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kacaercst N-3aMENICHHBIX JIUOKCOLMKIOOYTEHHIAMUHO-3-THAPOKCUITUKOIIMHAMUIHBIX —COEIMHEHHUH,
kotopele MHrHOMpyoT CC xemokuHOBBIA perentop 6 (CCR6), dapmareBTHYeCKHX KOMITO3UIIHIA,
COZIEPXKAIINX JIaHHBIE COCIUHEHHs, CIIOCOOOB TIONYYECHHUS [aHHBIX COCJUHEHWH M TNPUMEHEHUS
JAHHBIX COEIMHEHUH B Tepanuu. boiee KOHKPETHO, B JaHHOM JOKYMEHTE MpexycMOTpeHbl N-
3aMeIICHHBIE THOKCOIMKIOOY TeHUIAMHUHO-3-THIPOKCUITUKOIMHAMHUIHBIE COSANHCHHS, IPHEMIIEMBIC B
JEYEHNH W TIPEAYyNPEKACHUM 3a00J€BaHUN, COCTOSHHH HWIIM PacCTPOWCTB, KOTOPBIC YIyYIIAlOTCS
npu nHruduposannn CCR6. 3agada u300peTeHus: CO3JaHUE JIEKApPCTBEHHOTO CPENCTBA JUIS JICYEHUs
U TIpenynpeXKICHUH 3a0o0JeBaHWM, Ui KOTOPhIX Moka3zaHo wuHrubupoBanne CCR6. CymHocTh
n300peTeHus: B TAaHHOM JIOKyMEHTE INPEIyCMOTPEHbI N-3aMelieHHbIe AHOKCONMKIOOyTeHUIaMUHO-3-
THPOKCUIIMKOIMHAMUIHBIE coearHenus popmyasl (IA u IB)
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o 1 L 5
NY A N7 A
N D—NH R N N—NH H
Ry — R —
\/ OR3 \/N OR3
R, © R, ©

dopmyna (IA) dopmyna (IB)

1 UX (apMaleBTUIECKU IPHEMIIEMBIC COJIM U THAPATHI, B KOTOPBIX Ri, Ry, R;, A u B sBnstorcs Takumu,
KaK ONpEAETICHO B TaHHOM JOKyMEHTE, KOTOpPBIE MPEACTABISAIOT co00i HHrnoutopsl CC XeMOKHHOBOTO
penentopa 6 (CCR6), u SBIAIOTCS MPUEMIEMBIMH B JICUCHHH W TPEIyNPESKICHUU 3a00JeBaHUI,
COCTOSIHUH MJIH PacCTPOICTB, KOTOpPBIE yIyqIIaroTcs 3a cueT nHruouposanusi CCR6.
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N-SAMELLEHHBIE ANOKCOLMKNOBYTEHUITAMUHO-3-
rMaPOKCUNMMKONMHAMUADbI
NMPUEMINEMBIE B KAYMECTBE UHTUBUTOPOB CCR6

OBNACTb N3OBPETEHUA
HacTtoswee nsobpeteHne kacaetca N-3amelleHHbIX AMOKCOUMKNoBbyTeHnnammHo-3-
MMAPOKCUMUKONNHAMUAHBIX  COeANHEHUUD, KoTopble WHMMBUpyroT CC  XeMOKMHOBLIW
peuentop 6 (CCR6), dapmaueBTUYECKMM KOMMO3ULMSAM, KOTOpbIE coaepXaT AaHHble
COEAVHEHNS, U MPUMEHEHWE AaHHbIX COEAWHEHUW ANS NEYEeHUA Unu npefynpexneHus
3aboneBaHMn, COCTOSHUM WM PacCTPOMCTB, KOTOPbIE YNyudlIarTCa MHrMbupoBaHMEM
CCRG.

NPEANOCHIJIKN CO34AHNA NBOBEPETEHUA

XEeMOKMHOBbIE peLenTopbl NpeacTaBnsaT cobon BonbLuoe NOLCEMENCTBO U3 CEMU
KNETOYHbIX MOBEPXHOCTHBIX TPaHCMeMBpaHHbIX NPoTenHoB. OHWM MOryT ObITb pasfeneHsbl
no yHKUMM Ha [BE OCHOBHbIE T[pPyMMbl: XEMOKWHOBbIE peuenTopbl, cBaAsaHbl ¢ G
NPOTENHOM, KOTOpPbIE OMOCPEAYT MUrPaUMIo NENKOLUMTOB, U "aTUMNUYHbIE XEMOKMHOBLIE
peLenTopbl”’, KOTOpblE MOryT CUrHanmM3vMpoBaTb 4Yepe3 MexaHu3Mbl HecBsA3aHHble ¢ G
NPOTEMHOM W [ENCTBOBaTb B KadeCTBE ynaBnMBaTel XEMOKWMHOB ANS YMEHbLUEHWS
BOCMnaneHns unm popMupyroT rpagueHTbl XeMokuHOB [Bachelerie, 2014; Murphy, 2002].
XEeMOKUMHBI, NPUPOAHbIE NUraHabl AN XEMOKWMHOBLIX PELIENTOPOB MPeacTaBnstoT coboun
HU3KOMOMNEKYNAPHbIE  MPOTEWUHbI, KOTOPbIE  CTUMYMUPYIOT  PEKPYTUHr  NENKOUUTOB.
OcHoBbIBaAiCb Ha MPUCYTCTBMM WU B3auMHOM pasmMelieHnn NH2-tepmuHanbHbix Cys-
OCTaTKOB, XEMOKWHbI ABMSKOTCA CTPYKTYpHO crpynnupoBaHHsiMn B CC, CXC, CX3C n C
xemokuHbl [White, 2013]. Y nogen XemMOKuMHbl U XEMOKMHOBbLIE peLenTopbl 0bpasyroT
apmakonorMyeckn CrnoxHyro cuctemy. Bo MHOrmx cnydasx pacnosHaBaHue OfHOro
XEMOKMHa pasHbIMK peLenTopamMu, a Takke CBA3blBaHWe pasHbIX XEMOKMHOB C OOHUM WU
TEM CaMbiM PELENTOPOM MNPUBOAUT K pasHbiM OTBETAM CUrHanms3aumm u murpagum
[Kufareva, 2016]. Pn3MONOrMYECKN YNeHbl CEMENCTBA XEMOKUHOB CTUMYSTMPYHOT PEKPYTUHT
YEeTKO onpeferneHHbIX MOAMHOXECTB NEWKOLMTOB WU UrparoT BaXHYHO pPOfb B PasBuUTUK,

NMMMYHUTETE N aYyTOUMMYHHbIX 3aboneBaHusx.
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CC-xemoknHoBbIn peuentop 6 (CCRB) skcnpeccupyeTca Ha pasHbIX KHYEBbIX
MMMYHHBIX KNeTKax, BKNoYasa He3penble AeHAPUTHbIE KNeTkn, B-knetkn, T-kneTkn namaTtu
(Bkntoyas Bce knetkm Th17), HemTtpodumnbl n nogrpynny Tregs. CCR6 npepcraesnser
cobon efuHCTBEHHbIM W3BECTHbIM peuentop xemokmHa CCL20 (ansTepHaTuBHO
HasBaHHbIM  LARC v MIP-3a). CCL20 npoayuupyetcs  CcMHOBMOLMTaMW,
anuTenuanbHbIMU KNneTkaMmm TONCTOrO KULIEYHWUKE, PasHbIMU KeTkamMu KOXK (Hanpumep,
KepaTuHoLmUTaMn K1 KOXHbIMKM ubpobnactamm) M anbBeonApHbIMU  SNUTENUANbHbLIMU
knetkamu. [Mapa nurang-peuyentop CCL20-CCR6 oTBevyaeT 3a murpaumio Hespenbix
ACHOPUTHBIX KNETOK U 3PPEKTOPHLIX/T-KNETOK NaMATU B  KOXHble U CNU3UCTbIE
MOBEPXHOCTW B YCMOBUAX FOMEOCTaTUYHbIX U BOCMNANEeHHbIX COCTOSAHWW, a Takoe Mnpw
ayTOMMMYHHbIX 3aboneBaHusax, Takux Kak ncopuas M BocnanurtenbHble 3aboneBaHus
kuweyHuka. [Liao, 1999; Schutyser, 2003].

CCL20 npeacrtaBnger cobon UMHAYUMOENbHBIA  XEMOKWH, KOTOPbIA  BbICOKO
perynupyeTtca npu  BOCMAnUTENbHbIX  MOP&XEHUSAX MpU  pPasHbIX  ayTOUMYHHbIX
3aboneBaHuax, BKNOYas ncopmas, Hecneunduyecknmn 93BEHHbIN KONUT, BonesHb KpoHa,
ncopuaTuyecknin apTput n pesmaTtomgHein apTpuT. [loBbiweHHble konundectBa CCR6
MOMNOXUTENbHBIX T-KNETOK U AEHAPUTHBIX KNETOK Bbinn oBHapyXeHbl NPy NOPaXeHUsX,
KOTOPblE COBMECTHO NnokanmampytoT ¢ akcnpeccmen CCL20. JaHHble knactepbl T-knetka-
LeHApUTHaA KneTka, KOTopble nogaepxmuBarotcsa 3a cyet B3ammogenctana CCR6B-CCL20,
MMET peLuaroLlee 3HavYeHre Ana MHULMMPOBaHUA U NOAAEPXUBaHNA BONe3HN. Y Mblwen
kak HokayTHbin CCR6, Tak u HeuTtpanuampytowee aHtu-CCL20 aHTuTeno Obinm
NPOTEKTMBHBIMKM B Mogenu IL-23, BbI3BaHHOW BOCMAneHMEM KOXW, J[Onyckas, u4To
BroKMpoOBaHNe pPeEKPYTUPOBaHUS WMMMYHHbLIX KneTok, onocpeposaHHoro CCR6-CCL20,
NpeacTaBnseT npuBnekaTenbHbIA MEXaHW3M AN HOBOW Tepanuu MarnbiMM MOIeKkynamm
npy ayTOMMMYHHbIX U BOCnanuTenbHblx 3abonesaHmnax. [Homey, 2000; Kim, 2014; Kwon,
2002; Shen, 2010].

C-X-C xemokumHoBbIM peuenTop Tvna 1 (CXCR1) n C-X-C xeMOKMHOBBIM peuenTop
Tvna 2 (CXCR2) npeactaBnsatoT COBOM XEMOKMHOBBIE PELENTOPbI, SKCNPECCMPOBaHLIE Ha
HeuTpodunax. ObBa peuentopa cBasbiBawT xeMokuH IL-8 (CXCL8) ¢ Bbicokon
adpuHHocTeto. B otnmumm ot Hux, CXCL1 (GRO anbda) u CXCL2 (GRO 6eta)
npeactaensoT cobom cneumdmyeckme nuraHgbl ans CXCR2 ¢ 90% romonorMyHocTbH

nocneaoBaTenbHOCTU. B knuHM4eckmnx nccnepoBaHusx, ABOMHbIE aHTaroHncTel CXCR1/2,
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Takme kak HaBapukcuH, nokasanum obpaTMMOe CHWKEHMEe abCOMTHOro KOonMyecTBa
HenTpodunos y nauweHTtoB [Hastrup, 2015]. MauneHTbl ¢ NOHWKEHHBIM KONMMYECTBOM
HEMTPOUNOB MOryT MOAAABaTbCS MOBbLILLEHHOMY PUCKY 3apaxeHusi. CnepoBaTenbHo,
aHTaroHncTel CCR6 € NOHMXEHHOM akTUBHOCTLIO K aHTaroHnamy peuentopa CXCR2 moryT
NpeanoXunTb YNyYLEHHbIN npodunb BesonacHoCcTm no CpPaBHEHWIO c
HEANCKPUMNHALMOHHBIMW aHTaroHMCTamn. 'eHeTuYeckne AaHHble YenoBeka U HoKayTHble
MCCrefoBaHNa Ha Mbilax AOMNyCcKakT, YTO BbIXOA HEWTPOUNOB W3 KOCTHOrO Mo3ra
3aBmcnt OT PyHKumm CXCR2 n onocpeayetcsa cneumndumyHeimm gna CXCR2 nuraHgamm
CXCL1 (GRO anbga) n CXCL2 (GRO 6eta) [Auer, 2014; Eash, 2010]. Takum obpasom,
4yTOBbl NOHATL (hapmakonorn nHrmbutopos CXCR2 npu mobunusaumm HenTpodunos
KOCTHOrO MO3ra, BaXXHO MCMonb3oBaTtb coorseTcTByowmn nuradHg CXCR2 (CXCL1 wnw
CXCL2) B nepBUYHOM CUCTEME aHanmMaa HeMTPoOUIoB YenoBeka.
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CYWHOCTb N3OBEPETEHUA
Hactoswee wn3obpeteHne npegycmatpmBaeT coeguHeHus dopmyn (IA) n (IB),
koTopble WHMMOUMpyroT CCR6 1 aBRSIOTCA  MNpUeMMeMbIMW  ANS  fIeYeHNa  Unu
npeaynpexaeHus 3abonesaHun, koTopble obnerdarotes 3a cyeT uHrmbmposanmna CCR6G y

noaen



N
N/ \ NH NH H
R1 — R1\ —
\/N OR; /N OR;
R, O R, ©
dopmyna (IA) dopmyna (1B)

nUnu Ux apmaneBTUYECKN MPUEMIIEMYIO COMb UNW TMAPAT, NPU 3TOM
R1 n Ry HesaBmcnmo npeacraesnset cobon H vnm (C4-Cg)ankmn, unm Ry n R, B3AThI
BMECTE C aTOMOM a30Ta, K KOTOPOMY OHM NPUCOEAUHEHBI, 0BpasytoT 4-, 5-, Unn 6-4neHHbIN
5  reTepouuKkn, KOTOopbi coaepxut oaumH N-retepoatoMm wn HeobszatenbHo 1 wnm 2
LOMONHUTESNbHBIX reTepoaToMoB, BblbpaHHbIX M3 rpynnbl, kotopas coctonT u3 O, N, u S,
npy STOM TreTepouMKn aBnseTcsa HeobsasaTenbHO 3ameweHHbiM 1, 2, wunun 3 (Cq-
C4)ankunbHbIMK rpynnamu;
Rs npeacrasnaer cobon H, (Ci-Ce)ankmn, (Cq-Cs)ankunkapbonun, -
10 C(=0O)CH=CHCO,H, -SO;NH,, -CH,OC(=0)(C4-C4)ankun, -CH,OP(=O)(OH),, wnmn -
C(=O)NRaRg, npu atom (C4-Cy4)ankmnkapboHun asnsetca HeobasaTtensHO 3aMeLLeHHbIM -
COz2H wvnn -NHz, npu stom -CHOC(=0)(C¢-C4)ankmn saBnsetca HeobssaTenbHO

3ameweHHbiM -NHz, 1 npu atom Ra n R HesaBucumo npeacraenset cobor H vnm (Cy-

Cs)ankun;
15 A npencraenser cobon
R4

0]

’i( \2‘% gryz'% ““N-Rs LN
i) 5 N ’ R5 Rs)
N N 0 s \){WO\N

LR TR LR TR Ny

0 S N N

Rg Rg Rg Rg Rg -

b ? ? 1

R4 npeacraenset cobon H, (C4-Cy)ankun, (C3-C4)umknoankun, (Cs-
C4)umknoankmn(Cq-C4)ankun unu ranoreH(C1-C4)ankun;
Rs 1 Rg He3aBucmmo npegcrasnset cobon H, aentepun, (C,-Cq)ankenmn, (Cq-

20  Cg)ankoken, (C1-Cq)ankun, (C1-Cq)ankun-dig, (Cs-Cs)umknoankmn, (Cs-Cq)upmknoankun(Cq-
4
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C4)ankmn, umaHo, ranoreH, ranoreH(C4-Cy4)ankokeu, ranoreH(C4-Cq)ankmn nnm
rnapoken(Cq-Cq)ankmn;

B npencraesnset cobon

Ra)n

( B)n (Rﬁ)n
o m{% 2? .

(Ro)m

(Ro)m

R; npegcrasnsert cobon -F, -CN, (C4-Cs)ankmn, (C4-Csz)ankun-ds7 nnu ranoreH(Cq-
Cs)ankun;

Rs B kaxkaom criydae He3aBMCUMMO npeactaensaet cobon gevtepun, -F, -Cl, -Br nnn -
I, vmm pBa Rs npucoeanHeHbel K OHOMY M TOMy Xe artomy yrnepoga, obpasya (Cs-
Cs)UmKnoankunbHyto rpynny;

npaseH 0, 1, 2, 3, unu 4;

Rg B KaXaoM crnyyae HesaBUCUMO npeacraenseT cobon geutepun, -F, -Cl, -Br unu -
I, wnn gBa Ry mpucoeguHeHbl K OQHOMY M TOMYy Xe aTtomy yrnepoga, obpasys (Cs-
Cs)UMKnoankmneHyo rpynny;

m paeeH 1, 2, 3, unn 4; n

X npegcraenset cobom O, S, unm NR¢, npu atom Re npeacrasnsaet cobor H vnm

(C1-Cyq)ankun.

B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodlee n3obpeteHne npegycmarpusaeT
cnocob neveHuss unu npeaynpexaeHns 3abonesaHuii, COCTOSIHUA WU PaCCTPOWCTB,
KOTOpble yny4waTca 3a cyeT mHrmbuposaHms CCR6 y uyenoBeka, KOTOPbIA BKNOYaeT
BBEAEHME YenoBeKy, HyxXaawolwemyca B 3TOM, TepaneBTU4eckn IPPEKTUBHOIO
KonuyecTea coeguHeHus gopmynbl (IA), nnm ero dapmayeBTUYECKU NMPUEMNIEMON COMK
unu rmgpara.

B apyrom BapuaHTe OCyLLEeCTBNEHUs, HacToswee nsobpeTteHre npesycmaTpmBaeT
cnocob neveHuss unu npegynpexaeHns 3aboneBaHu, COCTOSHUA WU PaCcCTPOWCTB,

KOTOpbIEe yrnydwaroTca 3a cyeT mHrnbmnposaHma CCR6 y 4enoBeka, KOTOPbIA BKMOYaeT
5
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BBEAEHME YEeNnOBeKy, HyXKAawlwemMyca B 3TOM, TepaneBTUYeCKn SPdeKTUBHOIO
KonuyecTtea coeauHeHus gopmynel (IB), nnm ero dapmaueBTUYecKn NpuemMnemMon conm
nnun rmgpara.

B opyrom BapuaHTe OCyLleCTBNeHus, HacTodalee n3obpeteHne npegycmarpusaeT
NPUMEHeHNe coeanHenus popmynel (IA), nnn ero papmaueBTUYECKN NMPUEMMIEMON CONU
unu rmgpara, B NpOM3BOACTBE NIEKAPCTBEHHOro npenapara Ans nedeHus 3abonesaHun,
COCTOSIHUA WUNN PacCTPOUCTB, KOTOpbIE yryywarTca 3a cyeT uHrmbuposaHus CCR6 y
YyenoBseka.

B opyrom BapuaHTe OCyLLeCTBNeHus, HacTodlee n3obpeteHne npegycmarpuBaeT
NPUMEHeHNe coegunHenus popmynel (IB), nnn ero dpapmaueBTUYECKN NMPUEMMIEMON CONU
Unn rmgpara, B NpOM3BOACTBE NIEKAPCTBEHHOroO npenapara Ans nedeHus 3abonesaHun,
COCTOSIHUA UMW PacCTPOUCTB, KOTOpbIE yryywarTca 3a cyeT uHrmbuposaHus CCR6 y
Yyenoseka.

B opyrom BapuaHTe OCyLleCTBNeHus, HacTodlwee n3obpeteHne npegycmarpuBaeT
coegmnHenne opmynel (IA), nnn ero papmaueBTUYECKM NPUEMIEMYIO COMb UNW ruapar,
ANSA NPUMEHEHNE B KAYeCTBE NEKapCTBEHHOrO npenapara.

B aopyrom BapuaHTe OCyLLeCTBNeHus, HacTodlwee n3obpeteHne npegycmarpusaeT
coeguHenne copmynsl (IB), nnn ero dapmaueBTUYECKN NPUEMIEMYIO COMb WUMKX rnapar,
ANSA NPUMEHEHNE B KaYeCTBe NeKapCTBEHHOro npenapara.

B apyrom BapuaHTe OCyLLecCTBNeHWs, HacTodlee n3obpeTeHne npegycmaTpusaeT
coeaguHenne copmynbl (I1A), nnn ero dapmaueBTUYECKN NPUEMIEMYIO COMb UK rnapar,
ANA NPUMEHEHME B INEYeHUn unmv npepynpexaeHnn 3aboneBaHuin, COCTOAHUA Wnn
pPacCTPONCTB, KOTOPbIE Yy4LlaoTca 3a cHeT MHrmbmpoeaHmna CCRE y yenoseka.

B gpyrom BapuaHTe OCyLLeCTBNeHus, HacTodlwee n3obpeteHne npegycmarpuBaeT
coegmnHenne opmynel (IB), nnn ero papmaueBTUYECKM NPUEMMEMYIO COMb UNW ruapar,
ANS NPUMEHEHME B IEYEeHUN WnM npepynpexaeHnn 3aboneBaHun, COCTOSIHUA UK
PacCTPONCTB, KOTOPbIE Yry4LlarTca 3a cHeT nHrnbmposaHna CCR6 y yenoseka.

B apyrom BapuaHTe OCyLLECTBNEHMS, HAcTosLWee M30bpeTeHmne npegycmaTpuBasT
dhapmaueBTUYECKYHO KOMMO3ULMIO, KOTOpasa COAEPXUT coeauHeHwe dopmynbl (1A), nnu
ero apmaueBTUYECKN NPUEMIIEMYKO COMb WUNW rmapaT, WU, NO MeHblUen Mepe, OAMH

thapmaLeBTUYECKM NPUEMINEMbIN SKCLMMMEHT, pa3baButens U HOCUTENb.
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B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodawee n3obpeteHne npegycmarpuBaeT
dapmaueBTUYECKYHO KOMMO3ULMIO, KOTOpasa COAEPXUT coeauHeHwe dopmynbl (1B), nnu
ero apmaueBTUYECKN MPUEMIIEMYIO COMb UNW rMapaT, WU, N0 MEHbLUEW Mepe, OAMH
dapmaneBTUHECKM NPUEMIEMBIN SKCLUMNNEHT, pa3baBuTernb NN HOCUTENb.

B apyrom BapuaHTe OCyLLecCTBNeHus, HacTodlwee n3obpeteHne npegycmarTpusaeT
cnocob neveHuss unu npegynpexaeHns 3aboneBaHu, COCTOSHUA WU PaCCTPOWCTB,
KOTOpble ynyywaTca 3a cyeT umHrmbuposaHms CCR6 y yenoBeka, KOTOPbIA BKNHOYaeT
BBEAEHNE YENOBEKY, HyXKAawlWemMycsa B 3TOM, TepaneBTUYECKn SPEKTUBHOMO
KonmyecTea hapMaueBTUYECKON KOMMO3ULMK, KOTOPas COAEPXKUT COefUHEHME POPMYIbI
(IA), nnn ero dhapmaueBTUYECKN NPUEMIIEMYIO COMb UMNX TMAPAT, W, NO MEHbLUEN MEpeE,
OAVH (bapMaueBTUYECKN NPUEMIEMbIN SKCUMMUEHT, pa3baBuTenb Unn HOCUTENb.

B aopyrom BapuaHTe OCyLLeCTBNeHus, HacTodlee n3obpeteHne npegycmarTpusaeT
cnocob neveHuss unu npeaynpexaeHns 3abonesaHui, COCTOSIHUA WU PaCCTPOWCTB,
KOTOpble yny4waTca 3a cyeT mHrmbuposaHms CCR6 y uyenoBeka, KOTOpPbIA BKNOYaeT
BBEAEHME YenoBeKy, HyxharmwemMyca B 3TOM, TepaneBTU4eckn aPdeKTUBHOro
KonmyecTea bapMaLeBTUYECKON KOMMO3ULMK, KOTOpasi COAEPXKUT COEAUHEHME POPMYIbI
(IB), nnn ero apmaueBTUHECKN NPUEMIIEMYIO COflb UMM TUAPAT, U, MO MEHbLUEN Mepe,
OAVH bapMaLeBTUYECKN NPUEMITIEMbIN SKCUMMUEHT, pa3baBuTenb UM HOCUTENb.

B opyrom BapuaHTe OCyLLeCTBNEHUd, HacTodwee n3obpeteHne npegycmarTpuBaeT
NpUMeHeHVe rapmMaLeBTUYEeCKON KOMMO3MLMKM, KOTOopasa COAEPXUT coegmHeHne opmybl
(IA), nnn ero apmaueBTUYECKN MPUEMIIEMYIO COfMb UMM TUAPAT, U, MO MEHbLUEN Mepe,
OOVH apmMaueBTUYECKM MPUEMIMEMbI  SKCUMMMEHT, pasbaButens WUnM HOCUTENb, B
NPOM3BOACTBE JIEKAPCTBEHHOrO Mpenapara ANnsa  NeYEeHUs WUnn  NpefynpexneHus
3aboneBaHnii, COCTOSIHUA UMW  PacCTPOUCTB, KOTOpbIE  yrydlwawTCa 3a CYeT
nHrnbuposaHna CCR6 y yenoseka.

B opyrom BapuaHTe OCyLLeCTBNEHUs, HacToswee n3obpeTeHmne npegycmaTpuBaeT
npyMeHeHve apmMaLeBTUYECKOM KOMMO3MLMKW, KOTOpasa COAEPXUT coegmHeHne opmybl
(IB), nnn ero gapmMaueBTUYECKN NPUEMIIEMYIO COMb UMM rMApaT, U, NO MEHbLLUEN Mepe,
OOVH apmaueBTUYECKM MPUEMIEMbBIA  SKCUMMMEHT, pasbaButenb UM HOCUTENb, B
NPOM3BOACTBE FEKapCTBEHHOro npenapara Ang  NeyYeHus wunu - npepynpexneHus
3aboneBaHuin, COCTOSIHUA WUINM  PAacCTPOUCTB, KOTOPbIE  YIyudlalTCa 3a CYeT

nHrndmposaHnsa CCR6 y Yenoseka.
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B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodawee n3obpeteHne npegycmarpuBaeT
dapmaLeBTUYECKY0 KOMOMHAaLMIO, KOTopasa COLepXuT coeauHeHne dopmynel (I1A), nnm
ero apmaueBTUYECKN MPUEMIIEMYIO COMb UNW rMapaT, WU, N0 MEHbLUEW Mepe, OAMH
NPOTUBOBOCMANUTENBHbIN areHT.

B apyrom BapuaHTe OCyLLecCTBNeHus, HacTodlwee n3obpeteHne npegycmarTpusaeT
dapmaLeBTUYECKYD KOMOMHaLMIO, KOTopas COLepXuT coepuHeHne dopmynbl (IB), nnm
ero apmaueBTUYECKN MPUEMIIEMYIO COMb WUNW ruapaT, WU, NO MeHblUen Mepe, OAMH
NPOTUBOBOCMANUTESNBHbIN areHT.

B opyrom BapuaHTe OCyLLeCTBNeHus, HacTodlee n3obpeteHne npegycmarpuBaeT
cnocob nedveHna unu npegynpexaeHus 3aboneBaHun, COCTOAHUW UMK PacCTPOUCTB,
KOTOpble yny4warTca 3a cyeT mHrmbuposaHms CCR6 y yenoBeka, KOTOPbIA BKNOYaET
BBEAEHME 4YenoBeKy, HyXhawwemMyca B 3TOM, TepaneBTUYeckn IPdeKTUBHOro
KOnmMyecTBa papMaLeBTUYECKON KOMOMHALMKN, KOTOpas COAEPXUT COeAnHEHnE PopMyrbl
(IA), nnn ero hapmaueBTUYECKN NMPUEMIIEMYIO COflb UMM TUAPAT, U, MO MEHbLUEN Mepe,
OAWH NPOTMBOBOCMANUTENbHBIWN areHT.

B opyrom BapuaHTe OCyLLeCTBNEHUs, HacTodwee n3obpeTteHme npegycmarTpuBaeT
cnocob nevyeHus wunu npeaynpexaeHna 3aboneBaHun, COCTOSHUA WM PacCTPOWCTB,
KOTOpble yny4waTcsa 3a cyeT mHrmbupoBaHms CCR6 y uyenoBeka, KOTOPbIA BKOYaET
BBEAEHME 4YenoBeKy, HyXKAawwemMyca B 3TOM, TepaneBTUYeCKn SPdeKTUBHOro
KonmyecTea papmMaLeBTUYEeCKON KOMOMHAaLUMKW, KOTOpas CoA4epXUT coeanHeHne popmyrbl
(IB), nnv ero cdapmaueBTUYECKN MPUEMIIEMYIO COfb UMM TUAPAT, U, MO MEHbLUEN Mepe,
O4WH NPOTMBOBOCMANUTENbHBIN areHT.

B npyrom BapuaHTe OCyLLECTBMNEHMS, HACcTosLWee M30bpeTeHmne npegycmaTpuBasT
NpUMeEHeHVe hapMaLeBTUYECKOM KOMBMHaUMKN, KOTOpas COAEPXKUT COeaMHEHNE POPMY bl
(IA), nnn ero dhapmaueBTUYECKN NPUEMIIEMYIO COMb UNX TMAPAT, W, NO MEHbLUEN MEpPe,
OAVH NMPOTUBOBOCMNANUTENBHBIA areHT, B NMPOW3BOACTBE NEKAPCTBEHHOrO npenaparta Aans
neyYyeHVs unNn npegynpexgeHnsa 3abonesaHu, COCTOAHUA WM PacCTPOWCTB, KOTOpbIe
ynyJaroTca 3a cyeT nHrmbmposarnmna CCR6 y yenoseka.

B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodwee n3obpeteHne npegycmarpuBaeT
NpUMEHeHVe hapMaleBTUYECKOM KOMBMHaUMKN, KOTOpas COAEPXKUT CoeauHEHNEe POopMy bl
(IB), nnv ero cdapmaueBTUYECKN NPUEMIIEMYIO COMb UMM TUAPAT, U, MO MEHbLUEN Mepe,

oauH I'IpOTI/IBOBOCI'IaJ'II/ITeJ'IbeII;I areHT, B nNpom3soacCTBE NEKapCTBEHHOro npenapara And



10

15

20

25

30

neYyeHns Unn npegynpexgeHnsa 3abonesaHu, COCTOSIHAA WM PacCTPOWCTB, KOTOpbIe

ynyJarTca 3a cyeT nHrmbmposaHna CCR6 y yenoseka.

KPATKOE OMUCAHUE YEPTEXKEW

durypa 1 npeacraBnaer cobon PEHTreHOBCKYH CTPYKTYypy (rpaduyeckoe
nsobpaxeHne ORTEP) kpuctannudeckoro (R)-4-((2-(((1,4-aumeTtun-1H-nupason-3-un)(1-
METUMLMKNONEHTMUN)METUI)aMUHO)-3,4-AMOKCOLMKNOBYT-1-eH-1-1n)amMuHO)-3-rnapoKCH-
N N-gumeTunnukonuHammga moHorngpara.

durypa 2 npepcraBnsgeTr CobOWM PEHTreHOBCKYH) CTPYKTYypy (rpaduyeckoe
naobpaxeHne ORTEP) «kpucrannuyeckoro (R)-4-((2-(((4-xnop-1-meTtun-1H-nupason-3-
nn)(1-MeTUNUMKNONEHTUN )METUN)aMmHO)-3,4-anokcounknobyT-1-eH-1-nn)ammHo)-3-
rnppoken-N, N-gumetunnmkonnmHaMmmaa moHormapara.

durypa 3 npepcraBnsetr Ccobon PEHTreHOBCKYH) CTPYKTypy (rpaduyeckoe
n3obpaxeHne ORTEP) KpUCTanm4yeckom conm (S)-4,4-pndptop-2-
MeTunTeTparngpodypan-2-kapboHoson  kmucnotel  ((1R,4aS,10aR)-7-usonponun-1,4a-
anmetun-1,2,3,4,4a,9,10,10a-okrarngpodpeHanTpeH-1-un)metaHammHa (Mpumep 36F).

durypa 4 npepcraBnsgeTr CoOOM MOPOLLUKOBLIN PEHTIEHOBCKUM  ANIPaKLMOHHBIN
aHanms KpucTanmnmyeckoro (R)-4-((2-(((1,4-aumeTnn-1H-nnpason-3-mn)(1-
METUMNLMKNONEHTUN)METUI)aMUHO)-3,4-0MOKCOLMKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCu-
N,N-pumeTunnukonuHaMmmga mMoHormgpara.

durypa 5 npeacraBnser cobon  guddepeHumanbHbI  CKaHMPYHOLLNN
KanopumeTpuyeckmn aHanms kpuctannudeckoro (R)-4-((2-(((1,4-pumeTtun-1H-nupason-3-
nn)(1-MeTUNLMKIONEHTUN)METMM)aMUHO)-3,4-ANOKCOLMKNOBYT-1-eH-1-1n)ammHo)-3-
rmppoken-N, N-gumetTunnmkonnmHaMmmaa MmoHormapara.

durypa 6 npeacrasnseT coboun TEPMOrpaBUMETPUUECKNN aHanmna
KpUCTannm4eckoro (R)-4-((2-(((1,4-aumeTnn-1H-nnpason-3-mn)(1-
METUMNLMKNONEHTMUN)METUI)aMUHO)-3,4-0MOKCOLMKNOBYT-1-eH-1-1n)amMuHO)-3-rnapoKCH-
N,N-gnmeTtunnukonmHammaa moHormapara.

durypa 7 npepcraBnsgeTr CoOOM MOPOLLUKOBLIN PEHTIEHOBCKUM ANMPaKLMOHHbBIN
aHanus KPUCTanIm4eckoro (R)-4-((2-(((4-xnop-1-meTun-1H-nnupason-3-un)(1-
METUNLMKNONEHTU)METUIT)aMUHO)-3,4-AMOKCOLMNKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCH-

N N-gumeTunnukonuHamuga moHorngpara.
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durypa 8 npeacraBnaer  cobon  gMPDEPEHUMOHHBIM  CKaAHMPYHOLLNN
KanopumeTpuyeckmun aHanms kpuctannudeckoro (R)-4-((2-(((4-xnop-1-metun-1H-nnupason-
3-1n)(1-MeTUNUUKNONEHTUN)METUIT)aMUHO)-3,4-AMOKCOUMKNOBYT-1-eH-1-1n)amumHo )-3-
rmapoken-N, N-gumetTunnmkonnmHaMmmaa MmoHormapara.

durypa 9 npeacraBnsaeT coboun TEPMOrpaBUMETPUUECKNN aHanuna
KpUCTannm4eckoro (R)-4-((2-(((4-xnop-1-meTun-1H-nnpason-3-un)(1-
METUMLMKNONEHTMUN)METUI)aMUHO)-3,4-AMOKCOLMKNOBYT-1-eH-1-1n)amMuHO)-3-rnapoKCH-
N N-gumeTunnukonuHammga moHorngpara.

durypa 10 npeapcraBnsger coboOW PEHTrEHOBCKYH CTPYKTYpy (rpaduyeckoe
naobpaxeHne ORTEP) kpuctannuueckoro (R)-4-((2-(((1,4-aumeTtun-1H-nnpason-3-mn)(1-
METUINLMKNONEHTUI)METUIT)aMUHO)-3,4-AMOKCOLMNKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCu-
N,N-gumeTtunnukonuHammaa, 0,5 kanbumeBon conm,moHorngpara.

durypa 11 npeapcrasnsetr cobon PEHTreHOBCKYK CTPYKTYypy (rpaduyeckoe
nsobpaxerHne ORTEP) ans asnemeHTapHOW a4venkm kpuctannuyeckoro (R)-4-((2-(((1,4-
anmeTun-1H-nnpason-3-un)(1-MeTUnUMKNonNeHTUN)MEeTUN)aMnHo)-3,4-anoKkcoLmKnobyT-1-
eH-1-un)ammHo)-3-rngpokcu-N, N-gumeTmnnmkonmHammnaa, 0,5 KanbLUMeBou
conun,moHornapara.

durypa 12 npepcraBnseT coOOM MOPOLLUKOBLIN PEHTIFEHOBCKUA AUMDPAKLMOHHbBIN
aHanms KpucTannmyeckoro (R)-4-((2-(((1,4-aumeTnn-1H-nnpason-3-mn)(1-
METUINUMKNONEHTUN)METUN)AaMUHO)-3,4-ANOKCOLMKNOBYT-1-eH-1-1N)aMUHO)-3-TMAPOKCHK-

N,N-gumeTtunnukonuHammaa, 0,5 kanbumeBon conm,moHorngpara.

NnoAPOBHOE ONMMNCAHUE N3OBPETEHNA
B npyrom BapuaHTe OCyLLECTBIEHUS, HacTosiLee n3obpeTeHne npegycmarpusaeT

coegmHenna gopmyn (IA) n (1B)

O 0]
AL AL
N A N” A
N S—NH H N S—NH H
R4 — R4 —
\/N OR, \/N ORs
R, © R, ©
dopmyna (l1A) dopmyna (IB)

10
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nnu nx apmaueBTUYECKM NPUEMIIEMYIO COMb UK rMaparT, npy 3Tom Ry n R, He3aBncmmo
npeactasnset cobon(Cq-Cg)ankmn, mnm Ry 1 Ry B3ATbl BMecTe C aToMOM asoTa, K
KOTOPOMY OHW MPUCOEAWHEHbI, 00pasytoT 4-, 5-, unu 6-4neHHbIN reTePOLMKI, KOTOPbIN
cogepkut ogumH N-retepoatoM w©n HeobssatenbHO 1 wnnM 2 AONOMHUTENbHbBIX
reTepoaromoB, BblOpaHHbIX K3 rpynnbl, koTopasa coctout u3 O, N, n S, Heobsa3aTensHO
3amewleHHbin  (Cq1-Cy)ankmnom; Ri; npeactaensetr cobon H, (Cqi-Celankun, (Cq-
Cq)ankmnkapbonmn, -C(=0)CH=CHCO.H, -SO;NH,, -CH,OC(=0)(C¢-C4)ankmn, -
CH,OP(=0)(OH)2, wnn -C(=O)NRaRg, npu atom (C4-Cy)ankunkapboHun saBnseTtcs
Heobsa3atensHo 3amewieHHbin -CO2H unn -NHz, npu atom -CH20C(=0)(C1-C4)ankun
apngeTca HeobaszatenbHO 3amewleHHen -NH,, n npu atom Rp 1 Rg HesaBucumo

npeactaenset cobon H unmn (C1-Cg)ankmn; A npegcrasnsaet cobown

N
N
N—R4 N N
i( f[\)’Rs Dai
Rg R R o] R S .
6 N6 nunu e ; R4 npeacraengaet cobon (C1-Cs)ankun; Rs n
Re HesaBucumo npegctasnaoT cobon * H, aentepun, (C1-Cq)ankoken, (C1-Cq)ankun, (Cq-
Cq)ankmn-die, (C3-C4)umknoankmn, ymaHo, ranoreH, ranoreH(C-C4)ankokem, ranoreH(Cq-

Cq)ankmn nnun rmgpokeun(C4-Cq)ankmn; B npeacrasnaet coboun

(Rg)n (Ro)m

(Reh  (Re)n Q q@
R /JT R % R :N}NB R Ryl X §
! T : ! . v ; R; npencraesnsaet cobon(Cq-

Cs)ankmn wnm Cq-Cs)ankmn-di7; Rs npepcraBnaetr cobon pentepun mnm pBa Rg
npucoeanHEHbl K OA4HOMY W TOMY e atomy yrrepoga, obpasys (Cs-Cs)umKnoankunbHyo
rpynny; n paeseH O unn 2; Rg B kaxkgom cnyyae npeacraesnseTr codbom F; m paseH 1, 2, 3,
unu 4; n X npegcrasnaet codom O.

B opyrom BapuaHTe OCyLLECTBNEHMS, HAcTosLWee M3obpeTeHmne npegycmaTpuBaeT
coeguHernna cdopmynbl (I1A) n (IB), nnn nx dapmayeBTnyecku npuemMnemyro coflb UNnu
rmapat, npn atom Ry n Ry HesaBncumo npepctasnatoT codon (Cq-Cglankun, mnu Ry n Ry
B35ITbl BMECTE C aTOMOM a30Ta, K KOTOPOMY OHU MPUCOEANHEHbI, 06pasytoT 4-, 5-, unm 6-
YNEHHbIA rETePOLMKI, KOTOPbIM coaepxuT ognH N-retepoatom n HeobasatensHo 1 mnm 2
LOMOSTHUTENBHBIX rETEPOATOMOB, BbIOpaHHbLIX M3 rpynnbl, kotopas coctout n3 O, N, n S,
HeobsaszaTensHO 3ameweHHbIn  (Cq-C4)ankmnom; Rs npeacrasnser cobon H; A

npeacraenseT cobomn

11
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N
2N
N—R4 N N
e T
Rs R R (0] R S .
6  Ns , hnn e : R4 npepcraesnset cobon (C1-Cyq)ankun; Rs n
Rs HesaBucumo npegcraensetr cobon H, pentepun, (Cq-C4)ankokem, (C4-Cylankun, (Cq-
Cq)ankmn-die, (Cs-C4)umknoankmn, ymaro, ranoreH, ranoreH(Cq-Cs)ankokcn, ranoreH(Cq-

C4)ankmn nnmn rmgpokeun(C4-C4)ankmn; B npeacraenset coboun

(Rs)n (Rg)m

(Re)n  (Rg)n S? q@
-
7 N Rz npeacraesnser cobon(Cq-

Cs)ankmn wmm Cq- C3 ankun-di.7,; Rs npeacraenser cobon peutepun unu aeBa Rs
NpUCOeMHEHBbI K OQHOMY M TOMY e aTomy yrnepoga, obpasys (Cs-Cs)umknoankunbHyro
rpynny; n paseH O unu 2; Ry B kKaxaom cnyvae npeacraenaet cobon F; m paeeH 2; n X
npeactaenset cobon O.

B gpyrom BapuaHTe OCyLUeCTBNeHUd, HacToslee nsobpeTeHne npegycmarpusaeT
coeaguHenma dopmynbl (IA) n (IB), unn ero dapmaueBTUYECKM NpuemMnemMasa Cofb Unu
rmgpat, npu 3ToM Ry n R, He3aBmcumo npeacrasnseT cobon MeTun, 3TUN UM M3onponumn,
unn Ry n Rz B3aTbl BMecTe C aTOMOM a30Ta, K KOTOPOMY OHU MpUCoeauHEHbI, 0OpasyroT
MOPJONMH UNN NMNePasnH, NPy 3TOM NUNEPasvH ABNAETCH 3aMeLleHHbIM METUNOM, Rj;

npeactasnseT cobon H; A npeacraesnseT cobomn

N
N\
i( \;I»"Rs \ \>"R5
R¢ R R (0] R S .
6 , e mnnu N6 . R4 npepcraenser cobonm metun; Rs
npeacraenser cobon metun, metun-ds, atun, metokcn, Cl, andtopmeTokcu, umaHo,
uuknonponun, wunm  rugpokemmeTtn; Rs npeactasnaetr cobon H wunu metun;, B

npeacraenseT cobomn

(Rg)m

(Re)n
(Re)n  (Rg)n q@ q@
R /JT R % R :NLVB
! T : ! , . R7 npepcraenset cobon meTtun,

Rs npeacraBnset cobon aentepumn nnm aea Rg npucoegmHeHbl K OgHOMY U TOMY XE aTtoMy
yrnepoga, obpasysa uuknonponun; n paeseH 0 nnn 2; Rg B KaXa0M criyydae npeacraBnsieT

cobomn F; m paeeH 2; n X npeacraenaet codou O.

12
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B apyrom BapuaHTe OCyLLECTBREHUS, HacTosiee M3obpeTeHre npegycmaTpmBaeT
coeaguHerna dopmynbl (1A) n (IB), nnn nx dapmayeBTnyecku npuemMnemMyro coflb UNnu
rmapat, npu atoMm R; npeacraensaet cobom metun; R, npeacrasnser cobon metun, atun
nnu nsonponun; Rz npeacraesnset cobon H; A npeacrasnset cobom

/Ns

N—R4

—
Rs
Re . R4 npeacraensaetr cobon metun; Rs npeacraBnaet cobon mMetun, MeTun-ds,

atun, metokeu, Cl, gudprTopmeTtokeu, umaHo unu ymknonponun; Rs npeacrasnseT coboun H;
B npeacraesnset cobon

(Rg) Ro)m

n (
(Re)n  (Rg)n q@ q@
R A; R cg R ;;NB R R X 5
! T , ! , ! wm ; R7 npeacrasnsaet cobon meTtun,

Rs npepcraBnset cobon pentepun, unn gea Rg npucoegmHeHbl K O4HOMY U TOMY Xe
atomy yrnepoga, obpasya uuknonpornvn; n paseH O wvnn 2; Ry B Kaxaom cnyyae
npeacraesnseT cobon F; m paseH 2; n X npeacraesnset cobon O.

B opyrom BapuaHTe OCyLUEeCTBNEHud, HacToswee nsobpeTeHne npegycmartpuBaeT
coeanHenma cdopmynbl (1A) n (IB), nnn nx dapmayeBTUYECKU MPUEMMEMYIO COMb UNU
rmgpat, npu atoMm R; npeacraensaet cobom metun; R, npeacraenser cobon metun, atun
unu nsonponun; Rs npeacraesnset cobon H; A npeacrasnseTt cobom

/N\

N—R4

Rs
Re - R4 npeacraesnsaetr cobon metun; Rs npeacraesnset cobow metun, aTun,

meToken, Cl, andpropmeTtoken, ymaHo wnu uymknonponun, Re npeacrasnseTr cobou H; B

npeacraenseT cobomn

(Rs)n

Ry .
. R7 npeacraenset cobom meTtun; n n paseH 0.

B apyrom BapuaHTe OCyLLIECTBNEHNS, HACTOsLLEE N30OPETEHME NPesyCMaTpUBaeT

coeguHenna gpopmynbl (HIA)

13
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Ojio 8
N, D—nH H iN(\N-R‘;
R1\N OR, Rs Re
g, ©
dopwmyna (lIA)
NN nx papmaleBTUYECKM NPUEMIIEMYIO COMb UMW rnapaT, npu 3ToM Ry 1 Ry He3aBMcnmo
npeactasnser cobon (C4-Cglankun, vnm Ry 1 R, B3ATbl BMECTe C aTOMOM asoTa, K
KOTOPOMY OHW MPUCOEAUHEHBLI, 00pasyoT 4-, 5-, UNK 6-YNeHHbIW FeTEPOLMNKIT, KOTOPbLIN
cogepkut ogumH N-retepoatom w©n HeobssatenbHO 1 wnnM 2 AONONHUTENbHbBIX
reTepoaromoB, BblOpaHHbIX M3 rpynnbl, koTopasa coctout u3 O, N, n S, HeoBs3aTenbHO
samewleHHbin  (Cq1-Cy)ankmnom; Rz npeactasnsetr cobom H, (Ci-Celankun, (Cq-
Cqs)ankmnkapbonmn, -C(=0)CH=CHCO.H, -SO;NH,, -CH,OC(=0)(C¢-C4)ankun, -
CH,OP(=0)(OH), wunn -C(=O)NRaRg, npun ostom (C1-CsankmnkapboHmnn saBnseTcs
HeobssatensHo 3ameweHHeiM -CO2H wunn -NHz, npyn atom -CHOC(=0)(C1-C4)ankun
anaeTca HeobsasatenbHO 3amelleHHbiM -NH,;, n npu atom Rp M Rpg HesaBucumo
npeactaenset cobon H unu (C1-Ce)ankun; Ry npeacrasnset cobon (C1-Cy)ankun; Rs n Rg
HesaBucumMo npeacrasnser cobom H, peutepun, (Cq-Cq)ankokcn, (Cq-Cs)ankmn, (Cq-
Cqankmn-dio, (C3-Cs)umknoankun, umaHo, ranoreH, ranoreH(Cq-C4)ankokcm unm
ranoreH(C-C4)ankun; B npeacraenset cobom

(Rg)n (R9)m

;(Rs)n (RB),,j E q@ gg
" , R R; npeacrasnset cobon (Cs-

Cs)ankun mnm Cq- 03 ankun-di.7; Rg npeacraenser cobon peutepun, unu aea Rg
NpucoOeanHEHbI K OQHOMY W TOMY e atomy yrnepoga, obpasya (Cs-Cs)umknoankunbeHyo
rpynny; n paseH O unu 2; Ry B kKaxXaom cny4vae npeacraenaet cobon F; m paseH 2; n X
npeactaenset cobon O.

B aopyrom BapuaHTe OCyLLeCTBNeHus, HacTodlwee n3obpeteHne npegycmarpusaeT
coeguHenma cdopmynbl (IIA), nnu nx gpapmaueBTUYECKM NPUEMIIEMYHO COMb UMK rMapar,
npn sToMm Ry npeacraenser cobom metun, R, npepcrasnser cobon MeTun, 3Tun unm

naonponun; Rs npeacraenaet cobom H; R4 npeactasnseT cobon metun; Rs npeacrasnser
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cobon metun, atun, metokew, Cl, gudTopmeTokcn, umaHo wnu uuknonponun, Reg

npeactasnseT cobon H; B npeacrasnset cobomn

R77“L7; R7 npeacraenseT cobon meTtun.

B apyrom BapuaHTe OCyLLecCTBNeHus, HacTodlee n3obpeteHne npegycmarTpusaeT
coeaguHenna cdopmynbl (IIA), nnu nx gpapmaueBTUYECKM NPUEMIIEMYIO COfb UMK rMapar,
npn aToM Ry 1 Ry B3aTbl BMECTe C aTOMOM asoTa, K KOTOPOMY OHU MPUCOEAUHEHDI,
obpasytoTr mopdonvH  unm - 4-metunnunepasuvH; Ri; npeacrtaensier cobom H; Ry
npeacrasnsetr cobon metun; Rs npeacraBnaetr cobon metmn, atun, metokew, Cl,
ANDTOPMETOKCH, LUmaHo unn uuknonponun, Rg npeacrasnsaet cobon H; B npeacrasnser

cobon

R7/”L7; R; npeacraenseT cobom meTun.

B opyrom BapuaHTe OCyLLECTBNEHUS, HAcTosLWee M3obpeTeHmne npegycmaTpuBaeT
coeaguHenma dopmynbl (IIA), nnu nx dpapmaueBTUUECKM NPUEMIIEMYHD COMb UMK rMapar,
npn saToMm Ry npeacraenser cobom metun, R, npepcraenser cobon MeTun, 3Tun unm
nsonponun; Rs npeacrasngaet cobon H; R4 npeacrasnset cobon metun, Rs npeacrasnser
cobon metun, atun, metokew, Cl, gmndTopmeTokcn, umaHo wnu uuknonponun, Re
npeactasnseT cobon H; B npeacraesnset cobon

(Rg)n

R7/”€ . R7 npeacraensier cobom meTtun; 1 n paeeH 0.

B npyrom BapuaHTe OCyLLECTBMEHMS, HACTosLWee M3o0bpeTeHmne npegycmaTpuBaeT
coeguHenma cdopmynbl (IIA), nnu nx gpapmaueBTUUECKM NPUEMIIEMYHO COMb UMK rMapar,
npy aToM Ry 1 Ry B3siTbl BMECTE C aTOMOM asoTa, K KOTOPOMY OHW MPUCOEANHEHbI,
obpasytoTr mopdonuH  unu  4-metunnunepasuH; Rz npeacrtasnset cobon H; Ry
npeacraenseT cobom metun; Rs npeacraesnsaet cobom meTun, Metun-ds, 3TUM, METOKCH,
Cl, pudpTopmeTokcn, umaHo wnu uuknonponun, Rs npeacraesngetr cobonm H; B
npeacraenseT cobomn

(Rg)n

R?% .
: R7 npegcrasnset cobom meTtun; 1 n paeeH 0.
B opyrom BapuaHTe OCyLLUECTBNEHUs, HacToswee nsobpeTeHne npegycmarTpuBaeT

coeguHernna cdopmynbl (IIA), nnu nx gapmaueBTU4ECKMn NPUEMIIEMYIO COfb UMW rnapar,
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npn aToMm Ry npeacraenser cobon metun, R, npencraenser cobov MeTwun, 3TUi Unu
nsonponun; Rs npeacrasngaet cobon H; R4 npeacrasnset cobon metun, Rs npeacrasnser
cobon meTun, Metun-ds, aTun, metokeu, Cl, AnpTopMETOKCH, LMaHo unu umuknonponun; Re
npeactasnseT cobon H; B npeacrasnset cobon

(RS)n

- u
. Ry npeacraensier cobon metun; aea Rs npucoeanHeHbl K OQHOMY U TOMY e

aTomy yrnepoga, obpasys umknonponun; n n paseH 0 unm 2.

B apyrom BapuaHTe OCyLLeCTBNeHWs, HacTodlee n3obpeTeHne npegycmarTpusaeT
coeguHenma cdopmynbl (IIA), nnu nx gpapmaueBTUYECKM NPUEMIIEMYIO COfb UMK rnapar,
npn atoM R; 1 Ry B3aTbl BMECTe C aTtOMOM asoTa, K KOTOPOMY OHUM MPUCOEAUHEHDI,
obpasytoTr mopdonvH  unm - 4-metunnunepasuvH; Rs; npeacrtaensier cobom H; Ry
npeacraesnsetr cobon metun; Rs npepcraenaetr cobom metun, atun, metokew, Cl,
ANTOPMETOKCH, LUmaHo unn uuknonponun, Rs npeacrasnsaet cobon H; B npeacrasnser
cobon

(Rs)n

e v
7 : R; npeacraensiet cobon meTun; aea Rg npucoeanHeHbl K OQHOMY U TOMY XKe

aTomy yrnepoga, obpasys umknonponun; n n paseH 0 unm 2.

B gpyrom BapuaHTe OCyLUEeCTBNEHUs, HacToswee nsobpeTeHne npegycmartpuBaeT
coegmnHenna opmynel (IIA), nnu ux papmayeBTUYECKU MPUEMIIEMYIO COMb UMK ruapar,
npn saToMm Ry npeacraenser cobon metun; R, npencraenser cobom MeTun, 3TUn Unu
nsonponun; Rz npeacrasngaet cobon H; R4 npeacrasnset cobon metun; Rs npeacrasnser
cobon meTtun, Metun-ds, aTun, metokeu, Cl, AnpTopMETOKCH, LMaHo unu umuknonponun; Rg
npeacrtaenseT cobon H; B npeacraesnset cobon
(Rg)n

Ry o . . y
. R7 npeacraenset cobom meTtun; Rg npeacraesnaeTt cobon gentepui; n n paseH
O wunmn 2.

B opyrom BapuaHTe OCyLUEeCTBNEHud, HacToswee nsobpeTeHne npegycmartpuBaeT
coeguHenma cdopmynbl (IIA), nnu nx dapmaueBTUUECKM NPUEMIIEMYHOD COMb UMK rMapar,
npn atoMm Ry 1 Ry B3sATbl BMECTE C aTOMOM as30Ta, K KOTOPOMY OHM MPUCOEAUHEHDI,
obpasytoT mMopdonuH  unm - 4-metunnunepasuvH; Rs;  npepcrtaeBnser cobon H; Ry

npeactaesnsetr cobon metun; Rs npepcraenaetr cobom metun, atun, metokeu, Cl,
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AnTopmeTokeu, umaHo unm uuknonponun; Reg npeacraesnser cobon H; B npepcraenser
cobon
(Re)n
Ry .
. R7 npeacraenset cobomn meTtun; n n paseH 0.

B gpyrom BapmaHTe OCyLUEeCTBNEeHUs, HacToswee nsobpeTeHne npegycmartpuBaeT
coegmHenna opmynel (IIA), nnu ux papmayeBTUYECKU NMPUEMIIEMYIO COMb UMK ruapar,
npn aToMm Ry npeacrtaenser cobom metun; R, npepcraenser cobom MeTun, 3Tun unm
nsonponun; Rs npeacrasnaet cobon H; Ry npeacrasnset cobon metun, Rs npegcrasnset
cobon meTtun, otun, metokcn, Cl, AMPTOPMETOKCKH, uMaHo wunu uuknonponun, Rg
npeactaenseT cobon H; B npeacraesnset cobon
(Rg)m

R7 X . .
. R7 npeacrasnaet cobon metun; Ry npeacraenset cobon F; m paBeH 2; u x
npeactaenset cobon O.

B opyrom BapuaHTe OCyLUEeCTBNEHud, HacToswee nsobpeTeHne npegycmartpuBaeT
coeguHenma cdopmynbl (IIA), nnu nx dapmaueBTUUECKM NPUEMIIEMYHOD COMb UMK rMapar,
npn atoMm Ry n Ry, B3sATbl BMECTE C aTtOMOM as30Ta, K KOTOPOMY OHM MPUCOEAUHEHDI,
obpasytoT mMopdonuH  unm - 4-metunnunepasuvH; Rs; npepctaeBnser cobon H; Ry
npeactaesnsetr cobon metun; Rs npepcraenaetr cobom metun, atun, metokeu, Cl,
AnTopMeTOKCH, UmaHo unu umknonponun, Re npeacraesnser cobon H; B npepcraensaet
cobon
(Re)m

R7 X . .
. R; npeacraenset cobom meTtun; Ry npeacraensaet coboun F; m paeeH 2; n X

npeacrtasnset codon O.

B apyrom BapuaHTe ocyulectsneHma coeguHeHne dopmynel (IIA) npeacraenaet
cobon (R)-4-((2-(((1,4-AnmeTtnn-1H-nnpason-3-un)(1-MeTunuUMKNOnNeHTUN)METUM)aMNUHO)-
3,4-anokcoumknobyTt-1-eH-1-mn)ammHo)-3-rngpokcn-N, N-oguMeTUNNNKONMHaAMUE, Wn  ero

thapmaLeBTUYECKM MPUEMMNEMYIO COMNb UNW rnapar.
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B apyrom BapuaHTe ocyulectBneHna coeguHeHne dopmynel (IIA) npeacraensaer
cobon  (R)-4-((2-(((1,4-OAumeTtnn-1H-nnpason-3-un)(1-MeTUnuUMKNnoneHTUN)METMU)aMNHO)-
3,4-anokcoumknobyTt-1-eH-1-un)ammHo)-3-rngpokcn-N, N-gnmetmnnmkonmHammg,

B opyrom BapuaHTe OCyLLeCTBNeHus, HacTodalee nsobpeTeHne npegycmarpusaeT
coeauHenmne copmynel (I1A), nnmn ero gapmayeBTUUECKM NMPUEMIEMYIO COMb UNW rUApPaT,
ANSA NPUMEHEHNE B KAYECTBE NEKapCTBEHHOro npenapara.

B aopyrom BapuaHTe OCyLLeCTBNeHus, HacTodlee n3obpeteHne npegycmarTpusaeT
coeguHenne gopmynel (I1A), nnmn ero gapmaueBTUUECKM MPUEMIEMYIO COMb UNW rUapar,
ANA NPUMEHEHME B IEYeHUM Wnv npepynpexaeHnn 3aboneBaHun, COCTOSAHUA UMK
pPaccTPOMCTB, KOTOPbIE yNy4yLlaTca 3a cyeT nHrnbuposaHna CCR6 y yenoseka.

B opyrom BapuaHTe OCyLLeCTBNEHUs, HacTodwee n3obpeTteHme npegycmarTpuBaeT
cnocob neveHus wunu npegynpexaeHna 3aboneBaHun, COCTOAHUA WM PacCTPOWCTB,
KOTOpble yny4waTcsa 3a cyeT mHrmbuposaHms CCR6 y yenoBeka, KOTOPbIA BKOYAET
BBEAEHME 4YenoBeKy, HyXAawwemMyca B 3TOM, TepaneBTUYeckn SPdeKTUBHOro
konuyectea coegmHenns opmynsl (IIA), nnn ero hapmayeBTUHECKM NPUEMITEMON CONK
unun rmgpara.

B aopyrom BapuaHTe OCyLLeCTBNeHus, HacTodlwee n3obpeteHne npegycmarpusaeT
cnocob neveHuss unu npeaynpexaeHns 3abonesaHui, COCTOSIHUA WU PaCcCTPOWCTB,
KOTOPbIE YNy4yLatoTCA 3a CYET MHMMBMpoBaHMA T-KNETOYHOro XemoTakcuca y 4YernoBeka,
KOTOPbIA BKMOYaET BBEAEHWE YEerioBeKy, HYyXAallWemycsd B 3TOM, TepaneBTU4eCKU
apPeKkTUBHOrO Konuyectea coeanHeHunsa dopmynel (lIA), nnm ero dapmaueBTUyecku
NpYeMNEMon Conu unv rmgpara.

B opyrom BapuaHTe OCyLLECTBNEHMS, HACTOSLWEE M30DpeTeHne npegycmaTpuBasT
cnocob nedeHnsa unn npeaynpexneHnsa BocnanuTenbHblX 3aboneBaHun, COCTOSAHUA UMK
PacCTPOUCTB Yy 4YernoBeka, KOTOPbLIA BKMHOYAET BBEAEHWE YEeroBeKy, HyXAarLemycs B
3TOM, TepaneBTUYeCKN APPEKTUBHOIO Konmuyectea coeguHeHna dopmynel (HIA), nnu ero
dapmaueBTUYECKM NPUEMIIEMOW COMNU UMK rapaTa.

B apyrom BapuaHTe OCyLLECTBNEHMS, HAcTosLWee M30bpeTeHmne npegycmaTpuBasT
cnocob neyYeHns UnM nNpeaynpexaeHns ayTOMMMYHHbIX 3aboneBaHui, COCTOSHUA WUInn
PacCTPOUCTB Yy 4YernoBeka, KOTOPbLIA BKMHOYAET BBEAEHWE YEeroBeKy, HyXAarLemycs B
3TOM, TepaneBTUYeCKN APPEKTUBHOIO Konuyectea coeguHeHna dopmynel (IIA), nnu ero

thapmaLeBTUYECKM NPUEMIIEMON COMK UK TngpaTa.
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B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodawee n3obpeteHne npegycmarpuBaeT
cnocob neveHnsa unu NpefynpexaeHus ncopmasa, Hecneyndruyeckoro S3BeHHOro KonmTa,
Bonesnn KpoHa, BoCnanuTenbHOro 3aboneBaHnsa KULWEYHMKE, NMCOpuaTUYEeCcKoro apTpuTa,
UNN pPeBMaTOMLHOrO apTpuTa y 4YenoBeka, KOTOPbIW BKMHOYAEeT BBEAEHME YErOBEKy,
HyXZaroLWemMycsd B 3TOM, TepaneBTUYEeCKM IPPEKTUBHOMO KONMMYEeCcTBa COEeANHEHUS
dopmynel (lIA), nnm ero bapmaueBTUYECKM MPUEMITIEMON COMU NN rmapaTa.

B aopyrom BapuaHTe OCyLLeCTBNeHus, HacTodlee n3obpeteHne npegycmarTpusaeT
cnocob neyeHns unu nNpeaynpexaeHns peBMartouMaHOro apTputa y YenoBeka, KOTOPbIN
BKIMHOYAET BBEAEHME YErOBEKY, HYXAalLWeMyCs B 3TOM, TepaneBTUYeCKn SPPEKTUBHOIO
Konm4yecTea (R)-4-((2-(((1,4-pnumeTnn-1H-nnpason-3-1n)(1-
METUINLMKNONEHTUI)METUIT)aMUHO)-3,4-AMOKCOLMNKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCu-
N,N-gumeTtnnnukonuHaMmmuga, unm ero apmaueBTU4eck NpUemMnemMon Conv unm rugpara.

B opyrom BapuaHTe OCyLLECTBNEHMS, HAcTosLWee M3obpeTeHmne npegycmaTpuBaeT
Crnocob neyeHnsa unu npeaynpexaeHns peBMaTtouMagHOro apTputa y 4YenoBeka, KOTOPbIW
BKIMHOYAET BBEAEHUE YErOBEKY, HyXarLWeMycs B 9TOM, TepaneBTUYeckn aPdeKkTUBHOro
KonmyecTea nponekapcTs (R)-4-((2-(((1,4-aumeTnn-1H-nnpason-3-mn)(1-
METUMNLMKNONEHTMUN)METUI)aMUHO)-3,4-AMOKCOLMKNOBYT-1-eH-1-1n)amMuHO)-3-rnapoKCH-
N,N-pyumeTnnnmkonnHammaa.

B opyrom BapuaHTe OCyLLeCTBNeHus, HacTodlee n3obpeteHne npegycmarTpuBaeT
npuMeHeHne coegmHenna dpopmynel (IIA), unu ero dpapmayeBTUHECKM NPUEMNEMON CONU
Unn rmgpara, B NpOM3BOACTBE NIEKAPCTBEHHOroO npenapara Ans nedeHus 3abonesaHun,
COCTOSIHUA WU PacCTPOUCTB, KOTOpbIE yrnyywarTca 3a cyeT uHrnbuposaHus CCR6 y
YyenoBseka.

B gpyrom BapuaHTe OCyLLeCTBNeHus, HacTodlwee n3obpeteHne npegycmarpuBaeT
npuMeHeHne coegmHenna dpopmynel (IIA), nnu ero dpapmayeBTUHECKM NPUEMNEMON CONU
Unn rmgpara, B NpOM3BOACTBE NIEKAPCTBEHHOroO npenapara Ans nedeHus 3abonesaHun,
COCTOSAHUA WNN  PacCTPOMCTB, KOTOPbIE yny4ylwarTca 3a cyeT WHrmbupoBaHua T-
KNETOYHOro XEMOTaKcKca y YernoBeka.

B gpyrom BapuaHTe oCyLlecTBNeHus, HacTodwee n3obpeteHne npegycmarpuBaeT
npuMeHeHne coeguHenns cdpopmynel (IIA), nunu ero dpapmayeBTUHECKM NPUEMNEMON CONU
wnn - rmagpata, B MNPOM3BOACTBE  JIEKAPCTBEHHOrO npenapara Ana  NedeHus

BOCMNanuTEeNbHOro 3aboneBaHuns, COCTOSHUS UM PacCTPONCTBA Y YenoBeka.
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B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodawee n3obpeteHne npegycmarpuBaeT
npumeHeHne coegunHerna oopmynel (IIA), unn ero apmaueBTUYECKN NPUEMIIEMON COMNM
UnNn rngpara, B NpoOU3BOACTBE JIEKAPCTBEHHOIO npenaparta Ansa NevYeHns ayTOMMMYHHOTO
3aboneBaHus, COCTOAHNA UM PacCTPONCTBA Yy YenoBeka.

B apyrom BapuaHTe OCyLLecCTBNeHus, HacTodlwee n3obpeteHne npegycmarTpusaeT
npumeHeHne coegunHernsa doopmynel (I1A), unn ero papmaueBTUHECKN NPUEMIIEMON COMM
unn rngpata, B NPOM3BOACTBE IEKAPCTBEHHOrO npenapara Ans neyYeHnsa ncopuasa,
Hecneumpunyeckoro A3BeHHoOro konuta, GonesHn KpoHa, BocnanmrensHoro 3abonesaHus
KULLEYHWKa, NCOpMaTUYECKOro apTpuTa Unv peBmMaTonaHoro apTpura y YenoBeka.

B apyrom BapuaHTe OCyLLeCTBeHUs, HacTodlee n3obpeTeHne npegycmaTpusaeT
npUMeHeHue (R)-4-((2-(((1,4-aumeTnn-1H-nnpason-3-mn)(1-
METUMLMKNONEHTMUN)METUI)aMUHO)-3,4-AMOKCOLMKNOBYT-1-eH-1-1n)amMuHO)-3-rnapoKCH-
N,N-gumeTnnnukonmHaMmmga, unm ero apmMareBTUMYECKN NPUEMNEMON CONU UK rapaTa,
B MPOM3BOACTBE IEKapPCTBEHHOro npenapara Ana NeYeHns peBMaTongHoro aptputa y
Yernoseka.

B opyrom BapuaHTe OCyLLeCTBNEHUs, HacTodwee n3obpeTteHme npegycmarTpuBaeT
npUMeHeHue nponekapcTs (R)-4-((2-(((1,4-oumeTnn-1H-nnpason-3-mn)(1-
METUNLMKNONEHTUN)METUIT)aMUHO)-3,4-ANOKCOUMNKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCu-
N,N-gnmeTnnnukonuHammaa, unm ero papmMareBTUYecKn NpMeMnemMon conum unm rugparta,
B MPOW3BOACTBE NEKapCTBEHHOro npenapara Ana NeYeHns peBMaToumgHoro aptputa y
Yyenoseka.

B aopyrom BapuaHTe OCyLLeCTBNeHus, HacTodlwee n3obpeteHne npegycmarTpuBaeT
dapmaLeBTUYECKY0 KOMMO3ULMIO, KOTopas COAepXUT coeanHeHne dopmynel (IIA), nnn
ero apmaueBTUYECKN MPUEMIIEMYIO COMb WUNW rMapaT, WU, NO MeHbLUeW Mepe, OAMH
dapmaueBTUYECKM NPUEMIIEMBIN SKCLUMMNEHT, pasbaBuTerb U HOCUTENb.

B opyrom BapuaHTe OCyLeCTBNEHUs, HacToswee n3obpeTeHmne npegycmarTpuBaeT
dhapmaueBTMYeCKyr0  KOMMNo3numo, kKotopas cogepxunt  (R)-4-((2-(((1,4-gumeTtmn-1H-
nMpa3son-3-mn)(1-MeTUNUMKNONEHTUIT)METUN)aMUHO)-3,4-ANOKCOLMKIODYT-1-eH-1-
nn)ammHo)-3-rngpokcn-N, N-gumeTmnnmkonuHamug, nnm ero drapmaLeBTUYECKN
NpUeMNEeMy0 COfb WAM ruapaTt, W, N0 MeHblen Mepe, oauH dhapMaueBTUYECKU

NpPUeMeMbI 3KCUMMUEHT, pa3baBuTerlb UM HOCUTEb.
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B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodawee n3obpeteHne npegycmarpuBaeT
dapmaueBTMYECKY0 KOMMO3ULUMIO, KoTopaa cogepxut nponekapctea (R)-4-((2-(((1,4-
anmeTtun-1H-nupason-3-un)(1-MeTUnUMKNONeHTU)MEeTUN )aMUHO)-3,4-ANOKCOLMKIODYT-1-
eH-1-un)ammHo)-3-ringpoken-N, N-gumeTunnmkonuHamuga, wunu  ero  dapmaueBTnyeckm
NpyeMnNemMon Cconu wnu rugpara, W, No MeHbllen Mepe, OoAauH dhapMaueBTUYECKU
NpYeMNEeMbIN 3KCUMNUEHT, pasbaBuTens UM HOCUTENMb.

B aopyrom BapuaHTe OCyLLeCTBNeHus, HacTodlee n3obpeteHne npegycmarTpusaeT
cnocob neveHuss unu npeaynpexaeHns 3abonesaHu, COCTOSIHUA WM PaCCTPOWUCTB,
KOTOpble yny4waTca 3a cyeT umHrmbuposaHms CCR6 y uyenoBeka, KOTOPbIA BKNOYaeT
BBEAEHME YenoBeKy, HyxharwemMyca B 3TOM, TepaneBTU4eckn IPdeKTUBHOro
KonmyecTBa hapMaLeBTUYECKON KOMMO3ULMK, KOTOpasi COAEPXKUT COEAUHEHME POPMYIbI
(l1A), nnn ero dapmaueBTUYECKM NPUEMIIEMYIO COMb UNW TMApaT, U, N0 MEHbLUEN Mepe,
OAVH (bapMaLeBTUYECKN NPUEMITIEMbIN SKCUMMUEHT, pa3baBuTenb UM HOCUTENb.

B opyrom BapuaHTe OCyLleCTBNeHus, HacTodlwee n3obpeteHne npegycmarpuBaeT
cnocob neyveHna unu npegynpexaeHus 3aboneBaHun, COCTOAHUW UMK PaCcCTPOUCTB,
KOTOPbIE YNy4dLWatoTCa 3a CYET MHMMBMpoBaHnA T-KNETOYHOro XemMoTakcuca y YenoBeka,
KOTOPbIA BKMOYaeT BBEAEHWE YEerioBeKy, HYXAalLWemycsd B 3TOM, TepaneBTU4eCKU
3 PEKTUBHOrO  KONMM4YecTea apMaueBTUYECKOM  KOMMO3ULUMKN, KOTOpas COAEPXUT
coeguHenne gopmynel (I1A), nnmn ero goapmaueBTUYECKM NMPUEMIEMYIO COMb UNW rUApar,
N, N0 MEHbLUEN MEpe, 0AMH hapMaLEBTUYECKN NPUEMITEMBIN SKCUMNWEHT, pasbaBuTenb
NN HOCUTENb.

B aopyrom BapuaHTe OCyLLeCTBNeHus, HacTodlwee n3obpeteHne npegycmarTpuBaeT
cnocob neveHns Unm NpeaynpexaeHUs BocnanuTenbHOro 3abonesaHns, COCTOSHUA WU
pPacCcTpoONCTBa Yy YeroBeKka, KOTOPbIA BKIMHOYAET BBEAEHWE YENOBEKy, HyXXAarLWemMyCsa B
3TOM, TepaneBTUYECKM 3SMPPEKTUBHOrO KONMYectTea QapmMaueBTUHYECKON KOMMO3ULMK,
KoTOpas cogepxut coegnHenmne dopmynel (HIA), nnn ero dhapmaueBTUYECKN NPUEMIEMYIO
CofMb WNW rmapart, W, N0 MeHbleW Mepe, OauH dapmaueBTUYECKN MPUeMneEMbIN
3KCUMMUEHT, pasbaButenb UM HOCUTENMb.

B gpyrom BapuaHTe oCyLlecTBNeHus, HacTodwee n3obpeteHne npegycmarpuBaeT
Crnocob nevyeHus unu npeaynpexaeHus ayToMMMYyHHOro 3aboneBaHus, COCTOSHWUSA WIu
pPacCTpPONCTBa Yy YErioBEKa, KOTOPbIA BKIMHOYMAET BBEAEHME YENOBEKY, HYyXXAAKOLWEMyCHa B

3TOM, TepaneBTUYECKM SDMPEKTUBHOIO KONMMYecTBa apmaLeBTUYECKOM KOMMO3ULMN,
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KoTOpas cogepXut coegnHenrmne dopmynel (HIA), nnn ero dapmaueBTUYECKN NPUEMIEMYIO
CofMb WNW rmapart, W, N0 MeHbleW Mepe, OAuH dapmaueBTUYECKN MPUeMIEMbIN
3KCUMNUEHT, pasbaButenb UM HOCUTENb.

B opyrom BapuaHTe OCyLleCTBNeHus, HacTodalee n3obpeteHne npegycmarpusaeT
cnocob neveHnsa unu nNpefynpexaeHus ncopmasa, Hecneunduyeckoro S3BeHHOro KonmTa,
Bonesnn KpoHa, BocnanutenbHOro 3aboneBaHnsa KULWEYHMKa, NCopuaTUYeCcKoro apTpuTa,
UNn peBMaTOMAHOrO apTpuTa y 4YenoBeka, KOTOpbIW BKIMHOYAeT BBEAEHWE YEerOBeKy,
HY>XAatoLLEMYCS B 9TOM, TepaneBTU4eCkM 3MEKTUBHOIO KONMYeCTBa hapmaueBTUYECKOn
KOMMO3MLMKM, KoTopas coaepxuT coeauHeHmne doopmynbl (11A), nnm ero doapmaueBTrnyecku
NpUeMNemMyro COfb WM ruagpaT, W, N0 MeHblen Mepe, oauH dhapMaueBTUYEeCKU
NpYeMNEMbIN 3KCUMNUEHT, pasbaBuTens UM HOCUTEMb.

B opyrom BapuaHTe OCyLLeCTBNeHus, HacToswee n3obpeteHve npegycmaTpusaeT
crnocob neyeHns unu npeaynpexaeHns peBMaTtouMaHOro apTputa y YenoBeka, KOTOPbIN
BKIMHOYAET BBEAEHME YErOBEKY, HYXAaloLWeMyCs B 3TOM, TepaneBTUYeCcKn 3PPEKTUBHOIO
Konuyectea ((papmMaueBTUYECKOM KOMMNOo3nuuK, Kotopas copaepxut  (R)-4-((2-(((1,4-
anmeTtun-1H-nupason-3-un)(1-MeTUnUMKNONeHTUT)MEeTUN )aMMHO)-3,4-4NOKCOLMKIODYT-1-
eH-1-un)ammHo)-3-rngpokeu-N, N-gumeTmnnmkonuHamug, wunu  ero  dapmaveBTUYecku
NPUEMMNEMYIO COflb UMM rmuapaT, W, NO MEHbLIEN Mepe, OoAuH dapMaueBTUYECKU
NpYeMneMbIV 3KCUMNUEHT, pasbaBuTens UM HOCUTENMb.

B apyrom BapuaHTe OCyLLeCTBIEeHUS, HacTodlee n3obpeTeHne npegycmaTpusaeT
crnocob neyeHns unu nNpeaynpexaeHns peBMaTtouMaHOro apTputa y YenoBeka, KOTOPbIN
BKIMHOYAET BBEAEHWE YErOBEKY, HYXalLWeMyCs B 9TOM, TepaneBTUYECKn 3PPEKTUBHOIO
KonmMyecTea hapmMaLeBTUYECKON KOMMO3NLMKN, KOTOpas coaepXuT nponekapcrea (R)-4-((2-
(((1,4-gumeTnn-1H-nnpason-3-mn)(1-MeTUnUMKIoNeHTUN)MeTUI)aMmUHO)-3,4-
anokcounknobyT-1-eH-1-mn)ammHo)-3-rmgpoken-N, N-gnmetunnukonmHammaa, wunu - €ro
dapmauyeBTUYECKM MNPUEMMIEMON CONMM UMM rMgparta, W, NO MEHbLUEW Mepe, OAMH
dapmaueBTUHECKM NPUEMIEMbIN SKCLUMNNEHT, pa3baBuTernb U HOCUTENb.

B npyrom BapuaHTe OCyLLECTBMNEHMS, HACcTosLWee M30bpeTeHmne npegycmaTpuBasT
npyMeHeHve apmaLeBTUYECKON KOMMO3MLMKM, KOTOpasa COAEPXUT cCoeguHEHne PopMy bl
(IIA), vnn ero dapmaueBTUUECKM NPUEMIIEMYID COMb UMW TMAPAT, U, NO MEHBLLLEN MeEpe,

OAVH hapmaLeBTUYECKM MPUEMIEMbIA SKCUMMMEHT, pasbaBuTenb UMM HOCUTENb, B
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NPON3BOACTBE NEKApPCTBEHHOro npenapata Ansa nedeHns 3aboneBaHun, COCTOSHUM U
pPacCTPONCTB, KOTOpbIE Yry4LlarTca 3a cHeT nHrmbmposaHna CCR6 y yenoseka.

B opyrom BapuaHTe OCyLLECTBNEHMS, HacTosWee M3obpeTeHmne npegycmaTpuBaeT
npyMeHeHve hapmMaLeBTUYECKON KOMMO3MLMKW, KOTOpasa COAEPXUT coeguHeHne opmybl
(IIA), nnn ero dapmaueBTUUECKM NPUEMIIEMYID COMb UMW TMAPAT, U, NO MEHBLLLEN MeEpeE,
OOVH apmaueBTUYECKM MPUEMIEMBIA  SKCUMMNUEHT, pasbaButenb WUnM HOCUTENb, B
NPOM3BOACTBE NEKapCTBEHHOro npenapara Anga nedyeHnsa 3abonesaHuy, COCTOSHUA Unu
PacCTPONCTB, KOTOPbIE YNy4LLAOTCA 3a CHET MHMMBUPOBaHUA T-KNETOYHOrO XemoTakcmuca y
Yenoseka.

B apyrom BapuaHTe OCyLLecCTBNeHWs, HacTodlee n3obpeTeHne npegycmaTpusaeT
NpUMeHeHVe hapmMaLeBTUYECKON KOMMO3MLMKW, KOTOpasa COAEPXKUT COegMHEHNE POpMY bl
(l1A), nnn ero dapmaueBTUYECKM NPUEMIIEMYIO COMb UNW TMApaT, U, N0 MEHbLUEN Mepe,
OOVH apmMaueBTUYECKM MPUEMIIEMBIA  SKCUMMMEHT, pasbaButens WM HOCUTENb, B
NPOM3BOACTBE NEKAPCTBEHHOrO Npenaparta Ans NevyeHnsa BocnanutensHoro sabonesaHus,
COCTOSIHUA UMW PacCTPOMCTBa Y YernoBeka.

B opyrom BapuaHTe OCyLLeCTBNEHUs, HacTodwee n3obpeTteHme npegycmarTpuBaeT
npyMeHeHre hapmMaLeBTUYECKON KOMMO3ULMKM, KOTOpasa COAEPXUT coeguHeHne opmybl
(l1A), nnn ero hapmaueBTUYECKM NPUEMITIEMYIO COMb UMW TMAPAT, U, NO MEHbLUEN Mepe,
OOVH apmMaueBTUYECKM MNPUEMIEMbBIA  SKCUMMMEHT, pasbaButens UM HOCUTENb, B
NPOM3BOACTBE NEKapPCTBEHHOro npenapaTa Ans nevYeHus ayToMMMYHHOro 3abonesaHus,
COCTOSIHNA UNN PacCTPOMCTBA Y YernoBeKa.

B aopyrom BapuaHTe OCyLLeCTBNeHus, HacTodlwee n3obpeteHne npegycmarTpuBaeT
NPUMEHEHWE hapmMaLEBTUYECKON KOMMO3MLMKM, KOTOpas COAEPXKUT COeaMHEHNE POPMYIbl
(lIA), nnn ero dhapmaueBTUHECKM NPUEMIIEMYIO COMb UMW TMAPAaT, U, NO MEHbLUEN Mepe,
OAWH apmaueBTUYECKU MPUEMIEMbIA  SKCUMMUEHT, pasbasutenb UM HOCUTENb, B
NPOM3BOACTBE NEKAPCTBEHHOro npenapara ANnsa NeveHnsa ncopuasa, Hecneumgpuydeckoro
A3BEHHOro Konuta, ©GonesHn KpoHa, BocnanuTenbHOro 3aboneBaHWA KULLEYHWKA,
NCopMUaTMYECKOro apTpmTa Unm peBMaTongHoOro apTputa y YenoBeka.

B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodwee n3obpeteHne npegycmarpuBaeT
NPUMEHEHNE dapmMaLEBTUYECKONM KOMMOo3numK, Kotopas cogepxut  (R)-4-((2-(((1,4-
anmeTtun-1H-nupason-3-un)(1-MeTUnUMKNONeHTUT)MEeTUN ))aMMHO)-3,4-4NOKCOLMKIODYT-1-

eH-1-nn)ammHo)-3-rngpoken-N, N-gumeTmnnmkonuHamug, wunu  ero  dapmaueBTUyYeckn
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NpUEMNEMYIO COfb WM rMapaT, W, MO MEHbLEN Mepe, OoauH dapMaueBTUYECKU
NpYeMNEMbIA 3KCUMMUEHT, pa3baBuTernb U HOCUTENb, B NPOU3BOACTBE NEKapCTBEHHOMO
npenapara 4nsa nevyeHns peBMaTtonaHoro aptTpuTa y YenoBeka.

B opyrom BapuaHTe OCyLleCTBNeHus, HacTodalee n3obpeteHne npegycmarpusaeT
NPUMEHEHNE (hapMaLEBTUYECKOM KOMMO3ULMKN, KOTOpas COAepXUT nponekapctea (R)-4-
((2-(((1,4-aumeTnn-1H-nnpaszon-3-un)(1-MeTUNUUKNONEHTUN)METU )aMUNHO)-3,4-
ANoKCoUMKnoByT-1-eH-1-un)amMmmHo)-3-rugpoken-N, N-gumetmnnmkonmHammga, wnnm - ero
dapmaleBTUYECKM MNPUEMMIEMON CONMM UMM rMgparta, W, MO MEHbLUEW Mepe, OAMH
dapmauleBTUYeCKM MNPUEMMNEMBIA  3KCUMNWEHT, pas3baButene WNM  HOCUTENb, B
NPOV3BOACTBE IEKAPCTBEHHOrO npenapara And nevYeHus peBmMaTougHOro aptpura y
Yyenoseka.

B aopyrom BapuaHTe OCyLLeCTBNeHus, HacTodlee n3obpeteHne npegycmarTpusaeT
dapmaLeBTUHECKYD KOMBUHALMIO, KOTopas COaepXUT coeamHeHne dopmynbl (H1A), nnm
ero gapmaueBTUYECKN MPUEMIIEMYIO COMb WUNW ruapaT, WU, NO MEHbLUeW Mepe, OAMH
NPOTUBOBOCMANUTENbHbIN areHT.

B opyrom BapuaHTe OCyLLeCTBNEHUs, HacTodwee n3obpeTteHme npegycmarTpuBaeT
dapmaueBTMYecKkyto  KoMBuHaumo, kotopaa cogepxut  (R)-4-((2-(((1,4-gumetun-1H-
nnpason-3-un)(1-MeTUNUUKIoNeHTU)METUN)aMUNHO)-3,4-4NOKCOLMKITODYT-1-eH-1-
nn)ammHo)-3-rngpokcn-N, N-gumeTmnnmkonuHamug, nnm ero drapmaLeBTUYECKN
NpUeMNEeMyro Conb UNW rMapaT, U, N0 MEeHbLUEen Mepe, OAMH MPOTMBOBOCMANUTENbHBLIN
areHT.

B aopyrom BapuaHTe OCyLLeCTBNeHus, HacTodlwee n3obpeteHne npegycmarTpuBaeT
hapmaueBTUYECKYO KOMBUMHaUMIO, KoTopast copepxut nponekapctea (R)-4-((2-(((1,4-
anmeTtun-1H-nupason-3-un)(1-MeTUnUUKNONeHTU)MeTUN )aMMHO)-3,4-4NOKCOLMKIODYT-1-
eH-1-un)amnHo)-3-rmgpokcn-N,N-gumetnnnmkonmHamuga, wnu ero  dapmaueBTUYECKM
NPYEMMNEMON COMM UMK rMgparta, WU, No0 MeHbLUEW Mepe, OAMH MPOTMBOBOCMANMUTENbHbIN
areHT.

B npyrom BapuaHTe OCyLLECTBMNEHMS, HACcTosLWee M30bpeTeHmne npegycmaTpuBasT
cnocob neveHuss unu npegynpexageHnsa 3aboneBaHu, COCTOSHUA WU PaCcCTPOWCTB,
KOTOpblEe yrnydwaroTca 3a cyeT mHrnbmnposaHma CCR6 y 4enoBeka, KOTOPbIA BKMOYaeT
BBEAEHME YENOBEKy, HyXKAawlwemyca B 3TOM, TepaneBTUYeCKn SPdeKTUBHOIO

konunyecTBa apMaLEeBTUYECKOM KOMBUHALMM, KOTOpasi COAEPNKUT coefuHeHEe HPOPMYyrbl
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(lIA), nnn ero dhapmaueBTUYECKM NPUEMITIEMYIO COMb UMW TUAPAT, U, NO MEHbLUEN Mepe,
O4WH NPOTMBOBOCMANUTENbHBIN areHT.

B opyrom BapuaHTe OCyLLECTBNEHMS, HacTosWee M3obpeTeHmne npegycmaTpuBaeT
cnocob neveHuss unu npegynpexaeHnsa 3aboneBaHu, COCTOSHUA WU PacCTPOWUCTB,
KOTOPbIE YNy4YLATCa 3a CYHET UMHMMOUPOBaHWA T-KNETOYHOro XemoTakcuca y 4YerioBeka,
KOTOPbIA BKMOYAET BBEAEHWE YErOBEKY, HYXAAKLWEeMyCcs B 3TOM, TepaneBTUYECKU
3deKTMBHOrO KonuyecTesa QapmaueBTUYeckon KOMOMHaUMK, KOTopas COAEPXKUT
coeguHenne gopmynel (I1A), nnmn ero gapmaueBTUUECKM MPUEMIEMYIO COMb UNW rUapar,
N, N0 MEHbLLEW Mepe, OANH NPOTMBOBOCMANUTENbHbIN areHT.

B apyrom BapuaHTe OCyLLecCTBNeHWs, HacTodlee n3obpeTeHne npegycmaTpusaeT
crnocob neveHns Unuv NpeaynpexXaeHUs BocnanuTensHOro 3aboneBaHns, COCTOSHUA UU
pPacCcTpPoONCTBa Yy YeroBeKka, KOTOPbIA BKIMHOYAET BBEAEHWE YErOBEeKy, HyXAarLemMyCsa B
3TOM, TepaneBTuyeckn 3PPEKTUBHOIO KonmuyecTea dapmaueBTUYECKON KOoMBUHaumn,
KoTOpas copepxut coeguHerne dopmynbl (HIA), nnmn ero dapmaueBTUYECKN NpUeMIemMyro
COMb UNW rMApPaT, U, N0 MeHbLUEN Mepe, OAMH NMPOTUBOBOCNANUTENBHBIA areHT.

B opyrom BapuaHTe OCyLLeCTBNEHUs, HacTodwee n3obpeTteHme npegycmarTpuBaeT
Crnocob nevyeHus unu NpeaynpexaeHUs ayToMMMYyHHOro 3aboneBaHus, COCTOSHWUSA WIu
pPacCTPONCTBa Yy YENOBEKA, KOTOPbIA BKIMHOYAET BBEAEHME YENOBEKY, HY)XAAMOLEMYCHA B
3TOM, TepaneBTMyeckn 3PPEKTUBHOIO Konmuyectesa dapmaueBTUYECKON KOMBUHauuK,
KOTOopasa coaepxut coegmHeHne dopmynel (lIA), nnm ero apmaueBTUYeCKn NpruemMnemMyro
COMb UNKN TMApPAaT, U, N0 MEHbLUEN Mepe, OAMH NPOTUBOBOCNANUTESNBHBIA areHT.

B agpyrom BapuaHTe OCyLLeCTBNeHus, HacTodlee n3obpeteHne npegycmarTpuBaeT
cnocob neveHnsa nnm NpefynpexneHs ncopmasa, Hecneumdmnyeckoro S3BEHHOrO KonmTa,
BonesHn KpoHa, BocnanvtenbHOro 3aboneBaHnsa KULWEYHMKa, NCopuaTUYeCcKoro apTpuTa,
UNn peBMaToOMAHOrO apTpuTa y 4Yenoseka, KOTOpbIW BKMHOYaeT BBEAEHWE YerlOBeKy,
HY>KOatoLLEMYCS B 9TOM, TepaneBTU4eckn 30MEKTUBHOIO KONMYeCcTBa papmMaLeBTUYECKON
KOMBUMHaUmMKM, KoTopasa cogepXxut coegmHeHme gopmynel (11A), nnm ero oapmaueBTUYECKN
NPUEMMNEMYIO COMb UMK rMApPaT, U, N0 MEHbLUEN MEpEe, OAMH MPOTMBOBOCMANMUTENbHbIN
areHT.

B apyrom BapuaHTe OCyLLeCTBNeHWs, HacTodlee n3obpeTeHne npegycmarTpusaeT
crnocob neyeHns unu npeaynpexaeHns peBMaTtouMaHOro apTputa y YenoBeka, KOTOPbIN

BKITIOMAET BBEAEHME YENOBEKY, HYXaOLWEMYCs B 3TOM, TepaneBTUYeCkM 3PEKTUBHOIO
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KonnyecTea dapmaueBTUyYeckon KombuHaumm, koTtopas cogepxut (R)-4-((2-(((1,4-
anmeTtnn-1H-nupason-3-un)(1-MeTunUUKNONeHTU)MeTUN)aMmHO)-3,4-4NOKCOLMKNODYT-1-
eH-1-un)ammHo)-3-rtngpokcu-N, N-gumeTmnnmkonuHamug, unu - ero  apmaueBTUYeCcKU
NPpUEMMNEMYIO COMb WNW rMapaT, U, N0 MEHbLUEN Mepe, OAMH MPOTMBOBOCMANUTENbHBIN
areHT.

B gpyrom BapuaHTe OCyLLeCTBNEeHus, HacTodawee n3obpeteHne npegycmarTpuBaeT
Crnocob neyeHns unu npeaynpexaeHns peBMartouagHOro apTputa y YenoBeka, KOTOpbIW
BKITHOMAET BBEAEHME YENOBEKY, HYXAAOLWEMYCS B STOM, TEpPanNeBTUYECKM SPPEKTUBHOIO
KOnnyecTesa hapMaueBTUYECKOM KOMOMHaUMM, KOTopas CoaepXuT nponekapctea (R)-4-
((2-(((1,4-pumeTnn-1H-nnpason-3-un)(1-MeTUNUMKNONEHTUN)METU)aMUHO)-3,4-
ANOKCOUMKIOByT-1-eH-1-un)amMmmHo)-3-rugpokcn-N, N-gumetmnnmkonmHammga, Wnnm — ero
apmaueBTUYeckn MNpUeMnemMon Conu unuM rmgpara, W, nNo MeHbllen mepe, OAMH
NPOTUBOBOCMANUTENBHbIN areHT.

B opyrom BapuaHTe OCyLleCTBNeHus, HacTodlwee n3obpeteHne npegycmarpuBaeT
NpUMeEHeHVe hapMaLeBTUYECKOM KOMBMHaUMKN, KOTOpas COAEPXKUT coeamnHeHne Popmybl
(lIA), nnn ero dhapmaueBTUYECKM NPUEMITIEMYIO COMb UMW TMAPAT, U, NO MEHbLUEN Mepe,
OOVH NMPOTUBOBOCNANUTENBHLIA areHT, B NPOW3BOACTBE NEKapCTBEHHOro npenapara Ang
neyeHus 3aboneBaHWKW, COCTOSIHUA WU PaCCTPOUCTB, KOTOPbIE YMyudlarTCa 3a CYeT
nHrndmposaHmns CCR6 y Yenoseka.

B apyrom BapuaHTe OCyLLeCTBNeHWs, HacTodlee n3obpeTeHne npegycmarTpusaeT
NPYMEHEHWEe hapMaLEBTUHYECKOM KOMBMHaLMKN, KOTOpasi COAEPXKUT COeaMHEHNE POPMY bl
(lIA), nnn ero dapmaueBTUYECKM NPUEMIIEMYIO COMb UNW rMApaT, U, No MeHbLUEen mepe,
OAVH MPOTUBOBOCMNANUTENBHBIA areHT, B NMPOW3BOACTBE NEKAPCTBEHHOrO npenaparta Ans
neyeHus 3aboneBaHWW, COCTOSHUA W PaCCTPOUCTB, KOTOPbIE YMyudllarTCA 3a CuYeT
NHrMBMpoBaHMa T-KNeTOYHOro XemMoTakcuea y Yyenoseka.

B opyrom BapuaHTe OCyLLeCTBNEHUs, HacToswee n3obpeTeHmne npegycmaTpuBaeT
NpUMeEHeHVe hapMaLeBTUYECKOM KOMOMHaUMKN, KOTOpas COAEPXKUT coeamHeHne PopMy bl
(l1A), nnn ero hapmaueBTUYECKM NPUEMITEMYIO COMb UMW TMAPAT, U, NO MEHbLUEN Mepe,
OOVH NMPOTUBOBOCNANUTENbBHLIA areHT, B NPOW3BOACTBE NEKapCTBEHHOro npenaparta ang
neyeHns BocnanuTensHoro 3abonesaHns, COCTOAHUS U PacCTPONCTBA Y YernoBeka.

B opyrom BapuaHTe OCyLLeCTBNEHUs, HacToswee n3obpeTeHmne npegycmaTpuBaeT

npUMeHeHre papmaLeBTUYECKON KOMBUHALMK, KOTOPas COAEPXKUT COeANHEHNE (POPMYIbl
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(lIA), nnn ero dhapmaueBTUYECKM NPUEMITIEMYIO COMb UMW TUAPAT, U, NO MEHbLUEN Mepe,
OOWH NMPOTUBOBOCNANUTENBHLIA areHT, B NPOW3BOACTBE NEKapCTBEHHOro npenaparta Ang
neYeHnss ayToOMMMYHHOro 3aboneBaHusi, COCTOSIHUSA UK PacCTPOMCTBA Y YenoBeka.

B opyrom BapuaHTe OCyLleCTBNeHus, HacTodalee n3obpeteHne npegycmarpusaeT
NpUMEHeHVe hapmMaLeBTUYECKOM KOMBMHaLMW, KOTOpas COAEPXKUT coemnHeHne PopMy bl
(lIA), nnn ero dhapmaueBTUYECKM NPUEMITIEMYIO COMb UMW TUAPAT, U, NO MEHbLUEN Mepe,
OOVH NMPOTUBOBOCNANUTENBHLIA areHT, B NPOW3BOACTBE NEKapCTBEHHOro npenapara Ang
neyeHMss ncopmasa, Hecneumdpuyeckoro s3BeHHOro konuta, 6HonesHu  KpoHa,
BOCManuUTenbHOro  3aboneBaHWa  KULWEYHWKa,  MCOpMatuyecKkoro  apTputa,  unu
pPEBMaTouAHOro apTpuTa y Yyenoseka.

B opyrom BapuaHTe OCyLLeCTBNEHUs, HacTodwee n3obpeTteHme npegycmarTpuBaeT
npumeHeHve dapmaueBTUYeckon KombuHaumm, kotopasa cogepxut (R)-4-((2-(((1,4-
anmeTtun-1H-npason-3-un)(1-MeTUnNUMKNONeHTUT)METUM)aMMHO)-3,4-ANOKCOLMKIODYT-1-
eH-1-un)ammHo)-3-rngpoken-N, N-gumeTunnmkonuHamug, wunu  ero  dapmaueBTUHeckn
NpUeMNEeMyro Conb UNW rMapaT, U, N0 MEeHbLUEen Mepe, OAMH MPOTMBOBOCMANUTENbHBLIN
areHT, B MPOMW3BOACTBE NEKAPCTBEHHOrO npenapara AfsS JeYeHus peBMaTouMgHOro
apTpuvTa y Yyenoseka.

B npyrom BapuaHTe OCyLLECTBNEHMS, HacTosLWee M3obpeTeHmne npegycmaTpuBaeT
npUMeHeHVe dapMaLeBTUYECKON KOMOMHaUMM, KOTopasi COAepXuT nponekapcrea (R)-4-
((2-(((1,4-pumeTnn-1H-nnpason-3-un)(1-MeTUNUMKNONEHTUN)METUIT)aMUHO)-3,4-
ANokcounknoByT-1-eH-1-un)ammHo)-3-rugpokcn-N, N-gumetmnnmkonmHammga, Wnnm — ero
dapmaueBTUYeCkM MNpUEMEMON CONW UMM rmgparta, W, No MeHbllen Mepe, OAMH
NPOTWMBOBOCMANUTENBHLIM areHT, B MNPOM3BOACTBE IIEKAPCTBEHHOrO npenaparta Ans
neYeHns peBMaToOnLHOro apTpuTa y YernoBseka.

B apyrom BapuaHTe OCyLLeCTBNeHWs, HacTodlee n3obpeTeHne npegycmarTpusaeT
KPUCTannm4eckum (R)-4-((2-(((1,4-aumeTnn-1H-nnpason-3-mn)(1-
METUMNLMKNONEHTMUN)METUI)aMUHO)-3,4-0MOKCOLMKNOBYT-1-eH-1-1n)amMuHO)-3-rnapoKCH-
N,N-pyumeTnnnmkonnHamMmma,.

B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodwee n3obpeteHne npegycmarpuBaeT
KpUcTannm4eCcKnmn (R)-4-((2-(((1,4-pnmeTnn-1H-nnpason-3-mun)(1-
METUNLMKNONEHTU)METUIT)aMUHO)-3,4-AMOKCOLMNKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCH-

N N-gumeTtunnukonmHammga moHorngpar.
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B apyrom BapuaHTe OCyLLECTBREHUS, HacTosiee nsobpeTeHre npegycmaTpmBaeT
KpUCTannm4eckum (R)-4-((2-(((1,4-oumeTnn-1H-nnpason-3-mn)(1-
METUNLMKNONEHTU)METUIT)aMUHO)-3,4-AMOKCOUMNKNOBYT-1-eH-1-1n)amuHO )-3-rnapoKCH-
N,N-gumeTtunnmkonnHammaa MOHOrnapar, KOTOPbIN nveet PEHTFEHOBCKYHO
ANPAKLMOHHYIO KapTUHY, KOTOpas COOEepXUT audpakuymoHHsle nukm 18,7 + 0,2, 19,1 +
0,2, n 20,2 £ 0,2 rpagycoB fBa TeTa.

B apyrom BapuaHTe OCyLLEeCTBNEHUS, HacToswee n3obpeTteHre npegycmatpmBaeT
KPUCTanmm4eckum (R)-4-((2-(((1,4-aumeTnn-1H-nnpason-3-mn)(1-
METUMNLMKNONEHTUN)METUI)aMUHO)-3,4-0MOKCOLMKNOBYT-1-eH-1-1n)amMuHO)-3-rnapoKCH-
N,N-gumetunnmkonuHammaa MOHOrmapar, KOTOPbIN nveet PEHTIEHOBCKYHO
ANDPaKUMOHHYIO KapTUHY, KOTOpasa COAEPXUT AudpakumoHHble nukn 17,6 £ 0,2, 184 +
0,2,18,7+£0,2,19,1£0,2, n 20,2 £ 0,2 rpagycos ABa TeTa.

B apyrom BapuaHTe OCyLLECTBREHUs, HacTosilee n3obpeTeHre npegycmaTtpusaeT
KpUCTannm4eckum (R)-4-((2-(((1,4-aumeTnn-1H-nnpason-3-mn)(1-
METUINUMKNONEHTUN)METUN)AaMUHO)-3,4-ANOKCOLMKNOBYT-1-eH-1-1N)aMUHO)-3-TMAPOKCHK-
N,N-gumeTtunnmkonnHammaa MOHOrnapar, KOTOpPbIN nveet PEHTTEHOBCKYHO
ANPPaKUMOHHYIO KapTUHY, KOTOpaa COAEPXUT AudpakumoHHsle nukn 11,4 £ 0,2, 15,5 +
02,6176 +02, 184 +£0,2, 187 £0,2, 19,1 £ 0,2, 20,2 £ 0,2, n 24,3 + 0,2 rpagycoB aea
TeTa.

B apyrom BapuaHTe OCyLLecCTBNeHWs, HacTodlee n3obpeTeHne npegycmaTpusaeT
KPUCTannm4eckum (R)-4-((2-(((1,4-aumeTnn-1H-nnpason-3-mn)(1-
METUMNLMKNONEHTUN)METUI)aMUHO)-3,4-AMOKCOLMKNOBYT-1-eH-1-1n)amMuHO)-3-rnapoKCH-
N,N-gumeTtunnmkonnHammaa MOHOrMapar, KOTOpPbIN nveet PEHTTEHOBCKYHO
ANDPaKUMOHHYIO KapTUHY, KOTOpasa COAEPXUT AudpakumoHHble nukn 11,4 £ 0,2, 124 +
0,2,155+0,2,176+0,2,184+0,2,187+0,2,19,1+0,2,20,2+0,2,243+0,2, 268+
0,2, n 30,5 £ 0,2 rpagycoB ABa TeTa.

B apyrom BapuaHTe OCyLLEeCTBMNEHWUS, HacTosee n3obpeTeHre npegycmatpmBaeT
KPUCTannm4eckum (R)-4-((2-(((1,4-aumeTnn-1H-nnpason-3-mn)(1-
METUMNLMKNONEHTMU)METUIT)aMUHO)-3,4-AMOKCOLMKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCu-
N,N-gumetunnmkonuHammaa MOHOrmapar, KOTOpPbIN nveet PEHTFEHOBCKYHO
ANDPaKUMOHHYHO KapTUHY, koTopas cogepxut oT 3 Ao 10 guppakumOoHHBIX MUKOB,

BbIOpaHHbIX K3 rpynnel, KoTopasa coctomt 3 11,4 £ 02, 124 +0,2, 155+0,2, 17,6 £ 0,2,
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18,4+02,18,7+0,2,191+£0,2,202+0,2, 243+£0,2,26,8+0,2, n30,5+ 0,2 rpagycosB
ABa TeTa.

B apyrom BapuaHTe OCyLLECTBREHUs, HacTosiee n3obpeTeHre npegycmaTpusaeT
KpUCTannm4eckum (R)-4-((2-(((1,4-aumeTnn-1H-nnpason-3-mn)(1-
METUIUMKNONEHTUN)METUN)AaMUHO)-3,4-ANOKCOLMKNOBYT-1-eH-1-1N)aMUHO)-3-TMAPOKCU-
N,N-gumeTtunnmkonnHammaa MOHOrnapar, KOTOPbIN nveet PEHTITEHOBCKYHO
ANPPaKUMOHHYHO KapTUHY, KoTopas cogepxut oT 3 0 10 gmdpakuymOoHHbIX MUKOB,
npeacTaBneHHbIX B Tabnuvue 7.

B apyrom BapuaHTe OCyLLECTBNEHUS, HacTosee n3obpeTeHre npegycmaTpmBaeT
KpUcTannm4eCcKnmn (R)-4-((2-(((1,4-pnmeTnn-1H-nnpason-3-un)(1-
METUINLMKNONEHTUI)METUIT)aMUHO)-3,4-AMOKCOLMNKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCu-
N,N-gumeTtunnmkonuHammaa MOHOrnapar, KOTOPbIN nveet PEHTTEHOBCKYHO
AVDPAKLUNOHHYIO KapPTUHY, KOTOpasi COAEPXKUT ANDPaKLUMOHHBLIE MUKW, NMPEeLCTaBneHbl B
Tabnuue 7.

B apyrom BapuaHTe OCyLLecCTBNeHus, HacTodlee n3obpeTeHne npegycmarTpusaeT
KPUCTannm4eckum (R)-4-((2-(((1,4-aumeTnn-1H-nnpason-3-mn)(1-
METUMNLMKNONEHTMUN)METUI)aMUHO)-3,4-AMOKCOLMKNOBYT-1-eH-1-1n)amMuHO)-3-rnapoKCH-
N,N-gumeTtunnmkonnHammaa MOHOrMapar, KOTOpPbIN nveet PEHTITEHOBCKYHO
ANPPAKLUMOHHYIO KapTUHY Kak nsobpaxeHo Ha durype 4.

B apyrom BapuaHTe OCyLLecCTBNeHus, HacToswee n3obpeteHve npegycmaTpuBaeT
KPUCTannm4eckum (R)-4-((2-(((1,4-aumeTnn-1H-nnpason-3-mn)(1-
METUMNLMKNONEHTUN)METUI)aMUHO)-3,4-AMOKCOLMKNOBYT-1-eH-1-1n)amMuHO)-3-rnapoKCH-
N,N-gumeTunnukonMHammga  MoHOrmgpart, KOTopblid  umeeT  auddpepeHUMOHHbIN
CKaHVPYHOLLMIA KanopuMeTPUYECKNA aHanms, Kak nsobpaxeHo Ha durype 5.

B apyrom BapuaHTe OCyLLeCTBNeHWs, HacTodlee n3obpeTeHne npegycmarTpusaeT
KPUCTannm4eckum (R)-4-((2-(((1,4-aumeTnn-1H-nnpason-3-mn)(1-
METUMNLMKNONEHTMUN)METUI)aMUHO)-3,4-0MOKCOLMKNOBYT-1-eH-1-1n)amMuHO)-3-rnapoKCH-
N,N-gumeTunnmkonuHaMmmga MOHOrMapaT, KOTOPbIN WUMEET TepMOrpaBUMETPUYECKUN
aHanua, Kak nsobpaxeHo Ha durype 6.

B apyrom BapuaHTe OCyLLeCTBNEeHUs, HacTodlee nsobpeTeHne npegycmarpusaeT
KPUCTannm4eckum (R)-4-((2-(((1,4-aumeTnn-1H-nnpason-3-mn)(1-

METUMNLMKNONEHTMUN)METUI)aMUHO)-3,4-AMOKCOLMNKNOBYT-1-eH-1-1n)amMuHO)-3-rnapoKCH-
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N,N-gnmeTtunnukonMHammaa MOoHOrMapaT Ans NPUMEHEHME B KayecTBe NeKapCTBEHHOro
npenapara.

B apyrom BapuaHTe OCyLLEeCTBNEHMS, HacTosLWee M3obpeTeHmne npegycmaTpuBaeT
KpUCTannm4eckum (R)-4-((2-(((1,4-aumeTnn-1H-nnpason-3-mn)(1-
METUIUMKNONEHTUN)METUN)AaMUHO)-3,4-ANOKCOLMKNOBYT-1-eH-1-1N)aMUHO)-3-TMAPOKCU-
N,N-gumetunnukonmHammga MoHormgpar  ANna  NPUMEHEHWE B NIeYEHUNn  Unm
npeaynpexaeHnn 3aboneBaHnn, COCTOAHUA UM PacCTPOWCTB, KOTOPbIE ynydllarTcs 3a
cyeT nHrmbuposaHms CCR6 y yenoeka.

B opyrom BapuaHTe OCyLLeCTBNeHus, HacTodlee n3obpeteHne npegycmarpuBaeT
cnocob nedveHna unu npegynpexaeHus 3aboneBaHun, COCTOAHUW UMK PacCTPOUCTB,
KOTOpble yny4warTca 3a cyeT mHrmbuposaHms CCR6 y yenoBeka, KOTOPbIA BKNOYaET
BBEAEHME 4YenoBeKy, HyXhawwemMyca B 3TOM, TepaneBTUYeckn IPdeKTUBHOro
KonuyecTea KpUcTannmyeckoro (R)-4-((2-(((1,4-aumeTnn-1H-nnpason-3-mn)(1-
METUMNLMKNONEHTMUN)METUI)aMUHO)-3,4-0MOKCOLMKNOBYT-1-eH-1-1n)amMuHO)-3-rnapoKCH-
N,N-pumeTunnukonuHaMmmga mMoHormgpara.

B opyrom BapuaHTe OCyLLeCTBNEHUs, HacTodwee n3obpeTteHme npegycmarTpuBaeT
cnocob nevyeHus wunu npeaynpexaeHna 3aboneBaHun, COCTOSHUA WM PacCTPOWCTB,
KOTOPbIE YNy4dLAOTCA 3a CYET MHMMBMpOBaHMA T-KNETOYHOrO XeMOTaKkcuca y YenoBeka,
KOTOPbIA BKMHOYaET BBEAEHWE YEroBEeKy, HYXAawLWemMyCcsd B 3TOM, TepaneBTUYECKU
apdekTmBHOro kKonundectea kKpuctannudeckoro (R)-4-((2-(((1,4-gumeTtnn-1H-nnpason-3-
nn)(1-MeTUNUMKNONEHTUN )METUN)aMmHO)-3,4-aokcounknobyT-1-eH-1-nn)ammHo)-3-
rmgpoken-N, N-gumeTunnmkonMHaMmmaga MoHorngpara.

B npyrom BapuaHTe OCyLLECTBMNEHMS, HACcTosLWee M30bpeTeHmne npegycmaTpuBasT
cnocob nedeHnsa unn NpeaynpexneHnsa BocnanuTenbHblx 3aboneBaHun, COCTOSAHUA UMK
PacCTPOUCTB Yy 4YernoBeka, KOTOPbLIA BKMHOYAET BBEAEHWE YEeroBeKy, HyxarLemycs B
3TOM, TepaneBTUYEeCKM 3PPEKTUBHOIO Konmyectea Kpuctannumyeckoro (R)-4-((2-(((1,4-
anmeTtun-1H-nupason-3-un)(1-MeTUnUMKNONeHTUN)MeTUN)aMmHO)-3,4-4NOKCOLMKNODYT-1-
eH-1-un)ammHo)-3-rngpokcn-N, N-gumeTmnnmkonuHamuga moHorngpara.

B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodwee n3obpeteHne npegycmarpuBaeT
cnocob neyYeHuss unm NPeaynpexaeHUss ayToOMMMYHHbIX 3aboneBaHun, COCTOSHWUW WU
PacCTPONCTB Yy 4YernoBeKka, KOTOPbIA BKIIHOYAET BBEAEHME YEIOBEKY, HyXAaroLEeMycs B

3TOM, TepaneBTUYeckn 3PPEKTUBHOrO Konuyectea kpwuctannumyeckoro (R)-4-((2-(((1,4-
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anmeTtun-1H-nupason-3-un)(1-MeTUnUMKNONeHTUIT)METUN)aMUHO)-3,4-4NOKCOLMKITODYT-1-
eH-1-un)ammnHo)-3-rngpokcn-N, N-gumeTmnnnmkonuHamuga moHorngpara.

B opyrom BapuaHTe OCyLLECTBNEHMS, HacTosWee M3obpeTeHmne npegycmaTpuBaeT
crnocob neveHnsa nnum NpefynpexneHus ncopmasa, Hecneymduyeckoro S3BeHHOro KonmTa,
BonesHn KpoHa, BocnanutenbHOro 3aboneBaHnsa KULWEYHMKa, NcopuaTUYecKkoro apTpuTa,
UNn PeBMaTOMLHOrO apTpuTa y 4YenoBeka, KOTOPbIW BKIHOYAET BBEAEHME YErOBEKY,
HyXOaroLeMycs B 9TOM, TepaneBTUYeCcKn 3PPEKTMBHOrO KONMYecTBa KpUCTanIn4eckoro
(R)-4-((2-(((1,4-anmeTnn-1H-nnpason-3-1n)(1-MeTUNLUMKNONEHTUN)METUN)aMUHO)-3,4-
AnokcoumknobyT-1-eH-1-un)ammHo)-3-rugpokcn-N, N-gumetmnnmkonmHamumga
MoHormgpara.

B opyrom BapuaHTe OCyLLeCTBNEHUs, HacTodwee n3obpeTteHme npegycmarTpuBaeT
Crnocob neyeHns unu npeaynpexaeHns peBMartouagHOro apTputa y YenoBeka, KOTOpbIW
BKITHOMAET BBEAEHME YENOBEKY, HYXXAAOLWEMYCS B STOM, TEPaANEBTUYECKM SPPEKTUBHOIO
KonuyecTea KpucTannmyeckoro (R)-4-((2-(((1,4-oumeTnn-1H-nnpason-3-mn)(1-
METUINUMKNONEHTUN)METUN)AaMUHO)-3,4-ANOKCOLMKNOBYT-1-eH-1-1N)aMUHO)-3-TMAPOKCHK-

N N-gumeTunnukonuHammga moHorngpara.

B aopyrom BapuaHTe OCyLLeCTBNeHus, HacTodlwee n3obpeteHne npegycmarpusaeT
NnpUMeHeHne KpUcTannm4yeckoro (R)-4-((2-(((1,4-aumeTnn-1H-nnpason-3-mun)(1-
METUMNLMKNONEHTUN)METUI)aMUHO)-3,4-0MOKCOLMKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCu-
N,N-gnmeTtnnnukonuHammga MoHormapaTa, B NPOW3BOACTBE NEKapCTBEHHOro npenapara
AN nedeHns 3aboneBaHnr, COCTOSHUA UM PacCTPOUCTB, KOTOPbIE yNy4llaroTcs 3a CYeT
nHrndmposaHnsa CCR6 y Yenosexka.

B npyrom BapuaHTe OCyLLECTBMNEHMS, HACcTosLWee M30bpeTeHmne npegycmaTpuBasT
npUMeHeHue KpucTannmyeckoro (R)-4-((2-(((1,4-aumeTnn-1H-nnpason-3-mn)(1-
METUINUMKNONEHTUN)METUN)AaMUHO)-3,4-ANOKCOLMKNOBYT-1-eH-1-1N)aMUHO)-3-TMAPOKCH-
N,N-gnmeTtunnukonmHammga MoHormapaTa, B NPOU3BOACTBE NEKAPCTBEHHOrO npenapara
ANA nedeHnsa 3aboneBaHnn, COCTOSAHUA UMM PacCTPOWCTB, KOTOPbIe yry4llaroTcs 3a CYeT
NHrMBMpoBaHMs T-KNETOYHOrO XeMOTaKCUca y YenoBeka.

B opyrom BapuaHTe OCyLLeCTBNEHUd, HacTodwee n3obpeteHne npegycmarpuBaeT
NPUMEHEHne KpUCTanImn4eckoro (R)-4-((2-(((1,4-pnumeTnn-1H-nnpason-3-mun)(1-

METUNLMKNONEHTU)METUIT)aMUHO)-3,4-AMOKCOLMNKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCH-
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N,N-gnmeTtunnukonmHammga MoHormapaTa, B NPOW3BOACTBE NEKAPCTBEHHOrO npenapara
ANA neYyeHna BocnanuTensHoro 3abonesaHns, COCTOSHUA UMW PacCTPOMCTBa Yy YenoBeka.

B opyrom BapuaHTe OCyLLECTBNEHMS, HacTosWee M3obpeTeHmne npegycmaTpuBaeT
npUMeHeHue KpucTannmyeckoro (R)-4-((2-(((1,4-aumeTnn-1H-nnpason-3-mun)(1-
METUIUMKNONEHTUN)METUN)AaMUHO)-3,4-ANOKCOLMKNOBYT-1-eH-1-1N)aMUHO)-3-TMAPOKCU-
N,N-gnmeTtunnukonmHammga MoHormapaTa, B NPOW3BOACTBE NEKAPCTBEHHOrO npenapara
ANA NeYyeHnsa ayToMMMYHHOro 3aboneBaHns, COCTOAHUSA U pacCTPONCTBA y YeroBeka.

B opyrom BapuaHTe OCyLLECTBIEHUSA, HAcToSALWEee M3obpeTeHmne npegycmaTpuBaeT
npUMeHeHue KpucTannmyeckoro (R)-4-((2-(((1,4-aumeTnn-1H-nnpason-3-mn)(1-
METUINUMKNONEHTUN)METUN)AaMUHO)-3,4-ANOKCOLMKNOBYT-1-eH-1-1N)aMUHO)-3-TMAPOKCH-
N,N-gnmeTtunnukonmHammga MoHormapaTa, B NPOU3BOACTBE NEKAPCTBEHHOrO npenapara
ANA NeYeHus ncopwasa, Hecneumdpuyeckoro H3BeHHOro konuta, ©GonesHn KpoHa,
BOCManuUTENbHOrOo  3aboneBaHusi  KUWEYHMKA,  MNCOpMatuUYeckoro  aptpura  Unm
pPEBMaToVAHOro apTpuTa y Yenoseka.

B apyrom BapuaHTe OCyLLecCTBNeHWs, HacTodlee n3obpeTeHne npegycmaTpusaeT
npUMeHeHue KpucTannmyeckoro (R)-4-((2-(((1,4-aumeTnn-1H-nnpason-3-mn)(1-
METUMNLMKNONEHTMUN)METUI)aMUHO)-3,4-AMOKCOLMKNOBYT-1-eH-1-1n)amMuHO)-3-rnapoKCH-
N,N-gnmeTtunnukonmHammga MoHormapaTa, B NPOU3BOACTBE NEKAPCTBEHHOMO npenapara
ANSA NeYeHnsa peBmMaTongHoOro apTputa y Yenoseka.

B apyrom BapuaHTe OCyLLecCTBNeHWs, HacTodlee n3obpeTeHne npegycmaTpusaeT
dhapmMaLeBTUHECKYD KOMMO3ULMIO, KOTOpas COAEPXKUT Kpuctannmdeckmn (R)-4-((2-(((1,4-
anmeTtun-1H-nupason-3-un)(1-MeTUnUUKNONeHTU)MeTUN)aMMHO)-3,4-4NOKCOLMKNODYT-1-
eH-1-un)ammHo)-3-rngpokcn-N, N-guMeTUNNMKONMHamMmuga MOHOTMAPAaT, U, MO MEHbLUEn
mMepe, oanH dhapMaLeBTUYECKN NPUEMIEMBIA SKCUMMMEHT, pa3baBuTens Mnm HoCUTEnNb.

B apyrom BapuaHTe OCyLLeCTBNeHWs, HacTodlee n3obpeTeHne npegycmarTpusaeT
cnocob neveHuss unu npegynpexaeHns 3aboneBaHu, COCTOSHUA WU PaCcCTPOWCTB,
KOTOpble ynydwaTca 3a cyeT uHrmbuposaHms CCR6 y yenoBeka, KOTOPbIA BKNHOYaeT
BBEAEHNE YENOBEKY, HyXAalmlWeMyca B 3TOM, TepaneBTUYECKN SPPEKTUBHOMO
KOnmnyecTea papmaLeBTUHYECKON KOMMO3ULMKN, KOTOpas COLEPXUT Kpuctannuieckmn (R)-4-
((2-(((1,4-gumeTnn-1H-nnpason-3-un)(1-MeTUNUMKNONEHTUN)METU)aMUHO)-3,4-

ANOKCoUMKIoByT-1-eH-1-un)ammHo)-3-rugpoken-N, N-gumetmnnmkonmHammga MOHOrMgpar,

32



10

15

20

25

30

N, MO MEHbLUEN Mepe, OANH hapMaLeBTUYECKM NPUEMIIEMbIN SKCUMMMEHT, pa3baBuTenb
NN HOCUTENb.

B opyrom BapuaHTe OCyLLECTBNEHMS, HacTosWee M3obpeTeHmne npegycmaTpuBaeT
cnocob neveHuss unu npegynpexaeHnsa 3aboneBaHu, COCTOSHUA WU PacCTPOWUCTB,
KOTOPbIE YNy4YLATCa 3a CYHET UMHMMOUPOBaHWA T-KNETOYHOro XemoTakcuca y 4YerioBeka,
KOTOPbIA BKMOYAET BBEAEHWE YErOBEKY, HYXAAKLWEeMyCcs B 3TOM, TepaneBTUYECKU
3dEeKTMBHOrO Konuyectsa apMaLeBTUYECKON KOMMO3ULWUKW, KOTOpasa COAEPXMUT
KPUCTanmm4eckum (R)-4-((2-(((1,4-aumeTnn-1H-nnpason-3-mn)(1-
METUMNLMKNONEHTUN)METUI)aMUHO)-3,4-0MOKCOLMKNOBYT-1-eH-1-1n)amMuHO)-3-rnapoKCH-
N,N-gnmeTtnnnukonuHaMmmaa MoHormapar, 1, No MeHbLUen Mepe, oauH dhapMaLeBTUYECKN
NpYeMNEMbIN 3KCUMNUEHT, pasbaBuTens UM HOCUTEMb.

B opyrom BapuaHTe OCyLLeCTBNeHus, HacToswee n3obpeteHve npegycmaTpusaeT
crnocob neveHus UnuM NpeaynpeXXaeHUs BocnanuTenbHOro 3aboneBaHns, COCTOSHUA WU
pPacCcTpONCTBa Yy YeroBeKka, KOTOPbIA BKIMHOYAET BBEAEHWE YENOBEKy, HyXXAarLWemMyCsa B
3TOM, TepaneBTUYECKM 3IMPPEKTUBHOrO KONMYecTea dapmMaueBTUYECKON KOMMO3ULMK,
koTopas cogepxut  kpuctannmdeckmn  (R)-4-((2-(((1,4-pmmeTtnn-1H-nupason-3-un)(1-
METUMNLMKNONEHTMUN)METUI)aMUHO)-3,4-AMOKCOLMKNOBYT-1-eH-1-1n)amMuHO)-3-rnapoKCH-
N,N-gnmeTtunnnukonmHammga MoHormaparT, v, N0 MEHbLUEN Mepe, OaMH hapMaLeBTUYECKN
NpYeMneMbIV 3KCUMNUEHT, pasbaBuTens UM HOCUTENMb.

B apyrom BapuaHTe OCyLLecCTBNeHWs, HacTodlee n3obpeTeHne npegycmaTpusaeT
cnocob neveHus unu NpeaynpexaeHUs ayToMMMYHHOro 3aboneBaHus, COCTOSHUSA WIn
pPacCcTpPONCTBa Yy YeroBeKka, KOTOPbIA BKIMHOYAET BBEAEHWE YENOBEKy, HyXAarLemMyCsa B
3TOM, TepaneBTUYECKM 3(PEPEKTUBHOIO KONMyecTBa (PapMaueBTUYECKON KOMMO3ULMK,
koTopas cogepxut  kpuctannmdeckun  (R)-4-((2-(((1,4-pmmeTtrn-1H-nnpason-3-un)(1-
METUINUMKNONEHTUN)METUN)AaMUHO)-3,4-ANOKCOLMKNOBYT-1-eH-1-1N)aMUHO)-3-TMAPOKCH-
N,N-gnmeTtnnnukonmHammga MoHormapar, W, N0 MEHbLUEN Mepe, OAMH hapMaLEeBTUYECKN
NpYeMNEMbIN SKCUMMUEHT, pasbaBuTens Unmn HOCUTESb.

B npyrom BapuaHTe OCyLLECTBMNEHMS, HACcTosLWee M30bpeTeHmne npegycmaTpuBasT
cnocob neveHnsa nnm NpefynpexaeHus ncopmasa, Hecneyndruyeckoro S3BeHHOro KonmTa,
BonesHn KpoHa, BocnanutenbHOro 3aboneBaHnsa KULWEYHMKa, NcopuaTUYecKoro apTpuTa,
UNN PEBMATOMLHOrO apTpuTa y 4YenoBeka, KOTOPbIW BKIHOYAET BBEAEHME YETNOBEKY,

Hy>KAatoLLeMycsl B 3TOM, TepaneBTUYeCkn 3P PEKTUBHOIO KONMYecTea papmaLeBTUYECKON
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KOMMO3NLMK, KOTOpas coaepxuT kpuctannmyeckun (R)-4-((2-(((1,4-gumeTnn-1H-nnpason-
3-mn)(1-MeTUNLUKNONEHTMUN)METUI)aMUHO)-3,4-AMOKCOLMKNOBYT-1-eH-1-1n)amumHo)-3-
rmgpoken-N, N-gumeTunnmkonMHaMmmga MOHOrMgpar, W, N0 MeEHbLENn Mepe, OAWVH
dapmaneBTUHECKM NPUEMIEMBIN SKCLUMNNEHT, pa3baBuTernb NN HOCUTENb.

B apyrom BapuaHTe OCyLLeCTBNeHWs, HacTodlee n3obpeTeHne npegycmarTpusaeT
crnocob neyeHns unu npeaynpexaeHns peBMartouMagHOro apTputa y YenoBeka, KOTOPbIN
BKIMHOYAET BBEAEHWE YErOBEKY, HyXAalLWeMyCcs B 9TOM, TepaneBTUYECKn 3PPEKTUBHOIO
KONn4ecTBa papmaLeBTUUYECKON KOMMO3ULMKN, KOTOpas COAEPXKUT Kpuctannuieckmn (R)-4-
((2-(((1,4-aumeTnn-1H-nnpaszon-3-un)(1-MeTUnUUKNONeHTUN)METU)aMUNHO)-3,4-
anokcounknodyT-1-eH-1-mn)ammHo)-3-rmgpokcn-N, N-gumeTnnnmkonmHaMmmga MoHorugpar,
N, MO MEHbLUEN Mepe, OANH dapMaLeBTUYECKM NMPUEMIIEMbIN SKCUMMUEHT, pa3baBuTenb
NN HOCUTENb.

B apyrom BapuaHTe OCyLLECTBNEHUS, HacTosWee M3obpeTeHmne npegycmaTpuBaeT
NpUMeEHEHVe apMaLeBTUHECKON KOMMO3NLMK, KOTOpasa COAEPXKUT KpucTannmyeckun (R)-
4-((2-(((1,4-pnumeTnn-1H-nnpason-3-1n)(1-MeTUNUUKNONeHTUN)METUN)aMUNHO)-3,4-
ANoKkcoUMKoByT-1-eH-1-mn)ammHo)-3-rugpoken-N, N-gumetmnnmkonmHammga MOHOrMgpar,
N, NO MeHbLUEN Mepe, OaMH (PapMaueBTUYECKU NPUEMIEMBIA SKCUMMWEHT, pa3baBuTtens
NN HOCUTENb, B NPOM3BOACTBE NEKAPCTBEHHOrO nNpenapara Ansa neveHnsa 3abonesaHun,
COCTOSIHUA WU PacCTPOUCTB, KOTOpbIE yrnyywarTca 3a cyeT uHrmbuposaHus CCR6 y
Yernoseka.

B opyrom BapuaHTe OCyLeCTBNEHUs, HacTodwee n3obpeTeHmne npegycmarTpuBaeT
NpUMeEHeHVe apmMaLeBTUHECKON KOMMNO3NLMKM, KOTOpaa COAEPXKUT KpucTannuyeckun (R)-
4-((2-(((1,4-gumeTnn-1H-nnpason-3-mn)(1-MeTUNUMKNONEHTUN)METUI)aMUHO)-3,4-
ANokcoumknoByT-1-eH-1-mn)ammHo)-3-rugpoken-N, N-gumetmnnmkonmHammga MOHOrMgpar,
N, N0 MEHbLUEN MEpPE, OAMH hapMaLEBTUYECKN NPUEMITEMBIN SKCUNNNEHT, pasbaBuTenb
NN HOCUTENb, B NPOM3BOACTBE NEKAPCTBEHHOrO npenapara Anga neveHnsa 3abonesaHun,
COCTOSAHUA WNN  PacCTPOMCTB, KOTOPblE yny4ylwarTca 3a cyeT WHrmbupoBaHua T-
KNETOYHOro XEMOTaKcuca y YernoBeka.

B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodwee n3obpeteHne npegycmarpuBaeT
NPUMEHEHNE hapMaLEBTUYECKON KOMMO3ULMK, KOTOpas COAEPXKNT Kpuctannmiecknn (R)-
4-((2-(((1,4-pnmeTnn-1H-nnpason-3-un)(1-MeTunuMKnoneHTUN)MeTUN)aMmnHo)-3,4-

ANOKCOUMKNOByT-1-eH-1-1n)ammHo)-3-rugpokcn-N, N-gumetmnnmkonmHammaga MOHOrMgpar,
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N, MO MEHbLUEN Mepe, OANH hapMaLeBTUYECKM NPUEMIIEMbIN SKCUMMMEHT, pa3baBuTenb
WNn  HOCWTENnb, B MPOW3BOACTBE [NIEKAPCTBEHHOro npenapara Ana  nedeHus
BOCMNanuTenbHOro 3abonesaHns, COCTOSHUA UK PacCTPOMUCTBA Y YenoBeka.

B opyrom BapuaHTe OCyLleCTBNeHus, HacTodalee n3obpeteHne npegycmarpusaeT
NPUMEHEHNE hapMaLEBTUYECKOW KOMMO3ULMK, KOTOpas COAEPXKUT Kpuctannmiecknn (R)-
4-((2-(((1,4-pnmeTnn-1H-nnpason-3-un)(1-MeTUnUUKNoneHTUN)MeTu)aMmmnHo)-3,4-
ANOKCOUMKNOByYT-1-eH-1-1n)ammHo)-3-rugpokcn-N, N-gumetmnnmkonmHammga MOHOrMA par,
N, MO MEHbLUEN Mepe, OANH hapMaLeBTUYECKN NPUEMIIEMbIN SKCUMMUEHT, pa3baBuTenb
NN HOCUTENb, B NPOM3BOACTBE NEKapCTBEHHOrO npenapara Anga NevYeHnsa ayToMMMYHHOrO
3aboneBaHus, COCTOSAHUS UMM PacCTPOMUCTBA Y YenoBeKa.

B opyrom BapuaHTe OCyLLeCTBNEHUs, HacTodwee n3obpeTteHme npegycmarTpuBaeT
npUMeHeHVe apmaLeBTUYECKON KOMMO3ULMKW, KOTOpasa COAEPXUT Kpuctannmyecknn (R)-
4-((2-(((1,4-pnmeTnn-1H-nupason-3-un)(1-MeTUnUMKNOnNeHTUN)METUI)aMUHO)-3,4-
AnokcoumknobyT-1-eH-1-mn)ammHo)-3-rugpokcn-N, N-gumetmnnmkonmHammga MOHOrMgpar,
N, N0 MEHbLUEN MEpe, 0AMH hapMaLEBTUYECKN NPUEMITEMBIN SKCUMNWEHT, pasbaBuTenb
WNN HOCUTENb, B MPOM3BOACTBE JIEKAPCTBEHHOrO npenapara Ans NedYeHus ncopuasa,
Hecneumdunyeckoro a3BeHHoro konuta, tonesHn KpoHa, BocnanurenbHoro 3abonesaHus
KULLEYHWKa, NCOpUaTUYECKOro apTpuTa, Unn peBMaTtoMaHOro apTpuTa y YenoBeka.

B opyrom BapuaHTe OCyLLeCTBNeHus, HacTodlee n3obpeteHne npegycmarTpuBaeT
NPUMEHEHNE hapMaLEBTUYECKOW KOMMO3ULMK, KOTOpas COAEPXKNUT Kpuctannmiecknn (R)-
4-((2-(((1,4-pnmeTnn-1H-nnpason-3-un)(1-MeTunUUKnoneHTUN)MeTU)aMmmnHo)-3,4-
ANOKCOUMKNOBYT-1-eH-1-1n)ammHo)-3-rugpokcn-N, N-gumetmnnmkonmHammaga MOHOrMpar,
N, NO MEHbLUEN Mepe, OAMH (bapMauleEBTUYECKM NMPUEMIIEMBIA SKCUMMUEHT, pa3baBuTenb
NN HOCUTENb, B NPOU3BOACTBE NEKAPCTBEHHOrO Npenapara Ansa nevYeHus peBmaTomngHoOro
apTpuvTa y Yyenoseka.

B opyrom BapuaHTe OCyLLeCTBNEHUs, HacToswee n3obpeTeHmne npegycmaTpuBaeT
dapmaLeBTMHECKYD KOMOMHALUMIO, KOTOpasa CoaepXuT Kpuctannundeckmn (R)-4-((2-(((1,4-
anmeTtun-1H-nupason-3-un)(1-MeTUnNUMKNONeHTU)METUN )aMUHO)-3,4-ANOKCOLMKIODYT-1-
eH-1-un)ammHo)-3-rngpokcn-N, N-gumeTmnnmkonmHammga MOHOrumapart, U, MO MEHbLUEN
Mepe, OAWH NMPOTUBOBOCNANUTENBHBIA areHT.

B opyrom BapuaHTe OCyLLeCTBNEHUs, HacToswee n3obpeTeHmne npegycmaTpuBaeT

dapmMaLeBTUHECKYD KOMOMHALMIO, KOTOpasa CoaepXuT Kpuctannudeckmin (R)-4-((2-(((1,4-
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anmeTtun-1H-nupason-3-un)(1-MeTUnUMKNONeHTUIT)METUN)aMUHO)-3,4-4NOKCOLMKITODYT-1-
eH-1-1n)ammHo)-3-rngpokcn-N, N-guMmeTmnnmkonmHammga MoHormapar, U, MO MeHbLUeEKN
Mepe, OAWH NPOTUBOBOCMNANNTENBHBIA areHT.

B opyrom BapuaHTe OCyLleCTBNeHus, HacTodalee n3obpeteHne npegycmarpusaeT
cnocob neveHna unu npegynpexaeHus 3aboneBaHun, COCTOAHUW UMK PaCcCTPOUCTB,
KOTOpble yny4warTca 3a cyeT mHrmbuposaHms CCR6 y uyenoBeka, KOTOPbIA BKNOYaeT
BBEAEHME 4YenoBeKy, HyXhawwemMyca B 3TOM, TepaneBTUYeckn IPdeKTUBHOro
KONn4ecTBa hapMaLeBTUYECKOW KOMBUHALMKW, KOTOpas COAEPXKUT Kpuctannuyeckmn (R)-
4-((2-(((1,4-pnmeTnn-1H-nnpason-3-un)(1-MeTUnUMKnoneHTUn)MeTu)aMmmnHo)-3,4-
anokcounknodyT-1-eH-1-mn)ammHo)-3-rmgpokcn-N, N-gumeTnnnmkonmHaMmmga MoHorugpar,
N, NO MEHbLLEW MEPE, OANH NPOTMBOBOCMANUTESNBbHbIN areHT.

B aopyrom BapuaHTe OCyLLeCTBNeHus, HacTodlee n3obpeteHne npegycmarTpusaeT
cnocob neveHuss unu npeaynpexaeHns 3abonesaHui, COCTOSIHUA WU PaCCTPOWCTB,
KOTOPbIE YNy4yLatoTCa 3a CYHET MHMMBMpoBaHMA T-KNETOYHOro XemoTakcuca y 4YernoBeka,
KOTOPbIA BKMOYaET BBEAEHWE YEerioBeKy, HYyXAallWemycsd B 3TOM, TepaneBTU4eCKU
3 PEKTUBHOrO KOonmMyecTea apmaueBTUYECKON KOMBWMHaUMK, KOTopass COLEpPXUT
KpUCTannm4eckum (R)-4-((2-(((1,4-aumeTnn-1H-nnpason-3-mn)(1-
METUNLMKNONEHTUN)METUIT)aMUHO)-3,4-ANOKCOUMNKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCu-
N,N-gumeTunnukonuHammga  MOHOrMapar, n, no  MeHbllen  mepe, O4VH
NPOTUBOBOCMANUTENbHbIN areHT.

B opyrom BapuaHTe OCyLeCTBNEHUs, HacTodwee n3obpeTeHmne npegycmarTpuBaeT
Crnocofb nevYeHns unuv NpeaynpeXxaeHUs BocnanuTensHOro 3aboneBaHns, COCTOAHUA MU
pPacCTpPONCTBa Yy YErOBEKA, KOTOPbIA BKIMHOYAET BBEAEHME YENOBEKY, HYXXAAMOLEMYCHA B
3TOM, TepaneBTMyeckn 3PEPEKTUBHOIO Konmuvectesa dapmaueBTUYECKON KoMBUHaumn,
KoTopass coaepxut  Kpuctannumdeckmn  (R)-4-((2-(((1,4-anmeTtnn-1H-nnpason-3-mn)(1-
METUNLMKNONEHTU)METUIT)aMUHO)-3,4-AMOKCOLMNKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCH-
N,N-oumeTunnukonuHammuga  MOHOrMapar, n, no  MeHbllen  mepe, O4VH
NPOTUBOBOCMANUTESNBHbIN areHT.

B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodwee n3obpeteHne npegycmarpuBaeT
Ccrnocob nevyeHus unu NpeaynpexaeHUs ayToMMMYyHHOro 3aboneBaHus, COCTOSHWUSA WIu
pPacCTpPONCTBa Yy YErioBEKa, KOTOPbIA BKIMHOYMAET BBEAEHME YENOBEKY, HYyXXAAKOLWEMyCHa B

3TOM, TepaneBTMYeckn 3PEPEKTUBHOIO Konmuyectesa dapmaueBTUYECKON KOoMBUHaLmK,
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koTopas cogepxut  kpuctannmyeckmn  (R)-4-((2-(((1,4-pmumeTtrn-1H-nupason-3-mn)(1-
METUMNLMKNONEHTUN)METUI)aMUHO)-3,4-AMOKCOLMKNOBYT-1-eH-1-1n)amMuHO)-3-rnapoKCu-
N,N-gumeTunnukonmHammga  MOHOrMapar, n, no  MEeHbLlen  Mepe, OAVH
NPOTUBOBOCMANUTENBHbIN areHT.

B apyrom BapuaHTe OCyLLecCTBNeHus, HacTodlwee n3obpeteHne npegycmarTpusaeT
cnocob neveHnsa nnm NpepynpexneHus ncopmasa, Hecneumdrnyeckoro S3BEHHOro KonmTa,
BonesHn KpoHa, BocnanutenbHOro 3aboneBaHnsa KULWEYHMKa, NcopuaTUYecKkoro apTpuTa,
UNN PEBMATOMLHOrO apTpuTa y 4YenoBeka, KOTOPbIWM BKIHOYAET BBEAEHME YETNOBEKY,
HY>XOaroLLEMYCH B STOM, TepaneBTUYEeCKM 3dEKTUBHOIO KONM4ecTea hapmaueBTNHeCKon
KOoMOMHaUMK, KoTopasa coaepxut kpuctannudecknn (R)-4-((2-(((1,4-gumeTtun-1H-n1pason-
3-1n)(1-MeTUNUUKNONEHTMUN)METUIT)aMUHO)-3,4-aMOKCOUMKNOBYT-1-eH-1-1n)amumHo)-3-
rmgpokeu-N, N-gumeTunnukonMHaMmmga MoOHormapar, W, N0 MeHblen wmepe, OAWvH
NPOTUBOBOCMANUTENBHbIN areHT.

B gpyrom BapuaHTe OCyLLeCTBNEHWUd, HacTodwee n3obpeteHne npegycmarTpuBaeT
cnocob neyeHns unu npeaynpexaeHns peBMartouagHOro apTputa y 4YenoBeka, KOTOpbIW
BKIMHOYAET BBEAEHME YEIOBEKY, HYXXAALWEMYCA B STOM, TEpaneBTUYECKM SPPEKTUBHOIO
KOnuyecTea hapmMaLeBTUYEeCKOn KOMBUHaLMKM, KOTOpas COAEPXKUT Kpuctannudeckmn (R)-
4-((2-(((1,4-pnmeTnn-1H-nupason-3-un)(1-MeTUnUMKNOnNeHTUN)METUI)aMUHO)-3,4-
AnokcoumknoByT-1-eH-1-mn)ammHo)-3-rugpokcn-N, N-gumetmnnmkonmHammga MOHOrMgpar,
N, N0 MeHbLLEW Mepe, OANH NPOTUBOBOCMANUTENbHbIW areHT.

B opyrom BapuaHTe OCyLLeCTBMEHUS, HacTodwee n3obpeTeHmne npegycmaTpuBaeT
npUMeHeHne papmMaLeBTUHECKON KOMBUHALMKM, KOTopasa CoOAEPXKUT Kpuctannmieckmn (R)-
4-((2-(((1,4-gumeTnn-1H-nnpason-3-mn)(1-MeTUNUMKNONEHTUN)METUI)aMUHO)-3,4-
ANokcoumknoByT-1-eH-1-mn)ammHo)-3-rugpoken-N, N-gumetmnnmkonmHammga MOHOrMgpar,
W, MO MEeHbLlen Mepe, OAWH MPOTUBOBOCMANUTENbHBLIM areHT, B NPOW3BOACTBE
NEKapCTBEHHOrO npenapara Ans nedyeHns 3aboneBaHun, COCTOSHUM UM PacCTPOUCTB,
KOTOpble yny4waroTca 3a cHeT uHrnbunposaHna CCRE y yenoseka.

B npyrom BapuaHTe OCYLLECTBIEHUS, HACTOSALWEE M30DpeTeHmne npegycmaTpuBasT
npUMeHeHne papmMaLeBTUHECKON KOMBUHaLMKM, KOTopas CoOAEPXUT Kpuctannmieckmn (R)-
4-((2-(((1,4-pnumeTnn-1H-nnpason-3-1n)(1-MeTUnUUKNONeHTUN)METUN)aMUHO)-3,4-
ANOKCoUMKIoByT-1-eH-1-un)ammHo)-3-rugpoken-N, N-gumetmnnmkonmHammga MOHOrMgpar,

W, MO MEHblUeW Mepe, OAMH MPOTMBOBOCNANUTENbHBLIA areHT, B NPON3BOACTBE
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NEKapCTBEHHOrO npenapara Ans nedyeHns 3aboneBaHun, COCTOSIHUMA UM PacCTPOUCTB,
KOTOPbIE YNy4yLLAtoTCAa 3a CHET MHIMBUPOBaHNA T-KNeTOYHOro XeMOTakcuca y YernoBseka.

B opyrom BapuaHTe OCyLLECTBNEHMS, HacTosWee M3obpeTeHmne npegycmaTpuBaeT
npUMeHeHne papmMaLeBTUHECKON KOMBUHaLMKM, KOTopasa CoAEPXUT Kpuctannmieckmn (R)-
4-((2-(((1,4-pnumeTnn-1H-nnpason-3-1n)(1-MeTUnUUKNONeHTUN)METUN)aMUHO)-3,4-
ANoKkcoUMKoByT-1-eH-1-un)ammHo)-3-rugpoken-N, N-gumetmnnmkonmHammga MOHOrMgpar,
W, MO MEHbLlen Mepe, OAWH NPOTUBOBOCMANUTENbHBLIM areHT, B NPOW3BOACTBE
NeKapCTBEHHOrO npenapata Ans NeYeHus BocnanuTenbHOro 3aboneBaHus, COCTOSHUS
NNV PacCTPONCTBA Yy YeroBeka.

B apyrom BapuaHTe OCyLLecCTBNeHWs, HacTodlee n3obpeTeHne npegycmaTpusaeT
npUMeHeHVe papmMaLeBTUYECKON KOMBUHALMKM, KOTopas COAEPXUT Kpuctannmieckmn (R)-
4-((2-(((1,4-pnmeTnn-1H-nnpaszon-3-un)(1-MeTunuUUKNoneHTU)MeTuI)aMmmnHo)-3,4-
ANOKCoUMKIOByT-1-eH-1-1n)ammHo)-3-rugpokcn-N, N-gumetTmnnmkonmHammaa MOHOrMApar,
W, MO MEHbLlEN Mepe, OAWH NPOTUBOBOCMANUTENbHBLIM areHT, B MNPOW3BOACTBE
nekapCcTBEHHOro npenapara Ans nevYeHus ayTouMMyHHOro 3aboneBaHuns, COCTOAHUS UIu
paccTpoONCTBa y YenoBeka.

B aopyrom BapuaHTe OCyLLeCTBNeHus, HacTodlwee n3obpeteHne npegycmarpusaeT
npUMeHeHne hapmMaueBTUYECKON KOMBUHALMK, KOTopas COAEPXUT Kpuctannmieckmn (R)-
4-((2-(((1,4-pnmeTnn-1H-nnpason-3-un)(1-MeTunuuKnoneHTUn)MeTu)aMmmHo)-3,4-
anokcounknodbyT-1-eH-1-mn)ammHo)-3-rngpokcn-N, N-gumeTnnnmkonmHaMmmaa MoHoruapar,
W, MO MEHbLUEN Mepe, OAWH NPOTUBOBOCMANUTENbHBLIM areHT, B MNPOW3BOACTBE
NekapCTBEHHOro npenapaTta Ang feyYeHus ncopuasa, Hecneumduyeckoro A3BeHHOro
konuta, 6onesHn KpoHa, BocnanutensHoro 3aboneBaHust KULIEYHUKE, NCOpUaTUYeCcKoro
apTpuvTa, UnM peBMaToMLHOro apTpuTa y YernoBeka.

B apyrom BapuaHTe OCyLLeCTBNeHWs, HacTodlee n3obpeTeHne npegycmarTpusaeT
NpUMeHeHne papmMaLeBTUYECKON KOMBUHALMKM, KOTopas COAEPXUT Kpuctannmueckmn (R)-
4-((2-(((1,4-pnmeTnn-1H-nnpaszon-3-un)(1-MeTunuuKnoneHTU)MeTuI)aMmmnHo)-3,4-
ANoKkcoUMKnoByT-1-eH-1-1n)ammHo)-3-rugpokcn-N, N-gumeTmnnmkonmHammaa MOHOIrMApar,
W, MO MEHbLlEN Mepe, OAWH NPOTUBOBOCMANUTENbHBLIM areHT, B MNPOW3BOACTBE
neKapcTBEHHOro npenapara ANa NeYeHna peBMaTongHoro apTpuTa y Yenoseka.

B gpyrom BapuaHTe OCyLLeCTBNEHUs, HacToswee n3obpeTeHmne npegycmaTpmBaeT

KPUCTannm4eckmm (R)-4-((2-(((1,4-aumeTnn-1H-nnpason-3-mn)(1-
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METUNLMKNONEHTUN)METUIT)aMUHO)-3,4-AMOKCOUMNKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCu-
N,N-gumeTtunnukonuHammaa, 0,5 KkansuymeBon conu, MoHornapar.

B apyrom BapuaHTe OCyLLECTBREHUs, HacTosiee n3obpeTeHre npegycmaTpusaeT
KpUCTannm4eckum (R)-4-((2-(((1,4-aumeTnn-1H-nnpason-3-mn)(1-
METUIUMKNONEHTUN)METUN)AaMUHO)-3,4-ANOKCOLMKNOBYT-1-eH-1-1N)aMUHO)-3-TMAPOKCU-
N,N-gumeTtunnukonuHammga, 0,5 kanbUMeBOWM CONMK, MOHOrmgpaT, KOTOpbIA WUMEET
PEHTreHOBCKYH ANPPaKLMOHHYHO KapTUHY, KOTOpas COAEPXKUT ANDPaKUMOHHbIE NMUKkK 7,8 £
0,2,10,3+0,2, 10,7 £ 0,2 rpagycoB ABa TeTa.

B apyrom BapuaHTe OCyLLECTBNEHUS, HacTosee n3obpeTeHre npegycmaTpmBaeT
KpUcTannm4eCcKnmn (R)-4-((2-(((1,4-pnmeTnn-1H-nnpason-3-un)(1-
METUINLMKNONEHTUI)METUIT)aMUHO)-3,4-AMOKCOLMNKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCu-
N,N-gumetunnmkonuHamuaa, 0,5 KanbuMeBOoW COMM, MOHOrMapaT, KOTOPbIA UKMeeT
PEHTIEHOBCKYHO ANMDPAKLMOHHYHO KapTUHY, KOTopas COAEPKUT ANDPaKLUMOHHbIE NUKK 7,8 £
0,2,10,3+0,2,10,7+£0,2,15,5+£0,2, n 18,4 £ 0,2 rpagycos gBa TeTa.

B apyrom BapuaHTe OCyLLecCTBNeHWs, HacTodlee n3obpeTeHne npegycmaTpusaeT
KPUCTannm4eckum (R)-4-((2-(((1,4-aumeTnn-1H-nnpason-3-mn)(1-
METUMNLMKNONEHTMUN)METUI)aMUHO)-3,4-AMOKCOLMKNOBYT-1-eH-1-1n)amMuHO)-3-rnapoKCH-
N,N-gumeTtunnukonuHammga, 0,5 kanbUMeBOWM CONKW, MOHOrMapaT, KOTOpbIA WUMEET
PEHTreHOBCKYH ANMPaKLMOHHYIO KapTUHY, KOTOpas COAEPXKUT ANDPaKLUMOHHbIE NMUKK 7,7 £
02,78+02,103+0,2, 10,7+0,2,155+0,2,17,0£0,2,184+0,2,20,8+0,2,n210 £
0,2 rpagycoB fBa TeTa.

B apyrom BapuaHTe OCyLLECTBNEHUS, HacToswee n3obpeTteHre npegycmatpmBaeT

KpUCTanm4ecKnin (R)-4-((2-(((1,4-pumeTnn-1H-nupason-3-un)(1-
METUMNLMKNONEHTUN)METUI)aMUHO)-3,4-0MOKCOLMKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCu-
N N-gpumetunnukonuHammnga, 0,5 kanbuMeBOM CONKM, MOHOrMAPaT, KOTOPbIM MMEET
PEHTrEHOBCKYHO ANMPaKLMOHHYIO KapTUHY, KOTOopas COAEPKUT ANDPaKLUMOHHbIE NMUKK 7,7 £
02,78+02, 10,3+0,2,10,7+0,2,155+0,2,17,0+0,2, 184+ 0,2, 20,5+ 0,2, 20,8 +
0,2,21,0£0,2,24,0+0,2, 1256 £ 0,2, rpagycoB ABa TeTa.

B apyrom BapuaHTe OCyLLECTBNEHUS, HacTosee n3obpeTeHre npegycmaTpmBaeT
KpUcTannm4eCcKnmn (R)-4-((2-(((1,4-pnmeTnn-1H-nnpason-3-mun)(1-
METUNLMKNONEHTU)METUIT)aMUHO)-3,4-AMOKCOLMNKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCH-

N,N-gumeTtunnukonuHammga, 0,5 KanbUMeBOW CONKW, MOHOrMgpaT, KOTOpbIA WUMEET

39



10

15

20

25

30

PEHTrEHOBCKYHO ANMPaKLMOHHYIO KapTUHY, KOTOopas COAEPKUT ANDPaKLUMOHHbIE NUKK 7,7 £
02,78+02 103+0,2,10,7+0,2,119+0,2, 136 +0,2,155+0,2, 166 £0,2, 17,0 £
02,184 +0,2,205+£02,208+02,21,0+£02,223+£02,240+£02,249+02,256+
0,2,26,1+0,2,31,3+£0,2, 31,4 £0,2, rpagycos fBa TeTa.

B apyrom BapuaHTe OCyLLecCTBNeHus, HacTodlwee n3obpeteHne npegycmarTpusaeT
KPUCTannm4eckum (R)-4-((2-(((1,4-aumeTnn-1H-nnpason-3-mn)(1-
METUMLMKNONEHTMUN)METUI)aMUHO)-3,4-AMOKCOLMKNOBYT-1-eH-1-1n)amMuHO)-3-rnapoKCH-
N,N-gumeTtunnukonuHammaa, 0,5 kanbUMeBOWM CONK, MOHOrMapaT, KOTOpbIA WUMEEeT
PEHTreHOBCKYH ANPPaKLUMOHHYIO KapTUHy, kKoTopas cogepxut oT 3 0 10 gndpakyMOHHbIX
NMUKOB, NpeacTaBneHHbIX B Tabnuue 10.

B apyrom BapuaHTe OCyLLECTBMEHUS, HacTosiee n3obpeTeHre npegycmatpmBaeT
KpUCTannm4eckum (R)-4-((2-(((1,4-aumeTnn-1H-nnpason-3-mn)(1-
METUNLMKNONEHTUN)METUIT)aMUHO)-3,4-AMOKCOLUMKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCH-
N,N-gumeTtunnukonuHammga, 0,5 kanbuMeBoW CONKW, MOHOrmgpaT, KOTOpbIA WUMEET
PEHTTEHOBCKYIO ANMPPaKUMOHHYIO KapTUHY, KOTOpas COAEPKUT ANPDPaKUMOHHBLIE MUKM,
npeacrtaeneHs! B Tabnumue 10.

B apyrom BapuaHTe OCyLLECTBMEHUS, HacToswee n3obpeTeHre npegycmarpmBaeT
KPUCTanmm4eckum (R)-4-((2-(((1,4-aumeTnn-1H-nnpason-3-mun)(1-
METUMNLMKNONEHTUN)METUI)aMUHO)-3,4-0MOKCOLMKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCu-

N N-gumetunnukonuHammnga, 0,5 kanbUMeEBOM CONKM, MOHOrMApPaT, KOTOPbIM WMEET
PEHTITEHOBCKYIO AUIPAKLMOHHYHO KapTUHY, Kak n3obpaxeHo Ha durype 12.

B apyrom BapuaHTe OCyLLEeCTBNEHUS, HacTosLwee n3obpeTeHre npegycmarpmBaeT
KpUCTanm4ecKnin (R)-4-((2-(((1,4-pumeTnn-1H-nupason-3-un)(1-
METUMNLMKNONEHTUN)METUI)aMUHO)-3,4-0MOKCOLMKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCu-

N N-pumetunnukonuHammaa, 0,5 kanbumeBoW CONW, MoHormapaTr Ans NPUMEHEHWE B
Ka4yecTBe fiekapCTBEHHOrO Npenapara.

B apyrom BapuaHTe OCyLLECTBEHUS, HacToswee n3obpeTeHre npegycmarpmBaeT
KPUCTannm4eckum (R)-4-((2-(((1,4-aumeTnn-1H-nnpason-3-mn)(1-
METUMNLMKNONEHTMU)METUIT)aMUHO)-3,4-AMOKCOLMKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCu-

N N-pumetunnukonuHammaa, 0,5 kanbumeBoW CONW, MoHormapaTr Ans NPUMEHEHWE B
NeYeHU Unu npeaynpexaeHnn 3aboneBaHu, COCTOSIHUA UM PacCTPOWCTB, KOTOPbIE

ynyJarTca 3a cyeT nHrmbmposaHnsa CCR6 y yenoseka.
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B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodawee n3obpeteHne npegycmarpuBaeT
cnocob neveHVs wunu npeaynpexaeHna 3aboneBaHu, COCTOSHUA WM PacCTPOWUCTB,
KOTOpble yny4warTcsa 3a cyeT mHrmbupoBaHms CCR6 y uyenoBeka, KOTOPbIA BKOYaeT
BBEAEHME 4YenoBeKy, HyXhawwemyca B 3TOM, TepaneBTUYeCKn SPdeKTUBHOro
Konm4yecTea KpUCTannm4eckoro ((R)-4-((2-(((1,4-gnmeTnn-1H-nnpason-3-un)(1-
METUNLMKNONEHTUN)METUIT)aMUHO)-3,4-AMOKCOUMNKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCu-
N,N-gumeTtunnukonuHammaa, 0,5 kansuymeBom conu, MoHornapara.

B opyrom BapuaHTe OCyLLECTBMNEHMS, HAcTosLWEee n3obpeTeHmne npegycmaTpuBasT
cnocob neveHuss unu npegynpexgeHnsa 3aboneBaHu, COCTOSHUA WU PacCTPOWCTB,
KOTOPbIE YNy4YLATCa 3a CYHET MHMMOUPOBaHWA T-KNETOYHOro XemoTakcuca y 4YeroBeka,
KOTOPbIA BKMOYaET BBEAEHME YEIOBEKY, HYXAAKLWEMyCs B 3TOM, TepaneBTUYECKU
aPPeKkTUBHOrO Konuyectea kpuctannudeckoro (R)-4-((2-(((1,4-aumeTtmn-1H-nnpason-3-
nn)(1-MeTUNUMKNONEHTUN )METUN)aMMHO)-3,4-anoKkcounknobyT-1-eH-1-nn)ammHo)-3-
rngpoken-N, N-gumetunnukonmHammga, 0,5 kansumeBon conm, MoHorngpara.

B apyrom BapuaHTe OCyLLeCTBIEeHUS, HacTodlee n3obpeTeHne npegycmaTpusaeT
cnocob nedeHns unn NpeaynpexaeHns BocnanuTenbHbIx 3aboneBaHun, COCTOSHUA UIK
PacCTPOUCTB Yy YernoBeka, KOTOPbLIA BKMHOYAET BBEAEHWE YEerioBeKy, HyxarLemycs B
3TOM, TepaneBTUYECKM 3PPEKTUBHOIO Konmyectea Kpuctannumyeckoro (R)-4-((2-(((1,4-
anmeTtun-1H-nupason-3-un)(1-MeTunUMKNONeHTU)MeTUN )aMmHO)-3,4-4NOKCOLMKIODYT-1-
eH-1-1n)ammnHo)-3-rngpokcn-N, N-gumetTnnnukonmHamunga, 0,5 KanbLumMeBomn conw,
MOHormgpara.

B aopyrom BapuaHTe OCyLLeCTBNeHus, HacTodlwee n3obpeteHne npegycmarTpuBaeT
cnocob neyeHus UNn NPefynpexneHUss ayTOMMYHHbIX 3aboneBaHun, COCTOSHUA WUIn
PacCTPONCTB Yy YernoBeka, KOTOPbIA BKMOYAET BBEAEHWE YEroBeKy, HyXAarLemycs B
3TOM, TepaneBTUYecKn SPPEKTUBHOrO Konmyectea Kpuctannumdeckoro (R)-4-((2-(((1,4-
anmeTtun-1H-nupason-3-un)(1-MeTUnUMKNONeHTUT)METUM)aMMHO)-3,4-4NOKCOLMKIODYT-1-
eH-1-un)ammHo)-3-rngpokcn-N, N-gumeTmnnmkonmHammnaa, 0,5 KanbLmMeBomn conu,
MOHormgpara.

B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodwee n3obpeteHne npegycmarpuBaeT
cnocob neveHnsa nnu NpefynpexaeHus ncopmasa, Hecneynruyeckoro S3BeHHOro KonmTa,
Bonesnn KpoHa, BocnanuMtenbHOro 3aboneBaHnsa KULWEYHMKE, NMCopuaTUYeCcKoro apTpuTa,

WM PEBMATOMAHOINO apTpuTa y 4YenoBeKa, KOTOPbIN BKMHOYAET BBELEHWE YENIOBEKY,
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Hy>XZatoLeMyCcsl B 9TOM, TepaneBTUYeCKn 3PPEKTMBHOrO KONMMYeCTBa KpUCTaNInM4YeCcKkoro
(R)-4-((2-(((1,4-onmeTnn-1H-nnpason-3-1n)(1-MeTUNUMKNONEHTUN )METUN)aMUHO)-3,4-
ANokcoUMknoByT-1-eH-1-un)ammHo)-3-rugpoken-N, N-gumetmnnmkonmHamunaa, 0,5
KanbuneBou CONnu, MoHormapara.

B apyrom BapuaHTe OCyLLeCTBeHUs, HacTodlwee n3obpeTeHne npegycmarTpusaeT
crnocob neyeHns unu npeaynpexaeHns peBMartouMagHOro apTputa y YenoBeka, KOTOPbIN
BKIMHOYAET BBEAEHWE YErOBEKY, HyXAalLWeMyCcs B 9TOM, TepaneBTUYECKn 3PPEKTUBHOIO
KonmyecTea KpucTannmyeckoro (R)-4-((2-(((1,4-aumeTnn-1H-nnpason-3-mn)(1-
METUMNLMKNONEHTUN)METUI)aMUHO)-3,4-0MOKCOLMKNOBYT-1-eH-1-1n)amMuHO)-3-rnapoKCH-

N N-gpumetunnukonuHammnga, 0,5 kanbumeBon conu, MmoHormapara.

B opyrom BapuaHTe OCyLLeCTBNEHUs, HacTodwee n3obpeTteHme npegycmarTpuBaeT
npUMeHeHue KpucTannm4yeckoro (R)-4-((2-(((1,4-aumeTnn-1H-nnpason-3-mn)(1-
METUNLMKNONEHTUN)METUIT)aMUHO)-3,4-AMOKCOLUMKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCH-
N,N-gumeTtunnukonuHammaga, 0,5 kanbumeBoW cOnM, MOHorugpaTa, B MNPOU3BOACTBE
NEKapCTBEHHOrO npenapara Ans nevyeHusa 3aboneBaHui, COCTOSIHUA UM PacCTPOWNCTB,
KOTOpble yny4warotrcs 3a cyeT uHrmbunposaHna CCR6 y yenoseka.

B aopyrom BapuaHTe OCyLLeCTBNeHus, HacTodlwee n3obpeteHne npegycmarpusaeT
NnpUMeHeHne KpUcTannm4yeckoro (R)-4-((2-(((1,4-aumeTnn-1H-nnpason-3-mun)(1-
METUMNLMKNONEHTUN)METUI)aMUHO)-3,4-0MOKCOLMKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCu-

N N-pumetunnukonuHammpa, 0,5 kanbumeBoM COMM, MoOHOrMapaTta, B MNPOU3BOACTBE
NEKapCTBEHHOrO npenapara Ans nedveHns 3aboneBaHun, COCTOSHUM UM PacCTPOUCTB,
KOTOPbIE YNy4LLatoTCAa 3a CHET MHIMBUpPoBaHNA T-KNeTOYHOro XeMOTakcuca y YernoBeka.

B npyrom BapuaHTe OCyLLECTBNEHMS, HacTosLWwee n3obpeTeHne npegycmaTpuBasT
npUMeHeHue KpucTannmyeckoro (R)-4-((2-(((1,4-aumeTnn-1H-nnpason-3-mn)(1-
METUINUMKNONEHTUN)METUN)AaMUHO)-3,4-ANOKCOLMKNOBYT-1-eH-1-1N)aMUHO)-3-TMAPOKCH-
N,N-gumeTtunnukonuHammaga, 0,5 kanbuMeBoM CONM, MOHoruapaTa, B MNPOU3BOACTBE
nekapCTBEHHOro npenapata Ans NeYeHus BocnanuTenbHOro 3aboneBaHus, COCTOAHUSA
NN PacCTPONCTBA Yy YeroBeka.

B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodwee n3obpeteHne npegycmarpuBaeT
NPUMEHEHne KpUCTanImn4eckoro (R)-4-((2-(((1,4-pnumeTnn-1H-nnpason-3-mun)(1-
METUNLMKNONEHTU)METUIT)aMUHO)-3,4-AMOKCOLMNKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCH-

N,N-gumeTtunnukonuHammaa, 0,5 kanbuMeBOoW COMM, MOHOrMgpaTt, B MNPOU3BOACTBE
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nekapCTBEHHOro npenaparta Ans NnevYeHus ayToMMMYyHHOro 3aboneBaHns, COCTOAHUS U
paccTponCTBa y YenoBeka.

B opyrom BapuaHTe OCyLLECTBNEHMS, HacTosWee M3obpeTeHmne npegycmaTpuBaeT
npUMeHeHue KpucTannmyeckoro (R)-4-((2-(((1,4-aumeTnn-1H-nnpason-3-mun)(1-
METUIUMKNONEHTUN)METUN)AaMUHO)-3,4-ANOKCOLMKNOBYT-1-eH-1-1N)aMUHO)-3-TMAPOKCU-
N,N-gumeTtunnukonuHammga, 0,5 kanbumeBoW cOnM, MOHoruapaTa, B MNPOU3BOACTBE
nekapCcTBEHHOro npenapaTta Ang feyYeHus ncopuasa, Hecneumguyeckoro A3BeHHOro
konuta, 6onesHn KpoHa, BocnanutensHoro 3aboneBaHust KULIEYHUKE, NCOpUaTUYeCcKoro
apTpuvTa, UnM peBMaToMLHOro apTpuTa y YernoBeka.

B apyrom BapuaHTe OCyLLecCTBNeHWs, HacTodlee n3obpeTeHne npegycmaTpusaeT
npUMeHeHue KpucTannmyeckoro (R)-4-((2-(((1,4-aumeTnn-1H-nnpason-3-mun)(1-
METUMLMKNONEHTMUN)METUI)aMUHO)-3,4-AMOKCOLMKNOBYT-1-eH-1-1n)amMuHO)-3-rnapoKCH-
N,N-gumeTtunnukonuHammaa, 0,5 kanbuMeBOW COMM, MOHOrMapaT, B MNPOU3BOACTBE
nekapCTBEHHOro Npenapara ANa NeYeHna peBMaTongHoro apTpura y Yenoseka.

B apyrom BapuaHTe OCyLLecCTBNeHWs, HacTodlee n3obpeTeHne npegycmaTpusaeT
dhapmMaLeBTUHECKYD KOMMO3ULMIO, KOTOpas COAEPXKUT Kpuctannmdeckmn (R)-4-((2-(((1,4-
anmeTtun-1H-nupason-3-un)(1-MeTUnUUKNONeHTU)MeTUN)aMMHO)-3,4-4NOKCOLMKNODYT-1-
eH-1-un)ammHo)-3-rngpokcn-N, N-gumeTmnnmkonmHammnaa, 0,5 «kanbuweBon  comu,
MOHOrMApaT, W, N0 MeHbLUEN Mepe, oauH PapMaLeBTUYECKN NPUEMIEMBIA SKCUMUMMUEHT,
pasbasuTens UM HOCUTESb.

B opyrom BapuaHTe OCyLeCTBNEHUs, HacTodwee n3obpeTeHmne npegycmarTpuBaeT
cnocob nevyeHus wunu npegynpexaeHna 3aboneBaHu, COCTOSHUA WU PacCTPOWCTB,
KOTOpblE yny4laTcsa 3a cyeT mHrmbupoBaHms CCR6 y uyenoBeka, KOTOPbIA BKOYaET
BBEAEHME 4YenoBeKy, HyXKAawwemMyca B 3TOM, TepaneBTUYeCKn SPdeKTUBHOro
KonmyecTea hapmMaueBTUHYECKOM KOMMO3NLNKN, KOTOPasa COAEPXKUT Kpuctannmueckmn (R)-4-
((2-(((1,4-aumeTnn-1H-nnpason-3-un)(1-MeTUNUUKNONEHTUN)METU)aMUNHO)-3,4-
ANOKCoUMKNoByT-1-eH-1-1n)ammHo)-3-rngpoken-N, N-gumetmnnmkonmHammnaa, 0,5
KanbUneBoOM COMM, MOHOrmapar, W, N0 MEHbLUEN Mepe, OAuH (apMaueBTUYECKN
NpYeMnEeMbIV 3KCUMNUEHT, pasbaBuTens UM HOCUTENMb.

B apyrom BapuaHTe OCyLLeCTBNeHWs, HacTodlee n3obpeTeHne npegycmarTpusaeT
cnocob neveHuss unu npegynpexaeHns 3aboneBaHu, COCTOSHUA WU PaCcCTPOWCTB,

KOTOPbIE YNy4LIaOTCs 3a CYET UHMMOMPOBaHMA T-KNETOYHOro XemoTakcuca y YenoBeka,
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KOTOPbIA BKMOYAET BBEAEHWE YErOBEKY, HYXAAKLWEeMyCcs B 3TOM, TepaneBTUYECKU
3 PEKTUBHOrO  KoNuyecTesa apMaueBTUYECKOM  KOMMO3ULMKW, KOTOpas COAEPXUT
KPUCTannm4eckum (R)-4-((2-(((1,4-aumeTnn-1H-nnpason-3-mn)(1-
METUMNLMKNONEHTMUN)METUI)aMUHO)-3,4-4MOKCOLMKNOBYT-1-eH-1-1n)amMuHO)-3-rngpoKCu-

N N-pumetunnukonuHammaa, 0,5 kanbumMeBon CONM, MOHOrMAPaT, WU, NO MEHbLUEN MEPE,
OAVH bapMaueBTUYECKN NPUEMIEMbIN SKCLUMMUEHT, pa3baBuTenb NN HOCUTENb.

B aopyrom BapuaHTe OCyLLeCTBNeHus, HacTodlee n3obpeteHne npegycmarTpusaeT
crnocob neveHns UM NpeaynpeXaeHUs BocnanuTenbHOro 3aboneBaHns, COCTOSHUA MU
pPaccTpoONCTBa Yy YeroBeKka, KOTOPbIA BKIMHOYAET BBEAEHWE YENOBEKy, HyXAarLemMyCsa B
3TOM, TepaneBTUYECKM 3S(PPEKTUBHOrO KONMYecTea apmMaueBTUYECKON KOMMO3ULMK,
koTopas cogepxut  kpuctannmdeckun  (R)-4-((2-(((1,4-pmmeTtrn-1H-nupason-3-un)(1-
METUMLMKNONEHTMUN)METUI)aMUHO)-3,4-AMOKCOLMKNOBYT-1-eH-1-1n)amMuHO)-3-rnapoKCH-
N,N-gumeTtunnukonuHammaa, 0,5 kanbUMeBon CONMM, MOHOTMAPAT, W, NO MEHbLUEN Mepe,
OAVH bapMaueBTUYECKN NPUEMINEMBIN SKCUMMUEHT, pa3baBuTernb NN HOCUTENb.

B apyrom BapuaHTe OCyLLecCTBNeHWs, HacTodlee n3obpeTeHne npegycmaTpusaeT
crnocob neyeHus unu NpeaynpexXaeHMs ayToMMMYyHHOro 3aboneBaHus, COCTOSHUSA WIu
pPacCcTpPoONCTBa Yy YeroBeKka, KOTOPbIM BKMHOYAET BBEAEHWE YENOBEKYy, HyXAarLwemMyCsa B
3TOM, TepaneBTUYEeCKM SDPEKTUBHOIO KONMMYEeCTBa (hapmaLeBTUYECKON KOMMO3NLMN,
koTopas cogepxut  kpuctannmydeckmn  (R)-4-((2-(((1,4-pmmeTtrn-1H-nmnpason-3-un)(1-
METUINUMKNONEHTUN)METUN)AaMUHO)-3,4-ANOKCOLMKNOBYT-1-eH-1-1N)aMUHO)-3-TMAPOKCHK-
N,N-gumeTtunnukonuHammaa, 0,5 kanbUuMeBon CONMM, MOHOTMAPAT, W, NO MEHbLUEN Mepe,
OAVH bapMaueBTUYECKN NPUEMINEMbIN SKCUMMUEHT, pa3baBuTenb NN HOCUTENb.

B npyrom BapuaHTe OCyLLECTBMNEHMS, HACcTosLWee M30bpeTeHmne npegycmaTpuBasT
cnocob neveHnsa nnm NpeaynpexaeHus ncopmasa, Hecneymdruyeckoro S3BeHHOro KonmTa,
BonesHn KpoHa, BocnanutenbHOro 3abonesaHnsa KUWEYHWKa, NcopuaTUYeckoro apTpuTa,
UNN PEBMATOMLHOrO apTpuTa y 4YenoBeka, KOTOPbIW BKIHOYAET BBEAEHME YETNOBEKY,
HY>XOaroLLEMYCA B STOM, TepaneBTUYeCKM 3MEKTUBHOIO KONMYeCcTBa papmaueBTUHeCKon
KOMMO3NLMK, KOTOpas coaepxuT kpuctannmyeckmun (R)-4-((2-(((1,4-gpumeTun-1H-nnpason-
3-mn)(1-MeTUNUUKNONEHTMUN)METUIT)aMUHO)-3,4-AMOKCOUMKNOBYT-1-eH-1-1n)amumHo)-3-
rmgpokcn-N, N-gnmetunnukonumHammaa, 0,5 kanbumeBoW cConu, MoHorugpaT, W, no
MEHbLUEN Mepe, OAWH hapMaueBTUYECKN MPUEMIEMBIA SKCUMMMEHT, pasbaButens unu

HOCUTEIb.
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B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodawee n3obpeteHne npegycmarpuBaeT
Cnocob neyeHns unu npeaynpexaeHns peBMartouagHOro apTputa y YenoBeka, KOTOpbIW
BKITHOMAET BBEAEHME YENOBEKY, HYXAAOLWEMYCS B STOM, TEpPanNeBTUYECKM SPPEKTUBHOIO
KonnyecTea papmaLeBTUHYECKON KOMMO3ULMKN, KOTOpasa COLEPXUT Kpuctannuieckmn (R)-4-
((2-(((1,4-pumeTnn-1H-nnpason-3-un)(1-MeTUNUMKNONEHTUN)METU)aMUHO)-3,4-
ANokcoumknoByT-1-eH-1-mn)ammHo)-3-rugpoken-N, N-gumetmnnmkonmHammaa, 0,5
KanbUnMeBoM COMW, MoHormapar, W, N0 MeHblen Mepe, OoAuH dapMaueBTUYECKU
NpYEMNEMBIV SKCUMMUEHT, pasbaBuTens UM HOCUTENMb.

B opyrom BapuaHTe OCyLLeCTBNeHus, HacTodlee n3obpeteHne npegycmarpuBaeT
NPUMEHEHNE hapMaLEBTUYECKOW KOMMO3ULMK, KOTOpas COAEPXKUT Kpuctannmiecknn (R)-
4-((2-(((1,4-pnmeTnn-1H-nupason-3-un)(1-MeTunuuKnoneHTUn)MeTu)aMmmnHo)-3,4-
ANOKCoUMKNoByT-1-eH-1-nn)ammHo)-3-rngpoken-N, N-gumetmnnmkonmHammnaa, 0,5
KanbuneBoOM COMM, MOHOrmapar, W, N0 MEHbLIEW Mepe, OAuH (apMaleBTUYECKN
NpYEMINEMBIA 3KCUMMUEHT, pa3baBuTenb UNn HOCUTENb, B NPOM3BOACTBE NEKapCTBEHHOMO
npenapara pana nedeHna 3aboneBaHuM, COCTOSHUW WNKM  PacCTPOUCTB, KOTOpbIE
ynyJaroTca 3a cyeT nHrmbmposarmna CCR6 y yenoseka.

B aopyrom BapuaHTe OCyLLeCTBNeHus, HacTodlwee n3obpeteHne npegycmarpusaeT
NpUMEHeHne hapMaLeBTUHYECKON KOMMO3ULMK, KOTOpas COAEPXKUT KpucTannmyeckun (R)-
4-((2-(((1,4-pnmeTnn-1H-nnpason-3-un)(1-MeTunuuKnoneHTUn)MeTu)aMmmHo)-3,4-
anokcoumnknodbyT-1-eH-1-mn)ammHo)-3-rngpokcn-N, N-gumetTnnnukonmHammnaa, 0,5
KanbUneBoM COMW, MoHormapar, W, MO0 MeHbLeENn Mepe, OAuH (hapMaueBTUYECKN
NpYeMNEeMbIV 3KCUUMNUEHT, pa3baButernb U HOCUTENb, B NPOM3BOACTBE NEKapCTBEHHOMO
npenapata Ana nedveHns 3aboneBaHUA, COCTOSHUA WU PacCTPOUCTB, KOTOpble
yny4LlarTCa 3a CHET MHIMBMpPOBaHNA T-KNeTOYHOro XeMOoTakcuca y Yenoseka.

B apyrom BapuaHTe OCyLLeCTBeHUs, HacTodlee n3obpeTeHne npegycmarTpusaeT
NpUMEHEHVe hapMaLeBTUHYECKON KOMMO3NLMKW, KOTOpas COAEPXKUT KpucTannmyeckun (R)-
4-((2-(((1,4-pnmeTnn-1H-nnpaszon-3-un)(1-MeTunuuKnoneHTU)MeTuI)aMmmnHo)-3,4-
ANokcoUmknoByT-1-eH-1-1n)ammHo)-3-rnapoken-N, N-gumetmnnmkonmHamunaa, 0,5
KanbUneBoM COMW, MoHormapar, W, N0 MeHbLeWn Mepe, OAuH apMaueBTUYECKU
NpYeMNEeMbIA 3KCUUMUEHT, pa3baButernb U1 HOCUTENb, B NPOU3BOACTBE NEKapCTBEHHOMO
npenapara Ans nedYeHrs BocnanutTensHoro 3abonesaHns, COCTOSHUSA U pacCTPONCTBa y

yeroBeka.
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B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodawee n3obpeteHne npegycmarpuBaeT
NpUMeHeHWe apmMaLeBTUHECKON KOMMNO3NLMKM, KOTOPasa COAEPXKUT KpucTannuyeckun (R)-
4-((2-(((1,4-pnmeTnn-1H-nnpason-3-un)(1-MeTUnUUKNOnNeHTUN)METUI)aMUHO)-3,4-
ANokcoumknobyT-1-eH-1-mn)ammHo)-3-rmgpoken-N, N-gumetmnnmkonmHamunaa, 0,5
KanbunmesoM COMW, MoHormapar, W, MO MeHblen Mepe, OAWH dapMaLeBTUYECKN
NpYEMINEMBIA 3KCUMMUEHT, pa3baBuTernb N HOCUTENb, B MPOM3BOACTBE NEKapPCTBEHHOMO
npenaparta Ang neyYyeHns ayToMMMYHHOro 3aboneBaHus, COCTOAHUA UM paccTponcTea y
YyenoBseka.

B opyrom BapuaHTe OCyLLeCTBNeHus, HacTodlee n3obpeteHne npegycmarpuBaeT
NPUMEHEHNE hapMaLEBTUYECKOW KOMMO3ULMK, KOTOpas COAEPXKUT Kpuctannmiecknn (R)-
4-((2-(((1,4-pnmeTnn-1H-nupason-3-un)(1-MeTunuuKnoneHTUn)MeTu)aMmmnHo)-3,4-
ANOKCoUMKNoByT-1-eH-1-nn)ammHo)-3-rngpoken-N, N-gumetmnnmkonmHammnaa, 0,5
KanbuneBoOM COMM, MOHOrmapar, W, N0 MEHbLIEW Mepe, OAuH (apMaleBTUYECKN
NpYEMINEMBIA 3KCUMMUEHT, pa3baBuTenb UNn HOCUTENb, B NPOM3BOACTBE NEKapCTBEHHOMO
npenapara Ana nevYeHus ncopuasa, HecneumduyecKkoro £3BEHHOro Konurta, 60nesHw
KpoHa, BocnanutenbHoro 3aboneBaHus KULIEYHWKA, MNCOPUAaTUYECKOro aptputa  unu
pPEBMaToVAHOro apTpuTa y Yenoseka.

B npyrom BapuaHTe OCyLLECTBNEHMS, HacTosLWee M3obpeTeHmne npegycmaTpuBaeT
NpUMeHeHVe dapmMaLeBTUHYECKON KOMMO3NLMK, KOTOpasa COAEPXKUT KpucTannmyeckun (R)-
4-((2-(((1,4-pnumeTnn-1H-nnpason-3-1n)(1-MeTUNUUKNONEeHTUN)METUN)aMUHO)-3,4-
ANoKkcoUMKnoByT-1-eH-1-mn)ammHo)-3-rugpoken-N, N-gumetmnnmkonmHamunaa, 0,5
KanbUnMeBoM COMW, MoHormapar, W, N0 MeHblen Mepe, OAuH dapMaueBTUYECKU
NPUEMINEMBIA 3KCUMMUEHT, pa3baBuTesnb U HOCUTENb, B NMPOM3BOACTBE JIEKAPCTBEHHOMO
npenapara ANna NeYeHnsa peBMaTtonaHoro apTpuTa y Yenoseka.

B apyrom BapuaHTe OCyLLeCTBNeHWs, HacTodlee n3obpeTeHne npegycmarTpusaeT
dapmMaLeBTUHECKYD KOMOUHALUMIO, KOTOpas CoaepXuT kpuctannudecknn (R)-4-((2-(((1,4-
anmeTtun-1H-nupason-3-un)(1-MeTUnUMKNONeHTUN)MeTUN)aMmHO)-3,4-4NOKCOLMKNODYT-1-
eH-1-un)ammHo)-3-rng pokcn-N, N-gumeTnnnmkonuHaMmmnaa, 0,5 KanbLUmMeBomn conw,
MOHOrMApPAaT, U, N0 MEHbLUEN Mepe, OAMH NPOTUBOBOCNANUTENBHBIA areHT.

B apyrom BapuaHTe OCyLLeCTBNeHWs, HacTodlee n3obpeTeHne npegycmarTpusaeT
dapmMaLeBTUHECKYD KOMBUHALMIO, KOTOpas CoaepXuT Kpuctannudecknn (R)-4-((2-(((1,4-

anmeTtun-1H-nupason-3-un)(1-MeTunUMKNONeHTUN)MeTUN)aMmHO)-3,4-4NOKCOLMKNODYT-1-
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eH-1-un)ammHo)-3-rngpokcu-N, N-gumeTmnnmkonmHammnaa, 0,5 «kanbuueBon  comw,
MOHOrMApPAaT, U, N0 MEHbLUEN Mepe, OAMH NMPOTUBOBOCNANUTENBHBIA areHT.

B opyrom BapuaHTe OCyLLECTBNEHMS, HacTosWee M3obpeTeHmne npegycmaTpuBaeT
cnocob neveHuss unu npegynpexaeHnsa 3aboneBaHu, COCTOSHUA WU PacCTPOWUCTB,
KOTOpble yrydwaroTca 3a cyeT mHrnbmnposaHma CCR6 y 4enoBeka, KOTOPbIA BKMOYaeT
BBEAEHME YEeNnOBeKy, HyXKAawlwemMyca B 3TOM, TepaneBTUYeCKn SPdeKTUBHOIO
KOnuyecTea hapmMaLeBTUYECKOW KOMBUHALMKM, KOTOpas COAEPXKUT Kpuctannudeckmin (R)-
4-((2-(((1,4-pnmeTnn-1H-nnpason-3-un)(1-MeTunuUUKNonNeHTUN)METUI)aMUHO)-3,4-
ANokcoumknobyT-1-eH-1-mn)ammHo)-3-rmgpoken-N, N-gumetmnnmkonmHammaa, 0,5
KanbUnMeBoW COMM, MOHOrMApar, W, Mo MeHbLIeW Mepe, OAMH MPOTUBOBOCMANUTENbHBLIN
areHT.

B aopyrom BapuaHTe OCyLLeCTBNeHus, HacTodlee n3obpeteHne npegycmarTpusaeT
cnocob neveHuss unu npeaynpexaeHns 3abonesaHui, COCTOSIHUA WU PaCCTPOWCTB,
KOTOPbIE YNy4yLatoTCa 3a CYHET MHMMBMpoBaHMA T-KNETOYHOro XemoTakcuca y 4YernoBeka,
KOTOPbIA BKMOYaET BBEAEHWE YEerioBeKy, HYyXAallWemycsd B 3TOM, TepaneBTU4eCKU
3 PEKTUBHOrO KOonmMyecTea apmaueBTUYECKON KOMBWMHaUMK, KOTopass COLEpPXUT
KpUCTannm4eckum (R)-4-((2-(((1,4-aumeTnn-1H-nnpason-3-mn)(1-
METUNLMKNONEHTUN)METUIT)aMUHO)-3,4-ANOKCOUMNKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCu-
N,N-gumeTtunnukonuHammga, 0,5 kanbuMeBon CONW, MOHOrMAPAaT, W, NO MEHbLUEN Mepe,
OAWH NPOTMBOBOCMANUTENbHBIWN areHT.

B opyrom BapuaHTe OCyLeCTBNEHUs, HacTodwee n3obpeTeHmne npegycmarTpuBaeT
Crnocofb nevYeHns unuv NpeaynpeXxaeHUs BocnanuTensHOro 3aboneBaHns, COCTOAHUA MU
pPacCTpPONCTBa Yy YErOBEKA, KOTOPbIA BKIMHOYAET BBEAEHME YENOBEKY, HYXXAAMOLEMYCHA B
3TOM, TepaneBTMyeckn 3PEPEKTUBHOIO Konmuvectesa dapmaueBTUYECKON KoMBUHaumn,
KoTopass coaepxut  Kpuctannumdeckmn  (R)-4-((2-(((1,4-anmeTtnn-1H-nnpason-3-mn)(1-
METUNLMKNONEHTU)METUIT)aMUHO)-3,4-AMOKCOLMNKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCH-
N,N-gnmeTtunnukonuHammaa, 0,5 kanbUMeBon CONW, MOHOrMAPaT, W, NO MEHbLUEN Mepe,
OAVH NPOTMBOBOCMANUTENbHbBIN areHT.

B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodwee n3obpeteHne npegycmarpuBaeT
Ccrnocob nevyeHus unu NpeaynpexaeHUs ayToMMMYyHHOro 3aboneBaHus, COCTOSHWUSA WIu
pPacCTpPONCTBa Yy YErioBEKa, KOTOPbIA BKIMHOYMAET BBEAEHME YENOBEKY, HYyXXAAKOLWEMyCHa B

3TOM, TepaneBTMYeckn 3PEPEKTUBHOIO Konmuyectesa dapmaueBTUYECKON KOoMBUHaLmK,
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koTopas cogepxut  kpuctannmyeckmn  (R)-4-((2-(((1,4-pmumeTtrn-1H-nupason-3-mn)(1-
METUMNLMKNONEHTUN)METUI)aMUHO)-3,4-AMOKCOLMKNOBYT-1-eH-1-1n)amMuHO)-3-rnapoKCu-
N,N-gumeTtunnukonuHammaa, 0,5 kanbUuMeBon CONMM, MOHOTMAPAT, W, NO MEHbLUEN Mepe,
O4WH NPOTMBOBOCMANUTENbHBIN areHT.

B apyrom BapuaHTe OCyLLeCTBeHUs, HacTodlwee n3obpeTeHne npegycmarTpusaeT
cnocob neveHnsa nnm NpepynpexneHus ncopmasa, Hecneumdrnyeckoro S3BEHHOro KonmTa,
BonesHn KpoHa, BocnanuMtenbHOro 3abonesaHus KuedHuKa, NCopuaTuyecKkoro aptpura
UNN PEBMATOMLHOrO apTpuTa y 4YenoBeka, KOTOPbIWM BKIHOYAET BBEAEHME YETNOBEKY,
HY>XOaroLLEMYCH B STOM, TepaneBTUYEeCKM 3dEKTUBHOIO KONM4ecTea hapmaueBTNHeCKon
KOoMOMHaUMK, KoTopasa coaepxut kpuctannudecknn (R)-4-((2-(((1,4-gumeTtun-1H-n1pason-
3-1n)(1-MeTUNUUKNONEHTMUN)METUIT)aMUHO)-3,4-aMOKCOUMKNOBYT-1-eH-1-1n)amumHo)-3-
rmgpokeu-N, N-gumetunnukonuHammaga, 0,5 kanbumMeBon Cconu, MoHorugpat, W, Mo
MEHbLLEN Mepe, OAMH NPOTUBOBOCMANUTENbHbBIA areHT.

B opyrom BapuaHTe OCyLleCTBNeHus, HacTodlwee n3obpeteHne npegycmarpuBaeT
cnocob neyeHns unu npeaynpexaeHns peBMartouagHOro apTputa y 4YenoBeka, KOTOpbIW
BKIMHOYAET BBEAEHME YEIOBEKY, HYXXAALWEMYCA B STOM, TEpaneBTUYECKM SPPEKTUBHOIO
KOnuyecTea hapmMaLeBTUYECKON KOMBUHALMKM, KOTOpas COAEPXKUT Kpuctannudeckmn (R)-
4-((2-(((1,4-pnmeTnn-1H-nupason-3-un)(1-MeTUnUMKNOnNeHTUN)METUI)aMUHO)-3,4-
ANokcoumknoByT-1-eH-1-mn)ammHo)-3-rmgpoken-N, N-gumetmnnmkonmHammaa, 0,5
KanbUnMeBoW COMu, MOHOrMApAar, W, No MeHbLIeW Mepe, OAMH MPOTUBOBOCMANUTENbHBLIN
areHT.

B aopyrom BapuaHTe OCyLLeCTBNeHus, HacTodlwee n3obpeteHne npegycmarTpuBaeT
NpUMEHeHWEe hapMaLEeBTUYECKON KOMBMHALMW, KOTOpasa COAEPXKUT KpucTannnieckun (R)-
4-((2-(((1,4-pnmeTnn-1H-nnpason-3-un)(1-MeTunuuKnoneHTUn)MeTn)aMmmnHo)-3,4-
anokcounknobyT-1-eH-1-mn)ammHo)-3-rngpokcn-N, N-gumeTnnnukonmHammnaa, 0,5
KanbuneBoM COMM, MOHOrMAPAaT, W, MO MEHbLUEW Mepe, OAMH MPOTUBOBOCMANMUTENbHBIN
areHT, B MNPOM3BOACTBE JEKapCTBEHHOro npenapara pAna nedeHus 3abonesaHuw,
COCTOSIHUA MU PacCTPOUCTB, KOTOPbIE yrnyywarTcsa 3a cyeT umHrmbuposaHus CCR6 y
Yyenoseka.

B apyrom BapuaHTe OCyLLeCTBNeHWs, HacTodlee n3obpeTeHne npegycmarTpusaeT
npUMeHeHne papmMaLeBTUHECKON KOMBUHALMK, KOTopas COAEPXUT Kpuctannmueckmn (R)-

4-((2-(((1,4-pnmeTnn-1H-nnpaszon-3-un)(1-MeTUnuUUKNoneHTUN)MeTu)aMmmnHo)-3,4-
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ANokcoumknoByT-1-eH-1-mn)ammHo)-3-rugpoken-N, N-gumetmnnmkonmHammaa, 0,5
KanbumMeBoW COMM, MOHOrMApAart, W, No MeHbLIeW Mepe, OAMH MPOTUBOBOCMANUTENbHBLIN
areHT, B MNPOM3BOACTBE JIEKAPCTBEHHOrO npenaparta pAna nedeHus 3abonesaHun,
COCTOSAHMA WNN  PacCTPOMCTB, KOTOPblE yny4ylwarTca 3a cyeT WHrmbupoBaHua T-
KNETOYHOro XemoTakcuca y Yyernoseka.

B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodawee n3obpeteHne npegycmarpuBaeT
npUMeHeHne apmMaLeBTUHECKON KOMOUHaLMKM, KOTopasa CoOAEPXKUT Kpuctannmieckmn (R)-
4-((2-(((1,4-pnmeTnn-1H-nnpason-3-un)(1-MeTunuUUKNonNeHTUN)METUI)aMUHO)-3,4-
ANokcoumknobyT-1-eH-1-mn)ammHo)-3-rmgpoken-N, N-gumetmnnmkonmHammaa, 0,5
KanbUnMeBoW COMM, MOHOrMApar, W, Mo MeHbLIeW Mepe, OAMH MPOTUBOBOCMANUTENbHBLIN
areHT, B MNPOM3BOACTBE NEKAPCTBEHHOrO npenapara ANA NeYeHus BOCnanuTenbHOro
3aboneBaHns, COCTOAHNA UMW PacCTPONCTBA Yy YenoBeka.

B npyrom BapuaHTe OCyLLECTBNEHMS, HACToSLWEee M3obpeTeHmne npeagycmaTpuBaeT
npUMeHeHne papmMaLeBTUHECKON KOMBUHaLMKM, KOTopasa CoAEPXUT Kpuctannmieckmn (R)-
4-((2-(((1,4-pnumeTnn-1H-nnpason-3-1n)(1-MeTUNUUKNONeHTUN)METUN)aMUNHO)-3,4-
ANokcoUmknoByT-1-eH-1-mn)ammHo)-3-rugpoken-N, N-gumetmnnmkonmHamunaa, 0,5
KanbunMeBoW COMW, MOHOrMAPAaT, W, MO MEHbLIEW Mepe, OAMH MPOTUBOBOCMANUTENbHBLIN
areHT, B MPOW3BOACTBE NEKAPCTBEHHOrO npenapara Ans JedYeHuss ayTOMMMYHHOro
3aboneBaHunsi, COCTOAHNA UM PacCTPONCTBA Yy YenoBeka.

B apyrom BapuaHTe OCyLLecCTBNeHWs, HacTodlee n3obpeTeHne npegycmaTpusaeT
NpUMeHeHne papmMaLeBTUYECKON KOMBUHALMKM, KOTopas COAEPXUT Kpuctannmueckmn (R)-
4-((2-(((1,4-pnmeTnn-1H-nnpaszon-3-un)(1-MeTunuUUKnoneHTU)MeTuI)aMmmnHo)-3,4-
AnokcoumknobyT-1-eH-1-nun)ammHo)-3-rngpokcn-N, N-gumetTmnnukonmHaMmmnga, 0,5
KanbUneBoM COMM, MOHOrMAPAar, W, MO MEHbLUEW Mepe, OAMH MPOTUBOBOCMANUTENbHBIN
areHT, B MNPOM3BOACTBE JEKapCTBEHHOro nmnpenapara Ang fedeHus  ncopuasa,
Hecneumdunyeckoro A3BeHHoro konuta, GonesHn KpoHa, BocnanmrensHoro 3abonesaHus
KMLLEeYHWKa, NCOpUaTU4ECKoro apTpuTa Unv peBmMaTonaHoro apTpura y YenoBeka.

B apyrom BapuaHTe OCyLLECTBNEHMS, HAcTosLWee M30bpeTeHmne npegycmaTpuBasT
npuMeHeHne papmMaLeBTUHECKON KOMBUHaLMKM, KOTopasa CoOAEPXUT Kpuctannmyeckmn (R)-
4-((2-(((1,4-pnumeTnn-1H-nnpason-3-1n)(1-MeTUnUUKNONeHTUN)METUN)aMUHO)-3,4-
ANOKCOUMKOByYT-1-eH-1-1n)ammHo)-3-rugpoken-N, N-gumetmnnmkonmHamunaa, 0,5

KanbLMEBOM CONM, MOHOrMApaT, W, MO MEHbLUEN Mepe, OAWH MPOTMBOBOCMANMUTENBHBIN
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areHT, B MPOM3BOACTBE IEKapCTBEHHOrO MpenapaTta AN NeYeHUs peBMaTougHOro
apTpuTa y YyenoBseka.

B apyrom BapuaHTe OCyLLECTBMEHUs, HacTosiee n3obpeTeHre npegycmaTpusaeT
KpUCTannm4eckum (R)-4-((2-(((4-xnop-1-meTun-1H-nnpason-3-un)(1-
METUIUMKNONEHTUN)METUN)AaMUHO)-3,4-ANOKCOLMKNOBYT-1-eH-1-1N)aMUHO)-3-TMAPOKCU-
N,N-pyumeTnnnmkonnHamm,

B apyrom BapuaHTe OCyLLEeCTBNEHUS, HacToswee n3obpeTteHre npegycmatpmBaeT
KPUCTanmm4eckum (R)-4-((2-(((4-xnop-1-meTun-1H-nnpason-3-un)(1-
METUMNLMKNONEHTUN)METUI)aMUHO)-3,4-0MOKCOLMKNOBYT-1-eH-1-1n)amMuHO)-3-rnapoKCH-
N,N-pumeTunnukonuHaMmmga MoHormgpar.

B apyrom BapuaHTe OCyLLECTBNEHUS, HacTosiLee M3obpeTeHre npegycmaTpmBaeT
KpUCTannm4eckum (R)-4-((2-(((4-xnop-1-meTnn-1H-nnpason-3-un)(1-
METUNLMKNONEHTUN)METUIT)aMUHO)-3,4-AMOKCOLUMKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCH-
N,N-gumeTtunnmkonnHammaa MOHOrnapar, KOTOPbIN nveet PEHTFEHOBCKYHO
ANPAKLMOHHYIO KapTUHY, KOTOpas COopepXuT audpakuymoHHsle nukm 18,5 + 0,2, 18,8 +
0,2, 19,2 £ 0,2 rpagycoB fBa TeTa.

B apyrom BapuaHTe OCyLLEeCTBNEHUS, HacToswee nsobpeTteHre npegycmaTpmBaeT
KPUCTanmm4eckum (R)-4-((2-(((4-xnop-1-meTun-1H-nnpason-3-un)(1-
METUMNLMKNONEHTUN)METUI)aMUHO)-3,4-0MOKCOLMKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCu-
N,N-gumetunnmkonuHammaa MOHOrmapar, KOTOpPbIN nveet PEHTIEHOBCKYHO
ANDPaKUMOHHYHO KapTUHY, KOTOpasa COAEPKUT AUdpakumMoHHble nnkn 8,4 £ 0,2, 11,5+ 0,2,
12,5+0,2,18,5+0,2,18,8+0,2, 1 19,2 £0,2 rpagycos aBa TeTa.

B apyrom BapuaHTe OCyLLECTBREHUs, HacTosiee n3obpeTeHre npegycmaTpusaeT
KpUCTannm4eckum (R)-4-((2-(((4-xnop-1-meTnn-1H-nnpason-3-un)(1-
METUINUMKNONEHTUN)METUN)AaMUHO)-3,4-ANOKCOLMKNOBYT-1-eH-1-1N)aMUHO)-3-TMAPOKCH-
N,N-gumeTtunnmkonnHammaa MOHOrnapar, KOTOpPbIN nveet PEHTTEHOBCKYHO
ANPPaAKUMOHHYHO KapTUHY, KOTOpasa COAEPXUT AndpakumoHHsle nnkn 8,4 £ 0,2, 9,3 + 0,2,
11,5+02,125+0,2,185+0,2,188+0,2,19,2+ 0,2, n 20,4 + 0,2 rpagycos ABa TeTa.

B apyrom BapuaHTe OCyLLECTBNEHUS, HacTosiwee n3obpeTeHre npegycmatpmBaeT
KpUcTannm4eCcKnmn (R)-4-((2-(((4-xnop-1-meTun-1H-nupason-3-un)(1-
METUNLMKNONEHTU)METUIT)aMUHO)-3,4-AMOKCOLMNKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCH-

N,N-gumeTunnukonHaMmmaa MOHOrMapar, KOTOpPbIN nveer PEHTIEHOBCKYHO
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ANDPaKUMOHHYO KapTUHY, koTopas cogepxut oT 3 Ao 10 gudpakuymOoHHbBIX MUKOB,
BbIOpaHHbLIX M3 rpynnbl, KoTopas coctouT U3 84 £ 0,2, 93+ 0,2, 11,5+ 0,2, 125+ 0,2,
18,5+0,2,188+0,2,192+02,204+£02,245+£0,.2,251+0,2, n26,7 £ 0,2 rpagycoB
ABa TeTa.

B apyrom BapuaHTe OCyLLecCTBNeHus, HacTodlwee n3obpeTeHne npegycmarTpusaeT
KPUCTannm4eckum (R)-4-((2-(((4-xnop-1-meTun-1H-nnpason-3-un)(1-
METUMLMKNONEHTMUN)METUI)aMUHO)-3,4-AMOKCOLMKNOBYT-1-eH-1-1n)amMuHO)-3-rnapoKCH-
N,N-gumeTtunnmkonnHammaa MOHOrnapar, KOTOpPbIN nveet PEHTITEHOBCKYHO
ANDPPaKUMOHHYHO KapTUHY, KoTopas cogepxut oT 3 o0 10 gmdpakyrOHHbIX MUKOB,
npeacTaBneHHbIX B Tabnuue 8.

B apyrom BapuaHTe OCyLLECTBMEHUS, HacTosiee n3obpeTeHre npegycmatpmBaeT
KpUCTannm4eckum (R)-4-((2-(((4-xnop-1-meTnn-1H-nnpason-3-un)(1-
METUNLMKNONEHTUN)METUIT)aMUHO)-3,4-AMOKCOLUMKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCH-
N,N-gumeTtunnmkonnHammaa MOHOrnapar, KOTOPbIN nveet PEHTFEHOBCKYHO
AVDPAKLUNOHHYIO KapTUHY, KOTOpas COAEPXKUT AUMDPAKLMOHHBLIE MUKW, NPEeACTaBneHbl B
Tabnuue 8.

B apyrom BapuaHTe OCyLLECTBMEHUS, HacToswee n3obpeTeHre npegycmarpmBaeT
KPUCTanmm4eckum (R)-4-((2-(((4-xnop-1-meTun-1H-nnpason-3-un)(1-
METUMNLMKNONEHTUN)METUI)aMUHO)-3,4-0MOKCOLMKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCu-
N,N-gumetunnmkonuHammaa MOHOrmapar, KOTOpPbIN nveet PEHTIEHOBCKYHO
ANPPAKLUMOHHYIO KapTUHY, Kak n3obpaxkeHo Ha durype 7.

B apyrom BapuaHTe OCyLLEeCTBNEHUS, HacTosLwee n3obpeTeHre npegycmarpmBaeT
KpUCTanm4ecKnin (R)-4-((2-(((4-xnop-1-meTtun-1H-nnpason-3-mn)(1-
METUMNLMKNONEHTUN)METUI)aMUHO)-3,4-0MOKCOLMKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCu-

N N-gpumetunnukonuHammpga  MoHormapart, KOTOpbIM  UMEET  ANdEPEHLMOHHBLIN
CKaHVPYHIOLLMIA KanopuMeTPUYECKNA aHanms, kak nsobpaxeHo Ha durype 8.

B apyrom BapuaHTe OCyLLECTBEHUS, HacToswee n3obpeTeHre npegycmarpmBaeT
KPUCTannm4eckum (R)-4-((2-(((4-xnop-1-meTun-1H-nnpason-3-un)(1-
METUMNLMKNONEHTMU)METUIT)aMUHO)-3,4-AMOKCOLMKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCu-
N,N-gumeTunnukonuHamMmga MoHOrMapaT, KOTOPbIN WUMEEeT TepMOrpaBUMETPUYECKUI

aHanua, kak nsobpaxeHo Ha durype 9.
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B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodawee n3obpeteHne npegycmarpuBaeT
KpUCTannm4eckum (R)-4-((2-(((4-xnop-1-meTun-1H-nnpason-3-un)(1-
METUNLMKNONEHTU)METUIT)aMUHO)-3,4-AMOKCOUMNKNOBYT-1-eH-1-1n)amuHO )-3-rnapoKCH-
N,N-gumeTnnnukonMHammaa MOHOrMapaT Ans NPUMEHEHWE B KayecTBe NeKapCTBEHHOro
npenapara.

B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodawee n3obpeteHne npegycmarpuBaeT
KpUCTannm4eckum (R)-4-((2-(((4-xnop-1-meTun-1H-nnpason-3-un)(1-
METUNLMKNONEHTU)METUIT)aMUHO)-3,4-AMOKCOUMNKNOBYT-1-eH-1-1n)amuHO )-3-rnapoKCH-
N,N-gumeTunnukonmHammga MoHormgpar  ANnA  NPUMEHEHWEe B NeYEeHUWn  Unum
npeaynpexaeHnn 3abonesaHnn, COCTOSHUMA UNN PacCTPOMUCTB, KOTOPLIE YNydllarTcs 3a
cyeT nHrmbuposaHms CCR6 y yenoBeka.

B aopyrom BapuaHTe OCyLLeCTBNeHus, HacTodlee n3obpeteHne npegycmarTpusaeT
cnocob neveHuss unu npeaynpexaeHns 3abonesaHui, COCTOSIHUA WU PaCCTPOWCTB,
KOTOpble yny4waTca 3a cyeT mHrmbuposaHms CCR6 y uyenoBeka, KOTOpPbIA BKNOYaeT
BBEAEHME YenoBeKy, HyxharmwemMyca B 3TOM, TepaneBTU4eckn aPdeKTUBHOro
KonmyecTea KpucTannmyeckoro (R)-4-((2-(((4-xnop-1-meTun-1H-nnpason-3-mn)(1-
METUMNLMKNONEHTMUN)METUI)aMUHO)-3,4-AMOKCOLMKNOBYT-1-eH-1-1n)amMuHO)-3-rnapoKCH-

N N-gumeTunnukonuHammga moHormgpara.

B opyrom BapuaHTe OCyLLeCTBNeHus, HacTodlee n3obpeteHne npegycmarTpuBaeT
cnocob neyveHna unu npegynpexaeHus 3aboneBaHun, COCTOAHUW UMK PaCcCTPOUCTB,
KOTOPbIE YNy4dLatoTCa 3a CYET MHMMBMpoBaHnA T-KNETOYHOro XeMoTakcuca y YernoBeka,
KOTOPbIA BKMOYaEeT BBEAEHWE YEeroBeKy, HYXAawWemycsd B 3TOM, TepaneBTU4ECKU
addeKkTUBHOro konuyectea kpuctannuyeckoro (R)-4-((2-(((4-xnop-1-meTtun-1H-nupason-
3-mn)(1-MeTUNUMKNONEHTMUN)METUIT)aMUHO)-3,4-AMOKCOLUMKNOBYT-1-eH-1-1n)amumHo)-3-
rmgpokeu-N, N-gumeTunnmkonMHaMmmaa MoHorngpara.

B opyrom BapuaHTe OCyLLeCTBNEHUs, HacToswee n3obpeTeHmne npegycmaTpuBaeT
crnocob nedeHna unn npeaynpexneHnsa BocnanuTenbHblx 3aboneBaHun, COCTOSAHUA UMK
PacCTPONCTB Yy 4YeNnoBeKa, KOTOPbLIA BKIIHOYAET BBEAEHME YENOBEKY, HyXAaloLEMyCs B
3TOM, TepaneBTUYECKN 3P PEKTMBHOrO Konnyectaa Kpucrtannuyeckoro (R)-4-((2-(((4-xnop-
1-meTnn-1H-nnpason-3-1n)(1-MeTUNUMKNONEHTUN)METUN)aMUHO)-3,4-0MOKCOLMKNODYT-1-

eH-1-un)ammHo)-3-rngpokcn-N, N-gumeTmnnmkonuHamuga moHorngpara.
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B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodawee n3obpeteHne npegycmarpuBaeT
cnocob neyYeHns Unm npeaynpexaeHns ayTOMMMYHHbIX 3aboneBaHui, COCTOAHUA WUnu
PacCTPONCTB Yy YernoBeKka, KOTOPbIA BKIIHOYAET BBEAEHME YENOBEKY, HyXAaloLEeMycs B
3TOM, TepaneBTU4eCcKn dhPEKTMBHOrO Konnyectaa Kpuctannuyeckoro (R)-4-((2-(((4-xnop-
1-meTnn-1H-nnpason-3-1n)(1-MeTUNUMKNONEHTUN)METUN)aMUHO)-3,4-0MOKCOLMKNODYT-1-
eH-1-un)ammHo)-3-rngpokcn-N, N-gumeTmnnmkonuHamuga moHorngpara.

B aopyrom BapuaHTe OCyLLeCTBNeHus, HacTodlee n3obpeteHne npegycmarTpusaeT
cnocob neveHnsa nnm NpefynpexneHus ncopmasa, Hecneundrnyeckoro S3BEHHOro KonmTa,
BonesHn KpoHa, BocnanuMtenbHOro 3aboneBaHus KueYHuKa, NCopuaTuyecKkoro aptpura
UNn peBMaTOMAHOrO apTpuTa y 4Yenoseka, KOTOpbIW BKMHOYaeT BBEAEHWE YEerOBeKy,
Hy>XZatoLLeMyCsl B 9TOM, TepaneBTUYeCKn 3PPEKTMBHOrO KONMMYeCTBa KpUCTanNIn4eckoro
(R)-4-((2-(((4-xnop-1-meTnn-1H-nnpason-3-mn)(1-MeTUNUMKNONeHTUN)METUN)aMnUHO)-3,4-
AnokcoumknoByT-1-eH-1-un)ammHo)-3-rugpokcn-N, N-gnmetmnnmkonmHamumga
MOHormgpara.

B apyrom BapuaHTe OCyLLecCTBNeHWs, HacTodlee n3obpeTeHne npegycmaTpusaeT
crnocob neyeHns unu npeaynpexaeHns peBMaTtouMaHOro apTputa y YenoBeka, KOTOPbIN
BKIMHOYAET BBEAEHWE YErOBEKY, HyXAalLWeMyCcs B 9TOM, TepaneBTUYeCckn 3PdPEKTUBHOIO
KonuyecTea KpucTannmyeckoro (R)-4-((2-(((4-xnop-1-meTun-1H-nnpason-3-mn)(1-
METUMNLMKNONEHTUN)METUI)aMUHO)-3,4-0MOKCOLMKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCu-
N,N-pumeTunnukonuHaMmmga mMoHormgpara.

B opyrom BapuaHTe OCyLeCTBNEHUs, HacTodwee n3obpeTeHmne npegycmarTpuBaeT
npUMeHeHue KpucTannmyeckoro (R)-4-((2-(((4-xnop-1-meTun-1H-nnpason-3-mn)(1-
METUNLMKNONEHTUIT)METUN)aMUNHO)-3,4-ANOKCOLMKNOBYT-1-eH-1-11)amMnHO)-3-rnapoKCK-
N,N-gnmeTtunnukonmHammga MoHormapaTa, B NPOW3BOACTBE NEKAPCTBEHHOrO npenapara
Ans neveHns 3abonesaHun, COCTOSHUM UMW PACCTPONCTB, KOTOPbIE YNyudLIatTCAa 3a CYET
nHrndbmposaHns CCR6 y Yenoeka.

B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodlee n3obpeteHne npegycmarpusaeT
NPUMeEHeHWe KpUCTannm4eckoro (R)-4-((2-(((4-xnop-1-meTun-1H-nnpason-3-mn)(1-
METUMNLMKNONEHTMU)METUIT)aMUHO)-3,4-AMOKCOLMKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCu-
N,N-pnmeTtunnukonmHamMmaa MoHormapaTa, B NPOW3BOACTBE NEKapCTBEHHOro npenapara
AN nedeHns 3aboneBaHni, COCTOSHUA UM PacCTPOUCTB, KOTOPbIE yry4llaroTcs 3a CYeT

NHrMBMpoBaHMsA T-KNETOYHOro XeMOTaKcuca y YeroBeka.
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B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodawee n3obpeteHne npegycmarpuBaeT
npUMeHeHue KpucTannmyeckoro (R)-4-((2-(((4-xnop-1-meTun-1H-nnpason-3-mn)(1-
METUNLMKNONEHTU)METUIT)aMUHO)-3,4-AMOKCOUMNKNOBYT-1-eH-1-1n)amuHO )-3-rnapoKCH-
N,N-gnmeTtunnukonmHammaa MoHormapaTa, B NPOW3BOACTBE NEKaApPCTBEHHOrO npenapara
ANSA neYyeHnsa BocnanuTensHoro 3abonesaHns, COCTOSHUA UMW PacCTPOUCTBa Y YenoBeka.

B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodawee n3obpeteHne npegycmarpuBaeT
npUMeHeHue KpucTannm4yeckoro (R)-4-((2-(((4-xnop-1-meTun-1H-nnpason-3-mn)(1-
METUNLMKNONEHTU)METUIT)aMUHO)-3,4-AMOKCOUMNKNOBYT-1-eH-1-1n)amuHO )-3-rnapoKCH-
N,N-gnmeTtunnukonmHammaa MoHormapaTa, B NPOU3BOACTBE NEKAPCTBEHHOrO npenapara
ANA NeYyeHnsa ayToMMMYHHOro 3aboneBaHns, COCTOAHUS UM pacCTPONCTBA y YeroBeka.

B opyrom BapuaHTe OCyLLeCTBNEHUs, HacTodwee n3obpeTeHmne npegycmarTpuBaeT
npUMeHeHue KpucTannm4yeckoro (R)-4-((2-(((4-xnop-1-meTun-1H-nnpason-3-mn)(1-
METUNLMKNONEHTUN)METUIT)aMUHO)-3,4-AMOKCOLUMKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCH-
N,N-gnmeTtunnukonmHammaa MoHormapaTa, B NPOU3BOACTBE NEKAPCTBEHHOrO npenapara
ANA NeYeHus ncopwasa, Hecneumdpuyeckoro H3BeHHOro konuta, ©GonesHn KpoHa,
BOCManuUTenbHOro  3aboneBaHust  KUWEYHMKA,  MNCOpMatuUYecKkoro  aptpura  unm
pPEBMaToVAHOro apTpuTa y Yenoseka.

B npyrom BapuaHTe OCyLLECTBNEHMS, HacTosLWee M3obpeTeHmne npegycmaTpuBaeT
npUMeHeHue KpucTannmyeckoro (R)-4-((2-(((4-xnop-1-meTun-1H-nnpason-3-mn)(1-
METUINUMKNONEHTUN)METUN)AaMUHO)-3,4-ANOKCOLMKNOBYT-1-eH-1-1N)aMUHO)-3-TMAPOKCHK-
N,N-gnmeTtunnukonmHammga MoHormapaTa, B NPOW3BOACTBE NEKAPCTBEHHOrO npenapara
ANA NeYeHnsa peBMaTongHoOro apTputa y Yenoseka.

B npyrom BapuaHTe OCyLLECTBMNEHMS, HACcTosLWee M30bpeTeHmne npegycmaTpuBasT
dapmaLeBTUYECKYD KOMMO3MLMIO, KOTOpasi coaepxuT kpuctannudeckmn (R)-4-((2-(((4-
xnop-1-metnn-1H-nnpason-3-un)(1-MeTUnUUKIoNeHTUN)METUN)aMUHO)-3,4-
ANoKkcoUMKnoByT-1-eH-1-un)ammHo)-3-rugpokecn-N, N-gumetmnnmkonmHammga MOHOrMpar,
N, MO MEHbLLEN Mepe, OAUH hapMaLeBTUYECKM NPUEMIEMbIN SKCUMMNUEHT, pa3baBuTenb
NI HOCUTENb.

B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodwee n3obpeteHne npegycmarpuBaeT
cnocob neyvenna unu npeagynpexaeHus 3aboneBaHun, COCTOAHUW UMM PaCcCTPOUCTB,
KOTOpble yny4warTca 3a cyeT mHrmbuposaHms CCR6 y uyenoBeka, KOTOPbIA BKNOYaeT

BBEAEHME 4YENOBEKYy, HyXAaloleMycs B 3TOM, TepaneBTUYeckn 3PPEKTUBHOIO
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KONnM4ecTBa hapmaLeBTUUYECKON KOMMO3ULMKN, KOTOpas COLEPXUT Kpuctannuieckmn (R)-4-
((2-(((4-xnop-1-meTnn-1H-nnpason-3-mn)(1-mMeTUnUUKIONEeHTUN)METUN )aMUNHO)-3,4-
ANOKCOUMKIOByT-1-eH-1-1n)ammHo)-3-rugpoken-N, N-gumetmnnmkonmHammaa MOHOrMapar,
N, MO MEHbLUEN Mepe, OANH dapMaLeBTUYECKM NPUEMIEMbIN SKCUMMNUEHT, pa3baBuTenb
NN HOCUTENb.

B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodawee n3obpeteHne npegycmarpuBaeT
cnocob neveHus wunu npegynpexaeHna 3aboneBaHun, COCTOAHUA WM PacCTPOWCTB,
KOTOPbIE YNy4dLaTCa 3a CYET MHMMBMpoBaHMA T-KNETOYHOro XeMOTakcuca y YernoBeka,
KOTOPbIA BKMHOYaEeT BBEAEHWE YEroBeKy, HYXAawLWemycsd B 3TOM, TepaneBTUYECKU
3(PMEKTUBHOIO KONUYecTBa apMaLeBTUYECKOM KOMMO3UUMKW, KOTOpas COAEPXMUT
KPUCTannm4eckum (R)-4-((2-(((4-xnop-1-meTnn-1H-nnpason-3-un)(1-
METUMLMKNONEHTMUN)METUI)aMUHO)-3,4-AMOKCOLMKNOBYT-1-eH-1-1n)amMuHO)-3-rnapoKCH-
N,N-gnmeTtunnnukonmHammga MoHormaparT, v, N0 MEHbLUEN Mepe, OaMH hapMaLeBTUYECKN
NpYeMNEMbIA SKCUMMNEHT, pasbaBuTens Unmn HOCUTENb.

B apyrom BapuaHTe OCyLLecCTBNeHWs, HacTodlee n3obpeTeHne npegycmaTpusaeT
crnocob neveHns UnM NpeaynpeXXaeHUs BocnanuTensHOro 3aboneBaHns, COCTOSHUA UU
pPacCcTpPoONCTBa Yy YeroBeKka, KOTOPbIM BKMHOYAET BBEAEHWE YENOBEKYy, HyXAarLwemMyCsa B
3TOM, TepaneBTUYEeCKM ISMMPEKTUBHOIO KONMMYeCcTBa apmaLeBTUYECKON KOMMO3NLMK,
koTopas copepxut kKpuctannudeckun (R)-4-((2-(((4-xnop-1-meTtun-1H-nnpason-3-mn)(1-
METUINUMKNONEHTUN)METUN)AaMUHO)-3,4-ANOKCOLMKNOBYT-1-eH-1-1N)aMUHO)-3-TMAPOKCHK-
N,N-gnmeTtnnnukonmHammga MoHormapar, W, N0 MEHbLUEN Mepe, OAMH hapMaLEeBTUYECKN
npveMnemMbI 3KCUMNUEHT, pasbaBuTens UM HOCUTENMb.

B npyrom BapuaHTe OCyLLECTBMNEHMS, HACcTosLWee M30bpeTeHmne npegycmaTpuBasT
crnocob nevyeHus unu NpeaynpexaeHMs ayToMMMyHHOro 3aboneBaHus, COCTOSHUSA WU
pPacCcTpPoONCTBa Yy YerioBeKka, KOTOPbIA BKIMHOYAET BBEAEHWE YEroBeKy, HyXAarolwemMyCcsa B
3TOM, TepaneBTUYECKM SDPEKTUBHOIO KONMMYECTBa (PapmaLeBTUYECKOM KOMMO3ULMK,
KoTopasa copepxut Kpuctannudeckun (R)-4-((2-(((4-xnop-1-meTtun-1H-nnpason-3-un)(1-
METUNLMKNONEHTUIT)METUN)aMUNHO)-3,4-ANOKCOLMKNOBYT-1-eH-1-11)amMnHO)-3-rnapoKCK-
N,N-gnmeTnnnukonmHammaa MoHormapart, 1, N0 MEHbLUEN Mepe, OauH dhapMaLeBTUYECKU
npyveMnembIv 3KCUMNUEHT, pasbaBuTens UM HOCUTENb.

B opyrom BapuaHTe OCyLLeCTBNEHUs, HacToswee n3obpeTeHmne npegycmaTpuBaeT

Cnocob nevYeHns nnu NPeaynpexaeHns ncopuasa, Hecneunmuyeckoro S3BeHHOro KonuTa,
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Bonesnn KpoHa, BocnanutenbHOro 3aboneBaHnsa KULWEYHMKa, NCopuaTUYeCcKoro apTpuTa,
UNn peBMaTOMAHOrO apTpuTa Yy 4Yenoseka, KOTOpbIW BKMHOYaeT BBEAEHWE YEerOBeKy,
HY>XAatoLLEMYCS B 9TOM, TepaneBTU4eCkM 3MEKTUBHOIO KONMYeCTBa hapmaueBTUYECKOn
KOMMNO3NLUMK, KOTOpas Ccopgepxut kpuctannuueckun (R)-4-((2-(((4-xnop-1-metun-1H-
nupa3son-3-mn)(1-MeTUNUMKNONEHTUN)METUN)aMUHO)-3,4-AUOKCOLMKNOBYT-1-eH-1-
nn)ammHo)-3-rmgpoken-N, N-gumeTunnukonuHaMmmaa MOHOTMAPAT, U, MO MEHbLUEN Mepe,
OAVH bapMaLueBTUYECKN NPUEMINEMBIN SKCUMMUEHT, pa3baBuTernb NN HOCUTENb.

B opyrom BapuaHTe OCyLLECTBNEHMS, HacTosWee M3obpeTeHmne npegycmaTpuBaeT
crnocob neyeHnsa unu npeaynpexaeHns peBMartouaHOro apTputa y 4YenoBeka, KOTOPbIW
BKIMHOYAET BBEAEHUE YeriOBEKY, HyXarLWeMyCcs B 9TOM, TepaneBTUYeCckn 3PdPeKTUBHOIO
KOnnyecTea papmaLeBTUUYECKON KOMMO3ULMKN, KOTOpas COLEPXUT Kpuctannuieckmn (R)-4-
((2-(((4-xnop-1-meTnn-1H-nnpason-3-mn)(1-MeTUNUUKIONEHTUN)METUN )aMUNHO)-3,4-
ANOKCoUMKIOByT-1-eH-1-1n)ammHo)-3-rugpokcn-N, N-gumetTmnnmkonmHammaa MOHOrMApar,
N, MO MEHbLUEN Mepe, OANH dapMaLeBTUYECKM NPUEMIIEMbIN SKCUMMNMEHT, pa3baBuTenb
NN HOCUTENb.

B opyrom BapuaHTe OCyLLeCTBNEHUs, HacTodwee n3obpeTteHme npegycmarTpuBaeT
NpUMeEHeHVe apmMaLeBTUHECKON KOMMNO3NLMKM, KOTOpaa COAEPXKUT KpucTannuyeckun (R)-
4-((2-(((4-xnop-1-meTun-1H-nnpason-3-un)(1-MeTUnNUMKNONEHTUN)METUI)aMUHO)-3,4-
AnokcoumknoByT-1-eH-1-mn)ammHo)-3-rugpokcn-N, N-gumetmnnmkonmHammga MOHOrMgpar,
N, N0 MEHbLUEN MEpe, 0AMH hapMaLEBTUYECKN NPUEMITEMBIN SKCUMNWEHT, pasbaBuTenb
NN HOCUTENb, B NPOM3BOACTBE NEKAPCTBEHHOrO npenapara Ang neveHnsa 3abonesaHun,
COCTOSIHUA WUNN PacCTPOUCTB, KOTOpbIE yrnyywarTca 3a cyeT uHrnbuposaHus CCR6 y
YyenoBseka.

B opyrom BapuaHTe OCyLLeCTBNeHus, HacTodlee n3obpeteHne npegycmarTpuBaeT
NPUMEHEHNE hapMaLEBTUYECKON KOMMO3ULMK, KOTOpas COAEPXKNT Kpuctannmiecknn (R)-
4-((2-(((4-xnop-1-meTun-1H-nnpason-3-un)(1-MeTUnNUMKNoNeHTUN)METU)aMUHO)-3,4-
ANOKCOUMKNOByT-1-eH-1-nn)ammHo)-3-rugpokcn-N, N-gumetmnnmkonmHammaa MOHOrMgpar,
N, NO MEHbLUEN Mepe, OAMH (bapMauleEBTUYECKM NMPUEMIIEMBIA SKCUMMUEHT, pa3baBuTenb
NN HOCUTENb, B NPOM3BOACTBE NEKAPCTBEHHOrO npenapara Anga neveHnsa sabonesaHun,
COCTOSIHAN UM PacCTPONCTB, KOTOPbIE YrydlarTca 3a CYeT uHrMbuposaHua T-

KNeTo4YHOro XxemMoTakcuca y 4verioBeka.
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B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodawee n3obpeteHne npegycmarpuBaeT
NpUMeHeHWe apmMaLeBTUHECKON KOMMNO3NLMKM, KOTOPasa COAEPXKUT KpucTannuyeckun (R)-
4-((2-(((4-xnop-1-meTun-1H-nnpason-3-un)(1-MeTUnNUMKNoNEHTUN)METUI)aMUHO)-3,4-
ANoKcoUMKNoByT-1-eH-1-mn)ammHo)-3-rugpokcn-N, N-gumetmnnmkonmHammga MOHOrMgpar,
N, N0 MEHbLUEN MEpe, 0AMH hapMaLEBTUYECKN NPUEMITEMBIN SKCUMNWEHT, pasbaBuTenb
WNn  HOCUTENb, B MPOW3BOACTBE JNIEKAPCTBEHHOrO npenapara Ana  NedeHus
BOCManuTenbHOro 3abonesaHus, COCTOSHUA UMW PacCTPOMUCTBa Y YenoBeka.

B opyrom BapuaHTe OCyLLECTBNEHMS, HacTosWee M3obpeTeHmne npegycmaTpuBaeT
NpUMeEHEHVe apMaLeBTUHECKON KOMMO3NLMK, KOTOpasa COAEPXKUT KpucTannmyeckun (R)-
4-((2-(((4-xnop-1-meTnn-1H-nnpason-3-un)(1-MeTUnUMKNoNeHTUN)MeTUN)aMUHO)-3,4-
ANokcoumknoByT-1-eH-1-mn)ammHo)-3-rugpoken-N, N-gumetmnnmkonmHammga MOHOrMgpar,
W, N0 MEeHbLUEN Mepe, OaMH (PapMaueBTUYECKM NPUEMINEMBIA 3KCLUMMWEHT, pa3baBuTtens
NN HOCUTENb, B NPOM3BOACTBE NEKAPCTBEHHOrO Npenapara ANnsa NeYeHns ayToOMMMYHHOTO
3aboneBaHusi, COCTOAHNA UM PacCTPONCTBA Yy YenoBeka.

B apyrom BapuaHTe OCyLLecCTBNeHWs, HacTodlee n3obpeTeHne npegycmaTpusaeT
NpUMEHEHVe hapMaLeBTUHYECKON KOMMO3NLMKW, KOTOpas COAEPXKUT KpucTannmyeckun (R)-
4-((2-(((4-xnop-1-metnn-1H-nnpason-3-un)(1-mMeTUnUMKNoneHTUN)MeTn)aMmmHo)-3,4-
ANOKCoUMKIOByT-1-eH-1-1n)ammHo)-3-rugpokcn-N, N-gumetTmnnmkonmHammaa MOHOrMApar,
N, MO MEHbLUEN Mepe, OAWH hapMaLeBTUYECKM NPUEMIIEMbIN SKCUMMNMEHT, pa3baBuTenb
WNN HOCUTENb, B MPOU3BOACTBE JEKapCTBEHHOro npenapara Ana neyYeHus ncopuasa,
Hecneumdunyeckoro A3BeHHoro konuta, GonesHn KpoHa, BocnanurensHoro 3abonesaHus
KULLEeYHWKa, NCOpUaTUYECKOro apTpuTa, Unn peBMaToMaHoro apTpura y Yenoseka.

B npyrom BapuaHTe OCyLLECTBMNEHMS, HACcTosLWee M30bpeTeHmne npegycmaTpuBasT
NpUMEHEHVe apMaLeBTUHYECKON KOMMO3NLMKW, KOTOpasa COAEPXKUT KpucTannmyeckun (R)-
4-((2-(((4-xnop-1-meTtun-1H-nnpason-3-un)(1-MeTUnUMKNonNeHTUN)MeTUN)aMnHO)-3,4-
ANoKkcoUMKnoByT-1-eH-1-un)ammHo)-3-rugpokecn-N, N-gumetmnnmkonmHammga MOHOrMpar,
N, MO MEHbLLEN Mepe, OAUH hapMaLeBTUYECKM NPUEMIEMbIN SKCUMMNUEHT, pa3baBuTenb
NN HOCUTENb, B NPOU3BOACTBE NEKAPCTBEHHOrO Npenapara Ansa NeyYeHns peBmMaTongHOro
apTpuvTa y Yyenoseka.

B apyrom BapuaHTe OCyLLeCTBNeHWs, HacTodlee n3obpeTeHne npegycmarTpusaeT
dapmMaLeBTUHECKYD KOMOMHaUMIO, KOTOpasi COAEPXUT kpuctannuueckun (R)-4-((2-(((4-

xnop-1-metnn-1H-nnpason-3-mn)(1-MeTUNUMKNONEeHTUN)METUN)aMUHO)-3,4-
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ANoKkcoUMKoByT-1-eH-1-un)ammHo)-3-rugpoken-N, N-gumetmnnmkonmHammga MOHOrMgpar,
N, N0 MEHbLLEW Mepe, OANH NPOTMBOBOCMANUTENBHbIW areHT.

B opyrom BapuaHTe OCyLLECTBNEHMS, HacTosWee M3obpeTeHmne npegycmaTpuBaeT
dapmaLeBTUYECKYD KOMOMHaUMIO, KOTOpasi COAEPXUT kpuctannuueckmn (R)-4-((2-(((4-
xnop-1-metnn-1H-nnpason-3-un)(1-MeTUnUUKIoNeHTUN)METUN)aMUHO)-3,4-
ANoKkcoUMKoByT-1-eH-1-un)ammHo)-3-rugpoken-N, N-gumetmnnmkonmHammga MOHOrMgpar,
1, N0 MEeHbLLEW Mepe, OANH NPOTMBOBOCMANUTENBHbIN areHT.

B opyrom BapuaHTe OCyLLECTBNEHMS, HAcToSLWEee M3obpeTeHmne npegycmaTpmBasT
cnocob neveHuss unu npegynpexgeHnsa 3aboneBaHu, COCTOSHUA WU PacCTPOWCTB,
KOTOpble ynydwaroTca 3a cyeT mHrmbmnposaHma CCR6 y 4enoBeka, KOTOPbIA BKMOYaeT
BBEAEHME YEeNnOoBeKy, HyXKAawlwemMyca B 3TOM, TepaneBTUYeCKn SPdEKTUBHOIO
KonmyecTea apmaueBTUYECKOM KOMOMHAaLUMKW, KOTopas COAepXUT Kpuctannuyeckun (R)-
4-((2-(((4-xnop-1-meTun-1H-nnpason-3-un)(1-MeTUnNUMKNONEHTUN)METUI)aMUHO)-3,4-
AnokcoumknobyT-1-eH-1-mn)ammHo)-3-rugpokcn-N, N-gumetmnnmkonmHammga MOHOrMgpar,
N, N0 MeHbLLEW Mepe, OANH NPOTUBOBOCMANUTENbHbIW areHT.

B opyrom BapuaHTe OCyLLeCTBNEHUs, HacTodwee n3obpeTteHme npegycmarTpuBaeT
cnocob nevyeHus wunu npeaynpexaeHna 3aboneBaHun, COCTOSHUA WM PacCTPOWCTB,
KOTOPbIE YNy4dLAOTCA 3a CYET MHMMBMpOBaHMA T-KNETOYHOrO XeMOTaKkcuca y YenoBeka,
KOTOPbIA BKMHOYaET BBEAEHWE YEroBEeKy, HYXAawLWemMyCcsd B 3TOM, TepaneBTUYECKU
3(P(EKTUBHOIO KonmyecTBa (papmMaueBTUHECKOM KOMOMHaUuK, KOTopas COAEPXKUT
KPUCTannm4eckum (R)-4-((2-(((4-xnop-1-meTun-1H-nnpason-3-un)(1-
METUMNLMKNONEHTUN)METUI)aMUHO)-3,4-AMOKCOLMKNOBYT-1-eH-1-1n)amMuHO)-3-rnapoKCH-
N,N-gumeTunnukonuHammga  MOHOruapar, n, no  MeHbLUEeN mepe, OAVH
NPOTUBOBOCMANUTENBHbIN areHT.

B apyrom BapuaHTe OCyLLeCTBNeHWs, HacTodlee n3obpeTeHne npegycmarTpusaeT
crnocob neveHns Unm NpeaynpeXXaeHUs BocnanuTensHOro 3aboneBaHns, COCTOSHUA Un
pPacCcTpoONCTBa Yy YeroBeka, KOTOPbIA BKMHOYAET BBEAEHWE YENOBEKy, HyXAarLlemMyCsa B
3TOM, TepaneBTUYECKM SPPEKTUBHOIO Konmuuyectea apMaueBTUYECKON KOMBMHaLMK,
koTopas copepxut kpuctannundecknn (R)-4-((2-(((4-xnop-1-meTtun-1H-nnpason-3-un)(1-
METUINUMKNONEHTUN)METUN)AaMUHO)-3,4-ANOKCOLMKNOBYT-1-eH-1-1N)aMUHO)-3-TMAPOKCH-
N,N-gumeTunnukonuHammga  MOHOrMapar, n, no  MeHbLUen mepe, OAVH

npoTnBoBOChannTen bHbIA areHT.
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B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodawee n3obpeteHne npegycmarpuBaeT
crnocob nevyeHus unu NpeaynpexaeHus ayToMMMYyHHOro 3aboneBaHus, COCTOSHUA WIu
pPacCcTpONCTBa Yy YEroBEKa, KOTOPbIA BKIMHOYAET BBEAEHME YENOBEKY, HYXXAAMOLWEMYCHA B
3TOM, TepaneBTMYeckn 3PEPEKTUBHOIO Konmuyectesa apmaueBTUYECKON KoMBUHaumn,
KOoTOpasi CoAepxuT Kpuctannudeckun (R)-4-((2-(((4-xnop-1-meTun-1H-nnpason-3-mn)(1-
METUNLMKNONEHTUN)METUIT)aMUHO)-3,4-AMOKCOUMNKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCu-
N,N-gumeTunnukonuHammuga  MOHOrMapar, n, no  MeHbllen  mepe, O4VH
NPOTUBOBOCMANUTESNBHbIN areHT.

B opyrom BapuaHTe OCyLLeCTBNeHus, HacTodlee n3obpeteHne npegycmarpuBaeT
cnocob neveHnsa nnu NpefynpexaeHus ncopmasa, Hecneynduyeckoro S3BeHHOro KonmTa,
BonesHn KpoHa, BocnanutenbHOro 3aboneBaHnsa KUWEYHMKE, NCopuaTUYEeCcKoro apTpuTa,
UNn peBMaTOMAHOrO apTpuTa y 4YenoBeka, KOTOpbIW BKIMHOYAeT BBEAEHWE YEerOBeKy,
HY>XAatoLLEMYCS B 9TOM, TepaneBTU4eCKkM 3MEKTUBHOIO KONMYECTBa hapmaueBTUYECKON
KomBuHaumMm, KoTopas copepXuT  Kpuctannmdeckmn (R)-4-((2-(((4-xnop-1-metun-1H-
nupa3son-3-mn)(1-MeTUNUMKNONEHTUN)METUN)aMUHO)-3,4-AUOKCOLMKNOBYT-1-eH-1-
nn)ammHo)-3-rmgpokeu-N, N-gumeTunnukonuHaMmmaa MOHOTUAPAT, U, MO MEHbLUEN Mepe,
O4WH NPOTMBOBOCMANUTENbHBIN areHT.

B npyrom BapuaHTe OCyLLECTBNEHMS, HacTosLWee M3obpeTeHmne npegycmaTpuBaeT
Crnocob neyeHnsa unu npeaynpexaeHns peBMartouMagHOro apTputa y YenoBeka, KOTOPbIN
BKIMHOYAET BBEAEHUE YErOBEKY, HyXalLWeMyCcs B 9TOM, TepaneBTUYeCckn aPdeKTUBHOIO
KOnn4ecTBa hapMaLeBTUHECKON KOMBUHALMKW, KOTOpas COAEPXKUT Kpuctannuieckmn (R)-
4-((2-(((4-xnop-1-metnn-1H-nnpason-3-un)(1-mMeTUnUMKNoneHTUN)MeTn)aMmmHo)-3,4-
AnokcoumknobyT-1-eH-1-un)ammHo)-3-rngpoken-N, N-gumetTunnukonmHaMmmga MOoHOrnapar,
1, N0 MEHbLLEW MEpPE, OANH NPOTMBOBOCNANUTENbHbIN areHT.

B apyrom BapuaHTe OCyLLeCTBNeHWs, HacTodlee n3obpeTeHne npegycmarTpusaeT
NpUMeHeHne papmMaLeBTUYECKON KOMBUHALMKM, KOTopas COAEPXUT Kpuctannmueckmn (R)-
4-((2-(((4-xnop-1-meTnn-1H-nnpaszon-3-un)(1-mMeTUnNUMKNoneHTUN)MeTn)aMmmnHo)-3,4-
ANoKkcoUMKnoByT-1-eH-1-1n)ammHo)-3-rugpokcn-N, N-gumeTmnnmkonmHammaa MOHOIrMApar,
W, MO MEHbLlEN Mepe, OAWH NPOTUBOBOCMANUTENbHBLIM areHT, B MNPOW3BOACTBE
NEKapCTBEHHOrO npenapara Ans nevyeHusa 3aboneBaHui, COCTOSIHUA UM PacCTPOWNCTB,

KOTOpble yny4watroTca 3a cyeT uHrmbunposanna CCR6 y yenoseka.
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B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodawee n3obpeteHne npegycmarpuBaeT
npUMeHeHne apmMaLeBTUHECKON KOMBMHaLMK, KOTopasa CoOAEPXKUT Kpuctannmyeckmn (R)-
4-((2-(((4-xnop-1-meTun-1H-nnpason-3-un)(1-MeTUnNUMKNoNEHTUN)METUI)aMUHO)-3,4-
ANoKcoUMKNoByT-1-eH-1-mn)ammHo)-3-rugpokcn-N, N-gumetmnnmkonmHammga MOHOrMgpar,
W, MO MEHbLlen Mepe, OAWH MPOTUBOBOCMANUTENbHBLIM areHT, B NPOW3BOACTBE
NEKapCTBEHHOrO npenapara Ans nedyeHns 3aboneBaHun, COCTOSIHUMA UM PacCTPOUCTB,
KOTOPbIE YNy4LLAtoTCA 3a CHET MHIMBUPOBaHNA T-KNeTOYHOro XeMOTakcuca y YernoBseka.

B opyrom BapuaHTe OCyLLECTBNEHMS, HacTosWee M3obpeTeHmne npegycmaTpuBaeT
npUMeHeHne papmMaLeBTUHECKON KOMBUHaLMKM, KOTopasa CoAEPXUT Kpuctannmieckmn (R)-
4-((2-(((4-xnop-1-meTnn-1H-nnpason-3-un)(1-MeTUnUMKNoNeHTUN)MeTUN)aMUHO)-3,4-
ANokcoumknoByT-1-eH-1-mn)ammHo)-3-rugpoken-N, N-gumetmnnmkonmHammga MOHOrMgpar,
W, MO MEHbLlen Mepe, OAWH NPOTUBOBOCMANUTENbHBLIM areHT, B NPOW3BOACTBE
NeKapCTBEHHOrO npenapata Ans NeYeHus BocnanuTenbHOro 3aboneBaHus, COCTOSHUS
NNV PacCTPONCTBA Yy YeroBeka.

B apyrom BapuaHTe OCyLLecCTBNeHWs, HacTodlee n3obpeTeHne npegycmaTpusaeT
npUMeHeHne papmMaLeBTUYECKON KOMBUHALMKM, KOTopas COAEPXUT Kpuctannmieckmn (R)-
4-((2-(((4-xnop-1-metnn-1H-nnpason-3-un)(1-mMeTUnUMKNoneHTUN)MeTn)aMmmHo)-3,4-
ANOKCoUMKIOByT-1-eH-1-1n)ammHo)-3-rugpokcn-N, N-gumetTmnnmkonmHammaa MOHOrMApar,
W, MO MEHbLleN Mepe, OAWH NPOTUBOBOCMANUTENbHBLIM areHT, B MNPOW3BOACTBE
nekapCcTBEHHOro npenapara Ans nevYeHus ayTouMMyHHOro 3aboneBaHuns, COCTOAHUS UIu
pacCcTpONCTBa y YenoBeka.

B aopyrom BapuaHTe OCyLLeCTBNeHus, HacTodlwee n3obpeteHne npegycmarTpuBaeT
NPUMEHeHWEe hapMaLEeBTUYECKON KOMOMHaUMKN, KOTOpas COAEPXKUT KpucTannnieckun (R)-
4-((2-(((4-xnop-1-meTnn-1H-nnpaszon-3-un)(1-MeTUnUMKNoneHTUn)MeTnn)ammHo)-3,4-
anokcounknodyT-1-eH-1-mn)ammHo)-3-rmgpokcun-N, N-gumeTnnnmkonmnHaMmmnga MoHoruapar,
W, MO MEHbLUEN Mepe, OAWH NPOTUBOBOCMANUTENbHBLIM areHT, B MNPOW3BOACTBE
nekapCcTBEHHOro npenapaTta Ang feyYeHus ncopuasa, Hecneumguyeckoro HA3BeHHOro
konuta, 6onesHn KpoHa, BocnanutensHoro 3aboneBaHust KULIEYHUKE, NCOpUaTUYeCcKoro
apTpvTa unvm peBmMaTomgHOro apTpuTa y YernoBeka.

B apyrom BapuaHTe OCyLLeCTBNeHWs, HacTodlee n3obpeTeHne npegycmarTpusaeT
NpUMeHeHne papmMaLeBTUYECKON KOMBUHAaUMK, KOTopas CoaAepPXUT Kpuctannmueckmn (R)-

4-((2-(((4-xnop-1-meTnn-1H-nnpason-3-un)(1-mMeTUnUMKIoneHTUN)MeTnI)aMmmnHo)-3,4-
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ANoKkcoUMKoByT-1-eH-1-un)ammHo)-3-rugpoken-N, N-gumetmnnmkonmHammga MOHOrMgpar,
W, MO MEHbLleXn Mepe, OAWH NPOTUBOBOCMANUTENbHBLIM areHT, B NPOW3BOACTBE
NeKapCTBEHHOro Npenapara ANA NeYeHnsa peBMaTonagHoro aptpuTa y YenoBeka.

B opyrom BapuaHTe OCyLLECTBMEHUS, HacTosiLee n3obpeTeHne npegycmartpusaeT

o]
I
; ~ N
N =
NH H — N_R4
Rg
3 Re

R

coeguHenna dpopmynel (1IB)

Q

Ry
~
N

/
Ra

N
70
e}
dopmyna (11B)

nnu nx papmaneBTUYECKM NPUEMIIEMYIO COMNb UK rnapart, npy 3ToM Ry n Ry He3aBucmmo
npeactaenset cobon(Cq-Cg)ankmn, mnm Ry 1 R, B3ATbl BMEcTe C aTtoMOM asoTa, K
KOTOPOMY OHW MPUCOEAWHEHbI, 00pasyroT 4-, 5-, nnn 6-4neHHbIN reTepPOLMKI, KOTOPbIN
cogepxut oamH N-retepoatoM U HeobasatenbHO 1 wMnNKM 2 AONOMHUTENbHbIX
retepoaTomoB, BblBpaHHbIX M3 rpynnbl, koTopas coctout u3 O, N, n S, HeobsaszaTtensHO
3amelleHHein  (Cq1-Cy)ankmnom; Rz npeactaengetr cobon H, (Ci-Celankun, (Cq-
Cqs)ankmnkapbonmn, -C(=0)CH=CHCO2H, -SO;NH;, -CH>,OC(=0)(C1-C4)ankmn,

CH,OP(=0)(OH)2, wnn -C(=O)NRaRg, npu 3atom (C4-Cy)ankunkapboHun asnaetca
HeobaszaTensHO 3amelleHHbIn -COoH mvnn -NH,, npu atom -CH,OC(=0)(C¢-C4)ankmn
apnaeTca HeobssatenbHO 3ameweHHbm -NHz, n npu atom Ry m Rg HesaBucumo
npeacraesnget cobon H nnm (C1-Ce)ankmn; R4 npeacrasnset cobon(C1-Ca)ankun; Rs n Re
HesaBucuMo npeacraesnser cobom H, peuntepun, (Cq-Cq)ankokcn, (Cq-Cq)ankmn, (Cq-
Cs)ankmn-die, (Cs-C4)umknoankmn, umaHo, ranoreH, ranoreH(Cq-C4)ankokcm, unm

ranoreH(C-C4)ankun; B npeacrasnset cobom

(Rs)n (RQ)m

(Ra)  (Re) S? q@
R %;7 R % R;]WB R Ryl X .
! , 7 : ! , ! , nn ! . R7 npepcraensaet cobown(Ci-

Cslankmn wnn C4-Cilankun-di7; Rs npeacraesnaetr cobou peutepun wunu gea R8
NPUCOEAMHEHBI K OQHOMY W TOMY e atomy yrnepoaa, obpasys (Cs-Cs)umKnoankunbHyo
rpynny; n paseH O unu 2; Ry B kaxkaom cnyvae npeacrasnseT cobon F; m paseH 2; n X

npeactasnset cobon O.
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B npyrom BapuaHTe OCyLLeCTBNEHUs, HacTosLee n3obpeTeHne npegycmaTpuBaeT
coeguHerna cdopmynbl (IIB), nnu nx dapmaueBTnyeckn npuemMnemyro Corb WUnu rugpar,
npn aToMm Ry npeacraenser cobom metun; R, npepcraenser cobom MeTun, 3Tun unm
nsonponun; Rz npeacrasnsaet cobon H; R4 npeacrasnset cobon metun, Rs npeacraenset

cobon meTtun, otun, metokcn, Cl, AMPTOPMETOKCKH, uMaHo wunu uuknonponun, Rs

npeacraenseTt cobom H; B npeacraenaet cobon R7/“L7; R7 npeacraenset cobon metun.

B opyrom BapuaHTe OCyLLECTBNEHMS, HacTosLWee M3obpeTeHmne npegycmaTpuBaeT
coeguHernna dopmynbl (IIB), nnu nx dapmaueBTnyeckn npuemMnemyro Corfb Unu rugpar,
npy aToM Ry 1 Ry B35Tbl BMEcTe C aTOMOM as30Ta, K KOTOPOMY OHW MPUCOEANHEHbI,
obpasytoTr mopdonvH  unm - 4-metunnunepasuvH; Rs; npegcrtaeBnsier cobom H; Ry
npeacrasnsetr cobon metun; Rs npeacrtaBnaetr cobom metun, atun, metokew, Cl,
AnTopmeTokeu, umaHo unu uuknonponun; Reg npeacraenser cobon H; B npeacraenser

cobon

R7T“L7; R; npeacraenseT cobom meTtun.

B gpyrom BapuaHTe OCyLUeCTBNeHUd, HacToslee nsobpeTeHne npegycmarpusaeT
coeguHenma cdopmynbl (1IB), nnu nx dpapmaueBTUYECKM NPUEMIIEMYHO COfMb UMK rMapar,
npn sTom Ry npeacraenaer cobom metun, R, npepcrasnser cobom MeTun, 3Tun unm
naonponun; Rs npeacraenaet cobon H; R4 npeactasnseTt cobon metun; Rs npeacrasnser
cobon metun, atun, metokew, Cl, gudpTopmeTokcn, umaHo wnu uuknonponun, Reg
npeactasnseT cobon H; B npeacraesnset cobomn

(Rg)n

R7/N€ .
. R7 npegcraensier cobom meTtun; 1 n paeeH 0.

B apyrom BapuaHTe OCYLLECTBMNEHUS, HacTosLee M30bpeTeEHNE npeaycmaTpuBaeT
coeguHenna cdopmynbl (IIB), nnu nx dpapmaueBTUYECKM NPUEMIIEMYIO COfMb UMK rMapar,
npn atoM Ry 1 Ry B3aTbl BMECTe C atoOMOM asoTa, K KOTOPOMY OHUM MPUCOEAUHEHDI,
obpasytoTr mopdonvH  unm - 4-metunnunepasuvH; Rs; npeacrtaensier cobom H; Ry
npeacraenseT cobon metun; Rs npeacraensaer cobon metun, Metun-ds, STUM, METOKCH,
Cl, pudTtopmeTokcK, umaHo wunu uuknonponun; Rg npeacraesnser cobon H; B

npeacraenseT cobon

62



10

15

20

25

(Re)n

R7% .
: R7 npegcrasnset cobom meTtun; 1 n paseH 0.

B opyrom BapmaHTe OCyLLeCTBNEHNS, HAacTosiLLee n3obpeTeHne npegycMmaTpmBaeT
coeguHenna gpopmynel (1IB), nnu nx dpapmaueBTUYeCKM NpUeMnemMyro Conb UNu rngpar,
npwn atom Ry npeacraensaet cobom metun; Ry npeacrasnaet cobor MeTun, 3Tun unm
nsonponun; R; npeacraenser cobon H; R4 npepcraenset cobom meTtun; Rs npeacrasnset
cobon meTun, metun-ds, aTun, metokew, Cl, AndTopmeToKCK, LmaHo nnm umknonponun; Rg
npeactaenseT cobon H; B npeacrasnset cobon

(Rg)n

R7;}NE| .
: R; npeacrasnsier cobor metun; Asa Rg npucoeamHeHb! K 04HOMY U TOMY Xe

aTomy yrnepoga, obpasys yuknonponus; n n paseH 0 unn 2.

B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodawee n3obpeteHne npegycmarpuBaeT
coeguHerna doopmynbl (IIB), nnu nx dapmaueBTnyeckn npuemMnemyro Corb WUnu rugpar,
npy atoMm Ry 1 Ry B3siTbl BMECTE C aTOMOM as0Ta, K KOTOPOMY OHW MPUCOEANHEHbI,
obpasytoT mMopdonuH  unm - 4-metunnunepasuvH; Rs;  npegcraeBnser cobom H; Ry
npeacraensetr cobon metun, Rs npeacraenser cobowm metun, otvn, metokcn, Cl,

AnTopmeTokeK, umaHo unm uuknonponun; Rg npeacraenser cobon H; B npepcraenser

(Rs)n
cobon R7%”B; R; npeacrasnsaet cobon metun; aea Rg npnucoeanHeHb! K 04HOMY 1 TOMY
Xe aTomy yrnepoga, obpasys umknonponus; n n paseH 0 nnn 2.

B gpyrom BapmaHTe OCyLUEeCTBNEHUd, HacToswee nsobpeTeHne npegycmarpuBaeT
coeguHenna cdopmynsl (1IB), nnu nx dapmaueBTUUECKM NPUEMIIEMYHO COMb UMK rMapar,
npn saToMm Ry npeacraenser cobom metun, R, npepcraenser cobom meTtun, 3Tun unm
naonponun; Rs npeacraenset cobon H; R4 npeactasnset cobon metun; Rs npeacraenser
cobon meTtun, Metun-ds, aTun, metokeu, Cl, AnpTopMETOKCH, LMaHo unu umknonponun; Re
npeactasnseT cobon H; B npeacraesnseT cobon
(Rg)n

Ry . . .
. R7 npeacrasnsaet cobon metun; Rg npeacraesnaet cobon aeNTepun; n n paBeH

0 wvnn 2.
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B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodawee n3obpeteHne npegycmarpuBaeT
coeguHerna cdopmynbl (IIB), nnu nx dapmaueBTnyeckn npuemMnemyro Corb WUnu rugpar,
npy atoMm Ry 1 Ry B3siTbl BMECTE C aTOMOM as0Ta, K KOTOPOMY OHW MPUCOEANHEHbI,
obpasytoTr mopdonvH  unm  4-metunnunepasuvH; Rs; npeacraeBnser cobom H; Ry
npeacraensetr cobon metun, Rs npeacraenser cobon metmn, otun, metokcn, Cl,
AnTopmeTokeH, umaHo unm uuknonponun; Rg npeacraesnser cobon H; B npepcraenser

cobon
(Rg)n
R7 .
. R; npeacrasnaet cobon metun; n n paeeH 0.

B gpyrom BapmaHTe OCyLUEeCTBNEeHUs, HacToswee nsobpeTeHne npegycmartpuBaeT
coeguHerna dopmynbl (IIB), nnu nx dapmaueBTnyeckn npuemMnemyro Corb WUnu ruapar,
npn aToMm Ry npeacraenser cobom metun; R, npeacraenser cobom MeTun, 3Tun unm
nsonponun; R; npeacrasnsaet cobon H; R4 npeacrasnset cobon metun, Rs npeagcraenset
cobon meTtun, otun, metokcn, Cl, AMPTOPMETOKCKH, uMaHo unu uuknonponun, Rs
npeactaenseT cobon H; B npeacraesnset cobon
(Rg)m

Ry~ X . y
. R7 npeacrasnset cobom meTtun; Ry npeacraengaet coboun F; m paBeH 2; n X
npeactaenset cobon O.

B gpyrom BapuaHTe OCyLUeCTBNEeHus, HacToswee n3obpeTeHne npegycmartpuBaeT
coegmnHenna opmynel (1IB), nnu ux gpapmayeBTUYeCcKU NpUMemMnemMyro cofb UNn rapar,
npn atoMm Ry n Ry, B3sATbl BMECTE C aTOMOM asoTa, K KOTOPOMY OHUM MPUCOEAUHEHDI,
obpasytoT mMopdonuH  unm - 4-metunnunepasuvH; Rs; npepcrtaeBnser cobom H; Ry
npeacraesnsetr cobon metun; Rs npeacraenaetr cobom metun, atun, metokcu, Cl,
AndTopmeTokeun, umaHo unu umknonponun; Re npeacraesnser cobon H; B npepcraensaer
cobown
(Re)m

R7 X . .
: R7 npeacraenset cobom meTtun; Ry npeacraensaet coboun F; m paeeH 2; n X

npeactasnset cobon O.
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B apyrom BapuaHTe ocyulectsneHma coeguHeHune dopmynel (IIA) npeacraensaer
cobon(S)-4-((2-(((1,4-pmmeTnn-1H-nnpason-3-un)(1-MeTUNUUKNONEeHTUN)METUM)aMUHO)-
3,4-anokcoumknobyTt-1-eH-1-mn)ammnHo)-3-rngpokcn-N, N-ogUMEeTUNNNKONMHAMWA, WX ero
dapmaueBTUHECKM NPUEMIIEMYIO COMb UMK rUaparT.

B apyrom BapuwaHTe ocyllecTBneHus coefunHeHne dopmynbl (IIA) npeacraesnser
cobon(S)-4-((2-(((1,4-pmmeTnn-1H-nnpason-3-un)(1-MeTUNUMKNONEeHTUN)METMI)aMUHO) -
3,4-anokcoumknobyT-1-eH-1-mn)ammHo)-3-rngpokcn-N, N-gumetmnnmkonmHammg,.

B opyrom BapuaHTe OCyLLECTBNEHMS, HacTosWee M3obpeTeHmne npegycmaTpuBaeT
coeaguHenne gopmynel (IIB), nnmn ero goapmaueBTUYecKn npmemMnemMyro Conb Unu rugpar,
ANSA NPUMEHEHNE B Ka4eCcTBe NeKapCTBEHHOro npenapara.

B opyrom BapuaHTe OCyLLeCTBNEHUs, HacTodwee n3obpeTteHme npegycmarTpuBaeT
coeguHerne gopmynel (IIB), nnn ero goapmaueBTn4eckn npmemMnemMyro Conb Unu rugpar,
ANS NPUMEHEHME B INEYEeHUN WnmM npepynpexaeHnn 3aboneBaHun, COCTOSIHUA UK
pacCTPONCTB, KOTOPbIE Yry4LlarTca 3a cHeT nHrnbmposaHna CCR6 y yenoseka.

B apyrom BapuaHTe OCyLLecCTBNeHWs, HacTodlee n3obpeTeHne npegycmaTpusaeT
cnocob neveHuss unu npeaynpexaeHns 3aboneBaHu, COCTOSHUA WU PaCcCTPOWCTB,
KOTOpble ynyywaTca 3a cyeT uHrmbuposaHms CCR6 y 4yenoBeka, KOTOPbIA BKNHOYaeT
BBEAEHNE YENOBEKY, HyXAalmlWemMyca B 3TOM, TepaneBTUYECKN SPPEKTUBHOMO
konuyecTtea coeguHennsa dpopmynbl (1IB), nnn ero papmaueBTUHECKM NMPUEMTIEMON COMM
nnu rmgpara.

B opyrom BapuaHTe OCyLeCTBNEHUs, HacTodwee n3obpeTeHmne npegycmarTpuBaeT
cnocob nevyeHus wunu npegynpexaeHna 3aboneBaHu, COCTOSHUA WU PacCTPOWCTB,
KOTOPbIE YNy4dLATCA 3a CYET MHMMBMPOBaHMA T-KNETOYHOrO XEeMOTaKkcuca y YenoBeka,
KOTOPbIA BKMHOYaET BBEAEHWE YEroBEeKy, HYXAawLWemMyCcsd B 3TOM, TepaneBTUYECKU
apdekTMBHOro Konuyectesa coeguHeHus gopmynel (IIB), nnm ero dapmaueBTUyeckm
NpveMNEMOn Conu unu rmgpara.

B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodlee n3obpeteHne npegycmarpusaeT
crnocob neveHns unu NpeaynpexaeHUs BOCNanuTenbHbIX 3ab0neBaHnn, COCTOAHUA UK
PacCTPONCTB Yy YernoBeka, KOTOPbIA BKMHOYAET BBEAEHWE YEriOBEKY, HyXAarLemycs B
3TOM, TepaneBTUYeckn 3hPEKTUBHOrO Konmyectea coeguHeHna doopmynel (IIB), nnm ero

thapmaLeBTUYECKM NPUEMIIEMON COMM UK rngpaTa.

65



10

15

20

25

30

B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodawee n3obpeteHne npegycmarpuBaeT
cnocob neyYeHns Unm npeaynpexaeHns ayTOMMMYHHbIX 3aboneBaHui, COCTOAHUA WUnu
PacCTPONCTB Yy YernoBeKka, KOTOPbIA BKIIHOYAET BBEAEHME YENOBEKY, HyXAaloLEeMycs B
3TOM, TepaneBTUYeckn aPdPeKTUBHOro Konuyectea coeguHeHna gopmynel (1IB), nnu ero
dapmaneBTUHECKM NPUEMIIEMOW COMNU UMK rapaTa.

B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodawee n3obpeteHne npegycmarpuBaeT
Cnocob neveHnsa nnu NpefynpexaeHus ncopmasa, Hecneynduyeckoro S3BeHHOro KonmTa,
Bonesnn KpoHa, BoCnanuTenbHOro 3aboneBaHnsa KULWEYHMKE, NMCOpuaTUYEeCcKoro apTpuTa,
UNn pPeBMaTOMLHOrO apTpuTa y 4YenoBeka, KOTOPbIW BKMHOYAEeT BBEAEHME YErOBEKy,
HyXZarLWemMycsd B 3TOM, TepaneBTUYEeCKM IPPEKTUBHOMO KONMMYEeCcTBa COEANHEHUS
dopmynel (IIB), nnm ero bapmaueBTUYECKM NPUEMITIEMON COMNU NN rmapara.

B aopyrom BapuaHTe OCyLLeCTBNeHus, HacTodlee n3obpeteHne npegycmarTpusaeT
crnocob neyeHns unu npeaynpexaeHns peBMaTtouMaHOro apTputa y YenoBeka, KOTOPbIN
BKIMHOYAET BBEAEHME YErOBEKY, HYXAaloLWeMyCs B 3TOM, TepaneBTUYeCcKn 3PPEKTUBHOIO
Konm4yecTtea coefnHeHuna (S)-4-((2-(((1,4-anumeTnn-1H-nnpason-3-un)(1-
METUINLMKNONEHTUI)METUIT)aMUHO)-3,4-AMOKCOLMNKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCu-
N,N-gumeTtnnnukonuHammuaa, unm ero apmaueBTU4eCcKk NpuemMnemMon Conv unm rugpara.

B npyrom BapuaHTe OCyLLECTBNEHMS, HacTosLWee M3obpeTeHmne npegycmaTpuBaeT
Crnocob neyeHnsa unu npeaynpexaeHns peBMartouMagHOro apTputa y YenoBeka, KOTOPbIN
BKIMHOYAET BBEAEHUE YErOBEKY, HyXarLWeMycs B 9TOM, TepaneBTUYeckn aPdeKkTUBHOro
konmyectBa coeauHeHus nponekapcte  (S)-4-((2-(((1,4-aumeTtun-1H-nmupason-3-un)(1-
METUMNLMKNONEHTUN)METUI)aMUHO)-3,4-AMOKCOLMKNOBYT-1-eH-1-1n)amMuHO)-3-rnapoKCH-
N,N-pyumeTnnnukonnHammaa.

B opyrom BapuaHTe OCyLLeCTBNeHus, HacTodlee n3obpeteHne npegycmarTpuBaeT
npuMeHeHne coeguHenna cdpopmynel (IIB), nnu ero dpapmayeBTUYECKM NPUEMNEMON CONU
Unn rmgpara, B NpOM3BOACTBE NIEKAPCTBEHHOroO npenapara Ans nedeHus 3abonesaHun,
COCTOSIHUA UMW PacCTPOUCTB, KOTOpbIE yryywarTca 3a cyeT uHrmbuposaHus CCR6 y
YyenoBseka.

B gpyrom BapuaHTe oCyLlecTBNeHus, HacTodwee n3obpeteHne npegycmarpuBaeT
npuMeHeHne coegmHenns cdopmynel (IIB), nnu ero dpapmayeBTUHECKM NPUEMNEMON CONU

Unu rapaTta, B NPON3BOACTBE NEKapCTBEHHOro npenapara Ans nedeHus 3abonesaHun,

66



10

15

20

25

30

COCTOSIHAA WM PacCTPOMCTB, KOTOPbIE yny4ylwarTcs 3a cyeT WHrmbupoBaHus T-
KNETOYHOro XemoTakcuca y Yernoseka.

B opyrom BapuaHTe OCyLLECTBNEHMS, HacTosWee M3obpeTeHmne npegycmaTpuBaeT
npumeHeHne coegunHernsa doopmynel (1IB), nnn ero papmaueBTUyHeckn NpuemMnemon conm
wnn  rmgpata, B MNPOM3BOACTBE  JIEKAPCTBEHHOro npenapara Ana  neveHus
BOCNanuTenbHOro 3abonesaHns, COCTOSHUA UM PacCTPOMUCTBa Y YenoBeka.

B aopyrom BapuaHTe OCyLLeCTBNeHus, HacTodlee n3obpeteHne npegycmarTpusaeT
npumeHeHne coeaunHernsa doopmynel (1IB), nnn ero papmaueBTUyHeckn NpuemMnemon conm
Unwn rngpara, B NpoU3BOACTBE NEKapCTBEHHOro npenaparta Ana nevYeHns ayToMMMyHHOrO
3aboneBaHus, COCTOSAHUS UMM PacCTPOMUCTBA Y YenoBeKa.

B opyrom BapuaHTe OCyLLeCTBNEHUs, HacTodwee n3obpeTteHme npegycmarTpuBaeT
npumeHeHne coeaunHerna oopmynel (1IB), nnn ero papmaneBTUyeckn NnpuemMnemon conm
unn rmgpata, B NPOM3BOACTBE IEKAPCTBEHHOrO npenapara Ans neyYeHns ncopuasa,
Hecneumdunyeckoro a3BeHHoro konuta, GonesHn KpoHa, BocnanurensHoro 3abonesaHus
KULLEeYHWKa, NCOpUaTUYECKOro apTpuTa Unv peBmMaTonaHoro apTpura y YenoBseka.

B opyrom BapuaHTe OCyLLeCTBNEHUs, HacTodwee n3obpeTteHme npegycmarTpuBaeT
npUMeHeHue (S)-4-((2-(((1,4-pmumeTnn-1H-nnpason-3-mn)(1-
METUNLMKNONEHTUN)METUIT)aMUHO)-3,4-ANOKCOUMNKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCu-
N,N-gnmeTnnnukonuHammaa, unm ero papmMareBTUYecKn NpMeMnemMon conum unm rugparta,
B MPOW3BOACTBE NEKapCTBEHHOro npenapara Ana NeYeHns peBMaToumgHoro aptputa y
Yyenoseka.

B aopyrom BapuaHTe OCyLLeCTBNeHus, HacTodlwee n3obpeteHne npegycmarTpuBaeT
npUMeHeHve npornekapcTs (S)-4-((2-(((1,4-pmmeTnn-1H-nnpason-3-mn)(1-
METUMNLMKNONEHTUN)METUI)aMUHO)-3,4-0MOKCOLMKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCu-
N,N-gumeTnnnukonuHammuaa, unm ero papmMaLeBTUYeckn NnpmeMnemMon conu unm rugpara,
B MPOW3BOACTBE IEKAPCTBEHHOro npenapara Ans NeYeHns peBMaTonaHoro aptputa y
Yyenoseka.

B npyrom BapuaHTe OCyLLECTBMNEHMS, HACcTosLWee M30bpeTeHmne npegycmaTpuBasT
dhapmaueBTUYECKYHO KOMMO3MLMIO, KOTOpas coaepXut coeguHeHne dopmynsl (1IB), nnu
ero apmaueBTUYEeCKN MNPUEMIEMYKO COMb WUNW rmapaT, WU, NO MeHblUen Mepe, OAMH

thapmaLeBTUYECKM NPUEMINEMbIN SKCLMMMEHT, pa3baButens U HOCUTENb.
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B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodawee n3obpeteHne npegycmarpuBaeT
dpapmaueBTUyeckyo  KoMnosuuuo,  Kotopas  copgepxut  (S)-4-((2-(((1,4-aumeTtun-1H-
nnpason-3-un)(1-MeTUNUUKIoNeHTU)METUN)aMNHO)-3,4-4NOKCOLMKITODYT-1-eH-1-
nn)ammHo)-3-rngpokcn-N, N-gumeTmnnmkonuHamug, nnm ero drapmaLeBTUYECKN
NpUeMnNemMyro Cofb WAM ruapaTt, W, N0 MeHblen Mepe, oauH dhapMaLeBTUYEeCKU
NpYeMNEeMbIN 3KCUMNUEHT, pasbaBuTens UM HOCUTENMb.

B aopyrom BapuaHTe OCyLLecCTBNeHns, HacTodlwee n3obpeteHne npegycmarpusaeT
hapmaLeBTUHECKYIO KOMMO3MLMIO, KOTOpas copaepxuT nponekapcrea (S)-4-((2-(((1,4-
anmeTtun-1H-nupason-3-un)(1-MeTunUMKNONeHTU)MEeTUM)aMMHO)-3,4-4NOKCOLMKIODYT-1-
eH-1-un)amnHo)-3-rmgpokcn-N,N-gumetnnnmkonmHamuga, wnu ero  dapmaueBTUYECKM
NpYeEMNEMON CONMM WNW rugparta, W, NO MeHblen Mepe, OauH dapMaueBTUYECKU
npveMnemMbIv 3KCUMNUEHT, pasbaBuTens UM HOCUTENMb.

B opyrom BapuaHTe OCyLLECTBNEHMS, HAcTosLWee M3obpeTeHmne npegycmaTpuBaeT
cnocob neveHuss unu npegynpexaeHnsa 3aboneBaHu, COCTOSHUA WM PacCTPOWCTB,
KOTOpbIE ynydwaroTca 3a cyeT mHrnbmnposaHma CCR6 y 4enoBeka, KOTOPbIA BKMOYaeT
BBEAEHME YEeNnOoBeKy, HyXKAawlwemMyca B 3TOM, TepaneBTUYeCKn SPdEKTUBHOIO
KonmyecTea apMaLeBTUYECKON KOMMO3ULMK, KOTOPas COAEPXUT COeAUHEHME POPMYIbI
(1IB), nnn ero chapmaueBTUYECKM NPUEMITIEMYIO COMb UMW TMAPAT, U, NO MEHbLUEN Mepe,
OAVH bapMaueBTUYECKN NPUEMINEMbIN SKCLUMMUEHT, pa3baBuTenb NN HOCUTENb.

B apyrom BapuaHTe OCyLLecCTBNeHWs, HacTodlee n3obpeTeHne npegycmaTpusaeT
cnocob neveHuss unu npegynpexaeHns 3aboneBaHu, COCTOSHUA WU PaCcCTPOWCTB,
KOTOPbIE YNy4YLaTCA 3a CYHET MHMMBMpoBaHMA T-KNETOYHOro XemMoTakcuca y 4YernoBeka,
KOTOPbIA BK/OYAET BBEAEHME YENOBEKY, HYXAAKLWEMYCS B 3TOM, TepaneBTUYECKU
3 PEKTUBHOrO  KONMUYecTea apMaueBTUYECKOM  KOMMO3MUMKN, KOTOpas COAEPXUT
coegmHenne cdopmynel (I1B), nnn ero dhapmaueBTUYECKN NPUEMNEMYIO COMb UK rnapar,
N, MO MEHbLUEN Mepe, OANH hapMaLeBTUYECKM NPUEMIIEMbIN SKCUMMMEHT, pa3baBuTenb
NN HOCUTENb.

B npyrom BapuaHTe OCyLLECTBMNEHMS, HACcTosLWee M30bpeTeHmne npegycmaTpuBasT
crnocob neveHns Unuv NpeaynpexXaeHUs BocnanuTensHOro 3aboneBaHns, COCTOSHUA MU
pPacCcTpPoONCTBa Yy YerioBeKka, KOTOPbIA BKIMHOYAET BBEAEHWE YEroBeKy, HyXAarolwemMyCcsa B
3TOM, TepaneBTUYECKM SDPEKTUBHOIO KONMMYECTBa (PapmaLeBTUYECKOM KOMMO3ULMK,

KoTOpas coaepxut coegmHeHne dopmynel (1IB), unn ero dapmaveBTnyecku npyuemnemas
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COMb WNW rMgpart, W, N0 MEHbLEW Mepe, OauH dapmaueBTUYECKM MPUEMNEMbIN
3KCUMNWEHT, pasbaButernb U HOCUTESb.

B opyrom BapuaHTe OCyLLECTBNEHMS, HacTosWee M3obpeTeHmne npegycmaTpuBaeT
Crnocob neyeHus unu npeaynpexaeHus ayToMMMYyHHOro 3aboneBaHus, COCTOSHUSA Wnu
pPaccTpoONCTBa Yy YerioBeKka, KOTOPbIA BKIMHOYAET BBEAEHWE YEroBeKy, HyXAaroLemMycsa B
3TOM, TepaneBTUYEeCKM OSPPEKTUBHOIO KONMMYeCcTBa (apmaLeBTUYECKOM KOMMO3ULMK,
KoTopas copepxut coeguHerne dopmynel (lIB), nnn ero dpapmaueBTnyeckn npmemMnemMyro
COMb WNW Mgpart, WU, NO MEHbLEW Mepe, OAuH dapmaleBTUYECKM MPUEMMEMbIN
3KCUMNWEHT, pasbaButenb U HOCUTENb.

B apyrom BapuaHTe OCyLLecCTBNeHWs, HacTodlee n3obpeTeHne npegycmaTpusaeT
cnocob neveHnsa nnm NpefynpexaeHus ncopmasa, Hecneumdrnyeckoro S3BEHHOro KonmTa,
BonesHn KpoHa, BocnanutenbHOro 3aboneBaHnsa KULWEYHMKa, NcopuaTUYecKkoro apTpuTa,
WNN PEBMATOMLHOrO apTpuTa y 4YenoBeka, KOTOPbIWM BKIHOYAET BBEAEHME YENOBEKY,
HY>KOaroLLEMYCS B 9TOM, TepaneBTU4eCKkM 3PMEKTUBHOIO KONMYeCTBa hapmaueBTUYECKON
KOMMNO3uUMK, KOTopas coaepXxunt coegunHeHne dopmynel (lIB), nnn ero goapmaueBTnyeckm
NpYEMNEMYIO COfb WM ruapaT, W, MO MEHbLEN Mepe, OoauH dapMaueBTUYECKN
npveMneMbI 3KCUMNUEHT, pasbaBuTens UM HOCUTEMb.

B npyrom BapuaHTe OCyLLECTBIMEHUS, HACTOSALWEE M30DpeTeHmne npegycmaTpuBasT
Crnocob neyeHnsa unu npeaynpexaeHns peBMartouMagHOro apTputa y YenoBeka, KOTOPbIN
BKIMHOYAET BBEAEHUE YErOBEKY, HyXarLWeMycs B 9TOM, TepaneBTUYeckn aPdeKkTUBHOro
KonmMyectBa apmaueBTUHECKOM KOMMO3uuuKk, kotopasa cogepxuT  (S)-4-((2-(((1,4-
anmeTtun-1H-nupason-3-un)(1-MeTUnUUKNONeHTU)MeTUN)aMMHO)-3,4-4NOKCOLMKNODYT-1-
eH-1-un)ammHo)-3-rngpokcn-N, N-gumetTmnnmkonuHamug, unm  ero  apmaueBTUYecKku
NpUEMNEMYIO COMb WM ruapaT, W, N0 MeHblen Mepe, oauH dapMaueBTUYECKU
npyveMnembIv 3KCUMNUEHT, pasbaBuTens UM HOCUTENMb.

B gpyrom BapuaHTe OCyLLeCTBNEHUs, HacToswee n3obpeTeHmne npegycmaTpmBaeT
Crnocob neyeHnsa unu npeaynpexaeHns peBMartouagHOro apTputa y 4YenoBeka, KOTOpbIW
BKIOYAET BBEAEHME YENOBEKY, HYXAaroWeMycs B 3TOM, TepaneBTUYeckn apdPeKkTBHOMO
KonmyecTBa hapMaueBTUYECKON KOMMO3ULMKM, KOTOpas COAEPXUT nponekapctea (S)-4-((2-
(((1,4-anmeTnn-1H-nnpason-3-mn)(1-MeTnnUMKnNoneHTn ) MeTun )aMmHo )-3,4-

ANokcounknoByT-1-eH-1-un)ammHo)-3-rugpokcn-N, N-gumetmnnmkonmHammga, Wnnm - ero
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dapmauyeBTUYECKM MNPUEMMIEMON CONMW UMM rMgparta, W, NO MEHbLIeW Mepe, OAMH
dapmaueBTUYECKM NPUEMIEMbIN SKCLUMMNEHT, pasbaBuTerb NN HOCUTENb.

B opyrom BapuaHTe OCyLLECTBNEHMS, HacTosWee M3obpeTeHmne npegycmaTpuBaeT
npyMeHeHve apmMaLeBTUYECKON KOMMO3MLMKW, KOTOpasa COAEPXUT coeguHeEHne PopmMy bl
(IIB), nnn ero cdapmaueBTUUECKM NPUEMIIEMYID COMb UMW TMAPAT, U, NO MEHBLLLUEN MeEpeE,
OOVH apmaueBTUYECKM MNPUEMIEMBIA  SKCUMMMEHT, pasbaButenb UM HOCUTENb, B
NPOM3BOACTBE NEKapCTBEHHOro npenapara Anga nedyeHnsa 3abonesaHuy, COCTOSHUA Unu
pPacCTPONCTB, KOTOPbIE yry4LlaoTca 3a cHeT nHrmbmpoeaHmna CCRE y yenoseka.

B opyrom BapuaHTe OCyLLeCTBNeHus, HacTodlee n3obpeteHne npegycmarpuBaeT
NpUMeHeHVe hapmMaLeBTUYECKON KOMMO3MLMKM, KOTOopasa COAEPXUT coeguHeHne dpopmybl
(1IB), nnn ero dhapmaueBTUHECKM NPUEMITIEMYIO COMb UMW TMAPAT, U, NO MEHbLUEN Mepe,
OOVH apmaueBTUYECKU MPUEMIEMbI  SKCUMMUEHT, pasbaButenb UM HOCUTENb, B
NPON3BOACTBE NEKAPCTBEHHOro npenapaTa Ansa nedeHns 3abonesaHun, COCTOSHUMA U
PacCTPONCTB, KOTOPbIE YNy4LLAOTCA 3a CHET MHIMBNPOBaHUA T-KNETOYHOrO XemoTakcmuca y
Yernoseka.

B opyrom BapuaHTe OCyLLeCTBNEHUs, HacTodwee n3obpeTteHme npegycmarTpuBaeT
npyMeHeHve hapmMaLeBTUYEeCKON KOMMO3MLMKW, KOTOpasa COAEPXUT coeguHeHne opmybl
(1IB), nnn ero chapmaueBTUYECKM NPUEMITIEMYIO COMb UMW TMAPAT, U, NO MEHbLUEN Mepe,
OOVH apmMaueBTUYECKM MNPUEMIEMbBIA  SKCUMMMEHT, pasbaButens UM HOCUTENb, B
NPOV3BOACTBE NEKapCTBEHHOro npenaparta Ang NnevyeHnsa BocnanutensHoro sabonesaHus,
COCTOSIHNA UNN PacCTPOMCTBA Y YernoBeKa.

B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodlwee nsobpeTeHne npegycmarpusaeT
NPUMEHEHWE hapmMaLEBTUYECKON KOMMO3MLMKM, KOTOpas COAEPXKUT COeaMHEHNE POPMYIbl
(11IB), nnn ero dhapmaueBTUHECKM NPUEMITIEMYIO COMb UMW TMAPAT, U, NO MEHbLUEN Mepe,
OAWH apmaueBTUYECKU MPUEMIEMbIA  SKCUMMUEHT, pasbasutenb UM HOCUTENb, B
NPOM3BOACTBE JIEKAPCTBEHHOIO npenapaTa Ans NevYeHus ayTOMMMYHHOro 3abonesaHus,
COCTOSIHNA UMK PacCTPOMCTBA Y YernoBeka.

B npyrom BapuaHTe OCyLLECTBMNEHMS, HACcTosLWee M30bpeTeHmne npegycmaTpuBasT
npyMeHeHre apmaLeBTUYECKON KOMMO3MLMKW, KOTOpasa COAEPXUT CoegmHEHne PopMy bl
(IIB), nnn ero cdapmaueBTUUECKM NPUEMIIEMYIO COMb UMW TMAPAT, U, NO MEHBLLLUEN MeEpe,
OOVH apmMaueBTUYECKM MPUEMIIEMBIA  SKCUMMMEHT, pasbaButenb UM HOCUTENb, B

NPOM3BOACTBE NEKAapPCTBEHHOrO npenapara Ans nevYeHus ncopuasa, Hecneunmduyeckoro
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A3BEHHOro konuta, ©GonesHn KpoHa, BocnanuTenbHoOro 3aboneBaHWA KULLEYHWKA,
ncopuaTmMyecKoro apTpmra unm peBMaTongHoOro apTpura y Yenoseka.

B opyrom BapuaHTe OCyLLECTBNEHMS, HacTosWee M3obpeTeHmne npegycmaTpuBaeT
npyMeHeHve dapMaueBTUYEeCKONn KOMMo3uumm, Kotopas cogepxut  (S)-4-((2-(((1,4-
anmeTun-1H-nnpason-3-un)(1-MeTUnUMKNonNeHTUN)MeTUN)aMmHo)-3,4-anokcoumknodbyT-1-
eH-1-un)ammHo)-3-rngpokcn-N, N-gumeTunnmkonuHamuga, wunu  ero  apmayeBTnyYeckm
NpUeMNEeMy0 COfb WM ruapaTt, W, N0 MeHblen Mepe, oauH dapMaueBTUYECKU
NPUEMINEMBIA 3KCUMMUEHT, pa3baBuTenb NN HOCUTENb, B NMPOM3BOACTBE NIEKAPCTBEHHOMO
npenapara Ana nNeYeHna peBMaTtongHoro apTpuTa y Yenoseka.

B apyrom BapuaHTe OCyLLecCTBNeHWs, HacTodlee n3obpeTeHne npegycmaTpusaeT
NPpYMEHeHVEe dapmaLeBTUHECKOM KOMMO3NLMK, KOTOpasa coaepXut nponekapcrtea (S)-4-
((2-(((1,4-aumeTnn-1H-nnpaszon-3-mn)(1-mMeTUnUUKNONeHTUN)METUN)aMUNHO)-3,4-
ANokcounknoByT-1-eH-1-un)ammHo)-3-rugpokcn-N, N-gumetmnnmkonmHammuga, Wnnm - ero
dapmaueBTUYeCckM MNpUeEMNEMON CONMW UM rmgpara, W, No MeHbllen Mepe, OAMH
apmauyeBTUHECKM MPUEMMNEMBIA  3KCUMMUEHT, pas3baBuTens WKW  HOCUTENb, B
NPOM3BOACTBE NEKAPCTBEHHOrO npenapara ANnd NevYeHus peBmMaTougHoOro aptpura y
Yyenoseka.

B npyrom BapuaHTe OCyLLECTBNEHMS, HacTosLWee M3obpeTeHmne npegycmaTpuBaeT
dapmaLeBTMHECKYD KOMBUHALMIO, KOTopasa CoaepXut coeguHeHne dopmynbl (11B), nnn
ero apmaueBTUYECKN MNPUEMIIEMYIO COMb WUNW rMapaT, WU, NO MeHblUen Mepe, OAMH
NPOTUBOBOCMANUTENBHbIN areHT.

B aopyrom BapuaHTe OCyLLeCTBNeHus, HacTodlwee n3obpeteHne npegycmarTpuBaeT
apmaueBTMyeCKY0O  KOMBUHaumo, kotopas  cogepxut  (S)-4-((2-(((1,4-pmmeTnn-1H-
nMpason-3-mn)(1-MeTUNUUKIOoNeHTUN)METUN)aMNHO)-3,4-4NOKCOLMKITODYT-1-eH-1-
nn)amuHo)-3-rmgpokcn-N, N-gumetTunnukonmHammnaa, nnn ero dhapmaLeBTUHECKM
NPYEMMNEMYIO COMb UNW rMAPAaT, WU, MO MEHbLUEN MEpEe, OAMH MPOTMBOBOCMANMUTENbHbIN
areHT.

B apyrom BapuaHTe OCyLLECTBNEHUs, HACToSLWEee M30DpeTeHmne npegycmaTpuBasT
dapmaueBTMyeckyto  kOMBUHaUMO, koTopasa codepxut nponekapctea (S)-4-((2-(((1,4-
anmeTun-1H-nnpason-3-un)(1-MeTUnUMKNoneHTUN)MeTUN)aMmHo)-3,4-anokcoumknobyT-1-

eH-1-un)ammnHo)-3-rngpokcn-N, N-gumeTmnnmkonuHamuga, wunu  ero  apmayeBTUYeCcKU
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NPYEMMNEMYIO COMb UMW rMapaT, WU, N0 MEHbLUEN Mepe, OAMH MPOTMBOBOCMANMUTENbHbIN
areHT.

B opyrom BapuaHTe OCyLLECTBNEHMS, HacTosWee M3obpeTeHmne npegycmaTpuBaeT
cnocob neveHuss unu npegynpexaeHnsa 3aboneBaHu, COCTOSHUA WU PacCTPOWUCTB,
KOTOpble yrydwaroTca 3a cyeT mHrnbmnposaHma CCR6 y 4enoBeka, KOTOPbIA BKMOYaeT
BBEAEHME YEeNnOBeKy, HyXKAawlwemMyca B 3TOM, TepaneBTUYeCKn SPdeKTUBHOIO
KonmyecTea papMaLeBTUYEeCKON KOMOMHAaLUMKW, KOTOpas Co4epXUT coeanHeHne opmyrbl
(1IB), nnn ero cdhapmaueBTUHECKM NPUEMITIEMYIO COMb UMW TMAPAT, U, NO MEHbLUEN Mepe,
O4WH NPOTMBOBOCMANUTENbHBIN areHT.

B apyrom BapuaHTe OCyLLecCTBNeHWs, HacTodlee n3obpeTeHne npegycmaTpusaeT
cnocob neveHuss unu npeaynpexaeHns 3aboneBaHu, COCTOSHUA WU PaCcCTPOWUCTB,
KOTOpbIE YNy4yLatoTCa 3a CYHET MHMMOUPOBaHWA T-KNETOYHOro XemoTakcuca y 4YernoBeka,
KOTOPbIA BKMOYAET BBEAEHME YENOBEKY, HYXAAKLWEMYCS B 3TOM, TepaneBTUYECKU
3 PEKTUBHOrO  KOonMmMyecTBa apmaueBTUYECKON KOMBWMHaUMK, KOTOopas COLEpPXUT
coegmHenne cdopmynel (1IB), nnn ero dhapmaueBTUYECKN NPUEMNEMYIO COMb UK rnapar,
N, NO MEHbLLEW MEPE, OANH NPOTMBOBOCMANUTESNBbHbIN areHT.

B aopyrom BapuaHTe OCyLLeCTBNeHus, HacTodlwee n3obpeteHne npegycmarpusaeT
crnocob neveHns Unm NpeaynpeXxXaeHUs BocnanuTenbHOro 3aboneBaHns, COCTOSHUA WU
pPacCcTpoONCTBa Yy YeroBeKka, KOTOPbIA BKIMHOYAET BBEAEHWE YENOBEKy, HyXXAarLWemMyCsa B
3TOM, TepaneBTUYECKM I3PIEKTUBHOIO KONMYectea apmMaueBTUHYECKON KOMBMHaLmK,
KoTOpasi cogepXxut coegnHenme cdoopmynsl (1IB), nnm ero dpapmayeBTUYECKN NPUEMMEMYIO
COMb UNW rMAPAaT, U, N0 MEHbLUEN Mepe, OAMH NPOTUBOBOCNANUTENBHBIA areHT.

B apyrom BapuaHTe OCyLLECTBNEHMS, HAcTosLWee M30bpeTeHmne npegycmaTpuBasT
crnocob neyeHus unu NpeaynpexaeHMs ayToMMMyHHOro 3aboneBaHus, COCTOSHUSA Wnu
pPacCcTpPoONCTBa Yy YerioBeKka, KOTOPbIA BKIMHOYAET BBEAEHWE YEroBeKy, HyXAarolwemMyCcsa B
3TOM, TepaneBTMyYeckn 3PPEKTUBHOIO KonmuuecTea apmaueBTUUECKON KoMBuHaumn,
KoTOpas copgepxut coeguHerHmne cdoopmynsl (1IB), nnm ero dpapmayeBTUYeckn npuemnemyro
COMb UNWN TMAPAaT, U, N0 MEHbLUEN MEPE, OAMH NMPOTUBOBOCNANUTESBHBIA areHT.

B gpyrom BapuaHTe ocyLlecTBNeHus, HacTodlee n3obpeteHne npegycmarpuBaeT
cnocob neveHnsa nnu NpefynpexaeHus ncopmasa, Hecneynruyeckoro S3BeHHOro KonmTa,
Bonesnn KpoHa, BocnanMtenbHOro 3aboneBaHus KuUeYHKKa, NCopuaTuyecKkoro aptpurta

WM PEBMATOMAHOIrO apTpuTa y 4YenoBeKa, KOTOPbLIN BKMHOYAET BBELEHWE YENIOBEKY,
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HY>XOatoLLEMYCH B 9TOM, TepaneBTU4eCKkM 3PPEKTUBHOIO KONMYeCTBa hapmaueBTUYECKON
KOMBUHaUmMM, KoTopasa cogepXxut coegmHeHme opmynel (11B), nnm ero doapmayeBTUYECKn
NPYEMMNEMYIO COMb WNKW TMAPAaT, U, MO MEHbLUEN MEpPE, OAMH MPOTMBOBOCMANMUTENbHbIN
areHT.

B apyrom BapuaHTe OCyLLecCTBNeHus, HacTodlwee n3obpeteHne npegycmarTpusaeT
crnocob neyeHns unu npeaynpexaeHns peBMartouMagHOro apTputa y YenoBeka, KOTOPbIN
BKIMHOYAET BBEAEHWE YErOBEKY, HyXAalLWeMyCcs B 9TOM, TepaneBTUYECKn 3PPEKTUBHOIO
konmyectBa papmaueBTUdeckon KombuHaumm, kotopas copepxut  (S)-4-((2-(((1,4-
anmeTtun-1H-nupason-3-un)(1-MeTunUMKNONeHTU)MEeTUM)aMMHO)-3,4-4NOKCOLMKIODYT-1-
eH-1-un)amnHo)-3-rmgpokcn-N,N-gumetnnnmkonmHamug, wnu - ero  dapmMaueBTUYECKM
NPYEMMNEMYIO COMb UNW rMApPaT, U, NO MEHbLUEN Mepe, OAMH MPOTMBOBOCMANMUTENbHbIN
areHT.

B opyrom BapuaHTe OCyLLECTBNEHMS, HAcTosLWee M3obpeTeHmne npegycmaTpuBaeT
Crnocob neyeHnsa unu npeaynpexaeHns peBMaTtouMagHOro apTputa y 4YenoBeka, KOTOPbIW
BKIMHOYAET BBEAEHUE YErOBEKY, HyXarLWeMycs B 9TOM, TepaneBTUYeckn aPdeKkTUBHOro
KonmMyecTBa hapmaueBTUYECKOM KOMBMHaUMM, KoTopas cogepxuT nponekapcrtea (S)-4-
((2-(((1,4-aumeTnn-1H-nnpaszon-3-mn)(1-MeTUNUUKNONEeHTUN)METU)aMUNHO)-3,4-
ANokcounknoByT-1-eH-1-un)ammHo)-3-rugpokcn-N, N-gumetmnnmkonmHammuga, Wnnm - ero
dapmaueBTUYeCKM MNpUEMIEMON CONMW UMM rMgparta, W, NO MeHbluen Mepe, OAMH
NPOTUBOBOCMANUTENbHbIN areHT.

B opyrom BapuaHTe OCyLeCTBNEHUs, HacTodwee n3obpeTeHmne npegycmarTpuBaeT
NpUMEHeHVe hapMaLeBTUYECKOM KOMBMHaUMKN, KOTOpas COAEPXKUT CoeamnHeEHNEe POopMy bl
(1IB), nnn ero chapmaueBTUYeCKM NPUEMIIEMYIO COMb UMW TMAPAT, U, NO MEHbLUEN Mepe,
OOVH NMPOTUBOBOCNANUTENbHBIA areHT, B NPOW3BOACTBE NEKapCTBEHHOro npenaparta ang
neyeHna 3aboneBaHWW, COCTOSIHUMA WX PacCTPOMCTB, KOTOPbIE YNy4LlarTCs 3a CuYeT
nHrndbmposaHns CCR6 y Yenoeka.

B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodlee n3obpeteHne npegycmarpusaeT
NPUMEHEHWE hapMaLEBTUHECKOM KOMBMHaLMKN, KOTOpasi COAEPXKUT COeAMHEHNE POPMY bl
(11B), nnn ero dhapmaueBTUYECKM NPUEMITIEMYIO COMb UMK TMAPAT, U, NO MEHbLUEN Mepe,
OOWH NMPOTUBOBOCNANUTENBHLIA areHT, B NPOW3BOACTBE NEKapCTBEHHOro npenapara Ang
neyeHus 3aboneBaHWW, COCTOSIHUA WNN PaCCTPOUCTB, KOTOPbIE YMyudlLarTCA 3a CuYeT

NHrMBMpoBaHMsA T-KNETOYHOro XeMOTaKcuca y YeroBeka.
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B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodawee n3obpeteHne npegycmarpuBaeT
NpUMEHeHVe hapMaLeBTUYECKOM KOMBMHaUMKN, KOTOpas COAEPXKUT CoefnHEHNE POopMy bl
(1IB), nnn ero cdhapmaueBTUHECKM NPUEMITIEMYIO COMb UMW TMAPAT, U, NO MEHbLUEN Mepe,
OOVH NMPOTUBOBOCNANUTENbBHLIA areHT, B NPOW3BOACTBE NEKapCTBEHHOro npenaparta ang
neYyeHns BocnanuTensHoro 3aaboneBaHns, COCTOAHUS UMW PacCTPONCTBA Y YernoBeka.

B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodawee n3obpeteHne npegycmarpuBaeT
NpUMEHeHVe hapMaLeBTUYECKOM KOMOMHaUMKN, KOTOpas COAEPXKUT CoeamnHEHNEe POpMy bl
(1IB), nnn ero cdhapmaueBTUHECKM NPUEMITIEMYIO COMb UMW TMAPAT, U, NO MEHbLUEN Mepe,
OOVH NMPOTUBOBOCNANUTENbBHLIA areHT, B NPOW3BOACTBE NEKapCTBEHHOro npenaparta ang
neYeHns ayTouMMYyHHOro 3aboneBaHus, COCTOSHUA UMW PacCcTPOMCTBa Y YenoBeka.

B opyrom BapuaHTe OCyLLeCTBNEHUs, HacTodwee n3obpeTteHme npegycmarTpuBaeT
NpUMEHeHVe hapMaLeBTUYECKOM KOMOMHaUMKN, KOTOpas COAEPXKUT CoeamnHEHNEe POpMy bl
(1IB), nnn ero cdhapmaueBTU4YECKM NPUEMITIEMYIO COMb UMW TMAPAT, U, NO MEHbLUEN Mepe,
OOVH NMPOTUBOBOCNANUTENbHLIA areHT, B NPOW3BOACTBE NEKapCTBEHHOro npenaparta Ang
neyeHus ncopmasa, Hecrneumdu4eckoro H3BeHHOro konuta, 6HonesHu  KpoHa,
BOCManuUTenbHOro  3aboneBaHust  KUWEYHMKA,  MNCOpMatuUYecKkoro  aptpura  unm
pPEBMaToVAHOro apTpuTa y Yenoseka.

B npyrom BapuaHTe OCyLLECTBNEHMS, HacTosLWee M3obpeTeHmne npegycmaTpuBaeT
npyMeHeHve dapmaueBTUYeckon KombuHaumm, kotopaa copgepxuT  (S)-4-((2-(((1,4-
anmeTun-1H-nnpason-3-un)(1-MeTUnUMKNoneHTUN)MeTUN)aMmHo)-3,4-anokcoumknodbyT-1-
eH-1-un)ammHo)-3-rngpokcn-N, N-gumeTmnnmkonuHamug, wunu  ero  dapmaueBTUYecKku
NpUEMMEMYIO COMb WNW rMapaT, U, N0 MEeHbLUEeNn Mepe, OAMH MPOTMBOBOCMANUTENbHBIN
areHT, B MPOW3BOACTBE NEKAPCTBEHHOrO npenapara Afs JEeYeHUss pPeBMaToMaHOro
apTpuvTa y Yyenoseka.

B apyrom BapuaHTe OCyLLeCTBNeHWs, HacTodlee n3obpeTeHne npegycmarTpusaeT
NPUMEHeHVE apmaleBTUYECKOM KOMBUHaLMK, KOTopas COAEPXMUT nponekapctea (S)-4-
((2-(((1,4-aumeTnn-1H-nnpason-3-un)(1-MeTUnUUKNONeHTUN)METU )aMUNHO)-3,4-
ANokcoUmknoByT-1-eH-1-un)amMmmHo)-3-rugpokcn-N, N-gumetmnnmkonmHammga, Wnn - ero
dapmauyeBTUYeCKM MNPUEMIEMON CONMW UMM rMgparta, W, NoO MeHbluen Mepe, OAMH
NPOTWUBOBOCMANUTENBHBLIW  areHT, B MNPOM3BOACTBE IEKapCTBEHHOro npenapara Ans

neyYeHVs peBMaToMAHOro apTpuTa y YerioBeka.
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B npyrom BapuaHTe OCyLLEeCTBIEHUs, HacTosiLee nsobpeTeHre npegycmarpusaeT

coeauHenna gpopmyrbl (IHA)

Ry =
N OR
‘D

oﬁ .
I A Ij'l:N“\)“Rﬁ
R ¥
3

dopmyna (lA),
nnu mx dapmaueBTUYECKM NMPUEMIIEMYIO COfb UNK rugpat, npu sToM Y npegcrasnser
cobonm O mim S; Ry n R, HesaBucumo npeactasnseTr cobon(Cq-Cg)ankmn, nnum Ry n Ry
B3SiTbl BMECTE C aTOMOM a30Ta, K KOTOPOMY OHU NMPUCOEANHEHbI, 0BpasyroT 4-, 5-, unm 6-
YNEHHbIA reTEPOLMKN, KOTOPLIN coaepXnt oanH N-retepoatom mn HeobssatensHo 1 mnm 2
LOMONHUTENbHBIX reTepoaToMoB, BblbpaHHbIX M3 rpynnbl, kotopas coctomT u3 O, N, u S,
HeobasaTensHO 3amelleHHbIn (C1-C4)ankunom; Rs npeacrasnset cobom H, (Cq-Cg)ankmn,
(C4-Cy)ankunkapbormn, -C(=0)CH=CHCO,H, -SO.;NH,, -CH,OC(=0)(C4-C4)ankun, -
CH,OP(=0)(OH)2, wnnn -C(=O)NRaRg, npu atom (C4-Cy)ankunkapboHmn aBnaetca
HeobAszaTensHO 3amelleHHbIn -CO2H mvnn -NHz, npn atom -CH>OC(=0)(C1-Cs)ankmn
apnaeTca HeobssatenbHO 3ameweHHbim -NHz, n npyu atom Ry m Rg HesaBucumo
npeactasnset cobon H unu (C1-Cg)ankmn; Rs n Rg He3aBucumo npeacrasnseTt cobon H,
nentepun, (Cq1-Cq)ankoken, (Cq-Cq)ankun, (Cq-C4)ankmn-die, (C3-Cs)umknoankmn, umaHo,
ranoreH, ranoreH(C1-C4)ankokecn unu ranoreH(C1-C4)ankun; B npeacrasnset cobon

(Rg)n (Rg)m

Re)n  (Re) Q ?
R /NL’ R % R :N}NE R R X 5
! , ! : ! , ’ , nnm 7 . R; npeacraenset cobon(Cq-

Cs)ankmn wnm (C4-Cs)ankmn-di7; Rg npeacrasnsetr cobov pgentepun mnm gBa Rs
NpucoeanHEHbl K OQHOMY W TOMY e atoMmy yrrnepoga, obpasya (Cs-Cs)umKnoankunbHyo
rpynny; n paseH 0 unu 2; Ry B kaxkaom cnyyae npeacrasnseT cobon F; m paseH 2; n X
npeactasnset cobon O.

B apyrom BapuaHTe OCyLLecCTBNeHWs, HacTodlee n3obpeTeHne npegycmaTpusaeT
coeguHenna doopmynbl (I1IA), nnn ero apmaueBTUYECKM MPUEMIIEMYIO COMb UMK rMapar,
npn stoM Y npegcraenaer codon O wmnm S; Ry npepcrasnser cobon metun, Ro

npeacraenseT cobon MeTun, aTun unn msonponun; Rs npeacraenseT cobon H; Rs n Rg
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He3aBMCUMO mpeacTaBnsaeT cobon meTtun, atmn, metokcu, Cl, audTopMeToKCH, LmaHo,

LMKNONPONUI Unu ruapokecumeTun; B npeacraesnsaeT cobol

R77“L7; R7 npeacrasnseT cobom meTtun.

B apyrom BapuaHTe OCyLLecCTBNeHus, HacTodlee n3obpeteHne npegycmarTpusaeT
coeguHenna gopmynel (IIIA), nnn nx papmayeBTUYeCcKn NPUEMIIEMYIO COMb WUMNX rUApar,
npu atom Y npeacraensetr cobom O wnm S; Ry npeacraenser cobom metun; Ro
npeacraensetr cobon meTun, aTun unm usonponun; Rs npeacraenser cobonm H; Rs
npeacrasnser cobon meTtun, atun, metokcu, Cl, AudTOpMETOKCH, LMaHOo, LMKNONpOnus
unn rngpokcumeTun, Re npeacraesnsetr cobou meTun unm MeTokew; B npepcrasnseT

cobon

R7/”L7; R; npeacraenseT cobom meTun.

B opyrom BapuaHTe OCyLLECTBNEHUS, HAcTosLWee M3obpeTeHmne npegycmaTpuBaeT
coeauHenma copmynel (IIIA), nnn nx apmayeBTUYECKM NPUEMIIEMYKO CONb WUMNU TUAPaT,
npn atoM Y npeacraenser cobon O wmnm S; Ry npencraenser cobonm metun, Rp
npeacrasnseTr cobon MeTun, aTun unm usonponun, Rs npeacrtasnser cobonm H; Rs
npeacraenseT cobon meTun unm rmgpokeumeTun; Rs npepcraenset cobom mMetun mnm

mMeTokcu; B npegcraensaet cobon

R7T“L7; R7 npeacraenseT cobom meTtun.

B apyrom BapuaHTe OCYLLECTBMNEHNS, HAcTosLLEe M30DpeTEHNE NpeaycMmaTpuBaeT
coeguHenma gopmynel (IIIA), nnn nx papmayeBTUYECKM NPUEMIIEMYIO COMNb WUMNKU rUApPaT,
npyn aTtoM Y npepcraenaet cobor O mnm S; Ry 1 Ry B3STbI BMECTE C aTOMOM as3o0Ta, K
KOTOPOMY OHM MPUCOEANHEHBLI, 00pasyoT MOPMONMH unu 4-metunnunepasuvH; Rj
npeactaenseT cobon H; Rs n Rg He3aBncrMmo npepcrasnseT cobor MeTus, 3Tun, METOKCH,

Cl, andTopMETOKCH, LMaHo, LMKNONPONn Unn ruapokcumeTun; B npeacrasnaeT cobol

R77¢L7 .
; R7 npeacraengaet cobon metun.

B apyrom BapuaHTe OCyLLecCTBNeHus, HacTodlee n3obpeteHne npegycmarTpusaeT
coeaguHenna gopmynel (IIIA), nnn nx dapmayeBTUYeckn NPUEMEMYIO CONb WUNX rMApar,

npu atomMm Y npeacraenset cobon O mnm S; Ry n Ry B3ATbl BMECTE C aTOMOM a30Ta, K
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KOTOPOMY OHU MNPUCOEAMHEHBI, 00pasytoT MOPGONMH UM  4-metunnumnepasvH; Ra
npeacrasnsetr cobon H; Rs npegcrasnser cobom wmetun, atun, wmetokcn, Cl,
ANDPTOPMETOKCH, LMaHO, LMKNONpONun unn rmgpokeumeTun; Rg npeacraesnseTr cobown

MEeTUN N meTokeu; B npeacrasnset cobon

R7T“L7; R; npeacraenseT cobom meTtun.

B apyrom BapuaHTe OCYLLECTBMNEHNS, HAcTosLLEe M30DpeTEHNE NpeaycMmaTpuBaeT
coeguHenma gopmynel (IIIA), nnn nx dapmayeBTUYECKM NPUEMIIEMYIO COMNb WUMNX rUApPaT,
npyn aTtoM Y npepcraenaet cobor O mnm S; Ry 1 Ry B3STbI BMECTE C aTOMOM as3o0Ta, K
KOTOPOMY OHM MPUCOEANHEHBLI, 00pasyoT MOPMONMH unu 4-metunnunepasuvH; Rj
npeactaensetr cobon H; Rs npepcraenser cobonm metun wunm rmgpokcumeTvn; Reg

npeacrasnseT cobon meTun nnn MeTokeu; B npeacraesnseT cobom

R77“L7; R7 npeacrasnseT cobom meTtun.

B apyrom BapuaHTe OCyLLeCTBNeHuUd, HacTosdlwee n3obpeTeHne npegycmarpuBaeT
coeguHenna gopmynel (IIIA), nnn nx papmayeBTUYeCcKn NPUEMIIEMYIO COMb WUMNX rUApar,
npn stoM Y npeacrtaenaer cobon O wmnm S; Ry npepcrasnser cobon metun, Ro
npeacraenseT cobon MeTun, aTun unmn msonponun; Rs npeacraenseT cobon H; Rs n Rg
HE3aBMCUMO MNPeacTaBnarT cobon meTmn, atun, meTtokeu, Cl, andrtopmeTokeu, unaHo,
LWMKNONponun nnn rugpokcmmeTn; B npeacraenaet coboun

(Re)n

R7/N€ : R7 npegcrasnset cobom meTtun; 1 n paeeH 0.

B apyrom BapuaHTe OCyLLEeCTBNEHUs, HacToswee nsobpeTteHre npesycmaTpmBaeT
coeguHenna gopmynel (IIIA), nnn nx dapmayeBTUYeckn NPUEMIEMYIO CONb WUNKN rMapar,
npu atom Y npeacraensetr cobom O wnm S; Ry npeacraenser cobom metun; Ro
npeacraenset cobon metun, aTun unm usonponun; Rs npeacraenser cobom H; Rs
npeacrasnser cobon meTtun, atun, metokcu, Cl, gudTopMETOKCH, LMaHOo, LMKNONpOnuI
unn rugpokeumeTun, Re npencraenset cobov metvn unm metokew; B npeacraeBnser
cobown

(Re)n

R7% o
. R7 npeacraenser cobom meTtun; n n paseH 0.
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B gpyrom BapmaHTe OCyLUECTBNEHUs, HacToswee nsobpeTeHne npegycmartpuBaeT
coeguHerna gopmynel (IIIA), nnn nx dapmayeBTUYeckn NPUeMEMyIO CONb WU rMapar,
npn atoM Y npeacraenser cobon O wmnm S; Ry npencraesnser cobon metun; Ro
npeacraesnseTr cobon metun, aTun unm usonponun, Rs npepcrasnser cobonm H; Rs
npeacraenseT cobon METUN uUnu rnapokcumeTun; Rg npeacraenaer cobon MeTUn unm
mMeTokcu; B npencraensaet cobon

(Rg)n

R7j€ o
. R7 npeacraensier cobom meTtun; n n paseH 0.

B gpyrom BapmaHTe OCyLUEeCTBNEHUs, HacToswee nsobpeTeHne npegycmartpuBaeT
coegmnHenna dopmynbl (lHIA), nnu nx dapmaueBTUYECKN NPUEMIIEMYIO COMb UMK ruapar,
npu atoMm Y npeactaensaet coborm O unm S; Ry n Ry B3sATEI BMECTe ¢ atoMOM a3oTa, K
KOTOPOMY OHW MNPUCOEAMHEHBI, 00pasyroT MOPEONMH UM  4-metunnunepasvH;, Rs
npeactasnseT cobon H; Rs n Rg HE3aBNCMMO npeacrasnsaeT cobor MeTun, aTun, METOKCH,
Cl, pndpTOPMETOKCH, LaHo, LMKIONponun unm rmgpokcumeTmn; B npeacraenset cobon

(Rg)n

Rﬁ% .
. R7 npeacraensiet cobom meTtun; n n paeeH 0.

B gpyrom BapmaHTe OCyLUECTBNEHUs, HacToswee nsobpeTeHne npegycmartpuBaeT
coegmHenna cdopmynel (lHIA), nnu nx dapmaueBTUYECKN NPUEMIIEMYIO COMb UMK rnapar,
npyn atoM Y npeacraensaet cobor O mnm S; Ry 1 Ry B3sThbl BMECTE C aTOMOM a30Ta, K
KOTOPOMY OHW MNPUCOEAMHEHBI, 00pasyroT MOPEONMH UM  4-metunnunepasvH; Rs
npeactaesnsetr cobon H; Rs npeacraenser cobom wmetun, atun, wmetoken, Cl,
ANPTOPMETOKCH, LMaHO, UMKNONponun unn rungpokcumetTun; Rs npencraesnser cobom
METUI NN METOKCU; B npeactasnseT cobon

(Re)n

R7/”€ : R7 npegcrasnset cobom meTtun; 1 n paeeH 0.

B apyrom BapuaHTe oCyLLecTBNeHus, HacTodlee n3obpeTeHne npegycmarTpusaeT
coeguHenna gopmynel (IIIA), nnn nx papmayeBTUYecKn NPUEMIEMYIO COMNb WUNX rMApar,
npu atoM Y npeactasnget coborm O unn S; Ry n Ry B3aTbI BMECTe ¢ atoMoM asoTa, K
KOTOPOMY OHU MNPUCOEAMHEHBbI, 00pasytoT MOPONMH UM  4-metunnumnepasvH; Rs
npeactasnsetr cobon H; Rs npepcrasnser cobon metun wunn rmgpokeumeTvn; Reg

npeacraenseT cobom MeTUn Unn METOKCK; B npeacTtasnset cobon
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(Re)n

R7% .
: R7 npegcrasnset cobom meTtun; 1 n paseH 0.

B opyrom BapuaHTe OCyLLUECTBNEHUS, HacToswee n3obpeTeHne npegycmarTpmeaeT
coeguHenna gopmynel (IIIA), nnn nx papmayeBTUYeckn NPUEMEMYIO CONb WX rMapar,
npu atom Y npeacraensetr cobom O wnm S; Ry npeacraenser cobom metun; Ro
npeacraenseT cobon MeTun, aTun unn msonponun; Rs npeacraenser cobon H; Rs n Rg
He3aBMCUMO npeacTaBnsaeT cobon meTtun, atun, metokcu, Cl, audTopMETOKCH, LmMaHo,
LMKNONPOonuI unm rmgpokcumeTn; B npeacraesnset cobon

(Rg)n

R7;}NE| .
. R7 npeacrasnsier cobom metun; aea R8 npncoeanHeHbl K O4HOMY 1 TOMY Xe

aTomy yrnepoga, obpasys yuknonponus; n n paseH 0 unn 2.

B gpyrom BapmaHTe OCyLUECTBNEHUs, HacToswee nsobpeTeHne npegycmartpuBaeT
coeguHenna gopmynel (IIIA), nnn nx dapmayeBTUYeckn NPUeMEMyO CoNnb WU rmgpar,
npn atoM Y npeacrtaenser cobon O wmnm S; Ry npencraesnser cobon metun; Ro
npeacraesnser cobon metun, aTun unm usonponun, Rs npepcrasnser cobonm H; Rs
npeacraenseT cobon metun, atun, metokcn, Cl, AMdTOPMETOKCH, LMaHO, LMKIONponun,
unu rmgpokcumeTun, Rg npepcraensetr cobom metun mnn meToken; B npepcraensier
cobon

(Ra)n

- V
: Ry npeacraenser cobor metvn, aea Rs npucoeamHeHbl K O4HOMY U TOMY Xe

aTomy yrnepoga, obpasysa umknonponun; n n paseH 0 unm 2.

B gpyrom BapuaHTe oCyLLeCTBNeHund, HacTodluee n3obpeTeHne npegycmarpuBaeT
coeguHenna gopmynel (IIIA), nnn nx dapmayeBTUYeckn NPUEMIEMYIO CONb WUNKN rMapar,
npu atom Y npeacraensetr cobom O wnm S; Ry npeacraenser cobom metun; Ro
npeacraensetr cobon metun, aTun unm usonponun; Rz npeacraenser cobonm H; Rs
npeacrasnseT cobon meTun unu rugpokemmeTun, Rg npeacraBnget cobom mMetun mnm
METOKCK; B npeacraenaet coboun

(Rgn

e v
. R7 npeacraenset cobon metun, asa Rg npucoeamHeHbl K 0O4HOMY U TOMY XK€

atomy yrnepoga, obpasys yuknonponus; un n paseH 0 unn 2.
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B gpyrom BapuaHTe OCyLLeCTBNEeHus, HacTodawee n3obpeteHne npegycmarTpuBaeT
coeguHerna gopmynel (IIIA), nnn nx dapmayeBTUYeckn NPUeMEMyIO CONb WU rMapar,
npyn aTtoM Y npeacraenset cobor O mnm S; Ry 1 Ry B3SThbI BMECTE C aTOMOM a30Ta, K
KOTOPOMY OHW NPUCOEAMHEHBbI, 00pasyoT MOPEONMH UM  4-metunnmnepasvH; Rsa
npeacraensetr cobon H; Rs m Rs HeszaBucMmo npenctaBnaloT cobon MeTun, 3Tun,
meToken, Cl, andpTopMeToKCH, LUmMaHo, LMKNonponun unu rugpokeumeTun; B npeagcrasnser
cobown

(Rs)n

R7jN\;| .
. R; npencraensieT coboit meTun; ABa Rg NpucoeauHeHb! K OLHOMY UM TOMY 3Ke

aTomy yrnepoga, obpasysa umknonponun; n n paseH 0 unm 2.

B apyrom BapuaHTe OCyLLEeCTBNEHUs, HacToswee nsobpeTteHre npesycmaTpmBaeT
coeguHenna gopmynel (IIIA), nnn nx papmayeBTUYeckn NPUEMEMYIO CONb WX rMapar,
npn atom Y npeacraenset cobon O mnm S; Ry n Ry B3ATbl BMECTE C aTOMOM a30Ta, K
KOTOPOMY OHU MNPUCOEAMHEHBI, 00pasytoT MOPONMH UM  4-metunnmnepasvH; Ra
npeactasnsetr cobon H; Rs npegcrasnser cobom wmetun, atun, wmetokcn, Cl,
AUDTOPMETOKCH, LMAHO, LMKMONponun unu ruagpokeumetun, Re npeacraBnseTr cobow
MEeTUN Unn meTokeu; B npeacraesnset cobon

(Rs)n

- u
. R; npeacraenser cobort metun; asa Rg NnpucoeanHeHbl K O4HOMY UM TOMY XKe

aTomy yrnepoga, obpasys umknonponun; n n paseH 0 vnm 2.

B opyrom BapuaHTe OCyLUEeCTBNEHUA, HacTosuee nsobpeTeHne npegycmarpuBaeT
coeguHenma copmynel (IIIA), nnn nx dapmayeBTUYECKM NPUEMIIEMYIO CONb WUMNX rUApPaT,
npyn aTtoM Y npepcraenaet cobor O mnm S; Ry 1 Ry B3sTbI BMECTE C aTOMOM as30Ta, K
KOTOPOMY OHM MPUCOEANHEHBLI, 00pasytoT MOPMONMH unu 4-metunnunepasuvH; Ra
npeactaensetr cobon H; Rs npepcraenser cobonm metun wunm rmgpokcumeTvn; Re
npeacrasnseT cobon MeTun nnn MeTokeu; B npeacraesnseT cobom

(Rs)n

o V
. R7 npeacraensaet cobon metun; asa Rg npucoeamHeHbl K O4HOMY N TOMY XXe

aTomy yrnepoga, obpasysa umknonponun; n n paseH 0 unm 2.
B apyrom BapuaHTe OCyLLecCTBNeHus, HacTodlwee n3obpeTeHne npegycmaTpusaeT

coeguHenna gopmynel (IIIA), nnn nx dapmayeBTUYeckn NPUEMEMYIO CONb WUNN rMApar,
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npn atoM Y npeacraenser cobon O wmnm S; Ry npencraesnser cobom metun;, Rp
npeacraBsnseT cobon MeTun, atun unn msonponun; Rs npeacrasnset cobon H; Rs n Rg
HE3aBMCUMO MNpPeACcTaBnsaT cobon metun, atun, metokeu, Cl, andropmeTokcn, umaHo,
LMKNoNponun unm rngpokcumeTmn; B npeacraenset cobon
(Ra)n
R; .
: R; npeacrasnsaet cobon metun; n n paeeH 0.

B gpyrom BapuaHTe OCyLUECTBNEHUs, HacToswee nsobpeTeHne npegycmarTpuBaeT
coeguHenna gopmynel (IIIA), nnn nx dapmauyeBTUYeckn NPUeMEMyr0 Conb UNn rmgpar,
npn stoM Y npeacrtaenaer cobon O wmnm S; Ry npepcrasnser cobon meTtun, Ro
npeacraesnseTr cobon metun, aTun unm usonponun, Rs npeacraenser cobonm H; Rs
npeacrasnseT cobon metun, atun, meTtokekn, Cl, AndpTopmMeToKkCeKn, LmMaHo, LMKNonponmn
unu rmgpokcumeTun, Rg npepcraensetr cobom metun unn meToken; B npepcraensier
cobon
(Ra)n

R; .
: R; npeacrasnsaet cobon metun; n n paeeH 0.

B gpyrom BapuaHTe OCyLUECTBNEHUs, HacToswee nsobpeTeHne npegycmarTpuBaeT
coeguHenna gopmynel (IIIA), nnn nx papmauyeBTnYeckn NPUeMEMyr0 Conb WUNn rmgpar,
npy atoMm Y npeacrtaensgetr cobom O wnm S; Ry npeacraBnser cobon metun; Ry
npeacraesnseTr cobon metun, aTun unm usonponun, Rs npeacraenser cobom H; Rs
npeacraenseT cobon METUN unm rngpokeumeTun; Rs npeacraenser cobon MeTun unm
mMeTokcu; B npeacraenser cobon
(Rehn

R; .
. R7 npeacraenset cobon meTtun; n n paeseH 0.

B gpyrom BapuaHTe OCyLUeCTBNeHnd, HacTosdlee n3obpeTeHne npegycmarpuBaeT
coeguHenma gopmynel (IIIA), nnn nx papmayeBTUYECKM NPUEMIIEMYHO COMNb WUMNX rUApPaT,
npy atoM Y npeactasnget coborm O unn S; Ry n Ry B3ATEI BMECTe ¢ atoMoOM asoTa, K
KOTOPOMY OHU MNPUCOEAMHEHBbI, 00pasytoT MOPONMH UM  4-metunnunepasvH; Rj

npeactaesnsetr cobon H; Rs m R HesaBucumo npepcraenaot cobonm meTtwn, 3Tun,
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meTokcu, Cl, ANTOPMETOKCH, LinaHo, LMKNONPONui Unu ruapokcumeTn; B npeacraesnseT

cobon
(Re)n
Ry .
. R7 npeacraenset cobomn meTtun; n n paseH 0.

B gpyrom BapmaHTe OCyLUEeCTBNEeHUs, HacToswee nsobpeTeHne npegycmartpuBaeT
coegmHenna cdopmynel (lHIA), nnu nx dapmaueBTUHECKN NPUEMIIEMYIO COMb UMK ruapar,
npy atoMm Y npeactaensaet coborm O unn S; Ry n Ry B3sATEI BMECTe ¢ atoMOM a3oTa, K
KOTOPOMY OHW MNPUCOEAMHEHBI, 00pasytoT MOPEONMH UM  4-metunnmnepasvH; Rs
npeacraenset cobon H; Rs npeacraensetr cobon metun, otun, Metoken, Cl,
ANPTOPMETOKCH, LUMaHO, UMKIONponuMn unn rungpokcumeTun, Rs npencraesnset cobom
METUI NN METOKCK; B npeactasnseTt cobon
(Re)n

Ry .
. R7 npeacraenset cobomn meTtun; n n paseH 0.

B gpyrom BapmaHTe OCyLUEeCTBNEHUs, HacToswee nsobpeTeHne npegycmartpuBaeT
coegmHenna cdopmynel (lHIA), nnu nx dapmaueBTUHECKN NPUEMIIEMYIO COMb UMK ruapar,
npu atoMm Y npeactaensaet coborm O unm S; Ry n Ry B3sATEI BMECTe ¢ atoMOM a3oTa, K
KOTOPOMY OHW MNPUCOEAMHEHBI, 00pasyroT MOPEONMH UM  4-metunnumnepasvH;, Ra
npeactaesnsetr cobon H; Rs npeacraenser cobon MeTun wunnm rmapokcumeTvn; Rg

npeacraenseT cobon meTun unn Metokeu; B npeacraenset cobon
(Rs)n
Ry .
. R7 npeacraenset cobon meTtun; n n paseH 0.

B opyrom BapmaHTe OCyLUEeCTBNEeHUs, HacToswee n3obpeTeHne npegycmartpmeaeT
coeguHenna gopmynel (IIIA), nnn nx papmayeBTUYeckn NPUEMEMYIO CONb WX rMapar,
npu atom Y npeacraensetr cobom O wnm S; Ry npeacraenser cobom metun; Ro
npeacraenseT cobon MeTun, aTun unn msonponun; R; npeacraenser cobon H; Rs n Rg
HE3aBMCUMO MNPeacTaBnarT cobon meTun, atun, meTtoken, Cl, gudropmeTokeu, unaHo,

LWKNONPONu Unu ruapokecumeTun; B npeacraesnseT cobon
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(Rg)m
R7 X . .
. R7 npeacraenset cobom meTtun; Ry npeacraensaet coboun F; m paeeH 2; n X
npeactasnset cobon O.

B gpyrom BapuaHTe OCyLUEeCTBNEeHus, HacTosuee n3obperteHne npegycmartpmBaeT
coeaguHenna gopmynel (IIIA), nnn nx papmayeBTUYeckn NPUeEMEMYIO CONb WUNN rMapar,
npn stoM Y npeacrtaenaer cobon O wmnm S; Ry npepcrasnser cobon meTtun, Ro
npeacraensetr cobon metun, aTun unm usonponun; Rs npepcraenser cobonm H; Rs
npeacrasnseT cobon metun, atun, meTtoken, Cl, AndpTopmMeTokeK, umMaHo, LMKNonponmn
unu rmgpokcumeTun, Rs npepcraensetr cobom metun unn meToken; B npepcraensier
cobon
(Re)m

R7 X . o
: R; npeacrasnsaet cobon metun; Ry npeacraensaet cobom F; m paBeH 2; n X
npeactaenset cobon O.

B gpyrom BapuaHTe OCyLUEeCTBNEHUd, HacToslee nsobpeTeHne npegycmarpuBaeT
coegmHerna dopmynel (IIIA), nnn nx dpapmayeBTUYEeCcKM NPUEMMEMYIO COMb UMK rnapar,
npn atoM Y npeacraenser cobon O wmnm S; Ry npepcraesnser cobon metun, Rp
npeacraensetr cobon meTtun, atun unu mnsonponun, Rs npeacrtasnsetr cobon H; Rs
npeacraenseT cobon metun unm rmgpokeumeTun, Rg npepcraenset cobom metun mnm
mMeTokcu; B npegcrasnaet coboun
(Re)m

R7 X . .
: R7 npeacraenset cobom meTtun; Ry npeacraensaet cobon F; m paeeH 2; n X
npeactasnset cobon O.

B apyrom BapuaHTe OCYLLECTBMNEHUS, HAcTosLLEe M30DpeETEHNE NpeaycMmaTpuBaeT
coeguHenma gopmynel (IIIA), nnn nx papmayeBTUYECKM NPUEMIIEMYIO COMb WUMNX rUApPaT,
npyn aTtoM Y npepcraenaet cobon O mnm S; Ry 1 Ry B3sTbl BMECTE C aTOMOM as30Ta, K
KOTOPOMY OHU MNPUCOEAMHEHBbI, 00pasytoT MOPONMH UM  4-metunnunepasvH; Rs
npeactaensetr cobor H; Rs m R HesaBucumo npepcraenaot cobon meTtwn, 3Tun,
meTokcK, Cl, ANPTOPMETOKCH, LMaHO, LUMKNONPONUI NN rugpokeumeTnn; B npeacraenser

cobon
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(Rg)m
R7 X . .
. R7 npeacraenset cobom meTtun; Ry npeacraensaet coboun F; m paeeH 2; n X
npeactasnset cobon O.

B gpyrom BapmaHTe OCyLUECTBNEHUs, HacToswee n3obpeTeHne npegycmarTpuBaeT
coeaguHenna gopmynel (IIIA), nnn nx papmayeBTUYeckn NPUeEMEMYIO CONb WUNN rMapar,
npn atom Y npeacraenset cobon O mnm S; Ry n Ry B3ATbI BMECTE C aTOMOM a30Ta, K
KOTOPOMY OHU MNPUCOEAMHEHBI, 00pasytoT MOPONMH UM  4-metunnmnepasvH; Rj
npeactasnsetr cobon H; Rs npegcrasnaer cobowm wmetun, atun, wmetokcn, Cl,
ANPTOPMETOKCH, LUMaHO, UMKIONPONMn Unn rngpokcumeTun; Rs npeacraenser cobomn
MEeTUN N meTokeu; B npeacrasnset cobon
(Re)m

R7 X . o
: R; npeacrasnsaet cobon metun; Ry npeacraensaet cobom F; m paBeH 2; n X
npeactaenset cobon O.

B gpyrom BapuaHTe OCyLUECTBNEHUA, HacToswee n3obpeTeHne npegycmarpuBaeT
coegmHerna dopmynel (IIIA), nnn nx dpapmayeBTUYEeCcKM NPUEMMEMYIO COMb UMK rnapar,
npyn aTtoM Y npeacraensaet cobor O mnm S; Ry 1 Ry B3sTbI BMECTE C aTOMOM as30Ta, K
KOTOPOMY OHWU MPUCOEANHEHBLI, 00pasytoT MOPMONMH unu 4-metunnunepasuvH; Rz
npeactaensetr cobon H; Rs npeacraenser cobonm meTun wunm rmgpokeumeTvn; Re
npeacrasnseT cobon meTun nnn Metokeu; B npeacraesnseT cobomn
(Re)m

R7 X . .
: R7 npeacraenset cobom meTtun; Ry npeacraensaet cobon F; m paeeH 2; n X

npeactasnset cobon O.

B apyrom BapuaHTe OCyLLECTBINEHNS, HACTOsILLEe N30DOpeTEHME NpesycMaTpuBaeT

coeaunHenna popmynbi (111B)
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N \ NH \>’R5
R1\/N
R, ©
dopmyna (llIB)
nnu mnx dapmaueBTUYECKM NPUEMIIEMYIO COfb UNK rugpat, npu sToMm Y npegcrasnser
cobon O mim S; Ry n R, HesaBucumo npeactaenseTr cobon(Cq-Cg)ankmn, nnm Ry n Ry
B3SiTbl BMECTE C aTOMOM a30Ta, K KOTOPOMY OHU NMPUCOEANHEHbI, 0BpasytoT 4-, 5-, unm 6-
YNEHHbIV FETEPOLMKN, KOTOPbIN coagepxmt oauH N-retepoarom u HeobaszaTeneHo 1 mnu 2
LOMONHUTENbHBIX reTepoaToMoB, BblbpaHHbIX M3 rpynnbl, kotopas coctomT u3 O, N, u S,
HeobasaTensHO 3amelleHHbIn (C1-C4)ankmnom; Rs npeacrasnset cobom H, (Cq-Cg)ankmn,
(C4-Cq)ankunkapbonmn, -C(=0)CH=CHCO,H, -SO.;NH,, -CH,OC(=0)(C4-C4)ankun, -
CH,OP(=0)(OH)2, wnn -C(=O)NRaRg, npu atom (C4-Cy)ankunkapboHmn asnaetca
HeobsaszaTensHO 3amelleHHbin -COoH wvnn -NHz, npn atom -CH>OC(=0)(C1-C4)ankmn
apnaeTca HeobssatenbHO 3ameweHHbim -NHz, n npyu atom Ra m R HesaBucumo
npeactasnset cobon H unu (C1-Cg)ankmn; Rs n Rg He3aBncmMmo npeacrasnseTt cobon H,
nevirepun, (Cq-Cq)ankoken, (C1-Cq)ankun, (C4-Cq)ankmn-dig, (Cs-Cs)umknoankmn, umaHo,

ranoreH, ranoreH(C1-C4)ankoken , unu ranoreH(C4-C4)ankmn; B npeacrasnset cobomn

(Rg)n

Q)m
Redn (R q@
v mh R jﬁ
! T Rz npeacraenaet cobown(Cq-

Cs)ankmn wmnm (Cq- Cs ankun-di.7; Rs npepcraesnsetr cobon pentepun unm aea Rsg
npucoeanHEHbl K OQHOMY W TOMY e atoMmy yrnepoga, obpasya (Cs-Cs)umKnoankunbHyo
rpynny; n paseH O unu 2; Ry B kKaxgom crnydae npeacraenset cobon F; m paeeH 2; n X
npeacrtasnset cobon O.

B aopyrom BapuaHTe ocyLlecTBNeHus, HacTodlee n3obpeTeHne npegycmarTpusaeT
coeguHenna gopmynel (IIIB), nnn nx papmayeBTUYeckn NpUeMneEMyr0 Conb U1 rMgpar,
npn stoM Y npeacraenaer cobon O wmnm S; Ry npegcrasnser cobon metun, Rz
npeacrasnseTr cobon meTun, aTun unm mnsonponun, Rs npeacraesnaet cobon H; Rs n Rg
HE3aBMCUMO MNPeacTaBnarT cobon metun, atun, meTtokeu, Cl, audropmeTokcn, unaHo,

LWKNONPONu Unu ruapokcumeTun; B npeacraesnseT cobol
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R7/Jf7; R; npeacraensieT coGo MeTUn.

B gpyrom BapuaHTe OCyLUECTBNEHUs, HacToswee nsobpeTeHne npegycmarTpuBaeT
coeguHenna gopmynel (I1IB), nnn nx dapmauyeBTnyeckn NnpuemMnemMyro conb Unn rugpar,
npn stoM Y npeacrtaenaer cobon O wmnm S; Ry npepcrasnser cobon meTtun, Ro
npeacraeBnsetr cobon metun, aTun unm usonponun; Rs npepcraenser cobonm H; Rs
npeacrasnseT cobon metun, atun, meTtokekn, Cl, AndpTopmMeToKkCeKn, LmMaHo, LMKNonponmn
unu rmgpokcumeTun, Rs npeacraensetr cobom metun unn meToken; B npepcraensier

cobon

R7T“L7; R7 npeacraenseT cobom meTtun.

B apyrom BapuaHTe OCYLLECTBMNEHNS, HAcTosLLEe M30DpeTEHNE NpeaycMmaTpuBaeT
coeaguHenma gopmynel (IIIB), nnn nx papmayeBTUYeCckn NPUEMEMYHO CONb WX rMApar,
npn stoM Y npeacraenaer cobon O wmnm S; Ry npepcrasnser cobon metun, Rz
npeacraensetr cobon meTtun, atun unu mnsonponun, Rs npeacrtasnsetr cobon H; Rs
npeacraenseT cobon meTun unm rmgpokecmmeTun, Rg npepcraBnset cobom mMeTtun mnm

mMeTokcu; B npegcraenaet coboun

R7/”L7; R7 npeacrasnseT cobom meTtun.

B apyrom BapuaHTe OCyLLeCTBNeHuUd, HacTosdlwee n3obpeTeHne npegycmarpuBaeT
coeaguHenna gopmynel (IIIB), nnn nx dapmayeBTnyeckn NpuemMnemMyro conb Unn rugpar,
npu atomMm Y npeacraenset cobon O mnm S; Ry n Ry B3aTbl BMECTE C aTOMOM a30Ta, K
KOTOPOMY OHW MNPUCOEAMHEHBbI, 00pasytoT MOPGONMH UM  4-metunnmnepasvH; Rs
npeactasnseT cobon H; Rs n Rg He3aBnucMmo npepcrasnsaeT cobor MeTus, 3Tun, METOKCH,

Cl, ancdbTopMeTOoKCH, LMaHo, LMKNONpOnnn Unn ruapokcumeTun, B npeacrasnaeT cobol

R7/Jf7; R; npeacraensieT coGo MeTUn.

B opyrom BapuaHTe OCyLLECTBNEHMS, HacTosLWee M3obpeTeHmne npegycmaTpuBaeT
coeguHenna gopmynel (I1IB), nnn nx dapmauyeBTnyeckn NnpuemMnemMyro conb Unn rugpar,
npn atomMm Y npeacraensaet cobon O mnm S; Ry n Ry B3ATbl BMECTE C aTOMOM asoTa, K
KOTOPOMY OHU MNPUCOEAMHEHBI, 00pasytoT MOPONMH unn  4-metunnmnepasvH; Rs

npeacraenset cobon H; Rs npeacraensetr cobon wmetun, otun, Metoken, Cl,
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ANPTOPMETOKCH, LMAHO, LMKIONPONUI UM ruapokeumeTun, Rs npeactasnsieT cobown

MEeTUN N MeTokeu; B npeacrasnseT cobon

R77“L7; R7 npeacrasnseT cobom meTtun.

B apyrom BapuaHTe OCyLLeCTBNeHuUd, HacTosdlwee n3obpeTeHne npegycmarpuBaeT
coeguHenna gopmynel (IIIB), nnn nx dapmauyeBTnYeckn NpUeMnemMyro Conb Unn rugpar,
npu atomMm Y npeacraenset cobon O mnm S; Ry n Ry B3aTbl BMECTE C aTOMOM a30Ta, K
KOTOPOMY OHU MNPUCOEAMHEHBbI, 00pasytoT MOPONMH UM  4-metunnumnepasvH; Rs
npeactasnsetr cobon H; Rs npepcrasnser cobon meTtun wunn rmgpokeumeTvn; Rg

npeacraenseT cobom MeTUn Unn METOKCK; B npeacTtasnseT cobon

R7/Jf7; R; npeacraensieT coGo MeTUn.

B opyrom BapuaHTe OCyLUEeCTBNEHUs, HacTosuee nsobpeTeHne npegycmarTpmuBaeT
coeguHenna gopmynel (I1IB), nnn nx dapmauyeBTnyeckn NnpuemMnemMyro conb Unn rugpar,
npn stoM Y npeacrtaenaer cobon O wmnm S; Ry npepcrasnser cobon meTtun, Rz
npeacraenseT cobon MeTun, atun unn msonponun; Rs npeacraenser cobon H; Rs n Rg
He3aBMCUMO npeacTaBngeT cobon meTun, atun, metokcu, Cl, audTOpMETOKCH, LMaHo,
LMKNONponuI unm rmgpokcumeTun; B npeacraenset cobon

(Rg)n

ng y
. Ry npeacrasnsaet cobon metun; n n paeeH 0.

B gpyrom BapmaHTe OCyLUEeCTBNEHUs, HacToswee nsobpeTeHne npegycmarTpuBaeT
coeaguHenna gopmynel (I1IB), nnn nx dapmauyesTnyeckn NnpuemMnemMyro conb Unn rugpar,
npn atoM Y npeacraenser cobon O wmnm S; Ry npeacraesnser cobon metun; Ro
npeacraesnseTr cobon metun, aTun unm usonponun, Rs npepcraenser cobonm H; Rs
npeacraensetr cobon metun, atun, Metoken, Cl, AMpTOPMETOKCH, LMaHO, LMKIONponun
unu rmgpokcumeTun, Rs npepcraensetr cobom metun unn meToken; B npepcraensier
cobon

(Rg)n

R 1{ y
! . R7 npeacraensier cobom meTtun; 1 n paeeH 0.
B aopyrom BapuaHTe OCyLLeCTBNeHus, HacTodlee n3obpeteHne npegycmarTpusaeT
coeguHenma copmynel (IIIB), nnn nx papmayeBTUYECKM NPUEMIIEMYIO CONb WUNU rMApPaT,

npn stoM Y npegcraenaer cobon O wmnm S; Ry npepcrasnser cobon metun, Ro
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npeacraesnsetr cobon metun, aTun unm usonponun, Rs npepcraenser cobonm H; Rs
npeacrasnseT cobon mMeTun unu rugpokemmeTun, Rg npeacraBnget cobom MeTun mnm
mMeTokcu; B npeacraenset cobon

(Rs)n

R7/N€ .
. Ry npeacrasnsaet cobon metun; n n paeeH 0.

B gpyrom BapmaHTe OCyLUEeCTBNEHUs, HacToswee nsobpeTeHne npegycmarTpuBaeT
coeaguHenna gopmynel (I1IB), nnn nx dapmauyesTnyeckn NnpuemMnemMyro conb Unn rugpar,
npyn aTtoM Y npeacraenset cobor O mnm S; Ry 1 Ry B35iTbl BMECTE C aTOMOM a30Ta, K
KOTOPOMY OHW MNPUCOEAMHEHBI, 00pasytoT MOPONMH unn  4-metunnmnepasvH; Rs
npeacraensetr cobon H; Rs m Rs HeszaBucMmo npeacraBnaoT cobon MeTun, 3Tun,
meTokeu, Cl, ondToOpMETOKCH, LMaHo, LMKNONponun unu rmgpokcumeTmn; B npegcraenser
cobon

(Re)n

R7/N€ . R7 npeacraensier cobom meTtun; 1 n paeeH 0.

B aopyrom BapuaHTe OCyLLeCTBNeHus, HacTodlwee n3obpeteHne npegycmarpusaeT
coeguHenma copmynel (IIIB), nnn nx papmayeBTUYECKM NPUEMIIEMYIO CONb WUNU rMApPaT,
npy atoM Y npeacrtaenget coborm O unn S; Ry n Ry B3ATEI BMECTe ¢ atoMoM asoTa, K
KOTOPOMY OHM MPUCOEANHEHBLI, 00pasytoT MOPMONMH unu 4-metunnunepasuvH; Rz
npeactaensetr cobon H; Rs npegcraenser cobom wmetun, atun, wmetoken, Cl,
ANDTOPMETOKCH, LMaHO, LUMKNONpOnun wunn rmgpokeumeTun; Rg npeacraesnseTr cobown
MEeTUN Unn metokeu; B npeacraesnset cobon

(Rg)n

R7% .
: R7 npegcrasnset cobom meTtun; 1 n paeeH 0.

B opyrom BapuaHTe OCyLUECTBNEHUs, HacToswee nsobpeTeHne npegycmarTpmBaeT
coeaguHenna gopmynel (IIIB), nnn nx dapmauyeBTnyeckm NnpuemMnemMyro conb WUnn rugpar,
npn atom Y npeacraenaet cobon O mnm S; Ry n Ry B3aTbl BMECTE C aTOMOM a30Ta, K
KOTOPOMY OHW MNPUCOEAMHEHBI, 00pasyloT MOPONMH UM  4-metunnumnepasvH; Rs
npeactasnsetr cobon H; Rs npepcrasnaer cobon meTtun wunn rmgpokeumeTvn; Reg
npeacraenseT cobon meTun nnn Metokeu; B npeacrasnseT cobon

(Rg)n

R /N}N& .
’ . R; npeacrasnsaet cobon metun; n n paeeH 0.
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B opyrom BapuaHTe OCyLUEeCTBNEHUs, HacToswee nsobpeTeHne npegycmartpuBaeT
coeguHerna gopmynel (I1IB), nnn nx dapmayesTnyeckm NnpuemMnemMyro conb Unn rugpar,
npn atoM Y npeacraenser cobon O wmnm S; Ry npencraesnser cobon metun; Ro
npeacraesnseT cobon MeTtun, atun unn msonponun; Rs npeacraenseT cobon H; Rs n Rg
He3aBMCMMO npeacraenaeT cobon metun, atun, metokcn, Cl, aMbToOpMETOKCH, LMaHo,
LMKNONponuI unm rmgpokcumeTmn; B npeacraenset cobon

(Rs)n

o v
. R7 npeacraenset cobon meTun; ABa Rg NpucoeanHeEHbl K OAHOMY U TOMY Xe

aTomy yrnepoga, obpasys umknonponun; n n paseH 0 unm 2.

B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodlee n3obpeteHne npegycmarpusaeT
coeaguHenma copmynel (IIIB), nnn nx papmayeBTUYECKM NPUEMIIEMYHO CONb UNX rMAPaT,
npy atom Y npeacrtaengetr cobon O wnmn S; Ry npeacraBnser cobon metun; Rz
npeacraensetr cobon meTtun, atun unu usonponun, Rs npeacrtasnsetr cobon H; Rs
npeacrasnser cobon metun, atun, metokcu, Cl, AgudToOpMETOKCH, LMaHO, LMKNIONpOnuI
unn rngpokcumeTun, Re npeacraensetr cobon meTun wvnm MeTokew; B npepcraesnser
cobom

(Rgn

- v
: R7 npeactaenset cobor meTun, asa Rs npnucoeanHeHbl K O4HOMY 1 TOMY e

atomy yrnepoga, obpasys yuknonponus; un n paseH 0 unn 2.

B gpyrom BapuaHTe OCyLUECTBNEHUs, HacToswee nsobpeTeHne npegycmaTpuBaeT
coeguHenna gopmynel (I1IB), nnn nx dapmauyesTnyeckn NnpuemMnemMyro conb Unn rugpar,
npy atom Y npeacrtaensgetr cobom O wnm S; Ry npeacraBnser cobon metmn; Rz
npeacrasnseTr cobow metun, aTun unm usonponun, Rs npepcrasnser cobonm H; Rs
npeacraensaeT cobon METUN uUnu rnapokcumeTun, Rg npeacraenaer cobon MeTun munm
mMeTokcu; B npegcraenset cobon

(Ra)n

R7;}NE| .
: R; npeacraensieT coboli MeTun; ABa Rs NPUCOEAMHEHBI K OAHOMY U TOMY Ke

aTomy yrnepoga, obpasys umknonponun; n n paseH 0 unm 2.
B apyrom BapuaHTe OCyLUEeCTBNEHUd, HacTosuee nsobpeTeHne npegycmarpuBaeT
coeaguHenma copmynel (IIIB), nnn nx papmayeBTUYECKM NPUEMIIEMYIO COMNb WUMNX rMAPAT,

npyn aTtoM Y npepcraensaet cobor O mnm S; Ry 1 Ry B3sTbl BMECTE C aTOMOM as30Ta, K
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KOTOPOMY OHU MNPUCOEAMHEHBI, 00pasytoT MOPGONMH UM  4-metunnumnepasvH; Ra
npeacrasnsetr cobom H; Rs n Rs HesaBucumo npepcraBnaot cobon MeTun, 3Tun,
meToken, Cl, ANpTOPMETOKCH, LUMaHo, LMKONpOnuI Unu ruapokecumeTn; B npeacrasnset
cobon

(RS)n

- u
. Ry npeacraenser cobor metun, asa Rs npucoeanHeHbl K O4HOMY U TOMY e

aTomy yrnepoga, obpasys umknonponun; n n paseH 0 unm 2.

B gpyrom BapuaHTe OCyLUeCTBNeHUd, HacToslee n3obpeTeHne npegycmarpuBaeT
coeguHenna gopmynel (IIIB), nnn nx papmayeBTUYeckn NpUeMneEMyr0 Conb U1 rMgpar,
npyn aToM Y npeacraenaet cobon O mnn S; Ry 1 Ry B3STbI BMECTE C aTOMOM as30Ta, K
KOTOPOMY OHU MNPUCOEAMHEHBbI, 00pasytoT MOPONMH UM  4-metunnunepasvH; Rj
npeactasnsetr cobon H; Rs npegcrasnser cobom wmetun, atun, wmetoken, Cl,
ANPTOPMETOKCH, LMaHO, UMKNONponuMn unn rungpokeumetTun, Rs npencrasnset cobom
MEeTUN Unn metokeu; B npeacraenset cobon

(Rs)n

e v
7 . R; npeacraenser cobort metun, asa Rg NnpucoeanHeHbl K OAHOMY UM TOMY XKe

aTomy yrnepoga, obpasys umknonponun; n n paseH 0 unm 2.

B gpyrom BapuaHTe OCyLUECTBNEHUNA, HacToswee nsobpeTeHne npegycmartpuBaeT
coegmHenna cdopmynel (IIIB), nnu nx dapmaueBTUYEeCKN NPUEMIEMYIO COMb UMK rnapar,
npyn atoM Y npeacraensaet cobon O mnm S; Ry 1 Ry B3sTbl BMECTE C aTOMOM a30Ta, K
KOTOPOMY OHW MNPUCOEAMHEHBI, 00pasyroT MOPEONMH UM  4-metunnumnepasvH;, Ra
npeactaensetr cobon H; Rs npeacraenser cobonm meTun wnm rmgpokcumeTvn; Re
npeacrasnseT cobon meTun unn Metokeu; B npeacraenset cobom

(Re)n

- u
. R7 npeacraensier cobon metun; aea Rg npucoeanHeHbl K OQHOMY U TOMY e

aTomy yrnepoga, obpasys umknonponun; n n paseH 0 unm 2.

B apyrom BapuaHTe OCyLLeCTBNeHWs, HacTodlee n3obpeteHne npegycmarpusaeT
coeguHenma gopmynel (IIIB), nnn nx papmayeBTUYEeCKn NPUEMIIEMYHO COMNb WUMNU rMApPaT,
npn stoM Y npeacraenaer cobon O wmnm S; Ry npepcrasnser cobon metun, Ro

npeacrasnseT cobon MeTun, aTun unn msonponun; R; npeacraenseT cobon H; Rs n Rg

90



10

15

20

25

He3aBMCUMO mpeacTaBnsaeT cobon meTtun, atmn, metokcu, Cl, audTopMeToKCH, LmaHo,
LMKIoNponun unn rmgpokeumeTun; B npeacrasnset coboun
(Re)n
Ry .
. R7 npeacraenset cobomn meTtun; n n paseH 0.

B npyrom BapuaHTe oCyLLleCTBNEHUs, HacTosLwee n3obpeTeHmne npegycmaTpueaeT
coegmnHenna cdopmynel (IIIB), nnu nx dapmaueBTUYEeCKN NPUEMIEMYHO COMb UMK ruapar,
npy atom Y npeacrtaengetr cobom O wnm S; Ry npeacraBnser cobon metvn; Rz
npeacraesnseTr cobon metun, aTun unm usonponun, Rs npepcrasnser cobonm H; Rs
npeacraensaetT cobon metun, otun, mMetoken, Cl, AMpTOPMETOKCH, LMaHO, LMKIONponun
unn rmapokcumeTnn; Re npeacraensieTr cobon meTun unm MeTokcun; B npepcraeBnseT

cobon
(Re)n
Ry .
. R7 npeacraenset cobomn meTtun; n n paseH 0.

B npyrom BapuaHTe OCyLLeCTBNEHUs, HacTosLwee n3obpeTeHmne npegycmaTpueaeT
coegmnHenna cdopmynel (IIIB), nnu nx dapmaueBTUYEeCKN NPUEMIEMYHO COMb UMK ruapar,
npy atoMm Y npeacrtaengetr cobom O wnm S; R4 npeacraBnser cobon metvn; Rz
npeacraesnser cobon metun, aTun unm usonponun, Rs npepcrasnser cobonm H; Rs
npeacrasnseTr cobom meTun unm rnagpokcumeTun; Rg npeacraBnaet cobon mMeTmn unm

mMeTokcu; B npegcraenset cobon
(Rs)n
Ry .
. R7 npeacraenset cobon meTtun; n n paseH 0.

B opyrom BapmaHTe OCyLUEeCTBNEeHUs, HacToswee n3obpeTeHne npegycmartpmeaeT
coeguHenna gopmynel (IIIB), nnn nx papmayeBTnyeckn NnpuemMnemMyro conb Unn rugpar,
npn atom Y npeacraenset cobon O mnm S; Ry n Ry B3ATbl BMECTE C aTOMOM a30Ta, K
KOTOPOMY OHU MNPUCOEAMHEHBI, 00pasytoT MOPONMH UM  4-metunnmnepasvH; Ra
npeactasnser cobom H; Rs m R HesaBucumo npepcraenaot cobon meTun, 3Tun,
meTokcu, Cl, AndToOpMETOKCH, LMaHo, LMKNONPONMn unu rmapokcumeTin; B npeacraenser

cobon
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(Rg)n
R; .
. R; npeacraenset cobomn meTtun; n n paseH 0.

B gpyrom BapmaHTe OCyLUEeCTBNEHUd, HacToswee nsobpeTeHne npegycmarpuBaeT
coeaguHenma copmynel (IIIB), nnn nx papmayeBTUYECKM NPUEMIIEMYIO COMNb WUMNX rMAPAT,
npyn aTtoM Y npepcraensaet cobon O mnm S; Ry 1 Ry B3sTbl BMECTE C aTOMOM as30Ta, K
KOTOPOMY OHM MPUCOEANHEHBLI, 00pasytoT MOPMONMH unu 4-metunnunepasuvH; Rs
npeactaensetr cobon H; Rs npegcraenser cobom wmetun, atun, wmetokcn, Cl,
ANPTOPMETOKCH, LMaHO, UMKNONponun unn rungpokcumetTun, Rg npeacraesnser cobom
METUI UNN METOKCU; B npeacTasnseT cobon
(Rg)n

R; .
. R; npeacraenset cobomn meTtun; n n paseH 0.

B gpyrom BapuaHTe OCyLUeCTBNEeHuUd, HacToswee nsobpeTeHne npegycmarpuBaeT
coeaguHenma copmynel (IIIB), nnn nx papmayeBTUYECKM NPUEMIIEMYHO CONb UNX rMAPaT,
npyn aTtoM Y npepcraensaet cobon O mnm S; Ry 1 Ry B3sTbI BMECTE C aTOMOM as30Ta, K
KOTOPOMY OHM MPUCOEANHEHBLI, 00pasyoT MOPMONMH unu 4-metunnunepasuvH; Ra
npeactaensetr cobon H; Rs npepcraenser cobonm metun wunm rmgpokeumeTvn; Re
npeacrasnseT cobon meTun nnn MeTokeu; B npeacraenseT cobom
(Re)n

Ry o
: R7 npeacrasnaet cobon metun; n n paeeH 0.

B gpyrom BapmaHTe OCyLUEeCTBNEHUs, HacToswee nsobpeTeHne npegycmarTpuBaeT
coeaguHenna gopmynel (I1IB), nnn nx dapmauyesTnyeckn NnpuemMnemMyro conb Unn rugpar,
npu atom Y npeacrtaensgetr cobom O wnm S; Ry npeacraBnser cobon metun; Ry
npeacraenseT cobon MeTtun, atun unn msonponun; Rs npeacraenseT cobon H; Rs n Rg
He3aBNUCUMO NpeacTaBnaArT cobon metun, atun, metoken, Cl, andTopmeToKkeH, LmnaHo,
LMKNONponun unm rngpokcumeTun; B npeacraenset cobon
(Ro)m

Ry~ X . v
: R7 npeacraenset cobom meTtun; Ry npeacraenaet coboun F; m paeeH 2; n X

npeacraesnset cobon O.
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B gpyrom BapmaHTe OCyLUEeCTBNEHUs, HacToswee n3obpeTteHne npegycmartpuBaeT
coeguHerna gopmynel (I1IB), nnn nx dapmayesTnyeckm NnpuemMnemMyro conb Unn rugpar,
npn atoM Y npeacraenser cobon O wmnm S; Ry npencraesnser cobon metun; Ro
npeacraesnseTr cobon metun, aTun unm usonponun, Rs npepcrasnser cobonm H; Rs
npeacraensetT cobon metun, atun, Metoken, Cl, AMPTOPMETOKCH, LMaHO, LMKIONponun
unu rmgpokcumeTun, R npepcraensetr cobom metmn mnn meToken; B npepcraensier
cobon
(Ro)m

R~ X y v
: R7 npeacraenset cobom meTtun; Ry npeacraensaet coboun F; m paeeH 2; n X
npeactasnset cobon O.

B apyrom BapuaHTe OCyLUeCTBNEeHUd, HacToslee n3obpeTeHne npegycmarpuBaeT
coeguHenna gopmynel (IIIB), nnn nx dapmayeBTnyeckn NpUeMnemMyro Conb Unn rugpar,
npn stoM Y npegcraenaer cobon O wmnm S; Ry npepcrasnser cobon metun, Re
npeacraesnsetr cobon meTun, aTun unm usonponun; Rz npeacrtaenser cobonm H; Rs
npeacraenseT cobon meTun unu rugpokeumeTun, Rg npeacraensaet cobon metun mnm
METOKCK, B npeacraenaet coboun
(Ro)m

R7 X . .
. Ry npeacraenset cobon metun; Ry npeacraenser cobon F; m paeeH 2; n X
npeacrtasnset cobon O.

B opyrom BapuaHTe OCyLUEeCTBNEeHUs, HacToswee nsobpeTeHne npegycmaTpmueaeT
coeguHenna gopmynel (IIIB), nnn nx dapmayeBTnyeckn NpuemMnemMyro conb Unn rugpar,
npn atom Y npeacraenset cobon O mnm S; Ry n Ry B3ATbl BMECTE C aTOMOM a30Ta, K
KOTOPOMY OHU MNPUCOEAMHEHBI, 00pasytoT MOPONMH UM  4-metunnmnepasvH; Ra
npeactasnser cobom H; Rs m R HesaBucumo npepcraenaot cobon MeTun, 3Tun,
meTokcu, Cl, AndToOpMETOKCH, LMaHo, LMKNONPONMn unu rmapokcumeTin; B npeacraenser
cobon
(Rg)m

R7 X o .
. Ry npeacraensaet cobon metun; Ro npeacraenaetr cobon F; m paseH 2; n X

npeactaenset cobon O.
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B gpyrom BapmaHTe OCyLUECTBNEHUs, HacToswee nsobpeTeHne npegycmartpuBaeT
coeguHerna gopmynel (I1IB), nnn nx dapmayesTnyeckm NnpuemMnemMyro conb Unn rugpar,
npyn aTtoM Y npeacraenset cobor O mnm S; Ry 1 Ry B3SThbI BMECTE C aTOMOM a30Ta, K
KOTOPOMY OHW NPUCOEAMHEHBbI, 00pasyoT MOPEONMH UM  4-metunnmnepasvH; Rsa
npeacraensetr cobon H; Rs npeacraensetr cobon metun, otun, Metoken, Cl,
ANPTOPMETOKCH, LMaHO, UMKIONpONuMn unn rungpokcumetTun, Rg npencraenser cobom
METUN N MeTokeu; B npeacrasnseT cobon
(Ro)m

R~ X y v
: R7 npeacraenset cobom meTtun; Ry npeacraensaet coboun F; m paeeH 2; n X
npeactasnset cobon O.

B apyrom BapuaHTe OCyLLEeCTBNEeHUsA, HacTodlee n3obpeTeHne npegycmarpuBaeT
coeguHenna gopmynel (IIIB), nnn nx dapmayeBTnyeckn NpUeMnemMyro Conb Unn rugpar,
npyn aToM Y npeacraenaet cobon O mnn S; Ry 1 Rz B3STbl BMECTE C aTOMOM a30Ta, K
KOTOPOMY OHW MNPUCOEAMHEHBbI, 00pasytoT MOPONMH UM  4-metunnumnepasvH; Rj
npeactasnsetr cobon H; Rs npepcraesnser cobonm metun wunn rmgpokeumeTvn; Rg
npeacraenseT cobom MeTUn Unn METOKCU; B npeacTtasnseT cobon
(Ro)m

Ry~ X N y
: R7 npeacraenset cobom meTtun; Ry npeacraensaet coboun F; m paeeH 2; n X

npeacrtasnset cobon O.

B gpyrom BapmaHTe OCyLUEeCTBNEHUs, HacToswee nsobpeTeHne npegycmartpuBaeT
coegmHenne dopmynel (IIIA) vnun (IlIB), nnn ero dapmaueBTUYECKN MPUEMIIEMYIO COfb
UNV rMapaT, 4ANs NPUMEHEHVE B KA4eCTBEe NIeKapCTBEHHOrO npenaparTa.

B apyrom BapmaHTe OCyLUEeCTBNEHUd, HacToslee nsobpeTeHne npegycmarpuBaeT
coeaguHenmne dopmynel (IHA) nnn (IlIB), nnu ero dpapmaueBTUYECKN MPUEMIIEMYIO COMb
unu rmgpat, 4NA NPUMEHEHME B NEYEHUN U NPeaynpexaeHnn 3adbonesaHnin, COCTOAHUA

U PacCTPONCTB, KOTOpbIE yryyllaroTcs 3a cyeT uHrmbuposaHus CCR6 y yenoseka.

B npyrom BapuaHTe OCyLLECTBMEHUS, HacTosILLee n3obpeTeHne npegycmarpusaeT

cnocob neveHuss unu npeaynpexaeHns 3abonesaHuii, COCTOSIHUA WU PaCCTPOWCTB,
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KOTOpble yny4warTca 3a cyeT mHrmbuposaHms CCR6 y uyenoBeka, KOTOPbIA BKNOYaeT
BBEAEHME YenoBeKy, HyXhawlwemMyca B 3TOM, TepaneBTUYeckn IPdeKTUBHOro
konuyectea coeauHeHns dopmynel  (IIIA) wnm  (IlIB), wnu ero dapmauyeBTrnyecku
NpveMnNemMon conv unu rmgpara.

B apyrom BapuaHTe OCyLLecCTBNeHus, HacTodlwee n3obpeteHne npegycmarTpusaeT
cnocob neveHuss unu npegynpexaeHns 3aboneBaHu, COCTOSHUA WU PaCCTPOWCTB,
KOTOpbIE YNy4yLatoTCa 3a CYHET MHMMOUPOBaHWA T-KNETOYHOro XemoTakcuca y 4YernoBeka,
KOTOPbIA BKMOYAET BBEAEHME YENOBEKY, HYXAAKLWEMYCS B 3TOM, TepaneBTUYECKU
appekTnBHOro konudectea coeguHenus dopmynel  (IHA)  wnm  (IIIB), wnm  ero
apmaneBTUHECKM NPUEMIIEMOW CONU UMK rapaTa.

B opyrom BapuaHTe OCyLLeCTBNEHUs, HacTodwee n3obpeTteHme npegycmarTpuBaeT
Crnocofb nevYeHus unu NpeaynpeXxaeHUs BoCnanuTenbHbIX 3ab0neBaHnn, COCTOAHUA UK
PacCTPONCTB Yy 4YenoBeKa, KOTOPbIA BKIHOYAET BBELEHUME YEIOBEKY, HyXAaloLEMyCs B
3TOM, TepaneBTunyeckn adpdekTUBHOro konnyectea coeanHeHna dpopmynsi (HHHA) nnu (111B),
nnun ero oapmaneBTUYeCcKn NpUeEMNEMON CONV Unu rmapara.

B opyrom BapuaHTe OCyLLeCTBNEHUs, HacTodwee n3obpeTeHmne npegycmarTpuBaeT
Crnocob neyYeHns Unu NpPeaynpexaeHUs ayToOMMMYHHbIX 3aboneBaHun, COCTOSHUW UMK
PacCTPONCTB Yy 4YenoBeKa, KOTOPbIA BKIIHOYAET BBEAEHME YENOBEKY, HyXAaloLEMyCs B
3TOM, TepaneBTUYeckn adpdeKkTUBHOro konuyectea coeanHeHna dpopmynsi (IHHA) nnu (111B),
nnun ero oapmaneBTUYeCcKn NpUeEMNEMON CONV Unu rmapara.

B opyrom BapuaHTe OCyLeCTBNEHUs, HacTodwee n3obpeTeHmne npegycmarTpuBaeT
crnocob neveHnsa nnu NpefynpexneHus ncopmasa, Hecneynduyeckoro S3BeHHOro KonmTa,
Bonesnn KpoHa, BOCnanuMTenbHOro 3aboneBaHnsa KULWEYHMKE, NMCOpUaTUYECKoro apTpuTa,
UNn pPeBMaTOMLHOrO apTpuTa y 4YenoBeka, KOTOPbIWM BKIMIOYAET BBEAEHME YErOBEKY,
HyXOaroWemMycsd B 3TOM, TepaneBTUYEeCKM OPPEKTUBHOMO KONMMYEeCcTBa COEANHEHUS
dopmynbl (IHA) vnm (IIIB), nnu ero dapmauyeBTUUECKM MPUEMIIEMON CONMU UK rngparTa.

B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodlee n3obpeteHne npegycmarpusaeT
npumeHeHne coeguHeHna dopmynel (IIIA) wnu (IIIB), wnm ero dapmaueBTUyecKku
NpyeEMNEMoOn COnn WNU ruaparta, B MNPOW3BOACTBE IEKAPCTBEHHOrO npenapara Ans
neyeHna 3aboneBaHWW, COCTOSIHUMA WX PacCTPOMCTB, KOTOPbIE YNy4LlarTCs 3a CuYeT

nHrndbmposaHns CCR6 y Yenoeka.
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B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodawee n3obpeteHne npegycmarpuBaeT
npumMmeHeHne coeguHeHns dopmynel (IIIA) wnn (IlIB), nnn ero dapmaueBTnyecku
NpYeEMNEMON CONMKM WNU TUApaTa, B MPOW3BOACTBE JIEKAPCTBEHHOrO npenapara Ans
neyeHus 3aboneBaHWW, COCTOSHUA WNN PaCCTPOUCTB, KOTOPbIE YMyudlaroTCA 3a CYeT
NMHrMBmpoBaHs T-KNeToOYHOro XxeMoTakcmuea y Yenoseka.

B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodawee n3obpeteHne npegycmarpuBaeT
npumMmeHeHne coeguHeHns dopmynel (IIIA) wnn (IlIB), nnmn ero dapmaueBTnyecku
NpYeEMNEMON CONMKM WNU TUApaTa, B MPOW3BOACTBE JIEKAPCTBEHHOrO npenapara Ans
neYeHns BoCcnanuTeneHoro 3abonesaHns, COCTOAHUS UM PacCTPONCTBA Y YenoBeka.

B apyrom BapuaHTe OCyLLecCTBNeHWs, HacTodlee n3obpeTeHne npegycmaTpusaeT
npumMeHeHne coeauHeHns gopmynel (IIIA) v (IlIB), nnn ero dapmauyeBTUyecku
NpyeMnemMon CcConu wnu ruaparta, B MPOW3BOACTBE IEKapCTBEHHOrO npenapara Ans
neYeHnss ayToOMMMYHHOro 3aboneBaHusi, COCTOSHUSA UK PacCTPOMCTBA Y YenoBeka.

B opyrom BapuaHTe OCyLleCTBNeHus, HacTodlwee n3obpeteHne npegycmarpuBaeT
npumeHeHne coeguHeHna dopmynel (IIIA) wnnm (llIB), wvnu ero dapmayeBTudeckm
NpyeEMNEMON CONMM WNU TUapaTta, B MPOW3BOACTBE IEKAPCTBEHHOrO npenapara Ans
neyeHns ncopuasa, Hecneumdpuyeckoro H3BeHHOro konuta, 6HonesHu  KpoHa,
BOCManuUTENbHOrOo  3aboneBaHusi  KUWEYHMKA,  MNCOpMatu4eckoro  aptpura  uUnm
pPEBMaTouAHOro apTpuTa y Yenoseka.

B apyrom BapuaHTe OCyLLecCTBNeHWs, HacTodlee n3obpeTeHne npegycmaTpusaeT
dhapmaLeBTMYECKYHO KOMMO3MLMIO, KOTopas coaepXut coeguHenne dopmynsl (HHHA) nnu
(IlIB), nnn ero gapmaueBTUYECKM NPUEMIIEMYIO COMb UMW TUAPAT, W, MO MEHbLUEWN Mepe,
OAVH (bapMaLEeBTUYECKN NPUEMIIEMbIN SKCLUMMUEHT, pa3baBuTenb UM HOCUTENb.

B opyrom BapuaHTe OCyLLeCTBNeHus, HacTodlee n3obpeteHne npegycmarTpuBaeT
cnocob nedvenna unu npeaynpexaeHus 3aboneBaHun, COCTOAHUW UMK PacCTPOUCTB,
KOTOpble yny4warTca 3a cyeT mHrmbuposaHms CCR6 y uyenoBeka, KOTOPbIA BKNOYaeT
BBEAEHME YenoBeKy, HyXAawwemMyca B 3TOM, TepaneBTU4eckn SpdeKTUBHOro
KonmyecTea hapMaLeBTUYECKON KOMMO3ULMK, KOTOpasi COAEPXKUT COELUHEHME POPMYIbI
(IMA) v (llIB), nnn ero dgapmaueBTUYECKN MPUEMIIEMYIO COMb WNW rugpaT, W, Mo
MEHbLUEeN Mepe, OAWH hapMaueBTUYECKU NPUEMIEMBbIN 3KCUMMUEHT, pasbasutens nnu

HOCUTEIb.
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B opyrom BapuaHTe OCyLLEeCTBMEHUSA, HacTodawee n3obpeTeHmne npegycmarpuBaeT
cnocob neveHVs wunu npeaynpexaeHna 3aboneBaHu, COCTOSHUA WM PacCTPOWUCTB,
KOTOPbIE YNy4dLaTCa 3a CYET MHMMBMpoBaHMA T-KNETOYHOro XeMOTakcuca y YernoBeka,
KOTOPbIA BKMOYaET BBEAEHWE YEeroBeKy, HYXAAalLWemyCcsd B 3TOM, TepaneBTU4ECKU
3(PMEKTUBHOIO KONUYecTBa apMaLeBTUYECKOM KOMMO3UUMKW, KOTOpas COAEPXMUT
coeaguHenne dopmynel (IIA) nnn (IlIB), nnu ero dpapmaueBTUYECKN MPUEMIEMYIO COfb
UnNn rmapart, U, N0 MeHbLUEW Mepe, OAMH hapMaLeBTUYECKN NPUEMMEMbIA SKCUMUMUEHT,
pasbaButens UM HOCUTENb.

B opyrom BapuaHTe OCyLLeCTBNeHus, HacTodlee n3obpeteHne npegycmarpuBaeT
cnocob neveHns Unuv NpeaynpexaeHUs BocnanuTenbHOro 3aboneBaHns, COCTOAHUA MU
pacCcTpoONCTBa Yy YerioBeKka, KOTOPbIA BKIMHOYAET BBEAEHWE YENOBEKY, HyXXAAKOLWEeMyCsa B
3TOM, TepaneBTUYECKM 3IPAEKTUBHOIO Konmyectsa apMaueBTUYECKON KOMMO3ULMK,
KoTopas copgepxut coegunHeHue dopmynel (IHA) vnn (IIIB), nnu ero dapmaueBTUYeCKn
NpYEMNEMYIO COMb WM ruapaTt, W, NO MeHblen Mepe, oauH dapMaueBTUYECKN
NpveMnemsIv 3KCUMNUEHT, pasbasuTerns UM HOCUTENMb.

B opyrom BapuaHTe OCyLLeCTBNEHUs, HacTodwee n3obpeTteHme npegycmarTpuBaeT
Crnocob nevyeHus unu NpeaynpexaeHUs ayToMMMYyHHOro 3aboneBaHus, COCTOSHWUSA WIu
pPacCTPONCTBa Yy YENOBEKA, KOTOPbIA BKIMHOYAET BBEAEHME YENOBEKY, HY)XAAMOLEMYCHA B
3TOM, TepaneBTUYECKM SDPPEKTUBHOIO KoONMyecTea apmaLeBTUYECKOM KOMMO3ULMK,
KoTopaa coaepxut coeguHenue dopmynel (IHIIA) vnun (IlIB), nnn ero dgapmaueBTnyeckm
NPpYEMMNEMYIO COfb WM ruapaT, W, MO MEHbWEN Mepe, oauH dapMaueBTUYECKN
npveMnemMbI 3KCUMNUEHT, pasbaBuTens UM HOCUTENMb.

B npyrom BapuaHTe OCyLLECTBMNEHMS, HACcTosLWee M30bpeTeHmne npegycmaTpuBasT
cnocob neveHnsa nnm NpeaynpexaeHus ncopmasa, Hecneymdruyeckoro S3BeHHOro KonmTa,
BonesHn KpoHa, BocnanutenbHoro 3abonesaHus KuedHuKa, NCopuaTuyecKkoro aptpura
UNN PEBMATOMAHOrO apTpuTa y 4YenoBeka, KOTOPbIWM BKIHOYAET BBEAEHME YETNOBEKY,
HY>XOaroLLEMYCA B STOM, TepaneBTUYeCKM 3MEKTUBHOIO KONMYeCcTBa papmaueBTUHeCKon
KOMNO3nuuK, KoTopas coaepxut coeauHeHune dopmynbl (IIHA) wvnm (1lIB), wnm ero
dapmauyeBTUYECKM MPUEMNEMYIO COMb WNK ruapart, W, NO MeHbllen Mepe, OAMH
dapmaueBTUYECKM NPUEMIIEMBIN SKCLUMMNEHT, pasbaBuTerb NN HOCUTENb.

B opyrom BapuaHTe OCyLLeCTBNEHUs, HacToswee n3obpeTeHmne npegycmaTpuBaeT

NPUMeEHeHVEe apmaLeBTUYECKON KOMMO3ULMK, KOTOPasi COAEPNKUT COeANHEHNE (POPMYIbl
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(IMA) v (llIB), nnn ero dgapmaueBTUYECKN MPUEMIIEMYIO COMb WNW rugpaT, W, Mo
MEHbLUEeN Mepe, OAWH hapMaueBTUYECKN NPUEMIEMBIA SKCUMMUEHT, pasdbasutens nnu
HOCUTENb, B MPOW3BOACTBE JIEKAPCTBEHHOrO npenapara Ansa nedeHus 3abonesaHun,
COCTOSIHUA WU PacCTPOUCTB, KOTOpbIE yrnyywarTca 3a cyeT uHrmbuposaHus CCR6 y
Yernoseka.

B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodawee n3obpeteHne npegycmarpuBaeT
NpUMeHeHve hapmMaLeBTUYECKON KOMMO3MLMKW, KOTOpasa COAEPXUT coegmHeHne opmybl
(IMA) v (IIB), vnn ero dgapmaueBTUYECKN MPUEMIIEMYIO COMb WNW rugpaT, WU, Mo
MEHbLUEN Mepe, OAWH hapMaueBTUYECKN NPUEMIEMBLIA SKCUUMMEHT, pasbasutens nnu
HOCUTENb, B MPOW3BOACTBE [EKapCTBEHHOro npenapara Ang nedyeHus 3abonesaHuw,
COCTOSIHAA WM PacCTPOMCTB, KOTOPbIE yny4ylwarTcs 3a cyeT WHrmbupoBaHus T-
KNETOYHOro XemoTakcuca y Yernoseka.

B opyrom BapuaHTe OCyLLECTBNEHMS, HAcTosLWee M3obpeTeHmne npegycmaTpuBaeT
npyMeHeHre apmaLeBTUYECKON KOMMO3MLMKM, KOTOpasa COAEPXUT CoeguHEHne PopMy bl
(IMA) nrm (llIB), vnn ero dapmaueBTUYECKN MNPUEMIIEMYIO COfMb WM ruapar, W, no
MEHbLUEN Mepe, OAWH hapMaueBTUYECKM NMPUEMIEMBIA SKCUMMMEHT, pasbaButens nnu
HOCUTENb, B MPOW3BOACTBE NEKapCTBEHHOro npenapara Ana NevYeHnsa BocnanuTensHOro
3aboneBaHusi, COCTOSIHNSA UM PacCTPONCTBA Yy YenoBeka.

B opyrom BapuaHTe OCyLLeCTBNEeHUs, HacTodlee nsobpeTeHne npegycmarpuBaeT
NpUMeHeHVe hapmMaLeBTUYEeCKON KOMMO3MLMKM, KOTOopasa COAEPXUT coegmHeHne popmybl
(lMA) v (IlIB), nnn ero dgapmaueBTUYECKN MPUEMIIEMYIO COMb WNW rugpaT, W, Mo
MEHbLUEeN Mepe, OAWH hapMaLeBTUYECKN NPUEMIEMBIA SKCUMMMEHT, pasbasutens unu
HOCUTENb, B MPOM3BOACTBE NEKAPCTBEHHOrO npenapara ANA NeYeHns ayTOUMMMYHHOrO
3aboneBaHunsi, COCTOAHNA UM PacCTPONCTBA Yy YenoBeka.

B apyrom BapuaHTe OCyLLeCTBNeHWs, HacTodlee n3obpeTeHne npegycmarTpusaeT
NpUMEHeHVEe hapmMaLEBTUYECKON KOMMO3MLMKM, KOTOpasa COAEPXKUT COeaMHEHNE POPMY bl
(IMA) v (llIB), nnn ero dapmaueBTUYECKN MPUEMIIEMYIO COMb WNW rugpaT, W, Mo
MEHbLUEN Mepe, OAWH hapMaLeBTUYECKN MPUEMIEMBIA SKCUMMMEHT, pasbaButens unu
HOCUTENb, B MPOM3BOACTBE JIEKAPCTBEHHOrO Mpenapara [ANA fe4YeHns ncopuasa,
Hecneumdunyeckoro a3BeHHoro konuta, tonesHn KpoHa, BocnanurensHoro 3abonesaHus

KULLEYHMKA, NCOpMaTMYECKOro apTpuTa UM pEBMaTtongHOro apTpuTa y YernoBeka.
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B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodawee n3obpeteHne npegycmarpuBaeT
dapmaLeBTUYECKy0 KOMOUHALMIO, KOTopasa coaepXut coegmHerne dopmynbl (IIIA) nnm
(IlIB), nnn ero dapmauyeBTUHECKM NPUEMIIEMYIO COMb UMW TUAPAT, W, MO MEHbLUEN Mepe,
O4WH NPOTMBOBOCMANUTENbHBIN areHT.

B apyrom BapuaHTe OCyLLecCTBNeHus, HacTodlwee n3obpeteHne npegycmarTpusaeT
cnocob neveHuss unu npegynpexaeHns 3aboneBaHu, COCTOSHUA WU PaCCTPOWCTB,
KOTOpble ynyywaTca 3a cyeT umHrmbuposaHms CCR6 y yenoBeka, KOTOPbIA BKNHOYaeT
BBEAEHNE YENOBEKY, HyXKAawlWemMycsa B 3TOM, TepaneBTUYECKn SPEKTUBHOMO
KonmyecTea papMaLeBTUYECKON KOMOMHAaLMKW, KOTOpas CoAepXUT CoeanHeHne opmyrbl
(IMA) nnm (llIB), vnn ero apmaueBTUYECKN MNPUEMIMIEMYIO COfMb WM ruapar, W, no
MEHbLLEN Mepe, OA4MH NMPOTUBOBOCMNANUTENbHbBIA areHT.

B aopyrom BapuaHTe OCyLLeCTBNeHus, HacTodlee n3obpeteHne npegycmarTpusaeT
cnocob neveHuss unu npeaynpexaeHns 3abonesaHui, COCTOSIHUA WU PaCCTPOWCTB,
KOTOPbIE YNy4yLatoTCa 3a CYHET MHMMBMpoBaHMA T-KNETOYHOro XemoTakcuca y 4YernoBeka,
KOTOPbIA BKMOYaET BBEAEHWE YEerioBeKy, HYyXAallWemycsd B 3TOM, TepaneBTU4eCKU
3 PEKTUBHOrO KOonmMyecTea apmaueBTUYECKON KOMBWMHaUMK, KOTopass COLEpPXUT
coeguHenne dopmynel (IIA) nnn (IlIB), nnu ero dapmaueBTUHECKN MPUEMMEMYIO COMb
WU TMGpar, 1, Mo MEHbLUEN Mepe, OAMH MPOTUBOBOCNANUTENBHbBIA areHT.

B opyrom BapuaHTe OCyLLeCTBNeHus, HacTodlee n3obpeteHne npegycmarTpuBaeT
Cnocob neveHns Unuv NpeaynpexaeHUs BocnanuTenbHOro 3aboneBaHns, COCTOAHUA MU
pacCcTpoONCTBa Yy YEroBeKa, KOTOPbIA BKIMHOYMAET BBEAEHWE YENOBEKY, HYyXXAAKOLWEMyCHa B
3TOM, TepaneBTMYeckn 3PEPEKTUBHOIO Konuyectesa apmaueBTUYECKOM KoMBUHaumK,
koTopasa copaepxut coegmHeHne dopmynel (IHIA) nnn (11IB), nnu ero dapmauyeBTrnyeckm
NpUEMMNEMYIO COMb WNW rMapaT, U, N0 MEHbLUEN Mepe, OAMH MPOTMBOBOCMANUTENbHBIN
areHT.

B opyrom BapuaHTe OCyLLeCTBNEHUs, HacToswee n3obpeTeHmne npegycmaTpuBaeT
crnocob neyeHus unu NpeaynpexaeHus ayToMMMyHHOro 3aboneBaHus, COCTOSHWUSA WU
pPacCTpPONCTBa Yy YErOBEKA, KOTOPbIA BKIMHOYAET BBEAEHME YENOBEKY, HYXXAAMOLEMYCHA B
3TOM, TepaneBTMyeckn 3PPEKTUBHOIO KonmuvecTea dapmaueBTUYECKON KOoMBUHaumn,
KoTopaa coaepxut coeguHenue dopmynbl (IHIA) vnun (IlIB), nnn ero dgapmaueBTnyeckm
NpUEMNEMYIO COMb WNW rMapaT, U, N0 MEHbLUEN MepEe, OAMH MPOTMBOBOCMANMUTENbHBIN

areHT.
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B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodawee n3obpeteHne npegycmarpuBaeT
cnocob neveHnsa unu NpefynpexaeHus ncopmasa, Hecneyndruyeckoro S3BeHHOro KonmTa,
Bonesnn KpoHa, BoCnanutenbHOro 3aboneBaHnsa KUWEYHMKA, NMCOpuaTUYEeCcKoro apTpuTa,
UNN pPeBMaTOMLHOrO apTpuTa y 4YenoBeka, KOTOPbIW BKMHOYAEeT BBEAEHME YErOBEKy,
HY>XAarOLWEMYCS B 3TOM, TeEpaneBTUYECKM 3GEKTUBHOIO KONMYeCcTBa hapmaLueBTUUECKON
kombuHaumm, kotopas copepxut coeguHeHne dopmynel (IIIA) wnn (IIIB), wvnm ero
dapmaueBTUYECKM MPUEeMMEMYO COMb WNW rumapat, W, N0 MeHbllen Mepe, OAMH
NPOTUBOBOCMANUTESNBHbIN areHT.

B opyrom BapuaHTe OCyLLeCTBNeHus, HacTodlee n3obpeteHne npegycmarpuBaeT
NpUMeHeHVe hapmMaLeBTUYECKOM KOMBUHaUMKN, KOTOpas COAEPXKUT coeamnHeHne Popmybl
(IMA) v (llIB), nnn ero dgapmaueBTUYECKN MPUEMIIEMYIO COMb WNW rugpaT, W, Mo
MEHbLUEN Mepe, OAWH NPOTUBOBOCMANUTENbBHBLIWM areHT, B NPON3BOACTBE NEKapCTBEHHOMO
npenapara ans nedveHuss 3aboneeBaHuin, COCTOSHUA WM PacCTPOWCTB, KOTOpble
ynyJarTca 3a cyeT nHrmbmposaHna CCR6 y yenoseka.

B apyrom BapuaHTe OCyLLecCTBNeHWs, HacTodlee n3obpeTeHne npegycmaTpusaeT
NpYMEHeHVe hapMaLeBTUHYECKOM KOMBMHaUMKN, KOTOpasi COAEPXKUT COeaMHEHNE POPMY bl
(IMA) vnn (llIB), nnn ero dapmaueBTUYECKN MPUEMIIEMYIO COMb WNW rugpaT, W, Mo
MEHbLUEN Mepe, OANH NPOTUBOBOCMANUTENBHLIN areHT, B NPON3BOACTBE NEKAPCTBEHHOMO
npenapara Aans ne4veHuss 3aboneBaHu, COCTOSHMA WNKM  PacCTPOWCTB, KOTOpble
yny4LlarTCa 3a CHET MHIMBMPOBaHNA T-KNEeTOYHOro XeMoTakeuea y Yenoseka.

B opyrom BapuaHTe OCyLLeCTBMEHUS, HacTodwee n3obpeTeHmne npegycmaTpuBaeT
NpUMEHeHVe hapMaLeBTUYECKOM KOMBMHaUMKN, KOTOpas COAEPXKUT COeanHEHNE POPMY bl
(lMA) v (llIB), nnn ero dapmayeBTUYECKM MPUEMIIEMYIO COMb UMW rMapart, W, no
MEHbLUEN Mepe, OAWH NPOTUBOBOCMANUTENBHBLIWM areHT, B NPON3BOACTBE NEKapCTBEHHOMO
npenapara Ans nedYeHrs BocnanutTensHoro 3abonesaHns, COCTOSHUA U PacCcTPoOUCTBa Y
Yyenoseka.

B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodlee n3obpeteHne npegycmarpusaeT
NPUMEHEHWE hapMaLEBTUHECKOM KOMBMHaLMKN, KOTOpasi COAEPXKUT COEAMHEHNE POPMY bl
(IMA) v (llIB), nnn ero dgapmaueBTUYECKN MPUEMIIEMYIO COMb WNW rugpaT, W, Mo
MEHbLUEN Mepe, OAWH NPOTUBOBOCMANUTENbHBLIW areHT, B NMPON3BOACTBE NEeKapCTBEHHOMO
npenaparta Ans neyYyeHns ayToMMMYyHHOro 3aboneBaHus, COCTOSHUA UM pacCcTponcTea y

yeroBeka.
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B opyrom BapuaHTe OCyLLeCTBNEeHus, HacTodawee n3obpeteHne npegycmarpuBaeT
NpUMEHeHVe hapMaLeBTUYECKOM KOMBMHaUMKN, KOTOpas COAEPXKUT CoefnHEHNE POopMy bl
(IMA) v (IIB), vnn ero dgapmaueBTUYECKN MPUEMIIEMYIO COMb WNW rugpaT, WU, Mo
MEHbLLUEN Mepe, OAWH NMPOTUBOBOCMANUTENbHBLIWM areHT, B NPON3BOACTBE NEKapCTBEHHOMO
npenapara Ana nevYeHus ncopuasa, HecrneumduyecKkoro $3BEHHOro Konurta, 6onesHw
KpoHa, BocnanutensHoro 3aboneBaHus KULIEYHWKA, MNCOPUAaTUYECKOro apTputa  wunu
pPEBMaTouAHOro apTpuTa y Yyenoseka.

B apyrom BapmaHTe oCyLeCTBNEHMS, HAacTosILLEee n3obpeTerHne npegycmaTpmBaeT
Cnocob neYerHns Unu NpesynpexaeHms MMMyHHOro 3aboneBaHns y YenoBeka, KOTOpbIN
BKIMHOYAET BBEAEHME YENOBEKY, HYXKAaoLWEeMyCs B 3TOM, TepaneBTUYeCKn 3peKTUBHOMO
konuyectBa coeguHeHus gopmynsl (1A), (IB), (1IA), (IIB), (IIA), nnuv (I1IB), nnun ero
dapmaueBTUYECKM NPUEMIIEMOW COMNU UNK rapaTa.

B opyrom BapuaHTe OCyLLECTBNEHMS, HAcTosLWee M3obpeTeHmne npegycmaTpuBaeT
crnocob nevyeHna wnu npeaynpexaeHns ayToMMMyHHOro 3aboneBaHusa y 4eroBeka,
KOTOPbIA BKMOYaET BBEAEHWE YEerioBeKy, HYyXAallWemycsd B 3TOM, TepaneBTU4eCKU
abpekTnBHOrO Konmyectea coegmHeHna gopmynel (I1A), (1B), (LIA), (1IB), (IIA), vnu (IIIB),
nnun ero oapmaneBTUYeCKN NPUEMIEMON CONV UNW rmapara.

B opyrom BapuaHTe OCyLLECTBMNEHMS, HACTOSLWEE M30DbpeTeHmne npeagycmaTpuBasT
cnocob neyeHuns nnu npeaynpexaeHus HeMpoaereHepaTMBHOro nnu
HEeMpOBOCNanNUTENbLHOrO 3aboneBaHnst y 4YenoBeKa, KOTOPbIA BKMAOYAET BBEAEHME
4YEenoBeKy, HyXAawWemMyca B 3TOM, TepaneBTUYECKM 3SPPEKTMBHOIO KONMMYECTBa
coeaguHenna dopmynel (1A), (1B), (IIA), (1IB), (1lIA), nnun (IIIB), unn ero dapmavueBTnyeckm
NpYEMNEMON CONMY UNu rmapara.

B gpyrom BapuaHTe OCyLleCTBNeHus, HacToswee n3obpeteHre npegycmaTpmBaeT
Cnocob neyYeHns Unu NpeaynpexaeHns peBMaTtougHoro apTpuTa, toBEHNansHoOro apTpuTa,
3abonesaHus CTuna, FOBEHWANbHOrO PEBMaTtoOMaHOro apTpuTa, pEBMaroMaHoOro apTpura ¢
CUCTEMHbBIM Hayanom, ONUroapTUKyNSPHOro pEeBMarougHoOro apTputa,
ONUroapTUKYNSIPHOrO  FOBEHMANbHOrO  PEBMAatoOMAHOrO  apTputa,  PEBMAarOMAHOro
nonmMapTpuTa, SHTEPONaTUYECKOro apTpuTa, HBEeHWansHoro cuHgpoma Peuntepa,
aHKMMO3UpYHoLLero CMoHANNOoapPTPUTA, tOBEHManNbLHOro aHKMMNO3MPYHOLLEro
crnoHgunoapTpuTta, cuHgpoma SEA, peakTMBHOrO apTputa (peakTMBHOW apTponatum),

ncopuaTUyeckon  apTponaTmu, IOBEHMANbHOrO  3HTEPOMaTUYECKOro  apTpuTa,
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pEBMatMYECcKOM  MONMMMUAaNTUM,  SHTEPONaTUYECKOro  CMOHAMMUTA,  OBEHWAanbHOro
nguonatudeckoro  aptputa  (JIA), tOBEHManNbLHOroO  MCOPUATUYECKOro  apTpuTa,
tOBEHMANbHOrO PEBMATOUAHOIO apTpuUTa, HBEHMaNbHOrO PEBMAaTOMAHOro aptpuTta C
CUCTEMHbIM Havarnom, rMraHTOKNETOYHOro apTepumMTa UnM BTOPUYHOrO OCTeoapTputa 13
BOCManuTenbHOro 3aboneBaHnsa y 4YenoBeka, KOTOPbIA BKMOYAET BBEAEHWE 4YEenoBeKy,
HyXXOalroLWemMycss B 3TOM, TepaneBTUYEeCKM SPPEKTUBHONO KONMMYECTBa COEANHEHUS
dopmynel (1A), (1B), (IIA), (1IB), (IIA), vam (IlIB), nnn ero dapmMaueBTUyecku npueMmnemMmomn
COnv Unu ruaparTa.

B gpyrom BapuaHTe OCyLleCTBNeHus, HacToswee n3obpeteHve npegycmaTtpmBaeT
cnocob neyeHMsa wunu NpeaynpexaeHuss BOMNYaHKW, CUCTEMHOM KPacHOM BOMYaHKW,
FOBEHMANBHOM CUCTEMHOW KpacHOM BOMYaHKX, BOMYaHKOBOro Hedputa, CcuHZpoma
LerpeHa, cknepogepMmn (CUCTEMHOrO Cckneposa), aBneHna PenHo, roBeHnanbHOM
ckrepogepmMun,  NONMMUO3NTE,  AEPMArtoMuMo3nTa,  MONMMUO3UTa-LEPMaTOMUO3NTA,
cMeLLaHoro 3aboneBaHue CMONy4YHON/COeANHUTENBHOM TKaHw, capkougo3a,
dpubpommanrum, BaCKyfnMTHOMO  MWKPOCKOMWYECKOro  MOMMaHrmmMTa,  BacKynuTa,
303MHOMUMNBHOrO rpaHynemMaTo3a C MNOMIMAHIMUTOM (paHblUE M3BECTHOrO Kak CUHAPOM
UYypra-LUTpayca), rpaHynemarosa ¢ NoNMaHrmmToM (paHbLUe N3BECTHOMO Kak rpaHynemaTos
BereHnepa), Hopgo3Horo nonuaprtepumta, nypnypbl LLeHnenHa-leHoxa, wanonaTnyeckom
TPOMBOLIMTONEHNYECKOWN Nypnypbl, FOBEHMANbHOrO BacKynuTa, HOAO3HOro nonvapTepumita
(Takke M3BECTHOrO Kak HOA4O3HbIA MaHapPTEPUNT, HOAO3HbLIN NepuapTepunT, 3abonesaHune
Kyccmaynsa, 3aboneBaHne Kyccmayna-Mauvsensercapa wnm PAN),  cbipoBatoyHom
BonesHn, mMmacteHuM rpaeuc, apTtepumta Takascy, cuHgpoma bexyeta, 3aboneBaHus
KaBacaku (CnmMsmMBO/CrM3NCTO-KOXHOTO NUMMOY3ENKOBOro cuHApoma), 3abonesBaHus
Broprepa (obnutepupyrowero TpomboaHrumTa), cuHgpoma dorra—KosHarn—Xapagw,
3aboneBaHus  AgauMcoHa,  TupeouauTa  XawummoTO,  CKIEepO3YyK4oro  XOMaHruTa,
MeMBpaHO3HOW rmomMepyronaTumy, NoMMUo3nTa, MMO3nUTa, aTepocKknepo3a, ayToOMMYHHON
reMONMUTUYECKON aHemMuu, ayTOMMMYHHOroO OpxuTa, wunu 3abonesanHus [yanacuyepa y
4yenoBeKa, KOTOPbLIN BKHOYAET BBEAEHME UYEMOBEKY, HYXAAKLWEMYCA B  STOM,
TepaneBTU4eckn adpdekTBHOro konnyectea coegmHenns dopmynsl (1A), (IB), (11A), (1IB),
(IMA), nnm (HlIB), nnun ero doapmaueBTUYECKM NPUEMNEMON CONN U rnapara.

B opyrom BapuaHTe OCyLLeCTBNEHUs, HacToswee n3obpeTeHre npegycmaTpuBaeT

cnocob nedeHus mnu npeagynpexgeHna BocnannTernbHOro 3abonesaHus KULLEYHWMKA,
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Bonesnn KpoHa, Hecneunduyeckoro £3BEHHOrO KOMWTa, [MOTEHOBOW 3HTEeponaruu,
FNHOTEHOBbLIX 3ab0neBaHn, NPOKTUTA, 303MHOMUMBLHOMO racTPO3HTEPUTA, ayTOUMMYHHOMO
aTpodMYECKOro ractputa, MNEPHUITMO3HON aHEMUU WM MacToumMTO3a Yy YENOBEKa,
KOTOPbIA BKMOYaET BBEAEHME YErOBEKYy, HYXAAlWemMyCa B 3TOM, TepaneBTUYEeCKU
ahbhekTnBHOrO Konmyectea coegmHeHnsa dpopmynel (I1A), (IB), (IIA), (IIB), (IIA), nnu (1IIB),
N ero hapmaneBTUYECKN MPUEMIIEMON COMN NV rmapara.

B aopyrom BapuaHTe OCyLlecTBNeHus, HacToswee n3obpeteHve npegycmaTpuBaeT
cnocob neveHns UM NpeaynpexaeHns ncopuasa, aTonmyeckoro gepmMartuta, 3K3eMHOro
aepmarura, aepmarura, 3yga, anoneuuy, ayTouMMyHHOWM  anoneuus,  BUTUIUIO,
anuaepManbHON runepnnasmy, tBeHManeHoOro 4epMaTtoMmosnTa unm 4epmMaToMmosnTa; B
HEKOTOPbIX APYrMX BapwaHTax OCyLLeCTBNEHUS ncopuas npepcrasnset cobown ncopwuas,
kannenogobHbIM nNcopuas, NCopuaTUYHecKyro anuaepmarnbHy rmnepnnasmio, UHBEPCHLIN
ncopuas, rHOMHUYKOBBIA MCOpUas, 3pUTPOAEPMUYECKMIA MCOPUA3s, Y YEerioBeKa, KOTOPbIN
BKIMHOYMAET BBEAEHME YENOBEKY, HYXAalLWeMyCs B 3TOM, TepaneBTUYeCckn 3PPEKTUBHOIO
konmndectBa coegunHeHna dopmynel (1A), (IB), (HIA), (lIB), (IIA), wnn (llIB), vnn ero
apmaleBTUHECKM NPUEMIIEMOW COMNM UK rmapaTa.

B aopyrom BapuaHTe OCyLLeCTBNeHuUd, HacToswee n3obpeteHe npegycmaTpuBaeT
cnocob neyeHns nnu NpeaynpexaeHna HeankoronbHOro creaTorenaTtnTa, HeankoronbHOro
XMPOBOro 3aboneBaHuve NeYeHW, ayTOMMMYHHOrO renatmta, XPOHUYECKOro arpecCUBHOMO
renatuta, WNM MNEpPBUYHOrO OWNMaPHOro CKnepos3a Yy YeroBeka, KOTOpbIA BKNHOYaeT
BBEAEHME 4YEeNOBEKy, HyXAawlwemMyca B 3TOM, TepaneBTUYECKM SPPEKTUBHOIO
konunyectea coeauHeHna dopmynel (1A), (1B), (IIA), (1IIB), (IlIA), wnu (llIB), nnv ero
hapmaLeBTUHECKM NPUEMITEMOW COMM UK rmapaTa.

B gpyrom BapuaHTe ocyLlecTBNeHus, HacToswee n3obpeteHve npegycmaTpuBaeT
cnocofb neyeHns Mnn NPepynpexneHns paccesaHHoro ckrneposa, BoKoBOro ammoTPOMNHOro
ckrneposa, 3abonesaHus [umneHa-bappe, aytommmyHHOro sHuedanommenuta, 6onesHu
Anburermepa, OOMNbLUOTO AEnpPecCMBHOIO pPacCTPOWCTBA, YepernHO-MO3roBOM TpaBMbl,
anunencun, 6onesnm MNapkMHCOHa Uy BUNONAPHOro PacCTPONCTBA Y YENOBEKA, KOTOPbLIN
BKIMKOYMAET BBEAEHME YENOBEKY, HYXAaLWeEMyCs B 3TOM, TepaneBTUYeCcKn 3PdEKTUBHOIO
konmndectBa coegunHeHna dopmynel (1A), (IB), (lIA), (lIB), (IIA), wnn (llIB), wvnn ero

thapmaLieBTUYECKM NPUEMIIEMON COMM U TUapaTa.
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B gpyrom BapuaHTe OCyLeCTBNEHUs, HacToswee n3obpeteHre npegycmaTpmBacT
cnocob neveHMs wunu npeaynpexaeHna 3aboneesaHus [pemBca, HEMHEEKLMOHHOrO
yBEUTA, CUHAPOMA CyxOro rnasa, cumnatmyeckon odranbmuun, cuHapoma KoraHa,
KEPaTOKOHBIOHKTUBUTE, BECEHHEro KOHBIOHKTUBUTA, YBEWUTOB, BKMOYas  YBEWUTHI,
cBA3aHHble C OonesHbto bexveTa, W yBewTbl, BbI3BaHHbIE KpUCTaniuvkamu, Kepatura,
repneTn4eckoro KepartuTa, KOHWMYECKOro kepatmrta, SnuTenManbHOW AUCTPOdUM pOroBomn
0B0onoYky, MNOMYTHEHUS porosBoM OOOMOYKM, rnasHoro npemdwuryca, a3Bbl MypeHa,
CKIepuUTa, CyxOro KEpaTOKOHBIOHKTMBUTA (CyXOCTU rnas), OnUKTEHyImbl, UMPUAOLMKINTA,
capkomposa, SHAOKPMHHOW odTanbmMonaTum, CUMNaTMYHoOro odranbmMuTa, aneprmyeckoro
KOHBIOHKMBWTA, rNasHOW HeoBackynapusauunm unmn nponudepaTtuBHOM ANabeTUYeCcKon
peTMHOTEpPanMM y YenoBeka, KOTOPbIW BKNOYAET BBEAEHME YEMNOBEKY, HYXXAAKOLEMYCA B
3TOM, TepaneBTUYEeCKN 3PPEKTMBHOrO Konmyectaa coeguHeHna goopmynsl (1A), (1B), (IIA),
(11B), (11A), nnu (IlIB), nnn ero hapmaueBTUYECKN NPUEMIEMON COMM NN rnapara.

B gpyrom BapuaHTe OCyLLeCTBNeHuUs, HacToswee n3obpeteHve npegycmaTpuBaeT
cnocob nevYeHns Unn NpeaynpeXxaeHUs acTMbl, anneprum, XpoOHUYECKoro o6CTpyKTUBHOMO
3aboneBaHns NEerknx, UM oCTPoro pecnuparopHoro 3aboneBaHus y 4YernoBeka, KOTOPbIN
BKIMHOYAET BBEAEHME YENOBEKY, HyXAarLeMyCcs B 9TOM, TepaneBTUYeCckn 3PdeKTUBHOIO
konuyectBa coeauHeHuna dopmynel (1A), (IB), (IIA), (1IB), (IIA), wnu (llIB), nnu ero
dapmaueBTUHECKM NPUEMIIEMOW COMNU UK rmaparTa.

B apyrom BapuaHTe OCyLlecTBNeHus, HacToswee 13obpeTeHre npegycmaTpuBaeT
cnocob neyYeHnsa nnn NpeaynpexaeHnsa paka nuweBapuTenbsHOro / Xxenya04YHO-KULWLEYHOro
TpakTa, paka TONCTON KULLKW, paka NeYeHn, paka KOXM, BKIHYasa OnyXorb TyYHbIX KIETOK U
MOCKOKMETOUHBIN pak, paka MOMIOYHOWN Xenesbl N rPyAHON Xenesbl, paka AMYHUKOB, paka
npeacratenbHOM >Xenesbl, Nenkemuu, AUEPEPY3HON KPYNHO-B-KNEeTouHON nrMMEOMBl,
KOXXHOW T-KNETOYHOW NUMEOMBI, HEXOMKKMHCKOM NUMAOMbI, paka Mnoyvek, paka nerkux,
paka MbIlL, paka KOCTEW, paka MOYEBOro nyablps, paka Mo3ra, MenaHoMbl, BKIOYas
POTOBYHO M METacTaTtu4eCcKyro MenaHoMmy, capkombl Kanowm, MHOXECTBEHHOM MUENOMbI,
mMuenonponudepaTnBHbix  3aborneBaHur,  MMENONPONUAEPATUBHUX  PaCCTPOWUCTB,
rnmobnacTombl, ONNYEHAPOINNOMBI, paka MoaXenyLo4YHOW XKernesbl, Ornyxonem mosra unm
FMWOM, BKNHOYas acTpoumTtoMy; B HEKOTOPbIX APYrUX BapuaHTax OCyLLEeCTBEHNS,
NnenkeMmnsa npeactaBnseT cobon OCTPyro MMENOUAHYI NENKEMUIO, T-KIMETOYHYHO OCTPYHO

NMMPOBNacTHYIO NENKEMUNIO UM T-KNETOYHYH NENKEMUIO B3POCIbIX Y YENOBEKA, KOTOPbIN
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BKIMHOMAET BBEAEHME YENOBEKY, HYXAALWEMYyCs B STOM, TEpaneBTUYECKM SPPEKTUBHOMO
konunyectea coeauHeHna dopmynel (1A), (1B), (IIA), (1IB), (IIA), wnu (llIB), nnv ero
hapmaueBTUHECKM NPUEMIIEMOW COMNM UK rmapaTa.

B gpyrom BapuaHTe OCyLleCTBNeHuUs, HacToswee n3obpeteHre npegycmaTtpuBaeT
cnocob neveHna unu npeaynpexaeHna caxapHoro gmnabeta tvna |, caxapHoro guabeta
Tvna |l nnn roBeHmanbHoro gnabera y YenoBeka, KOTOPbIA BKIHOYAET BBEAEHMNE YEMOBEKY,
HyXZarmLWemMycs B 3TOM, TepaneBTUYeCKM OPdPEeKTUBHOrO KonumyecTesa COeANHEHUS
dopmynel (1A), (IB), (HIA), (1IB), (IIA), vim (IlIB), unn ero dapmayeBTUHeck NpruemMnemMmon

conun nnu rnaparta.

Onpepenexns

Kak ncnone3dyeTcsa no BceMmy AaHHOMY OMNMCaHMIo U opMyne n3obpeTeHns,
KOTOpasa NpunaraeTcs, Creayrowme TEPMUHbI UMEIOT CNEYIOWME 3HaUYEHNE.

TepmuH "(C2-Cy)ankeHunn", Kkak ncnonb3yetca B AaHHOM LOKYMeHTe, obosHavaet
YyrneBoaopos C NUMHEWHOW UMK PasBETBIIEHHOM LEMbIO, KOTOpas COAEPXUT OT 2 ao 4
aToOMOB yrnepoga, W KoTopas COAEPXUT OAHy YrNepoA-yrnepos [ABOVHYKO CBA3b.
NnntoctpatueHble npumepsbl (C2-Cys)ankeHuna BKAKYaT, HO HE OrpaHuYMBalOTCA 3TUM,
3TEHUN, 2-NPONeHun, 2-MeTUN-2-NponeHnn n 3-6yTeHun.

TepmuH "(C4-C4)ankokecun'", kak MCNonb3yeTca B AaHHOM AOKyMeHTe, obo3HayaeT
(C1-Cs)ankmnbHyto  rpynny, Kak ornpejenseTca B [JaHHOM [JOKYMEHTe, KoTopas
NPUCOEAMHSIETCA K POAUTENBCKOMY MONEKYNAPHOMY bparMeHTy 4Yepes atoM Kucnopoga.
NnnoctpatueHble npumepsbl (Cq-C4)ankokcy BKMKOYAKT, HO HE OrpaHuUYMBalOTCA 3TUM,
METOKCK, STOKCU, MPOMOKCU, 2-NPOrnoKcK, ByTokcn n TpeT-OyTokeu.

TepmuH "(C1-Ca)ankun", kak uncnonb3yeTca B AaHHOM [OKyMeHTe, obo3HavaeT
yrneeoaopon C NMHEMHOW WM pas3BETBNEHHOM LENbIO, KOTOPbIM cogepxut oT 1 go 3
aTomoB yrnepoaa. UnntoctpatmeHbele npumepbl (Cq1-Cz)ankuna BkNHOYAOT METUI, STUI, H-
nponuI, v N30-NPonunn.

)

TepmuH “(C1-Cz)ankun-di7”, Kak UCNONb3yeTcs B AaHHOM AOKyMeHTe, obo3HavaeT
yrneBogoposn C JIMHEMHOW W PasBETBMIEHHOM LEMbIO, KOTOpbIA copepxmt oT 1 go 3
aTOMOB yrnepoga, npum 3TOM OT OAHOr0 A0 CemMu aTtoOMOB BOAOpOAA HABMAETCH
3ameLLeHHbIMU Ha aevtepuit (°H unn D). UnntoctpatueHble npumepsl (C1-Cs)ankun-di.y

BKHOYAOT METUN-U3, 3TUN-ds, U 9TUN-2,2,2-d3.

105



10

15

20

25

30

TepmuH "(C1-C4)ankun”, kak uncrnonb3yetcsa B AaHHOM [OKyMeHTe, obosHavaeT
yrneBofopos € fMHEMHON WUNN PasBETBMEHHOW LEMbio, KOTOPbIM cogepxuTt oT 1 go 4
aTomoB yrnepoga. nntoctpatneHbie npumepsl (C1-C4)ankmn BkNOYAKT METUM, 3TUM, H-
nponun, n3o-nponun, H-Bytun, BTOp-OyTnn, n3o-ytun, n TpeT-OyTmn.

)

TepmuH “(C1-Cq)ankun-dig’, Kak UCNONb3YeTCa B AaHHOM [OKyMeHTe, obosHavaeT
yrneeogopos C JIMHEMHON WNN pasBETBIEHHOW LEMbIo, KOTOpPbIM cogepxuTt oT 1 go 4
aToOMOB yrnepoga npu 9TOM OT OAHOro 4O AEBATWM artoMOB BOAOpOAa HABMSETCH
3aMeLLeHHbIMU Ha aevtepuit (°H unm D). UnntoctpatuHble npumepsbl (C1-Cq)ankun-dig
BKITHOYAKOT METUN-d3, 3TUN-ds, U 3TUN-2,2,2-05.

TepmuH "(C1-Ce)ankmn", Kak wmcrnonb3yetca B [aHHOM [AOKyMeHTe, obosHavaeT
yrneeogopos C JIMHEMHON WNN PasBETBIEHHOW LEMblo, KOTOPbIM copepXuTt oT 1 go 6
atomoB yrnepoga. WnnwoctpatuBHele npumepbl (Cq-Cg)ankmn BKAOYAOT, HO He
OrPaHNYNBAKOTCS 3TUM, METUM, 3TWM, H-NMPOoNum, uso-nponun, H-Bytun, BTOP-ByTUN, N30-
ByTun, TpeT-0yTun, H-NEHTUN, U30-NEHTWUN, HEOMEHTUN N H-TEKCUI.

TepmuH  "(C4-Cy)ankunkapOoHmn'" Kak MCnonb3yetca B AaHHOM  AOKYMEHTe,
obosHavaeT (C1-C4)ankmnbHyto rpynny, Kak onpeaenserca B 4aHHOM AOKYMEHTe, KoTopas
NPUCOEAMHAETCH K POAUTENBCKOMY MONEKYNApPHOMY dparMeHTy 4Yepes KapOOHWNbHYHO
rpynny, Kak onpepenserca B AaHHOM JokymeHTe. WnnwoctpatuBHbie npumepbl (Cq-
C4)ankmnkapboHuna BKNHOYAKT, HO HE OrpaHnYMBaloTCA 3TUM, aueTun, 1-oKconponun, w
2,2-auMeTnn-1-okconponun.

TepmuH "kapboHmn", kak MCNONb3yeTcs B 4aHHOM AOKyMeHTe, obosHavaeT -C(=0)-
rpynny.

TepMuH "ymaHo", kak MCNonb3yeTcs B AaHHOM LOKyMeHTe, oboaHavaeT -CN rpynny.

TepmuH "(Ca-C4)umknoankmn”, kak MCNonb3yeTcs B JaHHOM AOKyMeHTe, obo3HavaeT
HaCbILEHHYIO LIMKIMUYECKYHO YrNEeBOAOPOAHYIO rpynny, KOTopas CocTouT u3 3 - 4 atoMoB
yrnepoaa, lMpumepsbl (C3-C4)umknoankuna BkNOYaAKOT ymknonponun un uuknodytmn. (Cs-
C4)umKnoankmnbHble Trpynnbl MO HACTOALWEMY M30DpEeTEeHUO ABNSAKTCA HeobsasaTenbHO
3amMeleHHbIMK 1, 2, nnn 3 3amMecTUTensaMn, KOTOpble HE3aBUCKMMO NMPEACTaBnaoT cobon
(C4-C4)ankmn, CN, ranoreH nnmn OH.

TepmuH  "(C3-Cq)umknoankun(C-Cq)ankmn", kak uCrnonb3yercas B AaHHOM
AokyMeHTe, obosHavaeT (Ca-Cs)umknoankmn, kak onpepensercsa B AaHHOM AOKYMEHTE,

KOTOPbIA MPUCOEAMHSIETCS K POAUTENBCKOMY MOMEKynspHoMy dparmeHTy depes (Cq-
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C4)ankmnbHyro rpynny, Kak OnpefenseTcs B AaHHOM A[OKyMeHTe. WnnioctpaTtuBHbie
npumepbl  (C3-Cq)umknoankmn(Cq-Cy)ankuna  BKAOYAKOT  UMKIONponunMeTun,  2-
LMKNONPONUNETUN, 2-UMKNonponunnponun, 3-Umknonponmunnponuin, umknobytunmetmn, 2-
LumknobytmuneTun, 2-umknobytunnponmn n 3-umknobytmunnponumnn.

TepmuH "(Cs-Cs)umknoankmn', Kak Mcnonb3yeTca B JaHHOM AOKYMeHTe, obo3HavaeT
HaCbILEHHYIO LMKIMYECKYIO YrNEeBOAOPOAHYO rpynny, KoTopas coctoutT m3 ot 3 fo 5
aTomoB yrnepoga, lNMpumeps! (C3-Cs)umknoankmna BKAYAT LMKAONPONUA, LUKNodyTnn v
yuknoneHTun. (Cs-Cs)umknoankunbHble rpynnbl N0 HAcToALWEMY W30BPETEHUIO ABMAETCA
HeobA3aTenbHO 3amelleHHbIMn 1, 2, v 3 3aMecTUTens MK, KOTOpblE HEe3aBUCKMMO
npeactasnatoT cobon (C4-C4)ankmn, CN, ranoreH nnm OH.

TepMuH "ranoreH" nnu "aTtom ranoreHy", Kak UCronb3yeTcsa B 4aHHOM LOKYMEHTE,
obosHavaet -Cl, -Br, -l unm -F.

TepmuH  "ranoreH(C4-Cs)ankokcn', kak WCNONb3yeTcs B AAHHOM OOKYMEHTE,
obo3HayaeT, MO MeHbLUEeNn Mepe, OAWMH aToOM ranoreHa, Kak onpegenserca B AaHHOM
LOKYMEHTE, KOTOPbIN MPUCOEANHAETCHA K POAUTENLCKOMY MOMEKYNAPHOMY parMeHTy
yepes (C1-C4)ankokem rpynny, kak onpefensaeTcs B JaHHOM AOKyMeHTe. NnntocTpatuBHbie
npuMepbl ranoreH(C1-C4)ankokcu BKMHOYaKT, HO HE OrpaHNYMBaloTCA 3TUM, XITOPMETOKCH,
AN TOPMETOKCHU, 2-PTOPETOKCU, TPUDPTOPMETOKCU N NEHTATOPETOKCH.

TepmuH  "ranoreH(Cq-Cz)ankun", Kak WCNONb3yeTcs B [aAHHOM  [LOKYMEHTE,
obo3HayaeT, NO MeHbLlen Mepe, OAMH aToM ranoreHy, Kak OrnpefenseTca B AaHHOM
LOKYMEHTE, KOTOPbIN MPUCOEAUHSIETCA K POAUTENLCKOMY MOMEKYNAPHOMY parMeHTy
yeped (C4-Cz)ankumnbHyto rpynny, Kak onpegenaetcd B  AaHHOM  OOKYMEHTE.
NnntoctpatueHble npumepsbl ranoreH(Cq-Cz)ankmna BKAYAOT, HO HE OrpaHn4MBaroTCs
3TUM, XNTOPMETUN, AndTopMmeTun, 2-pTopeTnn, TPUPTOPMETUN N NEeHTaPTOPETUN.

TepmuH  'ranoreH(Cq-Cs)ankmn”, Kak WCNonb3yetcsd B AaHHOM  [OKYMEHTe,
obo3HayaeT, NO MEeHbLIEW Mepe, OAMH aTOM ranoreHy, Kak OonpeaenseTca B AaHHOM
AOKYMEHTE, KOTOPbIN MPUCOEANHAETCH K POAUTENLCKOMY MOMEKYNAPHOMY dparMeHTy
yepes (C4-CgankmnbHyto rpynny, Kak onpepensetca B LaHHOM  AOKYMEHTE.
NnntoctpatueHble npumepsl ranoreH(Cq-C4)ankmna BKMAOYAT, HO HE OrpaHn4MBaroTCA
3TUM, XJTIOPMETU, 2-PTOpPEeTUN, TPUPTOPMETUN N NEHTaATOPETUN.

TepMmunH  "retepouukn”  wunu  retepoumknun’, Kak WUCNonb3yetca B AAHHOM

LOKymeHTe, obo3HayaeT 4, 5, wunm 6 uneHHoe KonbLo, KOTOpOoe copepXut oamH N-
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retepoatom n HeobasaTtenbHO 1 MM 2 AOMNOMHUTENBHBIX rETEPOaToMOB, BblBpaHHbIX U3
rpynnel, kotopas coctout M3 O, N n S. UnnocTpatyBHble NpUMEpbl reTepouuknuna
BKITHOYAIOT, HO HE OrpaHn4YMBaloTCA 3TUM, a3eTUANHWUI, UMULA30UANHUN, MOPAONNHAN,
OKCaanasonNUANHWM, OKCasoNUAMHWM, MUNEPasvHWUN, MUNEPUANHUN, NUPa3oNUAUHNI,
MMPONUANHUA, TUAANA30NUANHWA, TUA30NUAUHUA U TUOMOPMONUHUA. [eTepoUnKNnYHbIe
rpynnbl NO HaCTOALEMY M30DpeTeHno AaBNaeTca HeobasaTenbHO 3ameLleHHbIMK 1, 2 unu
3 (C4-C4)ankunbHbIMK rpynnamu.

TepmnH  "rmgpoken(Cq-Cq)ankun”, Kak WCNONb3yeTcs B [AaAHHOM  LOKYMEHTE,
obo3HayaeT, N0 MeHbLIEW Mepe, OAHY MMAPOKCU rpynmny, Kak OnpefenseTcs B AaHHOM
LOKYMEHTE, KOTopasd MPUCOEAMHAETCA K POAUTENbCKOMY MOMEKyNapHOMY dparMeHTy
yepes (C4-CyankmnbHyto rpynny, Kak onpegensaetca B  AaHHOM  OOKYMEHTE.
NnnoctpatueHble npumepsl rmapoken(Cq-Ca)ankuna BKAKYAT, HO HE OrpaHn4MBaroTCA
3TUM, TMOPOKCUMETUN, 2-TUAPOKCUETUN, 3-Tapokcunponun, 2,4-gurngpokendytin n 2,3-
AWML POKCUNPONU.

B apyrom BapuaHTe OCyLlecTBNeHus, HacToswee 13obpeTeHre npegycmaTpuBaeT
dapmaueBTMyeckme KombuHaumm ONa  MECTHOrO MPUMEHEHWE, KOTOopble copepxaT
coeguHenne gopmynel (1A), (1B), (IIA), (11B), (1HA) vnu (llIB), nnn ero dapmavreBTnyeckm
NPUEMMNEMYIO COMb UMM TMAPAaT, B KOMOMHaUMM C ApyrMm dpapmaueBTUYECKUM areHTOM
Ana nedveHns 3aboneBaHuM, COCTOSIHMA W/unu 3aboneBaHui, OMNMCaHHbIX B JaHHOM
fokyMeHTe. [NpremnemMble dhapmMaLeBTUYECKNE areHTbl, KOTOPbIE MOTYT UCMOSb30BaTbCs B
KOMBUMHaLUMM C COEANHEHNAMM MO HaCTOALEMY M30BPETEHUIO AN MECTHOIO NPUMEHEHNE
BKMHOYAKT, HO He OrpaHnymBaroTCa 3TUM: gpyroe coeauHeHune dopmynel (1A), (I1B), (lIA),
(11B), (IMA) wnwn (llIB), vnn ero dapmaueBTUYECKN MNPUEMMIEMYIO COMb WU TUAPAT,;
n3opepmeHTHbIN MHIMbuTop PDE4, KOTOPLIM BKMHOYAET, HO HE OrpaHNYMBaeTCa 3TUM,
aMmnpemMunacTt, podnymMunacTt, ponunpam, nuknamunact, kpucabopon, PF-07038124, PF-
07091905, PF-07090414, PF-07062087, PF-07062077, n PF-07057566; kopTukocTepouns,
KOTOPbIA BKMKOYAET, HO HEe OorpaHuymBaeTcs 3TUM, (ONYyOUMHOHUA, [OEe30KCUMETa30H,
MOMETAa30H, TpUaMUMHONOH, ©GeTameTasoH, anknoMeTasoH, AEe30HWA, TMAPOKOPTU3OH,
LEO-134310A n manpakopat; WHIMOUTOP KanbLUMHEBPUHY, KOTOPLIA BKIHOYAET, HO He
OrpaHuyYnBaeTCsa 3TWUM, TaKpPONMMYC, MUMEKPONMMYC W LMKAOCMHOPUH; uHrdutop JAK,
KOTOPbIA BKIHOYAET, HO HE OrpaHuymMBaeTca 3Tum, TodaumTnHmnd, JTE-052, 6apmumtHnb,
ynagauntnHmnb, PF-04965842, PF-06651600 n PF-06700841; nHrnbutopel TYK, kOTOpbIE
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BKITHOYAKOT, HO He orpaHuumarotcs atum, PF-06826647 n BMS-986165; nHrmbutop ITK,
KOTOPbIA BKMHOYaET, HO He orpaHuudmsaetca atuM, JTE-051; mHrmbutop SYK, koTopbIv
BKITHOMAET, HO HE OrpaHnYMBaeTcsa aTuM, ocTamatnHnG, LepaynaTnmHmb, SHTOCNNETUHNG,
TAK-659, ASN-002 n GS-9876; MHrMOUTOP TUPO3MHKNHA3bLI, KOTOPbLIW BKIHOYAET, HO HE
orpaHuYMBacTCs 3TUM, uepaynatnHnb;, mnHrnomtop IRAK4, KOTOpPbLIM BKNHOYAET, HO HE
orpaHmnumaeTcsa atum, 1-(((2S,3S,4S)-3-31nn-4-pTop-5-0KCONMPONUANH-2-UIT)METOKCH)-7 -
METOKCUM3OXMHONMUH-6  Kapbokcamuni, nNpOTUBOBOCNANUTENbHBIA  areHT,  KOTOpPbIW
BKIOYaET, HO He orpaHnumsaeTtca atum, WBI-1001 n MRX-6; npon3BoaHble pETUHOEBOMN
KMCNOTbI, KOTOPbIE BKIHOYAKOT, HO HE OrPaHNYMBaKOTCA 3TUM, anNUTPETUHOWH; CENEKTUBHBIN
aroHUCT nedyeHo4yHoro peuentopa X (LXR), KOTOpbIA BKNHOYAET, HO HE OrpaHUYMBaETCS
atuMm, VTP-38543; aHTaroHucTbl peuentopa H4, KOTOpble BKAOYaOT, HO He
orpaHunymsarotca atum, ZPL-389; aHtaroHncTtel peuentopa NKI, koTopble BKNHOYaKOT, HO HE
OrPaHMYMBAIOTCS 3TUM, anpenuTaHT W TPaaunuTaHT; aHTaroHucTbl peuentopa CRTH2,
KOTOPbIE BKINHOYAKOT, HO HE OrpaHn4mBaroTca atum, desununpaHt n OC-459; MHrmMBUTOpLI
XMMasbl, KOTOPbIE BKIMHOYAKT, HO HE orpaHudmBarotca 3tuMm, SUN 13834; nHrubutopsl
GATA-3, KoTOpble BKNOYatOT, HO He orpaHuumarotTcs aTuMm, SB-011; n obpaTtHbIn aroHUCT
RORC2, koTopbI BKNOYAET, HO He orpaHuymBaeTcs atuMm, PF-06763809, ESR-114, VTP-
43742, ARN6039, TAK-828, RTA-1701, BOS-172767, AUR-101 n JTE-451.

B gpyrom BapuaHTe ocyLlecTBNeHuns, HacToswee n3obpeteHre npegycmaTpuBaeT
dapmaueBTmyecke KomMOuHauMK AnS nepopansHOro BBEAEHWe, KOTOpble copepxaT
coeguHenne dopmynel (1A), (1B), (IIA), (11B), (1HA), nnn (IIIB), nnn ero dapmaueBTUHECKN
NPUYEMMNEMYIO COMb UNW rMApaT, B KOMOBMHaUMK € Apyrum papMaueBTUYHUM areHToMm Ans
neyeHust 3aboneBaHnn, COCTOSTHUIN UMK PacCTPONCTB, ONUCAHHbLIX B AAHHOM AOKYMEHTE.
MNpvemnemble dapmayeBTUYECKME areHTbl, KOTOpble MOryT  MCMOMNb30BaTbCA B
KOMOMHaUMM C COeAVHEHWAMW MO HacTosAWeMy W3o0peTeHuo Ana nepopansHoro
BBEAEHUS BKIHOYAKT, HO HE OrpaHN4YMBaroTCs 3TUM. Apyroe coeguHeHmne cdopmynbi (1A),
(IB), (lIA), (1IB), (llIA), nnun (llIB), nnn ero cdapmaueBTUHECKM MPUEMIMEMYIO COSlb UMK
rmapart;, nepoparnbHbie MPOTUBOBOCMNANUTENbLHBIE areHTbl, KOTOPbIE BKMOYAOT, HO He
OrpPaHMYMBAIOTCH 3TUM, acnupuH, mMbynpodeH, HanpoKCeH, CynuHAaK, WHAOMETauuH,
MedeHamar, APOKCUKaM, AMKNodeHak, CynbPUHNMPA3oH, MMPOKCUKaM, CELEBREX®, u ux
apmaleBTUYECKM NMPUEMIEMBbIE COMU UNW NPOSIEKapCTBa; nepopanbHble NMPOU3BOAHbIE

peTI/IHOGBOIh KMCNOTbI, KOTOPbIE BKMKOYaAKT, HO HE OrpaHN4YMBarOTCA 3TUM, alMTPETUHOUH,
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nepoparnbHble CEeneKTUBHbIE aroHUCTbl nedveHo4yHoro peuentopa X (LXR), koTopble
BKMHOYaKT, HO He orpaHuymsarotca atuMm, VTP-38543; nepopanbHble aHTaroOHUCTbI
peuentopa H4, koTopble BKOYAOT, HO HE orpaHmnymBaroTcs atum, ZPL-389; nepopanbHblie
aHTaroHucTbl peuentopa NKI, koTopble BKMAOYaOT, HO HE OrpaHUYMBalroTCH OTUM,
anpenuTaHT M TpagunuTaHT; nepopanbHble aHTaroHucTbl peuentopa CRTH2, koTopble
BKIMKOYAOT, HO He orpaHuuymarotca 3tuMm, desununpant n OC-459; nepopanbHblie
WHrMOUTOPLI XMMa3sbl, KOTOPbIE BKMKOYAKOT, HO He orpaHuymsarotcs atuMm, SUN 13834,
nepopanbHblie MHIMBUTOpbl GATA-3, KOTOpbIE BKMOYAKOT, HO HE OrPaHMYMBAIOTCS 3TUM,
SB-011; nepopaneHble obpatHble aroHuctel RORC2, koTopble BKMOYaOT, HO He
orpaHunymsarotca 3tuM, ESR-114, VTP-43742, ARN6039, TAK-828, RTA-1701, BOS-
172767, AUR-101 n JTE-451; nepopankHble nHrmbutopsl JAK, KOTOpbIE BKHOYAKOT, HO HE
orpaHuymBaroTca  9TuM, TodaumTuHnb, JTE-052, GapuumtuHmb, ynagaumtuHub, PF-
04965842, PF-06651600, n PF-06700841; nepopanbHbie uHrMbutopbl TYK, kOTOpbIE
BKIMKOYAIOT, HO He orpaHuudmsatotca atum, PF-06826647 n BMS-986165; nepopanbHbie
MHrMBuTopbl ITK, KOTOpbIE BKMAOYAOT, HO He orpaHudmBatotca  atuM, JTE-051;
nepopanbHble WMHMMBUTOopbl SYK, KOTOpbIE BKMIOYAKT, HO HE OrpaHUYMBaOTCHA 3TUM,
docramatnHn®, uepaynatuHub, asHTtocnnetmHnd, TAK-659, ASN-002 un GS-9876;
nepoparnbHble MOAYyNsaTopbl peuentopa S1P, KOTOpble BKMOYAKOT, HO HE OrpaHNYMBaroTCA
3TMM, 03aHMMOZ W 3TpasmMmog,; 1 nepopanbHbie MHIMOUTOPLI IRAK4, KOTOpLIE BKMHOYALOT,
HO He orpaHnuuBaroTca  atuM,  1-(((2S,3S,4S)-3-3TUn-4-PpTop-5-0KCONNPONULNH-2-
NIT)METOKCU)-7 -METOKCUM3OXMHONMH-6 kKapbokcammg n BAY 1830839.

B gpyrom BapuaHTe OCyLleCTBNeHuUs, HacToswee M3obpeteHve npegycmaTpmuBaeT
hapmaueBTMYECKME KOMOMHaUMM AN MHBLEKUMOHHOTO BBEAEHUS, KOTOpble copepxar
coeguHenne dopmynel (I1A), (IB), (IIA), (11B), (1IA), nan (IIIB), nnn ero dapmayeBTnyYeckm
NPYEMMNEMYIO COMb UNW rMApaT, B KOMOMHaUMK ¢ Apyrum doapMaueBTUYHUM areHToM Ans
neyeHus 3aboneBaHnn, COCTOSHUN U/MNN PaCCTPOUCTB, ONMUCaHHbIX B AAHHOM AOKYMEHTE.
MNpvemnemble dapmayeBTUYEeCKMEe areHTbl, KOTOpble MOryT  MCMOMb30BaTbCA B
KOMBUHALUMM C COEAMHEHUAMM MO HACTOAWEMY W30OPETEHUIO ANA  MHBEKLUMOHHOMO
BBEAEHME BKITOYAKT, HO HE oOrpaHuumBarotca 3TuM: WHrMbutopbl TNFa, koTopble
BKIMKOYAKT, HO HEe OrpaHvyMBaroTCs 3TUM, UHNukcumad, aganumymad, ronmmymad wm
yeptonmsymaba neron; aHTU-MAdCAM, KOTOpbIe BKMOYAOT, HO HE OFPaAHNYMBAOTCA STUM,

SHP647; aHtn-IL-12 P40, «KOTOpble BKMHOYAOT, HO HEe OrpaHN4YMBarOTCa  STUM,
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yCTekmHymab; aHTtu-IL-23 P19, KoTopble BKIHKOYAOT, HO HE OrpaHNYMBaOTCA 3TUM,
pusaHkmsymad, Mupukmsymad, Bpasmkymad, rycenbkymab v tuapakusymad; aHtu-IL-17,
KOTOpbIE BKMOYAKT, HO HE OrpaHuyMBaloTCs 3TUM, CekykuHymab, Opoganymab un
NKCEKN3ymal; MHMBUTOPbLI NHTErPUHA, KOTOPbIE BKKOYAKOT, HO HE OrPaHN4YMBaOTCA 3TUM,
HaTanmaymab, Begonmsymab n sTponuaymad.

KombuHupoBaHHaa Tepanms  BKMAOYaeT BBeAeHWMEe  AByX  wunn Bonblie
TepaneBTUYECKMX areHToB OAHOBPEMEHHO WK nocnepoBaTenbHO.  AreHTbl  MOryT
BBOAUTLCA B NMOOOM nopsgke. AnbTEPHATUBHO, HECKOMBKO TepaneBTUYECKMX areHTOB
MOryT KOMOWHMPOBaTbCA B O4HOW KOMMO3WLMK, KOTOPas MOXET BBOAWUTBCH MaLMEHTY.
Hanpumep, ogHa dapmaueBTuyeckad KOMMo3numa MOXET cofepxaTb COeAWHEHVE WUNn
ero hapmaueBTUYECKM NPUEMIIEMYIO COfMb, TMAPAT, CNOXHbI 3PUp UM NponekapcTea B
cooteeTcTBUM € bopmynon (I1A), (IB), (IIA), (IIB), (INA), nnu (IlIB), apyron TepanesTnyeCcKum
areHT unu ero apmaueBTUYECKM MPUEMIMEMYIO COMb, MMAPAT, CMOXHbLIM 3Pup nnu
nponekapcTea, W, N0 MeHbLUEeN Mepe, OaMH PapMaleBTUYECKN NMPUEMMIEMbIN SKCLMMUEHT
NN HOCUTENb.

TepMuH "hapmaueBTUYECKM NpuemnemMas comnb" unn "conk', Kak UCNonb3yeTcs B
AaHHOM [ OKYMEHTE, KacaeTCsa COneW, KOTopble M3BECTHbI B gaHHoW obnactu. Hanpumep,
S. M. Berge et al. onucbiBaoT hapmMaLeBTUHYECKM MPUEMIEMbIE CONMM MOAPOBHO B J.

Pharmaceutical Sciences, 66:1-19 (1977), koTOpas SBNAETCA BKMOYEHHOW B AaHHbIN

LOKYMEHT B Buae ccCbinku. [pumepsl dapmaueBTU4ecku npuemnemMblX, HETOKCUYHbIX
KMCNOTHO aAAWTMBHBIX CONEN NpeacTaBnstoT cOBOM CoOnnm ammHorpynnbel, obpasoBaHHbIe C
HEOPraHN4YeCcKMX KUCIOT, TakMUX Kak ruapoxnopuaHasa kmcnota, rugpobpomMmaHasa KMcnorTa,
dochopHaa KMCnoTa, CepHas KUCroTa M MEPXopHas KUCroTa UM M3 OpraHUYeCcKmx
KMCNOT, TaKMUX KaK yKCyCHas KMUCNoTa, LaBenesas KMCNnoTa, ManenHoBas KMcnoTa, BUMHHas
KAUCNOTa, AMMOHHas KUCNOTa, SHTapHas KWCNoTa, WM MarnoHoBa Kucnota unmM C
MCMNONb30BaHMEM APYrX CNocob0B, KOTOPbIE MCMOMb3YHTCA B AAaHHOW 0BNacTh, Takmx Kak
MOHHbIN OBMeH. [pyrve dapmaueBTUYeCKN MpUeMnemMble COMM  BKIKYAKT HUTPaAT,
Bucynedar, 6opar, popmuat, Bytnpar, Banepart, 3-peHnNnNponuoHar, kamdgopar, agmnar,
BeHsoaT, Gesmnar, oneaTt, nanbMuTaT, CTeapar, naypar, nakrar, dymapar, ackopbar,
acnapTtaTt, HWKOTMHaT, N-TonyosnicynbdoHaT, kamdopocynbdoHaT, MeTaHCcynbgoHar, 2-
rMOPOKCUETaHCYNbOHAT, TNIOKOHAT, [NHOKOrenToHaTt, naktobuoHaT, rnuvuepodocdar,

NeKTUHaT, naypwuncynbdaT, WU noaobHble, CONMM METannoB, TakMe Kak HaTpueBble,
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KarnmeBble, MarHMeBble UM KarnbLMEBbIE COMMU UMM aMUHO-CONK, TaKUe Kak CONMM aMMOHMS,
TPUETUNAMUHHBIE CONMW, W NOAOOHbIE, BCE C KOTOPbIX MOryT ObITb MNOMyYeHbl B
COOTBETCTBUM C OBLLENPUHATLIMM Ccnocobamu.

OcHOBHbIE apgaUTMBHBIE COMM MOTyT ObITb NMOMy4YeHbl iN Situ BO BPEMSA KOHEYHOro
BbIAENEHNS W OYUCTKM COEAMHEHUMA MO NPEeAcTaBneHHOMY WU300pEeTeHnt0 3a CuyeT
B3aeMOAENCTBUA TMAPOKCKM rpynnbl B 3-nonoxeHun N, N-AuMeTUnnmMkonMHamMmuagHoro
dparmMeHTa C NpPUEMNEMbBIM OCHOBAHMEM, TakMM Kak ruapokcmg, kapboHaTr wunu
BukapboHaT dapmaleBTUYECKM MPUEMMEMOro KaTuoHa MeTanna WnM aMMuaka Wunu
OpPraHM4YecKkoro NepBUYHOrO, BTOPUYHOTO WM TPETMYHOrO amuHa. PapmaueBTU4ECKU
NPUEMMEMbIE COMM BKMOYAKT, HO HE OrpaHUYMBalOTCs 3TWUM, KaTMOHbI Ha OCHOBE
LENOYHbIX METannoB WM  LWeEenoYHo3eMerbHbIX METannoB, TakuMX Kak UTUEBbIE,
HaTpUEBbLIE, KanMeBble, KanbLUMEBbIE, MarHMEBbIE U antOMUHUEBLIE CONMKM M NOAOBHbIE, K
HETOKCUYHBLIV YETBEPTUYHLIA aMMOHMEBLIM U aMWHHBIA KaTUOHbI, BKIOYAs amOHUS,
TeTpamMeTUNamMmoHus, TeTpaeTUNamMoHus, METUNaMOHUS, ANMETUNAMOHNS,
TPUMETUNAMOHUS, TPUETUNAMOHUS, ANETUNAMOHUSA, 3TUNAaMOHUS W NoaobHble. [pyrme
WUNNIOCTPaTUBHbIE OpraHMYecKMe amuHbl, NpuemnemMble Ans 00pasoBaHWs OCHOBHbIX
ananTUBHBLIX COMEN BKIMKOYAOT 3TUNEHAMAMUH, STAHONAMWH, ANSTaHONaMWH, NMUNEPUAMH,
nMnepasuH 1 NogobHbIE.

Hactoswee n3obpeteHne Takke BKMOYaeT apmaueBTUYECKM NPUEMIIEMbIE COMK
NPONeKapCTB COEAMHEHUA MO HacTosaweMy m3obpeteHunto. nnocTpaTtuBHbie NpUMEpPSI
BKMIOYAIOT, HO HE OrpPaHMuMBalOTCH 3TUM, COEAVHEHWS, nokasaHHble Hwke, npu stom R*
npeacrtaBnser coboM KaTUOH NUTUSA, HaTPWNA, Kanus, amOHus, TETPaMETUIIaMOHMUS,
TETPasTUNAMOHUS, METUNAMOHUS, AUMETUNAMOHUS, TPUMETUNAMOHUS, TPUITUITAMOHMUS,
AVNSTUNAMOHUSA, 3TUMAaMOHUA U NofoBHbIe, M Npu aTom R** npepcrasnsieT coboii kaTWOH

Kanbumnda, MmarHna, antoMmHUAa 1 noaobHble.
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CoeanHeHna no HactoAwemy mn3obpeTeHuto MoryT ObiTb BbI4ENEHbI U UCMOML30BATLCA
camu no cebe B hopmMe MX papmaueBTUYECKM MNPUEMMEMbIX COMen, BKYas COMm

nponekapcTe. B cOOTBETCTBMM C HACTOSALLMM N30OPETEHMEM, COELMHEHUS C HECKOBbKUMMN
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OCHOBHbIMM atomamu asota MoryT obpasoBbiBaTb COMM C PasHbiM  KONMUYECTBOM
akBuBaneHToB ("akB.") kmMcnotbl. COEAMHEHUS C HECKONMbKUMW KUCMOTHbIMW rpynnamm
MOryT obpasoBbiBaTb OCHOBHbIE 8A4UTMBHbBIE COMKU C PasHbIM KONMYECTBOM 3KBUBASIEHTOB
("aKB.") OCHOBHOW aaAUTUBHOW MOMEKYIbl NN NONOXUTENBHOrO NPOTUBOMOHA. [pakTnkam
OyOeT NOHATHO, YTO BCE TaKME COMNU BXOAAT B 0ObEM HACTOALLErO N30BpeTeHms.

Hacrtoswee nsobpeteHme oxeatbiBaeT coeanHenunsa dopmynel (I1A), (1B), (11A), (11B),
(IA) wnn (llIB), nony4aemble CUHTETUYECKUMU WUNU METabONMYEeCKMMKU npoLeccamu.
[MonyyeHne coeanHEeHWM Mo HacToswemMy u3obpeteHmo nytem Mmetabonuyeckux
MPOLECCOB BKIHOYaET MNPOLECChl, KOTOPbIE MNPOUCXOAAT B OpraHuame uYernoseka Wnm
XUBOTHBIX (IN VIVO) U NPOLLECCHI, KOTOPbIE MPOUCXOANAT In vitro.

Hactosawee wm3obpeteHne Tawkke Kacaetca (papMaueBTUYECKM — aKTMBHbIX
MeTabonmMToB, KOTOpble OOpasyroTcs nytem OuoTpaHcdhopmaumm in Vivo COeaMHEHUN
dopmynel (1A), (IB), (IIA), (1IB), (llIA), nnn (llIB). TepmuH dapmaleBTUHECKM aKTUBHbLIN
MeTabonuT, Kak WUCNonb3yeTCa B AaHHOM [OKYMEHTE, KacaeTCs COEQMHEHWUSA, KOTopoe
obpasyetca nytem BuoTtpaHcdhopmaumm in vivo coeguHeHnn dopmynel (1A), (IB), (lIA),
(11B), (MA) wnm (llIB). TwaTtenbHoe obcyxaeHne BuoTpaHchopmaumm NpeacTtaBrneHo B
(Goodman and Gilman’s, The Pharmacological Basis of Therapeutics, seventh edition,
MacMillan Publishing Company, New York, NY, (1985)).

Mpy wmncnonb3oBaHMM B BbIWEYNOMSAHYTBIX WKW APYrMX Buax NedvyeHus
TepaneBTU4ECKN OPPEKTUBHOE KONMUYECTBO OAHOMO U3 COEAMHEHUW MO HacTosALemy
N300PETEHNIO MOXKET NMPUMEHATLCSA B YUCTOM BUAE UMW, KOTAa Takne opMbl CyLLECTBYIOT,
B BuAe dapMaueBTUYECKM MPUEMMIEMON COMK, CIOXHOrO adwupa, aMmuga wunu
nponekapcTB. AnbTEPHATMBHO, COEAMHEHWE MOXET BBOAMTLCA Kak dhapmMaueBTnyeckas
KOMMO3ULMSA, KOTOpas COAEPXKUT COEANHEHME, KOTOPOE BbI3bIBAET 3aMHTEPECOBAHHOCTL, B
KOMBUHaLUMM C OOHUM UMW HECKONBKMMU hapMaLeBTUYECKN NPUEMIEMbIMU HOCUTENAMM.
dpaza 'TepaneBTMYECKM OSPIPEKTMBHOE KOMMYECTBO" COEAMHEHWS MO  HacTosweMy
n3obpeteHnro obBo3Ha4YaeT [[OCTaTOMHOE KOMMYECTBO COEAMHEHWA ANA  Ne4vYeHus
3aboneBaHuii, COCTOSIHUA WM PacCTPOMCTB, yKasaHHbIX B AaAHHOM [AOKYMEHTE, Mpw
pasyMHOM COOTHOLLEHWW Monb3a / PUCK, KOTOPOE MPUMEHSIETCA B NMOOOM MEeAULMHCKOM
neyYeHun. KOHKPETHbIN TepaneBTUYeckn AedeKTMBHbIM YpOBeHb A[03bl Ang nodoro
KOHKPETHOro nauyveHta OyaeTt 3aBuCeTb OT pasHbix (PakTopoB, BkNtovas 3abonesaHwue,

KOTOPOE NEeYnTCA, U TAKECTb 3a6oneBaH|/|9|; aAKTUBHOCTb KOHerTHOVI coeanHeHna, KoTopas
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NCMNONb3YETCS; KOHKPETHYIO KOMMO3ULMIO, KOTOpas WUCMonb3yeTCH; BO3pacT, Macca Tena,

obLee cocTosHWe 300pOBbA, MNOMN W AMeTa NaumeHTa; BpeMSa BBEAEHNSA, NyTb BBEAEHNSA, U

CKOPOCTb BbIBEAEHMS KOHKPETHOrO COeAMHEHUS, KoTOopoe NCNonb3yeTcs;

NPOAOIMKUTENBHOCTE NEYEHUNA; NEKaAPCTBEHHbIE CPEeACcTBa, KOTOPble WCMOMb3yrTCH, B

KOMOUHaUMM UK ABRSKOTCS COBMECTUMMbIMU C  KOHKPETHbIM COeAMHEHUEM, KOTopoe

MCNONb3YOTCS; U NOA0BHbIE PaKTOPbI, XOPOLLO U3BECTHbIE B 06NacTy MeanumHbI.
dapmaLeBTUYeCKMe KOMMo3numn Unn npenapartbl

B opyrom BapuaHTe OCyLLECTBIEHUS, HacTosLWee M3obpeTeHe npegycmaTpmBasT
dapmaueBTMYECKME KOMMO3NLMKN, WUNW npenapartbl, KOTOpble coaepxaT TepaneBTUYEeCKU
3PPEKTMBHOE  KONMMYECTBO  COEAMHEHMS  NO  HacTodAweMy  U300peTeHuto WU
dapmayeBTUYECKM  MPUEMMNEMBIA  3KCUMMWEHT,  pasbaBuTenb UMM HOCUTENb.
dapmaueBTUYecKme KOMMNOo3uUMM UM npenaparbl, No HaCTOAWEMY M30DPETEHNO MOryT
BBOAUTBLCA NIOAAM W APYIMM MIEKONUTAOWMM MECTHO, MnepoparnbHO, napeHTeparnbHo,
WHTpauuCTepHanbHO,  MHTpaBarvHanbHO,  WHTpaneputoHeanbHO,  OykanbHO,  Kak
nepoparnbHbIA CNPeW, Kak HasanbHbIKM CNPEN, PeKTanbHO B BUAE Cyno3vTOpUs uUnmM B
dopme nMnocoms.

TunnyHaa dapmaueBTuyeckaa KoOMMNo3vUMS WAM npenapart  nonyyvatoT nytem
CMELUNBAHUS COEAMHEHUS MO HACTOALWEMY M30DPETEHMIO N HOCUTENS, pasbaBuTensa unm
skcumnuenta. [puvemnemble HocuTenw, pasdbaBuTenNn U SKCUMMMEHTbI  BKIHOYaOT
mMaTepuanbl TakMe Kak yrneBoAbl, BOCKM, BOAOPACTBOPUMbIE W/MNKM BOJOOTEKarOLLME
nonumepbl, rMAapoduneHble  unu  rMapodobHbie  Martepwanbel, XenatuH, Macna,
pasbasutenn, Bogy n npodee. KOHKpPETHbIM HOCUTEMb, pasdaBuUTENb WU SKCUMMUEHT,
KOTOPbIA mucronb3yetcsd, OyaeTr 3aBuMCETb OT CPEACTB W 3TUNEW, ANS  KOTOPbIX
MCNONb3YEeTCH COeAMHEHME NO Hactoswemy u3obpetenuto. [lpuemnembie BOAHbIE
pasdaBuTenn BKNIOYAKOT BOAY, 3TaHOM, MNPOMUMEHINVKONL,  NONUSTUNEHTNINKONN
(Hanpumep, METM400, NMEM300) n npoune n nx cmecu. MNMpenapaTtbl MOryT Takke BKMOYaTb
OOWH WNWN HECKONbKO Oydepos, CTabUNU3MPYIOLLMX areHToB, MOBEPXHOCTHO-aKTUBHbIX
BELECTB,  YBNAKHALWMX  areHToB, CMasblBalOLMX  areHToB,  3MynbraTtopos,
CYCNEHAMPYIOLMX areHTOB, KOHCEepPBaHTOB, AaHTMOKCUAAHTOB, MAaTUPYIOLWMX areHToB,
CKOMb3ALMX BELLEeCTB, TEXHOMOrMYeCcKMx BCrnoMoraTefbHbIX BELEeCTB, KpacuTenew,
nogcrnactuTenen, OOOPUPYIOLLMX areHToB, apoMaTU3MpyroLWMX areHToB W Apyrux

n3BecTHblx AobaBok ans obecnedyeHus npnemnemMmoro BHEWHEero suaa nekapCrBeHHOro
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npenapata (TO eCTb, COEAWHEHMS MO HacTodawemy u3obpeTeHuto wunu  ero
dapmaLeBTUYECKON KOMMNO3NLMM) WM MOMOLUM B NPOU3BOACTBE (apmMaLeBTUYECKOro
NpOAYKTa (TO €CTb ANA NPUMEHEHMS B MPON3BOACTBE NEKAPCTBEHHOrO Npenapara).

Mpenapatbl MOryT BbITe NOMNYyYEHbl C NPUMEHEHWEM ODbIYHBLIX MpPoUeayp pacTBOPEHUS U
cMeLwmBaHusa. Hanpumep, OCHOBHOE NeKkapCTBEHHOE BELEeCTBO (TO eCTb, COeANHEHME MO
HacToswemMy un3obpeTeHuto unu crabunmampoBaHHas ¢opmMa CoeanHEeHUs (Hanpumep,
KOMMeKe n NpPOU3BOAHOM LUMKNOAEKCTpUHa nnu Apyrum N3BECTHbIM
KOMMMekcoobpasytolmm areHToM)) pacTBOPSETCA Y COOTBETCTBYIOLWEM pacTBOpUTENE B
MNPUCYTCTBUM O[HOTO WMM  HECKONBbKMX 3KCLUMMUEHTOB, OMNMCaHHbIX Bbiwe. CKOpOCTb
PacTBOPEHNSA MNNOXO PacTBOPUMBbIX B BOAE COEAMHEHWW MOXET ObITb MOBbIWLEHa 3a CYeT
NPYMEHEHNSA BbICYLLEHHOW pacrnbiNeHNeM AUCMEPCUM, TaKOW Kak AUCNEepCUs, onvcaHa B
Takeuchi, H., et al. B “Enhancement of the dissolution rate of a poorly water-soluble drug

(tolbutamide) by a spray-drying solvent deposition method and disintegrants” J. Pharm.

Pharmacol, 39, 769-773 (1987), n EP0901786 B1 (US2002/009494), koTOpblE ABNAIOTCA

BKMHOYEHHbIMW B [aHHbIA JOKYMEHT B BuUAe cCbinku. CoeguvHeHne Mo HacToswwemy
n300peTeHnto, Kak npaeBuno, QopmupyeTca B dapmMaueBTUYECKME NEeKapCTBEHHbIE
dopmbl, 4TOBBI OBECneYnTb NErko KOHTPONMMPOBAHHOE A03UPOBaHUE NeKapCTBEHHOrO
npenaparta v nNpefocTaBuUTb MNaUMEHTY 3CTETUYECKMA U YAOOHBLIN B MCMNOMb30BaHUM
NPOAYKT.

dapmaueBTMYecKkaa KoOMMnos3vumMsa unu npenapart Ang NpUMEHEHUS MOXeT ObiTb
yrnakoBaHa pasHbIMn cnocobamm B 3aBUCMMOCTKN OT Cnocoba, KOTOpbIM UCNONb3YeTCsa ANS
BBEAEHNA NEeKapCTBEHHOro npenaparta. Kak npasuno, uagenve Ansg pacnpocTpaHeHus
BKIMKOMAET KOHTEMHEP, B KOTOPOM COXpaHseTca QapmaueBTUYECKMA npenapat B
cooTBETCTBYHOLEN dopme. [pnemnemsle KOHTENHEPBI BKNOYAKT Marepuarnsl, Takme Kak
OyTbINKM (NNACTUKOBLIE U CTEKMNSAHHbIE), NMAKETUKW, ammnyrbl, NOMU3TUNEHOBbLIE MaKeThbI,
MeTannmueckme BannoHbl U NogobHble. KOHTEMHEP MOXET TakkKe BKITHYaTh 3alyLLEHHbIN
OoT danbcudukaumMm KOMMNNEKT AN NPefoTBpalleHUss HEOCTOPOXHOMY AOCTyny K
COAEPXKMMOMY YyNakoBkn. Kpome TOro, Ha KOHTEMHEpPE pacnonaraeTcsa STUKEeTKa, KoTopas
ONUCbIBAET  OAEPXKUMOE  KOHTeMHepa. JTUKeTKa MOXET Takke  Coaepxarb
COOTBETCTBYHOLUME NPeaynpexaeHus.

TepmuH "dapmaueBTUYECKM NPUEMITEMbBIN HOCUTENL" KacaeTcsa Cpenbl-HOCUTEnNS,

koTopas obecrneunmBaeT Hagnexalyto AocCTaBky 3((EKTMBHOMO KONMMYECTBaA aKTUBHOMO
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areHTa, kak onpegenseTtcd B AaHHOM [OKYMEHTE, He BNMSeT Ha 3PPEKTUBHOCTb
BNONorM4YecKon akTMBHOCTM aKTUBHOMO areHTa, 1 ABNSeTCH 4OCTaTOYHO HETOKCUYHBIM A5
X03MHa wnuM nayueHta. UnnioctpatmMBHblE HOCUTENW BKOYAOT BOAY, Macna, Kak
pacTuTenbHble, Tak U MUHEPanbHble, OCHOBbI ANA Kpema, OCHOBbI ANS NOCbOHA, OCHOBBI
ANa Masen u nofobHele. [aHHble OCHOBbI BKNHOYAKT CYCNEHAMPYIOLME areHThl,
3aryctuTenu, yCunutenu npoHWKHOBEHUA W nogobHble. [JononHutenbHas wnHdopmMaums,
KOTOpasa kacaetca HocuTenenm moxeT ObiTb HavpgeHa B Remington: The Science and
Practice of Pharmacy, 21st Ed., Lippincott, Williams & Wilkins (2005), koTopbIn siBRsieTca
BKMKOYEHHbIM B AaHHbIA  OOKYMEHT B BuAe CCbinkn. [ononHutensHsle [pumepsl
mMaTepuanos, KOTOPblE MOTyT CRyXWUTb (PapMaueBTUYECKU MPUEMMNEMbIMUA HOCUTENAMMW,
npeacTaBnatoT cobon caxapa, TakMe Kak NnakTosa, rmoKo3a U caxaposa; KpaxmMarbl, Takue
Kak KYKYpPy3HbIW Kpaxmarn W KapTodernbHbI Kpaxman; LEennonosy n ee npousBofHbIe,
Taknme kak Hatpusi KapOOKCUMETUNLENNoNo3a, STUNLUENMONo3a W LEnnonosbl aueTar,
NOPOLIKOOOPasHbIM TparakaHT, CONOA,; XEenaTwuH; TamnbK; 3KCLUMMWEHTbl, TakMe Kak Macro-
Kakao W BOCKM ANA Cyrno3UTOPUEB; Macna, Takme Kak apaxucoBoe Macro, XIOMKoBoe
mMacno, cadnopoBoe Macno, KyHKyTHOe Macro, OfIMBKOBOE Macro, KyKypy3HOe Macro u
COEeBOE Macno; [FMUKONKW, TakMe Kak MNPOMUIEHINNKOMb, COXHbIE 3(UPbI, TakMe Kak
aTunoneat u atunaypart; arap; OydepHble areHTbl, TakMe Kak MarHusa rMapokcug wu
antoMUHUA TMAPOKCUA; anbrMHOBYHO KUCIOTY; HEMUPOreHHyH0 BOAY; M3OTOHHbLIM CONEBOW
pactBop; pacteop PwuHrepa; atunoBun cnnpt n docdartHele BydepHbie pacTBOpbl, a
Takke ApyrMe HETOKCUYHbIE COBMECTUMbIE CMa3O4Hble BELLECTBa, TaKMe Kak HaTpus
naypuncynbsdar 1 MarHua cteapar, a Takke oKpallmBarolme areHTbl, BbicBOBOXAaroLLme
areHTbl, areHTbl MOKPbITUSA, MOACNACTUTENN, apPOMaTU3NPYIOLLME U OLOPUPYIOLLME areHThbl,
KOHCEPBaHTbl W aHTUOKCMAAHTBI MOryT TakKe MpUCYyTCTBOBaTb B KOMMO3MLMMK, B
COOTBETCTBUW C peLLeHnem hopmyngaTopa.

TepmuH  “dbapMaueBTUYECKM MPUEMMEMbIA  MECTHbIM  HOcUTenb'  KacaeTcs
dapmaueBTUYECKM NPUEMIIEMbIX HOCUTENEW, Kak OMNUCbIBAETCH B AaHHOM [OKYMEHTe
BbILLE, NMPUEMITEMbIX AN MECTHOrO MPUMEHEHUS. HeakTUBHbIN HOCUTENb ANS XUAKOCTU
unu Kpema, crnocobeH cycnenHampoBaTb WM PacTBOPATb akTUBHbIW(bIE) areHT(bl), u
KOTOPbIMW MMeeT cBoWCTBa OblTb HETOKCWMYHbIM W HEBbI3LIBAOWMM BOCMNaneHue npu
HaHECEeHMM Ha KOXy, HOMTW, BOMOCbI, KOITKM WM KombiTa, saBnsetca [lpyumepom

tbapmaLeBTUYECKM MPUEMIIEMOTO MECTHOrO HocuTens. [aHuvi TepMuH  aBnsieTcs
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crneumanbHO NpegHasHa4YeHHbIM AN OXBaTa MaTepuarnoB-HOCUTENEN, paspeLleHHbIX 4Ns
NPUMEHEHNSA TakKe B KOCMETUKE AN MECTHOMO NPUMEHEHUS.

TepMuH "MeCTHOe BBEAEHME" KacaeTCa HaHeCeHNA hapMaLeBTUYECKOro areHTa Ha
BHELLHIOK MOBEPXHOCTb KOXMW, HOITEW, BOSIOC, KOITEW WU KOMbIT, Takmm obpasom, 4To
areHT nepecekaeT BHELLHIOK MOBEPXHOCTb KOXW, HOITEW, BOMNOCHI, KOrTEW UMK KOMbITa W
nonagaet B TKaHW, KOTOPbIE pPacnonoXeHbl Hwke. MecTHOe BBeAEHME BKIHOYaET
HaHeCeHWe KOMMO3NLMM Ha HEMOBPEXAEHHYIO KOXY, HOrOTb, BOJIOChI, KOrOTb MU KOMbITO,
NN Ha CINOMaHHYH, MOBPEXAEHHYI UMM OTKPbLITYHO paHy KOXW, HOITS, BOMOC, KOITS WA
konbiTa. MecTHOe BBeaeHME hapMaLeBTUYECKOrO areHTa MOXET B pe3yNnbTare NpMBECTU K
OrPaHUYEHHOMY pacrnpeneneHno areHTa no KOXE W OKPYXarwLlMM TKaHAM WUnu, Koraa
areHT ypanseTtcsa M3 30Hbl 0BpaboTkm TOKOM KpOBM, MOXET B pesynbTare nMpuBecTu K
CUCTEMHOMY pacrnpegeneHunto areHTa.

[o3npoBaHHble OpMbl  ANS  MECTHOrO WNN  TPpaHCAEepPManbHOro  BBEAEHUS
COEAMHEHNS MO HaCTOoALEMY M30DPETEHMIO BKHOYAOT Masu, NacTbl, KPEMbl, JTOCbLOHBI,
renu, nopoLUKX, pacTBOpPbl, CAPEW, WHransaTopbl UMW NNactbipu. AKTUBHBLIA KOMMOHEHT
CMELLMBAOT B CTEPWUIIbHBIX YCMNOBUSX C PpapMaueBTUYECKM MPUEMITEMbIM HOCUTENEM U
nobbiIMn - HEOBXOAMMBIMKM  KOHCEpPBaHTaMmM unn  Bydepammn, ecnv  3To0  noTpedyeTcs.
CoeonHeHnsa, KOTOpble SBNSAETCA NeTyuyMMn, MoryT TpeboBaTb CMELUMBaHUs CO
cneumanbHbiMM  POPMYIUMPYHOLLMMA  areHTaMmM WnyM CO  crneumanbHbIMM - YNakOBOYHBIMMW
mMarepuanamu gna obecnedeHns Hagnexaiwen gocTaBku 403bl. Kpome Toro, coegmHeHns
No HacTosWweMy MW30DpPETEHMIO, KOTOPbIE WMEKT MMIOXYH0 MPOHULAEMOCTb B KOXY
Yenoseka, MoryT TpeboBaTb O4HOrO UMM HECKOMBKUX YCUNUTENEN NPOHULAEeMOCTH, Torga
Kak COeAWHEHWs, KOTopble ObICTPO BCaCbIBAOTCA 4epe3 Koxy, MoryT TpeboBaTb
dhopmMynmMpoBaHna ¢ 3aMeLNALWMMM BCacbiBaHME areHTaMmn nnv Bapbepamu.

Masun, nacTtbl, Kpembl, JOCbOHbI, rEnnU, MOPOLLUKA W pPacTBOPbl AN MECTHOro
NMPUMEHEHUS MOTYT COAepXaTb, KPOME akTMBHOIMO COEAMHEHWS MO HacTosWweMy
n3obpeTeHnto, apMaleBTUYECKM MNMPUEMIEMbIE 3KCUMMUEHTbI, TaKME Kak XXUBOTHbIE W
pacTuUTEmNbHbIE XMPbl, Macna, BOCKW, napaduHbl, Kpaxman, TparakaHT, NpOou3BOAHbIE
Lenmonosbl, NMOMUSTUNEHTIIMKONN, CUIMKOHBLI, BEHTOHUTBLI, KpEMHMEBAA KWUCNOTA, Tarbk,
OKCUA LMHKa, KOHCEPBAaHTbI, aHTUOKCUAAHTbI, apoOMaTm3aTopbl, 3MynNbraTtopbl, KpacuTenu,
WHEPTHbIE  HaMOMHWUTENW, areHTbl MNPOTMB  pasfpaXeHus, KreeBble BeLlecTBa,

apomMaTM4eckMe BELLECTBA, 3aMyTHSIIOLME areHTbl, aHTUOKCHAaHTbl, reneobpasytoume
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areHTbl, cTabunmaaTopbl, NMOBEPXHOCTHO-aKTUBHbIE BELLECTBA, CMArdarwme BeLlecTBa,
oKpallMBaroLMe areHTbl, KOHCepBaHTbl, BydepHble areHTbl, YCUnUTENU MPOHUKHOBEHWS,
WM UX CMECU. OIKCUMUMUEHTbI ANA BHELWHEro MNPUMEHEHUS HEe [LOSDKHbl BNUATbL Ha
3PPEKTUBHOCTE BNONOrMYECKON aKTUBHOCTU aKTMBHOrO areHta W He J[OMmKHbl ObITb
BPeAHbIMUY ANS 3nUTENManbHbIX KNETOK UK UX DYHKLUN.

TepmuH  "younutene  cnocobHocTM  nmpoHuuaemocty'  unm yeunuTtens
MPOHWUKHOBEHWNS" OTHOCUTCS K YBEMUYEHUIO NMPOHULIAEMOCTU KOXW, HOTTEW, BOMOCHI, KOTTEN
NI KOMBIT K NIEKAPCTBEHHOMY Mpenapary C LEenbi YBEMUYEHUST CKOPOCTU NMPOHUKHOBEHWSA
NeKapCTBEHHOro npenapara 4Yepes KOXy, HOMTW, BOMOChI, KOrOTb UMW KOMbITO. YCUNeHHoe
MPOHWKHOBEHWE, OCYLLECTBIIEHHOE 3a CYeT MPUMEHEHWEe TaKkmx YyCunuTenen MoxXeT
HabnogaTeCs, Hanpumep, MNyTeM W3MEPEHUS CKOPOCTU Anddy3Mm nekapCTBEHHOrO
npenapara 4yepes KOXy, HOIW, BOMOCHI, KOroTb UMM KOMbITO XMBOTHOIO, UMM YernoBeka C
NCNonb3oBaHMeEM AUPPY3MOHHOMO KneToyHoro annaparta. AuddysmoHHaa kneTka
onucaHa Merritt et al. Diffusion Apparatus for Skin Penetration, J of Controlled Release, 1
(1984) pp. 161-162. TepMuH "ycunurens npocadnsaHms’ Unn "yCcunuTernbs NPOHUKHOBEHUS"
MMEEeT B BUAY areHT UM CMECb areHTOB, KOTOpble CaMOCTOATENbLHO UM B KOMBUHaLmm
AEUCTBYIOT ANA YBENUYEHUA MPOHULIAEMOCTU KOXW, HOMTEW, BOMOC UMM KOMbIT ANS
neKapCTBEHHOro Npenapara.

TepMnH "TpaHcaepmarnbHas pocraBka' oTHocuTcsa K anddysnum areHta depes
Bapbep KOXW, HOrTeW, BOMOCHI, KOrTEW UM KOMbIT B pe3ynbTarte MeCTHOro BBeAeHVE Unm
APYroro npuMeHeHue komnoauumn. Poroson wap BbiCTynaet 6Gapbepom, M TOMbKO
HECKOMbKO (hapMaueBTUYECKMX CPEACTB SBNAETCA CnOCOOHbIMM MPOHWKaTbL 4Yepes
HEMOBPEXAEHHYIO KOXY. HanpoTuB, anuaepmmuc n gepma SBASKOTCSA CNOCOOHbIMUK K
MPOHVMKHOBEHWIO AN  MHOMMX PacTBOPEHHbIX, W, Takum obpasomMm, BcacbiBaHWe
NeKapCTBEHHbIX CPEACTB MPOUCXOAUT ferye 4yepes KOXY, HOMMW, BOMOCHI, KOroTb Wiw
KOMbITO, KOTOPble CTUPAKTCA WM ApyrMM 0BpasoM MULIAKTCA pPOroBoro Lapy ¢
obHaxeHneMm anugepmuca. TpaHcaepmanbHas OCTaBKa BKNIOYAET MHBEKLUMIO UK APYTYHO
AOCTaBky 4epes noboOM y4yacTOK KOXW, HOITEW, BOSOCHbI, KOITEM WK KOMbiTa, WU
CNM3NCTY0 0DOMOoYKy U BCacblBaHWE WU MPOHUKHOBEHME 4Yepe3 OCTaTtoK 4acTu.
BcackiBaHve yepes HenoBpPEeXAEHHYH KOXY, HOroTb, BOMOCHI, KOrOTb UMW KOMbITO MOXET
ObITb YyCMNEHO 3a CYeT pasMEeLWeHUs akTMBHOTO areHTa B COOTBETCTBYHOLLEM

thapmaLeBTUYECKM NPUEMIIEMOM HOCUTENE Nepej HaHECEHMEM Ha KOXY, HOMTW, BOMOCHI,
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KOroTb unmM konbiTo. [MaccMBHOE MECTHOE BBEAEHME MOXET COCTOATb W3 HaHEeCEeHUSs
aKTMBHOrO areHTa HenocpeacTBEHHO Ha MECTO NEeYeHUsa B KOMBMHaLMM C CMArvaroLLmmm
cpeacTBamMu UM yCUnUTENAMN NPOHUKHOBEHMS. Kak ncnonb3yetcsa B JaHHOM AOKYMEHTE,
TpaHcaepManbHaa [OCTaBka $ABMSETCA Ha3Ha4YeHHOM BKNKOYaTb AOCTaBKy nyTem
MPOHWKHOBEHWNSA Yepes UMM CKBO3b MOKPOBHYH MOBEPXHOCTb, TO €CTb KOXY, HOITW, BOMOCHI,
KOrOTb UM KOMbITO.

lMopowkn wn cnpen MOryT copepxaTtb, B AOMOMHEHWEe K COeAWHEHWSM Mo
HacTosaWweMy M30BpeTEHNIO, NaKTO3y, TanbK, KPEMHUEBYIO KMCMOTY, antOMUHUSA TMOPOKCUL,
Kanbunsa cunmkaTbl U NoONMamMuaHbIA NOPOLLOK, UMW CMEeCU AaHHbIX BewecTB. Cnpen moryT
LOMOMHUTENBHO coaepaTtb 0ObIYHbIE NPOMENEHTHI, Takne Kak XnopdTopyrnepoabi.

Teepable [03MpoBaHHbIE OPMbI  ANA  NEepopanbHOro  BBEAEHUS  BKIHOYaKOT
Kancynbel, TabneTku, Apaxe, MOPOLKM W rpaHynbl. B Takmx TBepAbiX [O3UPOBaHHbLIX
dopmax, akTMBHOE COEAMHEHWE CMELUMBAIOT, MO MEHbLUEW Mepe, C OAHUM WMHEPTHBIM
dapmaueBTUYECKM MPUEMEMbIM HOCUTENEM, TakMM Kak HaTpua UMTpaT WM Kanbuus
docdar n/vnun a) HanoHUTENN UNK HOCUTENW, TakMe Kak Kpaxmarbl, nakrosa, caxaposa,
FNIOKO3a, MaHUT U canuuunoBas KucrnoTa, b) BsXywmMe BewecTBa, Taknme Kak
KapBOKCMMETUNLENON03a, anbrmHathbl, XenatuH, NONMBUHUNNMPONUAMHOH, caxaposa, W
apaBuicKaa Kamefab; C) YBNaXKHUTENW, Takue Kak rnuuepuH; d) aesnHTerpupyrowme
areHTbl, TakMe Kak arap-arap, Kanbumsa kapboHart, kapTodenbHbIM Kpaxman Unm Kpaxmarn
Tanwnoku, anbrmHoBasa KMUCMoTa, onpeaeneHHble CUnuKkaTbl U HaTpua KapboHaT; e) areHThbl,
KOTOpbIE 3aMeanAT pacTBOpPEHME, Takme Kak napaduH; f) yckoputenm abcopbuum, Takme
KaK COedWHEHUS YeTBEePTUYHOrO0 amMMOHUSA; g) CMaudvBarlollMe areHTbl, TakuMe Kak
LEeTUNOBLIA CIMPT WM MOHOCTeapart rnvuepuHa; h) abcopbeHTbl, Takme Kak KaonvH W
BeHToHMTOBag rMuHAa; W i) CMas0oYHble Martepwanbl, TakMe Kak TanbK, kanbumsa creapar,
MarHu cteapar, TBepAble NONMETUNEHINUKONKW, HaTpua naypuncynbdar, u ux cmecu. B
cnyyae kancyn, TabneTok u gpaxe, AO3MpOBaHHas opMa MOXET Takke coaepxarb
OydepHbie areHTbI.

Teepable KOMMNO3MUMM MOAOOHOrO TUNa MOryT TakKe WCMONb30BaTbCA Kak
HanoNMHUTENN B MArKMX U TBEPAbIX XENaTWMHOBLIX Karncynax C MCNOMb30BaHMEM NaKTO3bl
NN MOJTOYHOrO caxapa, a TakKe BbICOKOMONEKYNAPHBIX NONMITUNEHTNIMKONEN U NPOYMX.

Teepable [03MpoBaHHblE POpMbI TabneTok, Apaxe, Kancyn, NUMb U rpaHyn

MOTyT ObITb nony4eHbl C NOKPbITUAMU U o6ono-n<a|v||/|, TakKMMKM KaK KMLWEYHOPaCcTBOPUMbIE U
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ApYyrve noKpbITUSA, XOPOLLO M3BECTHbI B obnactu dpapmaueBTUYeckoro dhopMynmpoBaHus.
OHn mMoryT HeobsasaTeneHO CcoAepXaTb 3aMyTHALWME areHTbl W MOryT Takke
npeacTaBnsTb COOOK KOMMO3MLMK, KOTOPbIE BbICBOBOXAAKT akTUBHbLIA(E) MHIPeAnEeHT(bl)
TOMbKO, UMW NPEUMYLLECTBEHHO, B ONPEAENEHHON YaCTW KULLEYHOrO TpakTa 3aMmeNeHHbIM
obpasom. [lpumepbl KOMMO3WMLMA ANA BBEAEHWHA, KOTOpble MOryT MCMonb30BaThes,
BKITFOYAIOT MONMMMEPHbIE BELLECTBA U BOCKM.

Kupkne posvpoBaHHble OPMbI AN NEpopanbHOro  BBEAEHWE  BKAYaroT
papmaueBTUYECKM NpUemMnemMas 3MynbCUKW, MUKPOSMYSbCUM, PacTBOPbl, CYCMNeH3uu,
CMPOMNbl U 3NMKCUPbl. B AONONHEHWE [0 aKTMBHBIX COEAVHEHUA XWOKME LO3MPOBaHHbIE
dopMbl MOryT copepxarb WHEepPTHble pasbaBuTeny, KOTopble OObIMHO MCMOMb3YHTCH B
AaHHoM obnactn, Takume Kak, Hanpumep, Boga wnu - gpyrme  pasbasutenu,
COMOBUNU3NPYHOLLIME areHTbl U dMYNbraTopsbl, TakKMe Kak 3TUMoBbIV CVPT, N30MPONUIIOBbLIN
CrvpT, aTUnNkapboHar, aTMnauerar, OeH3nnoBbIN CrvIpT, OeH3nnbeHsoar,
nponunenHrnukons, 1,3-0ytuneHrnmkons, agumetundopmamug, macna (B 4acTHOCTW,
XJIOMKOBOE, apaxmcoBOE, KYKYpy3HOe, 3apofbllleBOe, OfIMBKOBOE, KaCcTOpoBOE WU
KYHXYTHOE macna), rmuuepuvH, TeTparngpodypdypunoBbii CNUPT, NONMSTUNEHIIMKONU Y
CNOXHblE 3PUPbI XKMPHBIX KUCNOT 1 copbutaHa, n nx cMecw.

Kpome wuHepTHbIX pasbaBuTenen, nepopanbHble KOMMO3ULMM  MOTYT  Takke
BKMHOYATb aAblOBaHTbl, TaknMe Kak YBNaXHALWME areHTbl, SMynbrypyowme u
CyCneHAMpyoLMe areHTbl, NoACIacTUTenu, apomMaTusmpyowme n 04opUpYoLLIME areHThbl.

TepMnH "mapeHTeparnbHO," Kak WCNonb3yeTcs B AaHHOM [OKYMEHTe, KacaeTcs
cnocoboB  BBEAEHMS,  KOTOPblE  BKMOYAOT  BHYTPUBEHHOE,  BHYTPUMbILLEYHOE,
BHYTPUOPIOWIHOE, WHTpacTEpPHanbHOE, MOAKOXHOE, BHYTPUCYCTAaBHOE BBEAEHME U
MHQy3n0.  PapmaueBTUYECKME KOMMO3MUMM MO HACTodAwemMy U30bpeTeHno  ans
napeHTepaneHOro MHLEKLUMOHHOrO BBEAEHWe coaepxar dpapMaLeBTUYeCcKn npuemnemMblie
CTepuUnbHbIE BOAHbIE UMM HEBOAHbLIE PacTBOPbI, AUCMEPCUN, CYCMEH3UN UMN SMYIBCUN W
CTepuUnbHbIE MOPOLLKN ANS BOCCTAHOBNEHUSA B CTEPUNbHBLIE MHBEKLIMOHHbBIE PaCcTBOPLI UK
ancnepcun. [pymepbl NpUeMneMbIX BOAHBbIX M HEBOAHbIX HoOcuTenen, pasbaeuTenen,
pacTBopuUTeENnen WM  HanoNHWUTENeW  BKMAKYaT  BOAY, aTaHon, nonmonm
(NPOMMNEHINMKONb, NONUATUNEHININKOMb, MMNLEPUH N NOAOOHLIE), NX NPUEMIIEMbIE CMECH,
pacTuTeneHble Macrna (Hanpumep, ONMBKOBOE MacnO) WU MHBEKLUMOHHLIE OpraHuyeckue

CroXHble  3dmpbl, TakMe Kkak aTunonear. Hagnexawas TekyyecTb  MOXET
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NOAAEPXKMBATBLCH, HaNpUMep, 3a CYeT MPUMEHEHUS MOKPLITUS, Takoro Kak NneuuTuH, 3a
CYeT nopaepxaHus HeobxoaMMOro pasmMepa 4acTtuy B Criyvyae AuCnepcun, U 3a cyeT
NPYMEHEHNSA NOBEPXHOCTHO-aKTUBHbIX BELLECTB.

MHbekynmoHHble  aeno-oopMbl  U3roTaBnMBaroTcad  nytem  OpMUPOBaHUSA
MUKPOKaNCynMpoBaHHbIX ~ MaTpwuL, IeKapCTBEHHOro npenapara B CMOCOOHbIX K
BNoNornyeckoMy pasnoXeHUIO MNonuMepax, TakUx Kak nonunakTmg-nonurnukonug. B
3aBMCUMOCTM OT COOTHOLLEHWSA IEeKapCTBEHHOro npenapara K nonvMepy M npupoabl
KOHKPETHOrO MUCMOMb3YEMOro MNOMIMMEPA, CKOPOCTb BbICBOBOXAEHNSA NEKapCTBEHHOMO
npenapara MoOXeT perynupoBaTtbcs. [lpumepbl gpyrux cnocobHbix K Buonornyeckomy
Pa3nNOXEeHU0 MONMMMEPOB BKIHOYAOT MOMN(OPTO-CNOXHbIE 3hUpbl) U Nonu(aHrnapuabl).
[eno-nHbeKkUMoHHbIE npenapaTbl Takke rOTOBAT MNyTEM BBEAEHME NEeKapCTBEHHOro
npenaparta B NMNOCOMbl WX MUKPOSMYSbCUM, KOTOPblE SBMSETCA COBMECTUMbIMU C
TKaHSAMM OpraHnama.

MHbekumoHHbIe npenapartbl MOryT ObiTb CTEPUNM30BaHbI, Hanpumep, nyTem
puneTpoBaHMa uyepes BakTepuosagepxuBaowi  UNBTP WM NyTEM  BKIMHOYEHUS
CTEPUNUIYIOLLNX areHToB B POpME CTEPUNbHBLIX TBEPAbLIX KOMMO3ULUKW, KOTOPbIE MOTYT
ObITb PacTBOPEHbl UNW AUCNEPrMpoBaHbl B CTEPUNBHOW BOAE UMW APYron CTepUIbHOW
NHBEKLMOHHOW Cpeae HENOCPEACTBEHHO NEPEL UCMOSb30BaHMEM.

NHBbeKUuMOoHHbIE npenapaTsbl, Hanpumep, CTEPUIbHbIE MHBEKUMOHHbIE BOAHbIE UK
MaCMsgHUCTbIE CYCMeH3Un MOoryT ObiTb CPOPMUPOBaHLI C UCMONB30BAHUEM MPUEMIIEMBIX
ANCNEPTUPYOLLNX UMM CMaYMBaKOLMX areHTOB U CyCneHAnpYyroumx areHToB. CTepunbHbIv
MHBEKLMOHHBLIV NpenapaT MOXET TakKe NpeacTaBnaTb COOOH CTEPUNBbHBLIV MHBEKLMOHHbBIN
pacTBOp, CYCMEH3VKO WM SMYSbCUKO B HETOKCUYHOM, MNapeHTEpanbHO MPUEMIEMOM
pasbasutene wnu pacrtBoputene, Takomy kak pactsop B 1,3-6ytaHgmone. Cpeaw
NpUEMIEMBIX HOCUTENEN WU pacTBOPUTENEW, KOTOPble MOryT WUCMOMb30BaThCH, ABMSETCA
Boaa, pacteop PuHrepa, U.S.P. n nsotonnuyeckun pacteop xnopuga Hatpus. Kpome Toro,
cTepunbHble (OUKCUMPOBaHHbIE Macna OObIMHO MCMOMb3YKTCA Kak pacTBOpUTENb WUNK
CYyCNEeH3NOHHas cpeja. [Ons 3ToM uUenn MOXET WUCMnonb3oBatbca nboe  msarkoe
pUKCMpOBaHHOE Macno, BKNOYas CUHTETUYECKME MOHO- unu gurnvuepuabl. Kpome Toro,
XWPHbIE KUCNOTbI, Taknme Kak OfevMHOBas KUCROoTa, WUCMOMb3yrTCA ANS NPUroTOBREHUS

NHBEKLMN.
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dapmaueBTUYECKME KOMMO3ULMW, WNWM  npenapatbl, ANA PeKTanbHOro  unm
BarMHanbLHOro BBEAEHUSA NPEeMMYLLIECTBEHHO NPEeACTaBNAT cobon Cyno3nTopun, KOTopblie
MOTyT BbITb NONyYEHbI MNYyTEM CMELLUMBAHUS COEAMHEHNIN MO HACTOSALWEMY U30BPETEHUIO C
NPpYEMMNEMBIMA  HepasapaxawwymMm  HOCUTENSAMM,  TakMMu  Kak  Macno-Kakao,
NOMMITUNEHITIMKOMb UM BOCK ANA CynO3UTOPWEB, KOTOPblE SABMASETCA TBepAbIMW MNpwu
TeMnepatype OKPYKatoLen cpedbl, HO XUAKUMW Npu TemnepaTtype Tena, nm MnoTOoMYy,
NNaBAaTCA B MNPAMOM KULLKE WNW MNONOCTW BRaranuwa U BbICBODOXAAT aKkTUBHOE
coefuHeHme.

CoeguHeHna no HactodAwemMy wn3obpeTeHUto MOryT Takke BBOAMUTCH B dopme
nunocoM. JIMNocomel, Kak npasuno, NonyvarT ¢ pochonvnuaos Unu Apyrux AUnnuaHbIX
Bewects M obpasyoTca M3 MOHO- WAM  MHOFOCMOMHBLIX MMAPaTUPOBaHHbBIX KUOKUX
KpUCTansnos, KOTOpbIe AMCMeprpoBaHsl B BOAHOM cpefe. Mcnone3oBatbes MOXeT Nobomn
HETOKCUYHBLIW, PUINONOTMYECKN MPUEMMEMBIA U CMOCOBHBIN K MeTabonmnanpoBaHuo
nunng, cnocobHbin 0BpasoBbiBaTb NMNOCOMbI. [lpeacTaBneHHsle KOMNo3vumm B opme
MNOCOM MOryT cofepXxaTb, B OMNOSMIHEHME K COeAUHEHNSAM MO HacToSALEMY U30BpETEHMIO,
cTabunuaaTopbl, KOHCEpPBaHTbl U NogobHoe. MNMpenmyLlecTBEHHbIE NUNUALI NPEACTaBNAOT
cobon NpUpoaHbIE U CUHTETUYECKME hocdonunuabl 1 pocdhaTNaNNXONUHbl (NMELUMUTUHDI),
KOTOpPbIE MCMOMb3YKTCA OTAENbHO MM BMecTe. Cnocobbl hopMUPOBaHUSA  NIMMOCOM
ABNANTCA M3BECTHbIMU B AaHHOM obnactn TexHukn. CmoTtpute, Hanpumep, Prescott, Ed.,
Methods in Cell Biology, Volume XIV, Academic Press, New York, N. Y., (1976), p 33 et
seq.

dapmaLeBTUYeCcKne KOMMo3nummn, Unn npenapartsl, No HacTodaweMy n3obpeTeHuto
MOTyT TakkKe coAepXaTb aAbloBaHTbl, TAKME KaK KOHCEPBaHTbl, YBMaXHSAOLME areHThl,
SMynbrvpyoLmMe areHTbl W aucneprupyrowme areHtol. [lpeforepalleHve AercTBUo
MUKPOOPraHnM3moB MOXEeT obecneymBatbCa pPasfuMyHbIMU - aHTUbaKTepuanbHbIMU U
NPOTUBOrPMOKOBBIMUK  areHTamu, Hanpumep, napabeHamm, xnopbytaHonom, geHonom,
COPOMHOBOM KUCIOTOM W npoummK. Takke MOXET ObiTb XenaTenbHblM  BKIHYUTb
N30TOHWMYECKME areHTbl, Hanpumep, caxapa, HaTpusa xnopug u npouve. AnutensHoe
BCaCbIBaHNE MHBLEKLMOHHON dhapmaLeBTUYECKON hOpMbl MOXET ObiTb OCYLLECTBINEHO 3a
CYET MPUMEHEHWEe areHTOB, KOTOpble 3a4epXMBaloT BCacbiBaHWE, HaNpUMep, antoMUHUS

MOHOCTEeaparta 1 XenaTtuHa.
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dapmaueBTUYECKME KOMMO3MLMM UM npenaparbl, MO HacToAWweMy n3obpeTeHmto
npeacTaBnatoT cobon cycneHann. CycneHsmm, B AOMNOMHEHNE K aKTUBHbIM COEAMHEHUAM,
MOTyT COAEPXaTb CYCMEHAMPYIOLME areHTbl, TakMe Kak, Hanpumep, 3TOKCUNMPOBaHHbIE
N30CTEapunoBble CNUPTbI, CIOXHbIE 3UPbI NOMMOKCUM3TUNEHa copbuta n copbutana,
MWUKPOKPUCTAmNMMMYECKYIO LEenmnonosy, MeTarMapokeus antoMmHug, BeHToHuT, arap-arap,
TparakaHT n nx cMecw.

dakTnyeckne ypoBHW LO3MPOBKM aKTUBHLIX WHrPEeaMEeHTOB B (hapMaueBTU4EeCKMX
KOMMO3MUMAX MO HaCTOAWEMY M30DpETEHM0 MOryT BapbMpoOBaTbCs TakuM obpasom,
4yTOBbl MOMYYUTbL KONMUMYECTBO aKTUBHOrO(bIX) COEAMHEHUNA(MNA), KOTOpoe SABNAETCA
3P PEKTUBHBIM ANA AOCTUXKEHNSA Xenaemoro TepaneBTUYECKOro oTBeTa ANA KOHKPETHOMo
nagmeHTa, komnosuuunm n cnocoba BBepeHne. BoibpaHHbIM ypOBEHb A03MpoBKM Byper
3aBUCETb OT aKTMBHOCTW KOHKPETHOrO COEAMHEHWSA, NYTU BBEAEHWUNA, THKECTU COCTOAHUS,
KOTOPOE NEeYUTCH, U COCTOAHUSA W Npenblaylien uctopum 6onesHu nauueHTta, Kotopas
neuntca. OgHako, B npegenax HaBblKOB creupanucta B AaHHOM obnactu, HaudnHaTtb
L03MpOBaHNE COEAVHEHUA Ha YPOBHAX, HWKE HEeXenu Heobxoaumble Ans AOCTUXKEHUS
Xenaemoro TepaneBTUYEeCKOoro addekta M MOCTENEHHO YBENMUMBaTb AO3UPOBKY A0
AOCTXKEHUS xxenaemoro adpdekTa.

Obuwas cyTtoyHas [o03a COEAMHEHWA MO HaCTOAWEMY M30DPETEeHuto, KOTOpble
BBOAATCHA YENOBEKY UMW XXMBOTHBIM HU3LLETO YPOBHSA, MOXET HaxoAUTbCH B AManasoHe oT
npumepHo 0,0001 po npumepHo 15 mr/kr/aeHb. Ona uenen nepopansHOro BBEAEHWUS,
bonee npegnoyTUTEmNbHbIE A03bl MOryT ObITb B AuanasoHe oT npumepHo 0,01 go
npumepHo 5 wmr/kr/geHb. [ns MecTHoro npumeHeHusi, bonee npegnoyTuUTEnbHbIE A03bI
MoryT ObiTb B ananasoHe ot 0,001 mr/kr/aeHb oo npumepHo 5 mr/kr/aeHb. o xenaHuto
3 dekTnBHAA CyTouHasa 03a MOXET ObITb pasgeneHHOM Ha HEeCKONbKO A03 Ans Lenewn
BBEAEHWNA, Hanpumep, OT ABYX A0 YETbIPEX OTAENMbHbIX 403 HA AEHb.

dapmaueBTUYECKME KOMMO3MLUMM  TakkKe BKYAOT CconmbBatbl W ruapatbl
COEAMHEHNA MO HACToALEMY M300peTeHmto. TepMUH “conbBat’ KacaeTcsa MONEKYyNSpHOro
KOMnnekca coeanHenus, npeacraesneHHoro ®opmynon (1A), (I1B), (11A), (1IB), (IIA), nnn
(IlIB), Bkrtovas ero apmMaueBTUYECKM MPUEMIIEMbIE COMM UMK rmapaTbl, C O4HOW WU
HECKOMbKUMW  MOMeKynamm  pactBoputend. Takme  MOnekynbl  pacTBOpUTENS
NpeacTaBnsaoT cobon Te, KOTopble OBLLENPUHATO UCMONb3YTCA B (hapmaleBTUYECKON

oTpacnu, KOTopble, Kak M3BECTHO, ABnseTca 6e3BpeaHbIMU ANS pPeLMnUeHTa, Hanpumep,
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BOAQ, 3TaHOM, STUNEHINUKOMb, (S)-nponuneHrnukons, (R)-nponunerHrnmkons, n nogobHbie,
TEPMUH “rmapaT’ KacaeTcsa KOMMIeKca, B KOTOPOM MOJIEKYNIOM pacTBOPUTENSA SBMAETCS
Boga. ConbBatbl W/wnun rmapaTbl NPEUMYLLECTBEHHO CYLLECTBYIOT B KPUCTanIM4yeCcKomn
dopme. [ipyrme pactBOpUTENM MOTYT UCMONB30BATLCA KaK MPOMEXYTOYHbIE COMNbBaThI NPU
nonyyeHun Bornee xxenaemMbiX COMNbBaTOB. [1IPOMEXYTOYHbIE PACTBOPUTENU BKIHOYAKOT, HO
HEe OrpaHMYMBarOTCs 3TUM, METaHOS, METUN-TPET-OyTUNOBLINM NPOCTON 3P, STUNaueTar,
meTunauetar, 1,4-0yTnH-gmon n nogobHble.

CoeaunHeHnsa nNo HacToswweMy n3oBpeTeEHNIO MOTyT CyLLeCTBOBaTbL B Bonee Hexenm
ogHoW kpuctannuyeckon gopme. MNonumopdel coeanHernn doopmyn (1A), (1B), (11A), (11B),
(llIA), v (IlIB), n nx conen (BkN4Yas conbBaThl U rnapaThl) SBMASETCA YaCTb AAHHOMO
n3obpeteHna mn MoryT ObITb MOMy4YeHbl NyTEM KpuUCTannmMsaumm COeAUHEHUS Mo
HacToALeMy M30OPETEHNIO NPU Pa3nnUYHbIX YCIOBUAX, HAaNpUMep, UCMOMNb30BaHME PasHbIX
pacTBOpPUTENEN WM pasHbiX CMECen pacTBOpUTENEen pAns nepekpucTanmsaumm;
KpucTannmsaums npu pasHblXx Temnepartypax; pasHble PeXuMbl OXNaXAEeHWSA, OT O4YeHb
BbICTPOro 40 OYEeHb MEANEHHOro OXNaxaeHnsa npu kpuctannuadauun. MNMonumopdbl Takxke
MOryT ObITb MOMyYeHbl HarpeBaHWEM WNN MN@BMEHUEM COEAWHEHUS MO HACTOALEMY
N300pPETEHNIO C MNOCNEeayrLWMM MNOCTENEHHBIM MU BbICTPbIM oxnaxaeHwem. Hanuune
NONMMOPEOB MOXET ObITb ONpPeaeneHo C NOMOLLBI CMEKTPOCKONMUN SAEPHO-MarHUTHOMO
pesoHaHca (AMP) ¢ TBepgbiMm  30HAOM, WHdpakpacHon (UK-cnekTpockonunm),
andbdepeHUnmansHOM  CKaHUPYOLLEN — KanopuMETpuKM,  MNOPOLLKOBOW  PEHTFEHOBCKOMU
Andpakumm nnm NogobHbIX APYrx METOLOB.

HacTtoswee wnsobpeTeHne Takke BKMNHOYaAET MEYeHble W30TOonamn COEAUHEHUS,
MAEHTUYHbIE coeuHeHnaM, onmcanHbiM doopmynamu (1A), (IB), (IIA), (1IB), (IIIA), n (1lIB)
HO, y4MTbIBas TO, YTO OAMH WIM HECKONbKO aTOMOB SABMAOTCA 3aMEHEHHbIMU Ha aTom,
KOTOPbIN UMEET aTOMHYH MaccCy UM MacCoBOE YMCHO, OTNINYHbIE OT aTOMHOM Macchbl UK
MacCOBOro u4ucna, KoTopble 0BObIMHO BCTpevarTca B npupoge. [lpumepbl M30TOMOB,
KOTOpble MOryT ObITb BKMHOYEHbI B COEAMHEHNSA MO HACTOALWEMY U30DpEeTEeHUIO, BKIOYaroT
M30TOMbI BOLOPOAA, Yrhepoaa, asoTa, KUCIopoaa, cepbl U dTopa, Takve kak 2H, °H, "°C,
“c, ®N, B0, 0, *s, *cl, 2, ¥ » "®F cootBeTcTBeHHO. HekoTopble WM3OTOMHO
MeYeHble COeAVHEeHWA MO HacTosAWeMy M300peTeHuo, Hanpumep, Te, B KOTopble
BKMIOYEHbI PaAMOaKTVBHbIE M30TOMbI, Takve kak “H u ™C, sBnsoTcs nonesHbiMu B

aHanusax pacnpefeneHnss B TKaHsAX IEeKapCTBEHHOro npenapata wunm cybcTpaTos.
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W3oTonbl Tputuin (To ectb, °H) u yrmepog-14 (To ectb, '*C) sBnsercs ocobeHHO
npeanoyTUTENbHBIMM Bnarogapa NpPoCTOTE MX MOMyYeHWa W BbiaBreHnsa. Kpome Toro,
3aMelleHne TsKeNbIMM M30TOMamu, TakMMU Kak aeitepuit (To ectb, 2H), MoxeT
NpeaocTaBuUTb OMpedeneHHble TepaneBTUYECKME MNpPeuMyLLEecTBa, KOTOpble BO3HMKarOT
BCrneacteme bonblien metabonuyeckon CTabunbHOCTW, HanNpPUMeEpP, yBENUYEHMS nepuoaa
NonyBbIBEAEHUS N VIVO UNN YMEHbLUEHNE NOTPEDOHOCTN f03MPOBaHUS W, CreaoBaTenbHo,
MOXET ObITb NPEMMYLLECTBEHHBIM MPU HEKOTOPLIX 0BcTOATENBCTBaX. MI30TONHO MeYeHble
COEAVHEHNS MO HaCToAWEMY M30DOpeTeHMo B LENOM MOryT ObITb MNOMy4YeHbl MNyTeMm
npoBeAeHNs NpoLeayp, PackpbITbix B cxemax n/unun B MNMpumepax Hke, nyTemM 3ameLleHns
Ha NerkogoCTYMNHbIA U30TOMHO MEYEHbIM peareHT HeM30TOMHO MEYEHOro peareHTa.

B yactHOCTM, HacToswee n3obpeTeHne BKOYaET AEeNTepupoBaHble COeANHEHMUS
dopmynel (I1A), (I1B), (lIA), (1IB), (1IA), n (llIB). Byab-kOTOpbIN C BOAOPOAOB, KOTOPLIN
COAEPXKUTCH B COEAMHEHMAX MO HacTosWeMy M30BpeTeHnto, MOXeT BbiTb 3amMeLleH Ha

LENTEPUN, BKIFOYasA NUPULMHOBbLIE BOAOPOAbI, KaK MOKa3aHO HUXKeE.

o) o)
: LN A
N A N7 DA
N S—NH H N S—NH H
Ry — R —
N
N OR; N OR;
/0 /0
R2 Rz

NnntocTpatrBHbIE NPUMEpPBLI LENTEPUPOBAHBIX COEAMHEHMI MO HACTOALWEMY N30DpEeTEHUIO
BKITHOYAIOT, HO HE orpaHnumBaroTcs atuMm, Npumepsl 39 1 40.

Bce 3 umtupyembix narteHtoB u nybnvkaumi CLUA (Bknouwas BCe TEXHUYECKME
OronneTeHn, Ha KoTopble ccbinarotcs B Npumepax) aBnsarTCA BKIMHOYEHHBIMA B AaHHbLIN
LOKYMEHT B BMAE CCbIIKM B CBOEM MOSTHOM 0BbeEME.

CoegnHeHnss no HacToswemy m3obpeTeHnto, wunu ux dapmaueBTUYECKn
npuemMnemble Conu Unu rmgpatbl, MOryT ObiTb MOyYeHbl CNOCOBaMK, ONMMCaHHLIMU HUXKE,
BMECTE C CUHTETUYECKMMW CnocoBamm, U3BECTHbIMM B 0611acTn OpraHnyYeckon XMMnmM, Unm
MogudmKaumMaMmn 1 gepuBatmsaunamy, KOTopble  M3BECTHbl  KBanmuUMpOBaHHbBIM
cneynanuctam B faHHon obnactn. UcxofHble matepuanel, KOTOpbIE MCMOMbL3YHTCA B
LAHHOM [OKYMEHTe, SABNANTCA KOMMEPYECKM LOCTYMHLIMA MU MOryT ObITb MOMy4YeHbI
0ObI4HBIMN METOAAMWN, WU3BECTHBIMM B, AaHHOM 0BNacTu TEXHWKM (TaKMMM Kak Crnocobdsbl,

packpbITbl B CTaHAapTHbIX CnpaBoYHMKax, Bkovas Compendium of Organic Synthetic
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Methods, Vol. I-VI, onybnukoBanun Wiley-Interscience). lMpeumMyliecTBeHHble cnocobbl
BKIFOYAIOT, HO HE OrPaHNYMBAIOTCA STUM, CNOCODbI, ONUCaHHbIE HKE.

B TteueHun nobon n3 crnepyrolmx CUHTETUYECKMX MOCNeAOBaTENbHOCTEN MOXET
BbiTb  HeobxoauMMbiM W/ WM xenaTenbHbIM - 3aWUTUTL  YyBCTBUTENbHbIE UMK
pPeakLMOHHOCNOCODHbIE TPYMMnbl Ha NOOOM M3 COOTBETCTBYHOLLUMX MOSIEKYN. JTO MOXET
BbITb LOCTUIHYTO C WCMOMb30BaHWEM OOLLENPUHSATBIX 3aLUMUTHBIX FPYMM, Takmx Kak Te,
KoTopble aBnatoTca onucaHHbIMu B T. W. Greene, Protective Groups in Organic Chemistry,
John Wiley & Sons, 1981; T. W. Greene and P. G. M. Wuts, Protective Groups in Organic
Chemistry, John Wiley & Sons, 1991, n T. W. Greene and P. G. M. Wuts, Protective
Groups in Organic Chemistry, John Wiley & Sons, 1999, koTopble, TEM cCaMbIM, ABMSETCA
BKJTFOYEHHBLIMW B BULE CChINKMN.

CoepunHeHna no HacToswemy n3obpeTeHuo MoryT ObiTb NOMyYeHbl Kak eAUHUYHbIN
SHaHTMOMEP WNN Kak CMeCb WHAMBMAYaNbHbIX 3HAHTMOMEPOB, YTO  BKMOYaET
pauemuyeckme cmecu.  Cnocobbl  NONyYeHUs  NPEeUMYLLECTBEHHO  €AWUHWYHOrO
3HaHTMOMEpa M3 CMEeCU WHAMBUAYalNbHbIX SHAHTMOMEPOB WKW PaLEMMYECKOM CMeCU
SIBMSIOTCS  XOPOLWIO  WM3BECTHbIMW  KBanMpMUMpPOBaHHbIM  cneuuanuctam B obnactm
OPraHn4yHoOM Xxumun. Takme cnocobbl BKNHOYAIOT, HO HE OrpaHNUYMBaKOTCA  3TUM,
MNPENMYLLECTBEHHYO KPUCTaNnM3aumio AnactepeoMepHbIX Conen (Hanpumep, TapTtparta
NN kamopocynbdoHaTa), KOBaneHTHYH A4epuBaTU3aLmMIo XMpanbHbIM, HEPaLEMUYECKM
peareHTOM C MOCNEAYWMM pasfenieHneM MnornyyYeHHbIX B pesynbTate aMacTepeoMepoB
obwenpuHaTeIMKM  cnocobamn  (HanpuMep,  KpucTannmsaumen, xpomartorpadpuyeckmm
pasgeneHMem unM  QUCTUNNaUMEn) U XMMUYECKOM peBEPCHMEN [0 CKaneMndecKoro
COEAVHEHNS, W KUAKOCTHOW Xpomatorpaduen BbICOKOro/CpeaHero AaBneHns wunm
CBEPXKPUTUYECKOM  KUAKOCTHOW  xpomarorpadomen C  NPUMEHEHMEM  XMparbHOM
HenoABWKHOM asbl. [JaHHble MeToAbl MOTyT NPOBOAUTLCA Ha KOHEYHBIX COEAMHEHMAX MO
HacTosILLEMY M30BPETEHMIO UMK Ha NOObLIX MPOMEXYTOYHbIX COEAVNHEHMSX NO HACTOSALLEMY
N30BpeTEeHNIo, KOTOpPblEe coaepXaT CTepeoreHHbln LeHTp. Kpome Toro, ans obnerdyexHus
pasgenerHus no nobomy M3 cnocoboB, OMMCAHHLIX BbIWE, COEAVMHEHUS MO HACTOALLEMY
N30BpeTeHnto nnu nobble NMPOMEXYTOYHbIE COEAVMHEHUS MO HACTOALEMY M30DPETEHMIO,
KOTOpble COoAepXaT CTEPEOreHHbIN LEHTP, MOryT BPEMEHHO B3auMOLEeNCTBOBaTb C
axuparnbHbIM peareHTOM, BbiTb OTAENEHHBIMW, U MOTOM MOBEPHYTHIMU K CKaneMuU4ecKkomy

coeanHeHno C ncnorib3oBaHMEM CTaHAAPTHbIX CUHTETUYECKMX METOAOB.
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Crepeounsomepbl obosHavarotes (R) wnm (S), B 3aBUCMMOCTU OT KOHMrypaumm
3amMecTuTenen BOKpYr xupansHoro atoma yrnepoga. TepmwuHel (R) mn (S), koTopble
MCMONb3YKOTCA B AaHHOM [AOKYMEHTe, MpeacTaBnawT cobor  KoHurypauum, Kak
onpepeneHo B IUPAC 1974 Recommendations for Section E, Fundamental Ctepeoxnmus,
Pure Appl. Chem., (1976), 45: 13-30. B 4aCTHOCTW, CTEPEOXMMUSA B TOYKE NPUCOEAUNHEHNS
nepemMeHHbIx “‘A” n “B”

H B
N

A
dopmynel (1A), (IB), (HA), (11B), (11A), n (I1IB) MoryT He3aBUCMMO NpeacTaBnsaTb COBON Mnn
(R), nnmn (S). OHaHTHMOMEpbLI N0 HacToAweMy n3obpeteHunto, obosHadeHbl (R), (S), nnn * no
CYTU He cogepxar ppyroro aHaHTmomepa. ‘Mo cytm He cogepxatr’ obo3HadaeT, 4To
3HAHTUOMEPHLIM  M3OLITOK  saBnAeTcs  OonblimM, Hexenu npubnuamtensHo  90%,
NpeMyLLLECTBEHHO BonbLunMm, Hexenu npnbnuantensHo 95%, n 6onee NpemmyLLEeCTBEHHO
fonbwnm, Hexenu NpmbnnantTensHo 99%. B KOHTEKCTE 3HAHTUMOMEPHOrO U30bITKa TEPMMH
"npnbnmanTtensHo” obosHavaeT +1,0%. Cumeon * 0603Ha4aeT xmpanbHbIM aTom yrnepoga
kak unn (R) nnn (S) no ctepeoxmmmm B 3aBUCMMOCTM OT KOHUrypauum 3amectuTenemn
BOKPYr XMparnsHOro atoma yrrnepoaa.

CoegumHeHna no Hactoswemy n3obpeteHuto, He obosHaveHsl (R), (S), nnm *, moryT
cylectBoBaTtb kak pauematbl (To ectb 50% (R) n 50% (S)) unm kak cmecb M3 ABYX
3HaHTUOMEPOB, MPU 3TOM OAWH 3SHAHTMOMEP HaxoauTca B K3bbITke. Hanpumep,
3HaHTUOMEPHbIE CMecK MOryT BkrtoYaTh (R) sHaHTMoMep B 51% u (S) aHaHTHomMep B 49%
nnu HaobopoT, unu nbyro kombuHaumo ¢ (R) n (S), Apyryro, HeEXenu pauemmyeckas
cmecb ¢ 50% (R) u 50% (S). Hacrtoswee wsobpeteHne BkMOYaeT pauemarbsl W
3HaHTUOMEPHbIE CMECU COeAVNHEHUIM MO HACTOALLEMY N30OPETEHUIO.

CoeagvHeHNsa no HacToswemy Wn30BpeTEHMO MOTryT CyLlecTBOBaTb B pasHbIX
CTabunbHbIX  KOH(POPMAUMOHHBIX opmax, KOTopble MOryT ObiTb  OTAENEHHBIMU.
TopcnoHHas acuMMeTpua BCNeACTBUE OrpaHNYEHHOMo BpaLLEeHUs BOKPYT aCUMMETPUYHOW
OOVHApPHOM CBSI3W, HamnpuMmep, 4epe3 CTepudeckoe MpensTCTBUE WM KOMbLEBYHO
AedopMaumio, MOXET MO3BONUTbL pasaeneHne pasHbix KoHgopmepoB. CoeamHeHusa no

NPEACTaBNEHHbIM  LOMOMHUTENBHO  BKMAKOYAOT  KaXAbIA  KOHGPOPMAaLUMOHHBIA - U30MEpP
coegumHennn oopmynel (1A), (IB), (IIA), (1IB), (1HA), (IlIB), n nx cmecn.
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TayTOoMepbl MOTyT CyLLECTBOBaTb B COEAMHEHUNAX MO HACTOAWEMY M30DpEeTEHMIO n
KOHKPETHO BXOAAT B npefenbl obbema Hacrtosawero nsobpeteHna. TepmuH "taytomep',
KaKk WCMonb3yeTcs B AaHHOM AOKYMeHTe, oDo3HayaeT CMeLleHMe MNpOoTOHa OT OAHOro
aToMa MOMeKynbl K APYyroMy aToMy TOW Xe MONeKynbl, Npu 3TOM gaBa unn Honee
CTPYKTYPHO pasHbIX COeAUHEHNW HaXoAAaTCs B paBHOBeECUN Mexay cobon. CoeanHeHna no
HacTosilwemMy M30BpeTeHmMto MOryT CyllecTBoBaTb B BuAe TayTomepoB. Hacrosiwee
n3obpeTeHne paccmaTtpuBaeT TayTOMepbl B pesynbTate caBura npoTOHOB OT OAHOro
atoMa K ApyromMy atoMy TOW e MOneKkynbl, 4To obpasyeTr gBa wunm OGonee pasHbixX
COEAMHEHNN, KOTOpblE Haxo4AaTCs B paBHOBeCMM Mexgy cobon. B 4vacTtHoCTw,
Buc(ammHo)umnknobyT-3-eH-1,2-4NOHOBbLIN bparmeHT, KOTOPbIN coaepxmnTcs B
COEAMHEHMSX MO HACTOALLEMY M30BPETEHNIO, MOXET TayTOMEPUINPOBATLCS, Kak NMokasaHo

HWXe, N ABNAETCA BKINKOYEHHbIM B npeaenbl obvema HacToALlero I/I306peTeHI/IFI.

Hojz/(o o) o o) OH
\ =, — J
LR NN SV VS §

CoeanHeHna no HacTosilemy U300peTeHuo unu  mx  apmaueBTUYECKM
npuemMnemble conu, MOryT ObiTb MONyYeHbl B COOTBETCTBMM CO CXEMaMKU peakunn um
[MprmepoB, packpbITbiX B 4aHHOM AOKYMeHTe Huxe. Ecnn He ykasaHo nHoe, R4, Ra, Rs, Ry,
Rs, Rs, R7, Rs, Ro, m, n, A, B, X, Ra, R U R¢c Ha cxemax aBnsroTCsa TakMMK, Kak
onpepeneHo B ®opmynax (IA) u (IB) pasgena CywHOCTM m300peTeHnsa Bbllle.
Cneumanucty B faHHon obnactn ByaeT NOHATHO, YTO pasHble CMMBOSbI, BEPXHUE MHLEKCHI
N HWKHME WHAOEKCbl, KOTOpPble WCMONb3YylTCA Ha cxemax, B cnocobax u [lpumepax,
NCMonb3yrTca Ana yaobcrtea npeacraBneHns u/unu otobpaxeHne nopsagka, B KOTOPOM
OHN BBOASITCA B CXEMbl, U HE SABNAETCHA NpeaHasHadeHHbIMK 0Bs3aTenbHO OTBEYaTb
CMMBOIaM, BEPXHUM MHAEKCAM UMM HDKHUM MHAEKCaM B popmyne n3obpeTteHus, koTopas
npunaraeTtcsa. Cxembl NpeacTaBnalT Cnocodbl, KOTOPbIE MCMONb3YHTCA ANA CUHTE3y
coeauHEeHNN No HacTosAweMy n3obpeTeHmto. OHM HUKOMM YMHOM HE OrpaHMYMBalOT 0bbem
nsobpeteHnsa. BbigeneHne mn ouncTKa MPOAYKTOB OCYLLECTBMNAKOTCA MO CTaH4apTHbIM

npoueaypam, U3BECTHbIMWN KBanNMMOULMPOBaHHOMY CrieLManmcTy B 4aHHON obnacTtu.
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Cxema A

N
ZSon AN NGNS &
R1\ N N S
N"o  “oH OH
R R
2 R1\’}‘ o 1\|Tl o)
Ry R,
A A-3 A-5

CoegunHenna dopmynel (IA) n (IB) moryT 6bITe Mony4YeHbl Kak OMUCbIBaeTCA Ha
cxeme A. HykneodunbHoOe apomaTtmyeckoe 3samelleHne mexgy amuvHonupuguHom A-1
(Mony4YeHHbIM, Kak onucblBaeTca Ha cxeme B) U koMmmepdecknm p[oOCTynHbIM  3,4-
anetokenumknobyT-3-eH-1,2-guoHom  (A-2) paet coeguHeHus dopmynbl A-3. [pyroe
HyKneodunbHoe apomMartmnyeckoe samelleHme mexay A-3 n aMmHom A-4 (Nony4YeHHbIM, Kak

onuceiBaeTcsa Ha cxeme C-G) paeT coegmnHerna opmyrnel A-5S.

Cxema B
NHBoc
N N N
B-1 B-3 l: B-4 R = NHBoc A1

B-5 R = NH,

CoeguHeHna dopmynbl A-1, KOTOpble WCMONb3YOTCA B cxeme A, MoryT ObITb
MOMy4YeHbl, Kak oOnucbiBaeTcad Ha cxeme B. AwmugmnpoBaHve Mexay KOMMEPYECKM
AOCTYMNHbIM  4-XNOP-3-METOKCUMUKONUHKA xnopugomMm (B-1) 1 KOMMeEpYECKM AOCTYMHbIM
ammvHOoM B-2 B OCHOBHbIX ycrnoBusax paet coeauHeHua dopmynel B-3. Couvetanve
byxsanbaa mexay B-3 un Tpert-Oytunkapbamarom paet coeguHeHuss gopmynbl B-4,
KOTOPbIE MOryT NOABEPraTbCs KUCMNOTHBIM YCNOBMAM ANS TOro, 4Tobbl yaanute Boc-rpynny
n paet coefguHeHus dopmynel B-5. JemeTtunupoBaHve B-5 npmBoguT K COegUHEHWUIO

dhopmynel A-1.
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Cxema C

('s? c3 c.5
>‘ “NH, X
B 2 A 2 BK B
1 _— RN N WS _ .
R >‘ N“ B ﬁ N"A HN® KA
X=Br |
C-1 R=CN c4 c-6 A4

C-2 R=CHO

CoeguHeHna dopmynbl A-4, KOTOpble WCMOMNb3YTCA B CxeMe A, rge amuHbl
ABMNAKOTCA 3HAHTUOMEPHO oBoraleHHbIMKM, MOTyT ObITb MONyYeHbl, Kak OMUCLIBAETCS Ha
cxeme C. KoHpeHcauus, onocpepoBaHHasa TutaHy (IV) stokcugom, anbgernga C-2 (vnm
KOMMEpPYECKM AOCTYMHOro, UMM MOMYyYEeHHOro NyTeM BOCCTAHOBMEHUS COOTBETCTBYIOLLErO
HuTpuna C-1, AOCTYMHOrO WNM MNONy4YeHHOro 3a cnocobamu, W3BECTHbIMK B AaAHHOW
obnactu) ¢ (S)-2-meTunnponaH-2-cynsuHammaom (C-3) gaet coeguHeHna dopmynbel C-
4. MetannupoBaHue retepoapunranoreHgamm C-5, B kotopbix X npeacrasnsaet cobom
nog wnu Bpom, [aeT BbICOKO AauacrtepeocenektueHoe pobasneHve k C-4, nony4yas
cyneoHammnabl dopmynel C-6, kak OCHOBHOW pauactepeomep. [locnegosartenbHoe
yAaneHue XuMparnbHOro BCMOMOraTtenbHOrO areHta B KUCIMOTHBIX YCMOBUAX MPUBOAUT K
coegmHernto opmynbl A-4. ABconoTHaa Ccrtepeoxummsa ammHOB A-4 MoxeT ObITb
yCTaHOBIEHA MpPU NOMOLLM CNOCOB0B, M3BECTHLIX KBanNMPUUMPOBaHHbIM crieuypanuctamM B
faHHoM  obnactn, BKNOYaa  amuaHbin - aHanu3 Mowepa 1M PEeHTreHOBCKYH

KpucTtannorpadpumio MOHOKpUCTanna, WiM MNOfy4YeHHOro Mo  aHanorMm K W3BECTHbIM

COEAVNHEHNAM.
Cxema D
c-5
o} %A 0 NH,
RJ\B A)J\B T A)\B
D1 R=OH D-3 A-4

D-2 R = NMeOMe
CoeanHernna gopmynbl A-4, KOTOPbIE UCTMOMb3YHOTCA B CXeMe A, B KOTOPOW aMUHbI
NpeacTaBnsaT cobon paueMmyeckme CMecu Unm gumactepeoMepHble CMecu, MOryT ObiTb
nonyyeHbl, kak onucbiBaeTcs Ha cxeme D. KapboHosbie kucnotel dopmynbl D-1 (mnn
KOMMEPYECKM AOCTYMHbIE, UM NOMYyYEHbI, KaK OMUCLIBAETCH B AAHHOM LOKYMEHTE HUKE)
mMoryT ObITb npeobpasoBaHbl B cooTBeTcTByOWMA amung BawmHpeba D-2 nytem

KOHgeHcaumm, onocpegosaHHou HATU, ¢ wmeTokcumeTunamuHoMm. MeTannupoBanue
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retepoapunranoreHngamm C-5, B koTopbix X npeacrasnaet cobown nog wnm 6pom, €
nocnegyrowmm B3ammogenctamem ¢ D-2 gaet keToHbl popmynel D-3. BoccTaHoBUTENBHOE
amuHupoBaHme D-3 aMMOHMEM B MeTaHone pJaeT coeguHeHns dopmynbl A-4  kak

paLEeMUYECKYIO U ANaCTEPEOMEPHYHO CMECH.

Cxema E
(0]
S B Rs
eSO N
X h\ N/ B I.g B R -
| A\ C-4 W \N\" \ H2N \ \
N N-N R
R4 R4 4
E-1 E-2 R=H A4
E-3 R= R5
1
X B T’O\ B R B Rs
[N _ D2 OM — HZN)YS
N\ N-N N-N
R4 R4 \R4
E-1 E4 R=H A4
E-5 R=R;j

AnbTepHatmBHO, coeauHeHus dopmynbl A-4, roe B Popmyne (IA) wnun (IB)
nepemMeHHas A €BNAeTCs OnNpeaeneHHOM Kak 3aMelleHHbIM Mnupason, MoryT ObiTb
nony4yeHel ¢ 3-ranoreH-1-ankunnmpasonos E-1 (R4 = ankun n X = 6pom mnu mnog), Kak
onucbiBaeTcs Ha cxeme E. Metannuposanne E-1 n ero gobaeneHune Kk nnm cynbrnHamMmmHy
C-4 wnn amupy BamHpeba D-2 paet npopykTtbl pobasnenuns ¢opmynel E-2 vnu E-4,
COOTBETCTBEHHO. BBepeHve 3amectutend Rs MOXeT OCyLEeCcTBNATLCA WU NyTem
3NEeKTPOMPUNBHOrO apoOMaTMYHOro 3ameLleHns unu nytem saanmogenctana ¢ NIS, 1 notom
onocpefoBaHHaa MeTansfioM peakuns KpOCC-COMeTaHuUs MOMyYEHHOro B pesynbTarte
nogupa paet coeguHennsa E-3 nnu E-5. XvpanbHbin BcnoMmoratenbHbii areHT E-3 notom
MOXeET ObITb yAaneHHbIM B KUCNOTHBLIX YCNOBUSX, YTO AaeT coeauHeHna opmynbl A-4.
BoccraHoBuTENBEHOE amuHupoBaHve E-5 ammoHmem B MeTaHone paeTr coefuHeHUs

dopmynbl A-4.

131



10

15

20

Cxema F

C-5
X< A
—_— —_— —_—
(o] Rz HoN Ry
(o) R 0”7 A A A

F-1 R=OH F-3 F-4 A4
F-2 R = NMeOMe

CoepuHeHna cdopmynbl A-4, KOTOpPbIE MCMOMbL3YOTCA B cxeme A, rae B dopmyne
(IA) nnu (IB) nepemeHHasn B asnseTtcsa onpeaeneHHom kak S5-metuncnmnpo[2.3]rekcaH-5-mn,
MoryT ObITb nonyyeHbl, kak onucbiBaeTca Ha cxeme F. Kommepueckm poctynHble
cnnpo|2.3]rekcan-5-kapboHoBble  knucnotel  (F-1) mMoryt  ObiTb  npeobpasoBaHbl B
cooTBeTCTBYOWMA amug BanHpeba F-2 nytem koHgeHcauumm, onocpegosaHHon HATU, ¢
MeTokcumeTunammHoMm. MeTtannuposaHue retepoapunranoreHnaos C-5, B koTopbIx X
npeacraesnseT cobon mog mnu Opom, C nocneayrwum B3ammopencTesmem ¢ F-2 paet
keToHbl dopmynbl F-3. [llocnegyrowee ankunuvpoBaHne F-3 € MCNoOnNb3oBaHWEM
ankunranoreHuaa (Takoro Kak MoAMeTaH WUnM MOoAETaH) U MPUEeMEMOro OCHOBaHWS C
nocneayrowmm BOCCTAHOBUTENbHBIM aMUHUPOBAHMEM C WCMOMb30OBaHNWEM aMMOHUS B
MeTaHone, faet coegmHeHns Popmynel A-4 B BUAE paLeMmn4eCcKom CMeCH.

Cxema G

G-1 X=0H G-3 G4 A-4
G-2 X = NMeOMe

CoeanHeHna cdopmynbl A-4, KOTOpble UCNONBL3YIOTCS B cxeme A, rae B dopmyne
(IA) nnu (IB) nepemeHHas A aBNSETCA ONpeneneHHoOn kak 2,5-gmusamelleHHbIA OKcason,
MOryT ObITb NONy4YeHbI, Kak onuckiBaeTcs Ha cxeme G. KapboHoBbie KMcnoTel opmynbel G-
1, KOMMEPYECKN AOCTYMHbIE NN MOMyYeHHbIE cnocobammn N3BeCTHBIMKU B AaHHOW obnacTy,
MOryT ObiTb KOHAEHCUPOBaHHBIMW C METOKCUMETUnamumHoMm B npucyteteun HATU c
nonyyeHnam amuaos  BawHpeba dopmynel  G-2.  CoeguHeHve  G-2  MoxeT
B3aMMOAENCTBOBATb C peareHTOM [puHbspa (TakMm Kak musonponunmMarHis dpomung mnm
LMKNONEHTUN MarHna 6pomMuz) ¢ nonyYyeHnsamM KeToHoB ¢opMynbl G-3, B kOTopbiX R n R’

npeactaensoT cobon metun, unnm R 1 R’ B3ATbl BMECTE C aTOMOM YrNepoaa, K KOToOpomy

132



10

15

20

OHW  NPUCOEAUNHEHDI, obpasytor  CjsUMKNoankaHoBoe  KOrnbLO. Cnegytowee
anknnupoBaHne G-3 C MCNOMb3oBaHWEM ankunranoreHvga (Takoro Kak nogmeTaH wnm
noaaTaH) N NPUEMIEMON OCHOBbLI C MOCNEAYIOLNM BOCCTAHOBUTENBHBIM aMUHUPOBAHMEM
C MCNonb30BaHMEM aMMOHMA B MeTaHone, pgaet coefuHeHus dopmynel A-4 B Buae
paLeEMNYECKON CMECMI.

Cxema H

o o HO
)H( EtO,C_OH
—_— —_— —_—
EtO PN OEt
o) o OH o

0
OEt
H-1 H-2 H-3 H-4

F F
Q F. F. F
H4 —» O —_— o _— . O +
EtO RO HO HO
o] (o] o}

H-5 . H-6 R = Et (S)H-8 (R)H-8
H-7 R=Bn

KoHkpeTHasa kapboHosas kucnota D-1, kotopas ucnonb3yetca B cxeme D, roe B
dopmyne (IA) nnm (IB) nepemeHHas B gaeBnsetca onpegeneHHon kak (S) wnun (R)-4,4-
AndTop-2-meTuntetparngpodypaH-2-un, MOXeT OblTb MOMyYeHa, Kak OnuCbIBaAeTCs Ha
cxeme H. OnocpepoBaHHoe TuTaHy (IV) xnopuaom anunupoBaHWe KOMMEPYECKU
AOCTYMNHOro aTun 2-okconponaHoara (H-1) anuntpumeTtuncunana gaet aTun 2-rmapoKcn-2-
MeTunneHT-4-sHoat  (H-2). 3JnokcugupoBaHue TepMuHanbHOro ankeHa H-2 ¢
NCrMonb3oBaHneM 3-xnopnepbeH30MHOM  KUCNOTbl C  MOCNEAyHLEN OnocpenoBaHHON
MarHms  OpoMMAOM  MEXMONEKYNAPHOWM  UuKnMsaumen paet  atin 4-rmapokcn-2-
meTuntTeTparmgpodypan-2-kapbokcunar  (H-4). Cnepyrowiee OKACNEHUA BTOPUYHOTO
cnupTa C UCNonb30BaHWEM NMUPUAMHUA XNopxpomaTta C Nocneayowmm hTopupoBaHNEM C
NCMNONb30BaHMEM  AMETUNaAMUHocynbdoTpudTOopMaa paet  atun  4,4-gudTtop-2-
meTunTeTparngpodypan-2-kapbokecmnar (H-6). CnoxHbIn acpup H-6 Obin
TpaHcecTepudPnKoBaHHbIM B OEH3UNMOBLIA CNOXHbIM 3pup H-7, KOTOpPbIM MNOTOM Obin
pasgeneH ¢ uvcnonb3oBaHuem xupansHou BEPX. Cnegyrowlee OMBINEHME CROXHOMO
aupa pgaeTt vHaMBMAyanbHble SHaHTUMOMepbl H-8, KOTOpble MOryT MCNONbL30BaTbCs B
cxeme D. AbcontoTtHas crepeoxumus H-8 Obina ycraHoBNeHa MO PEHTTEHOBCKOMU

KpucTannorpaguen moHokpucTanna (cmotpute durypy 3).
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Cxemall

|
|
R R
5 \ \’N Rs\éN 5\(&],\1
NH " N
R4
11 I-2 c-5
1,4-n3amelleHHble-3-noanmMpasony,  KOTOpble  MOTyT  UCMONb30BaTbCs B
METOAONOMMAX CUHTEe3a, onucaHHbIX Ha cxemax C, D, n F, moryT BbITb nonyyeHbl, kak
onvcbiBaeTcs Ha cxeme |. MopmpoBaHme KOMMEpYeCKM [AOCTYMHbIX 4-3aMelLeHHbIX
nmpasonos (I-1) NIS gaet coeguHerns cdopmynel |-2. Cnegytowee N-ankmnmposarue |-2
ankinranoreHugamu  (Hanpumep, WOAMETaHOM, WMOASTaHOM) C  MOCnefyroLlwmMm
pasgeneHMeM permon3oMepoB C MCMNOMb3oBaHWEM XpomaTtorpadpum faeT CoeAnHEHWUA
dopmynbl C-5, KOTOpbIE MOTYT UCMOMNB30BaTLCA B METOAONMOMAX CUHTE3a, ONUCAHHBLIX Ha

cxeme, NpuBeaEHHON BbILLE.

Cxema J
Y |
R R
Oy
N\ N\
R4 R4
J1Y =NH, c-5
J2Y=H
AnbTepHaTMBHO, 1,4-pm3ameLlleHHble-3-noannpasony, KOTOpble MOryT

MCNONb30BaTbCH B METOAOMONMAX CUHTE3a, onucaHHblx Ha cxemax C, D, n F, moryT 6bITb
nonyyeHbl Kak onucbiBaeTcsa Ha cxeme J. 1,4-lusamelteHHble-3-amuHonupasonu (J-1)
mMoryT ObITb npeBpaleHbl B coeguHeHns dopmynel C-5 no peakumm 3aHgmenepa,
NPUMEHST HaTpUsa HUTPUT K Kanusa noaua. CoeanHeHns dopmynbl C-5 Takke moryT ObITb
nonyyYeHbl 4epe3 HenoCpPeACTBEHHOE WMOAMPOBaHWE KOMMEPYECKM A[OCTYMHbIX 1,4-

An3amelleHHbIX nupasonos J-2 NIS.

Cxema K
| |
H { OHC { {
| N — | N—— || N
N N N
R, Ry Ry
K-1 K-2 K-3

B apyron Bapuauun, 1,4-gu3amelleHble 3-10aANMpasonuy, KOTOpPbIE UCNOMb3YHOTCH B
cxemax C-D un cxeme F, moryT ObiTb MONyYeHbl, Kak onucbiBaeTca Ha cxeme K, B
4aCcTHOCTW, Ha KoTopoit Ry = Rs = metun. 3-Mog-1-metun-1H nupason, K-1 mMoxeT BbiTb
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dopmMynmMpoBaH pernocenekTMBHO C peareHToM Buncumeetpa, nonyyas 3-mog-1-metun-
1H-nnpason-4-kapbanbgervg (K-2), KkOTOpbIM, B CBOW oO4yepenb, MOXeT ObITb
BOCCTaHOBMEHHbIM (TOO, TpnsTuncunaH), nonyyas 3-mog-1,4-gumetmn-1H-nnpason, K-3.

Cxema L

Re Re
A —
N=( Ns(

Rs Rs

L-1 C-5

2,5-[InzameLyeHHble 4-6poMTMaszonbl, KOTOpble Ucnonb3yoTca B cxemax C-D um

cxeme F moryt ObiITb nonyyeHbl, kak onucbiBaetca B cxeme L. Bpomumposanue
KOMMEpPYECKM AOCTYMHbIX 2,5-An3amelyeHHbix Tuasonos L-1 NBS paetr coeaunHeHus
dopmynbl C-5.

Cxema M

B-1 R=Cl
M-1 R = Ot-Bu
)
o B
N)\A
N N—NH o H
0-R
)
M-6 R= CH,
M-5 A5 R=H

AnbTepHatmBHO, coeanHeHna dopmynbl (IA) n (IB) moryT ObITe nony4veHbl, Kak
onucbiBaeTcss Ha cxeme M. 3cTtepudumkagms KOMMEPYECKM AOCTYMHOro 4-xnop-3-
MeTOKCUNuKonuHunxnopuga (B-1) B OCHOBHbIX ycnoBusix pgaeTr Tper-Oytmn 4-xnop-3-
meTokeunukonuHat (M-1). CodeTanne byxsanbaa mexay M-1 1 Kommepyeckn AOCTYMNHbIM
3-amMnHo-4-3ToKCNLMKNOByT-3-eH-1,2-guoHom  (M-2) co cnepyrowmMm  HyKNeopubHbIM
apoMaTuyecknm 3amelleHrem ¢ ammHamm A-4 npmBoauT K coeanHeHunto M-4. 'maponna

CNOXHOro adgupa B KUCNOTHLIX YCMOBUSX, C nocneayrowmm onocpeaosaHHeiMm HATU

135



10

15

20

25

amumgmnpoeaHmneMm C aMmMHamMmu B-2, n O—ﬂ,eMeTI/IJ'II/IpOBaHI/Ie C mcnonb3oBaHMemM MarHmda

Bpomumga paet coeguHenna popmynel A-5.

Cxema N
0 o)
o) B O B
SﬁNJ\A ﬁNJ\A
N/ N NH H -_— N/ \ NH H
R — R —
Y OH " 0-R
R, O R, O
A-5 N-1 R = CH,OP(O)(OtBu),

N-2 R = CH,0P(O)(OH),

CoeguHenna dopmynbl (IA) n (IB), B koTopbix Rs npeacrasnser coboiwo —
CH20P(O)(OH)2, moryT ObITb Mony4eHbl, kak onucbiBaeTca Ha cxeme N. AnkunuposaHue
COELANHEHNI dopmynebl A-5 KOMMEpPYECKM AOCTYMHbIM ANTpeT-
ByTun(xnopmeTtun)gpocdarom B OCHOBHbIX ycnosuax gaet N-1. Cnegyrowee oTuwenneHne
TPET-OYTUN-CNOXHO3MPUPHBIX 3aLUTHBIX FPYMMN B KUCMOTHBIX UMM HENTPAanbHbIX YCNOBUSX

npwBoauT K coeguHeHnto N-2.

Mpumepsbl

HacTtosilee nsobpeteHne Byae nerye noHATb, CCbiNadck Ha cnegyrowme MNMpumeps,
KOTOpPbIE BKOYEHbI TOMBKO C LIENBIO UIMOCTPaUMM ONpeaeneHHbIX acnekToB N BapuaHToB
OCYLLIECTBNEHNA HAaCTOALEro M300peTeHus, U He SABMSTCA NpeAHasHavyeHHbIMU AnS
orpaHuyeHns um3obpeteHna. [anee WNMOCTPUPYETCA CUHTE3 pPasHblX COEAWHEHWW Mo
HacTosweMy u3obpeTeHuto. [OononHUTENbHbIE COEAUMHEHUS, KOTOpblE HaxO4saTCA B
npegenax obbema [aHHOro n3obpeTeHns MOoryT ObiTb NOMy4YeHbl C MCMNONb30BaHMEM
cnocoboB, NPOUNMIOCTPUPOBAHHBIX B 3TUX [lpymMepax M cxemax, UM CamoCTOSTENbHO,
nnu B KomburHaumm co cnocobamu, obLLEen3BECTHBIMM B 4aHHOW obnacTtu.

Kak npaBuno, skCnepuMeHTbI NPOBOAUMIN B MHEPTHOW aTMOocdepe (a30T Unn aprow),
ocobnmBO B Criyyasix, KOrga MCMnonb3oBany 4YyBCTBUTENbHbI K KUCNOpOAY WNW Bnare
peareHTbl UM NPOMEXYTOUHbIE COeAnHeHna. Kommepyeckme pacTBOPUTENM U peareHTbl
oOblMHO  umcnonb3oBanucbe ©e3  AOMONMHUTENBHOWM  OYUCTKKW, BKNtodas ©e3BoaHble
pacTBOpUTENW, TAEe 3TO YMECTHO. [JaHHble MacC-CneKTpOMETPUM LOKNaAabIBaldTCA Unm C
Ncnonb3oBaHneM 060pyAOBaHUSA XUOKOCTHOW XpomaTtorpadpumn-macc-cnekrpometpumn (PX-

MC), xumuyeckon uoHu3aumm nog artmocdepHsim gasneHnem (APCI) wnn rasosown
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xpomarorpadpun-macc-cnektpometpum  (MX-MC).  Xumuyeckme caBurn  Ana  AaHHbIX
AAEepPHOro MarHWTHOro pesoHaHca (AMP) BbipaxaroTca B MUNIMOHHBIX f0N8X (M.Y., 8) co
CCbIIKOW Ha OCTaToYHble MUK  OEeNTEePUPOBAaHHbIX  PacTBOPUTENEN,  KOTOPbIe
NCcnonb30Banucsb. KoHcTaHThI B3aMMOLENCTBUS (3HayeHve J) ABMAKOTCA
npeacraBneHHeiMM B epuax. [ns CUMHTE30B, KOTOPbIE MOCBINAKTCA Ha Npoueaypbl B
apyrmx lMpumepax, ycnosus peakummn (NPOAOIPKUTENBHOCTL peakumMm n TemnepaTypa)
MOryT BapbupoBatbCs. B uenom  peakumm  CONpoOBOXAa@MUCb  TOHKOCIOMHOW
xpomaTtorpadbmven unmM Macc-CnekTpomeTpuern m nogaaeanuck obpaboTke, korga 31O
yMmecTHO. OuncTka MOXET BapbUpPOBaTLCH B 3@aBUCUMOCTM OT 3KCMEPUMEHTOB. B LIENOM,
pacTBOPUTENN U  COOTHOLUEHWE  pacTBOpPUTENEN, KOTOpble  MCMOMb3YTCA  ANd
antoeHToB/rpagneHToB, Obinn BbibpaHbl Ans obecneveHns cooTtBeTcTByOWMX Rf mnn
BpemMeHu yaepxumeaHma (RetT).

CoeavHeHnsa no HacTosAweMy M3obpeTeHnto Bbinn Ha3BaHHbIE C UCMONb30BaHNEM
nporpammHoro obecneveHns Chemdraw Professional version 16.0 unu 6einv gaHHble
Ha3BaHWA, KOTOpPbIE, KaK OKa3anocb, COOTBETCTBYHOT HOMeHknatype Chemdraw.

Cnepyrowme cOKpalleHUs  UCMONb3YyTCA B AaHHOM  gokymente:  [OXM:
anxnopmetaH; DAST: (amstunamuHo)cynedotpudtopua, DEA, amstunamuH; DIPEA:
annsonponunetunamuH; OM®: gumetundopmamua; EtOAc: stunauetar; EtOH: ataHon;
HATU: 1-[6uc(anmetnnammHo)metuneH]-1H-1,2,3-tpnasonol4,5-bjnupnanHna  3-okcng
rekcadptopgocdar; IPA:  wumsonponunosbin  cnnpT, BEPX: BbicokoaddekTMBHaASA
xungkoctHas xpomarorpadpus; LHMDS: nutua rekcametunaucunasmg; MeOH: metaHon;
MTBE: wmetun-tpet-6ytunosbin npocton adup;, NMM: N-metunmopdonuH;, NIS: N-
noacykumnmummng, PCC: nupuannma xnopxpomar;, PE: netponenHbin  acup;, SFC:
CBEPXKpUTUYECKAs XNAKOCTHaa xpomatorpadums; TBAI: TeTtpabytunnamonmsa nogug,; TEA:
TpuasTunamuH; TPO: TpudTopyKcycHasa kncnota; n TIo: TeTparnapodypan.

Ucnone3osanuce cnegyrowme SFC cnocobel. SFC-cnocob A: Chiral Tech OD-H
250 MM % 4,6 MM x 5 MKM, OT 5 10 60% 0,2% NH4" (7 H. B MeOH) B EtOH, 3,0 mn/MuH.
SFC-cnocob6 B: Chiralpak AD-3 50 mm x 3 mm % 3 Mkm, oT 5 go 40% 0,05% DEA B EtOH,
2,5 mn/muH., 40 °C. SFC-cnoco6 C: Chiralcel OD 250 mm x 4.6 mm x 5 mkm, oT 5 o 60%
0,2% NH4" (7 M 8 MeOH) B EtOH, 3,0 mn/MuH. SFC-crnoco6 D: Chiralpak AD-3 150 MM x
46 mm x 3 Mkm, oT 5 o 40% 0,05% DEA B EtOH, 2,5 mn/muH., 40 °C. SFC-cnocob E:
Chiralcel OJ-H 150 mm x 4.6 mm x 5 mkm, oT 5 go 40% 0,05% DEA B EtOH, 2,5 mn/muH.,
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40 °C. SFC-cnoco6 F: Chiralcel OD-3 100 mm x 4,6 Mmm x 3 MkMm, OT 5 o 40% 0,05% DEA
B EtOH, 2,8 mn/muH., 40 °C. SFC-cnocob G: Chiralpak AD-3 150 MM x 4.6 MM X 3 MKM, OT
5 no 40% 0,05% DEA B IPA, 2,5 mn/MuH., 40 °C. SFC-cnoco6 H: Chiralcel OD-3 150 x 4,6
MM B.4. 3 MkM, oT 5 go 40% 0,05% DEA B EtOH, 2,5 mn/muH., 40 °C). SFC-cnocob I:
REGIS (c,s) WHELK-O1 250 mm x 30 mm x 5 mkm 40% 0,05% DEA B EtOH, 2,5 mn/MuH.,
35 °C. SFC-cnocob J: Chiralpak AS-3 150 x 4,6 mm x 3 Mkm, oT 5 no 40% 0,05% DEA B
EtOH, 2,5 mn/muH., 35 °C. SFC-cnocob K: Chiralpak AS-3 100 x 4,6 mm x 3 MKM, OT 5 g0
40% 0,05% DEA B EtOH, 2,8 mn/muH., 40 °C. SFC-cnocob L. Lux Amylose W-1, 250 mm x
46 MM, 5 Mkm, ot 5 po 60% 0,2% NH; B EtOH, 3 mn/muH. SFC-cnoco® M. Lux
Llenntonosa, 150 mm x 4,6 mMm, 3 MkMm, oT 5 go 40% MeOH, 2 mn/muH. SFC-cnoco6 N:
Chiralpak AD-3 150 mm % 4,6 MM x 3 Mkm, oT 5 go 40% 0,1% astaHonamuH B EtOH, 2,5
MI/MWH.

Ucnonb3osanuce cnegytowme BEPX cnocobel. BEPX cnocob A: Chiralcel OD-RH,
150 mm % 4,6 mm x 5 mkm, oT 10 go 80% MeCN B 0,069% TdPO B H,0, 0,8 mn/muH., 30 °C.
BEPX cnoco6 B: Chiralpak AS-RH, 150 mm x 4,6 mm x 5 mkm, oT 10 go 80% MeCN B
0,069% T$O B H20, 0,8 mn/muH., 30 °C.

Mpumep 1
(R)-4-((2-(((1,4-OumeTtnin-1 H-nupaszon-3-un)(1-MeTUnUMKNoneHTUn)MeTn)aMmmHo)-3,4-

anokcoumnknobyT-1-eH-1-mn)ammHo)-3-rmgpokcn-N, N-gumeTnnnukonmHaMmmng

Cragunsa 1A. 1-MetunuyumknoneHTaH-1-kapboHUTpUn

K pactBopy LHMDS (280 mn, 280 mmonb, 1 M pacteop B TI®) npn -70 °C
fobaBnann no Kannam pacTeop uuknoneHTaHkapboHuTpuna (26,67 r, 280,3 mmonk) B TP
(20 mn) Gonee 15 muH. lMocne nepemewmBaHnsa B TedyeHMM 30 MMH., MO Kannam
pobaenann vogmetaH (59,7 r, 26,2 mn, 420 MMONb), U PeakUMOHHOM CMEeCU pasanm
HarpeTbCa A0 TeMnepaTtypbl OKpyXaroLen cpefbl U nepemMelmsani B TeueHun 16 u.
Mony4eHHbIN B pe3ynbTaTe XenTbii pacTteop oxnaxganu o 0 °C 1 racunun HacbILeHHbIM
BogHbIM pacteopom NH4CI (200 mn) 1 Bogon (100 mn). Cmeck akcTparnposanu MTBE (2,5
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n x 2), 1 o6beANHEHHbIE OpPraHNYecKkne SKCTPaKTbl MPOMbIBANKN HACbILEHHbIM COMNEBLIM
pacteopom (1 n), cywmnun Hag NapxSOy4, 1 punstpoBanu. GunbTpaT KOHUEHTpUpOBann B
Bakyyme. CupuA nNpoAYKT YUCTUNM LBaXAbl C WCMNONb30BaHWEM CUNUKarenesomn
KOonoHouHon xpomatorpadum (100% netponenHbin adpup), nonydaa 60 r (65%)
Ha3BaHHOTO COeAMHEHWs B BUAe xenToro macna. 'H SMP (400 Ml'y, CDCl3) & 2,20-2,10
(M, 2H), 1,90-1,70 (m, 4H), 1,65-1,55 (m, 2H), 1,41 (c, 3H).

Cragnsa 1B. 1-MetunuuknoneHTtaH-1-kapbanbaerig

K pactesopy DIBAL-H (824 mn, 824 mmons, 1 M B Tonyone) npu -65 °C pobasnanu
no kannsam pacteop 1-metunumknoneHtaH-1-kapboHitpuny (30 r, 275 mmons) B XM (30
mn). Cmeck nepemelumBany npu Ton xe Temneparype B TedeHun 30 MuH. PeakuymoHHyto
CMeCb racunu HacelweHHsIM BogHbIM pactBopoM NH4Cl pacteop (1 n) npu -40 °C w
NMHTEHCMBHO nepemewumany npu 25 °C B TeueHmnn 10 mmuH. Cmeck pasbasnsanm OXM (1 n),
n notom duneTpoBanu, M Teepable Bewectsa npombiBann OXM (500 mn x 3).
OBbeaeHeHHbIN PunbTpaT NPOMbIBANN HachILWEHHbBIM CONEBbLIM PacTBOPOM (1 1), CyLumnm
Hag NaySO4, unbTpOBaNM W KOHUEHTPUPOBaNM B Bakyyme, Mofy4vas HasBaHHOe
coeaguHeHne B Buae pacteopa B OXM/ronyone (3/2, 2 n). PactBop wcnonb3osanu
HEenocpPeACTBEHHO 6e3 [OMOMHUTENBHOM OUUCTKM, AOMYCKas KOMMYECTBEHHbIM Bbixod. 'H
AMP (400 My, CDCl3) © 9,59 (c, 1H), 2,15-2,01 (m, 2H), 1,80-1,75 (m, 4H), 1,55-1,45 (m,
2H), 1,25 (c, 3H).

Crapusa 1C. (c,E)-2-Metun-N-((1-MeTunuuknoneHTun)MeTuneH)nponaH-2-cynsouHamumg

K pactBopy 1-metunumknoneHTtan-1-kapbanbgernga (30,8 r, 275 mmonb) B
OXM/Tonyone (3/2, 2,0 n) npwn 20 °C goBasnanu tutany (V) atokeug (163 r, 717 mmonb).
PeakynoHHyto cmecb nepemewivBany B TedeHun 20 MuH., 1 notom gobasnanu (S)-2-
MeTunnponaH-2-cyneduHammng, (33,3 r, 275 mmonb). onyydeHHyo B pesynbTtate CMecb
nepemeLlunBann nNpu TemnepaTtype OKpyxarLen cpeabl B TeYyeHun 16 4. PeakumoHHyHo
cMmecbh racunm Bogon (250 mn). Cmeck uneTpoBanu, 1 TeBepable BELECTBA NPOMbIBaIM
Tro (3 n x 3). ObbeanHeHHbIE OpraHnYeckne Crion KOHUEHTpupoBanu B Bakyyme. Cupum
NPOAYKT YNCTUIM C NCMNOMb30BAHMEM CUMUKAreneBom KONoHOYHOW xpomaTtorpadum (100%

neTponenHoin agup), nonyyas 44,89 r (38%) HasBaHHOIO COEAWHEHUS B BUAE CBETIO-
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xenToro macna. PX-MC m/z 216,3 [M+H]*. 'H SMP (400 My, CDCls) & 7,94 (c, 1H),
1,93-1,85 (M, 2H), 1,80-1,60 (M, 4H), 1,55-1,45 (m, 2H), 1,21 (¢, 3H), 1,20 (c, 9H).

Crtagusa 1D. 3-Moa-1 4-anmeTunn-1H-nnpason
Cnocob A

3-Mop-1,4-aumetun-1H-nupason. K pacteopy 1,4-aumetun-1H-nupason-3-amvHa
(1,0 r, 8,6 mmonb) B koHY. HCI (7,15 mn) npu O °C gobasnanu pactesop HaTpua HUTpUTa
(1,22 1, 17 mmonb) B Boge (1,78 mn) Gonee 5 muH. NoTtom no kannam gobaenanu pacteop
kanma nogmaa (3,57 r, 21,5 mmone) B Boge (3,6 mn) 6onee 5 mvH. Cmech nepemelumsany
npu O °C B TedeHnn 30 MUH., U NOTOM Harpesanu 40 TeMnepaTypbl OKpyKaroLlen cpefbl v
nepemelunBann B TedeHnn 2 4. PeakumoHHyto cmeck pasbaenanu TIO (8 mn) n sBogon (8
mn), u akctparmposann EtOAc (30 mn x 4). O6beguHEeHHbIe OpraHuyYecKkme 3KCTPaKTbl
NPOMbIBaNM HacbIWEHHbIM BOAHLIM pactBopom NaxS;0; (30 mn x 2) co cneayromm
npombiBaHMeM BoAoM (30 M) 1 HaCbIWEHHbIM coneBbiM pacTeopom (30 mn), cylwmnm Hag
Na,SO4, unbTpOBanM WM KOHUEHTpUpOBanM B Bakyyme. CupuUM MNpOAYKT YUCTUAN C
MCMNONb30BaHMEM CUMMKareneBon KOomnoHodHou xpomatorpadum (ot 0 go 60% EtOAc B
rentaHe), nonyyaa 988 mr (52%) HasBaHHOro coegvHeHus B Buae 6enoro TBepaoro
BeLlecTBa. PX-MC m/z 223,0 [M+H]*. "H AAMP (400 MI'y, CDCls) 8 7,05 (c, 1H), 3,87 (c,
3H), 1,98 (c, 3H).

Cnoco6 B

Cragna 1. 3-I7Iop,-1-MeTvm-1H-nmpason—4-|<ap6anbp,ermn. POCI; (45,0 mn, 481
MMO-b) aobaenanu k pacteopy 3-moa-1-metun-1H-nupasony (25 r, 120,2 mmone) B IM®
(150 mn) npu 0 °C. Yepes 10 MUH., peakUMOHHYIO CMeCb HarpeBanu o 65 °C B TedeHun
18 4. PactBop NaH;PO4 (50 r B 200 mn) megneHHo aobaBnsanum A0 peakuyMoHHOW CMECH,
obecneumBasa nogaepxanme Temnepatypbl oT 25 go 35 °C u pH He Gonblie Hexenu 4.
MNMocne poBaBneHns, peakuMOHHY0 CMECh NepeMeLLMBarnv Npyu KOMHaTHOW TemnepaTtype B
TedeHMn 45 MWH. M NOTOM nofLwlenadvBany nyTeM OCTOPOXHOro pobasneHus
HacbiweHHoro pacteopa NaCOs. BogHyro cmech akcTparnposanm EtOAc. OpraHnyeckmn
CNOM MpOMbIBaNM HacbIWEHHbIM COMEBBIM  PacTBOPOM, CylMnM U punbTpoBanm.
dunbTpat  KOHUeHTpupoBanu.  [lonydeHHoe B pesynbTaTe  XenTtoe  Macro

nepekpuctannuaosbiBanu ¢ EtOAc/rentaHom ¢ nonydeHuam 28,4 r (88%) HasBaHHOro
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COeAVHEHNS B BUAE MECOYHO-KOPUYHEBOrO TBepaoro Belyectea. 'H AMP (400 Mru,
CDCl3) 8 9,67 (c, 1H), 7,84 (c, 1H), 4,00 (c, 4H).

Ctaaws 2. 3-Woa-1,4-aumeTnn-1H-nmpason. Tpueatuncunan (5,08 mn, 0,32 Mmonb)
n TeO (1,36 mn, 0,18 mmonb) pgobaenanm kK cmecn un3 3-nop-1-metun-1H-nnpason-4-
kapbanbgerigy (1,0 r, 0,042 mmone) B xnopbensone (10 mn). Cmeck Harpesanu go 50 °C B
TEYEHUN HOYW. PeakuMOoHHY0O CMeChb oOxnaxganu [O KOMHaTHOW Temnepartypbl W
pobaenann HackiweHHbIn BogHbIn pactBop NaHCOs;. Cwmech akctparmpoBanm EtOAc.
OpraHnyeckuin cnov NPOMbIBany HacbIWEHHbIM ConeBbIM pacTBopoM, Cywnnm (NaxSO4) n
punbTpoBanM. PunbTpaT KOHUEHTPMPOBaNW, M OCTaTOK YUCTUIM C WUCMONb30BaHWEM
cunukareneson konoHovHou xpomatorpadum (EtOAc/rentan), nonyyaa 0,64 r (68%)
Ha3BaHHOro coeamHeHus. 'H AMP (400 My, CDCls) & 7,08 (c, 1H), 3,90 (c, 3H), 2,01 (c,
3H).

Cnocob C

Cragust 1. 3-Wop-4-metun-1H-nupason. NIS (2196,0 r, 9,76 Monb) nmopLmUsiMM
pobaenann k pacteopy 4-metun-1H-nupasony (800,0 r, 9,76 monb) B AM® (5 n)
nogaepxmeasn temnepatypy Huwke 25 °C. Cmecb nepemewmsanu npu 25 °C B TeveHnn 20
4. [Be naptum obveaunHann. O6begmHeHHble cmecu BbinvBanu B Bogy (20 n) n noTom
akctparmposanm MTBE (5 n x 5). OBbeguHeHHble opraHMyeckme Crov npoMbiBanu
HacCbIWEHHbIM coneBbiM pactBopoM (5 n x 3), cywumnm Hag NaSO4 n dunsTposanu.
dunbTpaT KOHLUEHTPMPOBanM B BakyymMe, W OCTaTOK pactupanyM C MNeTpPonenHbIM
apupom/EtOAC (5 n, 10: 1). CycneHanto nepemewumsanu npm 16 °C B Te4eHn 2 4., u
noTom uneTposanu. NonyyeHHyo B pesdynbTaTe TBEPAOE BELLECTBO CYLUMNN B BakyyMe,
nonyyasa 1280,0 r (32%) HasBaHHOro COefWHEHWA B BUAE CBETIIO-KENTOro TBepAoro
Bewectea. 'H AMP (CDCls, 400 MI'y) & 7,42 (¢, 1H), 2,07 (c, 3H).

Cragna 2. 3-nog-1,4-gpumetun-1H-nnpason. o cycneHsmm ¢ 60% NaH B
MuHepansHoM macne (1650 r, 4,12 mone) B 6essogHomy TI® (4,5 n) no kannam
pobasnann cmeck ¢ 3-nop-4-metun-1H-nnpasony (710,0 r, 3,41 monsb) B 6e3sogHomy TId
(1,5 n) npu 0 °C. Cmeck nepemelumsany npu 10 °C B Teyenun 1 u. MoameTaH (496,0 .,

3,49 monb) gobasnanu no kannam go cmecu npu 0 °C. MNMony4eHHyo B pesynstare CMecb
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nepemewmnsanm npun 20 °C B TeyeHnn 16 4. PeakuymoHHyto cMecb racunm Bogomn (4,5 n) um
akcTparnposanu EtOAc (2,5 n x 3). OB6beanHEHHbIE OpraHM4Yeckne Cnou Cylumnu Hapg
Na,SO4 n dunetpoBanu. dunbTpar KOHUEHTpUpOBanu B Bakyyme. OCTarok 4icTunm C
NCMOMb30BaHNEM  CUNMKareneBoW  KONMOHOYHOM  xpomartorpacdmm  (NeTponenHbin
3¢pup:EtOAc = ot 10:1 po 1:1), nonyyaa aese dpakuyuun. lNepsyro dpakymro (150 )
pasbasnann netponerHsim 3dupom (200 mn) n nepemewmsanm npu 10 °C B TedeHmn 30
MUH. CycneHsunio puneTpoBann. TBephoe BELLECTBO NMPOMbIBANN NETPONENHbIM 3PUPOM
(100 mn) mn cywunm B Bakyyme, nonyyas 100,0 r HasBaHHOro coeanHeHus B Buae 6enoro
TBEpPAOro BewecTBa. PunbTpaT KOHLUEHTPUPOBaNM B Bakyyme, 0BbeauHanuM ¢ Apyron
dbpakumen (1300 r), U YUCTUAM C MCMNOMBL3OBAHUEM CUNMUKAreneBon KONMOHOYHOMU
xpomarorpadpun (netponemHoin  agup: EtOAc = ot 10: 1 po 1:1), nonyyas
AOMNOSMHUTENbHOE KONMWMYECTBO XxenartensHoro coeamHeHna (500,0 r). [laHHoe coepuHeHme
pasbasnanu netponenHsim 3gupom (800 mn) n nepemewmsanm npu 10 °C B TedeHmn 30
MUH. CycneHsuo dunbTpoany. OTHOUNLTPOBAHHBIM KOPX MNPOMbIBaANM NeTponenHbIM
acpupom (500 mn) u cywmnm B Bakyyme, nonydasa 440,0 r HasBaHHOro CoegnHeHna B BUAE
Benoro TBepgoro Bewectea. Obwmm Beixog coctaenan 540 r (35,6%). PX-MC m/z 222,8
[M+H]*. "H AMP (CDCls, 400 MI'y) 8 7,04 (c, 1 H), 3,86 (c, 3H), 1,97 (c, 3H).

Cragua 1E. (S)-N-((R)-(1,4-OnmeTnn-1H-nupason-3-un)(1-MeTUnUmMKNOneHTUN)MeTmn)-2-
MeTUNnponaH-2-cyneunHamng

3-Mop-1,4-aumetvn-1H-nupason (33 r, 148,6 mmonb) B TI® (50 mn) o6asnsnu B
TeyeHun 1 4. k pacteopy 1,0 M iPrMrCI-LiCl B TT® (189 mn, 189 mmonb), nogaepxumsag
Temnepartypy BHyTpu npu 0-5 °C B atmocdepe asota. Yepes 1 u., pobasnanm (S,E)-2-
mMeTun-N-((1-meTunuuknoneHTun)MeTuneH)nponax-2-cynspuHamug (20 r, 92,85 mmons) B
Tro (50 mn), n cmeck nepemewumsanm npu 25 °C B TedeHnn 18 4. PeakyMoHHYHO CMecCh
oxnaxganm go 0 °C, n pobasnann 10% ykcycHyto kucnoty. OpraHvyeckuin crnom
pasgenany, W 4acTuYHO KoHueHTpuposanu. [dobasnanm MTBE w Bogy. Cwmech
nepemewmBanm B TeyeHMn 10 MuH., n cnom pasgenanu. OpraHndeckui Crion
KOHUEHTpMpoBanu, nonyyasa HasBaHHOe coeguHeHne (66%  4nCcTOoThl), KOTOpoe

NCNonb3oBanu Ha cneayrowen ctagum 6e3 4ONONHUTENBHOM OYMUCTKN.

Cragusa 1F. (R)-(1,4-Aumetnn-1H-nnpason-3-mn)(1-MeTunumMKnoneHTn)MeTaHaMmuH
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Cupun (S)-N-((R)-(1,4-anmeTtnn-1H-nmnpason-3-un)(1-MeTUnUnKNoONeHTUN)MeTmn)-2-
MeTunnponax-2-cynbpuHamug, (231 r) cycnengmposanv 8 MTBE (300 mn), oxnaxaanv oo
10 °C, n pobaenanun koHu. HCI (38,4 mn, 2 ekB.). Cmeck nepemewuvsanu npu 10-20 °C B
TeyeHun 1 4. n notom pasbasnanu sogon (300 mn). Cnou pasgenanu, u opraHUyYecKkum
cnon otbpaceiBann. BogHbin crnon nopwenadmBanu 20% NaOH pgo pH 1113 wn
akctparmpoarim  MTBE (2 x 300 wmn). O6beavHeHHble OpraHu4eckue Crnow
KOHUeHTpupoBanu, nony4vas 120 r HasBaHHOroO coeauHeHus B Bue macna. AbcontoTHasa
CTEPEOXMMUST HA3BaHHOrO COeANHEHUS MpeAHasHadvanacb Ha OCHOBE aHanmaa OTKPbITOro
nepexogHoro COCTOAHUSA, Kak onuceiBaeTca B nutepartype (Robak, M. T.; Herbage, M. A.
Ellman, J. A. Chem. Rev. 2010, 770, 3600) n octatouHO NOATBEPXKAAETCA aMUOHbLIM

aHanusom Mowepa.

Cragusa 1G. (R)-(1,4-AnmeTnn-1H-nnpason-3-mn)(1-MeTunumKnoneHTn)MeTaHaMmMHoOBa
conb L-nupornytammMHOBOM KMCNOTLI

L-nmpornytammHoByto kncnoty (77,7 r, 0,6 mone) gobasnanu k pacrteopy (R)-(1,4-
anmetun-1H-nnpason-3-un)(1-metunumknoneHTun)metaHammya (100 r, 0,48 mone) B TP
(1,3 n) npn 10-20 °C. Cmecb HarpeBanu fo 50 °C n nepemelumBani B Te4EHUN 2 Y., NOTOM
oxnaxganu o 25 °C B TedeHun 18 4. TBepaoe BeLECTBO (PUMLTPOBANM M NPOMbIBanu
Tro (890 mn). TBepaoe BeLecTBO Cyunnu B Bakyyme npu 45 °C B TedeHun 6 4., nonyyas
259,6 r (88%) HasBaHHoro coeamHerns. 'H AMP (400 My, AMCO-dg) 8 7,58 (w. c., 1H),
7,40 (c, 1H), 3,93 (c, 1H), 3,87-3,84 (m, 1H), 3,77 (c, 3H), 2,27-2,14 (m, 1H), 2,12-2,02 (m,
2H), 1,98 (c, 3H), 1,96-1,84 (m, 1H), 1,70-1,48 (m, 6H), 1,42-1,31 (m, 1H), 1,08-1,02 (m,
1H), 0,97 (¢, 3H). XupaneHasa SFC (SFC-cnocob M) RT = 3,81 MuH., 99% €.H.

Craamna 1H. 4-((2-aToken-3,4-aMoKcoumknobyT-1-eH-1-nn)ammHo)-3-rugpokcu-N, N-
ANMETUNNUKONMHaMNG,
4-((2-aT0OKCU-3,4-4NOKCOLUMKNOBYT-1-eH-1-1n)ammHo)-3-rugpokcn-N, N-

ANMETUNNUKONMHaMKUA NMonyYanm, kak onucbiBaeTcs B gokymeHte W0O/2010/131145.

Cragna 11. (R)-4-((2-(((1,4-AnmeTtnn-1H-nupason-3-un)(1-
METUNLUMKNONEHTUI)METUIT)aMMHO)-3,4-AMOKCOLMKINODBYT-1-eH-1-1r)amMmmHO)-3-Tna poKCH-

N,N-gumeTmnnnukonuHammaa
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Cmecb ¢ 4-((2-sTokcu-3,4-guokcoumknobyTt-1-eH-1-mn)amumHo)-3-rugpokeun-N, N-
anmetunnukonuHammga (180 r, 590 wmmons), (R)-(1,4-aumetun-1H-nnpason-3-kn)(1-
METUMNLUMKNONEHTUN)METAHAMMHOBOW CONn  L-nnpornytammHoBon kucnotel (209 1, 625
mmone), EtOH (1L) n DIPEA (205 mn, 1180 mmons) nepemewmsanu npu 20-30 °C B
TedeHun 2 4. HOAc (23,8 mn, 416 mmone) gobasnanu, 4tobbl perynuposatb pH o 6-7.
PeakumoHHyt0 CMeCb MOTOM KOHLEHTPUPOBASM MPW NMOHWKEHHOM AaBNeHUM A0 NPUMEPHO
nonosuHbl obbema. Cmeck pasbasnanu sBogon (3,2 n) U nepememsani B TedeHnn 1,5 .
Mony4eHHyto B pesynbTaTe TBEPA0E BELWECTBO (pMnbTPOBaM, NpoOMbIBaniv BOAOM U NOTOM
cywmnun B Bakyyme npu 40-50 °C B TeueHun 20 4. ¢ nonyyeHnam 256 r (93%) HaszBaHHOro
COeNVHEHWS B BUAE XENTOro TBepAoro Bellectsa. PX-MC m/z 467,4 [M+H]". "H AMP (400
MIy, AMCO-ds) & 11,59 (w. c., 1H), 9,92 (w. c., 1H), 9,16 (c, 1H), 8,03-8,00 (m, 2H), 7,43
(c, 1H), 5,33 (4, J = 10,0 'y, 1H), 3,80 (c, 3H), 3,18 (c, 3H), 3,05 (c, 3H), 2,00 (c, 3H),
1,80-1,50 (m, 6H), 1,20-1,15 (M, 1H), 1,14-1,09 (M, 1H), 1,08 (c, 3H). [a]*%> = -78,4 (c =
1,0, MeOH). XupanbHaa SFC (SFC-cnocob N) RT = 4,77 muH., 98,5% e.H. AbcontoTHas
KOH(Urypaums Obina yCcTaHOBMEHa MO PEHTTEHOCTPYKTYPHOMY aHanmMay MOHOKpucTanna

(Purypa 1).

Mpumep 2
(S)-4-((2-(((1,4-QnmeTnn-1 H-nnpaszon-3-mn)(1-MeTUNUMKNoNeHTUN)MEeTUN)aMnHo)-3,4-

anokcoumnknobyT-1-eH-1-mn)ammHo)-3-rmgpokcn-N, N-gumeTnnnukonmHaMmmng

HasaHHOe coeguHeHue nonyyanu no aHanormm K lNpumepy 1, ncnonesysa (R)-2-
MeTunnponaH-2-cynbduHamug. PX-MC m/z 467,4 [M+H]+. "H AMP (400 My, AMCO-ds)
5 9,18 (w. c., 1H), 8,12-7,85 (m, 2H), 7,43 (c, 1H), 5,34 (g, J = 10,0 'y, 1H), 3,80 (c, 3H),
3,15 (w. ¢, 3H), 3,05 (w. c., 3H), 1,98 (c, 3H), 1,74—-1,52 (m, 6H), 1,41-1,27 (m, 1H), 1,23-
1,15 (m, 1H), 1,08 (c, 3H). [a]*° = + 88,49 (c = 0,5, MeOH). XupanbHas SFC (SFC-crnoco6
F) RT = 5,45 muH., 100% e.H.
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Mpumep 3
(R)-4-((2-(((1,4-OumeTnin-1 H-nnpaszon-3-un)( 1-MeTUnuuKnoneHTnn)MeTu)aMmmHo)-3,4-

AnokcoumknodyT-1-eH-1-un)ammnHo)-3-rngpokcn-N-nsonponun-N-MeTunnmkonMHammg,

0

o

W /N\
[F e

)=
N OH

_< o
Ctaama 3A. 4-Xnop-3-MeTOKCUMMKONTMHWITXNopUa
K pactBopy 4-xnop-3-MeToKCMnMKonmHoBomn kucnotbl (5,0 r, 30 mmonk) B XM (59
mn) npn 0 °C no kannam gobaenanu okcanunxnopug (8,46 r, 5,71 mn, 66,6 mMmonb).
Mony4eHHyto B pesynbTarte CMEeChb HarpeBanu A0 TemnepaTypbl OKpyXarwlwen cpenbl U
nepeMelwmnBanm B TeueHUn 2 4. PeakumoHHy0 CMeCb KOHLIEHTpUpOBanuM B Bakyyme,
nonyyvasa 5,49 r (100%) HasBaHHOrO COEAMHEHWS B BWAE CBETMNO-KENToro TBepAoro
Bewectea. Cvpur NPOAYKT MCNOMb30BanM HEMOCPEACTBEHHO Ha cneayrowen ctagun 6es
AononHUTeNbHoOM ouncTkn. "H AMP (400 My, CDCls) 8 8,43 (a, J = 5,1 'y, 1H), 7,71-7,51
(M, 1H), 4,01 (c, 3H).

Cragus 3B. 4-Xnop-N-n3onponunn-3-MeTokcu-N-mMeTUnnmkonmHamug,

K pactBopy 4-xnop-3-metokcunukonuHinxnopugy (175 r, 0,85 mone) 8 XM (500
mn) gobasnanu EtsN (172 r, 1,7 mons) npu 0 °C. NMotom gobasnanu N-meTunnponaH-2-
amuH (62 r, 0,85 monb), nogaepxuBass Temnepartypy BHyTpu Hwxke 10 °C. Cmecb
nepemewmsanm npu 15 °C B TeyeHun 16 4. [obasnanun sogy (500 mn), 1 opraHM4yeckun
cnon otaenann. BoaHem cnown skctparmposanu OXM (200 mn x 2). OBbepuHeHHble
OpraHu4yecKne SKCTPakTbl MPOMbIBaNM HacbIWEHHbIM coneBbiM  pacteopom (500 mn),
cywmnn Hag NaxSQy, bmnbTpoBanu, 1 KOHUEHTpUpoBanu B Bakyyme, nonydas 153 r (74%)
Ha3BaHHOro CoeAuHEHWs B BUAE KOpuyHeBOM macna. CbIpoM NpOAYKT MCMOnb30oBancs

HenocpeaCcTBEHHO 6e3 LONONMHUTENBHON OUUCTKN.

Cragusa 3C. mpem-bytun (2-(nsonponun(meTtun)kapbamomnn)-3-MeToKCUNMpuanH-4-
un)kapbamat
K pactBopy 4-xnop-N-usonponun-3-metokcu-N-metunnukonmHamumga (153 r, 0,63

monb) B gmokcaHe (1 n) pobasnanm NH.Boc (88,5 r, 0,76 monb) n KoCO3; (130 r, 0,95
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monb). Cmeck npogyBanm Ny, n gobasnanu Pd(OAc), (11,3 r, 0,05 monb) n xantphos (36,4
r, 0,063 monb). Cmecb Harpesann go 120 °C wn nepemewwBany B TeyYyeHun 16 u.
PeakymoHHyto cmechk oxnaxganm o 20 °C mn dunetpoBanu 4vepes uenut. dunetpat
KOHUeHTpupoBanu B Bakyyme. OctaTtok pacnpegenann mexgy EtOAc (500 mn) n Bogow
(500 wmn). OpraHuvyeckun CcCrnoM OTAENANM W NPOMbIBanNM HacbIWEHHbIM  COMEBbIM
pacteopom (500 mn), cywmnu Hag NapSOy, n puneTpoBanu. dunbTpaTt KOHUEHTPUPOBaNW
B BaKyyme, W CbIPON MPOAYKT YUCTUNN C UCMOSIb30OBaHUEM CUNUKareneBon KOMOHOYHOM
xpomarorpadpumn (ot 50 go 66% EtOAc B netponenHom asdupe), nonydas 160 r (78%)
Ha3BaHHOTO COEAUHEHWS B BUAE XENToro Teepaoro Bellectasa. 'H AMP (400 My, CDCls)
5 8,24-8,20 (m, 1H), 8,07-8,04 (m, 1H), 7,24 (c, 1H), 5,03-5,00 (m, 0,4H), 3,90 (c, 3H),
3,66-3,63 (m, 0,6H), 2,98 (c, 1,7H), 2,69 (c, 1,3H), 1,54 (c, 9H), 1,25-1,20 (m, 3H), 1,16-
1,13 (m, 3H).

Cragunsa 3D. 4-AmunHo-N-n3onponun-3-mMeToken-N-meTnnnmukonmHammng
K pactBopy mpem-0ytun (2-(nsonponun(metnn)kapbamomnn)-3-MmeToKkCUnmupnamnH-4-
un)kapbamata (160 r, 0,50 mone) B EtOAC (320 mn) gobasnann HCI/EtOAc (4,0 M, 750
mn). Cmecb nepemewmsariv npu 20 °C B TeyeHun 4 4. PeakumoHHyt0 CMecChb
KOHLUEeHTpupoBanu B Bakyyme, nonydas 150 r (>100%) HasBaHHOro coeguvHeHns B Buae
KOpUYHEBOW TBepAon Bewectsa. CHMpUA NPOAYKT WUCNONb30OBanu HEnocpeacTBeHHO Ges

AOMNOSMHUTENBHOW OYUCTKN.

Cragusa 3E. 4-AMnHO-3-rngpokcu-N-mnsonponun-N-metunnukonmHammg

K pacteopy 4-amnHo-N-n3onponun-3-metoken-N-metunnmkonmHamuaa (150 r, 0,67
monb) B AXM (1,5 n) pobasnanm TBAI (168 r, 0,47 monb). Cmecb oxnaxganv go 0 °C, u
no kannsam gobaesnsann pacteop BBrs (420 r, 1,68 monk) B AXM (500 mn), noaaepxueas
Temnepatypy BHyTpu Hwke 10 °C. PeakumoHHyto cmeck nepemewwmsanu npu 20 °C B
TeyeHun 16 4. PeakuymoHHy0 CMeChb racunu HacbliweHHbIM BogHbIM pacteopom NaHCO;
(2,5 n), v perynuposanm pH po 6~7. OpraHM4eckmii Cnov OTAENANM U NPOMbIBaNM BOAOW
(500 mn). OBbveanHeHHble BOAHblE crou cHoBa okcTparmpoBann OXM (1 n x 2).
ObbeanHeHHble OpraHMYeckMe 3SKCTPakTbl KOHUEHTPUPOBanM B BakKyymMe, W OCTartok
obpabateiBann OXM : MeOH = 10:1 (2 n) B TeyeHun 2 4. Cmecb punbTpOBanu, w

duneTpat KOHUeHTpuposanu B Bakyyme. Octatok obpabartbiBanm OXM : MeOH = 10:1
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(600 mn) B TedeHnn 1 4., n cmecb punbTpoBann. PUnbTpaT KOHUEHTPUPOBaNM B Bakyyme,
nonyyaa 140 r (99%) HasBaHHOro coeAvHeHWA B BUAE PO30BOro TBEPAOro BeLlecTsa.

Cvipui NpoayKT MCNOMb30Banv HENoOCpPeaACcTBEHHO B3 AONONMHNTENBHON OYUCTKU.

Craana 3F. 4-((2-sTokeun-3,4-AnoKcoUmKnobyT-1-eH-1-1n)aMmHo))-3-rngpokcmn-N-
nsonponun-N-mMeTunnMKonMHaMmg,

K pacteopy 4-amuHo-3-rngpokcun-N-nsonponun-N-metunnukonmHammga (140 r, 0,67
monb) B EtOH (1,4 n) pobasnsanu DIPEA (147 r, 1,14 monb) u 3,4-gieTokCnuymknobyT-3-eH-
1,2-amoH (159 1, 0,94 monb). Cmeck HarpeBanu go 35 °C 1 nepemeLwwvBany B TedeHun 16
4. PeakuyuoHHyto CcMeCb GunbTpoBanu, WU uUNbTpaT COXpPaHanuM Ana AanbHenwero
npuMeHeHns. OTPUNLETPOBaHHBIN KOpX pacTeopsnu B Boge (500 mn), n perynmposanu pH
Ao 6, ncnonb3ya HCI (1,0 M BogHbIn pacteop), U akcTparvposanu XM (500 mn x 2).
ObveanHeHHble XM SKCTpakTbl MPOMBbIBANM HAaCbIWEHHBIM ConeBbiM pacTteopom (1 n),
cywmnn Hag NapSOy4, duneTpoBanu 1 KOHUEHTpUpoBanu B Bakyyme. OcTaTok pactupanu
c MTBE (500 mn) B TeueHnn 2 4., n notom dunetpoBanu nonyyasa 73 r (33%) Ha3BaHHOro
COeVHEHNs B BMAE XKENTOro TBepAoro Bewectsa. MaTouHbIi pactBop 06beanHsnn ¢
pmnbTpaTom, BblAENEHHBIM paHee M KOHUEHTpupoBanu B Bakyyme. OCTartok 4nmcTunm C
NCMNONb30BaHMEM CUNUKAreneBom KOMOHOYHOW xpomaTtorpadum (201 5 o 50% EtOAc B
neTponenHom adupe), nonyyasa gononHutensHble 30 r (13%) Ha3BaHHOro CoeauHeEHUs B
BUAE XENTOro TBepAoro sellectsa. PX-MC m/z 334,2 [M+H]*. "H AMP (400 MI'y, CDCls)
5 13,30 (c, 1H), 8,09 (c, 1H), 8,01-7,90 (m, 2H), 5,85-5,80 (m, 0,5H), 4,95-4,88 (m, 2,5H),
3,50-3,31 (m, 1,5H), 3,03-2,95 (m, 1,5H), 1,55-1,50 (m, 6H), 1,42—-1,32 (m, 3H).

Cragusa 3G. (S)-N-((R)-(1,4-OnmeTtnn-1H-nmnpason-3-un)(1-MeTUnUMKNoOneHTun)MeTnn)-2-
MeTUNNponaH-2-cynesunHaMmng

B BbICYLLEHHYIO B CyLUMIBHOM LUKady KPYrrioAOHHYHO Konby 3arpyxanm |-
PrMrCI-LiCl (67 mn, 87,1 mmonb, 1,3 M pacteop B TI'®). Pactsop oxnaxganun o 0 °C, n
notom no kannam gobaenanu pacteop 3-noa-1,4-gumetun-1H-nvwpasony (15,5 r, 69,7
mMMmonb) B TI® (90 mn) B TeyeHun 15 MWH. C UCMOMb3OBaHWEM KarnenbHOW BOPOHKMW.
PeakuymoHHyo cMecCkb HarpeBanu L0 TemnepaTypbl OKpyXXaroLen cpeabl U nepemeLlunsanm
B TedeHun 1 4. Cmeck oxnaxganu cHoea go 0 °C, n no kannam gobaensanm (S,E)-2-meTtun-

N-((1-meTunuuknoneHTUN)MeTuneH)nponaH-2-cyneuHamug (npenapatmeHas Ctagusa 1C)
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(10,0 r, 46,4 mmonb) Bonee 5 muH. Cmecb HarpeBanu OO TemnepaTypbl OKPYXaroLen
cpenbl U nepemMelumsani B TedeHun 18 4. PeakuMOHHY0 CMECh BbliMBanM MeAneHHO B
HacbIweHHbIn BogHbIM pacteop NH4Cl (300 mn) npm O °C. Cmechb NoTom aKCTparnmpoBanm
EtOAc (350 mn x 2). ObbeauHeHHble opraHuyeckne akcTpakTbl cywmnu Hag NaxSOg,
dunbTpOBanNn N KOHUEHTpUpoBanu B Bakyyme. Cupoe macno sarpyxanv B8 MTBE (50 mn)
n rentan (100 mn), Nnony4Yas roMOreHHbIN pacTBop, KOTOPbIA KOHLEHTPUPOBaNu B Bakyyme,
nonyyasa TBepaoe BeLecTBO. TBepaoe BelecTBO cycrneHamposanu B rentade (50 mn) u
MOTOM KOHLEHTpMpOBanu B Bakyyme. [daHui npouecc MOBTOPSIM ABaXAbl, U KOHEYHYH
cycneHauto B rentaHe (50 mn) oxnaxganu go 0 °C, no3sons obpasoBaTbca BonbLieMy
KONM4ecTBy TBepAoro BewectBa. CycneHauo dunbTpoBanu, nonydaa 11,5 r (80%)
HasBaHHOro coefuHeHVs B Buae Benoro Teepaoro sewlectsa. PX-MC m/z 312,2 [M+H]".
'H AMP (500 MI'y, AMCO-ds) 8 7,34 (c, 1H), 4,37 (a, J =6,5 Ty, 1H), 4,10 (0, J = 6,4 Iy,
1H), 3,72 (c, 3H), 1,96 (c, 3H), 1,72—-1,51 (m, 6H), 1,44-1,35 (m, 1H), 1,16—1,03 (m, 1H),
1,01 (@, J =1,8Ty, 12H).

Cragua 3H. (R)-(1,4-Oumetnn-1H-nupason-3-un)(1-mMeTunymknoneHTun)MeTaHaMmmHa
rmapoxnopmg

K pacTBopy (S)-N-((R)-(1,4-pnmeTnn-1H-nmupason-3-un)(1-
METUNUMKNONEHTUN)METUN)-2-MeTunnponan-2-cynsduHammaga (28,7 r, 92,14 mmons) B
MeOH (150 mn) npn 5 °C pobasnanu HCI (50 mn, 200 mmonb, 4,0 M B 1,4-gnokcaHe).
MNMocne nepemewmBaHnsa B TedeHnn 3 4. npu 20 °C, pacTBOp KOHLEHTPMPOBaNu B BakyyMme,
nonyyas HasBaHHoe coeguHeHwe B Buae MoHO-HCI conu, pgonyckas KONM4ecTBEHHbIN
Bbixo4. CbIpon NpOAYKT MCMONb30BanM HENOCPEACTBEHHO 63 AONONMHNTENBHON OYUCTKM.
PX-MC m/z 191,2 [M-NH,]*. "H AMP (400 Mry, CDsOD) & 7,39 (c, 1H), 4,25 (c, 1H), 3,86
(c, 3H), 2,07 (c, 3H), 1,75-1,54 (m, 7H), 1,21-1,20 (m, 1H), 1,14 (c, 3H).

Cragusa 3l. (R)-4-((2-(((1,4-OumeTtnn-1H-nnpason-3-un)(1-
METUNLMKITONEHTUN)METUIT)aMNHO)-3,4-ANOKCOLMKNOBYT-1-eH-1-1)amuHO)-3-rnapokcn-N-
nsonponun-N-meTUnnNMKoNMHaMmmg,

K pacTsopy (R)-(1,4-anmeTnn-1H-nnpason-3-un)(1-
MeTUNUUKNoneHTun)metTaHammHa rugpoxnopugy (3,50 r, 14,36 mmons) B EtOH (50 mn)

npn 10 °C poBaenamm DIEA (3,10 r, 4,31 mn, 24,0 mmone). Nocne nepemewmBaHs B
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TeueHun 20 MuH., fobaBnanmn XenTyro cycneHsmto 4-((2-aToken-3,4-41noKkcoLmknodbyT-1-eH-
1-nn)amuHo)-3-rngpokcn-N-nsonponun-N-metunnukonmHamumga (4,0 r, 12,0 mmons) B
EtOH (100 mn), n nonyyeHHbIn B pe3ynbTaTe KOPUYHEBLIWM PacTBOP NMepemelumBani npu
TOW Xe TemnepaType B TedeHnn 16 4. PeakuymOHHY0 CMeCb KOHLIEHTPUPOBanu B Bakyyme.
OcTaTtoKk 4YUCTUNM C UCMONb30BaHMEM CUMMKareneBon KOMOHOYHOM XpomaTtorpadpun (oT
80% po 100% EtOAc B netponevHom admpe). Cupua NpPOAYKT a3eoTpOrnHO
anctunnuposanu ¢ EtOH (50 mn x 2), 1 NONyYeHHyHO B pe3ynbTaTe XEenTyr CyCrneH3uto
KOHUeHTpupoBanu Ao ~30 mn. Jobasnsanu gononHutensHsin EtOH (10 mn), n cycneHauto
nepemewmsanm npu 15 °C B TeueHnn 20 myuH. Cmechk punbTpoBanu, U OTPUNBTPOBAHHBIN
kopk npombiBan EtOH (10 mn). OTdunbTpoBaHHYHO nenewky cobupany v CyLuumnu,
nonyyaa 2,62 r (44%) Ha3BaHHOrO COEAWMHEHUS B BMAE CBETIIO-KENTOro TBEPAOro
Belecta. PX-MC m/z 4955 [M+H]*. "H AAMP (400 MI'y, AMCO-dg) & 11,35 (c, 0,3H),
10,85 (c, 0,7H), 9,88 (c, 1H), 9,11 (&, J = 9,8 'y, 1H), 8,05-7,90 (m, 2H), 7,43 (c, 1H), 5,33
(g, J =10,0 'y, 1H), 4,81 (c, 0,3H), 4,20 (c, 0,7H), 3,80 (c, 3H), 2,88 (c, 3H), 1,98 (c, 3H),
1,75-1,51 (m, 6H), 1,36—1,32 (M, 1H), 1,25-1,10 (m, 7H), 1,08 (¢, 3H).[o]*p = -49,8 (c =
0,26, MeOH). Ycnosus xupansHon SFC (SFC-cnocob D) RT = 4,62 muH., 100% e.H.

Mpumep 4
(R)-4-((2-(((1,4-OumeTtnin-1 H-nupaszon-3-un)(1-MeTUnUMKNoneHTUn)MeTn)aMmmHo)-3,4-

anokcoupnknobyT-1-eH-1-nn)ammHo)-N-aTtmnn-3-rugpokcn-N-meTunnmukonmHaMmmng

Cragusa 4A. 4-Xnop-N-311nn-3-MeTokcn-N-MeTunnmkonmHamma
N-MetunstaHamuH (138 r, 233 Mmonb) 1 TpuatunamuH (32,3 mn, 233 MMOnb)
[o0GaBnsann Kk pacTtBopy 4-xnop-3-MeTOKCUNMUKONMHUNXNopuay (npenapatmeHas CTagus
3A) (32 1, 155 mmonb) B OXM (150 mn). Cmecb nepemMelwuvBanu npu Temnepartype
OKpY>KatoLLer cpefbl B TeYeHun 48 4., m NOTOM KOHueHTpuposanm. OCTaTtok 4ncTunm C
NCMONb30BaHNEM CUMMKareneBon KONoHOYHoW xpomatorpadgum (o1 0 go 100% EtOAc B
neTponenHom adpupe), nonyyas 22 r (62%) Ha3BaHHOrO COEAMHEHUS B BUAE XKENTOro
macna. 'H AMP (400MI'y, CDCls) 8 8,25 (aa, J = 5,3, 6,8 'y, 1H), 7,35 (g, J = 5,3 'y, 1H),
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3,94 (g, J = 1,8 Ty, 3H), 3,66-3,55 (m, 1H), 3,23-3,12 (m, 1H), 3,12-2,72 (m, 3H), 1,35—
1,05 (M, 3H).

Crapusa 4B. mpem-bytun (2-(atun(meTtun)kapbamownn)-3-mMmeTokcMnnpmanH-4-mn)kapdbamar
K pactBopy 4-xnop-N-atnn-3-metokcn-N-metunnukonmHammaa (21,3 r, 93 Mmorns) B
anokcare (120 mn) gobasnann NHz.Boc (21,8 r, 186 mmone) n K,CO3 (25,7 1, 186 mmonb).
Cwmecb 3awmwanm B atmocgepe Ny, n gobasnann PA(OAc), (1,05, 4,7 mmonb) u
xantphos (2,7 r, 4,7 mmone). Cmechk HarpeBanm go 120 °C n nepemelumBanm B Te4eHun 16
4. PeakymoHHyo cmech oxnaxganu fo 20 °C n punetposanu Yepes uenut. dunetpar
KOHUEeHTpupoBanu B Bakyyme. OCTaToK YUCTUNN C MCNOMb30BAHMEM CUNMKarenesou
konoHou4Hou xpomarorpadpum (o1 0 go 100% EtOAc B neTponenHom acupe), nonyyasn 24 r
(83%) Ha3BaHHOrO COAMHEHWS B BUAE XeENTOro TBepAoro sellectsa. 'H AMP (400 ML,
CDCls) 6 8,25 (nnn, J =5,5,3,8,0,6 'y, 1H), 8,09 (na, J=55,161Ty, 1H), 7,26 (o, J =56
My, 1H), 3,92 (g, J=1,0Ty, 3H), 3,64 (xk., J =7,2 Ty, 1H), 3,18 (kB., J =7,1 'y, 1H), 3,13
(c, 1,5H), 2,86 (c, 1,5H), 1,56 (c, 9H), 1,28 (1, J=7,2 Ty, 1,5H), 1,13 (1, J = 7,1 Ty, 1,5H).

Ctaans 4C. 4-AMnHO-N-3TUN-3-MeTOKCU-N-METUNMNKONMHAMNA,

Pacteop HCIEtOAc (40 M, 40 wmn) pobasnamm k mpem-Bytun (2-
(atun(meTtnn)kapbamounn)-3-meTokcmnupuamH-4-un)kapdbamarta (16 r, 51,7 mmone), w
cmech nepemelwumsany npy 20 °C B TeveHun 18 4. CMmechb KOHUEHTpUpOBanu B Bakyyme,
nonyyast 12,71 r (100%) HasBaHHOro COeAVHEHWS B BULE XEMTOro TBEpAOoro BeLyecTsa. 'H
AMP (400 MI'y, CD5OD) & 8,00 (aa, J = 6,9, 1,5y, 1H), 7,02 (gn, J = 6,8, 0,7 'y, 1H),
3,86 (a4, J =2,7 'y, 3H), 3,35-3,28 (m, 2H), 3,16 (c, 1,5H), 3,00 (c, 1,5), 1,33-1,17 (m, 3H).

Cragus 4D. 4-AmuHo-N-3tun-3-rngpokcn-N-metTmnnmkonmHammng,
K pactBopy 4-amnHo-N-3TUN-3-MeToken-N-metunnukonmHammaa (5 r, 24 Mmonb) B
OXM (100 mn) pobaensanu TBAI (5,7 r, 15,5 mmone). Cmecb oxnaxgann go 0 °C, n no
kannam pgobaesnsanm pacteop BBri (23,9 r, 95,6 mmone) B XM (100 mn), nogaepxusas
Temnepatypy BHyTpu Hwxe 10 °C. PeakumoHHyto cmeck nepemewwwmsanu npu 10 °C B
TeyeHun 15 4. PeakymoHHyo cmecb racunun pacrtesopom BogHoro NaOH/MeOH (200 mn
MeOH, 11,5 r NaOH, 50 mn Boawn), npy 3TOM nogaepxuBas TemnepaTypy BHyTpu npu O

°C. Cmecb koHUeHTpupoBanm B Bakyyme. OCTatok 4YACTUNM C  UCMNOMb30BaHNEM
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cunuKareneBon KonoHovHon xpomatorpadpum (3 go 9% MeOH B [OXM), nonyyaa 3,1 r
(78%) Ha3BaHHOIrO COEAMHEHUS B BUAE XeNToro TBepaoro Belyectsa. 'H AMP (400 MIy,
AMCO-dg) 6 7,81 (@, J = 6,3 'y, 1H), 7,39 (w. c., 3H), 6,85 (4, J = 6,2 'y, 1H), 3,52-3,18
(M, 2H), 2,91 (w. c., 3H), 1,37-0,80 (m, 3H).

Crapusa 4E. 4-((2-aToken-3,4-gnokcoumknobyT-1-eH-1-nn)ammHo)-N-atmun-3-rugpokcn-N-
METUMNUKONMHaMML

K pactBopy 4-amunHo-N-atun-3-rugpokcn-N-metunnukonuHammga (7,01 r, 35,9
mmone) B EtOH (150 w™mn) pobasnamm K;COs; (4,96 r, 359 wmmone) u 34-
ANETOKCMUMKNOBYT-3-eH-1,2-anoH (9,17 r, 53,9 mmone). Cmeck Harpesanu o 50 °C um
nepemMelumBanu B TeyeHun 16 4. PeakyMOHHYH0 CMeCb urbTpoBanu 4Yepes LenuT, v
puneTpar KoHUeHTpupoBanm B Bakyyme. OCTaTtok YMCTUAM C  UCMOMb30BaHWEM
CUnMKarenesom KomnoHo4Hon xpomatorpacdum (ot 10 go 100% OXM B neTponenHom
adpupe, ot 0 go 20% MeOH B OXM), nonyyasa 4,77 r (42%) Ha3BaHHOrO COEAMHEHNA B
BMOE KOPUYHEBOW Macna. H ampP (400 Mly, CDCI3) & 13,62 (w. c., 0,5H), 13,50 (w. c,,
0,5H), 8,07 (a, J = 5,2 Ty, 1H), 7,94 (c, 1H), 7,88 (c, 1H), 4,90 (kB., J = 7,1 'y, 2H), 4,16
(w. c., 1H), 3,62 (w. c., 3H), 3,14 (w. c., 1H), 1,55 (1, J = 7,1 'y, 3H), 1,45-1,20 (m, 3H).

Crapus 4F. (R)-4-((2-(((1,4-OnmeTnn-1H-nnupason-3-un)(1-
METUMNLUMKIONEHTUN)METUI)aMMHO)-3,4-amokcoumnknobyT-1-eH-1-mn)ammHo)-N-atmn-3-
rmapoken-N-MeTunnnMKonMHaMmmz

PactBop 4-((2-atokcm-3,4-grokcoumknodbyT-1-eH-1-mn)ammnHo)-N-aTnn-3-rugpokcu-
N-metunnukonuHammaa (5,92 r, 18,54 mmonb) B EtOH (140 mn) pobasnanm k (R)-(1,4-
anmeTtun-1H-nupason-3-un)(1-MeTUnUMKNoneHTn ) MeTaHaMMHOBOM conu L-
NMpOrnyTaMmMHOBOW KUCNOThI (npenapartueHasa Ctagua 1G) (7,48 r, 22,2 mmonk) 1 DIPEA
(4,79 r, 37,1 mmone) B EtOH (50 Mmn). PeakuumOHHyO CMecCb nepemewmBani npum
KOMHaTtHOW Temnepatype B TeuyeHunm 16 4., K TMOTOM pPEAaKUMOHHYHO CMECH
KOHUeHTpupoBanu. OCTaTtok YMCTUIM C MUCMNOMb30OBaAHWEM CUMNUKareneBoM KONMOHOYHOW
xpomarorpadpun (netponenHein acpmp/EtOAc, ot 1: 5 po 0:1), nonyyasa 4,4 r (49%)
Ha3BaHHOroO COeAMHEHUs B BUAE XeNToro Teepaoro sewjectsa. PX-MC m/z 481,1 [M+H]".
'H AMP (400 MIy, CDsOD) 8 8,22 (w. ¢., 1H), 7,94 (w. c., 1H), 7,28 (c, 1H), 5,44 (c, 1H),
3,83 (c, 3H), 3,65 (w. c., 2H), 3,28-3,06 (m, 3H), 2,09 (c, 3H), 1,92-1,58 (m, 6H), 1,53-1,42
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(M, 1H), 1,38-1,21 (M, 4H), 1,17 (c, 3H). [a]®p = -77,88 (¢ = 0,5, MeOH). XupansHas SFC
(SFC-cnocob F) RT = 3,52 MuH., 99% e.H.

Mpumep 5
(S)-4-((2-(((1,4-OnmeTnn-1 H-nnpaszon-3-1n)(1-MeTUNUMKNOoNeHTUN)METUN)aMUHO)-3,4-

AnokcoumknobyTt-1-eH-1-un)ammHo)-N-aTun-3-rugpokcn-N-meTunnmkonmHammg,

0
i
i N
N” N
N NnN4 H N
L=
N OH
_/

o}

HasBaHHOe coeaunHeHne nonydanu no aHanorum k MNMpumepa 4, ncnonbaya (S)-(1,4-
anvetunn-1H-nnpason-3-un)(1-metunumknoneHtun)metadamud (Mpumep 2). PX-MC m/z
481,4 [M+H]". "H AMP (400 MI'y, IMCO-ds) & 11,70 (. c., 1H), 9,90 (w. c., 1H), 9,15 (.
c., 1H), 8,00 (w. c., 2H), 7,43 (c, 1H), 5,34 (g, J = 10,0 'y, 1H), 3,80 (c, 3H), 3,54 (w. c.,
2H), 3,17 (w. c., 1H), 3,02 (w. c., 2H), 1,98 (c, 3H), 1,75-1,52 (m, 6H), 1,40-1,28 (m, 1H),
1,25-1,10 (4H), 1,08 (c, 3H). [a]*> = +80,8 (c = 0,5, MeOH). XupansHast SFC (SFC-
cnocob K) RT = 3,11 MuH., 99% e.H.

Mpumep 6
(R)-3-(((1,4-aumeTtmn-1H-nnpason-3-un)(1-MeTUnNUMKNoneHTUN)MeTUIT)aMnHo )-4-((3-

rmapokcn-2-(Mop onmnH-4-kapboHUN ) MMpnanH-4-mn)aMmmHo ) umMknodyT-3-eH-1,2-4MOH

o)

o; >

NV
N N—nNH H
/ \ —

O N OH

\__/ o)

Cragusa 6A. mpem-byTun 4-xnop-3-MeTOKCUNMUKONNHAT
K pactsopy nupuaundy (7,91 r, 8,05 mn, 100 mmone) n t-BuOH (7,90 r, 10,1 mn, 107

mMmone) B OXM (32 mn) npu O °C pobaensanm no kannsm  pacTteop  4-xrop-3-

meTokeunukonuHunxnopuaa (npenapatmeHas Ctagma 3A) (5,49 r, 26,7 mmons) B XM
(26,7 mn). PeakumoHHyto cmech nepemelumany npu 0 °C B TedeHun 15 MuH., Harpesanm
4O TeMnepaTtypbl OKpy>KatoLen Cpefbl, U MOTOM HarpeBanu npu KMnsyeHun ¢ obpaTtHbIM

XONOAWMBHMKOM B TeYeHuM 4 4. PacTBopuTenb yaansnu B Bakyyme, 1 OCTaTok 3arpyxanm
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n pacrteopsanu B EtOAc. PactBop npomeiBann 1 H. BogHbim pactBopom NaOH wu
HacbILLEHHbIM COMEBbIM PacTBOPOM, (UNBTPOBaNM U KOHLIEHTPUMPOBanu B BakyyMe.
OcTaTok YMCTUnIM C UCMONB30BAHMEM CUMMKareneBon KONMOHOYHON xpomatorpadpum (o1 0
80 20% EtOAc B IXM), nony4yasa 3,10 r (48%) Ha3BaHHOro COEANHEHNS B BUAE XULKOCTMW.
PX-MC m/z 188,1 [M-tBu]*. "H AMP (400 MI'y, CDCls) 8 8,30 (g, J = 5,1 'y, 1H), 7,42 (g, J
=5,1 Ty, 1H), 3,98 (c, 3H), 1,65 (c, 9H).

Crtapusa 6B. mpem-bytun 4-((2-aTokcu-3,4-gruokcoumnknodyT-1-eH-1-mn)ammHo)-3-
METOKCUMMKONNHAT

o cmecn ¢ 3-aMUHO-4-3TOKCUUMKNOOYT-3-eH-1,2-agnoHy (169,2 1, 1,2 MOnb) u
Na,CO; (67,84 r, 0,64 monb) B TI® (1,8 L) pobasnanm Tpet-6ytnn 4-xnop-3-
meTokeunukonuHat (97,2 r, 0,4 monb) npu 25 °C. Cmeckb gerasnposanu n 6apboTtuposanu
N2 3 pasn. Jobasnsanm tBuXPhos-Pd-G; (15,9 r, 0,02 monb) u tBuXPhos (8,48 r, 0,02
MoOnb). PeakumoHHyto cmechk gerasmpoBanu n Bapbotmposanm N, 3 pasn. PeakumoOHHyH
cmechb Harpesanu o 80 °C mn nepemewmBanm B TedeHun 16 4. Cmecb oxnaxganu o 25
°C 1 noTom chmnbTpoBanm Yyepes Lenut. dunbTpat KoHLeHTpupoBanu B Bakyyme. OctaTok
YACTUIM C UCMOMb30BaAHNEM CUMMKareneBon KONOHo4YHOM xpomaTtorpadum (ot 0 go 50%
OXM B netponenHom adupe, notom ot 0 po 2,5% Troe s AXM). lMonyyeHHyto B
pesyneTate macno pactupanu ¢ rentaHom (250 mn) n nepemewwmsanu npu 25 °C B
TeyeHnn 3 4. Cmeck punbTtpoBanm, nonyyas 84,7 r, 60% Ha3BaHHOro COEAVMHEHUA B BUAE
CBETMO-KENTOro TBEpAoro BellectBa. PX-MC m/z 349,1 [M+H]". 'H SAMP (400 My,
CDCl3) 68,38 (4, J=5,4 Ty, 1H), 7,93 (w. c., 2H), 4,95 (xB., J = 7,1 Ty, 2H), 4,01 (c, 3H),
1,68 (c, 9H), 1,59 (1, J=7,2 'y, 3H).

Craana 6C. mpem-bytun (R)-4-((2-(((1,4-ammeTtnn-1H-nmupason-3-un)(1-
METUNLUMKNONEHTUI)METUIT)aMMHO)-3,4-AMOKCOLMKNOBYT-1-eH-1-1n)ammHo)-3-
METOKCUMMKONNHAT

DIEA (6,0 r, 46,4 mmonb) gobaenann k pacteopy (R)-(1,4-gumetun-1H-nnpason-3-
un)(1-mMmeTunumknoneHTun)MeTaHammHa rugpoxnopmay (npenapartmeHas Ctagusa 3H) (4,70
r, 19,3 mmone) B EtOH (70 mn). Cmeck nepemelwwumBany B TedeHMn 10 MUH., U NOTOM
pobasnanm mpem-ByTnn 4-((2-aTokemn-3,4-grokcoumnknobyT-1-eH-1-mn)ammHo)-3-

mMeTokeunukonuHat (4,0 r, 11,5 mmone). lonyveHHyto B peayneTarte cCMech nepemMeLumsani
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npy 20 °C B TedeHun 70 4. n NOTOM KOHUEHTpupoBanu B Bakyyme. OCTaTok 4icTunm C
MCNOMNb30BaHMEM CUMMKareneBon KOomnoHo4Hou xpomatorpadum (ot 0 go 80% EtOAc B
neTponenHom adgupe), nonyyas 5,85 r (100%) HasBaHHOrO COEANHEHUS B BUAE XKENTOrO
TBEpPAOro BelectBa. PX-MC m/z 510,1 [M+H]*. "H AMP (400 MI'y, IMCO-dg) & 9,97 (c,
1H), 9,06-9,02 (m, 1H), 8,20-8,18 (m, 1H), 8,09-8,07 (m, 1H), 7,44 (c, 1H), 5,36-5,33 (m,
1H), 3,84 (c, 3H), 3,80 (c, 3H), 1,98 (c, 3H), 1,72-1,53 (m, 15H), 1,35-1,30 (m, 1H), 1,24—
1,15 (m, 1H), 1,09 (c, 3H).

Crapusa 6D. (R)-4-((2-(((1,4-OnmeTnn-1H-nupason-3-un)(1-
METUNLUMKNONEHTUN)METUN)AaMUHO)-3,4-AUOKCOLMKNOBYT-1-eH-1-1n)aMmmnHo)-3-
METOKCUMMKONMHOBA KMCNOoTa

TOO (251, 16,3 mn, 219,3 mmonb) gobasnanu k pacteopy mpem-0ytun (R)-4-((2-
(((1,4-gumeTnn-1H-nnpason-3-mn)(1-MeTUnUUKNONEHTUIT)METUIT)aMUHO)-3,4-
ANOKCOUMKNOByYT-1-eH-1-1mn)ammHo)-3-meTokeunmukonuuaty (6,60 r, 13,0 mmonk) B XM (50
mn). MonyyeHHbIn B pedynbTare pacTBop NepemMeLunBany npu Temnepartype oKpyxaroLen
cpeabl B TedeHun 44 4. CMecCb KOHLEHTpMpOBanu B Bakyyme, n pH perynuposanm go ~8 ¢
ncnonb3oBaHMeM HacudeHoro BogHoro pacrtesopa NaHCOs;. Cmeck akctparmposanu XM
(20 mn). BogHe cnon nogkmcnann o pH ~3, ncnonesys 1 H. BogHbin pacteop HCI u
notoMm akctparvposanm OXM (100 mn x 5). O6beAnHEHHbIE OpraHNYeckue 3SKCTPaKTbl
KOHUEeHTpupoBann B Bakyyme, nonydaa 58 r (99%) HasBaHHOro CoeauHEeHWs B Buae

xenToro Teepaoro selectsa. PX-MC m/z 454,4 [M+H]".

Crapusa 6E. (R)-3-(((1,4-AnmeTnn-1H-nupason-3-mn)(1-
METUNLUMKIONEHTU)METUI)aMUHO)-4-((3-MeToKCK-2-(MOPONnH-4-kapboHUN ) MnpnanH-4-
nn)ammnHo )UMKnoodyT-3-eH-1,2-a1O0H

HATU (377 wmr, 0,99 mmone) gobaensanun k pacteopy (R)-4-((2-(((1,4-aumetnn-1H-
nMpason-3-mn)(1-MeTUNUUKNONeHTUN)METUN)aMNHO)-3,4-4NOKCOLMKODYT-1-eH-1-
NN)aMMHO)-3-METOKCUMMKONMHOBOM KncrnoTel (300 mr, 0,66 mmonk), mopdonuHa (57,6 wmr,
0,66 mmonb) u TEA (134 wmr, 1,32 mmons) B AXM (5 mn) npu 0 °C. lNonyyeHHyto B
pesynbTaTe cMecb nepemelumsany npu 25 °C B Te4eHnn 16 4. 1 NOTOM KOHLEHTpUpOBanm
B Bakyyme. Octatok pacteopsinm B EtOAc (10 mn) n npombiBany HacbIWEHHbIM BOAHBIM

pacteBopom KHCO, (10 mn). BogHein cnow akctparvposanu EtOAc (40 mn x 3).
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ObbeanHeHHble opraHudeckme akcTpakTbl cywmnu Hag Na,SO4 dunbTpoBanm wu
KOHLEHTpUpOBanu B Bakyyme, nonyyas Ha3BaHHOE COeAMHEHME B BULE XKEMNTOro TBEPAOro
Bewectea. Cupun NPOAYKT MCMNOMNb30BanM HENocpeacTBeHHO 6e3  [ononHUTENBHON
OUMCTKU, [OMyCKast KOMMYECTBEHHbIN Bbixod. PX-MC m/z 523,2 [M+H]*. "TH AMP (400 My,
CDs0OD) d 8,28-8,26 (m, 1H), 8,21-8,19 (m, 1H), 7,29 (c, 1H), 5,45 (c, 1H), 3,94 (c, 3H),
3,90-3,75 (m, 5H), 3,68-3,64 (m, 2H), 3,01-2,96 (m, 4H), 2,09 (c, 3H), 1,90-1,65 (m, 7H),
1,50-1,42 (m, 1H), 1,18 (c, 3H).

Crapusa 6F. (R)-3-(((1,4-OumeTtunn-1H-nnpason-3-un)(1-
METUNLUMKNONEHTUN)METUN)aMUHO)-4-((3-rngpokcn-2-(MopdonnH-4-kapOoHNN) NpUAnNH-4-
nn)amMmmHoO )umknoBbyT-3-eH-1,2-a1oH

K pacTBopy (R)-3-(((1,4-aumeTnn-1H-nnpason-3-mn)(1-
METUMNLMKNONEHTUN)METUIT)aMUHO )-4-((3-MeToKCU-2-(MOPHONmnH-4-kapboHUN ) IMPUANH-4-
nn)ammHo ))umknobyT-3-enH-1,2-guoHy (600 mr, 1,15 mmonk) B 1,4-gmuokcane (5 mn) npun 15
°C pobasnann MgBr, (634 mr, 3,44 mmonk). Cmeck HarpeBanu npu 120 °C B Te4eHun 2 u.
PeakumoHHyto cmecb punbTpoBanu, n punbTpaT KOHUEeHTpupoBanu B Bakyyme. OctaTtok
YUCTUNK C Ucnornb3oBaHnem npenapartmsHon BEPX (Agela Durashell C18 150 mm x 25 mm
x 5 mkm, oT 30 go 50% MeCN B 0,225% mMypalumHON KMCNoTbl B BOAE, 25 Mn/MuH., 11
MUH.), nonydas 66 ™Mr (11%) HasBaHHOro COeAMHEHWS B BWUAE XEenToro TBEpAoro
BeljecTa. PX-MC m/z 509,4 [M+H]". '"H AMP (400 MI'y, CD;OD) 8 8,22 (a, J = 5,5 I'y,
1H), 7,91 (w. c., 1H), 7,28 (c, 1H), 5,44 (c, 1H), 3,90-3,70 (m, 11H), 2,09 (c, 3H), 1,90-1,65
(M, 6H), 1,50-1,43 (m, 1H), 1,35-1,26 (M, 1H), 1,17 (¢, 3H). [a]*°p = -65,6 (c = 0,17, MeOH).
Ycnosusa xupansHon SFC (SFC-cnocob K) RT = 3,47 muH., 100% e.H.

Mpumep 7
(R)-3-(((1,4-OumeTnn-1H-nnpason-3-mn)(1-MeTUNLUKNONEHTUN)METMN)aMUHO )-4-((3-

rmapokcn-2-(4-metmnnmnepasmH-1-kapOoHnN)NPULMH-4-1n)amuHo ) UunknobyT-3-eH-1,2-

LVIOH
OX‘
7 NY
N D—~H
—
—N N OH
NEVAE
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HasgaHHOE coegumHeHue nonyyanu, cneays npoueaype, nogobHom nonyydeHnto (R)-
3-(((1,4-aumeTnn-1H-nnpason-3-mn)(1-MeTUNUUKNONeHTUN)METUN)aMUHO)-4-((3-rnapoKCU-
2-(moponuH-4-kapboHuN)NMpUanH-4-mn)ammHo )umknobyT-3-eH-1,2-anony  (Mpumep  6),
ncnoneb3ysa 1-metunnumnepasuvH, nonydas 19,7 mr (9%) HasBaHHOro CoeauHeHUs B Buae
KenToro Teepaoro Belectea. PX-MC m/z 522,5 [M+H]". 'H AMP (400 MIy, CDsOD) &
8,35 (c, 1H), 8,24 (a, J =56 Ty, 1H), 7,90 (g, J = 5,6 Ty, 1H), 7,28 (c, 1H), 5,44 (c, 1H),
3,92 (w. c., 4H), 3,82 (c, 3H), 2,80 (w. c., 4H), 2,53 (c, 3H), 2,09 (c, 3H), 1,90-1,65 (m, 6H),
1,51-1,42 (m, 1H), 1,35-1,25 (m, 1H), 1,17 (c, 3H). XupanbHasa SFC (SFC-cnocob F) RT =
3,66 MUH., 98,6% e.H.

Mpumep 8
(R)-4-((2-(((4-Xnop-1-meTun-1H-nnpaszon-3-un)(1-MeTUNUMKNoneHTUN)MEeTUN)aMNHO)-3,4-

ANOKCOUMKNoByT-1-eH-1-1n)ammnHo)-3-rngpokcn-N, N-oguMeTMnnnMkonmHammg,

0
i
A N

;‘N 2N

NN A N
\ — cl
N OH
/

o}
Cragusa 8A. (R)-2-Metun-N-((R)-(1-meTtun-1H-nmupason-3-un)(1-
METUIMLUMKNONEHTUN)METUN)NPONaH-2-CynbnHaMmmg

K pactBopy /-PrMrCI-LiCl (20,1 mn, 26,2 mmone, 1,3 M pacteop B TI®) npu -30 °C
nobasnann pacrteop 3-op-1-metun-1H-nyupasony (4,35 r, 20,9 mmone) B TI® (20 mn).
MonyyeHHbIV B pesynbTarte XenTbi pactsop nepemewwmsany npu 30-40 °C B TedeHuu 2 u.
PeakymoHHyto cmecb oxnaxganu o -30 °C, n no kannam pgobaensanm pacteop (S,E)-2-
MeTun-N-((1-MeTunUUKnoneHTun)MeTUneH)nponaH-2-cynbpuHammga (npenapaTtuBHas
Cragna 1C) (3,0, 13,93 mmonb) B TT® (5 mn). PeakynoHHyro cmeck Harpesanu o 30 °C
N nepemMewwumBann B TeyeHun 16 4. PeakuymoHHyro CMeCb BUNMBanmM MeLNEHHO B
HacblweHHbI BoaHbIn pactBop NH4Cl (100 mn) npu 5 °C n posbasnsanu sogoun (20 mn).
Cmecb notom akctparmposanm EtOAc (50 mn x 2). OObepuHeHHble OpraHunyeckue
aKkcTpakTbl cywmnn Hag Na,SQy4, dunbTpoBanu n KOHUEHTpUpoBanu B Bakyyme. OctaTok
YACTUNKM C NUCMONBb3OBAHNEM CUMUKAreneBon KONoHO4YHOW xpomaTtorpadum (o1 0 go 80%
EtOAc B netponenHom acumpe), nonyyasa 3,48 r (84%) Ha3BaHHOro COeAWHEHWS B BUAE
xenToro macna. PX-MC m/z 297,9 [M+H]". "H AMP (400 MI'y, CDCls) 8 7,26 (a, J = 2,1
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My, 1H), 6,08 (8, J = 2,2 Ty, 1H), 4,34 (g, J = 3,4 Ty, 1H), 3,86 (c, 3H), 3,59-3,55 (m, 1H),
1,80-1,55 (M, 6H), 1,50-1,43 (c, 1H), 1,18 (¢, 9H), 1,18—1,12 (m, 1H), 0,98 (c, 3H).

Crapgusa 8B. (R)-(1-MeTtun-1H-nupason-3-un)(1-MeTunymknoneHTnn)MeTaHaMmmH
HCI (80 mn, 4,0 M pacteop B MeOH) aobasnsanu k pacteopy (R)-2-metun-N-((R)-(1-
MeTun-1H-nmpason-3-un)(1-meTmnumknoneHTun)MeTun)nponaH-2-cynsduHammaa (6,59 r,
22,15 mmonb) B MeOH (50 mn). Mony4yeHHbIN B pesdynbTare pacTBop nepemMeLunsany npu
TemMnepaType OKpyXatoLen cpefbl B TEYEHUM 3 Y. U NMOTOM KOHLIEHTPMPOBann B BakyyMe.
HassaHHOe coefuHeHne Bbigenanu B Buge MoHo-HCI conum, gonyckas KonmyecTBeHHbIN
BbIXOA, W NCMNONb30Banu HENOCPEACTBEHHO Be3 AONONHUTENBHOW O4UCTKN. PX-MC m/z
193,8 [M+H]". "H AMP (400 MI'y, CDs0D) 57,63 (g, J =2,3 'y, 1H), 6,33 (g, J = 2,3 Iy,
1H), 4,25 (c, 1H), 3,92 (c, 3H), 1,85-1,65 (m, 6H), 1,60-1,55 (m, 1H), 1,31-1,25 (m, 1H),
1,05 (c, 3H). ABcontoTHasa CTeEPEOXMMUNSA HA3BaHHOIrO CoeanHEHUS NpeaHasHa4Yanach no

aHanorum k npenapartmsHoro Npumepa 1F.

Crapusa 8C. mpem-bytun (R)-((1-metun-1H-nnpason-3-mn)(1-
MeTUnUMKnoneHTun)MeTun)kapdamar

K pacteopy (R)-(1-metun-1H-nmnpason-3-un)(1-MeTtunumknoneHTnn)MeTaHammHa
(5,091, 22,2 mmonbk) B MeOH (150 mn) npu 15 °C pobasnanu TEA (9,25 mn, 66,5 mmons)
n (Boc),O (7,25 r, 33,2 mmoneb). lNMonyyeHHyo B pesynbTate CMeCb NepemeluvBany B
TeyeHUn 16 4. PeakuMOHHY0 CMECb KOHLEHTPUPOBarM B BakKyyMe W OCTaToK YMCTUMKN C
MCNOMNb30BAHMEM CUMMKareneBon KOomnoHo4Hou xpomatorpadum (ot 0 go 20% EtOAc B
neTponenHom adumpe), nonyyasa 5,72 r (88%) HasBaHHOrO COEAUHEHUS B BUAE CBETIIO-
xenToro macrna. PX-MC m/z 176,8 [M-BocNH]". 'H AMP (400 My, CDCl;) 8 7,24 (g, J =
22Ty, 1H), 6,07 (g, J = 2,2 'y, 1H), 5,39-5,30 (m, 1H), 4,67 (8, J = 9,5 'y, 1H), 3,87 (c,
3H), 1,79-1,61 (m, 6H), 1,44 (c, 9H), 1,38-1,17 (m, 2H), 0,94 (c, 3H).

Cragna 8D. mpem-bytun (R)-((4-xnop-1-metun-1H-nnpason-3-mn)(1-
METUNLUMKNONEHTUN)MeTun)kapbamar
NCS (3,12 r, 23,4 mmonb) gobaBnanu nopatmammn K pactesopy TpeT-oytun (R)-((1-
mMeTun-1H-nupason-3-un)(1-metunuuknonentun)metun)kapbamary (5,72 r, 19,5 mmons) B

AM® (100 mn). Cmeck HarpeBanu npu 50 °C B TeyeHun 16 4. [locne oxOonogXeHHs Ao
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TEMNepPaTypbl OKPYXXatoLen cpefbl, PeakuMOHHYt0 CMecCb BunmBanm B 3% BOAHYWN
pacteop LiCl (150 mn) n notom akctparnposanu EtOAc (70 mn x 2). OBbeanHeHHble
OpraHN4YecKkne IKCTPaKTbl KOHUEHTpupoBanm B Bakyyme. OcCTatok u4uCTMM C
MCNONb30BaHMEM CUMMKareneBon KomnoHodHou xpomatorpadum (ot 0 go 15% EtOAc B
neTponenHom adupe), nonydaa 6,0 r (94%) HasBaHHOrO COEAUHEHUS B BUAE CBETNO-
xenToro macna. PX-MC m/z 210,7 [M-BocNH]*. "H AMP (400 My, CDCls) 5 7,25 (c, 1H),
5,32-5,29 (m, 1H), 4,79 (8, J = 9,7 'y, 1H), 3,82 (c, 3H), 1,80-1,55 (m, 6H), 1,42 (c, 9H),
1,40-1,30 (m, 1H), 1,21-1,12 (m, 1H), 1,00 (c, 3H).

Cragwna 8E. (R)-(4-Xnop-1-meTtun-1H-nupason-3-un)(1-MeTunumuKnoneHTun)MeTaHaMmH
Ao cmecu c TpeT-OyTun (R)~((4-xnop-1-metun-1H-nmnpason-3-un)(1-
mMeTunuuknoneHtun)metTun)kapbamaty (6,0 r, 18,3 mmonb) 8 MeOH (20 mn) npu 15 °C
nobaenann HCI (150 mn, 600 mmonb, 4,0 M B MeOH). Cmech nepemelumBani B Te4eHUN 5
4. N NOTOM KOHLEHTpMpOBanuM B Bakyyme. HasaHHOe coeauHeHve BblAensnvy B Buae
MoHO-HCI conun, pgonyckas KOnNMYeCTBEHHbIM BbIXOA, W MCMOMNb30Bann HENOCPELCTBEHHO
6e3 AOoMoNHUTENbHOM ouncTkn. PX-MC m/z 228,0 [M+H]". "H AMP (400 My, CD;0OD) &

7,77 (c, 1H), 4,32 (c, 1H), 3,92 (c, 3H), 1,90-1,55 (m, 7H), 1,30-1,22 (m, 1H), 1,15 (c, 3H).

Crapusa 8F. (R)-4-((2-(((4-Xnop-1-meTtun-1H-nupason-3-un)(1-
METUIMLUMKNONEHTMUN)METUN)AMUHO)-3,4-ANOKCOLMKNOBYT-1-eH-1-1n)aMnHO)-3-Tna POKCH-
N,N-gnmeTunnukonmnHammaa

DIEA (5,0 r, 38,7 mmonb) pgobaenanm Kk cycneHsmm ¢ (R)-(4-xnop-1-metun-1H-
nmpa3son-3-un)(1-metunuuknoneHtun)metaHammHa (5,90 r, 22,3 mmons) B EtOH (100 mn).
Cmecb nepemewwvBann B TedeHun 30 MuH., U notom pobasnsanu 4-((2-sTokcun-3,4-
anokcounknodbyT-1-eH-1-mn)ammHo)-3-rngpoken-N, N-gumeTmnnmkonmHaMmmng,
(npenapatuBHas Ctagma 1H) (5,0 r, 16,4 mmonb). MonyyeHHyo B pesynbTate CMEChb
nepemewmsanm npu 20 °C B TeyeHun 16 4. PeakumoHHy0 cMmecb unbTpoBanu, w
Teepable BewecTea npombiBanu EtOH (10 mn x 3). Teepable BeLecTBa CycneHanposanm
B Boge (30 mn) n HarpeBanm npu 50 °C B TeyeHun 3 4. CycneHsuo unbTpoBanu.
Teepable BelwlecTtBa npombiBanu sogon (10 mn x 3) v cywmnu, nony4vasa 524 r (66%)
Ha3BaHHOro COeANHEHUs B BUAE XENToro Teepaoro sewjectsa. PX-MC m/z 487,3 [M+H]".
'H AMP (400 MI'y, IMCO-dg) 5 11,67 (w. c., 1H), 9,95 (w. c., 1H), 9,18 (c, 1H), 8,01 (c,
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2H), 7,95 (c, 1H), 5,44 (g, J = 10,0 'y, 1H), 3,86 (c, 3H), 3,18 (w. c., 3H), 3,05 (w. c., 3H),
1,78-1,58 (M, 6H), 1,39—1,31 (m, 1H), 1,21-1,10 (m, 1H), 1,07 (c, 3H). [a]*p = -145,151 (c
= 0,50, MeOH). XupansHas SFC (SFC-cnocob F) RT = 3,85 muH., 100% e.H. AbcontoTHas

KOHUrypaums Obina ycrtaHoBneHa no PeHTreHOCTPYKTYPHOMY aHanmMay MOHOKpucTanna
5 (Pwurypa 2).

Mpumep 9
(S)-4-((2-(((4-Xnop-1-meTnn-1H-nupason-3-un)(1-MeTUNLUKNONEHTUN)METUN)aMUHO)-3,4-

AnokcoumknobyT-1-eH-1-mn)ammHo)-3-rngpokcn-N, N-gumeTmnnmkonmHammg,

0
O

S /N‘
Q—NH NN
\ ) cl
N OH
10 /0
HasBaHHOe coeguHeHne nonydanu no aHanorum K lNpumepa 8, ncnonesysa (R)-2-
MeTunnponaH-2-cynbduHamug. PX-MC m/z 487,4 [M+H]*. "H AMP (400 MI'y, AMCO-dg) &
11,68 (w. c., 1H), 9,92 (w. c., 1H), 9,16 (w. c., 1H), 8,02-7,98 (m, 2H), 7,94 (c, 1H), 5,37
(@, J =10,2 'y, 1H), 3,86 (c, 3H), 3,18 (w. c., 3H), 3,05 (w. c., 3H), 1,74-1,55 (m, 6H),
15 1,37-1,30 (M, 1H), 1,21-1,14 (m, 1H), 1,07 (c, 3H). [a]*%> = +107,3 [c = 1, MeOH).
XupansHaga SFC (SFC-cnocob L) RT = 6,28 muH., 98% e.H.

Mpumep 10
(R)-4-((2-(((4-Xnop-1-meTun-1H-nnpaszon-3-un)(1-MeTUNUMKNoneHTUN)MeTUN)aMnHo)-3,4-

20 ANokcoUmknobyT-1-eH-1-nn)ammnHo)-3-rngpokcun-N-nsonponun-N-MeTunnmMkonMHammg,

HasgaHHOe coeguHeHne nonyvann ¢ 4-((2-sToken-3,4-AnokcoumknodbyT-1-eH-1-
nn)amuHo)-3-rmgpokcu-N-nsonponun-N-meTunnukonmHammaa (npenapatmeHas Cragus
3F) " (R)-(4-xnop-1-metun-1H-nnpason-3-un)(1-MeTunuUmMKnoneHTun)MeTaHammHa

25 (npenapatmeHas Ctagwsa 8E), cnegyrowme TOW e npoueaype, YTo U ANA NonyyYeHnsa B
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Mpumepe 8. XKenToe TBepAOe BelLecTBo, 64 Mr (41%). PX-MC m/z 515,3 [M+H]". "H AMP
(400 My, CD;0D) 8 8,21 (g, J = 5,1 Ty, 1H), 7,93 (w. c., 1H), 7,64 (c, 1H), 5,55 (c, 1H),
4,70-4,55 (m, 0,4H), 4,40-4,20 (m, 0,6H), 3,88 (c, 3H), 3,01 (c, 3H), 1,95-1,62 (m, 6H), 1,51-
1,42 (M, 1H), 1,35-1,20 (m, 7H), 1,18 (c, 3H). [a]*%> = -75,5 (c = 0,23, MeOH). XvpansHas
SFC (SFC-cnoco6 B) RT = 1,59 MuH., 100% e.H.

Mpumep 11
(R)-3-I'mapokcn-N-nsonponun-4-((2-(((4-metoken-1-metun-1H-nmupason-3-mn)(1-
METUNLUMKNONEHTU)METUI)aMMHO)-3,4-aMOKCOLMKNOBYT-1-eH-1-nn)amumHo)-N-

MeTUNNMKonnMHamMmmng

7\ :
N )—NH R
\
N OH \
4« o)

Ctagus 11A. 3-Nop-4-meToken-1-meTun-1 H-nnpason

NIS (4,41 r, 19,6 mmone) gobasnanu Kk pacteopy 4-metokcun-1-metun-1H-nupasony
(2,20 r, 19,6 mmonb) B OM®P (20 mn). PeakynoHHyt0 CMECb MepemeluvBann npu
Temnepartype okpyxaroLlen cpefbl B TedeHun 18 4. Cmeck pasbasnsanuv sogou (100 mn) m
HacCbIWEHHbIM coneBbIM pactBopoM (20 mn), n akctparmposanm EtOAc (50 mn x 5).
Ob6beanHeHHbIe OpraHMYeckmMe aKCTPaKTbl KOHLEHTpMpoBanu B Bakyyme. OCTaTok YaCcTunm
C UCMOMb30BaHNEM CUnUKareneBon KONoHO4YHon xpomatorpadum (ot 0 go 16% EtOAc B
netponenHom acpupe), nonyydas 310 wmr, (7%) Ha3BaHHOrO COeaVHEHNS B BUAE KOPUYHEBOW
TBEpPAON BelecTBa. PX-MC m/z 238,8 [M+H]". "H AMP (400 My, CDCls) 3 6,91 (c, 1H),
3,86 (c, 3H), 3,78 (c, 3H).

Craana 11B. (R)-N-((R)-(4-MeToken-1-metmn-1H-nmnpason-3-un)(1-
METUNUMKNONEHTUN)METUNM)-2-METUNNPONaH-2-CynbpuHaMmmng
K pacTtBopy 3-nog-4-metokcn-1-metnn-1H-nmupasony (399 mr, 1,68 Mmonb) B cBEXE
anctunnmposaHHom TId (4 mn) npu -40 °C gobasnsanu i-PrMrCI-LiCl (3 mn, 3,90 mmonb,
1,3 M pactBop B TI®P). [llonyyeHHyro B pesynbTare CMeCb MNepemMeLlumBani npum
TeMnepatype OKpyXarollen cpefbl B TeYeHUn 2 4., 1 notoMm oxnaxganu po -40 °C.

Hobasnanu pacTBop (S,E)-2-metun-N-((1-MeTnnumKnoneHTun)MeTUneH)nponaH-2-
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cyneduHamuga (npenapatmeHas Ctagua 1C) (250 wmr, 1,16 mmonb) B cCBexe
anctunnmposaHHom T (1 mn). PeakynoHHyr0 CMecb Harpesanu [0 Temnepatypbl
OKpY>KarLlen cpedbl U nepemMelvBany B TedeHun 16 4. PeakuuoHHyt0 CMeCb racunu
HacblWweHHbIM BoAHbIM pactBopoM NH4Cl (1 mn) npu 0 °C, n askctparmposann EtOAcC.
Ob6beanHeHHble OpraHMYeckmMe 3KCTPaKTbl KOHLEHTpMpoBanu B Bakyyme. OCTaTok YncTunm
C UCNONb30BaHMEM CUNUKareneBon konoHo4Hon xpomatorpagpum (ot 0 go 100% EtOAcC B
netponenHom adpupe), nonyvas 150 mr, 33% HasBaHHOrO COeAVHEHUS B BUAE XXENTOro
macna. PX-MC m/z 327,9 [M+H]". "H AMP (400 MI'y, CDCl5) & 6,95 (c, 1H), 4,31—-4,29 (m,
1H), 4,15-4,13 (m, 1H), 3,77 (c, 3H), 3,69 (c, 3H), 1,80-1,70 (m, 2H), 1,70-1,55 (m, 4H),
1,50-1,42 (m, 2H), 1,11 (c, 9H), 1,02 (c, 3H).

Cragua 11C. (R)-(4-Metokcu-1-meTtun-1H-nmpason-3-mun)(1-
METUILMKNONEHTMUN)METaHAMMNH

HCI (2,5 mn, 4,0 M B 1,4-anokcarHe) nobasnsanu k pacresopy (R)-N-((R)-(4-meTokcu-
1-meTnn-1H-nupason-3-un)(1-MeTUNUUKNONEHTUT)METUN)-2-MeTUNNPONaH-2-
cyneduHamuga (150 wmr, 0,458 mmonb) B MeOH (15 wmn). lMonyyeHHbIn B pesynbtarte
pacTBOp nepemelmBany B TeYeHMM 4 4. U MNOTOM KOHLEHTPMpOBanu B BakyyMme.
HassaHHoe coepuHeHue Bbigensanm B Buge MoHo-HCI conu, gonyckas KOnMYeCTBEHHbLIN
BbIXO4 W MCMNONb30Bann HenocpeacTBeHHO ©e3 pgononHutensHon oumnctku. PX-MC m/z
207,3 [M-NH.]*. "H AMP (400 My, CD;0D) 3 7,40 (c, 1H), 4,19 (c, 1H), 3,82 (c, 3H), 3,75
(c, 3H), 1,80-1,61 (m, 6H), 1,51-1,45 (m, 1H), 1,25-1,15 (m, 1H), 1,09 (c, 3H).
ABCONOTHas CTEPEOXUMUA Ha3BaHHOIMO COEAMHEHWs MpejHasHadanacb Mo aHanormm K

npenapatmsHomy [pumepy 1F.

Cragna 11D. (R)-3-I'mapokcu-N-nsonponun-4-((2-(((4-metokeun-1-metun-1H-nnpason-3-
nn)(1-MeTUNUUKNONEHTUN )METUN)aMUHO)-3,4-aMoKCcoUMKNoByT-1-eH-1-mn)ammHo)-N-
METUNNMKONIMHaMNE

Ao CyCMNEeH3nn c (R)-(4-meToken-1-meTtnn-1H-nnpason-3-mn)(1-
mMeTunuuknoneHtun)metaHammHa (2,43 r, 9,35 mmonb) B EtOH (60 mn) npn 5 °C
pobasnann DIEA (11,8 r, 91,5 mmonb). lNocne nepemewwmBanmsa B TedeHun 10 MUH.,
nobasnanu 4-((2-aTokcun-3,4-anokcoumknodyT-1-eH-1-mn)ammHo)-3-rug pokcmn-N-

nsonponun-N-metunnukonuHamug (npenapatmeHas Ctagua 3F) (3,05 mr, 9,15 mmons).
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MonyyeHHbIM B pesynbTare pacTtBop nepeMewmBann B TedeHun 3 gHen. Cwmechb
KOHUeHTpupoBanu B Bakyyme. OCTaTOK 4YACTMIM C MCMONb30BaHWEM CUNUKareneBomn
KonoHouHon xpomatorpadum (ot 20 go 100% EtOAc B netponenHom adupe). Cupun
npoaykt 3arpyxxanu B EtOH (30 mn) n nepemewwmsanm npu 20 °C B TeyeHun 16 u.
MenkogucnepcHyto cycneHsmio  dunetpoBann, nonydaa 3,26 r (70%) HasBaHHOro
COEHEHUS B BULE XeNToro TBepaoro Belectsa. PX-MC m/z 511,4 [M+H]*. "H AMP (400
MIy, AMCO-dg) & 11,34 (c, 0,3H), 10,84 (c, 0,7H), 9,94 (c, 1H), 9,13 (4, J = 9,8 'y, 1H),
7,99-7,94 (m, 2H), 7,48 (c, 1H), 5,34 (a, J = 10,3 'y, 1H), 4,82 (w. c., 0,3H), 4,18 (w. c,,
0,7H), 3,78 (c, 3H), 3,67 (c, 3H), 2,95-2,84 (m, 3H), 1,72—-1,50 (m, 6H), 1,35-1,24 (m, 1H),
1,21-1,10 (m, 7H), 1,02 (c, 3H). [a]*'p = -114,4 (c = 0,50, MeOH). XvpansHas SFC (SFC-
crnocob B) RT = 1,52 muH., 100% e.H.

Mpumep 12
(R)-3-I'mapoxken-4-((2-(((4-meToken-1-metun-1H-nnpason-3-un)(1-

METUNLUMKIONEHTUN)METUN)aMUHO)-3,4-AMOKCOUMKNOBYT-1-eH-1-nn)ammHo)-N, N-

AUMETUNNNKONMHAMUA
0
Oy K o~
N
NN RT S
— ‘N\
N OH
/o

HasgaHHOe coeguHeHne nonydannm ¢ 4-((2-atokcn-3,4-anokcoumknodbyT-1-eH-1-
un)ammHo)-3-rngpokeun-N, N-gumetunnukonHammaa (npenapatmeHas Ctagua 1H) u (R)-
(4-meToken-1-meTun-1H-nnpason-3-mn)(1-MeTUNUMKNONeHTMN)METaHaAMUHA
(npenapatneHas Ctagma 11C) cneaysa npoueaype, nogobHon anga nonydeHus ¢ MNpumepa
11. XenTtoe TBeppoe BelecTBO, 45 Mr (56%). PX-MC m/z 483,4 [M+H]*. 'H AMP (400
MI'y, CD;0D) 88,21 (g, J =5,5Tu, 1H), 7,90 (4, J = 5,5y, 1H), 7,30 (c, 1H), 5,43 (c, 1H),
3,78 (c, 3H), 3,74 (c, 3H), 3,24 (w. c., 3H), 3,17 (w. c., 3H), 1,91-1,74 (m, 2H), 1,70-1,60
(M, 4H), 1,45-1,35 (m, 1H), 1,30-1,20 (m, 1H), 1,11 (c, 3H). [a]**> = -87,5 (c = 0,50,
MeOH). XupaneHas SFC (SFC-cnocob F) RT = 4,86 muH., 97,4% e.H.
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Mpumep 13
(R)-3-I'mapoxken-4-((2-((1-(4-meTokem-1-metun-1H-nnpason-3-un)-2,2-
ANMETUNNPONUI)aMNHO)-3,4-anokcoumknodbyt-1-eH-1-nn)ammHo)-N, N-

ANMeETUNNMKoONMHamMmg

o)
O \t/og/
; N N\

N NN H

|
— N=N
\
N OH \
/o

Craauna 13A. (S,E)-N-(2,2-AumeTnnnponunuaeH)-2-MeTunnponaH-2-cynsmHammg

Tutany (IV) stokcmg (68,9 r, 302 mmonb) gobaenanu K pacTBopy nMBanbgervga
(10,0 r, 116 mmons) B XM (830 mn). Cmeck nepememsany B Te4eHnn 20 MUH., U NOTOM
pobaenann (S)-2-meTunnponaH-2-cyneduHamug (14,1 r, 116 mmonb). lMonyyeHHyo B
pesynbTate CMeCb NepemeLLnBan npyu TemnepaType OKpyxXarowen cpefbl B Te4eHun 16
4. U notom racvnn Bogon (250 mn). Cmecb uneTpoBanM, U TBepAble BellecTBa
npombeiBanu TI® (500 mn x 2). ObbeanHEHHbIE OpraHUYecKkne Crnou KOHLUEHTpUpOBanu B
Bakyyme. OcCTatok 4MCTUAM C  WUCMONb3OBaHWEM  CUNMKareneBoW  KONMOHOYHOW
xpomatorpadum (o1 0 go 5% EtOAc B netponenmHom 3dupe), nonyyaa 24,4 r (75%)
Ha3BaHHOTO COeAMHEHUs B Buae BecLpeTHoro macna. PX-MC m/z 190,2 [M+H]*. "H AMP
(400 MI'y, CDCl3) 8 7,92 (c, 1H), 1,20 (c, 9H), 1,16 (c, 9H).

Cragua 13B. (R)-N-((R)-1-(4-MeTokcun-1-metun-1H-nvpason-3-un)-2,2-gMMeTMnnponnn)-2-
MeTUnnponaH-2-cynbpuHammng

K pacteopy 3-og-4-metokem-1-metun-1H-nnpasony (npenapatueHas Ctagus 11A)
(250 wmr, 1,05 mmonb) B ceexe auctunnuposaHHom TI® (0,7 mn) npu -40 °C gobasnanu i-
PrMrCI-LiCI (1,7 mn, 2,22 mmonb, 1,3 M pacteop B TI®). lNMonyyeHHyto B pesynbTaTe
cMmecb nepemewmvBany npym 15 °C B TedeHun 1 4., 1 notom oxnaxgann o -40 °C.
Hobasnanu pacTtsop (S,E)-N-(2,2-gumeTmnnponmnunieH)-2-metunnponaH-2-
cyneuHamuaa (140 mr, 0,74 mmons) B ceexe guctunnmposaHHoM TT® (0,5 mn). Cmeck
Harpesann Ao 15 °C mn nepemewwmBann B TeyeHuM 16 4. PeakuymoHHy0 CMeCb racunu
HacbiWweHHbIM BoaHbIM pacteopoM NH4CIl (1 mn) npu 0 °C wm akctparmposanm EtOAcC.
Ob6beanHeHHbIe OpraHMYeckme 3KCTPaKkTbl KOHLEHTpMpoBanu B Bakyyme. OCTaTok YaCTunm

C MUCMNONb30BaHWEM CUnMKareneBon KONoHo4Hou xpomaTtorpadpum (ot O go 100% EtOAc B
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neTponenHom adupe), nonydasa 80 mr (36%) Ha3BaHHOrO COEAMHEHUS B BUAE XKENTOrO
macna. PX-MC m/z 301,9 [M+H]*. 'H AMP (400 MI'y, CDCls) 8 6,97 (c, 1H), 5,32-5,31 (m,
1H), 4,20-4,15 (m, 1H), 3,83 (c, 3H), 3,71 (c, 3H), 1,11 (c, 9H), 1,01 (c, 9H).

Cragmna 13C. (R)-1-(4-MeTokcu-1-meTtun-1H-nnpason-3-un)-2,2-guMmetTunnponax-1-ammH

HCI (1,2 mn, 4,0 M B MeOH) pobasnsanun k pacteopy (R)-N-((R)-1-(4-meTokcm-1-
MeTun-1H-nmpason-3-1n)-2,2-auMeTunnponun)-2-meTunnponaH-2-cynspuHammnga (80 wmr,
0,27 mmonb) B MeOH (7 mn). Cmeck nepemewmsanu npm 15 °C B Te4eHUM 4 4., 1 NOTOM
KOHLEHTpUpoBanu B Bakyyme. HassaHHoe coefmHeHne Bblaensnu B suge moHo-HCI conm,
[OMycKasi  KONMWYECTBEHHbIM  BbIXOL W WCNONb30BanM  HEMnocpeacTtBeHHo  Oes
[0MOMnHUTENbHOM ouncTkn. PX-MC m/z 180,8 [M-NHz]*. "H AMP (400 My, CDsOD) & 7,43
(c, 1H), 4,10 (c, 1H), 3,84 (c, 3H), 3,78 (c, 3H), 1,05 (c, 9H). XupaneHas SFC (SFC-cnocob
J) RT = 1,85 muH., 93,7% e.H. ABcontoTHass CTEPEOXMMUS Ha3BaHHOIO COeaMHEHUS

npegHasHa4anacbk no aHanorum kK npenapartmsHomy Npumepy 1F.

Cragusa 13D. (R)-3-Imapokcn-4-((2-((1-(4-metoken-1-metmnn-1H-nnpason-3-un)-2,2-
ANMETMNNPONM)aMnHO)-3,4-anokcoumknodyT-1-eH-1-nn)ammHo)-N, N-
AUMETUNMIMKONTMHAMMA,

K pactBopy (R)-1-(4-metokcun-1-meTtun-1H-nnpason-3-un)-2,2-gumetunnponaH-1-
ammHa (60 mr, 0,26 mmone) B EtOH (3 mn) npm 15 °C pgobasnanun DIEA (63,5 wmr, 0,49
mMmonb). [locne nepemewmBaHvem B TedeHun 10 MuH., pobasnsnu 4-((2-atokcm-3,4-
ANokcoumknobyT-1-eH-1-1n)ammHo)-3-rugpokcn-N, N-gumetmnnmkonmHamumga
(npenapatueHas Ctagms 1H) (50 mr, 0,16 mmonb). lNMonyyeHHyto B pesynbTare CMeChb
nepemelLvBanM nNpu TemnepaTtype OKpyXarowen cpeabl B TeyeHun 16 4. nm noTtom
KOHUeHTpupoBanu B Bakyyme. OCTaToK YACTUIM C WUCMNOSMb3OBaHWEM MpenapaTMBHOM
BEPX (Agela Durashell C18 150 mm x 25 mm x 5 mkm oT 14 go 54% CH3;CN B 0,225%
MypPaBbWUHOW KMCNOTE B BOAE, 25 Mmn/mMuH., 11 MuH.), nony4dasa 42,1 mr (56%) HasBaHHOro
CoeaVHEeHVs B BUAE XeNTOoro TBepAoro Bellectsa. PX-MC m/z 457,4 [M+H]". "H AMP (400
My, AMCO-ds) d 11,64 (w. c., 1H), 9,99 (c, 1H), 9,12 (a4, J = 8,8 'y, 1H), 8,01 (c, 2H),
7,49 (c, 1H), 5,22 (g, J = 10,3 'y, 1H), 3,79 (¢, 3H), 3,67 (¢, 3H), 3,19 (w. c., 3H), 3,06 (.
c., 3H), 0,94 (c, 9H). [a]*b = -110,8 (c = 0,33, MeOH). XupanbHas SFC (SFC-cnoco6 J)
RT = 3,95 MuH., 100% e.H.
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Mpumep 14
(R)-3-I'mapokecn-N-unsonponun-4-((2-((1-(4-metoken-1-metnn-1H-nnpason-3-mn)-2,2-

ANMETMNNPONMN)aMMNHO)-3,4-4NOKCOLUMKNOBYT-1-eH-1-1n)aMmmHO)-N-MeTUNNNKONMHaMmZ,

o
0 {\Q/
N
N D)NH H h}\\
OH
o

N
\

b
HasgaHHOe coeauHeHne nonydann ¢ 4-((2-atokcn-3,4-anokcoumknodbyT-1-eH-1-
nn)ammHo)-3-rngpokcn-N-nsonponun-N-metunnukonmHammga  (npenapatueHas Cragus
3F) n (R)-1-(4-meToKken-1-meTun-1H-nnpason-3-un)-2,2-gumetTnnnponaH-1-ammHa
(npenapatueHas Ctagua 13C), cneays npoueaype, nogobHoun nonyyeHuo B MNpumepe 13.
YenToe TBeppoe BelecTBo, 18 Mr (25%). PX-MC m/z 485,4 [M+H]*. "H AMP (400 MIy,
CDs;0D) 8 8,18 (w. c., 1H), 7,94 (w. c., 1H), 7,33 (c, 1H), 5,35 (c, 1H), 4,64 (w. c., 0,3H),
4,30 (w. c., 0,7H), 3,81 (c, 3H), 3,76 (c, 3H), 3,02 (c, 3H), 1,33—-1,20 (m, 6H), 1,04 (c, 9H).
XupansHasa SFC (SFC-cnocob K) RT =2,78 MmuH., 98,7% €.H.

Mpumep 15
(R)-4-((2-(((4-(AndpTopmeTokcn)-1-metmn-1H-nupason-3-un)(1-
METUNLUMKNONEHTU)METUI)aMMHO)-3,4-0MOKCOLMKNOBYT-1-eH-1-1n)ammHO)-3-rng poKcu-

N,N-anmeTnnnukonmuHammg
\

F
0
0 %OSAF
; N
N D—NH H r\\|\
— N
N OH \

/0
Craamna 15A. 4-(dndptopmeTokcn)-1-meTtun-1H-nmupason
K pactBopy 1-metun-1H-nupason-4-ony (1,0 r, 10,2 mmons) B IPA (10 mn) npm 15
°C pobaenamm KOH (2,86 r, 51,0 wmmonb) C nocnegyrowmm  aobaBneHusam
xnopandpTtopmetaHa (8,81 r, 102 mmonb). Peakuuss 6bina ak3otepmmyeckon. Cmech
nepemelunBann npu Temnepartype OKpyKarowen cpeabl B TeYeHun 12 4. PeakumoHHyHo

CMeCb BbinvBanu B Bogy W akcTparmpoBann EtOAc. OObefgunHeHHble opraHuyeckue
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3KCTPaKTbl NPOMbIBaNM BOAOW N HaCbILLEHHBIM CONEBbLIM PacTBOPOM, cywmnm Hag MgSOy,
puneTpoBanM M KoHUEHTpupoBanu B Bakyyme. OCTaToK YUCTUMM C UCMOMb30BaHUEM
cunuKareneBon KOMOHOYHOM xpomatorpadum (33% EtOAc B neTtponemHom adupe),
nonyyas 700 mr (46%) Ha3BaHHOro coeguHeHns B Buge xentoro macna. PX-MC m/z 148,9
[M+H]*. "H AMP (400 MI'y, CDCl3) 8 7,37 (¢, 1H), 7,32 (¢, 1H), 6,34 (1, J = 73,03 'y, 1H),
3,98-3,78 (c, 3H). "°F AMP (376 MI'y, CDCl3) 3 -83,6.

Crapusa 15B. 4-(QudpTopmeToken)-3-noa-1-metun-1H-nmupason

NIS (6,38 r, 28,4 mmonb) pobasnanu k pacteopy 4-(audTopmMeTokem)-1-metun-1H-
nupasony (1,40 r, 9,45 mmonb) B auetoHnTpune (25 mn). Nony4yeHHyto B pesynbtaTe
cmechk Harpeanv npu 50 °C B TeueHun 84 4. PeakymoHHyro cmech pasbasnanu Bogom (15
mn) n akctparmposanun EtOAc (20 mn x 3). O6beanHEHHbIE OpraHNYeckue 3KCTPaKTbl
MPOMbIBaN HacbIWeHHbIM BOAHLIM pacTBopoM NayS203 M HacbILWEHHbIM CONEBbIM
pacTtBopoMm, cywmnu Hag Na,SO4, puneTpoBanu 1 KOHLEHTpUpoBanu B Bakyyme. OcTtatok
YUCTUINM C UCNOMb30BaHMEM npenapaTtneHom cunukareneson TLUX (50% EtOAc B
neTponenHom acgpupe), nonyydas 260 mr (10%) Ha3BaHHOro CoeguHEHNS B BULE XKENTOro
TBEpAOro BelectBa. PX-MC m/z 275,1 [M+H]*. "H AMP (400 MI'y, CDCls) 8 7,27 (c, 1H),
6,41 (1, J = 73,03 'y, 1H), 3,92 (c, 3H). "°F AMP (376 MI'y, CDCl3) 5 -83,6.

Cragna 15C. (R)-N-((R)-(4-(OndpTtopmeToken)-1-metun-1H-nnpason-3-un)(1-
METUNUMKNONEHTUN)METUM)-2-METUNNPONaH-2-CynbPuHaMmmng,

K pactBopy 4-(andptopmeTokcn)-3-nog-1-metun-1H-nnpasony (66,2 mr, 1,3 MMonb)
B TI® (5 mn) npu -40 °C pobasnsanm no kannsam i-PrMrCI-LiCl (0,43 mn, 0. 0,557 mmonb,
1,3 M pacteop B TI'®). [NonyyeHHyto B pesynbtare cMmecb nepemelwumsanu npu -10 °C B
TedyeHun 1 4., n notom oxnaxganm o -40 °C. Jobasnanm pacteop (S,E)-2-metun-N-((1-
METUNLUUKNONEHTUI)METUNEH)NponaH-2-cyneduHamuaa (npenapatmeHaa Ctagus 1C) (40
mr, 0,19 mmone) B TI® (3 ™mn). PeakumoHHyto cmecb Harpesanu o 50 °C wm
nepemMeLunBanm B Te4eHUM Houn. CMechb racunmn HacbiweHHbIM BogHbIM pacteopoM NH4Cl
npm 10 °C wn oakctparmpoBanu EtOAc. Ob6beanHeHHble OpraHn4eckue 3SKCTPaKTbl
KOHUEeHTpupoBanu B Bakyyme. OCTaToK YACTMIM C WUCMNOSMb3OBaHWEM MpenapaTMBHOM
cunukareneson TLUX (80% EtOAc B netponenHom adupe), nonydas 70 mr (46%)

Ha3BaHHOro coeauHeHus B Buae xentoro macna. PX-MC m/z 363,9 [M+H]". H AamP (400
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My, CDCl3) 8 7,25 (¢, 1H), 6,37 (t, J = 73,03 'y, 1H), 4,33 (4, J = 6,8 'y, 1H), 3,90-3,71
(M, 4H), 1,77-1,55 (M, 6H), 1,54—1,42 (m, 1H), 1,28-1,13 (m, 10H), 1,08-0,98 (m, 3H). "°F
AMP (376 My, CDCly) 5 -83,2.

Craauna 15D. (R)-(4-(AmndTopmeTokcn)-1-meTtnn-1H-nmnpason-3-un)(1-
METUNLMKNONEHTUN)METaHaMMH

HCI (1 mn, 4,0 M B MeOH) po6aensanu k pacteopy (R)-N-((R)-(4-(andTopMeToKCK)-
1-meTnn-1H-nnpason-3-1n)(1-MeTUNUMKNONEHTUN)METUN)-2-METUNNPONaH-2-
cyneuHamuaga (35 mr, 0,096 mmone) B MeOH (1 mn) npn 5 °C. Cmeck nepemelumsanu
npu 20 °C B Te4eHun 3 4., 1 NOTOM KOHLEHTpUpOBanu B Bakyyme. HaszBaHHOe coefuHeHne
Bblgensnu B euae MoHo-HCI conu, gonyckasi KONMYECTBEHHbIN BbIXO4, W MCMONb3oBanm
HEenocpeACTBEHHO 6e3 AONOMHUTENBHOM OYUCTKM. ABCONIOTHaa CTEPEOXUMUS HA3BaAHHOTO
coeAVHeHs NpeaHasHavanack no aHanorum K npenapatnsHomy Mpumepy 1F. PX-MC m/z
242 8 [M-NH,]".

Cragusa 15E. (R)-4-((2-(((4-(OAndpTopmeToken)-1-metmn-1H-nnpason-3-un)(1-
METUNLUMKNONEHTUN)METUIM)aMUHO)-3,4-0MOKCOLMKNOBYT-1-eH-1-1n)ammHO)-3-Tng poKCu-
N,N-pnmeTunnukonmHammg

K pacTBopy (R)-(4-(gmndpTopmeTtokcn)-1-meTtnun-1H-nnpason-3-mn)(1-
MeTunuuknoneHtTun)meTaHammHa (28 wmr, 0,11 mmons) B EtOH (2 mn) npn 20 °C
pobaenann DIEA (140 wmr, 1,08 mmonb). lNMocne nepemiwyBaHHS B TEYEHUN 5 MUH.,
fobasnanu 4-((2-aToKCK-3,4-anokcoymknodyT-1-eH-1-nn)ammHo)-3-rugpokcn-N, N-
anvetmnnukonuHamug (npenapatmeHaa Ctagusa 1H) (30 mr, 0,108 mmone). MNony4yeHHyto B
pesyneTate cmecb nepemewmsanu npy 30 °C B Te4eHUN 6 4., 1 NOTOM KOHLIEHTPUPOBanu
B Bakyyme. OcCTaroKk 4ncTunm ¢ ncnonb3osaHueM npenapartmsHon BEPX (Xbridge 150 mm
x 30 mm x 10 Mkm, ot 15 go 55% CH;CN B 0,225% MypaBbMHOM KUCNOTe B BOAE, 25
MA/MUH., 10 MuWH.), nonydas 52 mr (55%) Ha3BaHHOrO COeAUMHEHUS B BUAE KENToro
TBEpPAOro Belectea. PX-MC m/z 519,3 [M+H]". 'H AMP (400 MI'y, CDsOD) & 8,22 (a, J =
5,5 'y, 1H), 7,92 (w. c., 1H), 7,57 (c, 1H), 6,65 (aa, J = 75,5, 72,9 I'u, 1H), 5,46 (c, 1H),
3,86 (¢, 3H), 3,24 (w. c., 3H), 3,17 (w. c., 3H), 1,87-1,62 (m, 6H), 1,51-1,43 (m, 1H), 1,33-
1,25 (m, 1H), 1,15 (c, 3H). "®F AMP (376 MI'y, CDCls) & -85,1. XupaneHas SFC (SFC-
cnocob B) RT = 1,34 muH., 100% e.H.
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Mpumep 16
(R)-4-((2-(((4-UnaHo-1-meTtnn-1H-nmnpason-3-un)(1-MeTunumknoneHTnn)MeTnn)aMmHo )-

3,4-pguokcoumknodyT-1-eH-1-nn)ammHo)-3-rngpokcu-N, N-gumeTnnnukonmHammg

Cragus 16A. 3-AMuHO-1-MeTUN-1H-nnpason-4-kapBoHiTpun

K pactBopy 3-ammHO-1H-nmnpason-4-kapbonitpuny (15,0 r, 139 mmone) 8 AM® (700
mn) npu 0 °C pgoBasnsann KoCO; (23,0 r, 167 mmonb). CmMecb nepemMeLunBani B TEUYEHUN
45 muH., n notom gobasnann Mel (23,6 r, 167 mmone). Nony4eHHyo B pesynbTate cCMecCb
HarpeBanu npu 90 °C B TedeHun 16 4. PeakuymoHHy0 CMECb BUMMBaNM B KpWKaHy BoAy
(200 mn) wn akctparmposanm EtOAc (400 mn x 8). OBbepuHEeHHble OpraHuveckue
SKCTPaKTbl KOHLUEHTpupoBanu B Bakyyme. OCTartok 4YACTMAM C  UCMONb30BaHWEM
cunuKareneBon KoroHovHon xpomarorpadpum (ot 0 go 20% EtOAC B neTponenHom
agumpe), nonyyaa 3,30 r (20%) HasBaHHOro coegvHeHuss B Buae ©Oenoro TBepaoro
BelecTea. PX-MC m/z 122,8 [M+H]*. "H AMP (400 MI'y, AMCO-ds) 5 8,02 (c, 1H), 5,53 (c,
2H), 3,61 (c, 3H).

Ctagusa 16B. 3-Mog-1-meTun-1H-nnpason-4-kapboHiTpun

o nepewmiwyBaHoro pacteopa 3-aMuHo-1-meTtun-1H-nmpason-4-kapbonitpuny (1,0
r, 8,19 mmonb) n sBogHoro n-TsOH- (3,55 r, 18,7 mmone) B MeCN (30 mn) npu 0 °C
pobaenann no kannam pacteop NaNO; (1,29 r, 18,7 mmone) n Kl (3,1 r, 18,7 mmone) B
Boge (4,0 mn). NMonyyeHHyo B pesyneTate cMecb nepemewmsany npu 15 °C B TeyeHun 3
AHIB. PeakumoHHyt0 CMech KOHLEeHTpupoBanu B Bakyyme. Octatok posbasnsanum sogon (10
MIT) M HacbIWeHHbIM BoAHbIM pactBopoM NaxSOs (20 mn), n notom HeuTpanidysanu NaOH
(1,0 H. BogHbIM pacTBop) Ao pH = 8. Cmecb akcTtparnposann EtOAc (100 mn x 4), n
obbeanHeHHbIE oOpraHudeckme okCTpaktbl cywmnu Hag NapSO4 dunsTpoBanm w
KOHUeHTpupoBann B Bakyyme. OCTaTOK 4YACTMIM C MCMONb30OBaHWEM CUNUKareneBomn

kKonoHo4Hon xpomarorpadcdum (ot 0 o 100% EtOAc B neTponenHom acumpe), nonyyasa 398
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Mr (21%) Ha3BaHHOro CoeanHeHWs B BUAE xenToro TBepgoro sewecrtea. PX-MC m/z 234,1
[M+H]*. "H AMP (400 MI'y, CDCl3) 8 8,48 (c, 1H), 3,94 (c, 3H).

Cragua 16C. (R)-N-((R)-(4-Unano-1-meTtun-1H-nmupason-3-un)(1-
METUNUMKNONEHTUN)METUN)-2-METUNNPONaH-2-CynbpuHammng,

K pactBopy 3-nog-1-metun-1H-nmnpason-4-kapboHitpuny (398 mr, 1,71 mmone) B
cBixe guctmneosaHomy TI® (12 mn) npm 65 °C pobasnanu no kannam /i-PrMrCI-LiCl (2,60
mn, 3,38 mmonb, 1,3 M pactBop B TI®). llonydeHHyro B pesynbTate CMeCb
nepemewwmsanm npu -40 °C B TedyeHun 1 4., n notom oxnaxganm fo -65 °C. Pacteop (S,E)-
2-meTun-N-((1-MeTUnNUMKNoneHTUN)MeTUNEeH)nponaH-2-cynsprHammga (npenapartmBHas
Cragusa 1C) (260 wr, 1,21 mmone) B cBike guctunboBaHomy TI® (3 mn) gobasnanu no
kannam. Cmecb Harpesanu go 15 °C u nepemelwumBanu B TedeHUM 3 AHIB. PeakaTunHy
BunmBann B 25% BogHein pacteop NH4Cl (20 mn) npun 15 °C, n skctparmposanun EtOAc (50
mn x 3). ObbeanHeHHbIe opraHmMyeckme aKCTpakTbl cywmnnn Hag Na,SOy4, duneTpoBanm v
KOHUeHTpupoBanu B Bakyyme. OCTaTOK 4YACTMIM C MCMOMNb30BaHWEM CUNUKareneBou
konoHou4Hou xpomarorpadpum (o1 0 go 100% EtOAc B netponenHom acupe), nonyyas 84
Mr (17%) Ha3BaHHOro CoeanHEHWs B BUAE XenToro TBepaoro sewecrsa. PX-MC m/z 322,9
[M+H]*. "H AMP (400 MI'y, CDCls) & 7,76 (c, 1H), 4,48-4,46 (m, 1H), 3,93 (c, 3H), 3,82—
3,75 (m, 1H), 1,85-1,50 (m, 8H), 1,29 (c, 9H), 1,08 (c, 3H).

Cragusa 16D. (R)-3-(AMuHO(1-meTunuuknoneHTun)metTun)-1-metmun-1H-nnpason-4-
KapBOOoHITPUN

K pacTBopy (R)-N-((R)-(4-unaHo-1-metmnn-1H-nmnpason-3-un)(1-
METUNUMKNONEHTUN)METUN)-2-MeTunnponaH-2-cynspuHammaa (84 mr, 0,26 mmone) 8 XM
(6 mn) npu 0 °C pobasnanm HCI (2 mn, 4,0 M B EtOAc). Cmeck HarpeBanm o 15 °C un
nepemeLLnBani B Te4eHnn 2 4. PeakuMOHHY0 CMECh MOTOM KOHLIEHTPMPOBanu B BakyyMe.
HassaHHOe coeauHeHue Bblaenanu B Buae MoHo-HCI conu, gonyckas KonnM4eCTBEHHbIN
BbIXOA, M WCMONb30oBann HenocpeacTseHHo 6e3 AononHUTEensHOM ouncTkn. PX-MC m/z
219,3 [M+H]". "H AMP (400 MI'y, CDsOD) & 8,31 (c, 1H), 4,40 (c, 1H), 4,00 (c, 3H), 1,90-
1,50 (m, 8H), 1,11 (c, 3H). AbBcontoTHas CTEPEOXUMUS HAa3BaAHHOIO COEAUHEHUSA

npegHasHavanacbk no aHanorum kK npenapatmsHomy Npumepy 1F.
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Crapusa 16E. (R)-4-((2-(((4-UnaHo-1-meTtnn-1H-nnpason-3-mn)(1-
METUNLUMKNONEHTUN)METUI)aMUHO)-3,4-0MOKCOLMKNOBYT-1-eH-1-1n)ammHO)-3-rng poKcu-
N,N-pnmeTunnukonmnHammg

K pactBopy (R)-3-(amuHO(1-MeTunumknoneHTun)meTmn)-1-metun-1H-nnpason-4-
kapBoHiTpuny (24 mr, 0,094 mmone) B EtOH (3 mn) npn 0 °C gobasnanu DIEA (59,3 wr,
0,459 wmmonb) un  4-((2-aTokcm-3,4-guokcoumknodbyT-1-eH-1-mn)ammHo)-3-rmgpokcu-N, N-
anvetmnnukonuHamug (npenapatmsHaa Ctagua 1H) (28 mr, 0,092 mmons). [NonyyYeHHbIn B
pesynetate pactsop nepemewwmsanu npu 20 °C B TeyeHun 16 4. PeakuymoHHy0 CMeCh
KOHUeHTpupoBanu B Bakyyme. OCTaToOK YACTMIM C WUCMOSMb3OBaHWEM MpenapaTMBHOM
BEPX (Agela Durashell C18 150 mm x 25 mm x 5 Mmkm, oT 18 po 58% MeCN B 0,225%
MypPaBbWUHOW KUCNOTE B Boge, 25 mn/mMuH., 12 muH.), nonyyasa 13 mr (18%) HasBaHHOro
COEVHEHUS B BUAE XeNToro TBepaoro selectsa. PX-MC m/z 478,4 [M+H]*. "H AMP (400
MIy, CDsOD) 8 8,22 (a4, J = 5,5y, 1H), 8,19 (c, 1H), 7,95-7,85 (m, 1H), 5,52 (c, 1H), 3,95
(c, 3H), 3,24 (w. c., 3H), 3,17 (w. c., 3H), 1,95-1,65 (m, 6H), 1,55-1,45 (m, 1H), 1,44-1,35
(M, 1H), 1,15 (¢, 3H). XupansHon BEPX (BEPX cnoco6 A) RT = 8,65 muH., 98,0% e.H.

Mpumep 17
(R)-4-((2-(((1,4-OumeTtnin-1 H-nnpason-3-un)(5-metuncnupo[2.3]rekcaH-5-

NN)MEeTUN)aMmnHO)-3,4-4NOKCOLMKITOBYT-1-eH-1-nn)ammHo)-3-rngpokcn-N, N-

anmMetTmnnmnkonnHamma

Mpumep 17A. N-MeToken-N-metuncnmnpo[2.3]rekcaH-5-kapbokcammg
NMM (1,09 r, 118 wmn, 108 wmmonb) pobaenanm k pacteopy N, O-
anvetmnrngpokevnammHa-HCl (300 wmr, 3,07 mmons) B OM® (30,7 mn). Pactsop
nepemelunBann B Te4eHNN 5 MUH., n notoM gobaensanm cnmpo[2.3]rekcaH-5-kapOoHoBYHO
kmcnoty (465 mr, 3,69 mmonbe) n HATU (1,75 r, 4,61 mmonb). [lonyyeHHyo B pesynbraTte
CMECb MepemMeluvBanM B TEYeHUM HO4YM. PeakumoHHyr0 CMeCb racuim HacbiWEHHbIM

BogHbiM pactBopoM NH4CIl, n akctparmposanm EtOAc. OGbeauvHeHHble OpraHndeckme
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3KCTpakTbl npombiBanu Bogon (100 mn x 2) 1 HacbkiWweHHbIM coneBbim pacteopoM (100
MIT), U KOHLUEeHTpupoBanu B Bakyyme. OCTaTok YUCTUMM C UCNONb30OBaHNEM CUMMKarenesoun
konoHouHon xpomatorpacdum (o1 0 go 100% EtOAc B rentane), nonyyas 440 mr (85%)
Ha3BaHHOro coeauHeHust B Buae macna. NX-MC m/z 169,1 [M]. 'H AAMP (400 My, CDCls)
5 3,67 (c, 3H), 3,20 (c, 3H), 2,65-2,42 (m, 2H), 2,26-2,00 (m, 2H), 0,61-0,23 (m, 4H).

Mpumep 17B. (1,4-OnmeTtnn-1H-nupason-3-un)(cnupo[2.3]rekcaH-5-nn)MeTaHoH

K pacteopy 3-oa-1,4-pumetun-1H-nnpasony (npenapatveHas Crtagms 1D) (304
mr, 1,37 mmone) B TI® (2,36 mn) gobaesnsanm no kannam i-PrMrCI-LiCl (1,82 mn, 2,36
Mmonb, 1,3 M pacteop B TI®). Nony4eHHbIN B pesynbTaTte XenTbi pacTBOp Harpesanu
[,0 TemnepaTypbl OKpyXatoLen cpeabl U nepemMelumBanm B Te4eHmnn 1 4. [NloToM no kannsm
pobaenann pacteop N-metoken-N-meTtuncnmpo[2.3]rekcan-5-kapbokcamumga (200 mr, 1,18
Mmorne) B TIT® (1 mn), n cmecb nepemMelumBann B TedyeHun 16 4. PeakuMOHHYH CMechb
BblNMvBann B HacbiweHHbIN BoaHbiM pactBop NH4Cl. Cmecb akctparmposann OXM, w
06beANHEHHbIE OpraHNYeCcKUe SKCTPaKTbl KOHLEHTpUpOoBanu B Bakyyme. OCTaTok Ynctunm
C UCNONb30BaHMEM CUNMKAareneBown KonoHo4Hon xpomatorpagpum (ot 0 go 100% EtOAcC B
rentaHe), nonyyaa 220 mr (91%) Ha3BaHHOro CoefuHEeHUs B BUAE TBEpAOro BeLlecTBa.
PX-MC m/z 205,2 [M+H]". "H AMP (400 MI'y, CDCls) 8 7,15 (c, 1H), 4,31 (tt, J = 9,2, 7.6
My, 1H), 3,89 (c, 3H), 2,67-2,48 (m, 2H), 2,32 (c, 3H), 2,26-2,21 (m, 2H), 0,59-0,28 (™,
4H).

Mpumep 17C. (1,4-Oumetnn-1H-nnpaszon-3-un)(5-metuncnmpo[2.3]rekcaH-5-un)meTaHoH

NaH (47,0 mr, 1,17 mmonb, 60 mac.% B MyHepansHoM Macne) un nogmetar (208 wmr,
1,47 mmonb) gobaenanum k pacteopy (1,4-gumetun-1H-nnpason-3-un)(cnnpo[2.3]rekcaH-5-
nn)metaHoHa (72 mr, 0,37 mmonb) B TI® (9,79 mn). lNony4yeHHyo B pesynbTate CMeCb
nepemeLunBann npu TemnepaType OKpyXKarowen cpeabl B TeYeHUn 24 4. PeakumoHHyHo
CMeCb racunu HacbiweHHsIM BogHbiM pacteopoM NH4CIl, n akctparnposann EtOAc.
ObbeanHeHHble opraHudeckme aKkcTpakTbl cywmnu Hag NaxSOs, dunbTpoBanM wu
KOHUeHTpupoBanu B Bakyyme. OCTaToK 4YACTMIM C MCMONb30OBaHWEM CUNUKareneBomn
KonoHo4Hou xpomatorpagum (ot 0 go 100% EtOAc B rentane), nonydas 40 mr (19%)

Ha3BaHHOro coefMHEeHVs B Buae Teepaoro selectsa. PX-MC m/z 219,2 [M+H]".
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Mpumep 17D. (1,4-OumeTnn-1H-nnpason-3-un)(5-metuncnmnpol2.3JrekcaH-5-
nn)meTaHaMmuH

Twutany (IV) atokeung, (157 mr, 0,144 mn, 0,688 mmonk) gobaensanu k pacteopy (1,4-
anmeTun-1H-nnpason-3-un)(5-metuncnmpo[2.3Jrekcan-5-un)metadoHy (50 wmr, 0,23
MMonb) B MeTaHoneHoM NHz (0,983 mn, 7,0 M B MeOH). lNonyyeHHyto B pesynbraTte
cMmecb nepemewmany npu 40 °C B TeYeHuM Houn. PeakumoHHyto cMech oxnaxkganum o
Temnepartypbl OKpyxarwen cpeasbl, pasdasnann MeOH (2 mn), n gobasnann NaBH4 (13
mr, 0,344 mmonb). Cmechk nepemewumBanu B Te4YeHun 4 4. PeakuymoHHY0 CMECh racumnm
HacblWweHHbIM BoAHbIM pactBopoM NH4Cl pactBop u dunbTpoBanm 4yepes UenuT.
OTdpunbTpoBaHHbIM kKopXK NpoMbiBanv 20% MeOH B IXM. OpraHnyecknn cnon punstpaTty
pasgensnm, 1 BoAHbIA cnon nogkmcnsanm go pH 2 ¢ ncnonesosaHnem 1,0 M HCI. BogHbin
cnon akctparnposann OXM (30 mn). BogHew cnon notom noaiwienaymsann o pH 12 ¢
ncnons3osaHmeM NaOH, n akctparmposanm XM (20 mn). OBbeanHeHHbIE OpraHnyeckme
aKkcTpakTbl cywmnu Hag NaxSOy4, duneTpoBanu M KOHUEHTPMPOBaNM B Bakyyme, nonyyas
Ha3BaHHOE COEAMHEHME, U UCMONb30BanM HEMOCPEACTBEHHO Ha cnegyowen ctagum 6e3

I/J,OI'IOJ'IHI/lTGJ'II::HOIh O4YNCTKKM, aonyckas KONTMYECTBEHHbIN BbIXO[.

Mpumep 17E. (R)-4-((2-(((1,4-OnmeTnn-1H-nnpason-3-un)(5-metuncnmpo[2. 3JrekcaH-5-
NN)MEeTUN)aMmnHO)-3,4-4NOKCOLMKITOBYT-1-eH-1-nn)ammHo)-3-rngpokcn-N, N-
AVMETUNMNMKONNHAMUL,

K cmecu n3 (1,4-oumeTunn-1H-nnpason-3-un)(5-metmnncnmpo[2. 3]rekcaH-5-
un)metaHamumHa (52 mr, 0,236 mmons) B EtOH (1,97 mn) npun 20 °C pobasnsanu DIEA (381
mr, 0,529 mn, 2,95 mmonb). lMonyyeHHbIn B pes3ynbTate pacTBOp nNepemMeluvBany B
TedyeHMn 20 MuH.,, v notom pgobasnanm 4-((2-aTokcn-3,4-gnokcoumknodbyT-1-eH-1-
un)amunHo)-3-rugpoken-N, N-gumetunnukonuHammng (npenapatueHas Ctagua 1H) (60 wmr,
0,20 mmonb). MNonyyeHHyto B pesynbTarte cycneHaunto nepemewmsanm npu 20 °C B Te4eHumn
4 [HEM W MOTOM KOHUeHTpupoBanu B Bakyyme. OCTaTOK YMCTUMM, MUCMOMb3ys YCNOBUSA
xupansHon SFC (Chiral Tech OD-H 21,2 x 21,2 mm B.A4. 5 MkM, 45% (0,2% 7H. aMMOHMIA B
MeOH) B EtOH, 80 mn/muH.). BelaeneHne nepBoro nsomepa anonposaHua gasano 21,6
Mr  (23%) HasBaHHOro COeAWHeHMs, U Apyroro KW3oMepa 3ntovMpoBaHWs Aasano
COOTBETCTBYIOLMI 3HaHTMOMeEP (24 Mmr, 26%). PX-MC m/z 479,8 [M+H]". 'H AMP (400
My, AMCO-dg) © 9,93 (w. c., 1H), 9,18 (w. c., 1H), 8,04-8,00 (m, 2H), 7,44 (c, 1H), 5,53
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(@, =10,1, 1H), 3,79 (¢, 3H), 3,20 (w. c., 3H), 3,07 (w. c., 3H), 2,28 (g, J = 11,7, 1H), 2,08
(@, =113, 1H), 2,01 (c, 3H), 1,73 (&, J = 11,3 'y, 1H), 1,66 (4, J = 10,5 'y, 1H), 1,35 (c,
3H), 0,45-0,28 (m, 4H). Ycnosus xmpansHon SFC (Chiral Tech OD-H 21,2 x 21,2 mm B.A. 5
MKM, 45% (0,2% 7H. ammonHnn B MeOH) B EtOH, 80 mn/muH.) RT = 5,39 muH., 98,8% e.H.

(HasBaHa coeguHenme) n RT = 5,98 MuH., 96% e.H. (sHaHTMoMED).

MonyyeHna 1 - 14
HasBaHHble coegnHerms B Tabnuue 1 nonyyany cnocobom, aHanormyHbIM
nonyyenHuo (R)-(1,4-aumeTtnn-1H-nnpason-3-mn)(1-MeTunumMKnoneHTnn)MeTaHammHa

(npenapatnBHaa Ctagma 1F) n3 cooTBeTCTBYHOLWErO anebaernga n retepoapunranoreHmga.

Tabnvua 1
Monyyenns CTpykTypa XnMunyeckoe Ha3BaHWe N aHanNUTUYECKne AaHHble
Ne
1 (R)-(4-atnn-1H-nnpason-3-un)(1-

mMeTunyuknoneHtun)metaHammuH. PX-MC m/z 205,4 [M-

NN NH.]". "H SIMP (400 My, CDsOD) & 7,41 (c, 1H), 4,21 (c,

1H), 3,85 (¢, 3H), 2,52-2,42 (m, 2H), 1,85-1,48 (m, 8H),

1,24 (1, J=7,5Ty, 3H), 1,13 (c, 3H)

2 (R)-(2,5-OnmeTtnntmnason-4-un)(1-

HNY NN mMeTunuuknonponun)metaHammH. PX-MC m/z 180,0 [M-
N§< NH,]". "H SIMP (400 My, CDsOD) & 4,03 (c, 1H), 2,63 (c,

3H), 2,39 (c, 3H), 1,15 (¢, 3H), 0,85-0,77 (m, 1H), 0,66—

0,40 (m, 3H)
3 (R)-(1,4-AnmeTnn-1H-nnpason-3-un)(1-
HAN™ NN mMeTunuuknonponun)metaHammH. PX-MC m/z 163,2 [M-
N‘N\ NH]". "H AMP (400 Mry, CDsOD) & 7,37 (c, 1H), 3,95 (c,

1H), 3,83 (c, 3H), 2,04 (c, 3H), 1,18 (c, 3H), 0,84-0,82 (m,
1H), 0,65-0,45 (M, 3H)
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Mony4yeruns
Ne

CTtpykTtypa

XMmnYeckoe HasBaHne U aHannTUYeCKME AaHHble

(R)-(4-atnn-1-metun-1H-nnpason-3-mn)(1-
MeTunyuknonponun)meTaHaMmmH. PX-MC m/z 177,1 [M-
NH,]*. "H AMP (400 MI'y, CDsOD) 3 7,42 (c, 1H), 3,97 (c,
1H), 3,85 (c, 3H), 2,51-2,42 (m, 2H), 1,25-1,15 (m, 3H),
1,10 (c, 3H), 0,90-0,80 (m, 1H), 0,59-0,50 (m, 3H)

(R)-1-(1,4-AnmeTtnn-1H-nnpason-3-un)-2,2-
AvMeTunnponaH-1-amuH . PX-MC m/z 165,2 [M-NH,]*. 'H
AMP (400 My, CD;0D) 6 7,38 (c, 1H), 4,13 (c, 1H), 3,86
(c, 3H), 2,07 (c, 3H), 1,08 (c, 9H)

(R)-(1,4-AnmeTtnn-1H-nnpason-3-mun)(1-
MeTunyuknoneHtun)metaHamuH. PX-MC m/z 177,2 [M-
NH]*. "H AMP (400 MI'y, CDsOD) 3 7,38 (c, 1H), 4,35 (c,
1H), 3,85 (¢, 3H), 2,30-2,15 (m, 2H), 2,09 (c, 3H), 2,05-
1,95 (m, 1H), 1,85-1,70 (m, 2H), 1,65-1,55 (m, 1H), 1,17

(R)-(2,5-OnmeTtnntmnason-4-un)(1-
MeTunyuknoneHTun)metaHammH. PX-MC m/z 193,9 [M-
NH,]*. "H AMP (400 MI'y, CDCl5) 3 9,15 (c, 2H), 8,39 (c,
1H), 5,19 (c, 1H), 3,00 (c, 3H), 2,58 (c, 3H), 2,65-2,55 (Mm,
1H), 2,35-2,26 (m, 1H), 2,15-1,77 (m, 3H), 1,70-1,61 (m,

(R)-1-(2,5-AnmeTuntrnason-4-un)-2,2-gumetmnnponaH-1-
amuH . PX-MC m/z 181,9 [M-NH,]"

HN
N-N

(R)-(4-atnn-1-metun-1H-nnpason-3-mn)(1-
mMeTunuuknoneHtun)metaHamuH. PX-MC m/z 191,0 [M-
NH_]*. "H AMP (400 MI'y, CDsOD) 5 7,43 (c, 1H), 4,34 (c,
1H), 3,86 (c, 3H), 2,58-2,47 (m, 2H), 2,21-2,16 (m, 2H),
2,05-1,95 (m, 1H), 1,85-1,70 (m, 2H), 1,64-1,55 (m, 1H),

1 22 [~ ALY 4 298 4 9N (na LN
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Monyyenns CTpykTypa XMunyeckoe Ha3BaHMEe N aHanUTUYeCKne AaHHble
Ne
10 (R)-1-(4-atnn-1-metun-1H-nnpason-3-un)-2,2-
N A\ AvMeTunnponaH-1-amuH . PX-MC m/z 179,1 [M-NH,]*. 'H
N‘N\ AMP (400 MI'y, CD;0D) & 7,44 (c, 1H), 4,13 (¢, 1H), 3,88
(¢, 3H), 2,52-2,42 (m, 2H), 1,26-1,20 (m, 3H), 1,08 (c, 9H)
11 (R)-(4-(aMmnHO(1-METUNUMKNONEHTUIT)METII)-5-
MeTunTnason-2-un)metaron. PX-MC m/z 224,3 [M-NH,]".
HoN™
2 N/\ S "H AMP (400 MI'y, CD3sOD) 3 4,79 (c, 2H), 4,35 (c, 1H),
Ho 2,49 (c, 3H), 1,85-1,65 (m, 6H), 1,56-1,51 (m, 1H), 1,32—
1,25 (m, 1H), 1,13 (¢, 3H)
12 (R)-(4-Uumknonponun-1-meTtnn-1H-nnpason-3-mn)(1-

MeTunyuknoneHtun)metaHamuH. PX-MC m/z 217,3 [M-
NH,]

13 (R)-(2,5-OnmeTtuntnason-4-un)(1-MeTUNUMKIONEHTU)
MeTaHaMuH. PX-MC m/z 225,3 [M+H]". "H AMP (400
MIu, CD;0OD) 8 4,27 (c, 1H), 2,59 (c, 3H), 2,39 (c, 3H),
1,76-1,41 (m, 7H), 1,25-1,15 (c, 1H), 1,05 (c, 3H)

14 (R)-(5-MeToken-2-metuntmnason-4-un)(1-

MeTunuuknoneHtun)metaHamuH. PX-MC m/z 223,8 [M-
NH,]". "H AMP (400 Mry, CDsOD) & 4,27 (c, 1H), 3,99 (c,
3H), 2,64 (c, 3H), 1,85-1,61 (m, 6H), 1,54—1,45 (m, 1H),
1,30-1,21 (m, 1H), 1,12 (c, 3H)
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Mpumepbl 18 - 33
HasBaHHble coeamHeHns B Tabnuue 2 nonyyany cnocobom, aHanormyHbIm
nony4verHuno (R)-4-((2-(((1,4-gumeTtnn-1H-nupason-3-un)(1-
METUMNLMKNONEHTMUN)METUI)aMUHO)-3,4-4MOKCOLMKNOBYT-1-eH-1-1n)amMuHO)-3-rngpoKCu-
N,N-gumeTtunnukonuHammga (npenaparmeHas Ctagunsa 11) C COOTBETCTBYHOLLENO aMnHa U
4-((2-aToKkcKu-3,4-anokcoumknobyTt-1-eH-1-mn)ammHo)-3-rugpokcn-N, N-
JiankvninnukonmHamMmmaa.

Tabnuua 2

Mp. CTpykTypa XvMn4yeckoe HasBaHWe 1 aHanUTUYECKNE AaHHbIE

18 (R)-4-((2-(((4-aTnn-1-meTnn-1H-nnpason-3-mn)(1-
METUNLMKNONEHTUIT)METMN)aMUNHO)-3,4-
AnokcoumknobyT-1-eH-1-mn)ammnHo)-3-rmgpokcu-N, N-
AVMeTUNNuKonuHaMmmg,. >Kentoe TBeEpAoe BELLECTBO,
428 Mr (34%). PX-MC m/z 481,4 [M+H]". "H AMP (400
'|q ° Mly, CD3;OD) & 8,25-8,22 (m, 1H), 7,95-7,85 (m, 1H),
7,33 (¢, 1H), 5,44 (c, 1H), 3,85 (c, 3H), 3,23 (w. c., 3H),
3,16 (w. c., 3H), 2,65-2,45 (m, 2H), 1,90-1,60 (m, 6H),
1,50-1,40 (m, 1H), 1,40-1,30 (m, 1H), 1,20 (1, J = 7,5
My, 3H), 1,17 (c, 3H). [a]**p = -28,65 (¢ 1,00, MeOH). RT
= 1,56 MuH., 99,2% e.H. (SFC-cnocob B)

19 N \( (R)-4-((2-(((2,5-OumeTtnnTtnason-4-mn)(1-

N \\s METUNLMKNONPONUN)METUN)aMUHO)-3,4-
AnokcoumknobyT-1-eH-1-mn)ammnHo)-3-rmgpokcun-N, N-
P AMMeTUINUKonuHaMmg,. XXentoe TBepaoe BELLECTBO,
75,7 Mr (41%). PX-MC m/z 456,1 [M+H]". '"H AMP (400
! Mlu, CD;0D) 88,21 (g, J =5,6 'y, 1H), 7,90 (. c.,
1H), 5,32 (c, 1H), 3,21 (w. c., 3H), 3,15 (w. c., 3H), 2,60
(c, 3H), 2,40 (c, 3H), 1,21 (c, 3H), 0,80-0,75 (m, 1H),
0,50-0,45 (m, 1H), 0,43-0,3 (M, 2H). RT = 4,44 MuH.,
100% e.H. (SFC-cnocob D)
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Mp.

CTpykTypa

XMMWYECKOE Ha3BaHWe U aHannTU4eCckmue aaHHble

20

¢ X
N N\

o NH NN

(R)-4-((2-(((1,4-OumeTtnin-1 H-nnpason-3-mn)(1-
METUNLMKNONPONUN)MeTUN)amMmnHo)-3,4-
AnokcoumknobyT-1-eH-1-un)ammnHo)-3-rngpokcu-N, N-
anmeTunnukonuHamug,. XXentoe TBepaoe BELECTBO,
193 Mr (45%). PX-MC m/z 439,3 [M+H]". "H AMP (400
My, CDs0OD) 8 8,22 (g, J =5,4 Ty, 1H), 7,92 (w. c.,
1H), 7,29 (c, 1H), 5,24 (c, 1H), 3,80 (c, 3H), 3,23 (w. c,,
3H), 3,15 (w. c., 3H), 2,06 (c, 3H), 1,21 (c, 3H), 0,82—
0,74 (m, 1H), 0,48-0,38 (m, 3H). RT = 3,45 muH., 100%
e.H. (SFC-cnocob E)

21

(R)-4-((2-(((4-aT1n-1-meTnn-1H-nnpason-3-mn)(1-
METUMLMKNONPONUN)MeTUN)ammnHo)-3,4-
AnokcoumknobyT-1-eH-1-mn)ammnHo)-3-rmgpokcu-N, N-
anmeTunnukonuHamug,. XKentoe TBepaoe BeLwecTso, 59
Mmr, (50%). PX-MC m/z 453,3 [M+H]". "H AMP (400 My,
CD3;0D) 88,22 (8, J =5,5Tu, 1H), 7,91 (w. c,, 1H), 7,31
(c, 1H), 5,27 (c, 1H), 3,80 (c, 3H), 3,23 (w. c., 3H), 3,15
(w. c., 3H), 2,55-2,40 (m, 2H), 1,21 (¢, 3H), 1,20 (1, J =
7,6 'y, 3H), 0,82-0,77 (m, 1H), 0,45-0,37 (m, 3H). RT =
4,49 MWH., 94,1% e.H. (SFC-cnocob D)

22

(R)-4-((2-((1-(1,4-OumeTnin-1H-nnpason-3-mn)-2,2-
ANMETUNNPONNMI)aMNHO)-3,4-AMoKCoLMKNOOYT-1-eH-1-
nn)amunHo)-3-rngpokcn-N, N-gumeTmnnukonmHammg.
>KenTtoe TBepaoe BewecTtso, 57 Mr (44%). PX-MC my/z
4413 [M+H]*. "H AMP (400 MI'y, CDs0D) 8 8,20 (a, J =
55Ty, 1H), 7,89 (g, J=5,5Ty, 1H), 7,26 (c, 1H), 5,31
(c, 1H), 3,81 (c, 3H), 3,21 (w. c., 3H), 3,14 (w. c., 3H),
2,06 (c, 3H), 1,05 (c, 9H). RT = 4,13 MuH., 99,1% e.H.
(SFC-cnocob F)
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Mp.

CTpykTypa

XMMWYECKOE Ha3BaHWe U aHannTU4eCckmue aaHHble

23

(R)-4-((2-(((1,4-OumeTtnin-1 H-nnpason-3-mn)(1-
METUNLMKNONEHTUN)METMN)aMUHO)-3,4-
AnokcoumknobyT-1-eH-1-un)ammnHo)-3-rngpokcu-N, N-
anmeTunnukonuHamug,. XKentoe TBepaoe BewecTtso, 35
Mr (34%). PX-MC m/z 453,3 [M+H]". "H AMP (400 My,
CD3;0D) 88,22 (8, 5,5y, 1H), 7,89 (g, J =56 'y, 1H),
7,29 (c, 1H), 5,45 (c, 1H), 3,82 (c, 3H), 3,22 (w. c., 3H),
3,14 (w. c., 3H), 2,28-2,17 (m, 2H), 2,07 (c, 3H), 2,02—
1,88 (m, 1H), 1,85-1,59 (m, 3H), 1,32 (c, 3H). RT = 4,52
MUH., 99,7% e.H. (SFC-cnocob D)

24

0] N§(

(R)-4-((2-(((2,5-OumeTtnnTtnason-4-mn)(1-
METUNLUMKNONEHTUN)METUN)aMUNHO)-3,4-
AnokcoumknobyT-1-eH-1-mn)ammnHo)-3-rmgpokcu-N, N-
AnMmeTunnukonHamuaa . XKentoe TBepaoe BeLecTBo,
140 wmr (34%). PX-MC m/z 470,3 [M+H]". "H AMP (400
My, AMCO-dg) 8 11,69 (c, 1H), 9,98 (c, 1H), 9,21 (g, J
=991y, 1H), 8,01 (c, 2H), 5,46 (g, J = 9,9 'y, 1H), 3,20
(w. c., 3H), 3,06 (w. c., 3H), 2,62 (c, 3H), 2,40 (c, 3H),
219 (kB., J =9,84y, 1H), 2,04 (kB., J = 9,6 'y, 1H),
1,96-1,83 (m, 1H), 1,80-1,69 (m, 1H), 1,65-1,51 (m,
2H), 1,19 (¢, 3H). RT = 3,53 MuH., 97,2% e.H. (SFC-

cnocob F)

25

(R)-4-((2-((1-(2,5-OnmeTnntmnason-4-mn)-2,2-
ANMETMNNPONUN)aMNHO)-3,4-4UNOKCOLMKNODOYT-1-eH-1-
nn)ammnHo)-3-rugpokcn-N, N-gumeTmnnukonmHamma.
>KenTtoe tBepaoe Bewectso, 71 mMr (18%). PX-MC my/z
4583 [M+H]". "H AMP (400 MI'y, AMCO-dg) 8 11,74 (L.
c., 1H), 10,03 (w. c., 1H), 9,23 (c, 1H), 8,10-7,88 (m,
2H), 5,30 (a4, J = 10,1 'y, 1H), 3,18 (c, 3H), 3,05 (c, 3H),
2,63 (¢, 3H), 2,37 (c, 3H), 0,97 (c, 9H). RT = 3,23 MuH.,
96,9 % e.H. (SFC-cnocob F)
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Mp.

CTpykTypa

XMMWYECKOE Ha3BaHWe U aHannTU4eCckmue aaHHble

26

(R)-4-((2-(((4-aTnn-1-meTun-1H-nnpason-3-mn)(1-
METUNLMKNONEHTUN)METMN)aMUHO)-3,4-
AnokcoumknobyT-1-eH-1-un)ammnHo)-3-rngpokcu-N, N-
anmeTunnukonuHamug,. XXentoe TBepaoe BELECTBO,
23,5 Mr (44%). PX-MC m/z 467,4 [M+H]". "H AMP (400
My, CD;OD) 8 8,22 (g, J 5,6 'y, 1H), 7,90 (w. c., 1H),
7,32 (c, 1H), 5,45 (c, 1H), 3,83 (c, 3H), 3,22 (w. c., 3H),
3,15 (w. c., 3H), 2,68-2,42 (m, 2H), 2,30-2,15 (m, 2H),
2,01-1,92 (m, 1H), 1,81-1,60 (m, 3H), 1,32 (c, 3H), 1,19
(r,d=7,5Ty, 3H). RT = 4,61 muH., 100% e.H. (SFC-

cnocob F)

27

(R)-4-((2-((1-(4-atnn-1-meTun-1H-nnpason-3-un)-2,2-
ANMETMNNPONMN)aMNHO)-3,4-4noKCoLMKNOByT-1-eH-1-
nn)amunHo)-3-rngpoken-N, N-gumeTmnnukonmHammg.
>KenToe TBepaoe BeLecTtso, 41,4 Mr (35%). PX-MC m/z
455 4 [M+H]". "H AMP (400 MI'y, CDs0OD) 5 8,21 (g, J =
5,61y, 1H), 7,91 (w. c,, 1H), 7,33 (c, 1H), 5,33 (c, 1H),
3,86 (c, 3H), 3,22 (w. c., 3H), 3,14 (w. c., 3H), 2,60-2,42
(m, 2H), 1,18 (1, J =7,5Tu, 3H), 1,07 (c, 9H). RT = 4,17
MUH., 95,7% e.H. (SFC-cnocob G)

28

(R)-3-I'mapoken-4-((2-(((2-(rmpgpokenumeTinn)-5-
MeTunTmason-4-un)(1-
METUNLMKNONEHTUI)METUN)aMUNHO)-3,4-
anokcoumknobyTt-1-eH-1-mn)ammnHo)-N,N-
AMMeTUNNUKoNMHaMmg,. XXentoe TBepAoe BELLECTBO,
451 mr (46%) PX-MC m/z 500,4 [M+H]". "H AMP (400
Mlu, CD;0D) 8 8,21 (g, J =5,6 'y, 1H), 7,95-7,85 (m,
1H), 5,51 (c, 1H), 4,79 (c, 2H), 3,21 (w. c., 3H), 3,14 (L.
c., 3H), 2,50 (c, 3H), 1,90-1,76 (m, 2H), 1,75-1,60 (m,
4H), 1,47-1,40 (m, 1H), 1,33-1,25 (m, 1H), 1,14 (c, 3H).
RT = 5,15 muH., 98,7% e.H. (SFC-cnocob G)

179




Mp.

CTpykTypa

XMMWYECKOE Ha3BaHWe U aHannTU4eCckmue aaHHble

29

(R)-4-((2-(((4-Umknonponun-1-metun-1H-nupason-3-
nn)(1-MeTUNUMKNONEeHTUN)METUN)aMnHO)-3,4-
AnokcoumknobyT-1-eH-1-un)ammnHo)-3-rngpokcu-N, N-
anmeTunnukonuHamug,. XXentoe TBepaoe BELECTBO,
15,9 Mr (33%). PX-MC m/z 493,4 [M+H]*. "H AMP (400
My, CDsOD) 8 8,22 (g, J =5,5Ty, 1H), 7,95-7,85 (m,
1H), 7,14 (c, 1H), 5,63 (c, 1H), 3,81 (c, 3H), 3,32-3,11
(m, 6H), 1,98-1,75 (m, 2H), 1,75-1,60 (m, 5H), 1,53—
1,42 (m, 1H), 1,39-1,30 (m, 1H), 1,20 (c, 3H), 0,89-0,86
(m, 2H), 0,54-0,52 (m, 1H), 0,44-0,41 (m, 1H). RT =
4,86 MuH., 100% e.H. (SFC-cnocob F)

30

(R)-4-((2-(((4-Unano-1-metunn-1H-nmnpason-3-un)(1-
METUNLMKNONEHTUIT)METMN)aMUNHO)-3,4-
AnokcoumknobyT-1-eH-1-mn)aMmmnHo)-N-3Tnn-3-rugpokcu-
N-meTunnukonuHammaa . >Kentoe TBepAoe BELLECTBO,
14,3 Mr (23%). PX-MC m/z 492,5 [M+H]*. "H AMP (400
Mlu, CD;0OD) 8 8,22 (g, J = 5,5y, 1H), 8,19 (c, 1H),
7,98-7,90 (m, 1H), 5,53 (c, 1H), 3,96 (c, 3H), 3,71-3,60
(M, 2H), 3,23-3,12 (m, 3H), 1,95-1,64 (m, 6H), 1,57—
1,49 (m, 1H), 1,42-1,22 (m, 4H), 1,16 (c, 3H). RT = 5,03
MUH., 98,5% e.H. (SFC-cnocob H)

31

(R)-4-((2-(((4-ynaHo-1-metun-1H-nmpason-3-un)(1-
METUNLMKNONEHTUI)METUN)aMUNHO)-3,4-
AnokcoumknobyT-1-eH-1-mn)aMmmnHo)-3-rngpokcn-N-
naonponun-N-metTunnmkonuHamung,. >Kentoe Teepgoe
BeLecTBO, 14,8 Mr (24%). PX-MC m/z 506,4 [M+H]". 'H
AMP (400 My, CD3;0D) 8 8,24-8,20 (m, 1H), 8,19 (c,
1H), 7,93 (w. c., 1H), 5,53 (c, 1H), 4,35-4,25 (m, 1H),
3,96 (c, 3H), 3,02 (c, 3H), 1,95-1,65 (m, 6H), 1,60-1,45
(m, 1H), 1,40-1,15 (m, 7H), 1,16 (c, 3H). RT = 4,49 MuH.,
97,6% e.H. (SFC-cnocob J)

180




Mp.
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XMMWYECKOE Ha3BaHWe U aHannTU4eCckmue aaHHble

32

(R)-4-((2-(((2,5-OumeTtnnTtnason-4-mn)(1-
METUNLMKNONEHTUI)METUN)aMUNHO)-3,4-
AnokcoumknobyT-1-eH-1-un)ammnHo)-3-rngpokcu-N, N-
anmeTunnukonuHamug,. XKentoe TBepaoe BeLecTso, 63
Mr (30%). PX-MC m/z 4844 [M+H]". "H AMP (400 My,
CD3;0D) 88,22 (8, J =5,6 Ty, 1H), 7,92 (w. c., 1H), 5,48
(c, 1H), 3,24 (w. c., 3H), 3,16 (w. c., 3H), 2,62 (c, 3H),
2,45 (c, 3H), 1,90-1,75 (m, 2H), 1,75-1,55 (m, 4H),
1,50-1,40 (m, 1H), 1,40-1,30 (m, 1H), 1,14 (c, 3H). RT =
3,44 MWH., 98,6% e.H. (SFC-cnocob F)

33
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(R)-3-I'mapoken-4-((2-(((5-meTokecn-2-meTnntmason-4-
nn)(1-MeTUNUMKNONEeHTUN)METUN)aMnHO)-3,4-
anokcoumknobyt-1-eH-1-un)ammnHo)-N,N-
AMMeTUnnukonuHammg,. XXentoe TBepAoe BELLECTBO,
34,4 mr (42%). PX-MC m/z 500,4 [M+H]". "H AMP (400
My, CD;0D) 8 8,22 (g, J =5,6 'y, 1H), 7,92 (. c.,
1H), 5,46 (c, 1H), 3,94 (c, 3H), 3,22 (w. ¢., 3H), 3,14 (L.
c., 3H), 2,58 (c, 3H), 1,88-1,76 (m, 2H), 1,70-1,60 (m,
4H), 1,43-1,38 (m, 1H), 1,32-1,25 (m, 1H), 1,12 (c, 3H).
RT = 1,46 muH., 100% e.H. (SFC-cnocob B)

Mpumep 34

(R)-4-((2-(((2,5-OumeTnnokcason-4-mn)(1-MeTUnUMKNoneHTUn)MeTmun)ammHo)-3,4-

AnokcoumknobyT-1-eH-1-1n)ammnHo)-3-rnapokcn-N, N-gumeTmnnmkonmHammg,

o)
04 {
7 N N\
Q—NH A (e
_ o
\
N OH
/

o)
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Cragusa 34A. (2,5-OumeTtunokcason-4-mn)(1-MeTunumknoneHTun)MeTaHammH

HasaHHOe coefunHeHne nonyyanu cnocobom, aHanornyHbIM nosnyydeHunto (1,4-
anmeTun-1H-nnpason-3-un)(5-metTuncnmpo|2. 3JrekcaH-5-nn)metaHamumH (npenapaTtneHas
ctagma 17D), ncnoneaysa 2,5-gMMeTnnokcason-4-kapboHOBYHO KACTOTY U

LmMKnoneHTunMarHmsa 6pomung. PX-MC m/z 192,2 [M-NH,]".

Cragua 34B. (R)-4-((2-(((2,5-OumeTunnokcason-4-mn)(1-
METUNUMKNONEHTUI)METUI)aMMHO)-3,4-AMOKCOLMKNOBYT-1-eH-1-1rn)ammHO)-3-Tna poKCu-
N,N-gnmeTmnnukonmuHamua,.

K pactsopy (2,5-gumeTnnokcason-4-un)(1-metnnumknoneHTnn)MetaHammya (45 mr,
0,22 mmornb) B EtOH (1,6 wmn) pobasnann 4-((2-sTokcn-3,4-gmnokcoumknobyTt-1-eH-1-
nn)ammHo)-3-rngpokeu-N, N-gumetunnukonHamug, (npenapatmeHaa Ctagma 1H) (50 wr,
0,16 mmonb) u DIEA (318 wmr, 2,46 mmonb). lMonyyeHHbIn B pesynbTaTe pacTBop
nepemewmsanm npu 40 °C B Te4yeHUN HOuYM. PeakuyuoHHyO CMEeChb KOHLIEHTpupoBanu B
Bakyyme. OcTaTtok noppaBany 3HaHTUOMEPHOMY pasfeneHuto, UCMonb3ys YCrnoBus
xupansHoi SFC (Chiralcel OD, 250 MM x 21 MM x 5 MkM, oT 5 0 60% 0,2% NH4" (7 H. B
MeOH) B MeOH, 80 mn/MuH.). BbiaeneHne nepsoro naomepa aniomposaHng gasano 16 mr
(21%) HasBaHHOro CoeauHEHNNA, U APYroro nsomepa anounpoBaHms gasano 23 mr (30%)
COOTBETCTBYIOLLErO 3HaHTMoMepa. PX-MC m/z 468,6 [M+H]". 'H AMP (400 MI'y, AMCO-
ds) 8 9,23-9,10 (m, 1H), 7,98-7,97 (m, 1H), 7,91 (w. c., 1H), 5,17-5,15 (c, 1H), 3,17 (c,
3H), 3,04 (c, 3H), 2,37 (c, 3H), 2,25 (c, 3H), 1,78-1,47 (m, 7H), 1,37-1,10 (m, 3H), 1,05 (c,
3H). RT = 5,58 muH., 100% e.H. (SFC-cnocob C)

Mpumep 35
(R)-4-((2-(((1,4-OnmeTtnin-1 H-nupason-3-un)(1-atnnynknobytun)MeTmun)ammHo)-3,4-

ANoKCoUMKNoByT-1-eH-1-un)aMmmHo)-3-rngpokcn-N, N-guMmeTMnnmkonmHammg,
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Crapusa 35A. (1,4-OumeTtnn-1H-nupason-3-un)(1-stunyuknobytun)meTaHaMmmH

HasBaHHOe coeguHeHuve nonydanu CnocoboMm, aHanornvHbiM nonydeHuto (1,4-
anmeTun-1H-nnpason-3-un)(5-metuncnmpo[2.3JrekcaH-5-nn)metaHammHa (npenapartmeHas
Cragna 17D), wcnone3dya 1-atunuuknobytan-1-kapboHoByo kucroty u  3-nop-1,4-
anmveTun-1H-nmpason. PX-MC m/z 190,8 [M-NH,]".

Crapusa 35B. (R)-4-((2-(((1,4-OumeTtnn-1H-nnpason-3-un)(1-
ATUNUMKNOBYTUN)METUN)aMUHO)-3,4-ANOKCOLMKNOBYT-1-eH-1-1r)amumHo)-3-rugpoken-N, N-
AVMETUNMNMKONTMHAMUA,

K pactBopy (1,4-aumetun-1H-nnpason-3-un)(1-atunumknobytunn)metaHammHa (800
mr, 3,28 mmonb) B EtOH (15 mn) pobaensanu 4-((2-sTokcm-3,4-amokcoumknodbyr-1-eH-1-
nn)ammHo)-3-rngpokeu-N, N-gumetunnukonHamug, (npenapartmsHag Ctagua 1H) (120 wr,
0,39 mmonb) u DIEA (152 wmr, 1,18 mmonb). lMonyyYeHHbIn B pesynbTaTe pacTBop
nepemewmsanm npu 30 °C B TeuyeHUN HOuYM. PeakuymoHHYO CMEeChb KOHLIEHTpupoBanu B
Bakyyme. OcTarok 4icTunm ¢ ucnone3oBaHnem npenapatneHon BEPX (Agela Durashell
C18 150 mm x 25 mm x 5 mkm o1 13 go 53% CH3CN B 0,05% NH4OH B BOZE, 25 MN/MUH.,
11 xi.), nony4yasa 100 mr pauemunyeckoro npogykra. Pauemuyeckyto CMecb nogaasanu
SHaHTUOMEPHOMY pasgeneHuto, mucnonb3ys ycnosus xupaneHon SFC (REGIS (s,s)
WHELK-0O1 250 mm x 30 mm x 5 mkm 45% 0,1% NH4OH B EtOH, 60 mn/muvH.). Belgenexme
nepBoro n3omMmepa snomposaHna gasano 33 Mmr (18%) HasBaHHOro cCoeguHeHUa B Buae
XEenToro TBepAoro BellecTBa U Apyroro musomepa asnoupoBaHusa gasano 34 mr (19%)
COOTBETCTBYHOLLEro 3HaHTUoMepa B BUAe XenToro TBepaoro sewecresa. PX-MC m/z 467,4
[M+H]*. "H AMP (400 My, CDsOD) 3 8,27 (a, J = 5,6 'y, 1H), 7,94 (a, J = 5,7 Ty, 1H),
7,31 (c, 1H), 5,51 (c, 1H), 3,84 (c, 3H), 3,30-3,10 (m, 6H), 2,46-2,38 (M, 1H), 2,15-2,05 (™,
4H), 1,95-1,60 (m, 6H), 1,00(t, J = 7,4, 3H). XupaneHaa SFC (SFC-cnocob I) RT = 10,44

MUH., 97,2% e.H. (Ha3BaHa coeguHeHne) u RT = 14,45 muH., 91,9% e.H. (sHaHTMomep).
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Mpumep 36.
4-((2-(((S)-((S)-4,4-OndpTop-2-MmeTunTeTparngpodypan-2-un)(1,4-gumetnn-1H-nupason-3-
NIN)METUN)aMmnHO)-3,4-41MoKCoLMKNoByT-1-eH-1-nn)ammHo)-3-rmapoken-N, N-

ANMeETUNNMKoONMHamMmg

FF

Ctaaunsa 36A. aTun 2-rmgpoKkcu-2-MeTUNNeHT-4-eHoaT

K pactBopy atun 2-okconponaHoaty (76 r, 654,5 mmones) B XM (380 mn) npu -78
°C pobasnanu Tutany (IV) xnopug (124 r, 655 mmons). Mony4eHHyro B pesynstare CMechb
nepemelunBanM npu TOM Xe TemnepaType B TeueHu 30 MUH., 3@ KOTOpble BOHa
npeBpaLlanncb B XENTyro cycneHamo. [lotom pgobasnsanm anuntpumeTtuncunaHd (97,2 T,
851 MMOnb), N peakUNOHHYH CMECh NepemMeLumBani B Te4eHUn 2 4. PeakLMOHHY0 CMeCh
HarpeBann o 0 °C u racunn HacbiweHHbIM BogHbiM pacteopoMm NaCOsz (1,5 n) wm
akctparnposanu XM (3,0 n x 2). O6begnHEHHbIE OpraHUYecKne 3KCTPaKkTbl CyLIMIU Hag
Na,SO4, GunbTpoBann U KOHUEHTpMpoBanM B Bakyyme. OcCTatok uuctunm ¢
MCNONb30BaHMEM CUMMKareneBon KOmnoHo4Hou xpomatorpadum (ot 5 go 10% EtOAc B
neTponenHom adpupe), nonydas 134 r (63%) HasBaHHOrO COEAWHEHUS B BUAE CBETO-
xxenToro macna. PX-MC m/z 158,8 [M+H]". "H AMP (400 MI'y, CDCls) & 5,80-5,70 (m, 1H),
5,12 (¢, 1H), 5,10-5,07 (m, 1H), 4,25-4,15 (m, 2H), 3,19 (c, 1H), 2,53-2,45 (m, 1H), 2,41—
2,38 (m, 1H), 1,41 (c, 3H), 1,32—-1,25 (m, 3H).

Craana 36B. atun 2-rngpokcn-2-mMeTmnn-3-(okcmnpan-2-1n)nponaHoar
K pactBopy aTun 2-ruapokcu-2-metTunneHT-4-sHoara (46 r, 290,8 mmone) B XM
(1,45 n) npn 0 °C pobasnanm m-CPBA (81,5 r, 378 mmonb, 80% 4MCTOTHI) NOpUMAMUK B
TeyeHun 20 MuH. PeakupnoHHyo cmeck nepemeumanu npu 10 °C B TeueHUn 1 4., 1 NOToM
HarpeBann o 35 °C u nepemewwvBanu B Te4eHnn 16 4. Cmecbk oxnaxganm o 0 °C wm
racunn HacbiWweHHbIM BOAHbIM pacTtBopoM Na,S,0;. OpraHMyeckmin crion OTAENANM W
NPpOMbIBaNM HacbIWweHHbIM  BoaHbiIM  pactBopoM Na,COs;, cywmnm Hag NapSO,,

unbTpoBaNM M KOHUEHTpupoBanu B Bakyyme. OCTatok YMCTUAM C WCMONb30BaHWEM
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CUNMKareneBoOM KONMOHOYHOW xpomarorpadpum nonydas 81 r (80%) HasBaHHOro
COeMHEHNS B BWAE CBETMNO-XENTOro Macna, KOTOpOoe COCTOUT U3 AMacTepeoMepHON
cmecn. 'H AMP (400 MI'y, CDCls) & 4,35-4,20 (m, 2H), 3,50 (c, 0,5H), 3,35 (c, 0,5H),
3,15-3,05 (m, 1H), 2,80-2,70 (m, 1H), 2,50-2,42 (m, 1H), 2,01-1,85 (m, 2H), 1,48 (c, 1,5H),
1,45 (c, 1,5H), 1,35-1,30 (m, 3H).

Crapusa 36C. atun 2-meTun-4-okcoTteTparuapodypan-2-kapbokemnar

MarHunsa Gpomng (12 r, 65,4 mmonb) gobasnann K pacTBopy 3TUN 2-TMAPOKCU-2-
meTun-3-(okcupaH-2-un)nponaHoara (76 r, 436 mmone) B TT® (957 mn). Cmech Harpesanu
npyn 80 °C B TeydeHMn 16 4. PeakumoHHy0 CMECb MOTOM KOHLEHTPUPOBanu B BaKyyme.
Ocratok 3sarpyxannm B Boge (100 mn) wu akctparmpoBanm OXM (500 mn x  2).
Ob6beanHeHHble OpraHuyeckme SKCTPakTbl KOHUEHTpupoBanu B Bakyyme. OcrtaTok
pacteopsanu B AXM (2080 mn) n oxnaxgann go 0 °C. Jobasnanu cunukarens (78,6 T,
1310 mmone) n PCC (122 r, 567 mmonb), 1 cmeck nepemewmsany npu 10 °C B TeueHun 16
4. loBasnanu gononHutensHein PCC (18,8 r, 87,3 MMOnb), 1 CMECb NepemMeLlumBanu npu
30 °C B TeyeHMM 4 4. PeakymoHHy0 cMecCb unbTpoBanM, W TeBepable BellecTBa
npomeiBann AXM (500 mn x 2). OpraHuvyHbii  unbTpat cywmnn Hag NaxSOy,
unbTpoBanM M KoHUEeHTpupoBanu B Bakyyme. OCTaToK YMCTUNM C WCMONb30BaHUEM
cunukareneBon KomnoHouHou xpomatorpadum (ot 10 go 15% EtOAc B netponenHom
apupe), nonyyaa 24,3 r (32%) Ha3BaHHOroO COegUHEHNA B BUAE CBETMNO-XKENTOro macna.
'H AMP (400 Mry, CDCls) 3 4,26—4,20 (M, 2H), 4,14 (c, 2H), 2,90-2,85 (M, 1H), 2,47-2,41
(m, 1H), 1,63 (c, 3H), 1,32-1,28 (m, 3H).

Crapusa 36D. atun 4,4-gudtop-2-meTunteTparngpodypan-2-kapbokcunar

DAST (37,4 r, 232 mmonb) fobaBnanu no kannam K Yuctomy obpasyy atun 2-
meTun-4-okcotetparngpodypan-2-kapbokcunata (20,0 r, 116,2 mmone) npu 10 °C.
Mony4eHHyto B pesynbTaTe CMeCk NepeMeLLMBani Npy TOM Camon TemnepaType B
TeyeHun 15 4. Cmeck notom pasdaenanu XM (50 mn), 1 BbINMBaNu B HACbILWEHHbIN
BogHbIN pacteop NaHCO3 (500 mn) npun 0 °C. Cmeck akctparvposanu XM (500 mn x 2),
1 06bEeAMHEHHbIE OpraHMYecKMe SKCTPaKThl MPOMbIBanM HaCbILWEHHbIM COMNEBbIM
pacteopom (100 mn), cywmnm Hag NaSOy4, puneTpoBan n KOHLUEHTPMPOBANN B BaKyyme,

nony4yaa HadsaHHOE COeAMHEHNE B BUAE KENTOro Macna. CVIpI/Il?I NPOAYKT NCnonb3oBasnn
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HenocpeaCcTBeHHO 6e3 4oNONHUTENBHOM OYUCTKM, AOMYCKas KONMMYECTBEHHbIN BbIXOA,. H
SIMP (400 My, CDClg) & 4,30-4,20 (M, 2H), 4,20-4,05 (M, 2H), 2,95-2,85 (M, 1H), 2,40-
2,25 (M, 1H), 1,57 (¢, 3H), 1,35-1,25 (m, 3H). '°F AMP (376 My, CD;0D) & -101, -98,0.

Craauna 36E. beHaun (S)-4,4-audpTop-2-MmeTunteTparnapodypanH-2-kapbokcunar

K pactBopy atun 4,4-gudtop-2-metuntetparngpodypaH-2-kapbokemnarty (36,5 ,
140 mmone) B TT® (1,5 n) npu 15 °C gobasnanm 1,0 M BogHeM pactsop LIOH (214 mn,
214 mmonb). Cmeck nepemelumBanu npy 15 °C B Te4EHUM 2 Y., 1 NOTOM KOHLIEHTPUPOBanm
B Bakyyme. Ocrtarok nogkucnanum 1,0 M BogHeim HCI pactBopom, gokn pH pactesopa He
pocarano 3, n notom akctparmposanm XM (600 mn x 3) u AXM/MeOH (10/1, 600 mn x 2).
ObbeanHeHHble opraHndeckme aKkcTpakTbl cywmnu Hag NaSO, dunbTpoBanm wu
KOHUeHTpupoBanu B Bakyyme. QOcTaTtok pacTteopsanu B auetoHutpune (500 mn) w
nopatmammn pgobaensanm K,COsz (25 r, 181 mmonb). lotom no kannam pobaenanu
BeHaundpomng (25 r, 146 mmonb). MNony4eHHyo B pesynbTare CyCrneH3nio nepemMeLLmBani
npu 60 °C B TeueHun 16 4. PeakuynoHHyro cmeck racunmn sogon (500 mn) n akcTparmposanm
EtOAc (500 mn x 3). OBbeauHEeHHbIE OpraHUYecKkne 3KCTPakTbl KOHLEHTpUpoBanu B
Bakyyme. OcCTatok uYMCTUNM C  WCMOMb3OBaHWEM  CUNUKAreneBOW  KOMOHOYHOM
xpomarorpadpumn (ot 0 go 25% EtOAc B netponemHomMm acumpe), nonyyasa pauemMmyecKkui
NPOAYKT B Buae xentoro macna (24,7 r, 80%). Yacte pauyemundeckoro npogykra (5,0 r)
noaaasany XopanbHOMY pasferneHunto, CNomb3ysa YCNOBUA XMparnbHOW xpomartorpaum ¢
HopmaneHoto asoro (Phenomenex Lux 10 mkm Lenntonosa-3 45% EtOH B rekcaHax, 20
MI/MWH., 12 MWH.). Bblgenenve gpyroro nuka antomvpoBaHna aasano 2,56 r Ha3BaHHOro
coeavHeHus B Buae BecupetHoro macna. PX-MC m/z 274,2 [M+soga). "H AMP (400 MIw,
CDCl3) 8 7,39-7,34 (m, 5H), 5,21 (c, 2H), 4,15-4,04 (m, 2H), 2,96-2,84 (m, 1H), 2,40-2,24
(M, 1H), 1,59 (c, 3H). "°F AMP (376 MI'y, CDCls) 3 -101, -98,0.
RF

Crapusa 36F. (S)-4,4-gudTop-2-meTnnteTparngpodypaH-2-kapOoHOBOW KNCMOTbI
((1R,4aS,10aR)-7-n3onponun-1,4a-aumetnn-1,2,3,4,4a,9,10,10a-okrarngpodeHaHTpeH-1-

nn)meTaHaMmHoOBa COJb
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ABcontoTHass  CTEPeOXMMUSI  Ha3BaHHOroO  COeAWHEHVMs  ornpegensanacbs  3a
PEHTreHOBCKOK KpucTannorpadpuen moHokpuctanna (dPurypa 3). beHaun (S)-4,4-andrtop-
2-meTunteTparngpodypaH-2-kapbokcmnar  rmgponmMsMpoBanM B COOTBETCTBYHOLLEN
Kucnote n Kpuctannusosanu c ((1R,4aS,10aR)-7-n3onponun-1,4a-gumeTunn-

1,2,3,4,4a,9,10,10a-okTarngpodeHaHTpeH-1-mn)meTaHaMmMHOM U3 STaHoNa.

Crapua 36G. (S)-(4,4-AndTop-2-meTuntetparngpodypan-2-un)(1,4-gumetmn-1H-
nnpason-3-mn)MeTaHoH

K pactesopy 3-oa-1,4-pumetun-1H-nnpasony (npenapartvsHas Crtagmsa 1D) (394
mr, 1,77 mmone) B TP (3,23 mn) npu 0 °C gobasnanun no kannam i-PrMrCI-LiCl (1,37 mn,
1,77 mmonb, 1,3 M pacteop B TI®). lMonyyeHHbIn B pes3ynbTaTte XenTbih pacTBop
nepemelunBany npu TOM Xe TemnepaTtype B TedeHuM 2 4., U MNOTOM Harpesanu [oO
TeMnepaTypbl OKpyxarowen cpeabl U nepemewmsany B TeveHun 30 MuH. Cwmechb
oxnaxganu go 0 °C, n gobasnanu 6eHaun (S)-4,4-ondTop-2-meTunterparngpodypaH-2-
kapbokcunat (413 mr, 1,61 mmone). Cmeck nepemerumsany npu 0 °C B TeveHnn 30 MUH., 1
MOTOM Harpesanu 40 TemnepaTypbl OKpyXatoLen Cpeabl U NnepeMeLumBani B Te4eHnn >12
Y. PeakumoHHy0 CMeCb racunm HacbilweHHbIM BoaHbIM pactBopoM NH4Cl, n cmech
akcTparnpoanu OXM. OBbeauHEHHbIE OpraHndeckme SKCTpakTbl Cywnnm Hag NapSOy,
mnbTpoBanM n KoHUEHTpupoBanuM B Bakyyme. OcCTaToKk YMCTUNM C WCMOSNb30BaHUEM
cunukareneBomn KonoHo4Hou xpomatorpadum (o1 0 go 100% EtOAc B AXM), nony4yaqa 351
Mr (89%) Ha3BaHHOrO coeauHeHwus B Buae macna. PX-MC m/z 245,3 [M+H]*. 'H AMP (400
MI'y, CDClI3) 8 7,16 (c, 1H), 4,20-4,05 (m, 2H), 3,90 (c, 3H), 3,34-3,23 (M, 1H), 2,62-2,51
(m, 1H), 2,29 (c, 3H), 1,78 (c, 3H).

Craana 36H. (¢,R)-((S)-4,4-OndpTop-2-meTunteTparngpodypan-2-un)(1,4-aumetun-1H-
nupason-3-mn)MetTaHammH
K pactBopy (S)-(4,4-pudpTop-2-meTuntetparngpodypan-2-un)(1,4-gumetmnn-1H-
nupason-3-mn)MetaHoHy (352 mr, 1,44 Mmornb) B MeTaHONbHOM aMmmoHun (1,23 1, 10,3 mn,
72,1 mmonb, 7,0 M B MeOH) pobaensanu tutany (IV) atokeng (1,97 r, 1,81 mn, 865
Mmonb). MNony4eHHyo B pesynbTare CyCneH3no repMeTU3NpoBani 1 nepemeLuvsani npmu
60 °C B TeueHuM Houn. PeakumoHHyto cmech oxnaxgann o 0 °C, n gobaensann NaBHy

(224 wr, 5,91 mmonb). Cmeck nepemeruvsany npu 0 °C B TedeHun 30 MUH., 1 NOTOM Mpw
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TemMnepaType oKpyXaroLen cpeabl B Te4eHun 1 4. PeakymoHHY cMeCh KOHLEHTpMpOBanu
B Bakyyme. HCl| (1,0 H. BogHbin pactBop) fobaBnanuM K OCTartky, AOKA CMECb He
nogkMcnmnace, n notom akctparmposanu Et,O. BogHein crnon Hentpanusosann NaOH (1,0
H. BOAHbIA pacTBOp), 1 NoToMm akcTparmposann XM (x 2). ObbeanHeHHbIe OpraHnyeckue
3KkcTpakTbl cywnnu Hag NaxSO4, dunbTpoBanu 1 KOHUEHTpupoBanu B Bakyyme. OcTaTok
pacteopsnv B AXM (2 wmn), n pobasnanm HCl (4 mn, 40 M B MeOH). Pacrteop
nepemewwmBanm B TeyeHun 10 MWMH. M NOTOM KOHLUEHTPUPOBaNMM B Bakyyme, nonyyas
HasBaHHOE coeaunHeHve B Buae 6Genoro TBepaoro Bewjectsa B Buae MoHO-HCI conu.
MpoaykT BblAENANM B BUAE CMECU U3 [BYX AWNACTEPEOMEPOB W MCMONb3oBanu

HenocpeaCcTBEHHO B3 AOMONHUTENBHON OUYUCTKW.

Crapusa 361. 4-((2-(((S)-((S)-4,4-andpTtop-2-meTunTeTparngpodypaH-2-un)(1,4-gumeTunn-
1H-nnpa3son-3-mn)MeTnn)ammHo)-3,4-guokcoumknodbyT-1-eH-1-mn)ammHo)-3-rmgpokcun-N, N-
AVMETUNMNMKONTMHAMUA,

DIEA (131 wmr, 1,02 mmonb) n (c,R)-((S)-4,4-andprop-2-meTunteTparngpodypaH-2-
un)(1,4-gpumetnn-1H-nnpason-3-un)metaHamuvH (292 mr, 1,19 mmone) gobasnsanm k 4-((2-
3TOKCK-3,4-anoKcoUMKNOBYT-1-eH-1-1n)ammnHo)-3-rmgpokcu-N, N-gumeTnnnukonuHammay
(npenapatneHas Ctagua 1G) (330 mr, 1,08 mmons) B EtOH (1,9 mn). Cmech
nepemeLLmBany nNpyu KOMHaTHOM TemnepaType B Te4eHUN 18 Y. 1 NOTOM KOHLEHTPUPOBanm
B Bakyyme. OCTaTtok 4UCTUNM C  WUCMNONb3OBAHWEM  CUNUKarerneBon KONOHOYHOW
xpomarorpadpum (ot 0 po 10% MeOH B [OXM). T[lonyyeHHyto B pesynbTaTe
ANacTepeoMepHyro  CMeCb  pasgenanM € Mcnonb3oBaHuem  xupansHou  SFC
xpomarorpadpun (Chiral Tech OD-H, 250 mm x 30 mm, 5 mkm, 25% 3TaHOn, KOTOPbLIN
cogepxunt 0,2% 7H. ammoHuo B meTaHone, 80 mn/muH.). BblaeneHwe nepBoro nuka
anounpoBaHua gasano 299 mr (55%) Ha3BaHHOIO COeAMHEHUSA B BUAE XKENMTOro TBEpLoro
Belecta. PX-MC m/z 505,4 [M+H]* "H AMP (600 MI'y, IMCO-dg) & 10,48 (w. c., 2 H),
9,23 (w. c., 1H), 7,99 (g, J=5,3 T'y, 1H), 7,91 (w. c., 1H), 7,49 (c, 1H), 5,56 (a4, J = 8,4 I'y,
1H), 4,10-3,96 (m, 1H), 3,93-3,82 (m, 1H), 3,80 (c, 3H), 3,14 (w. c., 3H), 3,03 (w. c., 3H),
2,55-2,45 (m, 1H), 2,34-2,22 (m, 1H), 1,99 (c, 3H), 1,49 (c, 3H). XupanbHas SFC (SFC-
cnocob A) RT = 5,26 muH., 100% e.H.
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Mpumepbl 37 - 38
HasBaHHble coeguHeHus B Tabnuue 3 nonydanu crnocoboMm, aHanornyHbIM
Nosly4yeHuto 4-((2-(((S)-((S)-4,4-ondpTop-2-meTmnnreTparngpodypan-2-un)(1,4-anmeTnn-

1 H-nnpason-3-un)MeTmn)aMmmnHo)-3,4-anokcoumknodbyT-1-eH-1-mn)ammnHo)-3-rngpokcn-N, N-

AVMETUNMUKONTMHaMmna (Mpumep 36), MCNOonb3ys COOTBETCTBYHOLLNMA
reTepoapunranoreHus.
Tabnvuya 3
Mp. CTpykTypa Xummyeckoe HaszBaHWE N aHanUTUYeckue AaHHble
37 4-((2-(((S)-((S)-4,4-OnpTop-2-meTunTeTparngpodypaH-

2-nn)(4-atnn-1-metun-1H-nmupason-3-un)MeTmnn)aMmmHo)-

3,4-aunokcoumknobyT-1-eH-1-1n)amMmnHo)-3-rngpoKcu-

N, N-gumeTtunnukonuHamug,. XXentoe TBepaoe

N | BeLecTBo, 21,5 Mr (15%). PX-MC m/z 519,3 [M+H]". 'H
~ AMP (400 MI'y, CD3;0D) 8 8,24 (g, J = 5,6 'y, 1H),

! 7,95-7,90 (m, 1H), 7,38 (c, 1H), 5,68 (c, 1H), 4,10-3,88
(m, 2H), 3,86 (c, 3H), 3,23 (w. c., 3H), 3,16 (w. c., 3H),
2,75-2,65 (m, 1H), 2,60-2,45 (m, 2H), 2,35-2,20 (m,
1H), 1,60 (c, 3H), 1,20 (1, J = 7,5 'y, 3H). "°F AMP (376
Mly, CDs0OD) & -104, -98,0. RT = 3,86 MuH., 100% €.H.
(SFC-cnocob D)

38 4-((2-(((S)-((S)-4,4-OndbTop-2-meTunTeTparngpodypax-
2-1n)(2,5-gumeTnnTrnason-4-mn)MeTmn)ammHo)-3,4-

AnokcoumknobyT-1-eH-1-mn)ammnHo)-3-rmgpokcun-N, N-

AnMeTunnukonuHamug,. >Kentoe TBepaoe BELLECTBO,

| 22,9 Mr (9%). PX-MC m/z 522,3 [M+H]". "H AMP (400
- MIy, CD;OD) 38,24 (o, J=5,5Ty, 1H), 7,92 (a, J = 5,5
My, 1H), 5,71 (c, 1H), 4,02 (ks., J = 10,9 'y, 1H), 3,86
(dt, J = 18,6, 10,3 'y, 1H), 3,23 (w. c., 3H), 3,16 (L. c.,
3H), 2,85-2,70 (M, 1H), 2,64 (c, 3H), 2,47 (c, 3H), 2,26
(oA, J =17,7, 14,4, 8,0 T'y, 1H), 1,54 (c, 3H). °F AMP
(376 MI'y, CD;0D) & -104, -98. RT = 4,14 muH., 100,0%
e.H. (SFC-cnocob H)
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Mpumep 39
(R)-3-rmgpoken-N, N-gumeTtnn-4-((2-(((1-metun-4-(Mmetun-ds)-1H-nnpason-3-un)(1-

METUNLMKNONEHTU)METUI)aMUHO)-3,4-4MOKCOLMKNOBYT-1-eH-1-1N)aMUHO ) IMKONIMHAMWE,

o
)
W N
;‘N ZN—
N O—NH H N
\ )= D
N OH D' p
/0

Cragusa 39A. 4,4 5 5-TetpameTun-2-(metnn-ds)-1,3,2-guokcaboponaH

K BbICyLLEHHOM WM 3anofHEHHOW as30TOM Konbe, OCHAaLEeHHOW KOHAEHCaTOpPOM W
KanenbHoW BOPOHKOM fobaenanu metannuyeckun Mg (1,26 r, 51,7 MMonb) 1 KpucTannmk
nogy. [OHO konbbl HarpeBanu TENMOBOK MyLUKOW, Moka UONETOBbIA a3 He
pacnpocTpanHuTca Ha nosepxHocTs Mg. [Jobasnanu Et,0 (5 mn). PactBop nepemelumsanu
noka nofgHasi okpacka He ncyesana. Kak Toneko pacTBop ctaBaB Npo3padHbiM, MEASEHHO
pobasnann pacteop nogmetany-ds (5,0 r, 34,49 mmone) B Et20 (45 mn). Nocne Toro, kak
foBaBneHNsa 3aBepLUNIIOCh, PEaKLMOHHYIO CMECh HarpeBanu A0 KUNA4YeHus ¢ obpaTHbIM
xonoguneHukom B TedeHun 20 muH. OBpasoBaHHbIM peareHT [puHbApa gobasnanu no
Kannsam K pacTtBopy 2-metokcn-4,4,5 5-tetpametun-1,3,2-guokcaboponany (5,45 r, 5,65
mn, 34,5 mmone) B Et,O (20 mn) npm -60 °C. PeakumoHHOM CmecuM NOTOM Aasanu
HarpeTbca o 20 °C n nepemewmBanu B TeuyeHUM 1 4. PeakuMOHHYHO CMeChb racunu
HacbkiweHHoro pacteopa NH4Cl n crnoun pasgenanun. Oprannyeckun cnon cyumnm (NaxS0y)
n puneTpoBann. PunbTPaT KOHLUEHTPUPOBANK, Nornyyas HasBaHHOE COeAMHEHNE, KOTOpOoe

ncnonb3osany 6e3 AoNoNHUTENBHOM OYUCTKM.

Cragna 39B. N-Metoken-N, 1-gumeTtunuymnknoneHTan-1-kapbokcammg
K pactBopy 1-meTunumknoneHtaH-1-kapboHoson kncnotel (60 r, 470 mmons) B XM
(1,5 n) poBasnann HN(Me)(OMe)-HCI (50,2 r, 515 mmonb), TEA (194 1, 1,92 monb) u
HATU (267 r, 702 mmonb) npu 0 °C. Cmeck nepemewmanu npu 25 °C B TedeHun 15 4. n
MNOTOM KOHUeHTpupoBanu. Octatok [oOaBnsnNM K HacbILEHHOMY BOAHOMY pacTBOpY
Na,CO; (1 n) u oskcrparmposanu EtOAc (2 x 1 n). OBbeanHeHHble opraHuyeckue
akcTpakTbl cywnnm (Na,SO4) n unetpoBann. OunbTpat KOHUEHTPUPOBANM M OCTaTokK

YUCTUNK NyTEM AaucTunnauuun, nonyyas 62,1 r (77%) HasBaHHOro CoefuHeHUs B Buae
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ecuseTHOro macna. PX-MC 193,2 [M+H]*. 'H IMP (400 MI'y, CDCls) 8 3,69 (c, 3H), 3,20
(¢, 3H), 2,15-2,01 (m, 2H), 1,73—1,54 (m, 6H), 1,26 (c, 3H).

Cragusa 39C. (1-MeTtun-1H-nupason-3-un)(1-MeTUNUMKNoONeHTnUN)MeTaHoH

3-I7Iou-1-meTmn—1H-nmpa30n (2,19 r, 10,5 mmonb) poBaBnanu No KannsgMm K
iPrMrCI-LiCl (10,8 mn, 14,0 mmonb, 1,3 M TT® pacteop) n TI® (14 mn), oxnaxganu go 0
°C B aTMocepe a3ota. Cmecu fasanu nepemMeLlumsaTbCa Npyv KOMHaTHOW Temnepartype B
TedyeHun 1 4. lotom no kannam pgobaenanu N-metokcu-N,1-gumeTnnumknoneHTaH-1-
kapbokcamumg (1,2 r, 7,0 mmonb). CmMeck nepemeLlumBani npy KOMHaTHOW Temneparype B
TeyeHun 18 4. 1 NOTOM racvnn HacblweHHbIM BogHbIM pacteopom NH4Cl. PeakunoHHyro
cmecb akctparmpoBanm  EtOAc. Opranuuveckun  akctpakt  cywunm  (NaxSQO4) w
unbTpoBann. dunbTpar KOHLEHTPUMPOBanNM M OCTaTOK YUCTUIM C WUCMOMb30BaHUEM
cunukareneson konoHouHou xpomatorpadum (10-50% EtOAc/rentan), nonydas 992 mr
(74%) HasBaHHOro coeanHerns. PX-MC 1724 [M+H]". "H AMP (400 MI'y, CDCls) & 7,34
(@, J=23Tu, 1H), 6,81 (4, J =2,3 'y, 1H), 3,98 (c, 3H), 2,46-2,33 (m, 2H), 1,79-1,63 (m,
6H), 1,49 (c, 3H).

Ctagus 39D. (4-Wop-1-metvn-1H-nupason-3-4n)(1-MeTUnLMKIONEHTUN)METaHOH

NIS (702 wmr, 3,12 mmonb) gobasnanu k pacteopy (1-metun-1H-nnpason-3-mn)(1-
MeTuUnumknoneHTun)meTaHoHa (400 mr, 2,08 MMOnb), YKCYCHOM KMCNOTLI (4,2 MI), U CMEeCb
nepemelunBann npyv KOMHaTHOM TemnepaType B TedeHunm 18 4. PeakymoHHyto cmechb
KOHLEHTPUPOBaNM M OCTaToK YUCTUM C UCTOMNb3OBaHWEM CUMMKareneBon KOMOHOYHOM
xpomarorpadpum (0-20% EtOAc/rentan), nonyyasa 595 mr (90%) Ha3BaHHOrO COeANHEHMS B
Buae Genoro TBepporo Belectea. 'H AMP (400 My, CDCls) 8 7,47 (c, 1H), 3,98 (c, 3H),
2,43-2,32 (m, 2H), 1,80-1,60 (m, 6H), 1,47 (c, 3H).

Cragua 39E. (1-MeTtun-4-(meTtun-ds)-1H-nmupason-3-un)(1-MeTUnuUmMKNoneHTUn)MeTaHoH
EmMKOCTb, KoTopas COOEPXKUT (4-nop-1-metun-1H-nupason-3-un)(1-
MeTUnUUKNoneHTun)mMeTaHoH (532 wr, 1,67 mmonb), 4,4,55-Tetpametun-2-(MeTun-ds)-
1,3,2-anokcaboponaH (1,7 r, 11,7 mmons), anokcaH (8 mn) un BoaHyro KsPO4 (3,55 T, 16,7
MMonb, 8,36 mn, 2,0M) 6apboTtupoBanu razoobpasHbiM aproHoM B TedeHun 5 muH. P(tBu)s

Pd-G2 (177 wr, 0,33 mmornb) gobaesnsanm n cmecb Harpesanu go 100 °C B Te4eHumn 4 u.
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PeakumoHHyto cmech pacnpegensnu mexay EtOAc. OpraHudeckmi cnov  cylumnm
(Na;S0O4) wn  dunbTpoBanu. dunbTpaT KOHUEHTPUPOBANM W OCTaTOK  YUCTUNU  C
NCMONMb30BaHNEM CUNKAreneBon KOMOHOYHOM xpomatorpadpum (50% AXM/rentan),
nonyyaa 185 mr (53%) HassaHHoro coeguHennda. 1H AMP (400 My, CDCls) & 7,14 (c,
1H), 3,90 (c, 3H), 2,43-2,32 (m, 2H), 1,78-1,61, (m, 6H), 1,49 (c, 3H).

Crapua 39F. (1-MeTun-4-(metun-ds)-1H-nnpason-3-mn)(1-MeTunuUmMKNoneHTUNn)MeTaHoH
OKCUM

Emkoctb, koTtopas cogepxut NaOAc (129 wmr, 1,58 mmons), rugpokcunamuHa
rmgpoxropung (219 wmr, 3,15 wmmonb), (1-meTtun-4-(metun-ds)-1H-nnpason-3-mn)(1-
MeTUNUUKNoneHTun)metTaHoH (165 mr, 0,788 mmone), n EtOH (3,94 mn) Harpesanu npu 95
°C B TedeHMM 2 4. U MNOTOM OxnaxzganM A0 KOMHaTHOM Temnepatypbl. PactBopurens
yaananu mn octaTok pacnpegensnn mexay OXM m HacbIWeHHbIM BOAHbIM pPacTBOPOM
NaCl. Cnou pasgenann, v BOAHbIM cron okcTparvposann [OXM (2 x 20 wmn).
OBbepuHeHHble opraHnveckme skcTpakTbl cylwmnn (NaxSQO4) u unetpoBann. dunstpat
KOHLEHTpUpoBanu, nony4vas 212 Mr HasBaHHOro CoeAnHEHUs B BUAE TBEPAOW BeLlecTsa.
PX-MC m/z 225,2 [M+H]*. "H AMP (400 MI'y, CDCls) 3 7,21 (c, 1H), 3,89 (c, 3H), 2,11—
1,99 (m, 2H), 1,77-1,60 (m, 4H), 1,53—1,40 (m, 2H), 1,25 (c, 3H).

Cragmna 39G. (1-MeTtun-4-(metun-ds)-1H-nnpason-3-un)(1-MeTUnyuKNoneHTun)MeTaHaMmmH

HOAc (3 mn), notom Zn (311 wmr, 4,76 mmonb) pgobaensnm B konby, kotopas
COOEpPXUT (1-meTun-4-(meTun-ds)-1H-nnpason-3-1n)(1-MeTUNUMKNONeHTUM)METaHOH
okcum (178 wmr, 0,79 mmone). Cmecbk HarpeBanu npu 60 °C B TeueHum Houu. [locne
oXNnaxaeHus 4O KOMHAaTHOW TemnepaTypbl, PeakuMoOHHYH CMeCh unbTpoBanm 4depes
uenut 1 npomMbiBann HOAC. dunbTpar KOHUEHTPUPOBanNn 1 a3seoTPONHO AUCTUNNMPOBAanU
¢ Tonyonom (3 pasn). Octatok pasbasnann XM n Et,O, n pH perynuposanm go pH~14
50% BogHbiM NaOH. Cnowu pasgensanu, M BOAHbIA CMOW 3KCTparMpoBanv ABaxabl
OXM/Et,O  (2:8). OB6bepuHeHHble opraHuyeckne okcTpaktbl cywmnn  (NaxSOs) um
duneTpoBann. duneTpat KoHUeHTpupoBanu, nonydas 145 wmr (87%) HasBaHHOro
coepuHerns. PX-MC m/z 194,2 [M-NH]". "H AMP (400 MI'y, CDCls) & 7,05 (c, 1H), 3,81
(c, 3H), 3,55-3,47 (m, 1H), 1,81-1,14 (m, 8H), 1,05 (c, 3H).
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Cragusa 39H. (R)-3-I'mapoken-N,N-gumeTtnn-4-((2-(((1-metun-4-(metnn-ds)-1H-nnpason-3-
nn)(1-MeTUNUUKNONEHTUN)METUN)aMNHO)-3,4-4NOKCOLMKNODYT-1-eH-1-
Wn)aMmnHO )NNKoIMHaAMKL

EtOH (3,0 mn), 4-((2-stokcu-3,4-gmokcoumknodbyT-1-eH-1-1n)aMmmnHo)-3-rnapoKcu-

5  N,N-gumetunnukonuHamung (npenapatmeHas Ctagua 1H) (842 wmr, 0,7 mmone) n DIEA
(267 wr, 0,36 mn, 2,07 mmonb) pgobaensanu B konby, kotopas copepXut (1-metmn-4-
(MeTun-ds)-1H-nnpason-3-un)(1-metunumknoneHtTun)metasammd (145 wmr, 0,69 mmonsb).
CmMecb nepemMeluvBany Mpu KOMHaTHOW TemnepaTtype B TeYeHUM HOouM. PeakuyuoHHyHo
cMecb  QunbTpoBanM, W dunbTpat  KOHUeHTpupoanu. Octatok  uYaCTMIM  C

10  WCMOMb30OBaHWMEM CUMMKareneBOW KOMOHOYHOM  xpomatorpadpum (6% MeOH/OXM),
nonyyasi paueMmyeck i npoaykT. Pauemat pasgensnu C UCMOoMb30BaHWEM XMparbHOM
SFC-xpomatorpadun (Chiralcel OD, 250 mm x 30 mm, 5 Mkm, 80 mn/muH., 25% MeOH
kotopaa cogepxumt 0,2% 7H. ammonns/MeOH). BblgeneHue nepBoro 3sHaHTMOMEpPA
anoMpoBaHust fasano 70 Mr Ha3aBaHHOro coeamHerns. PX-MC m/z 470,5 [M+H]". "H AMP

15 (400 My, AMCO-ds) 8 11,70 (c, 1H), 9,92 (c, 1H), 9,13 (g, J = 10,1 'y, 1H), 8,02 (c, 2H),
7,44 (c, 1H), 5,35 (g, J = 10,1 'y, 1H), 3,81 (c, 3H), 3,22-3,07 (m, 6H), 1,72-1,60 (m, 6H),
1,39-1,12 (m, 2H), 1,10 (c, 3H). [pyron saHaHTUOMEP SMHOUPOBAHMS BbIAENANN, Nony4vas

70 Mr cooTBETCTBYHOLLErO (S)-3HaHTHomepa.

20 Mpumep 40
4-((2-(((1R)-(1,4-gumeTun-1H-nnpason-3-un)(1-meTnnumknoneHTun-3,4-d;)MeTnn)aMmmHo)-

3,4-gurokcoumknobyT-1-eH-1-mn)ammnHo)-3-rngpokcu-N, N-gumeTnnnukonmHammg

Crapusa 40A. UnknoneHTt-3-eH-1-kapboHoBa kucnoTa
25 K pactBopy meTtun 1-metunuymknoneHTt-3-eH-1-kapbokcunary (50 r, 396 mmonk) B
Tro:HO (500 mn:125 mn) npu 25 °C gobaensanm LIOH (19 r, 793 mmonb). Yepes 15 u,,
peakuMoHHy0 cMmech akcTparmposanu EtOAc. BogHbin cnov notom nogkuensanu o pH = 3

1H. HCI n skctparmposanm EtOAc (3 x 1 n). OObeanHEeHHbIE OpraHuyYeckue SKCTPaKTbl
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obbeamHanu, cywmnn (Na;SO4) n dunetpoBanu. dunbTpaTt KOHUEHTPUPOBanW, nony4vas
40 r (90%) Ha3BaHHOro COeAMHEHMs B BUae xenToro Macna. 'H SIMP (400 My, CDCls) &
5,68 (c, 2H), 3,29-3,03 (M, 1H), 2,82-2,53 (m, 4H).

Cragna 40B. 1-MetunuyuknoneHT-3-eH-1-kapboHoBa KucnoTta

K pacteopy LDA (2M B TIr®/rentan/atun 6eHson, 446 mn) B TI® (800 mn)
fobaBnann no Kannam pacTBop UMKNOMNEHT-3-eH-1-kapboHoBon kucnotel (40 r, 357
mMmonk) B TT® (200 mn), nogaepxumeasa temnepatypy -30 °C. Cmeck HarpeBanm 1o 25 °C u
nepemewmsann B tedeHun 15 4. Cmecb notom oxnaxganm o -30 °C, u pobasnanm
nogmetaH (50,6 r, 22,2 mn, 357 mmonb). Yepes 2 4. npu 25 °C, cmeck racunun 3M HCI n
akctparnposanu EtOAc (3 x 1n). OBbeanHeHHble OpraHM4YecKkMe SKCTPaKTbl CyLUWMK
(Na2xS04) 1 dunbTposanu. PunbTPaT KOHLEHTPUPOBANW MPU MOHWKEHHOM AaBneHuU, W
OCTaTOK YUCTUNN C UKCMONb30BaHMEM CUNMKareneBon KOMOHOYHOW XpomaTtorpadum
(EtOAC), nonyyas 45 r (100%) Ha3BaHHOrO coeavHeHns B Buae macna. 'H SAMP (400 My,
CDCl3) 85,64 (c, 2H), 2,98 (g, J =14. 7 T'y, 2H), 2,28 (g, J = 14,7 'y, 2H), 1,36 (c, 3H).

Craana 40C. N-MeTtokcun-N, 1-gumeTnnumknoneHT-3-eH-1-kapbokcammg,

K pacteopy 1-mMeTunumknoneHT-3-eH-1-kapboHoson kucnotel (45 r, 357 mmonb) B
AOXM (1 n) npm O °C pobasnsanm HN(Me)(OMe)-HCI (38,3 r, 392 mmonb), TEA (148, 1,46
monb) n HATU (203 r, 535 mmone). Nocne nepemiyBaHHA NpyY KOMHATHOW Temneparype
B TEYEHUN 24 4., PEaKUMOHHYIO CMECb KOHLIEHTPUPOBaNM MPW MOHWKEHHOM AaBMNEeHWUM.
Octatok posbasnanu EtOAcC (1 n) n npombiBanM HacbiWEHHbIM BOAHbIM PacTBOPOM
Na,COj;. BogHbt cnown gononHutenbHo akcTparmposann EtOAc (1 n). O6beanHeHHble
opraHuyeckmne akcTpakTbl cywnnu (NaxSQO4) 1 dunsTpoBanu. PuneTpaTt KOHUEHTPUPOBANW
NPU MNOHWXKEHHOM [AaBMEHUW, U OCTaTOK YACTUAM C WCMOSIb30OBaHWEM CUMUKareneBom
konoHouHou xpomatorpadum (PE:EtOAc, 20:1 go 5:1), nonyyas 23,4 r (39 %) HasBaHHOe
COeMHeHe B BULE CBETNO-XenToro macna. PX-MC m/z 170,3 [M+H]"; '"H AMP (400 My,
CDCl3) © 5,59 (c, 2H), 3,69 (c, 3H), 3,20 (c, 3H), 2,88 (g, J = 15,1 'y, 2H), 2,23 (a4, J = 15,1
My, 2H), 1,27 (c, 3H).
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Cragusa 40D. (1,4-OumeTnn-1H-nnpason-3-un)(1-MeTunumknoneHT-3-eH-1-mn)meTaHoH

B kpyrnogoHHyto kondy obbemom 125 M ¢ MarHUTHbIM CTEPXKHEM, WU OCHALLEHHYH
Nneperopoakon, TPWKAbl npoayBanu asoToMm, nocne dero pobaengnm TIP (7,0 mn) ¢
nocnegyrowmm gobasneHvem 3-noa-1,4-gumetmn-1H-nnpasony (npenaparmeHas Ctagus
1D) (917 wr, 4,13 mmonb). K gaHHomy pacteopy no kannam gobasnsnu 1,3 M pactsop
iPrMrCI-LiCl B TT® (5,45 mn), n cmecb nepemelumBany B Te4eHMn 1 4. Npu KOMHaTHOM
Temnepartype. [lo kannam pobBasnanm  N-meTokcu-N, 1-guMeTnnumMKnoneHT-3-eH-1-
kapbokcammg (600 mr, 3,55 mmonb) B TP (5 mn). MNocne nepemelumBaHns B TEYEHUN 2 Y.,
PEaKkLUMOHHYO CMEeCb racunmM HacbiweHHbIM BoAHbIM pactBopoM NH4Cl (20 mn) w
akctparmposanm OXM (3 x 25 mn). ObbeauHeHHble 3KCTpakTbl cywmnm (NaSOQ4) u
unbTpoBann. PunbTpaT KOHUEHTPMPOBANM npuv MOHWXKEHHOM AasBneHun. OcTartok
YUCTUNN C UCMONb30BaHWEM CUNMKareneBon KOnoHoYHoW xpomatorpadum (EtOAC B
rentaHe, 0-100%), nonyyasa 500 mr (69%) Has3BaHHOrO coeanHeHus B Buae 6ecLBeTHOro
macna. 'H AMP (400 My, CDCls) 8 7,14 (c, 1H), 5,70-5,64 (m, 2H), 3,90 (c, 3H), 3,20—
3,12 (m, 2H), 2,44-2,36 (m, 2H), 2,30 (c, 3H), 1,52 (c, 3H).

Crapusa 40E. N-((1,4-OnmeTnn-1H-nnpaszon-3-un)(1-MeTunumknoneHT-3-eH-1-
nn)meTun)gpopmammng

dopmammg (10,5 mn) n mypabmHyto k1crnoty (6 mn) gobaenann B konby, koTopas
cogepxut (1,4-aumetnn-1H-nnpason-3-un)(1-MmeTnnumknoneHT-3-eH-1-un)metaHoH (1,1 r,
5,4 mmonb). Cmeck Harpesanm npu 135 °C B TeueHun 20 4. 1 NOTOM OXnaxgani Ao
KOMHaTHOW Temnepatypbl. [Jobasnanu sogy (60 mn), n cmeck akcTparmposanm MTBE (3 x
50 mn). OBbbeanHeHHble opraHuyeckme akcTpakTbl cywmnm (NaSO4) n dunsTpoanu.
®dunbTpaT KOHUEHTPMPOBanM, noflydyas Ha3BaHHOE COeAWHEHME, KOTOPOE WCMOrb3oBanm

Ha crnegyrowen ctagum 6e3 odnctkn. PX-MC m/z = 234,0 [M+H]+.

Crapusa 40F. (1,4-umeTtun-1H-nnpason-3-un)(1-mMeTunuuknoneHT-3-eH-1-nn)MetaHaMmmH

BogHbin 1H. HCI (24 mn) pobaensann B konby, kotopasa coaepxut N-((1,4-aumeTmn-
1H-nnpason-3-un)(1-meTnnuymnknoneHT-3-eH-1-un)metun)popmammg (1,26 r, 5,4 mmonb).
Cmecb HarpeBanm npu 100 °C B TeYeHUM 2 4. M NOTOM OXnaxganu A0 KOMHaTHOW
Temnepatypbl. pH pacrtBopa perynupoBanm po pH ~11 TtBepaum NaOH. Cwmech

akctparnposanu MTBE (3 x 30 mn). O6beanHeHHble OpraHnYeckue 3KCTPaKTbl CyLUUU
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(Na;SO4) n dunetpoBanu. dunbtpar KoHueHTpupoanu, nonydas 1,1 r (100%)
HasBaHHoro coeauHeHuns. PX-MC m/z 189,1 [M-NH,]". H amP (400 Ml'y, CD;0D) 8 7,27
(c, 1H), 5,66-5,58 (m, 2H), 3,86 (c, 1H), 3,82 (c, 3H), 2,67-2,51 (m, 2H), 2,09-1,97 (m, 4H),
1,93-1,83 (m, 1H), 1,10 (c, 3H).

Cragusa 40G. 4-((2(((R)-(1,4-OumeTtnn-1H-nnpaszon-3-mn)(1-MeTunymKnoneHT-3-eH-1-
UN)METUN)aMmHO)-3,4-4NOKCOLMKIODYT-1-eH-1-nn)ammHo)-3-rngpokcn-N, N-
ANMETUNNNKONUHAMUA,

Cmecb ¢ 4-((2-sTokeu-3,4-guokcouymknodyTt-1-eH-1-mn)amumHo)-3-rugpokeun-N, N-
anmeTtunnukonvHamuga (npenapatveHaa Ctagma 1H) (300 wmr, 0,983 mmonb), (1,4-
anmetun-1H-nnpason-3-un)(1-MeTunumMKnoneHT-3-eH-1-un)metaHammHa (242 wmr, 1,18
MMOnb), dTaHona (9,83 wmn) u gumusonponuneTunamuH (2,65 wmn, 14,7 Mmonb)
nepemewmsanm npu 40 °C B TeYEHUN HOUM. PeaKkumMOHHY0 CMECh KOHLIEHTPUPOBanu npu
MOHWKEHHOM AaBneHun. OcCTartok YUCTUM € UCMOMb30BaHWEM  CUMMKareneBow
KonoHo4Hon xpomartorpadpum (0-20% MeOH B OXM), nonyyas 450 mr palemuyeckoro
NPOAYKTa. QHaHTUOMEPbI pasgensany ¢ mucnonbsoBaHmeM xupansHon SFC (Chiral Tech
OD-H, 250 mm x 21,2 MM, 5 MKMm, 22,5% wmeTaHona, koTopbin copgepxut 0,2% 7H.
amoHito/MeOH, 80 mn/muH.). BbliaeneHne nepeoro sHaHTMomepa antomposaHms gasano 80
MF Ha3BaHHOro coeguHeHnsi. PX-MC m/z 465,4 [M+H]*. "H AMP (400 MI'y, CDCl;) 5 12,84
(w. c., 1H), 8,27 (w. c., 1H), 8,02 (g, J = 5,1 'y, 1H), 7,97 (w. c., 1H), 7,22 (w. c., 1H), 7,11
(w. c., 1H), 5,63 (w. c¢., 2H), 5,50 (w. c., 1H), 3,81 (c, 3H), 3,61 (w. c., 3H), 3,19 (w. c., 3H),
2,78-2,64 (m, 2H), 2,15-2,02 (m, 5H), 1,21 (c, 3H). Jpyron sHaHTMOMEp 3MNHOUPOBaHUA

Bblaenanu nony4yas 100 Mr cOOTBETCTBYHOLLETO (S)-3HaHTMOMEpA.

Craaunsa 40H. 4-((2-(((1R)-(1,4-pmeTnn-1H-nupason-3-un)(1-mMeTunumnknoneHTnn-3,4-
d2)MeTnn)ammHo)-3,4-aMokcoumKnobyT-1-eH-1-un)ammnHo)-3-rugpokcn-N, N-
AVMETUNMNMKONMHAMUA,

B peaktop lMappa ¢ marHuTHbIM cTepxxHem aodasnann 4-((2-(((R)-(1,4-aumeTtnn-1H-
nupason-3-un)(1-meTnnuuknoneHT-3-eH-1-mn)metTunn)ammHo)-3,4-gmokcoumknobyT-1-eH-1-
nn)ammHo)-3-rugpokcn-N, N-gumetmnnnukonmuHammug, (20 mr, 0,043 mmone), 10% Pd/C (6,05
mr) 1 MeOH (10 mn). PeakTtop gerasvpoBany asoToM K NOTOM 3arpyxanv razoobpasHbin

D, no 10 gyHT/kB. oM. PeakunoHHYH CMeChk nepemMelumBani B Te4eHun 16 4. n noTtom
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mnbTpoBanm Yepes uenut. PunbTpaT KOHUEHTPUPOBAM NMPWY NOHWKEHHOM AaBNEHUN, U
OCTaTOK YNCTUMN C UCMONB30BaHMEM CUNMKareneBon KONoHoYHoU xpomarorpadum (0-20%
MeOH/OXM), nonyyaa 16 mr (80%) HasBaHHOrO COEAVHEHUS B BUAE XENTOro TBEPAOro
BelecTBa. PX-MC m/z 469,4 [M+H]*. '"H AMP (400 My, AMCO dg) & 11,75 (w. c., 1H),
9,96 (w. c., 1H), 9,17 (w. c., 1H), 8,05-7,89 (m, 2H), 7,44 (c, 1H), 5,35 (g, J = 10,2 'y, 1H),
3,81 (c, 3H), 3,20 (w. c., 3H), 3,07 (w. c., 3H), 2,00 (c, 3H), 1,72—-1,55 (m, 4H), 1,37-1,31
(M, 1H), 1,25-1,19 (m, 1H), 1,10 (c, 3H).

Mpumep 41
(R)-((4-((2-(((1,4-OnmeTnn-1 H-nnpason-3-un)(1-MeTUNUUKNONeHTUN )MeTUN)aMnHO)-3,4-

AnokcoumknobyT-1-eH-1-mn)ammHo)-2-(gumeTunkapbamonn)nMpmanH-3-1n)oKCr )Me TN

anrvgpodocdar

\
N o— @
o O—P-OH
OH

Craguna 41A. (R)-On-mpem-Bytun(((4-((2-(((1,4-anmeTnn-1H-nnpason-3-mn)(1-
METUNLUMKNONEHTUI)METUIT)aMUHO)-3,4-AMOKCOLMKNOBYT-1-eH-1-1n)ammHo)-2-
(anmeTtunkapbamomn)nnpuanH-3-1n)okcn)meTun) pocdar

KoCO; (89wmr, 0,643 wmmonb), TBAI (119 wmr, 0,322 mMmonb) v Au-TpeT-
Bytun(xnopmetun)pocdar (0,65 mn, 0,75 mmone) pobaensanu K pacTtBOPYy KOMHaTHOW
TemMneparypsl (R)-4-((2-(((1,4-aumeTnn-1H-nnpason-3-mn)(1-
METUMNLMKNONEHTU)METUIT)aMUHO)-3,4-AMOKCOLMNKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCu-

N, N-gnmetnnnukonunHamuaa (Mpumep 1) (250 mr, 0,536 mmone)) B IM®. PeakuymoHHy0
CMECb MepemMelumMBann npu KOMHaTHOM Temnepatype B Te4YeHuu 2 AHEW, U MOTOM
pobasnann Tonyon:H2O (4 mn:2 mn). Cnow pasgenanu, 1 opraHM4ecknin Cnov NpoMbIBan
HacCbIWEHHbIM coneBbiM pacTteopom, HiPO4 (1 M pacteop) n 10% Na,CO;. OpraHnyeckmn
cnou koHueHTtpuposanu. Octatok 3arpyxanu B Tonyon:MTBE (1 mn:20 mn), n ctaBunm B
XonoaunbHUK. TBepabi ocagok cobupanu, n duneTpaT KOHUeHTpuposanu. [entaH
noGaensann k unbTpaty Ans TOro, 4tobbl 3PEPEKTMBHO OCaauTb TBEPAOE BELLECTBO,

KOTOpOe OTUNbTPOBbIBaANM, cobupann 1 CyluMnn B BbICOKOM Bakyyme, nonydas 140 mr
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(38%) HassaHHoro coeauHerus, PX-MC 689,3 [M+H]*. 'H AMP (400 My, CDCls) & 10,08
(c, 1H), 8,43-8,08 (m, 3H), 6,95 (c, 1H), 5,57 (c, 2H), 5,39 (a, J = 10,2 Ty, 1H), 3,68 (c,
3H), 3,06 (c, 3H), 2,75 (c, 3H), 2,00 (c, 3H), 1,82—1,53 (m, 6H), 1,45 (c, 9H), 1,43 (c, 9H),
1,41-1,18 (m, 2H), 1,09 (c, 3H).

Crapusa 41B. (R)-((4-((2-(((1,4-OumeTtnn-1H-nnpason-3-un)(1-
METUNLUMKNONEHTUN)METUI)aMMHO)-3,4-AMOKCOLMKNOBYT-1-eH-1-1nn)ammHo)-2-
(anmeTtunkapbamounn)nMpunanH-3-mn)okcm)MeTmnn aurugpodocdar

K pacTBopy (R)-an-tpet-6ytmnn(((4-((2-(((1,4-anmeTnn-1H-nnpason-3-un)(1-
METUNUMKNONEHTUN)METUN)AaMUHO)-3,4-AUOKCOLUKNOBYT-1-eH-1-1n)amMmnHO)-2-
(ammeTunkapbamounn)nnpmnaunH-3-un)okem)metmn)gpocdary (80 wmr, 0,12 wmmons) B
avokcarHe (1 mn) pobasnanu 4H. HCIl B gunokcaHe (3 mn). lNocne nepemeluvBaHvs B
TeueHun 45 u., pacteopuTene yaananu, nonyyas 73 mr (100%) HasBaHHOro COeanNHEHUSA B
Buge HCl-conm. PX-MC 577,5 [M+H]". "H AMP (400 MI'y, CDsOD) & 8,86 (g, J = 7,0 Iy,
1H), 8,49 (g, J = 6,6 T'y, 1H), 7,78 (c, 1H), 5,75-5,63 (m, 1H), 5,52-5,40 (m, 2H), 4,01 (c,
3H), 3,22 (c, 3H), 3,04 (c, 3H), 2,23 (c, 3H), 1,84-1,74 (m, 6H), 1,66-1,60 (m, 1H), 1,50—
1,41 (m, 1H), 1,22 (c, 3H).

Mpumep 42
(R)-4-((2-(((1,4-pnumeTnn-1H-nnpason-3-un)( 1-MeTUnUMKNoneHTUn)MeTmn)ammHo)-3,4-

AnokcoumknobyT-1-eH-1-mn)ammnHo)-3-rmgpokcn-N, N-gumetunnukonnHamumga, 0,5

KanbLMeBOW CONKW, MoHormapar
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Cnocob A. Kanbuma rugpokeng (7,94 wr, 0,107 mmonb) gobasnsnv B 7 Mn €MKOCTU
C MarHWTHbIM CTepxxHeMm, kKoTtopasa cogepxut (R)-4-((2-(((1,4-aumeTtmn-1H-nnpason-3-
nn)(1-MeTUNUMKNONEHTUN )METUN)amMnHO)-3,4-anokcounknobyT-1-eH-1-mn)ammHo)-3-
rmgpoken-N, N-gumetunnukonmHammg, (Mpumep 1) (100 mr, 0,214 mmonb) 1 MeOH (0,75
mn). Cmeck HarpeBanu npu 55 °C B TeYeHUn 2 4., U NOTOM OXnaxpanu O KOMHaTHOM
TeMnepartypsbl, U NepemeLlumBany B Te4eHnn 72 4. [onyyeHHyo B pesynbTate CyCrneH3uto
duneTpoBanu, nony4as Ha3BaHHOE COeAVHEHWE B BUAE XENTbIX KPUCTanmoB, KOTOPbIW
NUMEET  KapTWHy TMOPOLUKOBOM  peHTreHoBckon  amdpakymm  (PXRD), koTopas
COrnacoBbIBaeTCA C TOW, KOTOpasa nokasaHa Ha durype 12. Korga xenarenoHas kaptuHa
PXRD He Bbina nonyveHHas, NonyYeHHy B pesynbTaTte conb 3arpyxann B MeOH (1 1
maTtepmana/10 mn MeOH) n cycnenaunposanu noka kaptuHa PXRD He cornacoBbiBanack ¢

TOW, KOTOpas Obina nokasaHa Ha urype 12.

Cnocob B. (R)-4-((2-(((1,4-AnmeTnn-1H-nupason-3-un)(1-
METUINUMKNONEHTUN)METUN)AaMUHO)-3,4-ANOKCOLMKNOBYT-1-eH-1-1N)aMUHO)-3-TMAPOKCHK-
N,N-gnmetunnukonmHamumg (Mpumep 1) (6,0 r, 12,86 mmons), MeOH (45 mn), n Boay (3,6
M), Mocne 4ero kanbuma rugpokens (476 wmr, 6,43 mmonb) pobasnanu B 250 mn
KPYrnoAOHHY KOMBOy C MarHUTHbIM cTepxkHeM. CycneHsmio nepemelumsanu npu 45 °C B
TeYeHUM 4 4. 1N NOTOM MpU KOMHATHOM Temnepatype B TedeHun 4 gHen. CycneHsuto
dbuneTpoBanu. Teepable BelwecTsa notom gobaesnanu B 125 mn KpyrnogoHHyH Konby ¢
MarHUTHbIM CTepXXHeM u cycneHauposanm B MeOH (50 mn). Cmecb repmeTtnanposanu ¢
~1 Mr HasBaHHOro CcoefuHeHwns, koTopaa wumeeT kaptuHy PXRD, «koTopas
COrnacoBbIBAETCA C TOW, KOTOpas nokasaHa Ha durype 12. Cmecb nepemelumBann npu
KOMHaTHOW TemnepaTtype B TedyeHun 20 4. 1 notoMm uneTpoBanu, nonyyaa 4,21 r
Ha3BaHHOro COEAMHEHMS B BUAE CBETO-KENTOrO TBEPLAOro BeLecTBa, koTopas, kak bbino
onpeaeneHo, nmeet kaptHy PXRD Ha durype 12. PX-MC m/z 467,5 [M+H]". 'H AMP
(400 My, AMCO-dg) 8 9,19 (br. d., J =8,2 Ty, 1H), 7,66 (a, J = 4,7 'y, 1H), 7,40 (c, 1H),
7,35 (m, 1H), 5,37 (&, J = 9,8 'y, 1 H), 3,77 (c, 3H), 3,06 (c, 3H), 2,00 (c, 3H), 1,99 (c, 3H),
1,72-1,59 (m, 6H), 1,22—-1,20 (m, 1H), 1,19-1,18 (m, 1H), 1,09 (c, 3H).
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PeHTreHoBCKMIN aHann3 MOHoKpucTanna kpuctannmieckoro (R)-4-((2-(((1,4-gumetun-1H-
nMpason-3-mn)(1-MeTUNUMKNoNeHTUN)METMUN)aMNHO)-3,4-4NOKCOLMKNODYT-1-eH-1-
nn)ammnHo)-3-rugpoken-N, N-gumetmnnukonmHammaa moHorngpara

KpucTann, npyuemnemsin 4na peHTreHOBCKOro aHanusaa, nonyyanu nytem
nepexkpucTannuaauum n3 sTaHona.

Cbop paHHbIX ocywecTBnanM Ha audpaktometpe Bruker D8 Venture npu
KOMHatHon Temneparype. COOp AaHHbIX COCTOAN M3 omera- u u-ckaHoB. CTPYKTYpy
onpepensnM  npambiMn - cnocobamu, mucnonedys Habop SHELX nporpammHoro
obecneveHna B npocTpaHcTBeHHoM rpynne P4(3) TeTparoHanbHon cuctembl. CTPYKTYpy
NOTOM OMNTUMMU3MPOBANW, NPUMEHSS CNocod HaMMEHbLUMX KBagpaToB B MOBHOMAaTPUYHOM
npubnmxkeHnn. Bce HeBOAOpPOAHbIE arOMbl HaxoAUNM U OMTUMMU3MPOBANM, MCMONb3YS
aHW30TPOMHbIE NapameTpbl 3amelleHns. ATOMbl BOAOPOAA, PacrofioXeHbl Ha asoTe W
KUCNOPOAE, paccuMTbiBanm C KapTbl pasHocTer Pypbe M yTOUHANM MO OrpaHUYEHHbIM
pacctoaHmamMm. OcTaBLUMecs aTOMbl BOAOPOAA pacrnonarany B pacCyYMTaHHble NONOXeHNA
N faBanu HackakmBaTb Ha HWUX atoMbl HocuTenu. OKOHYaTernbHOEe YTOYHEHME BKIYano
N30TPOMHbIE NapameTpbl 3aMeLLEHNS A5 BCEX aTOMOB BOAOPOAA.

AHanmna abContTHOW CTPYKTYpPbl, NMPUMEHAS BO3MOXHble crnocobbl (Hooft 2008),
ocywectenanm, ncnonb3ys PLATON (Spek 2010). lMNMpepnonaras, 4to npeactaBneHHbIN
obpasey £aBNSETCA 3HAHTMOYMCTbIM, PesynbTaTbl MokasbiBalOT, 4YTO abcontoTHag
CTpykTypa Oblna KoppekTHO ycTaHosneHa. OkonuyaTteneHbln R-MHaekc coctaenan 4,3%.
OctatoyHas pasHocTb Pypbe He 0BHapyXuna HM OTCYTCTBUS, HU CMELLEHUNST SNEKTPOHHON
NNOTHOCTW.

durypa 1 npeacraBnseT cobom NoNy4YEHHY PEHTIEHOBCKYHO CTPYKTYPY
(rpadpmyeckoe nsobpaxerHne ORTEP) kpuctannuyeckoro (R)-4-((2-(((1,4-gumeTtnn-1H-
nupa3son-3-mn)(1-MeTUNUMKNONEHTUN)METUN)aMUHO)-3,4-AMOKCOLMKNOBYT-1-eH-1-
nn)ammHo)-3-rngpokcu-N, N-gumeTmnnmkonmHammaa moHorngapara. [JaHHole
KpUCTanm4yeckon CTPYKTYpbl SBNAOTCA NPUBEAEHHbIMY B Tabnuue 4.

Tabnvua 4. [laHHble KpucTanna n yTOYHEHNE CTPYKTYPbI.

OmMnmpuyeckasa gopmyna C24 H32 N6 05
Macca no opmyne 484,55
TemnepaTtypa 296(2) K
JnvHa BOMHbI 1,54178 A
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Kpuctannuyeckas cuctema TeTparoHanbHas

[MpocTpaHcTBeHHaqa rpynna P43

MapameTpbl anemeHTapHon auenkn a = 10,6580(2) A a = 90°.
b=106580(2)A B=90°
c=22,9487(6) A y=90°

O6bem 2606,81(12) A®

Z 4

[MnoTHOCTL (paccumnTaHHas) 1,235 Mr/m®

KoappuuymeHT nornowieHns 0,727 mm™

F(000) 1032

Pasmep kpucranna 0,140 x 0,080 x 0,040 MM

Teta gnanasoH gna cbopa gaHHbix 0T 5,871 o 70,212°.

JnanasoHbl nHaekca -12<=h<=12, -12<=k<=12, -28<=|<=25
CobpaHHble oTpaxeHns 72157

HesaBucumble oTpaxeHma 4856 [R(int) = 0,0500]
3anonHeHHoCTb A0 TeTa = 67,679° 99,3 %

KoppekTmpoBka nornoLeHms AmMnupuyeckas

Cnocob yTouHeHne HanmeHbLlumx kBagpaToB B NOSHOMATPUYHOM

npubnkeHn F2
HaHHble / orpaHmnyeHuns / napameTpbl 4856 /6 / 336
KpuTtepun cornacoanHoctu Ha F2 1,200
KoHeuHble R nHgekcel [I>2curma(l)] R1 = 0,0426, wR2 = 0,1240

R-mHaekch (BCce AaHHblE) R1 =0,0445, wR2 = 0,1259
KoappurymeHT skCTuHUMM H/a
Hanbonbwmn gud. nuk n ama 0,254 1 -0,280 e A

PeHTreHoBCKMIN aHann3 MOHOKpUcTanna Kpuctannuyeckoro (R)-4-((2-(((4-xnop-1-metun-
1H-nnpa3son-3-un)(1-MeTMnUMKNONeHTUN)METUN)aMNHO)-3,4-AMOKCOLUMKNOBYT-1-eH-1-
nn)amunHo)-3-rugpoken-N, N-gumeTmnnukonmHammga moHorngpara
Kpuctann, npuemnembi ANa PEeHTTEHOBCKOrO aHanusa BblpalMBany M3 CMecu C

renTaHy, sTunauetary, auetoHy n XM nytem mMeaneHHoro ncnapeHns B Te4eHnn 48 u.
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Cbop paHHbIX ocywecTBnanM Ha audpaktometpe Bruker D8 Venture npu
KOMHatHon Temneparype. COOp AaHHbIX COCTOAN M3 omera- u u-ckaHoB. CTPYKTYpy
onpeaensnM  npambiMn  cnocobamu,  mucnonedys  Habop SHELX nporpammHoro
obecneyeHna TeTparoHanbHOW CUCTEMbI B MPOCTpaHCTBeHHou rpynne P43. CTpykTypy
NOTOM OMNTUMM3MPOBAaNW, NPUMEHSS Cnocod HaMMEHbLUMX KBaApaToOB B MNOBHOMAaTPUYHOM
npubnmxeHnn. Bce HeBOAOpPOAHbIE aTOMbl HaxOAUMM U OMTUMM3MPOBANK, WUCMNONb3YS
aHM30TPOMHbIE NapamMeTpbl 3amMeleHnda. Bogy ObIno HangeHo € KapTbl pasHOCTEW Mpu
yTOUHeHne, cmogenupoBaHHoro ¢ 0,33 3aHATOCTBIO. ATOMbI BOAOPOAA, CBSA3AHHbIE C
BOAOW He Obinn BKMOYEHbI B YTOYHEHWE. ATOMbI BOAOPOAA, PacrorioXeHbl Ha asoTe U
KUCNOPpOAE, paccyuTbiBanm C KapTbl pasHocTer Pypbe M yTOYHANW MO OrpaHUYEeHHbIM
pacctoaHmaM. OcTaBLUMecs aTOMbl BOAOPOAA pacrnonaranu B pacCyYMTaHHble NONOXEHNA
N faBann HackakmBaTb Ha HWUX atoMbl HocuTenu. OKOHYaTernbHOEe YTOYHEHME BKYano
N30TPOMHbIE NAapaMeTpbl 3aMeLLEHMS 4151 BCEX aTOMOB BOAOPOAA.

AHanuna abConTHOW CTPYKTYpPbl, MPUMEHAS BO3MOXHble crnocobbel (Hooft 2008),
ocywectenanu, mcnonbdya PLATON (Spek 2010). MNpepgnonarag, 4to npeactaBneHHbIN
obpasey SABNSETCA SHAHTMOYUCTBIM, pe3ynbTaTtbl MoKasbiBalOT, 4TO abcontoTHas
CTpyKTypa Obina KOppekTHO ycTaHoBneHa. OkoHyaTeneHbi R-mHaekc coctasnan 6,4%.
OkoHyaTenbHas pasHocTb Pypbe He OobHapyxuna HWU OTCYTCTBUS, HW CMELLEHMUS
€NeKTPOHHOW NITOTHOCTMW.

durypa 2 npeactaBnsaer cobon [lonNy4YeHHYHO PEHTFEHOBCKYHO  CTPYKTYPY
(rpadpmyeckoe nsobpaxeHme ORTEP) kpuctannuueckoro (R)-4-((2-(((4-xnop-1-meTtun-1H-
nMpason-3-mn)(1-MeTUNUUKNONeHTUN)METUN)aMNHO)-3,4-4NOKCOLMKIODYT-1-eH-1-
nn)ammnHo)-3-rugpokcn-N, N-gumeTmnnmkonuHamuaa MOHormgpara. JaHHble
KpUCTanm4eckon CTPYKTYpbl SBNAOTCA NpUBEAEHHbIMY B Tabnuue 5.

Tabnuua 5. JaHHble KpucTanna n yToMHEHME CTPYKTYPbI.

OmMnmpuyeckasa gopmyna C23 H26,67 CIN6 O
Macca no popmyne 438,62
TemnepaTtypy 296(2) K

JrvHa BOMHbI 1,54178 A
Kpuctannuyeckas cucrema TeTparoHanbHas
lMpocTpaHcTBeHHaA rpynna P43

MapameTpbl aneMeHTapHom auekn a = 10,5851(2) A a = 90°.
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b=10,5851(2) A B = 90°.
c=22,9584(5)A vy =90°

O6bem 2572,36(11) A®

Z 4

[MnoTHOCTL (paccumnTaHHas) 1,133 mr/m®

KoapdpuumeHT nornowieHns 1,503 MM’

F(000) 927

Pasmep kpucranna 0,140 x 0,040 x 0,020 mm®

Teta gnanasoH gns cbopa gaHHbix 0T 4,600 po 65,219°.

InaHasoHbl nHaekca -12<=h<=12, -12<=k<=10, -24<=|<=27
CobpaHHble oTpaxkeHns 20312

HesaBucumble oTpaxeHns 4250 [R(int) = 0,0845]
3anonHeHHOCTb A0 TeTa = 65,219° 99,2 %

KoppekTmpoBka nornoLeHms OTCyTCTBYET

Cnocob yTouHeHue HanmeHbLlunx kBagpaTosB B NONHOMaTPUYHOM

npubnkeHn F2
HaHHble / orpaHnyenHns / napameTpbli 4250 / 214 1 329
Kputepum cornacosaHHocTu Ha F2 1,045
KoHeuHble R nHgekceel [I>2curma(l)] R1 = 0,0637, wR2 = 0,1550

R-nHpekchl (Bce faHHbIe) R1 =0,0872, wR2 = 0,1686
KoappuumeHT skCTUHLMM H/a
Hanbonbwumm gud. nuk n ama 0,238 n -0,261 e A

PeHTreHoBCKMM  aHanmM3  MoOHOKpucTanna  kpuctannumyeckoro  (S)-4,4-gudpTop-2-
mMeTunTeTparngpodypan-2-kapboHoson  kmucnotel  ((1R,4aS,10aR)-7-usonponun-1,4a-
anmveTtun-1,2,3,4,4a,9,10,10a-oktarngpodeHaHTpeH-1-un)metaHammHoson conn (MNpumep
36F)

Kpuctann, npuvemnemblin AN PEHTTEHOBCKOrO aHamnusa, nonydany nyTem
nepexkpucTannuaauum n3 stTaHona.

Cbop paHHbIXx ocyuwlectBnanu Ha paudpaktometpe Bruker D8 Venture npwm
kOMHaTtHon Temneparype. COop paHHbIX COCTOAN M3 omera- u du-ckaHoB. CTPyKTypy

onpeaenany  npameiMn  cnocobamu, mucnonedys Habop SHELX nporpammHoro
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obecneyeHna B NPOCTPaHCTBEHHOW rpynne P21 MOHOKNMHHOM cucTeMbl. CTPYKTYpY MOTOM
ONTUMMU3MPOBaNK, MPUMEHAS Cnocob HavMeHbLUMX KBagpaToB B MOBHOMATPUYHOM
npubnmwkeHn. Bce HeBoaopoaHble aToMbl HaxoAUNM U ONTUMM3MPOBANM, MCMOMb3yS
aHN30TPOMHbIE NapameTpbl 3ameLLeHns. ATOMbl BOAOPOAA, pacrnonoXeHbl Ha a3oTte, Obinu
HangeHbl C KapTbl pasHocTen Pypbe U YTOYHEHblI C OrPaHUYEHHbIMW PaCCTOAHUAMMN.
OcrtaBlmnecs aTomMbl BOAOpOAA pacrnonarannm B pacCyYUTaHHbIE MONOXEHUs U pasanm
HacKakmBaTtb Ha HUX aToMbl HOCUTENW. OKOHYaTENbHOE YTOYHEHWE BKNHOYAro M30TPONMHbIe
napameTpbl 3amMeLLeHns ANs BCeX aTOMOB BOLOPOAA.

Ctepeoxumma onpegenanacbk Ha OCHOBE M3BECTHbIX XMparnbHbIX KOHPUrypaumm ot
ueHTtpoB C4(-R), C7(-R), n C8(-S) ocHoBbl. OkoH4aTenbHbI R-nHgekc coctasnan 7,6%.
OxkoH4aTenbHas pasHOCTb Pypbe HE BbISBUNA HU OTCYTCTBUSA, HU CMELLEHUS SNTEKTPOHHOMN
NNOTHOCTMW.

durypa 3 npeacraeBnser cobon  MOMYYEHHYIO PEHTIeHOBCKYH  CTPYKTYPY
(rpadouyeckoe nsobpaxeHve ORTEP) KpUCTannm4yeckon (S)-4,4-ondptop-2-
MeTunTeTparngpodypan-2-kapboHoson  kmucnotel  ((1R,4aS,10aR)-7-usonponun-1,4a-
anmveTtun-1,2,3,4,4a,9,10,10a-oktarngpodeHaHTpeH-1-nn)metaHammMHOBOW conun. [daHHble
KPUCTannmM4eckom CTPYKTYpbl ABNAOTCA NpuBeAeHHbIMY B Tabnvue 6.

Tabnvua 6. [laHHble KpucTanna n yTOYHEHNE CTPYKTYPbI.

OmMnumpuyeckasa gopmyna C52 H78 F4 N2 O6
Macca no opmyne 903,16
TemnepaTtypa 296(2) K

JnvHa BOMHbI 1,54178 A
Kpuctannuyeckasa cuctema MoHoOKNMHHaA

B npocTtpaHcTBEHHOM rpynne P21

MapameTpbl anemMeHTapHom auenkn a = 10,8650(6) A a = 90°.
b =6,0384(4) A B =91,899(5)°.
c=237,758(3) A y = 90°.

O6bem 2475,8(3) A°
Z 2
[noTHOCTL (paccuynTaHHas) 1,211 Mr/im®
KoapdpuumeHT nornowieHns 0,718 mm™
F(000) 976
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Pasmep kpucranna 0,280 x 0,060 x 0,020 MM

Teta agnanasoH gnga cbopa gaHHbix 0T 3,513 go 70,682°.

[naHasoHbl nHAeKkca -11<=h<=13, -6<=k<=6, -46<=|<=39
CobpaHHble oTpaxeHns 22232
HesaBucumble oTpaxeHus 7301 [R(int) = 0,0683]

3anonHeHHOCTL A0 TeTa = 67,679° 88,6 %

KoppekTrpoBka nornoLeHms AMnupuyeckas

Cnocob yTouHeHne HanmeHbLumx KBagpaToB B MOBHOMATPUYHOMY
npubnkeHn F2

HaHHble / orpaHnyeHuns / napameTpbl 7301 /7 /1 607

KpuTtepun cornacosanHoctu Ha F2 1,038

KoHeuHble R nHgekceel [I>2curma(l)] R1 =0,0762, wR2 = 0,1915

R-mHaekchI (Bce AaHHble) R1 =0,1089, wR2 = 0,2102
ABCONOTHBLIE CTPYKTYPHbIE NapameTpsbl 0,04(15)
KoadhpnumMeHT aKCTUHLNK 0,0032(8)

Hanbonbwumn gnd. nuk n ama 0,253 1 -0,209 e A

MOpPOLLKOBBLIN PEHTIEHOBCKMIA ANPaKUMOHHBLIM aHanna kpuctannmyeckoro (R)-4-((2-(((1,4-
anmeTtun-1H-nmpason-3-un)(1-MeTUNUMKNoNeHTUN)METMN)aMNHO)-3,4-ANOKCOLUMKNOBYT-1-
eH-1-1n)amnHo)-3-rugpokcn-N, N-gumeTnnnukonmHamuaa moHorngpaTa

[MopOLLKOBBIM PEHTTEHOBCKMW ANMPaKLUMOHHBLIN aHanu3 OCyLLECTBASNW, UCMNONb3ys
andpaktometp Bruker AXS D8 Advance, obopygoBaH Cu WMCTOYHUKOM M3MNyYEHUS.
AundpakumoHHoe  manydeHne 6Obino  obHapyxeHo petektopom LYNXEYE_EX c
MOTOPM3OBaHHbIMM  Wenamu. OBa nepBuYHbIMN U BTOPUYHBIA  AETEKTOPbl  Obinn
obopynoBaHsbl Wwenamm Connepa 2,5. HanpskeHne 1 cuna CTpymMy PEHTIEHOBCKOM TPYyOKU
Bbinn yctaHoeneHbl Ha 40 kB n 40 MA, cooTBeTcTBEHHO. [laHHble cobupann B TeTa-Teta
roHMomMeTpe B 3abNOKMPOBAHHOM CKaHWPOBaHWW napw Ha AnuHy BonHbl Cu K-anbda ot
3,0 oo 40,0 rpagycos 2-TeTa, ucnone3ys pasmep wara 0,01 rpagycos, € UCNOMb30BaAHUEM
ckopocTu ckaHy 1,0 cekyHa Ha ctagmo. Obpasubl nonyvanm, nomewas ux B KpEMHUEBbLIN
HU3KOOOHOBLIN AepxaTenb obpasyoB (4actb Homepa Bruker: C79298A3244B261).
HaHHble cobupanm mn aHanuaupoBanu, MNpUMeHss nporpammHoe obecnedenHne Bruker

DIFFRAC Plus, n aHanu3 ocywecTBnanu, npuMmeHsas nporpammHoe obecneveHne EVA
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Diffrac Plus (v4.2.1.10). B ofwem noporoBoe 3HadeHne 1 3HayeHne wmpuHbl 0,3
MCNONb30OBaNUCL ANA  NpeaBapuUTEnbHOrO  HasHadeHus nukoB. [na  obecnedeHus
LOCTOBEPHOCTN  KOPPEKTUPOBKN MPOBOAUIUCE BPYYHYH, pe3ynbTaT aBTOMaTU4YHOrO
Ha3Ha4YeHWs NPOBEPSANCA BMU3yanbHO, M MOMNOXEHWE MUKOB PEerynmpoBani no MakCumymy
nuka. B obuwem 6binn BbIOpaHbl NMUKKM C OTHOCUTENBHOU WUHTEHCUMBHOCTLIO = 3%. [luvku,
KOTOpble He ObIlnu peweHbl unn Beinn cornacoBaHbl C LUYMOM, He Obinm O0TOBpaHHbIMW.
TunnyHag owmnbka, cBA3aHHAA C MONOXEHWEM MUKa KPUCTanM4yeckoro marepuana c
PXRD, ykasaHa B USP, HaxoguTtca B guanasoHe +/- 0,2° 2-Teta (USP-941).

durypa 4 npeacraBnaer cobOM MNOMYYEHHYHO MOPOLLUKOBYHO PEHTIeHOBCKYHO
ANPPaKUMOHHYO  KapTuHy  Kpuctannudeckoro  (R)-4-((2-(((1,4-aumeTtun-1H-nnpason-3-
nn)(1-MeTUNUMKNONEHTUN )METUN)aMmHO)-3,4-anokcounknobyT-1-eH-1-nn)ammHo)-3-
rmgpokeu-N, N-gumeTunnukonuHammga  MoHormgpara wu  Tabnvua 7 npvsBoguT

ANPPAKLMOHHBIE MUKM C TOYKM 3PEHNS 3HAYEHUIN 2-TeTal.

Tabnuua 7
Yron OTHocuTenbHas
2-TeTa 3P PeKTUBHOCTb
(rpapycol) (%)
8,3 7,8
8,4 9,4
9,3 6,8
11,4 19,9
12,4 31,2
15,5 23,3
16,7 12,9
17,1 6,5
17,6 25,4
18,4 46,7
18,7 82,4
19,1 78,3
19,5 52
20,2 100,0
21,1 7,3
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Yron OTHocuTenbHas
2-Teta | 9pdeKkTMBHOCTL
(rpagycel) (%)
22,0 10,2
22,8 6,5
23,7 16,9
24,0 7,4
24,3 32,4
249 13,2
26,4 21,9
26,8 20,2
27,0 17,4
27,6 7,5
28,5 9,4
28,8 7,7
29,0 3,2
29,7 13,2
30,0 10,5
30,3 10,8
30,5 26,8
30,8 6,0
31,3 4.8
32,5 10,5
33,0 5,0
33,2 3,9
33,7 4.7
34,2 56
34,5 6,0
34,8 7,5
34,9 8,4
35,6 13,1
36,2 8,7
36,6 7,0

b
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Yron OTHoCcuTENbHas
2-Teta | 9pdeKkTMBHOCTL
(rpamyce) (%)
37,2 3,5
38,0 11,9
38,3 7,0
38,6 9,9

AnddepeHUNOHHBIN CKaHNPYIOLLWW KarnopUMETPUYECKMIA aHanna kpmuctannmyeckoro (R)-4-
((2-(((1,4-pnmeTnn-1H-nnpason-3-un)(1-MeTUNUMKIoONeHTUN)METUN)aMUNHO)-3,4-
anokcoumknobyT-1-eH-1-mn)ammHo)-3-rngpokcn-N, N-gnmetmnnmkonmHamuga
MoHorngpara

OnddepeHumorHble  ckaHupytowme  kanopumetpudeckne  (ACK)  mnamepeHus
nposogunu npu nomowm ACK obopygosaHus Discovery (TA Instruments), ocHaLleHHOro
OXNaxKAarLWnM akceccyapoM Ang oxnaxaeHus. Bce skcnepuMeHTbl npoBOAMNUCE B
CTaHAapTHbix/Tzero anmoMuHWEBbIX Turnax. KoOHCTaHTy auerkm onpegensann
MCNOMNb30BaHMEM MHAUSA U KanubpoBaHWa TemnepaTtypbl NMPOBOAUAM C UCMONb30BaHUEM
MHOMA W OnoBa kak craHaaptoB. Bce uamepeHua npoBogvnm npu BecnpepbiBHOM
npoayBaHun cyxmum asotoMm (50 mn/muH.). MpubnuantensHo 1-5 mr tBepgoro obpasua
B3BELUMBaNM B antOMUHUEBOM TUrne Tzero, HerepMeTUYeCcKM 3akpblBanu 1 Harpesanu oT
25 °C po, no MeHbwen Mepe, 250 °C co ckopocTteto HarpeBaHua 10 °C/MuH.
JKCnepuMeHTanbHble  AaHHble aHanuManpoBanM C  UCMNOMb30BaHWEM  KOMMEPYECKU
LOCTYNHOro nporpammMHoro obecneuveHus (nporpammHoe obecnedeHne TA Universal
Analysis 2000/Trios software, TA Instruments).

durypa 5 npeacraenser cobor nonyyveHHbI ANDDEPEHUNOHHBLIA CKaHUPYIOLWA
KanopuMeTpuyeckun aHanms kpuctannudeckoro (R)-4-((2-(((1,4-aumeTtun-1H-nnpason-3-
nn)(1-MeTUNLMKNONEHTMUN)METUI)aMUHO)-3,4-AMOKCOUMKNOBYT-1-eH-1-1n)amumHo)-3-

rmgpoken-N, N-gumetTnnnmkonmHamuga moHorngpara.
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TepmorpaBnmMmeTpryecki aHanmsa kpuctannuyeckoro (R)-4-((2-(((1,4-anmeTtrn-1H-
nmMpason-3-mn)(1-MeTUNUMKNONeHTUN)METMUN)aMNHO)-3,4-4NOKCOLMKNODYT-1-eH-1-
nn)ammnHo)-3-rugpokcn-N, N-gumeTmnnukonmHammaga MoHorngpara

TepmorpasnmeTpr4eckmm aHanms NpOBOAMMN c NCNONb30BaHNEM
TepmorpasmmeTpudeckoro aHanusatopa Discovery TGA (TA instruments). O6pasubl
npubnmamtensHo 10 Mr B3BewvBann B anoOMWHUEBOM TUMMe W HarpeBanu OT
TeMrnepatypbl OKpyXarllen cpefbl Ao, Mo MeHbwen mepe, 250 °C co CKOPOCTbIO
HarpeBaHus 10 °C/munHyTa B atmocdepe 6e3 asota purge (10 MA/MUH. Kak Ans Kamepbl
Anga obpasuos, Tak 1 Ans BECOB).

durypa 6 npeacraensgetr cobon NONyYEHHLIN TEPMOrPaBUMETPUYECKUA aHanna
KpUCTannm4eckoro (R)-4-((2-(((1,4-gnmeTnn-1H-nnupason-3-un)(1-
METUMLMKNONEHTUN)METUI)aMUHO)-3,4-4MOKCOLMKNOBYT-1-eH-1-1n)amMuHO)-3-rnapoKCH-

N N-gumeTunnukonuHammga moHormapara.

[MOpPOLLKOBBLIN PEHTIEHOBCKNIA AUMPaKUMOHHBLIM aHanua kpuctannuyeckoro (R)-4-((2-(((4-
xnop-1-metnn-1H-nnpason-3-1n)(1-MeTUNUMKNONEHTUN)METUN)aMUHO)-3,4-
AnokcoumknobyT-1-eH-1-mn)ammnHo)-3-rmgpokcu-N, N-gumeTnnnukonnHammga moHorngpar

[MOPOLLKOBLIA ~ PEHTFEHOBCKMA  ANMPPAKUMOHHBIA — aHannu3  npoBOAWMM,  Kak
onucbiBaeTca Bblwe. durypa 7 npeactaBnser CcoOOM  MOMYYEHHYH MOPOLLKOBYHO
PEHTIEHOBCKY AUMPaKUMOHHYHO KapTuHy Kpuctannuydeckoro (R)-4-((2-(((4-xnop-1-meTtun-
1 H-nnpaszon-3-un)(1-MeTUNUMKIoneHTUN)METUN)aMnHO)-3,4-AnoKcoUmKnodbyT-1-eH-1-
un)amunHo)-3-rugpoken-N, N-gumeTnnnukonuHaMmmga moHormgpata, n Tabnuua 8 npusoaut

ANPPaKLMOHHBIE MUKM C TOYKM 3PEHUS 3HAYEHUIN 2-TeTal.

Tabnvuya 8

Yron OTHOocUTEenbHas

2-teta | 9PPEKTUBHOCTL
(rpapychr) (%)
8,4 71,2
9,3 241
11,5 52,0
12,5 36,7
15,5 79
16,8 11,1
17,6 13,6
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Yron OTHocuTenbHas
2-Teta | 9PFPEKTUBHOCTb
(rpanycer) (%)
18,5 39,8
18,8 100,0
19,2 65,3
20,4 68,8
21,1 53
22,2 7,4
23,9 9,7
24,2 6,8
245 16,8
251 16,0
26,6 13,5
26,7 17,8
27,0 14,0
27,9 4,9
29,8 3,3
30,6 3,2
30,8 12,4
31,0 3,0
32,8 7,7
35,1 3,1
36,0 3,1
36,4 3,3

AnddepeHUNOHHBIN CKaHNPYIOLMIW KanopUMETPUYECKMMA aHanmsa Kpuctannuyeckoro (R)-4-
((2-(((4-xnop-1-meTnn-1H-nnpason-3-1n)(1-MeTUNUNKNONEHTUN)METUM)aMUHO)-3,4-
anokcoumknobyT-1-eH-1-un)ammHo)-3-rugpokcn-N, N-gnmetmnnmkonmHamuga
MoHormapara

Namepenunsa JCK npousBogmnm, kak onmcbiBaeTCA BbILLE.

durypa 8 npeacraenset coboun lMonyyeHHbIn AUPPEPEHLNOHHBIN CKaHMPYIOLLMIA
KanopuMeTPUYECKN aHanua kpuctannmieckoro (R)-4-((2-(((4-xnop-1-metun-1H-n1pason-
3-1n)(1-MeTUNUMKNONEHTUN)METUIT)aMUHO)-3,4-AMOKCOUMKNOBYT-1-eH-1-1n)amuHo )-3-

rmapoken-N, N-guMetTunnmkonmHaMmmaa MoHormapara.
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TepmorpaBnmMeTprnyecki aHanms kpuctannuyeckoro (R)-4-((2-(((4-xnop-1-meTun-1H-
nmMpason-3-mn)(1-MeTUNUMKNONeHTUN)METMUN)aMNHO)-3,4-4NOKCOLMKNODYT-1-eH-1-
nn)ammnHo)-3-rugpokcn-N, N-gumeTmnnukonmHammaga MoHorngpara

TepmorpaBMmeTpu4eCckMin aHanms NPon3BOAUIM, Kak ONUCLIBAETCS BblLLE.

durypa 9 npeacrasnsaet cobon [lonyyeHHbI TEPMOrpaBUMETPUUECKMMA aHanms
KpUCTannm4eckoro (R)-4-((2-(((4-xnop-1-meTun-1H-nnpason-3-un)(1-
METUMLMKNONEHTUN)METUI)aMUHO)-3,4-4MOKCOLMKNOBYT-1-eH-1-1n)amMuHO)-3-rnapoKCH-

N, N-gumeTunnukonuHammga moHormgpara.

PeHTreHoBCKMM aHanna3 MoHokpuctanna kpucrtannmyeckoro (R)-4-((2-(((1,4-gumeTtun-1H-
nmpason-3-mn)(1-MeTUNUMKIoONeHTUN)METUN)aMNHO)-3,4-ANOKCOLMKITOBYT-1-eH-1-
nn)amunHo)-3-rngpoken-N, N-gumeTnnnukonmHammnga, 0,5 kansumeBon conm,MmoHorngpara

Teepabin kanbums rugpokeng (0,978 wmr, 0,0132 mmonb, 0,50 akB.) gobaenanu B
eMkocTb BEPX ¢ marHuTHeIM cTepxHem. Pacteop (R)-4-((2-(((1,4-anmeTtnn-1H-nnpason-3-
nn)(1-MeTUNUMKNONEHTUI)METUI)aMUHO)-3,4-anoKcoLmnknodyT-1-eH-1-1n)ammHo)-3-
rmgpokcn-N,N-gumetunnukonmHammaa (Mpumep 1) (0,504 mn, 0,0265 mmons, 1,00 skB.,
25,4 mr/mn) B meTaHone gobasnanu nuneTkon B eMkocTb. CMeck nepemewmsany npu 60
°C B TeyeHun 3 4. B TeueHum paHHOro BpemeHu, 0Opa3oBLIBaNoOCh XENToe TBeppoe
BewecTBo. [lepemeluBaHmMe npekpawany n cMecb MeaneHHo oxnaxaanu go 21 °C co
ckopocTheio -0,1°C/MuH. XKenToe TBepaoe BeLecTBO (MOPOLLOK) BCe €Lle NpucyTcTBOBaso
nocne oxnaxgenus go 21 °C. TeepaoMy BeLLECTBY AaBann OCaXAaTbCs C MaTOYHOro
pacTBopa B TEYEHUM HECKONbKMX HeAenb MNpu KOMHaTHOWM TemnepaTtype, noka He
obpasoBanucb NpUeEMNEMbIE KpUCTanmMbI.

Cbop paHHbIX npousBoaunun Ha audpaktomeTrpe Bruker APEX npu komHaTHOM
Temnepartype. COOp AaHHbIX COCTOAN M3 omMera- n u-ckaHoB. CTPyKTypy onpeaensanu
npsMbiMn  cnocobamy, ucnonb3ys Habop SHELX nporpammHoro obecneveHvs B
npocTtpaHcTBeHHoW rpynne P21212. CTpykTypy MNOTOM ONTUMWU3MPOBAanW, WCMNOMb3ys
cnocob HanMeHbLUWX KBaApaToB B MONTHOMAaTpU4eckoM npubnmwkeHnn. Bce HeBogopoaHbie
aTOMbl Haxo4WNMM 1 ONTUMM3MPOBANN, UCMOMNb3YA aHU3OTPOMHbBIE NAapaMeTPbl 3aMeLLEHUS.
ATOMbI BOAOPOAA, pacronoXeHbl Ha a3oTe N KUCMNOPOAE pacCyYUTbIBaNM C KapTbl OTNINYMN
®dypbe M YyTOUHANKM MO OrpaHNYeHHbIMKM paccTosHuaMu. OcTaBlUMECs aTOMbl BOAOPOAA

pacnonarann B pacCHUTaHHbIe MONOXEeHNA W [aBalin HacCkakmBaTb Ha HUX aTOMbl
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HocuTenn. KoHeuyHoe yTOYHEHME BKITYano napameTpbl M3OTPOMHOro nepemMeLleHms ans
BCEX aTOMOB Bogopoja.

AHanna abCcontoTHOW CTPYKTYPbl, MPUMEHSS BO3MOXHble crnocobbl (Hooft 2008),
npoussoaunn, ucrnonbdya PLATON (Spek 2010). MNpepnonaras, 4to npenocTaBneHHbIN
obpaseL, SBMNFETCHA 3HAHTMOYUCTbIM, pesynbTaTbl MNOKasbiBaT, YTO abconoTHas
CTpyKTypa Obina KoppekTHO yctaHoBneHa. OkoHvaTtenbHbi R-nHgekc coctaBnsn 6,92%.
OkoHyaTensHoe otTnmyne dPypbe He OOHaAPYXMNO HU OTCYTCTBUA, HU CABUra 3NEKTPOHHON
NAOTHOCTW.

durypa 10 npepcraBnaer cobOM  MNOMYYEHHYH) PEHTIEHOBCKYHO  CTPYKTYPY
(rpaduyeckoe wunsobpaxkenme ORTEP) kpuctannuyeckoro (R)-4-((2-(((1,4-anmeTtmn-1H-
nnpason-3-mn)(1-MeTUNUUKIONeHTU)METUN)aMUNHO)-3,4-4NOKCOLMKITODYT-1-eH-1-
un)ammnHo)-3-rugpoken-N, N-gumetunnukonuHammga, 0,5 kanbumMeBon CONn,MOHormgpara.
durypa 11 npeacraBnsaeT cobom PeHTreHOBCKYH CTPYKTYpY (rpaduyeckoe nsobpaxeHue
ORTEP) cooTBeTCTBYIOLLEN SNIEMEHTAPHON A4ENKN. [aHHble KpUCTanIM4yeckon CTPYKTYpbl
ABNAKOTCA NpuBeAeHHbIMK B Tabnuue 9.

Tabnuua 9. [laHHble KpucTanna u yTOYHEHME CTPYKTYPbI.

OmMnmpuyeckasa gopmyna C48 H62 Ca N12 O10
Macca no dopmyne 1007,17
TemnepaTtypa 296(2) K

Jn1Ha BOMHbI 154178 A
Kpuctannuyeckasa cuctema OpTopombuueckas

B npocTtpaHcTBEHHOM rpynne P21212

MapameTpbl aneMeHTapHon auenkn a = 13, 2412(15) A a = 90°.
b =22,094(3) A B =90°.
c =8,7809(9) A y = 90°.

O6bem 2568,8(5) A®

Z 2

MnoTHOCTL (paccynTaHHas) 1,302 mr/m®
KoapdpurumeHT nornoweHns 1,617 MM’

F(000) 1068

Pasmep kpucranna 0,205 x 0,127 x 0,046 mm®

Teta gnanasoH gns cbopa gaHHbix 3,892 fo 51,384°.
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JnanasoHbl nHAeKca -9<=h<=13, -21<=k<=22, -8<=|<=8

CobpaHHble oTpaxeHns 10761

HesaBucumble oTpaxeHus 2654 [R(int) = 0,0553]

3anonHeHHoCTb Ao Teta = 51,384° 953 %

KoppekTmpoBka nornoLeHms MynbTU-CKaH

Max. n min. koagppumymeHT nponyckanma0,7533 n 0,5516

Cnocob yToyHeHus HanmeHbLumx KBagpaTos B NOSIHOMaTPUYHOM
npubnmkeHun F2

[aHHble / orpaHnyeHns / napameTpbl 2654 / 299 / 338

Kputepun cornacosaHHoctn Ha F2 1,218

KoHeuHble R nHgekcel [I>2curma(l)] R1 = 0,0697, wR2 = 0,1588

R-mHaekchl (Bce AaHHbIe) R1 =0,0828, wR2 = 0,1644
ABcontoTHbIE CTPYKTYPHbIe napameTpbl 0,183(12)
Hanbonbwumn gud. nuk n ama 0,330 n -0,254 e A

[MOpOLLKOBBIN PEHTTEHOBCKMIA ANMPaKUMOHHBIM aHanmsa kpuctannmyeckoro (R)-4-((2-(((1,4-
anmeTtmn-1H-nmpason-3-un)(1-MeTUNUMKIONEeHTUIT)METUN)aMMNHO)-3,4-4NOKCOLMKNOBYT-1-
eH-1-un)ammHo)-3-rngpokcun-N, N-gumetTunnukonuHamuaa, 0,5 kanbymMeBon
conu,MoHoruapaTta

[MOPOLIKOBBIN PEHTIEHOBCKUA ANGPAKUNOHHBIM aHanna npousBOAUNA, UCMONb3YS
andpakromeTp Bruker AXS D4 Endeavor, o6opyaoBaHHbin Cu UCTOYHUKOM U3NyYEHUS.
Llens pacxoxgeHna Obina yctaHoBneHa Ha 0,6 MM, Torga kak BTOpUYHas ONTUKa
ncnonb3oBana CmelleHHble wenu. dudparnpoBaHHOE U3NyYeHWEe LETEKTMpPOBany,
ncnone3ys PSD-Lynx Eye pgetektop. HanpskeHne n cvna Toka peHTreHOBCKOW TPyOKW
Obinn yctaHoeneHsl Ha 40 kKB n 40 MA, cooTBeTCTBEHHO. [laHHble cobupanu B TeTa-21eTa
roHmomeTpe Ha Cu (k-anbda cpegHem 3HadeHun) ot 3,0 go 40,0 rpagycoB 2-TeTa,
ncnone3ys pasmep wara 0,01 rpagycoB u Bpema wara 1,0 cekyHga. OkpaH nNpoTuB
paccenmBaHms Obin yCTaAHOBMEHHBIM Ha buKcMpoBaHHoOe pacctosHme 1,5 mm. OBpasupl
nony4anu, NoMeLLas Ux B KPEMHUEBLIN HN3KOOHOBLIN AepxaTens 06pasuos, 1 Bpawanm
BO Bpemsa cbopa. [aHHble cobupanu, npumeHsss nporpammHoe obecnedenne Bruker
DIFFRAC Plus Commander (Bepcus 2.6.1) m aHanu3 npousBOAMNIM, MPUMEHNASNA

nporpammHoe obecnevenne EVA andpakuma nnroc (Bepcus 3.1). @ann ganHeix PXRD He
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obpabartbiBann nepen nouckoMm nukoB. [lpuMeHAs anroputM  noucka MnUKOB B
nporpammMmHoM obecneveHnn EVA, nukn, BbiOpaHbl C MNOPOroBbIM 3HayveHnem 1,
MCMONb30BaNMCb ANA  NPeABapuUTENbHOrO  HasHadeHuss nukoB. [na  obecnedverus
LOCTOBEPHOCTN KOPPEKTUPOBKM MPOBOAUNNCL BPYYHYHO. PesynbTar aBTOMaruyHOro
Has3Ha4YeHUs NPOBEPSNCA BU3yarbHO, U MOMOXEHWE MUKOB PerynvpoBann no MakCcumymy
nvka. B uyenom Bbinn BbIBpaHbl MUKM C OTHOCUTENBHOW MHTEHCUMBHOCTLIO = 3%. [Mukn,
KOTOpbIE HE BbINK pelueHbl UK Obiny cornacoBaHHble C LWYyMOM, He Obinv 0TOOpaHHBIMN.
TunnyHas owmbka, CBs3aHHAsA C MONIOXKEHWEM MMKa KPUCTaniM4Yeckoro marepuana c
PXRD, ykasaHa B USP, Haxogutca B npegenax +/- 0,2° 2-Teta (USP-941).

durypa 12 npeacraBnaer cobon [1oNy4YEeHHYHO MNOPOLLKOBYH) PEHTIEHOBCKYHO
ANDPaKUMOHHYO  KapTuHY Kpuctannuyeckoro (R)-4-((2-(((1,4-gumeTtunn-1H-nupason-3-
nn)(1-MeTUNLMKNONEHTMUN)METUI)aMUHO)-3,4-AMOKCOLMKNOBYT-1-eH-1-1n)amumHo)-3-
rngpokeu-N, N-gumetunnukonmHammaa, 0,5 kanbumeson conm, MmoHoruaparta u Tabnuua

10 npuBOAUT AUEDPAKUMOHHBIE MUKN C TOYKM 3PEHUS 3HAYEHUN 2-TeTa.

Tabnuua 10
Yron OTHocuTEnNbHasA
2-TeTa 3P PeKTUBHOCTb
(rpapycol) (%)
7,7 43,0
7.8 100,0
10,3 35,3
10,7 22,2
11,9 18,6
12,6 8,6
13,2 11,0
13,6 26,0
14,4 11,8
15,5 24,2
16,6 25,3
17,0 52,5
18,4 15,1
20,0 11,2
20,5 25,7
20,8 43,1
21,0 47,9
21,5 3,8
22,3 43,4
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Yron OTHocuTenbHas
2-Teta | 9PdPeKTUBHOCTL
(rpanychl) (%)
226 9.3
23,3 15,9
24,0 61,2
24,5 10,2
24,9 21,7
25,6 34,4
26,1 24,6
27,0 10,4
27,6 13,3
28,4 15,5
28,9 13,5
29,3 14,6
29,6 6,5
30,2 8,1
31,3 22,6
31,4 22,2
32,2 55
329 12,0
34,3 14,3
35,0 13,8
35,5 5,6
35,9 3,6
36,3 7,2
37,6 51
38,9 2,7
39,6 57

Buonornyeckme gaHHble
AHanma T-knetouyHoro xemotakcuca CCR6 +.

Yenoseuveckne CD4+CCR6+CXCR3-T-kneTkn Oblnn Bbig€neHbl M3 nenkonaka y
34,0pOBbLIX AOHOPOB C MCMNONb30BaHMEM Habopa ansa oborawleHnsa KNeTok venoseka Th17
EasySep™. (StemCell Technologies, 18162). [Ona nony4eHns 6G0nbLIOro KonuMyecTsa
knetok, CCR6+ T-knetkn aktmBmpoBanu Mpyv MOMOLUM YenoBedeckoro T-akTmBartopa
Dynabeads (katanor No. 11132D, Gibco) ¢ nnotHocTbio 1x10° kneTok/mMn B cpeae Ans
pocta (RPMI1640 cpepna ¢ 10% ceipoatkn, 4 Hr/mn IL-2) ¢ cooTHoweHnem 1:1,5 kneTtok

Ao OycmH. Ha peHs 4 nocne aktmeauuu, Dynabeads ypansnn € KynbTypbl.
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AKTVBMPOBaHHblE T-KNMETKM MOAASPXKMBANM B KOHLeHTpauum 1-2x10° knetok/mn B
TeyeHun 15 gHen, nogaeas CeeXme cpeabl 4N pocTa, Korga 310 Obino HeobXxoaMmo.

AHanna T-knetoyHoro xemoTtakcnca CCR6+ npounssognnm Ha 12 — 15 geHb nocne
aktmBaumm  T-KNeTok C  UCMOMb3oBaHMeM  96-94e€4YHON  O4HOPasOBOM  CUCTEMbI
xemoTtakcmca ChemoTx® (Neuroprobe 101-5) B COOTBETCTBMM C  MPOTOKOSIOM
npomussoautens. lNocne ogHoro npombiBaHna Bydepom ans aHanmsa (1X HBSS, kotopas
cogepxmt 20MM HEPES wn 0,25%BSA), knetkn wHKyBupoBanu C uCCnesyembiMu
coeguHeHnsMmn B TedeHun 30 MUH. NMpM KOMHaTHOW Temnepatype nepes Hadanom
xemoTtakcuca. [na onpegeneHua ICsp, BBEpXy W BHU3Y Kamepbl ANS XeMoTakcuca
coaepxany 0aMHaKoBYHO KOHUeHTpauuo coegmHennsa. IMCO noagaepxmsany NOCTOAHHbIM
Ha ypoBHe 0,1% (06./06.) Bo Bcex auenkax. KoHeuHas koHueHTpauymna CCL20 (Peprotech
300-29A) BHUM3y kamepbl paBHa 0,5 HM. [lonHOCTBO CcoOOpaHHbIN MNNaHWeT AnA
XemoTakcmca nomewanm B WHKybaTtop ans kyneTypbl knetok npu 37 °C, 5% CO; B
TedyeHMn 1 4. llocne uWHKYOMpOBaHUS BEPXHUA UIBLTP yAananu, C MNOCneayowmnm
ObICTPbIM 3aMOpaXmBaHMEM HWKHEW kamepbl Npy -80 °C B TedeHun 1 4. MurpmpoBaHHble
KNETKM B HWKHEW 4actu kamepbl kpacunun kpacutenem CyQUANT (Life Technologies,
C7026) pna onpefeneHnsa Konnm4ecTaa KneTok.

3HaueHne ICsp Ana coeamHeHu no Hactoswemy usobpeteHmto (Tabnmua 11)

onpenensanocb Npyv NMOMOLLM HENMHEMHOrO PErpeccHMBHOMO aHanmsa KpuBbIX peakuMn Ha

£,03y.
Tabnvua 11
[Mpumep IC50 (HM) Mpumep ICs0 (HM)
1 5,8 21 102
2 186 22 7,4
3 23 23 16,5
4 6,3 24 3,1
5 922 25 1,2
6 11,6 26 3,3
7 29,8 27 13,2
8 3,0 28 36,7
9 59,7 29 12,0
10 8,7 30 96,1
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Mpumep ICs0 (HM) Mpumep ICs0 (HM)
11 1,9 31 45 4
12 1,7 32 2,7
13 54 33 4.4
14 12,5 34 24,0
15 10,6 35 30,0
16 417 36 32,3
17 5,9 37 52
18 3,3 38 12,6
19 70,6 39 6,5
20 271 40 ND*

*[1aHHble OTCYTCTBYHOT

AHanua xemoTakcuca HeUTpomnoB YenoBeka.

Hentpodumnbl 4yenoeeka ounLlany oT CBEXEBbILENEHHON LIENbHOM KPOBW YernoBeKa
npyv NOMOLLUM MMYHHO-MarHMTHOro oTpuuartensHoro otbopa C mcnone3oBaHveM Habopa
ANS NPSIMOTO BblaeneHns Helitpodunos EasySep™ (StemCell Technologies, Ne 19666) B
COOTBETCTBUWN C MHCTPYKLMEN NPOU3BOAUTENS.

AHanmna xemoTakcuca HeMTPOUIOB YernoBeka NPoBOAUNM C UCNONb3oBaHMeEM 96-
AyeeyHon cuctembl BBeaeHue knetok Corning FluoroBlok (Corning Ne 351164).
OunyeHHble HenTpodUnbl NOBTOPHO cycnenauposanu B Bydepe ana xemotakcuca (1X
HBSS, kotopem copepxut 25MM HEPES, pH 74 wn 0,25% BSA) pgo pabouen
KoHLeHTpaumm 2x10° kneTok/Mn U uHkyBuposanm B Teuerun 30 muH. mpu 37 °C ¢
kansuemHom-AM ana okpawwmBaHua knetok. Yepes 30 MWH. MeuveHble HenTpodumnbl
ABaxAabl NpoMbiBann Bydepom Ana xemoTakcuca, MOBTOPHO CYyCMEHAMPOBAaNW, Kak M
paHbLUe, 1 cpasy ncnone3oBanu. [ina aHanuaa nccnegyemble COeaMHEHNA NCCNefoBany B
dopmate posa-otBet Ana onpegeneHns 1Csp. lNMomeyeHHble HeuTpodunel (50 mkn)
npeaBapuTensHO MHKyGuposanu ¢ pasbaBneHHbIM nccrnegyemoiM coegmHeHmnem (50 mkn)
B TedeHun 30 MuH. B 96-a4eeyHom nnaHwete (Greiner). danee, 100 mkn pasbaBneHHOro
coeguHenns cmewmBanu co 100 mkn GROa (Peprotech #300-11, 2 HM) B HWXHEN Yactm
Kamepbl Ana xemoTtakcuca. [1oToM BEepXHIOH YacTb (BCTaBKy) CUCTEMbI ANS XeMOTakcuca,

KOoTOpasi CoOAepXUT nopuctyto memdpaHy FluoroBlok, notom cobupanu Bmecte. 50 mkn

217



10

npeaBapuTensHO MHKYOMPOBaHHbIX HenTpoduno pobaenanm k BcTaBke FluoroBlok
(BEPXHAA 4acTb), N XEMOTAKCUC U3MEPSANN NO CNOCOBHOCTU HEUTPOUIOB MUMPUPOBATL
yepes membpaHy k koHkpeTHoMmy nurangy CXCR2, GROa. MHOroMeTOuHbIM cCYnThIBaTEND
Envision (Perkin Elmer) w/vnun dnyopecuyeHTHeIM cHUMok Typhoon (GE) mncnonb3osanu
ANS OUEHKN W3MeEHeHUM nyopecueHTHoro curHany (kansuenH-AM donyopodop) npum
485/535 HM, KOTOPLIN rEHEPUPYETCH MEYEHBIMU HEUTPOUNAMKN, KOTOPbIE MPOLLY CKBO3b
NOPUCTYO MeEMOpaHy.

3HaueHne ICsp Ana coeamHeHuM no Hactoswemy usobpeteHuto (Tabnuuya 12)
onpeaensanicb NPM NOMOLUM HENUHEMHOrO PErpecCuBHOrO aHanmsa KpuBbIX peakumMm Ha
403y. HasapwukcuH ((R)-2-rmppoken-N,N-gumetnn-3-((2-((1-(5-metundpypaH-2-
nn)Nponun)aMmmnHo)-3,4-4nokcoumknobyT-1-eH-1-mn)amMmmHo)beH3ammna) MCnonb3oBarncs Kak

KOHTpornbHas cebinka B aHanuae (ICso = 16,8, n = 52).

Tabnvya 12
Mpumep ICs0 (HM) Mpumep ICs0 (HM)
1 524 21 293
2 7,310 22 141
3 1,530 23 248
4 886 24 1,010
5 ND* 25 355
6 586 26 142
7 2,160 27 52,6
8 103 28 2,190
9 2,750 29 4,410
10 175 30 4,030
11 210 31 2,750
12 107 32 332
13 328 33 69,9
14 272 34 2,510
15 735 35 255
16 4,350 36 7,130
17 3,160 37 3,630
18 1,010 38 3,460
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Mpumep ICs0 (HM) Mpumep ICs0 (HM)
19 197 39 502
20 167 40 ND*

*[1aHHblE OTCYTCTBYHOT

Mogenb in vivo Ha Mblwax [L-23-nHayumpoBaHHOro ncopmasonofobHOro BocnaneHus
KOXWN.

AP dekTmBHOCTE aHTaroHncta CCR6 no HacTosweMy M300peTeHuno OLEeHMBaT B
MOAENWN N ViVO Ha Mbllax ncopmnasonogobHoro BocnaneHus Koxun. PekomOuHaHTHbIN
MbILWKHBIA IL-23 BBOAAT NPY MOMOLUM BHYTPUKOXHBIX MHBEKLMA B NEBbIE YLUM CamMKam
Mbiwen C57BL/6 B Bo3pacTe 8-10 Hegenb. 3TO NPUBOAUT K YCUINEHUIO NCOPMa3onoso0tHbIX
CMMMNTOMOB 3ab0neBaHns, BKIHOYasa YTOSLWEHNE U SpUTEMY B KOXe neBbIX ywen. Mbiwen,
koTopbiM pasanu [L-23, obpabateiBatoT ¢ gHa O go aHa 11 wmnmn exepgHesHo (QD)
nepopanbHbiMn fosamu antaroHncta CCR6 wnu posamm geaxabl Ha peHb (BID)
aHtaroHucta CCR6. Kpome Toro, rpynny Mbiwen obpabatbiBaoT aHTu-IL-17 Ab kak
MNO3UTUBHBLIM KOHTPOMb 3eKTUBHOCTU. WnnocTpaTuBHble rpynnbl AO3VMPOBaHWA And
nccnegoBaHns COCTOAT CO CreayrHLLMX:

rpynna, KOTopas nonydana nepopaneHO ABaxabl Ha geHb (BID) HocuTtens,
NO3UTUBHAsH KOHTPONbHAs rpynna,

rpynna, Kotopas nosiyyana BHyTPUOPIOLWHYHO MHBEKLUMNIO ABaXKAbl B HEAENH0 aHTU-IL-
17 Ab (5 Mr/kr), NnoO3UTMBHAsA KOHTPONbHAas rpynna,

rpynna, Kotopasa nosny4ana nepopansHo coeguHeHue A B konudectse 3-100 mr/kr
nUnu oguH pas Ha geHb (QD) nnun geaxabl Ha aeHb (BID),

HeobpaboTaHHas, HaMBHasA KOHTPOMbHAasA rpynna.

B kaxayto rpynny neyYeHns BKNHOYarT LECATb MbIEW, 3a UCKIIOYEHMEM HaMBHOW
KOHTPONBbHOW rpynnbl, KOTOpas CoaAepXUT NaTb Mbiwen. [eHb uccnegosaHma 0 aBngaeTca
Ha3Ha4YeHHbIM MNEPBbIM AHEM JEYEHUS, U U3MEPEHUS TOMWMHbI YLIEW NPOU3BOAUTCSA
exXeagHeBHO NpW MNOMOLWM WHXeHepHoro Mukpometpa (Mitutoyo, Aurora, IL, USA).
N3mepeHnsa OTEeYHOCTU yLIEen ANS KaXAOW MbIWM CpaBHMBANM C UCXOAHLIM YPOBHEM U
BbipaXXanun B MUKPOHaXx.

CoeavHeHna No HacToaweMy N30OPETEHNIO CENEKTUBHO MHIMOMPYHOT T-KNeTOYHbIN

XEMOTaKCUC MO CPaBHEHWIO C HEUTPOMUIBHBIM XEMOTaKCUCOM (cmoTpuTte Tabnuuy 13).
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JanHas

CENEKTNBHOCTb

penaet

coenHeHns

No  HacTosiemy

n3obpeTteHnto

XN3HECNOCOBHBLIMM TepaneBTM4ECKMMKN  cpeactBaMn Ana nedeHna BocChnanmTesbHbIX,

NMMYHHbIX,
3aboneBaHun,

HENTPONEHMN.

ayTOMMMYHHbIX,

COCTOSHUA UK

HeMpoaereHepaTuBHbIX U

HEeMpOBOCMaNUTENbHbIX

PacCTpONCTB Yy JIHOAEN C  MOHWXKEHHbIM  PUCKOM

Tabnvya 13
T-kneTouHbIV T-KNETOYHBIN
Mpumep Cé?‘lggj;%; Mpumep XemoTakcumc
- CenekTnBHOCTb

1 90 21 3

2 39 22 19

3 665 23 15

4 140 24 325

5 ND* 25 296

6 51 26 43

7 72 27 4

8 34 28 60

9 46 29 367

10 20 30 42

11 110 31 60

12 63 32 123

13 60 33 16

14 22 34 104

15 69 35 8

16 104 36 220

17 535 37 698

18 306 38 274

19 3 39 77
20 NS** 40 ND*

*[1aHHblEe OTCYTCTBYHOT
**He cenekTUBHbIN OTHOCUTENBHO T-KNETOYHOro XeMoTaKkcmca no CpaBHEHUIO
C HEUTPOUIBHBIM XEMOTaKCUCOM
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3asButene HeoxupgaHHo obHapyxun, 4TO0  UHrMBupoBaHme - T-KNEeTOYHOro
XEMOTaKcMca MO CPaBHEHUD C  UWHIMOMPOBaAHWEM HEUTPOMUNBHOTO XemoTakcuca
YyCUNMBaETCA 3a CYeT 3aMelleHus BOoAopoAa METUIbHOM rpyrnnon anbda B TOuke

NPUCOeMHEHNS reTepoapunbHoOro koneua "A" (cmoTtpute Tabnuuyy 14).

Tabnvya 14

R =H, ICs0 (HM) R = CHg, ICs50 (HM)

CoegnHeHne no CCR6 CXCR2 | T-knetka CCR6 CXCR2 | T-kneTtka
HacTosLemMy T-knetka, | Heutpod | Xemotak | T-knetka, | Hentpo | XemoTakd

n3obpeTteHunto CCL20 un, cuc CCL20 dun, nc
XemoTak GROU Cenektn | Xemotak | GRO[O | Cenektun
cuc XemoTak BHOCTb cuc XemMmoTak | BHOCTb
cuc cuc

o P
VA ?\H Ny— 19,2 42 1 2,2 58 524 90,3
P
N OH
/o

TN \NS\>__ 32,1 346 10,8 2,7 332 123

O
0.
VA zj\u S 64,5 12,2 NS* 24,0 2510 104
— (o]
>N OH R

(o]

* He cenekTmBHbIN OTHOCUTENBHO T-KNETOYHOIrO XEMOTaKCMca No CPaBHEHWNIO C

HENTPOPUNBHBIM XEMOTaKCUCOM
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[aHHble cpaBHEeHWUS
HokymeHT WO 2010/131145 packpbiBaeT I'Ipvwlepu 112 n 120.

Ty oF

Mpumep 112 Mpumep 120

3aaBuTenb NpefoCcTaBnsaeT CpaBHUTENMbHbIE AaHHbIE XemoTakcmca B Tabnuue 15
ansa  coeguHeHnn WO  2010/131145. [anHble, npeactaeneHsl B Tabnuue 15,
AeMoHCTpupytoT, uto [pumepbl 112 n 120 addekTBHEE WMHIMOMPYHOT MUrpaLmIo
HENTPOMUIOB, HEXENWN COELUHEHMNS MO HACTOALLEMY U30DPETEHNIO U MEHEE MOLLHbIE NP
NHIMBNPOBaHNN MUrpaumm T-KNETOK, HEXENU COeAUHEHNS MO HACTOSALWEMY M30OPETEHMIO.
CoeguHenna 3a WO 2010/131145 gBnsetca  YHKLUMOHANBHO  CENEKTUBHbIMU
oTHocuTeneHo CXCR2 no cpaeBHeHio ¢ CCR6 B npoTmBOBEC COEAMHEHUSM MO
HacTosawemMy n3obpeteHnto. 3T AaHHbIE CBUAETENBLCTBYIOT O TOM, YTO coeguHeHna WO
2010/131145 aBnaeTca MeHee npwBneKkaTeNnbHbIMM Kak CcpeactBa  Anga  NleyYeHus
3aboneBaHuin, COCTOSHUMA UMM PacCTPONCTB, KOTOPbIE yry4dLLarTCsa 3a CYET CHWKeHns T-
KNETOYHOro xemoTakcmca 3a cveT uHrmbumposaHma CCR6, m 4to coeguHenmna WO
2010/131145 Takke umetoT BOoNbLUMA PUCK HENTPOMEHMM ANA NALUEHTOB NO CPABHEHUIO C

COeAMHEHUSIMM MO HACTOSILLLEMY M30OPETEHNIO.

Tabnuya 15
|C5o (HM)
CCR6 CXCR2 T-kneTka
Mpumep T-kneTka, Hewntpodowun, XemoTakcu
CCL20 GROO ca
XemoTakcuc XemoTakcuca CenekTnBH
a OCTb
112 267 23,2 NS*
120 388 57 NS*

*He CenekTMBHbIN OTHOCUTENBHO T-KNETOYHOrO XEMOTaKCHUCa NO CPaBHEHWNHO

C HEUTPOPUNBHBIM XEMOTaKCUCOM
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WO 2013/061005 packpbiBaeTt [lpumepbl 22, 50 u 53 w npepocrtaBngaet
dyHKumoHanbHble faHHble CXCR2 n CCR6 ans kaxxgoro CoeanHeHns, KOTopoe ABNAeTCA
BocnpousBegeHHbIM ¢ WO 2013/061005 B Tabnuue 16 Hwke. AKTMBHOCTb aHTaroHucTa
CXCR2 onpegensanack nyteM MHIMOMPOBaHUA PEKPYTUHra B-apecTrHa nocrne akTmBauum
CXCL8 B knetkax HEK293 Path-Hunter. AktnBHOCTb aHTaroHucta CCR6 onpepenanach
nyTemM WHrMGMposanus notoky Ca®* B kneTkax mocne aktvBaumm CCR6 Ha nnatdopme

FLIPR TETPA®. O6 areHTe, koTopblit akTBMpyeTcs CCRB, He coobLianocs.

Mpumep 22 Mpumep 50 Mpumep 53

Tabnmya 16*

CoepnHerHne | CXCR2 CCR6
|C5o |C5o (HM)
(HM)
22 31 3,4
50 72 1,4
53 30 1,9

*[laHHble packpbiTbl B WO 2013/061005

3aaBuTENb NMPEnOCTaBNAeT Crneaylolme CpaBHUTENbHbIE AaHHblE XEMOTakcuca B
Tabnuue 17 gna coeguHeHnn WO 2013/061005. JaHHble B Tabnuuye 17 4EMOHCTPUPYIOT,
yTo lMpumep 22 aBnaetca 3PDEKTUBHBIM KaK MPU MHIIMOMpoBaHMM T-KNETOYHOro, Tak W
HEUTPOPUIIBHOrO  XemoTakcuca C HemHoro Bonbwen  agpdekTuBHOCTBIO  (1,5X)
OTHocUTENbHO MHrMbmpoBaHna CCR6. Beicokas aduHHOCTE K oBoum peuentopam B
COYEeTaHUKM C NIIOXOMN CenekTUBHOCTBIO oTHocuTensHO CCR6G aenaeT gaHHoe coeauHeHue
MEHee npuBreKkaTefbHbIM B Ka4eCTBE NPOTMBOBOCMANUTENBHOrO CPEACTBa C NMOHMKEHHON
3PPEKTUBHOCTBHO OTHOCUTENBHO HEWUTPOMEHUM, HEXENN COEAMHEHMS MO HAaCTOSALLEMY
nsobpeteHunto. MNpumep 50 nmeeT HM3KYHO aUHHOCTL OTHOoCUTENBEHO CCR6 1 nHrmbmpyet
HEMPOMUNBHBIN  XEMOTAKCUC nydlle, HeXenn T-kneTouHbln xemoTtakcuc. [lpodunb

xemoTakcuca [lMpumepa 50 aBnaeTca mMeHee npuBnekatenbHbIM Ans paspaboTky B
223
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KavyectBe nMnpoTMBOBOCNANUTENIbHOIO areHta, Hexenm coegnHeHna no HacTtoAllemMy

naobpeteHunto. MNpumep 53 He aBnaeTca 3PPEKTUBHBIM MHIMOUTOPOM HU T-KNETOYHOro

XeMOTakcuca, HU HeuTpoduneHoro xemotakcuca. OTcytcTBMe  (PYHKLUMOHANBHOM

apdekTmBHOCTU OoTHOCUTENBEHO CCR6 genaet MNpumep 53 MeHee npuBnekaTtenbHbIM A4S

nevyeHna BocnanuTemnbHbIX 3aboneBaHWW, HEXeNnn COeAMHEHUA NO  HaCToAWEMY
n3obpeTeHunto.
Tabnvya 17
|C5o (HM)
CCR6 CXCR2 T-kneTka
Mpumep T-kneTka, Heuntpodun, XemoTakcuc
CCL20 GROa CenekTuBHOCTb
XemoTakcuc XemoTakcuca
a
22 226 35,2 1,5
50 330 121 NS*
53 390 1143 3

* He cenekTuBHbIN OTHOCUTENBHO T-KNEeTOYHOro XeMoTakecmea no

CPaBHEHWNIO C HEUTPOPUIBHBIM XEMOTaKCUCOM
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dopmyna nsobpereHus

1. CoeguHeHue dopmynbl (IA) nnu (IB)

0] 0]
R AL
NY A N™ A
N N—nNH H N/ N NH H
R4 — R4 =
\/N OR, \/N OR,
R2 © Ro ©
dopmyna (IA) dopmyna (IB)

nnn ee bapmMaLeBTUYECKN NpUeMNemMas Conb UM rmapart, Npy 3TOM
R4 n R, HesaBucumo npeactasnsaet cobom H, (C1-Cglankmn, unu Ry n R, B3aTbIE
BMECTe C aTOMOM a30Ta, K KOTOPOMY OHU SIBASIETCS NMPUCOEAMHEHHbIMK, 0BpasytoT 4-, 5-,
NUNY 6-YNeHHbIV reTePOLMKI, KOTOPbIN coaepkmT ogmH N-reTepoatom m HeobssaTenbHo 1
10  wnn 2 AONOMHUTENbHbBIX FETEPOATOMOB, BblBpaHux 13 rpynnu, kotopasa coctout u3 O, N, n
S, Npu 3TOM reTepouukn saBnAetca HeobsasatenbHo 3ameweH 1, 2, wnm 3 (Cy-
C4)ankmneHbIMK rpynnamu,
R3 npeactasnsaet cobon H, (C4-Ce)ankmn, (C1-C4)ankunkapbonun, -
C(=0)CH=CHCO2H, -SO,NH,, -CH,OC(=0)(C1-C4)ankmn, -CH,OP(=0O)(OH),, nnu -
15  C(=O)NRaRg, npu atom (C4-Cy)ankunkapboHun asnseTca Heoba3aTenbHO 3aMeLLeH -
CO2H vnu -NHz, npu atom -CH>OC(=0)(C+-C4)ankmn asnsetca HeobssaTensHO 3ameLleH
-NHz, n npu atom Ra 1 Rg HesaBucmmo npeacrasnset cobon H nnun (Cq1-Ce)ankun;

A npencraenseT cobon

R4
T(‘N—R‘; >i(/N R gﬁN R =N, gLO%N
= N\/zf ° N\/Zf ° i N-Ra 4
RS Re ,R4/ Re Re R N R Ry
O\
i e S e
rRe © RS ° RS N RS N

nnn Re

1

20

1 1 H
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R4 npeacraensiet cobom H, (C1-Cy)ankun, (C3-C4)umknoankun, (Cs-
C4)umknoankmn(Cq-C4)ankun, nnu ranoreH(C4-C4)ankun;

Rs n Rs HesaBucumo npeacrtasnset cobou H, peutepuin, (C,-Cj)ankenHun, (Cq-
Cq)ankoken, (C4-Cylankun, (C4-Cylankun-dig, (C3-Cyq)umknoankun, (Csz-Cy)umknoankmn(Cq-
Cs)ankmn, umaHo, ranoreH, ranoreH(Cq-Cs)ankokcyn, ranoreH(Cq-Cq)ankmn  mnm
rnapokcn(Cq-Cq)ankmn;

B npeacraesnset cobon

(Ren
(RS)n (Rg)n
R7/vL> R7/~€ R7\‘/N-E|
(Ro)m (Ro)m

R; npeacrasnser cobom -F, -CN, (C4 C3 ankun, (C4-Cj)ankun- d1 7, vnm ranoreH(Cq-
Cs)ankun;

Rs B kakgom crniyydae He3aBMCUMO npegcTaesnsaeT cobon gentepun, -F, -Cl, -Br, nnm
-I, nnn gBa Rg ABNAOTCA NPUCOEAMHEHHBIMWN K OLHOMY 1 TOMY Xe aTtoMy yrnepoaa,
obpasys (C3-Cs)UmKnoankunbHyto rpynny;

n cootBetcTByeT O, 1, 2, 3, unu 4;

Ro B kaxkaom cny4yae HesaBMUCUMO npeacrasnaet coboun gentepun, -F, -Cl, -Br, nnn
-I, nnn pBa Rg ABNATCA NPUCOELMHEHHBIMW K OLHOMY 1 TOMY XE aTOMy yrnepoaa,
obpasya (C3-Cs)UmMKnoankuneHyo rpynny;

m cooTBeTCcTBYET 1, 2, 3, unn 4; n

X npeacrasnsaet cobom O, S, nnn NR¢, npm atom Re npeacrasnset cobon H nnum

(C4-Cy)ankun.

2. CoeaunHeHve no nNyHKTy 1, Unn ero papmaLeBTUYECKN NpuemneMasi Conb Unm
rMapar, npu 3Tom

A npegcrasnseT cobon

N
R = | o) i \ S i
° Re , Re N Re :
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R4 npeacraenser cobom (C4-Cy)ankum;

Rs n Rg He3aBucmmo npeacraesnset cobon H, (C4-C4)ankoken, (C1-Cy)ankun, (Cs-

C4)umknoankmn, umaHo, ranoreH, ranoreH(C4-Cy)ankokcu, ranoreH(C4-C4)ankun, nnm
rmapokcn(Cq-Cq)ankmn;
B npeacraensaet cobon

(Rg) (Ro)m

(Redn  (Rg)n "
RAV Rv% %NEl

R7 npeacrasnsaet cobom (C4-Cs)ankunm,

ABa Rg SBNAKOTCS NPUCOEANHEHHBIMW K OAHOMY 1 TOMY e aToOMy yriepoaa,
obpasya (C3-Cs)umKnoankunbeHyto rpynny;

n cootBeTcTBYET O UnK 2;

Ro B kakgom crniyyae npeacraenset codbom F;

m cooTBeTCcTBYeT 1, 2, 3, unn 4; n

X npeacraenseT cobon O.

3. CoeanHeHne no NyHKTY 1, Unm ero apmaueBTUYECKM Npuemnemas conb Unn
rmapar, Npu STom

R1 npeacrasnaer cobon metun;,

R, npeacraenser cobom meTun, 3Tun, U30npPonuT;

R3 npeacraenser cobom H;

A npeacrasnseTt cobon

R4 npencraenser cobon metun,

Rs npegcrasnaet cobom metun, atun, Metokeu, Cl, AN TOpMETOKCH, LiMaHO nnu

LMKIONPONn;
Rs npeacrasnser cobom H;

B npeacraensaet cobon
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(Ra) Rg)m

n (
(Re)n  (Rg)n
R7%‘T R7% R7\‘/WE| Ry - R; X_

R7 npencrasnaer cobon metun,

ABa Rg SBNAIOTCS NPUCOEANHEHHBIMU K O4HOMY M TOMY XXe aToMy yriepoaa,
obpasys umknonponus;

n cootBeTcTByeT O Unu 2;

Ro B kakgom crniyyae npeacraenset cobom F;

M COOTBETCTBYET 2; U

X npeacraenseT cobon O.

4. CoeanHeHne no NyHKTY 1, Unm ero papmaueBTUYECKN Npuemnemas conb Unm
rmapar, Npu STom

R1 npegcrasnaer cobon metun;,

R2 npeacraenser cobom meTun, 3Tu, U30NPOonuT;

R3 npeacraenser cobom H;

A npeacrasnseTt cobon

7’ \N‘R4
R
5 Re _
R4 npencraenser cobon metun,
Rs npegcrasnaer cobom metun, atun, Metokeu, Cl, AN ToOpMETOKCH, LiMaHO nnu
LMKIONPONnIT;
Rs npeacrasnser cobom H;
B npeacraensaet cobon
(Rs)n
Rz
R7 npencraenser cobom metun; u
n cootBeTcTByeT 0.
5. CoepuHeHune no nyHkTy 1 dpopmynsl (IA)
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0
O\Ij B
N N
N N\
R4 — Rs
N OR4 Rs
/0

dopwmyna (lIA)
UnNn ero hapmaLeBTUYECKN NpMeMemMas Cofb UK rmapat, Npu 3TOM

R1 n Ry HesaBucumo npegcrtasnset cobom (C4-Cglankun, mnm Ry n Ry B3Atble
BMECTE C aTOMOM a30Ta, K KOTOPOMY OHM SBMAETCA NPUCOELUHEHHBIMK, 0BpasytoT 4-, 5-
NN 6-YNeHHbIV reTePOLMKI, KOTOPbIN coaepkmT ogmH N-reTepoatom m HeobssaTenbHo 1
UnNn 2 JOMNONHUTENbHbBIX FETEPOaToOMOB, BbIDpaHuX 13 rpynnu, kotopasa coctomut u3 O, N u
S, HeoBs3aTenbHO 3ameleH (C4-C4)ankunom;

R; npeacraBnser cobon H, (C4-Celankun, (C4-Cypankunkapborun, -
C(=O)CH=CHC02H, -SOzNHz, -CHzOC(=O)(C1-C4)aJ'IKI/IJ'I, -CHzOP(=O)(OH)2, ninm -
C(=O)NRaRg, npu atom (C4-Cs)ankvmnkapboHun asnsetca HeobasaTrenbHO 3amMelleH -
CO2H nnm -NH,, npun atom -CH,OC(=0)(C4-C4)ankun sBnsetca HeobsasaTensHO 3aMeELLEH
-NH,, v npu atom Ra n Rg HesaBucmmo npeactasnset cobon H unm (C4-Cg)ankumn;

R4 npeacrasngaet cobou (C1-C4)ankun;

Rs n Rs HesaBucumo npepcraesnser cobonm H, pewutepun, (C41-Cs)ankoken, (Cq-
Cq)ankun, (C1-C4)ankmn-di-o, (C3-C4)umknoankmn, unaro, ranoreH, ranoreH(Cq-Cs)ankokeu
nnu ranoreH(C4-Cq)ankun,

B npencraesnset cobown

(Rs)n

9)m
(Re)n  (Rg)n
R7%l7 R7/w€ R7;EI

R7 npeacrasnsaet cobou (C+1-Cz)ankun unm (Cs- C3)aJ'IKI/IJ'I -ds-7;

Rs npepcraensetr cobon pentepun, unn gea Rg ABNSATCA NPUCOEAVMHEHHBIMU K
O4HOMY 1 TOMY Xe aTomy yrnepoga, obpasys (C3-Cs)umknoankunbHyro rpynny;

n cootBetcTBYeT O Mnn 2;

Ry B kakgom crniyyae npegcrasnset cobom F;

M COOTBETCTBYET 2; U

X npepcraenset cobon O.
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6. CoeguvHeHne no nyHKTY 5, unu ero dapmaueBTU4eCcKM npuemMnemas Conb Wnu
rmapar, Npu 3TOM

R1 npencrasnsaer cobon metun,

R2 npeacraBnseTt cobom METUN, 3TUM, UM M3OMNPONAIT,

R3 npeacraensier cobom H;

R4 npepcraBnaet cobon metun,

Rs npeacraenser cobon metun, atun, meTtokcn, Cl, ANPTOPMETOKCH, LMaHO UNnn
LMKNONPOnuIT;

Rs npeacrasnset cobon H;

B npepcraesnset cobon

(Rg)n
Ry _
R; npeacraBnset cobomn MeTUn; u
n cooTtBeTcTBYyeT O.
7. CoeanHeHne no nNyHKTYy 5, unu ero dapmMaueBTUYeckn npuemrnemMas cosfb WUNn

rmapar, npu 3Tom

Ri n R, B3gTble BMECTe C aroOMOM a30Ta, K KOTOPOMY OHW SBNSAKTCH
NPUCOEANHEHHBIMW, 0OPasytoT MOPEONUH NN 4-MeTUNNMNEpPasnH,

R3 npegcrasnser cobom H;

R4 npeacraenset cobon meTun;

Rs npencraenser cobon metun, atun, meTtoken, Cl, ANPTOPMETOKCH, LMaHO UNn
LMKNONPONnIT;

Rs npeacraenser cobom H;

B npepcraesnset cobon
(Rg)n

R7

R; npeacraensier cobom metun; u

n cooTtBeTcTByeT 0.
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8. CoepuHeHwe, BbIOpaHO 13 rpynnbl, KOTOPas COCTOUT U3

(R)-4-((2-(((4-Xnop-1-meTun-1H-nnpason-3-un)(1-
METUMNLMKNONEHTUN)METUI)aMUHO)-3,4-4MOKCOLMKNOBYT-1-eH-1-1n)amMuHO)-3-rngpoKCu-

N, N-pumeTtunnukonmHamuaa;

(R)-4-((2-(((1,4-OumeTnn-1 H-nnpason-3-mn)(1-MeTUNUUKIONEHTUN )METMUIT)aMUNHO) -
3,4-anokcoumknobyT-1-eH-1-mn)ammHo)-3-rngpokcn-N-nsonponun-N-mMeTunnMkonMHamnaa,;

(R)-4-((2-(((1,4-OmnmeTrn-1H-nnpason-3-un)(5-metuncnmpo[2.3]rekca-5-
UN)MeTnN)amMmmHo)-3,4-aMOKCOLMKNOBYT-1-eH-1-nn)ammHo)-3-rgpokcn-N, N-
ANMETUNNUKONMHAMWAA;

4-((2-(((S)-((S)-4,4-AndpTop-2-meTunteTparnapodypar-2-un)(4-atmn-1-metnn-1H-
nMpason-3-1n)MeTmnn)ammHo)-3,4-4MoKcoUmknodyT-1-eH-1-mn)ammHo)-3-rugpokcn-N, N-
ANMETUNNMKONMHAMWAA;

(R)-4-((2-(((2,5-AnmeTrntmnaszon-4-un)(1-metmnumknobytmn)meTunn)ammHo)-3,4-
anokcouynknobyT-1-eH-1-mn)ammHo)-3-rngpokcn-N, N-gqumeTmnnmkonmHaMmmna g,

(S)-4-((2-(((1,4-OnmeTnn-1 H-nnpaszon-3-mn)(1-MeTUNUMKIONeHTUN )METUM)aMNHO ) -
3,4-anokcoumknobyT-1-eH-1-mn)ammHo)-3-rugpokcn-N, N-gumetTmnnmkonmHammnaa,

(R)-4-((2-(((1,4-OumeTnn-1 H-nnpaszon-3-mn)(1-MeTUNUUKIONEHTUN )METMUIT)aMUHO) -
3,4-anokcoumknobyT-1-eH-1-un)ammHo)-N-aTnn-3-rmgpokcn-N-meTmnnukonuHaMmmnaa;

(S)-4-((2-(((1,4-OnmeTtrn-1H-nnpason-3-un)(1-MeTUNLUMKNONEHTU)METUN)aMUHO)-
3,4-anokcoumknobyTt-1-eH-1-mn)ammHo)-N-atnn-3-rngpokcn-N-meTmnnukonuHaMmmnaa;

(R)-3-(((1,4-anmeTnn-1H-nnpason-3-mn)(1-MeTunumKNoneHTnNn ) MeTmnn)ammHo)-4-((3-
rMapPOKCn-2-(MOpPONnH-4-kapBoHNN)MUPUANH-4-UI)aMUHO )UMKNOBYT-3-eH-1,2-41O0HY;

(R)-3-(((1,4-OnmeTtnn-1 H-nnpaszon-3-un)(1-MeTunuMKNoneHTUN ) MeTN)aMmmHo )-4-
((3-rnppokcn-2-(4-meTnnnmnepasmnH-1-kapboHUN) NIMpUanUH-4-1n)ammHo )umknobyT-3-eH-1,2-
ANOHY;

(S)-4-((2-(((4-Xnop-1-metnn-1H-nnpaszon-3-un)(1-
METUNLMKIONEHTUIT)METMUIN)aMUHO)-3,4-ANOKCOLMKNOBYT-1-eH-1-1r)amMnHO)-3-rnapoKCK-
N,N-pymeTunnukonnHaMmmnaa;

(R)-4-((2-(((4-Xnop-1-meTtun-1H-nnpason-3-1n)(1-
METUMNLMKNONEHTMUN)METUI)aMUHO)-3,4-aMoKcoUnKNobyT-1-eH-1-mn)amumHo)-3-rugpokcm-N-

naon pOﬂI/IJ'I-N-MeTI/IJ'IﬂI/IKOﬂI/IHaMI/Iﬂ,a;
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(R)-3-I'mapokecn-N-unsonponun-4-((2-(((4-metokecn-1-metmn-1H-nupason-3-mn)(1-
METUMNLMKNONEHTUN)METUI)aMUHO)-3,4-ANOKCOLMKNOBYT-1-eH-1-1n)ammHo)-N-
METUNMNUKONMHaMUAS,

(R)-3-I'mapoxken-4-((2-(((4-meTokem-1-metun-1H-nmpason-3-u1n)(1-
METUNUMKNONEHTUN)METUM)aMNHO)-3,4-AMOKCOLMKNOBYT-1-eH-1-1n)ammHo)-N, N-
ANMETUNNMKONMHAMWAA;

(R)-3-I'mapoxken-4-((2-((1-(4-meToken-1-metun-1H-nnpason-3-1n)-2,2-
ANMETUANPONUI)aMnHO)-3,4-4noKkcoumknodyT-1-eH-1-un)ammHo)-N, N-
ANMETUNNMKONMHAMWAA;

(R)-3-I'mapoken-N-nsonponun-4-((2-((1-(4-metokcu-1-metun-1H-nnpason-3-mn)-2,2-
ANMETUANPONUI)aMnNHO)-3,4-4NOKCOLUMKIOBYT-1-eH-1-1n)aMmmnHO)-N-MeTUNNNKONMHAMUAA;

(R)-4-((2-(((4-(AndpTopmeTokemn)-1-metun-1H-nmpason-3-mn)(1-
METUNLMKNONEHTUN)METUI)aMUHO)-3,4-AMOKCOUMNKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCH-
N,N-pymeTunnnmkonnHaMmnaa;

(R)-4-((2-(((4-Unano-1-metunn-1H-nmnpason-3-un)(1-
METUNLMKINONEHTUN)METUI)aMUHO)-3,4-AMOKCOUMNKNOBYT-1-eH-1-1n)amuHo)-3-rnapoKcu-
N,N-pymeTunnmkonmHamuaa;

(R)-4-((2-(((2,5-OnmeTrntrnason-4-1n)(1-MeTunumMKnonponun)MeTun)aMmmHo)-3,4-
AnokcoumknobyT-1-eH-1-mn)ammHo)-3-rmgpoken-N, N-gumetmnnmkonmHamunaa,;

(R)-4-((2-(((1,4-OAnmeTnn-1H-nnpason-3-un)( 1-meTnnymknonponm)MeTnn)aMmmHo )-
3,4-anokcoumknobyTt-1-eH-1-mn)ammHo)-3-rngpokcn-N, N-gumeTmnnmkonmHammnaa,;

(R)-4-((2-(((4-at1n-1-meTnn-1H-nnpason-3-mn)(1-
METUNLMKIONPONUIT)METMUI)aMUHO)-3,4-41MOKCOLMKIOBYT-1-eH-1-1n)amMnHO)-3-Tna poKcu-
N,N-gpymeTunnmkonmHaMmnaa;

(R)-4-((2-((1-(1,4-OnmeTnn-1H-nnpason-3-un)-2, 2-auMeTUNnNPonun)ammHo)-3,4-
AnokcouunknobyT-1-eH-1-un)ammHo)-3-rugpokcn-N, N-gnmeTmnnmkonmHamuma a;

(R)-4-((2-(((1,4-AnmeTnn-1H-nupason-3-un)(1-meTmnumknobyTmn)MeTnn )ammHo)-
3,4-anokcoumknobyTt-1-eH-1-mn)ammHo)-3-rnapokcn-N, N-ouMeTMnnmMkonMHammnaa;

(R)-4-((2-((1-(2,5-OnmeTunTtmason-4-un)-2,2-ouMeTnnnponun)aMmmHo)-3,4-
anokcouynknodyT-1-eH-1-mn)ammHo)-3-rngpokcn-N, N-gqumeTmnnmkonmHaMmmnaa;

(R)-4-((2-(((4-atnn-1-meTun-1H-nnpason-3-un)(1-MeTnnumknodbyTnn)MeTn )JaMmHo -

3,4-anokcoumknobyT-1-eH-1-mn)ammHo)-3-rngpokcn-N, N-gumetTmnnmkonmHammnaa,
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(R)-4-((2-((1-(4-atnn-1-meTun-1H-nnpason-3-1n)-2,2-guUMeTUNNPonnn)aMmmHo)-3, 4-
ANoKkcoUMKnobyT-1-eH-1-1n)amMmmHo)-3-rugpokcn-N, N-gumeTmnnmkonmHamuma g,

(R)-3-I'mapoken-4-((2-(((2-(rmapokcnumeTnn)-5-metuntmnason-4-un)(1-
METUMNLMKNONEHTMUN)METUI)aMUHO)-3,4-AMOKCOLMKNOBYT-1-eH-1-nn)ammHo)-N, N-
ANMETUNNUKONMHAMWAA;

(R)-4-((2-(((4-Unknonponun-1-metnn-1H-nupason-3-un)(1-
METUMLMKNONEHTMUN)METUI)aMUHO)-3,4-4MOKCOLMNKNOBYT-1-eH-1-1n)amMuHO)-3-rnapoKCH-
N,N-pyumeTnnnmkonnHaMmmaa;

(R)-4-((2-(((4-UnaHo-1-meTtun-1H-nmnpason-3-kn)(1-
METUNUMKNONEHTUN)METUMN)AaMNHO)-3,4-AUOKCOLMKNOBYT-1-eH-1-1n)amnHo)-N-atmn-3-
rmapokcn-N-MeTUNNNKONMHaMMNAa,;

(R)-4-((2-(((4-ymaHo-1-meTnn-1H-nnpason-3-un)(1-
METUMNLMKNONEHTUN)METUI)aMUHO)-3,4-AMOKCOLUMKNOBYT-1-eH-1-1n)amuHo )-3-rngpokcm-N-
nsonponun-N-meTunnvkonmHammnaa;

(R)-4-((2-(((2,5-AnmeTnntrnason-4-un)(1-MeTUnUMKIoneHTUN )MeTUN)aMmnHo)-3,4-
ANoKCoUMKoByT-1-eH-1-1n)aMmmHo)-3-rugpokcn-N, N-ognmeTMnnmkonmHamua a;

(R)-3-I'mapoxken-4-((2-(((5-meToken-2-metnntmason-4-mn)(1-
METUMNLMKNONEHTUN)METUI)aMUHO)-3,4-anokcoumnknobyT-1-eH-1-un)ammHo)-N, N-
ANMETUNNMKONVHAMWAA;

(R)-4-((2-(((2,5-AnmeTnnokcason-4-un)(1-MeTUnumKnoneHTu )MeTun)aMmmnHo)-3,4-
ANoKCoUMKoByT-1-eH-1-1n)aMmmHo)-3-rugpokcn-N, N-gnmeTmnnmkonmHamuma a;

(R)-4-((2-(((1,4-AnmeTnn-1H-nupason-3-un)(1-aTnnumknobytmn)meTnn)ammHo)-3,4-
AnokcoumknobyT-1-eH-1-un)ammHo)-3-rngpokcn-N, N-guMeTUnnNMKONMHaMmn g,

4-((2-(((S)-((S)-4,4-AndpTop-2-meTunteTparnapodypan-2-un)(1,4-gumetTnn-1H-
nnpason-3-1n)MeTun)ammHo)-3,4-4MOKCOLUMKNOBYT-1-eH-1-1n)ammHo)-3-rnapokcu-N, N-
ANMETUNNMKONMHAMWAA,;

(R)-3-rmppoken-N,N-gumeTtnn-4-((2-(((1-metun-4-(metun-ds)-1H-nupason-3-un)(1-
METUNLMKNONEHTUIT)METUI)AaMUHO)-3,4-ANOKCOLUMKNOBYT-1-eH-1-11)aMUHO)NMMKONMHaMM LA,

4-((2-(((1R)-(1,4-pmnmeTnn-1H-nmnpason-3-un)(1-metTmnumknoneHTnn-3,4-
dz2)MeTnn)ammHo)-3,4-4MOKCOUMKNOBYT-1-eH-1-nn)ammHo)-3-rngpokcn-N, N-

ANMeTUnnMKonMHaMmuaa; and
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4-((2-(((S)-((S)-4,4-AndbTop-2-meTunTeTparnapodypan-2-un)(2,5-gumeTnntnason-
4-un)MeTrn)aMmmHo)-3,4-4NOKCOLMKNOBYT-1-eH-1-1n)ammHo)-3-rngpokcn-N, N-
ANMETUNNMKONMHAMWAA,

nUnu ero papmMaLeBTUHECKN NpUemMnemas Cosnb UM rngpar.
9. (R)-4-((2-(((1,4-OumeTnn-1 H-nnpason-3-mn)(1-MeTUNUUKIONEHTUN )METMUIT)aMUNHO) -
3,4-anokcoumknobyT-1-eH-1-mn)ammnHo)-3-rngpokcn-N, N-gumeTnnnukonmHammuga unn ero

thapmaLeBTUYECKM NpUEMnemMas Conb Unn ruapar.

10.  CoeanHeHue CTPyKTypbl

11.  Kpucrannuueckmn (R)-4-((2-(((1,4-gumeTtnn-1H-nnpason-3-un)(1-
METUNUMKNONEHTUN)METUM)AaMNHO)-3,4-ANOKCOLMKNOBYT-1-eH-1-1N)aMUHO)-3-TUAPOKCH-

N, N-gpyumeTnnnmkonmHammg,

12.  Kpucrannuueckmn (R)-4-((2-(((1,4-aumeTtnn-1H-nnupason-3-un)(1-
METUMNLMKNONEHTUN)METUI)aMUHO)-3,4-4MOKCOLMKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKcu-

N, N-gumeTnnnukonuHamuga moHorngpar.

13.  Kpucrannuueckmn (R)-4-((2-(((1,4-gumeTtnn-1H-nnpason-3-un)(1-
METUMNLMKNONEHTUN)METUI)aMUHO)-3,4-AMOKCOLUMNKNOBYT-1-eH-1-1n)amMuHO)-3-TnapoKCH-
N,N-gumeTnnnmkonmHaMmmaa MoHOrMapar, KOTOPbIA UMEET PEHTIEHOBCKYHO
ANOPaKLMOHHYIO KapTUHY, KOTOpas COAEPXUT AndpakumoHHble nnkn 18,8 £ 0,2, 19,2 £
0,2, n20,4 £ 0,2 rpagycoB gBa TeTa.

14.  Kpucrannunueckmn (R)-4-((2-(((1,4-aumeTtnn-1H-nmupason-3-un)(1-
METUMNLMKNONEHTUN)METUI)aMUHO)-3,4-AMOKCOLMNKNOBYT-1-eH-1-1n)amuHO)-3-rnapoKCu-

N,N-aumMeTnnnmkonMHaMmaa MoHOrMapaT, KOTOPbIA UMEET PEHTTEHOBCKYHO
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ANDPaKLUMOHHYO KaPTUHY, KOTOpas CoOAEPXUT ANdpakUMOoHHbIe Nkn 17,6 £ 0,2, 18,5 +
0,2,18,8+0,2,19,2+0,2, n20,4 £ 0,2 rpagycos gBa TeTa.

15. Kpucrannuueckmn (R)-4-((2-(((1,4-gumeTtnn-1H-nnpason-3-un)(1-
METUINUMKNONEHTUN)METUMN)AaMNHO)-3,4-ANOKCOLMKNOBYT-1-eH-1-1N)aMUHO)-3-TUAPOKCH-
N,N-gumeTunnmkonmHaMmmaa MoHOrMapaT, KOTOPbIA UMEET PEHTIEHOBCKYHO
ANPPaKUMOHHYHO KaPTUHY, KOTOpasa coaepxmt audpakymonHsle nukn 11,5+ 0,2, 15,5 +
02,176+02,185+0,2,188+0,2,192+0,2,204+0,2, 1245+ 0,2 rpagycos aa

TEeTAa.

16.  Kpucrannuueckmn (R)-4-((2-(((1,4-gumeTtnn-1H-nnpason-3-un)(1-
METUMLMKNONEHTUN)METUI)aMUHO)-3,4-4MOKCOLMKNOBYT-1-eH-1-1n)amMuHO)-3-rnapoKCH-
N,N-gnmeTnnnukonMHaMmmaa MOHOTMAPAaT, KOTOPbIN UMEET PEHTIEHOBCKYHO

ANPPAKLMOHHYIO KapTUHY Kak n3obpaxeHo Ha durype 4.
17.  (R)-((4-((2-(((1,4-OnmeTunn-1H-nnpason-3-un)(1-MeTUNUMKNONEHTUN)METU)aMUHO)-
3,4-anokcoumknobyT-1-eH-1-mn)ammnHo)-2-(aumeTunkapbamomn )NMpULNH-3-1)oKCn)MeTrN

anrmagpodocdar nnu ero gpapmareBTUYECKM NpUemMnemas coneb.

18.  CoeanHeHune CTpyKTypbl

o
O
[\ N
;\N Z
N O—NH H [N
L=
N o— 9
/0 0—P-OH
OH

19. TllpumeHeHne coeguvHeHns no noboMmy oaHOMYy M3 nyHKTOB 1-18 wmnm  ero
dhapmaLeBTUHECKN NMPUEMITEMON CONW, TMAPAaTa, UK ero dapMaleBTUHECKM NPUEMITEMON
conn  MoHormgpaTta, ANA  MOfyYeHus NeKkapCTBEHHOro Ccpeacrtea  Ansg  nedYeHus
PEBMOTOMAHOIO apTpuTa, OBEHMANBHOrO apTpuTa, HBEHWANbHOrO pPEBMOTOUAHOMO
apTpuTa, PEeBMOTOMAHOrO apTputa C CUCTEMHBIM Hadanom, ONUroapTUKYIISAPHOrO

PEBMOTOUAHOIO apTpuTa, ONUroapTUKYNAPHOrO HOBEHNANBHOTO PEBMOTONAHOIO apTpuUTa,
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PEBMOTOMAHOMO MONMMapTpUTa, 3HTEpPONaTUYecKne apTpuTa, HBEHMAmNbHOro CUHAPOMA
Pevtepa, aHKMnNo3vpyroLwero CrnoHAUNOAPTPUTE, HBEHWANbHOrO  aHKUMO3UPYHOLLEro
cnonagunoapTputa, cuHgpoma SEA, peakTMBHOrO apTputa (peakTMBHOW apTponatum),
ncopuaTmuyecKom apTponaTuu, tOBEHMAanNbHOro 3HTEPONaTN4YeCcKoro apTpuTa,
peBMaruyeckoM  NOnNMMMantuM,  SHTeponaTWUYEeCcKoro  CrOHAWMUTA,  HOBEHWanbHOro
nguonatudeckoro  aptputa  (JIA), tOBEHManNbLHOro  MCOPUATUYECKOro  apTpuUTa,
tOBEHWANbLHOrO PEBMOTOMAHOrO apTpuUTa, HBEHWaNbHOrO0 PEeBMOTOMAHOMO apTputa C
CUCTEMHBIM Ha4yaroM, MMraHTOKINETOYHOrO apTepunTa, UM BTOPUYHOrO OCTeoapTputa u3a
BOCnanuTensHoro 3abonesaHns y yenoseka.

20. TlNpumeHeHne coeguHeHnss no nwbomy ogHOMYy U3 nyHktoB 1-18 wnu ero
dapmauleBTUYECKM MPUEMMEMOM COMKW, MoHoruapata, unu ero apmMaueBTUYECKN
npyeMnemMon Conu wnuv rugparta, ANA  nevyeHna BocnanuTensHoro 3abonesBaHus

KuLeYvHuka, 6onesHn KpoHa munmn Hecneumuyeckoro S3BeHHOr0 KONUTa y Yernoseka.
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