.20
—1.63 (m, 7H), 1.63 — 1.34 (s, 9H).

[0256] Coenunenne 47. N-[(2-nnanodenna)mernn]-N-(4-ruapoxcudenn)-3-[6-[(3S)-3-
(mop onnnomerni)-3,4-nuruapo-1 H-n3oxunonnn-2-kapoonuni|-1,3-6en3oauoxcon-S-uil-

5,6,7.8-Terparuapounaoan3un-1-kapooxcamug

s,

'H NMR (400 MHz, DMSO d6), §: 9.58 —9.30 (m, 1H), 7.95 — 7.26 (m, 5H), 7.26 — 6.94 (m,
4H), 6.94 — 6.65 (m, 3H), 6.65 — 6.50 (t, J= 8.2 Hz, 1H), 6.50 — 6.24 (m, 2H), 6.20 — 6.02 (m,
2H), 5.32 — 4.55 (m, 4H), 4.31 — 3.78 (m, 2H), 3.72 —3.42 (m, 5H), 3.15 - 2.71 (m, 3H), 2.73 —
2.60 (m, 1H), 2.35 — 2.21 (m, 2H), 2.21 — 1.36 (m, 8H).
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[0257] Coenunenne 48. N-(4-I'mapoxcudennn)-N-[(4-mernn-1,2,4-Tpuaszon-3-na)mern|-3-
[6-[(3S)-3-(mopdomuOoMeTHN)-3,4-nuruapo-1H-u30xnHomMH-2-kapoonn)-1,3-

O0eH3oanoKCo-S-11]-5,6,7 8-TeTparnz(p0nﬂzm.1m3nﬂ-I-Kapﬁolccamnu

i3

'H NMR (400 MHz, DMso-d6), §: 9.65 —9.28 (m, lH), 8.55-8.21 (m, 2H), 7.32 - 6.95 (m,
3H), 6.95 — 6.69 (m, 3H), 6.69 — 6.48 (m, 2H), 6.48 — 6.23 (s, 2H), 6.14 — 6.01 (m, 2H), 5.23 —
4.65 (m, 4H), 4.65 — 4.45 (m, 2H), 4.28 — 3.84 (m, 2H), 3.76 —3.39 (m, 11H), 3.12 — 2.76 (m,
2H), 2.34 — 2.20 (m, 2H), 2.20 — 1.34 (m, 5H).

\\w < ;

[0258] Coenunenne 49. N-(4-ruapoxcudenni)-3-[6-[(3S)-3-(mopd omuomernn)-3,4-
auruapo-1H-u3oxunonnn-2-kap6ouni|-1,3-6en3zoanok con-S-ui|-N-[(3-

HuTpodenna)mernil-5,6,7,8-rerparugponnxonn3nn-1-kapooxcamuyg

Glhdo

l

\\\\‘ [ ;

'H NMR (400 MHz, DMSO-d&), §: 9.60 —9.22 (m, 1H), 8.21 —7.94 (m, 2H), 7.72 — 7.45 (m, 2H),
7.24 —7.06 (m, 3H), 7.06 — 6.50 (m, 6H), 6.50 — 6.30 (m, 2H), 6.21 — 5.97 (m, 2H), 5.20 — 4.66

(m, 4H), 4.29 — 3.78 (m, 2H), 3.70 — 3.36 (m, 8H), 3.11 — 2.77 (m, 3H), 2.37 — 2.20 (m, 2H), 2.20
—1.27 (m, 6H).
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[0259] Coenunenne S0. N-(4-I'mapoxcudenn)-N-[(2-meTni-3-aurpodennna)mern|-3-[6-
[(3S)-3-(mopdommnomeTni)-3,4-nuruapo-1H-u3oxunoun-2-kapoonn|-1,3-6eH301H0KCOT-

5-nn]-5,6,7,8-Terparuaponnnonunsnn-1-kap6oxcamuyg

\\\\‘

N

|

O
'H NMR (400 MHz, DMso-d6), §: 9.52 — 9.26 (m, 1H), 7.89 — 7.60 (dd, J = 39.7, 7.9 Hz, 1H),
7.42—6.94 (m, 6H), 6.94 —6.51 (m, SH), 6.47 —6.24 (s, 2H), 6.14 — 6.01 (m, 2H), 5.25 - 4.53 (m,

4H), 4.32 —3.77 (m, 2H), 3.69 —3.37 (m, 6H), 3.17 — 2.78 (m, 3H), 2.35 — 1.31 (m, 13H).
[Mpumep 42: AHATHTHYECKHE JAHHBIE
Mpenapatusnoe HPLC

[0260] Heiitpanbusie ycnosus cinenytomue: YMC-Pack ODS-AQ 250%20 mm, S-10 mMxMm, pasmep

nop 12 HM, rpagueHT BOAA-aleTOHUTPHIL

[0261] CrangaptHeie, kucnele, ycnoeus chenytomme. YMC-Pack ODS-AQ 250%x20 mwm, S-10
MKM, pasmep mop 12 HM, rpamumeHT pactBop A — pactsop B; A: 1000 ma Bomer — 226 MKI

tpudropykcycHoit kucnotsl, B: 1000 ma CH3CN — 226 Mk TpruTOPYKCYCHON KHCIOTHI.

AHanuTHYeCKHe JaHHbIe, yeaoBusa LCMS
[0262] Konorka C18 100 x 4,6 MM, 5,0 MxM, pasmep mop 100 A, sBoma-aunerorurpun + 0,1%

TpUPTOPYKCYCHAs KUCIIOTA, Ipagrent oT 5 10 87% B Teuenue 10 MuH.

Tadnuuma A. AHATMTHYECKHE JAHHDbIE.
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Coen.

IIpumep

HaszsHue coeauHenns

MW

RT,

MHH

MS (ESI)

uucrota (%)

[M+H]*

pacu.

[M+H]*

obHap.

220

HM

254

HM

15

01

N-6en3mn-N-(4-
ruapokcupermnn)-3-(6-
{[(35)-3-(mopdoann-4-

WIMETHT)-3,4-
mpuruaponsoxunoaud-2(1H)-
wi|kapOonmi}-1 ,3-
O6eH30HOKCOI-5-11)-5,6,7 8-
TeTParuAPONHIOIH3NH- | -

KapOoKcaMua

724.9

5.26

725

725

97

98

02

N-(4-ruaporcudermt)-N-(2-
meTradeH3mwn)-3-(6-{[(35)-3-
(mopdomun-4-unmetun)-3,4-
mpuruaponsoxunoaud-2(1H)-
v |kapOonmn}-1,3-
6eH30HOKCON-5-11)-5,6,7 8-
TeTParuAPONHIOIH3NH- | -

KapOoKcaMua

738.9

5.29

739

739

96

99

14

03

N-(4-ruaporcudenmt)-N-(3-
meTradeH3mwn)-3-(6-{[(35)-3-
(mopdomun-4-unmetun)-3,4-
mpuruaponsoxunoaud-2(1H)-
v |kapOonmn}-1,3-
6eH30HOKCON-5-11)-5,6,7 8-
TeTParuAPONHIOIH3NH- | -

KapOoKcaMua

738.9

5.34

739

739

97

100
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Coen.

IIpumep

HaszsHue coeauHenns

MW

RT,

MHH

MS (ESI)

uucrota (%)

[M+H]* | [M+H]*

220

pacy. | oOHap. | Hm

254

HM

20

04

(mopdomun-4-unmetun)-3,4-
mpuruaponsoxunoaud-2(1H)-
v |kapOonmn}-1,3-
6eH30HOKCON-5-11)-5,6,7 8-
TeTParuAPONHIOIH3NH- | -

KapOoKcaMua

N-(4-ruapoxcudenmt)-N-(4-
MeTunoeH3mn )-3-(6-{[(35)-3-

738.9

5.36 739 739

97

11

05

N-(2-¢ropGensmm)-N-(4-
ruapoxcuQpeHun)-3-(6-
{[(3S)-3-(mopdomun-4-

WiMeTHN)-3,4-
mpuruaponsoxunoaud-2(1H)-
un|xapborv}-1,3-

6eH30HOKCON-5-11)-5,6,7 8-

TCTPArHAPOUHAOHU3HH- | -

KapOoKcaMua

742.9

5.20

783 783

99

98

21

06

6eH30HOKCON-5-11)-5,6,7 8-

N-(3-¢ropGensmm)-N-(4-
ruapoxcuQpeHun)-3-(6-
{[(3S)-3-(mopdomun-4-

WiMeTHN)-3,4-
mpuruaponsoxunoaud-2(1H)-

v |kapOonmn}-1,3-

TCTPArHAPOUHAOHU3HH- | -

KapOoKcaMua

742.9

5.26

783 783

100
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MS (ESI) uucrota (%)

Coen. | IIpumep RT,
Ha3sHue coenqunennst MW

Ne Ne MuH [T T MEH] | 220 | 254

pacy. | oOHap. | Hm HM

N-(4-¢propGensmm)-N-(4-
ruapoxcuQpeHun)-3-(6-
{[(3S)-3-(mopdomun-4-

WiMeTHN)-3,4-

17 07 mpuruaponsoxunoaud-2(1H)- | 742.9 | 5.26 783 783 91 90
wi|kapbonmn}-1,3-
6eH30HOKCON-5-11)-5,6,7 8-
TCTPArHAPOUHAOHU3HH- | -

KapOoKcaMua

N-(2,6-aumveTunbeH3mm)-N-
(4-rugporcudenun)-3-(6-
{[(35)-3-(mopdoann-4-
WIMETHT)-3,4-

30 08 mguruapousoxunoaus-2(1H)- | 752.9 | 5.95 733 753 99 99
v |kapOonmn}-1,3-
6eH30HOKCON-5-11)-5,6,7 8-
TeTParuAPONHIOIH3NH- | -

KapOoKcaMua

N-(4-ruaporcudermt)-N-(2-
MeTokcHOeH3mI)-3-(6-{[(35)-
3-(mopdonrH-4-unmeTHn)-
3,4-IUruAPON3OXUHOITHH-
31 09 75491 5.71 755 755 96 95
2(1H)-mn]xapbonun }-1,3-
6eH30HOKCON-5-11)-5,6,7 8-

TeTParuAPONHIOIH3NH- | -

KapOoKcaMua
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Coen.

IIpumep

HaszsHue coeauHenns

MW

RT,

MHH

MS (ESI)

uucrota (%)

[M+H]*

pacu.

[M+H]*

obHap.

220

HM

254

HM

32

10

N-(2-¢rop-6-meTundeH3mn)-
N-(4-runpoxcudennn)-3-(6-
{[(35)-3-(mopdoann-4-
WIMETHT)-3,4-
mpuruaponsoxunoaud-2(1H)-
v |kapOonmn}-1,3-
6eH30HOKCON-5-11)-5,6,7 8-
TeTParuAPONHIOIH3NH- | -

KapOoKcaMua

756.9

5.83

757

757

98

99

33

11

N-(2-xnop6ersur)-N-(4-
ruapoxcuQpeHun)-3-(6-
{[(3S)-3-(mopdomun-4-

WiMeTHN)-3,4-
mpuruaponsoxunoaud-2(1H)-
wi|kapbonmn}-1,3-
GeH30a10KCOoN-5-11)-5,6,7 8-
TCTPArHAPOUHAOHU3HH- | -

KapOoKcaMua

759.3

5.92

760

760

97

19

12

N-(2,6-mudropdenszmn)-N-(4-
ruapokcupennn)-3-(6-
{[(35)-3-(mopdoann-4-

WIMETHT)-3,4-
mpuruaponsoxunoaud-2(1H)-
v |kapOonmn}-1,3-
6eH30HOKCON-5-11)-5,6,7 8-
TeTParuAPONHIOIH3NH- | -

KapOoKcaMua

760.8

5.69

761

761

98

100
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Coen.

IIpumep

HaszsHue coeauHenns

MW

RT,

MHH

MS (ESI)

uucrota (%)

[M+H]*

pacu.

[M+H]*
obHap.

220

HM

254

HM

13

N-(4-ruaporcudenmt)-N-(3-
METOKCH-2-METHIOCH3M)-3-
(6-{[(35)-3-(mopdomun-4-
WIMETHT)-3,4-
mpuruaponsoxunoaud-2(1H)-
v |kapOonmn}-1,3-
6eH30HOKCON-5-11)-5,6,7 8-
TeTParuAPONHIOIH3NH- | -

KapOoKcaMua

768.9

5.88

769

769

97

98

34

14

N-(2-xnop-6-meTundeH3mN)-
N-(4-runpoxcudennn)-3-(6-
{[(35)-3-(mopdoann-4-
WIMETHT)-3,4-
mpuruaponsoxunoaud-2(1H)-
v |kapOonmn}-1,3-
6eH30HOKCON-5-11)-5,6,7 8-
TeTParuAPONHIOIH3NH- | -

KapOoKcaMua

773.3

6.01

774

774

96

99

15

N-(4-runpoxcudennn)-3-(6-
{[(35)-3-(mopdoann-4-
WIMETHT)-3,4-
mpuruaponsoxunoaud-2(1H)-
v |kapOonmn}-1,3-
OeH301HU0KCO -5-1mi)-N-| 2-
(TpudropmeTHn)OCHIMA |-
5,6,7.8-

792.9

5.51

793

793

97

107
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Coen.

Mpumep

RT,
HaszsHue coeauHenns MW

MHH

MS (ESI)

uncrora (%)

[M+H]* | [M+H]* | 220 | 254

pacy. | oOHap. | um HM

TCTPArHAPOUHAOHU3HH- | -

KapOoKcamMu

16

16

N-(4-rugporcuderun)-3-(6-
{[(3S)-3-(mopdomun-4-
WiMeTHN)-3,4-
mpuruaponsoxunoaud-2(1H)-
wi|kapbonmn}-1,3-
O6eH30HOKCOIT -5-11)-N-[3- 792.915.59
(TpudropmeTrn)GeH3 M |-
5,6,7.8-
TETPArHAPONHIOTH3HH- | -

KapOoKcamMu

793 793

99

24

17

N-(4-rugporcuderun)-3-(6-
{[(3S)-3-(mopdomun-4-
WiMeTHN)-3,4-
mpuruaponsoxunoaud-2(1H)-

wi|kapbonmn}-1,3-

OeH301U0KCOo -5-1iT)-N-[4- 792.9 1 5.65

(TpudropmeTrn)GeH3 M |-
5,6,7.8-

TCTParkuPOHHAOTH3UH- 1 -

KapOoKcamMu

793 793

98

108
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Coen.

IIpumep

HaszsHue coeauHenns

MW

RT,

MHH

MS (ESI)

uucrota (%)

[M+H]*

pacu.

[M+H]*

obHap.

220

HM

254

HM

35

18

N-(6-xmmop-2,3-
audyropbersm)-N-(4-
riaporcupeHu)-3-(6-
{[(3S)-3-(mopdomun-4-

WiMeTHN)-3,4-

puruaponsoxuHomus-2 (1H)-
wi|kapbonmn}-1,3-
6enzoanokcon-5-mn)-3,6,7.8-
TETPArHAPONHIOTH3HH- | -

KapOoKcaMua

795.3

6.08

796

796

96

96

18

19

N-(oudennn-2-ummerun)-N-
(4-rugporcudenun)-3-(6-
{[(35)-3-(mopdoann-4-
WIMETHT)-3,4-
mpuruaponsoxunoaud-2(1H)-
v |kapOonmn}-1,3-
6eH30HOKCON-5-11)-5,6,7 8-
TeTParuAPONHIOIH3NH- | -

KapOoKcaMua

801.0

6.38

801

801

90

91

37

20

N-(4-ruapoxcudernn)-N-[2-
MeTHI-4-
(tpudTopmeTI)GeH3M]-3-
(6-{[(3S)-3-(mopdommn-4-
uMeTun)-3,4-
guruapousoxunoaus- 2(1H)-
wi|kap6onmn}-1,3-

6eH30HOKCON-5-11)-5,6,7 8-

806.9

6.40

807

807

98

99

109
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Coen.

IIpumep

HaszsHue coeauHenns

MW

RT,

MHH

MS (ESI)

uucrota (%)

[M+H]*

pacu.

[M+H]*
obHap.

220

HM

254

HM

TCTPArHAPOUHAOHU3HH- | -

KapOoKcaMua

38

21

N-(4-ruapoxcudenmt)-N-| 2-
MCTHII-3-
(TpudropmeTun)oeH3MA|-3-
(6-{[(35)-3-(mopdomun-4-
WIMETHT)-3,4-
guruapousoxunoaus- 2(1H)-
v |kapOonmn}-1,3-
6eH30HOKCON-5-11)-5,6,7 8-
TeTParuAPONHIOIH3NH- | -

KapOoKcaMua

806.9

6.34

807

807

93

92

26

22

N-(4-rugporcuderun)-3-(6-
{[(35)-3-(mopdoann-4-
WIMETHT)-3,4-
mpuruaponsoxunoaud-2(1H)-
v |kapOonmn}-1,3-
OeH301U0KCOo -5-1iT)-N-[4-
(TpudropmeToKCH)OCH3HIA |-
5,6,7.8-
TCTPArHAPOUHAOHU3HH- | -

KapOoKcaMua

808.9

5.70

809

809

98

97

22

23

N-[2-(rop-6-
(Tpudropmetin)oeH3m]-N-
(4-runpoxcndennn)-3-(6-
{[(3S)-3-(mopdomun-4-

WIMETHT)-3,4-

810.9

5.97

811

812

97

98
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Coen.

IIpumep

RT,
HaszsHue coeauHenns MW

MHH

MS (ESI)

uucrota (%)

[M+H]" | [M+H]* | 220 | 254

pacy. | oOHap. | Hm HM

guruapousoxunoaus- 2(1H)-
v |kapOonmn}-1,3-
6eH30HOKCON-5-11)-5,6,7 8-
TeTParuAPONHIOIH3NH- | -

KapOoKcaMua

39

24

N-(4-rugporcuderun)-3-(6-
{[(3S)-3-(mopdomun-4-
WiMeTHN)-3,4-
mpuruaponsoxunoaud-2(1H)-
wi|kapOonun}-1,3-
6eH30;[Hchon -5-mm)-N- 725.8 1 357
(mupuArH-3-HIMETH )-
5,6,7.8-
TCTPArHAPOUHAOHU3HH- | -

KapOoKcaMua

726 726

98

25

N-(4-rugporcuderun)-3-(6-
{[(3S)-3-(mopdomun-4-
WiMeTHN)-3,4-
mpuruaponsoxunoaud-2(1H)-

wi|kapGorui}-1,3-

OeH30,1M0KCOT -5-1i)-N- 72581 417

(mmpuArH-4-HIMETH )-
5,6,7.8-

TCTPArHAPOUHAOHU3HH- | -

KapOoKcaMua

726 726

91

111
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Coen.

IIpumep

HaszsHue coeauHenns

RT,
MW

MHH

MS (ESI)

uucrota (%)

[M+H]*

pacu.

[M+H]*

obHap.

220

HM

254

HM

23

26

METOKCH-3,5-
JAMCTHIIAPUINH-2-
wnmetu|-3-(6-{[(35)-3-
(mopdoauH-4-uwmeTn)- 3,4-
mpuruaponsoxunoaud-2(1H)-
v |kapOonmn}-1,3-
6eH30HOKCON-5-11)-5,6,7 8-
TeTParuAPONHIOIH3NH- | -

KapOoKcaMua

N-(4-rugpoxcudenun)-N-| (4-

783.9 | 3.86

784

784

98

27

27

N-{[2-(4-3TOKCHpCHILN)-5-
metun-1,3-oxcazon-4-
wi|metnn}-N-(4-
ruapokcupern)-3-(6-
{[(3S)-3- (Mopdomum-4-
uMeTun)-3,4-
mpuruaponsoxunoaud-2(1H)-
wi|kap6onmn}-1,3-
6eH30HOKCON-5-11)-5,6,7 8-
TeTParuAPONHIOIH3NH- | -

KapOoKcaMua

850.0 | 5.67

850

850

98

97

28

N-(3-xap6amonnbensum)-N-
(4-runpoxcndennn)-3-(6-
{[(3S)-3-(mopponun-4-
WiMeTHN)-3,4-

mpuruaponsoxunoaud-2(1H)-

v |kapOonmn}-1,3-

767.9 | 4.54

768

768

99

99
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Coen.

IIpumep

HaszsHue coeauHenns

MW

RT,

MHH

MS (ESI)

uucrota (%)

[M+H]*

pacu.

[M+H]*

obHap.

220

HM

254

HM

6eH30HOKCON-5-11)-5,6,7 8-
TeTParuAPONHIOIH3NH- | -

KapOoKcaMua

7 HC1

salt

29

N-(3-kapbamonnbeH3mw)-N-
(4-rugporcudenun)-3-(6-
{[(35)-3-(mopdoann-4-
WIMETHT)-3,4-
mpuruaponsoxunoaud-2(1H)-
v |kapOonmn}-1,3-
6eH30HOKCON-5-11)-5,6,7 8-
TeTParuAPONHIOIH3NH- | -

KapOOKcaMH1a THIPOXITIOPHT

767.9

4.50

768

768

99

99

30

N-(4-rugpoxcudenun)-N-{3-
[(2-
METOKCHITHIT)KapOaMoun |6eH
au}-3-(6-{[(35)-3-
(mopdomun-4-unmetun)-3,4-
auruapousoxunovH -2( 1H)-
v |kapOonmn}-1,3-
6eH30HOKCON-5-11)-5,6,7 8-
TCTPArHAPOUHAOHU3HH- | -

KapOoKcaMua

826.0

5.09

826

826

97

98

113
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MS (ESI) uucrota (%)

Coen. | IIpumep RT,

Ha3sHue coenqunennst MW
MUH v | v | 220 | 254

pacy. | oOHap. | Hm HM

N-(3-{]2-
(muMeTunamMuHO )3 THN [KapOa
Mou } 6eH3m)-N-(4-
ruapokcupennn)-3-(6-
{[(35)-3-(mopdoann-4-
6 31 HIMeTHN)-3,4- 839.0 | 4.26 839 839 96 96
mpuruaponsoxunoaud-2(1H)-
v |kapOouun}-1,3-
6eH30HOKCON-5-11)-5,6,7 8-
TCTPArHAPOUHAOHU3HH- | -

KapOoKcaMua

N-(4-rugpoxcudenun)-N-{3-

[(4-meTunnunepasun-1-

un)kapoouu|6er3un}-3-(6-

{[(35)-3-(mopdoann-4-
WIMETHT)-3,4-

851.0 | 427 851 851 95 96

10 32
mpuruaponsoxunoaud-2(1H)-
v |kapOonmn}-1,3-
6eH30HOKCON-5-11)-5,6,7 8-
TeTParuAPONHIOIH3NH- | -

KapOoKcaMua

N-(4-kapbamonnOeH3mw)-N-
(4-rugporcudenun)-3-(6-
3S)-3-(mopdonun-4-
{35)-3-(vopd 767.9 |1 490 768 768 96 97

13 33
WIMETHT)-3,4-

mpuruaponsoxunoaud-2(1H)-

v |kapOonmn}-1,3-
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Coen.

IIpumep

HaszsHue coeauHenns

MW

RT,

MHH

MS (ESI)

uucrota (%)

[M+H]*

pacu.

[M+H]*

obHap.

220

HM

254

HM

6eH30HOKCON-5-11)-5,6,7 8-
TeTParuAPONHIOIH3NH- | -

KapOoKcaMua

13
HCI

salt

34

N-(4-kapbamonnOeH3mw)-N-
(4-rugporcudenun)-3-(6-
{[(35)-3-(mopdoann-4-
WIMETHT)-3,4-
mpuruaponsoxunoaud-2(1H)-
v |kapOonmn}-1,3-
6eH30HOKCON-5-11)-5,6,7 8-
TeTParuAPONHIOIH3NH- | -

KapOOKcaMH1a THIPOXITIOPHT

767.9

4.62

768

768

100

100

35

N-(4-rugpoxcudenun)-N-{4-
[(2-
METOKCHITHIT)KapOaMoun |6eH
au}-3-(6-{[(35)-3-
(mopdomun-4-unmetun)-3,4-
mpuruaponsoxunoaud-2(1H)-
v |kapOonmn}-1,3-
6eH30HOKCON-5-11)-5,6,7 8-
TCTPArHAPOUHAOHU3HH- | -

KapOoKcaMua

826.0

5.10

826

826

96

96
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Coen.

IIpumep

HaszsHue coeauHenns

MW

RT,

MHH

MS (ESI)

uucrota (%)

[M+H]*

pacu.

[M+H]*

obHap.

220

HM

254

HM

1 HC1

salt

36

N-(4-rugpoxcudenun)-N-{4-
[(2-
METOKCHITHIT)KapOaMoun |6eH
au}-3-(6-{[(35)-3-
(mopdomun-4-unmetun)-3,4-
mpuruaponsoxunoaud-2(1H)-
v |kapOonmn}-1,3-
6eH30HOKCON-5-11)-5,6,7 8-
TCTPArHAPOUHAOHU3HH- | -

KapOOKcaMH1a THIPOXITIOPHT

826.0

4.70

826

826

95

100

37

N-(4-{]2-
(muMeTunamMuHO )3 THN [KapOa
Mou } 6eH3m)-N-(4-
ruapokcupennn)-3-(6-
{[(35)-3-(mopdoann-4-
WIMETHT)-3,4-
mpuruaponsoxunoaud-2(1H)-
v |kapOouun}-1,3-
6eH30HOKCON-5-11)-5,6,7 8-
TeTParuAPONHIOIH3NH- | -

KapOoKcaMua

839.0

424

839

839

97

12

38

N-(4-runpoxcndenmn)-N-{4-
[(4'MGTI/IJ'IHI/IHepa3HH- 1-
un)kapoouu|6er3un}-3-(6-
{[(3S)-3-(mopdomun-4-
WiMeTHN)-3,4-

mpuruaponsoxunoaud-2(1H)-

851.0

420

851

851

99
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Coen.

IIpumep

HaszsHue coeauHenns

MW

RT,

MHH

MS (ESI)

uucrota (%)

[M+H]*

pacu.

[M+H]*

obHap.

220

HM

254

HM

v |kapOonmn}-1,3-
6eH30HOKCON-5-11)-5,6,7 8-
TeTParuAPONHIOIH3NH- | -

KapOoKcaMua

41

39

4-|(3-kapbamomnnbensun){ | 3-
(6-{[(35)-3-(mopdomun-4-
WIMETHT)-3,4-
mpuruaponsoxunoaud-2(1H)-
v |kapOonmn}-1,3-
6eH30HOKCON-5-11)-5,6,7 8-
TCTPArHAPOUHAOHU3HH- | -
vt |kapOoHm } aMuHO |heHmna

oeTart

809.9

479

810

810

100

99

42

40

N-(3-kapbamonnbeH3mw)-N-
(4-sToxcudennn)-3-(6-
{[(35)-3-(mopdoann-4-

WIMETHT)-3,4-
mpuruaponsoxunoaud-2(1H)-
v |kapOonmn}-1,3-
6eH30HOKCON-5-11)-5,6,7 8-
TeTParuAPONHIOIH3NH- | -

KapOoKcaMua

795.9

5.13

796

796

96

97

43

41

N-(4-rugpoxcudennn)-N-{3-
[(MeTuncy aphonmT)KapOGamMo
wn|6ensun}-3-(6-{[(35)-3-
(Mopdomun-4-unmetin)-3,4-

auruapousoxunoaus-2-(1H)-

846.0

5.33

846

846

96

96
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MS (ESI) uucrota (%)
Coen. | IIpumep RT,
Ha3sHue coenqunennst MW
Ne Ne MWH

[M+H]" | [M+H]* | 220 | 254

pacy. | oOHap. | Hm HM

v |kapOonmn}-1,3-
6eH30HOKCON-5-11)-5,6,7 8-
TeTParuAPONHIOIH3NH- | -

KapOoKcaMua

[Mpumep 44. Ananu3 uarnéuposanusi nepsuunoro PPL

[0263] Anaan3 BCL-2 TR-FRET (BPS Bioscience, #50222). Hcnons3oBanyu cieayomue
KOHITeHTpaluu U Bpems ananu3sa: 3 or BCL-2, 5 mxu 1:100 antu-His Tb-meuenoro qonopa, S MK
1 :100 meuenoro kpacutenem akientopa, 5 Mkn 1:40 mentugHoro juranaa BCL-2 u 2 Mxn
UCIBITYEMOrO COeOUHEHHs, BpeMsi WHKyOanuu 60 MuH. Pe3ynbraThl aHanu3a CUATHIBAIN C
ucnonb3oBanreM miaHiner-pugepa Clariostar (BMG Labtech) co cneayromumu napamerpamu:
TR FRET, 340ex/620 u 665em; 3anep:xka 60 Mxc; u uaTerpamus 500 Mkc.

[0264] Anann3 BCL-XL TR-FRET (BPS Bioscience, #50223). Mcnonrs3oBanu cienyromue
KoHIeHTparuu u Bpems ananusa: 10,5 ar BCL-XL, 5 mka 1:100 antu-His-Tb-meuenoro nouopa,
5 mxa 1 :100 Meuensrii kpacutenem akuentop, S M 1:80 mentuanoro nuranga BCL-XL u 2 Mmxn
UCIBITYEMOrO COeOUHEHHs, BpeMsi WHKyOanuu 60 MuH. Pe3ynbraThl aHanu3a CUATHIBAIN C
ucnosnb3oBanreM miaHiuer-pugepa Clariostar (BMG Labtech) co crneayroummu napamerpamu:
TR FRET, 340ex/620 u 665em; 3anep:xka 60 Mxc; u uaTerpamus 500 Mkc.

[0265] Anann3 MCL-1 TR-FRET (BPS Bioscience, #79506). Mcnons3oBanu cienyromue
KoHIleHTpamuu u Bpems ananusa: 10 ar MCL-1, 5 Mk 1:200 antu-His Tb-meuenoro monopa, 5
Mk 1 :200 Meuensiit kpacureneM aknentop, S Mk 1:10 nmentugaoro yuranmga MCL-1 u 2 Mkn
UCIBITYEMOrO COeOUHEHHs, BpeMsi WHKyOanuu 60 MuH. Pe3ynbraThl aHanu3a CUATHIBAIN C
ucnosnb3oBanreM miaHiuer-pugepa Clariostar (BMG Labtech) co crneayroummu napamerpamu:

TR FRET, 340ex/620 u 665em; 3anep:xka 60 mkc; u uaTerpamus 500 Mkc.
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[0266] B Tabmune B ykazan kox aktuBHocTd s ananuza BCL-2 TR-FRET: A, B, C wiu D. B
COOTBETCTBUHU C KOIOM A mpexncrasisier coboit 3nauenue IC50 <5 uM; B nmpexacrasisier coboii

IC50 > 5 uM u <10 uM; C npeacrasnsier coboii IC50 > 10 HM u < 50 uM D npencrasnisier coboit

IC50 > 50 uM.

[0267] B tabnune B ykazan kox aktuBHoctu s anannsa BCL-XL TR-FRET: A, B wm C. B

COOTBETCTBUHU C KoztoM A mpencrasisier 3HadeHune [C50 < 2000 uM; B npencrasnsier 3HaueHHus

IC50 >2000 1M n <4000 uM; C npexncrasmnsier 3Hauenust [C50 > 4000 aM.

Taoauna B: Ilepenunoe uarnonposanune PPI

Coeaunenne pumep
N N BCL2 | BCLxL | MCL1 ICsy (uM)
15 1 B A -
4 2 A A -
14 3 B B -
20 4 B B -
11 5 A A -
21 6 C B -
17 7 C C -
30 8 D - -
31 9 A A -
32 10 C - -
33 11 A A -
19 12 B C -
3 13 A A -
34 14 D C -
5 15 A A -
16 16 C C -
24 17 C C -
35 18 C C 4-
18 19 C A -
37 20 B - -
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Coeaunenne pumep
N N BCL2 | BCLxL | MCL1 ICsy (uM)
38 21 C - -
26 22 D C -
22 23 D C -
39 24 B B -

9 25 A B -
23 26 C C -
27 27 D C -

7 28 A A >100

2 30 A - >100

6 31 A - >100
10 32 B - >100
13 33 B A >100

1 35 A A >100

8 37 A A >100
12 38 B A >100
43 41 B B -
45 42 C B -
46 42 C - -
47 42 D - -
48 42 A A -
49 42 D C -
50 42 D C -

Mpumep 44: Anann3sl sku3HecnocodHocTH KiIeToK (Knerounvie muann HEK293, RS4-11,
MOLT-4)

[0268] UcnonpzoBanu KyiabpTypanbHyto cpeny miss HEK293 — DMEM (PanEco, kat. Ne C420).
JInst ocTajbHBIX KJIETOUHBIX JIUHUE ncmonb3oBain RPMI-1640 (PanEco, kat. Ne C363).

[0269] CoemHeHMs TOTOBIIIN B BUE HCXOAHBIX pacTBOPOB 200X ¢ CEpUIHBIMU pa3BEeISHUSIMHU B
100% DMSO c koHeuHO# KOHIIeHTpanuei 1x.
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[0270] PactBOpel coemuHeHuss aucneprupoBaiu anmuksotamMu 1o 40 mxn B 384-1yHOUHBIE
miaHiersl B koHneHTpauuu 2000 kinetox Ha nyHKY Aiist HEK293 u B konuenTpamuu 4000 kneTok
Ha JIYHKY IUIsl OCTaJbHBIX KJIETOYHBIX JIMHHI C MCHOJIb30BAaHHEM POOOTH3UPOBAHHOW CTAHLIUU
Biomek (Beckman). Ilepen noGaBneHuem coennHeHUil KjieTkd WHKyOupoBamu mnpu 37°C
(HEK293 unkyOupoBaiu B TeUEHHE CyTOK Mepen A00aBIEHHEM COSIUHEHHI ).

[0271] [Tnanwer myis pa3OaBieHHs TOTOBHJIM MyTeM 3aJMBKH 78 MK COOTBETCTBYIOLLEH
KyJbTYPaJbHOH CpEAbl C HCIOJIb30BaHHEM poOoTH3MpoBaHHON cranumu Biomek (Beckman).
IMocaenoBaTeabHO € MOMOIIBIO POOOTH3UPOBAHHOM CTAHIHUHM OTOMpATH 2 MKJI BEIECTB H
no0aBisid K 78 MKJI MUTATENbHON cperbl (pa3BeneHue coeaunenuit 40x). OTOupanu aguKBOTHI
no 10 Mkn u n00aBisiM B IJIAHINETHI C KJIeTKamu (S5-KpaTHOE pas3BeleHHuEe COeNUHEHHI).
ITnanmersl MHKYOHpOBAIM B TeyeHue 3 cyT npu Temmeparype 37°C. Uepes 3 aHs K KJieTKaMm
nobasysu 10 mxat CellTiter-Glo (Promega) u u3mepsiiu JIIOMUHECLEHLHUIO.

[0272] B tabmuue C npucBoeH kon akTuBHOCTH s anamusza RS4-11: A, B wmun C. B
cootBeTcTBHM ¢ KogoM A mpencraenget 3Hauenue CCS50 <0,1 mxM; B npencrasnser CC50>0,1
MM u <0,2 MxM; C npencrasinser coboit CC50>0,2 MxM.

[0273] B Tabmuue C npuceoen konx aktuBHOcTH miusi aHaimm3a MOLT-4: A, B wmu C. B
cooTBeTcTBUH C KomoM A mpexacrasiser 3HaueHue CC50 <2 mxM; B npencrasnser CC50>2 MmxM
u <10 mxM; C npexacrasnsier coboit CC50> 10 mxM.

[0274] B Ttabmuue C mpucBoen kox aktuBHoctd mist anamuza HEK293: A, B unu C. B
cootBercTBUHU C KomoM A mpencrasisier 3HaueHne CCS50 <10 mxM; B npencrasnser CC50 >10

MKM u <25 MM, C npencrasisier coboit CC50> 25 mxM.

Tadauna C. IdpdekTHBHOCTh H HHTOTOKCHYHOCTH KJIETOUHBIX MOJEIEH.

Coequnenne Ne | Ilpumep Ne | RS4-11 | MOLT-4 | HEK293
15 1 B A C
4 2 A C C
14 3 A B C
20 4 B B A
11 5 A C B
21 6 B C C
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Coequnennie Ne | Ilpumep Ne | RS4-11 | MOLT-4 | HEK293
17 7 C C C
31 9 A A C
33 11 A A B
19 12 C B C

3 13 A A C
34 14 C A C
5 15 A B C
16 16 B C C
24 17 C B A
35 18 C A C
18 19 C B C
37 20 A B C
39 24 C A B
9 25 B B B
23 26 C C B
7 28 B B A
2 30 B C A
6 31 C C B
10 32 C C B
13 33 A B B
1 35 A B A
8 37 A C C
12 38 A C B
45 42 C C C
48 42 A B B
49 42 C C C
50 42 C B C

[0275] Ilpumep 45: AkTuBanus kacna3ni-3/7
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[0276] Mpunuun amamm3a: Anamuz Caspase-Glo 3/7 mnpencraBnsier coOOH TOMOreHHBIN
JIIOMUHECLIEH THBIN aHAJTU3, KOTOPBIH H3MepsieT aKTHBHOCTH Kacmas-3 u -7. AHanu3 obecreunBaer
JIEOMUHOT €HHBIH cyoctpar Kacmasbl-3/7, KOTOPBIN COTEPKUT TeTpanenTUAHYIO
nocnenosatenbHocTe DEVD, B pearenTe, onTHMU3HPOBAHHOM JUISI aKTHBHOCTH KACIa3bl.

[0277] Ipouenypa anamm3za: UukyOupyiite kinerku RS4-11 ¢ pa3iauyHbiMH KOHLEHTPALIUSIMHU
TECTHPYEMBIX COSAMHEHH B TeueHue 3,5 1 Bo BiaxkHoMm uHkybOarope npu 37°C u 5% COz u 30
MUH IIPU KOMHATHOH Temmeparype. [JobaBbre mo 15 Mk pearenta Caspase-Glo B kakayro JyHKY
U MHKYOupy#iTe miaHmeT B TedeHne 30 MUH MPH KOMHATHOH TemmepaType. Urenue Ha npubope
ClarioStar Plus.

[0278] Matepuansi: Promega Caspase-Glo (Promega, #8212); 3amopoxxennbie kinerku RS4-11;
384-nynounsiii 6enpiii mwianiier (Corning, #3570).

[0279] HucTpymenTsi: ClarioStar Plus, Biomek FX mns paboter ¢ skuakoctsmu (Beckman
Coulter).

[0280] B tabmuue D ykazan kox aktueHocTH i ananusa Cas-3/7: A, B unu C. B cootBercTBUM
c koqoMm A mpencrapiser 3nauenne EC50 < 0,1 mxM; B npencraenser EC50 > 0,1 MmxkM u < 0,25

MkM,; C npencrasisier EC50> 0,25 MxM.

Tadoauna D. AxTuBanusa kacnasei-3/7.

Coeaunenue
N Hpumep Ne Cas-3/7
15 1 B
4 2 A
14 3 C
20 4 C
11 5 A
21 6 C
17 7 C
31 9 A
33 11 A
19 12 C
3 13 A
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Coeaunenue
N Hpumep Ne Cas-3/7
34 14 C
5 15 A
16 16 B
24 17 C
35 18 C
18 19 C
37 20 B
9 25 B
23 26 C
7 28 B
2 30 C
6 31 C
10 32 C
13 33 A
1 35 A
8 37 A
12 38 A
48 42 A
50 42 C
IKBHBAJIEHTBI

[0281] Cneunanuctel B HaHHOW OOJIACTH PACIO3HAIOT WJIM CMOTYT YCTAHOBUTH, HUCIOJB3YS HE
Oonee yeM pyTHHHBIE DKCIEPUMEHThI, MHOTOUYHCIEHHbBIE SKBHBAJIEHTHl KOHKPETHBIM BapHaHTaM
OCYIIECTBJICHH S, KOHKPETHO ONMCAHHBIM B HAcTOsIIeM nokyMmeHTe. IIpeanonaraercs, 4To Takue

SKBHBAJIEHTHI BXOIST B 00beM clieAyoLieit popmyJisl
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®opmyna n3obperennsi (mepBoOHAYAILHAA)

1. Coenunenue popmys (I):
(R1)m
N0
Rzo V R3 ) n
/ O
N N
O O
N @,

Win ero ¢papManeBTHUYECKH MTPHEMJIEMAs] COJIb, CTEPEOU30MED, COJIBBAT HJTH TAYTOMED,
rae:

UK A BEIOpAH M3 apuiia I FeTepoapuia,;

kakneiii Ri HesaBucumo BeiOpaH u3 ramorena, —OH, —CN, —NO,, C1—Cs ankuna, C2—Cs
ankenuna, Cr—Ce ankuuuna, C1—Ce ranorenankmna, C1—Cs anxokcu, C;—Cs ragoreHajIKoKcH,
apuna, — C(O)ORs u —C(O)NRsRg, rae apun HeoOs3aTeIbHO 3aMeleH OJHUM U HECKOIbKUMHU
Ry;

R» BriOpan uz H, C1—Cs anxuna u —C(O)Ry;

R3 BeIOpaHn u3 3-8-unennoro rerepouunkinia, —O(CH20)oRs 1 —N(Ro)2, rae reteporukIimi
Heo0sA3aTeTbHO 3aMeIleH OJHIM HJTH HECKOIbKIMH Rio;

kb Re HezaBucumo BeiOpan 3 H u C1—Ce ankuina,

kaxapid Rs HesaBucumo BeiOpan u3 H, C1—Ce ankuna, ((CHz),OR11, |(CH2)pN(R11)2 1
S(O)2R1y;

kaxabii Re HezaBucumo BeiOpan 3 H u C1—Ce ankuina,

w Rs u Rg BMecTe ¢ aTOMOM, K KOTOPOMY OHH MPUCOETUHEHBI, BMeCTe 0Opa3ytoT 3-10-

YJICHHOE TETEePOIUKJINIIEHOE KOJIBIO, AONONMHUTENILHO cojeprkamee 1, 2 wim 3 rerepoaTtoma,
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BoIOpanHbIX B3 N, O u S, rae reTeponnKInI Heo0S3aTEIbHO 3aMeIleH OIHUM MM HECKOJbKUMU
R

Kakpliii Ry HesaBucumo BeiOpan us rajgoreda, —OH, —CN, C1—Cs ankuna, C,—Ce ankenuna,
C>—Cs anxunnna, C1—Ce ramorenankumna, C1—Cs ankoxcu u C1—Cs rajgoreHaaKkoKcH,

Rg BeiOpan u3 H, Ci-Cs anxuma, C:-Cs ankenwmna, C-Cs ankununma u 3-8-ujeHHOrO
TETEPOIUKIINIIA, T/I€ TETEPOIUKITHII HEOOA3aTENBHO 3aMEIIEH OJHHM HIJTH HECKOJbKUMH Rio;

kakneii Ro HesaBucumo BeiOpan u3 H, C1—Cs ankuna, Co—Cs ankennna u C2—Cs ankuHmuIa;

kaxaeiii Rio HesaBucumo BoiOpan usz Ci1—Cs ankuna, C2—Ce ankenuna, C,—Ce ankuHuma,
rajjoreda u —OH;

kakneiii R11 HezaBucumo Beiopan u3 H u C1—Ce ankua;

m mpenacraBseT co0oi menoe uncio, Beiopannoe u3 0, 1,2, 3, 4u 5; u

n nmpeacTasBiser cobol 1enoe ynucio, BeiOpanHoe u3 0, 1,2, 3 u 4;

0 mpeAcTaBIsieT coOOo¥ 1e0e urncio, Beiopannoe u3 0, 1 u 2; u

p npencTasisier cobol 1enoe ynucno, BeiOpanuoe u3 0, 1,2, 3,4, Su 6.

2. Coenunenue no . 1, otnuuaroeecs tem, uro popmyina (I) npencrapnser coboi

dbopmyay (I'):

(R1)m
N.__0O
R,0 Rs—2),
/ @)
N N
@) @)
NS @),

i ero apManeBTHUYECKH MTPHEMIIEMAs COJb, CTEPEOU3OMED, COJIBBAT HITH TAYTOMED.

3. Coenunenne no 1. 1, ormuuaroiieecs rem, uto popmyia (1) mpencrasnser coboit popmyty

(I-A):
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—X5
X X3
(R1)m
q
N.__0O
R2O / R3 n
/ @)
N N
O @)
NS (I-A),

WM ero (hapManeBTHUYECKH TPUeMIIEMAs COJIb, CTEPEOU30MED, COIbBAT HIIA TAyTOMED,
rie:
Kakbii 3 X1, X2 1 X3 Hezaucumo BeiOpan u3 CH, CR1, N, NH, NR; u O; u
q npencTaBisier coOOi 11e10€e Yrciio, BeiOpanHoe u3 0 u 1; u

rae, koraa aroboi u3 X1, Xz u X3 npeacraenser codorr NH, NR; unu O, torma q pasuo O.

4. Coenunenne no 1. 1, ormuuaroiieecs rem, uto popmyia (1) mpencrasnser coboit popmyty
(I-B):

(I-B),

i ero apManeBTHUYECKH MTPHEMIIEMAs COJb, CTEPEOU3OMED, COJIBBAT HITH TAYTOMED.
3
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S. Coenunenne no 1. 1, ormuuaroiieecs rem, uto popmyia (1) mpencrasnser coboit popmyty

(I-B-1):

(IB-1),

HUJIn €ro (I)apMaL[eBTI/ILIeCKI/I npuemiieMas COJib, CTCPEOU30MED, COJIBEBAT UJIU TAYTOMED,

r7Ie I IPEICTaBsieT CO0OM menoe unucio, Beidpannoe u3 0, 1, 2, 3 u 4.

6. Coenunenne no 1. 1, oruuaroiieecs rem, uto popmysia (1) mpencrasnser coboit hopmyty

(I-C-1), (I-C-2) wm (I-C-3):

(R)m
&
—N

NS (1-C-1),

I
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N (I-C-2),

(I-C-3),
i ero apManeBTHUYECKH MTPHEMIIEMAs COJb, CTEPEOU3OMED, COJIBBAT HITH TAYTOMED.

7. Coenunenne no 1. 1, ormuuaroiieecs rem, uto popmyia (1) mpencrasnser coboit popmyty

(I-D):
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/ O Ri)m
2
N
N.__0
R,0 / Rs T\,
/ O
N N
o. O
NS (I-D),

i ero apManeBTHUYECKH MTPHEMIIEMAs COJb, CTEPEOU3OMED, COJIBBAT HITH TAYTOMED.

8. Coenunenne no 1. 1, ormuuaroiieecs rem, uto popmyia (1) mpencrasnser coboit hopmyty
(I-E):
(Ri)m
(I-E),

i ero apManeBTHUYECKH MTPHEMIIEMAs COJb, CTEPEOU3OMED, COJIBBAT HITH TAYTOMED.

9. Coenunenue 1o 1. 1, OTIHYAOIIEECS TEM, YTO KOJIBIIO A MpeAcTaBisieT coOoi (heHuI.

10. Coenunenue no 1. 1, OTIMYAKOIIEECS TEM, UTO KOJIBIO A MPEACTaBiIsieT COOOH MHPU IMHIIT.
11. CoenuHeHwue 1O 1. 1, OTIMYAOIIEECS TEM, UYTO KOJBIO A MPEACTABIAET COOOM S-uIeHHbIN
reTepoapull.
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12. CoenuHeHwue 1O 1. 1, OTJIMYAOIIEECS TEM, UYTO KOJIBIIO A IPEACTABIIAET COOOM S-uIeHHbIN

rerepoapul, Coaep-Kalluil o MeHbIIeil Mmepe OauH aTtoM N.

13. CoenuHeHwue 1O 1. 1, OTJIMYAOIIEECS TEM, UYTO KOJIBIIO A IPEACTABIIAET COOOM S-uIeHHbIN

reTepoapul, CoaepsKaluil Mo MeHbIel Mmepe ogu atoM O.

Coenunenue o . 1, OTIMYAIOLIEECS TEM, YTO KOO A BHIOpaHO U3 2 :

OCH,

;“3:©©@ helive]
e @@@r

>

Fs Cl
FsC OH
%©/OCF3 Cl k@A
[: ] 0

F , , H3C , , H3C ,
H H
O NH Oy N_ 0O ON
° NH, s " N0CH,
0" CHj
0

H
O N CH |
\/\l\ll 3 HN SN, HN"\~OCHj
CH; k@/g 0
0
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N-CHs
o A

OCH,

CHj

I

N

o
N= N “" N

o\
CHj

HoC .0 0
)fh/ 3 g‘ HZC&“
NS
N 2 ’H

15. CoenuueHue no 1.

cOOOM rajiores.

16. CoenuueHue no 1.

co0boit ¢rop.

17. Coenuuenue 1o 1.

coboit C1—Ce ankmuir.

18. Coenuuenue 1o 1.

cobolt C1—Cs anKokcu.

19. Coenuuenue 1o 1.

coboii —C(O)OR4.

20. Coenuuenue 1o 1.

coboii —C(O)NRsRs.

21. Coenuuenue 1o 1.

cobolt C1—Cs anKokcu.

22. Coenuuenue 1o 1.

coboit —NO3.

1, ornuyaroreecs TeM, YTO MO MEHbIeW Mepe oanH R nmpexacrasser

1, ornuyaroreecs TeM, YTO MO MEHbIeW Mepe oanH R nmpexacrasser

1, otnyaroieecs TeM, 4TO MO KpaliHed Mepe onuH Ri mpeacrasisier

1, otnyaroieecs TeM, 4TO MO KpaliHed Mepe onuH R mpeacrasmisier

1, otnyaroieecs TeM, 4TO MO KpaliHed Mepe onuH R mpeacrasmisier

1, otnyaroieecs TeM, 4TO MO KpaliHed Mepe onuH R mpeacrasmisier

1, otnyaroieecs TeM, 4TO MO KpaliHed Mepe onuH R mpeacrasmisier

1, otnyaroieecs TeM, 4TO MO KpaliHed Mepe onuH R mpeacrasmisier
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23. Coegunenne no 1. 1, oTmuaromeecs TeM, 4To no KpaliHel mepe oauH Ry mpencrasnser
coboii —C(O)NRsRs, rne Rs u Rs BMecre ¢ aroMoMm, K KOTOPOMY OHH MPHCOEIMHEHBI,
o0benuHsAOTCA ¢ oOpazoBaHueM 3-10-uleHHOTO TeTePOLUKINIBHOIO KOJbLA, MOMOJIHUTENBHO
comepxkamero 1, 2 wmnu 3 rerepoaroma, BbiOpaHHBIX W3 N, O m S, rme reTepoIruKInI

HEeOoOSI3aTENbHO 3aMEIEH OOHUM WM HECKOJIBKUMUA Ri1.

24. Coengunenne no 1. 1, oTuyaromeecst TeM, 4To O MeHbIIeH Mepe oauH R mpeacrasiser

co0oit apuit.

25. Coegunenne no 1. 1, oTmuaromeecs TeM, 4To no KpaliHel mepe oauH Ry mpencrasnser

coboli C1-Cs raioreHaxull.

26. Coegunenne no 1. 1, oTmuaromeecs TeM, 4To no KpaliHel mepe oauH Ry mpencrasnser

cobolt C1—Cs raJioreHajKoKCH.

27. Coenunenue o . 1, OTIMYAIOLIEECS TEM, UTO MO MeHblIel Mepe oauH Ri1 BeiOpan u3 —F,

O O J< O ;J\ O\\S/CH3
_CHs, ~OCHs, ~OCH;CHs, ~CF3, ~OCF3, jgj\ OH,%J\O ’}%LNHQ’ N
0
Q GHs Q }%J\N/\

}%J\H/\/N\CHB %J\H/\/O\CHS K/N

>

’ “CHj ’ u
O._CH3
28. Coenunenwe o 1. 1, otnuyaronieecs teM, 4yto R» nmpencraenser codoii H.
29. Coenunenwe o 1. 1, otnuyarorieecs teM, 4yto Ra npencraenser codoii C1—Ces ankut.
30. Coemunenue o 0. 1, ormmuarommeecs tem, uro Ry mpencrasnser codoit —C(O)R4.
31 Coegunenne no 1. 1, oTnuyaromieecs Tem, 4To m pasHo 0.
32. Coegunenne mo 1. 1, oTmyaromieecs Tem, 4To m paBHo 1.
33. Coegunenne o 0. 1, oTMyaroIeecs Tem, 4To m paBHO 2.
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34. Coegunenne mo 1. 1, oTimyaroIieecs Tem, 4To m paBHO 3.

35. Coegunenne o 1. 1, oTMyaromeecst TeM, 4T0 m paBHO 2 UM 3, U IO KpallHel Mepe OIuH

R npencrasnser coboii C1—Ce anmku.

36. Coegunenne no m. 1, oTIMUaroIeecs: TeM, YTO M PaBHO 2, U 1O MeHbIIeH Mepe onuH R

NPEnCTaBJIsIeT COOOM TrajoreH.

37. Coenunenne no m. 1, ornuyaromeecss TeM, uro R3; mpencrasiser co0oii 3-8-uneHHbIi
reTePOLIUKITIIL
38. Coenunenne mo m. 1, ornuyaroieecs tem, 4to R3 mpencrasiseT coOoW O-uieHHBIN
reTePOLIUKITIIL
39. Coenunenue no . 1, otmuuaromeecs tem, uto Rs npencrasnser coboii —O(CH20)0Rs.
40. Coenunenue no 1. 1, otmuuaromeecs tem, uto Rs npencrasnser coboii —N(Ro)a.

(R1o)s

Iy

41, Coemmmenme mo m. 1, ommumomeecs Tem, uro Rs; meGpan u3 ,
(Riol (R1o)t (R1o)t (R1ok (Reolt, H
}(\NH P(\NH X@H ® N
AN , %N\j , A
(R1okt

—E—N\i><>0 ,Tnetpasuo O, 1, 2, 3 unu 4.
o 7ONH
S

N N
42, Coenunenwe mo 1. 1, otnuyaroreecs TeM, 4To R3 BeIOpaH u3 35 ;Ll

> >

OH H
%OH,XOH,%L@, %LO ,#OLN),H%NQCO.



PCT/US2022/019998

4

43, Coenunenue o 1. 41, oTnuyaroieecs TeM, 4ro Rs mpencrasiser coOoi

44. Coegunenne mo 1. 1, oTmyaroIeecs TeM, 4To n paBHO 1.

45. Coegunenne mo 1. 1, oTIMYaroIeecs TeM, YTO N paBHO 2.

46. Coeagunenne mo 1. 1, oTIMyaroIeecs TeM, 4To N paBHO 3.

47. Coenunenwe o 1. 1, otnuyarorieecs teM, 4yto Rs npencraenser coboii H.

48. Coemunennie mo 1. 1, ormuyaroieecs Tem, uto Rs mpencraBisier coboit H, a Re

npexacrasisier coboit H.

49, Coemunennie mo 1. 1, ormuyaroieecs Tem, uto Rs mpencraBisier coboit H, a Re

npencrasser codboit —(CHz2)pOR11.

50. Coenunennie mo mn. 1, ormuyaroieecs Tem, uto Rs mpencrasisier coboit H, a Re

npencrasiser codoir —(CHz)pN(Rs)11.

51 Coenunenre 1o 1. |, OTIMYAKOIIEECS TEM, YTO COEAWHEHHE NPENCTABIAET COOOH

bapManeBTHYECKH PHEMIIEMYIO COJIb.

52. Coenunenre 1o 1. |, OTIMYAKOIIEECS TEM, YTO COEAWHEHHE NPENCTABIAET COOOH

THAPOXIIOPUIHYIO COJIb.

53. Coenunenme, BHIOPAHHOE W3
CoeauncHue Hasganwue coequHeHus
Ne
1 (S)-N-(4-ruaporcudermn)-N-(4-((2-meTokcry i )KapOamout) oeH3m)-3-(6-(3-

(mophomuroMeTHIT)-1,2,3 4-TeTparu IPOU30XUHOMHUH- 2-
kapOonun)oenso|d][1,3]auokcon-5-um)-5,6,7,8-reTparuapouHaonusua- 1 -

KapOOKCaMUT;

1 HCI comp N-(4-ruapoxcudenmn)-N-{4-[(2-meToxkcmyTrn)kapSamowm |oensmi -3-(6-{[(35)-3-
(mopdonun-4-umetin)-3 4-auruaponzoxunonut -2(1H)-un|kapGonmn}-1,3-

OeH301MOKCOI-5-11)-5,6,7, 8-Te TparuAPONHAO M3 HH- | -kapOoKCaMUAa THAPOXIOPH/,

11
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(S)-N-(4-ruaporcudermn)-N-(3-((2-meTokcmyTin )KapOamout) oeH3m)-3-(6-(3-
(mophomuroMeTHIT)-1,2,3 4-TeTparu IPOU30XUHOMHUH- 2-
kapOonun)oenso|d][1,3]auokcon-5-um)-5,6,7,8-reTparuapouHaonusua- 1 -

KapOOKCaMUT;

(S)-N-(4-runpoxcudenun)-N-(3-metokcu-2-metradeH3mn)-3-(6-(3-
(MopdomuuoMeTHN)- 1,2, 3, 4-TeTparuAPON30XUHOIHH-2 -KapOOHIT)

oenzo|d][1,3]auokcon-5-un)-5,6,7 8-reTparuapouHa0mu3us- | -kapOoKcaMu;

(S)-N-(4-runpoxcudennn)-N-(2-metundensun)-3-(6-(3-(mopdonunomernn)-1,2,3 4-
TCTPArUAPOU3OXHHOHH-2-KapOouit)oenso|d]| 1,3 | anokcon-5-un)-5,6,7,8-

TCTPArHIPOUHAOM3HH- | -kKapOOKCaMHUT;

(S)-N-(4-ruaporcudenun)-3-(6-(3-(mopdomuuomeTin)-1,2,3,4-
TCTPAruAPOU30XHHOIHH-2 -KapOoumwt)oen3o|d][ 1,3 |auokcon-5 -um)-N-(2-

(TprpTopMmeTH)OeH3MN)-3,6,7,8-TeTparu ApONHA0IH3HH- | -kapOoKcaMu T,

(S)-N-(3-((2-(aumeTrmamuHO )3T KapOamo ) oe H3 i )-N-(4-ruapoxcudennn)-3-(6-
(3-(mopdomunomeTrn)-1,2,3,4 -TeTparuAPOU30XUHOIIHH-2-
kap6onun)6enso|d]| 1,3]auoxcon-5-umn)-5,6,7,8-1eTparu ApOouHIO M3 UH- 1 -

KapOOKCaMUT;

(S)-N-(3-kapdamonntensun)-N-(4-ruapoxcuderun)-3-(6-(3-(MopdoauHOME THIT)-
1,2,3,4-tetparuapousoxunonH-2-kapdorun)oeuso[d]| 1,3 ]| auokcon-5-um)-5,6,7 8-

TCTPAruAPOUHAONI3HH- | -kapOoKCaMHUT;

7 HCI come

N-(3-kapbamounnoensmi)-N-(4-rugpokcuderin)-3-(6-{[ (3S)-3-(mopdoun-4-
unmeTin)-3,4-muruapousoxunonun-2(1H)-un| kapbonun} - 1,3-6eH30 110K c0A-5-111)-

5,6,7.8-TeTparuaponHAOTH3UH- | -kKapOOKcaMuIa THAPOXIIOP;

(S)-N-(4-((2-(aumeTrmamuHO )3T KapOamo ) oe H3 i )-N-(4-ruapoxcudennn)-3-(6-
(3-(mopdomunomeTrn)-1,2,3,4 -TeTparuAPOU30XUHOIIHH-2-
kap6onun)6enso|d]| 1,3]auoxcon-5-umn)-5,6,7,8-1eTparu ApOouHIO M3 UH- 1 -

KapOOKCaMUT;

(S)-N-(4-ruaporcudenun)-3-(6-(3-(mopdomuuomeTin)-1,2,3,4-
TCTPAruAPOU3OXHHOIHH-2-KapOouw)oen3o|d][ 1,3 | anokcon-5-wr)-N-(mupugun-4-

WIMETHN)-3,0,7, 8-TeTparuApoONHAOIH3HH- | -kapOoKcaMu T,

12
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10

(S)-N-(4-ruaporcuderun)-N-(3-(4-meTunnunepasus- 1 -kapoonmw ) oeH3m)-3-(6-(3-
(mopomuHoMeTIH)- 1,2, 3, 4-TeTParu APOU30XUHONKH) -2-
kapoonun)oenszo|d][ 1,3 ] auokcon-5-um)-5,6,7,8-teTparuapouHaonusun- 1 -

KapOOKCaMUT;

11

(S)-N-(2-dpropbensun)-N-(4-ruapokcudermn)-3-(6-(3-(mopdonunometnn)-1,2,3,4-
TCTPArUAPOU3OXHUHOHH-2-KapOouit)oenso|d][ 1,3 | anokcon-5-un)-5,6,7,8-

TCTPAruAPOUHAOM3HUH- | -kapOOKCaMHUT;

12

(S)-N-(4-ruaporcuderun)-N-(4-(4-meTunnunepasus- 1 -xkapoonmw ) oeH3m)-3-(6-(3-
(mopomuHoMeTIH)- 1,2, 3, 4-TeTParu APOU30XUHONKH) -2-
kapoonun)oenszo|d][ 1,3 ] auokcon-5-um)-5,6,7,8-teTparuapouHaonusun- 1 -

KapOOKCaMUT;

13

(S)-N-(4-xkapdamonnoensun)-N-(4-ruapoxcuderun)-3-(6-(3-(MopdoauHOME THIT)-
1,23 4-terparuapouzoxuHonu-2-kapoonun)oeu3o|d]| 1,3 |aunokcon-5-um)-5,6,7, 8-

TCTPArHIPOUHAOM3HH- | -kKapOOKCaMHUT;

13 HCI coms

N-(4-kapbamounnoensmi)-N-(4-ruapokcuderun)-3-(6-{[ (3S)-3-(mopdoun-4-
wimMeTn)-3,4- muruapounsoxunonus-2 (1 H)-un|kapGonwn § - 1,3-6eH30a10KCc0M-5-101) -

5,6,7.8-TeTparuaponHAOTH3UH- | -kKapOOKCaMIIa THAPOXIIOPUA;

14

(S)-N-(4-runpoxcudennn)-N-(3-metundensun)-3-(6-(3-(moponunomernn)-1,2,3 4-
TCTParuAPOU3OXHHOHH-2-KapOoumt)oenso[d][ 1,3 | anokcon-5-un)-5,6,7,8-

TCTPArHIPOUHAOM3HH- | -kKapOOKCaMHUT;

15

(S)-N-6en3un-N-(4-rugpoxcudenun)-3-(6-(3-(moppomunomeTin)-1,2,3 4-
TCTParuAPOU3OXHHOHH-2-KapOouit)oenso|d][ 1,3 |anokcon-5-un)-5,6,7,8-

TCTPArHIPOUHAOM3HH- | -kKapOOKCaMHUT;

16

(S)-N-(4-ruaporcudenun)-3-(6-(3-(mopdomuuomeTin)-1,2,3,4-
TCTPAruAPOU30XHHOIHH-2 -KapOoumwt)oen3o[d][ 1,3 |auokcon-5 -um)-N-(3-

(TprpTopMmeTH)OeH3MN)-3,6,7,8-TeTparu ApONHA0IH3HH- | -kapOoKcaMu T,

17

(S)-N-(4-dpropbensun)-N-(4-ruapokcudermn)-3-(6-(3-(mopdonunometnn)-1,2,3,4-
TCTPArUAPOU3OXHUHOHH-2-KapOouit)oenso|d][ 1,3 | anokcon-5-un)-5,6,7,8-

TCTPAruAPOUHAOM3HUH- | -kapOOKCaMHUT;

13
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18

(S)-N-([ 1, I'-6udermn]-3-ummetin)-N-(4-ruapokcudenrn)-3-(6-(3-
(mopomuHoMeTIH)- 1,2, 3, 4-TeTParu APOU30XUHONKH) -2-
kapoonun)oenszo|d][ 1,3 ] auokcon-5-um)-5,6,7,8-teTparuapouHaonusun- 1 -

KapOOKCaMUT;

19

(S)-N-(2,6-mudropbensun)-N-(4-ruaporcudermn)-3-(6-(3-(mopdonuuomemn)-1,2,3,4-
TCTParuAPOU3OXHHOHH-2-KapOoumt)oenso|d]| 1,3 |anokcon-5-wn)-5,6,7,8-

TCTPArHIPOUHAOM3HH- | -kKapOOKCaMHUT;

20

(S)-N-(4-runpoxcudenun)-N-(4-metundensun)-3-(6-(3-(moponunomerin)-1,2,3 4-
TCTParuAPOU3OXHHOHH-2-KapOoumt)oenso[d][ 1,3 | anokcon-5-un)-5,6,7,8-

TCTPArHIPOUHAOM3HH- | -kKapOOKCaMHUT;

21

(S)-N-(3-propbensun)-N-(4-ruapokcudermn)-3-(6-(3-(mopdonunometnn)-1,2,3,4-
TCTPArUAPOU3OXHUHOHH-2-KapOouit)oenso|d][ 1,3 | anokcon-5-un)-5,6,7,8-

TCTPAruAPOUHAOM3HUH- | -kapOOKCaMHUT;

22

(S)-N-(2-prop-6-(Tpudropmern)oenzun)-N-(4-rugpokcude e )-3-(6-(3-
(mopomuHoMeTIH)- 1,2, 3, 4-TeTParu APOU30XUHONMKH-2) -
kapoonun)oenszo|d][ 1,3 ] auokcon-5-um)-5,6,7,8-teTparuapouHaonusun- 1 -

KapOOKCaMUT;

23

(S)-N-(4-runpoxcudennn)-N-((4-MeTOKCH-3,5- TUME THITHPUAHH-2-UT)METET) - 3-(6-(3-
(mopdomuroMeTHT)-1,2,3  4-TCeTPAaruaAPOU30XUHOIUH-2 -
kapOonum)oen3o|d][ 1,3 ] auokcon-5-um)-5,6,7,8-teTparuapouHaonusus- 1 -

KapOOKCaMUT;

24

(S)-N-(4-ruaporcudenun)-3-(6-(3-(mopdomuuomeTin)-1,2,3,4-
TCTPAruAPOU30XHHOIHH-2 -KapOouwt)oen3o[d][ 1,3 |auokcon-5 -um)-N-(4-

(TprpTopMmeTH)OeH3MN)-3,6,7,8-TeTparu ApONHA0IH3HH- | -kapOoKcaMu T,

25

(S)-4-((N-(4-runpoxcudenun)-3-(6-(3-(mophoaunometn)- 1,23 4-
TCTPArUAPOU3OXHHOHH-2-KapOouit)oenso|d]| 1,3 | anokcon-5-wn)-5,6,7,8-

TCTPArHAPOHHAOIH3HH- 1 -kapGoKcaMu a0 )Me THIT) OCH30MHAS KUCTIOTA;

26

(S)-N-(4-ruaporcudenun)-3-(6-(3-(mopdomuuomeTin)-1,2,3,4-
TCTPAruAPOU30XHHOIHH-2 -KapOouwt)oen3o[d][ 1,3 |auokcon-5 -um)-N-(4-

(TprdropmeToKcH)OeH3MN)-S, 0,7, 8-Te Tparu APOUHIOTHU3UH- | -KapOOKcaMuUT;

14
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27

(S)-N-((2-(4-sroxcudenmnn)-5-(13-meTrn)okcazon-4-un)mMe T )-N-(4-ruaporc e HMI)-
3-(6-(3-(mopdoaunomeTI))-1,2,3,4-Te TPAruAPOU3OXUHOTHH-2 -
kapbonun)oenszo|d][ 1,3 ] auokcon-5-um)-5,6,7,8-reTparuapouHaonuzva- 1 -

KapOOKCaMUT;

28

(S)-3-((N-(4-runpoxcudenun)-3-(6-(3-(mophoaunometn)- 1,23 4-
TCTPArUAPOU3OXHHOHH-2-KapOouit)oenso|d]| 1,3 | anokcon-5-wn)-5,6,7,8-

TCTPArHAPOHHAOIH3HH- 1 -kapGoKcaMu a0 )Me THIT) OCH30MHAS KUCTIOTA;

29

1pet-0y Tii-(S)-3-((N-(4-ruapokcudenmn)-3-(6-(3-(MopdoamHome Tin)-1,2,3,4-
TCTPArUAPOU3OXHHOHH-2-KapOouit)oenso|d]| 1,3 | anokcon-5-wn)-5,6,7,8-

TCTPAruAPOUHIOIH3HUH- | -KapOoKCaMuI0 )METHT)OCH30aT;

30

(S)-N-(2,6-mumetundensun)-N-(4-rugpoxcude ainn)- 3-(6-(3-(MopdoauHOME THIT) -
1,2.3 4-terparuapouzoxuHonu-2-kapoonun)oeu3o|d]| 1,3 |aunokcon-5-um)-5,6,7, 8-

TCTPArHIPOUHAOM3HH- | -kKapOOKCaMHUT;

31

(S)-N-(4-rumporcudenun)-N-(2-metokcudensnn)-3-(6-(3-(mopdomunomerin)-1,2,3 4-
TCTParuAPOU3OXHHOHH-2-KapOoumt)oenso[d][ 1,3 | anokcon-5-un)-5,6,7,8-

TCTPArHIPOUHAOM3HH- | -kKapOOKCaMHUT;

32

(S)-N-(2-dprop-6-meTrndenzun)-N-(4-ruapokcudenin)-3-(6-(3-(MopdommHOME THIT) -
1,23 4-tetparuaponzoxuHonus-2-kapoonnn) 6euzold]| 1,3 ]anokcon-5-mun)-5,6,7,8-

TCTPArHIPOUHAOM3HH- | -kKapOOKCaMHUT;

33

(S)-N-(2-xnop6enzun)-N-(4-ruapokcudere)-3-(6-(3-(mopdoamnuometrn)-1,2,3,4-
TCTPArUAPOU3OXHHOHH-2-KapOouit)oenso|d]| 1,3 | anokcon-5-wn)-5,6,7,8-

TCTPAruAPOUHAOM3HH- | -kKapOOKCaMHUT;

34

(S)-N-(2-xnop-6-meTrnbdenzmn)-N-(4-ruapokcudeni)-3-(6-(3-(MopdommHOMe THIT) -
1,2.3 4-terparuapouzoxuHonu-2-kapoonun)oeu3o|d]| 1,3 |aunokcon-5-um)-5,6,7, 8-

TCTPArHIPOUHAOM3HH- | -kKapOOKCaMHUT;

35

(S)-N-(6-xmmop-2,3-gudropdenzun)-N-(4-rugpokcudenun)-3-(6-(3-
(mopomurOoMeTI)- 1,2, 3, 4-TeTParu APOU30X UHOIUH-2 -
kapOonun)oenszo|d][1,3]auokcon-5-um)-5,6,7,8-reTparuapouHaonusvs- 1 -

KapOOKCaMUT;

36

(S)-N-([ 1, I'-6udernn]-2-ummetn)-N-(4-rugpokcudenin)-3-(6-(3-

(mopomuHoMeTIH)- 1,2, 3, 4-TeTParu APOU30XUHONKH) -2-

15
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kapOonun)oenso|d][1,3]auokcon-5-um)-5,6,7,8-reTparuapouHaonusua- 1 -

KapOOKCaMUT;

37

(S)-N-(4-ruaporcudermn)-N-(2-metun-4-(tpudropmernn)oensmn)-3-(6-(3-
(mopdoaunomMeTI)-1,2, 3, 4-TeTparu APOU30XUHONMKH-2) -
kap6onun)6enso|d]| 1,3]auoxcon-5-umn)-5,6,7,8-1eTparu ApOouHIO M3 UH- 1 -

KapOOKCaMUT;

38

(S)-N-(4-ruaporcudermn)-N-(2-metun-S-(tpudropmernn)oensmn)-3-(6-(3-
(mopdoaunomMeTI)-1,2, 3, 4-TeTparu APOU30XUHONMKH-2) -
kap6onun)6enso|d]| 1,3]auoxcon-5-umn)-5,6,7,8-1eTparu ApOouHIO M3 UH- 1 -

KapOOKCaMUT;

39

(S)-N-(4-ruaporcudenun)-3-(6-(3-(mopdomuuomeTin)-1,2,3,4-
TCTParuAPOU30XHHOINH-2-KapOoum )0eH30[d]| 1,3 |anokcon-5 -um)-N-(rupuguH-3-

WIMETI)-3,6,7,8-TeTparu APOUHI0IHU3HH- | -KapOOKCaMu,

40

(S)-N-((2-(4-sroxcudenmnn)-5-meTrnokcason-4-um)merun)-N-(4-ruapokcud e am)-3-(6-
(3-(mopdomunomeTrn)-1,2 ,3,4-TeTparuAPON30XUHOTHH-2 -
kapOonun)oenszo|d][1,3]auokcon-5-um)-5,6,7,8-reTparuapouHaonusvs- 1 -

KapOOKCaMUT;

41

(S)-4-(N-(3-xapbamoundenzun)-3-(6-(3-(Mopdomunomernn)-1,2,3 4-
TCTPArUAPOU3OXHHOHH-2-KapOouit)oenso|d]| 1,3 | anokcon-5-wn)-5,6,7,8-

TCTParuAPOHHIOIM3HUH- | -KapOoKcaMuI0) (e HIIALICTAT,

4

(S)-N-(3-kapbamonndensun)-N-(4-3tokcudennn)-3-(6-(3-(mophoaunometun)-1,2,3 4-
TCTParuAPOU3OXHHOHH-2-KapOouit)oenso|d][ 1,3 |anokcon-5-un)-5,6,7,8-

TCTPArHIPOUHAOM3HH- | -kKapOOKCaMHUT;

43

(S)-N-(4-runpoxcudennn)-N-(3-((metuncympdonmt)kapdamonn)oeH3mm)-3-(6-(3-
(mopomurOoMeTI)- 1,2, 3, 4-TeTParu APOU30X UHOIUH-2 -
kapOonun)oenszo|d][1,3]auokcon-5-um)-5,6,7,8-reTparuapouHaonusvs- 1 -

KapOOKCaMUT;

44

4-[(4-T'uapoxcu-N-|3-[6-[(3S)-3-(mopdonmuHoMeTI)-3,4- turuapo- | H-uzoxunonuH-2-
kap6onmn|-1,3-6eH30AM0KCOI-5- M |-3,6,7 8-TeTparuaponHI0IM3NH- 1 -

KapOOHMIT |aHUTMHO )METHIT| OCH30HHAS KUCIOTa

16
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45

3-[(4-T'uapokcu-N-[3-]6-[(35)-3-(MmopdomunoMeTHN)-3 4-quruapo- | H-uzoxunoun-2-
kapOonmn|-1,3-6em3oanokcon-5-mi]-3,6,7,8-TeTparuaporH 10 MM3uH- 1 -

KapOOHMIT |aHUTMHO )METHIT| OCH30HHAS KUCIOTa

46

tper-bytun 3-[(4-runpoxcu-N-|3-[6-[(3S)-3-(MopdoauHOoMeTI)-3,4- auruapo- 1 H-
HM30XHUHOJNH-2-KapOoHmn |- 1,3-6eH30anokcon-3-mil-5,6,7,8-TeTparnaponHaom3ul- 1 -

KapOOHMIT | aHHIMHO )METHIT |OCH30aT

47

N-[(2-unanodenun)metun|-N-(4-ruapokcudenmn)-3-|6-[ (35)-3-(MopdomuHOME T )-
3,4-nuruapo- 1 H-moxurommH-2-kapboumn|- 1,3-6eH3oanokcon-3-mi]-3,6,7,8-

TETPAruAPONHIOIH3HUH- | -KapOoKcaMu g

48

N-(4-runpoxcudenwn)-N-| (4-metun- 1,2 ,4-rpuazon-3-uwn)metnn|-3-[6-[ (35)-3-
(mopdoaunaoMeTHN)-3,4- auruapo- | H-uzoxunonuu-2-kapboumn|- 1, 3-6eH30 110KC01-5-

wi]-3,6,7,8-TeTparuaponHaomm3nH- 1 -kapSokcaMug

49

N-(4-ruapoxcudenmn)-3-[6-[(35)-3-(Mopdomunometin)-3,4-auruapo- | H-
M30XUHONH-2-kapOouu|-1,3-6en30auokcon-5-un|-N-| (3-uurpodenun)merun| -

5,6,7 .8-TeTparuaporHI0M3HH- | -kapOoKkcaMu g

50

N-(4-rugporcudenun)-N-[ (2-meTu1-3-aurpod et ) metrn|-3-[ 6-[(3S)-3-
(mopomunaOoMeTHN)-3,4- AuruApo- 1 H-uzoxuHonus -2-kapoouun|-1,3-6eH30 1MOKCOI-5-

wi]-3,6,7,8-teTparuaponHnonmus- | -kapbokcamu .

54. Coenunenme, BHIOPAHHOE W3

Coenunenue

Ne

Hassanme coequnenms

1

(S)-N-(4-runpoxcudenun)-N-(4-((2-metokcm T )kapbamoun)oe Hawn) - 3-(6-(3-
(mopdomuroMeTI)- 1,2, 3, 4-TeTPparu APOU30XUHOIHH- 2-
kapOonum)6enszo|d]|1,3]auokcon-5-um)-5,6,7 8-rerparuapounaonuzus- 1 -

KapOOKCaMIT;

(S)-N-(4-runpoxcudenun)-N-(3-((2-metokcm T )kapbamoun)oeHawn) - 3-(6-(3-
(mopdomuroMeTI)- 1,2, 3, 4-TeTPparu APOU30XUHOIHH- 2-
kapOonum)6enszo|d]|1,3]auokcon-5-um)-5,6,7 8-rerparuapounaonuzus- 1 -

KapOOKCaMIT;

17
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(S)-N-(4-rumporcudenun)-N-(3-meTokcu-2-mMeTradeH3umm )-3-(6-(3-
(MopdomuromeTHN)-1,2, 3, 4-TeTparuAPON30XHHOIUH-2 -KapOOHI)

oenzo|d][1,3] auokcon-5-un)-3,6,7,8-reTparuapouH 0 M3HH- | -kapOOKCaMuUT;

(S)-N-(4-runpoxcudenun)-N-(2-metundensun)-3-(6-(3-(mopdonunometun)-1,2,3 4-
TCTPAruAPOU3OXHUHOHH-2 -KapOoumt)oenzo|d][ 1,3 |auokcon-5-un)-5,6,7,8-

TCTPArUIPOUHAOIN3HH- | -KapOOKCaMU,

(S)-N-(4-runpoxcudenun)-3-(6-(3-(mophoaunometn)-1,2,3 4-
TCTPAruAPOU30XHHOHH-2 -KapOouwt)oenzo[d][ 1,3 | auokcon-5-mw)-N-(2-

(TpudrropmeTrn)OeH3mMN)-3,6,7, 8-TeTparuAponHA0IM3HH- | -kapOokcaMu T,

(S)-N-(3-((2-(aumeTrmamuHO )3T Kapdamomn) 6eH3 i ))-N-(4-ruapoxcudennn)-3-(6-
(3-(mopdonuaoMeTHn)-1,2,3.4 -TeTParuAPON30XUHOIHH-2 -
kapOonmn)6en3o|d]|1,3]auokcon-5-um)-5,6,7 8-rerparuapoun oz us- 1 -

KapOoKcaMu;

(S)-N-(3-kapbamonntenzun)-N-(4-ruapoxcud erin)-3-(6-(3-(MophoauHOME THIT ) -
1,23 4-retparuaponzoxuHonu-2-kapoouun)oen3o|d]| 1,3 |aunokcon-5-un)-5,6,7 8-

TCTPArHAPOUHAOMN3HH- | -kapOOKCaMu T,

(S)-N-(4-((2-(aumeTrmamuHO )3 TIUT)KapdamMomn) 6eH3 i )-N-(4-ruapoxcudennn)-3-(6-
(3-(mopdonuaoMeTHn)-1,2,3.4 -TeTParuAPON30XUHOIHH-2 -
kapOonmn)6en3o|d]|1,3]auokcon-5-um)-5,6,7 8-rerparuapoun oz us- 1 -

KapOoKcaMu;

(S)-N-(4-runpoxcudenun)-3-(6-(3-(mophoaunometn)-1,2,3 4-
TCTPAruAPOU30XHHOIHH-2-KapOoHmw )0eH30[d]| 1,3 | anokcon-5-un)-N-(rmpuans-4-

WIMETH)-5,0,7, 8-Te TparuAPONHIOIH3HH- | -KapOOKCaMu,

10

(S)-N-(4-rumpoxcudenun)-N-(3-(4-meTrnunepasus- 1 -kapOoumt)oeH3m1)-3-(6-(3-
(mopdomurOoMeTI)- 1,2, 3, 4-TeTParu APOU30XUHOIHH )-2-
kapOonum)6enszo|d]|1,3]auokcon-5-um)-5,6,7 8-rerparuapounaonuzus- 1 -

KapOOKCaMIT;

11

(S)-N-(2-dpropbenzun)-N-(4-ruaporcudermn)-3-(6-(3-(Mmopdonunomein)-1,2,3 4-
TCTPArUAPOU3OXHHOIHH-2 -KapOout)oenzo|d][ 1,3 |auokcon-5-mn)-5,6,7,8-

TCTPArUIPOUHAOIN3HH- | -KapOOKCaMU,

18
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12

(S)-N-(4-rumporcudenun)-N-(4-(4-meTrnunepasus- 1 -kapOoumwt)oeH3m1)-3-(6-(3-
(mopdonuaOME THIT)- 1,2, 3 4-TETParu APOU3OXUHOINH) -2-
kapOonum)6en3o|d]|1,3]auokcon-5-um)-5,6,7 8-rerparuapouHaonuzus- 1 -

KapOOKCaMIT;

13

(S)-N-(4-xkapbamonntenzun)-N-(4-ruaporcud erin)-3-(6-(3-(MophoauHOME THIT ) -
1,23 4-retparuaponzoxuHonu-2-kapoouun)oen3o|d]| 1,3 |aunokcon-5-un)-5,6,7 8-

TCTPArUIPOUHAOIN3HH- | -KapOOKCaMU,

14

(S)-N-(4-runpoxcudenun)-N-(3-metundensun)-3-(6-(3-(mopdonunomerun)-1,2,3 4-
TCTParuAPOU3OXHHOHH-2 -KapOouwt)oenso|d]| 1,3 |auokcon-5-un)-5,6,7,8-

TCTPArUIPOUHAOIN3HH- | -KapOOKCaMU,

15

(S)-N-6en3un-N-(4-ruapoxcudenmn)-3-(6-(3-(Mmopdomunometin)-1,2,3 4-
TCTParuAPOU3OXHUHOHH-2 -KapOoumt)oenso|d][ 1,3 |auokcon-5-un)-5,6,7,8-

TCTPArHIPOUHAOIN3HH- | -KapOOKCaMU,

16

(S)-N-(4-runpoxcudenun)-3-(6-(3-(mophoaunometn)-1,2,3 4-
TCTParuAPOU3OXHHOHH-2 -KapOout)oenzo[d][ 1,3 | auokcon-5-mwi)-N-(3-

(TprdrTopMmeTn)OeH3MN)-3,6,7, 8-TeTparuAponHA0IM3HH- | -kapOokcaMu I,

17

(S)-N-(4-dpropbenzun)-N-(4-ruaporcudermn)-3-(6-(3-(mopdonunometin)-1,2,3 4-
TCTPArUAPOU3OXHHOIHH-2 -KapOout)oenzo|d][ 1,3 |auokcon-5-mn)-5,6,7,8-

TCTPArUIPOUHAOIN3HH- | -KapOOKCaMU,

18

(S)-N-([ 1, 1'-6udennn]-3-ummetmn)-N-(4-rugpokcuderr)-3-(6-(3-
(mopdonuaOME THIT)- 1,2, 3 4-TETParu APOU3OXUHOINH) -2-
kapOonum)6en3o|d]|1,3]auokcon-5-um)-5,6,7 8-rerparuapouHaonuzus- 1 -

KapOOKCaMIT;

19

(S)-N-(2,6-mudropbensmn)-N-(4-rugpokcuderinn)-3-(6-(3-(MopdoauHOME THIT)-
1,23 4-retparuaponzoxuHonu-2-kapoouun)oen3o|d]| 1,3 |aunokcon-5-un)-5,6,7 8-

TCTPArUIPOUHAOIN3HH- | -KapOOKCaMU,

20

(S)-N-(4-runpoxcudenun)-N-(4-metundensun)-3-(6-(3-(mopdonunomerun)-1,2,3 4-
TCTParuAPOU3OXHHOHH-2 -KapOouwt)oenso|d]| 1,3 |auokcon-5-un)-5,6,7,8-

TCTPArUIPOUHAOIN3HH- | -KapOOKCaMU,

19
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21

(S)-N-(3-ropbenzun)-N-(4-ruaporcudermn)-3-(6-(3-(Mopdonuuomerin)-1,2,3 4-
TCTPArUAPOU3OXHHOIHH-2 -KapOout)oenzo|d][ 1,3 |auokcon-5-mn)-5,6,7,8-

TCTPArUIPOUHAOIN3HH- | -KapOOKCaMU,

22

(S)-N-(2-dprop-6-(tpudropmerin)denzmn)-N-(4-ruapokcudear)-3-(6-(3-
(mopdomurOoMeTIHN)- 1,2, 3, 4-TeTParu APOU30XUHOMUH-2 )-
kapOonum)6enszo|d]|1,3]auokcon-5-um)-5,6,7 8-rerparuapounaonuzus- 1 -

KapOOKCaMIT;

23

(S)-N-(4-ruaporcudenun)-N-((4-Me TOKCH-3,5 - AUME THAMMP UAUH-2 - W )METHI )-3-(6-
(3-(mopdonunomeTn)-1,2,3 ,4-TeTparuAPON30XUHOIHH-2-
kapOonum)6en3o|d]|1,3]auokcon-5-um)-5,6,7 8-rerparuapouHaonuzus- 1 -

KapOOKCaMIT;

24

(S)-N-(4-runpoxcudenun)-3-(6-(3-(mophoaunometn)-1,2,3 4-
TCTParuAPOU30XHHOIHH-2-KapOormwt)oen3o[d]| 1,3 | auokcon-5 -um)-N-(4-

(TprdrTopMmeTn)OeH3MN)-3,6,7, 8-TeTparuAponHA0IM3HH- | -kapOokcaMu I,

25

(S)-4-((N-(4-runpoxcudenun)-3-(6-(3-(mopdomuaomeTin)-1,2,3 4-
TCTPArUAPOU3OXHHOIHH-2 -KapOout)oenzo|d][ 1,3 |auokcon-5-mn)-5,6,7,8-

TETParuAPOUHIONU3HH- | -KapOoKCaMU a0 )METHT)OCH30MHAS KHCIIOTA,

26

(S)-N-(4-runpoxcudenun)-3-(6-(3-(mophoaunometn)-1,2,3 4-
TCTPAruAPOU3OXHUHOHH-2 -KapOout)oenzo[d][ 1,3 | auokcon-5-mi)-N-(4-

(TpudropmeToKcH)beH3MN)-5,6,7,8-Te Tparu APOUHIOTN3HH- | -KapOOKCaMHU;

27

(S)-N-((2-(4->roxcudennn)-5-(13-metrn)okcazon-4-wi)meti)-N-(4-
ruapokcupernn)-3-(6-(3-(mopponuromeTin) )-1,2,3,4-TeTparnapon30XHHOIHH-2 -
kapOonum)6en3o|d]|1,3]auokcon-5-um)-5,6,7 8-rerparuapouHaonuzus- 1 -

KapOOKCaMIT;

28

(S)-3-((N-(4-runpoxcudenun)-3-(6-(3-(mophomunomeTtin)-1,2,3 4-
TCTPArUAPOU3OXHHOIHH-2 -KapOout)oenzo|d][ 1,3 |auokcon-5-mn)-5,6,7,8-

TETParuAPOUHIONU3HH- | -KapOoKCaMU a0 )METHT)OCH30MHAS KHCIIOTA,

29

pet-OyTrn-(S)-3-(N-(4-ruapoxcuderun)-3-(6-(3-(mopdoaunometr)-1,2,3,4-
TCTPArUAPOU3OXHHOIHH-2 -KapOout)oenzo|d][ 1,3 |auokcon-5-mn)-5,6,7,8-

TCTPAruAPOHHIOIH3HH- | -KapOOKCaMUI0)METHI)OCH30aT;

20
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30

(S)-N-(2,6-mumerundensun)-N-(4-ruapoxkcude Hinn)-3-(6-(3-(MopdoauHOME THIT ) -
1,23 4-retparuaponzoxuHonu-2-kapoouun)oen3o|d]| 1,3 |aunokcon-5-un)-5,6,7 8-

TCTPArUIPOUHAOIN3HH- | -KapOOKCaMU,

31

(S)-N-(4-runpoxcudenun)-N-(2-metokcudensun)-3-(6-(3-(mopdonunomerun)-1,2,3 4-
TCTPAruAPOU3OXHUHOHH-2 -KapOoumt)oenzo|d][ 1,3 |auokcon-5-un)-5,6,7,8-

TCTPArUIPOUHAOIN3HH- | -KapOOKCaMU,

32

(S)-N-(2-prop-6-meTrnbdenzmn)-N-(4-ruapokcudenrn)-3-(6-(3-(mopdommHOME THIT )-
1,23 4-retparuaponzoxuHonu-2-kapoouun)oenzo|d]| 1,3 |aunokcon-5-un)-5,6,7 8-

TCTPArUIPOUHAOIN3HH- | -KapOOKCaMU,

33

(S)-N-(2-xmop6enzun)-N-(4-ruapoxcuderun)-3-(6-(3-(mopdomuometrn)-1,2,3,4-
TCTPArUAPOU3OXHHOIHH-2 -KapOout)oenzo|d][ 1,3 |auokcon-5-mn)-5,6,7,8-

TCTPArUIPOUHAOIN3HH- | -KapOOKCaMU,

34

(S)-N-(2-xmop-6-meTrndenzmn)-N-(4-ruapokcudenin)-3-(6-(3-(MmopdomuHOME THIT )-
1,23 4-retparuaponzoxuHonu-2-kapoouun)oen3o|d]| 1,3 |aunokcon-5-un)-5,6,7 8-

TCTPArUIPOUHAOIN3HH- | -KapOOKCaMU,

35

(S)-N-(6-xmop-2,3-audropbenzun)-N-(4-rugpokcudenr)-3-(6-(3-
(mopoaunomeT)-1,2,3 4-TeTparu APOU30OXUHOIUH-2-
kapOonum)6enszo|d]|1,3]auokcon-5-um)-5,6,7 8-rerparuapouHaom3uH- 1 -

KapOOKCaMIT;

36

(S)-N-([ 1, 1'-6udenmn]-2-ummetmn)-N-(4-rugpokcuderr)-3-(6-(3-
(mopdomurOoMeTI)- 1,2, 3, 4-TeTParu APOU30XUHOIHH )-2-
kapOonum)6enszo|d]|1,3]auokcon-5-um)-5,6,7 8-rerparuapouHaom3uH- 1 -

KapOOKCaMIT;

37

(S)-N-([ 1, 1'-6udenmn]-2-ummetmn)-N-(4-rugpokcuderr)-3-(6-(3-
(mopdomurOoMeTI)- 1,2, 3, 4-TeTParu APOU30XUHOIHH )-2-
kapOonum)6enszo|d]|1,3]auokcon-5-um)-5,6,7 8-rerparuapouHaom3uH- 1 -

KapOOKCaMIT;

38

(S)-N-(4-runpoxcudenun)-N-(2-metun-5-(tpudropmern)oenzmn)-3-(6-(3-
(mopdomurOoMeTIHN)- 1,2, 3, 4-TeTParu APOU30XUHOMUH-2 )-
kapOonmn)6en3o|d]|1,3]auokcon-5-um)-5,6,7 8-rerparuapoun oz us- 1 -

KapOOKCaMIT;

21




PCT/US2022/019998

39

(S)-N-(4-runpoxcudenun)-3-(6-(3-(mophoaunometn)-1,2,3 4-
TCTPAruAPOU30XHHOIHH-2-KapOoHmw )oeH30[d]| 1,3 | anokcon-5-um)-N-(rmpuans-3-

wiMeTH)-5,6,7, 8-Te TparuAPONHIOIH3HH- | -KapOOKCaMu,

40

(S)-N-((2-(4-3roxcudennn)-S-meTraokcaso-4-mn)metun)-N-(4-ruapoxkcude Hi )-3-
(6-(3-(mopdommHOMeTHN)-1,2 .3, 4-TeTparuAPON30XHHOTHH-2 -
kap6onun)oenso[d][ 1,3 ] auokcon-5-un)-5,6,7 8-rerparuapoun oz us- 1 -

KapOoKcaMu;

N

(S)-4-(N-(3-xapbamonnbenzmn)-3-(6-(3-(Moppomunometin)-1,2,3 4-
TCTPArUAPOU3OXHHOIHH-2 -KapOout)oenzo|d][ 1,3 |auokcon-5-mn)-5,6,7,8-

TCTParuAPOHHAOIM3NH- 1 -KapOOKCcaMu10) (e HUTALICTAT;,

42

(S)-N-(3-kapdamonndensun)-N-(4-s3rokcudenun)-3-(6-(3-(mophoaunometin)-1,2,3 4-
TCTPAruAPOU3OXHUHOHH-2 -KapOoumt)oenzo|d][ 1,3 |auokcon-5-un)-5,6,7,8-

TCTPArUAPOUHAOM3HH- | -kKapOOKCaMHUT;

43

(S)-N-(4-runporcudenun)-N-(3-((metuncy mbhonmt)kapdbamonn)oeH3mn )-3-(6-(3-
(mopoaunomeT)-1,2,3 4-TeTparu APOU30OXUHOIUH-2-
kapOonum)6enszo|d]|1,3]auokcon-5-um)-5,6,7 8-rerparuapounaonuzus- 1 -

KapOOKCaMIT;

44

4-[(4-T'uaporcu-N-[3-[6-[(35)-3-(MmopdomunomeThn)-3,4-guruapo- | H-uzoxunomun-2-
kapbonm|-1,3-6eH30an0KCOA-5-111]-3,6,7, 8-TC Tparu APONHAO M3 HUH- | -

KapOOHMIT | aHUTMHO )METHIT| GCH30HHASL KUCIOTa

45

3-[(4-I'uapoxcu-N-[3-[6-[(35)-3-(mophomunoMeTHN)- 3, 4-auruapo- | H-uzoxuHo muH-2 -
kapbonm|-1,3-6eH30an0KCOA-5-111]-3,6,7, 8-TC Tparu APONHAO M3 HUH- | -

KapOOHMIT | aHUTMHO )METHIT| GCH30HHASL KUCIOTa

46

tper-bytun 3-[(4-ruapoxcu-N-|3-[6-[(35)-3-(mopdoauHoMeTI)- 3, 4- auruapo- 1 H-
M30XHUHOJUH-2-KapOoHm|- 1,3-6eH30anokcon-5-mi]-3,6,7 8-TeTparuaponHao 3 uH- 1 -

KapOOHWT |aHUTMHO )METHIT|OCH30aT

47

N-[(2-unanodenun)metun|-N-(4-ruapoxcudenun)-3-|6-[ (35)-3-(MopdomuHoMEe TH ) -
3,4-muruapo- 1 H-uzoxuHommH-2 -kap6ouun |- 1,3-6eH3oanokcon-3-mwi]-5,6,7, 8-

TCTPArHIPOUHIOIN3NH- | -kapOoKcaMu g

48

N-(4-ruapoxcudennn)-N-[(4-metun- 1,2 4-tpuazon-3-uwm)metui)-3-[6-[(35)-3-
(moponuaoMeTHN)- 3, 4- auruapo- 1 H-uzoxunomuH-2-kapbonwn|- 1, 3-06eH30110KCOM-5-

un|-3,6,7,8-TeTparuaponHA0IN3NH- | -kapOokcaMu g

22
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49 N-(4-rugpoxcudenmn)-3-|6-[(35)-3-(Mopdomunomerin)-3,4-auruapo-1 H-
M30XUHOUH-2-KapOouui|-1,3-6eu3oauokcon-3-un|- N-[(3-autpodenum)me |-

5,6,7.8-TeTparuaponHAOIN3HH- | -kapOoKcaMu g

50 N-(4-rugpoxcudennn)-N-[(2-meTrn-3-aurpodermn ) metun|-3-[6-[(35)-3-
(moponuaoMeTHN)- 3, 4- auruapo- 1 H-uzoxunomuH-2-kapbonwn|- 1, 3-06eH30110KCOM-5-

un|-3,6,7,8-TeTparuaponHA0IN3NH- | -kapOokcaMu g

ujimn €ro (I)apMaLIeBTI/ILIeCKI/I npueMmjeMas COJib, CTCPCOU3OMEpP, COJIBBAT, NPOJCKAapCTBO HIIA

TayTOMED.
55. Coenunenue 1o 1. 54, OTIIMYAIOIIEECS TEM, YTO COEHHEHNE BLIOPAHO U3!
CoeauncHue Haszganwue coeanHeHus
Ne
3 (S)-N-(4-runpoxcudenun)-N-(3-metokcu-2-mMeTunoeH3 M) -3-(6-(3-

(mophomuaoMeTI)- 1,2, 3, 4-TeTParu APOU30XUHOMHUH-2-KapOOHII)

oenzo|d][1,3] auokcon-5-mn)-3,6,7,8-reTparuaponuH a0 M3HH- | -kapOoKCaMuUT;

5 (S)-N-(4-runpoxcudenun)-3-(6-(3-(moppoaunometn)-1,2,3 4-
TCTPAruAPOU3OXHUHOHH-2 -KapOout)oenzo[d][ 1,3 |auokcon-5-m)-N-(2-

(TpudrropmeTrn)OeH3mIN)-3,6,7, 8-TeTparu ApoHHAOIM3HH- | -kapOokcaMu T,

18 (S)-N-([ 1, 1'-6udenmn]-3-ummetmn)-N-(4-rugpokcuderr)-3-(6-(3-
(mopdoaunomeTi)- 1,2, 3 4-TeTparuApOU30XUHONKH )-2 -
kapOonum)6enszo|d]|1,3] auokcoa-5-umn)-5,6,7 8-rerparuapouHaom3uH- 1 -

KapOOKCaMU;

31 (S)-N-(4-rumpoxcudenun)-N-(2-metokcudbensmn)-3-(6-(3-(mopdonuHOMeTHI)-
1,23 4-retparuapouzoxuHonud-2-kapoouun)oenzo|d]| 1,3 ] auokcon-5-un)-5,6,7, 8-

TCTPArHAPOUHAON3HH- | -kapOOKCaMHU;, 1

36 (S)-N-([ 1, 1'-6udenmn]-2-ummetmn)-N-(4-rugpokcuderr)-3-(6-(3-
(mopdoaunomeTi)- 1,2, 3 4-TeTparuApOU30XUHONKH )-2 -
kapoonum)6enszo|d]|1,3]auokcon-5-un)-5,6,7 8-rerparuapouHaom3uH- 1 -

KapOOKCaMU;

i ero apManeBTHUYECKH MTPHEMIIEMAs COJb, CTEPEOU3OMED, COJIBBAT HITH TAYTOMED.
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56. dapmarieBTHUECKAsS KOMIIO3HLIUS, COAEPIKAINAs COSHHEHNE WK ero (apMaleBTHYECKH
MIPHEMIIEMYIO COJTb, COJIBBAT, THIPAT, CTEPEOU3OMED HITH TAyTOMEP 1O JTrodomy u3 mir. 1-55, u

(hapmaIeBTHYECKH TPUEMIIEMbIH HOCHUTED.

57. @apmaneBTryecKkass KOMIO3WLKS 1o 1. 56, JONOJHUTENBHO  coneprKalias

I[OHOJ'IHHTGJ'II:HI:Iﬁ q)apMaL[eBTI/ILIeCKI/I AKTUBHLINA areHT.

58. Cnoco6 wunrubupoBanuss Oenka BCL-2, Bxmouarommii  BBefeHHE CYOBEKTY,

HY’KIAIOIIEMYCS B JIEUEHUU PaKa, COSTUHEHUS UIM KOMITO3MITHH 1O JroOoMy u3 mm. 1-55.

59. Crioco0 nmeyenns 3a00/I€BaHUs MITH PACCTPOMCTBA, CBA3AHHOIO C MHTHOUpPOBaHUEM Oeska
BCL-2, Bximovaroimiuii BBeieHne CyOBEKTYy, HYKAAIOWEMYCS B JICUEHUH paka, COEOUHEHHUs IO

mo0oMy U3 . 1—55 Ui KOMIO3HUIKY 110 M. 56.

60. Crniocob seueHus paka, BKIIOUAIOIINN BBEAEHHE CYOBEKTY, HYKOAIOLIEMYCs B JICUEHHH

paka, CoOemMHEeHus o JII0OoMyY M3 mir. 1—55 Wi KOMIO3UIUH 110 1. S56.

61. Crniocob mo . 60, OTIMYAIOLIHICS TeM, YTO PaK BBIOPAaH U3 paka MOYEBOrO My3bIps, paka
KOCTeH, paKa roJIOBHOI'O MO3ra, paka MOJIOUHOM JKeJIe3bl, paKa Cepiua, paKa IMIeHKH MaTKH, paKa
TOJICTOW KHIIKH, KOJIOPEKTAIIBHOTO pakKa, paka muieBoaa, GubpocapkoMsl, paka skelyaKa, paka
JKeJTyIOYHO-KHIIEYHOTO TPAKTA, paka roJIOBBI, MO3BOHOUYHUKA. U pak mmen, capkoma Kamomm, pak
MOYKH, JIeHKeMHs, paK TMedyeHH, JauMQpoMa, MeEIaHOMa, MHOXXECTBEHHAs MHEJIOMa, pakK
MOKENTY TOYHOM JKeJIe3bl, PaK MOJIOBOTO YieHa, TEPMHUHOIEHHBIN PaK SUYKa, KAPLUUHOMA TUMOMBI,
KapIHHOMa THMYCAa, PaK JIETKOro, paKk SIMYHUKOB, paK MPENCTaTeIbHON JKeJie3bl, MaprUHAbHAS
3oHa jumpoma (MZL), dbomnmukynspuas numpoma (FL), mudbdysnas kpynHokimerounas B-

kierounas tuMpoma (DLBCL) u xporuueckuit mumdposeiko3/MenkokieTounast uM@orutapHas

mumpoma (CLL/SLL).

62. Crnioco6 mo . 61, OTIMYAIOLIUICS TEM, UTO PaK BIOpaH U3 TMM(POMbI MAPTHHATIBHON 30HBI
(MZL), ¢omnukynsipuoit snumpomsr  (FL), nmuddysHoit kpynHOkIeTouHol B-kjeTouHoit
gumpombl  (DLBCL) u xponuyeckoro aum¢oseiiko3a/MeNKOKJIeTOUHOH JUM(OLHTAPHON

sumpomsl (CLL/SLL).

63. Cnoco6 mo nrobomy u3 nm 58—62, OTIMYAOIIMHCA TeM, 4YTO CYOBEKT SIBISETCS

MJICKOIIUTAIOIIHUM.
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64. Crniocob mo . 63, OTVIMYAIOIIUICS TEM, YTO CYOBEKTOM SIBJISIETCS YEJIOBEK.

65. Croco6 mo mobomy u3 mm. S8 wim 59, omnmmuaromuiics tem, uro Oemoxk BCL-2

npeacraeisier codoi uzohopmy 1.

66. Croco6 mo mobomy u3 mm. S8 wim 59, omnmmuaromuiics tem, uro Oemoxk BCL-2

npeacTaeisier codoi uzohopmy 2.
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