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HOBBIE ®PAPMAINEBTHYECKHUE COEANHEHUSA

OIIMCAHUE
OOnacTh TEXHUKH, K KOTOPOU OTHOCHUTCS U300pETEHHE

[0001]HacTosimmee u300peTEHHE OTHOCHUTCA K HOBBIM 0-3aMEIIEHHBIM XWHOJIMH-2-
MUTIEPUIUHOBBIM TIPOU3BOJIHBIM B COOTBETCTBHH ¢ oOmei# dopmynon I, 11, I u IV
Wi UX (apMaleBTUYECKA TPUEMIIEMBIM COJIIM TPUCOEAMHEHHUS KHCIOTBHI HITH
OCHOBaHUs, THAPATY, CONBBATY, N-OKCHIY, CTEPEOXUMHYECKH H30MEPHBIM (hopMam, B
YaCTHOCTH JUACTEPEOU30MEPY, SJHAHTHOMEPY HIIM aTPOIOM30MEPAM HMJIM HX CMECSM,
nomuMopdy umm cnoxHomy 3¢upy. Hacrosmee m3o0pereHHE Takke OTHOCHTCH K
(dapmarieBTHYECKOM KOMIIO3UINH, COAEP)KAlIed COEAMHEHHE, WIH TPOJIEKAPCTBO Ha
ero ocHoBe, popmyisr [, 11, I1I u IV, Kk KOMOWHAIIUK STOTO COCTUHEHHUS C IO MEHBIICH
MEpe OIHHM JIEKAPCTBEHHBIM CPEICTBOM /IS JICUEHUS TyOepKyje3a M K €ro

MPUMEHEHHIO B JICUCHUH H/WITH TIPEAyTPEKACHUN TYOEPKyJie3a.
YPOBEHb TEXHUKHA

[0002]Mycobacterium tuberculosis (MTB) saBIAnCsS OCHOBHBIM TATOTEHOM YEIOBEKA
CO BPEMEH Hauaja CyImecTBOBaHHA deloBeka. [1o Mepe Toro, Kak yermoBedeckas paca
Havajia pasBuBaTbcs, M7B pacnpocTpaHsica BCE Jerde, M OH CTal OJHOU H3
OCHOBHBIX NMPUYHH CMEPTH K Havamy aBaanaroro Beka (Comas et al. Nat. Genet. 2013,
45, 1176-1182). IlporHo3 ans mamueHToB ¢ TyOepkynesom (TB) cymectBeHHO
VAYUYNIAIICSA C OTKPBITHEM W MPUMEHEHHEM MPOTHBOTYOEPKYIIE3HBIX JIEKAPCTBEHHBIX

CPEJCTB.

[0003]TyOepkyne3 (TB) sBmgeTcs mepeHOCHMBIM BO3AYIMTHO-KAMENBHBIM ITyTEM
3a0oneBaHWeM,  BBI3BIBAEMBIM  Mycobacterium  tuberculosis W CeMbIO

ONMU3KOPOACTBEHHBIMH BHAAMH MHUKOOAKTEPHH, a WMEHHO Mycobacterium bovis,
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Mycobacterium  africanum, Mycobacterium microti, Mycobacterium caprae,
Mycobacterium pinnipedii, Mycobacterium canetti u Mycobacterium mungi, KOTOpbIE
BMECTE COCTaBISIOT TaK Ha3pBaeMbIM KoMIUIEKC Mycobacterium tuberculosis.

bompmas yacte cnyuaes TB Bri3Bana nanoukamu Koxa (MTB).

[0004]Mycobacterium tuberculosis epeHOCUTCA BO3IYIITHO-KATIETbHBIMH YaCTUIIAMH
(ampa kamenek) auametpoMm 1-5 mxMm. HH(]eKIuOHHBIE fAapa KameneK CO3Jar0TCs
0c0o0AMH, Y KOTOpPBIX uMeercs TB-3a0oneBanue nerkoro wmm roptanu. llepemaua
MPOUCXOAUT, KOTAa MHIMBUIYYM BIBIXACT A/pa Karelek, coaep:kamue M7B, u aapa
Karejaek MPOXOAAT IO OPOHA3aJbHBIM IYTAM, BEPXHUM JBIXaTEIBHBIM MyTAM U
OpoHXaM C JOCTW)KEHHEM anbBeoisl. Takue manouku Koxa mommarotcs (aronutosy
ATbBEOJIIPHBIMU Makpogaramu; OOJbINAS YACTh TAKHX IMAJIOYEK Pa3pyIIAcTCs HIH
nojasisieTca. HeOomprmoe 4YMCIO MOXKET Pa3sMHOXKAThCA BHYTPH KIIETKH, M OHH
BBICBOOOJKIAIOTCS TOcle paspynieHust Mmakpodara. Takwme manouku Koxa moryT
PacIpOCTPAHATECS TIOCPEACTBOM JUM(PATHIECKOH CHCTEMBI WM KPOBOTOKAa B
OTAAJICHHBIE OpPraHbl, YacTO B pPErHOHAJbHBIE ITHM(pATHUYECKHE VY3IIBI, JIETKOE
(BepXymIka), TIOYKH, TOJOBHOM MO3T M KOCTH. JlaHHBIH MPOLECC PacIpOCTPAHEHUS
MATOJIOTHYECKOTO TPOIECCa CTHMYJIMPYET HMMMYHHYIO CHCTEMY JJII CHCTEMHOTO

OTBCTA.

[0005]InauBuAyyMBI ¢ JaTeHTHOM TyOepkynesHod wHpekmed (LTBI) sBasrorcs
HOCHTEIIIMH OAKTEPUH, HO Y HUX HE MPOSABIIIIOTCA CUMNTOMBI TB-3a001€BaHus, U OHA
He TepeHocAT uHpeknuo Kk okpykaromuM. L TBI HaunmHaeTcs, Korja BHEKIIETOYHBIC
MAJOYKH TIOTJIOMIAOTCA MakpodaraMu M TPE3CHTYIOTCS APYTHM O€IBIM KpPOBSHBIM
KJIETKaM. JTO 3aIyCKAaeT UMMYHHBIH OTBET, TIPH KOTOPOM Oe€llbie KPOBSHBIE KIIETKH
VHUYTOXKAIOT WM WHKAICYJUPYIOT OOJNBOIMHCTBO TAJOYEK, YTO TPHBOJUT K
oOpa3oBaHuio TpaHynoMbl. B 3toT MomeHnt passuBaetcs LTBI. JlatentHas
TyOepkyne3Has uHpekmmsa (LTBI) moxer ObITh OOHapyXeHa TyTEM NPUMEHECHHSA
TyOEpKyTHHOBOHM KOKHOM MPOOBI WITH aHAJIA3a BRICBOOOKAEHHUS HHTEPEPOHA-TAMMA.
B Teuenwe Hemenmp mocie MHPUIMPOBAHHWA WMMYHHAas CHCTEMAa OOBIYHO CIOCOOHA

MPEMATCTBOBATh Pa3MHOKEHHIO manouek Koxa, mnpegynpexiaas AanbHEHIIee
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MPOTPECCUPOBAHUE. Y HEKOTOPBIX JHOJACH Mamoyku Koxa mpeomosieBatoT HMMYHHYIO
CUCTEMY W Pa3MHOXKAIOTCA, YTO B PE3YNbTaT€ NPHUBOJUT K MPOTPECCUPOBAHHUIO OT
LTBI mo TB-3a0oneBanus. IIporpeccupoanne ot LTBI no TB-3abomneBanus mMoker
MPOUCXOIUTH B IOOOW MOMEHT BPEMEHHU OT UCXOAHOTO MH(UITUPOBAHUS U BIUIOTH 10
MHOTHX JeT mocjie. be3 meueHuss mpumepHo y 5% HHIUBHAYYMOB, KOTOPbIE OBLITH
wrduumposansl  MTB, pasoseercs 3abonesamme B 1" mmm 2% rom mocme
UHPUIMPOBAHUA, a Y ApyTuX 5% 3a00NeBaHUE Pa30BBETCS YEPE3 HEKOTOPOE BpPEMA Ha
MPOTSHKEHUH KU3HU. Takum oOpazom, 0e3 neueHus npumepHo y 10% UHIUBUIYYMOB

C HOpPMaJbHBIMU UMMYHHBIMH CHCTEMaMH, HHPUIUpOoBaHHbIX MTB,, pazoBbetca TB-

3a005IeBaHUE B KAKOM-TO MOMEHT BPEMEHHU Ha MPOTHKECHUH UX KU3ZHEH.

[0006] TyOepkyne3Hoe 3a0oneBaHHE MOKET BO3HHKATH B MECTaX, OTHOCAINUXCH K
nerkuMm (Oomnee 60%) u BHE JeTKHX. Y TAIMEHTOB C JIETOYHbIM 1B 00BIYHO MMeeTcs
Kalenb M aHOMAallbHas KapTHHA Ha PEHTT€HOBCKOM CHHMMKE IPYJHOM KIIETKH, U OHH
MOTYT OBITh 3apa3HBIMH. XOTs OOJIbIIast yacTh ciy4yaeB TB sBisroTcs merounsivu, TB
MOKET BO3HHUKATh TIOYTH B JFOOOM aHATOMHYECKOM MECTE€ WJIH B BHJC
JUCCEMUHHUPOBAHHOTO TOpakeHUs. BHenerounoe TB-3a0oneBaHHe BO3HHKAET B
MECTaX, OTJIMYHBIX OT JIETKHX, BKIIOYAas TOPTaHb, JTUMQATHYECKHE Y3IIbI, TUIEBPY,

TOJIOBHOM MO3T, ITOYKH HJTH KOCTH U CyCTaBhbI.

[0007]VHauBHAYYMBI ¢ BHEIeTOYHBIM TB-3a001¢BaHreM OOBIMHO HE 3apa3HbI 0 TEX
Mop, TOKa y HUX He OyJeT MMEThCA TAKXKE JIETOYHOE 3a0oseBanue. THAUBHIYYyMBI C
BHeNerouyHbM TB-3a00neBanreM Takke OOBIYHO HE 3apa3Hbl 0 TeX IOp, TOKa
BHEJIETOYHOE 3a00JIEBAHWE HE HAXOJUTCA B POTOBOM TOJOCTH WM TOPTAHH, WA
BHEJIETOYHOE 3a00JI€BaHME HE BKIIOYAE€T OTKPHITHIE HAPBIB WIIH PaHy, B KOTOPBIX
KOHIICHTPAIMA OPTAaHU3MOB SBIIIETCS BBICOKOHW, OCOOEHHO €CITH APEHAK W3 HAPHIBA
WM PaHbl ABIETCS OOBEMHBIM WM €CITH JPEHAKHAA SKHUAKOCTh TPEBPALIACTCA B
a’po3onb. Y WHAUBUAYYMOB ¢ TB-3kccygatoM B TJIEBPATbHOW MOJIOCTH MOKET
MMETBCS CKPBITBIM JIETOYHBIM 1B, KOTOpPBIM HEBUAWUM NPH PEHTTECHOBCKOM CHUMKE
ITPYAHOM KIJETKH, IOCKOJIbBKY 3KCCYJaTHas JKUIKOCTh YBEIWYMBAET TMJIOTHOCTb

JCTKOTO.
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[0008 ] Munuapubiii TB Bo3HukaeT, korga manmouku Koxa momagaroT B KPOBOTOK U
pacOpoCTPaHSIOTCS BO BCE YaCTH OPraHW3Ma, TI/I€ OHU PACTYyT M  BBI3BIBAIOT
3a00neBaHNe B HECKOJBKHX MecTaX. [laHHOe cocrostHue penkoe, HO Tsokenmoe. OHO
HAUOOJIEE PACTIPOCTPAHEHO Yy MJIAJICHIIEB W JIETEH BO3PACTOM MOJIOXKE 5 JIeT W Yy
0CO0EH C TKEIIOM MMMYHHOW HEIOCTATOYHOCTHIO. MwummmapHsii TB MokeT ObITh
OOHapy’keH B OTIAEIHHOM OpraHe, BKIIIOYas TOJIOBHOW MO3T, B HECKOJIBKHUX OPraHax
WM TI0 BCEMY OPTraHU3My. DTO COCTOSHHUE XapaKTePHU3YETCs OOJIBIIUM KOJIHYECTBOM
TB-nmanoyek, KOTOpbIE MOXKHO JIETKO YIYCTUTh, U SIBIIIETCA CMEPTEIbHBIM, €CJIH
OTCYTCTBYET JieueHHe. Y He Oosee 25% maiuueHToB ¢ MUTHAPHBIM TB MOXET uMeThCs

uH(peKIHsA 000JI0YEK FOJIOBHOTO MO3Ta.

[0009]Korna TB BO3HMKAeT B TKaHH, OKpPY>KaIOIIEH TOJOBHOM MO3r MM CIHHHHOMN
MO3T, OH HAa3bIBAECTCSA TYOEPKYJE3HBIH MEHUHTUT. TyOepKylIe3HbI MEHHHTHUT 4YacTo
HAaOMOJaeTcs B OCHOBAHMM TOJIOBHOTO MO3ra INpH BU3YAIH3UPYIOLIHX CHOCO0ax
uccrnenoBanua. CHMOTOMBI BKIIIOYAIOT TOJOBHYIO OOIIb, TOHWKEHHBIH YPOBEHb
CO3HAHHUS M PUTHIHOCTH 3aTBUIOYHBIX MBI, [IpomomkuTenbHOCTE 3a00I€BaHUA /10
MOCTAHOBKM JIMArHO3a PA3HUTC M YAaCTHYHO CBsI3aHA C TPUCYTCTBHEM WIIU
OTCYTCTBUEM JIPYTHX MECT MOPaKEHHA. BO MHOTMX clydasX y TAalMEeHTOB C
MEHUHTUTOM HMEIOTCS aHOMAaJIMM Ha PEHTTEHOBCKOM CHHUMKE TPYJAHOM KJIETKH,
COOTBETCTBYIONIME Oo0Jlee paHHEMy WM Tekymemy 1B, m y HHX 4Yacto umeercs

MuHapHbei TB.

[00010] Jlemorpaduieckne NaHHBIE HHIUBHAYYMOB C TIOBBIIIEHHBIM PHCKOM
nporpeccupoBanuss LTBI pmo TB ABmsr0oTCA  CHEAyOMMUMHU: HWHIWUBUIYYMBI,
WHQUOUPOBAHHBIE  BHPycOM  HMMyHonedummra uenoBeka (BUY), germ;
WHAWBUAYYMBI, HeJIaBHO WH(UIMpoBaHHBIE M71B (<2 mner); UMEIIIHWEe B aHAMHE3E
HEBBUICYCHHOE WJIH HEKOPPEKTHO BbUIeYeHHOE 1B-3a00meBaHne, BKIOYArOLIEe
(¢uOpO3HBIE H3MEHEHHS TIPH PEHTI€HE TPYAHOH KIETKH, COOTBETCTBYIOIIHE
MpeabIAyIEMY TB-3a6oneBanmio; VHUBUYY MBI, IIOJTy YarOIHe
WMMYHOJCTIDECCHBHYIO TEpAnuio (HampuUMep, AaHTarOHUCTHI (haKTopa HEKPO3a

omyxonu anb(a, CHUCTEMHBIE KOPTHKOCTEPOHWABI [>15 Mr TpegHH30HA B CYTKH];
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WHJUBUIYYMBI, MOJTYYarOIIHE MMMYHOIEIIPECCHBHYIO TEPAITHIO ocCJIe
TPAHCIUTAHTAIIMM OPTaHa;, CHIIMKO3, CaXapHBIA JHA0ET, XPOHWYECKAs MOYECHHAS
HEJOCTATOYHOCTD, JIEMKO3; PAaK TOJIOBBI, INEH MWW JIETKOTO; TACTPIKTOMMS WIIH
HAJTMYHE EIOHOMIICATHHOTO OOBOJHOTO KaHaja, HU3KWK HMHIEKC Macchl Tena (BMI);
KypUNBLIMKH CHUTapeT; JIMLA, 3JI0YMNOTPEONAIONIME HApPKOTHYECKHUMH CpPEACTBAMU
W/WIIA aNKOTOJIEM; JIMIA, HEAOCTATOYHO OOECTICUCHHBIE MEIUIMHCKUMH YCIyTaMH,

Mano00eCTIeYeHHBIE TIOMYJIALUH.

[00011] TB, yCTOMYMBBIN K  JIEKQPCTBEHHBIM  CPEACTBAM,  BBI3BIBAIOT
MUKpOOpranu3msl AM7B, KOTOpbIe yCTOHYMBBI K JIEKAPCTBEHHBIM CPEACTBAM, OOBIYHO
NPUMEHAEMBIM JUIA JICYCHUS 3a00neBaHUA. 1B, yCTOWYHMBBIM K IJI€KapPCTBEHHBIM
CpeACTBaM, MEPEHOCHTCS TAaKUM K€ NyTeM, 4YT0 U 1B, 4YyBCTBUTEIBHBIM K
JIEKapCTBEHHBIM CpPEACTBAM, W He ABIETca Oonee 3apasHbiM, dYem 1B,
YyBCTBUTEJIBHBIM K  JIEKQpCTBEHHBIM cpeacTBaM. OpaHako, 3aJep’kKKa IIpH
pacno3sHaBAaHUM YCTOMYMBOCTH K JIEKAPCTBEHHBIM CPEACTBAM WM MPOJJICHHBIE
nepuoap HHYEKTUBHOCTH MOTYT CIIOCOOCTBOBATH MOBBIIIECHHBIM YPOBHAM IEPENAvH U

I[ElJ'IBHCfIH.ICMy Pa3BUTHUIO YCTOfIHHBOCTH K JICKAPCTBCHHBIM CPCACTBAM.

[00012] TB ¢ MHOXeCTBEeHHOH IeKapcTBeHHOHW ycTonumBocThio (MDR TB)
BBI3BIBAIOT ~MHUKPOOPTAHHM3MBI, YCTOHYMBBIE K OONBPIIMHCTBY  3((EKTUBHBIX
JEKAPCTBEHHBIX CPEACTB IS JieueHus 1B, a WMEHHO H30HHMA3WAy W pHDAMITHHY.
Takue nekapcTBEHHBIE CPEACTBA CUHTAIOTCA JICKAPCTBEHHBIMH CPEICTBAMH TEPBOU

JIMHHH.

[00013] TB ¢ mmpoxo#t nekapcTBeHHOM ycToHunBOCThIO (XDR TB) sBmsercs
OTHOCHTEIIBHO PEAKHM THNOM 1B, yCTOMYHMBOrO K JEKapCTBEHHBIM cpeactBam. 1B ¢
IMUPOKOW JIEKAPCTBEHHOM YCTOMYUBOCTBIO SIBJIISIETCA YCTOMYHMBBIM K H30HUA3UAY H
pudamMnuHy, TUIFOC TFOOOMY (PTOPXHWHOJIOHY M TIO MEHBIIEH MEPE OJHOMY H3 TpEX
WHBEKLMOHHBIX JIEKAPCTBEHHBIX CPEJICTB BTOPOM JHMHHMM, T.€. AaMHUKALUHY,
KaHamMunuHy uin KanpeomuuuHy. [lockonmsky XDR TB sABmdeTcs yCTOMYMBBIM K

JCKAPCTBCHHBIM CPCACTBAM HCpBOfI JIMHUH 1 BTOpOfI JIMHHUHW, TO NalHUCHTaAM OCTAaKTCA
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BapHUaHThI JICUCHHA, KOTOPBIC oonee TOKCHYHBIC, Ootee JAOPOTHUC U HAMHOTO MCHCC

3¢ peKTUBHBIE.

[00014] OcCHOBHBIMH TIETIIMU JieueHUs1 TB-3a00neBaHus SBISIOTCSA. H3JICUCHUE
OTIENBHOTO MALMEHTA, MUHUMHU3ALUA PUCKA CMEPTH U MHBAIMIU3ALMH U CHIKECHHE
ypoBHs niepeHoca MTB oxpyxatomuMm. Jjig oOecTieueHruss TOCTIKEHUS ITUX IENeH
TB-3a0oneBanne JODKHO TMOABEPTATHCS JIEUEHHUIO B TEUEHHE IO MEHbIIEH mepe 6
MECSIIEB W B HEKOTOPBIX CIy4Yasx Jake JoJbine. bonbmuHCTBO Oakrepuit
VHUYTOXKAKOTCA BO Bpems NepBelx 8 Henaenbs JnedeHus. OOHAKO, CYIIECTBYIOT
MEPCUCTUPYIOIIME OPTaHU3MBI, OT KOTOPBIX TpeOyeTrcst Ooliee ATUTENBHOE JICUCHHE.
Ecnu neueHne He MPOAOIDKAETCA B TEUECHHE JOCTATOYHO NPOAOJDKHTEIIBHOTO CPOKa,
TO BBDKHMBIIME OAaKTEPUH MOTYT OBIT MPHUYMHOW TOTO, YTO TALMEHT CHOBA CTAHET
OONBHBIM W 3apa3HbIM, TPH 3TOM IOTEHIHAIBHO Yy HETO OYyIyT YCTOWYHMBBIE K
nekapcTBeHHbIM cpeacTBaM mTaMMbl MTB. CymecTByeT HECKOIBKO BapHUaHTOB
€KETHEBHOW W TIPEPHIBUCTON TEPAITHH, HO IIEIBIO JieueHus T B-3a0o0meBaHus T0HKHO
OBITh OOEecCIeueHHEe caMol 0e30MmacHON ¥ HauOoJee 3PEeKTHBHOM TEparmiK 32 CaMbIA
KOpOTKUH mnepuoa BpeMeHH. C TOJMyYeHHEM KOPPEKTHOTO JIEYEHHUS TIOYTH BCE
MAIMEHTHI BOCCTAHOBATCSA W OyayT m3nedeHbl. CxeMmbl uia nedeHus TB-3aboneBanus
JOJDKHBI BKJIFOYAaTh HECKOJIBKO JIEKAPCTBEHHBIX CPEACTB, K KOTOPHIM OaKTEPHH
ABJIAIOTCS 4yBCTBUTENbHBIMH. CTaHIApTOM KIMHUYECKOM TPAKTHKU /JI1 Hayasa
neueHuss TB-3a0oneBaHust  ABNSETCS  TEpamus C  TOPUMEHEHHEM  YeThIpeX
JEKAPCTBEHHBIX cpeAcTB. JleueHHe OJHUM JIEKAPCTBEHHBIM CPEACTBOM MOJKET
MPUBECTH K PA3BHTHI0 YCTOWYHBOCTH OAaKTEPHATBHOW TOMYJSALMH K 3TOMY
JEKapCTBEHHOMY CPEACTBY. AHAIOTHYHO JO0OABIIEHHE OJHOTO JIEKAPCTBEHHOTO
CpEeICTBa B HEYAAYHYIO CXeMy JieueHHus 1B MOKET NpUBECTH K MPHOOPETCHHIO
JOTIOTHUTENFHOM ycTolunBocTH. Korma nBa mnmm OoJiee JeKapCTBEHHBIX CPEACTB, K
KOTOPBIM OBLTa MPOAEMOHCTPUPOBAHA UyBCTBHTEIBHOCTH IN Vitro, MPEIOCTABIIIOT
BMECTE, TOIJa KaKIOE W3 HUX I[OMOTraeT NPEeAyNpeIuTh BO3HUKHOBEHHUE

YCTOMYMBOCTH MAJIOYKH KOXa K OCTaIbHBIM.
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[00015] CyniecTByeT HECKOIBKO JIEKAPCTBEHHBIX MpENapaToB i JeueHus 1B,
onoOpeHHbIX i JedeHuss T1B-zaboneBanmas B CHIA w B EBpome. Taxkue
JIEKapCTBEHHBIE TIPETapaThl KIACCH(PHUIMPYIOT KaK JEKAPCTBEHHBIE CPEICTBA MEPBOU
JVHWW, HATIPUMEP HW30HHUA3WA, pudammnuH, TUpasHHAMUA, 3TamOyTon, pudalyTHH,
pudaneHTHH; WX JEKapCTBEHHBIE CPEACTBA BTOPOW  JIMHUH, HANpPUMED
CTPENTOMUIIMH, LHUKIOCEPUH, KANpPEOMHLMH, 4-aMHHOCATUIIMIIOBAs  KHCIIOTA,
neBoiokcaniiH, MOKCH(IOKCAIMH, TraTU(IOKCAIWH, AaMHKAIWH, KaHAMUIIWH,
stuoHamMuA. M30HMasua, pudamMnuH, NMUpasHHAMHI U 3TaMOyTON 00pPasylT KOCTSIK
ucxoaHoM cxemsbl nedeHus TB. HenaBHo Obl 0100peHBI ABa HOBBIX JIEKAPCTBEHHBIX

npenapara g geuenus MDR TB: Oenaksunun u genamanu.

[00016] PugalOytuH, on0OpeHHBIM JIs TOpeaynpekIeHus — 3a00IeBaHMA,
BBI3BIBAEMOTO KOMILIEKCOM Mycobacterium avium, y namueHToB ¢ BUY-undexuei,
HO He omoOpeHHbId i TB-3a0oneBanus, MPUMEHSIOT T JiedeHus 1 B-3a0oneBanus
y TAOUEHTOB C OJHOBPEMEHHBIM TIPHEMOM JIEKAPCTBEHHBIX CPEACTB, KOTOPHIC
B3aMMOJICHCTBYIOT ¢ PU(PAMIHHOM (HAPUMEP, HEKOTOPHIE MPOTHBOPETPOBUPYCHBIE
JICKAPCTBEHHBIE CPEACTBA). AMHKAIMH W KAHAMHIUH, MPAKTHYECKA HICHTHYHBIC
AMHHOTJIMKO3HUIHBIM JICKAPCTBEHHBIM CPEJCTBAM, MPUMEHSIOT B JICYCHUH MALUCHTOB
¢ TB-3a0oneBaHueM, BHI3BAHHBIM OPTraHU3MAaMH C YCTOMYHBOCTBIO K JIEKAPCTBEHHBIM
cpeactBaM. PudalOyTH m pudaneHTHH TAaKKe MOKHO CYHTATHh JIEKAPCTBEHHBIMH
npenapaTaMH MepPBOW JTHHHHA B HEKOTOPBIX 00CTOSATENbcTBAX. CTPENTOMHIIMH paHEe
CUHTAJICS JIEKAPCTBECHHBIM CPEICTBOM TEPBOM JIMHUHM, W B HEKOTOPBIX CIIydasX BCE
elmle TMPUMEHAETCS B HWCXOMHOW cxeme JeueHus. OaHAKO, BO3pacTaromas
BCTPEYAEMOCTh YCTOMYHBOCTH K CTPENITOMHIIMHY BO MHOTHX YacTSIX CBETAa MOHW3HWIIA
ero oOnryro mMpUMeHUMOCTh. OcTalbHbBIE JIEKAPCTBEHHBIE CPEACTBA OTIOKEHBI IS
O0COOEHHBIX CHTYyallld, TAKUX KaK HEMEPEHOCHMOCTH JIEKAPCTBEHHBIX CPEACTB HITH

YCTOMYUBOCTD K HAM.

[00017] CyniecTByeT 4YEThIpE OCHOBHBIE CXEMBI JIEYEHMs, PEKOMEHIOBAHHBIE
U JIeueHus WHAMBHIYyMOB ¢ TB-3abomeBanmem, BbI3BaHHBIM Tanoukamu Koxa,

KOTOPBIC, KaK HM3BCCTHO WKW MPCAINONIONKHUTCIIbHO, YYyBCTBHUTCIbHbI K H30HHWA3WUAY,
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pudamnuHy, THpasHHAMUAY H 3TaMOyTony. Kakmas cxema J€UYeHHS COCTOUT W3
HCXOHOM 2-MeCcaIHOH (Das3bl IEUEHH ¢ TOCTEeAYOmeH (Ha30i MpOIODKEHHS JICUCHHUS,
cocTassAromen oo 4, Moo 7 mecsaues. [y OonbIIel YacTH MAUEHTOB IPUMEHSIIOT
4-mecsuHy0 a3y MPOAODKEHHUS JIEYeHHSA. XOTS TaKHE CXEMBl HUMEIOT HIMPOKOE
NPUMEHEHHE, CYIECTBYIOT MOIW(UKALIMH, KOTOpPHIE CJIEIYyeT BHOCHTh B

OMpCACIICHHBIX 00CTOSATEIHCTBAX.

[00018] Ucxonnas ¢asza nedeHus ABIACTCS KPUTHYECKOW IS TIPEIyTIPEKACHUS
BO3HMKHOBEHMs YCTOMUYMBOCTH K JIEKAPCTBEHHBIM CPEACTBAM M OMPEACIAET HCXO
3TOM cxembl. YeThlpe JEKapCTBEHHBIX CPEJICTBA, H30HHMA3WI, pHU(PaMIMH,
NUpasuHAMUA U 3TaMOyTOJN, CIEAYyeT BKIIOYATh B HCXOJHYIO CXEMY JICYEHHUS M0
MOJIy4YE€HHs PE3yJIbTaTOB TECTOB B OTHOLICHWUH YyBCTBHUTEIBHOCTH K JIEKAPCTBEHHBIM
cpeacteaMm. Kakioe u3 IEKapCTBEHHBIX CPEACTB B HCXOJHOM CXEME MIPAacT BAKHYIO
ponb. M3oHna3ua u pudaMnuH co31a0T BO3SMOKHOCTD U CXEM JICYEHHSA C KOPOTKUM
KypcOM C BBICOKMMHU CKOpPOCTAMH wu3nedeHus. [lupasunamup xapakrepusyercs
CUIIPHOW CTEPHIIM3YIONICH AaKTUBHOCTHIO, KOTOpas OOECIEYMBAET TOTIOTHHTEIIBHOE
COKpamieHHe CXeMbl OT 9 10 6 MecsAmeB. DTaMOYTOJN TOMOTAET TPEIYTPEIUTH
BO3HUKHOBCHHE YCTOWYHUBOCTH K pHU(PAMIHHY, KOTJAa TNPUCYTCTBYET T€PBUYHAS
YCTOMYMBOCTP K  M30HMAa3uAy. Ecmu  pe3ynpTaTel TecTa B OTHOIIEHUHU
YYBCTBUTENBHOCTU K JIEKAPCTBEHHBIM CPEJICTBAM HU3BECTHBI M OPTaHU3MBbI MTOJTHOCTHIO
YyBCTBUTENBHBI, TO ATAMOYTOJI BKIIKOYATh HET HamoOHOCTH. [l aeter >TamMOyTON
OOBIYHO HE PEKOMEHJIOBAH TOMHMO CJIy4aeB, KOTJAa PHUCK BO3HUKHOBEHUS
YCTOMYMBOCTH K JIEKAPCTBEHHBIM CPEACTBAM SIBIISIETCS BBICOKUM WIIA TPUMEHEHUS AJIA
AeTel, y KOTopbix uMeetcs TB-3aboneBanue 1Mo «B3poCiioMy THITY» (MH(HIbTPALHAS

BEPXHEH JI0JTH, 0OpPa30BaHUE TIOJIOCTEH).

[00019] daza TPOJOIDKEHUS JICYCHHUSI TIPOBOJUTCS B T€UEHWUH JHOO 4, Moo 7
MecsteB. 4-Mecsuayo  ¢asy TMPOMOIDKEHUS JICYCHHS] CJCAyeT MPUMEHITh Y
MAIAEHTOB C  HEOCJIOKHEHHBIM, HEMOJIOCTHBIM B, 4yBCTBUTENBHBIM K
JCKAPCTBEHHBIM CPEJCTBAM, €CJIH 3aJ0KyMEHTHPOBAHO HAJWYHe W3MEHEHUS B

OTHOIIEHUH MOKPOTHI B TEUCHHE TIEPBBIX 2 MecALEeB. 7-MecsuHas ¢a3a mpoaoDKEHHUS
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JCYEHUS PEKOMEHIOBAHA [UIA TMANMEHTOB C TOJOCTHBIM WM OOLIMPHBIM JIETOYHBIM
TB-3a0oneBannem, BBI3BAHHBIM OPTAHM3MAMHM, YyBCTBHTEIBHBIMU K JIEKAPCTBEHHBIM
cpeacTBaM, M PE3YJbTaThl  OAKTEPHUOIIOTHYECKOTO  HMCCIEAOBAHUS ~ MOKPOTHI,
MOJIyYEHHBIE BO BpEMs 3aBEPIICHHUA 2 MECSALEB JIEUYEHUA, KOTOPBIX SBIAIOTCS
MOJIOYKUTENIbHBIMU; M TIAIMEHTOB, MCXOAHAsA (haza JI€YeHHA KOTOPHIX HE BKIIOYANa
NUpasuHaMuJ, WIM MalUEHTOB, IOABEPraBIIMXCA JICUCHUI0 HW30HUA3UIOM U
pudaOyTHHOM OAMH pPa3 B HEACMIO, M PE3YJIbTaThl OAKTEPHOIOTHYECKOTO
UCCIIEIOBAHUA MOKPOTHI KOTOPBIX BO BPEMS 3aBEPLICHUA UCXOIHOM (ha3bl (T. €. yepes

2 MCC?II_[a) ABJHKOTCA IMMOJIOKUTCIIbHBIMHA.

[00020] VYV  UHIUBHAYYMOB, HWH(HUIMPOBAHHBIX BUPYCOM HMMYyHOAe(dULUTA
yenoseka (B1Y), BHenerounoe TB-3a0oneBaHHe 4acTO COMPOBOMKIAACTCSA JIETOYHBIM
TB. JleueOHsbIit OAXO AT MALMEHTOB, HHpHUIMpPoBaHHBIX BUY coBmecTHO ¢ MTB,
ABJIAECTCA KOMIUIEKCHBIM, a KIMHUYECKHE TMOCIECACTBUS M IOCIEACTBUA  AJIA
OOIIECTBEHHOTO 3PAaBOOXPAHEHUS, CBA3AaHHBIC C HEYJNAYeH INPH JICUYCHUH, U JPyTHE
OTPHULIATEIPHBIE MCXOJbI SIBISIOTCA cepbe3HbIMU. HpummpoBanusie BITY marmeHTHI
OOBIYHO TIPHHHUMAIOT HECKOJIBKO MEIHIIMHCKHX IPENapaToB, U HEKOTOPBIE M3 HHUX

B3aUMOJCUCTBYIOT C JIEKAPCTBEHHBIMH CPEJACTBAMHM 1JiA JieueHus 1 B.

[00021] YkazaHHBIC BbBIIIEC CXEMBbI JeUeHHS d(HD(PEKTUBHBI TS JTHOAEH, KHBYIITHX
¢ BUY ¢ aByMs HCKIIOYEHHSAMH W3-3a TTOBBIIIEHHOTO PUCKA PA3BUTHA MPHOOPETEHHON
YCTOWYHBOCTH K JICKAPCTBEHHBIM CPEACTBAM: BBEJACHHWE W30HHWA3WIAa U pu(adyTHHA
OJIMH pa3 B HEAETO B (pa3y MPOTOIDKEHHS JICUEHHS HE CIIETyeT MPUMEHATh y JFOO0TO
nHpumposanHoro BY manwenTa; u marueHToB ¢ KommmecTBoM CD4+ mum§onmTos,
coctapmomnM <100, cnegyer moABEpPraTh JCYCHUIO ITOCPEACTBOM TEPAIlUH C
BBEJICHUEM Ka)KIbIH JC€Hb WIIA TPYOKIBI B HEEIIO KaK B HCXOMHYIO a3y, Tak U B (azy
MPOJOJDKEHUS JeueHUa. HyKHO MPUIOXKUTh BCE YCUIMS 7Sl IPUMEHEHUSI CXEMBI Ha
OCHOBE pu(aMHULIMHA UIA TIOHOTO Kypca TEepanmud y TAIMEHTOB C COYETAHHOU
nHpekumerd. KmoueBas pomp pudamunmHOoB B ycmexe nedenus 1B-3aboneBanus
NPEANUCHIBAECT, YTO B3AHUMOJCHUCTBHA JIEKAPCTBEHHOE CPEACTBO-IEKAPCTBEHHOE

CPEOCTBO MEXKIy pHPAMHUIMHAMH W TPOTHBOPETPOBHPYCHBIMH JIEKAPCTBEHHBIMHU
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CpeACTBAMH AOJDKHBI OBITh COOTBETCTBYIOIIMM 00Pa30M ypPEryJIHpPOBAHBI BMECTO TOTO,
YTOOBI MPUMEHATH CXEMBI JieueHus 1B, KOTOpble HE BKIOYAOT PU(PAMHLIUH, WIH
MPUOCTAHABIIUBATH MPOTUBOPETPOBUPYCHYIO TEPAIHMIO 0 3aBEPLICHUS TEpanvuu I

neuenusa TB.

[00022] OcoOeHHBIN MHTEpEC TPEACTaBIAET B3aUMOACHCTBHE PH(PAMHIIMHOB C
MPOTHBOPETPOBUPYCHBIMH ~ CPEICTBAMH W JPYTHMH  MPOTUBOMH(EKIIMOHHBIMU
JEKapCTBEHHBIMU CpeACTBaAMH. PupaMnmuH MOKHO TPUMEHATH IS JedeHusa 1B ¢
OTIPEJIETICHHBIMH KOMOWHAIMAMHM TPOTUBOPETPOBUPYCHBIX CpeAcTB. PudalyTus,
KOTOPBIM XapaKTEPU3YETCAd MEHBIIEH CTENEHBIO B3aUMOJCHUCTBHM JIEKAPCTBEHHOE
CPEICTBO-TIEKAPCTBEHHOE CPEACTBO BCIIEACTBHE €T0 IOHWKEHHOTO BO30Y KACHHA
CUCTEMBI IUTOXpOMOB P450, Takke MOKHO NPUMEHATH BMECTO pH(aMIuHa, W OH
OKa3bIBacTCA B paBHOW cremeHH 3(QdexTuBHbIM. (CleroBaTeNbHO, TMAIUEHTOB CO
ceiazanHbiM ¢ BIIU TB-3a0oneBaHueM CliefyeT JIEYUTh B COOTBETCTBHHM CO CXEMOW,
BKITIOUYAIONICH pU(aMHIIMH B TEUEHHE BCEro Kypca jieueHus 1B-3a0oneBaHus, eciu
BBIJICIICHHBIN IITAM HE ABIAETCS YCTOWYHMBBIM K pUpAMHUIMHAM, WM Y TALUEHTA HE

MIPOSABIISIETCS TSHKEITBIN MOOOYHBIH 3(h(HEKT, KOTOPHIH YETKO CBA3AH C pr(paMHULITHAMH.

[00023] [lTectp MecALEB CIEQYET paccMaTpUBaTh B KAYECTBE MHHUMAIbHOU
MPOIOJDKUTENIPHOCTH JIeueHUsI HHpuIppoBaHHbix BUY B3poCbIX, qaske MAIUEHTOB C
TB-3a0oneBanreM ¢  OTPHIATEIIBHBIM  PE3YJIBTATOM  OAKTEPHOJOTHYECKOTO
uccnaenoBanmua. Ecmu ecth (akT MEIJIEHHOTO WM HEJAOCTATOYHO ONTHMAIBHOTO
OoTBeTa (HANPUMEP, PE3YJIbTAThl OAKTEPHUOIIOTHYECKOTO WCCJICIOBAHUSA BCE €IMIe
MTOJIOKUTEITBHBIE TIOCTIE 2 MECSIIEB TEPATHH), TO (azy MPOJOJLKEHUS JICUCHUS CIICTyET

MPOJIJIEBATH 10 7 MecAIeB (B 00meM 9 MecsIIeB JICYCHUs ).

[00024] TB-3aboneBanne, yCTOWYHBOE K JEKAPCTBEHHBIM CPEACTBAM, MOJKET
Pa3BUBAThCS MOCPEACTBOM JBYX Pa3HBIX MEXaHU3MOB, MEPBUYHAsA M BTOPHYHAA
YCTOWYMBOCTD K JICKAPCTBEHHBIM CpeAcTBaM. [lepBUYHAas yCTOWYMBOCTD BOSHUKACT Y
0co0el, KOTOpbIE H3HAYAIBHO IIOJBEPTaUCh IACHCTBHIO W OBUTH WH(UITUPOBAHBI
VCTOWYUBBIMA OPraHU3MAaMH. BTOpWYHAas yCTOWYMBOCTD WM TNPHOOPETECHHAS

YCTOWYHBOCTh Pa3BUBAETCA BO BpeMs Tepanuu 1B, mi0o mockoIbKy manueHTa JICYHIH
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B COOTBETCTBHH C HEKOPPEKTHOW CXEMOH, JHOO TOCKOJNBKY TAlMEHT HE
MPHAECPKUBAICA COOTBETCTBYIOIIMM O0pPa3oM HA3HAYEHHOW CXEeMbI, JHOO U3-3a
APYTHX YCJIOBHH, TaKWX KaK IUIOXOE IOTJIONEHHE JEKAPCTBEHHOTO CPEACTBA HIIH
B3aUMOJICHCTBUS JIEKAPCTBEHHOE CPEACTBO-JIEKAPCTBEHHOE CPEJCTBO, MPHUBOIAIINE K

HHU3KHUM YPOBHAM B ChIBOPOTKC KPOBH.

[00025] YCTOMYMBOCTE K JIEKAPCTBEHHBIM CPEACTBAM Y TALMEHTA C BHOBB
AuarHocTUpoBaHHbIM TB-3a00neBaHMeM mpeanonaraeTcs Ha OCHOBE MPEABLAYIIETO
JEYECHHsA, KOHTAKTa C H3BECTHBIM CIY4aeM C YCTOMYMBOCTBIO K JIEKAPCTBEHHBIM
CpPEeICTBAM HIJIM BPEMEHH, MPOBEJAECHHOTO B O0JACTH, B KOTOPOM paclpoCTpPaHEHa
YCTOMYMBOCTD K JIEKAPCTBEHHBIM CPEACTBAM. Y CTOMYMBOCTh K JIEKAPCTBEHHBIM
CpeAcTBaM MOXKET OBITh JOKAa3aHa TOJBKO C TOMOINBI0 TECTa B OTHOIICHHH
YyBCTBUTENNBHOCTH K JIEKAPCTBEHHBIM cpeacTtBaM. llanmenTtsr co mrammamu M.
tuberculosis, ycTroWuMBBIMM KaK K H30HHAa3HAy, Tak H K pupamnuay (C
MHOKECTBEHHOU JIEKAPCTBEHHOM YCTOWYMBOCTBIO), HAXOJATCA B TPYIIE PHCKA
HEYJAAaYHOTO JICYCHHUS, PELUNBA, TOTIOJHUTEIHHO PHOOPETEHHOW YCTOMUYHUBOCTH HITH

CMEPTH.

[00026] CoBpeMEHHBIE CpPEICTBA TMPOTHBOTYOEPKYJIC3HOW TEpamu TEPBOH
JWHWA TIPOTHB WH(EKIWH, BbI3BaHHOW M7B, YyBCTBHTEIBHOH K JIEKAPCTBEHHBIM
cpeacTBaM, 04eHb YPPEKTUBHBI C TOUKH 3PEHHSA OYHINEHUS OT TAJI0OYEK NPH YCIOBHU
MOJTHOTO COOJTIOIEHUS PEKUMA JICUCHHS TAIMEeHTOM. Ba)kHO OTMETHTB, UTO HECMOTPS
Ha Hammuue OdPQPEeKTUBHOW cxeMbl JedeHus, MTB Bce xe oOycroBUIa
npeanonoxuTensHo 10,4 Mummmona nHpekunid ¥ 1,7 mummiona cmeprei B 2017 roxy.
TyOGepkynes aBmseTcs OAHON W3 MHAUPYOMHX 10 MPHYHH CMEPTH MO BCEMY MHPY.
[1puOAM3UTENPHO OJHA YETBEPTh MHPOBOW TOIYIALMHA XaPAKTEPH3YETCS HATUIHEM
narentHoro TB. Te, k1o uHpUIMpOBaHB OakTepusMU TB NOXU3HEHHO HAXOAATCA B
Tpynmne pucka ¢ BeposaTHOCTBIO 5-15% 3aboners TB. Opnako, MamWeHTH C
ne(eKTHHIMA UMMYHHBIMH CHCTEMAMH, TAaKWE KaK WHIUBUAYYMBI, kuBymmue ¢ BUY,
HEJOETAHWEM WM IWA0ETOM, WM KypPHWJIBIIUKH HMEIOT OOJBIIMHA PHUCK 3a00J€Th

(WHO, WHO Global Tuberculosis Report 2017, 2017).
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[00027] Texymee nedyeHHe NEPEIHEM IJIMHUM COCTOMT H3 2  MECALEB
«MHTEHCUBHOTO» TIEPHOAA CXEMBI C IPUMEHEHHUEM UYETHIPEX JIEKAPCTBEHHBIX CPEJ/ICTB,
pkmovaromed pudammuume (RIF), w3onmasun (INH), mmpasmsamun (PZA) u
stamOyton (EMB), m ¢ mocnenyromeir Oomee mNpORODKUTENBHOU — (pa3oi
«mpoaomkeHusD ieueHus ¢ nomomnibio RIF u INH s okoHUaTe IHOTO UCTPEOICHUS
OCTaBUIMXCS TAIOYEK, KOTOPBIE BOILIH B CILIIIYI0 JIATEHTHYIO (pasy ¢ MeAICHHBIM
camoBocnpousseaeaueM (Hoagland DT et al., Adv Drug Deliv Rev. 2016 Jul 1, 102,
55-72).

[00028] OcHOBHOM TPOOJIEMON  JAHHOTO  SMHIEMHYECKOTO  3a00JIeBaHUS
ABISIETCA ~ BO3HUKHOBEHHWE YCTOMUYMBBIX Oaktepuit, TB ¢ MHOXKeCTBeHHOU
nexkapcTBeHHOM ycTtoWuuBocThio (MDR-TB) ocraercs kpusucHoW cutyanued B
OOIIECTBEHHOM 3JPAaBOOXPAHEHHM M YTPO30M O€30MacHOCTH 3ApaBOOXpaHEHHA. B
WHO npeanonararot, uto nossuioch 600000 HOBBIX CIy4yaeB C YCTOMYUBOCTBIO K
pudammuimHy, HanOoaee Y(P(HEKTUBHOMY JIEKAPCTBEHHOMY CPEJICTBY TEPBOM JIHHHUH,
3 koropeix y 490000 mmencs MDR-TB (Hoagland DT et al., Adv Drug Deliv
Rev. 2016 Jul 1, 102, 55-72).

[00029] XUWHOJIMHBI U3BECTHBI B YPOBHE TEXHUKH, U UX IPUMEHATN ISl JICUCHUS
tyOepkyne3a. Hampumep, B mokymente EP1527050B1 mnosicHseTcs NpPUMEHEHHE
AUAPUITXUHOJIMHA B JICUEHUH MHKOOAKTEPHATBHBIX 3a00JIEBAHUH, B YACTHOCTH B HEM

PACKPBIT HAWJTYYIIHH B CBOEH KaTeropuud HHTHOUTOP AT®D-CHHTA3BI O TAKBHITHH.

[00030] B nmoxymente  US2016113919A1  omnuceiBaeTcsi  NPUMEHEHHE
CTEpEOU30OMEpPa XJIIOPOXUHA ISl JICYCHHSI CBSI3AHHBIX C TyOepKyIe30M 3a00JIeBaHUM.
XJIOpOXUH NPUHAMICKAT K KiIaccy 4-aMHHOXHWHOJIMHA. 2-aMHUHOXWHOJMHOBBIE
COCOUHEHUS M3BECTHBI B YPOBHE TEXHUKM, M HMX TPUMCHSIIM paHbIIE B

(hapManeBTHIECKON HHIYCTPUH, XOTS U U APYTHX LETEH.

[00031] B nmokymente US7868022B2 omucaHbl  2-aMHUHOXWHOJWHOBBIE
COCMHEHWA, MPUMEHUMBIE B KadecTBe HWHTHOWTOpa Oeta-cekperassl (BACE) mms

neueHus 6oneznu Anmpureimepa (AD) u cBA3aHHBIX 3a00I€BaHHM.
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[00032] B noxymenre WO2012025237A9 onucanbl 2-aMHUHOXHHOJIUHOBBIE

coeauHeHUA B KauecTBe MoaymaTopoB KCNQ2/3 mns mpodunakTuku 60H.

[00033] B nmoxymente  US7989628B2  pacKkpbITbl  NPOHU3BOJAHBIE  2-
AMUHOXUHOJIMHOB B KayecTBE aHTaroHuctoB peuentopa 5-HTSA, nmpumeHumsie B

neuennu paaa Hapymenui [THC u ITHC.

[00034] B noxymente WO2009001060A3 u craThe B Hay4HOM >KypHajie OT
Tantry, S. J. et al. (Med. Chem. Commun. 2016, 7, 1022-1032) packpsiTel 2,4-
JUAMHUHOXHWHOJIMHBI B KAYECTBE MPOTUBOTYOEPKYIE3HBIX CPEACTB. B 4acTHOCTH B HUX
00OMX OMMCaHBl MPUMEPHI 4-aMUHO-2-MUNEPUINHXUHOINHA, TPH ITOM B JAaHHBIX
JOKYMEHTaX MUIIEPUINHOBOE U XUHOJMHOBOE apHIbHBIE KOJbIA JOMOJHUTEIBHO HE

3aMCIICHBI.

[00035] Hokyment WO2017001661A1 kacaeTcs COEIMHEHHUU [UIA JIEYCHUS
TyOepKyJie3a, IPH 3TOM B JTAHHOM JOKYMEHTE COCTHHEHUS XapaKkTepusyrorcs 2-(4-(4-

(TprudTOpPMETOKCH )(PEHHIT )ITUTICPHTAH- | -HJT) XHHOJTHHOM.

[00036] CymrectByeT ocTpas HEOOXOIUMOCTh B HOBBIX W WHHOBAIIMOHHBIX
CTpaTerusax Jie4eHHus Uil OOpbOBI ¢ TyOepkyne3oM. 3a MOCHEIHHUE HECKOJIBKO JIET
AOOMIIHCH CYIIECTBEHHOTO TPOTpecca B pa3paboOTKE JEKAPCTBEHHBIX CPEACTB IS
neuenuss TB. Hekoropoe KOIHYECTBO JIEKAPCTBEHHBIX CPEACTB-KAHIHIATOB
HAXOAATCA HAa PA3HBIX CTAAHMAX KIIMHUYECKOTO HMCIIBITAHUSA, JIEKAPCTBEHHBIE CPEICTBA,
takke Kak auapuixuHooH (TMC207 wmm OeHakBHIWH), TOJIYYHIH YCKOPEHHOE
omooperne ot FDA mna nedemms MDR-TB; wm nmenamanwa Obul  0g00peH
EBponeiickuM areHTCTBOM IO JIEKAPCTBEHHBIM CPEACTBAM EBPONMENCKOTro Coro3a
(EMA). O06a nekapCTBEHHBIX CpeacTBa OBUIM YCIOBHO OJOOpDEHBI H3-3a
HeOmaronpuATHIX 3((eKToB. YTIpaBIeHHEM IO CAHUTAPHOMY HAJI30PYy 32 KaYECTBOM
MUMIEBBIX TPOAYKTOB W MeaukameHToB (FDA) Opumm 0m100peHBI O€TaKBWIMH IS
MDR-TB u nenamanua B Ka4eCTBE COCTPATATETHHOTO BAPUAHTA JICUCHUS WH(EKITHH
XDR-TB u TDR-TB, u EMA 6pimtu omoOpensr o6a cpeactsa mit MDR-TB. Onu

ABIIIOTCA ABYMSA HOBBIMH JICKAPCTBCHHBIMH BHUAAMH TCpPAIlHU, OI[O6peHHBIMI/I 3a
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nocnenane 40 nmet. HexBaTka menecooOpasHBIX alnbTEPHATHB HA TOCIIEAHEH CTaIHA
KIIMHUYECKOTO  WCIBITAHUS ~ CIYy’)KHT — TIOKA3aTeleM  COCTOSAHHA  Pa3paboOTKu
JIEKApCTBEHHBIX CPEJCTB B JAHHOH OOJIACTH, a JJIsI TPOJBIKEHHA HOBBIX MPOEKTOB

KpalHe HeOOX0IUMa WHHOBAIIHS.

[00037] Janusie (akThl TPEACTaBICHBI C IENBI0 WIUTFOCTPALMHA TEXHHYECKOU

3aJ1a4M, pacCMaTPUBACMON B HACTOSIIIIEM H300PETCHHH.
OO0wree onucanue

[00038] Hactosmee wu300peTeHHe OTHOCHUTCA K TPUMEHEHHUIO COEIUHEHH,
MPEACTABIIOMUX COO00M  1-(XHHOHMH-2-WIT)TUTIC pHANH-4-KapOOHOBYIO  KHCJIOTY,
3aMEINEHHBIX 6-apuiOM HJIM TETEPOapUIIOM, KOTOPBIC, HA YJHBIICHHE, MOKHO
NPUMEHATh JUIA JICYCHUS W/WIH TpeaynpexacHus TtyOepkynesa. Hu omme U3
JOKYMEHTOB U3 YPOBHs TEXHUKH HE PACKPHIBACT NPHUMEHECHHE YKA3aHHBIX COCAUHEHUMN
I JiedeHus TyOepkyiesa. K ToMy ke Bce JOKYMEHTHI H3 YPOBHS TEXHHKH, B
KOTOPBIX PACKPBITHI COCAUHEHUS C 3aMEIIECHHBIM 6-apUJIOM WJIU FETEPOAPUIIOM SAPOM
Ha OCHOBE |-(XHHOJIHH-2-HIT)TUTICPHIHH-4-KapOOHOBOH KHCJIOTHI, KaCAFOTCS Pa3HBIX
My Tel MPUMEHEHHUS, HO HEe OOBACHIIOT MM HE TPEATIONATAIOT, YTO TAKUE COCTUHECHHUS

MO’KHO TIPHMEHSATH B JICYCHHH TyOCPKyJIe3a.

[00039] B omHOM BapuaHTe OCYWIECTBIICHUS COCIMHEHHS, PACKPBITHIE B
HACTOSIIEM HW300PETCHUH, TPHMEHSAIOT B JICUCHHWH 3a00JI€BaHHM, BBI3BIBAEMBIX
Mycobacterium tuberculosis (M1TB), Takux Kak Cy4au JIETOYHOTO, BHEJIETOYHOTO HITH

AUCCEMUHUPOBAHHOTO TyOepkynesa (TB).

[00040] OauH acmeKT HACTOSIIETO0 HW300PETeHHs OTHOCHUTCA K COCIHHEHHIO
obnie#t popmynsl | wimm ero papmManeBTHYECKH TPUEMIIEMOH COJTH, THAPATY, COJIbBATY,
N-OKCcHy, CTEPEOU30MEPY, AMACTEPEOU3OMEPY, SHAHTHOMEPY HIIM aTPOIOU30MEPY,

noUMOPQY WK CIOKHOMY 3hHUpY,
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_X
\I(I )n R,
AW N
Z
N '\L/
>70R1
0 Q®opmyna I,

rae
Ry, Ry, X, Y, Z, W BbIOpaHbI HE3aBUCUMO JPYT OT APYTa;
R, BeiOpan u3 H nnmu C-Cgankuna;
R, BeiOpan u3 H wmm C;-Cgankumna;

X BoiOpan 3 N, O, S wim CR3, u R; BeiOpan u3 H, ranorena, C,-Csankokcu mmm C-

Ce¢ranoreHanakunia;

Y Boiopan w3 N uwmun CRy, m Ry BeiOpan w3 H, C;-Cgramorenankokcu, OH, C;-

CeankokcH, C;-CgranoreHankuia, ranoreHa wim C,-Cqankuina;

Z BoiOpan w3 N wmm CRs, m Rs BeiOpan w3 H, ramorena, C;-Csamkokcu, C;-

Ce¢ramorenankmina, C;-Cgramorenaakoxkcu, OH, NO, nmu C-Cgankuna;

W Bbiopan u3 N unmu CRg, u Rg BeiOpan u3 H, C;-Csanmkokcn, C-CgranoreHaikuiia,

rajjorena uin C-CgrajlIoreHaIKOKCH;
m U N HE3aBUCHUMO BBIOpaHbI U3 0 ww 1;
rayioreH npeacrasisiet cooou F wm Cl;

MPH YCIIOBHMH, YTO TPYIIIA, MPUCOEAWHEHHAS K XHHOMMHOBOMY (pparmenty mpu Cs,
MPEACTAaBIIET COOOM 3aMENICHHBIA apwil, 3aMEIEHHBIA WM HEe3aMEIICHHBIN
TeTEPOaAPHII WM KOHICHCHPOBAHHOE TETEPOAPOAPUIIBHOE KOJBIO, BBIOPAHHBIE W3
MUPUINH-2-WN1a, THUPUAWH-3-Wa, HPUIWH-4-UIIa, TUPUMUANH-5-Wa, Qypan-2-una,

oeH30THO(DEeHIITA, UHIOTHIIA WK (DeHHIIa,
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U B IMUNCPUANHOBOM KOJIBIEC, KOTOPOC MPUCOCAUHCHO K XHWHOJIWMHOBOMY (bparMeHTy

pu C,, ero cobctBernbie C; mmm Cy 3aMemmeHbl KapOOKCHIATHOM TPYTITION.

[00041] B KkOHTekcTe HACTOAIMIETO W300PETEHHA HYMEpalus B XHUHOJWHE

ocymecTsieHa B cooteTcTBrH ¢ npaBuiamu MIOITAK (dpopmyna V),

5 4
7 N~ 2
8 1
®opmyna V.
[00042] B oxHOM BapuaHTe OCYIIECTBIICHHS COCIMHEHUE TMPEACTABICHO
coeauHeHUeM Gopmyisr I, e
X
Y ) R,
Z\W/ N

) ®opmyna |
R1 Bei6pan u3 H, CH,CH; nmu CHj;
R2 BeiOpan u3 H nmu CH;;
X Boi0Opan w3 N, O, S wmm CR;, u R; Be10opan u3 H, Cl, F, CF; wm OCHj5;

Y BoiOpan u3 N wimu CRy, u R, BeiOpan u3 H, F, Cl, CH;, OH, CF;, OCF;, OCH(CHs),
i OCH;;

Z soi0opan w3 N uwimu CRs, u Rs mpencrasmser co6oit H, OH, F, OCF;, OCHj;, NO,, CF;
i CH;;

W BeiOpan u3 N umn CRg, u Rg mpencrasmsier codoit H, F, Cl, CF;, OCH; umu OCFs;

M U N HE3aBUCHUMO BBIOpaHbI U3 0 wm 1;
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MPH YCIIOBHH, YTO TPYIIA, MPUCOEAMHEHHAS K XHHOIMHOBOMY (pparmenty mpu Cs,
MPEACTAaBIIET COOOM 3aMENICHHBIA apwWi, 3aMEIEHHBIA WM HEe3aMEIICHHBIN
TeTEpOapPUIl WM KOHJICHCHPOBAHHOE TETEPOAPOAPUIIBHOE KOJBIO, BBIOPAHHBIE W3
MUPUIUH-2-Wa, TUPUAWH-3-Wa, THPUIUH-4-UIa, TUPUMUANH-S-UIa, Qypan-2-una,

O0eH30THO(EeHNIA, HHAOMHIIA WK (PeHHa.

[00043] B omHOM BapumaHTe OCYIIECTBIICHHS COCIMHEHHE MPEACTABIICHO

coenuHeHueM ¢opmyisl I, roe

OR;

o) ®opmyna I,
R, BeiOpan u3 H wmm CH,CHj;
R; Be1Opan u3 H, Cl, F, CF; wnu OCHj;
R4 BB1Opan u3 H, OH, Cl, F, OCF;, CH;, CF;, OCH(CH3;), umu OCHj5;
Rs Be10pan u3 H, OH, F, OCF;, CF;, CH;, OCH; umu NO»;
R Bo1Opan u3 H, Cl, F, CF; wm OCF; umun OCH;;

MPU YCJIOBHH, YTO TPYIa, MPHCOSAHMHEHHAS K XHHOIMHHOBOMY (pparmenty mpu Cg,
MPEACTAaBIIET COOOH 3aMENICHHBIA apWi, 3aMEIEHHBIA WM HEe3aMEIICHHBIN
TeTEPOaAPUII WM KOHICHCHUPOBAHHOE TETEPOAPOAPHUIIBHOE KOJBIO, BBIOPAHHBIE W3

WHIOJIWIA WK (PeHUNA.

[00044] B omHoMm BapmaHTe ocymecTBieHUs aiusa coemuHerus (opmymsr 11 R;

npeacrasisiet coooi H, Cl, F umu CF;.

[00045] B omHom BapmanTe ocymiecTBieHHs a1 coenuHeHHs Gopmyisr 11 Ry

npeacrasisiet coool H, Cl, F, OCF;, OCH(CHj3), umu OCH;.
SAMEHAIOIAA CTPAHUILIA ot 24.11.2022
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[00046] B omnom BapmanTe ocymiecTBieHHs aiusa coenuHeHHs ¢dopmyis 11 Rs

npeacrasisier coooit H, Cl, F, OH, OCF; umu CF5.

[00047] B omHoMm BapmanTe ocymiecTBieHHs anA coenuHeHHs Gopmyisl 11 Re

npeacrasisiet coooi H, Cl, CF; um OCHs.

[00048] B omHOM BapumaHTe OCYIIECTBIICHHS COCIMHEHHE MPEACTABIICHO

coequHenueM ¢opmysr I11, rae

X
i R2
Z.,7 I
/

N I\L/’: ;“j'

OR;
o ®opmyna III,

R1 Beiopan u3 H, CH,CH; nnmm CHs;

R2 Bri0Opan u3 H u CHj;

X Boi0Opan u3 N wn CR3, u R; npeacrasnsieT coooit H;

Y BeiOpan u3 N wmm CRy, u Ry Be10pan w3 H, CH;, F, CF; mmu OCHs;
Z soiOpan u3 N uimu CRs, u R Bei6pan u3 H nmu CH;.

W BsiOpan u3 N wimi CRg, u Rg BeiOpan u3 H wnn F;

m BBIOpaH u3 0 wm 1;

MPU YCJIOBHH, YTO TPYIIa, MPHCOSAWHEHHAS K XHHOIMHHOBOMY (pparmenty mpu Ce,
MPEACTAaBIIET COOOM 3aMENICHHBIA apwi, 3aMEIEHHBIA WM HEe3aMEIICHHBIN
TeTEPOaAPUII WM KOHICHCHPOBAHHOE TETEPOAPOAPUIIBHOE KOJBIO, BBIOPAHHBIE W3

NHAPHNH-2-UI1a, TAPUIUH-3-WITa, THPUANH-4-HI1a WM TUPUMUAIUH-5-HIIA.

[00049] B oxHoM BapmanTe ocymecTBiaeHUs 1y coeauHeHust Gpopmyer 111, Toe

X ¥ Z 0mHOBPEMEHHO TpeacTaBisaroT co0oit N, Rs mpeacrasnser codoit OCH;.
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[00050] B ogHOM BapmanTe ocymecTBieHUs 1A coenuaeHus popmyner 11 Y, Z

nmu W tnipencTasisaet coooi N.

[00051] B oxHoM BapmanTe ocymecTBieHusa ansa coenuHeHus ¢opmynsr [T Y

mpeacTaBisieT co0oi N.

[00052] B omHom BapmaHTe ocymecTBieHHs A coenuHeHHs (opmynsr 11,

Korna Z npeacrasisieT coooit N, Torma Ry mpeacrasmser coboit OCHs,

[00053] B ogHom BapuaHTe ocymecTBieHHs A coenuHeHHs (opmynsr 11,

Korna Z npeacrasisieT cooout N, Torga Ry nmpeacrasmser codoit CHs.

[00054] B omHOM BapumaHTe ocymiecTBICHHSA s coemuHeHust Gopmymsr 111 W

NpeacTaBIsAeT COO0M N.

[00055] B ozHOM BapuaHTE OCYINECTBIICHHMS COCIAMHEHUE MPEACTABICHO

coeauHeHreM Gopmyist [V, rie

Rs
re—{ |
X X
v
N N

OR;

o Oopmyna IV,
X npeacrasmsaeT cooor O wmm S;

R1 BeiOpan u3 H nimu CH,CH3;

MPH YCIIOBHH, YTO TPYIIIA, MPUCOEAWHEHHAS K XHHOMMHOBOMY (pparmenty mpu Cs,
MPEICTABIAeT COOOW 3aMENICHHBIM WM HE3aMEHICHHBIM apwil, TETePOapUil HWIH
KOHJICHCHPOBAHHOE TE€TEPOAPOAPHIIFHOE KOJIBIIO, BBIOpaHHBIE W3 (pypaH-2-una WiH

oeH3oTHO(DEHMITA.

[00056] B ogHoM BapuanTe ocymecTBieHus 1A coeauaeHni hopmynst 11, 111 u

IV R, mpencrasnser coooit H wmm CH,CHj.

SAMEHAIOIA A CTPAHULIA ot 24.11.2022



WO 2021/130732 20 PCT/IB2020/062483

[00057] B ogHOM BapmanTe ocymecTBIeHUs Mt coenuHeHuH dopmynsr 1, 11, 111

u IV conp nmpeacTaBnseT coO0U THIAPOXTIOPHUI.
[00058] B ogHOM BapuaHTe OCyIIECTBIIEHHS COCTHHEHHE BEIOPAHO M3
st 1-(6-(4-(Tpud TopMeTOKCH )PEHNT ) XUHOMHMH-2-WT ) TUNIEPUANH-4-KapOOKCUIIaTa,

1-(6-(4-(TpudTOpMETOKCH )(PEHUIT) X UHOTHUH-2-HJT ) TUTIEPUINH-4-KapOOHOBOM

KHCTIOTHI,
31un- 1 -(6-(4-ruapokcueHUIT ) XMHOIUH-2 -1 ) TUTNEPUANH-4-KapOOKCHIIATa;

3THII- 1 -(6-(2-ME TOKCUITAPUMUIHH- 5 -HJT) XHHOJIWH-2 - W1 ) TATIEPUIUH-4-KapOOKCUITIATa;
3THI- 1 -(6-(4-U30TIPOTIOKCH() EHIIT ) XHHOJIWH-2 - W1 ) TATIEPUIUH-4-KapOOKCUIIaTa;

1-(6-(2-MeTOKCHITUPUMHU TUH- 5 - WJT)XHHOJIUH- 2 - WJT ) TATIE PUANH-4-KapOOHOBOM

KHCJIOTHI;
1-(6-(4-u30mPOTIOKCHU()EHUIT ) XHHOJIUH-2 - W1 ) TUTIEPUAHH-4-KapOOHOBOH KUCIIOTHI;
3T 1-(6-(3-pTOphEHUIT) XHHOTWH-2 - 1T TUIIEPUAHH-4-KapOOKCHIIaTa;
1-(6-(4-Tuapokcr(eHUIT) X HHOTHH- 2 -WJT ) TUTIEPUAHH-4-KapOOHOBOH KUCIIOTHI;

1-(6-(3-¢Top-4-u30MPOTTOKCUPEHIIT)XUHOTUH-2 - HIT)TUTIEPUANH-4-KapOOHOBOH

KHUCTIOTHI,
1-(6-(3-dTopdeHuT)XUHOTUH-2 - )ITUTIEPUANH-4-KapOOHOBOH KHUCITOTHI;

3TuI- 1-(6-(3-pTop-4-NU30TPOTTOKC U EHIIT) XUHOTWH-2 - HJT ) TUTICPUAHH-4 -

KapOOKcHIaTa;
1-(6-(6-MeTOKCHITUPH TUH-3 -HJT) X HHOJIMH-2 - WJT) TTUTIE PUIHH-4-KapOOHOBOM KHCIIOTHI,

3T | -(6-(6-Me TOKCHTTUPHINH-3 - HJT) XU HOJTHUH-2 -1 ) TATIE PHANH-4-KapOOKCUIIATa,
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TUAPOXJIOpUAA 3T 1 -(6-(THpUIHH-4-1IT) XHHOJIWH- 2 -WJT ) TUTIEPUAHH-4 -
KapOoKcuiara;

stui- 1 -(6-(pypan-2-nun)XUHOMHH-2 -1 ) TUNepUANH-4-KapOOKCHIaTa;
1-(6-(dypaH-2-1n)XUHOIHH-2-HJT)TUTIePUIUH-4-KapOOHOBOU KUCIIOTHI,

TUAPOXJIOpUAA 1-(6-(upuanH-4-UIT)XHHOJIUH-2 -1 )TUIEPUANH-4-KapOOHOBOK

KHCJIOTHI,

3TH- 1 -(6-(2-X710p-4-MeTOKCU( EHIIT) XUHOIMH-2 - WJT) TUIIEPUANH-4-KapOOKCHIaTa;
3THA- 1-(6-(4-MeTOKCH(EHIUIT ) XUHOIHH- 2 -WJT) TATIEPUANH-4 -KapOOKCHITATa,
1-(6-(4-MeTOKCH(EHHIT ) XHHOINH-2-HJT ) TUTIEPUINH-4-KapOOHOBOM KUCIIOTHI,
1-(6-(3-MeTOKCH(EHHUT)XHHOINH-2-HJT ) TUTIEPUINH-4-KapOOHOBOM KUCIIOTHI,
1-(6-(2-x710p-4-METOKCU(EHIUIT) X HHOJTHH-2 -WJT ) TUTIEPUAHH-4-KapOOHOBOW KUCIIOTHI;

TUAPOXJIOpUIA 3THI- 1-(6-(4-MeTokcu-2-(Tpud TOpMeTHI ) () CHHIT ) XUHOTHH-2 -

Y1) TUIe pUANH-4-KapOOKCHIIATa;

s1un- 1 -(6-(3-(Tpud ToOpMeTOKCH )P EHIIT) XUHOTHH-2-HJT ) ITHTIE PUIUH-4-KapOOKCUIIaTa;
3T 1 -(6-(3-THaApOKCH(EHUIT ) XHHOIWH-2 - HIT ) TUTIEPUAHH-4-KapOOKCHIIATA;
1-(6-(3-TuapokcH(eHUIT) X HHOIHH- 2 - W1 ) TUTIEPUANH-4-KapOOHOBOW KUCIIOTHI;

1-(6-(4-meTokcu-2-(TpudTOPMETHI )P HIIT) XUHOTHUH-2 - AT ) ITHTIE PUIUH-4-KapOOHOBO M

KHUCJIOTHI,

1-(6-(3-(TpudTopMeTOKCH ) PEHIIT) X HHOIWH-2 -1IT ) TUTIEPUAHH-4-KapOOHOBOH

KHUCTIOTHI,
3TuI- 1-(6-(3-MeToKCH(EHUIT ) XUHOIHH- 2 -1 ) TANIEPUANH-4-KapOOKCHIIATa;
3TuI- 1 -(6-(4-(Tpud TopMe THIT ) PeHIT ) XUHOTMH-2 -1 ) TATIEPU N H-4-KapOOKCHIIATa,
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stHi- 1 -(6-(3-HuTp O eHNMN ) XMHOTHH- 2 -1 ) TUNepUANH-4-KapOOKCHIIATa;

stui- 1 -(6-(4-pTopdeHmn) XuHOTHH-2 -1 ) TUTIE PU AN H-4-Kap OOKCHIIATa,

3TH- 1 -(6-(TMpUANH-3 -MIT)XHHOIWH-2 - W1 TUTE PUAHH-4-KapOOKCHIIATa;

stui- 1 -(6-(6-pTOpIHpUANH-3 -HIT) X HHOIHH- 2 - U ) TUIEpUANH-4-KapOOKCHIIaTa;
1-(6-(4-(TpudTopMeTrn)heHNN ) XMHOIHH-2-UT ) TUNe PUANH-4-KapOOHOBOU KUCIIOTHI;
3t 1-(6-(2-pTopnupuanH-4- U)X UHOIMH- 2 - W) TUIEPUANH-4-KapOOKCHIIATa;

ruapoxyopuaa 1-(6-(6-pToprupuaHH-3 -1 X HHOTHH-2 -WJT ) TATICPUAHH-4-KapOOHOBOM

KHCJIOTHI,

1-(6-(3-HUTPODHEHUIT)XUHOTHH-2 - 1T ) TATIEPU AHH-4-KapOOHOBOH KHCIIOTHI;

3THIT- | -(6-(2-Me THITHPUAHH-4- 1T ) XHHOJTHH- 2 -WJT ) TATICpUANH-4-KapOOKCHIIATa;
3THI- 1 -(6-(3,5-ArMe TOKCU( S HIIT) X HHOJTWH-2 - HJ1 ) TTUTIE PUINH-4-KapOOKCHITaTa;
3THT- 1 -(6-(1H-uHI07-5-1IT) XHHO W H-2 - 1T TUTTe PUIHH-4-KapOOKCHITATA;

3THII- 1 -(6-(6-(TpHrd TOPME THIT ) TUPHIUH-3 - HJT) X UHOTUH-2-HJT ) ITATIE PUTAH-4 -

KapOoOKcHIara;
3THIT- | -(6-(TTHP UMUTAH-5 -WIT) XHHOJTWH-2 -WJT)TTUTIEPUIUH-4-KapOOKCUITATA;

THAPOXJIOpUAA 1-(6-(1H-uHI07T-5-1IT)XHHOJIWH-2 - HIT ) TUTIEPUAHH-4-KapOOHOBOU

KHCJIOTBI,

1-(6-(3,5-muMe ToKCU(EHIIT) X MHOJTWH-2 -WJT)TTUTIEPUIHH-4-KapOOHOBON KUCIIOTHI;
1-(6-(4-pTopdeHmn) XuHOTUH-2 - ) ITUIIEPUIRH-4-KapOOHOBOH KHUCITOTHI;
1-(6-(TMTMpUMHTAH- 5 -MIT)XHHOJIWH-2 -WJT) TUTIEPUAHH-4-KapOOHOBOH KHUCITOTHI;

1-(6-(TpUAWH-3 -WIT)XHHOJIWH-2 - W) TUTIEPUAHH-4-KapOOHOBON KHUCIIOTHI;
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3THII- | -(6-(6-MEe THIMPUAUH- 3 - 1T ) XHHOTHH- 2 -1 ) TUNepUANH-4-KapOOKCHIaTa;

rugpoxnopuaa 1-(6-(2-groprmpuauH-4-1n)XHHOIHH-2 -WT ) TANEPUANH-4-KapOOHOBOK

KHCJIOTHI;

rugpoxyopuaa  1-(6-(6-(TpudpTopMeTHI ) TUPUIUH-3 - U ) XHHOJIUH-2 - W1 ) TUTIEPUAHH-4 -

KapOOHOBOU KUCJIOTHI;
1-(6-(2-mMeTUAMPUANH-4-1T ) XUHOIMH- 2 - W1 ) TUNepUANH-4-KapOOHOBOU KUCTIOTHI;
3T 1 -(6-(MpUANH-4-UIT)XUHOIUH-2 - W) TUTIEPUANH- 3 -KapOOKCHIIATa;

STHI- 1 -(6-(TTHPUIUH-2-WIT)XUHOJIH- 2 - UJT)ITHITE pUAWH-4-KapOOKCHIIATa;
1-(4-meTun-6-(mupuarH-4-UIT) XUHOTHH-2 -1 ) TATIEPUANH-4 -KapOOHOBOM KHUCIIOTHI;
3THIA- 1-(4-Me THI-6-(TTMPUIUH-4 -1 ) XHHOJTUH-2 - 1T TUTIEPUIUH-4-KapOOKCcHIaTa;
3THII- 1 -(6-(3-pTOp-4-Me TOKCU(SHIIT) XMHOTWH-2 -HJT ) TUIIEPUIHH-4-KapOOKCUITATA;
3THII- | -(6-(3-X710p-4-Me TOKCU( EHIIT) XHHOJTWH-2 - HJT ) ITUITEPUAHH-4-KapOOKCHIIaTa;
3THI- 1 -(6-(3,4- 1Me TOKCU( S HIIT) X HHOJTWH-2 - VT ) TIUTIE PUIUH-4 -KapOOKCUIIaTa;

1-(6-(THpUANH-2 -WIT)XHHOJIWH-2 - W1 )TUTIEPUAHH-4-KapOOHOBON KHUCIIOTHI;

THAPOXJIOPUAA 1-(6-(Tap ¥ aAHH-4-H1)XUHO JTHH-2-HJT ) ITUTIE PHIHH-3-KapOOHOBOH

KHCJIOTBI
stHi- 1 -(6-(4-x710p-3-propdeHrn) XuHOMHH-2 -1 ) TUNIepUAHH-4-KapOOKCHITATa,
stun- 1-(6-(3-xmopheHu ) XUHOTHH-2-HJT ) TUTICpHIHH-4-KapOOKCUITATa;

3THI- 1 -(6-(4-XT0p Qe HIIT) XUHOTUH-2 -WJT)ITUTIEPUINH-4-KapOOKCUITATA;

stHi- 1 -(6-(3-(Tprd TopMeTHIT) heHMIT ) XUHOTHH- 2 - 1T )TUTIepUANH-4-KapOOKCHIIATa;

3THI- | -(6-(TTHpUAHH-4-1T ) XHHOJIHH- 2 - W ) TAPPOITHIHH- 3 -KapOOKCUITATA;
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stun- 1-(6-(6en3o[b]tuodeH-2-un)XuHOTUH-2 -1 ) ATIe pUAHH-4-KapOOKCHIIATa,
stui- 1 -(6-(2-(Tprd TopMeTHIT) peHNNT ) XMHOTHH- 2 -WT ) TUNepUANH-4-KapOOKCHIIaTa;
stHi- 1 -(6-(2-(Tprd TOpMETOKCH ) PEHNT ) XUHOMHMH-2-WT ) TUNIEpUAUH-4-KapOOKCHIIaTa,
3T 1 -(6-(4-PpTOp-2-MeTOKCU(PEHIIT) XMHOTMH-2 - WJT)TUIIEPUIUH-4-KapOOKCUIIATA;

stui- 1 -(6-(4-meTokcu-3-(TpudTopMeTH )P EHNUN ) XMHOTHH-2-1T ) TATIEpUIUH-4-

KapOoKcuiara;

3TH- 1 -(6-(4-X710p-3-METOKCU( EHIIT) XUHOIMH-2 - WJT) TUIIEPUAUH-4-KapOOKCHIaTa;
THA- 1-(6-(3-Xx710p-4-PTOpPEeHNIT) XUHOTHH- 2 -HIT) THTIEPUANH-4-KapOOKCHIIATA;
3TH- 1 -(6-(2-ME TOKCHITUPUAMH- 3 -HJT) XUHOJTMH-2 - W1 ) TAIEPUIUH-4-KapOOKCHITaTa,
>THA- 1-(6-(5-pToprIMpuaHH-3 -1IT) X UHOIHH-2 - W) TUNIEPUANH-4 -KapOOKCHIIaTa,
3THI- 1 -(6-(3-pTOpIHpUAHH-4- 1T )X HHOTHH- 2 -WJT ) TATIEPUAHH-4-KapOOKCHIIATA;
MeTHII- 1 -(6-(TTHPUIHH-4- 1T ) XHHOJIHH-2 - W1 ) TUTIEPUANH-4-KapOOKCHIIATa WITH

TUAPOXJIOpUAA 1-(6-(6-Me THATHPUANH-3 -1 ) XUHOTHH- 2 -1 ) TATICpUAUH-4-

KapOOHOBOM KHUCJIOTHI.
[00059] B oaHOM BapuaHTe OCYIIECTBIEHUS COCTHHEHHE BEIOPAHO W3

1-(6-(4-(TpudTOpMeTOKCH )(PEHHIT )X HHOTHUH-2-HJT ) THTIE PHIANH-4-KapOOHOBOH

KHCJIOTBI,
3THII- 1 -(6-(2-METOKCUTTUPUMUIHH- 5 -HT ) XHHOJTHH- 2 - 1T )TANIEpUANH-4-KapOOKCHIIATA;
stun- 1-(6-(3-¢propdheHnn) XUHOTHH-2-HJT)ITUTIC PUIHH-4-KapOOKCHIIATa;

1-(6-(3-¢Top-4-r30mpPONOKCUPEHIIT) XUHOTUH-2 - 1T TUTIEPUANH-4-KapOOHOBOH

KHCJIOTHI;
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1-(6-(3-pTopdeHmn) XuHOTHH-2 -1 ) TUITEPUINH-4-KapOOHOBOH KHUCIIOTHI;

3THI- 1 -(6-(6-ME TOKCUTTUPUANH-3 - ) XUHOIHMH- 2 -WT ) TANIEpUAUH-4-KapOOKCHITATa,
3TH- 1 -(6-(2-X710p-4-MeTOKCU( EHIIT) XUHOIMH-2 - WJT)ITUITEPUANH-4-KapOOKCHIaTa;
1-(6-(4-mMeToKCH(EHUIT ) XMHOIUH-2 - W) TUTIEPUAHH-4-KapOOHOBOM KHUCIIOTHI;

THAPOXJIOpUAA 3Tun- 1-(6-(4-metokcu-2-(TpudTopMeTrn ) eHUT ) XUHOTHH-2 -

W )ITATIEPUANH-4-KapOOKCHIIATa;
stui-1-(6-(3-(Tpud ropMeTokcH ) PEeHNUT ) XUHOMUH-2-WT ) TUNIEpUAUH-4-KapOOKCUIIaTa,
3THIA- 1 -(6-(3-TUAPOKCH(EHIIT ) XUHOIUH-2 -1 ) TAIIEPUANH-4-KapOOKCHITaTa,

1-(6-(3-(Tpud TopMeTOKCH )(PEeHUIT) X MHHOTTHH-2 - WJT ) THTIE PUANH-4-KapOOHOBOKM

KHCIIOTBI,

3T | -(6-(6-Me THITUPUAMH-3 - 11 ) XUHOTHH-2-HJ1 ) TATIE PHAWH-4-KapOOKCHITATa,

3T | -(6-(TTHPUAHH-2 - 1T ) XHHO JIMH-2 - W1 ) TUTIE pUAHH-4-KapOOKCHIIATA;

3T 1-(6-(3-pTop-4-Me TOKCUEHUIT) X HHOTHH- 2 -WJT ) TUTIEPUANH-4-KapOOKCHIIATA;
stHi- 1-(6-(4-x710p-3-propdeHrn) XuHOMHH-2 -1 ) TUNIepUAHH-4-KapOOKCHITATa,

stHi- 1 -(6-(2-(Tprd TOpMETHIT ) heHMIT ) XUHOTHH- 2 -1 ) TUNIEpUANH-4-KapOOKCHIIATA WITH
3TH- 1 -(6-(4-PTOp-2-Me TOKCU(EHIIT) XMHOTMH-2 -WJT)TTUITE PUIHH-4-KapOOKCHITATA.

[00060] Jlpyroii  acmeKT  HACTOSMIETO  HM300PETEHHA  OTHOCHTCS K
(apManeBTHYECKOH KOMIIO3HIIMH, COAEPXKAIMEH COCOUHEHHA TI0 HACTOSHIEMY
n300peTeHHI0 W (apMalEBTHYECKOE TPHEMIIEMOE BCIIOMOTATEIIFHOE BEMIECTBO.
[IpenmouTurensHO  TepaneBTHUeCcKH S(P(PEKTUBHOE  KONHYECTBO  COCTUHEHUH,
OTIMCAHHBIX B HACTOAIIEM H300PETCHUH, HITH WX (papMAaIeBTHICCKH TIPHEMIIEMOH COTH

HWiIH COJIbBAaTa U (1)apMaI_[eBTI/I"IeCKI/I OPpUEMIICMOC BCIIOMOTaTCIIbHOC BECIICCTBO.
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[00061] JIpyroi acmeKT HACTOAIMETO W300PETECHUS OTHOCHUTCS K COEAHMHECHHIO
oomer Qopmynsr XII wmm ero QapmaneBTHUECKH TPUEMIIEMOM COJH, THAPATY,
conmpBaTy, N-OKCHIy, CTEPEOM30MEpPY, [AUACTEPEOM3OMEPY, SHAHTUOMEPY WM

aTPOTION30MEPY, MOMUMOP(Y HITH CIOKHOMY 3PHUPY,

OR;
Y ®opmyna XII,

rie
R, BeiOpan u3 H wmm C;-Cgankumna;
R, BeiOpan u3 H wmm C;-Cgankumna;

X BoiOpan w3 N, O, S wmu CR;, m R; BeiOpan w3 H, C;-Csankoxkcu wmu Ci-

C¢rasoreHajIKuIa,

Y Boiopan w3 N wmun CRy, m Ry BeiOpan w3 H, C;-Cgramorenankokcu, OH, C;-

CeankxokcH, C;-CgranoreHankuia, ragoreHa wim C-Cqankuina;

Z BeiOpan w3 N wm CRs, m Rs BeiOpan w3 H, ramorena, C;-Csamkokcu, C;-

Cgramorenankokcu, OH, NO, nmu C-Cgankuna;

W BbiOpan u3 N wimm CRg, u Rg BiOpan u3 H, C;-Cgranorenankuna, ranoresa wmm Ci-

C¢TanoreHaaKOKCH,
m U N HE3aBUCHUMO BBIOpaHbI U3 0 wm 1;
TP 3TOM rajioreH npeacrtasisieT cooou F uma Cl;

MPH YCIIOBHH, 4TO Korzma n pasasaercsa 0, torma X mpencrasmier cobot O wmu S ¢

00pa3oBaHUEM COOTBETCTBEHHO (pypuia wiu THO(dEeHa,
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Y u Z Bmecte ¢ THODEHOM, K KOTOPOMY OHH TMPHCOEIUHEHBI, MOTYT 00OPa30BHIBATH

0eH3oTHO(EH; UK

Y u Z BMecTe ¢ O€H30JIbHBIM KOJIBIIOM, K KOTOPOMY OHH THPHUCOCAWHCHBI, MOTYT

00pa30BBIBATH HHIOJIBHOE KOJIBIIO.

[00062] B opHom BapuanTe OCYyHIECTBICHUA [UIA JIyYIOUX PE3YIbTATOB

COEMHEHHUE TPEACTABIEHO coequHeHneM Gopmyiel XII, rie

R, Bei6pan u3 H, CH,CH; unu CHj;

R, Be1Opan u3 H umu CHj;

X BoiOpan u3 N, O, S wmm CR3, u R; BeiOpan u3 H i OCH3;

Y BoiOpan u3 N wiu CRy, u Ry Bei0Opan u3 H, OH, OCF;, OCH(CH3;), nmu OCHj3;

Z soi0pan u3 N wmm CRs, u Rs npeacrasmser coooit H, F, OCF;, OCH3, NO, umu CHs;
W Bb10pan u3 N unmu CR¢ u R¢ npeacrtasmser codoit H, Cl unmu CF3;

M U N HE3aBUCHUMO BBIOpaHbI U3 0 ww 1;

MPH YCIIOBHH, 4TO Korzxa n pasmsercs 0, torma X mpencraBisier codo O wmu S ¢

00pa30BaHUEM COOTBETCTBEHHO (pypHia uiH THoeHa; u

Y u Z Bmecte ¢ THOQEHOM, K KOTOPOMY OHH TPHCOEIWHEHBI, MOTYT 00OPa30BHIBATH

oeH30THO(DEH; WITH

Y u Z BMecte ¢ OCH30JIbHBIM KOJIBIIOM, K KOTOPOMY OHH TPHCOEIUHEHBI, MOTYT

00pa30BBIBATH HHIOJIBHOE KOJIBIIO.

[00063] B opHoM BapuaHTe OCYyHIECTBIECHUA [UIA JIyYIOUX PE3YIbTATOB

COEMHEHUE TPEACTaBIIeHO coequHerneM Gopmyier XIII,
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®opmyna XIII,
R, Be1Opan u3 H wmu CH,CHj;

R; Be1Opan u3 H umu OCH;;

R4 Be1Opan u3 H, OH, Cl, F, OCF;, CF3;, OCH(CHj;), numu OCHs;

Rs BeiOpan u3 H, OH, Cl, F, OCF;, CF5;, OCH; umu NO»;

R¢ Bo10pan u3 H, Cl, CF; umu OCFj;

R4 1 Rs BMecTe ¢ yrinepoaom, K KOTOPOMY OHH MPHUCOEIUHEHBI, MOTYT 00Opa30BBIBATH

HHJIOJIBHOE KOJIBIIO.

[00064] B opaHomM BapuaHTe OCYHIECTBIEHUA [JIA JIyYIOUX PE3YJIbTATOB

COEMHEHUE TPEACTABIIEHO coequHeHreM hopmy bl XIV,

~
]
>7OR1
O ®opmyna XIV,
R, Bei0pan u3 H, CH,CH; unu CHj3;
R, Bbi0pan u3 H unu CHj;

X Bo10pan u3 N wm CR3, u R; Beiopan u3 H wimu OCHs;

Y BeiOpan w3 N wmn CRy, u Ry BeiOpan u3 H, CH3, F, OCF;, CF3;, OCH(CHj;), nwm

SAMEHAIOIA A CTPAHULIA ot 24.11.2022



WO 2021/130732 29 PCT/IB2020/062483

Z soi6pan u3 N unmn CRs, u Rs Beiopan u3 H i CHj;
W BeiOpan u3 N wima CRg, u Rg BeiOpan u3 H wmn F;
m BbIOpaH u3 0 wim 1.

[00065] B opgHOM BapuaHTe OCYIIECTBICHHS [UIA Jy4YIIHUX PE3YJIbTATOB,

COEMHEHHUE TPEACTABIEHO COeTUHEHHEM (hopMy Bl XV,

Rs
re—{ |
X AN
o
N N

OR;
0 ®opmyna XV,

X npencrasmseT coooi O umm S;

R, Bei0pan u3 H mmu CH,CHj;

Ry m Rs BMecte ¢ aromom yriepoaa, K KOTOPOMY OHH TPUCOCAHHEHBI, MOTYT

00pa30BBIBATH OCH30JIbHOE KOJIBIIO.

[00066] B opaHoM BapuaHTe OCYyHIECTBICHUA [UJIA JIyYIOUX PE3YJIbTaTOB
coeauaeHne ooOmei dopmymsl XVI wmm ero ¢gapManeBTHYECKH TpUEMIIEMas COJIb,
TUpaT, COJbBaT, N-OKCHJ, CTEPEOM30MEpP, AMACTEPEOU30MEP, IHAHTHOMEP WU

aTPOTIOU30MED, MOTHMOP( UK CHOKHBIN 3Hp,

®opmyna X VI,
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rze

R1,R2, X, Y, Z, W BeIOpaHbI HE3aBHCHMO APYT OT JPYTa;
R1 Bei0pan 3 H umu C1-Céankuna;

R2 Bri0pan 3 H umu C1-Céankuna;

X BoeiOpad u3 N, O, S wm CR3, u R3 Beiopan u3 H, Cl-Céankokcu umu Cl-

Co6armoreHajakuna;

Y BoiOpan u3 N wmu CR4, u R4 BeiOpan u3 H, Cl-Céramorenankokcu, OH, Cl-

Coéankokcu, C1-Céranorenankuia, ragoreHa wim C1-Coéankuna;

Z oiopan w3 N mwmu CR5, m R5 BeiOpan w3 H, ranorena, Cl-C6amkokcu, Cl-

Céramorenankokcu, OH, NO2 unu C1-Céankuia,

W BoiOpan u3 N mwnun CR6, u R6 BeiOpan u3 H, C1-CéranoreHankuna, rajJoreHa WiH

C1-CéramoreHaaKOKCH;
M u N HE3aBUCHUMO BHIOpaHbI U3 0 wiw 1;
TP 3TOM rajioreH npeactasisieT cooou F mma Cl;

MPH YCJIOBHH, YTO TPYIIA, MPUCOCAUHEHHAS K XHHOJIMHOBOMY (parmeHTy mpu CO,
NpeACTaBIAeT COOOM  3aMENMEHHOE MM  HE3aMEIIEHHOE  apOMaTHYECKOE,
reTepOapoOMaTHIECKOE MM  KOHACHCHPOBAHHOE TE€TEPOAPOMATHYECKOE KOJBLO,
BBIOpaHHOE W3 THPUAWH-3-WIa, TMUPUAHH-4-WIIa, THPUMHAHH-5-una, (ypan-2-una,

OeH30THO(DEeHMTA, HHAOIHIIA WK (PeHma.

[00067] B omgHOM BapuaHTe OCYIIECTBICHHS [JJI1 Jy4YlIUX PE3yIbTaTOB

COEIMHEHUE TPEACTABIIEHO coequHeHHEM (opmyel X VI,

R, BoiOpan u3 H, CH,CH; unu CHj;
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R, Bei6pan u3 H nmm CH;;

X Boiopan u3z N, O, S wmm CR;, u R; Be16pan w3 H i OCHj;

Y BeiOpan u3 N wmm CRy, u Ry Bei6pan u3z H, OH, OCF;, OCH(CHs;), umu OCHs;

Z soi0pan u3 N unmn CRs, u Rs mpeacrasmser co6oit H, F, OCF;, OCH;, NO, unmu CH;;
W BeiOpan u3 N i CRg, u R ipencrasmsier co6oit H, Cl wmu CFs;

m 1 N HE3aBUCUMO BBIOpaHbl U3 0 wm 1;

IIPHU YCIOBHMHM, YTO TPYIA, MPUCOEAMHEHHAs K XMHOIMHOBOMY (pparmenty mpu Cs,
NPEACTaBIsIET  COOOM  3aMENIEHHOE MM HE3aMEIIEHHOE  apOMaTHYECKOE,
reTepoapOMaTUYECKOE MM KOHJACHCHPOBAHHOE TETEPOAPOMATHYECKOE  KOJIBLO,
BBIOpaHHOE W3 THMPHUIWH-3-WIa, THPHAWH-4-MIa, THPUMHIUH-5-Wna, (ypaH-2-una,

OoeH3oTHo(eHHIA, MHAOIHIA WK (PeHHIa.

[00068] B oaHom BapuaHTe OCYHIECTBIEHUA [JIA JIyYIIUX PE3YJIbTATOB

COETUHEHHE TIPEACTABIIEHO coenuHeHreM (opmybl X VII,

®opmyna X VII,
R, Bei0pan u3 H wm CH,CHj;

R; Be16pan u3 H nmu OCH;;

Ry Be1Opan u3 H, OH, Cl, F, OCF;, CF3;, OCH(CHs), i OCHs;

Rs Bei0opan u3z H, OH, CL, F, OCF3, CF5;, OCH; unu NO;;

R BB1Opan u3 H, Cl, CF; wmu OCF;;
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MPH YCIIOBHH, YTO TPYIIA, MPUCOEAMHEHHAS K XHHOIMHOBOMY (pparmenty mpu Cs,
OpeAcTaBIAeT  COOOM  3aMEIEHHOE  WIM  HE3aMEIIEHHOE  apOMaTHYECKOE,
reTepOapOMATHYECKOE MM  KOHJCHCHPOBAHHOE TIETEPOAPOMATHYECKOE KOJBLIO,

BBIOpPaHHOE U3 UHJOINIIA WK (EHUIIA.

[00069] B opHom BapuanTe OCYyHIECTBICHUA [UIA JIyYIOUX PE3YJIbTATOB

COEIUHEHHE TIPEACTaBIIEHO coenuHeHneM (opmynsl X VIII,

~
o
>’OR1
O ®opmyna X VIII,
R, BeiOpan u3 H, CH,CH; nnu CH.
R, BeiOpan u3 H nmu CHs.

X oi0Opan u3 N wimu CR3, 1 R; BeiOpan u3 H umm OCHj;

Y BeiOpan u3 N unmu CRy, u Ry BeiOpan u3 H, CHj, F, OCF;, CF;, OCH(CHj3), nmm

Z soi0pan u3 N umu CRs, u Rs Be1Opan u3 H i CH;.
W BsiOpan u3 N i CRg, u Rg Be1Opan u3 H wn F;
m BBIOpaH u3 0 wm 1;

MPH YCIIOBHH, YTO TPYIIIA, MPUCOEAWHEHHAS K XHHOMHMHOBOMY (pparmenty mpu Cs,
NpeAcTaBIAeT  COOOM  3aMEIEHHOE WM HE3aMEIIEHHOE  apOMaTHYECKOE,
reTEPOAPOMATHYECKOE MM  KOHJCHCHPOBAHHOE TIETEPOAPOMATHYECKOE KOJBLO,

BBIOpaHHOE U3 MUPUAHNH-3-Wa, TUPUANH-4-HJ1a WIIH TAPAMHAIHH-5-Ha.

[00070] B opHOoM BapuaHTe OCYyHIECTBICHUA [UIA JIyYIOUX PE3YIbTATOB

COETUHEHHE TIPEACTABIIEHO coequHeHHeM (opmysl XIX,
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X X

~
NN
OR;

0 Dopmyna XIX,
X mpeactasnaeT coooi O umm S;
R1 BeiOpan u3 H unu CH,CHj;

npu yCJIOBHUH, YTO Ipymma, IMpUCOCAUHCHHAA K XWHOJIMHOBOMY (bparMeHTy npu CG,
nopcacTaBIICT coOo 3aMCIICHHOC 50)0%1 HC3aMCIIICHHOC apoMaTUICCKOC,
rercpoapoMaTuiCCKOC HIM KOHACHCHPOBAHHOC TCTCPOAPOMATHYCCKOC KOJbIO,

BBIOpaHHOE U3 (PypaH-2-ua i OEH30THODECHHIIA.

[00071] B ogHOM BapmaHTe ocymecTBieHus A coeauaerus Gopmyet XVII Y

npeacTaBsieT codoi N.

[00072] B omHOM BapmaHTe ocymecTBIeHHS M coeauHeHus Gopmyibl XVII

R,, R3, Rg mpeactassitor codoit H; u R; mpeacrasnser codoi H wmu CH,CH;.

[00073] B oxHOM BapuaHTe ocymecTBIeHUs Mt coeauaeHus Gopmynsr XVII X

npeactaBisieT coooi N, u Z npeactasisieT cooou CH.

[00074] B omHOM BapmaHTe ocymecTBIeHUs A coequHerns Gopmynet XVII Ry

npeacraBisiet coooit CH; wmm OCH;.

[00075] B omHOM BapmaHTe ocymiecTBieHHA I coequHeHHs dopmyisl X VIII

R4 mpeacrasnaeT coboit OCH; mm OCFs.

[00076] B oxHOM BapmaHTe ocymiecTBiCHHA I coequHeHHs dopmyisr X VIII
Rs mpeactasmser co6oit OH, F umu OCF;, npeanouturensao Rs mpeacrasnseT co0oi

OCF;.
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[00077] B oxHOM BapumaHTe ocymiecTBieHHA I coequHeHHUs dopmyisr X VIII

Rg mpencrasmser coo6oit Cl umu CF;, mpeanoututensao Rg mpeacrasnser coooit CFs.

[00078] B omHOM BapmaHTe OCYymIECTBIEHHUS M coeauHeHHd (opmymsr X VI,
nmu Gopmyasl XVII, umu dopmymsr X VI, umu popmymnsr XIX coms mpencrasmsaer

CO00¥ THAPOXIIOPHS.
[00079] B ogHOM BapuaHTe OCYIIECTBIIEHUS COETHHEHHE TIPEICTABIISET COO0H
stui-1-(6-(4-(Tpud TopMeTOKCH ) PEHNUT ) XUHOTHH-2-HJT ) TUTIE PUIUH-4-KapOOKCUIIAT;

1-(6-(4-(Tpud TopMeTOKCH )(PEHUIT) X HHOITHH- 2 - WJT ) THTIE PUANH-4-KapOOHOBY IO

KHCIIOTY;

3THIT- | -(6-(4-THAPOKCUDECHIUIT) XMHOTUH-2 - HJT ) THIIEPUAHH-4-KapOOKCHIIAT;

3THA- 1 -(6-(2-ME TOKCHITUPUMHUTUH-5-HJT) XHHOJIUH-2-HJT ) TUTTE PUIUH-4-KapOOKCHIIAT;
3THIT- | -(6-(4-U30TIPOTTOKC U EHIIT)XMHOTAH-2 - HJT ) ITHITE PUIHH-4-KapOOKCHIIAT;

1-(6-(2-METOKCHITUPUMUANH- S -HJ1 ) XUHOJTHH-2-HJ1 ) TATIEPHIAH-4-KapOOHOBY IO

KHCIIOTY;
1-(6-(4-u30mpOMIOKCH()EHUIT ) XHHOTHH-2 -WJT ) TUNIEPUAHH-4-KapOOHOBYIO KHCTIOTY
3T 1-(6-(3-pTOopheHNIT) XUHOTWH-2 - 1T TUTIEPUAHH-4-KapOOKCHIIAT;
1-(6-(4-Tuapokcr()eHUIT) X HHOTHH- 2 - W1 ) TUNIEPUANH-4-KapOOHOBYIO KHCTIOTY;

1-(6-(3-¢pTop-4-u30MPOMOKCUPEHIUIT ) XHHOIWH-2 - W1 ) TUTIEPUAHH-4-KapOOHOBY IO

KHCIIOTY;
1-(6-(3-¢dTopdheHnT)XHHOIWH-2 -IIT)TUITEPUAHH-4-KapOOHOBYIO KHCTIOTY;
3TuI- 1-(6-(3-pTop-4-M30TMPOTIOKC U EHIIT) XUHOTMH-2 -HJT )TUTIEPUAHH-4-KapOOKCHIAT;

1-(6-(6-MeTOKCHITUPHUIUH-3-HJT) XUHOJTHUH-2 - W) TATIE PUINH-4 -KapOOHOBY IO KUCIIOTY;
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3THII- | -(6-(6-ME TOKCUTTUPUANH-3 -HJT ) XHHOIHH-2 -1 ) TATIEPUANH-4-KapOOKCHUIIAT;,
THIPOXJIOPUA STHI- | -(6-(TTHpUAHH-4-1IT)XHHOIHH- 2 - W ) TUNePUANH-4-KapOOKCHIIaTa;
stui- 1 -(6-(pypan-2-nn)XUHOTMH-2-WT ) TANIEPUANH-4-KapOOKCHIIAT;,
1-(6-(pypan-2-nn)XHUHOMHH-2 W) TUIEPUAHH-4-KapOOHOBYIO KHCTIOTY,

THUAPOXIIOPUA 1-(6-(puAnH-4-UIT)X UHOTMH- 2 - 1T )TUTIEPUANH-4-KapOOHOBOK

KHCJIOTHI,
3THII- 1 -(6-(2-X710p-4-MeTOKCU( EHIIT) XUHOTUH-2-WJT ) TUIIEPUAUH-4-KapOOKCUIIAT;
3TH- 1-(6-(4-MeTOKCH(EHHUIT ) XUHOIHH- 2 - UIT) ITHIIEPUAHH-4 -KapOOKCHIIAT;
1-(6-(4-MeTOKCH(EHHT ) XHHOIMH-2-HJT ) TUTIEPUINH-4-KapOOHOBYIO KHCIIOTY;
1-(6-(3-MeTOKCH(EHHUT)XHHOIMH-2-HJT ) TUTIEPUINH-4-KapOOHOBYIO KHCIIOTY;
1-(6-(2-x710p-4-METOKCU(EHIIT) X HHOJTUH-2 - HJT ) TUTIEPUAHH-4-KapOOHOBY IO KHCIIOTY

THUAPOXIIOPU 3THI- 1-(6-(4-MeToKCH-2-(TpUd TOpMETHIT ) () EHHIT ) XUHOTHH-2 -

YT )ITHITE PUANH-4-KapOOKCHIIATA;

stui- 1 -(6-(3-(Tprd TOpMeTOKCH )P EHIT ) XUHOTHH-2-HJT ) TATIEPUAUH-4-KapOOKCHIIAT;
3THIT- 1 -(6-(3 -THAPOKCU(EHIIT) XUHOTWH-2 - HJT)ITUTIEPUAHH-4-KapOOKCHIIAT;
1-(6-(3-ruapoxcudpeHIT) X HHOIWH-2 - 1T TUTIEPUIHH-4-KapOOHOBY IO KUCIIOTY

1-(6-(4-meTokcu-2-(TpudTOPMETHIT )P HIIT) XUHOTUH-2 -1 ITHTIE PUIHH-4-KapOOHOBYFO

KHCIIOTY;

1-(6-(3-(TpudTopMeTOKCH ) PEHIIT) X HHOTUH-2 - WJT)ITUIIE PUIHH-4-KapOOHOBY O

KHCIIOTY;

3T 1-(6-(3-MeToKCcH(EeHNIT ) XUHOHH- 2 -1 ) TATIEPUANH-4-KapOOKCHIIAT;,
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stui- 1 -(6-(4-(Tpud TopMeTHIT) peHMT ) XUHONHH- 2 -1 ) TTIEpUAUH-4-KapOOKCHUIIAT;,
stH- 1 -(6-(3-HUTpO e HIUIT ) XMHOMHUH- 2 -1 ) TUTIEpUAUH-4-KapOOKCHIIAT;,

3THi- 1 -(6-(4-pTOpdeHNT) XUHOTUH-2 -1 ) TUTIE PUAUH-4-KapOOKCHIIAT;

3THI- 1 -(6-(TMpUANH-3 -MIT)XUHO TWH-2 - 1T TUIIEPUAUH-4-KapOOKCHIIAT;

3THI- 1 -(6-(6-PpTOpIHPUANH-3 -HIT) X HHOIUH-2 - U ) TUIIEPUANH-4-KapOOKCHIIAT;
1-(6-(4-(TpudTopMeTrn)heHNT ) XMHOIHUH-2-UIT ) TUIEPUANH-4-KapOOHOBYIO KHCTIOTY;
THA- 1 -(6-(2-PTropUpuaHH-4 -1 )X UHOTHH-2 - HJ1 ) TANIEPUIUH-4 -KapOOKCUITAT;,

rugapoxynopun  1-(6-(6-GToprmpHINH-3-1IT)XUHOIHH-2 - W) TANIEPUAHH-4-KapOOHOBOH

KHUCJIOTBL;

1-(6-(3-HUTPODHEHUIT) XUHOTHH-2 -WJT ) TANIEPUAHH-4-KapOOHOBY IO KHCTIOTY
3THIT- | -(6-(2-Me THITHPUAHH-4- AT ) XUHOJTHH- 2 -1 ) TATIEpUAUH-4-KapOOKCHIIAT;,
sTHI- 1 -(6-(3,5- 1uMe ToKCH e HIIT) XMHOJTHH-2 - AT ) ITHTTE PUIHH-4 -KapOOKCUITAT;
3tui- 1 -(6-(1H-uH1071-5-1I1) XHHOTWH-2 - W1 ) TUTIEPUAHH-4-KapOOKCHIIAT;

3THII- 1 -(6-(6-(TpHrd TOPME THIT ) TUPHUIUH-3 -HJT) X UHOTUH-2-HJT ) ITATIE PUTAH-4 -

KapOOKCHIIAT;
3THIT- | -(6-(TTUPUMUTAH-5-WIT) XHHOJIWH-2 -WJT ) TUTIEPUANH-4-KapOOKCHITAT;

TUAPOXTIOPUA 1-(6-(1H-uHI07T-5-1IT)XHHOJIWH-2 - W1 ) TUTIEPUAHH-4-KapOOHOBOU

KHCJIOTBI
1-(6-(3,5-1uMe ToOKCU(EHIIT ) XUHOJTWH-2 - W) ITUTIEPUINH-4-KapOOHOBYIO KUCIIOTY
1-(6-(4-pTopdeHmn) XuHOTHH-2 -1 ) THTIEPUAUH-4-KapOOHOBYIO KUCIIOTY

1-(6-(THpUMHTAH-5-1IT)XHHOIWH-2 - W1 ) TUTIEPUAHH-4 -KapOOHOBYIO KUCIIOTY
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1-(6-(puAnH-3 -WIT)XHHOJIUH- 2 - W1 )TUIEPUAHH-4-KapOOHOBYIO KHCTIOTY,
3THI- 1 -(6-(6-Me THIIMPUANH- 3 - 1T ) XUHOIHMH- 2 - ) TANIEpUAUH-4-KapOOKCHIAT;,

rugpoxsopun  1-(6-(2-proprmupuanH-4-un)XHHOIUH-2- W) TUIEPUANH-4-KapOOHOBOK

KHCIIOTHI;

rugpoxsopua  1-(6-(6-(TpudTOpMETHI ) TUPUANH-3 -UIT)XHHOJIUH-2 - W1 ) TUTIEPUAHH-4 -

KapOOHOBOU KUCJIOTHI;
1-(6-(2-MeTUAMUPUANH-4 -1 ) XUHOIMH- 2 - U ) TUIEPUANH-4-KapOOHOBYIO KHCTIOTY;
3THIT- | -(6-(TTHPUANH-4-WIT)XHHOJIWH-2 - W1 ) TUTICPUIHH-3 -KapOOKCHIIAT;

3THA- 1-(6-(TTHPUIUH-2-1IT)XHHOJIMH- 2 - W1 TTHTIE PUANH-4-KapOOKCHIIAT;
1-(4-meTun-6-(mupuarH-4-1i1) XUHOTHH-2 - AT ) TANIEPUANH-4-KapOOHOBYIO KHCIIOTY
3THIT- | -(4-Me THIT-6-(TTHPUIHH-4 - 1T ) XHHOJIWH-2 - W1 ) TATICpUAHH-4-KapOOKCHIIAT;
3THI- 1 -(6-(3-TOp-4-Me TOKCU(SHIIT) XMHOTWH-2 - HJT ) ITUTIE PUIHH-4-KapOOKCUIIAT;
3THII- 1 -(6-(3-X710p-4-Me TOKCU( EHIIT) XUHOJTWH-2 - HJT ) ITHTIE PUANH-4-KapOOKCHIIAT;
stHi- 1 -(6-(3,4- 1ruMe TOKCU( S HIIT) X MTHOJTWH-2 - FJT ) TTHTIE PUTHH-4 -KapOOKCHITAT;
1-(6-(TpUANH-2 -WT)XHHOJIHH-2 - W1 )TUIEPUAHH-4-KapOOHOBYIO KHCTIOTY;

TUAPOXTIOPUA 1-(6-(TpuAHH-4-1IT)XUHOJTHH- 2 -WJT )TUTIEPUAHH- 3 -KapOOHOBOU

KHCJIOTBI,
stH- 1 -(6-(4-x710p-3-PTopd e HIM ) XUHOTHH-2 -1 ) TATIEPU U H-4-KapOOKCHIIAT;
3THI- 1 -(6-(3-X710p Qe HIIT) XU HOTUH-2 - WJT) ITATIE PUIHH-4-KapOOKCHIIAT;
s1un- 1-(6-(4-xmopdheHU ) XUHOTHH-2-HJT ) TUNIEpHIUH-4-KapOOKCUIIAT;

stui- 1 -(6-(3-(Tpud TopMeTHIT) peHMT ) XUHONHH- 2 -1 ) TATIEpUAUH-4-KapOOKCHIIAT;,
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3THI- | -(6-(THpUANH-4-1IT)XHHOJIWH- 2 -1 ) TUPPOIHIUH- 3 -KapOOKCHIIAT;

stui- 1 -(6-(0en3o[ b tnoden-2-un) XuHOTHUH-2 -1 ) THTIE pUIUH-4-KapOOKCUITAT;
stun-1-(6-(2-(Tpud TopMeTHIT) PeHNUT ) XMHOMHH- 2 -1 ) TUTIEpUIUH-4-KapOOKCHIIAT;,
stui-1-(6-(2-(Tpud ropMeToKCH )PEHUT ) XUHOTHH-2-HUT ) TUTIEPUAUH-4-KapOOKCUIIAT;
stun- 1-(6-(4-¢prop-2-meToKCH(EHUT ) XMHOTHH-2-HJT ) TUIEPUINH-4-KapOOKCUIIAT;

3T 1-(6-(4-metTokcu-3-(TpudTopMeTHI )P EHNUT ) XMHOTHH-2-HT ) TANIEpUIUH-4-

KapOOKCHIIAT;

5THII- 1-(6-(4-X710p-3-METOKCH( €HUIT )X HHOJIHH- 2 - UJT ) ITHIIE U AHH-4-KapOOKCHIIAT;
3THI- 1 -(6-(3-PTOpPEeHIIT) XUHOTHUH-2-HT ) TUTTEPUINH-4-Kap OOKCUIIAT;

s1HI- 1-(6-(3-x710p-4-PTOpPEeHUIT) XUHOTHH-2 - 1T ) TUTIEPUANH-4-KapOOKCHIIAT;
3THIT- | -(6-(2-ME TOKCUTTUPUANH-3 -1 ) X HHOJTHH-2-HJ1 ) TATIEPUINH-4-KapOOKCHIIAT;
3THIT- 1 -(6-(5-pTOpIIHPUANH-3 -HIT) X HHOTHH-2 - W1 ) TUTIEPUAHH-4 -KapOOKCHIIAT;
3THI- 1 -(6-(3-pTOpIHpUANH-4-UIT) X HHOTHH-2 - W1 ) TUTIEPUAHH-4 -KapOOKCHIIAT;
MeTHII- 1 -(6-(TTHPUIHH-4- 1T ) XHHOJIWH-2 -1 ) TUTIEPUAHH-4-KapOOKCHIIAT;

rugpoxsopua 1-(6-(6-Me THAHPUAHH- 3 -1 )XHHOJIHH- 2 -WJT ) TUTIE pUAHH-4-KapOOHOBOK

KHCJIOTHI.

[00080] JIpyroi acmeKT HACTOAIMEr0 H300PETEHHs] OTHOCHUTCS K MPUMEHEHHIO
COCTMHEHUH TI0 HACTOAMEMY H300PETCHHIO B MEIUIMHE WM BETCPHHAPHH.

HpeI[HO‘{TI/ITeJIBHO COCAUHCHUC TIPUMCHAKOT B JICHCHHUH WKW NOPCAYNPCKIACHUH

TyOepKyesa.

[00081] B omHOM BapuaHTe OCYIIECTBICHHS PACKpPbIBAEMOE B JaHHOM

AOKYMCHTC COCAWHCHUC TIPUMCHAIOT B KOM6I/IHaI_[I/II/I C MO0 MEHBIIEH MCpPEC OJHHUM
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cpeacteoMm mpotuB BUY. IlpemnmouturensHo cpenctBo mporus BUY BeiOpano u3
crenyromero: wuHruomropa mnpoteasst BUY (PI), HykmeosumaHoro wHruOHuTopa
obpatnoi Tpanckpunrtazsl BUY (NRTI), oTmu4HOTO 0T HYKI€O3HUIHOTO MHTHOUTOPA

oOparnoi Tparckpuntazel BUU (NNRTI), uaruouropa unarerpasst BUY.

[00082] B onmHOM BapmaHTE OCYIIECTBICHHA COCAUHEHHE OOBEIUHSIOT C TIO
MEHBIIEH MEpe JAPYIHM  JICKAPCTBEHHBIM  CPEICTBOM A JiedeHusa 1B.
[IpenmoyTUTENPHO JIEKAPCTBEHHOE CPEACTBO Juid JedeHus 1B BbeIOpaHo U3
CIEYIOIEro: HW30HWA3WAa, pupaMUIMHA U €ro NPOU3BOJAHBIX, MNHPA3ZHHAMH/A,
3TamMOyTOJa, MUKIOCEPUHA, STHOHAMUIA, CTPENTOMHIIMHA, AMUKAIIMHA, KAHAMULIMHA,
pudamnmrHa (pudpamnuimza), AMUHOTJIMKO3UOB, KalnpeoOMHUIIMHA, -
AMHHOCATIMIIMIIOBOM  KHUCJIOTHI, ()TOPXWHOJOHOB, TAaKHX KaK JEBO(IOKCAIWH,
MOKCa(hIIOKCAIIMH WM raTH(IOKCAIIMH WIIK UX CMECEH M BCEX JIPYTHX JIEKAPCTBEHHbBIX

MPENnapaToB NEPBOM U BTOPOU JTMHHUU.

[00083] B oaHOM BapwaHTe OCYHIECTBIEHHS KOMOWHHPOBAHHOE CPEICTBO
npotuB BIY wnm nekapcTBeHHOE CpeAcTBO A jedeHUs 1B BBOAAT OJHOBPEMEHHO,

OTACJIbHO WIH ITOCICA0OBATCIIBHO.

[00084] Hacrosimiee w300peTeHHMe Tak:ke OTHOCHTCS K (papMameBTHYECKOW
KOMITO3HIIMH, COJACPKAIICH pPACKPhIBAEMOE B JIAHHOM JIOKyMEHTE COCIHHCHHE U

(hapManeBTHIECKH TPHEMIIEMOE BCTIOMOTATETFHOE BEIECTBO.

[00085] B oaHOM BapwaHTe OCYIIECTBICHHS YKa3aHHAs (apMareBTHYCCKAs
KOMIIO3HMIIHA MOXET conepkaTh (1) TepameBTHYeCKH 3(P(PEKTHBHOE KOIHYECTBO
OTIMCAHHOTO COETWHEHUS WITH €T0 (papMarieBTHUECKH IPUEMIIEMOM COJTH HJIH COJIbBATa

u (i1) (papMameBTHYECKH MMPUEMIIEMOE BCTIOMOTATEIbHOE BEMIECTBO.

[00086] B omHOoM BapmanTe OCyHIECTBICHHS OBUIO OOHAPYKEHO, YTO
COCIMHEHUSA TIO0 HACTOSNIEMY W300PETCHHIO, HAa Y/AWBIICHHE, ITOJABIIIOT POCT
Mycobacterium tuberculosis. B 4acTHOCTH, COeAMHEHHS] OOJIAAET CIIOCOOHOCTHIO
MOJABTIATh POCT in Vitro TIpH KOHLEHTpAaUuH He Oomee 15,6 MKM, B 4aCTHOCTH He

oonee 7,8 MkM. Tarke ObIIO OOHAPYKEHO, YTO COCIWHEHUS HE IUTOTOKCHYHBI B
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OTHOINEHWH KieTouHor TuHUM Hep(G2, MeTabonMyecKkd yCTOHYMBBI B MHKPOCOMAX
YeJI0BeKa, YCTOWYHMBHI B TUIA3ME KPOBH M OTHOCHTEIBHO CIIOCOOHBI MPOHHUKATH TIOJ

MapasuieIbHy 0 UCKYCCTBEHHYIO MEMOPAaHY JKEITy JOYHO-KUIIEYHOTO TPAKTA.

[00087] B nacrosmem mzooperennn «C-CgallKWiD» OTHOCUTCS K JIMHEWHOW HITH
Pa3BETBICHHOW HACBIMICHHOW YIJIEBOAOPOJHOW TPYNIE, COAEPKAIIEU OT OJHOTO JI0
mectd aromoB yraepoja. Ilpumeper «C;-Csankuna» BKIIOYAOT METWI, 3THI,
W30TIPONHI, H-TIPOTIWN, mpem-0yTHUi, 6mop-OyTun, H-OyTHI, U300yTHI, H-TICHTHUIL,

H30IICHTHUJI, H-I'CKCHII. HpCI[HO‘{TI/ITCJ'IBHO YTIIEBOAOPOI ABIIAICTCA JIMHEHUHBIM.

[00088] B HacTosmeMm H300pETEHHM «TajloOTEH», NPUMEHAEMBIM B JaHHOM
nokymeHnte, otHocurcs kK ¢propy (F), xmopy (Cl), 6pomy (Br) mmm #ony (I), ecnmm He

yKa3aHO MHOE.

[00089] B wnacrosimem wm3o0peteHun «Ci-CgranoreHaakum, NPUMEHSEMBIA B
JaHHOM JOKyMeHTe, OTHOCUTCS K C;-CgalKWIIbHOW TpyMIe, ONPEIeICHHOH BHIIIE,

3aMEIEHHON OHUM HJIA 0O0Jiee aTOMaMH TajIoreHa.

[00090] B wHacrosmieM u300peTeHMH «apw», TPUMEHAEMBIH B JaHHOM
JOKYMEHTE, OTHOCHUTCA K MOHOIMKIMYECKOMY WM Oummkimdeckomy  Cg-
C1,yTrneBoJOpPOIHOMY KOJBIy, TAE IO MEHBHIEH Mepe OJHO KOJIBLO SABIAETCS
apoMaTHYeCKUM. [IpumMepbl «apuiIbHOW» TPYNIBI BKIIOYAOT (eHWI, HAPTATHHHUIL,

TeTparuapoHeTATICHUIT U HHIAH.

[00091] B Hacrosmem m3o0perernn «Ci-CgallkOKCH», MPUMEHIEMBIH B TAHHOM
nokymeHTe, oTHocuTesa K rpymme -O(Ci-Ceankmn), rae Ci-CoalKum SBIAETCS TaKHUM,
KOTOPBIM omnpejaenceH Bbime. [Ipumepbl TakuX rpynn BKIIOYAHOT METOKCH, ITOKCH,

HU30IMIPOITOKCH, 6yTOKCI/I, TIICHTOKCH H I'CKCHJIOKCH.

[00092] B nacrosmem mzobperernn «Ci-CgranoreHanKoKCH», TPUMEHAEMBIA B
JaHHOM JAO0KyMeHTe, oTHocuTca K rpymme -O(Ci-Cganmkum), ompeneneHHON BBIIIE,

3aMEIEHHOM OJHHM HJIH 00JIee AaTOMaMH raJioreHa.
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[00093] B HactosmeM M300pEeTEHHH «TETEPOapUiD», MPUMEHAECMBIH B JaHHOM
JOKYMEHTE, OTHOCHTCS K 5-0-4JICHHOMY MOHOLMKIWYECKOMY apOMAaTHYECKOMY WIIH
KOHACHCUPOBAHHOMY 8-10-4jleHHOMY OWIIMKIHYECKOMY apOMAaTHYECKOMY KOJIBILY,
KOTOPOC MOKCET 6BITB YaCTHYHO HACBIMICHHBIM, TIPU 3TOM MOHOIHUKIIMYCCKOC HITH
OMIIMKITMYECKOE KOJIBIIO COMEPKUT 1-4 reTepoaToMa, BEIOPaHHBIC M3 KUCIIOPO/Ia, a30Ta
U cepsl. [IpuMepbl MOHOIMKIMYECKOTO apOMATHYECKOTO KOJIbIA BKITIOYAIOT (YpHIL,
(dypazaHW, MMUAA30TUIL, W30THA30JIHI, W30KCA30JAJ, OKCA30JIHJ, OKCAJTHA30JIHIL,
THaaHUAa30JIUJI, MMHUPPOJIAIL, MMHUPaHHUTL, MMHUPAa30JInJIL, MUPUMHU NI, MHPHUAA3HHUIL,
MUPA3HHAJ, TUPHIWIL, THEHWI, THA30JWJ, TPHA30JAI, TETPA30JWI, TPUA3HHUIL,
TCTPA3WHUN W T.T. lIpuMepbl TakuX OWIMKIMYECKUX apPOMATHYCCKUX KOJIEI
BKJIIOYAIOT  Q3aHHIONMII, OEH30THEHHWJ, OEH30HMMHIA30IUJI, OEH30KCA30IHII,
OEH30M30KCA30JIMJI,  OEH30THA30JIHII,  OEH30M30THA30JIHJI,  OEH30KCAIMA30JIHIL,
OeH30THAIHA30IHI, OCH30(ypaHWII, IIUHHOHHWI, (YPOTTHPHUINAI, UMHIA30TTHPHIHIL,
WHTOJTHI, W30WH/IOJTHII, n300€H30()ypaHUIL, WH/IOTH3HHHII, WH/Ta30JTHII,
W30XUHOJNMHUIL, HA()TUPUAMHUIL, XWHOJHMHHWI, XWHA30JMHWI, XWHOKCAJIHUHHUIL,

(TamazuHWI, TTCPUANHII, TTyPHHU, TAPPOTOTTHPH AL

[00094] B HacrosmiemM — H300pPETCHHUM  «OWIUKIHYECKOE  KOJBIO» U
«KOHJECHCHUPOBAHHBI B KOHTEKCTE OHIMKIMYECKOTO KOJBIA OTHOCATCS K JABYM
KOJIBIIAM, KOTOPBHIE COCTUHEHBI BMECTE TOCPEICTBOM CBSI3H MEXKIY ABYMS aTOMaMHU
(HampumMep, HaTaTHH), TOCPEACTBOM TTOCIIEAOBATEIFHOCTH aTOMOB C 00Pa30BaHUEM
MOCTHKA (HampuMmep, XHHYKIUIWH, aJaMaHTHI) WA BMECTE€ TPH OJHOM aTOME C

o0pa3oBaHUEM CIIUPO-cOeauHEHUS (Hampumep, 1,4-muokca-8-a3za-criupo[4.5]aekan).

[00095] B HacTosmem H300peTEHHH «3aMEIMICHHBIM apHD» WIH «3aMEIICHHBIH
reTepoapun», NPUMEHAEMBIE B JAHHOM JOKYMEHTE CO CChUIKOM Ha rpymmy R,
O3HA4aeT, YTO KOHKpeTHas rpymma R (mampumep, Ra, Rb, Rc) Mmoxer ObiTh 3amemnieHa
OmHOW wWim OoJiee Tpymnmamu, BeIOpaHHBIMH W3 Rx, rajmorena, OH, ORx, SH, SRx,
OCORx, SCORx, COOH, NH,, NO,, CN, NHRx, NRxRy, CORx, CSRx, COORx,
OPhRxRy, CONH,, CONHRx, CONxNy, CONHOH, CONHNH,, CONHORX,
CH,CH,NRxRx, CH,CH;NRxRy, NHCONH,, NRxCORy, NHCORx, CONHPhRX,
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CONRxRx, CONHNH,, COHRx, NHCORx, NHSO;Rx, rae Rx u Ry He3zaBucumo
BBIOPAHBI H3 C,-Csankmna, C,;-CsamkoxcH, C,-CgramoreHajikmia, Ci-
CeranoreHankokcu, apuna, rerepoapuna, Cs;-Couuknoankuna, ankuia-C,-Ceapuna u
rerepoumknmia, wiMm Rx m Ry BMecre ¢ rerepoaromMoM, K KOTOPOMY OHHM

MPHUCOETUHEHBI, MOTYT 00Pa30BbIBATh TE€TEPOLIMKITUIL.

[00096] B macrosmeMm = u300peTEHHMH  «HE3aMEIIEHHBIM  TETEPOapHi,
NPUMEHIEMBIA B TAHHOM JOKYMEHTE, OTHOCHTCA K NMUPHUAWUH-2-HUIY, MUPUAUH-3-HUITY,

MUPUINH-4-UITy, TUPUMUANH-5-UY, QypaH-2-Uily WIH UHAOIUITY.

[00097] B HacTosmieM n300peTeHMH «(papMalEeBTHUECKUN MPUEMIIEMBII», Kak,
HanpuMmep, (papMaleBTHUECKU NMPUEMIIEMbIE HOCUTENb, BCIIOMOTATEbHOE BEIIECTBO U
T. 1., O3Ha4aeT (papMaKOJOTHYECKH NMPUEMIIEMBIH W NMPAKTUYECKA HETOKCHYHBIM JIIA

CyOBEKTa, KOTOPOMY KOHKPETHOE COEAMHEHUE BBOJIAT.

[00098] B HacTosmem u300peTeHUH «(HapMAIEBTHYCCKH TPUEMIIEMBIC COJIN)
COCTUHEHHH IO HACTOSIIEMY H300PETCHUIO BKIIOYAIOT CONM C OPTaHHYECKUMH
OCHOBAaHUSIMH, COJIH C HEOPTaHUYECKUMH OCHOBAHHSAMH, COJH C OPraHHYCCKHUMH
KHUCJIOTAMH M COJIM C OCHOBHBIMH HJIH KHCJIOTHBIMH AMHHOKHCIIOTAMH, a TaKXKe COJTH
YETBEPTUYHOTO AMMOHHS. B YacTHOCTH, B HEKOTOPBIX CIAy4asX MOKHO MPUMEHATH
COJI C KHCJIOTaMH. [IpuMeph TAKHX COJIeH BKIIOYAIOT XJIOPUCTOBOJOPOIHYIO COJb H

TpU(PTOPALIETATHYIO COTIb.

[00099] B oaHOM BapHaHTE OCYIIECTBICHHUS COCIAMHEHHS MO HACTOALIEMY
W300PETCHHI0 KPHUCTALIH3YIOT WM MEPEKPUCTALTH3YIOT H3 PACTBOPUTEIICH, TAKHX
KaK OPraHHYECKHE PACTBOPHUTEH. B TakuX Cllydasx MOKET 0OpPa30BBIBATHCS COJIBBAT
(Hanpumep, rHapaT). B ciydae conmpBaTHPOBaHHOW (DOPMBI  TOTIOTHUTEIHHBIM
PacTBOPHTEIEM SBIAIOTCA CIHPTH, TakWe Kak wu3ompomanon (Isop) wmm 3TaHON

(EtOH).

[000100] B HACTOSIIIEM HW300peTeHUH MPOJIEKapPCTBEHHAA dbopma
(dhapMaKoONOTHYECKH AKTHBHBIX COCJWHEHHN, PACKPBITHIX B JAHHOM JIOKYMEHTE,

pasnaraercs in vivo ¢ 0OECTICUEHHWEM COCIHHEHHH B COOTBETCTBHH C HACTOSIIUM
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n3o0pereHueM. IlpomekapcTBa OOBIMHO (HO HE BCET/A) XapakTepH3YIOTCS Oojee
HU3KOH 3()(PEeKTHBHOCTHIO B OTHOIIEHHHM LIENEBOTO PELENTOPA, YEM COECITUHEHUS, J0
KOTOPBIX OHH pa3nararorcs. [IpojekapcTBa, B YaCTHOCTH, SIBIITIOTCS MPUMEHHMBIMH,
KOTIa HEOOXOTUMOE COCTUHEHUE XaPAKTEPU3YETCs XUMHIECKHUMHU WM (PU3HIECKHMHU
CBOWCTBAMH, KOTOPBIE JETAOT €r0 BBEICHHE TPYAHBIM MW Hed(P)EeKTHBHBIM.
Hanpumep, He0OX0AUMOE COEAMHEHHE MOKET OBITH JIUIIb TUIOXO PACTBOPUMBIMH, TIPH
3TOM OHO IIOXO TPAHCIIOPTHPYETCS Yepe3 SMHUTEIHN CITU3UCTON 0OOJIOUKH, HITH OHO
MOJKET XapaKTEPU30BATHCA HEIKENATEIIFHO KOPOTKUM TIEPHOIOM TIONTY>KH3HHU B TUTA3ME
KpoBH. JlonomHUTETBHOE 00CY:KIEHUE MPOJeKapcTBa MOKHO Haitu B Redasani, V.K.

et al. ‘Prodrug Design’, Elsevier, UK, 2015.

[000101] B HACTOSALIEM U300peTCHHH MPOJIEKAPCTBEHHBIE (bopmbI
(bapMaKOIIOTHYECKH AKTHBHBIX COCIMHEHUH TPEICTABIIIOT COOOH COEOMHEHHSA B
coorBercTBuH ¢ popmymoii I, II, III u IV, ux ¢apmaneBTuiyecku npueMieMbie COIA
MPUCOECUHEHUS KUCIIOTHI WM OCHOBAHMSA, CTEPEOXMMHUYECKH H30MEPHYIO (opmy,
TayTOMEpHbIe (OpMBI M HX N-OKCHIHBIE (OPMBI, KOTOPBIE COJNEPKAT KHUCIOTHYIO
Ipymiy, KOTOpas dTepUPHUIIMPOBAHA MM AMHHHPOBAHA; WM aMHHOTPYIINY, KOTOpas
oOpasyer kKapOamar WM aMuj. BKIIOYEHHBIE B JTEPUPHUIIMPOBAHHBIC KHCIOTHBIC

TPYTIITBI PEACTABIISIOT COO0H «(hapMaleBTHYECKH MPUEMIIEMBIE CIIOKHBIE S(UPBDY.

[000102] B HacTosmieM W300peTEHWHM AaMHIMPOBAHHBIC TPYMIBI BKIHOYAIOT
rpynmsr popmyisl —CONRy4R,, tne Ry mpencrasnser codoit H, Ci-Ceamkun, u R

npeacrasisiet coooit OH, H, C-Cgamkui.

[000103] B HacTosmem u300peTeHHH KapOamaT BKIFOYAET TPYMIbl GOpMyTsI -
NR{COORg, rae Ry mpexacrasnser coboit H umu C;-Ceanxun, u R, npencrasmser

co6oii C;-Cgamkmt unmn Cq-Cgankun, 3amenieHHbd -OCO(C-Coankun).

[000104] B HacTosmem M300peTeHNH aMHH BKIFOYAeT rpymiisl popmynsl —NR¢Ry,

rae Ry ommcan panee, u Ry, nmpencrasnser coooit H mmu C-Cgamkui.

[000105] B HacTosmem n300peTeHnn «(papManeBTHUECKH TPHEMIIEMBIE CII0KHBIE

3¢HUpED COETUHEHUH MPEACTABIAIOT COOOH COETUHEHUS, B KOTOPBIX OJHA WM Oolee
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kapOokcunmbHbIX  rpymn  (Hampumep —COOH)  momudummpoBaHsl  mMyTeM
OCYIIECTBJICHUA PEAKIMH CO CIUPTOBBIM 3aMectuteneM A-OH Tak, 4TOOBI MOMTYYUTH

rpymmbsl —COOA, tae A npencrasmsiet cooon Ci-Ceankui.

[000106] B Hactosamem wu3o0pereHnn N-okcuaHble (OPMBI COCIUHEHHH B
coorBerctBuu ¢ (opmymoit I, I, III uw IV mompasymeBaroT BKIIIOUEHHE TAaKUX
COCIMHEHUH, 1€ OJUH WM HECKOJIBKO aTOMOB a30Ta OKUCJIEHBI O TaK HA3bIBAEMOIO

N-okcuaa, B 4aCTHOCTH Takoro N-OKCHJA, T/I€ OKHUCIIEH a30T AMHUHHOTO PaIUKaja.

[000107] Crnemmanuct B JAHHOM OO0JACTH MOMMET, YTO COEIUHEHHSI II0
HACTOAIIEMY H300PETCHHUIO BKIIOYAIOT TaKHE, KOTOPbIE SBISIOTCS XUMHYECKH
CTaOWIBHBIMH. T0 €CTh, COSUHEHHS IO HACTOAIIEMY H300PETEHUIO BKITIOYAIOT TAKHE,
KOTOPBIE JAOCTATOYHO YCTOMYMBBIC YTOOBI BBIACPKATH BBIACICHHE W3 PEAKIIHOHHOW

CMCCH C HpI/IMeHHMOﬁ CTCIICHBIO YHMCTOTHI.

[000108] OOmue crmocoObl TOMYYEHHS COJIEH M CIOXKHBIX 3()HPOB MIHPOKO
W3BECTHBI CIICIUATUCTY B JAHHOH 00yacTH. @apMmareBTHYECKAsS IPHEMIIEMOCTD COJICH
W CJIOKHBIX 3(pHpoB OyAeT 3aBUCETh OT PAAa Pa3HBIX (PAKTOPOB, BKIIKOUYAS TTOAPOOHBIE
cBemeHUsT 00 00paOOTKE ISl COCTABJICHHWS W KOHKPETHBIE KPUTEPUHU in Vivo, W
CMENHUATMCT B JAHHOH OOJIACTH CMOJKET MPOAHATHU3HPOBATH TAKUE IOJPOOHBIC

CBCACHM:A, IIPUHHUMAA BO BHUMAHUC HACTOAIICC H306pCTCHHC.

[000109] Ecnu xupaapHblid IEHTp WiH ApyTas (opMa U30MEPHOTO TIEHTPA, TaKas
KaK TE€OMETPUYECKHE HW30MEPBI, NMPUCYTCTBYIOT B COCOWHEHHH IO HACTOSLIEMY
HW300PETEHHIO, TO TIPEAYCMATPUBAETCS, YTO BCE (POPMBI HM30MEPOB, BKIFOYAS
SHAHTUOMEPHI U JAUACTEPEOMEPHI, OXBAYEHBI JAHHBIM JTOKyMEHTOM. COeIUHEHUS MO
HACTOSIIEMY HW300PETEHHIO, COACPIKAIMUE XHWPANBbHBIM IEHTP, NPUMEHSIOT B BHIE
CMECH M30MEPOB BO BCEX COOTHOMICHUAX (HATPUMEP, PALIEMHYECKAs CMECh), B BHIE
SHAHTHOMEPHO OOOTAMIEHHOW CMECH WK B YuCTOM opme. OTHenbHbIE H30MEPHI WITH
SHAHTHOMEPHI, TOJIYYAOT C TIOMOINBIO CIOCOOOB, W3BECTHBIX M3 YPOBHS TEXHHKH,
TAKUX KaK ONTHYECKOE PA3JAECICHUE MPOAYKTOB WM MPOMEKYTOYHBIX COCIMHEHHU

(mampumep, xupanbHas xpomarorpadus (Hampumep, xupampHas HPLC) wm
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CBEpXKpHUTHUYECKAs x)uAKocTHas xpomarorpadus (SFC)). B cayuasx, rae coennHeHUs
MO0 HACTOSAMIEMY H300PETEHHI0 MOTYT CYIIECTBOBAaTh B BHAE aIbTEPHATHBHBIX
TAYyTOMEPHBIX (PopM (Hampumep, KeTO/IHOJ, UMUH/3HAMUH), HACTOSAIIEEe H300PETCHHE
OTHOCHUTCS K CaMOCTOATEIBHBIM TAayTOMEPAM OTAEIBHO M K CMECH TayTOMEPOB BO

BCCX TIPOIMOPIUAX.

[000110] Jlpyrue acmeKkThl HACTOSIIETO0 H300PETEHUS TPEACTABISAIOT COOOH
00CCTICYeHHE COCJAMHEHUH B COOTBETCTBHH C HACTOSAIIUM HW300PETEHUEM HITH
(apMarieBTHYECKOM KOMITO3UIIMH, COJACP)KANIEH YKAa3aHHOE COCOUHEHHWE, JUIA

MPUMEHEHUS B JICUCHUU W/ UITH TIPEAYTIPEKICHAN Ty OEpKyIe3a.

[000111] B oxgHOM BapuaHTe OCYIIECTBIICHHA cOeTUHEHHA 00men Gopmysr I, 11,
III u IV npuMeHSIOT B KOMOWHAIIMH C JPYTUMH JICKAPCTBEHHBIMH TMPEMapaTaMu it
neuenns 1B, TakuMH Kak W30HWA3UA, pUPAMIHH, NHPA3HHAMU, 3TaMOYTOL,
(TOPXUHONOHBI, AMUHOTTIUKO3HUIBI U BCE JAPYTHE JEKAPCTBEHHBIE MPEMAPAThl MEPBOM

Y BTOPOH JIMHUM.

[000112] B omHOM BapuWaHTe OCYHIECTBICHHS B HACTOSIIEM HW300PETEHUH
OTIMCAHO TPUMEHEHUE OIHOTO W3 PACKPBITBIX COCAUHEHWH B KOMOWHAIMH C TIO
MCHBIIEH MEpPEe OJHHUM JICKAPCTBEHHBIM CPEACTBOM s JjedeHua 1B wmm
(hapMameBTHYECKOW KOMIIO3HIIUH, COAEPIKAMICH 3TO COeTUHEHHE B KOMOWHAITUH C TIO
MEHBIIEH MEPE OJTHUM JICKAPCTBEHHBIM CPEACTBOM Ui JedueHus 1B, s npuMeHeHus

B JICUCHUH I MIPEAYIIPEXKIACHUH TyOepKyie3a.

[000113] B omHOM BapuaHTe OCYIIECTBICHUA JIEKAPCTBEHHOE CPEICTBO IS
nedyeHuss TB BeiOpaHO W3 CleQyrOImEro: W30HHWA3WAA, pUHPAMHUIMHA W €ro
MPOW3BOJHBIX,  THUpasHHAMHUAA,  JITaMOyTONla,  IMKJIOCEPHUHA,  ATHOHAMHIA,
CTPENITOMHUIIMHA,  AMHKAIMHA,  KaHAMHIMHA, pudamnuHa  (pudaMIUIAHA),
KanpeOMUIIMHA, MT-AMHHOCATHIIHIIOBOW KHUCIIOTHI, AMUHOTITUKO3HIOB, (TOPXHUHOJIOHOB,
TAKUX KaK JIeBO(MIIOKCAIWH, MOKCHU(IOKCAIIMH WA TaTH()IIOKCAIWH, W BCEX APYTHX

JIEKapCTBEHHBIX MPENAapaToOB NEPBON U BTOPOU JTMHUM.
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[000114] B omHOM BapuaHTe OCyIECTBIEHUS coeauHeHus o0mel Gopmysr I, 11,
I u IV, nubo B koMOMHALIMY C IPYTHM (papMaKOIOTHIECKH AKTUBHBIM COETUHEHHEM,
au00 HET, BBOJAT TEPOPATBHBIM, HA3aIbHBIM, PEKTAJbHBIM, OpPOHXHAIBHBIM
(BmpIxaHue), MECTHbIM (TJIa3HBIE KAlUld, OYKKaJdbHBIH H  TOXBSA3BIYHBIN),
BATMHAIIGHBIM,  TAPEHTEPATbHBIM  NyTAMH  (TIOJKOXKHBIM,  BHYTPHUMBIIIEYHBIM,
BHYTPHBEHHBIH ¥ BHYTPHUKOXXHBIH) WM TOCPEACTBOM  HMIUIAHTHPOBAHHOTO
pe3epByapa, U MOJYYaroT JTIOOBIMH CTIOCOOAMH, U3BECTHBIMU B YPOBHE TEXHUKU WIIH

obnactu papmanuu.

[000115] B omHOM BapmaHTE€ OCYLIECTBICHUSA KOMIIOZHLMIO IOIYYarOT IIyTEM
O0OBEAMHEHHS OTIPEACIIEHHOTO BBINIIE AKTUBHOTO MHTPEANEHTA ¢ HOcUTENeM. B 1emom,
COCTaBBI TOJYYAIOT MYTEM OXHOPOAHOTO M TINATEIIFHOTO OOBEAWHEHHUS AKTHBHOTO
WHTPEIMECHTA C JKUJKUMU HOCUTEIAMU HIM TOHKOW3MEIBbYEHHBIMU TBEPABIMHU

HOCHTEIIIMH WJTH 000MMH, a 3aTEM MPH HEOOXOAUMOCTH Iy TeM (POPMOBKH MTPOAYKTA.

[000116] B oaHOM BapuaHTEe OCYIIECTBIIEHHS B HACTOSIIEM H300PETCHHUH
OTIHCAHO TpUMeHeHHe coeamueHust oomei dopmymsr [, II, III u IV, onpenenennoro
BBIIIE, B TIOJYYCHHH AHTUMHKOOAKTEPHATBHOTO CPEICTBA, B YACTHOCTH B KAYECTBE

CpeacTBa JUIA JICUSHUS WITH TIPEAYyNPEKACHUST Ty OepKyIesa.

[000117] B oxnom Bapuante ocymiectneHus coeauaenus Gopmyisr [, 11, [T u IV
Wi uX (apMaUEBTHYECCKH TPHUEMIIEMOE TPOU3BOAHOE TIONYYAOT W3 COCTHUHECHHUS
obmieit popmymner VI. B wactHOCTH, coenuHeHus B cooTBeTcTBUH ¢ opmyon [, 11, 111
u [V MOTYT OBITH TIONTyYEHBI TTyTEM OCYIIECTBICHHUSA PEAKIMH COCTUHEHHS (POPMYIIBI
VI ¢ coenurerneM ¢dopmynsl VII B cooTBETCTBHH O cXeMol 1 myTeM MPUMEHEHUS
peakuuu couetaHus 1o Cy3ykd B TPHUCYTCTBHHM TMajUIaJUEBOTO KaTalu3aropa,

MOAXOAAMIET0 OCHOBAHUA U MOIXOAIIETO PACTBOPUTETIS.
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[000118] B onmHom BapuaHte ocyniecTBieHHs coeauHeHue Qopmyner  VII

MPEACTaBIIAET COO0M OOPOHOBYIO KHCIOTY, Tzne R, mpencraBmseT cobour H; wmm
coequnenue popmynel VII mpeacraBiseT coO0M CHOKHBIM OOpOHOBBIN 3¢dup, rae R,
npeactasisgeT coooi Ci-CgaaKuil, Wik aTOMBI YIJIEPOAa TPH IBYX R, B3sAThIE BMECTE,
00pasyloT HackleHHOE KOnbLO, Kak, Hanpumep, —O(C(Rg),),0-, rae p pasHsercs 2
wnm 3, u Rg peacrasmsaet coooi H nmu C1-Cganku, Tem caMbiM 00pasys, HapuMep,

CITOKHBIN TTMHAKOJIOBBIN 3(h)Hp OOPOHOBOM KUCIIOTHI.

[000119] B oxHOM BapuWaHTe OCYINECTBIICHMS NAIQAUEBBIM KaTaau3aTop
NpeACTaBysieT cOOOM KaTaiu3aTOp Ha OCHOBE MEPEXOIHOTO METAllla — TalIaIus,
BBIOpPAHHBIN u3 CIIe Iy FOIIETO: JManeTaTa naIaaus, JAUXJIOPU/IA
ouc(tpudernndochun)nammamus(1l), teTpakuc(Tpudpenmndocdun)mamiaaus(0),
muaxopouc(Tpu-o-rommndochun)mammagusa(1l), [1,2-
ouc(mudenundochuno)staH | nuxnopramtagusa(Il), XJ0puIa 1,4-
ouc(mudermnndocduno)oyran-mammaamsi(Il), XJI0pHIa (1,3-
ouc(mudennndochuno)mpomnan)mamtaxus(Il) WA [1,1-

ouc(mupennndochuno)deppoucH|muxmopnaiagua(ll), Oomee TPEATOYTHTEIIHHO
TaJiiaHeBbIid KaTaJIu3aTop MPECTABIIAET coboi

teTpakuc(tpudennndochun)mammaamii(0).

[000120] B oxHOM BapuaHTEe OCYIIECTBICHUA TNAUIAJAUEBBIA KaTalIH3aTop,
OTIMCAHHBINA B JAHHOM JIOKYMEHTE, MOKET OBITh TIOJIYUEH i# ity W3 COJICH METAIIIOB U
JAWTaHAOB. JTO BKIOYAET OCYMIECTBIICHHE PEAKUIWH B WHEPTHOW atMocdepe BUAOB
Pd(IT)-coequnenuit u ¢ochuHOBOTO NWMTraHma, TAKOTO KaK ameTaT TaUIaaus |
tpudenmwipochun. JlomonmHUTENbHBIE JUTAHABL, KOTOPHIA MOKHO TIPUMEHSTH B
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CTOCc00axX, OMUCAHHBIX B JAHHOM JOKYMEHTE, BKIIOYAIOT JIMTAH/BI, BBIOPAHHbBIC W3
CIIEYFOILETO: 1,1’-6uc(mudennndocduno)depporeHa (dppf), 1,2-
ouc(mudenundochuno)stana (dppe), 1,4-6uc(mudenundochuno)oyrana (dppb) wmm
1,3-0uc(nudpenunpocduno)npomnana (dppp). Takue katanu3aTops! in situ MOTYT OBITH
MOJIyYEHBI IyTEM OCYIIECTBICHHUS WCXOJHOW PEAKIMH COJIH META/UIa W JIMTAHAA, C
MOCJIEAYIONIMM J00aBIICHHEM B PEAKIHMOHHYI0 CMECh MM IyTEM OTIACIHHOTO

I[O6aBJ'IeHI/I$I COJIM MCTAJIJIA U TUTaHAA HETIOCPCACTBCHHO B PCAKIIUMOHHYHO CMCECh.

[000121] B omHOoM BapuaHTe OCYLIECTBICHHA IOAXOJALIEE OCHOBAHUE
NpeACTaBIAeT COOOW HEOpraHWYecKoe OCHOBaHME. lloaxonsdmiee HEOpPraHHYECKOE
OCHOBaHHE BKIIOYAET 0€3 OrpaHWYeHUs KapOOHAT Ie3Hd, KapOOHAT HATPHUs, KapOOHAT
KaJus, TUAPOKCHA HATPHA, THAPOKCH] Kalus, OmkapOoHAT Harpws, ¢ocdar HaTpus
WM aleTaT HAaTpus. B mpeamodTuTeIbHOM BapuUaHTE OCYLIECTBICHUS OCHOBAHHUE
BBIOPAHO W3 TPYHIBL, COCTOAIMEH W3 KapOOHaTa Kamus, KapOoHAaTa HATpuUsi |
KapOoHaTa ne3us. boee mpeAnmovYTHTETFHO OCHOBAHHE TIPEACTABIIET COOOH KapOOHAT

ne3usd.

[000122] B oaHOM BapuwaHTe OCYIIECTBIACHHS MOAXOAAIIAE PACTBOPUTEIH
BKITIOYArOT Oe3 orpanuueHus aumetrindopmamua (DMF), mumetunaneramun (DMA),
1,2-mumerokcudTan (DME), mumetuncynmedokcun (DMSO), N-MeTunmuappomaoH
(NMP), amokcan, 6enzon, tomyon, meranon (MeOH), EtOH, 1-0yrtanon (1-BuOH),
Isop, muxnopmeran (DCM) unm Boay W MX CMECH. B TpeamoYTHTETFHOM BapHAHTE
OCYIIECTBJICHHUS PACTBOPUTEIb MPEACTABIISAET COOOM JHOKCAH, OTAEIBHO HITH B CMECH
C BOJOW. bonee mNpeAnOYTHTENHPHO PACTBOPUTENh MPEACTABIAET COOOM CMeCh

JUOKCAaHa U BOJAbI.

[000123] B omHom BapmaHTe OCYIIECTBICHHS TEMIEpaTrypa COCTAaBIAECT

npeanouturensHo oT 50°C o 100°C, nanpumep temneparypa coctasisieT 80°C.

[000124] B ogHOM BapuaHTe OCYHIECTBIICHUS HArpy3Ka KaTaJu3aTopa COCTABIACT

ot 2 10 15 momb %, 6omnee MPeAMOYTHTENIHFHO OHA COCTABISIET 5 MOTB Yo.
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[000125] B onmmom BapmaHTe ocymiecTBIeHHA coeguHeHHWe Qopmynsr VI
MOJyYar0T TyTeM OCYIIECTBIEHUS peakuuu coenuneHus ¢opmymsr VI ¢

coenuaeHreM (popmyssl [X B COOTBETCTBHH CO CXEMOU 2:

+ | | » DPoprynaVi

Dopryaa Vil Dopumyaa IX

rae L; mpeacraBiser coO0HM yXOSIIy O TPYIITy, MyTEM OCYHIECTBIICHHS PEAKLUH C

coerHEHUEM o0miel popmymsr [X,

NPEANIOYTUTENBHO L mpeacTaBisieT co00H yXOMIIIy 0 TPyIITy, IPeamOYTHTENBHO L
MPeaCTaBIAeT cOO0M ranoreH, Beropanusiid u3 Br, Cl wiu F, 6onee mpeamovTuTeIbHO

L, mpeacrasnser coooit Cl mnm Br; u
R, R, B m ABIIAIOTCSA TAKUMH, KaK ONPEAEICHO I COeUHEHHS 001ieit (hopmysi 1.

[000126] B oaHom BapmaHTe ocymiecTBieHus coeauHeHue Qopmynasr VI m
coequHeHue Gopmysl [X BBOAAT B PEAKIMIO BMECTE TPH MOBBIIIEHHON TEMIIEPAType
B OTCYTCTBHE PACTBOPUTENSA (B YHCTOM BHIE). Peakimuro MOXKHO TPOBOIUTH B
MPOTOHHOM PACTBOPUTENE, TAKOM KaK 3TAHOJ, WIM B NMPUCYTCTBHU AaNpPOTOHHOTO

PACTBOPUTETIS], TAKOTO KaK TOJYOJ.

[000127] B oxHOM BapmaHTe OCyIIEeCTBIICHHS coeauHeHUs Gopmysl [ momyyaror
MPEAMOYTUTENIFHO TyTEM OCYIIECTBICHHUA peakuuu coenuHeHus ¢opmynsl VI u
coequHeHus (opmynsr [X B mpuCyTCTBHHM pacTBOpHTENA, Takoro kak 1-BuOH, m
OIEJIOYHOTO  cpeAacTBa, Takoro kak N,N-mumszonmpormmtmwiamuH (DIPEA), ¢

MOy YeHUEM coeauHeHUs popmy bl VI.

[000128] B omHomM BapuaHTEe OCYWIECTBIEHHS TEMIIEparypa COCTaBIAECT

npeanoututenbHo oT 80°C go 160°C, Hanpumep Temneparypa coctasisiet 130°C.
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[000129] Coemuuenns oOme#d ¢opmymner  VIII u3BeCTHBI W KOMMEpPYECKH
AOCTYTIHBI, WM HMX TOJYYalOT CHOCOOAMH, H3BECTHBIMHU CIECIHMAINCTAM B JAaHHOU

0o0JacTH.

[000130] B omHoM BapmaHTe OCYIIECTBIIEHUS, HANPUMEP, COCIWHEHHE OOImEH
dbopmynst VIII, B kotopom L; mpencrasmser coboi Cl, momydaroT U3 COCAHMHEHHS

o0mew popmyisr X,

R,
AN

L
N™ "OH ®opmyna X,

Br

MyTeM OCYIIECTBIEHUS peakiuu ¢ Tpuxiiopdocdarom, meHTaxmopuaoMm docdopa,
OKCAJTHJIXJIOPHIOM HJIH THOHHIIXJIOPHIOM NPH HATPEBAHHH B MOJIIPHOM ANPOTOHHOM

pactBopHTee, TakoM Kak numeTtridopmamun (DMF) wmm anetorutpun (MeCN).

[000131] B oaHOM BapmaHTE OCYMIECTBJICHHSA COCIUHEHHS 0oO0med Gopmysr X
W3BECTHBI M KOMMEPYECKH JOCTYIHBI, WIH HX TOJYYar0T CIOCO0AMH, W3BECTHBIMHU
crienmagiucTaM B JaHHOW oOnactu. Hampumep, coeamnenme oOmed dopmymsr X

MOJIYYarOT M3 COEAMHEHUS 00mIen hopmy sl XI,

Rz
AN

Z
N" ®opmyna XI,

Br

IyTEM OCYILECTBICHUS PEAKLMU C NMEPOKCHIOM JUBOAOPOAA B KHUCIOTHBIX YCIOBHIX
WH  3-XJOP-TIEpOCH30WHOW KHUCJIOTOW B TAJIOTEHUPOBAHHBIM PACTBOPHUTEISAX TIPH
TEMIIEPATYPE OKPY’KAKOLIEH Cpeapl ¢ MOJYYEHHEM COOTBETCTBYIOINErO N-OKCHIA;, C
MOCIICAYIOMIEH PEaKUMed C YKCYCHBIM AaHTHAPHUIOM B YCIIOBHSIX HAarpeBaHus C

MOy Y€HHUEM COEeTMHEHUS (POPMYTIBI X.
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NOAPOBHOE OIIMCAHME

[000132] Hactosmee wu300peTeHHE OTHOCHUTCA K TIPUMEHEHHIO COEIHHEHUH,
MPEACTABIAIOMUX CO00H  1-(XMHONMHMH-2-W)MUNepUINH-4-KapOOHOBYIO  KHCJIOTY,

3aMEMICHHBIX O-apuiIOM WM TETEPOAPHIIOM, IS JICYCHHUA W/HIH TPEAyTPeKACHUSA

TyOepKyIesa.

[000133] B omHOM BapuaHTe OCYINECTBICHHS TMOJYYAalOT COCAMHEHHA OOHIeH

¢dopmyisr .
ITpumep 1

[000134] CoenuHeHus, B 00meM, MOTYT OBITh TOJNYYE€HBI C TOMOIIBIO
MOCJIE0BATENIFHOCTH cTagui. CrocoObl, MpUMEHIEMbIE JJI1 CHHTE3a COSIUHEHUH T10
HACTOSIIEMY HW300PETCHHIO, TPOWUTIOCTPUPOBAHBI 00meH cxemoil. McxomHbie
MaTepHasIbl U PEarcHThI, IPUMECHIEMbIC IS TIOJYYECHHUSI COCTUHEHUH MO HACTOSAIEMY
W300PETCHHIO, JAOCTYIHBI OT KOMMEPYECKHX TMOCTABUIMKOB, WA OHH MOTYT OBITH
MOJIYYSHBI CIIOCO0AMH, H3BECTHBIMH CIIEIIHAIMCTAM B JaHHOM 00macTH. OOIHe CXeMbI
SBIIIIOTCS  JIMIND HMJUTFOCTPAIHEH CIMOCO0O0B, C IOMOINBIO KOTOPBIX CHHTE3HPYIOT
COEJMHCHHA TI0 HACTOSIIEMY H300PETCHHIO, CIEIHATMCTBI B JAHHOW OONACTH

npeamnojararoT MOI[I/I(i)I/IKaI_[I/II/I TaKHUX CXCM C YUCTOM JAHHOTO I/I306p€T€HI/I51.

[000135] B omgHOM BapmaHTe OCYMIECTBICHHA, TAE CHOCOO OTCBUTACTCA K
KOMHATHOM TeMIepaTrype, TEMIEpATypa COCTaBIAET mpeamnodrurensHo ot 20°C no

25°C, 6onee mpeamourutensro 20°C.

[000136] B onHom BapumaHTe OCYHIECTBIICHUSA COCIAMHEHHA XapPAKTEPH3YIOTCA C
MOMOTMIBI0 TOYKH TUIABJICHHS, BBICOKOA((EKTHBHON >KHIKOCTHOH Xpomarorpadum-
macc-criekrpomerpun  (HPLC-MS) u spepHoro maramtHOro pe3oHaHca (SAMP).
HPLC-MS nposoanmu Ha nmpudope HPLC Waters Alliance 2690 ¢ netekTupoBaHueEM,
MPOBOAUMBIM C TIOMOMIBIO AeTekTopa Waters 2996 DAD (metekTop HaA JHOTHOU
MaTpuie) U macc-criekrpomerpa QDA Waters, paGoTaromero B pexxumMe HOHH3ALNAN

snexrpopacnsiieHuem (ES).
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[000137] B oaHOM BapuaHTe OCYIIECTBIICHHS MOMy4YE€HHE AAHHBIX MS mpoBoaunu
C TIOMOINBIO TOAXOJAIIETO MPOTPAMMHOTO obOecmeueHus. COeTMHEHUS OMUCAHBI C
MOMOIIBI0 WX YCTAHOBJIEHHOTO MOJIEKYJIIPHOTO HMOHA, KOTOPBIH COOTBETCTBYET
[M+H]" wmm [M+2H]" (upoTomupoBaHHble  MojleKymbl) w/mmm  [M-H]
(mempoTOHUpPOBaHHAA MOJIEKyJa). JlIT MOJEKYNl ¢ HECKOJIbKUMH HW30TPOITHBIMH
pucyakamu (Br, Cl...) ycraHOBNeHHOE€ 3HAYCHHWE SBISETCS TONYYCHHBIM IS
HAMMEHBUIEH MU30TOIMHOM MacChl. Bee pesynbraTsl IONyYanu ¢ 3KCIIEPUMEHTAIbHBIMU

OOrperHOCTAMHA, KOTOPBIC OOBIYHO CBSI3aHBI C NPHUMCHACMBIM CIOCOOOM.

[000138] B oaHOM BapuaHTe OCYIIECTBIICHHA NMpuMeHsemas konoHka s HPLC
npeacrapmsina coood  Sunfire C18, Swmrm (250 x 4,6 mm). [logswxHas ¢asa
npeacrassia cooor aneronutpua (A) u Boxy ¢ 0,1% wmypasbuHOM KHCHIOTH (B)
(75% A/25% B). Bpems anamuza coctaBisino 10 MHH, CKOPOCTh TMOTOKA COCTaBIIAJIA

1 m/mMuH, ¥ Temniepatypa coctasisia 35°C.

[000139] B onHOM BapuaHTE OCYIIECTBICHHUA TOYKY IUIABJICHUS 3alUCBHIBAIM HA

Buchi MP-M560 ¢ maramu cuutbiBanusa 20°C/MuH.

[000140] B oxHOM BapuaHTe OCYHIECTBIICHUS CIEKTPBI 'H SIMP sanmchiBanu Ha
npuoope Bruker, paGotaromem npum 400 wm 500 MI1, ¢ pacrtBopuTENEM,
NPUMEHSEMBIM B  KAayecTBE BHYTPeHHero cranmapra. CokpamieHus A
MYJIBTHITICTHOCTH THKOB SBISIOTCA clieayromuMu:. s (cuarier), d (myomer), t
(rputner), m (MmymneTaIUieT), br (mmmpokwmii), dd (myomer myoOmeros), ddd (myOner
nyonera myomeroB), dtd (mybmer Ttpumera myoOmeros), ddt (myOmer mybmera
TpumieToB), dt (myoner tpurmeTos), td (TpurmieT ayoneToB), q (KBapTeT), tt (TpHILIET
TpurieToB) u hept (renrrer). KoHcTanTh! B3auMoze#icTeusa npuseaeHs! B repuax (I'm).

Crniektpsr °C SIMP sanmcesanu npu 101 wm 126 MI 1.
Tp p

[000141] B omHOM BapwaHTe OCYIIECTBIEHHS KOJOHOYHYIO XpoMmaTtorpaduu
MPOBOJWIIH TTOCPeNCTBOM (hiem-xpomatorpadguu Ha cunmukarene 60 (Merck), pasmep

yacTuly 0,063-0,2 MM, B KaUeCTBE HETIOIBMIKHOH (ha3bl.
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[000142] B omHOM BapmaHTe OCYIIECTBICHUA OYHCTKY COCAUHCHUM ITyTEM
MEPEKPUCTAILTH3AIMH BBITIOTHSIIH Ty TEM PACTBOPEHHUS HEOUUIICHHOTO COCIUHEHHUS B
MHHHMAJIbHOM OOBEME TOPSYETO TPHOPUTETHOTO PACTBOPUTEINS, KAaK TPABUIIO
MPOTOHHOTO PACTBOPHUTEINSA, 3aTEM HAKPHIBAHUS KOHTEHHEpAa W OOECTICUEHUS €ro
OXJIKAEHUA JO0 KOMHATHOM TeMmepatypel U 3ateM mnocteneHHo a0 0°C  mo

HAOIIIOIEHUS 00Pa30BaHUS KPUCTAIIIOB.

[000143] B onHOM BapHaHTe OCYIIECTBIECHHUS BBIIEICHHE YMCTOIO COECIUHEHHUA C
MOMOIIBI0 KOJIOHOYHOM XpoMaTorpauul BBIMONHAIOT MyTeM cOopa ¢pakuuud B
KOJIOHKE, COJEPIKAIIMX YHCTOE COETMHEHHUE, BHITAPUBAHUA PACTBOPHUTENS B POTOPHOM

HUCIIAPpHUTCIIC U BBICYHIUMBAHUA OCTATKA IIPHU BBICOKOM BAKYyyMC ITPH 40°C.

[000144] B omHOM BapuaHTE OCYINECTBIIEHHS CIOCOO CHHTE3a MPOMEKYTOYHOTO

coemuHeHUA 1 (3THI-1-(6-OpOMXHUHOIMH-2-HIT)IUIIEPUANH-4-KapOOKCHUIIAT) ABIAECTCS

CITE Ty FOIIHM.
HN
OEt
O B
T, = O
] - o
ZN el 1-BuOH “ NN
CAS[1810-71-5) 130°C. 48 1 IpomexyTounoe OEt

coeannenue 1
O
[000145] DIPEA (5 mm) po0aBnsiii B CYyCHEH3HIO  2-XJIOP-0-OpOMXHHOIMHA
(590 mr, 2,4 Mmonp) u 3THIH30HUTIEKOTaTa (570 MT, 3,6 MMomp) B 1-BuOH (12 M) u
obecnieunBamy nepememmuBanue cmecu npu 130°C B Teuenne 48 yacos. PactBopurens
BBINIAPUBATM W TIOJNYYCHHBIH OCTATOK OYHIIANA TIOCPEACTBOM  KOJOHOYHOM
xpomarorpaduu (cunukarerb, DCM-DCM/MeOH 2%) ¢ nmonydyeHHEM YKa3aHHOTO B
3aroJIOBKE MPOMEKYTOYHOI'O COEAUMHEHUA | B BHJIE JKEITOTO TBEPIOTO BEIIECTBA

(850 mr, 96%).
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[000146] B oaHoM BapwaHTe OCYMIECTBIICHHS CIOCOO CHHTE3a COeAWHEHHA 1

(atun-1-(6-(4-(TpudropmeTOKCH ) (pEHUIT ) XHHOTHH- 2 - W1 ) TUTIEPUIUH-4-KapOOKCHIAT)

CF0_
CF0
" B(OH),

Pd (PPhy)s

T CsCO; »«J\
: N uoxcan *'BQ:I; " N/:l
e i y ‘i:k j - 7
IpomexyTounoe OFEt 80°C. 174 Coenunenne 1 %\ \ﬂ/Qm
o}

coenurenne 1 5

ABICTCA CIICAYIOIHUM.

[000147] Terpakuc(rpudenundocdun)nanmaamuii(0) (114 wr, 0,1 MMOIIB)
N00aBIISUIH B IEPEMEITHUBAEMYIO CYCIICH3HIO IPOMEKYTOYHOTO coequHeHus 1 (3Tmi-1-
(6-OpoMXUHOTUH-2-Hn )uniepuauH-4-kapOokcumnar) (650 mr, 1,79 mmomnp),  (4-
(TpudropmeTokcu)penum)ooporoBoir kucaotTel (405 mr, 1,97 mmons) u kapOoHaTa
nesuss (3w, 3 M pactBop) B cmecH pauokcana (16 mm) w  Boael (2,6 mu).
ObecrieunBan  miepeMeniuBanne cycnensur mnpu 80°C B Teuenwe 17 yacos.
PacTBOpHTENb BBITTAPUBAIIH MPH BHICOKOM BAKyyME W OCTATOK OYHIAH TOCPEICTBOM
KOJIOHOYHOM Xpomartorpaduu (CHiukareis, netponeinsii d¢up/strnanerat (EtOAc)
6:1) ¢ TONlyYeHHWEM YKA3aHHOTO B 3aroJIOBKE COCAHHEHUS | B BHIE OECHBETHOTO

TBepAoTO BemecTra (417 mr, 52%).

[000148]  HPLC-MS [M+H]" 445,17; T.mn: 188-194°C; 'H SIMP (400 MTw,
CDCly) & 7,92 (d, J = 9,2 T, 1H), 7,76 (bs, 3H), 7,70-7,64 (m, 2H), 7,30 (d, J =
8,3 T, 2H), 7,03 (d, J = 9,2 T, 1H), 4,49 (dt, J = 13,4, 4,0 T, 2H), 4,17 (q, J =
7,1 T, 2H), 3,13 (ddd, J = 13,9, 11,5, 2,8 'y, 2H), 2,60 (tt, J = 11,0, 3,9 T, 1H),
2,09-2,01 (m, 2H), 1,88-1,76 (m, 2H), 1,31-1,23 (m, 3H); *C SIMP (101 MI'y, CDCl5)
5 174,71, 157,43, 148,35, 147,57, 139,76, 137,58, 133,52, 128,67, 128,26, 127,15,
125,18, 122,98, 121,82, 121,28, 110,29, 60,51, 44,80, 41,49, 27,94, 14,2.

[000149] B omHoM BapuaHTe OCyIIECTBIECHHS CHOCOO cHHTe3a coeauHeHus 2 (1-
(6-(4-(TpudTOopMETOKCH )(PEHMIT ) XHHOIIUH-2- W) TUTIEPUINH-4-KapOOHOBass ~ KHCJIOTA)

ABIACTCA CICAYIONIHUM.
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[000150]  BopaHsri pacTBOp rHAPOKCHAA Kamus (5 MII, 5 H. pacTBOp) A0OABIANH B
pactBop  coeaumHenus 1 (3Tmn-1-(6-(4-(TpudTopMeTOKCH ))PEHUIT)XUHOTUH-2-
un)munepuaud-4-kapookcunar) (340 mr, 0,766 Mmmoms) B amokcaHe (5 m).
Ob6ecneunBanu nepememupanue cmecu npu 60°C Ha nporskeHuu 4 4acoB. JMokcaH
BBITIAPUBAJIM U MOJYUYEHHYIO BOJHYIO CMECH MOAKHCIIUIM C MOMOIIBI0 37% pacTBopa
XJOPUCTOBOJOPOJHON KHUCIOTHL. BOAHBIM PacTBOpP 3KCTPArMpPOBAIA C TMOMOIIBIO
EtOAc, opraHuveckuii CIIOM BBICYIIHBATHM C TOMOMBI 0Oe3BogHOro Na,SOy,
(UITBPTPOBAI ¥ BHITAPUBAIM NP BBICOKOM BaKyyMeE C TOJyYCHHEM COCTUHEHUS 2 B

BHJE OecIBETHOTO TBepaoro BenecTBa (164 mr, 51%).

[000151] HPLC-MS [M+H]" 417,18; T. mwr: 245-250°C; 'H SIMP (400 MIw,
DMSO-d,) § 8,08 (d, J= 9,2 Ty, 1H), 8,03 (d, J= 2,2 T, 1H), 7,89-7,84 (m, 3H), 7,63
(d, J= 8,7y, 1H), 7,46 (d, J = 8,2 T, 2H), 7,30 (d, J = 9,3 ', 1H), 4,45 (dt, J =
13,6, 3,9 T, 2H), 3,09 (ddd, J = 13,8, 11,5, 2,8 'y, 3H), 1,93 (dd, J = 13.8, 4,0 'y,
2H), 1,62-1,52 (m, 2H); °C SIMP (101 MI'y, DMSO-dy) § 176,45, 157,55, 147,95,
147,57, 139,74, 138,14, 132,33, 128,71, 128,59, 127,02, 125,70, 123,13, 121,93,
111,17, 44,61, 30,88, 28,22.

[000152] B oaHoM BapwaHTe OCYMIECTBIICHHS CIOCOO CHHTE3a COCAWHECHHA 3
(atun-1-(6-(4-ruapokcupeHNIT ) XHHOTHH-2 -1 ) TATIEPUAHH-4-KapOOKCUIIAT)  SBIIACTCA

CJIETYIOIIUM.
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[000153] Terpakuc(rpudennndocdun)nanmaamii(0) (95 wmr, 0,08 MmmoOTIB)
A00aBISAIN B IEPEMEIIMBAEMYIO CYCIIEH3HIO IPOMEKYTOUYHOTO coeauHeHus 1 (3tui-1-
(6-OpoMXUHONMUH-2-un)nunepuana-4-kapookcunar) (600 mr, 1,65 mmone),  (4-
THIPOKCU(PEHMIT)OOPOHOBOH KUCIOTHI (251 Mr, 1,82 MMoITB) M KapOoHaTa Le3us (3 M,
3M pactBop) B cmecu guokcaHa (16 mm) u Bomel (2,6 ). OOecneunBanu
nepeMenmuBanve cycrneHsun npu 80°C Ha npoTspkeHun 8 yacoB. PactBoputens
BBITIAPUBAJIM MPU BHICOKOM BaKyyM€ M OCTATOK OUYHUINATIHM MOCPEACTBOM KOJOHOYHOM
xpomarorpadpuu (cunukarenb, mneTponedHsid 3¢pup/EtOAc 2:1) ¢ mnomydeHuem

COEIUHEHHA 3 B BHJIE TPA3HO-0EIIOT0 TBEpAOTO BemecTsa (165 mr, 27%).

[000154] HPLC-MS [M+H]" 377,27; T.mn: 187-189°C; 'H SIMP (400 MTI,
CDCl) § 7,91 (d, J= 9,1 T, 1H), 7,78-7,70 (m, 3H), 7,57-7,51 (m, 2H), 7,01 (d, J =
9,1 T, 1H), 6,94-6,88 (m, 2H), 4,46 (dt, J = 13,5, 4,0 Ty, 2H), 4,16 (¢, J = 7,1 T,
2H), 3,12 (ddd, J = 13,8, 11,4, 2,9 T'y, 2H), 2,59 (tt, J = 11,0, 4,0 T'w, 1H), 2,09-2,00
(m, 2H), 1,88-1,76 (m, 2H), 1,31-1,23 (m, 3H); °C SIMP (101 MI'y, CDCl;) § 174,87,
166,00, 157,30, 155,12, 137,66, 134,79, 133,51, 128,85, 128,24, 126,76, 124,34,
123,12, 115,74, 110,27, 60,56, 44,99, 41,50, 27,94, 14,23.

[000155] B omHOoM BapuaHTe OCYIIECTBICHHS CHOCOO CHHTe3a coemuHeHus 9 (1-

(6-(4-ruapoxrcr(eHUIT ) XHHOTMH-2 -1 ) TUNIEPUAHH-4-KapOOHOBAs KHCIIOTA) SBIACTCA

CJIETYIOLIUM.
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[000156]  BopaHeri pacTBOp rHAPOKCHAA Kamus (3 MII, 5 H. pacTBOp) A0OABIAIH B
pactBOp coemuHeHHUs 3 (3THi-1-(6-(4-TUApOKCHU(EHNIT)XHHOIHH-2-1IT)TUIIEPUIUH-4-
kapookcunar) (113,5wmr, 0,3 mmomp) B guokcane (3 mu). OOecneunBamu
nepeMeniuBanue cmecu npu 60°C Ha npoTsykeHuH 4 yacoB. J[MOKCAH BBINAPUBAIH U
MOJYYEHHYI0O  BOJHYIO CMECh TMOAKUCIIM ¢ momompeio 37%  pacTtBopa
XJIOPUCTOBOJOPOJHON KHUCIOTBHL. BOAHBIM PacTBOpP 3KCTPArMpOBAIA C TMOMOIIBIO
EtOAc, opranuueckuii CI0M BBICYIIMBAIN ¢ MOMOIBI0 Oe3BomHOro Na,SO,, namee
(UITBPTPOBAIM W BHITAPUBAIM NP BBICOKOM BaKyyME C TOJyYCHHEM COCTUHEHUS 9 B

BHJIE JKEJITOTO TBepAoTo BemecTBa (61 mr, 57%).

[000157] HPLC-MS [M+H]" 349,21; T mm: 270-278°C; 'H SIMP (500 MTw,
DMSO-d,) & 8,04 (d, J=92Tu, 1H), 7,88 (d, J = 22T, 1H), 7,77 (dd, J = 8.7,
2,2 T, 1H), 7,56 (dd, J = 8,4, 1,8 T, 3H), 7,24 (d, J = 9,3 ', 1H), 6,91-6,83 (m,
2H), 4,46-4,38 (m, 2H), 3,10-3,01 (m, 2H), 2,55 (td, J = 7,2, 3,6 ', 1H), 1,95-1,89
(m, 2H), 1,57 (ddd, J = 11,3, 4,2, 1.9 Ty, 2H); C SMP (126 MT', DMSO-dy) &
176,39, 172,52, 157,25, 146,77, 137,96, 134,15, 131,15, 128,41, 128,00, 126,81,
124,10, 123,27, 116,22, 110,97, 44,64, 41,03, 28,08, 21,55, 14,54,

[000158] B oaHoM BapwaHTe OCYNMIECTBIICHHS CHOCOO CHHTE3a COeAUHECHHS 4
(otun-1-(6-(2-Me TOKCUITHPUMH U H-5 - HIT)XHHO JIWH-2 -WJT ) TTHIIE PHANH-4-KapOOKCHITAT)

ABIACTCA CICAYIONIHUM.
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[000159] Terpakuc(rpudennndocdun)nanmaamuii(0) (95 wmr, 0,08 MmmoOIIB)
A00aBIAIM B IEPEMEIIMBAEMYIO CYCIIEH3HIO IPOMEKYTOYHOTO coequHeHus 1 (3tui-1-
(6-OpoMxXUHONMUH-2-un)nunepuana-4-kapookcunar) (600 mr, 1,65 mmomnse),  (2-
METOKCUITMPUMHIUH-5-HUT)00pOHOBOU KHCIOTH (280 mMr, 1,82 MMonb) W KapOoHaTa
nesus (3w, 3 M pactBop) B cmecu amokcana (16 mm) m Bomer (2,6 mm).
ObecneunBamu nepememuBanue cycrneHsuu npu 80°C Ha TPOTSHKEHHUH 6 YacoB.
PacTBopuTeNnp BHIAPHUBAIN MPU BHICOKOM BAKYyME U OCTATOK OYMILAIU OCPEACTBOM
KOJIOHOUHOM Xpomatorpadhuu (cwmmkarenb, mnetponernsidi 3¢up/EtOAc 4:1) ¢

MOJTyY€HHUEM COSTHHEHUS 4 B BUJIe OE€CIBETHOTO TBEPAOTO BemecTna (296 mr, 47%).

[000160] HPLC-MS [M+H]" 393,25; T.mm: 154-155°C; 'H SIMP (400 MTw,
CDCl;) & 8,79 (bs, 2H), 7,92 (d, J = 9.2 T'w, 1H), 7,77 (d, J = 8,6 I'w, 1H), 7,72-7,65
(m, 2H), 7,04 (d, J = 9.2 T'w, 1H), 4,49 (dt, J = 13,9, 4,1 Ty, 2H), 4,16 (q, J = 7,1 T,
2H), 4,07 (s, 3H), 3,14 (ddd, J = 13,8, 11,4, 2,9 T'w, 2H), 2,60 (&, J = 11,0, 4,0 T’y
1H), 2,05 (dt, J = 12,0, 3,8 'y, 2H), 1,87-1,75 (m, 2H), 1,26 (d, J = 7,2 'y, 3H); °C
SIMP (101 MI', CDCls) & 174,69, 164,83, 157,48, 157,17, 147,76, 137,45, 128,22,
128,00, 127,81, 127,66, 124,70, 123,10, 110,50, 60,54, 55,04, 44,73, 41,46, 27,93,
14,24.

[000161] B omHOM BapuaHTe OCYIIECTBICHHS CHOCOO CHHTe3a coeauHeHus 6 (1-
(6-(2-METOKCHITUPUMHUTUH-S -1 ) XUHOJWH-2 - W) TATIEPUANH-4-KapOOHOBasA ~ KHCJIOTA)

ABIACTCA CICAYIONIHUM.
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[000162]  BopaHsri pacTBOp rHAPOKCHAA Kamus (5 MII, 5 H. pacTBOp) A0OABIANH B

pactBop  coemuHeHus 4 (3TuA-1-(6-(2-METOKCHUITAPUMUANH-S5-UIT)XUHOIUH-2-
un)munepuaud-4-kapookeunar) (200 mr, 0,51 mmone) B amokcaHe (4 m).
Ob6ecneunBanu nepememupanue cmecu npu 60°C Ha nporskeHuu 4 4acoB. JMokcaH
BBIIIAPUBAIM U MOIYYECHHYIO BOJHYIO CMECH MOJKHCIHIM ¢ nmomoibio 37% pacTeopa
XJOPUCTOBOJOPOJHON KHUCIOTHL. BOAHBIM PacTBOpP 3KCTPArMpPOBAIA C TMOMOIIBIO
EtOAc, opranuueckuii CI0M BBICYIIMBAIN ¢ MOMOIBI0 Oe3BoxHOro Na,SO,, namee
(UIPTPOBAI ¥ BHITAPUBAIM NP BBICOKOM BaKyyMeE C TOJyYECHHEM COCTUHEHHS 6 B

BHJE OJIETHO-XKEIITOTO TBepIoTo BemecTsa (76,5 mr, 42%).

[000163]  HPLC-MS [M+H]" 36524; 1. m1: 238-242°C; 'H SIMP (400 MIL,
DMSO-d,) § 12,10 (bs, 1H), 9,01 (bs, 2H), 8,13-8,04 (m, 2H), 7.93-7,88 (m, 1H),
7,70-7,62 (m, 1H), 7,33 (d, J = 9,3 T'n, 1H), 4,46 (dt, J = 13,5, 3,8 'y, 2H), 3,98 (s,
3H), 3,19-3,04 (m, 2H), 2,59 (ddt, J = 11,1, 7,1, 3,9 T'w, 1H), 1,99-1,89 (m, 2H), 1,66-
1,52 (m, 2H); C SIMP (126 MI'y, DMSO-d;) & 176,12, 172,22, 164,89, 157,44,
138,11, 128,14, 127,81, 125,21, 123,22, 111,33, 55,11, 44,65, 28,11, 21,42.

[000164] B oaHOM BapwaHTe OCYHMIECTBIICHHS CIOCOO CHHTE3a COCAUHECHHS 5
(atun-1-(6-(4-u3onponokcu(peHNUT ) XHHOTUH-2 - 1T ) TATIE PHANH-4-Kap OOKCHIIAT)

ABIACTCA CICAYIONIHUM.
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[000165] Terpaxuc(rpudennndocdun)manmammuii(0) (95 wr, 0,08 MmOITB)
N00aBIIANN B IEPEMEIITUBAEMYIO CYCIIEH3HIO IPOMEKYTOYHOTO coequHeHHs 1 (3Tmi-1-
(6-OpoMXUHOTUH-2-Un)UnepuauH-4-kapOokcumnar) (600 mr, 1,65 mmomp),  (4-
n3onponokcudperna)ooporoBoi kucoTel (281 mr, 1,83 MMomp) U kKapOoOHaTa Le3uA
(3 mm, 3M pactBop) B cmecu auokcana (16 mm) u Bogel (2,6 mim). OGecnieunBanu
nepememmuBanve cycneHsun npu 30°C Ha mpoTsbkeHuH 6 yacoB. PactBopurens
BBIMIAPUBAJIM TPU BHICOKOM BaKyyM€ M OCTATOK OYHINATH MOCPEACTBOM KOJOHOYHOM
xpomatorpaduu (cunukarens, netrponedHsd 3¢up/EtOAc 4:1) ¢ momyueHuem

COeMHEHHA 5 B BUAE OecuBeTHOTO TBEpAOTO BemecTna (330 mr, 48%0).

[000166]  HPLC-MS [M+H]" 419,31; T.mwr: 175-178°C; 'H SIMP (400 MTL,
CDCls) § 7,90 (d, J = 9,1 T, 1H), 7,80-7,70 (m, 3H), 7,61-7,56 (m, 2H), 7,03-6,95
(m, 3H), 4,65-4,55 (m, 1H), 4,47 (dt, J = 14,1, 4,2 Ty, 2H), 4,16 (q, J = 7,1 T', 2H),
3,11 (ddd, J = 13,9, 11,6, 2,8 ', 2H), 2,59 (tt, J = 11,1, 4,0 T, 1H), 2,09-2,01 (m,
2H), 1,88-1,76 (m, 2H), 1,37 (d, J = 6,0 T, 6H), 1,31-1,23 (m, 3H); *C SIMP
(101 MTI', CDCls) § 174,79, 157,27, 157,23, 147,04, 137,53, 134,78, 133,30, 128,78,
128,02, 126,91, 124,30, 123,13, 116,20, 110,15, 69,99, 60,50, 44,92, 41,54, 29,71,
27.95,22,11, 14,24.

[000167] B omHOM BapuaHTe OCYINECTBJICHHS CHOCOO cHHTe3a coeauHeHus 7 (1-
(6-(4-m30TIPOTIOKCU(EHIIT) X HHOITMH-2 -WJT ) TATIEPUAHH-4-KapOOHOBAs KHCJIOTA)

ABIACTCA CICAYIOIIHUM.

KOH _
uokcas

| NTY
60°C. 51 Coeaunernue 7 &WQH

[000168]  BonxHseri pacTBOp THAPOKCHAA Kamus (4 MII, 5 H. pacTBOp) AOOABIANH B

pacTBOp coeauHeHU 5 (3THI- 1-(6-(4-U30TPOTIOKCU(EHIIT)XHHOTHH-2 - HJT ) TUTIE U THH-
4-kapOokcunar) (200 mr, 0,48 mmomp) B amokcane (4 mu). OOecneuuBanm

nepememuBanie cmecu npu 60°C Ha npoTsbKeHMM S yacoB. J[MOKcaH BbIapHUBalu U
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MOJIyYEHHYI0  BOJHYK CMECh MOAKHUCISIM ¢ momompio  37%  pacTtBopa
XJIOPHCTOBOJOPOJHOM KHCIOTHL. BOJHBIM PacTBOpP OSKCTPArupoOBAIA € IMOMOIIBIO
EtOAc, opranudeckuii clI0H BBICYIIMBAIK C MOMOINBI0 Oe3BogHOTO Na,SOy4 nanee
(GuUIPTPOBANIM M BBHIAPHUBAIH TPH BBICOKOM BAKyyME C TOJTYYCHHEM COEIMHEHUS 7 B

BHJIE TPsI3HO-0enoro TBepaoro semecTsa (127 mr, 68%).

[000169]  HPLC-MS [M+H]" 391,28; T.mw: 269-273°C; 'H SIMP (500 MIw,
DMSO-d,) & 8,05 (d, J = 9,2y, 1H), 7,92 (d, J = 2,2 T, 1H), 7,80 (dd, J = 8.8,
2,2 Ty, 1H), 7,67-7,63 (m, 2H), 7,59 (d, J = 8,7 ', 1H), 7,26 (d, J = 9,3 'y, 1H),
7,02-6,98 (m, 2H), 4,70-4,60 (m, 1H), 4,43 (dt, J = 13,3, 3,8 ', 2H), 3,12-3,02 (m,
2H), 2,56 (ddt, J = 11,1, 7,1, 3,9 T, 1H), 1,92 (dd, J = 13,6, 3,8 ', 2H), 1,62-1,50
(m, 2H), 1,29 (d, J = 6 T', 6H); *C SIMP (126 MI'y, DMSO-dy) & 176,37, 157,29,
146,93, 138,00, 133,74, 132,48, 128,43, 128,03, 126,87, 124,41, 123,27, 116,48,
111,01, 69,65, 44,62, 41,03, 28,09, 22,33.

[000170] B omHOM BapWaHTE OCYINECTBJIEHHS CIIOCOO CHHTE3a COCHHHEHHUS 8

(otnn-1-(6-(3-propdheHnn) X HHOTUH-2 -1 ) ITHTIE pUAUH-4-KapOOKCHIIAT) ABJIACTCA
CIIETYFOLIHM.
F
P
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X B(OH),
B ey Pd (PPha) “
:

1 L
, s

NN : NN

IpouexyTounoe &WQEK ﬂﬂg’éﬁf gﬁgzﬂa Coerumese 8 O\ n,DEt

coennaeHne 1
O O

[000171] Terpakuc(rpudennndocdun)manmaamuii(0) (95 wr, 0,08 MmOJTB)
A00ABIATN B IEPEMEIIMBAEMYTO CYCIIEH3HIO TIPOMEKYTOYHOTO coequHeHus 1 (3tm-1-
(6-6poMXUHOTHH-2-Hn)ATIepuanH-4-KkapOokcumar) (600 mr, 1,65 mmomp),  (3-
dbropdenmn)oopoHoBON KHUCIOTHI (256 mr, 1,83 MMop) W KapOoHara mes3ust (3 i,
3M pactBop) B cmecu aumokcaHa (16 mm) m Bomel (2,6 mm). OOecmeunBanu

nepeMmemuBanue cycnensun npu 30°C Ha mnporskeHuu 8 uyacoB. PactBopuTens
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BBITIAPUBAJIM TIPH BHICOKOM BAaKyyMe M OCTATOK OUYHIIAH TIOCPEACTBOM KOJOHOYHOU
xpomarorpadun (cuaukarenb, merponernbd 3¢up/EtOAc 4:1) ¢ momydeHmeM

coenuHEeHHA § B BUAE OeCBETHOTO TBEpAOTO BemecTra (320 mr, 51%0).

[000172]  HPLC-MS [M+H]" 379,23; T.mr: 121-123°C; 'H SIMP (500 MIw,
CDCly) § 7,92 (d, J = 9,2 ['w, 1H), 7,79-7,76 (m, 3H), 7,47-7,36 (m, 3H), 7,03 (dd, J =
9,1, 6,7 ', 2H), 4,49 (dd, J = 13,6, 4,0 'y, 2H), 4,16 (g, J = 7,1 I'w, 2H), 3,18-3,09
(m, 2H), 2,60 (tt, J = 11,0, 3,9 T', 1H), 2,07-2,03 (m, 2H), 1,85-1,80 (m, 2H), 1,27 (t,
J = 7,1Tn, 3H); BC SIMP (126 MI', CDCl3) & 174,71, 164,25, 162,30, 157,46,
137,64, 128,64, 127,13, 122,60, 113,89, 113,72, 113,56, 110,28, 60,52, 44,81, 41,50,
27,95, 14,25.

[000173] B oxgHOM BapuaHTe OCyIIECTBICHHS Croco0 cuHTe3a coeauuenus 11 (1-
(6-(3-¢propdeHnn)XHHOTUH-2-UT)IUIIEPUINH-4-KapOOHOBAasE ~ KUCIIOTA)  SABJIACTCA

CIIE TYFOLIHM.

KOH
Huoxcan
, , H
Coeannenne 8 7 OFt 60°C, S u Coeaunenne 11 k/\\”,t)
O O

[000174]  BopxHsrii pacTBOp THAPOKCHAA Kamus (4 MII, 5 H. pacTBOp) AOOABIIH B
pactBop coemuHerma 8  (3twi-1-(6-(3-GTopdeHmn)XHHOHH-2-1IT)TUITePUIUH-4-
kapookcunar) (275,7 mr, 0,73 Mmmonms) B guokcade (4 mm). OOecmeuwBanu
nepeMmemuBanue cmecu mpu 60°C B TedyeHue 5 yacoB. J[MOKCAaH BhIMApPUBANH H
MOJIyYEHHYI0  BOJHYK CMECh IMOAKHUCISUIM ¢ momouipto  37%  pacTtBopa
XJOPHCTOBOJOPOJHOM KHCIOTBHL. BOAHBIM PacTBOpP 3KCTPArupoOBAIA € IMOMOUIBIO
EtOAc, opranudecknii CJI0H BBICYIIMBAIK C MOMOINBI0 Oe3BogHOTO Na,SO,4 manee
(UIBTPOBAIIA W BBHIIAPHUBAJIH TIPH BBICOKOM BaKyyMe C TOyYeHHEM coenuHeHus 11 B

BHJIE TPA3HO-0€IIoro TBEpAoTOo BemecTna (62 mr, 24%).
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[000175]  HPLC-MS [M+H]" 351,15; r. m1.: 275-280°C; 'H 'H SIMP (400 MTw,
DMSO-d6) § 13,32 (bs, 1H), 8,40-7,91 (m, 4H), 7,66-7,61 (m, 2H), 7,60-7,38 (m, 2H),
7,27-7,17 (m, 1H), 4,48 (dt, J = 14,0, 4,1 T, 2H), 3,58-3,45 (m, 2H), 2,70-2,64 (m,
1H), 2,00 (dd, J = 12,7, 4,4 T', 2H), 1,72-1,66 (m, 2H); *C SIMP (126 MI', DMSO-
d6) § 175,93, 164,20, 162,27, 142,01, 131,45, 131,39, 126,12, 123,05, 122,23, 114,59,
114,53, 113,76, 113,59, 46,08, 40,20, 28,04.

[000176] B omHOM BapuaHTe OCYINECTBICHHS CIOCOO CHHTE3a COEAUHEHHS 12
(otun-1-(6-(3-¢prop-4-u30nponokcud €HNU ) XUHOIUH- 2 -UIT ) ITUIIEPU I H-4-

KapOOKCHIIAT) ABJSIETCA CIEAYIOIIUM.

F

HiC.__O | F
\C‘/H HGC 0
° BOH, L |
Qrm Pd (PPhs)s CHy
CsCO4
Ha’ff\ -

N Jduoxcan/Boza ~ Nﬁ N
[MpomexryTouHOE OEt $0°C. 5 N il Coenumense 12 ‘\u OEt

coequmenne |
O
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[000177] Terpakuc(rpudenmnndocdun)manmaamuii(0) (95 wr, 0,08 MMOJTB)
A00ABIITA B IEPEMEIIMBAEMYTO CYCIICH3HIO TIPOMEKYTOYHOTO coequHeHus 1 (9Tmi-1-
(6-OpOMXUHOTHH-2-1 )HTIepUAUH-4-KkapOokcunar) (528 mr, 1,46 mmons), (3-pTop-4-
H30TPOTIOKCH(PEHHT)00pOoHOBOH KHCTOTHI (318 Mr, 1,6 MMOIB) W KapOOHATa LIE3UA
(3 mm, 3M pactBop) B cmecu amokcana (16 mm) u Bogel (2,6 mim). OGecnieunBau
nepememuBanue cycrnensun npu 30°C Ha mnpoTsbkeHuu 7 vyacoB. PactBopurtens
BBITIAPHUBAJIN TIPH BHICOKOM BaKyyM€ M OCTATOK OYHIIATH MOCPEACTBOM KOJOHOYHOM
xpomarorpadun (cuiaukarenb, merponernbi 3¢up/EtOAc 4:1) ¢ momydeHHeM

coenuHeHHA 12 B BHJIE TPA3HO-0eI0T0 TBepAoTro BemecTa (417,3 mr, 52%).

[000178]  HPLC-MS [M+H]" 437,24; T.mn: 148-150°C; 'H SIMP (400 MTIw,
DMSO-d6) § 7,90 (d, J = 9,1 T'w, 1H), 7,76-7,70 (m, 3H), 7,41 (dd, J = 12,6, 2,3 ',
1H), 7,35 (ddd, J = 8,5, 2,3, 1,1 'y, 1H), 7,10-6,98 (m, 2H), 4,59 (hept, J = 12,2,
6,0 T, 1H), 4,47 (dt, J = 13,4, 3,9 T, 2H), 4,16 (q, J = 7,1 'y, 2H), 3,12 (ddd, J =
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13,8, 11,6, 2,8 'y, 2H), 2,59 (tt, J = 11,0, 3,9 ', 1H), 2,08-2,02 (m, 2H), 1,87-1,77
(m, 2H), 1,40 (d, J = 6,1 T, 6H), 1,27 (t, J = 7,1 Ty, 3H); °C SIMP (101 MI',
DMSO-d6) § 169,99, 152,59, 150,42, 147,98, 142,56, 132,80, 129,94, 128,78, 123,73,
122,28, 119,80, 118,27, 117,67, 113,31, 110,23, 105,49, 67,83, 55,76, 40,10, 36,75,
23,19, 17,38, 9,49.

[000179] B omHOM BapmaHTE OCYIIECTBICHHA CIIOCOO cuHTE3a coeaunenus 10 (1-
(6-(3-¢pTop-4-U30MPONOKCU(PEHHUIT)XUHOIUH-2 - UIT) TUIIEPUIUH-4-KapOOHOBAast KUCIIOTA)

ABJEACTCA CIICAYIOMIHUM.

KOH

Hduoxcan

60°C. 54 Coeamnnenne 10 oH

[000180]  BopmHsrii pacTBOp THAPOKCHAA Kamus (4 MIL, 5 H. pacTBOp) AOOABISUIH B
pactBop coemmHeHus 12 (3tHi- 1-(6-(3-pTop-4-u30npPOonOKCH(EHUIT ) XHHOTUH-2-
un)munepuauH-4-kapookewnar) (256 mr, 0,59 mmonms) B gmokcaHe (4 ).
Ob6ecreunBamy nepememmBanne cMecu npu 60°C Ha mpoTsHkeHHH S 4acoB. JIMOKcaH
BBINIAPUBAIM U MOJTYYEHHYIO BOJHYIO CMECh MOJKHCIIIM ¢ nmoMoinbio 37% pacTBopa
XJOPHCTOBOJOPOJHON KHCIOTBHL. BOAHBIM PacTBOpP 3KCTPArMpoOBAIA € IMOMOLIBIO
EtOAc, opranudvecknii CJI0M BBICYIIMBAIK C MOMOINBI0 Oe3BogHOTO Na,SO4 manee
(UIBTPOBAIIA W BHIIAPUBAJIH TIPH BHICOKOM BaKyyMe C TOJydyeHHeM coenuHeHus 10 B

BHJIE OECIBETHOTO TBep0TO BemecTBa (184 mr, 76%).

[000181]  HPLC-MS [M+H]" 409,28; T. mm: 262-266°C; 'H SIMP (400 MIw,
DMSO-d6) § 12,26 (bs, 1H), 8,06 (d, J=9,2 T, 1H), 7,99 (d, J = 2,4 T'w, 1H), 7.87-
7,80 (m, 1H), 7,66-7,56 (m, 2H), 7,55-7,45 (m, 1H), 7,32-7,20 (m, 2H), 4,67 (m, 1H),
4,67 (hept, J = 6,0 'y, 1H), 4,44 (dt, J = 13,3, 3,8 ', 2H), 3,08 (ddd, J = 13,7, 11,5,
2,7 Ty, 2H), 2,57 (tt, J = 11,0, 3,9 'y, 1H), 1,93 (dd, J = 13,5, 3,7 ', 2H), 1,57 (dtd, J
= 13,1, 11,2, 3,9 T, 2H), 1,31 (d, J = 6,0 T, 6H); °C SIMP (101 MI', DMSO-d6) &
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176,31, 157,38, 154,60, 152,18, 147,21, 138,05, 133,61, 132,40, 128,32, 126,88,
124,89, 123,16, 122,82, 117,89, 114,62, 114,43, 111,09, 71,82, 44,57, 40,97, 28,08,
22.30.

[000182] B omHoM BapuaHTe OCYINECTBICHHS CIIOCOO CHHTE3a coeauHeHus 14
(3nn-1-(6-(6-Me TOKCUMTMPHIUH-3 -1JT ) XHHOJIMH- 2 - U1 ) TUIEPUIUH-4-KapOOKCHIIAT)

ABIEICTCA CIICAYIOMIHUM.

_O._N ]
X" B(OH),
Br Xy Pd (PPha)s , :
l Py CsCO; |
NN Zlnoxcaﬂ»’ao:; N
[IpomexyTouHOe OEt 80°C. 7 u | OEt
coennrenne 1 Coeannenne 14 I
0

[000183] Terpakuc(rpudenmndocdun)manmaamuii(0) (95 wr, 0,08 MmOJTB)
N00aBIISIN B IEPEMEITUBAEMYIO CYCIIEH3HIO IPOMEKYTOYHOTO coequHeHHA 1 (3THi-1-
(6-OpoMXUHOTUH-2-1n )HniepuauH-4-kapookcumar) (600 mr, 1,65 mmoimb),  (6-
METOKCHUITHPUIHH-3-HU1)00poHOBOM KUCIHOTHI (280 mr, 1,81 MMomp) W KapOOHaTa
nesus (3w, 3 M pactBop) B cmecH jauokcana (16 mm) w Boael (2,6 mu).
ObecreunBam mepeMemuBanne cycrneHsud npu S0°C Ha TPOTSHKEHHH 7 YacoB.
PacTBopuTENh BHITITAPHBAIHN TIPH BHICOKOM BaKyyME W OCTATOK OYHIIAIIA TTOCPEACTBOM
KOJIOHOYHOM Xxpomatorpadhuu (cummkarenb, mnetponedHsid >¢up/EtOAc 4:1) ¢
MOJlyYeHHEM COoeauHeHus1 14 B BHAE TPsA3HO-Oemoro Teepaoro BemectBa (116 wr,

18%).

[000184]  HPLC-MS [M+H]" 392,30; T.mn: 141-144°C; 'H SIMP (400 MTw,
CDCls) & 8,46 (dd, J = 2,6, 0,7 'y, 1H), 7,91 (d, J = 9,2 T'w, 1H), 7,87 (dd, J = 8,6,
2,5 Ty, 1H), 7,79-7,67 (m, 3H), 7,03 (d, J=9,2 T'w, 1H), 6,83 (d, J= 8,5 T'w, 1H), 4,48
(dt, J = 13,4, 3,9 Ty, 2H), 4,16 (q, J = 7,1 T'w, 2H), 3,99 (s, 3H), 3,13 (ddd, J = 13,8,
11,5, 2,9 'y, 2H), 2,60 (tt, J = 11,1, 4,0 T, 1H), 2,07-2,02 (m, 2H), 1,87-1,77 (dtd, J
= 13,3, 11,2, 4,0 Tw, 2H), 1,27 (t, J = 7,1 'y, 3H); °C SIMP (101 MI', CDCl;) &
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174,71, 163,36, 157,34, 147,33, 144,85, 137,48, 137,38, 131,67, 129,93, 128,40,
127,24, 124,53, 123,09, 110,77, 110,29, 60,51, 53,55, 44,84, 41,49, 27,94, 14,24,

[000185] B omHOM BapmaHTe OCYMIECTBIECHHA CTIOCOO CUHTE3a coeaunaeHus 13 (1-
(6-(6-MeTOKCHUTTUPHUINH-3 -1 ) XUHOTIMH-2 - 1T ) TTUIIEPUIUH-4-KapOOHOBas KHCTIOTA)

ABIACTCA CIICAYIOIIHUM.

e

e
N
m\ KOH
o r——
# N N/\w Iuoxrcan

Coeaunenue 14 k/kﬁ’/'oﬁt 60°C. 44
” o)

[000186] BonHsrit pacTBOp ruxpokcuaa kamus (5 mir, 5 H. pacTBOp) A0OABIAIH B
pacTBOp COCTUHEHUS 14 (oTH-1-(6-(6-ME TOKCUTTUP HIAUH- 3 -HJT ) XHHOJTHH-2 -
wn)munepuaud-4-kapookcunar) (340 mr, 0,766 Mmmoms) B amokcaHe (5 ).
Oo6ecneunBamu niepemenmmBanne cMecd npu 60°C Ha npoTsukeHHH 4 4acoB. J[nokcaH
BBITIAPUBAJIM U MOJYYEHHYIO BOJHYIO CMECh MOJIKHUCIIIM ¢ moMoinbio 37% pacTBopa
XJIOPHUCTOBOJOPOJHON KHCIOTBHL. BOAHBIM PacTBOpP 3KCTPArMpOBAIA C TMOMOIIBIO
EtOAc, opranudveckuii CJI0M BBICYIIHBAKA C MOMOINBI0 Oe3BogHOTO Na,SO4 manee
(UIBTPOBAITA W BBHITIAPUBAJIH TIPH BHICOKOM BaKyyMe C TOJyYEeHHEM COeTHHEHHs 13 B

BHJIE OECI[BETHOTO TBepA0TO BemecTsa (79 mr, 23%).

[000187]  HPLC-MS [M+2H]" 36521; . mn: 221-225°C; 'H SIMP (400 MTw,
DMSO-d6) § 11,99 (bs, 1H), 9,00 (m, 2H), 8,14 (m, 1H), 8,09-8,02 (m, 2H), 7,92-7,85
(m, 1H), 7,64 (d, J = 8,7 'y, 1H), 7,30 (d, J = 9,3 T, 1H), 4,45 (dt, J = 13,2, 3,8 ',
2H), 3,97 (s, 3H), 3,09 (ddd, J = 13,8, 11,5, 2,7 ', 2H), 2,56 (ddt, J = 11,0, 7.8,
3,9 T'w, 1H), 1,98-1,89 (m, 2H), 1,64-1,49 (m, 2H); °C SIMP (101 MI'u, DMSO-d6) &
176,31, 167,90, 164,73, 157,52, 157,45, 147,58, 146,54, 137,98, 128,04, 127,73,
127,50, 125,16, 123,19, 111,25, 55,15, 44,49, 40,96, 28,11.

SAMEHAIOIA S CTPAHUIIA ot 24.11.2022



WO 2021/130732 67 PCT/1B2020/062483

[000188] B omHoM BapuaHTe OCYINECTBJICHHS CMOCOO CHHTE3a COEAUHEHHs 15
(ruapoxmopun 5T 1 -(6-(TUpUANH-4-1T ) XHHOJIWH-2 - A1 ) TATIE PUAUH-4 -

KapOOKCHIIATa) SIBIAETCA CIEAYOIIUM.

N’W
L ;
> B(OH),

Br Pd (PPha)e
il NMJ}‘%MM\ ‘ ‘N NN/\\?
Ilpomemyrounoe KA QEt Auoxcan/soaa , ; OEt
POME ‘ ‘“Tr ] 80°C, 7u Coeaunenne 15

coeamHeHNE | 5 o

HCI

[000189] Terpakuc(rpudenundocdun)nanmaauii(0) (92 wmr, 0,08 MmOIIB)
N00aBIISUIH B IEPEMEITHUBAEMYIO CYCIICH3HIO IPOMEKYTOYHOTO coequHeHus 1 (3Tmi-1-
(6-OpOoMXUHOTUH-2-H )HTiepuauH-4-kapOokcunar) (600 mr, 1,65 MMOITB), TTHPHIWUH-
4-undoponoort kucaoTel (230 mr, 1,81 Mmmomb) u kapOoHata mesms (3 mi, 3 M
pacTBOp) B cMecH auokcana (16 mi) u Boasl (2,6 mir). ObecieunBaH IEPEMEIIMBAHUE
cycnensuu npu 80°C Ha mpoTsmKeHMHM 7 4acoB. PacTBOpUTENb BHIAPUBAIMA TPH
BBICOKOM BaKyyMe€ W OCTATOK OYHINAIA TOCPEACTBOM KOJOHOYHOH Xpomarorpadum
(cunmukaress, netponerHbrd 3gup/EtOAc 2:1-1:2). ®@pakouu ¢ IpoayKTOM COOUpATA
U pactBoputens BbimapuBand. [lomydeHHbrii octatok pactBopsand B AcOEt u mo
KalyisiM  100ABITH 2 H. PACTBOP XJIOPHCTOBOJOPOJHONW KHCJIOTHI B WA THIOBOM
3¢upe (3 9kB.) mpu 0°C. Octatok (HUIBTPOBATH W BHICYNIMBAIA TPH BHICOKOM
BaKyyMe C TIOJyUYCHHEM YKa3aHHOTO B 3aTr0JIOBKE COCTUHEHUA 15 B BHIE OECIBETHOTO

tBepaoro Bemectsa (181 mr, 28%).

[000190] HPLC-MS [M+H]" 362,24; T.mn: 249-263°C; 'H SIMP (400 MTw,
DMSO-d6) § 9,06-8,99 (m, 2H), 8,77-8,68 (m, 2H), 8,54-8,48 (m, 2H), 8,48-8,37 (m,
2H), 7,71 (d, J = 9,8 T'w, 1H), 4,72-4,54 (m, 2H), 4,10 (q, /= 7,1 T'w, 2H), 3,59 (ddd, J
= 14,1, 11,3, 2,8 T, 2H), 2,85 (tt, J = 10,8, 4,3 I'w, 1H), 2,07-2,02 (m, 2H), 1,83-1,73
(m, 2H), 1,20 (t, J = 7,1 T, 3H); °C SIMP (101 MI'y, DMSO-d6) & 173,93, 154,53,
152,20, 142,63, 142,41, 139,93, 131,36, 130,50, 128,98, 124,13, 121,55, 120,05,
114,38, 60,64, 47,48, 39,55, 28,06, 14,55.
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[000191] B omHOM BapuaHTE OCYIIECTBICHHS CIIOCOO CHHTE3a COeAWHEHHS 18
(ruapoxmopun 1-(6-(mupuauH-4-1T ) XHHOJIWH-2 - W) ITATIE PUITHH-4-KapOOHOBOU

KHUCIIOTBI) SIBJISIETCSI CIIE Y FOTIIHM.

HCI

KOH T =
A . L
MeOHMH,0 ‘ N 'N
K.T..41 OH
Coeaunenne 18

O

[000192] I'mapoxkcun  wkamus (140 Mr, 2,5 MMoab) 100aBISTA B PacTBOP
coequHenus 15 (rugpoxnopun 3tun- 1-(6-(mupuauH-4-1ia)XUHOIUH-2-H1 ) [TUIIEPU U H-
4-kapOokcunara) (190 mr, 0,5 mmoms) B pactBope MeOH/Boma (4:2) (3 mm).
OOecnieunBamy TEpeMENIMBAaHUE CMECH TPH KOMHATHOW TEMIIEpATYpPE B TEUCHHUE
4,5 yaca. OpraHMYeCKH PaCTBOPUTENb BBHITAPUBAIH U TOTYYEHHYIO BOJHYIO CMECH
MOJAKUCIISUIH  XJIOpUCTOBOAOpOoAHOM Kucnotor (37%) no pHI. Boasbiii pacTBop
skcTparupoBaau cmechto DCM/Isop (7:3), opraHHYecKWH CJIOM BBICYNIHBAIHA C
moMOIb0 0e3BoaHOr0 Na,SO,, manee (GUIBTPOBAIM M BBHITAPUBAIH TPH BHICOKOM

BaKyyMe ¢ TIOJTly4YeHHEM coeMHEeHHs 18 B BHIE »keaToro TBepAoro Bemectsa (140 wmr,

75%).

[000193]  HPLC-MS [M+H]" 334,15; T.mn: 293-297°C; 'H SIMP (400 MTIw,
DMSO-d6) § 9,05-8,96 (m, 2H), 8,68 (d, J = 2,1 T'n, 1H), 8,56 (d, J = 8,8 'y, 1H),
8,51-8,34 (m, 4H), 7,68 (d, J = 9,8 'y, 1H), 4,64-4,56 (m, 2H), 3,54 (ddd, J = 13,8,
11,0, 2,7 T, 2H), 2,75 (t, J = 10,6, 4,2 T, 1H), 2,07-2,01 (m, 2H), 1,82-1,68 (m,
2H); °C SIMP (101 MI'y, DMSO-d6) & 175,64, 153,97, 153,40, 152,85, 143,08,
142,22, 131,01, 130,37, 128,82, 123,83, 121,70, 114,01, 47,14, 39,66, 28,13.

[000194] B omHoM BapuaHTe OCYINECTBIECHHS CIIOCOO CHHTE3a COSAUHEHHS 16
(atun-1-(6-(dypan-2-uin)XHHOIWH-2 - ) TUNePUAHH-4-KapOOKCUITAT) ABIIAETCA

CJIEYIOLIUM.
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~0
@B{OH)Q

Br P Pd (PPhs)s
E, ‘,» CSGO;}
’ N7 N IInokcan/soaa
TIpomexyTounoe OEt 80°C. 6 a
coennmenne 1 ’

Q O

[000195] Terpakuc(rpudennndocdun)nanmammii(0) (96 wmr, 0,08 MmO7TB)
A00aBISIN B IEPEMEIIMBAEMYIO CYCIIEH3HIO POMEKYTOYHOTO coeaquHeHus 1 (3tui-1-
(6-6poMxXUHOTUH-2-Un)UnepuauH-4-kapookcunar) (600 mr, 1,66 mmons), ¢ypan-2-
nnoopoHoBOH kucnoTs! (204 Mr, 1,83 MMmone) u kapOoHaTa nesus (3 mi, 3 M pacTBop)
B cMecu nuokcana (16 mm) w Boael (2,6 mi). OOecrmevynBaad TEpPEeMEITHBAHHE
cyciensun npu 80°C Ha mpoTspKeHMM 6 yacoB. PacTBopuTenb BhIMapUBAId TPU
BBICOKOM BaKyyM€ M OCTATOK OYMIIAIN IOCPEACTBOM KOJOHOYHOH Xpomarorpaduu
(cmmukarens, nerponeiabid 3¢pup/EtOAc 4:1) ¢ monyueHneM coeqrHeHUs 16 B BUe

JKeNToro TBepAoro Bemectsa (123 mr, 21%).

[000196] HPLC-MS [M+H]" 351,17; T. mn: 202-204°C; 'H SIMP (400 MTw,
CDCl;) 59,03 (d, J = 8,8 T'y, 1H), 8,10 (d, J = 9,5 'y, 1H), 7,98-7,91 (m, 1H), 7,88 (d,
J=1,9Tu1H), 7,49 (d, J = 1,7 T, 1H), 7,06 (d, J = 9,6 Ty, 1H), 6,74 (d, J = 3,3 Ty,
1H), 6,53-6,47 (m, 1H), 4,69-4,50 (bs, 2H), 4,15 (q, J = 7,1 T, 2H), 3,69 (m, 2H),
2,73 (tt, J= 9.5, 4,4 T, 1H), 2,21-2,16 (m, 2H), 2,03-1,93 (m, 2H), 1,25 (t, /= 7,1 ',
3H); C SIMP (101 MI'y, CDCly) § 173,42, 152,08, 150,99, 143,12, 142,91, 129,09,
128,44, 121,41, 121,10, 120,58, 112,07, 111,15, 106,59, 60,99, 47,99, 39,66, 27,87,
14,17.

[000197] B omHOM BapmaHTE OCYMIECTBJICHHS CTIOCOO CHHTE3a coeauaeHust 17 (1-

(6-(pypan-2-mn)XUHOIUH-2-WT ) TANIEPUIUH-4-KapOOHOBas KHCIIOTA) ABIACTCA

CJIETYIOLIUM.
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KOH

| N Tlnokcan N bq/
OFt 0% . OH
Coeannenue 16 60°C. 4 u Coeanunenne 17

O O

[000198]  BopaHsni pacTBOp rHApOKcHAa Kamus (5 MII, 5 H. pacTBOp) A0OABIANH B
pactBOop coemuHenua 16 (3Tui-1-(6-(pypaH-2-1n)XUHOIHH-2-1IT)TUIIEPUIUH-4-
kapOokcunar) (450 mr, 1,29 mmomp) B guokcane (5 mm). OOecneunBanu
nepememuBanve cmecu npu 60°C Ha npoTsbkeHMH 4 yacoB. J[MOKcaH BbIIApUBalu U
MOJIyYEHHYX0O  BOJHYK) CMECh IOAKHCIAIM ¢ momompro  37%  pacTtBopa
XJOPUCTOBOJOPOJHON KHUCIOTHL. BOAHBIM PacTBOpP 3KCTPArMpOBAIA C TMOMOIIBIO
EtOAc, opranuueckuii CI0H BBICYIIMBAIN C MOMOIBI0 Oe3BoxHOro Na,SO,, namee
(UITBPTPOBAIM U BHINTAPUBAJIH TIPH BHICOKOM BaKyyMe C MONyYE€HHEM COEIMHEHHA 17 B

BHJIE JKEITOTO TBepAOTo BemecTna (324 mr, 78%).

[000199]  HPLC-MS [M+H]" 323,14; T.mwr: 210-214°C; 'H SIMP (400 MI'w,
DMSO-d6) § 12,38 (bs, 1H), 8,44-8,26 (m, 1H), 8,21-8,11 (m, 1H), 8,10-8,00 (m, 1H),
7,93-7,78 (m, 2H), 7,61-7,47 (m, 1H), 7,03 (d, J = 3,4 Ty, 1H), 6,69-6,62 (m, 1H),
4,41-4,35 (m, 2H), 3,38-3,25 (m, 2H), 2,72-2,64 (m, 1H), 2,05-1,97 (m, 2H), 1,76-1,64
(m, 2H); °C SIMP (126 MI'y, DMSO-d6) & 176,12, 157,90, 153,57, 143,10, 139,40,
138,61, 129,69, 126,36, 122,81, 121,97, 112,56, 111,55, 105,70, 44,86, 40,76, 28,05.

[000200] B omHoM BapmaHTe OCYINECTBJICHHS CIIOCOO CHHTE3a COSOUHEHHs 19
(atun-1-(6-(2-xmop-4-MeTOKCH(EHUIT ) XUHOTHH-2-HJ1 ) TATIEPUAHH-4-KapOOKCUIIAT)

ABIACTCA CICAYIOIIHUM.

| HiCO
S B(OH), |
Br S Pd (PPhs)a ‘ X
| ; CsCOs -
ZN - , 1
” N Iunoxcan/soga N" N
TIponexyTounoe OEt 30°C. 6 1 OFEt
coeannenne 1 R Coeannenue 19

o) O
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[000201] Terpaxuc(rpudennndocdun)manmammuii(0) (96 wmr, 0,08 MmOITB)
N00aBIIANN B IEPEMEIITUBAEMYIO CYCIIEH3HIO IPOMEKYTOYHOTO coequHeHHs 1 (3Tmi-1-
(6-6poMXUHOTHH-2-1n )UniepuauH-4-KkapOokcunar) (600 mr, 1,66 mmons), (2-xm0p-4-
MeTOKCcH(peHHT)00poHOBOH KHUCIOTHI (431 Mr, 1,83 MMons) u kapOoHaTa 1e3us (3 Mo,
3M pactBop) B cmecu aumokcana (16 mm) m Bomel (2,6 mm). OOecmeuuBanu
nepememmuBanve cycneHsun npu 30°C Ha mpoTsbkeHuH 6 yacoB. PactBopurens
BBIMIAPUBAJIM TPU BHICOKOM BaKyyM€ M OCTATOK OYHINATH MOCPEACTBOM KOJOHOYHOM
xpomatorpaduu (cunukarens, netrponedHsd 3¢up/EtOAc 4:1) ¢ momyueHuem

coenuHeHnus 19 B Buze OecBETHOTO TBEpAOTO BemecTsa (604 mr, 86%).

[000202]  HPLC-MS [M+H]" 425,18; T mr: 132-135°C; 'H SIMP (400 MTL,
CDCl;) § 7,89 (d, J = 9,2 Ty, 1H), 7,75-7,68 (m, 1H), 7,65-7,57 (m, 2H), 7,33 (d, J =
8,5 'y, 1H), 7,07-6,98 (m, 2H), 6,92 — 6,85 (m, 1H), 4,48 (dt, J = 13,5, 3,9 T'y, 2H),
4,16 (q, J = 7,1 T, 2H), 3,85 (s, 3H), 3,12 (ddd, J = 13,9, 11,6, 2,9 T', 2H), 2,59 (tt, J
= 11,1, 4,0 'y, 1H), 2,09-2,00 (m, 2H), 1,89-1,74 (m, 2H), 1,27 (t, J = 7,1 T'y, 3H); °C
SIMP (101 MT', CDCly) § 174,74, 159,21, 157,48, 147,15, 137,52, 133,16, 133,11,
132,83, 132,04, 131,39, 127,71, 126,03, 122,51, 115,10, 113,09, 110,05, 60,49, 55,60,
44,91, 41,54, 27,92, 14,24.

[000203] B omHOM BapuaHTE OCYHIECTBJICHHS CIIOCOO CHHTE3a coeauaeHus 23 (1-
(6-(2-x710p-4-METOKCU(EHIUIT)XUHOTUH-2 -WJT ) TUTIEPUAHH-4-KapOOHOBAs KHCJIOTA)

ABIACTCA CICAYIOIIHUM.

| KOH
N )
N f;f/\‘ Juoxcan
OFEt

L y
N OH
Coeannenne 19 \/\jf 60°C. 5 u Coeannenne 23 Q\/

O O

[000204]  BopaHsrii pacTBOp THAPOKCHAA Kamus (5 MIL, 5 H. pacTBOp) AOOABIANH B
pacTBop COEUHEHUS 19 (otrn-1-(6-(2-xmop-4-Me TOKCHU(D EHIIT ) XUHOTTHH-2 -

un)munepuauH-4-kapookcunar) (278 mr, 0,65 mmonms) B amokcane (5 ).
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Ob6ecneunBamy nepememmBanne cmecu npu 60°C Ha mpoTskeHHH S yacoB. JHokcaH
BBINIAPUBAIM U MOIYYEHHYIO BOJHYIO CMECH MOJKHUCIANM ¢ nmomoibio 37% pacTBopa
XJOPHCTOBOJOPOJHOM KHCIOTBHL. BOJHBIM pPacTBOpP OSKCTPArupOBAA ¢ IMOMOLIBIO
EtOAc, opranuyeckuil CIOM BBICYIIHMBAIM C TOMOLIBIO 0e3BogHOTO NaySOy,
(uUIBTPOBANIM W BBHIIAPUBAJIH TIPU BHICOKOM BaKyyMe C MOMYYEHHEM COEIUHEHHS 23 B

BHJIE TPsSI3HO-0enoro TBepaoro semecTsa (204 mr, 79%).

[000205]  HPLC-MS [M+H]" 397,17; T.mr: 190-195°C; 'H SIMP (400 MIw,
CDCl;) & 7,90 (d, J = 9,0 Ty, 1H), 7,77-7,69 (m, 1H), 7,65-7,58 (m, 2H), 7,33 (d, J =
8,5 T, 1H), 7,08-6,99 (m, 2H), 6,93-6,82 (m, 1H), 4,47 (dt, J = 13,6, 4,0 I'y, 2H),
3,85 (s, 3H), 3,16 (ddd, J = 13,8, 11,3, 2,9 'y, 2H), 2,65 (tt, J = 11,0, 4,0 ', 1H),
2,09-2,02 (m, 2H), 1,91-1,79 (m, 2H); *C SIMP (101 MI'y, CDCls) § 180,47, 177,05,
159,23, 157,38, 146,91, 133,27, 132,77, 132,03, 131,51, 127,73, 125,86, 122,53,
115,11, 113,10, 110,11, 55,60, 44,90, 41,15, 27,66.

[000206] B omHOM BapuaHTe OCYIIECTBIEHHS CIOCOO cHHTE3a coenuHeHus 20

(otrn-1-(6-(4-Me TOKCU( S HHIT ) XUHOTHH-2 -WJT) TUTIE PUINH-4-KapOOKCUIIAT)  SBJISIETCA

CIIE Y FOIIHAM.
HiCO.__
HCO._-

B B(OH),

" Pd (PPha)s

| I CsCO4
Z WAH _

TIposexyTouHoe Qf OFt Juoxcan/'Boaa

coeannenue 1 80°C. 74

o

[000207] Terpaxuc(rpudennndocdun)manmaamuii(0) (96 wmr, 0,08 MMOJTB)
A00aBIATA B IEPEMEIIMBAEMYTO CYCIIEH3HIO TIPOMEKYTOYHOTO coequHeHus 1 (3tm-1-
(6-6poMXUHOMHH-2-Hn)ATIepUAnH-4-kapOokcumar) (600 mr, 1,66 mmoimp),  (4-
MeToKcH(peHHT)00poHOBOH KUCIOTHI (280 Mr, 1,83 MMone) 1 kKapOoHaTa 1e3us (3 Mo,
3M pactBop) B cmecu aumokcaHa (16 mm) m Bomel (2,6 mm). OOecmeuuBanu
nepeMemuBanue cycnensun npu 30°C Ha mnpoTskeHud 7 4yacoB. PactBopuTEnh

BBINIAPHUBAIIM NPH BBICOKOM BAKYYyME M OCTATOK OYHINAIH MOCPEACTBOM KOJOHOYHOM
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xpomatorpaduu (cunukarens, nerponedHbid 3¢up/EtOAc 4:1) ¢ momyueHuem

YKa3aHHOTO B 3arojiopke coenmHeHus 20 B BHIAE OCCI[BETHOTO TBEPAOTO BEMIECTBA

(269 wmr, 41%).

[000208] HPLC-MS [M+H]" 391,19; . mn: 176-179°C; 'H SIMP (400 MTI'w,
CDCly) § 7,91 (d, J = 9,2 T'w, 1H), 7,81-7,70 (m, 3H), 7,65-7,57 (m, 2H), 7,05-6,96
(m, 3H), 4,47 (dt, J = 13,5, 3,9 T, 2H), 4,16 (q, J = 7,1 T, 2H), 3,86 (s, 3H), 3,18-
3,06 (m, 2H), 2,59 (tt, J = 11,1, 4,0 'y, 1H), 2,10-1,99 (m, 2H), 1,90-1,75 (m, 2H),
1,27 (t, J = 7,1 T, 3H); °C SIMP (101 MI'y, CDCly) § 174,76, 158,90, 157,26,
147,06, 137,51, 134,69, 133,54, 128,77, 128,02, 126,93, 124,35, 123,11, 114,24,
110,14, 60,49, 55,37, 44,90, 41,53, 27,95, 14,24,

[000209] B oxgHOM BapuaHTe OCYIIECTBICHHS CrIOcO0 CUHTE3a coeauueHus 21 (1-

(6-(4-MeToKCH(EHIIT ) XUHONUH-2-HIT)[THNIEPUINH-4-KapOOHOBAas KUCJIOTA) SABJIACTCS

CIIE TYFOLIHM.

HyCO

KOH

» N noxcan N" N
Et 0°C. 8 OH
Coequnennue 20 60°C; 5= Coexunenne 21

O O

[000210]  BopxHsrii pacTBOp THAPOKCHAA Kamus (3 MIL, 5 H. pacTBOp) AOOABIIH B
pactBop coemuHeHus 20 (31un-1-(6-(4-MeTOKCH(EHHT )X HHOTHH-2-HIT)TUTIEPUIHH-4 -
kapOokcunar) (167 mr, 0,43 mmomp) B gmokcane (3 mu). OOecneunBamu
nepememuBanue cmecu npu 60°C Ha npoTsbKeHUH S yacoB. J[MOKcaH BbIapHUBaiu U
MOJIyYEHHYI0  BOJHYK CMECh MOAKHUCISUIM ¢ momouipto  37%  pacTtBopa
XJOPHCTOBOJOPOJHON KHCIOTHL. BOJHBIM PacTBOpP SKCTPAarupoOBAIA € IMOMOLIBIO
EtOAc, opranudvecknii CJI0H BBICYIIMBAIK C MOMOINBI0 Oe3BogHOTO Na,SO,4 manee
(UITBTPOBAIIA W BBHIIAPUBAJIH TIPH BHICOKOM BaKyyMe C TOyYeHHEM coelTuHeHHs 21 B

BHJIE OJIeTHO-3KENTOTO TBepAoro Bemectsa (106 mr, 68%).
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[000211] HPLC-MS [M+H]" 363.,18; t. mwr: He npumenumo (macmo);, 'H SMP
(400 MI';, DMSO-db6) 6 12,23 (bs, 1H), 8,09 (d, J=9,3 ', 1H), 7,95 (d, J=2,1 T,
1H), 7,86-7,80 (m, 1H), 7,73-7,66 (m, 2H), 7,63 (d, J = 8,7I'u, 1H) 7,29 (d, J =
9,3 T, 1H), 7,08-6,99 (m, 2H), 4,43 (dt, J = 13,3, 3,8 I't, 2H), 3,80 (s, 3H), 3,16-3,05
(m, 2H), 2,57 (tt, J = 10,9, 3,9 I', 1H), 1,96-1,88 (m, 2H), 1,66-1,51 (m, 2H); °C
SAMP (126 MI', DMSO-d6) & 176,20, 159,18, 156,20, 145,60, 138,42, 134,05,
132,71, 128,69, 128,03, 124,53, 123,16, 114,92, 111,17, 55,67, 44,81, 40,89, 28,07.

[000212] B omHOM BapuaHTe OCYINECTBICHHS CMOCOO CUHTe3a coeguHeHus 30
(atun-1-(6-(3-MeToKCHU(PEHUT ) XUHOTUH-2- W) TUIIEPUANH-4-KapOOKCcUIar)  ABsIeTCA

CITE TYFOTIHM.

OCH;

N N

P, -
N" N HNuoxrcan/soaa
Tipoucxyrommoe Q(OE% 80°C, 64 Coeannenne 30 OFt
coenHenne 1 3

o)

[000213] Terpakuc(rpudennndocdun)manmaamuii(0) (96 wmr, 0,08 MMOJTB)
A00ABISAITA B IEPEMEIIMBAEMYTO CYCITCH3HIO TIPOMEKYTOYHOTO coequHeHus 1 (3Tmi-1-
(6-OpoMXUHOTUH-2-1n)ATIepuanH-4-kapOokcumar) (600 mr, 1,66 mmomp),  (3-
MeTokcu(peHnn)00poHOBOH KucIoThI (280 mr, 1,83 MMone) u kapOoHaTa 1e3us (3 M,
3M pactBop) B cmecu aumokcaHa (16 mm) m Bomel (2,6 mm). OOecmeunBanu
nepememuBanue cycrnensud npu 30°C Ha mnpoTsbkeHuH 6 yacoB. PactBopurtens
BBITIAPUBAJIN TIPH BHICOKOM BaKyyM€ M OCTATOK OYHWIIATH MOCPEACTBOM KOJOHOYHOM
xpomarorpadun (cuaukarenb, merponernsd 3¢up/EtOAc 2:1) ¢ momydeHHeM

coenuaeHms 30 B BUJIE TPA3HO-0€IOTO TBEpAOoTO BemecTsa (313 mr, 48%).

[000214]  HPLC-MS [M+H]" 391,22; T.mn: 104-107°C; 'H SIMP (400 MTw,
CDCly) § 7,93 (d, J = 9,1 T'w, 1H), 7,88-7,66 (m, 3H), 7,42-7,33 (m, 1H), 7,27-7,20
(m, 2H), 7,02 (d, J = 9,2 ', 1H), 6,96-6,81 (m, 1H), 4,48 (dt, J = 13,4, 3,9 'y, 2H),
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4,16 (q, J = 7,1 T', 2H), 3,89 (s, 3H), 3,19-3,07 (m, 2H), 2,68-2,53 (m, 1H), 2,05 (dd,
J=13,5,3,7 T, 2H), 1,90-1,75 (m, 2H), 1,27 (t, /= 7,2 T'w, 3H); °C SIMP (101 MTw,
CDCly) & 174,74, 160,00, 157,37, 147,51, 142,48, 137,64, 134,84, 129,76, 128,96,
126,95, 125,13, 122,99, 119,57, 112,71, 112,38, 110,16, 60,50, 55,34, 51,78, 44,86,
41,52, 27,93.

[000215] B omHOM BapuaHTE OCYIIECTBICHHA CIIOCOO CHHTE3a coeauneHus 22 (1-
(6-(3-meToKCH(EHUIT)XMHONIUH-2- W) TUNEPUANH-4-KapOOHOBass KHUCJIOTA) SABIAETCA

CJIETYOIIUM.

H@@Q N koH HCO

i 4

AN — y .
N° N" Y Tuoxcan N N
Coexnnenne 30 OFt 60°C, 5 Coeaunenne 22 oH

O O

[000216]  BopmHsrii pacTBOp THAPOKCHAA Kamus (3 MIL, 5 H. pacTBOp) AOOABISUIH B
pactBop coemuHeHus 30 (3Thi-1-(6-(3-MeTOKCH(EHHT )X HHOTHH-2-HJT)TUTICPHIAH-4 -
kapookcmiar) (163 mr, 0,42 mmomp) B gmokcane (3 mu). OOecmeuwBanu
nepememuBanre cmecu nipu 60°C Ha mpoTsbKeHUH S yacoB. J[MOKcaH BbIapuUBaid U
MOJIyYEHHYI0  BOJHYK) CMECh MOAKUCISUIM ¢ momouipto  37%  pacTtBopa
XJIOPHCTOBOJOPOJHON KHCIOTBHL. BOAHBIM PacTBOP 3KCTPArMpOBAIA € IMOMOIIBIO
EtOAc, opraHn4yeckuil CJI0M BBICYINHMBAIIA C MOMOIBI0 Oe3BogHOT0 Na,SOy4 mamee
(UITBTPOBAIIA W BBHITIAPUBAJIH TIPH BHICOKOM BaKyyMe C TOMYYEHHEM COETHHEHHS 22 B

BHJE TPsI3HO-0eroro TBepaoro BemecTsa (134 mr, 88%).

[000217] HPLC-MS [M+H]" 363,18; T.mm: 200-205°C; 'H SIMP (400 MTw,
DMSO-d6) § 12,21 (bs, 1H), 8,12 (d, /= 9,1 T, 1H), 8,07-8,01 (m, 1H), 7,88 (d, J =
8,8 T, 1H), 7,72-7,61 (m, 1H), 7,43-7,34 (m, 1H), 7,36-7,25 (m, 3H), 6,97-6,89 (m,
1H), 4,44 (dt, J = 13,3, 3,8 ', 2H), 3,84 (s, 3H), 3,20-3,05 (m, 2H), 2,64-2,53 (m,
1H), 1,94 (dd, J = 13,6, 3,7 ', 2H), 1,66-1,51 (m, 2H); *C SIMP (126 MT', DMSO-
d6) § 176,17, 160,34, 157,20, 145,40, 141,76, 138,60, 134,19, 130,43, 129,03, 125,50,
123,00, 119,34, 113,23, 112,49, 111,25, 55,65, 44,87, 40,84, 28,09.
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[000218] B omHoM BapuaHTe OCYINECTBICHHS CIOCOO CHHTE3a COeauHEHHs 24
(ruapoxmopun stHi- 1-(6-(4-MeTokcH-2-(Tpud TOpMETHIT )(DEHHIT) XUHOTHH-2-

WIT)TUNIEPUINH-4-KapOOKCHUIIATA) SIBISAETCS CIIEAYFOIIHM.

HiCO.__~._CF3
@[ HiCO._
B(OH),
Bra ey Pd (PPha)s
“ NN ;
TIpoMexyTouHOE \/l”/ﬂEt Eﬂg&gfgﬁfzﬁa
coexnHenne 1 a3 o

[000219] Terpakuc(rpudenundocdun)nanmaauii(0) (96 wmr, 0,08 MmmoO7IB)

A00ABIISITA B TIEPEMENTHBAEMYFO CYCITCH3HIO POMEKYTOYHOTO coequHeHus 1 (3Tmi-1-
(6-OpoMXUHOTUH-2-1n )uniepuauH-4-kapookcunar) (600 mr, 1,66 mmoip),  (4-
MeTOKCH-2-(TpudTopMeTh)peHIT)00poHOBOM KHUCITOTH (402 Mr, 1,83 MMonb) |
kapOoHaTa 1esus (3 My, 3 M pactBop) B cmecHu amokcana (16 M) u Boasr (2,6 mi).
ObecreunBamn mepeMemuBanne cycrneHsud npu S0°C Ha TPOTSHKEHHH 7 YacoB.
PacTBOpHTENb BBITAPUBAIIH MPH BHICOKOM BAKyyME W OCTATOK OYHIAH TOCPEICTBOM
KOJIOHOUHOM Xxpomatorpadhuu (cummkarenb, mnetponerdHsid 3¢up/EtOAc 4:1) ¢
MOJTyYCHHEM COeIWHEHUs 24 B BHJE TPA3HO-OEIIOTO TBEpAOro BemectBa (245 wr,

30%).

[000220] HPLC-MS [M+H]" 459,19; T.mn: 134-137°C; 'H SIMP (400 MTw,
CD;0D) § 8,43 (d, J=9,7 'y, 1H), 7,99 (d, J = 8,6 T'w, 1H), 7,86-7.83 (m, 1H), 7,80-
7,72 (m, 1H), 7,59 (d, J = 9,8 ', 1H), 7,43-7,32 (m, 2H), 7,32-7,23 (m, 1H), 4,42 (dt,
J=13,8, 4,2 Ty, 2H), 4,21 (q, J = 7,1 T, 2H), 3,94 (s, 3H), 3,66 (ddd, J = 14,0, 11,0,
3,1 T, 2H), 2,90 (tt, J = 10,3, 4,4 Ty, 1H), 2,29-2,18 (m, 2H), 2,04-1,89 (m, 2H), 1,30
(t, J=7,1Tw 3H); C AMP (101 MI'y, CD;0OD) & 173,84, 159,52, 151,72, 143,17,
137,33, 136,02, 134,05, 133,39, 131,04, 128,58, 125,29, 122,57, 120,64, 116,77,
116,58, 112,31, 111,78, 60,58, 54,86, 46,29, 39,39, 27,34, 13,09.
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[000221] B omHOM BapmaHTE OCYMIECTBJICHHSA CTIOCOO CHHTE3a coeauaeHus 28 (1-
(6-(4-meTokcu-2-(TpudTOpMETH )(PEHIIT ) XUHOIHUH-2 -1 ) TMNEPUANH-4-KapOOHOBas

KHCJIOTA) SIBIAETCS CIEAYIOLIHM.

HiCO._~ | CFa HaCO-_
X
|m KOH
5
AN /\W Juoxcan ' N
Coexnnenue 24 Wﬁt 60°C, 5w Coexnnenne 28 o
O o}
[000222] BonHsii pacTBOp ruxpokcuaa kamusa (3 mir, 5 H. pacTBOp) A0OABIAIH B
pacTBop COEITMHEHUSA 24 (ruppoxnopun THi-1-(6-(4-MeTOKCH-2-
(TpudropmeTHT)PEeHUIT)XUHOTHH-2 - WJT ) TUIIE PUAHH-4-Kap OOKCHIIATa) (163 wmr,

0,35 mmonp) B muokcane (3 mur). ObecnieunBanu nepememubanue cMmec ipu 60°C Ha
NPOTSLKEHUH 5 4acoB. [[MOKCaH BBIIAPUBAIM W IOJNYYECHHYK) BOJHYK) CMECh
MOJAKUCIISUIM ¢ TMOMOIIBbI0 37% pacTBOpa XJIOPUCTOBOAOPOAHOM KHUCIOTHL. BomHbIN
pacTtBOp 3KcTparupoBanu ¢ momoniso EtOAc, opraHuyeckuii Clno¥W BBICYNIMBAIH C
nmoMoImp 0e3BogHoro Na,SO,, manee (GUIBTPOBAIM M BBHITAPUBAIH TPH BHICOKOM
BaKyyMe C TIOJyYCHHEM COeAMHEHUS 28 B BHIE OJIETHO-XEITOTO TBEPAOTO BEIIECTBA

(72 mr, 48%).

[000223]  HPLC-MS [M+H]" 431,16; T.mn: 215-217°C; 'H SIMP (400 MTw,
DMSO-d6) § 12,24 (bs, 1H), 8,15 (bs, 1H), 7,73-7,63 (m, 2H), 7,54-7,56 (m, 1H), 7,41
(d, J = 83 I'y, 2H), 7,36-7,25 (m, 2H), 4,45 (dt, J = 13,7, 3,9 ['u, 2H), 3,90 (s, 3H),
3,26-3,13 (m, 2H), 2,68-2,55 (m, 1H), 2,01-1,93 (m, 2H), 1,69-1,57 (m, 2H); ’C SIMP
(126 MT'y, DMSO-d6) & 176,15, 158,93, 134,33, 132,77, 128,61, 128,38, 128,05,
127,65, 125,47, 123,29, 121,94, 117,92, 112,09, 112,04, 56,16, 45,30, 40,65, 28,04.

[000224] B omHoM BapuaHTe OCYINECTBJICHHS CIMOCOO CHHTE3a COCTUHEHHS 25
(atun-1-(6-(3-(TpudropmeTOKCH ) (PEHUIT ) XHHOTHH-2 - W1 ) TUTIE PUINH-4-KapOOKCHIAT)

ABIACTCA CICAYIONIHUM.
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[000225] Terpakuc(rpudennndocdun)nanmaamuii(0) (103 wr, 0,09 MmMOIB)
A00aBISIN B IEPEMEIIMBAEMYIO CYCIIEH3HIO IPOMEKYTOYHOTO coeaquHeHus 1 (3tui-1-
(6-OpoMXUHOTUH-2-H )HniepuauH-4-kapOokcunar) (650 mr, 1,79 mmomp),  (3-
(TpudropmeTokcu)penum)ooporoBoir kucaoTel (375 mr, 1,97 Mmmons) u kKapOoHaTa
nesuss (3w, 3 M pactBop) B cmecu pauokcana (16 mm) w Boael (2,6 mi).
ObecneunBamu nepememuBanue cycrneHsuu npu 80°C Ha TPOTSHKEHHUH 7 YacoB.
PacTBopuTENh BHIMAPUBAIHN MPU BHICOKOM BAKYyME U OCTATOK OYMIAIIU OCPEACTBOM
KOJIOHOYHOM xpomarorpaduu (cunmkarenb, mnetponedsbii 3¢pup/EtOAc 4:1) ¢

MOy YCHHEM COEIUHEHUS 25 B BHIE OE€CIBETHOTO TBEPAOTO BemecTra (402 mr, 25%).

[000226] HPLC-MS [M+H]" 445,18; T.mn: 128-129°C; 'H SIMP (400 MTw,
CDCly) § 7,92 (d, J = 9,2 Ty, 1H), 7,79-7,73 (m, 3H), 7,72-7,63 (m, 2H), 7,34-7,25
(m, 2H), 7,03 (d, J = 9,2 T'w, 1H), 4,49 (dt, J = 13,5, 4,0 Ty, 2H), 4,17 (q, J = 7,1 T,
2H), 3,14 (ddd, J = 13,8, 11,4, 2,8 T'w, 2H), 2,60 (tt, J = 11,0, 4,0 T, 1H), 2,05 (dt, J =
12,3, 3,8 ', 2H), 1,82 (dtd, J = 13,3, 11,2, 4,0 ', 2H), 1,27 (t, J = 7,1 'y, 3H); C
SIMP (101 MI', CDCls) § 174,70, 157,40, 148,36, 139,75, 137,60, 133,53, 128,69,
128,26, 127,13, 125,18, 122,97, 121,82, 121,28, 119,26, 110,30, 60,52, 44,82, 41,48,
27,94, 14,24,

[000227] B omHOM BapWaHTE OCYMIECTBJICHHS CIIOCOO CHHTE3a coeauaeHust 29 (1-
(6-(3-(TpudTOopMETOKCH )(PEHMI ) XUHOIIUH-2- W) ITUTIEPUINH-4-KapOOHOBass ~ KUCJIOTA)

ABIACTCA CICAYIONIHUM.
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[000228]  BopaHsrii pacTBOp rHAPOKCHAA Kamus (5 MII, 5 H. pacTBOp) A0OABIANH B
pactBop  coemuHenua 25  (3tmn-1-(6-(3-(TpudTopMeToKcH)PEHUIT)XUHOTUH-2-
un)munepuaud-4-kapookcunar) (208 mr, 0,47 mmone) B amokcaHe (5 ).
Oo6ecneunBanu nepememuBanue cmecu npu 60°C Ha nporskeHuu 4 4acoB. JMokcaH
BBITIAPUBAIM U TOJYUYEHHYIO BOJHYIO CMECHh MOAKHCIIIM C MOMOIIBI0 37% pacTBopa
xnopuctoBogopoaror kucnotel mpu 0°C. Ilpoaykr ocaxmanmu u coeauHeHue 29

BBIICTSUTH B BUE OecIiBETHOTO TBepAoro Beniectsa (187 mr, 100%).

[000229]  HPLC-MS [M+H]" 417,16; T. mr: 261-264°C; 'H SIMP (500 MI'w,
DMSO-d6) & 8,43 (d, J = 9,7 T'y, 1H), 8,34-8,30 (m, 1H), 8,26 (d, J = 8,6 I'y, 1H),
8,19-8,12 (m, 1H), 7,85 (d,J = 7,9 T, 1H), 7,78 (s, 1H), 7,70-7,61 (m, 2H), 7.43 (d, J
= 8,6 T, 1H), 4,51-4,44 (m, 2H), 3,59-3,49 (m, 2H), 2,74 (tt, J = 10,5, 2,9 T, 1H),
2,06 (m, 2H), 1,81-1,70 (m, 2H); *C SIMP (126 MT't, DMSO-d6) § 175,64, 149,54,
142,75, 141,40, 134,96, 131,55, 131,14, 126,57, 126,27, 121,64, 120,61, 119,71,
119,58, 113,53, 46,88, 40,11, 27,98.

[000230] B omHOM BapuaHTe OCYIIECTBIIEHHS CIIOCOO CHHTE3a COETUHEHHA 26
(atun-1-(6-(3-ruapokcueHNIT ) XHHOTHH-2-HT ) TANIEPUARH-4-KapOOKCHIIAT)  SBIIACTCA
CIIEIYFOLIHM.
OH
]
B N B(OH),
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[000231] Terpaxuc(rpudennndocdun)manmammuii(0) (96 wmr, 0,08 MmOITB)
N00aBIIANN B IEPEMEIITUBAEMYIO CYCIIEH3HIO IPOMEKYTOYHOTO coequHeHHs 1 (3Tmi-1-
(6-OpoMXUHOTMH-2-Un)UnepuauH-4-kapOokcunar) (600 mr, 1,66 mmomp),  (3-
TUAPOKCH(PEHNUT)O0POHOBOM KHCTOTHI (252 Mr, 1,83 MMoub) 1 kapOoHaTa 1e3us (3 Mo,
3M pactBop) B cmecu aumokcana (16 mm) m Bomel (2,6 mm). OOecmeuuBanu
nepememmuBanve cycneHsun npu 30°C Ha mpoTsbkeHuH 6 yacoB. PactBopurens
BBIMIAPUBAJIM TPU BHICOKOM BaKyyM€ M OCTATOK OYHINATH MOCPEACTBOM KOJOHOYHOM
xpomatorpaduu (cunukarens, netrponedHsd 3¢up/EtOAc 4:1) ¢ momyueHuem

COeMHEHHA 26 B BHJIE TPA3HO-0€I0TO TBEpAOoTo BemecTsa (486 mr, 78%).

[000232]  HPLC-MS [M+H]" 377,25; T.mw: 153-155°C; 'H SIMP (400 MI'w,
DMSO-d6) § 9,51 (s, 1H), 8,10 (d, J=9,2 'y, 1H), 7,94 (d, J = 2,1 I'ry, 1H), 7,82-7,75
(m, 1H), 7,62 (d, J= 8,7 'y, 1H), 7,29-7,25 (m, 1H), 7,20-7,07 (m, 2H), 6,80-6,72 (m,
1H), 4,44 (dt, J = 13,2, 3,8 T'y, 2H), 4,08 (q, J = 7,1 ', 2H), 3,16-3,04 (m, 2H), 2,67
(ddt, J = 11,1, 7,1, 4,0 ', 1H), 1,98-1,88 (m, 2H), 1,66-1,51 (m, 2H), 1,19 (t, J =
7,1 Ty, 3H); “C SIMP (101 MI'y, DMSO-d6) & 174,57, 158,89, 158,31, 141,74,
134,20, 130,38, 128,71, 125,22, 123,13, 117,74, 114,52, 113,75, 111,11, 106,63,
102,92, 60,39, 44,54, 40,93, 27,97, 14,56.

[000233] B omHOM BapuaHTE OCYHIECTBJICHHS CIIOCOO CHHTE3a coeauaeHust 27 (1-
(6-(3-ruapoKCH(EHUIT ) XHHOTUH-2 -1 )TUNIEPUAHH-4-KapOOHOBAs KHCIIOTA) SBIACTCA

CJIETYIOIIUM.

R
HO /}\ KOH _
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Coeaunenue 26 OFt 60°C. 44 Coeaunenne 27 OH
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[000234]  BopaHsri pacTBOp THAPOKCHAA Kamus (5 MIL, 5 H. pacTBOp) AOOABINH B
pacTBOp coenuHeHUs 26 (3THN-1-(6-(3-THAPOKCHU(EHHT )X HHOTHH- 2 -HIT)TUTIEPUIUH-4-
kapookcunar) (281 wmr, 0,75 mmomp) B gmokcane (5 mm). OOecmeunBanm

nepememuBanve cmecu npu 60°C Ha npoTskeHuH 4 yacoB. J[MOKcaH BbIapuUBaiu U
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BOJHYI0 CMECh MOAKUCIIIN YKCYCHOM KHCIOTOM ¢ MOMy4YeHUEM cycrneH3uu. [Ipogykr
BBIIETSUTA TIyTeM (DUIBTPOBAHUSA, MPOMBIBATTH BOJAOW W BBICYIIHBAIH TPH BBICOKOM
Bakyyme npu 40°C. Coenunenue 27 BBIACTSAIH B BHAE ONETHO-KEITOTO TBEPIOTO

BemecTsa (250 mr, 96%).

[000235]  HPLC-MS [M+H]" 349,14; 1. mn: 316-319°C; 'H SIMP (400 MIw,
DMSO-d6) § 12,90 (bs, 1H), 9,70 (bs, 1H), 8,43 (d, J = 9,6 'y, 1H), 8,30 (bs, 1H),
8,18-8,13 (m, 1H), 8,02 (d, J = 8,8 I'w, 1H), 7,61 (d, J = 9,8 I';, 1H), 7,32-7,28 (m,
1H), 7,19-7,11 (m, 2H), 6,83 (d, J = 8,0, 1H), 4,58-4,45 (m, 2H), 3,56-3,50 (m, 2H),
2,73 (tt, J = 10,7, 4,1 Ty, 1H), 2,07-2,01 (m, 2H), 1,79-1,70 (m, 2H); °C sIMP
(126 MI'y, DMSO-d6) & 175,64, 158,51, 152,30, 140,39, 137,20, 131,21, 130,55,
125,95, 121,65, 117,87, 115,38, 114,01, 113,27, 47,11, 39,04, 28,05.

[000236] B omHOM BapmaHTe OCYIIECTBIECHHS CIIOCOO CHHTE3a coeauHEHHsA 31
(3Tun-1-(6-(4-(TpudTopmMeTHI ) (HEHUIT ) XHMHOTHH-2 - UIT ) TUITePUANH-4-KapOOKCHIaT)

SABJISIETCA CIIETYFOIIUM.
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[000237] Terpaxuc(rpudennndocdun)manmammuii(0) (75 wmr, 0,05 MmOJTB)
A00ABIATA B IEPEMEIIMBAEMYTO CYCIICH3HIO TIPOMEKYTOYHOTO coequHeHus 1 (3Tmi-1-
(6-6poMXUHOMHH-2-1n)AniepuanH-4-kapOokcumar) (500 mr, 1,3 mmomp),  (4-
(TpudTopmeTHiT)peHnT)00poHOBOH KHCTOTHI (280 MT, 1,5 MMOMIB) ¥ KapOOHATa LIE3HA
(2,5 M, 3 M pactBop) B cmecu auokcana (13 mm) u Boxel (2,1 mim). OGecnieunBanu
nepememuBanue cycnensun npu 80°C Ha mnpoTsbkeHuHu 2 yacoB. PactBopurtens
BBITIAPUBAJIN TIPH BHICOKOM BAKyyME€ M OCTATOK OYHIIATH MOCPEACTBOM KOJOHOYHOM
xpomarorpadun (cunukarenb, merponernsd ¢gup/EtOAc 8:1-2:1) ¢ momydeHHeM

coenuHeHus 31 B BUIE TPA3HO-0em0oTO TBepAoTro BemecTsa (380 mr, 70%).
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[000238]  HPLC-MS [M+H]" 429,22; T.mn: 175-177°C; 'H SIMP (400 MTw,
CDCls) & 7,93 (d, J = 9,2 T, 1H), 7,84-7,73 (m, SH), 7,72-7,68 (m, 2H), 7,04 (d, J =
9,2 T, 1H), 4,49 (dt, J = 13,7, 3,9 ', 2H), 4,17 (q, J = 7,2 T', 2H), 3,20-3,08 (m,
2H), 2,61 (tt, J = 11,0, 4,0 T, 1H), 2,06 (dt, J = 13,4, 3,9 I', 2H), 1,82 (dtd, J = 13,3,
11,2, 4,0 [, 2H), 1,27 (t, J = 7,1 T, 3H); °C SIMP (101 MI'y, CDCl;) § 174,69,
157,51, 147,88, 144,46, 137,66, 133,30, 129,02, 128,70, 128,62, 127,24, 127,17,
125,69, 125,56, 122,96, 110,34, 60,53, 44,77, 41,47, 27,94, 14,24,

[000239] B omHOM BapuaHTE OCYIIECTBICHHA CIIOCOO CHHTE3a coeauHeHus 36 (1-
(6-(4-(TpudTopmeTri)PeHUT ) XMHOIUH-2-HU ) TUTIE pPUANH-4-KapOOHO Bast KHCJIOTA)

ABJEAACTCA CIICAYIOIIHUM.
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[000240]  BopxHsrii pacTBOp THAPOKCHAA Kamus (5 MIL, 5 H. pacTBOp) AOOABIUIH B
pacTBop coenuHeHus 31 (atrn-1-(6-(4-(Tpud ropMeTHI ) PEHUIT ) XHHOTUH-2 -
un)munepuaud-4-kapookcwnar) (210 mr, 0,4 mmons) B amokcane (5 o).
Ob6ecreunBamy nepememmBanrie cMecu npu 80°C Ha mpoTskeHHH 2 4acoB. JIHOKcaH
BBINIAPUBAJIM U MOJTYYEHHYIO BOJHYIO CMECh MOJKHCIIAIM ¢ momoinbio 37% pacTBopa
XJIOPUCTOBOJOPOJAHON  KHCJIOTHI. BOJHBIM pacTBOpP OSKCTParupoBadd  CMECHIO
DCM/Isop (7:3), opraHuYecKri CIOW BBICYIIMBAIH C MIOMOMIBIO 0e3BOAHOTO NaySOy,
(UIBTPOBAIIA W BBHITIAPUBAJIH TIPH BHICOKOM BaKyyMe C TOyYE€HHEM COEITHHEHHS 36 B

BHJIE OeciBeTHOTO TBepaoTOo Bemectsa (100 mr, 60%).

[000241]  HPLC-MS [M+H]" 401,19; T mn: 278-281°C; 'H SIMP (400 MIw,
DMSO-d6) § 13,54 (bs, 1H), 8,55-8,39 (m, 2H), 8,36-8,31 (m, 1H), 8,21-8,12 (m, 1H),
8,01 (d, /=82 'y, 2H), 7,88 (d, J = 8,3 I'y, 2H), 7,66 (d, J = 9,7 I'w, 1H), 4,62-4,43
(m, 2H), 3,56-3,48 (m, 2H), 2,75 (t, J = 10,6, 4,1 'y, 1H), 2,05 (dd, J = 13,7, 3,9 T,
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2H), 1,84-1,69 (m, 2H; C SIMP (126 MI'y, DMSO-d6) § 175,54, 152,60, 143,09,
142,77, 139,00, 135,98, 135,19, 131,18, 128,75, 128,40, 127,93, 126,77, 126,36,
121,72, 113,52, 47,21, 39,60, 28,06.

[000242] B omHoM BapuaHTe OCYINECTBICHHS CIIOCOO CHHTE3a COCAUHEHHS 32

(atun-1-(6-(3-HuTpOoheHIIT) XUHOTHH-2 - W1 ) TUTIEPUAHH-4-KapOOKCHITAT) ABIACTCA
CJIETYFOLIHMM.
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coenurenne 1 T;:T, ) O

[000243]  Terpakuc(rpudenundpocdun)nammaamii(0) (75 wr, 0,06 MMOITB)
N00aBIISUIN B IEPEMEITUBAEMYIO CYCIICH3HIO IPOMEKYTOYHOTO coequHeHHs 1 (3THi-1-
(6-OpoMXUHOTUH-2-1n )HniepuauH-4-kapookcumar) (500 mr, 1,3 mmomb),  (3-
HUTPOEHUIT)O0OPOHOBOK KHCITOTHI (230 Mr, 1,4 MMmomp) 1 kKapOoHaTa 1e3us (2,5 Mo,
3 M pactBop) B cmecu awokcaHa (13 mm) m Bomer (2,1 mur). OOecneunBamu
nepememuBanue cycneHsud npu 80°C Ha mnporsokenuu 1 yaca. PacteBopurtens
BBITIAPUBAJIN TIPH BHICOKOM BAKyyM€ W OCTATOK OYHIIATH MOCPEACTBOM KOJOHOYHOM
xpomatorpaduu (cunmukarens, nerponedHbid 3¢up/EtOAc 2:1) ¢ momyueHuem

coemMHEHHA 32 B BHJIE KENTOTO TBEpaoro BemecTsa (330 wr, 52%).

[000244]  HPLC-MS [M+H]" 406,25; T.mn: 134-137°C; 'H SIMP (400 MTw,
CDCl;) & 8,56-8,50 (m, 1H), 8,21-8,14 (m, 1H), 8,02-7,96 (m, 1H), 7,95 (d, J =
9,2 T, 1H), 7,88-7,72 (m, 3H), 7,66-7,57 (m, 1H), 7,06 (d, J = 9,2 T'w, 1H), 4,50 (dt, J
= 13,4, 3,9 'y, 2H), 4,17 (¢, J = 7,1 T, 2H), 3,16 (ddd, J = 13,9, 11,6, 2,9 T'y, 2H),
2,61 (tt, J = 11,0, 4,0 T'y, 1H), 2,06 (dd, J = 14,0, 3,3 T', 2H), 1,90-1,75 (m, 2H), 1,27
(t, J = 7,1 T, 3H); °C SIMP (101 MI', CDCl3) & 174,68, 157,57, 148,79, 148,02,
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142,65, 137,68, 132,79, 132,15, 129,69, 128,32, 127,41, 125,58, 122,98, 121,68,

121,56, 110,48, 60,55, 44,73, 41,45, 27,94, 14,24,

[000245] B omHOM BapMaHTE OCYIIECTBJICHHA CIIOCOO CHHTE3a coeauaeHus 39 (1-

(6-(3-auTpOeHNT ) XMHONHMH-2-UIT)TUNIEPUANH-4-KapOOHOBass ~ KHUCJIOTA)  SIBIAETCA

CIIE Y FOIIUM.
ne
2
= KOH
N N JuokcaH N y
Coemunenne 32 Q t 80°C. 1w Coeannenne 39 ©
O O

[000246] BonHsrit pacTBop rumpokcuaa kamus (3,8 mui, 5 H. pacTBOp) A0OABIAIH B
pactBop coeamHeHHs 32 (3THI-1-(6-(3-HUTPOG EHIT)XHHOIUH-2-HJT)TATIEPUTHH-4-
kapOookcmiar) (150 mr, 0,3 mmoms) B guokcane (3,8 mm). OOecmeunBanu
nepememuBanue cMmecu npu 60°C Ha mpoTsbkeHuu | yaca. J[MokcaH BhIMApUBaIM U
MOJIyYEHHYI0  BOJHYK) CMECh TMOAKUCISUIM ¢  momouipto  37%  pactBopa
XJIOPHCTOBOJOPOTHOW  KHUCIIOTHI. BOJHBIH pacTBOp JKCTPArHPOBATH  CMECHIO
DCM/Isop (7:3), opraHuYecKU# CI0H BHICYIIMBAIH C MIOMOMIBIO 0e3BOIHOTO NaySOy,
(UITBTPOBAITA W BBHITIAPUBAJIH TIPH BHICOKOM BaKyyMe C TOJyYEeHHEM COeTHHEHHS 39 B

BHJE Tpsi3HO-0ermoro TBepaoro BemecTsa (100 mr, 66%).

[000247] HPLC-MS [M+H]" 378.2; . mn: 282-286°C; 'H SIMP (400 MIw,
DMSO-d6) § 13,58 (bs, 1H), 8,59-8,53 (m, 1H), 8,53-8,31 (m, 3H), 8,30-8,24 (m, 2H),
8,24-8,18 (m, 1H), 7,86-7,77 (m, 1H), 7,70-7,61 (m, 1H), 4,64-4,42 (m, 2H), 3,61-3,41
(m, 2H), 2,75 (tt, J = 10,2, 4,0 T, 1H), 2,05 (dd, J = 13,8, 4,0 'y, 2H), 1,84-1,65 (m,
2H); °C SIMP (126 MI'y, DMSO-d6) & 175,66, 151,80, 148,93, 140,63, 134,25,
133,61, 131,14, 126,79, 122,90, 121,68, 121,46, 114,15, 113,56, 47,12, 40,60, 28,07.

[000248] B omHOM BapuaHTE OCYINECTBICHHS CIIOCOO CHHTE3a COEAWHEHHS 33
(atun-1-(6-(4-¢propdhenHnn)XHHOMUH-2 -1 ) TATIE pUAHH-4-KapOOKCHIIAT) ABIAETCA

CJIEYIOLIUM.
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[000249] Terpakuc(rpudennndocdun)nanmaamii(0) (75 wmr, 0,06 MmMOTTB)
A00aBISAIN B IEPEMEIIMBAEMYIO CYCIIEH3HIO TPOMEKYTOYHOTO coeaquHeHus 1 (3tui-1-
(6-OpoMXUHONMUH-2-un)nunepuana-4-kapookcunar) (500 mr, 1,3 mmomp),  (4-
dropdermn)ooponoBoit kuciaotel (200 mr, 1,5 MMonb) u kKapOoHaTa me3ms (2,5 mu,
3M pactBop) B cmecu auokcana (13 mm) u Bomel (2,1 mm). OOecneunBanu
nepemenmuBanue cycnensun npu 80°C Ha mporspkeHuu 18 wacos. PactBopurens
BBITIAPUBAJIM MPU BBICOKOM BaKyyME€ M OCTATOK OUYHUINAIH MOCPEACTBOM KOJOHOYHOM
xpomatorpaduu (cummkarens, nerponernsid 3¢up/EtOAc 4:1-1:1) ¢ momydeHuem

coeauHeHus 33 B Bue OeciBeTHOTO TBEpAOTO BemecTsa (190 mr, 40%).

[000250] HPLC-MS [M+H]" 379,23; T.mn: 144-146°C; 'H SIMP (400 MTw,
CDCly) § 7,91 (d, J = 9,2 Ty, 1H), 7,80-7,71 (m, 3H), 7,67-7,56 (m, 2H), 7,19-7,08
(m, 2H), 7,02 (d, J = 9,2 T'w, 1H), 4,48 (dt, J = 13,5, 3,9 Ty, 2H), 4,16 (q, /= 7,1 T,
2H), 3,13 (ddd, J = 13,9, 11,6, 2,9 T'y, 2H), 2,60 (tt, J = 11,1, 4,0 T'w, 1H), 2,11-1,99
(m, 2H), 1,90-1,75 (m, 2H), 1,27 (t, J = 7,1 ', 3H); °C SIMP (101 MT', CDCl;) &
174,73, 163,47, 157,36, 147,33, 137,55, 137,08, 134,02, 128,77, 128,56, 128,48,
127,05, 124,91, 123,01, 115,72, 115,51, 110,25, 60,51, 44,84, 41,50, 27,94, 14,24.

[000251] B omHOM BapmaHTE OCYHIECTBJIECHHS CTIOCOO CHHTE3a coeaunaeHus 47 (1-

(6-(4-pTopdeHnn) XUHOTUH-2-HT)TATIEPUAHH-4-KapOOHOBass ~ KHCJIOTa)  SBJSAETCA

CJIEYIOLIUM.
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[000252]  Bopausrni pactBop ruapokcuaa kamus (11 mi, 5 H. pacTBOp) 100aBIsUIH B
pactBop coemuHeHus 33  (3twi-1-(6-(4-pTopdeHnn)XuHOTHH-2 -1 ) IUIIEPUIUH-4 -
kapookcunar) (350 mr, 0,9 mmoms) B  amokcane (11 mm). ObGecneunBamu
nepeMeniuBanre cmecu npu 80°C Ha mpoTsykeHHH 6 yacoB. J[MOKCAH BBHINAPHUBAIH U
MOJYYEHHYI0O  BOAHYIO CMECh TMOAKUCIIM ¢ momompio 37%  pactBopa
XJIOPUCTOBOJOPOJHOM KHUCIIOTHI ¢ TmonyuyeHueMm cycnensun npu 0°C. Ilpoaykr
BBIJIEIAIN MyTeM (PUIBTPOBAHUS, POMBIBATM BOJOW W BHICYINHUBAIHM TPH BBICOKOM

Bakyyme npu 40°C. Coenunenue 47 BBIACTSIM B BHIE XKEITOrO TBEPAOTO BELIECTBA
(360 mr, 95%).

[000253] HPLC-MS [M+H]" 351,20; T.mn: 304-308°C; 'H SIMP (400 MTw,
DMSO-d6) § 13,67 (bs, 1H), 8,57-8,39 (m, 2H), 8,22 (bs, 1H), 8,09 (dd, J = 8,8 I',
1H), 7.88-7,77 (m, 2H), 7,64 (d, J = 9,7 'y, 1H), 7,41-7,30 (m, 2H), 4,66-4,51 (m,
2H), 3,60-3,51 (m, 2H), 2,75 (tt, J = 10,7, 4,2 T, 1H), 2,04 (dd, J = 13,8, 3,8 I'u, 2H),
1,83-1,68 (m, 2H); *C SIMP (101 MI'r, DMSO-d6) § 175,61, 163,76, 161,32, 135,53,
131,16, 129,26, 129,17, 126,03, 121,65, 116,51, 116,30, 113,43, 47,21, 39,66, 28,06.

[000254] B omHoM BapmaHTE OCYINECTBJICHHS CIIOCOO CHHTE3a COeAUHEHHs 34
(aun-1-(6-(MupuarH-3 -1 )XHHOTHH- 2- A1) ITATIE PUIHH-4 -KapOOKCHIIAT) ABIAETCA

CJIETYIOLIUM.

N

-

T

|
B(OH),

Bra_ Pd (PPhg)s
0 e

- N™ N s FReys
[MpoMexyTouHoe Q\WOEt J}ggfg@ Himga

coegunenne 1 4 L

SAMEHAIOIA S CTPAHUIIA ot 24.11.2022




WO 2021/130732 87 PCT/1B2020/062483

[000255] Terpaxuc(rpudennndocdun)manmammuii(0) (75 wmr, 0,06 MMOJTB)
A00aBIAIN B IEPEMEIIMBAEMYIO CYCIIEH3HIO IPOMEKYTOYHOTO coeaquHeHus 1 (3tmi-1-
(6-6poMXUHOTHH-2-1n)UniepuauH-4-KkapOokcunar) (500 mr, 1,3 MMonb), MUpUAUH-3-
nnoopoHoBod kucmotel (180 mr, 1,5 Mmmons) u kapOonata me3msa (2,5vn, 3 M
pacTBop) B cmecu auokcana (13 mur) u Boasr (2,1 mur). OOecrieunBa M MepeMeIMBaHHE
cycnensuu npu 80°C Ha mporsbkeHuu 1 yaca. PacTBopuTens BbIMapuBaiv IPH
BBICOKOM BaKyyM€ M OCTATOK OYHINAIM TMOCPEACTBOM KOJOHOYHOH Xpomartorpaduu
(cunukarens, netponeinsid 3¢up/EtOAc 1:2) ¢ monmydenuem coenrHeHus 34 B BHIE

rpsA3HO-0€e0T0 TBEpAOTO BemecTBa (240 mr, 46%).

[000256]  HPLC-MS [M+H]" 362,25; T.mwr: 106-109°C; 'H SIMP (400 MTL,
CDCls) § 8,93 (dd, J = 2,4, 0,9 Ty, 1H), 8,57 (dd, J = 4,8, 1,6 ', 1H), 7,99-7,90 (m,
2H), 7,82-7,72 (m, 3H), 7,41-7,33 (m, 1H), 7,04 (d, /= 9,2 Ty, 1H), 4,49 (dt, J = 13,3,
3,6 T, 2H), 4,16 (q, J = 7,1 Ty, 2H), 3,20-3,08 (m, 2H), 2,60 (tt, J = 11,0, 4,0 I'w,
1H), 2,11-2,00 (m, 2H), 1,89-1,78 (m, 2H), 1,27 (t, J = 7,1 T, 3H); C SIMP
(101 MT', CDCls) & 174,68, 157,48, 148,25, 148,05, 147,79, 137,59, 136,44, 134,13,
131,42, 128,47, 127,40, 125,37, 123,54, 123,04, 110,36, 60,52, 44,76, 41,47, 27,94,
14,24.

[000257] B oaHOM BapuaHTE OCYINECTBJICHHS CIOCOO CHHTE3a COeauHEHHs 49
(TEHAPOXTIOPHLT 1-(6-(mupuauH-3 -1 ) XUHOJIWH-2 - W) ITHTIE PHTHH-4-Kap O0HOBOU

KHUCIIOTBI) SIBJISICTCS CJTIE Y FOTIIHM.

o, HCI
Y KOH [ ]
NN TInoxcasn ' N
Coeaunenne 34 @gQEt 80°C, 64 Cocmumenne 49 &,H(OH

[000258]  Bopmwsrii pacTBOp rHAPOKCHAA Kamus (6,3 MiL, 5 H. pacTBOp) AOOABIIAIH B

pactBOp coemuHeHus 34 (3Tun-1-(6-(UpHUIUH-3 -1 )X AHOIHH- 2 -1 TUITIEPUIAH-4-
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kapookcunar) (200 mr, 0,766 mmome) B aumokcane (6,3 mm). OOecneunBanu
nepeMmemuBanue cmecu mnpu 30°C B TedyeHue 6 yacoB. J[MOKCAaH BhIMApPUBANH H
MOJIyYEHHYI0O  BOJHYK CMECh IOAKHUCISIM ¢ momoumpto  37%  pacTtBopa
XJIOPUCTOBOJOPOAHOM KHUCIOTHI ¢ TnonydeHueM cycneHsuu npu 0°C. Ilpoaykr
BBIIETSUIA TTyTeM (DUIBTPOBAHUSA, MPOMBIBATH BOJAOW W BBICYIIHBAIH TPU BBICOKOM
Bakyyme mipu 40°C. Coenunenue 49 BBIIETSAIN B BUAE JKEJITOTO TBEPAOTO BEIIECTBA

(160 mr, 96%).

[000259]  HPLC-MS [M+H]" 334,15; T.mw1: 309-313°C; 'H SIMP (400 MTL,
DMSO-d6) § 9,31 (bs, 1H), 8,93-8,81 (m, 2H), 8,63 (d, J = 8,8 Ty, 1H), 8,49 (bs, 1H),
8,42 (d, J=9,8 'y, 1H), 8,31-8,19 (m, 1H), 8,11-7,99 (m, 1H), 7,69 (d, J = 9,8 'y,
1H), 4,65-4,55 (m, 2H), 3,57 (ddd, J = 14,0, 11,3, 2,8 T'y, 2H), 2,76 (t, J = 10,5,
42 T, 1H), 2,05 (dd, J = 13,8, 3,8 'y, 2H), 1,84-1,70 (m, 2H); *C SIMP (101 MTI'y,
DMSO-d6) § 175,59, 152,01, 142,62, 141,77, 141,65, 137,24, 131,18, 131,01, 127,47,
127,16, 121,56, 119,86, 114,04, 47,39, 40,38, 28, 10.

[000260] B oaHOM BapuaHTe OCYINECTBJICHHS CMOCOO CHHTE3a COCAUHEHHS 35
(arn-1-(6-(6-proprUpHINH-3 -1 ) XHHOJTWH-2-HJT) ITHITE PUANH-4-Kap OOKCHITAT)

ABIACTCA CIICAYIOIIHUM.

|
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coeanHenHe 1 ™, 3 Coexunenne 35 bl

O O

T

[000261] Terpakuc(rpudennndocdun)manmaamuii(0) (75 wmr, 0,06 MMOJTB)
A00ABIATN B IEPEMEIIMBAEMYTO CYCIICH3HIO TIPOMEKYTOYHOTO coequHeHus 1 (3Tmn-1-
(6-6poMXUHOMUH-2-1n)aniepuanH-4-kapOokcumar) (500 mr, 1,3 mmomb),  (6-
dbroprupuaHH-3-1T)00POHOBOM KHCIIOTHI (211 Mr, 1,5 MMOITB) W KapOOHaTa IE3Us
(2,5 M, 3 M pactBop) B cmecu auokcana (13 mm) u Boxel (2,1 mim). OGecnieunBanmu

nepeMemuBanue cycnensuu npu 30°C Ha mpoTskeHud 3 yacoB. PactBopuTEnh
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BBITIAPUBAJIN TIPH BHICOKOM BAKyyME€ M OCTATOK OUYHIIATH MOCPEACTBOM KOJOHOYHOM
xpomatorpaduu (cunukarens, nerponedHbd 3¢up/EtOAc 2:1) ¢ momyueHuem

COeMHEHHA 35 B BHUJIE TPA3HO-0€I0TO TBEpAOoTo BemecTsa (270 mr, 53%).

[000262]  HPLC-MS [M+H]" 380,24; T.mr: 108-110°C; 'H SIMP (400 MIw,
CDCls) § 8,49 (m, 1H), 8,09-7,99 (m, 1H), 7,92 (d, J = 9,2 ', 1H), 7,81-7,66 (m,
3H), 7,08-6,98 (m, 2H), 4,49 (dt, J = 13,5, 3,9 'y, 2H), 4.16 (q, /= 7,1 I', 2H), 3,14
(ddd, J = 13,8, 11,5, 2,9 ', 2H), 2,61 (tt, J = 11,0, 4,0 ['w, 1H), 2,11-2,00 (m, 2H),
1,89-1,74 (m, 2H), 1,27 (t, J = 7,1 T, 3H); °C SIMP (101 MI', CDCly) & 174,69,
164,05, 157,50, 147,73, 145,67, 139,60, 137,55, 134,73, 130,28, 128,35, 127,42,
125,28, 123,01, 110,48, 109,61, 60,55, 44,76, 41,45, 27,93, 14,23,

[000263] B omHOM BapuaHTe OCYHICCTBIEHHS CIIOCOO CHHTE3a COCTUHECHHA 38
(rugpoxnopun  1-(6-(6-GpTOpIHPHIUH-3-HT)XUHOTHH-2-WJT ) TUIIEPUITHH-4-KapOOHOBOM

KHCJIOTBI) ABTAETCS CIIE Ty FOIIHM.

KOH

i M !
v i ’;: ‘ ‘ |
N° N uokcan ‘
Coenunenne 35 OFt 80°C.4u Coeaunenne 38 WQH

O O

[000264]  Bopawsrii pacTBOp rHAPOKCHAA Kamus (3,8 MiL, 5 H. pacTBOp) AOOABIIAIH B
pacTBop COEIMHEHUS 35 (3Tun-1-(6-(6-pToprmpUIUH-3 -1 )XUHOTHH-2-
un)munepuaua-4-kapookcunar) (150 mr, 0,3 Mmmomp) B auokcane (3,8 mm).
Ob6ecneunBamu nepememmBanne cmecu npu 80°C Ha mpoTskeHnn 4 4acoB. J[MOKcaH
BBINIAPUBAIIM U MOJTYYEHHYIO BOJHYIO CMECH MOJKHCIIANM ¢ nmomoibio 37% pacTBopa
XJIOPUCTOBOJOPOAHOM KHUCIOTHI ¢ TmonydeHueM cycnensud npu 0°C. Ilpoaykr
BBIIETSUTA TTyTeM (DUIBTPOBAHUSA, TPOMBIBATTH BOJAOW W BBICYINHBAIH TPH BBICOKOM
Bakyyme npu 40°C. CoenmHenue 38 BBAECTANH B BUAE TPA3HO-OEIOrO TBEPIOTO

Bemectsa (116 mr, 100%).
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[000265] HPLC-MS [M+H]" 352,16; T.mn: 271-274°C; 'H SIMP (400 MTIw,
DMSO-d6) § 13,68 (bs, 1H), 12,41 (bs, 1H), 8,66 (d, J = 2,6 'y, 1H), 8,63-8,44 (m,
1H), 8.45-8,35 (m, 2H), 8,33-8,28 (m, 1H), 8,18-8,05 (m, 1H), 7,65 (d, J = 9,8 I',
1H), 7,42-7,31 (m, 1H), 4,78-4,47 (m, 2H), 3,60-3,49 (m, 2H), 2,75 (&, J = 10,7,
43 T'w, 1H), 2,04 (dd, J = 13,8, 3,9 'y, 2H), 1,84-1,69 (m, 2H); *C SIMP (101 MI'y,
DMSO-d6) § 175,61, 164,34, 161,99, 146,04, 145,89, 140,83, 133,26, 132,62, 131,12,
126,49, 121,63, 113,65, 110,50, 110,12, 47,21, 39,45, 28,06.

[000266] B omHOM BapuaHTE OCYINECTBICHHS CIIOCOO CHUHTE3a COEAUHEHHS 37
(atun-1-(6-(2-¢propnupuauH-4-1a)XUHOIUH-2 - W) TUIIEPUINH-4-KapOOKCHIIaT)

ABJEAACTCA CIICAYIOIIHUM.
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[000267] Terpakuc(rpudennndocdun)manmammuii(0) (75 wmr, 0,06 MMOJTB)
A00ABISAITA B IEPEMEIIMBAEMYTO CYCIICH3HIO TIPOMEKYTOYHOTO coequHeHus 1 (3Tmi-1-
(6-6poMXUHOMUH-2-Hn)AniepuanH-4-kapookcumar) (500 mr, 1,3 mmomp),  (2-
¢ roprupuauH-4-11)00poHOBOM KHUCIOTHI (211 Mr, 1,5 MMonb) W KapOoHaTa wLE3Ws
(2,5 M, 3 M pactBop) B cmecu auokcana (13 mm) u Boxel (2,1 mim). OGecnieunBanmu
nepeMemuBanue cycnensun npu 30°C Ha mnporskeHuu 4 yacoB. PactBopuTens
BBITIAPHUBAJIM TP BHICOKOM BAKyyM€ M OCTATOK OYHIIATH MOCPEACTBOM KOJOHOYHOM
xpomatorpaduu (cwnukarens, nerponedHbid 3¢up/EtOAc 2:1) ¢ momyueHuem

coenmuHeHHA 37 B BHJIE TPA3HO-0€I0TO TBepAoTro BemecTsa (150 mr, 23%).

[000268]  HPLC-MS [M+H]" 380,23; T.mm: 120-121°C; 'H SIMP (400 MTw,
CDCl;) & 8,25 (d, J = 5,3 'y, 1H), 7,93 (d, J = 9,2 T, 2H), 7,88-7,85 (m, 1H), 7,81-
7,74 (m, 2H), 7,48 (dt, J = 5,3, 1,7 'y, 1H), 7,20 (bs, 1H), 7,05 (d, J = 9,2 ', 1H),
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4,50 (dt, J = 13,9, 4,0 T'w, 2H), 4,16 (q, J = 7,1 T, 2H), 3,22-3,10 (m, 2H), 2,61 (tt, J
= 11,0, 4,0 T'w, 1H), 2,05 (dq, J = 12,3, 3,6 'y, 2H), 1,81 (dtd, J = 13,4, 11,2, 4,0 I'y,
2H), 1,27 (t, J = 7,1 T, 3H); °C SIMP (101 MTI'y, CDCl3) § 174,61, 165,84, 157,68,
153,73, 148,79, 147,96, 137,78, 130,25, 127,83, 127,48, 12591, 122,79, 119,15,
110,48, 106,36, 60,55, 44,63, 41,41, 27,94, 14,23.

[000269] B omHOM BapuaHTE OCYINECTBICHHS CIIOCOO CHHTE3a cOoeauHEHHs 51
(rugpoxnopun  1-(6-(2-pTopmupunuH-4-Un)XUHOIHH-2 -1 ) TUIEPUITUH-4-KapOOHOBOK

KHUCIIOTBI) SIBJISIETCS CJIETYFOIIIHM.

KOH
e
Huoxcan N oH
QEtL
Coemnuenue 37 80°C. 54 Coeaunenne 51
o] O

[000270] Boausrii pactBop ruapokcuaa kamas (15,7 mi, 5 H. pacTBOp) T0OABIIAITA
B pactBop coemmHeHus 37  (9tmia-1-(6-(2-¢propnumpuanH-4-wi1)XHHOTHH-2-
un)munepuauH-4-kapookcwnar) (500 mr, 1,3 mmomp) B amokcane (15,7 mm).
Ob6ecreunBamy nepemermmBanne cMecu npu 80°C Ha mpoTskeHHH S 4acoB. JlMOKcaH
BBINIAPUBAJIM U MOJYYEHHYIO BOJHYIO CMECh MOJKHCIIIM ¢ momoibio 37% pacTBopa
XJIOPUCTOBOJOPOJAHOM KHUCIOTHI ¢ TmonydeHueM cycnensun npu 0°C. Ilpoaykr
BBIICTSUTA TTyTeM (DUIBTPOBAHUS, MPOMBIBATTH BOJAOW W BBICYINHBAIN TPH BBICOKOM
Bakyyme npu 40°C. CoenmHenue 51 BBLAECTANHM B BUAE TPA3HO-OEIOTO TBEPIOTO

Bemectsa (509 mr, 100%).

[000271]  HPLC-MS [M+H]" 352,13; T.mn: 326-330°C; 'H SIMP (400 MTIw,
DMSO-d6) § 13,78 (bs, 1H), 12,39 (bs, 1H), 8,64-8,44 (m, 2H), 8,45-8,33 (m, 2H),
8,29-8,19 (m, 1H), 7,85-7,78 (m, 1H), 7,70-7,59 (m, 2H), 4,69-4,47 (m, 2H), 3,59-3,51
(m, 2H), 2,75 (tt, J = 10,7, 4,3 T, 1H), 2,04 (dd, J = 13,8, 4,0 'y, 2H), 1,83-1,68 (m,
2H); °C SIMP (101 MI'm, DMSO-d6) & 175,63, 165,78, 163,45, 152,18, 148,87,
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148,71, 130,74, 127,34, 121,59, 119,88, 113,77, 107,09, 106,70, 47,16, 39,76, 32,58,
28.08.

[000272] B omHoM BapuaHTe OCYINECTBICHHS CMOCOO0 CHHTE3a coeauHeHus 40
(atun-1-(6-(2-me T pUIRH-4-1i1) XMHOJIWH-2 - 1T TUIEPH AN H-4-KapOOKCHaT)

ABJIAETCA CIIEMYFOLIHM.
CH{;
[\ |
B(OH),

Br “ Pd (PPha)s
CsCO4
P
N° N Juoxcarn/Boaa

IMpomexyTounoe L OEt 5C ) OEEt
coeamuenue 1 80°C. 20w Coeaunerue 40 o

[000273] Terpakuc(rpudenundocdun)manmaamuii(0) (100 mr, 0,09 MmMOJ1B)
N00aBIISIN B IEPEMEITUBAEMYIO CYCIIEH3HIO TIPOMEKYTOYHOTO coequHeHHA 1 (3THi-1-
(6-OpoMXUHOTUH-2-uN )unepuanH-4-kapookcunar) (700 mr, 1,9 mmonp),  (2-
METHIITAPUINH-4-1T1)00pOHOBON KUCTOTHI (290 Mr, 2,1 MMOITB) W KapOoHaTa LE3Hs
(3,5 M1, 3 M pactBop) B cmecu auokcana (18 mur) m Bogsr (3 mm). OOecneunBanm
nepememuBanue cycrneHsun npu 80°C Ha nporsmkeHun 20 yacos. PactBopurtens
BBITIAPUBAJIM TPH BHICOKOM BAKyyME€ M OCTATOK OYHIIATH MOCPEACTBOM KOJOHOYHOM
xpomatorpaduu (cumukarens, nerponedHsid 3¢up/EtOAc 1:2) ¢ momyueHuem

coenuaeHus 40 B BHJIE KEeNTOTO TBEPA0Tr0 BemecTsa (160 wr, 20%).

[000274] HPLC-MS [M+H]" 376,35; T.mn: 134-135°C; 'H SIMP (500 MTIw,
CDCl;) & 8,58-8,50 (m, 1H), 7,93 (d, J = 9,1 T', 1H), 7,86 (d, J = 2,1 T'y, 1H), 7,81
(dd, J = 8,7, 2,1 Ty, 1H), 7,76 (d, J = 8,7 T'w, 1H), 7.47 (s, 1H), 7,43-7,38 (m, 1H),
7,03 (d, J=9,2 Ty, 1H), 4,49 (dt, J = 13,6, 3,9 'y, 2H), 4,16 (q, J = 7,1 I'w, 2H), 3,15
(ddd, J = 13,9, 11,6, 2,9 ', 2H), 2,64 (s, 3H), 2,63-2,57 (m, 1H), 2,09-2,00 (m, 2H),
1,87-1,75 (m, 2H), 1,27 (t, J = 7,1 T, 3H); °C SIMP (126 MI'y, CDCl3) & 174,64,
158,62, 157,55, 149,25, 148,63, 148,39, 137,77, 131,66, 128,13, 127,29, 125,64,
122,88, 120,98, 118,65, 110,35, 60,54, 44,72, 41,44, 27,95, 24,46, 14,24,
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[000275] B omHOoM BapuaHTE OCYINECTBICHHS CIIOCOO CHHTE3a COEAUHEHHS 53
(ruapoxmopun 1-(6-(2-Me THITUPUANH-4-HJT)XHHOJIWH-2 - A1 ) TATIE PUAUH-4 -

KapOOHOBOW KHUCIIOTHI) SIBIIAETCS CIIEAYFOIINM.

KOH
Muoxcan

oKcaE OH
80°C. 44 Coeannenne 53 L:J\rf

[000276] BonHsrit pacTBop rumpokcuaa kamus (8,4 mui, 5 H. pacTBOp) A0OABIAIH B

pacTBoOp COCTUHECHUS 40 (atun-1-(6-(2-MeTUIUPUIUH-4 - W) XUHOJTUH-2 -
unnunepuaua-4-kapookcwnar) (270 mr, 0,7 Mmmonp) B guokcane (8,4 mom).
Ob6ecneunBamu nepemenmBanue cmecd npu 80°C Ha npoTspkeHHH 4 4yacoB. J[MOKcaH
BBIMIAPUBAJIM U MOJYUYEHHYIO BOJHYIO CMECH MOAKHUCIIIM ¢ MOMOIBI0 37% pacTBopa
XJIOPUCTOBOJOPOJAHONM KHUCIOTHI ¢ TonydeHueM cycnensun npu 0°C. Ilpoaykr
BBIICTSUTH TTyTeM ()UIBbTPOBAHUS, TIPOMBIBATTH BOAOW W BBICYINHBAIN TPH BBICOKOM

Bakyyme Tipu 40°C. Coenunenue 53 BBIIESAIN B BHAC JKEITOTO TBEPAOTO BEIIECTBA

(280 mr, 100%).

[000277]  HPLC-MS [M+H]" 348,16; T.mn: 340-345°C; 'H SIMP (400 MTw,
DMSO-d6) § 12,41 (bs, 1H), 8,87-8,80 (m, 1H), 8,68-8,62 (m, 1H), 8,59-8,31 (m, 4H),
8,32-8,25 (m, 1H), 7,65 (d, J = 9,7 T', 1H), 4,69-4,47 (m, 2H), 3,64-3,54 (m, 2H),
2,82 (s, 3H), 2,74 (tt, J = 10,3, 4,1 T, 1H), 2,03 (dd, J = 13,9, 3.9 'y, 2H), 1,83-1,62
(m, 2H); C SIMP (126 MI'y, DMSO-d6) & 175,75, 154,20, 134,20, 141,50, 141,82,
130,64, 128,78, 124,36, 121,89, 121,21, 113,67, 46,68, 40,54, 28,12, 19,89.

[000278] B oaHOM BapuaHTE OCYINECTBICHHS CIIOCOO0 CHUHTE3a coeauHeHus 41
(atun-1-(6-(3,5-mumMeToKCH(EHUIT ) XHHOIHH-2 -1 ) TATIEPUARH-4-KapOOKCHUIIAT)

ABIACTCA CICAYIOIIHUM.
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[000279] Terpakuc(rpudennndocdun)nanmaamuii(0) (100 mr, 0,09 MmMOB)
A00aBISAIM B IEPEMEIIMBAEMYIO CYCIIEH3HIO POMEKYTOYHOTO coeauneHus 1 (3tui-1-
(6-OpoMXHUHONMHMH-2-UM)HNIepuAnH-4-kapookemwnar) (700 mr, 1,9 mmoms),  (3,5-
AUMETOKCH(EHUIT)OOPOHOBOM KHUCITOTHI (380 mMr, 2,1 MMONb) W KapOOHaTa IE3HS
(3,5 mm, 3 M pactBop) B cmecu nuokcana (18 mm) u Boasl (3 mum). ObecneunBanu
nepeMenmuBanve cycnensuu npu 80°C Ha mporspkeHuu 17 wacoB. PactBopurens
BBIITAPUBAIIN TIPH BBICOKOM BaKyyM€ M OCTATOK OYHINAIH MOCPEACTBOM KOJIOHOYHOU
xpomarorpadpuu (cunukarenb, mneTponedHsl 3¢pup/EtOAc 4:1) ¢ mnomydeHuem

coenuHeHHs 41 B BHIE TPA3HO-0€IIOTO TBEpAOTO BemecTBa (520 mr, 63%).

[000280]  HPLC-MS [M+H]" 421,30; . mi.: 85-87°C; 'H SIMP (500 MI'w, CDCl5)
7,92 (d, J=92Tw 1H), 7,81-7,71 (m, 3H), 7,02 (d, J = 9,2 T, 1H), 6,82 (d, J =
2,2 T, 2H), 6,54-6,43 (m, 1H), 4,48 (dt, J = 13,5, 4,1 T, 2H), 4,16 (q, J = 7,1 T’y
2H), 3.87 (s, 6H), 3,21-3,08 (m, 2H), 2,60 (tt, J = 11,0, 4,0 'y, 1H), 2,09-2,01 (m,
2H), 1,89-1,76 (m, 2H), 1,27 (t, J = 7,1 Ty, 3H); C SIMP (126 MI', CDCl;) &
174,73, 171,56, 161,12, 157,36, 143,17, 137,70, 134,97, 128,99, 126,85, 125,16,
122,92, 110,20, 105,33, 99,07, 60,52, 55,46, 44,90, 41,49, 27,95, 14,25,

[000281] B omHOM BapmaHTE OCYMIECTBJICHHS CIIOCOO CHHTE3a coeauaeHus 46 (1-
(6-(3,5-auMeTOKCU(EHIIT) XUHOTTHH-2-HJT ) TUTIEPUIHH-4-KapOOHOBast KHCJIOTA)

ABIACTCA CICAYIONIHUM.
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[000282]  BopaHsri pacTBOp rHApPOKCHAA Kamus (5 MII, 5 H. pacTBOp) A0OABIAIH B
pacTBop COCIUHEHUSA 41 (aTun-1-(6-(3,5-aumeTOKCH(PEHUIT ) XMHOIUH-2 -
un)munepuaud-4-kapookcunar) (200 mr, 0,4 Mmmons) B auokcaHe (5 ).
Oo6ecneunBanu nepememupanue cmec npu 30°C Ha mpoTskeHuH 4 4acoB. JMokcaH
BBITIAPUBAIM U MOJYUYEHHYIO BOJHYIO CMECH IMOAKHCIIUIM C MOMOIIBI0 37% pacTBopa
XJIOPUCTOBOJOPOJHOM KHUCIIOTHI ¢ TmonyueHueM cycnensun npu 0°C. Ilpoaykr
BBIJIEIATM MyTeM (PUIBTPOBAHUS, MPOMBIBATH BOJOW W BBICYIIUBAIH TPH BBICOKOM
Bakyyme npu 40°C. Coenunenue 46 BBIACISUIA B BHAE OECHBETHOTO TBEPAOTO
BemecTsa (170 mr, 100%).

[000283]  HPLC-MS [M+H]" 393,25; 1. mm: 248-251°C; 'H SIMP (400 MTw,
DMSO-d6) § 12,49 (bs, 1H), 8,43 (d, J = 9,7 Ty, 1H), 8,33-8,24 (m, 2H), 8,16-8,09
(m, 1H), 7,64 (d, J = 9.8 T, 1H), 6,92 (d, J = 2,2 Ty, 2H), 6,56 (t, J = 2,2 T, 1H),
4,53-4,45 (m, 2H), 3,84 (s, 6H), 3,53-3,47 (m, 2H), 2,74 (tt, J = 10,5, 4,2 T, 1H),
2,10-2,00 (m, 2H), 1,83-1,69 (m, 2H); *C SIMP (126 MI'y, DMSO-d6) & 175,65,
161,46, 151,90, 142,98, 141,05, 136,78, 132,49, 131,38, 126,25, 121,54, 113,31,
105,30, 100,16, 55,85, 47,19, 40,36, 28,07.

[000284] B omHoM BapuaHTe OCYINECTBJICHHS CIIOCOO CHHTE3a COCAUHEHHS 42
(atun-1-(6-(1H-uam00-5-11)XHHO THH-2 - W) ITATIE PU U H-4 -KapOOKCHITAT) ABIACTCA

CJIETYIOLIUM.
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[000285] Terpakuc(rpudennndocdun)nanmaamii(0) (100 wr, 0,09 MmMOB)
T00ABIITH B TIEPEMEIIUBAEMYIO CYCTICH3HIO TIPOMEKYTOYHOTO coequHeHus 1 (3Twi-1-
(6-6poMxuHOMMH-2-un)unepuauH-4-kapookcunar) (700 mr, 1,9 mmons), (1H-uagon-
5-un)ooponoBoii kuciotTel (330 mr, 2,1 MMob) H KapOoHaTa mesus (3,5 mi, 3 M
pacTBop) B cMecH auokcana (18 mur) m Boxbr (3 mur). OOecnieunBaIk MepeMEITHBAHHIE
cycienzun npu 80°C Ha mporsskeHuu 17 yacoB. PacTeopuTens BbImapuBaau IpU
BBICOKOM BaKyyM€ M OCTATOK OYMIIAIN TOCPEACTBOM KOJOHOYHOH Xpomatorpaduu
(cmmukarens, nerponeiabil 3¢pup/EtOAc 4:1) ¢ monyuenneM coeqrHeHUs 42 B BUEC

ceporo TBepaoro Bemectsa (470 mr, 57%).

[000286] HPLC-MS [M+H]" 400,22; T. mm: 159-162°C; 'H SIMP (400 MTw,
CDCl;) 6 8,27 (bs, 1H), 7,96-7,92 (m, 2H), 7,90 (dd, J= 8,7, 2,2 T, 1H), 7,84 (d, J =
2T, 1H), 7,78 (d, J = 8,7 'y, 1H), 7,58-7,50 (m, 1H), 7,50-7,42 (m, 1H), 7,25-7,23
(m, 1H), 7,02 (d, J = 9,2 T'w, 1H), 6,63-6,61 (m, 1H), 4,48 (dt, J = 13,7, 3,9 'y, 2H),
4,17 (q, J = 7,1 T, 2H), 3,12 (ddd, J = 13,3, 11,5, 2,9 T, 2H), 2,59 (tt, J = 11,1,
4,0 T, 1H), 2,11-2,00 (m, 2H), 1,91-1,76 (m, 2H), 1,28 (t, J = 7,1 T'y, 3H); °C SIMP
(101 MI', CDCl5) § 174,83, 157,25, 146,91, 137,59, 136,52, 135,18, 133,11, 129,60,
128,49, 126,80, 124,89, 124,83, 123,22, 121,87, 119,12, 111,28, 110,10, 102,98,
60,50, 44,98, 41,56, 27,97, 14,25.

[000287] B omHOM BapuaHTe OCYINECTBJICHHS CIMOCOO CHHTE3a COeAUHEHUS 45
(THIPOXITOPU 1-(6-(1H-uHI0II-5-1IT)XHHO THH-2- 1T ) TATIEPU T HH-4-KapOOHOBOH

KHUCIIOTBI) SIBJISIETCSI CITE Y FOTIIHM.
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[000288] Boausriii pactBop ruapokcuaa kamus (6,3 MIL, 5 H. pacTBOp) A00ABISIIH B
pactBop coenuHeHus 42 (3tun-1-(6-(1H-ueA07-5-11)XUHOMHH-2-1IT)TUIEPUIUH-4-
kapOokcunar) (200 mr, 0,5 mmoms) B guokcane (6,3 mum). OOecneunBamu
nepeMeniuBanue cmecu npu 60°C Ha npoTsykeHuH 4 yacoB. J[MOKCAH BBINAPUBAIH U
MOJYYEHHYI0O  BOJHYIO CMECh TMOAKUCIIM ¢ momompio 37%  pactBopa
XJIOPUCTOBOJOPOJHOM KHUCIIOTHI ¢ TmonyueHueM cycnersun npu 0°C. Ilpoaykr
BBIJICIATM MyTeM (PUIBTPOBAHUSA, MPOMBIBATM BOJOW W BBICYINHUBAIH TPH BBICOKOM
Bakyyme npu 40°C. Coenunenue 45 BBIACTSAIM B BHIE XKEITOrO TBEPAOTO BELIECTBA

(185 mr, 80%).

[000289]  HPLC-MS [M+H]" 372,24; T.mm: 318-321°C; 'H SIMP (400 MTw,
DMSO-d6) § 13,44 (bs, 1H), 12,47 (bs, 1H), 11,30 (s, 1H), 8,50-8,43 (m, 1H), 8,39 (d,
J=88Tu, 1H), 8,22 (d, J=2,1 T, 1H), 8,18-8,10 (m, 1H), 7,94 (d, J = 1,5 'y, 1H),
7,62 (d, J = 9,8 Ty, 1H), 7,57-7,47 (m, 2H), 7,46-7,37 (m, 1H), 6,55-6,49 (m, 1H),
4,56-4,47 (m, 2H), 3,58-3,48 (m, 2H), 2,75 (tt, J = 10,5, 4,2 T, 1H), 2,11-2,00 (m,
2H), 1,84-1,69 (m, 2H); C SIMP (126 MI', DMSO-d6) & 175,65, 151,56, 143,08,
138,90, 136,15, 131,53, 130,01, 128,77, 126,81, 125,48, 121,77, 120,68, 118,79,
113,04, 112,52, 102,04, 47,15, 40,36, 28,06.

[000290] B oaHoM BapuaHTE OCYINECTBJICHHS CIIOCOO CHHTE3a COEAUHEHHS 43
(atun-1-(6-(6-(TprudTOpMETHI ) TUPUIHH- 3 -HT )X HTHOTHH- 2 -JT) TTTIE PU A H-4 -

KapOOKCHIIAT) SABISIETCA CIETYFOIINM.
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[000291] Terpakuc(rpudennndocdun)nanmaamuii(0) (100 wr, 0,09 MmMOB)
A00aBISAIM B IEPEMEIIMBAEMYIO CYCIIEH3HIO POMEKYTOYHOTO coeauHeHus 1 (3tui-1-
(6-OpoMxuHONMUH-2-un)nunepuana-4-kapookcunar) (700 mr, 1,9 mmomp),  (6-
(TpudropmeTHn)IUpHAMH-3-1T)00POHOBOW  KucaoThl (400 Mr, 2,1 MMOIB) W
kapOonara 1e3us (3,5 mi, 3 M pactBop) B cmecu auokcana (18 mir) m Boasr (3 mo).
ObecneunBamu mepememuBanue cycrnensud npu 80°C Ha mpoTspkeHHH 15 yacos.
PacTBopuTeNns BRIMAPHUBAIN MPU BHICOKOM BAKYyME U OCTATOK OYMILAIU OCPEACTBOM
KOJIOHOYHOM Xpomatorpadhuu (cwmmkarenb, mnetponednsidi 3¢up/EtOAc 4:1) ¢

MOJTyY€HUEM COeTHHEHUS 43 B BUAE OecuBETHOTO TBEPAOTO BemecTsa (230 mr, 26%).

[000292] HPLC-MS [M+H]" 430,21; T mn: 183-184°C; 'H SIMP (400 MTw,
CDCl;) 69,02 (d, J= 2,2 Ty, 1H), 8,14 — 8,07 (m, 1H), 7,94 (d, J = 9,2 T'u, 1H), 7,85~
7,72 (m, 4H), 7,06 (d, J = 9,2 T, 1H), 4,51 (dt, J = 13,5, 3.9 T, 2H), 4,17 (¢, J =
7,1 T, 2H), 3,16 (ddd, J = 13,8, 11,4, 2,9 'y, 2H), 2,62 (tt, J = 11,0, 4,0 ', 1H),
2,11-2,00 (m, 2H), 1,92-1,74 (m, 2H), 1,27 (t, J = 7,1 T, 3H); ®C SIMP (101 MTI'y,
CDCly) & 174,62, 157,61, 148,29, 146,41, 146,06, 139,29, 137,64, 135,09, 129,72,
128,22, 127,69, 125,93, 123,13, 122,99, 120,43, 110,52, 60,55, 44,67, 41,43, 27,93,
14,23.

[000293] B omHoM BapuaHTE OCYINECTBICHHS CIIOCOO CHHTE3a COCAUHEHHS 52
(rugpoxnopun  1-(6-(6-(TpUPTOPME THIT)TUPUAHH- 3 -HIT )X HHOJIWH-2 - AT ) TATIE PUTHH-4-

KapOOHOBOW KHUCIIOTHI) SIBIIACTCS CIIEAYFOIIHM.
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[000294]  Bopausni pacTBOp ruApoKcuaa kamus (7,5 mi, 5 H. pacTBOp) A0OABIIAIH B
pactBop coemuHeHus 43 (3tuin-1-(6-(6-(TpudTopMETHN)TUPUINH-3 - U )XUHOJIUH-2-
un)munepuaud-4-kapookcunar) (250 mr, 0,5 mmons) B gmokcanHe (7,5 m).
Oo6ecneunBanu nepememuBanue cmecu mpu 80 °C B teuenue 24 yacos. Yepes 24 u
nobasmsnu auokcad (7,5 M), 3aTeM BOJHBIN pacTBOp ruapokcuaa kamus (7,5 mi, 5 H.
pacTBOp) W O0OECHEUMBAIA TEPEMEIIMBAHHE PEAKIMOHHOW CMECH C OOpaTHBIM
XOJNOJUIBHUKOM B TeueHHe 24 4. (Cmech BbIMApUBAIM M TOJYYEHHBIM OCTaTOK
MOJAKUCIISUTA € TIOMOIINBI0 37% pacTBOpa XJIOPUCTOBOJAOPOAHOM KHCIOTHI. Ocalok HE
o0pazoBaics, ¥ BOJHBIH pacTBOp SKcTparuposamu ¢ momomseio EtOAc, opranudeckuii
CIIOW BBICYIIMBAIHM C MOMOIIbI0 0e3BogHOrO Na,SO,, (HIbTpOBaIM W BHITAPUBAIA
MPH BBICOKOM BAaKyyMe C TOJIYYEHHEM COCOUHEHHA 52 B BUAE TPA3HO-0ETIOTO

tBepaoro Bemectsa (120 mr, 60%).

[000295]  HPLC-MS [M+H]" 402,15; T.mm: 303-307°C; 'H SIMP (400 MTw,
DMSO-d6) § 13,78 (bs, 1H), 12,43 (bs, 1H), 9,21 (d, J = 2,2 T, 1H), 8,61-8,48 (m,
1H), 8,52-8,45 (m, 1H), 8,45-8,37 (m, 2H), 8,27-8,19 (m, 1H), 8,05 (d, J = 8,2 ',
1H), 7,67 (d, J = 9,7 Ty, 1H), 4,61-4,53 (m, 2H), 3,75-3,41 (m, 2H), 2,75 (tt, J = 10,5,
4,4 Ty, 1H), 2,10-2,01 (m, 2H), 1,84-1,69 (m, 2H); C SIMP (126 MI'u, DMSO-d6) &
175,66, 152,40, 148,62, 145,61, 143,40, 142,70, 137,90, 136,45, 131,98, 131,15,
127,26, 123,31, 121,68, 121,42, 121,43, 113,69, 47,16, 39,64, 28,09.

[000296] B omHoM BapuaHTe OCYINECTBJICHHS CIIOCOO CHHTE3a coeauHeHus 44
(atun-1-(6-(MupUMUAINH-5 -1 ) XHHOTAH-2-HJ1 ) TATIEPUANH-4-KapOOKCUIIAT)  SIBIIAETCA

CJIEYIOLIUM.
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[000297] Terpakuc(rpudpennndpochun)nammammii(0) (92,4 wmr, 0,08 MMOIB)
A00aBIAIN B IEPEMEIIMBAEMYIO CYCIIEH3HIO POMEKYTOYHOTO coeaquHeHust 1 (3tui-1-
(6-OpOMXUHOIMH-2-UJT)TUNIEpUANH-4-KapOOKCHUIIAT) (600 mr, 1,6 MmMoIIB),
MUPUMHUIUH-5-HI00POHOBOM KUCIOTHI (223 Mr, 1,8 MMomb) 1 kapOoHaTa 11e3us (3 M,
3M pactBop) B cmecu guokcaHa (15mm) u Bomel (2,5 mm). OOecneunBanu
nepemenmBanue cycnensun npu 80°C Ha mpoTspkeHuu 17 wacoB. PactBopurens
BBIIIAPUBAJIM IPH BBICOKOM BAaKyyME M OCTATOK OYMIIAIY MOCPEACTBOM KOJIOHOYHOM
xpomarorpadpuu (cunukarenb, mneTponedHsid 3¢pup/EtOAc 1:2) ¢ mnomydeHuem

coeauHeHus 44 B BUe OeciBETHOTO TBEPAOTO BemecTsa (360 mr, 60%).

[000298]  HPLC-MS [M+H]" 363,22; T.mm: 128-130°C; 'H SIMP (400 MTw,
CDCls) 6 9,18 (s, 1H), 9,03 (s, 2H), 7,94 (d, J = 9,1 T'w, 1H), 7,83-7.77 (m, 2H), 7,77-
7,70 (m, 1H), 7,05 (d, J = 9,2 T, 1H), 4,50 (dt, J = 13,8, 3,9 ', 2H), 4,16 (q, J =
7,1 T, 2H), 3,21-3,09 (m, 2H), 2,61 (tt, J = 11,0, 4,0 Ty, 1H), 2,11-2,00 (m, 2H),
1,89-1,74 (m, 2H), 1,27 (t, J = 7,1 T, 3H); °C SIMP (101 MI'y, CDCly) & 174,62,
157,60, 157,00, 154,69, 148,24, 137,55, 134,18, 127,82, 127,61, 125,52, 123,06,
110,55, 60,54, 44,66, 41,42, 27,93, 14,23.

[000299] B omHOM BapuaHTE OCYIIECTBIICHHS CIIOCOO CHHTE3a COeauHCHHS 48
(THapOXIIOPHL 1-(6-(TUPUMUTHUH- 5 - 1T ) XHHOJIWH-2 - W) ITATIE PUTHH-4-KapOOHOBOU

KHUCITOTBI) SIBJISIETCS CITIE Y FOTIIHM.
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[000300] Boausriit pacTBop ruapokcuaa kamus (6,3 MIL, 5 H. pacTBOp) A00ABISIIH B
pactBop coeauneHusa 44 (3tui-1-(6-(MUpUMUINH-S5-HUIT)XUHOIHH-2 -1 )TUIIEPUIUH-4 -
kapOokcunar) (200 mr, 0,5 mmoms) B guokcane (6,3 mi). OOecneunBamu
nepeMeniuBanue cmecu npu 80°C Ha mpoTskeHHH 6 yacoB. J[MOKCAH BBIIAPUBAIH U
MOJYYEHHYI0O  BOAHYIO CMECh TMOAKUCIIIM ¢ momompio 37%  pactBopa
XJIOPUCTOBOJOPOJHOM KHUCIIOTHI ¢ TmonyueHueM cycnersun npu 0°C. Ilpoaykr
BBIJICIATM MyTeM (PUIBTPOBAHUS, NPOMBIBAM BOJOW W BHICYINHUBAIHM TPH BBICOKOM
Bakyyme npu 40°C. Coenunenue 48 BBIAECISUIM B BHAE OECHBETHOTO TBEPHOTO
BemecTsa (200 mr, 100%).

[000301] HPLC-MS [M+H]" 335,20; T.mn: 306-310°C; 'H SIMP (400 MTw,
DMSO-d6) § 13,94 (bs, 1H), 9,35-9,14 (m, 3H), 8,70 (d, J = 8,8 ', 1H), 8,51-8,39
(m, 2H), 8,29-8,21 (m, 1H), 7,70 (d, J = 9,8 T, 1H), 4,61 (bs, 2H), 3,65-3,53 (m, 2H),
2,76 (tt, J = 10,6, 4,3 T, 1H), 2,05 (dd, J = 14,0, 3,9 I'y, 2H), 1,85-1,70 (m, 2H); °C
SIMP (101 M, DMSO-d6) & 175,56, 157,86, 15521, 151,71, 142,78, 137,81,
132,35, 131,02, 130,60, 126,84, 121,57, 119,59, 113,99, 47,52, 39,54, 28,11.

[000302] B omHoM BapuaHTE OCYINECTBJICHHS CIOCOO CHHTE3a coeauHeHus 50

(orn-1-(6-(6-Me THIUPHIAH-3 - AT ) XMHOJIWH-2 -HJT ) TUTIE PN H-4-KapOOKCHIIaT)

NS~ pioh),

ABIACTCA CICAYIONIHUM.

, > Pd (PPha)s
i CsCOs N )
Hpomem*m&&oa TToxcan/Boaa N t&rga
e : 7 . . "
coeannenne 1 I 207, 174 Caamegm 50 T
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[000303] Terpaxuc(rpudennndocdun)manmammuii(0) (150 wr, 0,13 MMOB)
A00aBIAIN B IEPEMEIIMBAEMYIO CYCIIEH3HIO IPOMEKYTOYHOTO coeaquHeHus 1 (3tmi-1-
(6-6poMxuHOMMH-2-un)nunepuanH-4-kapookcunar) (1r, 2,7 MMoIb),  (6-
METHIITAPUINH-3-1T1)00pOHOBON KUCTOTHI (410 Mr, 3,0 MMonTb) W KapOoHaTa LEe3us
(5 mn, 3 M pactBOp) B cmMecH auokcaHa (26 mum) u Bogmel (4,2 mm). OGecnieunBanu
nepeMemuBanue cycnensuu npu 80°C Ha mnporskenuu 24 yacoB. PactBoputens
BBIMIAPUBAJIM TPU BHICOKOM BaKyyM€ M OCTATOK OYHINATH MOCPEACTBOM KOJOHOYHOM
xpomatorpaduu (cunukarens, nerponernsid 3¢up/EtOAc 2:1-1:1) ¢ momyueHuem

coeauHeHus 50 B BUae opamkeBoro Teepaoro semectna (160 mr, 14%).

[000304] HPLC-MS [M+H]" 376,24; 1. mn: 214-218°C; 'H SIMP (400 MIw,
CDCl;) & 8,86-8,78 (m, 1H), 7,93 (d, J = 9,2 T'y, 1H), 7,91-7,81 (m, 1H), 7,83-7,68
(m, 3H), 7,23 (d, J = 8,0 T'w, 1H), 7,03 (d, J= 9,2 ', 1H), 4,48 (dt, J = 13,5, 3,9 ',
2H), 4,16 (q, J = 7,1 Ty, 2H), 3,14 (ddd, J = 13,9, 11,5, 2,9 T'y, 2H), 2,70-2,48 (m,
4H), 2,05 (dd, J = 13,4, 3,9 ', 2H), 1,89-1,74 (m, 2H), 1,27 (t, J = 7,1 Ty, 3H); °C
SIMP (126 MI'n, CDCls) § 174,70, 157,40, 156,73, 147,60, 147,40, 137,57, 134,56,
133,51, 131,56, 128,45, 127,31, 125,01, 123,17, 123,06, 110,31, 60,52, 44,79, 41,48,
27,95, 24,10, 14,25.

[000305] B oaHOM BapuaHTE OCYINECTBJICHHS CIOCOO0 CHHTE3a coeauHeHus 30
(TEHAPOXTIOPHLT 1-(6-(6-Me THITTUPHINH-3 A1) XHHOJIWH-2 - A1 ) ITATIE PUAHH-4 -

KapOOHOBON KUCIIOTHI) SIBIIAETCS CIEAYOIIHM.

| HCI
1T T KOH Y
' N Tuoxcad N
Coennnenne 30 OBt 80°C. 64 Coeannernne 80 OH
O O

[000306]  BopxHsri pacTBOp THAPOKCHAA Kaimus (4 MII, 5 H. pacTBOp) AOOABIANH B
pacTBop COEMHEHUSA 50 (3Tun-1-(6-(6-MeTHIIUPUINH-3 -1 ) XUHOTHH-2-

un)munepuaud-4-kapookcunar) (130 mr, 0,3 Mmmonms) B awokcane (4 ).
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Oo6ecneunBamy nepememmBanne cmec npu 80°C Ha mpoTskeHHH 2 4acoB. JHOKcaH
BBINIAPUBAIM U MOIYYEHHYIO BOJHYIO CMECH MOJKHUCIANM ¢ nmomoibio 37% pacTBopa
XJIOPHCTOBOJOPOIHOW KHCIOTHL. Ocamok He o00pa3oBajcsi, W BOJHBIM PacTBOP
skcTparupoBamu cmechto DCM/isop (7:3), opraHWYecKuil CIIOH BBICYIIMBAIIA C
MOMOIIBI0 0e3B01HOTO Na,SOy4, GUIBTPOBAIIA U BHIMTAPHUBAIIH MPH BHICOKOM BaKyyMe C
nonyueHueMm coeauneHus 80 B Buae skentoro Teepaoro Bemectsa (112 mr, 100%).
HPLC-MS [M+H]" 348,15; 1. m.: 281-284°C; 'H SIMP (400 MI'u, D,0) § 9,15 (d, J
=2,2Tn, 1H), 8,94 (dd, J = 8,5, 2,1 ', 1H), 8,57 (d, /= 9,8 'y, 1H), 8,38 (d, J =
2,0Tn, 1H), 8,27 (dd, J = 8,8, 2,0I'u, 1H), 8,17 (t, J = 8,51y, 2H), 7,64 (d, J =
9,8Tn, 1H), 4,52 (dt, J = 14,1, 4,2 T'u, 2H), 3,78 (ddd, J = 14,0, 11,0, 3,0 ['u, 2H),
3,11 (tt, J=10,3, 4,5 ', 1H), 3,03 (s, 3H), 2,41 (dt, J = 12,5, 4,0 I'ry, 2H), 2,08 (qd, J
= 10,8, 5,5 'y, 2H); °C AMP (126 MI'm, D,0) § 152,08, 150,13, 145,41, 144,40,
143,31, 138,41, 137,08, 135,99, 131,30, 128,44, 127,30, 121,49, 118,76, 118,09,
113,16, 46,62, 39,45, 27,24, 18,88.

[000307] B omHOM BapuaHTe OCYIIECTBIIEHHS CIIOCOO CHHTE3a COEIWHEHHA 54

(arn-1-(6-(mupuauH-4-H1 ) XUHOJTHH- 2-HJT) ITHTIE PUIAH-3 -KapOOKCHIIAT) ABJIACTCA
CIIETYFOLIHM.
N™ l
" B(OH),
Br o Pd (PPhs)e
CsCO,

Q /p\m\ja L‘DEt

Tlpones: ‘ml;jﬁmm oF! Anoxcan'Boa
i 80°C. 64 Coeannenne 54
goegureHne | X Hite 5

[000308] Terpaxuc(rpudennndocdun)manmammuii(0) (207 wr, 0,18 MmMOIB)
A00aBIATA B IEPEMEIIMBAEMYTO CYCIICH3HIO TIPOMEKYTOYHOTO coequHeHus 1 (3Tm-1-
(6-6poMxXUHOTHH-2-1n)aniepuauH-4-kapookcumnar) (1,3 r, 3,5 Mmmons), mupuauH-4-
unoopoHoBoH KucHoTl (480 mMr, 3,9 Mmmonp) u kapOonHata me3msa (6,5mvn, 3 M
pacTBop) B cMecH auokcana (33 mun) u Boasl (5,5 mur). OOecmeuynBaIH MepeMeNIMBaHHE
cycnensuu npu 80°C Ha mnporsskeHHM 6 4yacoB. PacTBopuTenb BbIAPUBAIHA TPH

BBICOKOM BaKyyM€ M OCTATOK OYHINAIM TOCPEACTBOM KOJIOHOYHOH Xpomarorpadum
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(cmmukarens, nerponeiHsil 3¢pup/EtOAc 2:1) ¢ monyuenneM coearHeHUs 54 B BUjE

oecieTHOTO TBepAOTO BemecTsa (750 mr, 57%).

[000309]  HPLC-MS [M+H]" 362,22; 1. m.: 84-87°C; 'H SIMP (400 MI'w, CDCl;)
5 8,72-8,64 (m, 2H), 7,95 (d, J = 9.2 T, 1H), 7,89 (d, J = 2,1 T, 1H), 7,84 (dd, J =
8,8, 2,1 'y, 1H), 7,80 (d, J= 8,7 'y, 1H), 7,64-7,59 (m, 2H), 7,10 (d, J = 9,2 T, 1H),
4,60 (ddd, J = 13,3, 3,6, 1,8 ', 1H), 4,32 (ddd, J = 13,2, 4.8, 3,2 Ty, 1H), 4,20 (q, J =
7,1 T, 2H), 3,40 (m, 1H), 3,28 (ddd, J = 13,5, 10,8, 3,0 I', 1H), 2,65 (tt, J = 9,9,
4,0 Ty, 1H), 2,21-2,09 (m, 1H), 1,94-1,78 (m, 2H), 1,75-1,59 (m, 1H), 1,30 (t, J =
7,1 T, 3H); C SIMP (101 MTI'y, CDCl3) & 173,67, 157,46, 150,21, 148,42, 148,03,
137,73, 131,44, 127,98, 127,40, 125,60, 122,88, 121,32, 110,46, 60,61, 47,36, 45,56,
41,30, 27,58, 24,20, 14,25,

[000310] B omHOM BapuaHTe OCYIIECTBIIEHHS CIIOCOO CHHTE3a COCTUHEHHA 62
(THAPOXTIOPHT 1-(6-(mupuauH-4-1IT ) XUHOJIHH-2 - W) ITHIIE PHTHH-3-Kap O0HOBOW

KHUCIIOTBI) SIBJISICTCS CJIE Ty FOIIIHM.

HCI

” hOA Et flxmﬁcaﬂ | hO)LOH
80°C.4 4 Coeaunenne 62

[000311]  Bopxmsri pacTBop THapokcHaa Kamus (14 mi, 5 H. pacTBOp) T0OABISUITH B

Coenunenne 54

pactBOp coemuHeHHs 54 (3Tun-1-(6-(upuauH-4-HT)XAHOTHH- 2 -1 TUTIEPUIAH-3 -
kapOokcunar) (450 wmr, 1,2 mmombs) B auokcane (14 mu).  OOecneunBamu
nepememuBanue cmecu npu 80°C Ha mpoTsskeHuH 4 yacoB. CMeCh BbIMapHUBald U
MOTYYEHHBIA OCTATOK MOJAKUCIIAIA C TOMOIIBIO 37% pacTBOpa XJIOPHUCTOBOIOPOIHOM
KUCTIOTHL. BomHbIHM pacTBOop 3kcTparuposamu cmecsto DCM/Isop (7:3), opraamdeckuii
CIIOM BBICYIIMBATH C TOMOIIBIO 0e3BOAHOTO Na,SO,, (umbTpoBamM W BBHIIAPUBAIH
MIPH BBICOKOM BaKyyMe C TIOJYYEHHEM JKEeNTOro ocTtaTka. OCTaToK CyCIIEHANPOBATH B
EtOAc w mo KammiM A00aBISUTH PACTBOP XJIOPHUCTOBOJOPOIHOM KHCIOTHI B

mmatrinoBoM 3¢pupe (1,5 mn, 2H) mpu 0°C ¢ modydeHHeM CycTIEH3WH. 1Bepaoe
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BEIIECTBO OTACIAIA TyTeM (HUIbTPOBAHUS W COEAWHEHHE 62 BBIIESUIA B BHIE

OpPamXKEBOTO TBEPAOTO BemecTra (74 mr, 51%).

[000312] HPLC-MS [M+H]" 334,19; T.mn: 245-250°C; 'H SIMP (500 MIw,
DMSO-d6) § 8,98 (d, J = 5.9 ', 2H), 8,69-8,66 (m, 1H), 8,48-8,33 (m, SH), 7,72-7,62
(m, 1H), 4,51-4,37 (m, 1H), 4,37-4,38 (m, 1H), 3,43-3,45 (m, 1H), 2,90-2,81 (m, 1H),
2,79-2,71 (m, 1H), 2,09-2,00 (m, 1H), 1,89-1,77 (m, 2H), 1,76-1,62 (m, 1H); C SIMP
(126 MT', DMSO-d6) & 174,53, 173,46, 153,82, 148,22, 143,30, 141,81, 130,76,
128,76, 123,72, 121,86, 114,61, 113,92, 65,37, 52,17, 48,94, 26,96, 24,28, 15,63.

[000313] B omHOM BapuaHTe OCYINECTBICHHS CIIOCOO CHHTE3a COEAMHEHHA 55

(3Tun-1-(6-(TupuAHH-2-1IT)XHHOJIWH-2 - 1T TATIEPUAUH-4 -KapOOKCHIIAT) ABTSIETCA
CIIE Iy FOIIIIM.

“ N

s .0

B
5 :
Br N Pd (dppf)Cly ’
| ’ CuBr, CsCO3 ) ]
P NM Nm%% OMF N Vi
Hpﬁhiﬁ;ﬁ’}r{i}qﬂﬁﬁ K/i\f,o 100°C. 18 u Coexnnenue 55 K)YQ
coeanmenne 1 QEt

OEt

[000314] [IpomesxyTOUuHOE COE/IMHEHHE 1 (>Tun-1-(6-0poMXHHOIUH-2-
un)munepuauH-4-kapookcunar) (250 mr, 0,69 MMonp), THPHAWH-2-O00POHOBYIO
KHUCJIOTY, CTIOMHBIM MMHAKOMIOBBIN 3¢up (290 mr, 1,39 Mmmois), Opomux meau (100 mr,
0,69 MMoOJTB), KapOOHAT LIE3Hs (950 wmr, 2,9 MMOJTB ) H [1,1"-
ouc(muderundochuno)depponeH | muxmopnamiauai(1l) (51 wr, 0,069 MmmoJTB)
nomeniami B konmOy. Konly aerasmpoBamu ¢ momomnipio N, B TeueHue 10 MUHYT.
JoGasmsamu cyxoir DMF (25 Mi1) U ONy4eHHYIO0 CMECH JIETa3UPOBaJIM B TCUCHHE €IIIE
10 MUHYT, 3aTeM peakLHMOHHYIO cmech HarpeBanmu npu 100°C Ha mnpoTSKEHUU
18 wacos. JloGaBmsiik BOAY, W BOJAHBIM PacTBOP dKcTparuposam ¢ romompio EtOAc,

OPTaHUYECKUH CIIOHM BBICYIIUBAIN C TMOMOIIBI0 Oe3BoxHOro Na,SOy4, ¢umprpoBanmu u
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BBITIAPHUBAJIN TIPH BBICOKOM BakKyyMe. [10omy4eHHBIH OCTaTOK OYHWINANH TOCPEACTBOM
KOJIOHOYHOM Xxpomatorpaduu (cunukarenb, mnetponerasidi 3¢up/EtOAc 2:1) ¢

MOJTyYCHUEM COETUHEHUS 55 B BHIe O€CIBETHOTO TBEPAOTO BemecTra (167 mr, 46%).

[000315] HPLC-MS [M+H]" 362,24; 1. mn: 134-137°C; 'H SIMP (500 MTIw,
CDCls) § 8,73-8,68 (m, 1H), 8,30 (d, J = 2,0 I'w, 1H), 8,22-8,16 (m, 1H), 8,07-7,90 (m,
2H), 7.84-7,74 (m, 2H), 7,26-7,19 (m, 1H), 7,02 (d, J = 9,2 T'y, 1H), 4,54-4,48 (m,
2H), 4,16 (q, J = 7,1 'y, 2H), 3,33-3,10 (m, 2H), 2,62 (it, J = 10,8, 4,0 'y, 1H), 2,11-
2,02 (m, 2H), 1,91-1,80 (m, 2H), 1,27 (t, J = 7,1 T, 3H); C SIMP (126 MI'y,
DMSO-d6) § 174,58, 157,60, 156,27, 149,94, 148,36, 138,56, 137,64, 132,51, 128,12,
126,62, 125,93, 122,90, 122,53, 120,25, 111,06, 60,41, 44,42, 40,94, 28,02, 14,57.

[000316] B oxgHOM BapuaHTe OCYIIECTBICHHS CIIOCO0 CHHTE3a coeauneHus 61 (1-
(6-(mupuAMH-2-UIT)XUHOIMH-2-WT ) TUTIEPUANH-4-KapOOHOBas ~ KHUCJIOTAa)  SBJIACTCA

CIIE TYFOLIHM.

KOH

ZSNT N MeOH/H,O A &
O K. T.. 44 o i (o)
Coemunenne 55 Coeaunenue 61

OEt OH

[000317] [Muppoxcua kamus (85 mr, 1,5 MMOITh) TOOABIIAITA B PACTBOP COCTUHEHUS
55 (otun-1-(6-(upuAMH-2-UT)XHHOMHH-2-WT ) nepuanH-4-kapookcumat) (100 wmr,
0,3 mmonp) B cmecn MeOH u Bomsr (2,2 mum). OGecrieunBany mepeMenmBaHie CMECH
MPY KOMHATHOM TemnepaTtype B TeueHue 4 yacos. MeOH BrimapuBanu v moyy4eHHYIO
BOJIHYKO CMECH MOJAKHUCIISIIN YKCYCHOH KHACIIOTOM. BOAHBIN pacTBOP SKCTPArupoOBaH C
nomompio EtOAc, opraHwueckuid CIOW BBICYINHWBAIA C TIOMOIIBIO OE3BOIHOTO
Na,SO,, ¢unprpoBanu W BHMApUBAIH TpPH BBHICOKOM Bakyyme. CoemmnHenue 61

BBIICIISITA B BUJIE JKENTOTO TBepAOoTo BemecTsa (53 mr, 48%).

[000318]  HPLC-MS [M+H]" 334,19; T.mwr: 280-283°C; 'H SIMP (400 MIw,
DMSO-d6) § 8,70-8,63 (m, 1H), 8,44 (d, J= 2,1 'y, 1H), 8,31-8,22 (m, 1H), 8,12 (d, J
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=92 'y, 1H), 8,07-7,99 (m, 1H), 7,93-7,84 (m, 1H), 7,62 (d, J = 8,8 'y, 1H), 7,37-
7,25 (m, 2H), 4,49-4,41 (m, 2H), 3,12-3,05 (m, 2H), 2,48-2,42 (m, 1H), 1,95-1,88 (m,
2H), 1,60-1,50 (m, 2H); C SIMP (101 MI'y, DMSO-d6) & 176,84, 157,68, 156,31,
149,91, 148,49, 138,42, 137,61, 132,31, 128,03, 126,61, 125,90, 122,82, 122,47,
120,21, 111,02, 44,71, 41,90, 28,54

[000319] B omHOM BapuaHTE OCYIIECTBICHHA CIIOCOO CHHTE3a coeauneHus 57 (1-
(otun-1-(4-meTun-6-(mupu AuH-4-11) X UHOTTUH-2- 1T ) TUTIE PUANH-4-KapOOKCUIIAT)

ABJEACTCA CIICAYIOMIHUM.

N* i
CHs " B(OH),

Br. N Pd (PPha)
p CsCO3
mN ‘ Nx“\\k e

ae \ Huoxcan/soaa

ﬂwmmwmme WO $0°C. 20
coegnaenme 1

OEt

[000320] Terpakuc(rpudennndocdun)manmammuii(0) (175 mr, 0,15 MmMO71B)
A00ABISITA B TIEPEMEIIHBAEMYTO CYCITCH3HIO POMEKYTOYHOTO coequHeHus 1 (9Tmi-1-
(6-6poMxXUHOTUH-2-1n)aniepuauH-4-kapookcumar) (1,1, 3,03 Mmmoms), mupuauH-4-
Un0opoHOBOHM KUCIOTHI (410 M, 3,33 MMoITE) 1 KapOoHaTa ne3us (6 mut, 3 M pacTBop)
B cMecH nuokcana (20 mur) u Boas! (4 mur). O0ecnieunBaiy NepeMENTHBAHUE CYCTICH3HH
npu 80°C Ha mnpotspkeHuu 20 yacoB. PacTBOpUTENb BbINAPUBAIM TIPH BBICOKOM
BaKyyME€ ¥ OCTAaTOK OYHWIIAKA TOCPEACTBOM KOJOHOYHOH Xpomarorpadum
(cumukarens, nietponeHsid 3¢Gup/EtOAc 2:1-2:1) ¢ monyyeHHeM COeauHEHH 57 B

BHJIE OeCIBETHOTO TBep0TO BemecTBa (600 mr, 53%).

[000321] HPLC-MS [M+H]" 376,29; T.mn: 287-289°C; 'H SIMP (400 MIw,
DMSO-d6) § 9,01-8,90 (m, 2H), 8,54-8,41 (m, 3H), 8,35 (dd, J = 8,8, 2,1 'y, 1H),
7,65-7,52 (m, 2H), 4,63-4,47 (m, 2H), 4,10 (q, J = 7,1 T'w, 2H), 2,88-2,72 (m, 5H),
2,55-2,49 (m, 1H), 2,05 (dd, J = 14,0, 4,1 T'w, 2H), 1,81-1,69 (m, 2H), 1,21 (, J = 7.1,
3H); °C SIMP (101 MT', DMSO-d6) & 174,00, 167,86, 148,76, 131,98, 131,88,
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129,28, 129,16, 125,46, 123,87, 122,09, 114,11, 112,91, 73,90, 60,63, 46,74, 34,61,
28.03, 19,61, 14,55.

[000322] B omHOM BapMaHTE OCYMIECTBJICHHA CIIOCOO CHHTE3a coeauHeHus 56 (1-
(4-meTun-6-(mupuauH-4-UIT)XUHOTUH-2 - U ) TUIIEPUAUH-4-KapOOHOBAS KHCJIOTA)

ABIACTCA CIICAYIOIIHUM.

KOH '
- ‘N MeOH/HO N7
" t\i:LfQ K T..4u Coe: . 56 /j\fo
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QEt OH

[000323] I'mapoxcun kamus (300 mr, 5,33 MMOIb) 1M00ABIATM B PAacTBOP
coequnenus 57 (1-(3tun-1-(4-meTrn-6-(TUpUAHH-4-HT )X HHOJIWH-2 - A1 ) [TATIE PUTAH-4-
kapookcmiar) (400 mr, 1,07 mmonp) B cmec MeOH wu Boasr (11 mit). OGecnieunBanu
MepeMenTMBaHAEe CMECH TPH KOMHATHOW Temmepatype B TeueHue 4 yacoB. MeOH
BBIMAPHUBAIM W TOJYYCHHYI0 BOJAHYI0 CMECh MOJKUCIIA YKCYCHOW KHCIOTOM.
Boauerii pactBOop 3kcTparupoBamu ¢ nomomibio EtOAc, opraHuueckuil ciou
BBICYIITUBAIA C MOMOMIbIO Oe3BoaHOTO Na SO, (uabTpOBaTM W BHIIAPHBANH TIPH
BBICOKOM Bakyyme. CoeamHeHHWEe 56 BBIIEISIA B BHAE OECHBETHOTO TBEPIOTO

Bemectsa (300 mr, 85%).

[000324] HPLC-MS [M+H]" 348.23; 1. mn: 340-342°C; 1H SIMP (500 MI'w,
DMSO-d6) & 8,66-8,61 (m, 2H), 8,23-8,18 (m, 1H), 7,99-7,93 (m, 1H), 7,87-7,82 (m,
2H), 7,65 (d, J = 8,7 ', 1H), 7,21 (bs, 1H), 4,52-4.43 (m, 2H), 3,15-3,07 (m, 2H),
2,66 (s, 3H), 2,62-2,55 (m, 1H), 1,96-1,89 (m, 2H), 1,59-1,51 (m, 2H); °C SIMP
(126 MT'y, DMSO-d6) & 176,65, 157,53, 150,36, 148,50, 147,39, 146,09, 130,13,
127,95, 127,64, 123,37, 122,73, 121,32, 111,13, 44,09, 40,26, 27,83, 19,29.

[000325] B omHOM BapuaHTE OCYIIECTBICHHS CIIOCOO CHHTE3a COEAWHECHHS 58
(atun-1-(6-(3-¢prop-4-Me TOKCH(EHUIT ) XUHOTHH-2 - W1 ) TATIEPUARH-4-KapOOKCHIIAT)
ABIIACTCS CIIEAYFOIIUM.
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[000326] Terpakuc(rpudennndocdun)nanmaamuii(0) (96 wmr, 0,08 MmoOTTB)
A00aBISAIN B IEPEMEIIMBAEMYIO CYCIIEH3HIO MPOMEKYTOYHOTO coeaquHeHus 1 (3tui-1-
(6-6poMxXUHOIUH-2-Un)UnepuauH-4-kapookcunar) (600 mr, 1,66 mmons), (3-pTop-4-
MeTokcH(peHnn)00poHOBOH KUCIOTHI (310 Mr, 1,83 MMob) U kKapOoHaTa 1Ie3ust (3 ML,
3M pactBop) B cmecu guokcaHa (16 mm) u Boael (2,6 mm). OOecneunBanu
nepeMenmuBanve cycrneHsun npu 80°C Ha npoTspkeHuM S yacoB. PactBoputens
BBITIAPUBAJIM MPU BHICOKOM BaKyyM€ M OCTATOK OUYHUINAIH MOCPEACTBOM KOJOHOYHOM
xpomarorpagpuu (cunukarenb, mneTponedHsd 3¢pup/EtOAc 3:1) ¢ mnomydeHuem

coequHeHus 58 B Buze OeciBeTHOTO TBEpAOTO BemecTsa (417,3 mr, 52%).

[000327] HPLC-MS [M+H]" 409,27; T.mm: 150-152°C; 'H SIMP (400 MTw,
CDCly) § 7,91 (d, J = 9,1 Ty, 1H), 7,79-7,69 (m, 3H), 7,44-7,34 (m, 2H), 7,08-6,97
(m, 2H), 4,47 (dt, J = 13,5, 3,9 T, 2H), 4,16 (q, J = 7,2 T, 2H), 3,94 (s, 3H), 3,13
(ddd, J = 13,8, 11,5, 2,9 'y, 2H), 2,59 (tt, J = 11,0, 4,0 [, 1H), 2,11-1,99 (m, 2H),
1,89-1,74 (m, 2H), 1,27 (t, J = 7,1 T, 3H); °C SIMP (101 MI'y, CDCly) & 174,73,
157,28, 153,86, 151,43, 146,71, 137,59, 134,29, 133,52, 126,98, 124,55, 123,01,
122,48, 114,64, 113,72, 110,26, 60,52, 56,40, 44,87, 41,48, 27,94, 14,23.

[000328] B omHOM BapmaHTe OCYINECTBJICHHS CIIOCOO CHHTE3a COCTUHEHHS 59
(atun-1-(6-(3-xmop-4-MeTOKCH(EHUIT ) XUHOTTHUH-2 -1 ) TATIEPUAHH-4-KapOOKCHIIAT)

ABIACTCA CICAYIONIHUM.
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[000329] Terpakuc(rpudenundocdun)nanmaauii(0) (96 wmr, 0,083 MMOIIB)
A00aBISIN B IEPEMEIIMBAEMYIO CYCIIEH3HIO MTPOMEKYTOYHOTO coeaquueHus 1 (3tui-1-
(6-OpOoMXHUHOMHMH-2-UIT)HNIEpUAHH-4-KkapOokcmnar) (600 mr, 1,66 mmomnb), (3-xmop-4-
MeTOKCH(peHHT)00poHOBOH KUCIOTHI (341 Mr, 1,83 MMob) U kKapOoHaTa 1Ie3ust (3 ML,
3M pactBop) B cmecu auokcaHa (16 mm) u Bomel (2,6 ). OOecneunBanu
nepeMenmuBanve cycrnensun npu 80°C Ha npoTspkeHun 6 yacoB. PactBoputens
BBIITAPUBAJIN TIPH BBICOKOM BaKyyMe€ M OCTATOK OYHINAIH TMOCPEACTBOM KOJIOHOYHOU
xpomarorpadpuu (cunukarenb, mneTponedHsd 3¢up/EtOAc 3:1) ¢ mnomydeHuem

coenuHeHHA 59 B BHIEe OeCIIBETHOTO TBepaoro Bemectsa (400 mr, 57%).

[000330] HPLC-MS [M+H]" 42524; T.mm: 145-147°C; 'H SIMP (400 MTw,
CDCly) § 7,91 (d, J = 9,1 T, 1H), 7,79-7,65 (m, 4H), 7,58-7,49 (m, 1H), 7,06-6,97
(m, 2H), 4,47 (dt, J = 13,5, 3,9 T, 2H), 4,16 (q, J = 7,1 T, 2H), 3,95 (s, 3H), 3,13
(ddd, J = 13,8, 11,5, 2,9 ', 2H), 2,59 (tt, J = 11,0, 4,0 [, 1H), 2,11-1,99 (m, 2H),
1,89-1,74 (m, 2H), 1,27 (t, J = 7,1 T, 3H); °C SIMP (101 MI'y, CDCly) & 174,73,
157,29, 154,14, 137,59, 137,12, 134,48, 133,35, 132,04, 128,70, 127,00, 126,09,
124,56, 123,02, 122,81, 112,34, 110,27, 60,52, 56,28, 44,87, 41,48, 27,94, 14,23.

[000331] B omHoM BapmaHTE OCYINECTBJICHHS CIOCOO CHHTE3a coeauHeHus: 60
(atun-1-(6-(3,4-mumMeToKCH(EHUIT ) XHHOIHH-2 -1 ) TATIEPUARH-4-Kap OOKCHIIAT)

ABIACTCA CICAYIOIIHUM.
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[000332] Terpakuc(rpudennndocdun)nanmaamuii(0) (135 wr, 0,12 MmMOIB)
A00aBISIM B IEPEMEIIMBAEMYIO CYCIIEH3HIO TPOMEKYTOYHOTO coeaquHeHus 1 (3tui-1-
(6-OpoMXHUHONMHMH-2-U)HNIepUAnH-4-kapOokecwnar) (840 mr, 2,33 mmons), (3,4-
AUMETOKCH(EHUIT)OOPOHOBOM KHUCIOTHI (470 mMr, 2,56 MMOIIb) B KapOOHATa IIE3Hs
(4,2 mm, 3 M pactBop) B cMecu auokcaHa (22 mi) u Boasl (3,6 mim). ObecnieunBanu
nepeMenmuBanve cycrneHsun npu 80°C Ha npoTspkeHun 6 yacoB. PactBoputens
BBIITAPUBAIIN TIPU BBICOKOM BaKyyMe€ M OCTATOK OYHINAIH MOCPEACTBOM KOJIOHOYHOU
xpomarorpadpuu (cunmkarenb, mneTponedHsid 3¢up/EtOAc 2:1) ¢ mnomydeHuem

coenuHeHHsa 60 B BHIIEe OeCIBETHOTO TBepaoro BemecTsa (500 mr, 51%).

[000333] HPLC-MS [M+H]" 421,29; T.mn: 151-153°C; 'H SIMP (400 MTw,
CDCly) § 7,92 (d, J = 9,2 T, 1H), 7,81-7,67 (m, 3H), 7,24-7,15 (m, 2H), 7,02 (d, J =
9,2 T, 1H), 6,96 (m, 1H), 4,47 (dt, J = 13,4, 3,9 T, 2H), 4,16 (q, J = 7,1 T'y, 2H),
3,98 (s, 3H), 3,93 (s, 3H), 3,12 (ddd, J = 13,8, 11,4, 2,8 'y, 2H), 2,59 (tt, J = 11,1,
4,0 T, 1H), 2,11-1,99 (m, 2H), 1,90-1,75 (m, 2H), 1,27 (t, J = 7,1 T'y, 3H); °C SIMP
(101 MT', CDCls) § 174,76, 157,27, 149,20, 148,39, 137,53, 134,90, 134,01, 128,86,
126,90, 124,49, 123,06, 119,29, 111,55, 110,35, 110,20, 60,51, 55,99, 44,90, 41,50,
27,95, 14,24,

[000334] B oaHOM BapuaHTE OCYIIECTBICHHS CIIOCOO CHHTE3a COEAUHEHHS 63
(atun-1-(6-(4-xmop-3 - Top HEHUIT) XUHOTHH- 2 - )TUTIEPUANH-4 -Kap OOKCHITAT)

ABIACTCA CICAYIOIIHUM.
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[000335] Terpakuc(rpudennndocdun)nanmaamuii(0) (90 wmr, 0,08 MmOTTB)
D00ABJISTH B IEPEMEIIUBAEMYIO CYCTIEH3HIO TIPOMEKYTOYHOTO coequHeHus 1 (3Twi-1-
(6-OpoMXHUHOMHMH-2-UI)HTNIepUAHH-4-KkapOokcmnar) (600 mr, 1,6 Mmons), (4-xmop-3-
¢ropdpenun)ooporoBoi kuciaothl (300 mr, 1,7 Mmmonb) 1 kapOoHaTa 1e3us (3 M, 3 M
pacTBOp) B cMecH auokcana (15 mir) u Boasr (2,6 muir). ObecnieunBaH IEpEMEIIMBAHUE
cycienzun npu 80°C Ha mporsskeHuu 17 yacoB. PacTBopuTens BbIapUBaau IpU
BBICOKOM BaKyyM€ M OCTATOK OYMIIAN IOCPEACTBOM KOJOHOYHOH Xpomatorpaduu
(cmwmukarens, nerpoyieiabii 3¢pup/EtOAc 6:1-4:1) ¢ monydeHuem coenuHeHus 63 B

BHJIE OECI[BETHOTO TBep0T0 BemecTBa (510 mr, 75%).

[000336] HPLC-MS [M+H]" 413,19; T.mn: 115-116°C; 'H SIMP (500 MTw,
CDCls) § 7,90 (d, J = 9,1 T, 1H), 7,84-7,63 (m, 3H), 7,55-7,40 (m, 2H), 7,41-7,33
(m, 1H), 7,02 (d, J = 9,2 T'w, 1H), 4,49 (dt, J = 13,7, 4,0 Ty, 2H), 4,16 (q, J = 7,1 T,
2H), 3,24-3,10 (m, 2H), 2,60 (tt, J = 11,0, 3,9 I'w, 1H), 2,05 (dd, J = 13,5, 3,7 I'y, 2H),
1,88-1,76 (m, 2H), 1,27 (t, J = 7,1 T, 3H); °C SIMP (126 MI'y, CDCly) & 174,66,
159,35, 157,38, 141,63, 137,68, 130,78, 128,36, 127,49, 125,16, 123,19, 122,89,
119,44, 119,30, 114,98, 114,81, 110,38, 60,54, 44,81, 41,44, 27,95, 14,25,

[000337] B omHoM BapuaHTe OCYINECTBJICHHS CIIOCOO CHHTE3a COeauHEHHs 64

(atun-1-(6-(3-xmopdeHnn) XHHOIHH-2 - AT ) TATIE pUAUH-4-KapOOKCHIIAT) ABIAETCA

CJIETYIOLIUM.
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[000338] Terpakuc(rpudennndocdun)nanmaamuii(0) (90 wmr, 0,08 MmoOTTB)
A00aBISIN B IEPEMEIIMBAEMYIO CYCIIEH3HIO MMPOMEKYTOUYHOTO coeauneHus 1 (3tui-1-
(6-OpoMXUHONMUH-2-un)nunepuana-4-kapookcunar) (600 mr, 1,6 mmomp),  (3-
xopheHnn)00poHOBOH KuCIOTH (284 Mr, 1,8 MMoIb) 1 kKapOoHaTa 1e3us (3 mur, 3 M
pacTBOp) B cMecH auokcana (15 mur) m Boxbr (3 mur). OOecnieunBaIKi MepeMEITHBAHHIE
cycienzun npu 80°C Ha mporsskeHuM 16 yacoB. PacTsopuTens BbImapuBamu IpU
BBICOKOM BaKyyM€ M OCTATOK OYMIIAN TOCPEACTBOM KOJOHOYHOH Xpomarorpaduu
(cunukarens, netponeinsrit 3¢gpup/EtOAc 6:1) ¢ momydeHnemM coeTuHEHUS 64, B BUIE

rps3HO-0eoro TBepaoro Bemectsa (510 mr, 80%).

[000339] HPLC-MS [M+H]" 39521; T.mn: 117-120°C; 'H SIMP (500 MTw,
CDCls) & 7,92 (d, J = 9,1 T'w, 1H), 7,80-7,73 (m, 3H), 7,66 (bs, 1H), 7,55 (d, J = 7,7,
1H), 7,38 (m, 1H), 7,30 (d, /= 7.9 T'w, 1H), 7,03 (d, J = 9,2 T'w, 1H), 4,49 (dt, J = 13 .4,
4,0 T, 2H), 4,16 (q, J = 7.1 Ty, 2H), 3,20-3,09 (m, 2H), 2,60 (tt, J = 11,1, 4,0 T’y
1H), 2,05 (dd, J = 13,3, 3,8 'y, 2H), 1,88-1,76 (m, 2H), 1,27 (t, J = 7,1 I'y, 3H); °C
SIMP (126 MI', CDCls) & 174,72, 157,46, 147,82, 142,82, 137,64, 134,69, 133,43,
130,01, 128,62, 127,16, 127,10, 126,86, 125,27, 125,13, 122,98, 110,29, 60,53, 44,80,
41,50, 27,96, 14,27.

[000340] B omHOM BapuaHTE OCYINECTBJICHHS CIOCO0 CHHTE3a COSAUHEHHS 65
(atun-1-(6-(4-xmopdeHnn) XHHOIHH- 2 - AT ) TATIE pUAHH-4-KapOOKCHIIAT) ABIAETCA

CJIEYIOLIUM.
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[000341] Terpakuc(rpudennndocdun)nanmaamii(0) (90 wmr, 0,08 MmoOTTB)
A00aBIAIN B IEPEMEIIMBAEMYIO CYCIIEH3HIO MPOMEKYTOYHOTO coeaquHeHus 1 (3tui-1-
(6-OpoMXUHONMUH-2-un)nunepuana-4-kapookcunar) (600 mr, 1,6 mmonp),  (4-
xopheHnn)00poHOBOH KuCIOTH (284 Mr, 1,8 MMoIp) 1 kapOoHaTa 1e3us (3 mur, 3 M
pacTBOp) B cMecH auokcana (15 mi) u Boasr (2,6 muir). ObecTieunBaH IEPEMEIIMBAHUE
cycienzun npu 80°C Ha mporsskeHuM 24 yacoB. PacTBopuTens BbIapUBaau IpU
BBICOKOM BaKyyM€ M OCTATOK OYMIIAIN IOCPEACTBOM KOJOHOYHOH Xpomarorpaduu
(cmwmukarens, nierpoyieiHbil 3¢pup/EtOAc 4:1-2:1) ¢ monydeHueM coemauHeHus 65 B

BHJIE TPI3HO-0eIToro TBepaoro BemecTsa (390 mr, 60%).

[000342] HPLC-MS [M+H]" 39521; T.mn: 160-164°C; 'H SIMP (500 MTw,
CDCly) § 7,91 (d, J=9,1 T'y, 1H), 7,81-7,69 (m, 3H), 7,59 (d, /= 8,1 'y, 2H), 7,41 (d,
J=82Tu, 2H), 7,02 (d, J= 9,1 T'w, 1H), 4,53-4,44 (m, 2H), 4,16 (q, J = 7,1 'y, 2H),
3,22-3,04 (m, 2H), 2,60 (t, J = 11,1, 4,0 T, 1H), 2,05 (dd, J = 13.5, 3,8 T, 2H),
1,88-1,76 (m, 2H), 1,27 (t, J = 7,1 T, 3H); °C SIMP (126 MI'y, CDCly) & 174,63,
166,58, 154,29, 139,28, 137,63, 133,01, 128,94, 128,44, 128,24, 127,80, 126,46,
125,01, 122,88, 110,32, 60,56, 44,96, 41,38, 27,96, 14,25.

[000343] B omHoM BapuaHTE OCYINECTBJICHHS CIIOCOO CHHTE3a COSTUHEHHS 66
(otun-1-(6-(3-(TpudropmeTrI ) e HIT ) XHHOIIWH-2 -IJT ) ITUTTE PHANH-4-KapOOKCHIIAT)

ABIACTCA CICAYIONIHUM.
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[000344] Terpakuc(rpudennndocdun)nanmaamuii(0) (90 wmr, 0,08 MmmoOTTB)
A00aBISIM B IEPEMEIIMBAEMYIO CYCIIEH3HIO IPOMEKYTOYHOTO coeauHeHust 1 (3tui-1-
(6-OpOMXHUHONMHMH-2-UI)HNIEPUANH-4-KapOokecmwnar) (600 mr, 1,6 mmomb),  (43-
(TpudropmeTrin)pennn)0opoHOBOM KHCIOTHI (345 MT, 1,7 MMOTIB) M KapOOHATa 1Ie3Us
(3 mn, 3 M pactBop) B cmecu auokcana (16 mi) u Bozel (2,6 mi). ObecnieuuBanu
nepememuBanre cycrneHsun npu 80°C Ha npoTspkeHuu 24 yacoB. PactBopurtens
BBIITAPUBAIIN TIPU BBICOKOM BaKyyM€ M OCTATOK OYHINAIH MOCPEACTBOM KOJIOHOYHOU
xpomarorpadpuu (cunukarenb, mneTponedHsl 3¢pup/EtOAc 4:1) ¢ nomydeHuem

COeTMHEHHS 66 B BHJIE TPA3HO-0EIIOTO TBEpAOTo BemecTBa (520 mr, 75%).

[000345]  HPLC-MS [M+H]" 429,22; T.mn: 135-136°C; 'H SIMP (500 MTIw,
CDCly) § 7,97-7,90 (m, 2H), 7.87-7,74 (m, 4H), 7,62-7,53 (m, 2H), 7,04 (d, J =
9,1 T, 1H), 4,50 (dt, J = 13,6, 4,0 T, 2H), 4,17 (q, J = 7,1 T, 2H), 3,15 (t, J =
12,3 T, 2H), 2,61 (tt, J = 11,0, 4,0 T, 1H), 2,06 (dd, J = 13,4, 3,7 T, 2H), 1,89-1,77
(m, 2H), 1,27 (t, J = 7,1 Ty, 3H); °C SIMP (126 MI'y, CDCly) & 199,02, 174,68,
157,41, 141,73, 137,69, 131,57, 131,31, 131,05, 130,24, 129,24, 128,64, 127,25,
125,40, 123,73, 123,53, 122,98, 110,36, 60,54, 44,83, 41,46, 27,96, 14,24,

[000346] B omHoM BapuaHTE OCYINECTBJICHHS CIIOCOO CHHTE3a COCTUHEHHS 67
(atun-1-(6-(mupuauH-4-1i1) XHHOIHH-2 - W) TTUPPOTHINH-3 -KapOOKCHIIAT) ABIIAETCA

CJIEYIOLIUM.

SAMEHAIOIA S CTPAHUIIA ot 24.11.2022
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[000347] Terpakuc(rpudennndocdun)nanmaamuii(0) (127 wr, 0,11 MmmoOB)
D00ABIILTH B IEPEMEIIUBAEMYIO CYCTICH3HIO TIPOMEKYTOYHOTO coequHeHu 1 (3THi-1-
(6-OpoMXUHOTUH-2-Un)UnepuauH-4-kapookcunar) (800 mr, 2,3 MMonb), MUpUAUH-4-
WI00pOHOBOM KHCIOTHI (310 Mr, 2,5 MMoie) 1 kapOoHara 1ie3us (4 M, 3 M pactBop)
B cMecu pauokcana (20 mm) w Boael (3,4 mum). OOecnevymBaad TEPEMEITHBAHHE
cycienzun npu 80°C Ha mpoTspKEHMHM 6 yacoB. PacTBopuTenb BhIMapUBalId TpU
BBICOKOM BaKyyM€ M OCTATOK OYMIIAIN TOCPEACTBOM KOJOHOYHOH Xpomatorpaduu
(cmmukarens, nerposeinbit 3¢up/EtOAc 1:2). [IpoayKT nepekpucTaTH30BBIBATH U3

1SOp ¥ coequHEeHHE 67 BBIIEIIUIN B BUJIE JKEIITOTO TBEPAOTO BemecTBa (279 mr, 50%).

[000348]  HPLC-MS [M+H]" 348,20; T.mm: 145-147°C; 'H SIMP (500 MTIw,
CDCl;) § 8,67-8,62 (m, 2H), 7,93 (d, J = 9,0 'y, 1H), 7,90-7,79 (m, 3H), 7,61-7,56
(m, 2H), 6,78 (d, J = 8,9 T, 1H), 4,20 (q, J = 7,1 T'w, 2H), 4,03-3,64 (m, 4H), 3,30-
3,20 (m, 1H), 2,39-2,31 (m, 2H), 1,29 (t, J = 7,1 T'y, 3H); °C SIMP (126 M, CDCl5)
5 173,18, 167,28, 150,15, 148,04, 137,81, 131,05, 128,26, 126,75, 125,93, 122,64,
121,31, 110,82, 61,07, 49,40, 46,58, 43,05, 28,69, 14,23.

[000349] B omHOM BapuaHTe OCYIIECTBJIICHHS CIIOCOO CHHTE3a COSAUHCHHS 68
(aTrn-1-(6-(6en30[ b THOD CH-2 -1 ) XUHOTHH-2 - WIT ) TATIE PUIUH-4-KaPOOKCHIIAT)

ABIACTCA CICAYIONIHUM.

SAMEHAIOIA S CTPAHUIIA ot 24.11.2022
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[000350] Terpakuc(rpudennndocdun)nanmaamuii(0) (90 wmr, 0,08 MmoOTTB)
A00aBISIN B IEPEMEIIMBAEMYIO CYCIIEH3HIO IPOMEKYTOYHOTO coeaquHeHus 1 (3tui-1-
(6-OpOMXHUHOIHMH-2-HIT)ITHIIEPUAHH-4-KapOOKCHIIAT) (600 mr, 1,6 MmMoIIB),
oenzo[b]tnoden-2-undoponoBoit kuciotel (323 mr, 1,8 MMoip) U KapOOHaTa TE3HSA
(3 mi, 3 M pactBop) B cmecu auokcana (15 mi) m Bozer (2,6 mim). ObecnieuuBanu
nepememmuBanre cycrneHsun npu 80°C Ha npoTspkeHuu 24 yacoB. PactBopurens
BBIITAPUBAJIN TIPH BBICOKOM BAKyyM€ M OCTATOK OYHINAIH MOCPEACTBOM KOJIOHOYHOU
xpomarorpadpuu (cunukarenb, mneTponedHsii 3¢pup/EtOAc 8:1) ¢ mnomydeHuem

coenuHEeHHA 68 B BHJIE CBETIIO-KOPHYHEBOTO TBepAoro BemecTra (100 mr, 12%).

[000351] HPLC-MS [M+H]" 417,20; T.mn: 199-201°C; 'H SIMP (500 MTw,
CDCls) & 8,02-7,86 (m, 3H), 7,89-7,69 (m, 3H), 7,58 (s, 1H), 7,39-7,27 (m, 2H), 7,02
(d, J=9,1 Ty, 1H), 4,49 (dt, J = 13,8, 4,0 'y, 2H), 4,17 (q, J = 7,1 ', 2H), 3,21-3,09
(m, 2H), 2,60 (tt, J = 11,0, 4,0 T, 1H), 2,10-2,01 (m, 2H), 1,88-1,76 (m, 2H), 1,28 (t,
J = 7,1Tn, 3H); BC SIMP (126 MI'y, CDCl3) & 174,66, 169,30, 144,30, 140,91,
140,07, 139,32, 137,62, 127,99, 127,97, 124,70, 124,52, 124,15, 123,40, 122,22,
118,95, 110,37, 60,55, 44,82, 41,43, 27,96, 14,25.

[000352] B omHoM BapuaHTe OCYINECTBJICHHS CIOCOO CHHTE3a COETUHEHHsS 69
(atun-1-(6-(2-(TpudropmeTHI ) PEHHUT ) XHHOIIWH-2 -HIT ) ITUTTE PHANH-4-KapOOKCHIIAT)

ABIACTCA CICAYIOIIHUM.

SAMEHAIOIA S CTPAHUIIA ot 24.11.2022
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[000353] Terpakuc(rpudennndocdun)nanmaamii(0) (90 wmr, 0,08 MmmoOTIB)
A00aBISAIN B IEPEMEIIMBAEMYIO CYCIIEH3HIO IPOMEKYTOUYHOTO coeauHeHus 1 (3tui-1-
(6-OpoMXUHONMUH-2-un)nunepuana-4-kapookcunar) (600 mr, 1,6 mmomp),  (2-
(TpudropmeTrin)pennn)0opoHoBOI KHCTOTHI (345 Mr, 1,8 MMOTIB) M KapOoOHATa 1Ie3Us
(3 mi, 3 M pactBop) B cmecu auokcana (15 mi) m Bozer (2,6 mim). ObecneuuBanu
nepeMenmuBanue cycnensun npu 80°C Ha mpoTspkeHuHM 22 yacoB. PactBopurens
BBITIAPUBAJIM MPU BHICOKOM BaKyyM€ M OCTATOK OUYHUINATIHM MOCPEACTBOM KOJOHOYHOM
xpomarorpadpuu (cunmkarenb, mneTponedHsid 3¢pup/EtOAc 6:1) ¢ mnomydeHuem

coeauHeHus 69 B Buze OecuBeTHOTO TBEPAOTO Benectsa (509 mr, 70%).

[000354] HPLC-MS [M+H]" 429,15; T.mn: 168-170°C; 'H SIMP (400 MTw,
CDCl;) § 8,58-8,30 (m, 2H), 7,96-7,85 (m, 2H), 7,82-7,75 (m, 1H), 7,75-7,60 (m, 3H),
749 (d, J = 7,6 T, 1H), 4,62-4,48 (m, 2H), 4,11 (¢, J = 7,1 T, 2H), 3,59-3,48 (m,
2H), 2,84 (tt, J = 10,5, 6,1 T, 1H), 2,05 (dd, J = 14,1, 3,7 T'y, 2H), 1,85-1,71 (m, 2H),
1,20 (t, J = 7,1 T, 3H); °C SAMP (101 MI'y, CDCly) & 178,71, 144,41, 137,97,
137,68, 137,50, 133,75, 133,42, 133,18, 132,40, 132,11, 131,42, 131,37, 130,69,
127,97, 125,53, 118,45, 51,79, 44,63, 32,72, 19,30.

[000355] B omHoM BapuaHTE OCYINECTBJICHHS CIOCOO0 CHHTE3a coeauHeHus 70
(atun-1-(6-(2-(Tpudropme TOKCH ) (EHUIT ) XHHOTHH- 2 - W1 ) TUTIE PUIUH-4-KapOOKCHIIAT)

ABIACTCA CICAYIOIIHUM.

SAMEHAIOIA S CTPAHUIIA ot 24.11.2022
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[000356] Terpakuc(rpudennndocdun)nanmaamuii(0) (90 wmr, 0,08 MmmoOTIB)
A00aBISAIN B IEPEMEIIMBAEMYIO CYCIIEH3HIO IPOMEKYTOYHOTO coequHeHus 1 (3tui-1-
(6-OpoMXUHONMUH-2-un)nunepuana-4-kapookcunar) (600 mr, 1,6 mmomp),  (2-
(rpudropmeTokcu)penum)ooporoBoir  KucaoTel (354 mr, 1,8 Mmmonb) m kapOoHata
nesus (3w, 3 M pactBop) B cmecu amokcana (15mm) m Bomer (2,6 mm).
ObGecneunBamu nepememuBanue cycreHsun npu 80°C Ha mporsxenuu 21 yaca.
PacTBopuTens BhIMApPUBAIN MPU BHICOKOM BAKYyME U OCTATOK OYMILAIU OCPEACTBOM
KOJIOHOYHOM Xpomatorpadhuu (cummkarenb, mnetponednsidi 3¢up/EtOAc 6:1) ¢

MoJTyYeHUEeM coeTuHeHus 70 B BUAE O€CHBETHOTO TBEPAOTO BemecTBa (564 mr, 75%).

[000357] HPLC-MS [M+H]" 445,12; T.mn: 161-164°C; 'H SIMP (400 MTw,
CDCl;) § 8,49-8,37 (m, 2H), 8,04 (d, J = 2,0 'y, 1H), 7,90-7,83 (m, 1H), 7,68-7,48
(m, 5H), 4,60-4,51 (m, 2H), 4,10 (q, J = 7,1 T'w, 2H), 3,58-3,45 (m, 2H), 2,84 (ddt, J =
15,0, 10,6, 4,7 T'w, 1H), 2,05 (dd, J = 13,6, 3,9 'y, 2H), 1,85-1,70 (m, 2H), 1,20 (t, J =
7,1 T, 3H); °C SIMP (126 MTI'y, CDCly) & 173,44, 151,64, 146,13, 143,11, 137,78,
134,27, 133,37, 131,41, 129,48, 127,79, 127,41, 121,60, 120,82, 120,31, 111,09,
60,98, 47,85, 39,73, 27,90, 14,16.

[000358] B oaHOM BapuaHTE OCYIIECTBJICHHS CIIOCOO CHHTE3a coeauHeHHs 71
(atun-1-(6-(4-¢prop-2-Me TOKCH(EHUIT ) XUHOTHH- 2 - W1 ) TATIEPUAHH-4-KapOOKCHIIAT)

ABIACTCA CICAYIONIHUM.

SAMEHAIOIA S CTPAHUIIA ot 24.11.2022
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[000359] Terpakuc(rpudennndocdun)nanmaamii(0) (96 wmr, 0,08 MmmoOTTB)
A00aBISAIM B IEPEMEIIMBAEMYIO CYCIIEH3HIO POMEKYTOYHOTO coeauHeHus 1 (3tui-1-
(6-OpoMxXUHOIUH-2-Un)UnepuauH-4-kapookcunar) (600 mr, 1,66 mmons), (4-pTop-2-
MeTokcH(peHHT)00poHOBOH KUCIOTHI (311 Mr, 1,83 MMonp) U kKapOoHaTa 1Ie3ust (3 ML,
3M pactBop) B cmecu guokcana (16 mm) u Boael (2,6 ). OOecneunBanu
nepeMenmuBanve cycrneHsun npu 80°C Ha npoTspkeHun 6 yacoB. PactBoputens
BBITIAPUBAJIM MPU BHICOKOM BaKyyM€ M OCTATOK OUYHUINAIH MOCPEACTBOM KOJOHOYHOM
xpomarorpadpuu (cunukarenb, mneTponedHsid 3¢up/EtOAc 2:1) ¢ mnomydeHuem

coeauHeHus 71 B BUae OSCIBETHOTO TBEPAOTO BemecTBa (442 mr, 65%).

[000360]  HPLC-MS [M+H]" 409,24: . mi.: 93-96°C; 'H SIMP (400 MI'u, CDCl5)
§7,92 (d,J=92Tu, 1H), 7,78-7,67 (m, 3H), 7,40-7,31 (m, 1H), 7,03 (d, J = 9,2 T,
1H), 6,82-6,71 (m, 2H), 4,50 (dt, J = 13,4, 3,9 T'y, 2H), 4.19 (¢, J = 7,1 T'y, 2H), 3,84
(s, 3H), 3,22-3,10 (m, 2H), 2,62 (tt, J = 11,0, 4,0 'y, 1H), 2,07 (dd, J = 13,5, 3,8 T,
2H), 1,92-1,77 (m, 2H), 1,30 (t, J = 7,1 T, 3H); C SIMP (101 MI', CDCl;) &
174,72, 164,17, 161,73, 157,65, 137,71, 131,51, 127,44, 126,44, 122,66, 109,94,
107,24, 107,03, 99,58, 99,33, 60,50, 55,80, 45,04, 41,48, 27,91, 14,24.

[000361] B omHOM BapuaHTE OCYINECTBICHHS CIIOCOO CHHTE3a COCTUHEHHS 72
(atun-1-(6-(4-meTokcH-3-(Tprud TOpMETHI ) (D EHUIT ) XHHOJTWH-2 - ) TATICPUAHH-4-

KapOOKCHIIAT) SBISIETCA CIEAYFOIINM.

SAMEHAIOIA S CTPAHUIIA ot 24.11.2022
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[000362] Terpakuc(rpudennndocdun)nanmaamuii(0) (96 wmr, 0,08 MmoOTTB)
D00ABIITH B IEPEMEIIUBAEMYIO CYCTIEH3HIO TIPOMEKYTOYHOTO coequHeHus 1 (3Twi-1-
(6-OpoMXUHOTUH-2-1N ) uniepuauH-4-kapookcunar) (600 mr, 1,66 mmoinp),  (4-
MeTOKCH-3-(TpudTopMeTrin)permn)00poHoBod kucimotel (402 mr, 1,83 Mmonb)
kapOoHaTa 1ie3us (3 My, 3 M pactBop) B cmecH auokcana (16 M) u Boasr (2,6 mi).
ObecneunBamu nepememuBanue cycrneHsuu npu 80°C Ha TPOTSHKEHHUH 6 YacoB.
PacTBOpHTEND BHIIAPUBAIIN TIPH BBICOKOM BaKyyM€ U OCTATOK OYHIIIATH ITOCPEICTBOM
KOJIOHOYHOM xpomarorpaduu (cunmkarenb, mnetponedsbii 3¢pup/EtOAc 2:1) ¢

MOJTyYCHHEM COEIUHECHUS 72 B BHIE OECIBETHOTO TBEPAOTO BemecTra (749 mr, 98%).

[000363] HPLC-MS [M+H]" 459,10; T.mn: 137-141°C; 'H SIMP (400 MTw,
CDCls) § 7,95 (d, J= 9,2 T'w, 1H), 7,86 (d, J =2,4 T, 2H), 7,80-7,72 (m, 3H), 7,09 (d,
J=8,6Tw 1H), 7,04 (d, J =92 T'w, 1H), 4,49 (dt, J = 13,5, 4,0 T'y, 2H), 4,17 (q, J =
7,1 T, 2H), 3,96 (s, 3H), 3,25-3,10 (m, 2H), 2,62 (tt, J = 10,9, 4,0 'y, 1H), 2,12-2,02
(m, 2H), 1,92-1,77 (m, 2H), 1,27 (t, J = 7.2 ', 3H); °C SIMP (101 MTI', CDCl;) &
174,57, 156,67, 132,90, 132,14, 131,49, 128,56, 128,44, 127,74, 125,65, 125,03,
124,66, 122,84, 122,32, 119,25, 118,94, 112,48, 110,39, 60,58, 56,13, 45,14, 41,27,
27,93, 14,23.

[000364] B omHOM BapuaHTE OCYIIECTBJICHHS CIIOCOO CHHTE3a COCAUHEHHS 73
(atun-1-(6-(4-xm0p-3 -MeTOKCH(EHUIT ) XUHOTTHH-2 -1 ) TATIEPUAHH-4-KapOOKCUIIAT)

ABIACTCA CICAYIONIHUM.

SAMEHAIOIA S CTPAHUIIA ot 24.11.2022
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[000365] Terpakuc(rpudennndocdun)nanmaamuii(0) (96 wmr, 0,08 MmoOTTB)
A00aBISIN B IEPEMEIIMBAEMYIO CYCIIEH3HIO IPOMEKYTOYHOTO coeaquHeHus 1 (3tui-1-
(6-0pOMXHUHOMHMH-2-UT)THNIEpUAHH-4-KapOokcmnar) (600 mr, 1,66 Mmonb), (4-xmop-3-
MeTOKCH(peHHT)00poHOBOH KUCIOTHI (371 Mr, 1,99 MMonb) 1 kapOoHaTa 1ie3ust (3 ML,
3M pactBop) B cmecu guokcaHa (16 mm) u Bomel (2,6 mm). OOecneunBanu
nepeMenmuBanve cycrnensun npu 80°C Ha npoTspkeHum S yacoB. PactBoputens
BBIITAPUBAJIN TIPH BBICOKOM BAKyyM€ M OCTATOK OYHINAIH MOCPEACTBOM KOJIOHOYHOU
xpomarorpadpuu (cunukarenb, mneTponedHsl 3¢pup/EtOAc 4:1) ¢ mnomydeHuem

coemMHEHHA 73 B BHIIE OCCIIBETHOTO TBepaoro Bemectsa (420 mr, 60%).

[000366] HPLC-MS [M+H]" 425,18; T.mn: 146-148°C; 'H SIMP (400 MTw,
CDCl;) § 8,28-7,94 (m, 2H), 7,85-7,68 (m, 2H), 7,47-7,40 (m, 1H), 7,21-7,13 (m, 2H),
7,08-7,01 (m, 1H), 4,55-4,45 (m, 2H), 4,16 (q, J = 7,1 T'w, 2H), 3,99 (s, 3H), 3,39-3,21
(m, 2H), 2,64 (tt, J = 10,7, 4,1 Ty, 1H), 2,19-2,02 (m, 2H), 1,96-1,76 (m, 2H), 1,27 (t,
J = 7,1Tn, 3H); ®C SIMP (126 MI'y, CDCl3) & 174,45, 156,67, 155,22, 131,79,
130,44 130,02, 125,14, 122,53, 121,55, 119,97, 112,73, 110,83, 110,49, 108,10,
100,68, 60,67, 56,25, 45,41, 41,06, 27,91, 14,24,

[000367] B omHoM BapuaHTe OCYINECTBJICHHS CIIOCOO CHHTE3a COSAUHEHHs 74
(atun-1-(6-(3-propdhennn)xuHOMUH-2 -1 )ITATIE pUAHH-4-KapOOKCHITAT) ABIAETCA

CJIETYIOLIUM.

SAMEHAIOIA S CTPAHUIIA ot 24.11.2022
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[000368] Terpakuc(rpudennndocdun)nanmaamuii(0) (96 wmr, 0,08 MmOTTB)
A00aBISAIM B IEPEMEIIMBAEMYIO CYCIIEH3HIO POMEKYTOYHOTO coeauneHus 1 (3tui-1-
(6-OpoMXHUHONMHMH-2-UI)HNIEpUANH-4-KkapOokemnar) (600 mr, 1,66 mmonb), (43-
¢droppenun)ooponoBor kKucimoThl (280 mr, 1,99 Mmmonb) u kapOoHara me3us (3 M,
3M pactBop) B cmecu auokcana (16 mm) u Bomel (2,6 mm). OOecneunBanu
nepeMenmuBanve cycrneHsun npu 80°C Ha npoTspkeHuM 7 yacoB. PactBoputens
BBITIAPUBAJIM MPU BHICOKOM BaKyyM€ M OCTATOK OUYHUINAIH MOCPEACTBOM KOJOHOYHOM
xpomarorpadpuu (cunukarenb, mneTponedHsl 3¢pup/EtOAc 4:1) ¢ mnomydeHuem

COEeTMHEHHS 74 B BHJIE TPA3HO-0EIIOTO TBEpAOTO BemecTBa (421 mr, 62%).

[000369] HPLC-MS [M+H]" 379,24; T.mm: 120-123°C; 'H SIMP (400 MTw,
CDCly) § 7,94 (d, J = 9,2 T, 1H), 7,91-7,74 (m, 3H), 7,53-7,31 (m, 3H), 7,08-6,98
(m, 2H), 4,49 (dt, J = 13,5, 4,0 T, 2H), 4,17 (q, J = 7,1 T, 2H), 3,27-3,11 (m, 2H),
2,61 (tt, J = 10,9, 4,0 Ty, 1H), 2,07 (dd, J = 13.5, 3,8 T', 2H), 1,91-1,76 (m, 2H), 1,27
(t, J = 7,1 T, 3H); °C SIMP (126 MI', CDCly) & 174,64, 164,25, 162,30, 157,03,
143,15, 138,01, 133,92, 130,29, 128,89, 12524, 122,85, 122,60, 122,61, 113,73,
110,34, 60,57, 44,99, 41,38, 27,95, 14,26.

[000370] B omHoM BapuaHTe OCYINECTBJICHHS CIMOCO0 CHHTE3a COCTUHEHHS 75
(atun-1-(6-(3-xmop-4-hTop HeHUIT) XUHOTHH- 2 - W1 )TUTIEPUANH-4-KapOOKCHIIAT)

ABIACTCA CICAYIONIHUM.

SAMEHAIOIA S CTPAHUIIA ot 24.11.2022
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[000371] Terpakuc(rpudennndocdun)nanmaamii(0) (96 wmr, 0,08 MmmoOTIB)
A00aBISIN B IEPEMEIIMBAEMYIO CYCIIEH3HIO IPOMEKYTOYHOTO coeaquHeHus 1 (3tui-1-
(6-OpoMXUHOIUH-2-Un)UnepuauH-4-kapookcunar) (600 mr, 1,66 mmons), (3-x10p-4-
dropdermn)ooponoBoi kucmotel (345 mr, 1,99 mmonp) u kapOoHarta nesus (3 mu,
3M pactBop) B cmecu guokcaHa (16 mm) u Bomel (2,6 mm). OOecneunBanu
nepeMenmuBanve cycrnensun npu 80°C Ha npoTspkeHun 6 yacoB. PactBoputens
BBITIAPUBAJIM MPU BHICOKOM BaKyyM€ M OCTATOK OUYHUINAIH MOCPEACTBOM KOJIOHOYHOM
xpomarorpagpuu (cunukarenb, mneTponedHsii 3¢pup/EtOAc 4:1) ¢ mnomydeHuem

COeIUHEHHS 75 B BUAE OCCIBETHOTO TBEPAOTO BemecTBa (664 mr, 97%).

[000372] HPLC-MS [M+H]" 413,16; T.mn: 143-146°C; 'H SIMP (400 MTw,
CDCly) 6 7,93 (d, J = 9,2 Ty, 1H), 7.86 (m, 1H), 7,78-7,65 (m, 3H), 7,55-7,44 (m,
1H), 7,26-7,17 (m, 1H), 7,04 (d, J= 9,2 T, 1H), 4,49 (dt, J = 13,5, 3,9 'y, 2H), 4,16
(q, J = 7,1 T, 2H), 3,25-3,14 (m, 2H), 2,62 (tt, J = 10,8, 4,0 I'y, 1H), 2,07 (dd, J =
13,5, 3,8 T, 2H), 1,91-1,76 (m, 2H), 1,27 (t, J = 7,1 T, 3H); *C SIMP (101 MI'y,
CDCly) & 174,55, 158,70, 156,23, 138,07, 129,05, 126,64, 126,57, 125,11, 122,74,
121,37, 117,17, 116,95, 116,74, 110,45, 60,59, 45,09, 41,26, 27,92, 14,23.

[000373] B oaHoM BapuaHTe OCYINECTBJICHHS CIIOCOO CHHTE3a COCTUHEHHS 76
(3trn-1-(6-(2-Me TOKCUTTHPHIAH-3 -1JT ) XHHOJTHH- 2 - W1 ) TATIEPUIHH-4-KapOOKCHIIAT)

ABIACTCA CICAYIONIHUM.
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[000374] Terpakuc(rpudennndocdun)nanmaamii(0) (96 wmr, 0,08 MmoOTTB)
A00aBISAIN B IEPEMEIIMBAEMYIO CYCIIEH3HIO POMEKYTOUYHOTO coeauHeHus 1 (3tui-1-
(6-OpoMXUHONMUH-2-un)nunepuana-4-kapookcunar) (600 mr, 1,66 mmonb),  (2-
METOKCUITMPUANH-3-HI)00poHOBO#M KuCioThl (305 mr, 1,99 Mmmons) U kapOoHata
nesus (3w, 3 M pactBop) B cmecu amokcana (16 mm) m Bomer (2,6 mm).
ObecneunBamu nepememuBanue cycrneHsuu npu 80°C Ha TPOTSHKEHUH 6 YacoB.
PacTBOpuTEND BRIMApUBAIN IIPH BBICOKOM BAKyyME M OCTATOK OYMILAIH MOCPEACTBOM
KOJIOHOYHOM Xpomatorpadhuu (cwmmkarenb, mnetponednsii 3¢up/EtOAc 2:1) ¢
MOJTyY€HHUEM COEAMHEHHS 76 B BUAE TPI3HO-OEoro TBEpAoro BemecTtBa (515 mr,

79%).

[000375] HPLC-MS [M+H]" 392,26; T.mm: 105-107°C; 'H SIMP (400 MTw,
CDCls) § 8,22-8,12 (m, 1H), 7,90 (d, J = 9,1 T'w, 1H), 7,84-7,61 (m, 4H), 7,05-6,95
(m, 2H), 4,48 (dt, J = 13,6, 3,9 'y, 2H), 4,16 (q, J = 7,1 T, 2H), 4,00 (s, 3H), 3,13
(ddd, J = 13,9, 11,4, 2.8 ', 2H), 2,59 (tt, J = 11,0, 4,0 T, 1H), 2,04 (dd, J = 13,4,
3,8 'y, 2H), 1,89-1,74 (m, 2H), 1,27 (t, J = 7,1 T'y, 3H); °C SIMP (101 MI'y, CDCly)
5 174,73, 161,01, 157,46, 147,41, 145,38, 138,51, 137,62, 130,78, 130,58, 127,46,
126,28, 124,54, 122,69, 117,14, 110,00, 60,50, 53,53, 44,89, 41,52, 27,92, 14,24.

[000376] B omHoM BapuaHTE OCYINECTBJICHHS CIIOCOO CHHTE3a COCAUHEHHS 77
(atun-1-(6-(5-¢p roprupuauH-3 -1 ) XHHOIWH-2 - W) ITATIE PUANH-4-Kap OOKCHITAT)

ABIACTCA CICAYIONIHUM.
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[000377] Terpakuc(rpudennndocdun)nanmaamii(0) (96 wmr, 0,08 MmmoOTTB)
A00aBISAIM B IEPEMEIIMBAEMYIO CYCIIEH3HIO POMEKYTOYHOTO coeauHeHus 1 (3tui-1-
(6-OpoMxuHOMMH-2-un)unepuauH-4-kapookcunar) (600 mr, 1,66 mmonp),  (5-
¢roprupuarH-3-1i1)00poHOBOH KUCIHOTHI (280 Mr, 1,99 MMonp) u kapOoHaTa LE3Hs
(3 mi, 3 M pactBop) B cmecu auokcana (16 mi) u Bozel (2,6 mim). ObecneuuBanu
nepeMenmuBanve cycrneHsun npu 80°C Ha npoTspkeHun 6 yacoB. PactBoputens
BBITIAPUBAJIM MPU BHICOKOM BaKyyM€ M OCTATOK OUYHUINAIH MOCPEACTBOM KOJOHOYHOM
xpomarorpadpuu (cunukarenb, mneTponedHsid 3¢up/EtOAc 2:1) ¢ mnomydeHuem

coeauHEHHs 77 B BUAE TPA3HO-0e10T0 TBEpRoTo BemecTna (540 mr, 86%).

[000378]  HPLC-MS [M+H]" 380,21; T.mm: 113-115°C; 'H SIMP (400 MTw,
CDCl;) & 8,77-8,74 (m, 1H), 8,43 (d, J = 2,7 'y, 1H), 7,93 (d, J = 9,2 T'y, 1H), 7,86-
7,71 (m, 3H), 7,70-7,64 (m, 1H), 7,05 (d, J = 9,2 T, 1H), 4,50 (dt, J = 13,9, 3,9 T,
2H), 4,16 (q, J = 7,1 T', 2H), 3,15 (ddd, J = 13,8, 11,4, 2,9 T'w, 2H), 2,61 (tt, J = 11,0,
4,0 T, 1H), 2,11-2,00 (m, 2H), 1,88-1,77 (m, 2H), 1,27 (t, J = 7,1 T'y, 3H); C SIMP
(101 MI'y, CDCl5) § 174,65, 161,07, 158,52, 157,55, 143,94, 138,18, 137,64, 136,20,
129,84, 128,29, 127,52, 125,71, 122,96, 120,87, 110,49, 60,55, 44,72, 41,43, 27,93,
14,23.

[000379] B omHOM BapuaHTE OCYIIECTBICHHS CIIOCOO CHHTE3a COSAUHCHHS 78
(atun-1-(6-(3-¢proprupuauH-4-11)XHHOIWH-2 - W) TATIE PUANH-4-Kap OOKCHITAT)

ABIACTCA CICAYIOIIHUM.
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[000380] Terpakuc(rpudennndocdun)nanmaamuii(0) (96 wmr, 0,08 MmoOTTB)
A00aBISIN B IEPEMEIIMBAEMYIO CYCIIEH3HIO MMPOMEKYTOUYHOTO coeauneHus 1 (3tui-1-
(6-OpoMXUHONMUH-2-un)nunepuana-4-kapookcunar) (600 mr, 1,66 mmomne),  (3-
¢ roprmpunuH-4-nn)00poHOBONH KHCIHOTH (280 Mr, 1,99 Mmonb) U kapOOHaTa IE3UA
(3 mi, 3 M pactBop) B cmecu auokcana (16 mi) u Bozel (2,6 mi). ObecnieuuBanu
nepeMenmBanve cycrnensun npu 80°C Ha npoTspkeHuM 6 yacoB. PactBoputens
BBITIAPUBAJIM MPU BHICOKOM BaKyyME€ M OCTATOK OUYHUINAIH MOCPEACTBOM KOJIOHOYHOM
xpomarorpaduu (cunmkarenb, metponerHsii 3¢gup/EtOAc 2:1-1:2) ¢ momydeHuEeM

coeauHeHus 78 B BUaE xkenroro TBepaoro semectsa (100 vr, 16%).

[000381] HPLC-MS [M+H]" 380,16; T. mr: 97-101°C; 'H SIMP (400 MI'w,
CDCl;) § 8,63-8,51 (m, 1H), 8,47 (d, J = 5,0 T, 1H), 8,08-7,85 (m, 3H), 7,83-7,75
(m, 1H), 7,49 (m, 1H), 7,05 (d, J= 9,3 T, 1H), 4,57-4,47 (m, 2H), 4,16 (q, J=7,1 T,
2H), 3,29-3,12 (m, 2H), 2,63 (tt, J = 10,8, 4,0 ['w, 1H), 2,07 (dd, J = 13,4, 3,9 I'u, 2H),
1,90-1,76 (m, 2H), 1,27 (t, J = 7,1 T, 3H); °C SIMP (101 MI'y, CDCly) & 174,52,
171,94, 165,46, 146,00, 145,95, 139,17, 138,91, 135,76, 132,10, 129,87, 128,02,
126,84, 124,01, 122,50, 110,41, 60,59, 44,95, 41,28, 27,93, 14,23.

[000382] B omHoM BapmaHTe OCYHIECTBIIEHHS CIIOCOO CHHTE3a COCIWHEHUH,
MPEICTABIIAIOMUX COO0H MPOMEKYTOUHOE COeAUHEHHE 2 (METHII- | -(6-OpOMXHHOIINH-

2-W)ATIE pUIUH-4-KapOOKCHIIAT) SBIIAETCS CIIEAYTOLIHM.
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[000383] DIPEA (5 mn) moGaBmsiiam B CycneH3uio 2-xyop-6-OpomxuHonuHa (1 T,
4,1 mmonb) U MeTHi-u3oHumnekorata (650 mr, 4,5 mmons) B 1-BuOH (20 mn) wu
obecneunBanu mnepememuBanue cmecu npu 130°C Ha mnporsskeHMH 24 4acoB.
PacTBopuTens BhIIApUBANM, M TOJNYYEHHBIH OCTATOK OYMINATM IOCPEACTBOM
KOJIOHOYHOM xpomartorpadhuu (cunmkarenmb, mnetposedubii 3¢pup/EtOAc 2:1) ¢
MOJMYYCHUEM TIPOMEKYTOUYHOTO COCAMHEHHSA 2 B BHJAE TIPA3HO-OEIOT0 TBEPHOTO

BemecTna (572 mr, 98%).

[000384] B omHOM BapuaHTe OCYIIECTBIIEHHS CIIOCOO CHHTE3a COCTUHEHHA 79

(MeTwI- 1-(6-(TupuauH-4 -1 ) XUHOTHUH-2 - 1T ) TUIIePUAUH-4-KapOOKCHIIaT) ABJIACTCSA

CJIC TYFOTIHM.
N* l
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[000385] Terpakuc(rpudennndocdun)manmaamuii(0) (80 wr, 0,07 MMOJTB)
A00ABIAN B TIEPEMEIUBAEMYIO CYCIIEH3HIO TIPOMEKYTOYHOTO COETUHEHHA 2 (METHII-
1-(6-OpOMXHUHOTUH-2-HJ)THTIEPHANH-4-KapOOKCHITAT) (480 wr, 1,39 mmomb),
MUPUIUH-4-UITO0POHOBOM KHCTOTH (285 Mr, 1,66 MMoOIb) U KapOoHaTa nesus (2,4 Mo,
3M pactBop) B cmecu guokcana (10mn) w Bomer (2 mm). OOecmeuuBanm
nepeMemuBanue cycrnensun npu 30°C Ha mnpoTskeHud S yacoB. PactBoputens

BBINTAPHUBANIM NPH BBICOKOM BAKYYME M OCTATOK OYHINAIH MOCPEACTBOM KOJIOHOYHOM
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xpomarorpaduu (cunmkarens, mnerponedubii 3pup/EtOAc 2:1). HeounmeHHBIH
NPOAYKT PACTBOPAJIIA B TOPAYEM 1SOp, BCE €mie TropsAsYuM (QHUIbTpoBAIH U
obecnieunBamu oxnaxacaue ¢unprpata npu 0°C. Kpucrammsl mpomykra coOupanu
nyteMm ¢unbeTpoBaHuda. [Ipoaykr, coenuHeHue 79, BBIIENAINA B BHAE TPA3HO-0€TIOTO

TBepAoro BemecTsa (204 mr, 42%).

[000386]  HPLC-MS [M+H]" 348,13; r.mwr: 153-155°C; 'H SIMP (400 MI'w,
CDCls) & 8,70-8,61 (m, 2H), 7,93 (d, J = 9,2 I'n, 1H), 7,87 (d, J = 2,1 'y, 1H), 7,85-
7,73 (m, 2H), 7,62-7,55 (m, 2H), 7,04 (d, J = 9,2 ', 1H), 4,50 (dt, J = 13,4, 3,9 'y,
2H), 3,71 (s, 3H), 3,15 (ddd, J = 13,9, 11,5, 2,9 'y, 2H), 2,63 (tt, J = 11,0, 4,0 ',
1H), 2,05 (dd, J = 13,5, 3,8 ', 2H), 1,89-1,80 (m, 2H); °C SIMP (101 MI'w, CDCl5) &
175,05, 157,59, 150,22, 148,44, 148,03, 137,74, 131,49, 128,01, 127,40, 125,62,
122,91, 121,32, 110,36, 51,79, 44,69, 41,32, 27,92.

[000387] B onmHOM BapmaHTE OCYINECTBICHUS MNPEANOYTHTEIBHBIE COCIHUHCHUA

oOmiei popmyItsl | ABIAFOTCS CEAYOIIAMHU:
1-(6-(4-(TprdTOpMETOKCH )(heHIIT) X HHOTTUH-2 - W1 ) TUTICPUAHUH-4-KapOOHOBAST KUCJIOTA;
3T | -(6-(2-ME TOKCHITUPHUMUANH-S5-HJT ) XUHOJTHH-2 -1 ) TATIEPUIUH-4-Kap OOKCHUIIAT;,
31r- 1-(6-(3-dropdeHuIT)XHHO THH-2- 1T ) TUTIE PUIHH-4-Kap OOKCHJIAT;,

1-(6-(3-¢pTop-4-u30mPONOKCUPEHIIT)XUHOTUH-2 -HIT ) TUTIEPUANH-4-KapOOHOBAS

KHCIIOTA;

1-(6-(3-pTopdheHnn)XuHOTHH-2-HJ1 )THTIepUINH-4-KapOOHOBAs KHCITOTA,

3T 1 -(6-(6-MeTOKCHTTUPH N H-3 -HJT) XUHOJTUH-2 - FJT ) ITHTIE PUIUH-4 -KapOOKCUIIAT;
3TuN- 1-(6-(2-Xx110p-4-ME TOKCH() EHUIT ) XHHOJIUH- 2 -WJT ) TUTIEPUANH-4-KapOOKCHIIAT;
1-(6-(4-meTokcu(eHN ) XUHOTHH-2-1T ) TANIEpUANH-4-KapOOHOBAS KUCITOTA;

TUAPOXIIOPUA 3TuI- 1-(6-(4-mMeTokcu-2-(TpudTopMeTHIN ) EHHIT ) XUHOTHH-2 -

WIT)TTATIE pUIUH-4-KapOOKCHUIIaTa,
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stui- 1 -(6-(3-(Tprd TopMeTOKCH )P EHIT ) XUHOTIH-2-HJT ) TATIEPUANH-4-KapOOKCUIIAT;
3TH- 1 -(6-(3-ruApOKCUEHIIT) XUHOTMH-2 - WJT)ITUIIEPUANH-4-KapOOKCHIIAT;
1-(6-(3-(TpudTOpMETOKCH )(PEHHUT )X UHOTHUH-2-HJT ) TUTIEPUANH-4-KapOOHOBAs KUCIIOTA,
3Tun- 1 -(6-(6-Me THIMUPUANH-3 -1 )X UHOJTHH-2-HJ1 ) TANIEPUANH-4-KapOOKCHIAT;,

3TN 1 -(6-(TTMpUANH-2- 1) XUHOIUH- 2 -1 ) TUNIEpUAUH-4-KapOOKCHIIAT;,
s1un-1-(6-(3-¢prop-4-mMeTokcu eHIIT) X HIHOTHUH-2 -WIT ) [TUTIE PUIHH-4-KapOOKCHIIAT;
31HA- 1-(6-(4-Xx510p-3-PTOpPEeHUIT) XUHOTHH-2 - 1T ) TATIEPUAHH-4-KapOOKCHIIAT;

3THI- 1 -(6-(2-(Tprd TOpME THIT) Y e HIIT ) XMHOTHH- 2 -HJT ) TATICp U TUH-4-KapOOKCHIIAT;,
3THIT- 1 -(6-(4-PTOP-2-ME TOKCU(SHIIT) XHHOIWH-2 - HJT ) TUTIEPUIHH-4-KapOOKCHIIAT HUITH

ux (papMaleBTHYECKH MPHEMIIEMBIE COJIb, THIPAT, CONBBAT, /N-OKCHJ, CTEPEOH30MED,
CTEPEOU30MEP, B YACTHOCTH JUACTEPEOU30MED, IHAHTHOMEP WIIM aTPOIIOU30MEPHI WU

WX CMECH, TIOJIMMOP( WITH CITOKHBIH Sup.
[Tpumep 2

[000388] B oxHOM BapuaHTe OCYIIECTBICHUA AHAIW3 LUTOTOKCHUYHOCTH IiN Vilro
MPOBOJWIIH CJIETYIONTAM 00pa30oM. AHAIH3 IUTOTOKCHYHOCTH i1 Vilro TIPOBOJHIA B
kierouHol nuauu HepG2 ¢ mpuMeHeHHEM aHalu3a BOCCTAHOBIIEHUS TETPA30IMS IS
OLIEHKH JKM3HECTIOCOOHOCTH KIeTOK (BoccTaHoBinernne MTS, kak ommcano Cory A. ef
al (Cancer Commun. 1991, 3 (7), 207-212)). Aranu3 npoBOAWIH B 96-TyHOUHBIX
mianmerax B TeueHue 48 4 mpu 37°C u 5% CO, B naKyOammonHou cpene (DMEM c
HHU3KHM coJIepKaHuEM TJIFOKO3BI Cc Glutamax, 10% FBS, 1%
neHurHA/cTpentomuiimaa 1 DMSQO). Knetku moasepramm  BO3IEHCTBHIO 8
Pa3HBIX KOHIICHTPAIWH COEIWHEHWS B TOCJICTOBATEIBHBIX Pa30aBiICHUSIX (OOBIYHO
OCHOBaHWE 2), TUIOC TOJOXHUTEIbHBIA KOHTPOJb (COCTWHEHHWE B KOHIICHTPAIIHH,
KOTOpasi, KaK W3BECTHO, MOHWKAET >KH3HECTIOCOOHOCTh KieTOK Ha Oomee 50%) u

OTPHUIIATENBHBIM KOHTPONb (WMHKyOammoHHas cpema). Jlmd Kakaoro ycCioBHS
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aHANIM3UPOBAIU JIYHKHM B IIECTH MOBTOPHOCTAX. VICXOIHBIE pacTBOPHI COEAUHEHHUI
nonyyamu B DMSO mpu 20mMM, korma 3TO BO3MOXKHO, CTEPHIM30BaIH
$UIBTpOBAHUEM, PA3AEISUTH HA aTWKBOTH W XxpaHwmm npu -20°C. MakcumanbHbie
HCIIBITYEMbIE KOHLIEHTPALMM COEJWHEHUM 3aBUCAT OT HMX PacTBOPUMOCTH B
WHKYOAIIMOHHOW cpeie U OT MakcuManbHOU yactd DMSO B mpornieHTax, 10myCcTHMON
0e3 yTpaTbl >KH3HECTIOCOOHOCTH KIETOK. B KOHIlE WHKYyOAaIMOHHOTO TIEpHOJa
MOGABIISIMA PEAreHT, MpeACTAaBIABINHN coGoi Tetpasommii (pactBop CellTiter 96"
AQueous OT Promega); kiieTku HHKYOUPOBAId B TEYCHHE €IIe 3 YaCOB C COACHCTBUEM
BOCCTAHOBJICHHIO TETpa3onus a0 ¢opmazaHa >KMBBIMH KieTkamu. KomudecTso
MOJIyYE€HHOTO PaCTBOPUMOTO (popMas3aHa OLEHUBAIIU IyTEM CUUTHIBAHUS MOTJIOMICHUA
mpu 490 HM Ha TUTaHIIET-pugepe co crekrpodoromerpoM. CpenHee 3HAUCHHUE
MOTJIOIIEHUST JJI1 JIYHOK C OTPHILATEbHBIM KOHTPOJIEM cOooTBeTCTBOBaNO 100%
KU3HECTIOCOOHOCTH KIIETOK; TOTJIONMEHHE, TONYYEHHOE INPH KAKIOM HCTBITYEMOM
YCIIOBHH, 3aTE€M NPEBPALIATN B 3HAYECHHE YKUZHECTIOCOOHOCTH KIIETOK B MPOILIEHTAX —
STH PE3yJIbTAThl HAHOCHIIM Ha TPapUK OTHOCHTEIHHO KOHIEHTPALMH COCTHHEHUS H
OCYUIECTBIISAJIA HETMHEHHYIO PETPECCHOHHYIO anmpokcumanuio. Koria 31o BO3MOKHO,
ICsy paccunThIBaIM Kak KOHICHTPAIMIO COCOWHEHHSA, KOTOPAas OOECIICYHBACT

CHHUKEHUE YKU3HECTTOCOOHOCTH KJIETOK Ha 50%.
ITpumep 3

[000389] B oaHoM BapuaHTe OCYHICCTBIICHMS AaHAIW3 YYBCTBUTEIBHOCTH
Mycobacterium tuberculosis nHa ocHoe REMA mnpoBomuimu crieayromuM 00pazoMm.
YyscTBUTENMbHOCTD M. fuberculosis MOMyYaIyd MyTeM TOJBEPTAHUS 1yBCTBUTEIHHOTO
M. tuberculosis H37Rv, B uwactHoctn mramma ATCC 25618 M. tuberculosis,
BO3JCHCTBHIO PA3HBIX COCAMHEHWH W OLICHKH MHTHOMPOBAHHA €€ POCTa C TIOMOIIBIO
cocota REMA (aHanu3 MUKpOTHTPOBAaHHEM pe3a3ypuHa), OCHOBaHHOTO Ha Palomino
JC et al (Mycobacterium tuberculosis Antimicrob. Agents Chemother. 2002, 46, 8,
2720-2722). Ananu3 npoBOIWIH B 96-TyHOUYHBIX TUTAHOIETaX B TeUEHHE O THEH TpH
37°C B cpene Middlebrook 7H9. Knetkm moasepramu BO3ACHCTBHIO 8 pas3HBIX

KOHI.[GHTpaI_[I/Iﬁ COGI[I/IHCHI/II‘/'I B ABYKPATHbBIX TOCIACAOBATCIIbHBIX PAa3BCACHUAX,
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WHKYOAalIMOHHYI0 CpeAy TPHMEHSIM B KAa4yeCTBE OTPHULATEIIBHOTO KOHTPONA U
MOJYYaJH 2 TOJOKUTETBHBIX KOHTPOJIS: pH(aMIUIH B KOHIICHTPALIMH, KOTOPAs, KakK
W3BECTHO, TOJABISIET POCT, W MOKCH(IOKCAIMH B 8 Pa3HBIX KOHICHTPALMAX, OT
OTCYTCTBHUSA MOJABIIEHUA POCTA /0 MOJHOrO MOAABIECHHS pocTa. McXoaHbIe pacTBOPHI
coequHeHui nonyyan B DMSO B koHueHTpanuu no meHsiie mepe 40X Bblle yem
MaKCHUMAaJlbHAs HCIBITyeMas KOHLIEHTpauusa. B KoHIE WHKYOAaIMOHHOTO Mepuoja
T00ABTISUTH Pe3a3yPHH U KIIETKH HHKYOUPOBAIIA B TEUEHHUE €IIe 2 JHEH ¢ COACHCTBHEM
M3MCHEHHIO 1[BETa pe3asypuHa OT CHHErO0 J0 PO30BOr0 KaXKABIM pas3, Koraa
HMPOUCXOAUN pocT. l[BeTa perucTpupoBaly M HAMMEHBINYHO KOHLICHTPALMIO, IPH
KOTOPOH HE HAOOAAIM U3MEHEHUS 1BETA (MTOCTEAHAS CHHAA JIyHKA), TPUHUMAIH KaK
MUHUMAJIbHYI0 moaaBisronlyto koHueHtpaimio (MIC) storo coemunenus nns M.

tuberculosis.
[Tpumep 4

[000390] B oagHOM BapuaHTe OCYIIECTBIICHHS aHAIH3 METAOOIMYECKOU
CTAOMJTFHOCTH TPOBOJIWIM CIICAYIOMIMM 00pa3oM. MeTaOOTH4YeCKyr0 CTaOMIBHOCTD
OLICHWBAIM TyTEM WHKYOHPOBAHHA HCIBITYEMBIX COCAHHEHHH B 96-TyHOYHBIX
MJAHOIETaX C WUCMOJIb30BaHUEM S5 amukBOT mo 40 Mk (OgHA AJIA KaKAOTO MOMEHTA
BPEMEHH) B HMHKYOAI[MOHHOW CpeJe Ha OCHOBE MHKpOCOM TieueHHW. [laHHas cpena
cogepsxama MgCl, (3,3 MM), NADPH-kodakTopayto cuctemy (NADPH (3 MmM),
rmoko3a-6-ocdar (5,3 MM), rimrokosa-6-pocharmeruaporenasy (0,67 eTUHUTIBI/MIT))
u 0,42 Mr OeNKOB MHKPOCOM TieueHH Ha M1 B ¢ocharaom Oydepe (100 MM, pH 7.4).
KonTtponsubie uHKyOanmu nposoawiy, 3ameHssi NADPH-kodakropHyto cuctemy Ha
dbocharuenii Oydep. Ucnmpityempie coequnenus (1 MkM, KOHEYHAs KOHIIEHTpPAIIHS
pactBopurens 1,6%) waKyOupoBamu ¢ mukpocomamu nipu 37°C W TpH KPYTrOBOM
BerpsixuBanuu npu 100 o06/MuH. MmMumpamMuH W TPOMPAHOIION WHKYOHPOBAIIA
MapajuIeTbHO B KAYECTBE STANIOHHBIX COCAUHEHHH. Kakayro peakiuio MpOBOJHIH B
ABYX TIOBTOPHOCTSIX. AHAIM3UPOBAIIM MATh MOMEHTOB BPEMEHHU B TeueHHE 60 MHHYT.
Peakiuu octanaBnmuBamu myteM gooasieHus 12 oobemoB 90% aneTOHUTPHUIIA B BOJE B

WHKYOWUpYyEMbI€ aJTMKBOTHI, 3aT€M OCAKHBAM OCIIKH IyTeM ICHTPU(YTHPOBAHHUA.
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Hanocagounble >KkUAKOCTH aHanu3upoBaiu ¢ npuMmeHeHuemM HPLC-cuctembl
Shimadzu VP ¢ xomomkout mma HPLC c¢ oOpamenno#l (a3oi, COETHHEHHOH C
tanneMHbIM Macc-criektpomerpoM API 3000 (PE Sciex). Uctounuk TurbolonSpray
NPUMEHAIN KaK B PEKUME TMOJIOKUTENIbHBIX, TAK U OTPULATENbHBIX HOHOB. COOp U
aHaM3 JAHHBIX TIPOBOAMIM C TPUMEHEHHEM NPOTpaMMHOrO odOecrederus Analyst
1.5.2 (PE Sciex). Koncranty yctpanenus (k.), mepuon momyBbiBeaeHHA (ty,) U
cuctemubiid kimpeHc (Clyy,) onpeaensnu Ha rpaduke In(AUC) 0THOCUTETEHO BpeMEHH
C IPUMEHEHHEM JIMHEHHOTO PErpecCHOHHOIO aHAIM3a A KaKAO0T0 HUCIBITYEMOTrO U

3TAJIOHHOTO COEHHEHUS.
[Ipumep 5

[000391] B oaHOM BapuaHTE€ OCYLIECTBICHHSA AaHAIU3 C OMNPEICIICHUEM
ko3¢ ¢purmenta pacnpemenerus (LogD) mpoBoamnmm  chenyrommM - 00pasom.
HcnbITyeMble COeAMHEHHUS WHKYOMPOBAIH B TOJHMIIPONHICHOBBIX MHUKPOIPOOHUpPKAxX
tunia Eppendorf B Tpex TOBTOPHOCTAX: S5-MKI aMMKBOTHL, conepxkamme 10 MM
HUCXOJHOTO PpacTBOpa Kaxkaoro coeamHeHuss B DMSO, poGaBmsanmu B paHee
HACBIMMEHHYIO CMecCh, coaepxkainyto 500 Mk 3a0ydepenHoro ¢ocdaToM COIEBOTO
pactBopa (pH 7,4) m 500 mxn oxrtanoma. OOecmieunBaay CMEIIWBAHWE PACTBOPA B
porarope B TeueHue 1| yaca npu 30 06/muH. Paznenenme a3 obOecreynBanmm myTem
ueHTpudyruposanus. Pazy B okraHone paszdaBmumd B 100 pas ¢ momomsio 40%
ANCTOHUTPHIIA B BOJIC JUISl aHAJIH3A, 4 BOJHYIO (ha3y aHAMH3UpOBAIH O€3 pa3OaBICHHUS.
MebOeH1a30/T1 MPUMEHAITA B KA4eCTBE STAJOHHOTO coeauHeHus. Bce oOpasipr (00e
¢dazpr) anamusupoBamum Ha HPLC-cucreme Shimadzu VP ¢  komoHko# mms
xpomarorpaduu ¢ oOpameHHOH (a30i, COEAMHEHHOW C TaHAEMHBIM MAacc-
cnektpomerpom API 3000 (PE Sciex). Mctounnk nonos TurbolonSpray mpumensnu B
PEKUME TOJIOKUTETHHBIX HOHOB. COOp M aHAIH3 JAHHBIX POBOIMIIH C PHMEHEHHEM
nporpaMMHoro oOecmeueHus Analyst 1.5.2. Koaddummentsr pacnpenencHus
WUCTIBITYEMBIX ~ COCJAMHEHHA  PACCUUTHIBAIM Kak jorapudm  kod(pHHUIHEHTOB

n3BnedeHus (1)) B 000MX PACTBOPUTEIIX B COOTBETCTBHH C YPABHEHHEM HIDKE.
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100 . Sp
D=
Sp
rIe So — mIoma e MUKa COeTMHEHUA B (pa3e B OKTAHOJIE,

Sp — maomIaae MHKa coeauHEHUs B (pase B 3a0ydepeHHOM

¢docdarom coneBoM pacTBope.
ITpumep 6

B onHOM BapuaHTe OCYHIECTBICHHMS aHanu3 ¢ onpeaeneHuem pKa nposoaunu
creayomuM  00pazoM. CKIOHHOCTh COEAMHEHHSA BBICTYNATh JOHOPOM IPOTOHA
U3MEPSETCA KaK €ro KOHCTAHTa JUCCOLUALIMH KaK KUCIIOTHI (KOHCTAHTA TUCCOLUALIMH)
nmm Ka. boree mpakTiyuHas mkana mpeacTaBIeHNs KUCIOTHOCTH TIPEACTABIAET COO0HM
pKa, xoropas paBHseTcsa oTpunaTensHOMY 3HaueHHMIO orapupma Ka (pKa = -log Ka).
Omnpenenenus pKa UCHbITyeMbIX COEAMHEHHUH U 3 3TAJIOHHBIX COEAUHEHHUM MPOBOIUITH
MyTEM TOTCHIIMOMETPUYECKOTO THUTPOBAHUS B COOTBETCTBHH C TEXHUYECCKHUMH
MPOTOKOIaMH /i u3mepernus pKa, mpeaoctasiaenusiMu Pion Inc. u Sirius Analytical
Inc. Bxpatue, pKa coeaureHnil onpenersui ¢ moMompo pH-MeTpryeckoro crmocobda
Ha OCHOBE MOTEHIHOMETPHUYECKOTO KHCJIOTHO-OCHOBHOTO TUTpoBaHus mpu 25°C.
HcmeiTyeMble ¥ 3TaTIOHHBIE COCTUHEHHS PACTBOPSIIH B MOAKHCIeHHOM pacTtBope NaCl
B cmecu MeOH-Boma (1:4) (150 MM, pH 2) W MeqIeHHO THTPOBAIA C TIOMOIIBIO
10 MM pactBopa NaOH B cmecu MeOH-Boma (1:4). 3apeructpupoBanusie pH
pacTBopa B kKauecTBe pyHKImu 00bemMa NaOH, mpuMEeHEHHOTO BO BpeMs THTPOBAHU,
MPUMEHANIHN I MTOCTPOCHHMA TUTPALIMOHHOW KpHBOM. THTpOBaHHME MOJKHUCIEHHOTO
pactBopa NaCl B oTcyTCTBHE KaKOTO-THOO COCTUHEHHS MPUMEHSIH IS TIOCTPOCHUS
rpaduka I XOJNOCTOTO pacTBopa. bydepHYH0 €MKOCTh PACCUHMTHIBATN B KasKIbIH
MOMEHT BPEMEHH HAa TUTPALMOHHOW KPHBOW B BHUIE COOTHOIIEHHUS CKOPOCTH TMOTOKA
NaOH (koncranra) u ckopoctu mosbimeHuss pH. 3nHauenwme pKa ompenmemsum w3
MOJly4eHHOTO Tpadmka OydepHOW EeMKOCTH  OTHOCHTEeNIbHO PH kak Makcumym
oydepHoit emkocTh. pH-MeTpruyecknii criocod mo3BosIeT U3MepsaTs pKa B quanazoHe

or 2 mo 12. COop W aHamM3 AAHHBIX TPOBOJHIN C MPUMEHEHHUEM MPOTPAMMHOTO
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obecnieuenust SmartLoggerll 1.0.14 (Beckman Coulter). Ananu3 JaHHBIX BBITIOTHSIIA

¢ mpuMeHeHreM TporpaMMmHoro odecmneuenust GraphPad Prism 5.01 u Excel 2010.
ITpumep 7

[000392] B oxHOM BapuaHTe OCYIIECTBIIEHUS aHAIW3 CTAOWIBHOCTH B IUIA3MeE
KkpoBH yenoseka (PS) mpoBoaunm cnenyromum oOpasom. HMcmbiTyembie COeTMHEHUA
(1 MmxM, xoneunas koHueHTpaimsa DMSO 1%) uHKyOMpoBamu B 5 anMKBOTax IO
70 Mk (0gHA A7 KQKJO0TO MOMEHTA BPEMEHH), B ABYX MOBTOPHOCTAX mipu 37°C npu
KpPYroBoM BcTpsaxuBaHuH nipu 100 00/MuH. AHAIU3UPOBAIHU MATH MOMEHTOB BPEMEHHU
B TeyeHue 120 muHyT. JIBa 3TAJIOHHBIX COCAUMHEHHA AHATM3UPOBAIIA NAapajlICIIbHO.
Peakin octaHaBnuBamM myTeM go0aBiueHHA 420 MK CMECH AamleTOHHUTPUII-BOJA
(90:10) m 3aTreM BBHIIONHAIM OCAKICHHE OEIKOB IUIA3MBI KPOBH TyTEM
ueHrpudyruposanus. Hagocamounsie sxuakoctu aHamuszuposBamd Ha HPLC-cucreme
Shimadzu VP ¢ konoHko# as xpomarorpaduu ¢ oOpameHHOU (a3oi, COSTUHEHHOMU C
tTangeMHbIM Macc-criektpomerpoM API 3000 (PE Sciex). [IpumeHsmm pexum Kak
MOJIO’KUTEITbHBIX, TAK W OTPULATEIIFHBIX HOHOB HMCTOYHHKA HOHOB TurbolonSpray.
COop W aHaNMHM3 JAHHBIX TMPOBOJWIIA C TIPUMEHEHHEM IMPOTPAMMHOTO OOECTICUCHUS
Analyst 1.5.2 (PE Sciex). PaccuuThiBaau 00 HCIBITYEMBIX COCIHHCHHUH,
OCTaBUIYIOCA TTOCTIE HHKYOAIHs B IIa3Me KPOBH, B MPOLIEHTAX W X 3HAYCHUS TIEPHOIA

nony>ku3Hu (T1),).
[Tpumep 8

[000393] B oxHOM BapuaHTe OCYNMIECTBIICHHS aHAIIA3 CBSI3BIBAHUS O€TKOB TIIA3MBbI
kpou uenoBeka (PPB) mpoBommmm crmemyromum o0Opa3oM. AHaaW3 MPOBOAHIN B
MHOTOPa30BOM 96-IyHOUHOU ycTaHOBKe [t nuanmsa (aumuszatop HTDO6b). Kaxmas
OTAENbHASA JYHOYHAS yCTAaHOBKA COCTOSIA W3 2 KaMep, Pa3JelIeHHBIX BEPTHUKAIHHO
Pa3MENIeHHOW AMAaTU3HOW MEMOPAHHOHW C TOpPaMH, MPEABAPUTEIBHO OMPEAEICHHOTO
pasmepa (MWCO 12-14 x/la). 120 Mmkm Hepa30aBICHHOW TUIA3MBI KPOBH C
nobasneHHbiM  coenmHeHHeM (1 MkM, 1% xoHeuHas koHueHTpaiuss DMSO)

T00ABISITM B OJHY KaMepy W TaKou ke o0beM 3al0ydepeHHoro ¢ochaToM coaeBoro
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pactBopa, pH 7.4, B apyrywo kamepy. Jmamuzarop HTDO6b makpwiBamm kieHkou
3areyvyaThIBAONIECH TIEHKON W HHKyOHpoBamu npu 37°C u IpHU KPyrOM BCTPSIXUBAHUU
npu 100 06/mMuH B TeueHue 5 yacoB. Bepanmamun Tarxke OIIEHWBAIM MApaUIETbHO B
Ka4yecTBE 3TAJIOHHOTO COEIWHEHM. (7 monydeHus oOpasna amuKBOTY COACPIKaHUA
KOKI0H KaMepbl CMEIIMBAIIA C TAKUM K€ OOBEMOM XOJIOCTOH MPOTHUBOMOIOKHON
MaTpupl. C LETbI0 OMpPEJENeHUs HECTIEHU(UIHON yTpaThl COCAMHEHHUS BO BpeMs
JAHHOTO aHaJu3a CO3JaBajii CTAHJAPTHBIA PACTBOP IyTEM CMEIIHWBAHMSA AIMKBOTHI C
J00ABIEHHOW TIUIa3MOM KPOBH C XOJIOCTBIM Oy(QepHBIM pacTBOPOM O€3 Iuanu3a.
Oo6pasipt pasdasmsa B 10 pas ¢ nomompio 100% ameToHUTpUIA, 3aTEM OCAKIATH
Oenky TMyasMbl KpPOBH IyTeM ILEHTpU(yrupoBanus. HamocagouHele >KUAKOCTH
anammusupoBanu ¢ npuMmenenneM HPLC-cucrembr Shimadzu VP ¢ komonko# s
xpomarorpaduu ¢ oOpameHHOW (as30i, COCAMHEHHOW C TaHAEMHBIM MAacc-
cunektpomerpom API 3000 (PE Sciex). [Ipumensim pexxuM Kak MOJIOKHTEIBHBIX, TaK
U OTPULATEIBHBIX HOHOB UCTOYHMKA HOHOB TurbolonSpray. COop u aHanmm3 maHHBIX

MTPOBOIMITH C TIPUMEHEHUEM TTporpaMMHOTo odecreyennst Analyst 1.5.2 (PE Sciex).

[000394] JIoImo coeqUHEHUS, CBA3AHHOTO O€JTKAMH TIa3Mbl KPOBH, B MPOIICHTAX U

€ro BOCCTAHOBIICHUE PACCUUTHIBAIIN C TPUMEHEHUEM YPABHCHUIN HUKE.

IUION[AAb IIHKA B
Cesi3pIBaHUE  C [1 __Oydepe
OeJIKaMH = IUIOMAAb IIHKA B
1a3Me KpOBH

w - 100%

IoMmaab muka B Oydepe + mromiaas
BoccraHoBieHHe | TIHKA B TIA3ME KPOBH
= IIOMIaJb THKA B CTaHJAPTHOM
pacTBope

[000395] Jlomo coeTMHEHMS, CBA3aHHOTO OSIKaMU TIa3Mbl KPOBH, B TIPOIIEHTAX U

- 100%

€ro BOCCTAHOBJICHHEC PACCUMTHIBAIA C TMPUMCHCHHEM 3HAYCHHH, MONYyYCHHBIX IS
KKIOTO COCTMHEHHS TPH KOJIHMYECTBEHHOW OIleHKe 3 00pasmoB (B Oydepe, miazme

KPOBH M CTAHIAPTHOM PACTBOPE).
ITpumep 9
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[000396] B onHoM BapuaHTe ocyiecTBieHHs TpoBogwiu aHamu3 PAMPA. Bcee
craanu anammza PAMPA nposoaunu B coorBetctBum ¢ mocoouem pION Inc. PAMPA
Explorer™, OCHOBHOW TPHHIMIT AaHAIH3a COCTOUT B HWHKYOAIlMH COCAWHEHHS B
JOHOPHOM Kamepe ¢ BOAHBIM Oy(epomM, KOTopas OTAENECHa OT MPUHHUMAIOLIECH KaMephI
¢ gpyrum OydepoMm dochomumuaHol WM YTIEBOJOPOAHOH  MeMOpaHOH,
3auKCUpOBaHHOW Ha TOMIOKKE U3 ¢uubTpa. llocme wucHBITAHUA U3MEPAIOT
KOHIIEHTPAllMM B COOTBETCTBYIOIUX JOHOPHOW W TPHHHUMAIOIIEH KaMepax H
PACCUUTHIBAIOT MPOHUKAIOUIYI0 CIMOCOOHOCTh. OCYHIECTBIAIN CHUMYILUIO MOJEH
GIT ¢ mnpumenenuem ¢ochomunuauont cmecu GIT-0. Bepanamun u XUHUIUH
(BBICOKAs TPOHMKAIOMIASA CIIOCOOHOCTH) M PAHUTUAMH (HHM3KAas TPOHUKAOINASL
CTIOCOOHOCTH) TIPUMEHSUIM B KA4eCTBE ATAJIOHHBIX COeIWHEHWH. Bcee coenuHeHuUs
TECTHPOBAIU B YeThIpeX MoBTOpHOCTAX. bydep Prisma HT (pH 7,4), conep:kaBmimii
50 MkM wucmbITyeMOTO coeauHeHHsl (KOHeuHas KoHueHTpauus DMSO 0,5%),
A00aBISTA B JOHOPHYIO Kamepy. bydep Acceptor Sink mo0aBmsamm B Kakmayro
MPHHUMAIOIYI0 KaMmepy. VHKyOaluro BBITIOMHAIN TPH KOMHATHOW TEMIIEPAType B
TedeHne 4 dacoB 0Oe3 mepememuBaHudA. [lociie WMHKyOanWu amUKBOTHI W3 KaXKIOH
KaMepbl TEPEHOCHIIH B ONTHYECKUE IUIAHINETHI, MPOHHIAeMbie it Y O-Bu.
H3JIyYECHHU, U TOTJIOMEHHE PETUCTPUPOBAIH B Auana3zone 202-500 Hm ¢ marom 4 HM.
CoenvHEHUsI ¢ HU3KUM CHTHATIOM Tipu Y O-BUA. H3IyYEHHH OLCHHBAIH C TIOMOIIBIO
LC-MS/MS (¢ npumenenrem HPLC-cucrembr Shimadzu VP ¢ kononko# as HPLC ¢
oOpameHHOH (ha30H, COeTMHEHHON ¢ TaHAEMHBIM Macc-criekrpometpom API 3000 (PE
Sciex), w wucrouamka woHOB TurbolonSpray, mpuMeHsIEMOTO B peKHUME
MOJIO’KUTENTBHBIX HMOHOB, COOP W aHANHW3 JAHHBIX TPOBOJWIH C TPUMEHEHHEM

nporpammHuoro ooecnieuenus Analyst 1.5.2 (PE Sciex)).

[000397] 3atrem HaOmMOmaeMbld  KO(D(PHUIMEHT TPOHUKAOMIEH CIOCOOHOCTH

PaCCUNTHIBATH C TIPUMEHEHHEM (DOPMYIIBI HIDKE.

- 2303XVp | [ Place
i@g%pp o !‘Wﬁiﬁ (M 2 % ofnscrs ¥ EpeMs }x i3§;§(1 ~2x {m@}d

Vp — o0bem Oydepa st TPAHCTIOPTUPOBKH B JOHOPHYO JYHKY (0,3 Min);
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0baacme — 00MAaCTh TIOBEPXHOCTH JIUITHIOB BO BCTaBKe (007acTh 3¢ (peKTHBHOTO pocTa

BcTaBku — 0,3 CM2);

gpemsi — BpEMA aHAIIN3a, CEKYH/bI,

[nex. cp. [ acc — kOHEUHASA OD HUCHBITYEMOT0 COEAMHEHUS B IPUHUMAOIIEH JTyHKE;
[nex. cp. ], — HavanbHas OD UCTBITYEMOTO COETUHEHUA B JOHOPHOU JIYHKE.

[000398] Ha6mromaembrit KO3 (ppUIUEHT MPOHUKAOIIEH CIIOCOOHOCTH

PACCUMTBIBAIA AN KaKA0r0 coequHeHus (logP,y,).

[000399] B oaHOM BapuaHTE OCYHIECTBICHUS COEIMHEHHUS MO HACTOSALIEMY
W300pPETCHHIO, HATIPUMEP TIPU UCTIBITAHUHU B aHAJTU3€ UTOTOKCHYHOCTH, OTIMCAHHOM B
npuMepe 2, Kak MpaBWIO Xapakrepusytorcs 3HaueHueM [Csy, COCTaBISIONIMM HE

meHee 50 MxM.

[000400] B opHOM BapuaHTE OCYHIECTBICHUS COECIMHEHHUS MO HACTOSALIEMY
W300pPETCHHIO TIPH UCITBITAHUH B AHAJM3E YYBCTBHTEIHHOCTH, OIMTUCAHHOM B TIPUMEPE
3, Kak mpaBuio, MOTryT xapakrepusoBaTtbest MIC, ke yem 15,6 MkM. CoenuHeHust
MO0 HACTOAIIEMY W300PETEHUIO TIPH UCIBITAHWN B aHAJIW3E, OMMMCAHHOM B TIpUMEpE 3,

MoryT xapakrepuzoBatbesa MIC, coctasmsromum ot 3,91 MM g0 15,6 MmxM.

[000401] B oaHoM BapuaHTE OCYIIECTBICHUA COCAUHEHUA IO HACTOALIEMY
W300PETCHHUIO MCTIBITHIBAIIA B OMMMCAHHBIX BHINIEC aHAJTH3aX, YKa3aHHBIX B MPUMEpPAx 2

U 3, ¥ TIOJTy4ajiy CIEAYIOIIHE PE3YIbTATHI.

Ta6nuua 1. Pesyneratet REMA u [Csy 1t BRIOpaHHBIX CO€THHEHUIA

MIC
coraac
HO
REMA

Homep coepnuennss | Halsanue ICs

1-(6-(4-(TpudropmeTorCcH )Pe HILT) XHHOTHH-2-

2 Aot +t
Wi nunepy guH-4-kapboHOBasA KICAOTA

3 Frrun-1 w‘{ﬁ-(4wr1mpoxcu{bﬁ:ﬁﬂn}mﬂ;’mﬁ—z- St i
Hn)nanepranH-4-Kapboxcuaar
Irun-1-(6-(2-MeTOXCHNUPHMH ANH-5 -1 ) XHHOIMH-2-

4 +H+ +4+++

najnunepnansa-4-xapboxcunar
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3 - 1-(6-(3-propdenun) xnHONMH-2 - IUNCPHIHH-
4-xapboxcunar
1-(6-(3-@rop-4-u30nponokcH(PEHII ) XMHOIHH-2-

s G

10 : 4+ ++++
wnunepuany-4-kapOoHOBag KHCIOTA

. 1-(6-(3-DropdeHnm) XHHOTUH-2- 1 ) ITANCPU IH-4 - it it
xapOoHOBag KHCIOTA

14 D1un-1-(6-(6-MEeTOKCHITMPHANH-3 -1 )X HHOIHH-2- it .
An)mmnepuauH-4-kapboxcunar

15 Iuapoxsopun  arun-1-(6-(mmpuans-4-un)XHHOAHH-2- t .
wnunepuanH-4-kapboxcuiaTa

1-1-(6-(hvpan-2-un)x L 4.

16 Arun-1-(6-(hypan-2-un)XuHoMMH-2- 11 )nune puiuH-4 —t it
xapbokcuiar

18 I‘mlpomopym I—(6-(II£II)H}IHH—4—HJI)XHHOHHH—Z- A it
wimanepuanH-4-kapOOHOBOH KHCIOTHI
Arun-1-(6-(2-xn0p-4-MeTOKCHPCHIWT ) XHHONMH-2-

19 - ‘ ++++ ot
wnnunepuans-4-kapSoxcuaar

20 Arun-1-(6-(4-meTokCH(EHUT ) XMHOIHH-2- e ot

un)ruanepu uH-4-kapGokcunar

21 1-(6-(4-MeToxcudennn ) XuHoauH-2- 1 )rune puiauH-4-
‘ kapOoHOBas KHCIOTA

29 1-(6-(3-MeTokcudernn ) XUHOAMH-2 -1 ) ITHAe pPUInH-4-

| e

F+ s
kapOoHOBas KMCI0TA
23 1 -(6f(2-anp-4-Memiccu¢eﬂﬂn)xuﬂonHH-Z- et i
wrnanepuanH-4-kapOoHOBAs KHCI0TA
I'mapoxnopua a1ua-1-(6-(4-MeToxcn-2-
24 (tprdTopMmeTHI)HSHHT) XHHOMNHE-2- /T ) IHIECPHANH-4- | ++++ +++
xapbokcunara
Irun-1-(6-(3-(tpudropmeTorcH)heHUA)XUHOTHH-2-
25 un)manepuans-4-kapboxcunat et ++++
%6 Irun-1-(6-(3-ruapoxcudeHnn) XHHOIHH-2 - N it

upranepuana-4-kapboxcunar
29 1-(6-(3-( Tpudropmerokch )heHUT )X HHOMHH-2-

, 4 oot

wnunepuanH-4-kapOboHoBas KucioTa
- 1-(6-(3-meTokcud e HIA ) XUHOTHH-2 -

30 . . - A+
wi)nunepuauH-4-kapbokcwiaT

3 Irus-1-(6-(3-rurpoderun )XuHomH-2 - - it
umynanepuanH-4-kapboxcuaaT

35 B'rm—1—(6-(G—Q)mpnu?mgﬂﬁ—m)moszms} et it
wi)nEnepuanH-4-kapbokcunar

37 Irin-1-( 6-(Z—Q)Topﬁupmm—é-ﬂn)xmcmm-} t it
winmnepuans-4-kapbokcunar

40 Dran-1-( 6-(Z-Mewnnﬁpmmﬂ-i-m)meagﬁ—z- s o
ua)mnepuanH-4-kapGokcurar -

41 Drun-1 ~(6-(335 -zmmmxcmbeﬁﬁﬂ)x;mmma-i- —t i
un)nunepuanH-4-kapbokcuiaT
drun-1-(6-( 1 H-una01-5-u1)xun0mmH-2-

42 +H+ ++
winanepuaua-4-xkapSoxcumar

50 BTm—1-(6-(6—Mcmﬂnﬂpzt;,aﬂﬂ-}lﬂ)msauﬁé- it i
wprmnepuans-4-kapbokcunar

54 QTxm—j ~(6-(rupuanH-4-W1 ) XHHOMHH-2 - W1 ITHIICPH AHH- et it
3-xkapOoxcunar

55 Itra-1-(6-(mupuanE-2 -1 ) XHHONHH-2 - Wi IIHIEPIIHHE- | ++++ ot
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4-kapbGoxcunar
Irun-1-(6-(3-brop-4-meroxendeHnn )XuHOTHH-2 -
wi)rmnepuani-4-kapbokeunar

63 Drun-1-(6-(4-xnop-3-dropdeHun) xunonun-2-

58 b |

: s bt
wimunepuana-4-kapboxcuaar
64 Itun-1-(6-(3-xnopdeHuN) XUHOMHH-2- 1T ) THNECPUAHH- et .
4-xapOoxcunar
_1-(6-( )X -
67 Drun-1-(6-(mupnaua-4 Mfr)mﬂo.riﬂu 2 4t .
W IHppoananH-3-kapbokcunar
68 Iruit-1-(6-(6enszolblruoden-2-un)xunomun-2- r it

wirnepuana-4-kapboxcunar
Irun-1-(6-(2-(rpudropmerin }peHn ) XHHOINH-2-

69 , R bt
unnunepuans-4-kapbokcunar
-1-(6-(2- N \ehe < 2.
70 Drun l.(6 (2-(rpudrropmerorcn e HIT ) XHHOMHH-2 i +
un)nunepuans-4-kapboxcunar
~1-(6-(4- 2 -Me VXE 2-
70 31*11;[ 1-(6-(4-rop-2-MeToKCH(EHIT ) XHHOMHH-2 it St
wnunepuana-4-kapboxkcunar
Drun-1-(6-(4-meroxcu-3-
72 (tpudropmeTrn)heHHI) XMHOTHH-2- W IUNCPUANH-4- | +++ 4+
kapOoxcuiar
74 Stun-1-(6-(3-propheHnn ) XHHONHH-2 1T TUNEPU IHH- - it
4-xapboxcunar
75 Frun-1-(6-(3-xnop-4-propheHun) XuHoaHH-2- i it

Wi nunepuans-4-kapboxkcunar

[000402] B Tabnuume 1 pesympratet REMA u aHanm3a LIMTOTOKCHYHOCTH

MPECTABIICHBI CJIETYIOIIHM 00pPa3oM.

e

Poct MTB cormacao REMA <7,8 7.,8-15,6 15,6-31,5 31,5-62,5
(MxM)

ICso (MxM) >100 50-100  20-50 <20

Ta6nuua 2. Pesyneratet REMA u [Cs 1t BRIOpaHHBIX CO€THHEHUIA

MIC
Homep Hassanue cornac ICs
COEMHEHHSA HO
REMA
’ 1-(6-(4-(TpudropmeToKCH ) (PEeHIUIT ) XUHOTHH- P B
2-um)nunepuanH-4-KapOOHOBas KHCI0Ta
4 %ﬂﬂwlw(Gm(Z«Mgmmmpimmgﬁ- |t
VUT)XHUHOJIUH-2- W) ITUICPUANH-4-
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KapOOKCHJIAT

Otun-1-(6-(3-propdennn)xuHommH-2-

; - |
wi)nunepuauH-4-kapboxkcunar

1-(6-(3-Drop-4-
10 W30TPONOKCU(EHHUIT ) XHHOIHH-2- 4+ |
W) UnepuaIuH-4-kapOOHOBask KUCIIOTA

1-(6-(3-Dropdenun)xunomuH-2-

11
W) ITANepUaAnH-4-KapOOHOBAsA KUCIIOTA

|t

Otun-1-(6-(6-meTokCcUNUpUIUH-3-

14 W) XUHOJTUH-2 - W) TUIepUaHH-4- Fttt |t
KapOOKCHIIAT
Orun-1-(6-(2-xnop-4-

19 METOKCH(DEHIIT)XUHOIMH-2-U)TUNIEPUIUAH- | ++++ | +++

4-kapbokcunar

1-(6-(4-MeTokcueHHIT) XHHOTHH-2-

21 | ettt | At
W) nunepuauH-4-kapOoHOBas KUCIIOTA
Manpoxnopun TUN-1-(6-(4-MeTOKCH-2-

24 (TpudTopMeTH)PEHUT)XUHOTUH-2- ++++ |
WI)nunepunH-4-kapookcunara
Orun-1-(6-(3-

25 (TpudTopMeTOKCH )PEHUIT) XUHOIHUH-2- |
Wi)IunepuauH-4-kapoboxcunar

2% Atun-1-(6-(3-runpoxcud)eHI ) XUHOTHH-2- bt |
WJI)THITEPHIHH-4-KapOoKCHIaT

29 }-(6—(3-(Tpmpropmgroxcn)(})emm)xnﬁomm- PP B
2-um)nunepuanH-4-kapOoHOBas KHCIOTA
I1un-1-(6-(6-meTHIIMMpUIHH-3-

50 HUT)XMHOJIAH-2- KT ) TUTIEPUIHH-4 - dttt | At
KapOOKCcHIIAT

55 D1un- 1 -(6-(mapuauH-2 - 1) XUHOTHH-2- P B

W) IUIepuInH-4-KapOoKCcHIaT

Itun-1-(6-(3-¢prop-4-
58 METOKCH(DEHHII)XUHOIHH-2-UWI)IIHIEPHIUH- | ++++ | ++++
4-xapbokcunar

Orun-1-(6-(4-xnop-3-¢propdeHnT) XUHOTHH-

63 o |
2-un)nunepuauH-4-kapOookcuIaT
Oran-1-(6-(2-

69 (TpudropmeTn) e ) XHHOTHH-2- ++H+ |

W) ITUIepUIHH-4-KapOOKCHIaT

Otun-1-(6-(4-drop-2-
71 METOKCH(DECHUI)XMHOMHH-2-UMIIMIEPUAMH- | ++++ | ++++
4-xapbokcunar
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[000403] B TaGauue 2 pesynpratel REMA ¥ aHanm3a IIMTOTOKCHYHOCTH

MPEICTABIICHBI CIIEAYIOIIHM 00pa3oM.

Pocr  MTB  cormacmo <7,8 7,8-15,6 15,6-31,5 31,5-62,5

REMA (MxM)
ICso (MKM) >100  50-100  20-50 <20
[000404] B oxaHOM BapuwaHTe OCYIIECTBICHHUS OBLIO MOKA3aHO, YTO COCIWHEHUS

M0 HACTOAIIEMY H300pPETEHUIO TMOAABIAIOT POCT Mycobacterium tuberculosis B
crangaptHom aHammse REMA (Palomino JC et al, Mycobacterium tuberculosis
Antimicrob. Agents Chemother. 2002, 46, 8, 2720-2722) ¢ MHHUMAIBHOH
nojasysironned koHueHtpanuwed (MIC), cocraBmaromedt He Oonee 15,6 MkM. Ha
VIUBJICHWE, COCIMHEHWS IO HACTOSsImEeMy wu300peTeHWro  mokazamu  MIC,
cocTaBisionyro He Oonee 15,6 MkM. Eme Oonee yauBUTENBHO, UYTO BapHAHTHI
OCYIIECTBICHHA  JUIA  JIyYOIMX  PE3yJIbTaTOB  HACTOALIETO  HM300pETEHUSA
xapakrepusyrores MIC, cocraBmsromern He Oonee 7,8 MkM. Taxke Obuto
OOHApPY’KEHO, YTO COCAMHEHHUS IO HACTOSHIEMY W300PETEHUIO HE IUTOTOKCHYHBI B
OTHOIIECHUH KIeTOYHOU nuHUH HepG2, MeTabOIMYecKH YCTOMYMBBHI B MHKPOCOMAX
YEJIOBEKa, YCTOMYUBHI B TUIA3ME KPOBH H OTHOCHTEIBHO CIIOCOOHBI MPOHUKATH TIO
MapajuIeTIbHYI0 HMCKYCCTBEHHYI0 MEMOpaHy >KENyIO0YHO-KHIIEYHOTO TpakTa. beumm
omucansl LogD m pKa. PackpeiTbie COSAMHEHHS SBIAIOTCS MHOTOOOCINAIOIMUMUA

aHTI/IMI/IKO6aKTepI/IaHBHBIMI/I CpCacTBaMHu.

[000405] B oaHOoM BapuaHTE OCYIIECTBICHUA COCAUHEHUA IO HACTOAMIEMY
HW300PETCHHUIO WCTIBITHIBAIIA B ONTUCAHHOM BBIINE aHAJW3E, YKa3aHHOM B mpumepe 4, u

MOJTyYaJy CHEAYIOLIUE PE3YIbTATHI.

Tabnuua 3. Pesynbratet Cliy 1 ty/, 17T BRIOPAHHBIX COETHHEHUH

Homep
cogamueHy | Haseanwe
P

Cline 5%
(Mxa/vun/yr) | (vuH)
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I'mapoxaopua 1-(6-(mapuanH-4-11 JXHHOAHHE-2-

18 ‘ ‘ . =<1 H. o
wimunepuans-4-kapOoHOBOI KUCTIOTH 3
1-(6-(4-Metokcubennn ) XMHOIANH-2-

21 ; 19 874
W)IHnepuAnH-4-kapOOHOBag KHCIOTA
1-(6-(2-X nop-4-MeTOKCHPEHI ) XMHOIHH-2-

23 26 64,1
WHIMnepuans-4-kapboHOBag KHCIOTA
1-(6-(3-I'napoxcude HUI ) XHHONHH-2 -

27 * <1 H. o.
W nHnepaanH-4-kapOoHOBas KHCIOTA
1-(6-(3-(TpudropmeToxcu)PeHIT ) XUHONHH-2~

29 , , _ 9 186,4
wIHnepuAnE-4-kapOoHOBasS KHCI0TA
1 -{6-(4-(TpudrropmeTan)peHNT ) XHHOTHH-2- )

36 ; : 4 456,5
winunepuans-4-kapOoHOBas KHCIOTA

47 1-(6-(4-Dropdennn)XuHONUH-2 -HI)IHNEPUANH-4- <1 H o.
KapOOHOBAS KHCHOTA
Nuapoxmaopua 1-(6-(6-(tpudropmeTin)mipuann-3-

52 W) XHHOIHH-2- W) IHICPHANH-4-KapGoHOBOM 3 558.,8
KHCAOTHI

H. 0. = He onpeneneno

[000406] B onHOM BapuaHTE OCYHIECTBICHUS COECIMHEHHUS MO HACTOSALIEMY
W300pPETCHHUIO UCTIHITHIBATTA B OMIMCAHHOM BBIIIE aHAJIHM3E, YKa3aHHOM B TIpUMEpE 5, 6,

7,8 19, ¥ NoNyYany CIeayONIUe Pe3yIbTaThl.

Tabnuua 4. JlonogHUTETbHBIC OHOIOTHYECKUE TAHHBIC T BBIOPAHHBIX COCTMHEHUI

GIT
, tin
H"mp , Hazsaune (Mun) | hPPB PAMP? LogD | pKa
COCAMHEHMS hPS log[10
cm/c]
1-(6-(4-
) (Tpudm)pmmmu)d)eﬁm)xnﬂo 5120 >99 46 2.88 Ho.
JHH-2 - NCpyauH-4-
kapOOHOBAs KHC/IOTA
1-(6-(3-®rop-4-
10 ;'130HD'DHOKCMCIJGHHBT)KHHOHHH- s120 |99 46 275 Ho.
-wn)nunepuauH-4-kapboHoBas
KHCJI0TA
1-(6-(3-Dropdernn) XuHOMMH-
11 2-un)yrunepugun-4-xapbonosan | >120 99 4.0 2,12 H.o.
KUCHOTA
D1ua-1-(6-(6-MeTOKCHITHPHAHH-
14 3 XHHOIHH-2- >120 =99 4.9 4,28 H o.
wiynunepuaus-4-kapbokcuiar
Tuapoxmnopua 1-(6-(rmpuans-4-
18 WY XHHOIHH-2 - JITHTICPHIVH- >120 95 <7 0,81 44,96
4-kapOOHOBOH KHCIOTH
3ran-1-(6-(2-xnop-4-
19 METOKCH(EHIA) XHHOTHH-2- >120 =99 -5,6 3,99 H.o.
umnunepuavH-4-kapbokcnaar
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1-(6-(4-
Meroxcudennn)xusHonus-2-
nn)nunepuans-4-kapGoHoBas
KHCH0TA
1-{6-(2-Xnop-4-
Metoxcud)aﬂuﬂ)xuﬂo:mﬂ-z- $120 >99 42 2,46 41,69
unnunepuans-4-kapboHoras
KHCI0TA
Tuapoxaopusg arui-1-(6-(4-
METOKCH-2-
24 (rpudropmermn)penmn)xunomn | >120 | =299 -5,3 3,18 H.o.
H-2-un)nunepyauH-4-
kapOoxcunara
Drun-1-(6-(3-
(rpudropmeroren)peHIIT)SHHO
TIHH-2 A7) M PHARE-4 -
kapOokcunaT
Drun-1-(6-(3-
26 THAPOKCHDECHUT )X MHOMNH~2~ >120 | 299 -5,3 >4.5 H.o.
wnanepuans-4-kapbokcunart
1-(6-(3-
I'uapoxcudenun)xuHo THH-2-
27 ‘
un)nunepuans-4-kapboHoBas
KHCao0Ta
1-(6-(3-
(TpudropmeToxcu ) e HUI)XHHO
NMH-2-WN)IHnepHAnH-4-
KapBoHOBAs KUCI0TA
1-(6-(4-
36 (TpudropmeTH)HeHNUT ) XHHOMH
H-2-00) e puaaH-4-
kapOOHOBast KUCIIOTA
1-{6-(4-Dropdennn)XHHOIHH-
47 2-pmynanepugus-4-xapbonosas | >120 99 4,3 2,02 2,3,9,0
KHCIOTA
Irun-1-(6-(6-meTrrmpuInH-3-
50 W) XHHOMUH-2-un)munepuaus- | >120 =99 -4.5 2,21 H.o.
4-xapGoxcunar
Tuapoxaopusn 1-(6-(6-
(TprdTopMeTHI) IHPHANH-3-
M) XHHOMUH-2 -1 )IUTIC PUANAH-
4-kapBoHOBOI KMCIOTE
Drun-1-(6-(mupugun-2-
55 wXuHOMUH-2-ua ) ynunepuans- | >120 =99 -4,6 3,51 H.o.
4-kapBoxcunar
run-1-(6-(3-drop-4-
58 METOKCHDCHUI }XHHOTHH-2~ >120 =99 -5,0 2,26 H.o.
wnunepuana-4-kapbokcuaar
Irn-1-(6-(4-xmop-3-
63 drropdennn)xuHONHH-2- >120 | =299 -5.1 4,02 H.o.
WIATIEPH AMH-4-KapOoKcnaaT
Dras-1-(6-(3-
XA0p(heHIT)XHHOIHH-2-

21 >120 | 99 =7 1,83 28,98

ba
L

25 >120 | 299 -5,8 2,49 H.o.

>120 | 99 -5.1 1,34 7,0, 10,8

29 >120 | 299 -4.4 3,11 <2, 10,0

>120 | =99 -4.4 2,93 <2, 10,0

52 >120 | 99 -4,8 1,61 328,10,0

>120 | 299 -6,1 4,32 H.o.
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un)muanepuana-4-kapboxcunar
ran-1-(6-3-
(TpudropMmeTHI)DEHUN ) XUHOAH
H-2-H1)IHnepuans-4-
kapBoxcunar
Srun-1-(6-(rpuans-4-

67 M) XHHONMUH-2-1i ) ruppomsaus- | 78 98 -4.0 3,73 H. o.
3-kapOoxcHaar
Irun-1-(6-(6enso[blrroden-2-
68 WXHHOAMH-2-w)munepuiua- | >120 =99 -5,5 2,65 H. o.
4-xapboxcuaar

Dran-1-(6-(2-

69 (rpudrropmerun)deHT) XMHOIH
’ H-2-H)IHne puanH-4-
xapOoxcHnar
Drun-1-(6-(4-grop-2-

71 METOKCH(EHIT ) XUHOMHUH-2- >120 >99 -5,0 3,49 H. o.
unnunepuanH-4-kapOoxcuiar
Drun-1-(6-(4-MeToxcu-3-

7 (TpudropmeTHn)heHNT)XHHOIH
H-2-un)nunepuanH-4-
KapGokcunar

Dran-1-(6-(3-

74 dbropdernn)XuHOTHH-2- >120 | 299 -5,7 400 |Ho.
wu)nuneprnanH-4-kapOoKkcHnar
un-1-(6-(3-xnop-4-

75 drophennn)xuHOMMH-2- >120 | 299 -6,3 4,00 H. o.
un)nunepuans-4-kapboxcuaT

66 >120 | =99 -6,4 4,29 H o.

>120 | 299 -5.4 3,38 H o.

>120 | =99 -5,7 2,83 H. o.

H. 0. — He onpeaeneno.

[000407] BreipaskeHne «coaepskamiuiny, rae Obl HE HCIOB30BAajOCh B JTAHHOM
JOKYMEHTE, TMPEAyCMOTPEHO i 0OO3HAYCHHS HATWUYHS 3asSBICHHBIX TPHU3HAKOB,
LENbIX YHCEJ, CTAAUM, KOMIIOHEHTOB, HO HE i1 HCKIIOYCHHS HAJIWYHI WJIH
N00ABIICHUA OJHOTO WM Oojiee APYTHMX TNPH3HAKOB, TEJBIX YHCEN, CTaJIHH,

KOMITOHCHTOB HWJIW UX T'PYIIIL.

[000408] CrenmanucTy B JTaHHOW 00JacTH OyAeT MOHSATHO, YTO, €CIIH B JTAHHOM
JOKyMEHTE HE YKA3aHO WHOE, KOHKPETHAs ONHCAHHAs TOCIIEAOBATEIbHOCTh CTaIHI
SBIICTCS JIHIIb WJUTIOCTPATHBHOM W MOKET BapbUPOBATBHCA 0€3 OTCTYIUICHHS OT
HACTOSITIETO HM300peTeHHs. TakuM OO0pa3oM, €ClM HE YKa3aHO HHOE, OIMUCAHHBIC
CTaIUH SBJISIFOTCS HEYTOPSAAOYCHHBIMH B TOM CMBICTIC, YTO, €CJTH BO3MOKHO, CTaJHH

MOJKHO OCYIIECTBIIAITh B IFOOOM yT0OHOM HITH HEOOXOIUMOM TIOPSI/IKE.
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[000409] Hacrosiimee m300peTeHre He CleAayeT pacCMAaTPHUBATh KaK KaKAM-JTHOO
00pa3oM OTpPaHWYEHHOE OIMCAHHBIMH BAPHAHTAMH OCYIICCTBICHHA, U JJIA
CHEIHATACTA OOBIYHOM KBAMH(UKAIIMKA B TaHHOW 00JacTH OyAeT OYCBUIAHO HATTUYHE
MHOKECTBA BO3MOKHOCTEH UIA ero Mojaupukauuid. BeimeonvcaHHble BapHaHTHI

OCYHICCTBIICHHA ABJIAIOTCA KOM6HHpreMBIMH.

[000410] B crnenyromeit ¢opmyne H300pETEHUS IOMOTHUTEIBHO HW3IOKEHBI

KOHKPETHBIE BAPHAHTHI OCYIECTBIICHUS HACTOSIIET0 H300PETEHHUA.
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®OPMYJA U3OBPETEHUSA

1. Coenunenue obmen gopmynel | wmm ero (apmaneBTUYECKH TpUEMIIEMAas COJIb,
THIpaT, COJbBAT, N-OKCHJ, CTEPEOM30MEP, AHACTEPEOM30MEDP, SHAHTHOMED WU

aTPOTIOMU30MeEP, MTOIUMOP( WITH CIIOKHBIN YU,

OR,
O ®opmyna I,

rjae

R1, Ry, X, Y, Z, W BBIOpaHBI HE3aBUCUMO APYT OT APYTA;
R, BeiOpan u3 H wmm C-Cgankuna,

R, Bo10Opan u3 H unn C,-Cgankuna;

X BeiOpan u3 N, O, S wm CR3, u R; BeiOpan u3 H, ranorena, C;-Csankokcu wmm C-

C¢rajoreHajaKuia;

Y soiOpan w3 N wmu CRy, u Ry BeiOpan u3 H, C;-Cgranorenankokcu, OH, C;-

Ceamkokcu, C-Cygranorenankuna, ranorena win C,;-Cgankuia;

Z woiopan w3 N mmu CRs, u Rs BeiOpan w3 H, ranorena, C;-Cgankokcu, C;-

C¢ranorenankuia, C,-Cgranorenankokcu, OH, NO, wmm C,-Cgankuna;

W BeiOpan u3 N wmn CRg, u R BeiOpan u3 H, C;-Csankokcu, C;-CgranoreHankuna,

rajgoreHa wiH C;-CyraloreHaIKOKCH;
m ¥ N He3aBUCHMO BBIOpaHbl U3 0 nmm 1;

rayoreH npeacrasisiet codou F umu Cl;
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NPU YCIIOBHH, YTO TPYIIA, MPUCOEAUHEHHAS K XUHOIMHOBOMY (pparmenty mpu Cs,
MPEACTABIIIET COOOM 3aMEHICHHBIM Aapwii, 3aMENICHHBIA WM HE3aMEIICHHbBIN
reTepoapuil WiIM KOHJCHCHPOBAHHOE TETEPOAPOAPHIIBHOE KOJBLO, BBIOPAHHBIE M3
MUPUANH-2-WNa, THPUIUH-3-UIa, THPUIUH-4-UIa, TUPUMHUIUH-5-1na, (ypaH-2-una,

OeH3oTHO(EeHMIA, HHAOTHIIA WK (eHHa,

U B IIMIICPUAVWHOBOM KOJIBIEC, KOTOPOC MPHCOCAWMHCHO K XHHOJIIHHOBOMY (bparMeHTy

ipu C,, ero codctBernbie C; wmn Cy 3aMeImeHbl KapOOKCHIATHOW TPYTITION.
2. Coequnenue popmymet [ mo m. 1, rme

R1 Bei6pan u3 H, CH,CH; unmu CHs;

R2 Bei6pan w3 H wmm CH;;

X BoiOpan u3 N, O, S i CR;, u R; Be10pan u3 H, Cl, F, CF; unu OCHj;

Y Boi0pan u3 N umu CRy, u Ry BeiOpan u3 H, F, Cl, CH;, OH, CF;, OCF;, OCH(CHj;),
i OCH;;

Z seiopan u3 N wimm CRs, u Rs mpeacrasnser codoit H, OH, F, OCF;, OCH;, NO,, CF;
wm CHs;

W BsiOpan u3 N mimu CRg, 1 R peacrassier coooit H, F, Cl, CF5;, OCH; nmu OCFj;
m U N He3aBHCHMO BBIOpaHbl U3 0 wmm 1;

MPU YCIIOBHH, YTO TPYMIA, MPUCOSAUHEHHAS K XWHOIWHOBOMY (pparmenty mpu Cg,
MPEACTABIIIET COOOM 3aMEMICHHBIM Aapwil, 3aMENICHHBIA WM  HE3aMEIICHHBIN
reTepoapuil WM KOHJICHCHPOBAHHOE TETEPOAPOAPUIIBHOE KOJBIO, BBIOPAHHBIE M3
MUPHIWH-2-Wa, THUPUANH-3-Wa, HPUINH-4-Ua, TUPUMUANH-5-Ua, QypaH-2-una,

O0eH30THO(EHMIIA, HHAOIHIIA WK (PeHMIIA.

3. Coenmnenue 1o 1. 1 vy 1. 2, TI¢
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®opmymna I,
R, BeiOpan u3 H wmu CH,CHj;

R; BeiOpan u3 H, Cl, F, CF; wm OCHs;

R, Be1Opan u3 H, OH, Cl, F, OCF;, CH;, CF;, OCH(CHs), mwm OCHs;
Rs Be1Opan u3 H, OH, F, OCF;, CF;, CH;, OCH; mwmu NO»;

R Bo10Opan u3 H, Cl, F, CF;, umu OCF;, wm OCHj;

MPU YCJIOBHH, YTO TPYIIA, MPHUCOCAMHEHHAS K XHHOMHMHOBOMY (parmeHTy mpu Cg,
MPEACTABIIET COOOM 3aMEHICHHBIA Aapwii, 3aMENICHHBIA WM HE3aMEIIECHHbBIN
reTepoapuil WM KOHJCHCHPOBAHHOE TETEPOAPOAPUIIBHOE KOJBIO, BBIOPAHHBIE M3

WHIONIWIA UK (peHUA.

4. CoenuHenue 110 1. 1 WM 11. 2, T71€

Y™ X R2
2. .
W X

o ®opmyna 111,
R1 BeiOpan u3 H, CH,CH; unu CHs;
R2 Bei6pan u3 H u CHj;
X BeiOpan u3 N umu CR3, u R; npeactasnset codoit H;

Y BoiOpan u3 N wimu CRy, u Ry BeiOpan u3 H, CH;, F, CF; umu OCHs;
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Z BpiOpan u3 N mimm CRs, u Rs Beiopan u3 H nnmu CHs.
W Bbi0Opan u3 N unmu CRg, u Rg BeiOpan u3 H wnu F;
m BbIOpaH U3 0 wm 1;

MPH YCJIOBHH, YTO TPyIa, MPHUCOCAHHEHHAS K XHHONMHHOBOMY (parmenty mpu Cg,
MPEACTAaBIIIET COOOM 3aMEHICHHBIA apwil, 3aMENICHHBIA WM HE3aMEIICHHBIN
reTepoapwii WKW KOHJICHCHPOBAHHOE TETEPOAPOAPUIIBHOE KOJBIO, BBIOPAHHBIE W3

NAPUIWH-2-UIa, TAPUANH-3-HITa, TUPUANH-4-HAJIa WU TUPUMUANH-5-HTa.
5. Coenqunenue 1o 1. 1 v 1. 2, ¢

I:25
R, /x |
OR;
©  ®opmynalV,
X mpeactasnaet coooi O umu S;
R1 Bei6pan u3 H wmu CH,CHj;

MPH YCIIOBHH, YTO TPYIA, MPUCOEAMHEHHAS K XHHOIMHOBOMY (pparmenty mpu Cg,
MPEACTABIIIET COOOW  3aMEIIEHHBIH WM HE3aMEIICHHBIM TeTepoapwi  HWIH
KOH/ICHCHPOBAHHOE TETEPOapoapuIbHOE KOJBIO, BHIOpaHHBIE W3 (ypaH-2-wia WA

oeH3oTHO(EHUIIA.
6. Coemunenwe o 1. 3, rae R; npeacrasnser coooit H, Cl, F wmu CF;.

7. Coenunenue no 1. 3, rae Ry npencrasnser codoit H, Cl, F, OCF;, OCH(CHjs), nmm
OCH;.

8. Coemunenue 1o 1. 3, rae Rs mpeacrasmser coboit H, Cl, F, OH, OCF; umu CFs.

9. Coemunenne 1o 1. 3, rae Rg mpeactasnser codoit H, Cl, CF; unmu OCH;.
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10. Coenunenue mo 1. 4, tae X u Z OAHOBPEMEHHO MPEACTABIAIOT co0oi N, u Rs

npenacrasisietT coooit OCHj;.
11. Coequnenue o 1. 4, rae Y, Z wim W nipeactaBiset cooom N.
12. Coequrenne o 1. 11, tae Y mpenctassiet co6oi N.

13. Coenunenue no m. 11, rae Ry mpencrasnser coooir OCH3, korma Z npeacrasiser

co0oi N.

14. Coequnennie mo m. 11, rae Ry mpeacrasmsaer coooii CH;, xorma Z mpeacTaBiser

co00# N.
15. Coemmrenne mo 1. 11, Tmie W mpeacrasisier cob6oi N.
16. Coennrenue no moOomy u3 nm. 6-15, roe Ry npeacrasisier codoit H umu CH,CH;.

17. CoenureHme 110 TIFOOOMY W3 TIPEIBIIYIIHNX MTyHKTOB, TAE COIb MPEACTABISIET COOOM

THAPOXJIOPUA.

18. CoemuHeHue 1O mMOOOMY U3 TPEABIAYHIMX IYHKTOB, TIJI€ COEAMHEHHUE

NpeACTaBIAET COOOIH:
a1u-1-(6-(4-(TprudropMe TOKCH )(hE€HUIT ) XUHOJTHH-2-HJ1 ) TUTIEPUAHH-4-KapOOKCHIIAT;

1-(6-(4-(Tpud TopMeTOKCH ) PEHHIT ) XUHOTHH-2 -1 ) ITHTTE PUIHH-4-KapOOHOBYIO

KHCIIOTY;,

3THI- 1 -(6-(4-rUApOKCH(EHIIT) XUHOTHH-2 -1 )ITHTIE PUINH-4 -KapOOKCUIIAT;

3THII- | -(6-(2-MEe TOKCHTTUPUMUANH-S - ) XUHOTHUH-2 -1 ) ITATIE PU U H-4-KapOOKCHIIAT;
3T 1 -(6-(4-u30mPOTTOKCU(EHIIT) XUHOTUH-2 -WIT ) ITUTIEPUAHH-4-KapOOKCUIIAT;

1-(6-(2-MeTOKCUTTUPUMUANH-S - ) XUHOIHH-2 -1 ) TATIEPUIUH-4-Kap OOHOBYTO

KHCIIOTY;
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1-(6-(4-n30mpOnOKCU( EHIUIT) XUHOTHUH-2 -1 )TUTIEPUANH-4-KapOOHOBYIO KHUCIIOTY;
stui-1-(6-(3-propdeHnn) XuHOTUH-2-1i ) TUTIE pUANH-4-KapOOKCUIIAT;
1-(6-(4-ruapoxcudeHNUIT) X UHOIMH- 2 - HJT)ITHITE PHANH-4-KapOOHOBYIO KHUCIIOTY

1-(6-(3-¢Top-4-H30MPOTTOKCHU(PEHHIT ) X UHOTUH-2-HJT) ITUIIE PUIHH-4-KapOOHOBYIO

KHCIIOTY;

1-(6-(3-pTopdeHmn) XuHOTUH-2-HT) TATIE PUTHH-4-KapOOHOBYIO KUCIIOTY;

3T 1-(6-(3-gTop-4-H30MponoKcHU(EHIT ) XUHOTUH-2 - WJT) ITUTIE PUIUH-4-KapOOKCHIIAT;
1-(6-(6-MeTOKCHTTUPHUIHH-3 -HJT ) XHHOJTHH-2 -1 ) TATIE PHANH-4-KapOOHOBYIO KHUCIIOTY;
3T | -(6-(6-MEe TOKCHTTUPHUINH-3 -1 ) XUHOJTUH-2-HJI )ITHTIE PHANH-4 -KapOOKCHUIIAT;
THIPOXJIOPUA STHII- | -(6-(TIHMpUANH-4- 1T ) XHHOIHH- 2 - U ) TUNepUANH-4-KapOOKCHIIATa;
stun- 1-(6-(pypan-2-un)XUHOMUH- 2~ ) TUNIEPUANH-4-KapOOKCHIAT;,
1-(6-(pypan-2-1m)XUHOIUH-2-WT ) TUNIEPUIUH-4-KapOOHOBYIO KHCIIOTY;

THIPOXJIOPHU]L 1-(6-(TrpuAMH-4-11) X MHOJIMH-2 -1 ) TUTIEPUIUH-4-KapOOHOBOM

KHCJIOTHI;

3T 1 -(6-(2-X710p-4-Me TOKCU(SHIIT) XUHOTU H-2 -HJT ) TUTIEPUANH-4-KapOOKCUIIAT;
3T 1 -(6-(4-MeTOKCH(EHUIT ) XHHOJIWH-2 -WJT ) TUNIEpUANH-4-KapOOKCHIIAT;
1-(6-(4-MeToKCH(EHUIT)XHHOIWH-2 - W1 )TUTIEPUAHH-4-KapOOHOBYIO KHCIIOTY
1-(6-(3-MeToKCH(EHUIT)XHHOIUH-2 - W1 )TUTIEPUAHH-4-KapOOHOBYIO KHCIIOTY
1-(6-(2-x10p-4-MeTOKCU(EHUIT) XHHOIWH-2 -IJT ) TUTIEPUAHH-4-KapOOHOBYIO KHUCIIOTY;

TUAPOXTIOPUA st 1-(6-(4-metokcu-2-(Tpud TopmMeTr ) peHNT ) XUHOTHH-2 -

WI)UnepuanH-4-KapOOKCHIaTa;
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stui-1-(6-(3-(Tpud ropMeToKCcH )heHNIT ) XUHOIUH- 2~ ) TUTIEPUAUH-4-KapOOKCHIIAT;
31Hi- 1-(6-(3-ruApoKCHUPEHIIT ) XUHOTUH-2 -1 ) TUTIEPUINH-4-KapOOKCUIIAT;
1-(6-(3-ruapoxcudeHNUIT) X UHOIMH- 2 - HIT)ITHITE PHANH-4-KapOOHOBYIO KUCIIOTY,

1-(6-(4-meTokcu-2-(Tpud TOPMETHI ) () EHIIT )X HHOTHUH-2-HJT ) ITATIE PHIUH-4-KapOOHOBYIO

KHCIIOTY;

1-(6-(3-(Tpud TopMeTOKCH ) PEHHIT ) XUHOTHH-2 -1 ) ITHTIE PUIHH-4-KapOOHOBYIO

KHCJIOTY;,

3T 1 -(6-(3-MeToKCH( e HUIT ) XHHOIWH-2 - WJT ) TUNIEpUANH-4-KapOOKCHIIAT;
stun-1-(6-(4-(tpudropme Tr ) HUIT ) XUHOTUH-2 - W1 ) TUTIE PUAHH-4-KapOOKCHIAT;
3Tun- 1-(6-(3-HUTPOd e HUIT ) XUHOMHMH-2 -1 ) TUTIEpUANH-4-KapOOKCHIIAT;
stun-1-(6-(4-propdeHnn) XuHOIHH-2-HJT ) TUIePUINH-4-KapOOKCHUIIAT;

3Tun- 1 -(6-(mMpuanH-3 -1 XMHOIUH-2 - W) TUIepUANH-4-KapOOKCHIAT;

>TH- 1-(6-(6-proprupuaHH- 3 -MIT) XUHOTUH-2 -HJT) TUTIEPUANH-4-KapOOKCHIIAT;
1-(6-(4-(TpudTOopMeTHIT)(hEHH ) XUHOTHH-2-HJT ) TUTICPHIAH-4-KapOOHOBYIO KHCJIOTY;
3T 1-(6-(2-pToprHupuaHH-4-1T ) XHHOIWH-2 -1 ) TANIEpUANH-4-KapOOKCHIIAT;

rugpoxsopun  1-(6-(6-GTopnHpuAnH-3 -1 XHHOIHH-2-WT ) TANePUANH-4-KapOOHOBOU

KHCJIOTBI,
1-(6-(3-auTpodheHNT ) XUHOMHH-2-HT ) TATIEPUARH-4-KapOOHOBYIO KHCIIOTY;
3T 1 -(6-(2-Me THMHPUANH-4- 1T ) XUHOJIWH- 2 -1 ) TANIEpUANH-4-KapOOKCHIIAT;
stun-1-(6-(3,5-auMe ToKCUG e HIIT) XUHOTHUH-2 - WJT)ITUITEPUINH-4 -KapOOKCUIIAT;

stun- 1-(6-(1H-uaa0n-5-1m)XuHOMUH-2 -1 TUNEPUANH-4-KapOOKCUIIAT;
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1Hi- 1-(6-(6-(Tprd TOPMETHIT ) TUPUINH-3 -HJT) X UHOTTUH-2- W1 ) TUTIE PU TN H-4 -
KapOOKCHIIAT;

3THA- 1 -(6-(TUPUMUIHH-5-HIT)XHHOIMH-2-HJT ) TUIEPU I H-4-KapOOKCHIIAT;,

THIPOXJIOPHU/T 1-(6-(1H-uHI071-5-11)XHHOIHH-2 - W1 )T PUANH-4-KapOOHOBOM

KHCJIOTBI;
1-(6-(3,5-mumeToKCH(EHIT ) XUHOTHH-2-HJ1 ) THTIE PUIRH-4-KapOOHOBYIO KHCIOTY;
1-(6-(4-propdernn ) XuHOTHH-2-HT ) TATIEPUANH-4-KapOOHOBYIO KHCIIOTY;
1-(6-(MupUMHUIUH-5-HIT ) XUHOJTWH-2 - W) TATIE PUIUH-4-KapOOHOBYIO KUCIIOTY;
1-(6-(mupuanH-3 -1IT)XUHOJTWH-2 -1 TATIE PUIUH-4-KapOOHOBYIO KUCIIOTY;

3THI- 1-(6-(6-Me TUNIHPUANH- 3 - W) XHHOJIUH- 2 -1 ) U pUANH-4-KapOOKCHIIAT;

rugpoxnopun  1-(6-(2-proprupuanH-4-min)XHHOIUH-2- U ) TUIEPUANH-4-KapOOHOBON

KHCJIOTHI;

rugpoxyopun  1-(6-(6-(TpudTOopMETHI)TUPUINH-3 -UIT)XUHOJIUH-2 -WJT) TUIIEPUIUH-4 -

KapOOHOBOH KHCITOTHI,
1-(6-(2-MeTHIIHPUIHH-4-WT ) XHHOJIWH-2 - W1 )TUTICPUAHH-4-KapOOHOBYIO KHCJIOTY
STHI- 1 -(6-(THpUIUH-4-1IT) XHHOJTWH-2 -AJT) TUTIEPUAUH- 3 -KapOOKCHIIAT;

STHI- 1 -(6-(THpHUIUH-2 - W) XHHOJTWH-2 -AJT) TATIEPUARH-4-KapOOKCHIIAT;
1-(4-meTrn-6-(upuauH-4-1i1) XUHOJTHUH-2 -1 )TTUTIE PUINH-4-KapOOHOBYIO KHUCIIOTY;
5THI- 1 -(4-Me THI-6- (T pU I H-4 - WIT) XHHOJTUH-2 -WJT ) TUTIEPUANH-4-KapOOKCHITAT;
stun-1-(6-(3-pTop-4-MeToKCUEHNIT ) XUHOIWH-2-HJT ) TUTIEPUINH-4-KapOOKCHIIAT;

3TH- 1-(6-(3-x710p-4-METOKCU(PEHHUIT ) XUHOTMH-2 -1 ) TUTIE PU AN H-4-KapOOKCHIIAT;
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stui-1-(6-(3,4-1uMe TOKCU(EHIIT ) XUHOTTUH-2-WJT) TUTIEPUINH-4-KapOOKCHIIAT;
1-(6-(mupuanH-2-1IT)XUHOTUH-2 -1 TUIIEPUIUH-4-KapOOHOBYIO KUCIIOTY;

TUIPOXIIOPHU]L 1-(6-(TrpuAMH-4-11) X MHOJIMH-2 -1 ) TUTIEPUIUH-3-KapOOHOBOM

KHCITOTHI,

aTun-1-(6-(4-x10p-3 - TopdeHHUIT) XHHOTHH-2 - W1 ) TATIC PUAHH-4-KapOOKCHIIAT;,

3T 1 -(6-(3-X710p P EHUIT) XUHOTUH-2 - 1) TATIEPUANH-4-KapOOKCHIIAT;

3T 1 -(6-(4-X710p P EHUIT) XUHOTUH-2 -1 TATIEPUANH-4-KapOOKCHIIAT;

stun- 1-(6-(3-(Tpud ropMeTH )(heHUIT ) XHHOIHH- 2 -1 ) TATIEpUANH-4-KapOOKCHIIAT;
3T 1 -(6-(THpUAHH-4-1IT)XHHOJIWH-2 - W) TUPPOTTUANH- 3 -KapOOKCHIIAT;
stun-1-(6-(0en3o[b]tnodeH-2-un)XUHOTHH-2 -1 ) THTTe pUAHH-4-KapOOKCHIAT;
stun- 1-(6-(2-(TpudropMeTrn)heHUT ) XHHOIUH-2-UT ) TUNIEpUANH-4-KapOOKCHIIAT;
stun- 1-(6-(2-(TpudropMeTokcH )PeHNT ) XUHOTUH-2-UT ) TUTIEPUAUH-4-KapOOKCHIIAT;,
>THn- 1-(6-(4-Top-2-Me TOKCH(EHUIT) X UHOTMH-2 - 1T ) TUITE PHANH-4-KapOOKCHIIAT;

5THI- 1-(6-(4-MeTokCH-3-(TpUd TOPMETHI )P e HUIT ) XUHOTHH- 2 -WJT ) TATIE PHIAH-4 -

KapOOKCHIIAT;

3T 1 -(6-(4-X710p-3-ME TOKCU(EHIIT) XUHOTHH-2 -HJT ) ITUTIEPUANH-4-KapOOKCUIIAT;
3T 1-(6-(3-x10p-4-PTOpPeHIT ) XUHOTHH-2-WJT) TUTTE PUIUH-4-KapOOKCHIIAT;
3T 1 -(6-(2-Me TOKCHTTUPHUINH-3 -HJT) XU HOJTUH-2 -1 )ITATIE PHANH-4 -KapOOKCHIIAT;
stun-1-(6-(5-GToprupuarH-3-HiT)XHHOIHH-2 - U1 ) TATIE PUIH-4-KapOOKCHIIAT;
stun- 1-(6-(3-proprmupuanH-4-1in)XHHOIUH-2 -WT ) TUNIEpUANH-4-KapOOKCHIIAT;

MeTuI- 1-(6-(mupuauH-4-1I1)XUHOIMH-2 - W) TUIEPUANH-4-KapOOKCHIIAT UK



WO 2021/130732 10 PCT/1B2020/062483

rugpoxnopua 1-(6-(6-MeTHAMHUPUANH-3 -WIT)XHHOJIUH-2 - U )TUIEPUANH-4-KapOOHOBOM

KHCJIOTHI.
19. CoenuHeHHUE 1O FOOOMY M3 TIPEABLAYIINX MYHKTOB, TJI€ COCTUHEHHE BRIOPAHO U3

1-(6-(4-(Tpud TropMeTOKCH )(hEeHMIT ) XHHOTHH-2 -1 ) TATIEPUANH-4-KapOOHOBOM

KHCJIOTHI;
3THIT- 1 -(6-(2-ME TOKCUTTMPUMUTHH- 5 -WJT ) XHHOJTHH- 2 -WJT ) TATIEpUANH-4-KapOOKCHIIATA;
s1un-1-(6-(3-pTopdheHnn) XuHOIHH-2-HiT ) TUTIePUIHH-4-KapOOKCHITIATA;

1-(6-(3-¢prop-4-n3onponokcueHUIT ) XUHOTHUH-2 - HIT)ITATIE PUANH-4-KapOOHOBOM

KHCJIOTHI;
1-(6-(3-¢propdhennn)XuHOTMH-2-HT)TATIEPUANH-4-KapOOHOBOW KHCIIOTHI,

3THI- 1 -(6-(6-ME TOKCUTTMPUANH-3 -1 ) XHHOIHH-2 - ) TUNepUANH-4-KapOOKCHIIATa;
3THi- 1-(6-(2-x710p-4-MeTOKCU(PEHHUIT ) XUHOTMH-2 - 1T ) TUIIEPU I H-4-KapOOKCHIIaTa;
1-(6-(4-MeTOKCU(PEHIUIT)XUHOTUH-2-UIT) TUIIEPUAUH-4-KapOOHOBOH KUCIIOTHI;

THIPOXJIOPUAA 3Tun- 1-(6-(4-meTokcu-2-(TpudTopMe THI )Y e HUIT ) XUHOTHH-2 -

W)U PUARH-4-KapOOKCHIIATa;
>tHI- 1-(6-(3-(TpHrd TOpMETOKCH ) (hEHIIT ) XUHOTHH-2 - KT )ITHTIEPUANH-4-KapOOKCHITATa,
3THI- 1 -(6-(3-THAPOKCU(EHIIT) XUHOTUH-2 - ) ITATIE PUIUH-4-KapOOKCUIIATA;

1-(6-(3-(Tpud TopMeTOKCH )(PEHMIT ) XUHOTHH- 2 -HJT ) TATIE PUANH-4-KapOOHOBOH

KHCJIOTHI;
STHII- 1 -(6-(6-Me TUIHPUANH- 3 -HIT) XHHOJIWH-2 -1 ) TUIEPUAHH-4-KapOOKCHIaTa;
5THI- 1 -(6-(TUPHUINH-2-1IT)XHHOJIMH-2 -WJT) TUTIEPUANH-4-KapOOKCHIaTa;

st 1-(6-(3-prop-4-MeToKcUPEHUT ) XUHOTMH-2 - 1) TUTIEPUIUH-4-KapOOKCUIIATa;



WO 2021/130732 11 PCT/1B2020/062483

otun-1-(6-(4-x10p-3-hTop e HIIT ) XHHOTHH-2-WIT ) TUTIE PUIUH-4-KapOOKCHIIaTa;
tun-1-(6-(2-(Tpud ropme TN ) eHUIT ) XMHOIUH-2 - U ) TUIIEPUANH-4-KapOOKCHIaTa UIIH
tHA-1-(6-(4-Prop-2-MeTOKCH(EHUIT) XUHOTHH- 2 - UIT) ITHIIEPUANH-4-KapOOKCHIIaTa.

20. CoeguHEHHE TIO JTFOOOMY M3 TIPEIBIIYIIMX MyHKTOB JIJIsl MPUMEHEHHUS B MEIUIIHHE

WJIU BETCPUHAPHUH.

21. CoeguHeHHe MO TIOOOMY W3 MIPEIBIAYIIUAX IyHKTOB JUI TPUMEHEHHS B JICYCHUN

WJTH TIPEAYTIPEIKICHUN TyOepKyIesa.

22. CoenuHeHwe [UI1 TPHUMEHEHHS TO JOOOMY H3 mpeasiaymux mm. 20-21 B

KOMOWHAITHH C TIO MEHBIIEH MEPE OJHUM cpeacTBoM npotus BUY.

23. CoenuHeHHWE AN TIPUMEHEHHUS MO JTIOOOMY W3 TPEIBIIYIIUX IYHKTOB, T/E
cpeacteo mpotuB BUY BeiOpano w3 mHrmOuTopa mporeazst BUY, Hykimeo3uaHOTO
UHTHONTOpa O00paTHOW TpaHckpuntazel BUY, OTIMYHOTO OT HYKJICO3WAHOTO

UHruOMTOpa 0OpaTHOM TpaHckpunTassl BUY u uarnouropa narerpasst BUY.

24. CoeauHeHHWE I TPUMEHEHHUS MO MoOoMy u3 mm. 20-23 B KOMOWHAIMK C TIO
MEHBLIE MEpE JOMOJHUTEIBHBIM JICKAPCTBEHHBIM CPEACTBOM [ JICYCHMA

TyOepKyIesa.

25. CoenuHeHHWE A TPUMEHEHHUS IO JIOOOMY W3 TPEIBIIYINUX ITYHKTOB, T/E
JEKAPCTBEHHOE CPEICTBO IS JICUEHUS TyOepKyJie3a BHIOPAHO M3 TPYIIIIBI, COCTOSIIEH
W3 W30HWA3WAa, puaMUIMHA W €r0 TNPOW3BOJHBIX, NMHUPA3WHAMHAA, 3TaAMOYTOIIA,
UKJIOCEPHUHA, STHOHAMHUAA, CTPENTOMULMHA, AMUKALIMHA, KaHAMULMHA, pudaMuHa
(pudaMIATIHA), AaMUHOTITUKO3U/IOB, KAITPECOMHUIINHA, T-AMHUHOCAITAITHIOBOW KHUCIIOTHI,
(TOPXHHOJIOHOB,  TaKMX  KaKk  JIeBO(JIOKCAIWH,  MOKCa(pIOKcalmHA  WIH

raTu()IOKCAIMHA HITH UX CMECEH.

26. CoequHeHne Ui MPUMEHEHUSA IO JOOOMY U3 MPEIBIAYINUX IMyHKTOB 22-25, 1€
cpenctBo npotus BMY wim 10NOMHUTENBHOE JIEKAPCTBEHHOE CPEACTBO JUIS JICYCHUS

TyOEpKyJie3a BBOAAT OJHOBPEMEHHO, OTAEIBHO MM IOCIIE0BATENBHO.
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27. dapmaneBTHYECKas KOMIO3WIMSA, COACpKaIIas COSAUHEHHE IO JHOOOMY U3
npeapaymux nm. 1-26  u  (dapManeBTHYECKOE TMPHUEMIIEMOE BCIIOMOTATEIIbHOE

BCIICCTBO.

28. @apmaneBTHYECKas KOMIIO3HMLHUSA MO JHOOOMY |3 TPEABIAYIINX IyHKTOB,
comepskamas (1) TepaneBTHYCCKH 3()(PEKTHBHOE KOIMYECTBO COCTHHEHHS IO JIFOOOMY
W3 TPEOBIAYIIUX ITyHKTOB KW €Tr0 (papMaleBTHYECKH MPHEMIIEMONW COJH WA

compBata | (i) hapManeBTHUECKH MPUEMIIEMOE BCIIOMOTATEIIBHOE BEIIECTRO.
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