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HOBBIE 'TETEPOIUKINYECKHNE AHTUDCTPOTI'EHBI

POJCTBEHHBIE 3ASBKU

JlaHHas 3asBKa 3asBJA€T MPUOPUTET HA OCHOBAHWU 3asBKH Ha BbIavy nateHta Munun
Ne 4058/MUM/2015, nonanHo# 27 okta0ps 2015 r., KoTOpas BKIIOUEHA B HACTOAIINH

JOKYMEHT MOCPEJACTBOM CCBUIKH.
OBJIACTbH U3OBPETEHHA

B HaCTOAIICM I/I306peTeHI/II/I npeacTaBJICHbI HOBBIC I'CTCPOLUKITHICCKHUE COCAUHCHUA B
Ka4YCCTBC MPOTHBOPAKOBBIX CpPEACTB, B YaCTHOCTH AHTArOHHUCTOB/ CynpeccopoB

peuenTopa 3ctporeHa (ER), u crocol ux momyueHwus.
IMMPEAITOCBIJIKM CO3JAHMA N3OBPETEHUA

OHporeHHbid dctporeH 17B-actpammon (E2) mposBisier TIMpPOKOe Ppa3HOOOpasHe
THUTIOB OWOJIOTHYECKOW AKTHBHOCTH B PEMPOAYKTHBHOM CHCTEME, METaOOHM3ME B
KOCTHOM TKaHM M CEPJECYHO-COCYIUCTOM CHCTEME, a TAKXKE LICHTPAIbHOM HEPBHOMU
cucTteMe. bbima XOpomio yCTaHOBIIEHA CBA3b MEXKAY 3CTPOT€HOM U POCTOM H

Pa3BUTHEM OIYXOJIH MIPH PAKE MOJIOYHOH JKEJIE3BI.

Ha mnpakTtuke nDpUMEHSIOT pAA CTPATETHH, HANPABICHHBIX HA HWHTHOMPOBAHHE
AEWCTBUSA SHIOTEHHOTO JCTPOTEHA TPH 3CTPOreH-penentop-nonoxkureabHoM (ER)
paKe MOJIOYHOM >KeNe3bl. TakoBblE BKIIOYAKOT CEIEKTHUBHBIE MOAYIATOPH ER
(SERM), Takme Kak TaMOKCH()EH, KOTOPBIH BBICTYNAET B KAYECTBE CEIIEKTHBHOTO
TKaHecmenuuueckoro antaromncta ER B MOJIOYHOM Kkene3e; CEJICKTHUBHBIC
cympeccoppi  ER (SERD), Ttakme xak (ylIBeCTpaHT, KOTOPBIA CTHMYJHPYET
¢ysakmoHanpHbI UK ER; w0 uarnOuTOpe! apomarassl (Al), Takue Kak 3KCeMeCTaH
(cTepouaHBIN), aHACTPO30J W JIETPO30JI (HECTEPOWAHBIE), KOTOPBIE HWHTHOUPYIOT

OMOCHHTE3 3CTPOTEHA, W WX MPEHUMYINECTBEHHO MPUMEHSIOT IS KEHIIHH B TIEPHOJT
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MeHonay3bl ¢ ER-ITONOKHATETBHBIM PAKOM MOJIOYHOM kene3bl. K cokaeHHur0, MHOTHE
JKEHINWHBI C PAKOM MOJIOYHOM JKEJE3bl H3HAYAJIBbHO XOPOIIO PEAarupyroT HAa TEPAIHIO
tamokcu(eHom uian Al, HO y HUX pPa3BUBAECTCA YCTOMYHUBOCTHh B TEUEHHE HEKOTOPOTO
BPEMEHM B IIpolecce JedeHus. MMeroTcs maHHble O TOM, YTO NPH PE3UCTEHTHOU
¢opmMe paka MOJOYHOH IKENe3bl CIIOCOOCTBYIOLIME POCTY CHTHABHBIE TIyTH,
HAYMHAIOIIMECS OT PELENTOPA 3CTPOreHa, BCE €IIE UIPAIOT CYIIECTBEHHYIO poiib. B
MOCJIETHEE BPEMs YBEIIMYUBACTCS KOJIMYECTBO KIMHMYECKUX JAHHBIX O TOM, 4YTO
MoCTeAyIoee JeueHue ¢ momMompio Al cmocoOCTBYeT pPa3sBUTHIO YCTOMYHUBOCTH
BCIIEJCTBHE MyTallMM B JUraHACBA3bIBarOIEM aomeHe ER-o, 4yro mpusoaur ero B
MIOCTOAHHO AKTUBHOE COCTOSIHHE JaXK€ B OTCYTCTBHE JIMTaHIA, 4YTO IPUBOIUT K

YCTOMYHUBOCTH.

B nacrtosmee Bpems (yJIBECTPAHT paccCMaTpUBAETCA KaK IEPBBIH B CBOEM KJIacce
SERD. K coxaneHuro, 3HaUYUTENbHBIE HETOCTATKH (DyIIBECTpAHTa C TOUYKH 3PEHHA
(dapManeBTHYECKUX CBOWCTB  (HEOOXOMMMOCTh BHYTPHMBIIIEYHOH  HHBEKIHAW
00MBImOT0 00BEMA) OTPAHUYMBAIOT €T0 MHUPOKOE puMeHeHue. [loaTomy paspadoTka
nepopanbHO OuogocTymHoro ER-aHTaronmcTa, 0coOeHHO ¢ cympeccupyrommuvu ER
CBOWMCTBAMH, OyJET TMOJIE3HA JJI TMAIKUECHTOB, Y KOTOPHIX PAa3BHIIACH YCTOHYHUBOCTH K
HMMEIOIUMCS B HACTOSAIIEE BPEMS BUJAM TEPANHH, HaIPaBJICHHBIM Ha aKTUBHOCTH ER.
MHorue Hecteponanbie aHTaroHUcTsl ER ommcanel B ypoBHe Texnuku. Hanpumep, B
nateHTe CIIIA Ne 5395842 packpblBatlOTCSI aHTUICTPOT€HHBIE COEJUHEHUS U
kommosumu. B 3agBkax WIPO NeNe WO2014203132A1, WO2011156518A1,
WO2013090829A1, marentax CIIA NeNe US5389646, US5407947 u esponeiickom
nateare Ne EP470310 packpsITel OE€H30THPAHOBBIE COEAMHEHWS, PUMEHUMBIE IS
JIEYEHHUS WM MPEAYNPEKIECHUA COCTOSTHUM, MOAYJTUPYEMBIX MTOCPEACTBOM PELIENTOPA

3CTPOTeHa.
KPATKOE OITMCAHUWE U30BPETEHUA

B HacTosmieM H300peTeHHH MIPEACTABIIEHO coenuHeHHe (hopmy sl |,
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/ Ry
~C(R,) ==C(R,)—L—N
Ry

Popuyna |

HIIA €T0 COJIN WU CTEPCONU3OMCEPDI, TAC

R, mpencraBmser coO0M MOHO- WM JU3aMEIIEHUE TPH KOJbLE A W BBHIOpaH HU3
rpymnmsl, BKouaromeil —R;, -OR3, ranoren, -C; ¢ramorenankun, -OC; ¢raJoreHanKkum,
-CN, -N(Rj3);, -NR;SO;R;, -NR;CHO, -NR3;CORj;, -OC(O)Rj;, -OC(O)N(Rj3),, -
OP(O)(OH), u —OC(O)OR3, tme R; B KaxkaoM cllyuyae BBIOpAaH HW3 BOAOPOJA W

JMHEWHOTO, Pa3BETBIICHHOTO HJIH HUKINYeCKOTO C1 calIKHIIA;

R, mnpeacraBmseT coO0H MOHO- WIH JW3AMEIIEHHWE | BHIOpAH W3 TPYIIIHL
prirouarome —Ry;, -OR;;, ranoren, -Cigranorenankui, -OC; ¢granorenankui, -CN, -
N(Ri1)2, -NRy1SOsRy;, -NR;j;CHO, -NRy;COR;y, -OC(O)Ry;, -OC(O)N(Ryp),, -
OP(O)(OH); u —OC(O)OR;;, rae Ry; B kaxaoM ciydae BBIOpaH W3 BOJOpPOJA H

JUHEWHOTO, PA3BETBICHHOTO WU IUKIIHUeCKOTO C1_6alIKHIIA;

Ry BoIOpan u3 Bomoponma, -Cisamkmna, -C;gmuknoankmna, -OCisankuma, -Cp.

sTaJIOT€HAJIKHIIA, TAJIOTEHA,
L BeIOpaH U3 THHEWHOTO WK pa3BeTBIEHHOTO C 7aKHIA;
R; 1 Rg OTCYTCTBYIOT HITH HE3aBHCHMO BBIOpaHBI B3 Bogopoaa u Ci_sallkua;

Ry u Ry HE3aBUCHUMO BBIOpAHBI W3 BOJAOPOJA HIIH JIMHEWHOTO, PA3BETBICHHOTO WIJTH
mukImIeckoro Cipankuna uian CiporajJoreHaNKuna, HeoOsI3aTeNbHO MPEPHIBAEMOTO
OJTHAM HJTH OOJIee PaJMKAIAMH, He3aBUCUMO BbIOpaHHBIMH U3 —O-, -NRs-, -S-, -SO-, -
S(0O,)-, -CRs=CRs-, -C=C-, -NRsCO-, -NRsCO-, -NRsCONRs-, NRsC(O)O- u -
OC(0)O-; rae Rs B kax0M ciiy4ae BBIOPAH W3 TPYIIGI, BKIFOYAOIICH BOJOPO HTH

JUHEWHBIN, Pa3BETBICHHBIN WITH HUKITHUYEeCKUU C 1 aJIKuUT,;
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i Ry 1 Ry BMecTe ¢ aTOMOM a30Ta, K KOTOPOMY OHH ITPUCOETUHEHBI, 00pa3yioT 4-7-
YJICHHOE KOJIBIIO, HEOOS3aTEIIbHO coaeprkamniee 1-2 JOTIOJHUTENBHBIX TeTePOoaTOMa,
BBIOPAHHBIX U3 ATOMOB KHCIIOPO/A, a30Ta HUITH CEPHI; TIPH 3TOM KOJIBIIO HEOOS3aTEITHHO
3aMEINEHO OJHOW WK 0OJiee TPyNIaMu, BRIOpaHHBIMH U3 TanmoreHa, -ORg, -N(Rg), u
Re, e Rg B kaskaoM ciyyae BRIOpaH U3 TPYIIIBI, BKIIOYAIOMIEH BOJOPO, THHEWHBIH,
Pa3BETBIIEHHBIN WM TUKIHYeCKUAN C1.,0a KW, HEOOSI3aTENHHO TPEPHIBAEMBIN OTHUM
WM 00JIee paJuKanaMH, He3aBUCUMO BBIOpaHHBIMU U3 —O-, -NRs-, -S-, -SO-, -S(0O),-,

-CR5:CR5-, -CEC-, -NRsCO-, -CONRs-, -NR5CONR5-, NR5C(O)O- H -OC(O)O-,

R¢ HeoOsA3aTeTPHO JOMOJHUTEIBHO 3aMEINEH OJHOW WM Oojiee TpPyIIaMH,
BBIOPAHHBIMH W3 TPYIIbL, BKIOYaromei ramoreH, -ORj,, -N(Rp;), u “COORy,, -
CON(R13), mmu —CON(R1,)OH; tae Ry B kakmom ciayyae BHIOpaH W3 BOJOPOJA HITH

JUHEWHOTO, Pa3BETBICHHOTO MM LUKIN4YeCKOro C; cankuna;
== mpeACTaBIET COOO0H TBOMHYIO WITH TPOHUHYIO CBA3b;

Ry; BBIOpaH w3 rpynmbl, BKmovaromed —Ryy, -ORyy, Tanoren, -Ci gramoreHamkum, -
OC1_6FaJ'IOI‘eHaJIKI/IJI, -CN, -N(R14)2, ‘NR]4SO2R]4, -NRMCHO, -NR14COR14, -
OC(O)RM, -OC(O)N(R14)2, -OP(O)(OH)2 u —OC(O)OR14, rac R14 B KaXKJIOM ClIy4dac

BBIOpAH W3 BOAOPO/Ia U JIMHEHHOTO, Pa3BETBICHHOTO HJIH IUKIHYeCKOTO C) ¢alIKHIIA; U
X Bo10Opan u3 NH, cepsl 1 KUCI0pOaa;

TPH yCJIOBHH, 4TO eciii Rj; mpeacrtaBmsieT coOou Bomopon, Ry u R, mpeacraBmsaroT
cO00M MOHO3aMEIIEHHE W TPEACTABISIOT COOOM THAPOKCHIBHYIO Tpymmy, W R,

HaxoauTcsA B monoskeHuH 4 konpna C, To Ry He HAXOMUTCS B MONOKEHUH 8 KOJIbIA A.

CoenvHEHHS B COOTBETCTBHH C HACTOSIIMM HW300PETEHHEM TPEICTABISIOT COOOH
AHTATOHUCTHI/CYTIPECCOPHI PELENTOPOB ACTPOT€HA, W WX MOXKHO TIPHMEHSITH IS

JedeHus 3a00IeBaHUM, KOTOPBIE CBA3aHbI ¢ MOy rimen ER.
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TEPMIHOJIOI' A

TepMuH «ramoren», UCTIOIB3YEMbIH B HACTOSIIIEM JTOKYMEHTE, BKITFOUAET B Ce0s XJI0P,
¢drop, Opom W Hoa. TepMHUH «TaJOTEHANKHID» OTHOCHTCS K AIKHIBHOW TPYIIIIE,

3aMEIIEHHOM OHUM HITH OOJIee paJUKaIaMu, TPEACTABIAIONIAMHI COOOM TaOTeH.

TepMHH «alKW» OTHOCHUTCA K HACBIIMICHHOM YTJIEBOJAOPOAHOM LIEMH, KOTOpas
BKIIIOYAET aTOMBI yTJEpOJa U BOAOPOAA B OCHOBHOW LIEMH, JUOO JTUHEHHOH, OO
pa3BeTBICHHOM, coaepkamiedt or 1 mo 20 aToMoB yriepoja, B OOOMX CIyvasx
BKIIIOYHUTEIIBHO, €CIM HE YKa3aHO wuHoe. JlnMHa nenu MOXET HU3MEHATHCA |
onpeaesaeTcsa BeIpaskeHueM, Hanpumep, Ci.yo, KOTOPOE 03HAYAET, YTO ANKUIIbHAA LIETIb
comepxkut or 1 mo 20 aromoB yriepoga. TepMUH «amKW» BKIIOYAET B CeOs
JUHEHHBIN, a TAKXKE PAa3BETBICHHBIM ankuil. [IpuMepaMu ankuIbHOM LIETH ABIAOTCS
METHJI, 3TWI, H-TIPOTWJ, |-MeTHWdTHN (M30mporwn), H-OyTwi, H-meHTun u 1,1-
auMeTHdTHN  (TpeT-OyTrn). Ecnmu HeT NpOTHBOMONOKHOTO OOBACHEHHS WU
W3JIOKEHHA, TO BCE AJKHJIbHBIC TPYMIIBI, ONUCAHHBIE WIN 3asBISIEMBIE B HACTOALIEM
JTOKYMEHTE, MOTYT OBITh 3aMELICHHBIMU WJIM HE3aMEIIEHHBIMH. UNCIa WK AHana3oH,
3alMCaHHbIE KAaK HWKHUH HHIACKC B TepMUHAX, NOMOOHBIX «Cjg», OTHOCATCS K
KOJIMYECTBY aTOMOB yIjiepoJa B rpymme. Takum oOpa3oM, yKa3aHHAs TPyTIa MOXKET

coaepxkarts 1, 2, 3, 4, 5 unu 6 aTOMOB yriaepo/a.

TepMuH «IMKIOANKWD WM «IHKIAYECKHUH aNKHID) 0003HAYaeT HEAPOMATHYECKOE
MOHOLMKJIMYECKOE KOJIBIO. Pasmep KoJblia ONUCHIBAETCs BhIpaskeHUueM, Harpumep Cs.
4, KOTOpOE 03HAYAET, YTO KOJBLO MOXKET coaepxkarh 3 miH 4 aroma yraepoaa. B rex
Clly4asX, KOTJa pa3Mep KOJIbLIA HE ONPEICNEH, KONBLO LMKIOAIKHAIA WU
OUKIIMYECKOTO AJIKMIIA MOXKET coaepkarb oT 3 no 8 atomoB yriepoaa. IIpumepst
LMKJIOATIKUIBHOTO KOJbIA BKIIOYAIOT B ceOd 0O€3 OrpaHWYEHUs IMKIIOTPOIIHIL,
OUKIOOYTHI, IMKJIONEHTHI W [HKIOTEKCHI. Ecmu  HeT NpOTHBOMONIOKHOTO
OOBSCHEHUS WIH HW3J0KEHHA, TO BCE UWKIOAIKWIBHBIE TPYTIITBI, ONMHUCAHHBIC HIIA
3adBISIEMBIE B HACTOAIEM JOKYMEHTE, MOTYT OBITh 3aMEMICHHBIMH WA

HC3aMCIIICHHBIMH.
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OIMNMCAHUE N30BPETEHIA

B omHOM acrmiekTe B HacTOSIIIEM H300PETEHUH MPEACTABICHO COeAMHEHNE POPMYTIHI |,

8 \/\’ Ria / Ry
| b -|CcR)==CR)—L—N
/ Rﬂ}

Popmysna ]

HJIA €T0 COJIN UITH CTEPCONU3OMEDPDI, TAC

R, mpexacraBmser co0OM MOHO- WM IAM3AMENICHHWE TPU KOIbIE A W BBHIOpaH W3
rpynmsl, BKouatomed —Rs, -OR;, ramoren, -C;_gramorenankun, -OC _graroreHanku,
-CN, -N(Rj);, -NR3SO;R;, -NR3;CHO, -NR;CORj;, -OC(O)R;, -OC(O)N(Rj3),, -
OP(O)(OH), u —OC(O)OR3, tme R; B KaxkaoM cllydyae BBIOpAaH HW3 BOAOPOJA W

JUHENHOTO, Pa3BETBIEHHOTO WIIH HUKINYECKOTO C; calIKuUIIa;

R, mnpeacraBmieT coO0N MOHO- WIH JW3AMEINEHWE H BHIOpAH W3 TPYIIIHL,
Brirouarome —Ry;, -OR;;, ramoren, -Cigranorenankui, -OC; granorenankuni, -CN, -
N(Rj1)2, -NR;;SO3R;y;, -NRjjCHO, -NR;;COR;;, -OC(O)Rp;, -OC(O)N(Ri1),,

OP(O)(OH), m —OC(O)OR;;, rae R;; B kaxaoM ciydae BBIOpaH W3 BOJOpPOJA H

JUHEWHOTO, PA3BETBICHHOTO WU IUKIHUECKOT0 C1 ¢alIKHIIA;

Ry BoIOpan u3 Bomoponma, -Cisamkmna, -C;gmuknoankmima, -OCisankuma, -Cp.

sTaJIOTeHAJIKHIIA, TAJIOTEHA;
L BeIOpaH u3 THHEWHOTO WK pa3BeTBIIEHHOTO C 7aKHIA;
R; 1 Rg OTCYTCTBYIOT HITH HE3aBHCHMO BHIOpaHKI U3 Bogopoaa u Ci_salikua;

Ry u Ry He3aBUCHUMO BBIOPAHBI W3 BOJOPOJA WIIH JIMHEWHOTO, PA3BETBICHHOTO WITH
muKImIeckoro Ciypankuna uimn CiprajJoreHaNKuna, HeoOsI3aTENbHO MPEPHIBAEMOTO
OJTHAM HJTH OOJIee PaJMKAIAMH, He3aBUCUMO BbIOpaHHBIMH U3 —O-, -NRs-, -S-, -SO-, -

S(0,)-, -CRs=CRs-, -C=C-, -NRsCO-, -NRsCO-, -NRsCONRs-, NRsC(O)O- u -
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OC(0)0O-; rae Rs B kax0M ciydyae BBIOPAH W3 TPYIIHI, BKIFOYAOIICH BOJOPO WU

JUHEWHBIN, Pa3BETBICHHBIN WM HUKIHUYEeCKUU C | ¢aJIKUT,;

i Ry 1 Ry BMecTe ¢ aTOMOM a30Ta, K KOTOPOMY OHH TIPUCOETUHEHBI, 00pa3yioT 4-7-
YJICHHOE KOJIBIIO, HEOOSA3aTEIIbHO coaeprkamniee 1-2 JOTIOJHUTENBHBIX TeTePOoaTOMa,
BBIOPDAHHBIX W3 AaTOMOB KHCJIOPOJA, a30Ta W CEPhl, M TIPH DITOM KOJIBIIO
HE00s3aTEIIFHO 3aMEMICHO OJHOM WM O0Jiee TPYIIaMy, BRIOPAHHBIMH U3 TAJIOTEHA, -
ORg, -N(Rg), u Rg, rme Rg B kakmom ciydae BbIOpaH W3 TPYMIIBI, BKIFOYAOLICH
BOJOPO/JI, IMHEHHBIN, PA3BETBICHHBIA WA IUKIHYECKUH C1.,0alKWI, HEOOA3aTEIbHO
MPEPhIBAEMBIA OJTHHM WM OOJIee paJuKalaMH, HE3aBUCUMO BBIOpaHHBIMU u3 —O-, -
NRs-, -S-, -SO-, -S(0),-, -CRs=CRs-, -C=C-, -NRsCO-, -CONRjs-, -NRsCONRGs-,
NRsC(0O)O- u -OC(0)0O-;

R¢ HeoOsA3aTeTPHO JOMOTHUTEIBHO 3aMEINEH OAHOW WM Oojiee TpPyTIaMH,
BBIOPAHHBIMH W3 TPYMIbL, BKmouaromen ramoreH, -ORp), -N(Rj;), u “COORy,, -
CON(Ry3), mmu —CON(R1,)OH; tae Ry, B kakmom ciayyae BBIOpAH M3 BOJOPOJA HITH

JMHENHOTO, Pa3BETBIEHHOTO WIIH HUKINYECKOTO C; calKuIIa;
== NPEACTABJISAET COOOH TBOMHYIO HITH TPOMHYIO CBS3b;

Ry; BBIOpan w3 rpymmel, BKmouatomed —Ryy, -ORyy, ramoren, -C;¢raloreHaiKuI, -
OC1_6FaHOFCHaHKI/IJ'I, -CN, -N(R14)2, -NR14802R14, -NR14CHO, -NR14COR14, -
OC(O)RM, -OC(O)N(RM)z, -OP(O)(OH)2 u —OC(O)ORM, rac R14 B KaXKJIOM ClIy4dac

BBIOpAH W3 BOAOPO/IA U JIMHEHHOTO, Pa3BETBICHHOTO HITH IUKIHYeCKOTO C) ¢alIKHIIa; U
X Bo1Opan u3 NH, cepsl 1 KuCI0poa;

MPU yCIOBHH, 4TO ecii Rj; mpeacrtaBimsieT coOou Bomopona, Ry u R, mpeacrasmsaroT
cO00M MOHO3aMEIIEHHE W TPEACTABISIIOT COOOM THAPOKCHIBHYIO Tpymmy, W R;

HaxoauTcsa B monoskeHuH 4 konpna C, To R; He HAXOTUTCS B MOJNOKEHHH 8 KOJIbIIA A.

R; MokeTr mpeacTaBiATh COOOM MOHO- WM AW3aMemeHWe TpH Koibie A. B Tex
cnydasx, Korma R; mpenctaBiusieT coOOW AW3aMEINEHHE, BE TPYINIBI BBHIOPAHBI

HC3aBUCUMO ApPYyTr OT Apyra U MOTYT OBITH OAVWHAKOBBIMH HWIJIHM PAa3HBIMH. B OJHOM
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BAPHAHTE OCYHIECTBICHUA B HACTOALIEM H300PETEHHWH TMPEICTABIECHO COEIUHECHHE
dopmynst I, tme R; BeiOpan u3 -ORj3, -OC(O)R;, -OC(O)N(R3), m “OC(O)OR;. B
apyroM BapuaHte ocymiecTBienns R; Beiopan w3 OH, OR; mwimu -OC(O)R;. B npyrom
Bapuante ocymectBieHus R; BeiOpan u3 -N(Rj3);, -NR;SO,R;, -NR;CHO u -
NR;3;CORs.

R, mMoxker mpeactaBmaATh cOOOW MOHO- Wiu au3amenieHue mpu kombile C. B tex
cnyvasx, kKorma R, mpencraBiasieT coOOW AW3aMEIECHHE, BE TPYIIBI BBHIOPAHBI
HE3aBUCUMO APYT OT JIPyra ¥ MOTYT ObITh OJUHAKOBBIMH WM PasHbIMU. B apyrom
BApUAHTE OCYMIECTBICHUS B HACTOAIEM H300PETECHHH TPEICTABICHO COEIUHEHUE
dopmyst I, tne R, BeiOpan uz —ORy;, -OC(O)Ry;, -OC(O)N(R;;), u —OC(O)OR;;. B
APYTOM BapuaHTe ocymecTsiaeHus R, BeiOpan u3z OR;; u -OC(O)Ry;.

B npyrom BapuaHTEe OCYINECTBIIEHHS B HACTOSIIEM HW300PETECHHH TPEACTABICHO
coequaenue popmynsl I, rae R, BeiOpan u3 -N(Ry;),, -NR;1SO,R;4, -NRj;CHO u —
NR11COR11.

B npyrom BapuaHTEe OCYIIECTBIIEHHS B HACTOSIIEM HW300PETECHHH TPEACTABICHO

coemuuenue ¢opmynsl I, rae Ry, BeiOpan u3 -Cy_sankuna uimu -C;_srajoreHaaKuia.

B npyrom BapuaHTEe OCYIIECTBIIEHHS B HACTOSIIEM HW300PETECHHH TPEACTABICHO

coeauaenune Gopmysl [, rme Ry u R, mpeacTaBmsator co60# THAPOKCHIBHYIO TPYTIITY .

B HactosmeM W300peTEeHHMH MPEANONAracTCs HCKIIOYEHHE COCAHMHECHHH, e MpH
YCJIOBHH, 4TO eciii Rj3 mpeacraBmseTr codolt Bomopoa, Ry u R, mpencrasmstor coboi
MOHO3aMENIEHHUE W TIPEJACTABIIIIOT COOOW THAPOKCHIIbHYIO TpyIty, U R, HaxoauTcs B

nonokeHuH 4 xkonpa C, To R| He HAXOAUTCS B TOJIOKEHHH 8 KOJIbIIA A.

B npyrom BapuaHTe OCYINECTBIIEHHS B HACTOSIIEM HW300PETECHHH TIPEACTABICHO
coequaenne ¢opmynsl I, rme L BbiOpaH w3 nMHEWHOTO WM pa3BeTBICHHOTO Ci.

4AJIKHIIA.
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B nmpyroMm BapuaHTe OCYINECTBIICHHS B HACTOSIIEM H300PETCHHH TMPEACTABICHO
coemuuenue popmyns I, rae Ry mpeacrasmser codoit -Cosamkun. B mpyrom Bapuante

ocymecTBieHus Ry mpeacrasnser coO0M METHIL.

B npyrom BapuaHTe OCYINECTBIIEHHS B HACTOSINEM HW300PETEHHHM TPEACTABICHO

coeauHeHue GopmyIsl I, Te == npeacrasiseT cOOOH TBOWHYIO CBSI3b.

B npyrom BapuaHTe OCYINECTBIEHHS B HACTOSINEM HW300PETEHHHM TMPEACTABICHO

coenunenue ¢opmynsl I, rie R, u Rg mpencrasnsator coboit BoAOpo.

B onxHOM BapuaHTe OCYIIECTBIEHHSA HACTOSIIET0 HM300PETEHUA TPEACTABICHO
coemuHenre ¢opmynsl I, tme Ry uw Rjy He3aBuCHMO BBIOpaHBI W3 TPYIIIHL,
BKJTFOYAIOTIEH BOJOPO W JTUHEHHBIN, Pa3BETBICHHBIN WITH LUKIHIECKHUH C1_50alTKHIT
unmn  Cp.raJloOTEHAIKWII, HEOOSA3aTENbHO TMPEPHIBACMBIM  OJHUM WM Oolee
paauKagamMH, He3aBHCHMO BBIOpaHHBIMH U3 —O-, -NRs-, -S-, -SO-, -S(0O,)-, -CRs=CR;-
, -C=C-, -NRsCO-, -NRsCO-, -NR5sCONRs-, NRsC(O)O- u -OC(O)O-; rne Rs B
KOKIOM Cjy4ae BBIOPaH W3 TPYNIbBI, BKIIOYAIOMICH BOJOPOJ WM JTHHEWHBIM,
pa3BETBIEHHBIH WU  IUkIWdeckud  Ciqankuin.  BelpakeHue — «JTMHEWHBIH,
Pa3BETBJICHHBIA WM IMKIHYECKUH C)0alKWiD» BKIIOYAET B CEOS TPYINIBL, TAC
alKWIpHAas1 Tpynma ¢ JMHEWHOM WIM  PAa3BETBICHHOM ILEMBIO  3aMEIICHA
IUKJIOATKHIIBHBIM KOJIBIIOM C OOIIMM KOJIMYECTBOM aTOMOB YTJIEPOJA B LETH AJKHIIA
W LUKIOAIKUIBHOM KOJIbLIE, KOTOPOE PAaBHAETCA WM cocTaBisieTr MeHee 20.
Hanpumep, oHo oTHOCHTCA K rpynmaM, mogo0HbM Oe3 orpanudeHus Ci.joankun-Cs.

sIKIoaKmy. Ry 1 Ry MOTY T mpepbIBaThcs O1HH WK 00JIee Pa3 TAKOH JK€ TPYTIIOH.

3ameimenusa Ry u Ry BMecTe ¢ aToOMOM a30Ta, K KOTOPOMY OHHM HMPUCOEAUHEHBI, MOTYT
00pa3oBbIBaTh 4-7-4JIeHHOE KOJIBIIO, HEOOA3aTeNbHO coaepxkamee ot 1 mo 2
JOTIOTHUTENTFHBIX T€TEPOATOMOB, BRIOPAHHBIX U3 aTOMOB KHCIIOPO/IA, A30Ta HITH CEPHI.

[TpuMeps! TaKKUX KOJEL BKIFOYAIOT B C€0s 0€3 OTpaHHIECHUA
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B npyrom Bapmante ocymectBieHus Ry u Rjp BMecTe ¢ aToMOM a30Ta, K KOTOPOMY
OHHU TIPUCOEIMHEHBI, 00Pa3yIOT 5-6-4lIeHHOE KOJBIO, HEOOA3aTeNbHO cojaeprkamiee 1
JOTIOJTHUTENIbHBIA TE€TEPOaTOM, BHIOPAHHBIM M3 aTOMOB KHCIIOPOJa, a30Ta U cephl. B
TexX ciayvasx, korma R¢ m Rjy Bmecte ¢ aromMoMm asora, K KOTOPpOMY OHH
MPHUCOEIUHEHBI, 00Pa3yIOT KOJBLO, KONBIO MOXKET OBITh JOTIOTHHUTEIBHO 3aMEIICHO
Re, , tme Ry mpeacraBmsier coOo#l NHHEWHBIH WM pa3BeTBICHHBIA C;_jsalIKuI,
HEOOA3aTEIbHO TPEPBIBAEMBIA OXHMM MM OoOllee paJWKaTaMH, HE3aBUCHUMO
BoiOpanHbIMH  H3 —O-, -NRs-, -S- mm —-CRs=CRs-. B apyrom Bapuante
OCymecTBICHU R MOXKET OBITh [IOMONHUTENBHO 3aMEIEH OJHOM wiau Oolee
rpynmaMu, BHIOPaHHBIMH W3 Tpymmbl, BKmoyaromed ranoreH, -ORs, -N(Rs), u —

COORs, -CON(R5)2 Hiim —CON(Rs)OH

B npyrom Bapmante ocymectsieHus Ry npencrasiser cobol Bogopox wim Cj3aIKu,
u Rjy BBIOpaH W3 JUHEHWHOTO WM pa3BeTBICHHOTO Ci.1sallkMia, HEOOA3aTeIHHO
MPEPBIBAEMOTO OJHHUM WIIH OOJiee paauKanamu, BeIOpaHHbBIMH u3 —O-, -NRs-, -S- u —

CR5:CR5-.

B nmpyrom BapuaHTe OCYINECTBIICHHS B HACTOSIIEM H300PETCHHH TPEACTABICHO
coemuuenue Gopmyner I, rae Ri; BeiOpaH w3 rpymnmsl, Brimouaromed —Riy, -ORyy,
ranoreH, -Cigramorenankui, -OC;¢ramoreHankmin, -CN, -N(Ry),, -NR34SORyy, -
NR4CHO, -NR;4,CORy4, -OC(O)Ry4, -OC(O)N(R14),, -OP(O)(OH), u —OC(O)OR 4,
rae Ryy B Kaka0oM ciyuyae BbIOpaH M3 BOJOPOJAA M JIMHCHHOTO, Pa3BETBICHHOTO HITH
mukueckoro Cigankuna. B mpyroM BapuaHTe OCymecTBICHHsA R;; mpeacTaBiser
co0O¥ Tpymiy, BBIOPaHHYIO W3 BOAOpoda, ramoreHa, -CjgramoreHankwna u -Cj.

cAJTKHIIA.

B npyrom BapuaHTe OCYINECTBIIEHHS B HACTOSIIEM HW300PETECHHH TPEACTABICHO

coemuuenue Gopmynsl [, rae X mpencrapnset co6oit NH.
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B npyrom BapuaHTe OCYINECTBIIEHHS B HACTOSIIEM HW300PETECHHH TIPEACTABICHO

coemuHeHue popmysl la,

/Rs

R1 il
Dopmyna la

rae Ry, Ry, Ry, Ry, Ryg, Ry3 1 L mpeacTasnsiroT co00# rpymniibl, onpeieICHHbIE BhITIIE.

5 B pgpyrom BapHaHTe OCYHIECTBICHHS B HACTOSINEM H300PETEHHH NPEACTABICHO

coeauHeHue Gopmyisi Ib,

dopmynalb Ry TRy

rae Ry, Ry, Ry, Ry, Ryg, Ry3 1 L mpeacTaBisiroT co00# rpymimbl, OnpeIe/ICHHBIE BhITIIE.

B npyrom BapuaHTe OCYIIECTBIIEHHS B HACTOSIIEM HW300PETECHHH TIPEACTABICHO

10  coemuHeHue Gpopmysl Ic,

Mopmyna lc Rs  Ru

rae Ry, Ry, Ry, Ry, Ryg, Ry3 1 L mpeacTasisiroT co00# rpymimbl, onpe1eJICHHbIE BhITIIE.
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B npeanmouTuTeIbHOM BapHAHTE OCYLIECTBICHHS HACTOSALINM  H300pETEHHEM

NpeaycMOTpeHo coeauHeHue hopmysl 1d,

OH

Rys
HO 4 VA
| b —|—CR)==CR)—L—N
L

R
Dopmyna Id

rae Ry, Ry, Rg, Ry, Ry, Ry3, X u L mpencrasnsator cobo rpynmbl, Omnpeae/ieHHbIE

5 BBIIIIE.

B apyrom mpeamodTHTENTsHOM BapHaHTE OCYINECTBICHHS HACTOSIIUM H300pETCHHUEM

NpeyCMOTpPEHO coequHeHue hopmy sl le,

R
X4 Ry
| b —|—CR)=CR)—L—N
P4

Dopmyna le

Rm

rae Ry, Ry, Rg, Ro, Ryp, Ry3, X m L mpencraBnstor coOo¥ rpynmsl, Onpeac/ieHHbIC

10 BBIIIIC.

B nmpyrom mpeamodTHTETFHOM BapHAHTE OCYMIECTBIICHUS HACTOSIIMM H300pPETEHHUEM
npeaycMoTpeHsl coeauHeHust popmyn I, Ia, Ib, Ic, Id u le, rae 3amenienue npu KoIbIE

D maxoauTcs B IOIOKEHHUH 4.

B npyrom BapmanTe ocymiecTBieHHs coemuHeHus ¢opmyn la mwm Ib moryT ObITh

15  moiydYeHsI MyTeM, OTOOPaKEHHBIM Ha ClieAyIomeH cxeme 1.
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Cxema 1

Coenunenue (1) MOXKET OBITH TOyYEHO C MIOMOIIBIO CITOCOOOB, ONMCAHHBIX B YPOBHE
TEXHUKH, HalpuMep B ONyOJMKOBAHHOW 3asBKe Ha Bblgady mnareHta CIIIA
Ne 20140107095A1, u ux oueBuaHbX Mogudukammid. CrenmanucTaM B JaHHOU
001acTH XOPOIIO W3BECTHO, YTO TPH YCIIOBHH, YTO €CITH TPYIIIBI 3aMecTUTENeH R u
R, BBIOpaHBI W3 TPYMIBI, KOTOPas MOMKET MPEMATCTBOBATH OOMIEMY XOAY CXEMBI
PEaKIHK, TO TPYIITBI MOTYT OBITh 3AIIHINEHBI TIOIXOAANICH 3aIUTHONW TPYIIIOH, TAKOK
Kak mpeacTaBiieHHas B mocooun Greene’s Protective Groups in Organic Chemistry by
Peter G. M. Wuts and Theodora W Greene, 4th edition, omyomukoBaraoM Wiley

Interscience.

Coenurenue (3) MOKET OBITh MOJyYEHO My TEM OCYINECTBJICHHUS PEAKIIUN COCTHHCHHS
(1) (rme B Y NpPHUCYTCTBYET TAJOT€HHI) CO CHHUPTOM (2) MOCPEACTBOM PpEaKIHH
Conoramupsl B IPUCYTCTBUH TOIXOSIIEro KaTamuzaropa, Hanpumep Pd(PPh;),Cl, u
Cul. CrimpToBas rpynma coeauaeHus (3) MOKET OBITh IPe0Opa30BaHa B TIOIXOIAIIYFO
yxomsamyro rpymmy (LG), takyro kak —OMs, -Cl, -Br, -1, -OTs, -OT{, ¢ monyuenuem
coemuuenus (4). B HexoTOphIX BapwaHTax ocymecTtsiaeHus, rae LG- mpeacraBiseT
coboit —OMs, coenuHenue (4) MOKET OBITh MMPEOOPA30BAHO B COETMHEHUE (POPMYIIBI
(5) myTem OCyImEeCTBIIEHHS PEAKUWH C TOAXOMAIINM AMHHOM. Y JaJieHHE 3aIMUTHOU
TPYMIBI ¢ coenuHeHus (5) MpUBEIET K MOMyueHHIo coeaurenus la. Boccranosnenne

coemuHeHust GopmyIiel (5) ¢ TOMOIIBIO BOCCTAHABIUBAONIETO CPEJACTBA, TAKOTO KaK
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KatanuzaTtop JluHamapa, ¢ MOCHEAYIOUIMM YAAJEHHEM 3allUTHOM TPYMIBl MOXKET

obecnieunTh oy4YeHue coequHerus popmyis (Ib).

B HEKOTOpHIX BapuaHTaX OCYHIECTBIECHHS COeTUHEHHS (opMyIlsl Ic MOTyT OBITH

MOJTYYEHBI, KaK ONHCAHO Ha CICAYIOMEN cXeMe 2.

"
OH

Cxema 2

Coenunenue (3) MOKET OBITh BOCCTAHOBJICHO C TOMOIIBIO BOCCTAHABIIMBAIOIIIETO
cpencTsa, Takoro kak amromoruapun autas (LAH), B moaxoasimeM pacTBOPUTENE 0
coemuHeHus (6). CIUPTOBYIO TPYIITy COeTUHEHUS (6) TOTMOTHHTEITFHO MPEeoOPas3yIoT B
MOIXOMAINYI0 yXoasamnryro rpymnmy, Hanpumep —OMs, -Cl, -Br, -I, -OTs, -OTf, ¢
nonyueHueM coenuHeHus (7). B HekoTOpwsIx BapmaHTax ocymectBieHHs, rae LG-
npeacrapnsger coboir —OMs, coemunenue (7) MOKeT OBITh NPEOOPA30BAHO B
coemuuenue hopmysl (Ic) myTeM OCYIMECTBICHHS PEAKITUH C TIOIXOAIIHM aMHUHOM C

MOCJEAYOMINM YIaJIEHUEM 3aIIUTHOM TPYTITIBL

B kauecTBe ampTepHaTHBBI, coeauHeHHE (opmyIisl Ib Takke MOKET OBITH TIOYYEHO,

KaK U3JI0’KEHO Ha CIIEAYOMEH cxeme 3.
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Cxema 3

Coenmunenue (1) (rme B Y IPUCYTCTBYET TAIOT€HHI) MOXKET BCTYIATh B PEAKIHIO C
anKUHOM (8) B TPUCYTCTBHU MOAXOAAINETO Karanu3aropa, Hanpumep Pd(PPhs),Cl;, u
Cul (peakumst CoHoramupbl), ¢ mony4YeHHeM coeamHeHus (9). 3arem ero
BOCCTaHABIUBAOT 10 coeamHeHus (10) ¢ mpuMeHeHWeMm KaTtanmmsaropa JImHmmapa.
Coenunenue (10) mokeT ObITh TIpeoOpa3oBaHo B aMuH (11), KOTOPBIM 3aT€M MOXKET
ObITh TIPe0Opa3oBaH B coequHeHue Gopmyisl Ib pu NOAXOIAIMKX YCIOBHAX PEAKIIHH,

KOTOPBIC MOT'YT BKIIFOYAaTh CTAAHUIO Y AAJICHHUA SaH[HTHOﬁ T'pyIIiblL.

3amectutemn Ry m R, Hamneskamum o0Opa3oM 3alIMINAIOT TOIXOISIIAMH 3aIIHTHRIMA
rpynmnamMu Tepes TeM, Kak MPUCTYIHTh K XUMHUYECKHM TPEBPAINEHUSIM B CiIyvae,

KOTIa 3TO HEOOXOIUMO.

B xauecTBe anbTEpPHATUBBL, COCAUHEHUS, ONTMCAHHBIE B HACTOSIIEM JOKYMEHTE, TAKXKE
MOTYT OBITH TIOJTyY€HBI TIOCPEACTBOM PEAKIMH X€Ka, PEaKIuu coueTanuss CTUIUIa Win

Cy3yku, Kak ioka3zaHo Ha cxeme 4 (e M mpeactaBisieT cOO0H BOIOPO, -Sn(aJIKuII);,

-Cl, -Br, -I wmm -OTY).
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Cxema 4

B Tabnune 1 npeacraBiaeHsl HECKOIBKO MIUTFOCTPATUBHBIX COETUHEHUN (hopMy bl .

Tabmuua 1
R,
4
5
Ris R,
—C(R,)==C(R,)—L—N
Rio
Gopmyna |
Ne | Ry R, Ry X —ORI=CR—| L R, | _ R
3 \Rm
1. |-7-0H [-3-OH CH; [-O- [-(2) -CH,- |H |-NHCH;
CH=CH-
2. |-7-0H [-3-OH CH; [-O- [-(2) -CH,- |H |-N(CHs),
CH=CH-
3. -7-OH -3-OH -CH3 -O- -(Z) -CH2- H -NH(H-C 12H25)
CH=CH-
4. -7-OH -3-OH -CH3 -O- -(E) -CH2- H -NH(H-C12H25)
CH=CH-
5.1-70H |-3-OH CH; |-O- |- -CH,- |H
CH=CH- \”M
6. |-7-OH |-3-OH CH; |-O0- [-(2) -CH,- |H |-NH(CH,),N(CHs),
CH=CH-
7.|-7-O0H | -3-OH -CH; |-0- [-2) -CH,- |H |-
CH=CH- NH(CHz)QS(CH2)3CF2
CF;
8. [-7-O0H |-3-OH -CH; |-0- [-(B) -CH,- |H |-
CH=CH- NH(CHz)gs(CH2)3CF2
CF;




WO 2017/072792 17 PCT/IN2016/050364

9. | -7-OH -3-OH -CH; | -O- -(Z2) -CH;- |H | —
CH=CH-
CH,
10.| -7-OH -3-OH -CH; | -O- -(E) -CH,- |H _NQ
CH=CH-
CH,
11.| -7-OH -3-OH -CH; | -O- -(Z2) -CH,- |H _N< >
CH=CH-
12.| -7-OH -3-OH -CH; | -O- -(E) -CH,- |H _N< >
CH=CH-
13.| -7-OH -3-OH -CH; | -O- -(Z2) -CH,- |H 7/~ \
CH=CH- AN
14.| -7-OH -3-OH -CH; | -O- -(Z2) -CH,- |H /~\
CH=CH- AN AR
15.| -7-OH -3-OH -CH; | -O- -(E) -CH,- |H _N/ \N_CH
CH=CH- __/ ’
16.| -7-OH -3-OH -CH; | -O- -(2) -CH,- |H SN
CH=CH- —N
17.| -7-OH -3-OH -CH; | -O- -(2) -CH,- |H _N/_\N ~_-OH
CH=CH- __/
18.| -7-OH -3-OH -CH; | -O- -(2) -CH,- |H _N/ \N ANk
CH=CH- __/ e
19| -7- -3- -CH; | -O- -(2) -CH,- |H | —\
OC(=0)- | OC(=0)- CH=CH-
Tper-Bu | Tper-Bu o
20.| -7-OCH; | -3-OCHj; -CH; | -O- -(Z2) -CH,- |H | —\
CH=CH-
CH,
21| -7-OH -3-OH -CH; | -O- -C=cC- -CH,- |H |-NHCH;
22 -7-OH -3-OH -CH3 -O- -C EC‘ -CH2- H -NH(H-C12H25)
23| -7-OH -3-OH -CH; | -O- -C=—C- -CH,- |H
~N M
H
24| -7-OH -3-OH -CH; | -O- -C=—C- -CH,- |H _NQ
CH,
25| -7-OH -3-OH -CH; | -O- -C=¢cC- -CH,- |H _N\/:>
26.| -7-OH -3-OH -CH; | -O- -C=cC- -CH,- |H N/_\
— N—CH
__/ ’
27| -7-OH -3-OH -CH; | -O- -C=C¢C- - H _N/_\N_CH
(CHy), / ’
28.| -7-OH -3-OCHj3 -CH; | -O- -(Z2) -CH;- |H | —
CH=CH-

29| -7-0H | -3-OH CH; |-O0- |- CH,- |H
CH=CH- - G
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30| -7-OH | -3-OH CH; |-O- |-(B) CH- |H _”O
CH=CH-

31| -7-OH | -3-OH CH; |-0- |-(2) CH- |H PP
CH=CH- -7

32| -7-0H | -3-OH CH; |-O- |-(B) CH- |H e~
CH=CH- -7

33| -7-0H | -3-OH CH; |-O- |-(B) CH- [H | _
CH=CH- \_

34| 7-OH | -3-OH CH; |-0- |-(2) CH- |H | _
CH=CH- NQ_

35 -7-OH -3-OH -CH3 -O- -(E) -CH2- H -NH(H-C9H19)
CH=CH-

36| -7-OH | -3-OH CH; |-O- |-(B) CH- |H | _
CH=CH- (-

37| -7-0H | -3-OH CH; |-O0- |-@2) CH,- |H |-NH(#-CoHyy)
CH=CH-

38| -7-OH | -3-OH CH, |-O- |-@2) CH,- |H |-NH(CH,);CH,F
CH=CH-

39| -7-0H | -3-OH CH, |-O- |~(E) “CH,- |H | -NH(CH,):CH,F
CH=CH-

40| -7-OH | -3-OH CH, |-O- |-@2) : H
CH=CH- | CH(C — G

H;)-

41]-7-0H | -3-OH CH; |-O- |-(B) CH,- |H |-NH(CH,),CH,F
CH=CH-

42]-7-0H | -3-OH CH; |-O- |-c=c- |-CH,- |H |-NH(CH,)sCH,F

43| -7-0H | -3-OH CH; |-0- |-(2) “CH,- |H |-NH(CH,),CH,F
CH=CH-

44] -7-OH | -3-OH CH; |-O- |-(B) "CH,- |H |-NH(CH,)sCHF,
CH=CH-

45| 7-0H | -3-OH CH; |-O- |-(B) CH,- |H | -N(CH;)(CH,)sCH,F
CH=CH-

46| -7-OH | -3-OH CH; |-0- |-(2) CH,- |H |-NH(CH,):CHF,
CH=CH-

47/-7-O0H | -3-OCH; |-CH; |-O- |-(E) CH,- |H |-NH(CH,);CH,F
CH=CH-

48] -7-OH | -3-OH CH; |-0- |-(2) CH,- |H | -N(CH;)(CH,)sCH,F
CH=CH-

49| -7-OH | -3-OH CH; |-O- |-(B) CH,- |H |-NH(CH,);CH,F
CH=CH-

50| -7-OH | -3-OH CH; |-0- |-(2) CH,- |H |-NH(CH,);CH,F
CH=CH-

51| -7-OH | -3-OH CH; |-O- |-c=c- |-CH- |H |-NH(CH,);CH,F

52| -7-OH | -3-OH CH; |-O- |-c=c- |-CH,- |H |-NH(CH,),CH;F

53|-7-OH | -3-OH CH; |-O- |-C=c- |-CHy- |H |-NCHy(CHy)F

54| 7-OH | -3-OH CH; |-O- |-c=c- |-CH,- |H |-NH(CH,)CHF,
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55.| -7-OH -3-OH -CH; |-0- |-(2) -CHy- |H | —y
CH=CH- i
56.| -7-OH -3-OH -CH; |-O- |-C=c- |-CH,- |H | —y
.
!
57.| -7-OH -3-OH -CH; |-0- |-(2) -CH,- |H | —,
CH=CH- .
,
58.| -7-OH -3-OH -CH; |-O- |-(E) -CH,- |H | —,
CH=CH- .
!
59.| -7-OH -3-OH -CH; |-O- |-(E) -CHy- |H | —y
CH=CH- i
60.| -7-OH -3-OH -CH; |-O- |-(E) -CHy- |[H | —y
CH=CH- o
61| -7-OH -3-OH -CH; |-O- |-C=cC- |-CHy- |H | oy
62.| -7-OH -3-OH -CH; |-0- |-(2) -CHy- |H | oy
CH=CH-
63.| -7-OH -3-OH -CH; |-O- |-(E) -CHy- |H | -y ™"
CH=CH-
64.| -7-OH -3-OH -CH; |-O- |-C=c- |-CH,- |H _Nq/
.
65.| -7-OH -3-OH -CH; |-O- |-(E) -CH,- |H | —y
CH=CH- N
66.| -7-OH -3-OH -CH; |-0- |-(2) -CH,- |H | —y
CH=CH- N
67.| -7-OH -3-OH -CH; |-0- |-(2) -CH,- |H | —y
CH=CH- .
68.| -7- -3- -CH; |-O- |-(E) -CH,- |H |-NH(CH,)oF
OC(=0)- | OC(=0)- CH=CH-
Tper-Bu | Tper-Bu
69| -7-OH -3-OH -CH; -O- -C=—=C- -CH;- H -N(CH3)(CH2)9CHF2
70.| -7-OH -3-OH -CH; |-O- |-(B) -CH,- |H |-N(CH;)(CH;)sCHF,
CH=CH-
71| -7-OH -3-OH -CH; |-O- |-(2) -CH,- |H |-N(CHs)(CH;)sCHF,
CH=CH-
72.| -7-OH -3-OH -CH; |-0- |-(2) -CHy- |H | —y
CH=CH- o
73.| -7- -3- -CH; |-0- |-(2) -CH,- |H | —y
C(=0)C | OC(=0)C CH=CH-
H3 H3 CH,
74 -7- -3- -CH; |-O- |-(E) -CH,- |H |-NH(CH,)oF
OC(=0) | OC(=0)C CH=CH-
CH; H;
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75.| -7-OH -3-OH -CH; -O- -(Z2) -CH,- |H —N
CH=CH-
CH, 4
76.| -7-OH -3-OH -CH; -O- -(Z2) -CH,- |H _NQ
CH=CH-
CH, *
77, -7-OH -3-OH -CH; -O- -(2) -CH,- |H (\N/CHs
CH=CH- _N 4
78.| -7-OH -3-OH -CH; -O- -(Z2) -CH,- |H N—CHs
CH=CH- /O %
79| -7-OH -3-OH -CH; -O- -(E) -CH,- |H |-NH(CH;)sCH,F #
CH=CH-
80.| -7-OH -3-OH -CH; -O- -(E) -CH,- |H |-NH(CH;)sCH,F *
CH=CH-
81.| -7-OH -3-OH,-5- | -CH; -O- -(Z2) -CH,- |H —N
F CH=CH-
CH,
82.| -7-OH -3-OH,-5- | -CHj; -O- -(2) -CH,- |H (\N/CHs
F CH=CH- _N
83.| -7-OH -3-F,-5-F -CH; -O- -(2) -CH,- |H n—CHs
CH=CH- /O
84.| -7-OH -3-OH -CH; -O- -(E) -CH,- |H NSO
CH=CH- A
85.| -7-OH -3-OH -CH; -O- -(Z2) -CH,- |H \?1/\/0\/\0’\/0\
CH=CH- CH,
86.| -7-OH -3-OH -CH; -O- -(Z2) -CH,- | 2- _NG
CH=CH- F
87.| -7-OH -3-OH -CH; -O- -C=C¢C- -CH,- | 2- _NG
F
88.| -7- -3-OCH,F | -CHj3 -O- -C=C¢C- -CH,- |H _N<:|
OCH,F

* m3omep A; # m3omep B

Hactosmee wm3o0peTeHune mamee moApoOHO NPOWLUTFOCTPHUPOBAHO CO CCBUIKOM Ha
creayromue mpuMepsl. JKematenpHO, YTOOBI MPUMEPHI PACCMATPUBAIHMCH BO BCEX
OTHOINEHHUAX B KAYECTBE WIUTFOCTPATUBHBIX M HE MPEIHAHAYAIIUCH JUISI OTPAHHUYCHUS

00bEMa 3aABIIEHHOTO W300PETEHHA.
[MTPUMEPBI
OO0wmii cnoco6 noJryyeHust

COCI[I/IHGHI/I?I, OMHUCAaHHBIC B HACTOAIMCM AJOKYMCHTC, B TOM YHCIC COCAWUHCHHA

dbopmynbl [, MOTYT OBITH TIOJYYEHBI TIOCPEACTBOM CXEM PEAKIHH, OTOOPAKEHHBIX HA




10

15

20

WO 2017/072792 21 PCT/IN2016/050364

cxemax 1, 2, 3 u 4. Kpome TOro, B CleIyrOmMX NPUMEPAX, TIE YHOMHHAKOTCA
KOHKPETHBIE KHCIIOTBI, OCHOBAHUS, PEATCHTHI, CBA3YIOIINE CPEACTBA, PACTBOPUTEIN U
T. I, TPEANoyiaracTcs, 4TO JAPYTrHe NOAXOJSANIME KHUCIIOTHI, OCHOBAHUA, PEArcHTBHI,
CBA3YIOIIME CPEACTBA U T. . MOTYT MPUMEHATHCA U BKIIOUEHBI B 00BEM HACTOAIIETO
nzo0pereHusa.  M3MeHeHHMA  yCIOBHHM  peakuMi, HampuMep  TEMIEpPaTypHl,
MPOAOIDKUTENIFHOCTH PEAKIMH WM HMX KOMOWHAIIMHM, TMPEIyCMOTPEHBI KaK 4YacTh
HacTosmero u3oopereHus. CoenTMHEHHs, TONYyYEHHbIE MOCPEACTBOM IPUMEHEHHUA
o0miel CXeMbl PEAKIMH, MOTYT OBITh HEIOCTATOYHOM YHUCTOTHL. OTH COEIMHEHUS
MOTYT OBITh OYMLICHBI C TMOMOINBIO JIOOOTO M3 CHOCOOOB OYHMCTKH OPTaHUYECKHX
COCMHEHUN, HW3BECTHBIX M3 YPOBHA TEXHHMKH, HAIPUMEP KPHUCTAUIM3ALUU WU
KOJIOHOYHOM XpoMaTorpaguu ¢ CHJIMKAarejleM MWIM OKCHIOM aJIOMUHHS C
NPUMEHEHUEM PAa3HBIX PACTBOPUTENEH B MOJXOIIUX COOTHOLICHMAX. 2-(4-
HNonbenun)-4-mMeTH-6-(Te TparuApONHpPaH-2-UIOKCH)-3-[ 3-(TeTparuaponupan-2-

nnokcu)perun |-2H-XxpoMeH ToIy4arT croco00oM, MOJTOOHBIM CTIOCO0Y, OMTUCAHHOMY

B OIyOJIMKOBAHHOM 3asBKe Ha Beigady mareHta CIIIA Ne 20140107095A1.
Cnoco6-A

IHoayuyenue 3-(3-ruapoxcudenn)-4-merunii-2-|4-(3-nunepuaun-1-ua-npon-1-

uana))benual-2H-xpomeHn-6-o1a (coenuaenust Ne 25)

2.,
S

HO.
‘ AN
)

Cranus I: 3-(4-{4-meTUN-6-(TeTparuaAponupaH-2-uiokcu)-3-|3-

(TeTparuaponupasn-2-ujiokcu)penuni]-2 H-xpomen-2-ui} peHunn)npon-2-uH-1-o1

THPO O
O OTHP A OTHP
—_—
o

o\ %

OH
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buc(tpudpenunpochun)mammaausa(ll) nuxmopua (0,061 r, 0,081 Mmonb) H00aBIATH K
nepeMemmnBaeMomMy  pactBopy  2-(4-fioadenun)-4-meTHI-6-(TETparuIponupan-2-
WIIOKCH)-3-[3-(TeTparuaponupan-2-unokcu)penmn|-2H-xpomena (1,1, 1,76 Mmmonb)
(MOMy4YeHHOTO B COOTBETCTBHHM CO  CIOcoOoM, mpexactaBieHHbM B US
20140107095A1), npomnaprunosoro crupta (0,30 r, 5,28 mmons) u Hoguna meau (1)
(0,027, 0,142 mmons) B cMecu TteTparuapodypan:TpuyTHnamMud (1:1, 35 mo).
[lepememmBanue MPOJOIDKAK TPU TEMIIEPATYPE OKPY’KAKOMIEH Cpeasl B TEUCHHE
1 yaca. 3aTeM pacTBOP KOHIIEHTPHPOBAJIU MPH MOHIKEHHOM JIABJICHUHU C MOy YEHUEM
HEOUYMINEHHOTO  OCTaTKa, KOTOPBIA OYHWINATHM C TOMOIIbI0  KOJOHOYHOU
xpomarorpaduu (cunukarenb, TodayosdTunanerar 85:15) ¢ momyuenuem 3-(4-{4-
METHI-6-(TeTparuaponupan-2-uiokcu)-3-[ 3-(TeTparuaponupan-2-uiokcH )peHun|-

2H-xpomeH-2-un } peHmn ) pon-2-uH- 1-oma.

Craaus II: 1-[3-(4-{4-meTHJ1-6-(TeTparuaAponupaH-2-uaoKcu)-3-[3-
(TeTparnaponupas-2-uiokcu)denun|-2H-xpomen-2-un}penunn)npon-2-

WHUJ |MUNepUuaIuH

THPO O
THPO O N O OTHP O S OTHP
U e
N
X _oH N "O

PactBop merancympponmmxmopuna (0,18 mm, 2,40 mmons) B auxiopmeTane (3 mun)
n00aBIsIM K pacTBOpy  3-(4-{4-mMeTHi-6-(TeTparuaponUpaH-2-HiIoKCcH)-3-[3-
(TeTparuaponmpan-2-unokcu)penun|-2H-xpomen-2-un } permn)npon-2-uH- 1-oma

(1,1 r, 2,00 mmoms) u TpudTHIaMuHA (0,42 M, 3,00 Mmmome) B muxiopmeTade (8 i)
npu 0-5°C. PeaknMoHHYI0 CMeCh NEpeMENIMBAIU IIPU 0-5C B Teuenne 30 MHHYT.
JloGaBnsanu BOAY K PEAKIMOHHOW CMECH W OTHCISUTH OPTaHWYEeCKWUH cIod. BomHbrix
CINOM JKcTparupoBanu amxjopmMetraHoM. OOBEIUHEHHBIM OPTAHWYECKHW  CITIOU
BBICYIIMBAIA Hax O€3BOMHBIM Cynb(paTroM HATPUS W KOHIEHTPHPOBAIU TIPH

MOHIKEHHOM JAaBICHWHW C Tmony4yeHueM 3-(4-{4-meTtun-6-(TeTparuaponupan-2-
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WIIOKCH)-3-[3-(TeTparuaponupan-2-unokcu)perun |-2H-xpomen-2-un } pernn)mporn-2-

WHUJIOBOTO CJIOKHOTO 3(prpa MeTaHCYITb(HhOHOBOM KHUCITOTHI.

PactBop  3-(4-{4-meTun-6-(TeTparuaponupan-2-uaoKkcu)-3-[3-(TeTparuaponupan-2-
unokcu)pennn |-2H-xpomeH-2-un } GeHUn)mpon-2-MHAJIOBOTO ~ CIIOKHOTO  3dupa
METAHCYNb(POHOBOW KHUCIOTHI B aneToHUTpwie (3 mu) [p00aBisiiM K  B3BECH
munepuauaa (0,49 mn, 5,00 mmons) u kapOonara kamust (0,714 1, 5,2 Mmonbp) B
arieToHUTpUIe (8 MII) MpU TEMIEPAType OKPY’KAIOIEH CPeabl U TEPEMEIINBATU B
teueHnne 40 muayT. JloOGaBmsnM BOAY M OKCTPAarupoOBaM  STUIIALIETATOM.
OObeAMHEHHBIM OPraHUYECKHHA CIOW BBICYIIMBAIM HaJ OE3BOJHBIM CyIb(paTom
HATPUA W KOHIEHTPUPOBAIM TPH TOHIKEHHOM JaBIIEHHH C TOJYYCHHUEM
HEOUYMINEHHOTO  OCTaTKa, KOTOPBIA OYHMINATM C TOMOIIbI0  KOJOHOYHOM
xpoMaTtorpaduu (CHUIHKareiab, JUXJIOpMeTaH:MeTaHon 97:3) ¢ momydenuem 1-[3-(4-
{4-MeTun-6-(TeTparuaponupaH-2-uwioKkcHu)-3-[3-(TeTparuaponupan-2-unoKkcH )peHum |-

2H-xpomeH-2-u1 } heHUIT ) TPOTI-2-UHUII | THTIEPUAUHA.

Cragus III:  3-(3-ruapokcudenun)-4-metui-2-[4-(3-nunepuaun-1-unnpon-1-

uHu)enns]-2H-xpomeH-6-0.1

C. 5 o

PactBop 1-[3-(4-{4-meTun-6-(TeTparuaponupaH-2-uiokcH)-3-[3-(TeTparuaponupan-

OPHT

6
O

2-unokcu)penun|-2H-xpomeH-2-111 } peHUT ) TP OoTI-2 -HHU |TUTIIEPUAHHA 0,1,
0,16 MmmMo1p) B cMecHu cepHOU KucimoThl (0,05 MiT) 1 MeTaHoNa (5 MJI) mepeMenTuBaI|n
IIPU TEMIIEpAType OKpy’KaronieH cpeapl B TeyeHue 10 MuHyT. PeakuMoHHYIO cMeCh
TO/IIIETIAYABATT HACHIIIEHHBIM PACTBOPOM OWKAapOOHATa HATPHA W SKCTPATHPOBAIA
stunarieraroM. OObeAUHEHHBIA OPTAHWUYECKHHA CJIOW BHICYINWBAIU HAJ O€3BOJIHBIM
cynb(haToOM HATPUSA W KOHIEHTPUPOBAIIA NIPHU MOHIKEHHOM JABIICHUH C IOy Y€HHUEM
HEOUYHINIEHHOTO  OCTaTKa, KOTOPBIA OYHIIATH C TOMOINBI0  KOJOHOYHOU

xpomarorpaduu (CHIMKareib, MeTaHON:auxyiopmeraH 12:88) ¢ momydenmem 3-(3-
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rugpokcupennn)-4-metui-2-[4-(3-muanepunus- 1 -unmpon- 1 -uawn) pernn |-2H-

XPOMEH-6-011a.
Cnoco0-B

IHony4yeHnue 3-(3-ruapoxcudennn)-4-metun-2-[4-((Z)-3-nunepuanx-1-

uanponeaua)penun]-2H-xpomen-6-o1a (coenuaenust Ne 11)

Cranust I: 1-[(Z))-3-(4- {4-meTH1-6-(TEeTparuagponupaH-2-uiaokcu)-3-[3-
(TeTparuaponupas-2-uiokcu)penui|-2H-xpomen-2-

Wi} (peHuT) a1 |MunepuauH

Karamuzarop Jluapmapa (0,24r1) nmoGaBnmsmu Kk pactBopy  1-[3-(4-{4-meTmn-6-
(TeTparuaponHpaH-2-uI0KCcH)-3-[3-(TeTparuapornmpan-2-unokcu)penun|-2H-xpomeH-
2-un }penun)npon-2-uamn jmunepuauaa (0,80, 1,29 Mmonp)  (TONMy4YEeHHOTO B
COOTBETCTBHH O criocooom A, cramausimu [, IT) m xunomuna (0,1 r, 12,5% Bec/Bec) B
stanorie (30 mu). PeaknmoHHYr0 CcMech TiepeMemuBaaud B atmocdepe Bomopoma
(70 ¢pyHTOB/KB. MOWM) TIPH TEMIIEPAType OKPY’KAIOIEH CPeIbl B TEUCHHE S5 YacoB.
PeakumonHyto cmech (GUIBTPOBAM W TPOMBIBAIK 3TaHooM (15 mm). Dumptpar
KOHICHTPUPOBAIM TIPU TIOHWKEHHOM JABJIIEHUH C TIOJIYYCHHEM HEOUYHIIEHHOTO
OCTaTKa, KOTOPHIM OYHINAIINA C TIOMOIIBI0 KOJIOHOYHOW XpoMarorpaduu (CHIIMKATEIb,

JUXTIOPMETAH: METAHOII 97:3) C MOJTyYeHHEM 1-[(Z)-3-(4-{4-meTnn-6-
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(TeTparuaponmpan-2-uiaokcH)-3-[3-(TeTparuaponupan-2-unokcu)penun]-2H-xpomen-

2-wn } (peHUIT )aJUTHIT | TUTIEPU/IHHA.

Cranus II: 3-(3-ruapoxcudenn)-4-metun-2-[4-((Z)-3-nunepuaux-1-

nanponeHua)gpenun|-2H-xpomeHn-6-0.1

Pactsop 1-[(Z)-3-(4-{4-meTun-6-(TeTparuaAponupan-2-uiIoKcH)-3-[3-
(TeTparuaponupan-2-unokcu)pernn|-2H-xpomeH-2 -1 } h eHUIT)arummn |TUrnepuInHa

(0,28 1, 0,45 MMOJTB) B CMECH YKCYCHOM KHCIOTHI (5,6 Mit) ¥ BobI (1,4 MiT) Harpesamm
pu 75C B Teuenme 20 MUHYT. PeakiMOHHYI0 CMe€Ch KOHUECHTPHPOBAIM IPH
NOHWKEHHOM [JIaBJICHWUH, W TOJIIEITaYNBAN HACHIIIEHHBIM PacTBOPOM OHMKapOOHATa
HATPUSA, W OKCTparupoBamu dStuiareratoM. OObeIHMHEHHBIH OPTAHHYECKHH CIIOU
BBICYIIMBATA HAx OE3BOMHBIM CynbparoM HATPUS W KOHIEHTPHPOBAU TIPH
MOHIKCHHOM JaBJICHUH C TIOJMYYEHHEM OCTATKA, KOTOPBIA OYHMINAIH C TIOMOIIBO
KOJIOHOYHOW  xpomartorpaduu  (CHIIMKarenb, MeTaHOJ.auxjopMmeraH 1:9) ¢
MOJTyYeHHEM 3-(3-rugpoxcudenun)-4-metun-2-[4-((Z)-3-nmunepuaus- 1 -

unmpornenun)penun]-2H-xpomen-6-oma.
Cnocod-C

IHoavueHue 3-(3-ruapoxcudenn)-4-mernii-2-[4-((E)-3-nunepuaun-1-

uanponeaua)peaun]-2H-xpomen-6-o1a (coenuaenus Ne 12)
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Cranus I: (E)-3-(4-{4-meTn-6-(TeTrparuaponupaH-2-ujaokcu)-3-[3-

(TeTparuaponupas-2-uiokcu)penuni]-2 H-xpomen-2-ui}penunn)npon-2-eH-1-o041

~

Amomoruapua nutug (0,351, 10,30 MMONB) M00ABIANIM K TIEPEMEIIUBAEMOMY
pactBopy 3-(4-{4-meTun-6-(TeTparuaponupan-2-uiokcH)-3-[3-(terparuaponupan-2-
uinokcu)penmn|-2H-xpomen-2-un} permn)npon-2-un-1-oma (1,151, 2,08 Mmmoub)
(TONMy4eHHOTO B COOTBETCTBHHM CO crmocoOoM A, craauer I) B TeTparmapodypane
(33 M) mpu 0-5C u MEPEMENIUBAHNE TIPOJOJDKAIIA TIPU TEMIIEPATYPE OKPY KAIOIIEH
cpeapl B TeueHue 30 MHHYT. PeakuMOHHYI0 CMECh CHOBA OXJIXKAANIH /0 0-5C,
oOpabaTelBa STUNIALIETATOM M BOJHBIM pPACTBOPOM OHKapOOHaTa HATpPHUA H
SKCTparupoBanmu >THiaanetatoM. OObeAMHEHHBIH OPTaHWYECKHH CIOH BBICYITUBAIH
HaJ Oe3BOJHBIM CyIb(aToM HATPUSA U KOHLIEHTPUPOBAIH IPHU MOHIKEHHOM JIaBJICHUU
C MOJIyY€HHEM HEOUYHIICHHOTO OCTATKA, KOTOPHIH OYHIIATH C TIOMOIIBI0 KOJIOHOYHOW
xpomarorpaduu (CUmHKarenb, dTunamnerar.tonyon 17:83) ¢ momyuenuem (E)-3-(4-{4-
METHII-0-( TeTParuAPOTHPAH-2-HIOKCH)-3-[3-(TeTparuaponupan-2-uaoKCcH )(peHHUIT |-

2H-xpomen-2-wn } peHm)mpon-2-ex-1-oma.

Cranus II: 1-[(E)-3-(4-{4-meTUN-6-(TeTparuaponupaH-2-uiokcu)-3-|3-
(TeTparuaponupan-2-uiokcu)penui]-2H-xpomen-2-

Wi} (peHnN1)a T | MunepuauH

PactBop metancympdonmmxmopuaa (0,098 mim, 1,26 mmons) B auxnmopmetane (1 mo)

A00aBIATM TO KarmmaM K mepememmuBaemMomy pactBopy  (E)-3-(4-{4-meTumn-6-
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(TeTparuaponmpan-2-uiaokcH)-3-[3-(TeTparuaponupan-2-unokcu)-permn|-2H-

xpoMmeH-2-un }penun)npon-2-ea-1-oma (0,58 v, 1,05 MmMONB) W  TpPUITHIAMHHA
(0,25 mm, 1,80 mmonp) B muxmopmerate (17 mir) mpu 0-5'C. PeaKimOHHYIO CMECh
JOTIOJIHUTEIILHO MEPEMEIIUBATIU IIPH 0-5'C B Teuenue 20 MuHYT. J[00aBmanu BOIy K
PEAKLMOHHOM CMECH U OTAECIIIA OPTaHUYECKUU CIION. BOIHBIN CIION SKCTparupoBaiu
muxjaopmeraHoM. OObeTUHEHHBIA OPTAHUYECKUN CJIOW BBICYIIUBAIIA HaJ O0€3BOJIHBIM
cynb(haToM HATPUSA U KOHIEHTPHUPOBAIIA NPU MOHIKEHHOM JABIICHUH C IOy 4YEHUEM
(E)-3-(4-{4-meTun-6-(teTparuaponupan-2-unokcH)-3-[3-(terparuaponupan-2-

unokcu)penun |-2H-xpomeH-2-un } peHn )anmmnoBoro CII0’KHOTO 3¢upa

METAHCYJIb(POHOBOU KUCIIOTHI.

PactBop (E)-3-(4-{4-MeTun-6-(TeTparuaponupan-2-uiokcu)-3-[3-(teTparuapomnupan-
2-unokcu)pennn|-2H-xpomeH-2-1 } peHHT )aTHIoBoTo CIIO’KHOTO a¢upa
METAHCYIb(POHOBOW KHCIOTHI B amETOHWUTpHiC (6 M) m00aBSLIH K PacTBOPY
kapoonara kamus (0,432 r, 3,10 mmoms) w mmmepuamna (0,27 Mo, 2,60 MMOJTB) B
aneronntpwie (12 M) mpu 0-5C. PeakuMOHHYI0 CMeCh IEPEMEIIHBANH IIPH
KOMHATHOM TeMreparype B TeueHue 1,5 4vaca. JloOaBmsimm BOQYy H  CMECh
SKCTparupoBanmu >THianetatoM. OObeAUHEHHBIH OPTaHWYECKHH CJIIOH BBICYIITUBAIH
HaJ Oe3BOIHBIM CYJIb()aTOM HATPHS W KOHIIEHTPHUPOBAIH MPH MOHKEHHOM JIaBJICHUU
C MOJIyY€HHEM OCTaTKa, KOTOPHIH OYHIIATIH C MOMOIIBI0 KOJIOHOYHOM XpoMaTorpapuu
(cmmukarenb, MeTaHOILauXIopMeTaH 6:94) ¢ momydenuem 1-[(E)-3-(4-{4-meTum-6-
(TeTparuaponmpan-2-uiaoKcH)-3-[3-(TeTparuaponupan-2-unokcu)penun|-2H-xpomeH-

2-wn } (heHUIT )aJUTHIT | TUTIEPU/IHHA.

Craaus I11: 3-(3-ruapoxcudennn)-4-metun-2-[4-((E)-3-nunepuaun-1-un-

nponeHun)pern]-2H-xpomeH-6-01
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PactBop 1-[(E)-3-(4-{4-meTnn-6-(TEeTparuAponrupan-2-uinokcu)-3-[ 3-
(Terparuaponmpan-2-unokcH)penun|-2H-xpomeH-2 -1 } peHmn ) armmmn | mune puauHa

(0,431, 0,70 mmome) B cMecu cepHod kucnotel (0,05 M) w wmertanonma (5 mo)
NEPEMEINNBAIIA NPH  TEMIIEPATYPE OKPYKAOINEH cpeapl B TeyeHue 10 MuUHYT.
PeakunoHHY10 CMECHh MOAIMENAYNBAIHA HACHIIEHHBIM PACTBOPOM OMKapOOHATAa HATPUA
W 3KCTparupoBaiay >TunanetatoM. OObeIUHEHHBIH OPTaHUYECKHH CIIOM BBICYITUBAIIN
HaJ 0€3BOAHBIM CyJb(aTOM HATPHUA M KOHLIEHTPUPOBAIH NPU MOHWKEHHOM JaBICHUU
C MOJyYEHHEM OCTAaTKa, KOTOPBIA OUHIIANIN C TIOMOINBIO KOJTOHOYHOM XpoMaTorpaduu
(cunukarenb, MeTaHON: quxjopmeTan 14:86) ¢ momyuenuem 3-(3-ruapokcudeHun)-4-

meTuin-2-[4-((E)-3-nmunepuaun- 1-unnponennn)pernn|-2H-xpomeH-6-oma.
Cnoco6-D

Honayuenue 3-(3-ruapoxkcudenunn)-4-mernn-2-(4-{(7)-3-[9-(4,4.5,5.5-nenradprop-

NEeHTWICYJ/JAb(aHWI)HOHUJIAMUHO |[nponeHn} penn)-2 H-xpomeH-6-o11a

(coeaunenust Ne 7)

0 X OH
) O
H
W
S\/\/Cst

Cranus I: 2-[3-(4-{4-meTH1-6-(TETparuaponupaH-2-unokcu)-3-[3-
(TeTparuaponupan-2-uiokcH)peus]-2H-xpomen-2-ui}peHna)npon-2-

UHWI |u30uMHA0J1-1,3-TUOH

THPO O x O oTHP Cii‘ S
o O o\
I

buc(tpudpenundochun)mammagus (11) muxmopux (0,045 r, 0,064 Mmmoip) 100aBISLIH K

nepeMenmmBacMoMy  pactBopy  2-(4-fioadenun)-4-MmeTHI-6-(TeTparuIponupan-2-
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WIIOKCH)-3-[3-(TeTparuaponupan-2-unokcu)permn|-2H-xpomena (0,8 v, 1,28 mmomnb)
(monyuenHoro, kak npuseaeHo B US20140107095A1), 2-npon-2-uHATA30UHAON- 1,3-
muoHa (0,46 T, 2,50 mmone) m Homuma meau (I) (0,02r, 0,103 mmomp) B cMmecu
TpudTHUIAMUHA: TeTparuapodypana (26 mn, 1:1) mpu Temmeparype OKpy Karomen
cpensl. [locne nepememmBanus B TeueHue 1 yaca, 2-npon-2-uHUiI-u30MHA0I-1,3-1HOH
(2x0,35 1) mo0aBMANMM K PEAKIMOHHOW CMECH W TPOJAOIDKANHA TIEPEMEIIMBAHUE B
TEUEHHUE JOTMOJHUTENPHOr0 Yaca. [lyTeM ymaneHus pacTBOpUTENA MPU MOHMKEHHOM
JABJICHUH TIOJIY4Yaad BA3SKUH OCTATOK, KOTOPBIM OYHINAIM C MOMOINBIO KOJIOHOYHOMU
xpomarorpaduu (Cunukarenb, Tonyon:3Tunanerat 19:1) ¢ momyuenuem 2-[3-(4-{4-
METHUIN-6-(TeTparuaponupan-2-uiokcu)-3-[ 3-(TeTparuaponupan-2-uiokcH ))peHun|-

2H-xpomen-2-un } peHmT)nport-2-uHII |H30MHA0M- 1,3 - THoHa.

Cranust II: 2-[(Z)-3-(4-{4-meTnn1-6-(TeTPparuApONMUpaH-2-unoKcu)-3-[3-
(TeTparuaponupan-2-uiokcu)penni]-2H-xpomen-2-un} penn)anania|uzonHaoi-

1,3-auoH

Karammsarop Jlunmnapa (0,45 ) 1o6aBmsanm K mepeMenmBaeMoMy pacTBopy 2-[3-(4-
{4-meTHn-6-(TeTparuAPONMpaH-2-uinoKcH)-3-[ 3-(TeTparuaponupan-2-uinokcH ) eHuUI |-
2H-xpomeH-2-ui } -(heHuT)npon-2-uHui [u30uHaon- 1,3-mmona (0,87 r, 1,28 MMonp) u
xuHomuHa (0,087 1, 10% Bec/Bec) B cmecw sTumanerarta:dtaHona (1:1, 34 mm).
PeakmmonHyto cMmech mepememuBanu B atMochepe Boxopoaa (70 pyHTOB/KB. qFOHM)
NpU TEMIIEPAType OKpPY’KaroLIeH cpepl B TeueHHe 24 yacoB. 3aTeM ee (UIbTPOBAIU
yepe3 CIIOW IeMMTa W TPOMBIBAIK JTHianetaroM. OObeaUHEHHBIH (QUIBTPAT
KOHIICHTPUPOBAIA TIPH TOHWKEHHOM IAaBJICHWH C TOJYYEHHEM OCTAaTKa, KOTOPBIU
OYMILAIIY C TIOMOIIBI0 KOJIOHOYHOM XpoMaTorpaduu (CUIHKAreib, TOIy O 3THIIALIETAT

24:1) ¢ mnonyuenueMm 2-[(Z)-3-(4-{4-meTnun-6-(TeTparuaAPONHPaH-2-UIOKCH)-3-[3-



10

15

20

WO 2017/072792 30 PCT/IN2016/050364

(Terparuaponmpan-2-unokcu)penun|-2H-xpomen-2 -un } perwn)ammmn Juzonanon-1,3-

JTHOHA.

Cranus I11: (Z)-3-(4-{4-meTn1-6-(TeTparuaponupaH-2-uaoKcu)-3-[3-

(TeTparuaponupan-2-uiokcH)penni]-2H-xpomeH-2-ui} peHnn)aniniaMmuH

PactBop ruapasunrHapara (0,015, 0,31 mmonb) B MetaHosie (1 M) moOaBmsim K
nepeMermuBaeMoMy pacTBopy 2-[(Z)-3-(4-{4-meTun-6-(TeTparuaponupaH-2-uiIoKkCcH)-
3-[3-(TeTparuaponupan-2-unokcu)pennn|-2H-xpomen-2-

w1} penun)ammit |uzouHnon-1,3-auona (0,084 r, 0,123 mmomns) B TeTparuapodypaHe
(10 mi). Peakuponnyro cMech Harpeamd mpu 65-70 C B Tedenme 1,5 uaca.
PacTBopuTens yaansau MpH MOHMKEHHOM JABIICHHH C TIOYYCHHEM HEOYHINEHHOTO
OCTaTKa, KOTOPBIA CYCIIEHAMPOBAM B IUITHIOBOM 3(Hpe W TEpEeMENIMBAIA B
teueHre 10 MmuHyT. 3aTeM ero (GUIBTPOBAIHM W MPOMBIBATH JHAITHIIOBBIM S(QUPOM
(25 mm). OObenMHEHHBIN (PUITBTPAT KOHIECHTPUPOBAIIU TPH MTOHIKEHHOM JIABJICHHUH C
MOJTyYeHHEM (2)-3-(4-{4-meTun-6-(TeTparuAponHpaH-2-"IoKCcH)-3-[ 3-

(TeTparuaponmpan-2-unokcu)penun|-2H-xpomeH-2 -1t } -(he HUIT )auTHIIaMUHA

Craaus IVv: [(Z)-3-(4-{4-meTnn-6-(TeTparuaponupaH-2-uiokcu)-3-|3-
(TeTparuaponupan-2-ujaokcu)penus]-2H-xpomen-2-ua}pennn)anaunil-[9-

(4,4,5,5,5-nenradpropnenTuiicy/ibGpaHua)HOHUI|aMUH
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1-bpom-9-(4,4,5,5,5-nenradroprientrncynspanun)sonan (0,036, 0,09 mmos)
A00aBIAIA K TIEPEMEIIUBAEMOMY pacTBOpy (Z)-3-(4-{4-meTun-6-(TeTparuaponupan-
2-unokcu)-3-[3-(Terparuaponupan-2-unokcu)penun]-2H-xpomen-2-

un}permmammunamuaa (0,051, 0,09 mmome) w  kapOonara xkamms (0,033 T,
0,243 mmonb) B N,N-gumeTtrnpopmamuae (0,5 mi). PeakiimoHHYI0O cMeCh HarpeBaju
IpH 85-90'C B Teuenue 1,5 yaca. PacTBOpHTEND YIAIAIN IPU MOHWKEHHOM JIAaBICHUU
C MOJIyYE€HHUEM OCTATKA, KOTOPBIM CYCIEHIUPOBAIIA B 3THJIALIETATE U NIEPEMEIIUBAIIU B
teueHue 30 MUHYT. 3aTeM ero (pUIBTPOBATH U MPOMBIBAIH dTHIALETaTOM. DUIBTPAT
KOHLEHTPUPOBAIM IpPU TMOHWKEHHOM JAaBJICHUM C IOJYYEHHEM HEOYMINEHHOTO
OCTaTKa, KOTOPHIM OYMINAIIUA C MIOMOIIBI0 KOJIOHOYHOW XpoMartorpaduu (CHUIMKArens,
METAHOIL: JUXJIOPMETaH 24:1) C MOJTyY€HHEM [(Z2)-3-(4-{4-meTun-6-
(TeTparuaponupan-2-unokcH)-3-[3-(terparuaponupan-2-unokcH)penun|-2 H-xpomen-

2-un }penun)ammun]-[9-(4,4,5,5,5-nmenTad TOpHCHTUICY Tb()aHKT )HOHHIT |AMHHA.

Craaus V: 3-(3-ruapoxcudenn)-4-metun-2-(4-{(Z2)-3-[9-(4,4,5,5,5-

neHTapToOprneHTUICY/1b(PaHnI)HOHWIAMUHO |nponeHun} penns)-2H-xpomeH-6-0.1

Pactsop [(Z)-3-(4-{4-meTun-6-(TeTparuaponrpaH-2-mUIOKCH )-3-[ 3 -
(Terparuaponmpan-2-unokcu)penun|-2H-xpomen-2-un } perwn )ammn]-[9-(4,4,5,5,5-

neHradropreHTHICY Tb(anun)Horm |amuHa (0,2 T, 0,23 MMONTB) B CMECH CEPHOU
kucaoTsI (0,035 mut) 1 MmeTaHOMA (5 MJT) IEPEMETTUBAIIH TIPH KOMHATHOM TEMIIEPAType
B TeueHHUE 10 MUHYT. PeakIMOHHYIO CMECH MO/IIE/IAYHBAIIA HACHIIICHHBIM PaCTBOPOM
OmkapOoOHaTa HATPUs ®W  OJKCTparmpoBamum  dTuinaneratoM. OObeIWHEHHBIN
OPTaHWYECKHH CIOW BBICYIIMBAA HaJX O€3BOAHBIM Cynb(haToM HATpHA U
KOHIICHTPUPOBAIA TIPH TOHWKEHHOM IAaBJICHUH C TOJYYEHHEM OCTAaTKa, KOTOPBIN
OYHMLIATN C MOMOLIBIO KOJIOHOYHOM xpomaTorpadun (cunmukarerns,

MeTaHOI: quxyopMeTad 8:92) ¢ monyueHueMm 3-(3-ruapoxcudennn)-4-meTun-2-(4-
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{(Z)-3-[9-(4,4,5,5,5-nieaTad ToprieHTHIICY Tb() AHWT )HOHHJIAMHHO |IIPOTIEHII § (DEHHIT)-

2H-xpomeH-6-01a.
Cnoco0-E

Hoayuenue 3-[3-(2,2-numMeTnanponuoHuaokcH)penni]-4-merna-2-{4-[(Z)-3-((R)-

3-meruanuppoauaui-1-mn)nponenui|dennnt-2 H-xpoMeH-6-UJ10BOr0  CJI0MKHOTO

yhupa 2,2-TUMETHINPONHOHOBOH KHCJI0ThI (coearHeHust Ne 19)

[Musanonnxnopux (0,054 M, 0,44 MMOJIB) JOOABISIIH K MIEPEMEIIMBAEMOMY PaCTBOPY
3-(3-ruppoxcudenun)-4-metun-2-{4-[(2)-3-((R)-3-meTrnmmupponuauH- 1 -

un)nponeHu |penun }-2H-xpomen-6-oma (0,091, 0,2 MMonb) (MONy4YEeHHOTO B
COOTBETCTBHH cO cmocooom B) u tpwdTmmammua (0,069 mi, 0,50 MmMonb) B
muxmopmerase (6 M) mpu 0C B armochepe a30Ta. PeaKIMOHHYKO —CMeCh
MEPEMEIIUBAIIA TIPU TEMIIEPAType OKpYy KaroLIed cpeapl B TeUeHue 2,5 yaca. 3ateM ee
oOpabOaTbIBali HACHIIMEHHBIM PAcTBOPOM OWKApOOHATA HATPUA W  OTACISIH
OpPraHv4eckuii  cinod. BoOaHBIM  pacTBOP  AKCTParupoBaid  JUXJIOPMETAHOM.
OObeTMHEHHBIH OPTaHWUYECKWH CJIOM BBICYIIMBAIM HAJ Cyab(paTOM HATPpUA U
KOHIICHTPUPOBAIA TIPH TOHWKEHHOM IAaBJICHHH C TIOJMYYEHHEM OCTAaTKa, KOTOPBIN
OYHUIIATIN C MOMOIIBIO KOJIOHOYHOM xpomarorpapuu (cumukarers,
JTUXJIOPMETAH:METAHOIT 19:1) c MOTyYE€HHEM 3-[3-(2,2-
JAUMETHITPOTTHOHUITOKCH ) permn |-4-meTri-2-{4-[ (Z)-3-((R)-3-MmeTunmmupponuaus- 1 -
w)nponeHu |pennn }-2H-xpomeH-6-u10Boro CJIO’KHOTO 3¢upa 2,2-

I[I/IMGTI/IJ'IHPOHI/IOHOBOI\/'I KHCJIOTHI.
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Cnoco6-F

IHoayuyeHue (R)-1-((Z)-3-{4-[6-meToKcH-3-(3-MeToKRcUD eHUnT)-4-MeTHa-2H-

xpomMeH-2-uildennatanana)-3-meruanuppoananta (coeaunenuss Ne 20)

Cranus I: 3-(3-ruapoxcudenn)-2-(4-ioapenni)-4-metu-2 H-xpomen-6-o.1

S
J

PactBop 2-(4-tioadennn)-4-Me THI-0-TE TParuAPOTTHUPAH-2-HIIOKCH )-3-[ 3-

THPO [ X
(@)

(Terparuapormpan-2-unokcH )penun]-2H-xpomena (1,0 r, 1,60 MmMomb) (MOTyYECHHOTO
B COOTBETCTBHH CO cmocoooMm A) B cepHou kucnore (0,1 mi) m meranone (10 mir)
nepeMemuBaii B TedeHWe 20 MUHYT TPU TEMIEPATYPE OKPYKAKOMIEH Cpepl.
J100aBIIATH BOAHBIA PAcTBOP OMKApOOHATAa HATPHUS M SKCTPATHPOBAIH ITHIIAIIECTATOM.
OObeTMHEHHBIH OPTaHWYECKHHA CIOW TPOMBIBAIA BOAOW W BBICYIIHUBAIH HAJ
0e3BOOHBIM CyIb(paTOM HATPHUA. 3aT€M €ro KOHUEHTPUPOBATH TPH TOHIKEHHOM
JAaBIIEHUH C TOMYYEHHEM OCTATKA, KOTOPBIM OYWINATK C TOMOINBI0 KOJOHOYHOU
xpomarorpaduu (cummkarenab, H-rekcaHdTWiIanerar 50:50) ¢ momyuyenuem 3-(3-

ruapokcupennn)-2-(4-ioadpennn)-4-metun-2H-xpomeH-6-0ma.
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Cranus II: 2-(4-itoadennn)-6-meroxcu-3-(3-merokcudennn)-4-merun-2H-

XpoMeH

O O
o, Wi

Nommcterit metnn (0,82 M, 13,1 MMOIB) 10GABIANH K TIEPEMENTHBAEMOMY PacTBOPY

HO\
(o]

3-(3-rugpoxcudenun)-2-(4-iioadpennn)-4-metun-2H-xpomen-6-omna 0,6,
1,31 mmons) u kapOonara kamusa (0,54 r, 3,94 mmons) B N,N-aumerundopmamuze
(6,0 M) TpHm 5-10°C. PeakuMoHHYI0 CMeCh MepeMemMBaId IPU TEMIEpPaType
OKpyXaromeH cpeasl B TeueHwe 4 vacoB. Jl00aBIsM BOAY W OKCTPArHPOBAIH
strnaneratoM. OOBEIUHEHHBIH OPTAaHHYECKHWH CIOW TNPOMBIBAIA BOJOW U
BBICYINUBAIIA HaJ 0€3BOJHBIM CyIb(aToM HATPHUs. 3aTE€M €ro KOHIEHTPUPOBAIIU TPH
MOHWKEHHOM JABJICHUM C MOJIYYCHUEM HEOUYMINEHHOTO OCTATKA, KOTOPBIN OYHINAIH C
MOMOMIBIO KOJOHOYHOW Xpomarorpaduu (CHIHMKArenb, H-TeKCaH:dTHiaerar 8:2) ¢

nonyueHueM 2-(4-toadennn)-6-meTokcu-3-(3-metokcudernmn)-4-metunn-2H-xpomeHa.

Cranus II: (R)-1-(3-{4-[6-meTOoKCH-3-(3-MeTOKcU eHUT)-4-MeTUN-2H-XxpomeH-2-

wi|deHusa}npon-2-uHu1)-3-MeTUWIMHUPPOJTUIUH

(R)-1-(3-{4-[6-MeTokcu-3-(3-meTokcupennn)-4-metun-2H-xpomen-2-
W | eHun } Ipot-2-uHUI )-3-METHIITUPPOITU/INH, TIOJlyY€HHBIH TaK jKe, KaKk ¥ Ha
cramuu-L,II  cmocoba A, ¢ mnpumenenmem 2-(4-Hioadenun)-6-meTokcu-3-(3-

MeTokcupenmn)-4-metun-2H-xpomeHna.



10

15

WO 2017/072792 35 PCT/IN2016/050364

Cranus IVv: (R)-1-((Z)-2-{4-[6-meToKCcH-3-(3-MeToKcUu eHn1)-4-MmeTu1-2 H-

XpoMeH-2-1|(peHus1} BHUHU)-3-MeTUINHUPPOJIUAUH

(R)-1-((2)-2-{4-[6-MeTokcu-3-(3-meTokcudenmn)-4-metun-2H-xpome -2 -
Wi | eHuN } BUHWI)-3-METUIMUPPOJIUANH, TONyYEHHBIM TaK K€, Kak U Ha cTaguu-l
cnocoba B, ¢ mpumenenuem (R)-1-(3-{4-[6-meTOKCH-3-(3-MeTOKCH(DEHMT)-4-METHII-

2H-xpomeH-2-u|peHu } IpoTI-2-UHI )-3 -ME THIITHPPOITUIUHA.
Cnoco6-G

IonyyeHue 3-(3-meTokcudenna)-4-metun-2-{4-[(Z)-3-((R)-3-meTun-

ouppoauauH-1-un)nponenn|dpennnt-2 H-xpomeH-6-o1a (coequnenuss Ne 28)

Craaus I: 2-ruapokcu-4-(teTrparugponupaH-2-uiaoKcu)0eH30iHast KHcJ10Ta

COOMe COOH
(O — (1 X
o) o) OH o} o} OH

Boausrii pactBop ruapokcuna HaTpus (3,5 mit, 10%) 100aBIsiIN K IEPEMENTHBAEMOMY
PacTBOPY METHUIIOBOTO CIIOJKHOTO 3(Hupa 2-THAPOKCH-4-(TETparuAPONUpPaH-2-HIOKCH )-
oenszoriHoW kmcnotel (0,51, 1,98 Mmomp) B metanome (10 M) mpu TemmepaTtype

oKpy-karouieii cpeapl 1 Harpesanu 10 50 C B TeueHue 4 yacos. PacTBopuTens yaansiu
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NPH TIOHWKEHHOM JaBlieHUH. [[00aBIAIM BOAY B HETO M SKCTPATHPOBAIIU C TIOMOIIBIO
STUJIALETATA H-TEKCaHa, 2:8. BoaHBIM CITOM MOJKUCIAIM YKCYCHOW KMCIOTOM nipu 0-
5C M OKCTParMpoOBANH >THIALETATOM. OOBCIHHCHHBI OPraHHYECKHI  CIOM
BBICYIIMBAIA Hax O€3BOMHBIM Cynb(paroM HATPUS W KOHIEHTPHPOBAIH TIPH
MOHIKEHHOM  JABICHHH C  TOJYYCHHEM  2-THUAPOKCH-4-(TETparuaponupan-2-

WJIOKCH )O€H30HHOM KUCITOTHI.

Cranus II: 2-ruapoxcu-N-meTokcu-N-meTu1-4-(TeTparuaponupan-2-

WIoKcH)0eH3aMuJ

(e}
COOH _OMe
L —(L ;
(0] (0] OH fo) fo) OHMe

Boausiit menouno# pactsop N,O-aumMermnruapokcunamuza ruapoxiopuna (0,12,
1,3 mmounp) B TeTparuapodypane (2 M) 700aBIIH K TIEPEMETMBAEMOMY PacTBopy 1-
THIPOKCHOCH30TPHA30TIA (0,17 1, 1,3 MMOJIB), 1-3Trn-3-(3-
AUMeTHIaMHHOTIpoTH)Kapooauumuaa ruapoxnopuga (0,24 r, 1,3 mmonms) u 2-
THIPOKCH-4-(TeTparuAponupan-2-uaoKcH )oeH3onao kucmorel (0,2 T, 0,8 MMonp) B
terparuapodypane (3 MiT) MPU KOMHATHOW TEMTIEPATYPE W MEPEMEIITUBAIH B TCUCHHE
2vacoB. JloGaBmamu Bomy (10 Mj) K pEaKIMOHHOM CMECH MW OSKCTPardpoBajd
stunaneraroM. OObeAUHCHHBIM OPTAHHUYECKHH CJIOW BBICYINWBAIH HAJ OE3BOJIHBIM
cynb(haToOM HATPUSA W KOHIEHTPUPOBAIIA NPH TMOHIKEHHOM JABIICHHH C IOy YCHHUEM
HEOUYHIEHHOTO  OCTaTKa, KOTOPBIA OYHIIATH C TOMOINBI0  KOJOHOYHOU
xpomaTorpaduu (CHIMKArellb H-TeKCaH:dTHiIANETaT 8:2) ¢ MONy4YeHHEM 2-THAPOKCH-

N-meTokcH-N-MeTHI-4-(TeTparuIponMpan-2-uiokcH)OeH3aMHA.

Cranus I11: 1-[2-ruapokcu-4-(TeTparuaponupaH-2-ujiokcH)penu]-2-(3-

MeToKCU(EeHHT)ITAHOH

I - O
Me
PHTO OH PHTO OH
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PactBop 3-merokcuOensmwmxmopuma (1,10T, 7,12 MMOTB) B AMITHIIOBOM 3(Hpe
(7,5 M) noGasnsinu kK mepeMmemuBaeMoi cmecu Mmaraus (0,216 T, 8,90 mmos), Hoxa
(xpuctamnsl) u 1,2-muopomsTtana (0,1 M) B audyTHIOBOM 3¢upe (7,5 M) MO Karuisam
pH 45-50C. PeakimoHHyI0 CcMech HarpeBaqd C OOpPATHBIM XOJIOJWIBHHKOM B
teuenue 1 vaca. PactBop 2-rHapokcu-N-MeTOKcH-N-MeTHI-4-(TeTparuaponupan-2-
unokcu)oenzamuaa (0,5, 1,78 mmonb) B Tetparuapodypane (5 mir) 100aBIsAIN 1O
KAIUIIM K PEAKIHOHHO#M cMecH npe 0 C ¢ mOC/Ie/ [y OIEM ITIEPEMEIIHBAHHEM B TCUCHHE
l yaca mpum KOMHATHOM Temmeparype. HachlueHHBIM pacTBOpP XJIOPHAA AMMOHUSA
A00aBIATM K PEAKLMOHHOM CMECH IIpH 0-5C m JKCTParupoBaIu 3TUIIALETATOM.
OObeAMHEHHBIM OPraHUYECKHHA CJIOW BBICYINMBAIM HaJ OE3BOJHBIM CyIb(paTom
HATPUS W KOHUECHTPUPOBAIM IIPH TMOHIKEHHOM JaBICHHUM C TOJIy4YEHHEM
HEOYMINEHHOTO  OCTaTKa, KOTOPBIA OYHMINATM C TOMOILIBI0  KOJOHOYHOM
xpomarorpaduu (CHIIHMKArenb, OSTHIAIETAT:H-TekcaH 2:8) ¢ momydeHumem 1-[2-

THAPOKCH-4-(TeTparuapOnHpaH-2-uIoKCH )(peHH | -2-(3-MeTOKCH(EHUIT)3TAaHOHA.

Cranus 1V: 2-(4-itoadennn)-3-(3-meroxcudenn)-4-meTun-7-(TerparuaponupaH-

2-unokcu)-2H-xpomen

A I [e}
- |
— PHTO o O
|

2-(4-Mondenmn)-3-(3-meTokcupeHIT)-4-Me THII- 7-(Te TparuAponupan-2-uinokcu)-2H-

XpPOMEH, TIOY4YE€HHBIH B COOTBETCTBUHM CO CIIOCOOOM, TPHBEJCHHBIM B
US20140107095A1, ¢  mnpumeHermeM  1-[2-ruapokcu-4-(TeTparuaponupan-2-

unokcH)peHun |-2-(3-MeTOKCU(EHIIT )3 TAHOHA.

Cragus V: 3-{4-[3-(3-meToxcudenn)-4-meTus-7-(TeTparuaponupaH-2-uioKcH)-

2H-xpomeH-2-u|dpenun}npon-2-un-1-o1
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3-{4-[3-(3-MeTokcudpennn)-4-meTui- 7-(TeTparuAponHpan-2-uinokcH )-2H-xpomen-2-
nn|denun jnpon-2-uH-1-011 TMONyYanM TaK K€, KaK W Ha ctaguu-l cmocoba A, ¢
npuMeHeHHeM  2-(4-tiondenunn)-3-(3-meTokcupeHun)-4-MeTHII-7-(TETParuAPOTTHPAH-

2-unokcn)-2H-xpomena.

Craaus VI: 3-(3-metokcudennn)-4-meruin-2-{4-[(Z)-3-((R)-3-meTnanuppomauH-

1-na)nponenn|penun}-2 H-xpomeHn-7-o041

3-(3-Merokcudenun)-4-metun-2-{4-[(Z)-3-((R)-3-meTrnmuppoauus- 1 -
um)nporeHun | pernn }-2H-xpoMeH-7-011 TIOMy4Yamu Tak ke, Kak U B cmocode B, ¢
npuMeHeHHueM  3-{4-[3-(3-meTokcudenmn)-4-mMeTr-7-(TeTparuAPOTUPaAH-2-UITOKCH )-

2H-xpomen-2-wn|dennn jipon-2-un-1-oma.

Cnoco06-J

IHonyvuyenue 3-(6-auerokcu-2-{4-[(E)-3-(9-dTopHoHnIamMuHo)nponenu]denn}-

4-metu1-2 H-xpomeH-3-u1)heHnI0Boro CJI0KHOro 3>Gupa VKCYCHOU KUCI0THI

(coemmHenus Ne 74)

Cragus I: Tper-OyTunoBblil  ca0xHbIA 3¢up (9-propHoHMT)-((E)-3-{4-[6-
ruapokcu-3-(3-ruapoxkcudpennit)-4-merua-2H-xpomen-2-

wi|deHun}auinn)kap0aMIHHOBOH KUCI0ThI
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Ju-tper-Oytunaukapoonar (0,19, 0,85 MMonb) m00aBIAIM K TEPEMEIIUBAEMOMY
pacTBopy 2-{4-[(E)-3-(9-¢proprorunamuno )iponenun |pennn }-3-(3-
ruapokcupennn)-4-metun-2H-xpomen-6-ona (0,41 r, 0,77 MMOITB) ¥ TPUITHUIAMHHA
(0,09 1, 0,93 mmonb) B AuxopMeTane (15 M) mpu TeMmepaType OKpY>KaromeH cpeasl
u o0ecrevrBany NMEpEeMEIIMBaHUE TPU TOU JK€ TemmepaType B TeueHue 40 MHUHYT.
PacTBopuTens yaansau mpu MOHWKEHHOM JABICHUM C TMOIYYEHHEM HEOUYMINEHHOTO
OCTAaTKa, KOTOPBIH OYHINAIINA C MTOMOIIBIO KOJIOHOYHOW XpoMmaTorpaduu (CHIHMKAarels,
H-T€KCAH:dTHIIALETAT 6:4) C TONyYeHHEM TPET-OyTHIOBOTO CIIOKHOTO 3(mpa (9-
droprormn)-((E)-3-{4-[6-runpokcu-3-(3-runpokcudennn)-4-metun-2H-xpomeH-2-

wit|peHnn } ammmn)KapOaMHUHOBOM KUCIIOTHL.

Cranus II: 3-|6-aueroxkcu-2-(4-{(E)-3-[TpeT-0yToKcukap6oHuI-(9-
¢propHoHu)amMuHo |nponeHu}perns)-4-metusi-2 H-xpomen-3-ui|peHn1oBbliii

CJI0KHBIN 3(pUP YKCYCHOH KHUCI0ThI

Aunerumxmopug (0,04 r, 0,52 MMOITB) JOOABISAITH K TIEPEMENTMBAEMOMY PACTBOPY TPET-
Oy THIIOBOTO ciokaoro  3pmpa  (9-¢proprormn)-((E)-3-{4-[6-runpokcu-3-(3-
ruapokcupennn)-4-metrn-2H-xpomeH-2-u | heHun § ammmn)KapOaMHUHOBOM ~ KUCIIOTHI
(0,111, 0,17 mmomp) u TpudTUnamuHa (0,07 T, 0,70 MmoIe) B muxyopMerane (5 M)
pU 0-5Cu NEPEMEINNBAIIM IPH TEMIIEPATYPE OKPY’KAIOLIEH CpPeabl B TCUEHHE | yaca.
Hacprmmennsiii pactBop OukapOOHAaTa HATPHUA AOOABISIA K PEAKUMOHHOM CMECH U

SKCTparupoBaiy auxyiopmMeranoM. OObeAUHEHHBIM OPTAHUYECKHH CITOW BBICYIIIUBAITA
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Ha 0€3BOAHBIM CYJH(aTOM HATPHUA M KOHIIEHTPUPOBAIH NPH TMTOHWKEHHOM JaBICHUN
C TOJlyY€HHEM HEOUYHWIICHHOTO OCTATKA, KOTOPHIM OYHIIATH C TIOMOINBIO0 KOJIOHOYHOU
xpomarorpaduu (CHIIMKAreidb, H-TEKCaH:dTWIAneTar 8:2) ¢ mojayueHueM 3-[6-
aneTokcu-2-(4-{(E)-3-[TpeT-Oy ToKcukapOoHumn-(9-

¢TopHOHMIT)aMUHO |iponieHun } pennn)-4-metun-2H-xpomen-3-un|dpenunosoro

CIOKHOTO 3(hpUPa YKCYCHOW KHUCTIOTHI.

Cragusa III: 3-(6-aueroxcu-2-{4-[(E)-3-(9-pTopHOHNIaMKHO)nIponieH U 1| peHm}-

4-meTna-2H-xpomeH-3-11)(peHU10BbIH CJI05KHBII 3(PHP YKCYCHOIH KUCI0ThI

bpomun mmnka (0,15 r, 0,67 MMOITB) TO0ABIAIN K TIEPEMEIIMBAEMOMY PacTBOpY 3-[6-
arierokcu-2-(4-{(E)-3-[tpeT-Oy TokcukapOoHmi-(9-

¢ropHOHMIT)aMUHO [iponieHw } herwn )-4-meTui-2H-xpomeH- 3 -un | peHnnoBoro
cokHOTO 3¢upa ykcycHou Kucimotel (0,12, 0,17 Mmons) B auxmopMerane (3 M)
TIPH TEMTIEPATYPE OKPYIKAIOMEHN Cpeabl U 00eCTIeYHBaIN TIEPEMEITUBAHUE TIPH TOH JKE
Temmnepatype B TedeHume 4 vacoB. J[00aBmsmm BOAY K PEAKIMOHHOW CMECH H
IKCTPArupoBaM auxyiopMeTaHoM. OObeAUHEHHBIM OPTAHUYECKHH CITOM BBICYIIIABAITA
Hax 0€3BOAHBIM CYJTH()aTOM HATPHUA M KOHIICHTPHPOBAIH NPH TOHKEHHOM JaBICHUN
C TOJlyY€HHEM HEOUYHIICHHOTO OCTATKA, KOTOPHIM OYHIIATH C TIOMOIIBI0 KOJIOHOYHOU
xpomarorpaduu (CHIMKArellb, IUXJIOPMETaH:METaHON 8:2) ¢ monydeHmeM 3-(6-
arietrokcu-2-{4-[(E)-3-(9-pToprHoHMUMaMuHO )iponieHw | e } -4-meTun-2 H-xpomeH-

3-w)(peHUITOBOTO CIOKHOTO Y(hHPa YKCYCHOM KUCITOTHI.

B Tabmuuie 2 mpeacTaBIeHBI HEKOTOPHIE W3 PEMPE3CHTATHBHBIX COCTHHEHHUH,

MOJTYYEHHBIX B COOTBETCTBHH C OOMIMM CIIOCOOOM.
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Tabmuma 2
Coen. | Xumuueckoe SIMP
No HA3BaHHe

3-(3-I'uapoxcudenmn)-
4-metun-2-[4-((Z)-3-
METHJIAMUHOIIPOTICHIIT)
¢dennn|-2H-xpomen-6-
ol

(de-DMSO, 400 MTm); 2,10 (s, 3H); 2,33 (s, 3H); 3,34-3.46 (m,
3H): 5,72 (dt, J,=11,88 T'w, J,=6,32 T, 1H): 5,98 (s, 1H); 6,45 (d,
J =11,92 T, 1H): 6,53-6,60 (m, 2H): 6,69-6,74 (m, 2H); 6,77 (d,
J=7.72 T, 1H); 6,80 (d, J=2,12 T, 1H); 7,17-7,24 (m, 3H): 7,33
(d, J=8,24 T'w, 2H): 9,04 (s, 1H); 9,32 (s, 1H)

2-14-((Z2)-3-
JumeTniaMIHOIIPOTICH
un)pennn|-3-(3-
ruapoxcupermn)-4-
meTtui-2H-xpomeH-6-011

(de-DMSO, 400 MTm); 2,04 (s, 3H); 2,19 (s, 6H); 3,16-3,25 (m,
2H): 5,69 (dt, J,=11,95 I', J,=6,30 T, 1H); 5,93 (s, 1H): 6,44 (d, J
=12,00 T'w, 1H); 6,48-6,55 (m, 2H); 6,62-6,70 (m, 2H): 6,70-6,79
(m, 2H): 7,10-7,21 (m, 3H); 7,28 (d, J=8,20 T, 2H): 8,98 (s, 1H):
9,46 (s, 1H)

2-[4-((D)3-
HoaeumnmaMuHOPOTICH
un)pennn|-3-(3-
ruapoxcupermn)-4-
metui-2H-xpomen-6-o1

(d¢-DMSO, 400 MTI'm); 091 (t, J=7,00 I'u, 3H); 1,22-1,35 (br m,
18H); 1,40-1,50 (br m, 2H); 2,10 (s, 3H); 2,64 (t, J=7,36 I'u, 2H);
3,56 (d, J =5,00 I'u, 2H); 5,74 (dt, J,=12,32 I'u; J,=6,36 I'u; 1H);
5,98 (s, 1H); 6,50 (d, J=11,92 I'u, 1H); 6,53-6,61 (m, 2H); 6,68-
6,75 (m, 2H); 6,77 (d, J=7,64 T'u, 1H); 6,81 (d, J=1,84 I'u, 1H);
7,16-7.25 (m, 3H); 7,34 (d, J=8,20 I'u, 2H), 8,98-9,10 (br s, 1H);
9.46-9.62 (br s, 1H); oqus 06MEHOCTHOCOOHBINH IPOTOH

2-[4-((E)-3-
HonenmiaMuHONIPONICH
win)dennn|-3-(3-
ruapokcudenmn)-4-
meTtmi-2H-xpomen-6-o11

(d¢-DMSO, 400 MTI'm); 0,90 (t, J=6,52 I'u, 3H); 1,23-1,38 (br m,
18H); 1,53-1,62 (br m, 2H); 2,09 (s, 3H); 2,83 (t, J=7.45 I'u, 2H);
3,61-3,67 (m, 2H); 5,97 (s, 1H); 6,26 (dt, J; =15,89 'y, J,=6,92 I'ny,
1H); 6,54-6,60 (m, 2H); 6,66-6,79 (m, 4H); 6,81 (br s, 1H); 7,19 (t,
J=7.80 I'n, 1H); 7,32 (d, J=8,28 I', 2H); 7,38 (d, J=8,40 I'y, 2H);
9,05 (s, 1H); 9,53 (s, 1H), oguHa 0OMEHOCIIOCOOHBIH MPOTOH

2-{4-[(Z)-3-((E)-2,7-
Jumerumokra-2,6-
JUCHUIIAMHHO ) POTICHU
A|denun}-3-(3-
ruapoxcupeHmn)-4-
meTmi-2H-xpomen-6-om

(d6-DMSO, 400 MTI'm); 1,59 (s, 6H); 1,66 (s, 3H); 1,92-2,01 (m,
2H); 2,01-2,07 (m, 2H); 2,09 (s, 3H); 3.47 (d, J=7,08 I'u, 2H); 3,73
(d, J=5,80 I'y, 2H); 5,02-5,10 (br t, 1H); 5,13-5,21 (br t, 1H); 5,70-
5,77 (m, 1H); 5,99 (s, 1H); 6,52-6,57 (m, 2H); 6,61-6,64 (br d, 1H);
6,68-6,80 (m, 4H); 7,19 (t, J=7,72 T'u, 1H); 7,21 (d, J=8,16 Iy,
2H); 7,34 (d, J=8.12, 2H); 9,05 (s, 1H); 9.54 (s,1H); oaunu
00OMEHOCTIOCOOHBIH POTOH

2-{4-[(Z)-3-(2-
JuveTrnaMIHO3 THIAM
VHO)IIPOTICHII | (PSHILT } -
3-(3-rugpoxcudeHm)-
4-metun-2H-xpomeH-6-
ol

(d-DMSO, 400 MI'); 2,09 (s, 3H); 2,14 (s, 6H); 2,31 (t, J =6,30
I'u, 2H); 2,58-2,63 (m, 2H); 3,41-3,46 (m, 2H); 5,73 (dt, J;=11,85
I'u, J,=6,30 I'u, 1H); 5,97 (s, 1H); 6,42 (d, J =11,85 'y, 1H); 6,52-
6,59 (m, 2H); 6,68-6,73 (m, 2H); 6,77 (d, J=7,55 I'u, 1H); 6,80 (d,
J=2.25 T'u, 1H); 7,18-7,23 (m, 3H); 7,32 (d, J=8,05 I'u, 2H); 9,02
(s, 1H); 9,51 (s, 1H); oana 00MEHOCTIOCOOHBIN POTOH

3-(3-T'uopoxcudenun)-
4-metun-2-(4-{(Z)-3-[9-
(4,4,5,5,5-
MEHTAPTOPIICHTUIICY JTb
(haHHIT)HOHUTAMUHO |
onenwm} henmn)-2H-
XpOMEH-6-011

(d-DMSO, 400 MI'my); 1,23-1,34 (br s, 8H); 1,33-1,43 (br m, 2H);
1,47-1,61 (br m, 4H); 1,81 (xBunret, J=6,32 ', 2H); 2,10 (s, 3H);
2,27-2.45 (br m, 2H); 2,64 (t, J=7,12 I'u, 2H); 2,79 (t, J=7,76 'y,
2H); 3,74 (d, J =5,24 T'u, 2H); 5,75 (dt, J,=11,84 I'u; J,=6,32 I'n;
1H); 6,00 (s, 1H); 6,54-6,58 (m, 2H); 6,62 (d, J=12,08 I', 1H);
6,70-6,84 (m, 4H); 7,20 (t, J=7,80 I'y, 1H); 7,24 (d, J=8,20 I'm,
2H); 7,36 (d, J=8,20 I'm, 2H); 9,05 (s, 1H), 9,54 (s, 1H); nBa
MPOTOHA  CIOWUBAKOTCI B mpoMmexkytke  2,50-2,60, omwmn
00MEHOCTIOCOOHBIH NPOTOH

3-(3-T'uopoxcudenun)-
4-metun-2-(4-{(E)-3-[9-
(4,4,5,5,5-
NMEeHTAPTOPIICHTUIICY Tb
(haHHT)HOHUTAMUHO |rIp

(d-DMSO, 400 MI'm); 1,24-1,34 (br s, 8H); 1,34-1,43 (br m, 2H);
1,55 (xBumret, J=7,25 T'u, 4H); 1,81 (xunrer, J=7,70 I'u, 2H);
2,09 (s, 3H); 2,28-2.44 (br m, 2H); 2,64 (t, J=7,15 I'u, 2H); 2,77 (t,
J=7.35 I'u, 2H); 3,57 (d, J =6,50 I'u, 2H); 5,96 (s, 1H); 6,28 (dt,
J1=15.85 I'; J,=6,70 I'u; 1H); 6,52-6,58 (m, 2H); 6,66 (d, J=15,95
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oneHun } penmn)-2H-
XpOMEH-6-0I1

Iy, 1H); 6,68-6,77 (m, 3H); 6,81 (s, 1H); 7,19 (t, J=7,85 'y, 1H);
7,32 (d, J=8.,25 I'u, 2H); 7,36 (d, J=8,30 I'y, 2H); 9,05 (s, 1H), 9,52
(s, 1H); nBa mpoTtoHa cnuBaroTcsi B mpoMexyTke 2,50-2,60, oqun
00MEHOCTIOCOOHBIH IPOTOH

3-(3-T'mopoxcudenun)-
4-metun-2-{4-[(Z)-3-
((R)-3-
METHJITHPPOTIUANH- ] -
wn)-nponeHu |penunn } -
2H-xpomeH-6-o1

(de-DMSO, 400 MI'm); 1,0 (d, J=6,76 I'w, 3H); 1,23-1,33 (m, 3H);
1,91-2,02 (m, 1H); 2,09 (s, 3H): 2,14-2.25 (m, 1H): 2,59-2,68 (br
m, 1H); 2,74-2,83 (br t, 1H): 3,3-3,37 (br d, 2H); 5,74-5.82 (m,
1H): 5,97 (s, 1H); 6,41-6,47 (br d, 1H); 6,55-6,58 (m, 2H): 6,69-
6,75 (m, 2H); 6,76-6,82 (m, 2H); 7,17-7,25 (m, 3H); 7,33 (d,
J=8.24 T'w, 2H): 9,03 (s, 1H): 9,52 (s, 1H)

10

3-(3-T'uapoxcudenun)-
4-metun-2-{4-[(E)-3-
((R)-3-
METHJITUPPOTINANH-] -
W) IIPOTNICHIT | (he HIT } -
2H-xpomen-6-on

(ds-DMSO, 400 MT'w); 1,01 (d, J=6,72 T, 3H); 1,27-1,33 (m, 3H);
1,93-2,03 (m, 1H); 2,09 (s, 3H): 2,15-2,25 (m, 1H); 2,60-2,68 (br
m, 1H): 2,74-2,83 (br t, 1H): 3,23 (d, J=5,16 T'w, 2H): 5,94 (s, 1H);
6,26-6,36 (m, 1H): 6,50 (d, J=16,05 T, 1H); 6,55 (s, 2H); 6,67~
6,83 (m, 4H); 7,19 (t, J=7,80 T, 1H): 7,28 (d, J=8,28 T, 2H):
7.35 (d, J=8,28 Ty, 2H):; 9,02 (s, 1H): 9,51 (s, 1H)

11

3-(3-T'mppoxcudenun)-
4-metun-2-[4-((Z)-3-
runepuaus-1-
WIITPOTICHIIT) e HII |-
2H-xpomen-6-01

(d-DMSO, 400 MTw); 1,32-1.46 (br m, 2H); 1,46-1,59 (m, 4H);
2,10 (s, 3H): 2,26-2,46 (br m, 4H); 3,17 (dd, J,=6,24 T, J,=1,76
T, 2H): 575 (dt, J,=12.21 T, J,=6.25 T, 1H): 6,46 (d, J=12,04
T, 1H); 6,53-6,62 (m, 1H); 6,69-6,75 (m, 2H): 6,78 (d, J=7,68 T,
2H); 6,80 (d, J=2,28 Tu, 2H): 7,17-7.26 (m, 3H); 7,33 (d, J=8,24
T, 2H): 8,90-9.20 (br s, 1H); 9,38-9.70 (br s, 1H)

12

3-(3-I'mapoxcudennn)-
4-metnn-2-[4-((E)-3-
rnepuauH-1 -
wnponeHun)penHu|-
2H-xpomen-6-on

(d-DMSO, 400 MT); 1,37-1,47 (br s, 2H); 1,50-1,62 (br s, 4H);
2,09 (s, 3H); 2,34-2,53 (br m, 4H): 3,05-3,22 (br s, 2H): 5,95 (s,
1H); 6,28 (dt, J,=15.89 T, J,=6,68 T, 1H); 6,51 (d, J=16.40 T,
1H); 6,54-6,38 (m, 2H); 6.67-6,83 (m, 4H); 7.19 (t, J=7.80 T,
1H); 7.28 (d, J=8.,20 T, 2H); 7,36 (d, J=8,20 ', 2H): 9,03 (s, 1H),
9.51 (s, 1H)

13

3-(3-T'ugpoxcudenmn)-
4-metun-2-|4-((Z)-3-
Mopdoaun-4-
WIPOTIeHU) (heHAU |-
2H-xpomen-6-on

(de-DMSO, 400 MT'w); 2,10 (s, 3H); 2,34-2.44 (br s, 4H); 3,18-3.26
(m, 2H); 3,59 (t, J=4.44 Ty, 4H): 5,76 (dt, J,=12,20 Ty, J,=6,24 T,
1H): 5.98 (s, 1H); 6,49 (d, J=12,08 T'u, 1H); 6,53-6,61 (m, 2H);
6,67-6,84 (m, 4H); 7.15-7.27 (m, 3H); 7,33 (d, J=8,24 Tu, 2H);
9,03 (s, 1H): 9.51 (s, 1H)

14

3-(3-T'unpoxcudenun)-
4-metun-2-{4-[(Z)-3-(4-
METHIITHNEPa3HH- 1 -

W) ITPOTIC HILT | (DS HIT } -
2H-xpomen-6-ox

(ds-DMSO, 400 MT); 2,09 (s, 3H); 2.25 (s, 3H): 2,30-2,52 (br s,
8H): 3,21 (d, J=5,24 T, 2H): 5,74 (keumrer, J=6,16 T, 1H): 5,98
(s, H); 6,47 (d, J=12,08 T, 1H); 6,55-6,59 (m, 2H): 6,70-6,82 (br
m, 4H); 7,20 (t, J=7,96 Tu, 1H); 7.22 (d, J=8,20 T'w, 2H); 7.33 (d,
J=8.12 T, 2H): 9,04 (s, 1H): 9,52 (s, 1H)

15

3-(3-T'unpoxcudenun)-
4-metun-2-{4-[(E)-3-(4-
METHIIITHNEPa3HH- 1 -

W) ITPOTICHIT | (DS HIT § -
2H-xpomen-6-om

(ds-DMSO, 400 MTm); 2,09 (s, 3H); 2.23 (s, 3H); 2,28-2,52 (br s,
8H): 3,10 (s, 2H): 5,94 (s, 1H): 6,20-6,33 (m, 1H): 6,49 (d, J=15,80
T, 1H): 6,55 (s, 2H): 6,66-6,83 (m, 4H): 7,19 (t, J=7,70 T, 1H);
727 (d, J=7,75 T, 2H): 7,35 (d, J=7,90 T, 2H): 9,03 (s, 1H); 9,51
(s, 1H)

16

2-{4-[(Z)-3-(R)-3-
AMUHO-IHTNIEpUANH-1 -
W) ITPOTICHIT | (DS HIT } -
3-(3-ruzpoxcudenun)-
4-metun-2H-xpomen-6-
o1

(de-DMSO, 400 MI); 0,96-1,08 (br m, 1H); 1,40-1,52 (br m,
1H);1,58-1,68 (br m, 1H); 1,68-1,78 (br m, 2H); 1,86-1,98 (br m,
1H); 2,10 (s, 3H); 2,59-2,68 (br m, 1H); 2,68-2,80 (br m, 2H);
3,15-3,20 (m, 2H); 5,74 (dt, J;=12,20 I't, J,=6,24 I'y, 1H); 5,98 (s,
1H); 6,47 (d, J=12,12 I'u, 1H); 6,53-6,60 (m, 2H); 6,69-6,74 (m,
2H); 6,77 (d, J=7,72 T'n, 1H); 6,80 (d, J=2,28 I'u, 1H); 7,16-7,24
(m, 3H); 7,32 (d, J=8,24 T'y, 2H), 4geTeipe OOMEHOCIOCOOHBIX
IIPOTOHA

17

2-G-{(D)BA-C-
Tuapoxcu-
stun)nunepasus- 1 -unl-

(de-DMSO, 400 MT); 2,09 (s, 3H); 2,20-2.50 (br m, 10H); 3,16~
3,24 (br s, 2H): 3,51-3,60 (br s, 2H); 5,74 (dt, J1=11,95 T, J,=625
T, 1H): 5,97 (s, 1H); 6,47 (d, J=11,90 T'w, 1H): 6,52-6.59 (m, 2H):
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nponeHu } penm)-3-
(3-ruppoxcudennn)-4-
meTmn-2H-xpomen-6-om

6,68-6,75 (s cautsiii ¢ d, 2H); 6,77 (d, J=7,60 I'u, 1H); 6,80 (d,
J=2,40 I'u, 1H); 7,20 (t, J=7,80 I'u, 1H); 7,22 (d, J=8,15 ', 2H);
7,33 (d, J=8,15 T'u, 2H); 9,04 (s, 1H); 9,52 (s, 1H); oaun
00MEHOCTIOCOOHBIH IPOTOH

138 3-(3-T'uapoxcudenun)- | (dg-DMSO, 400 MI'); 1,68 (xBunter, J=7,00 I'u, 2H); 2,09 (s,
4-metnn-2-(4-{(Z)-3-[4- | 3H); 2,13-2,32 (m, 3H); 2,32-2,50 (m, 8H); 3,19 (d, J=4,72 I'm,
(4,4,55,5- 2H); 5,74 (dt, J,=12,16 I'u, J,=6,16 I'u; 1H); 5,97 (s, 1H); 6,47 (d,
nentadpropnentum)nune | J=12,08 I'u, 1H); 6,52-6,61 (m, 2H); 6,68-6,75 (m, 2H); 6,77 (d,
pasun-1- J=7.64 T'n, 1H); 6,80 (d, J=2,32 I'n, 1H); 7,16-7,26 (m, 3H); 7,33
wn|nponeHun y penmn)- | (d, J=8,24 Ty, 2H), 9,03 (s, 1H); 9,51 (s, 1H); oamn mpoTton
2H-xpomeH-6-o1 CIIMBaeTCA B IpoMexxyTke 2,50-2,60

19 3-[3-(2,2- (d-DMSO, 400 MI'); 0,96 (d, J=6,72 I'n, 3H); 1,20-1,34 (br s,
Humetnnnpornmonunoke | 19H); 1,34-1,46 (m, 1H); 1,93-2,04 (m, 1H); 2,07 (s, 3H); 2,18-
n)-pennn|-4-meTun-2- 2,30 (br m, 1H); 2,90-3,10 (br m, 2H); 3,10-3,22 (br m, 1H); 3,74-
{4-[(Z)-3-((R)-3- 3,89 (br s, 2H); 5,75 (dt, J,=12,20 T', J,=6,24 T'u, 1H); 6,20 (s,
METHIITHPPOIUINH- 1 - 1H); 6,57 (d, J=11,92 I'u, 1H); 6,74 (d, J=8,64 I'u, 1H); 6,83 (dd,
umnponcuwi|-permn}- | J,=8,64 T'm, J,=2,68 Tu, 1H); 7,01 (dd, J;=8,12 I'u, J,=1,52 I,
2H-XxpoMeH-6-UTOBBIH 1H); 7,06 (d, J=2,64 I'u, 1H); 7,12-7,16 (br m, 1H); 7,16-7.25 (m,
cnoxkueiii  ahup  2,2- | 3H); 7,32 (d, J=8.,20 T'u, 2H); 7,39 (t, J=7,88 'y, 1H)
JAMETHIIPOIMOHOBOU
KHCJTOTHI

20 (R)-1-((Z)-3-{4-[6- (d¢-DMSO, 400 MI'm); 1,06 (dd, J;=11,20 T'y, J,=6,65 T'u, 3H);
MeTtokcu-3-(3- 1,45-1,65 (m, 1H); 2,02-2,12 (m, 1H); 2,16 (s, 3H); 2,25-2,50 (m,
METOKCU(pCHMT)-4- 1H); 2,94-3.20 (m, 2H); 3,47-3,67 (m, 2H); 3,78 (s, 3H); 3,79 (s,
metun-2H-xpomen-2- 3H); 4,10 (d, J=5,95 I'u, 2H); 5,82-5,90 (m, 1H); 6,17 (s, 1H);
wi|bennn fammmn)-3- 6,68-6,78 (m, 3H), 6,90-6,97 (m, 4H); 7,24 (d, J=8,20 I'n, 2H);
METHJITHPPOTHIHHA 7,34 (t, J=8,15 I'u, 1H); 7,39 (d, J=7,45 ', 2H)

THIPOXJIOPHT

21 3-(3-T'mapoxcudenmn)- | (dg-DMSO, 400 MI'w); 2,08 (s, 3H); 2,35 (s, 3H); 3,51 (s, 2H);
4-metnn-2-[4-(3- 5,98 (s, 1H); 6,54-6,60 (m, 2H); 6,66-6,69 (br s, 1H); 6,71-6,77 (m,
METHJIAMHHOIIPOII-1 - 2H); 6,80 (d, J=2,30 I'y, 1H); 7,19 (t, J=7,85 I'y, 1H); 7,30-7,36
vHun)henmn|-2H- (m, 4H); 9,04 (s, 1H); 9,51 (s, 1H); ogun 0OMeHOCIIOCOOHBII
XPOMEH-6-011 HNPOTOH

22 2-[4-(3-Hdomemmnamuno- | (dg-DMSO, 400 MI'm); 0,90 (t, J=6,64 TI'm, 3H); 1,21-1,38 (m,
mpor-1-uamn)-penun]- | 18H); 1,38-1,50 (m, 2H); 2,08 (s, 3H); 2,61 (t, J=7,08 I'u, 2H);
3-(3-rugpoxcu-dpenmwn)- | 3,56 (s, 2H); 5,98 (s, 1H); 6,54-6,61 (m, 2H); 6,66-6,69 (br s, 1H);
4-metun-2H-xpomen-6- | 6,70-6,77 (m, 2H); 6,80 (d, J=1,60 I'u, 1H); 7,19 (t, J=7,88 I'L,
o1 1H); 7,29-7.35 (br s, 4H); 9,04 (s, 1H); 9,50 (s, 1H);, omun

00OMEHOCIIOCOOHBIH MPOTOH

23 2-{4-|3-((E)-3,7- (d-DMSO, 400 MI); 1,60 (s, 3H); 1,67 (s, 3H); 1,69 (s, 3H);
HumeTmn-okra-2,6- 2,00-2,07 (m, 2H); 2,07-2,14 (m, 5H); 3,33 (d, J=6,80 I'u, 2H);
qucHumamMuHo)-mpor-1- | 3,40 (s, 2H); 5,08-5,14 (br t, 1H); 5,16-5,23 (br t, 1H); 6,00 (s, 1H);
viHwn|-permnn -3-(3- 6,54-6,60 (m, 2H); 6,67-6,82 (m, 4H); 7,20 (t, J=7,84, 1H); 7,32-
ruapokcupenmn)-4- 7,38 (m, 4H); 9,06 (s, 1H); 9,52 (s, 1H); onuH 0O6MeHOCIIOCOOHBII
meTmir-2H-xpomeH-6-01 | mpoToH

24 3-(3-T'uapoxcudenun)- | (de-DMSO, 400 MI'y); 1,02 (d, J=6,50 I'u, 3H); 1,27-1,37 (br m,
4-metnn-2-{4-[3-((R)-3- | 1H); 1,94-2,05 (br m, 1H); 2,09 (s, 3H); 2,16-2,27 (br m, 2H);
MCTHITHPPOIUINH- 1 - 2,62-2.72 (m, 2H); 2,80-2,91 (br t, 1H); 3,60 (s, 2H); 5,99 (s, 1H);
wn)mpor- 1- 6,54-6,60 (m, 2H); 6,68 (d, J=1,75 I'y, 1H); 6,72 (dd, J;=8,10 I',
vHw | hennn }-2H- J,=1,65 I', 1H); 6,76 (d, J=7,70 I', 1H); 6,80 (d, J=2,00 I', 1H);
XPOMEH-6-011 7,20 (t, J=7,85 I'u, 1H); 7,32 (d, J=8,35 I'u, 2H), 7,35 (d, J=8,35

I'm, 2H); 9,04 (s, 1H); 9,51 (s, 1H)
25 3-(3-T'uapoxcudenun)- | (de-DMSO, 400 MI'n); 1,35-1,43 (m, 2H); 1,50-1,59 (m, 4H); 2,09

4-metun-2-[4-(3-

(s, 3H): 2,43-2,52 (m, 4H): 3.47 (s, 2H); 5,99 (s, 1H): 6,54-6,60 (m,
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MUTNICPUANH- | -HT-Tiporn-
1-unun)dpenun]-2H-
XpOMEH-6-011

2H); 6,66-6,69 (br s, 1H): 6,70-6,78 (m, 2H); 6,80 (d, J=1,64 T,
1H): 7,19 (t, J=7.84 Tu, 1H); 7,31 (d, J=8,36 T'm, 2H): 7,35 (d,
J=8.40 T'w, 2H): 9,05 (s, 1H): 9,52 (s, 1H)

26 3-(3-T'uapoxcudenun)- | (de-DMSO, 400 MI'); 2,08 (s, 3H): 2,21 (s, 3H); 2,31-2,50 (br s,
4-metnn-2-{4-[3-(4- 3H); 3,50 (s, 2H); 5,98 (s, 1H); 6,52-6,61 (m, 2H); 6,68 (d, J=1,60
MCTHIIHNCPA3HH- 1 - I'm, 1H); 6,72 (dd, J,=8,10 I', J,=1,95 I't 1H); 6,74 (d, J=7.70 I'my,
wn)mpor-1- 1H); 6,80 (d, J=2,10 I'u, 1H); 7,19 (t, J=7,90 I'u, 1H); 7,32 (d,
vHwn | hennn }-2H- J=8.30 I', 2H); 7,35 (d, J=8,25 I'ry, 2H); 9,04 (s, 1H); 9,51 (s, 1H);
XpOoMeEH-6-011 Tk MPOTOHOB CIIMBAIOTCA B IPOMEXKYTKe 2,50-2.61

27 3-(3-T'uapoxcudenmn)- | (de-DMSO, 400 MI'n); 2,08 (s, 3H); 2,26 (s, 3H); 2,37-2,53 (br m,
4-metnn-2-{4-[4-(4- 7H); 2,58-2,61 (br m, 5H); 5,97 (s, 1H); 6,54-6,59 (m, 2H); 6,66-
MeTunmnunepasus-1-umn)- | 6,68 (br m, 1H); 6,70-6,77 (m, 2H); 6,78-6,82 (br m, 1H); 7,19 (t,
OyT- 1-unmn|penrn } - J=7.84 T', 1H); 7,30 (s, 4H); 9,06 (s, 1H); 9,52 (s, 1H)
2H-xpomen-6-on

28 3-(3-Metokcudenun)- (d-DMSO, 400 MI'm); 1,04 (d, J=6,72 T', 3H); 1,41-1,56 (br m,
4-metun-2-{4-[(Z)-3- 1H); 2.01-2,10 (br m, 1H); 2,11 (s, 3H); 2,23-2,39 (br m, 1H);
((R)-3- 2,90-3,33 (br m, 4H); 3,79 (s, 3H); 3,82-4,02 (br s, 2H); 5,82 (q,
METHIIHPPOIUINH- 1 - J=5.36 T'y, 1H); 6,10 (s, 1H); 6,58 (d, J=2,52 I'u, 1H); 6,59 (s, 1H);
umnponecHmi|penun}- | 6,62-6,68 (br d, 1H); 6,82 (d, J=2,28 'y, 1H); 6,88-6,96 (m, 3H);
2H-xpomen-6-on 7.23 (d, J=8,24 I'u, 2H); 7,33 (t, J=7,88 I', 1H); 7,37 (d, J=8,20

I'u, 2H); 9,07 (s, 1H)

29 3-(4-I'mopoxcudpernn)- | (de-DMSO, 400 MI'm); 1,71-1,84 (br s, 4H); 2,10 (s, 3H); 2,63-2,81
4-metun-2-|4-((Z)-3- (br s, 4H); 3,50-3,65 (br s, 2H); 5,82 (dt, J; =10,12 I'y, J, =6,28 Ty,
MUPPOTUANH- |- 1H); 5,99 (s, 1H); 6,48-6,62 (d cnurerit 8 m, 3H); 6,68-6,86 (m,
WITPOTICHIIT) e HIMI |- 4H); 7,17-7,28 (d cnureiit B t, 3H); 7,34 (d, J =8,16 I'u, 2H); 9,05
2H-xpomeH-6-071 (s, 1H); 9,53 (s, 1H)

30 3-(4-Tugpoxcudenun)- | (de-DMSO, 400 MI'm); 1,71-1,84 (br s, 4H); 2,09 (s, 3H); 2,60-2,74
4-metnn-2-[4-((E)-3- (br s, 4H); 3,28-3,50 (br d, 2H); 5,95 (s, 1H); 6,33 (dt, J, =13,28
MUPPOTHANH- | - I'u, J, =6,59 I'y, 1H); 6,52-6,61 (m, 3H); 6,67-6,74 (m, 2H); 6,76
WIPOTIeHU) (heHU |- (d, J=7,72 T'u, 1H); 6,81 (s, 1H); 7,19 (t, J =7,83 I'y, 1H); 7,29 (d,
2H-xpomeH-6-o1 J=8.23 I'y, 2H); 7,36 (d, J=8,23 I'ry, 2H); 9,05 (s, 1H); 9,53 (s, 1H)

31 2-{4-[(Z)-3-(3- (ds-TTupuaun, 400 MI'); 0,79 (t, J =7,32 I'u, 3H); 1,22-1,31 (m,
Byrunamunormpponuau | 2H); 1,36-1,44 (m, 2H); 1,47-1,61 (br m, 1H); 1,90-2,01 (m, 1H);
H-1- 2,13 (s, 3H); 2,33-2,42 (m, 2H); 2,42-2,58 (m, 3H); 2,63-2,70 (m,
W) ITPOTICHILUT | (e HIT } - 1H); 3,18-3,34 (m, 3H); 5,84 (dt, J;=12,39 I'u, J,=5,99 I'u, 1H);
3-(3-rugpoxcudenmn)- | 6,29 (s, 1H); 6,38 (d, J=12,01 I'y, 1H); 6,86-6,96 (m, 3H); 7,04
4-metun-2H-xpomen-6- | (dd, J,=7,88 T, J,=1,93 T'u, 1H); 7,18-7,.30 (m, 5H); 7,60 (d,
ol J=8,14 T'n, 2H); 10,99-11,45 (br s, 1H); 11,45-11,90 (br s, 1H);

01H 0OMEHOCTIOCOOHBIH MPOTOH

32 2-{4-[(E)-3-(3- (ds-TTupuaun, 400 MI'm); 0,74-0,81 (m, 3H); 1,21-1,32 (m, 2H);
Byrunamunonmupponuau | 1,36-1,46 (m, 2H); 1,53-1,64 (br m, 1H); 1,96-2,08 (m, 1H); 2,13
H-1-11)- (s, 3H); 2,37-2,62 (br m, 5SH); 2,70-2,77 (m, 1H); 3,08-3,16 (m,
poneHu |heHum § -3- 2H); 3,21-3,32 (br m, 1H); 4,80-5,10 (br s, 1H); 6,23 (s, 1H); 6,25-
(3-rumpoxcudennn)-4- | 6,48 (m, 1H); 6,48 (d, J=15,93 I'u, 1H); 6,88-6,97 (m, 2H); 7,02-
metun-2H-xpomen-6-on | 7,39 (m, 7H); 7,52-7,56 (m, 2H); 10,97-11,18 (br s, 1H); 11,55-

11,80 (brs, 1H)

33 3-(3-T'uapoxcudenun)- | (dg-DMSO, 400 MI'w); 2,09 (s, 3H); 2,60-2,71 (m, 8H); 3,11 (d,
4-metnn-2-[4-((E)-3- J=6.,40 I'u, 2H); 5,94 (s, 1H); 6,26 (dt, J,=16,56 I', J,=6,48 I,
TroMOPhOIHH-4-1IT- 1H); 6,48 (d, J =15,96 I'u, 1H); 6,55 (s, 2H); 6,67-6,82 (m, 4H);
mponieHum)benwn|-2H- | 7,19 (t, J=7.80 I'u, 1H); 7,27 (d, J=8,24 I'u, 2H); 7,36 (d, J=8,24
XPOMCH-6-011 I'n, 2H); 9,04 (s, 1H); 9,52 (s, 1H)

34 3-(3-I'uapoxcudenmn)- (d-DMSO+ykeycnas kuciaorta, 400 MIw); 0,92 (d, J=6,55 I,

4-metun-2-{4-[(Z)-3-(4-
METHJITHIEPUANH-1 -

3H); 1,20-1,31 (br m, 2H); 1,37-1,50 (br s, 1H); 1,63-1,72 (br d,
2H): 2,10 (s, 3H): 2,25-2.36 (br t, 2H): 3,05 (d, J=11,35 T, 2H);
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W) ITPOTICHILT | (S HIT § -
2H-xpomen-6-on

3,52 (d, J=5,55 T'u, 2H); 5,80 (dt, J;=11,90 I'ry, J,=6,40 I'u, 1H);
5,99 (s, 1H); 6,54-6,62 (m, 3H); 6,68-6,75 (m, 2H); 6,77-6,83 (m,
2H); 7.16-7.25 (m, 3H); 7,34 (d, J=8,10 Tu, 2H), nBa
00MEHOCTIOCOOHBIX MPOTOHA

35 3-(3-Tunpoxcudenun)- | (de-DMSO, 400 MIt); 0,90 (t, J=6,96 T'u, 3H); 1,25-1,37 (br s,
4-metun-2-|4-((E)-3- 12H); 1,48-1,57 (br m, 2H); 2,09 (s, 3H); 2,72 (t, J=7,56 I'u, 2H);
Honwtamunonponieaw) | 3,52 (d, J= 6,44 T'u, 2H); 5,96 (s, 1H); 6,28 (dt, J,=15,88 I,
dermn|-2H-xpomen-6- | J,=6,56 T'i, 1H); 6,56 (s, 2H); 6,62 (d, J=15,84 I'u, 1H); 6,68-6,85
ol (m, 4H); 7,20 (t, J=7,84 I'u, 1H); 7,31 (d, J=8,28 I'u, 2H); 7,36 (d,

J=832 Tm, 2H); 905 (s, 1H); 9,53 (s, 1H); omun
00MEHOCTIOCOOHBIH IPOTOH

36 3-(3-Tugpoxcudenun)- | (dg-DMSO, 400 MI'm); 0,94 (d, J=6,50 ', 3H); 1,31-1,40 (br m,
4-metun-2-{4-[(E)-3-(4- | 2H); 1,52-1,64 (br s, 1H); 1,73-1,82 (br d, 2H); 2,09 (s, 3H); 2,73
METUIIHICPUINH- ] - (t, J=11,90 I'u, 2H); 3,28 (d, J=12,25 I't, 2H); 3,68 (d, J=7,10 I,
un)-nponenwi|pennn}- | 2H); 5,97 (s, 1H); 6,32 (dt, J,=15,80 I'u, J,=7,25 I'n, 1H); 6,54-
2H-xpomen-6-011 6,58 (m, 2H); 6,68-6,74 (m, 3H); 6,77 (d, J=7,70 I'u, 1H); 6,79-

6,82 (brt, 1H); 7,19 (t, J=7,80 I'u, 1H); 7,33 (d, J=8,25 I'u, 2H);
7.41 (d, J=8,30 I'u, 2H); nBa 0OMEHOCITIOCOOHBIX ITPOTOHA

37 3-(3-Tugpoxcudenun)- | (d¢-DMSO, 400 MIw); 0,91 (t, J=6,60 I'u, 3H); 1,23-1,36 (br s,
4-metun-2-|4-((Z)-3- 12H); 1,50-1,62 (br m, 2H); 2,10 (s, 3H); 2,88 (t, J=7.48 I', 2H);
HoHmnamusonporicHwt) | 3,83 (d, J=5,04 T'u, 2H); 5,76 (dt, J;=12,36 I'y, J, =6,36 T'u, 1H);
¢denmn|-2H-xpomen-6- | 6,01 (s, 1H); 6,55-6,59 (m, 2H); 6,68 (d, J=12,40 I'u, 1H); 6,71-
ol 6,83 (m, 4H); 7,20 (t, J=7,72 I'u, 1H); 7,24 (d, J =8,24 I'u, 2H);

7,37 d, J =8,28 T'u, 2H); 9,07 (s, 1H); 9,56 (s, 1H), oaunu
0OMEHOCIIOCOOHBIH POTOH

38 2-{4-[(Z)-3~(9- (d¢-DMSO, 400 MI'm); 1,26-1.42 (m, 10H); 1,50-1,59 (m, 2H);
dropHOHMI- 1,62-1,73 (m, 2H); 2,10 (s, 3H); 2,82 (t, J=7,55 I'u, 2H); 3,73-3,80
amuHo)nponcHwi|pern | (m, 2H); 4,48 (dt, J, =47,56 T'u, J, =6,10 T'u, 2H);, 5,76 (dt,
a}-3-(3- J1=11,90 T'u, J,=6,25 I'u, 1H); 6,00 (s, 1H); 6,53-6,67 (m, 3H);
THAPOKCH(DEHMT)-4- 6,70-6,82 (m, 4H); 7,20 (t, J =7,90 I'n, 1H); 7,24 (d, J =8,30 I'n,
metun-2H-xpomen-6-on | 2H); 7,36 (d, J=8,20 T'u, 2H); 9,05 (s, 1H); 9,53 (s, 1H); oaun

0OMEHOCIIOCOOHBIH IPOTOH

39 2-{4-[(E)-3-(9- (d¢-DMSO, 400 MI'w); 1,26-1,40 (m, 10H); 1,54-1,61 (m, 2H);
®dropronunamuno)npon | 1,61-1,72 (m, 2H); 2,09 (s, 3H); 2,83 (t, J=7,75 I'u, 2H); 3,64 (d,
euwn|henwnn }-3-(3- J=6,75 I'u, 2H); 4,47 (dt, J,=47,56 T'u, J, =6,10 I'u, 2H); 5,97 (s,
ruapokcupenmn)-4- 1H); 6,27 (dt, J, =15,90 I'ny, J, =6,70 ', 1H); 6,53-6,59 (br s, 2H);
metuia-2H-xpomen-6-on | 6,67-6,83 (m, 5H); 7,19 (t, J =7,85 I'u, 1H); 7,33 (d, J=8,30 I'm,

2H); 7,38 (d, J=8,45 I'u, 2H); 9,07 (s, 1H); 9,54 (s, 1H); ogun
00OMEHOCIIOCOOHBIH MPOTOH

40 3-(3-T'uapoxcudenmn)- | (ds-DMSO-+ykcycuas xucmora, 400 MI'm);, 1,33-1,41 (m, 3H);
4-metun-2-[4-((Z)-3- 1,74-1,86 (br m, 4H); 2,10 (s, 3H); 2,80-2,98 (m, 4H); 3,88-3,98
MUPPOIHANH- | -UI0yT- (m, 1H); 5,74 (m, 1H); 6,01 (s, 1H); 6,53-6,62 (m, 3H); 6,70-6,75
1-ecamn)pennn]-2H- (m, 2H); 6,77-6,83 (m, 2H); 7,16-7,26 (m, 3H); 7,33-7,41 (m, 2H);
XPOMEH-6-01 JBa 0OMEHOCHOCOOHBIX MPOTOHA

41 2-{4-[(E)-3-(10- (ds-DMSO+ykcycnas kucnora, 400 MI'mr); 1,30 (s, 12H); 1,53-1,60
®dropacumnamuno)npon | (br m, 2H); 1,61-1,72 (br m, 2H); 2,09 (s, 3H); 2,80 (t, J=7,65 I'u,
enwn|henun }-3-(3- 2H); 3,61 (d, J=6,70 I'u, 2H); 4,46 (t, J=47,56 'y, J,=6,10 I'n, 2H);
ruapokcupenmn)-4- 5,97 (s, 1H); 6,27 (dt, J; =15,90 'y, J,=6,90 I'n, 1H); 6,56 (s, 2H);
metuia-2H-xpomen-6-on | 6,65-6,79 (m, 4H); 6,81 (s, 1H); 7,19 (t, J=7.85 I'u, 2H); 7,32 (d,

J=8.35 I', 2H); 7,37 (d, J=8,35 I', 2H); nBa 06MEHOCTIOCOOHBIX
MPOTOHA
42 2-§{4-]3-(9- (d¢-DMSO+yxkcycnas kucmora); 1,24-1.41 (br m, 10H); 1,52-1,72

D TOPHOHUITAMHHO)IIPOTT
-1-uana|dpennn}-3-(3-

(m, 4H); 2,08 (s, 3H); 2,93 (t, J =7.75 T, 2H); 4,04 (s, 2H); 4.45
(dt, J, =47,56 T, J, =6,15 T, 2H); 6,01 (s, 1H); 6,54-6,61 (m,
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ruapoxcupermn)-4-
meTun-2H-xpomen-6-
ol

2H); 6,66-6,83 (m, 4H); 7,19 (t, J =7,85 I'u, 1H); 7,36 (d, J=8,35
I'u, 2H); 7,40 (d, J=8.,40 I'u, 2H); Tpu 00MEHOCTIOCOOHBIX MPOTOHA

2-{4[(Z)3(10-

43 (d¢-DMSO+ykcycnas kuciora, 400 MI'm); 1,30 (s, 12H); 1,53-1,60
®dropacuunamuno)npon | (br m, 2H); 1,61-1,72 (br m, 2H); 2,09 (s, 3H); 2,80 (t, J=7,65 I'w,
enwn|hennn }-3-(3- 2H); 3,61 (d, J=6,70 I'u, 2H); 4,46 (t, J=47,56 'y, J,=6,10 ', 2H);
ruapokcupenm)-4- 5,97 (s, IH); 6,27 (dt, J, =15,90 I'ry, J,=6,90 ', 1H); 6,56 (s, 2H);
metun-2H-xpomen-6-on | 6,65-6,79 (m, 4H); 6,81 (s, 1H); 7,19 (t, J=7.85 I'u, 2H); 7,32 (d,

J=8.35 I', 2H); 7,37 (d, J=8,35 I', 2H); nBa 06MEHOCTIOCOOHBIX
MMPOTOHA

44 2-{4-[(E)-3-(9,9- (d¢-DMSO+yxkcycnas kucnota, 400 MI'n); 1,24-1,47 (br m, 10H);
Hudropuonmnamuno)n | 1,51-1,63 (m, 2H); 1,73-1,92 (m, 2H); 2,09 (s, 3H); 2,80 (t, J=7,60
porenun|penun}-3-(3- | I'u, 2H); 3,61 (d, J=6,56 'y, 2H); 5,97 (s, 1H); 6,09 (tt, J;=56,90
ruapokcupenmn)-4- I'u, J,=4,44 T'u, 1H); 6,27 (dt, J, =15,89 I'ry, J, =6,76 T'y, 1H); 6,54-
metun-2H-xpomen-6-on | 6,60 (m, 2H); 6,64-6,84 (m, SH); 7,19 (t, J =7,80 I'u, 1H); 7,32 (d,

J=8,36 T'u, 2H); 7,37 (d, J=8,36 I'u, 2H); Tpu 0O6MeHOCTIOCOOHBIX
MPOTOHA

45 2-(4-{(E)-3-[(9- (d¢-DMSO+yxkcycnas kucnota, 400 MI'm); 1,26-1,41 (br m, 10H);
Oropuonmm)metimamus | 1,45-1,56 (br m, 2H); 1,58-1,73 (m, 2H); 2,10 (s, 3H); 2,31 (s, 3H);
o|-iporicHm } heHwMI)- 2,46-2,53 (m, 2H); 3,29 (d, J=6,40 T'u, 2H); 4,46 (dt, J,=47,54 T,
3-(3-rumpoxcudennn)- | J,=6,12 'y, 2H); 5,96 (s, 1H); 6,29 (dt, J;=15,85 I'u, J,=6,80 I,
4-metun-2H-xpomen-6- | 1H); 6,53-6,59 (m, 3H); 6,68-6,83 (m, 4H); 7,20 (t, J=7,84 I'u, 1H);
ol 729 (d, J=8,28 Tu, 2H); 7,37 (d, J=8,32 Tm, 2H); xBa

0OMCHOCIIOCOOHBIX MMPOTOHA

46 2-{4-[(Z2)-3-(9,9- (de-DMSO+yxkcycHas kucmora, 400 MI'm); 1,18-1,42 (br m, 10H);
Hudropronmwnamuno)n | 1,44-1,55 (m, 2H); 1,69-1,87 (m, 2H); 2,05 (s, 3H); 2,81 (t, J=7.84
porieamwn|genmn}-3-(3- | T'u, 2H); 3,76 (d, J =4,76 T'u, 2H); 5,70 (dt, J,=11,84 I'u, J,=6,40
ruapokcupenmn)-4- I'u, 1H); 5,95 (s, 1H); 6,04 (tt, J,=56,94 I'u, J,=4,48 ', 1H); 6,48-
meTun-2H-xpomen-6-on | 6,55 (m, 2H); 6,58-6,78 (m, SH); 7,12-7.21 (m, 3H); 7,3 (d, J=8,24

I'u, 2H); Tpu 06MEHOCTIOCOOHBIX MPOTOHA

47 2-{4-[(E)-3-(9- (d¢-DMSO+yxkcycnas xuciota, 400 MI'n); 1,24-1,42 (br m, 10H);
®dropronunamuno)npon | 1,53-1,75 (m, 4H); 2,05 (s, 3H); 2,83 (t, J=7,88 I'u, 2H); 3,65 (d,
euwn|henunn }-3-(3- J=736 T'u, 2H); 3,73 (s, 3H), 4,41 (dt, J,=47,54 T'u, J,=6,12 I'u,
MeTokcupeHm)-4- 2H); 6,01 (s, 1H); 6,20 (dt, J; =15,93 I', J,=6,96 T'u, 1H); 6,55-
metun-2H-xpomen-6-on | 6,59 (m, 2H); 6,68 (d, J=15,93 I'u, 1H); 6,80-6,85 (m, 1H); 6,87-

6,94 (m, 3H); 7,28-7,42 (m, 5H); 1Ba 00MEHOCTIOCOOHBIX MPOTOHA

48 2-(4-{(Z)-3-](9- (d-DMSO+yxkcycnas kuciota, 400 MI'm); 1,25-1,40 (br m, 10H);
Oropuonun)merwiaamun | 1,40-1,48 (br m, 2H); 1,61-1,73 (m, 2H); 2,09 (s, 3H); 2,23 (s, 3H);
o|mponienun } permn)-3- | 2,38-2,45 (m, 2H); 3,33 (d, J=4,98 I'u, 2H); 4,47 (dt, J,=47,56 I'u,
(3-ruapoxcudenun)-4- | J,=6,12 I'u, 2H); 5,75 (dt, J,=11,95 I'u, J,=6,15 I'u, 1H); 5,98 (s,
metun-2H-xpomen-6-on | 1H); 6,51 (d, J=11,98 I'u, 1H); 6,54-6,59 (m, 2H); 6,70-6,82 (m,

4H); 7,20 (t, J=7,78 T', 1H); 7.22 (d, J=8,32 I', 2H); 7,33 (d, J
=8,22 I';, 2H); aBa 00OMEHOCTIOCOOHBIX MPOTOHA

49 2-{4-[(E)-3-(8- (d¢-DMSO+ykcycnas kucaora, 400 MIm); 1,26-1,43 (m, 8H);
DTOPOKTUIAMUHO)- 1,54-1,75 (m, 4H); 2,09 (s, 3H); 2,88 (t, J=7,60 I'u, 2H); 3,70 (d, J
poneHu |heHmn § -3- =6,76 T'u, 2H); 4,46 (dt, J,=47.54 T'u, J,=6,08 T'u, 2H); 5,98 (s,
(3-ruapoxcudenun)-4- | 1H); 6,26 (dt, J;=15,93 I', J, =6,88 I'u, 1H); 6,54-6,59 (br s, 2H);
metun-2H-xpomen-6-on | 6,68-6,84 (m, SH); 7.19 (t, J=7,80 I'u, 1H); 7.33 (d, J=8,32 I'y,

2H); 7.38 (d, J=8.,48 I';, 2H); Tpu 0O6MEHOCIOCOOHBIX MPOTOHA

50 2-{4-[(Z)-3-(8- (d¢-DMSO+ykcycnas kuciaora, 400 MIm); 1,23-1,42 (m, 8H);

D TOPOKTHUIAMHUHO )IPOTT
eHun|penun}-3-(3-
ruapoxcupermn)-4-
meTmir-2H-xpomeH-6-o1

1,48-1,58 (m, 2H); 1,60-1,73 (m, 2H); 2,10 (s, 3H): 2,84 (t, J=7.60
', 2H): 3,80 (dd, J,=6,50 T, J,=1,75 T, 2H): 4,47 (dt, J,=47,51
T, J,=6,15 T, 2H); 5,74 (dt, J,=11,85 Ty, J,=6,35 T, 1H); 6,00
(s, 1H): 6,54-6,61 (m, 2H): 6.65 (d, J=12,00 T, 1H): 6,69-6,75 (m,
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2H); 6,78 (d, J=7,65 T'u, 1H); 6,81 (d, J=2,40 I'u, 1H); 7,20 (t, J
=785 I'u, 1H); 7,23 (d, J =8,25 I', 2H); 7,36 (d, J =8,20 'y, 2H);
TpH OOMEHOCTIOCOOHEBIX MPOTOHA

51 2-{4-[3-(8- (d¢-DMSO+yxkcycnas xucnora, 400 MI'm); 1,28-1,40 (br m, 8H);
®dropoxrunamuno)mpon | 1,40-1,50 (br m, 2H); 1,58-1,75 (m, 2H); 2,02 (s, 3H); 2,60-2,69
-1-uann|pennn }-3-(3- (br m, 2H); 3,54-3,63 (br m, 2H); 4,40 (dt, J, =47,58 I'ry, J,=6,12
ruapokcupenm)-4- I'n, 2H); 5,93 (s, 1H); 6,55-6,59 (m, 2H); 6,66-6,82 (m, 4H); 7,14
metun-2H-xpomen-6-on | (t, J=7,88 T'u, 1H); 7,31-7.37 (m, 4H); Tpu 0OMEHOCTOCOOHBIX

MMPOTOHA

52 2-{4-[3-(10- (d¢-DMSO+yxkcycnas kucnota, 400 MI'm); 1,27-1,42 (br m, 12H);
®dropaeuunamuno)npon | 1,46-1,55 (m, 2H); 1,61-1,73 (m, 2H); 2,08 (s, 3H); 2,75 (t, J=7,25
-1-uann|pennn }-3-(3- I'u, 2H); 3,78 (s, 2H); 4,46 (dt, J,=47,36 I'u, J,=6,25 I'u, 2H); 6,00
ruapokcupenmn)-4- (s, 1H); 6,54-6,60 (m, 2H); 6,67-6,82 (m, 4H); 7,19 (t, J=7,95 I',
metun-2H-xpomen-6-on | 1H); 7,33 (d, J=8,35 T'u, 2H); 7,36 (d, J =8,50 I'u, 2H); Tpu

00MEHOCTIOCOOHBIX MPOTOHA

53 2-(4-{3-[(9- (d¢-DMSO+yxkcycnas kuciota, 400 MI'm); 1,31 (s, 10H); 1,40-1,49
®ropuonmn)merwaamus | (br m, 2H); 1,60-1,71 (br m, 2H); 2,08 (s, 3H); 2,28 (s, 3H); 2,43 (1,
o|mpom-1- J=7.50 T'u, 2H); 3,56 (s, 3H); 4,45 (dt, J,=47,71 T'u, J,=6,10 I,
uHn } perwn)-3-(3- 2H); 5,98 (s, 1H); 6,56 (s, 2H); 6,68 (t, J=1,80 I'u, 1H); 6,72-6,78
ruapoxcudeHmT)-4- (m, 2H); 6,80 (d, J=1,60 I'u, 2H); 7.20 (t, J=7,75 T'u, 1H); 7,34 (q,
meTui-2H-xpomen-6-on | J=8,32 I'y, 2H); aBa 00MEHOCIIOCOOHBIX MPOTOHA

54 2-{4-[3-(9,9- (d¢-DMSO+yxkcycHas kucmora, 400 MIm); 1,25-1,44 (m, 10H);
Hudropronmwnamuuo)n | 1,46-1,56 (m, 2H); 1,76-1,90 (m, 2H); 2,08 (s, 3H); 2,74 (t, J=7.55
por-1-unmn|pennn}-3- | T, 2H); 3,76 (s, 2H); 6,00 (s, 1H); 6,08 (tt, J;=56,86 I'u, J,=4,55
(3-rumpoxcudpennn)-4- | I'u, 1H); 6,54-6,60 (m, 2H); 6,66-6,78 (m, 3H); 6,81 (d, J=2,30 I'y,
meruia-2H-xpomen-6-on | 1H); 7,20 (t, J=7,90 T'y, 1H); 7,33 (d, J =8,55 I'y, 2H); 7,36 (d,

J=8.50 I't, 2H); Tpu 0OMEHOCIIOCOOHBIX MPOTOHA

55 2-{4-[(Z)-3-((R)-3- (d¢-DMSO+ykcycnas kuciora, 400 MIm); 1,41-1,52 (m, 1H);
dropmerummupponuan | 1,85-1,96 (m, 1H); 2,10 (s, 3H); 2,60-2,79 (m, 4H); 3,43-3,50 (m,
H-1-wm1)- 2H); 4,24-4.34 (m, 1H); 4,36-4,46 (m, 1H); 5,79 (dt, J,=11,88 I'n,
MpOTCHMU |(heHuU } -3- J,=6,32 I'u, 1H); 5,98 (s, 1H); 6,48 (d, J=12,00 I'y, 1H); 6,53-6,60
(3-ruapoxcudenun)-4- | (m, 2H); 6,70-6,83 (m, 4H); 7,17-7,25 (m, 3H); 7,34 (d, J=8,20 I'w,
metuia-2H-xpomen-6-on | 2H); oauH npoToH cauBaeTcs B mpoMexyTke 2,45-2.55; nBa

00OMCHOCTIOCOOHBIX MMPOTOHA

56 2-{4-[3-(3,3- (d¢-DMSO+yxkcycnas kuciora, 400 MI'); 2,09 (s, 3H), 2,23-2,37
Hudropmupponuaun-1- | (m, 2H); 2,84 (t, J=7,00 I'u, 2H); 3,02 (t, J=13,36 'y, 2H); 3,69 (s,
wn)por-1- 2H); 5,99 (s, 1H); 6,53-6,60 (br s, 2H); 6,67-6,82 (m, 4H); 7,20 (t,
vHw | henun}-3-(3- J=7.80 I'u, 1H); 7,33 (d, J=8,32 I'u, 2H); 7,38 (d, J=8,36 'y, 2H);
ruapoxcupeHmn)-4- JBa 0OMEHOCHOCOOHBIX MPOTOHA
meTmr-2H-xpomen-6-011

57 2-{4-[(Z)-3-(3,3- (d-DMSO+yxkcycnas kuciora, 400 MI'n); 2,09 (s, 3H); 2,19-2,32
Hudropmupponuaun-1- | (m, 2H); 2,73 (t, J=6,92 ', 2H); 2,91 (t, J=13,32 ', 2H); 3,37 (d,
unnponeuuwi|pernn}- | J=4,72 T'u, 2H); 5,76 (dt, J,=11,96 'y, J,=6,40 I'u, 1H); 5,98 (s,
3-(3-rugpoxcudenun)- | 1H); 6,47 (d, J=12,00 I'u, 1H); 6,55-6,59 (m, 2H); 6,69-6,83 (m,
4-metun-2H-xpomen-6- | 4H); 7,18 (d, J=7,96 T'u, 1H); 7,21 (d, J=8,24 T'u, 2H); 7,33 (d,
o7 J=8.20 I'y, 2H); 1Ba 00MEHOCTIOCOOHBIX MPOTOHA

58 2-{4-[(E)-3-(3,3- (d¢-DMSO+yxkcycnas kuciora, 400 MI'); 2,09 (s, 3H), 2,20-2,34
Hudropnupponuaun-1- | (m, 2H); 2,74 (t, J=7,00 ', 2H); 2,92 (t, J=13,28 ', 2H); 3,24 (d,
un)nponeHuwi|permnny- | J=7,00 I'u, 2H); 5,94 (s, 1H); 6,30 (dt, J,=15,93 I'u, J,=6,48 I'u,
3-(3-rugpoxcudenmn)- | 1H); 6,54 (s, 1H); 6,55 (s, 2H); 6,67-6,82 (m, 4H); 7,19 (t, J=7,88
4-metun-2H-xpomen-6- | I'u, 1H); 7,28 (d, J=8,24 T'u, 2H), 7,36 (d, J=8,28 I'u, 2H); asa
ol 00MEHOCTIOCOOHBIX MMPOTOHA

59 2-{4-[(E)-3-((R)-3- (d¢-DMSO+ykcycnas kucaora, 400 MIm); 1,48-1,57 (m, 1H);

D TOPMETHIIHPPOTHIN

1,94-2,00 (m, 1H): 2,09 (s, 3H): 2,48-2.52 (m, 3H): 2,71-2.88 (m,
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H-1-

W) TPOTICHIT | (S HIT § -
3-(3-ruzpoxcudenun)-
4-metun-2H-xpomen-6-
[obi}

2H); 3,40 (d, J=6,50 I', 2H); 4,30-4,45 (m, 2H); 5,95 (s, 1H); 6,32
(dt, J;=15,80 I'y, J,=6,80 I'u, 1H); 6,53-6,61 (m, 3H); 6,68-6,83
(m, 4H); 7,20 (t, J=7,85 I'u, 1H); 7,29 (d, J=8,20 I'u, 2H); 7,37 (d,
J=8.20 'y, 2H); 1Ba 0OMEHOCTIOCOOHBIX POTOHA

60 2-{4-[(E)-3-((R)-3- (d¢-DMSO+ykcycnas kuciaora, 400 MIm); 1,55-1,67 (m, 1H);
TlMuapoxcumeTunmuppon | 1,94-2,02 (m, 1H); 2,09 (s, 3H); 2,32-2,46 (m, 1H); 2,71-2,82 (m,
WauH-1- 1H); 2,95-3,04 (m, 2H); 3,04-3,13 (m, 1H); 3,32-3,45 (m, 2H);
un)nponeHmwi|permn}- | 3,63 (d, J=6,80 I'u, 2H); 5,97 (s, 1H); 6,31 (dt, J,=15,89 I,
3-(3-rumpoxcudennn)- | J,=6,84 I'n, 1H); 6,53-6,59 (br s, 2H); 6,65-6,83 (m, SH); 7,20 (t, J
4-metun-2H-xpomen-6- | =7,80 T'u, 1H); 7,32 (d, J=8,20 T'u, 2H); 7.39 (d, J=8,24 T'u, 2H);
ol TpH OOMEHOCTIOCOOHBIX MPOTOHA
61 2-(4-{3-[4-(4- (d¢-DMSO+yxkcycnas xucnota, 400 MI'm); 1,53-1,62 (br m, 6H);
®dropOyrokcn)oytraam | 1,62-1,76 (m, 2H); 2,08 (s, 3H); 2,80-2.88 (br s, 2H); 3,37-3,45 (m,
uHoO |mpor-1- 4H); 3,84-3,92 (br s, 2H); 4,46 (dt, J,=47,48 I'u, J, =6,10 I'u, 2H);
nHwn} permw)-3-(3- 6,01 (s, 1H); 6,54-6,61 (m, 2H); 6,67-6,71 (m, 1H); 6,71-6,78 (m,
ruapokcupenmn)-4- 2H); 6,80 (d, J=1,97 I'u, 1H); 7,20 (t, J=7,86 I'u, 1H); 7,35 (d,
metuia-2H-xpomen-6-on | J=8,41 I'u, 2H); 7,38 (d, J =8.31 I'u, 2H); Tpu 0OMEHOCTIOCOOHBIX
MPOTOHA
62 2-{4-{(Z)-3-[4-(4- (de-DMSO+yxkcycHas xucmora, 400 MI'm); 1,50-1,80 (br m, 8H);
®Oropoyrokcu)oyTrmam | 2,10 (s, 3H); 2,93 (t, J=7,20 I'u, 2H); 3,34-3,45 (m, 4H); 3,84-3,90
uHo Jnponierw } penmn)- | (br m, 2H); 4,49 (dt, J,=47,46 T'u, J,=6,04 TI'u, 2H); 5,74 (dt,
3-(3-rumpoxcudennn)- | J;=11,84 I'y, J,=6,32 I'y, 1H); 6,02 (s, 1H); 6,53-6,61 (m, 2H);
4-metun-2H-xpomen-6- | 6,66-6,77 (m, 3H); 6,78-6,84 (m, 2H); 7,20 (t, J=8,44 T'u, 1H); 7,24
ol (d, J=824 Tu, 2H); 737 (d, J=824 Tu, 2H); Ttpu
0OMCHOCIIOCOOHBIX MMPOTOHA
63 2-{4-{(E)-3-[4-(4- (d¢-DMSO+ykcycnas kucnora, 400 MI'm); 1,52-1,78 (m, 8H); 2,09
®ropOyrokcu)oytunam | (s, 3H); 2,94 (t, J=7,55 'y, 2H); 3,33-3,47 (m, 4H); 3,73 (d, J=6,75
uHo [nponieHu  penmn)- | ', 2H); 4,47 (dt, J,=47,46 'y, J,=6,10 I'u, 2H); 5,98 (s, 1H); 6,25
3-(3-rumpoxcudenun)- | (dt, J;=15,90 I'u, J, =7,00 T', 1H); 6,53-6,59 (m, 2H); 6,68-6,84
4-metun-2H-xpomen-6- | (m, SH); 7,19 (t, J=7,85T'u, 1H); 7,34 (d, J =8,30 I'u, 2H); 7,39 (d,
o1 J=8.30 I'y, 2H); Tpr 06MEHOCIIOCOOHBIX IMPOTOHA
64 2-{4-[3-((R)-3- (CDC1;+CD;0D, 400 MI'u); 1,41-1,52 (m, 1H); 1,86-1,94 (m, 1H);
Oropmerummupponuau | 2,09 (s, 3H); 2,60-2,80 (m, SH); 3,65 (s, 2H); 4,26-4,32 (m, 1H);
H-1-wi1)-nporn-1- 4.39-4.45 (m, 1H); 5,99 (s, 1H); 6,54-6,61 (m, 2H); 6,67-6,82 (m,
vHwn | henun}-3-(3- 4H); 7,20 (t, J=7,84 TI'u, 1H); 7,32 (d, J=8,48 I'u, 2H); 7,36 (d,
ruapokcupenmn)-4- J=8.44 T'u, 2H); 1Ba 0OMEHOCTIOCOOHBIX POTOHA
meTmr-2H-xpomeH-6-01
65 3-(3-Tuapoxcudenum)- | (CDCl;+CD;0D, 400 MI'm); 1,83-1,93 (m, 1H); 1,95-2,01 (m, 1H);
4-metun-2-{4-[(E)-3-(3- | 2,03 (s, 3H); 2,40-2,50 (m, 2H); 2,80-2,92 (m, 2H); 3,12-3,24 (m,
tpudropmerwamupponu | 2H); 3,35 (s, 1H); 5,79 (s, 1H); 6,15 (dt, J,=15,80 I'u, J,=6,75 Ty,
JquH-1- 1H); 6,41 (d, J=15,85 I'ny, 1H); 6,50-6,58 (m, 2H); 6,61 (s, 1H);
un)nponeHui|permnn}- | 6,66 (t, J=8,10 I'u, 2H); 6,76 (s, 1H); 7,10 (t, J=7,85 I'u, 1H); 7,16
2H-xpomen-6-01 (d, J=8,00 TImw, 2H); 7,20 (d, J=8,00 TImu, 2H); nxBa
00MEHOCTIOCOOHBIX MMPOTOHA
66 3-(3-Tuapoxcudernum)- | (CDCl;+CD;0D, 400 MI'm); 1,82-1,90 (m, 1H); 1,95-2,03 (m, 1H);
4-metun-2-{4-[(Z)-3-(3- | 2,04 (s, 3H); 2,38-2,48 (m, 2H); 2,67-2,75 (m, 1H); 2,78-2,90 (m,
tpudropmerwamupponu | 2H); 3,28-3.40 (m, 2H); 5,68 (dt, J; =11,85 T'u, J,=6,34 T'u, 1H);
JquH-1- 5,82 (s, 1H); 6,41 (d, J=11,84 I'u, 1H); 6,52-6,62 (m, 3H); 6,65-
unnponeHui|permnny- | 6,69 (m, 2H); 6,77 (d, J=2,72 T'u, 1H); 7,02 (d, J=8,09 I'y, 2H);
2H-xpomen-6-on 7,11 (, J=7,98 TI'm, 1H); 7,23 (d, J=8,12 TI'm, 2H), nxBa
00MEHOCTIOCOOHBIX MMPOTOHA
67 2-{4-|(Z)-3-(3,3-buc- (CDC1;+CD;0D, 400 MTI'm); 1,55-1,64 (br t, 2H); 2,05 (s, 3H);

(TOPMETHIIHPPOTUINH

2.40 (s, 2H): 2.53-2.,62 (br t, 2H); 3.25-3.32 (m, 2H): 4.18-4,28 (m,
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-1-

W) TPOTICHIT | (S HIT § -
3-(3-ruzpoxcudenun)-
4-metun-2H-xpomen-6-
[obi}

2H); 4,31-4,42 (m, 2H); 5,68 (dt, J;=11,88 'y, J, =6,48 I'u, 1H);
5,83 (s, IH); 6,40 (d, J =11,72 ', 1H); 6,53-6,64 (m, 3H); 6,65-
6,70 (m, 2H); 6,77 (d, J=2,68 I'u, 1H); 7,03 (d, J=8,12 I'y, 2H);
712 (t, J =784 Ty, 1H); 7,23 (d, J =820 TI'm, 2H); nBa
00MEHOCTIOCOOHBIX MMPOTOHA

68

3-(6-(2,2-

JpMe THTITPOTTHOHIITOKC
n)-2-{4-[(E)-3-(10-
(dTOpACIMIAMUHO ) IPOTT
eHun|ennn } -4-metmn-
2H-xpomen-3-

1) (hECHUTOBBII
CIOXHBIH  dbup  2,2-
JAMETHINPOMUOHOBON
KHCJIOTBL.

(d-DMSO, 400 MI'm); 1,25-1,42 (m, 30H); 1,53-1,74 (br m, 4H);
2,13 (s, 3H); 2,86 (t, J=7,08 I't, 2H); 3,67 (d, J=6,88 I'u, 2H); 4,43
(dt, J,=47.54 T'u, J,=6,12 T'u, 2H); 6,22-6,31 (m, 2H); 6,73 (d,
J=16,05 T'y, 1H); 6,80 (d, J=8,64 I'y, 1H); 6,90 (dd, J,=8,64 I'ry, J,
=2,68 I'u, 1H); 7,06-7.28 (m, 4H); 7,37 (d, J=8,28 I't, 2H); 7.41 (d,
J=8.40 I'u, 2H); 7.46 (t, J=7,96 ', 1H); oaua 0OMeHOCITOCOOHBIH
MPOTOH

69

2-(4-{3-[(10,10-
Hudropaemmn)veTrnam
uHo |npon-1-

uHn } perwn)-3-(3-
ruapokcudenmn)-4-
meTtui-2H-xpomen-6-o11

(d¢-DMSO+yxkcycnas kucmora, 400 MI'n); 1,26-1,34 (br s, 10H);
1,34-1,50 (m, 4H); 1,74-1,92 (m, 2H); 2,08 (s, 3H); 2,31 (s, 3H);
2,46 (t, J=728 T'u, 2H); 3,60 (s, 2H); 5,98 (s, 1H); 6,08 (tt,
J1=56,94 T'u, J,=4,52 T'u 1H); 6,54-6,60 (br s, 2H); 6,67-6,83 (m,
4H); 7,20 (t, J =7,88 I'u, 1H); 7,32 (d, J=8,48 I'u, 2H); 7,36 (d,
J=8.40 I', 2H); nBa 06MEHOCIOCOOHBIX IPOTOHA

70

2-(4-{(E)-3-[(9.9-
HudropHOHMT)METHIIAM
HHO |rporieHu § e HIMIT)-
3-(3-ruapoxcudennn)-
4-mernn-2H-xpomen-6-
o1

(de-DMSO+ykcychas kuciora, 400 MI'm); 1,22-1,47 (m, 10H);
1,52-1,63 (m, 2H); 1,73-1,90 (br m, 2H); 2,09 (s, 3H); 2,79 (t,
J=724 T, 2H); 3,60 (d, J=7.44 I'u, 2H); 5,97 (s, 1H); 6,08 (tt,
J1=56,94 'y, J, =4,44 T'u, 1H); 6,31 (dt, J;=15,85 I'u, J,=7,04 I'm,
1H); 6,56 (s, 2H); 6,65-6,83 (m, 5H); 7,19 (t, J=7,72 T'u, 1H); 7,32
(d, J=8,28 Tu, 2H); 7.41 (d, J=8,28 TI'u, 2H). Tpu mnporona
cmuBaroTCs B mpomexkyTke 2,50-2,70, aBa 0OMEHOCIIOCOOHBIX
IPOTOHA

71

2-(4-{(Z)-3-](9.9-
HudropHOHIT)METHIAM
WHO |iponieHII § peHuMIT)-
3-(3-rumpoxcudenun)-
4-metun-2H-xpomen-6-
01

(d¢-DMSO+ykcycnas kuciaora, 400 MI'm); 1,20-1,45 (m, 10H);
1,45-1,56 (m, 2H); 1,75-1,90 (br m, 2H); 2,09 (s, 3H); 2,47 (s, 3H);
2,70 (t, J=7,72 T'u, 2H); 3,66 (d, J=5,72 I'n, 2H); 5,78 (dt, J;=11,92
I'm, J, =6,12 I'y, 1H); 6,00 (s, 1H); 6,08 (tt, J;=56,94 I'u, J,=4,36
I'm, 1H); 6,54-6,60 (m, 2H); 6,64 (d, J=11,84 I'u, 1H); 6,70-6,83
(m, 4H); 7,18 (d, J=7,72 T'u, 1H); 7,22 (d, J=8,04 I'y, 2H); 7,35 (d,
J=8,12 I'y, 2H); 1Ba 0OMEHOCIOCOOHBIX MPOTOHA

72

2-{4-[(Z)-3-(R)-3-
TuapoxcumeTnmIppos
uauH-1-

W) ITPOTIC HILT | (DS HIT } -
3-(3-ruzpoxcudenun)-
4-metun-2H-xpomeH-6-
ol

(d¢-DMSO+ykcycnas kuciora, 400 MIm); 1,58-1,69 (m, 1H);
1,95-2,05 (m, 1H); 2,10 (s, 3H); 2,38-2,47 (m, 1H); 2,84-2,92 (m,
1H); 3,07-3,16 (br t, 2H); 3,32-3,46 (m, 2H); 3,88-3,97 (m, 2H);
5,80 (dt, J;=11,68 I'u, J,=6,60 I'u 1H); 6,01 (s, 1H); 6,54-6,61 (m,
2H); 6,64 (d, J=12,24 T'u, 1H); 6,70-6,77 (m, 2H); 6,77-6,83 (m,
2H); 7,17-7.27 (m, 3H); 7,36 (d, J=8,16 I'u, 2H); ogun mpotoH
CIMBaeTCA B TPOMEKYTKe 3,16-3,25; Tpu 0OMEHOCTOCOOHBIX
MMPOTOHA

73

3-(6-Auerokcu-4-
metun-2-{4-[(Z)-3-((R)-
3-METHIUPPOTUANH- ] -
wn)-nponcHu |penumn } -
2H-xpomen-3-
v1)(hCHUTOBBII
CIIO>KHBIM
YKCYCHOM KHCJIOTBI

a¢up

(d¢-DMSO+ykcycnas kucmora, 400 MI'); 1,03 (d, J =6,60 T,
3H); 1,27-1,32 (br s, 1H); 1,42-1,53 (m, 1H); 2,13 (s, 3H); 2,30 (s,
3H); 2,31 (s, 3H); 2,63-2,69 (m, 1H); 3,15-3,21 (m, 2H); 3,75-4,10
(m, 2H); 5,79 (dt, J,=12,00 I', J,=5,92 I'y 1H); 6,28 (s, 1H); 6,60-
6,70 (m, 1H); 6,81 (d, J=8,56 I'y, 1H); 6,92-6,96 (m, 1H); 7,10-
7,15 (m, 1H); 7,18-7.21 (m, 1H); 7,21-7.28 (m, 3H); 7,29-7,34 (m,
1H); 7,38-7,50 (m, 3H);, aBa mMpOTOHA CIIMBAKOTCSA B MPOMEKYTKES
2.50-2.60

74

3-(6-Auerokcu-2-{4-
[(E)-3-(9-dbTopHOHUN

(d¢-DMSO+ykcycnas kucaora, 400 MI'm); 1,23-1,37 (m, 10H);
1,54-1,74 (m, 4H); 2,12 (s, 3H); 2,30 (s, 3H); 2,31 (s, 3H); 2,91 (t,
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amMuHo )nporncHu1 | pern
a}-4-metnn-2H-
XpOMeH-3-

1) (hCHUTOBBII
CITOXKHBIHI a¢up

YKCYCHOM KHCJIOTHI

J=7,72 T, 2H); 3,72 (d, J=6,80 I'u, 2H); 4,47 (dt, J,=47,54 I'ry, J,
=6,08 I'm, 2H); 6,20-6,30 (m, 2H); 6,76 (d, J=16,01 I'u, 1H); 6,80
(d, J=8,60 I'u, 1H); 6,93 (dd, J,=8,64 I'i, J, =2,64 I';, 1H); 7,11
(dd, J,=7,76 T'n, J,=1,56 I'u, 1H); 7,17-7,21 (br m, 2H); 7,28 (d,
J=7.88 T'u, 1H); 7,37 (d, J=8,32 I';, 2H); 7,41 (d, J=8,40 I';, 2H);
7.45 (t, J=7.88 I'n, 1H); onnH 0OMEHOCIIOCOOHBII MPOTOH

75 3-(3-T'uapoxcudenmn)- | (de-DMSO, 400 MTI1); 0,96 (d, J=6,60 I'u, 3H); 1,25-1,37 (br s,
4-metun-2-{4-[(Z)-3- 1H); 1,89-2,00 (br s, 1H); 2,04 (s, 3H); 2,13-2,34 (br s, 2H); 2,60-
((R)-3- 2,85 (br d, 2H); 2,85-3,02 (br s, 1H); 3,45-3,65 (br s, 2H); 5,73 (dt,
METHIIHPPOIUINH- 1 - 5=12.25 T, 1,=6,30 T'u, 1H); 5,93 (s, 1H); 6,40-6,55 (m, 3H);
un)nponeHmwi|penun}- | 6,63-6,70 (s couteii ¢ d, 2H); 6,72 (d, J=7,70 I'u, 1H); 6,75 (d,
2H-xpomen-6-on J=2.35 Ty, 1H); 7,13 (t, J=7,80 I'y, 1H); 7,16 (d, J=8,30 I', 2H);
Hzomep B 7.29 (d, J=8,15 I';, 2H); 8,98 (s, 1H); 9,47 (s, 1H)

76 3-(3-T'ugpoxcudenun)- | (de-DMSO, 400 MI'm); 0,98 (d, J=6,70 I'u, 3H); 1,35-1,47 (br s,
4-metun-2-{4-[(Z)-3- 1H); 1,93-2,01 (br s, 1H); 2,04 (s, 3H); 2,20-2,30 (br s, 1H); 2,45-
((R)-3- 2,55 (br s, 1H); 2,80-3,10 (br s, 2H); 3,10-3,25 (br s, 1H); 3,71-
METHIIHPPOIUINH- 1 - 3,91 (br s, 2H); 5,77 (dt, J,=12,20 T, J,=6,25 Ty, 1H); 5,95 (s,
wnnporneHuI|peHum } - 1H); 6,49-6,60 (m, 3H), 6,65-6,69 (s cmutsiii ¢ d, 2H); 6,73 (d,
2H-xpomen-6-on J=7,70 T'u, 1H); 6,75 (d, J=2,40 I'u, 1H); 7,15 (t, J=7,65 I'u, 1H);
Hzomep A 7,18 (d, J=8,20 I'y, 2H); 7,30 (d, J=8,20 I'y, 2H); 9,00 (s, 1H); 9,49

(s, 1H)

77 3-(3-Tugpoxcudenun)- | (d¢-DMSO+ykcycHas kucnora, 400 MIm); 2,09 (s, 3H); 2,43 (s,
4-metun-2-{4-[(Z)-3-(4- | 3H); 2,46-2,54 (br m, 4H); 2,65-2,78 (br m, 4H); 3,24-3.29 (br d,
merwanunepasut-1-un)- | 2H); 5,73 (dt, J,=11,94 'y, J,=6,26 T'u, 1H); 5,98 (s, 1H); 6,49 (d,
nporieumn |penun}-2H- | J=11,99 I'u, 1H); 6,52-6,60 (m, 2H); 6,66-6,83 (m, 4H); 7,15-7,24
XPOMEH-6-01 (m, 3H); 7,33 (d, J=8,17 'y, 2H); 1Ba 0OMEHOCTIOCOOHBIX MPOTOHA
Hzomep B

78 3-(3-T'uapoxcudenmn)- | (ds-DMSO+ykcycHas kucimora, 400 MI'); 2,09 (s, 3H); 2,49 (s,
4-metun-2-{4-[(Z)-3-(4- | 3H); 2,74-2.88 (br m, 4H); 3,24-3,32 (m, 2H); 5,73 (dt, J,=12,08
MCTHIITHNCPA3KH- 1 - I'u, J,=5,96 I'u, 1H); 6,04 (s, 1H); 6,50 (d, J=11,84 I'y, 1H); 6,55-
umnponeuun|penunt- | 6,59 (m, 2H); 6,70-6,83 (m, 2H); 7,11-7,26 (m, 5H); 7,30-7,37 (m,
2H-xpomen-6-on 2H); udeThipe MPOTOHA CIHMBAIOTCS B MPOMEKYTKe 2,46-2,54; nBa
Hzomep A 00MECHOCTIOCOOHBIX MPOTOHA,

79 2-{4-[(E)-3-(9- (d-DMSO+ykcycnas kuciota, 400 MI'm); 1,31 (s, 10H); 1,56-1,65
®dropronmnamuno)npon | (br m, 3H); 1,66-1,73 (br m, 1H); 2,09 (s, 3H); 2,88 (t, J=7,56 I'ly,
euun|henunn }-3-(3- 2H); 3,70 (d, J=6,80 I'u, 2H); 4,46 (t, J,=47,53 T'u, J,=6,12 I'm,
ruapokcupenmn)-4- 2H); 5,98 (s, 1H); 6,26 (dt, J;=15,92 I'n, J,=6,96 ', 1H); 6,56 (s,
metun-2H-xpomen-6-on | 2H); 6,67-6,83 (m, 5H); 7,19 (t, J=7,84 T'u, 1H); 7,33 (d, J=8,32
Hzomep B I'n, 2H); 7,39 (d, J=8.40 I'y, 2H); Tpu 06MEHOCIIOCOOHBIX IMPOTOHA

80 2-{4-[(E)-3-(9- (d¢-DMSO+yxkcycnas kuciota, 400 MIm); 1,31 (s, 10H); 1,56-1,65
®dropronunamuno)npon | (br m, 3H); 1,66-1,73 (br m, 1H); 2,09 (s, 3H); 2,88 (t, J=7,56 I'u,
enwn|henunn }-3-(3- 2H); 3,70 (d, J=6,80 I'u, 2H); 4,46 (t, J,=47,53 I'u, J,=6,12 I,
ruapokcupenmn)-4- 2H); 5,98 (s, 1H); 6,26 (dt, J;,=15,92 I'y, J, =6,96 I'ry, 1H); 6,56 (s,
metun-2H-xpomen-6-on | 2H); 6,67-6,83 (m, 5H); 7,19 (t, J=7,84 I'u, 1H); 7,33 (d, J=8,32
Mzomep A I'u, 2H); 7,39 (d, J=8.,40 I', 2H); Tpu 0OMEHOCTIOCOOHBIX MPOTOHA

31 3-(3-Prop-5- (d¢-DMSO+ykcycnas kucmora, 400 MI'm); 1,02 (d, J =6,68 I,
ruapokcupenmn)-4- 3H); 1,38-1,49 (m, 1H); 1,98-2,09 (m, 1H); 2,11 (s, 3H); 2,23-2,34
MeTH-2-{4-[(Z)-3-((R)- | (m, 1H); 2,41-2,51 (m, 1H); 2,89-3,04 (m, 2H); 3,09-3,17 (m, 1H);
3-metunmapponuaun-1- | 3,51-3,59 (m, 2H); 5,77-5,84 (m, 1H); 6,02 (s, 1H); 6,51-6,67 (m,
un)nponeuui|pernn}- | 6H); 6,82 (s, 1H); 7,23 (d, J=8,20 I'u, 2H); 7,35 (d, J=8,16 I'u, 2H);
2H-xpomen-6-01 JBa 0OMEHOCHOCOOHBIX MPOTOHA

32 3-(3-Prop-5- (d¢-DMSO+ykcycnas kuciora, 400 MI'm); 2,10 (s, 3H); 2,31 (s,

ruapoxcupermn)-4-
meTtun-2-{4-[(Z)-3-(4-

3H); 3,20-3,26 (br m, 2H): 5,74 (dt, J,=11,96 T'w, J,=6,16 T, 1H):;
5.99 (s, 1H); 6,44-6.66 (m, 6H): 6,79-6.84 (m, 1H): 7.22 (d, J=8.20
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METHIITHNEPa3HH- 1 -
W) TPOTICHIT | (S HIT § -
2H-xpomeH-6-o1

I'u, 2H); 7,33 (d, J=8,20 I'y, 2H); BoceMb MPOTOHOB CIUBAIOTCS B
mpomexkyTie 2,40-2,70, 18a 0OMEHOCIIOCOOHBIX MPOTOHA

33 3-(3,5-Hudropdenmwn)- | (de-DMSO-+ykcycuHas kucmora, 400 MIm); 1,99 (s, 3H); 2,19-2,23
4-metnn-2-{4-[(Z)-3-(4- | (m, 5H); 2,30-2,60 (br m, 6H); 3,17 (d, J=6,56 I', 2H); 5,64 (dt,
MCTHIIHNCPA3HH- 1 - J1=11,88 TI't, J,=6,44 T'u, 1H); 5,78 (s, 1H); 6,44-6,53 (m, 3H);
un)nponeHuwi|permnn}- | 6,68-6,80 (m, 4H); 7,04 (d, J =8,16 I'u, 2H); 7,18 (d, J =8,16 I'u,
2H-xpomen-6-01 2H); onvH 0OGMEHOCTIOCOOHBIH MTPOTOH

34 3-(3-T'uapoxcudenmn)- | (de-DMSO+ykcycnHas kuciora, 400 MI'm); 2,09 (s, 3H); 2,57-2,70
2-{4-[(E)-3-(4-{2-[2-(2- | (m, 4H); 3,12-3,22 (br m, 2H); 3,26 (s, 3H); 3,43-3,49 (m, 2H);
METOKCHATOKCH)3TOKCH]| | 3,52-3,62 (m, 8H); 5,94 (s, 1H); 6,27 (dt, J; =15,81 I'ry, J,=6,72 'y,
STH } IUNIEPa3uH-1 - 1H); 6,48-6,52 (m, 1H); 6,52-6,58 (m, 2H); 6,67-6,78 (m, 3H);
un)nponeHwi|pernn}- | 6,79-6,82 (m, 1H); 7,19 (d, J=7,84 T'u, 1H); 7,28 (d, J=8,12 Iy,
4-metun-2H-xpomen-6- | 2H); 7,36 (d, J=8,28 T'uy, 2H); mecte mpoOTOHOB CIHBAIOTCS B
011 mpomexyTie 2,50-2,57; nBa 00MEHOCIIOCOOHBIX MPOTOHA

85 3-(3-T'uapoxcudenmn)- | (de-DMSO-+ykcycHas kucaora, 400 MI') 2,08-2,19 (m, 3H); 2,49
2-{4-[(Z)-3-({2-[2-(2- (s, 3H); 3,29 (s, 3H); 3,43-3,68 (m, 6H); 3,68-3,83 (m, 4H); 4,05-
MeTokcudTOKCH)3ToKCH]| | 4,18 (m, 2H); 5,70-5,80 (m, 1H); 6,02-6,14 (br s, 1H); 6,53-7,03
STHIT } -MCTHIAMHHO) (m, 8H); 7,16-7,29 (m, 2H);, 7,29-7,44 (m, 2H); mBa mportoHa
nporieHwu | e }-4- cnmuBaroTcs B mpomekytke 3,30-3,43; mBa OOMEHOCTIOCOOHBIX
meTmi-2H-xpomeH-6-01 | mpoToHa

86 2-|2-Drop-4-((Z)-3- (d¢-DMSO+yxkcycHas xucmora, 400 MI'm); 1,82-1,90 (br m, 4H);
MUPPOTUANH- |- 2,12 (s, 3H); 2,97-3,06 (br m, 4H); 3,88 (d, J=6,04 I'n, 2H); 5,87
winponenmn)derni|-3- | (dt, J;=12,00 'y, J,=6,24 T'y, 1H); 6,26 (s, 1H); 6,54-6,59 (m, 2H);
(3-rumpoxcudpennn)-4- | 6,60 (d, J=12,08 I'uy 1H); 6,69-6,87 (m, 4H); 7,02-7,08 (m, 1H);
metuia-2H-xpomen-6-on | 7,14-7,24 (m, 2H), 7,34 (t, J=7,88 I'u, 1H); n1Ba 00MEHOCTIOCOOHBIX

ITPOTOHA.

87 2-[2-Prop-4-(3- (d¢-DMSO+yxkcycnas xuciora, 400 MI'm); 1,71-1,84 (br m, 4H);
mmuppoauaus-1-unmpon- | 2,11 (s, 3H); 2,64-2,78 (br m, 4H); 3,72 (s, 2H); 6,23 (s, 1H); 6,54-
1-uaum)dennn]-3-(3- 6,59 (m, 2H); 6,66-6,79 (m, 3H); 6,82-6,86 (m, 1H); 7,15-7,23 (m,
ruapokcupenmn)-4- 2H); 7,27-7,35 (m, 2H); nBa 0OMEHOCIIOCOOHBIX MMPOTOHA.
meTmit-2H-xpomen-6-o1

88 1-(3-{4-[6- (d¢-DMSO+ykcycnas kucnora, 400 MI'm); 1,72-1,79 (m, 4H); 2,14

dropmeroxcu-3-(3-
¢dropmeTokcupeHm)-4-
meTmn-2H-xpomen-2-
wi|eHun }npor-2-
HHILT) THPPOTHINH

(s, 3H): 2,59-2,66 (m, 4H); 3,64 (s, 2H): 5,79-5.82 (m, 1H); 5,86
(dd, J, =12,15 T, J, =3,35 Ty, 1H); 5,90-5,93 (m, 1H): 5,96 (dd, J,
=12,30 T, J, =3,35 T, 1H): 6,21 (s, 1H); 6,78 (d, J =8,70 Ty,
1H): 6,95 (dd, J,=8,65 T'u, J,=2,85 T, 1H); 7,07-7.12 (m, 3H);
7.15 (d, J =2,85 T, 1H): 7,35 (d, J =6,35 T, 2H): 7,37 (d, J =6,35
T, 2H): 7,42 (t, J =8,10 T, 1H).

In-vitro aHaau3 ¢ UCNoJIb30BAHUEM KJIETOYHOH JIMHUH

AHAJIU3 HQ UHrHOUpoBaHue KaeTounoro pocta MCF-7

Knerku MCF-7 BoicenBanu B 96-TyHOYHBIA IJIAHIIET B MPHUCYTCTBHU 3CTPaaUOa
(1 ’M) m uaKYOHpoBanu B TeueHHe HOUH. Yepe3 24 yaca TECTUPYEMOE COETHHEHHUE
A00ABIATTN TIPH PA3WYHBIX KOHLIEHTPALUSIX W WHKYOHPOBAIH B TEUCHHE ITATH JHEH.

Ha msiTerii neHbp OICHUBAIHM KHU3HECTIOCOOHOCTh KJIETOK C TMPUMEHEHHWEM pearcHTa
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Presto Blue amsa ompeneneHus sku3HECTIOCOOHOCTH KIEeTOK. MHrHOMpoBaHHue pocta B
MPOIIEHTAaX PacCUMTHIBAMM crheayromuMm oopaszom: 100-[(O.D. o6pasma)*100/0.D.
Kontpons, mnpeacrasmsromero codou cpemy], tme O.D. mpexacrasmser coOoi

ONTHYECKYIO MIOTHOCTD.

Coenunenust Gopmymsl | B OCHOBHOM TPOSBISIIOT HHTHOMpOBaHHe pocTta Oomee 50%

MPU KOHLIEHTPALMAX, COCTABIIAIOIIMNX 3 MUKPOMOJIA.

B Tabmuue 3 mnpeacrasneH % wuHruOuMpoBaHus mnpu | MkKM B aHanmm3e Ha
UHrUOMpoBaHue KiIeTo4Horo pocra MCF-7 mis HEKOTOPBIX U3 PEMpPEe3eHTaTUBHBIX

COeIMHEHUH.

Tabmuma 3 % wuarndupoBanus npu 1 MKM B aHaIHM3e HA HHTHOUPOBAHUE KIIETOYHOTO

pocta MCF-7

Coen. | % unaru6bu- | Coen. | % unrudu- | Coen. % wunrunou- | Coen. | % uaruou- | Coen. | %o HHrHOH-
Ne poBaHUA Ne pOoBaHU Ne pOBaAHHSI Ne pOBaHHS Ne pOBaHHS
1 64,1 17 43,4 33 22.8 49 67,3 65 55,4

2 62,2 18 51,3 34 35 50 57,3 66 12,9

3 68,5 19 29.4 35 68.6 51 61.1 67 30,1

4 56,2 20 15.4 36 388 52 743 69 19.8

5 477 21 60,1 37 572 53 38.6 70 16,9

6 55,5 22 29 38 499 54 67.5 71 56,8

7 85,3 23 36,8 39 89.7 55 67.1 72 31,9

8 59,1 24 62,5 40 293 56 449 75 74.4

9 79.8 25 425 41 77.6 57 243 76 67.5

10 52,3 26 55,2 42 62 58 37,9 77 46

11 65,1 27 288 43 479 59 73,5 79 64.8

12 57,6 28 55,9 44 67,2 60 55 80 53

13 55 29 12,97 45 714 61 393 81 77.4

14 79.1 30 19.1 46 38.6 62 53.1 82 16,8

15 522 31 19,9 47 67.4 63 4138 83 12,9

16 56,7 32 274 48 589 64 472
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OOPMVIJIA U30OGPETEHUA

1. Coenunenue popmymsr I,

©opmyna l

HJIA €TI0 COJIK UJTU CTCPCOU3OMCEPHLIL, TAC

R, mpencraBnser coO0OH MOHO- WM JU3aMENICHHWE TMPH KOJbIE A W BBHIOpAH W3
rpynmsl, BKouatomed —Rs, -OR;, ramoren, -C;_gramorenankun, -OC _graroreHaaku,
-CN, -N(Rj);, -NR3SO;R;, -NR3;CHO, -NR;CORj;, -OC(O)R;, -OC(O)N(Rj),, -
OP(O)(OH), u —OC(O)OR;, rme R; B kaxmom ciayyae BbIOpaH W3 BOJOPOJA,
JUHEWHOTO, PA3BETBIICHHOTO WM UUKIHUeCKOT0 Cj¢alkWia W JIHHEHHOTO,

PAa3BETBICHHOTO UIIK HUKIMYICCKOTO C 1-6TAJIOTCHAJIKHIIA,

R, mnpeacraBmieT coO0H MOHO- WIH JW3AMEIIEHHWE | BHIOpAH W3 TPYIIIHL,
BKirouarome —Ry;, -OR;;, ramoren, -Cigranorenankui, -OC; granorenankui, -CN, -
N(Ri1)2, -NRy;1SO5Ry;, -NR;j CHO, -NR;;COR;;, -OC(O)Ry;, -OC(O)N(Ryy),, -
OP(O)(OH); u —-OC(O)OR;;, tme R;; B kKakmom ciy4ae BBIOpaH HW3 BOJOPOJA,
JUHEHHOTO, PA3BETBIICHHOTO WM [HKIWYeCKOTO0 Cgqankuina € JIMHEWHOTO,

PA3BCTBICHHOTO HIIH HUKITHYCCKOT'O C1_6I‘aJIOI‘eHaJ'IKI/IJIa;

Ry BoIOpan u3 Bomopoma, -Cisamkmna, -C;guknoankmna, -OCisankuma, -Cp.

sTaJIOT€HAJIKHIIA, TAJIOTEHA;
L BeIOpaH u3 MTHHEWHOTO WK pa3BeTBIIeHHOTO C; 7aKHIA;
R; 1 Rg OTCYTCTBYIOT HITH HE3aBHCHMO BBIOpaHKI u3 Bogopoaa u C;_salikua;

Ry u Ry HE3aBUCHUMO BBIOPAHBI W3 BOJAOPOJA HWIIH JIMHEWHOTO, PA3BETBICHHOTO WITH

muKImIeckoro Ciypankuna umn CiprajJoreHaNKuna, HeoOsI3aTeNbHO MPEPHIBAEMOTO
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OJTHAM HJTH OOJIee PaJMKAIAMH, HE3aBUCUMO BbIOpaHHBIMH U3 —O-, -NRs-, -S-, -SO-, -
S(Oz)-, -CR5:CR5-, -CEC-, -NRsCO-, -NRsCO-, -NR5CONR5-, NR5C(O)O- n -
OC(0)O-; rae Rs B kak0M ciy4yae BBIOPAH W3 TPYIIIHI, BKIFOYAOIICH BOJOPOI WITH

JIUHEWHBIN, Pa3BETBICHHBIN WM HUKIHYECKUN C | ¢aJIKuUT,;

i Ry u Ry BMecTe ¢ aTOMOM a30Ta, K KOTOPOMY OHH MIPUCOETUHEHBI, 00pa3yioT 4-7-
YJICHHOE KOJIbIIO, HEOOA3aTEIbHO coaeprkamniee 1-2 JOTOHUTENBHBIX TeTePOoaToOMa,
BBIODAHHBIX W3 aTOMOB KHCJIOPOJA, a30Ta WIW CEPhl, M TIPH DITOM KOJIBLIO
HEO0S3aTENIFHO 3aMEIECHO OJHOW WA O0JIee TPYIIaMy, BRBIOPAHHBIMH U3 TAJIOTEHA, -
OR¢, -N(R¢), u Rg, e Rg B kakmom ciywyae BbIOpaH W3 TPYIIIBL, BKIHOYAIOIIEH
BOJIOPOJI, JIMHCHHBIN, PAa3BETBIICHHBIA WITH HUKITHYECKHHA C),0aKUII, HE0O0A3aTeIHbHO
NPEePBIBAEMbIH OJJHUM WJIH OOJie€ paJMKalaMH, HE3aBUCUMO BBIOpaHHBIMH H3 —O-, -
NRs-, -S-, -SO-, -S(0),-, -CRs=CRs-, -C=C-, -NRsCO-, -CONRjs-, -NRsCONRGs-,
NR;s;C(0)O- u -OC(0)0O-;

R¢ HeoOA3aTETPHO JOMOTHUTEIBHO 3aMEINEH OXHOW WM Oojiee TpPyIIIaMH,
BBIOpDAHHBIMH W3 TPyIIbL, BKIO4aromiei ramoreH, -ORj,, -N(Rp;), w —COORy,, -
CON(Ry;), mmu —CON(R1,)OH; rae Ry; B kakaoM ciydae BBIOpAH W3 BOAOPOAA WK

JMHENHOTO, Pa3BETBIEHHOTO WA HUKINYECKOTO C; calKuIa;
== TIPEJCTABJIAET COOOM TBOMHYIO HITH TPOHWHYIO CBS3b;

KOJBIIO D HEoOsA3aTeNbHO AOTIOHUTEFHO 3aMEIIEHO TPYTIITOH, BRIOPAaHHOW 13 —R 3, -
OR;;, ranorena, -Cj¢ramorenankuna, -OC;¢ramoreHankmna, -CN, -N(Ry3), -
NR380,R 3, -NR13CHO, -NR 3COR 3, -OC(O)R 3, -OC(O)N(R13),, -OP(O)(OH), u —
OC(O)ORy;, tme Rj3 B KakaoM ciaydae BBIOpaH W3 BOAOPOJA H JIHHEHHOTO,

Pa3BETBICHHOTO WK HUKIHYeCKOTO C1 6aNKUIIA; U
X Bo10Opan u3 NH, cepsl u kuciaopona,

MPU yCJIOBHH, 4TO ecim Rj; mpeacrasimsieT coOou Bomopona, Ry u R, mpexacrasmsroT
cO00M MOHO3aMEIIEHHE W TPEACTABIAIOT COOOM THAPOKCHIBHYIO Tpymmy, W R;

HaxoauTcsA B monoskeHUH 4 xonpna C, To R; He HAXOMUTCS B MOJNOKEHUH 8 KOJIbIIA A.
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2. Coemunenue no 1. 1, tae Ry Beiopan u3 OH, OR; u -OC(O)R3;
R, Be1Opan u3 ramorena, OR ; u -OC(O)Ryy;

R, Bo1Opan u3 Cy_sankuna wmm Ci_sTaJOTeHAIKHIIA,

L BeiOpan u3 C_4ankuna;

Ry m Ryy HeszaBucumo BbIOpaHbl W3 BOgopoaa, JuHeHHOTO Cioamkuma u Ci.
20TANIOTCHATIKUIIA, HEOOA3aTeNIbHO TMPEPHIBAEMOTO OJHHM WM OOJiee paguKaIamwu,

BbIOpaHHBIMH U3 —O-, -NRs-, -S- u -CRs=CRs-, unn

Ry u Ryy BMecTe ¢ aTOMOM a30Ta, K KOTOPOMY OHH HMPUCOEIUHEHBI, 00pa3yroT 5-6-
YJIEHHOE KOJIIO, HEOOSA3aTEeNBHO cojepxamee | WM 2 JOMONHUTEIBHBIX aTOMa
a30Ta, W MPH 3TOM KOJBIIO HEOOA3aTEIIFHO 3aMEIEHO OJHOW WM 0oJiee TpyIIaMHy,
BeIOpaHHBIMH U3 ranoreHa, -ORs —N(Rg), 1 R, rne Rg B kaxkmoM ciydae BeIOpaH u3
BOJOPOa M JIMHEMHOIO, Pas3BETBICHHOrO0 MM IuKiInueckoro Cjjankuna,
HEOOM3aTENHHO MPEPHIBAEMOTO OJHHUM HITH OOJiee paJuKaaaMH, BRIOpaHHBIMH U3 —O-,

'NR5', -S-u -CRsZCRs-;

R¢ HEOOsA3aTETPHO MOTOJHUTENBHO 3aMEIIEH OJHOW WM Oojiee TPyIIIaMH,

BBIOpaHHBIMH 13 TajoreHa, -OR; 1 -N(Ry),;

== TNPEICTABIAET COOOU TBOWHYIO WA TPOUHYIO CBA3h; U

R5 u Rg mpeacrasisiroT co00# BOJOPO HITH OTCY TCTBYIOT;

Ry; mpeacrasnseT coOoi rpymmy, BEIOpAHHYO U3 TaioreHa u -Ci_¢rajoreHaakuia; u
X mpeACTaBIAET COOOH KUCIOPOI.

3. Coemunenue mo 1. 1, tme Ry u Ryy BMecte 00pasyror 5-6-4jieHHOE KOJIBIIO,
He00s3aTEIIEHO cojepkaniee 1 JOTOTHATETHHBIA TETEPOATOM, BEIOPAHHBIN U3 aTOMOB
KHCJIOPO/Ia, A30Ta U CEPhI; U MPU 3TOM KOJIBLIO AOMOTHUTENBHO 3amemeH0 Rg, rae Rg

MPEICTABIIET COOOW JNMHEWHBIM WM pa3BeTBIEHHBIA Ci 1salIKWI, HEOOS3aTEITHHO
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MPEPBIBAEMBIHN OJJHUM WITH OOJiee paauKanaMu, BEIOpaHHBIMH U3 —O-, -NRs-, -S- v —

CR5:CR5-.

4. Coemurenne mo 1. 1, rae Ry mpeacrasnser co6oit Bomopoa wmu Cysamkun, U Ry
BBIOpAH W3 JIMHEWHOTO WM  pas3BeTBiIeHHOTO Cijsallkuiia, HEOOA3aTEITHHO
MPEPHIBAEMOTO OJTHUM WJTH OoJiee paJuKanaMu, BeIOpaHHBIMU u3 —O-, -NRs-, -S- u —

CR5:CR5-.
5. COCI[I/IHCHI/IC 110 J'IIO6OMy U3 NPCAbIAYIIUX ITYHKTOB, TAC X npcACTaBIICT c000ii O.

6. CoenMHEHUE IO TFOOOMY M3 TIPEABLAYIINX MYHKTOB, rA¢ R, 3aMenieH B MonoKeHUH

3 xonpua C, u R 3amemnieH B MOOKEHUH 7 KOJIbIIa A.
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