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(57) M3o0peTeHne oTHOCUTCS, IO MEHBIIEH Mepe, yacTHUHO K aronnctaM GPR119, naxonsm npumMeHeHue

JUIs1 JIEYEHU S COCTOSIHUM MIIM PacCTPOICTB, BO3IEHCTBYIOLMX Ha HEPBHYIO PETYISILIMIO ITUILEBAPUTEIbHOM
cucreMsl. CommacHO HEKOTOPBIM BapuaHTaM ocymecTBiaeHus aroHuctel GPR119 mpencrasmstor
co00il orpaHMYeHHbIC NHIIEBAPUTEIBHOW cuCTeMON coeanHeHusi. COITACHO HEKOTOPBIM BapUaHTaM
OCYIIECTBICHHUS COCTOSHHE MM 3a00J€BaHHE INPEICTaBIsCT cO00i MeTabOIMIecKOe pacCTPONUCTBO,
TaKoe Kak AnabeT, oXKupeHne, HeanKkoroiabHbid crearorenatut (NASH), nim HapylieHHe MUTaHus, Takoe
KaK CHHJIPOM KOPOTKOTO KHIIEYHHKA.
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AI'OHHUCTHBI GPR119

Onucanmne

CchLIKa HA POACTBEHHYIO 3aSIBKY
[0001] TTo HacTosmeH 3adBKE HCIPAIIWBACTCA MPHOPHUTCT NMPEABAPUTCIbHOM maTteHTHOH 3asBku CIITIA No

62/911,833, momauuoii 07 oxra0psa 2019 roga, kxoTopas BO BCCH CBOCH MOJTHOTS BKIIFOUCHA B HACTOALIMH JOKYMCHT

nOCPEACTBOM CCBIIKH.

CYIIHOCTHL HACTOSIIIEr0 M300peT eHust

[0002] CornmacHo ompenciICHHBIM BAPHAHTAM OCYINCCTBICHHA HACTOAINETO H300PETEHHSI PAaCKPBITHI
aroHUCTHI compsbkeHHOTO ¢ G-OGenkom pemenropa 119 (GPR119), mpurogmsie [uid NPUMCHEHHUA B JICUCHUHU
COCTOSIHUH HJIH PAacCTPOMCTB, BO3ACHCTBYIOIMX HA HEPBHYIO PETYJLALMIO MUINCBAPUTEIBHON cHCTeMBL COriacHo
HEKOTOPBIM BapHaHTaM ocyIuecTBiacHUA aroHucTsl GPR119 sBLOTCA OrpaHHYCHHBIMH IHINCBAPUTCIBHOH
CHCTCMOM WM CEICKTHBHO MoayiupyioT peuentopsl GPR119, pacmonoskeHHble B kumewHuke. CoOrjacHO
HEKOTOPBIM BapHAHTAM OCYIICCTBJICHUA COCTOSHHUC, BBIOPAHHOC H3 I'PYIIIBI, KOTOPYIO COCTABILIIOT: PACCTPOKUCTBA
LeHTpaabHOH HepBHOI cuctemsl (IIHC), Takue kak paccTpoicTBa HACTPOCHHS, TPEBOra, aenpeccus, apQpeKTHBHbIC
paccrpoiicTea, mH30(peHHs, OECIOKOHCTBO, KOTHUTHBHBIC PACCTPOHCTBA, HAPKOTHUECKAA 3aBHCHMOCTD, ayTH3M,
SMUJICICHA, HEHPOACTCHEPATHUBHBIC paccTpoiicTBa, Oosie3Hb AmpureiiMepa, Oone3Hp IlapkuHCOHA, ACMEHIHA C
TenbuaMu JleBH, CHIbHAA NPHCTYNOOOpa3Hasd IoJOBHAA OOJb C NMEPHOMMYCCKHMH PEHUIHBAMH, MHIPEHb, 00D,
METa00IHYECKHE COCTOAHHA, B TOM YHCIIC AHAOET H €r0 OCIO)KHCHHH, TaKHe KaK XPOHHYECKOE 3a00NCBAHHE
mouek/quabeTnyeckas Hedpomatusa, AHAOCTHYCCKAs PETHHOMATHS, AWA0CTHUCCKAs HEHpPOMATHs, CEPACHHO-
cocyaucToe 3a00JIcBaHHE, MCTAOOIWUYCCKUH CHHAPOM, OKHPCHHE, HAPYIICHHC JHMIHAHOTO COCTAaBA KPOBH H
HeamkoroTbHbIH cTeatorenatut (NASH); HAPYIICHMS MATAHKUA M MHANICBAPCHUS, TAKAC KAK MOBBINCHHBIN ATIIICTHUT,
HCTOIICHHE, HEPBHO-TICUXWYCCKAS AHOPCKCHS, CHHAPOM KOPOTKOTO KHINCYHHWKA, CHHAPOM KHINCYHOMH
HEIOCTATOYHOCTH, KUINCYHAS HEJOCTATOYHOCTh W JPYTHE PAaCcCTPOMCTBA MHTAHIS, BOCHATHTCIBHBIC PACCTPONCTBA
W ayTOMMMYHHbIC 3a00/ICBaHMS, TAKHE KAK BOCIAIHTCILHOC 3a00JICBAHUC KHIICYHHKA, SI3BCHHBIH KOJHT, OOJIC3Hb
Kpona, mncopma3, OO0JE3HP TIMIOTCHOBOH HEAOCTATOYHOCTH M JHTCPUT, B TOM YHCIC WHAYIHPOBAHHBIN
XHMHOTEpAmue 3HTCPHT MM WHIYIUPOBAHHBIA OOJNYUCHHEM OJHTCPHT, HEKPOTH3HPYIOIMUI SHTCPOKOJNHT;
3200/ICBAHIA/PACCTPOIICTBA  KCITYJOYHO-KUIICYHOW OapbhepHON auC(yHKIMH, Takodl Kak o0OyCIOBICHHAA
OKpYKaromeH cpemoil KumeuyHas AUC(YHKUMS, CIIOHTAHHBIH OAaKTCPHANBHBIH MEPHTOHUT; (DYHKIHOHATBHBIC
JKCITYTOYHO-KUTICYHBIC PACcCTPOICTBA, TAKHC KAK CHHOPOM PA3ApPaKCHHOTO KHINCYHWKA, (DPYHKIMOHATBHAS
gucnienicus, (PyHKIIHOHAJIBHOE B3AyTHE/YBEIHUCHHE 00BEMA JKHBOTA, (DYHKIIHOHAJIBHBIN MOHOC, (DYHKIIMOHATHbHBIH
3amop W WHAYLMPOBAHHBIH ONMHOWJAMH 3aIOP; Mape3 JKEIyAKa;, TONIHOTA W PBOTA; PAacCTPOMCTBA, CBA3AHHBIC C
JUCOMO030M KHUIICUHOH (DIOPBI, i APYTHE COCTOSIHUS, BO3ACHCTBYIOMHNE Ha HEPBHYIO PETY LU0 MAIICBAPHTEIBHOMN
CHCTCMBI.

[0003] CornmacHo ompenciCHHBIM BAPHAHTAM OCYINECCTBICHHSA HACTOSINETO H300PETCHHS PACKPHITHI

coemuacHAS (popmy st (1):



(R opmya (1)

HTH €10 (JAPMALCBTHYCCKH MPUEMIICMAst COJTb, COJTBBAT, CTCPCOU30OMED, HJIH MPOJICKAPCTBCHHBIN MPEmapar,
TP 3TOM:
RS
P R' N—R*
-
RN N

K npencrasiser coboit UM R%:

R! nmpeacrasmster cobGoit  Bomopox, -OH, Cis-amxun, Csg-IHMKIOANKHIT HIH  3-8-UJICHHBIH
TCTCPOLMKIOATKIL, NPHYCM AJKWI, LHKIOAJKHAI H TCTCPOUMKIOAIKHI SIBISIOTCS HC3AMCIUCHHBIMH — HITH
3aMCIICHHBIMH U COACpKAammMHU OT 1 10 3 3aMecTuTeneH, He3aBHCUMO BBHIOpaHHBIX W3 rajoreHa, -OH u -O(Cis-
AITKHIT);

kaxaeiii R? m R3 HesaBucuMO npeacTasseT co6oit Bomgopos, Cis-ankut umk Ci.6-(Topanku,

uma R? u R? npu ogHOM aToMe yriiepoaa coBMeCTHO 06pasyrot =0,

R* mpencrasmaer coGoit Bomopox, Crs-amkun, Crs-Qropamkun, Crs-amkenmn, Crg-ankubmn, Css-
maktoankut, Css-IUKIOANKeHuI, 4-8-unenHbni rerepomuknoankun, -[(CH,)-Z]-RS, -[(CHRY)-Z]-R® wma -
[(C(RY2)~Z]-Rs; TpH 3TOM KaKABIH ANKHJ, (PTOPATKHI, ANKCHHN, ANTKHHWI, MUKIOATKHI, HUKIOAIKCHHT H 4-8-
YJICHHBIN TCTEPOLMKIIOAIKII ABLICTCA HE3aMCIICHHBIM HITH 3aAMCIICHHBIM H COACPIKHT OT 1 10 6 paaukanos R,

R’ mpeacrasager coboit Cr.s-amxun, Cis-Qropamkun, Co.s-amkeHnn, Co.s-amxuHui, Cs.g-mukaoankui, Cs.g-
IUKIOATIKEHUN, 4-8-uneHHbIH rerepomukaoankuy, -[(CH:)-Z]-Rs, -[(CHRY-Z]-R® uwmu -[(CRY),)-Z]-RS; mpu
STOM KKIBIA ankui, (TOPANKHI, ANKCHHJ, AQTKHHWI, IUKIOATKAJ, UHKIOANKCHWT | 4-8-UJICHHBIHA
TETCPOLMKIOATKII ABJICTCS 3aMEIICHHBIM H COACPKUT OT 1 10 6 pagukanos RS,

KOKIBIH Z HE3ABHCHMO MNPeAcTaBmaeT coboil -CH,O-, -CHNRY-, -CHoN*(Rd)-, -NH-C(=0)-NH-, -
C(=O)NH-, -CH,S(=0),- wm -CH,S(=0)-;

Ka)KIBIHA T HE3aBHCHUMO COCTABIISCT OT 1 110 6;

KaKIBIH t HE3aBUCHMO COCTABIACT OT 1 70 6;

R® mpeactaBmaer coGoii Bomopox, Cirs-amkmn, Cs-Qropanxmn, Crs-amkenmn, Cpg-ankuamm, Cssg-
mIKI0aTKIT, Csg-IUKIOATKCHII WU 4-8-UJICHHBIA TCTCPOIMKIOAIKAN, TMPHYCM ANKWI, (DTOPANKWI, AJKCHUI,
ANKUHUJ, [HKIOAIKH, UHKTOATKCHHT HIH 4-8-WICHHBIH TeTCPONUKIOATKHI SIBIICTCS HE3AMCIICHHBIM HITH
3aMEHICHHBIM H COACPKUT OT 1 10 6 pagukamos R

wmu R* u R®> COBMECTHO ¢ aTOMOM a30Ta, K KOTOPOMY OHH NPHCOCIHHEHBI, 0OPA3yIOT 4-8-uJICHHBI
TeTCPOLMKJIOATIKHI, KOTOPBIH ABIACTCA HE3AMEIICHHBIM HIH 3AMEIICHHBIM H COACPIKUT OT 1 10 6 pagukanos RS,

R npencrasmster coboit Bomopoa, Cis-amkun uimm Ci4-TOPaIKKL,

R® mpencrasmaer coboit Crs-anxmm, Cis-Qpropamkmn, Cos-amkeHnn, Cos-amxuaui, Cs.g-mukaoankui, Cs.g-
IUKI0ANKEHUN, 4-8-uneHHbd rerepouukaoankut, -[(CHz)-Z]-Rs, -[(CHRY-Z]-R® uwmu -[(CR).)-Z]-R®; mpu
STOM KOKIBIA ankwi, (TOPANKWI, AaNKCHHWI, AQTKAHWI, IUKITOATKAJT, UHKIOANKCHHT U 4-8-UICHHBIH

TeTCPOIMKIOATIKHI ABIACTCA 3aMEIICHHBIM H COACPKHT OT 1 10 6 pagukanos R®;



umu R® mpencrasmser coGoit -(Cis-amxmn)-NH-R®, -(Ci.s-anxkum)-C(=O)NH-R®, -(Cis-amxum)-C(=0)-
NR®), mmu -(Cis-amxum)-NHC(=O)NH-R’, npu 35TOM aIKHI SBISCTCS HE3AMEIICHHBIM HIH 3AMCINCHHBIM M
cofep ut oT 1 A0 6 paguxaaos RS

kakaeii R® mesasmcmmo mpenctaBmier co6oi Crs-anmkun wan Crs-(DTOPATKHI, KOTOPHIH SBIACTCS
3aMCIICHHBIM H COACPXKUT OT 1 10 6 pagukamos R

wmn aBa R° COBMECTHO ¢ aTtoMOM a30Ta, K KOTOPOMY OHH NPHCOCAHHCHBI, O0PA3yrOT 4-6-uJICHHBIH
TeTCPOIMKIOATIKH, KOTOPBIH ABIACTCSA 3aMEIICHHBIM U COACPKUT OT 1 10 6 paamkanos R€;

kaxaplil RS HezasucnMo mpeactasmser coboit -OH, -CH,OH, -CH,CH,OH, -NH,, -CH,NH,, -NH(RY),
CH,NH(RY), -N(R%,, -CH:NRY),, -N(RY);*, -C(=0)OH, -CH,C(=0)OH, -CH,CH,C(=0)OH, -S(=0),0H,
S=O)OH, -S(=0);NH,, -P(=0)(OH),, -P(=0)(OH)[RY), -P(=0)(OH)(H), P(=0)(OH)(ORY), -B(OH),
B(OR%)(OH), -NHCONHS(=0)(RY), -N(RH)CONHS(=0),(RY), -NHCONRHS(=0),(RY), -C(=0)NHS(=0),(R?),
S(=0),NHC(=O)RY, -NHC(=NH)NH,, -NHC(=NH)NHRY, -NHC(ENH)N(RY,, -NRHCENH)NH,, -
NRHCENH)NHRY, -NRHCENH)N(RY),, -NHCENRY)NH,, -NHCENRY)NHRY, -NHC(=ENRD))NRY,,
NRHCENRH)NHz,  -NRHCENRHY)NHRY,  -NRHCENRH)NRY,, -NHCENH)NHC(=NH)NH,, -

4 NN BN\ UNER .
N(RY)C(=NH)NHC(=NH)NH,, FN@ ;_ \/l// , i_ \1// , /\o“

YWICHHBI TETCPOLMKI, KOTOPBIH SBIACTCA HE3AMCINCHHBIM WM 3aMCIICHHBIM H coaepskutr 1, 2, 3 wm 4

W 4-6-

3aMeCTUTEI, KOTOpbie BhIOpaHbI 3 Cig-ankmia, -O-(Cr.s-amkun), -OH, =0 u =S;

kaxapiii RY HesaBucumo npenctasiser co6oi Crs-ankun, Cig-propankit uim Cs-UHKIOATKAT,

Kaxaplii R® HezaBucHMO mpenctaBmieT coboit -OH, -CH,OH, -CH,CH,OH, -N(RY);*, -C(=0)OH, -
CH,C(=0)OH, -CH,CH,C(=0)OH, -S(=0),0H, -S(=0)OH, -S(=0);NH,, -P(=0)(OH),, -P(=0)(OH)(RY),
P(=0)(OH)(H), -P(=0)(OH)(ORY), -B(OH),, -B(OR%(OH), -NHCONHS(=0),(RY), -N(RY)CONHS(=0),(R%),
NHCONRHS(=0),RY), -C(=0)NHS(E=O0)(RY), -S(O)NHC(O)RY, -NHC(=NH)NH,, -NHC(=NH)NHRY, -
NHC(=NH)NRY,, -NRHC(=NH)NHz,, NRHCENH)NHRY),  -NROCENH)NRY,,  -NHC(ENRY))NH,, - -
NHC(=N(R))NHR?, -NHC(E=NRO))NRY,, -NRHC(=NRD)NH,, -NRHC(=NR?))NHRY, -

D B

NRHCENRY)NRY),, -NHC(=NH)NHC(=NH)NH,, N(RY)C(=NH)NHC(=NH)NH,,

HIH 4-6-4JICHHBIH T€TEPOILMKII, KOTOPBIN ABIACTCA HE3AMCIICHHBIM HIIH
3aMCIICHHBIM M COACpuT 1, 2, 3 wim 4 3aMecTHTEI, KOTOpBIC BRIOpaHs! U3 Cig-ankuia, -O-(Cis-amxun), -OH, =0
H=S;

KOJIBIIO A TIpeCTaBIsIeT cOO0H (PeHIIT HiTH 5-6-UICHHBIH MOHOIMKIMICCKAH T€TEPOapHT,

kaxaprii R? Hesasmcmmo mpeactaBmsaeT coboit ramoreH, -CN, Cis-amkmn, Cirs-¢propamkmn wima Cs.e-

IUKITOAJTKHT,



R5
P R N—R®
-
2R3\s
X, xorma K mpencrasmaer coboit ) , mpeacTaBmer cobod -O-, -NRN-, *-CH,O-, *-

CH,NRN-,  #-C(=0)0-, *-C(=O)NRN-, *-CH,C(=0)0O-, *-CH,C(=O)NRX-, *-OC(=0)-, *-NRNC(=0)-, *-
CH,OC(=0)- umu *-CH,NRNC(=0)-, rae * npeactasmer coboii TOUKy NPHCOCTUHCHES K KOJIBIY A

RN npencrasmaeT co6oit Bogopox mimm Ci.4-alIKu,

RT
=

umu X, xoraa K mpeacrasmsaeT coboi R® | mpeacraBmser coGoii -O-, -NRN-, #-CH,0-, *-CH,NRN-, *-
C(=0)0-, *-C(=0)NRN-, *-CH,C(=0)0-, *-CH,C(=O)NRN-, *-0C(=0)-, *-CH,0C(=0)- umu *-CH,NRNC(=0)-,
rae * mpeAcTaBiAeT co00H TOUKY MPHCOCIMHCHUA K KOTBIY A,

RN mpencrasiser co60it Bogopoa uid Ci.4-aIKuiL,

kakapiii R HezaBucumMo mpeacrapiset co6oit Bogopon, ¢prop, -OH, Crs-amkui uim Ci.6-aJIKOKCH;,

Kakapiii R1? He3aBUCHUMO mpeacTaBiseT coooi Bogopoa, prop umm Ci.¢-aJKu,

R5
\
p R N—R*
N
. 2R3\s
umm, korga K npexacrasiser coGoii , 1Ba R!! COBMECTHO ¢ IIPOMEIKY TOUHBIMH ATOMAMH,

K KOTOPBIM OHH IPHCOSIUHEHBI, 00pa3yIoT Cs.6-IUKIOATKHIT,

R7

s

umn, korma K npeacrasiser coboit \RB, nBa R COBMECTHO ¢ TIPOMEKY TOUHBIME ATOMAMH, K KOTOPBIM
OHH TIPUCOCTMHCHBI, 00Pa3YIOT Cy.6-LIUKIOATKHAIT,

RE, RY¥ RP R RV R!® RY u R¥ kaxmplii He3aBHCHMO MPEACTABIIET c060i Bomopon, Ci.¢-ankui, Ci.6-
ankokcH Wik C1.6-(hTOPATKILT,

uma RB u RY, wm R u RY, wm R 1 RY® cOBMECTHO ¢ MPOMEkYTOUHBIMH aTOMaMH, K KOTOPBIM OHH
TPHCOCAUHCHBI, 0OPA3YIOT KOJBLO;

R mpencrasmser co6oit Bomopoa, Cis-ankun wid Cis-pTopaiku,

umu R?! v omus R COBMECTHO ¢ MPOMEKYTOUHBIMA ATOMAMH, K KOTOPBIM OHH TIPHCOCAUHEHBI, 0OPA3yIOT
C3.6-IHKJIOATIKHIL,

W mpeacraeiser coboif (peHHNT WM 5-6-'UICHHBIH MOHOUMKIMYECKHH reTepoapwi, mpuueM (DeHHI HIH
TETCPOAPHIT SBJIICTCS HE3aAMEINCHHBIM HIIH 3aMEINECHHBIM H COACPHUT 1, 2 mim 3 3aMecTuresi, KOTOPBIC BHIOPAHbI
m R

kaxabii RP HesaucuMo mpenctasiser coboit ramoren, -OH, -CN, -C(O)OH, -C(0)O(C1.¢-ankum), Ci.6-
ankn, Cr.e-ankokcH, Cis-OUKIOANKHN, (DEHHUI HITH 5-0-1ICHHBIH T€TEPOAPIIT; IPH 3TOM KKABIH KA, AJIKOKCH U
IKJIOATIKIT SIBJIETCS HE3aMEIICHHBIM WITH 3aMEIICHHBIM B COACPXKUT 1, 2 miH 3 3aMECTHTEIS, KOTOPhIC BHIOPAHbI
w3 rangorcHa, -OH, Ci.¢-ankuna u Ci.6-aIKOKCH,

i W npeacraeiseT coboii -C(=0)0O-R?;

R? mpexncraBiser co60il Ci-ankun, Ci6-LHKIOATKAI WIH 3-6-4JICHHBIA TETCPOLHKIOAIKH, TPHYCM
QKA TUKIOATKHI H TETSPOLMKIOATKII ABAIOTCS HE3aMESIICHHBIMH HITH 3aMCIICHHBIME H COACP/KAIUMHE OT 1 10
3 3aMeCTHTENICH, He3aBHCUMO BRIOpaHHBIX U3 (ropa, -OH, Cis-amkmna, Cis-ramoreHankmaa Wik Cs.¢-IHKI0ATKAIA,

m cocTasietT ot 1 1o 4;



n coctaBmaet ot 0 10 4,

p coctapmgeT 1 nnm 2,

g cocrasustet 1 wm 2; u

s cocrapeT 1 nnm 2

[0004] CornacHO HEKOTOPHIM BapHAHTAM OCYHICCTBICHHA cocauHeHHE (popmyirer (1) mpeacTaBiier coOoi

coemuaeHUe (popmy s (1a):

W-=N )
N

o) CH,

Rn Qopmyna (Ia)
WIH ero (papManeBTHUECKH TPHEMIIEMYIO COJIb, COJIbBAT, CTEPEOM30MEP, MM NPOJCKAPCTBCHHBIN
npenapar.
[0005] CornacHO HEKOTOPHIM BapHAHTAM OCYLICCTBICHUA coeauHeHHE (popmyitel (1) mpeactasiier coboi

coemuaeHue (popmy st (Ib):

Rb—</:N\>—N 0
=\ >\-—K
0 CH,

(R0 (opuya (Ib)

W ero (papManeBTHYECKH INPHEMIEMYIO COJb, COJbBAT, CTEPEOH30MEP, HIH IPOJICKAPCTBEHHBIH
mpenapar.

[0006] CoriacHO HCKOTOPHIM BAPHAHTAM OCYLICCTBICHHA cocauHeHHS (popmytel (1) mpeacTaBsieT coOoM

cocmuaeHue (popmy s (11):

(popmyma (I1).

niH ero (papManeBTHUECKH TPHEMIICMYK) COJIb, COJIbBAT, CTEPEOM30MEP, WM NPOJCKAPCTBCHHBIN
mpenapar.

[0007] CormacHO HCKOTOPHIM BAPHAHTAM OCYIICCTBICHNA coenuHcHue (hopmyms (I1) mpeacTasigeT coOoi

coemuaeHAE (popmy s (11a):

R5
\
W-—N o) pR" N—R*
S
o) CH, 2R%\s

R (opmyna (ITa)

Wil ¢ro (papMalCBTHUCCKH TNPHCMIICMYE) COJIb, COJBBAT, CTCPCOHM3OMCP, HWIH MPOJCKAPCTBCHHBIN
mpenapar.

[0008] CormacHO HCKOTOPBIM BapHAHTAM OCYIICCTBICHNA coeauHcHue (hopmyms (I1) mpeacrasigeT coboi

coemuacHUe (popmy st (1Ib):



N R
Rb—</: \>—N 0 PR' N—R*
=N >\-—N
o}

CH, 2R\s

R (opyryna (ITb)
nin ero (papManeBTHUECKH TPHEMIIEMYIO COJIb, COJIbBAT, CTEPEOM30MEP, WM MPOJCKAPCTBCHHBIH
mpenapar.
[0009] CormacHO HEKOTOPHIM BapHAHTAM OCymecTBICHHA coeauHcHue (popmyms (1) mpeacrasiger coboi

coenuHeHue (popMy st (IIc) mmu Gpopmyms! (11d):

RS
\

W-—N o) N—R*
>~

(o] CHy
(R0 dopmyna (Ilc)
RS
\
W=—N 0 N—R*
O o o
O@—CHZ 0]
(R0 dopmyma (11d)

WM ero (papManeBTHYECKH INPHEMIEMYIO COJb, COJbBAT, CTEPEOH30MEP, HIH IPOJICKAPCTBEHHBIH
npernapar.
[0010] CornacHO HEKOTOPHIM BapHAHTAM OCYILECCTBICHUS coeauHeHHe (opmys! (I) mpeacrasisier co0oi

coenuHenue (popmy s (110):

(R%n dopmya (I1I).

nia ero (papManeBTHUECKH TPHEMIICMYK) COJIb, COJIbBAT, CTEPEOM30MEP, WM NPOJCKAPCTBCHHBIN
mpenapar.

[0011] CormacHO HEKOTOPHIM BAPHAHTAM OCYIICCTBICHIA coecauHeHue (popmysl (I11) mpeactaBmaeT coOoi

coemuacHue (popmy s (111a):

W-—N

0 R’
\5 /
N\

CH, R®

(R (popyna (I1Ta)
nin ero (papManeBTHUECKH TIPHEMIICMYK) COJIb, COJIbBAT, CTEPEOM30MEpP, WM TPOJCKAPCTBCHHBIH
mpenapar.
[0012] CormacHO HCKOTOPHIM BAPHAHTAM OCYIICCTBICHIS coeauHeHue (popmy sl (I11) mpeactaBmaeT codoi

coemuacHue (popmy st (111b):



Rb_</:N\>_N o
=N >—N:

0 CH, R®

(R dopmysa (IIIb).

nIn ero (papManeBTHUECKH TPHEMIIEMYI) COJIb, COJIbBAT, CTEPEOM30MEP, WM MPOJCKAPCTBCHHBIH
mpenapar.

[0013] CornmacHo ompenciICHHBIM BAPHAHTAM OCYINECCTBICHHSA HACTOAINETO H300PETCHHS PAaCKpPhITHI
(papMaLECBTHYCCKHE KOMIIO3HIHH, COJCPKALIMEC COCAUHCHHE, ONHCAHHOC B HACTOAINEM JOKYMECHTE, HIH €I0
(hpapMaLECBTHYECKH IMPUEMIIEMYIO COJIb, COJIBBAT, CTEPEON30MED, HIIM IPOJICKAPCTBEHHBIH IpenapaTt, u 1Mo MEHbIICH
Mepe 0HO (hapMaleBTHUECKH MPHEMIIEMOE BCIIOMOTATEIbHOE BELICCTBO.

[0014] CornmacHo ompencICHHBIM BAPHAHTAM OCYINCCTBICHHA HACTOAINETO H300PETCHHS PAaCKPhITHI
CIOCOOBI JICUCHHS COCTOSIHHA WJIM PACCTPOMCTBA, BO3JCHCTBYIOIIEIO HA HEPBHYIO PETYJLILMIO NMHUINCBAPHTCIBHOH
CHCTEMBI, Y HYKAAIOIIETOCA B 3TOM CyOBEKTa, NPHYEM B CIOCOOC NPEIYCMOTPEHO BBEACHHE CYOBEKTY
TepaneBTHYCCKH 3(P(PCKTHBHOIO KOJIHYECTBA COCOHHCHHS, OIMCAHHOTO B HACTOAINEM JOKYMCHTC, HIH €ro
(hapMaLICBTHUCCKH IPHEMIICMOH COJIH, COJIbBATA, CTEPEOH30MEPA, HIH MPOJICKAPCTBEHHOTO Ipenapara. CoriacHo
HEKOTOPHIM BAPHAHTAM OCYLICCTBJICHUSA COCTOSHIE HIIM PACCTPOHCTBO CBA3aHO ¢ akTuBHOCTHI0 GPR119. Cornacuo
HEKOTOPBIM BapHAHTAM OCYIICCTBICHHA COCTOSHHC HJIM PACCTPOMCTBO MNpPEACTAaBIICT COOOH MeTabOIHIECKOE
paccrpoiicteo. COITTacHO HEKOTOPHIM BAapPHAHTAM OCYINCCTBJICHUS COCTOSHHE HWIH PACCTPOMCTBO NPEACTABIACT
co0oii auabeT BTOPOTO THIA, NMOBBHILCHHOE COACPYKAHHE Caxapa B KPOBH, META0OTHUCCKHI CHHAPOM, OXKHPEHHE,
MOBBIIICHHOE COACP/KAHHE XOJICCTEPHHA B KPOBH, HEATKOTOIbHbIH CTEATOr€NMAaTHT, WM MOBBIIICHHOE apTEPHAIBLHOE
ngasieHue. COIrJIACHO HEKOTOPHIM BAPHAHTAM OCYILECTBJICHHS COCTOSHHE HJIM PACCTPOHCTBO IPEACTaBIICT COOOi
HapymieHue mmTaHusa. COTJIACHO HEKOTOPBIM BAPHAHTAM OCYINCCTBICHHS COCTOSIHHC WJIH PAaCCTPOHCTBO
MPEACTABISIET COOOH CHHAPOM KOPOTKOTO KHINCYHHWKA, CHHAPOM KHIICYHOW HETOCTATOYHOCTH, WUIM KHIICYHAS
HeZOCTaToUHOCTh. COTIacCHO HEKOTOPHIM BAPHAHTAM OCYINCCTBICHHS COCTOSHHC HIIH PACCTPOHCTBO MPEICTABILICT
co00¥l WHAYIIMPOBAHHBIH XUMHOTCPANHCH SHTCPHUT WIM HWHAYIWPOBAHHBIN oOnyucHHeM 3HTEpPHT. COrIacHo
HCKOTOPHIM BApHAHTAM OCYINCCTBJICHHUSA COCAMHCHHC, ONHCAHHOC B HACTOAINEM JOKYMCHTE, OTPAHHUYCHO
MUIIECBApUTEabHOH cucTteMoii. COrnacHO HEKOTOPBHIM BAaPHAHTAM OCYINCCTBICHHS COCAWHCHHUE, OIMCAHHOC B
HACTOAIIEM JOKYMEHTE, HMEET HH3KOE CHCTEMHOE CO/ICPKAHHC.

[0015] CormacHO HEKOTOPBIM BaPHAHTAM OCYINCCTBICHHUS CIIOCOOBI, ONMCAHHBIC B HACTOSIIEM JTOKYMCHTE,
JOTIOJTHAUTEIPHO NPEAYCMATPUBAIOT BBEACHHC OJHOTO MM HECKOJBKUX OTOJHHUTCIBHBIX TEPATICBTUUCCKHX
cpencTs cyObekTy. COTracHO HEKOTOPHIM BAPHAHTAM OCYINCCTBICHHUS OJHO HJIH HECKOJBKO JOTOTHHUTEITbHBIX
TepalieBTHYCCKUX CpeAcTB BhIOpaHbl n3 aromucrta TGRS, arommcra GPR40, amrarommcra SSTRS, oGpatHOoro
aromncta SSTRS, arommcra CCK1, warunbmropa PDE4, warmbmropa DPP-4, arommcra pememropa GLP-1,
MeropmuHa Wwin wx komOwHaArmH. COTJACHO HCKOTOPBIM BapHAHTaM ocymecTBicHus aroHucT TGRS, aronumcr
GPR40, antaroruct SSTRS5, obpartmsii aroruct SSTRS5 wmm arommct CCK1 OrpaHWdcH NHINCBAPHTCIHHOMN
CHCTEMOH.

[0016] Kpome TOTO, COTTIACHO ONMPCACICHHBIM BAPHAHTAM OCYIICCTBIICHHSA HACTOAIICTO H300PCTCHHA
PacKphITO TIPHMCHCHHWE COCJUHCHHS, ONHCAHHOTO B HACTOSINEM JOKYMEHTE, HIH €ro (hapManeBTHYCCKH
TMPUEMJIEMOH  COJIM, COJIbBATA, CTCPCOHM30MEPA, WM TPOJICKAPCTBCHHOTO TIPErapaTa B  H3TOTOBICHHHU
JEKAPCTBEHHOTO CPEJCTBA AT JICUCHHS COCTOSHHS HIIH PACCTPOICTBA, BO3ACHCTBYIOMIECIO HA HEPBHYIO PETYIIIHIO

MHOICBAPUTCIBHON CHCTEMBI, Y HYKAAFOIICTOCA B 3TOM CYOBEKTA.



[0017] Kpome TOTO, COTTIACHO OMPCACICHHBIM BAPHAHTAM OCYIICCTBIICHHS HACTOAINCTO H300PCTCHHA
PACKPBITBI  CIIOCOOBI  JICUCHHUS COCTOSHHS WM PACCTPOHCTBA, BO3ACHCTBYIOIICTO HA HCPBHYHO PCTYJIALHEO
MUIICBAPUTECIBHON CHCTEMBI, Y HY>KIAIOIIETOCA B 3TOM CyOBCKTa, IPHUYEM CIIOCOO INPEAyCMaTpPHBACT BBEICHHUC
CyOBEKTY TepaneBTHYECKU S(P(PEKTHBHOTO KOJIHYECTBA OTPAHHYCHHOTO NHINCBAPHTEIHLHON CHCTEMOH MOIyIATOpa
GPR119.

[0018] Kpome TOrO, COTIACHO ONMPCACICHHBIM BAPHAHTAM OCYIICCTBIICHHS HACTOAINCTO H300pPCTCHHA
PACKPBITO TPHMCHCHHE OTPAHWYCHHOTO NHINCBAPUTCIBHON cuctemoli moxmymaropa GPR119 B wm3rorosicHum
JICKAPCTBEHHOTO CPEACTBA A JCUCHUA COCTOAHHA HIIH PACCTPOICTBA, BO3ACHCTBYIOMIECTO HA HEPBHYKO PETyLALUIO

MMHUIICBAPUTEIbHOM CHCTEMBI, Y HY>KAAIOINETOCA B 3TOM CyOBEKTA.

Iloapo0HOE oNIcAHNE HACTOSIIET0 H300PETEHHs

[0019] Hacrosmmee wu300peTEHHE OTHOCHTCS IO MEHbHICH Mepe dyacTwyHO K aroHuctam GPR119,
MPUTOAHBIM U1 MPUMCHECHHA B JICUCHHH COCTOSIHHH MIH PACCTPOMCTB, BO3ACHCTBYIOIIMX HA HEPBHYIO PEryJLALMIO
MUIIEeBapuTeabHOH cucteMbl. COTIacHO HEKOTOPHIM BapHaHTaM ocymuecTsicHus aroHucTsl GPR119 npeacrasmsoT
co00M OTpaHUUCHHBIC MUIICBAPUTEIBHON CHCTEMOM COCTHHCHUS.

Onpenesienust

[0020] TTpu uCOIB30BAHKUHE B HACTOSIIIEM OMHCAHHH H B MPHJIAracMoii (popMyie HACTOAINETO H300PETCHHS
rpaMMmartHieckue (JOpMbI €IMHCTBCHHOTO YHCIA O3HAYAIOT TAKOKe H MHO’KECTBEHHOE UMCIIO, €CIIH HHOE YCIIOBHE
YETKO HE NMPOAMKTOBAHO KOHTEKCTOM. Takum 00pa3oM, HAmpHUMEp, TCPMHH «BEHICCTBO» O3HAYACT MHOYKECTBO
TAKUX BCIICCTB, H TCPMHH «KJICTKA» O3HAYACT OJHY HJIHM HECKOJBKO KICTOK (MM MHOJKCCTBO KICTOK), a4 TaKKe
COOTBETCTBYIOIUE OSKBHBAJICHTHI, H3BCCTHHIC CICIHATNCTAM B JAHHOH oOmacTu TexHukd, u T. A. Korma B
HACTOANIEM JOKYMCHTE HCTIOJIB3YIOTCS AHATA30HBL, 03HAYAONHE (PH3HUCCKHE CBOWCTBA, TAKHE KAK MOJICKYISIPHAS
Macca, WIH XHMHUYCCKHE CBOHCTBA, TAKHEC KAK XHMHYCCKHC (POPMYJIBI, MPEIYCMOTPECHO, YTO MOTYT MPHCYTCTBOBATh
BCE COOTBCTCTBYIOIIHNE KOMOWHAMH U CyOKOMOWHAIWY JHATIA30HOB H KOHKPETHBIX BAPHAHTOB OCYILCCTBICHUSL.

[0021] TepMuH «IPHOIH3HTECIBHO» MPH UCMIOIb30BAHHH B OTHOIICHHH YHCJIA WJIH YHCICHHOTO AHANIA30HA
O3HAYACT, YTO YKA3aHHOC YHCIIO WM YHCJICHHBIH JHANA30H NPEACTaBIICT cOoOOH NMpHONMIKCHHE B Mpeaciax
AKCTICPUMCHTATFHOW W3MCHYHBOCTH (WJTH B MPCACTAX CTATHCTHUCCKOHN IKCTICPUMCHTATBHOW OIMHOKH), W, TAKHM
00pazoM, YHCII0 WM YHCICHHBIA THATIA30H B HEKOTOPBIX CIy4YasX MOXKET BapbHPOBAThCA B mpeaenaax ot 1% mo
15% 10 OTHOMICHHUIO K YKA3AHHOMY YHCIY WJTH YHCJICHHOMY JTHAMA30HY.

[0022] TepMHuH «BKIFOUAROIIHUI (W POACTBCHHBIC TCPMHUHBI, TAKHE KAK «BKIFOUATHY HIU «BKIFOYAFOIIHI,
WIH «UMCIOIIMI», WM «COACp)KAIlui») HE NPEAHA3HAYCH I HCKIFOUCHHUS TOrO, 4YTO COIVIACHO JPYTHM
OTPEACTICHHBIM BAPWMAHTAM OCYINCCTBICHHSA, HANPHMEp, BAPHWAHTAM OCYINECCTBICHHS JIHOOOH KOMIO3HIMH
MaTepHaIOB KOMIIO3UIHS, CIIOCO0 HMIIH MPOLECC MMM APYTOH OOBEKT, KOTOPBIH ONMHCAH B HACTOSIIEM JOKYMCHTE,
«COCTOUT» HJIN «B OCHOBHOM COCTOMT» H3 OIHCAHHBIX MPHU3HAKOB.

[0023] TIpu wcmONB30BAHANW B ONMHACAHHH W TPHIAracMoid (POpMyJc HACTOAMICTO W300PCTCHHSA, CCITH HC
YKa3aHO MHOE YCIOBHE, MPEACTABICHHBIC HIPKE TEPMHHBI HMCIOT CICAYIOIUC 3HAYCHHA.

[0024] TIpm wucmome3oBammm B HactosmeM gokymeHTte, Ci-Cy osmauwaet Ci-C;, Ci-Cs ... C-C.
HckmounTtersHO B KauecTse mpuMepa, odo3HaueHue rpymms! «Ci-Cs» MOKA3bIBACT, YTO AAHHASA TPYIIA COICPIKUT
OT OJHOTO A0 4YETBIPEX aTOMOB YITIEPOJA, T. €. TPyIIa MOKET COACpKaTh 1 aToM yriepoaa, 2 aroMa yrieposa, 3
aroma yriepoja wim 4 aroma yriaepoaa. Takum o0pa3oM, HCKIFOUATEIRHO B KauecTse mpumMepa, TepMuH «Ci-Cy-

AJTKATD» O3HAYACT, YTO AJKHJIBHAA Ipynma COACPIKUAT OT OAHOIO A0 HUCTBIPEX aTOMOB yrjcpoaa, T. €. aJIKHJIbHAA



TpyIIa BIOpaHa M3 CIACAYIOMNX TPYIIT: METIII, 3THJI, NPOIIAJI, H30IPOIHI, H-Oy THII, H300yTHII, BTOP-OYTHI H TPET-
OyTHUIL

[0025] TepMuH «aTKHI» O3HAYACT HEOOA3ATCIIFHO 3aMCIICHHBIN HCPA3BCTBICHHBIN WM HEOOA3aTCIHHO
3aMCIICHHBIA PA3BCTBICHHBIN HACHILECHHBIA YIICBOAOPOAHBIM MOHOPAOUKAN, COACPKAIIMH OT OJHOIO 10
MPUOJTH3UTCIFHO ACCATH AaTOMOB VIJICPOJA, HIH NPCAMOYTHTCIBHES OT OJHOTO OO0 MICCTH aTOMOB YTJCPOa,
npuyeM Sp3-THOPHIN30BAHHBIA aTOM YIJICPOAA AJKHIBHOW I'PYNIBI MPHCOCTHHEH K OCTAJBHOHW YACTH MOJICKYJIbI
MOCPEACTBOM IpocToil CB3u. [IpuMeps! mpeAcTaBIAOT CO0O0H, HO HE OTPAHHYHBAKOTCA 3THM, MCTHI, STHI, H-
MPOTIAJI, M3ONPOIMN, 2-METHI-1-mpormm, 2-MeTHi-2-mpomu, 2-MeTwi-1-Oytun, 3-metmn-1-Oytun, 2-meTmi-3-
oyTui, 2,2-muMeruia-1-npomun, 2-MeTwi-1-neHTwa, 3-MeTui-1-neHruwn, 4-MeTuI-1-neHTUI, 2-MeTHI-2-TICHTHIL, 3-
MCTHI-2-TICHTWI, 4-MeTuin-2-neHtun, 2.2-puMerun-1-6ytwn, 3,3-mumerun-1-Oytun, 2-31Hin-1-Oytmn, H-OyTHI,
w300y T, BTOP-OYTHII, TPET-OYTU, H-IICHTUJ, H30TICHTHIL, HCOTICHTUIL, TPET-aMILI, TCKCHJI M BBICIIHC ATKUJIHHBIC
TPYIIBI, TAKUC KaK TCNTHI, OKTWI U T. A. [IpH YIOMHHAHUE B HACTOSAIIECM JOKYMCHTC YHCICHHBIH JHAMA30H, TAKOH
Kak «Ci-Ce-aJIKIT» 03HAYACT, YTO AJKHIBHAA IPYIIA COCTOHT U3 1 atoma yriieposa, 2 aToMOB YIJIepoaa, 3 aToMOB
yriepoaa, 4 aToMoB yIJiepoJa, 5 aToMOB YIJIEpoJa WM 6 aTOMOB YIJIEPOJA, XOTA HACTOSIIEE OMPEACICHUE TAKKE
PpacTIpOCTpaHACTCA HA HCTIOJTb30BAHUEC TCPMIHA «AJTKUID», IPH KOTOPOM HE YKa3aH YHCICHHBIN quana3zoH. CorjacHO
HEKOTOPBIM BAPHAHTAM OCYIIECTBICHHS aikii nmpeactaiasieT coooit Ci-Ci-amxun, Ci-Co-amkun, Ci-Cg-ankmn, Ci-
Cr-amxun, Ci-Cs-ankun, Ci-Cs-amkun, Ci-Cy-amxun, Ci-Cs-ankun, Ci-Cr-amxun win Cr-amkun. Ecou wHOE yciaoBue
HC YKA3aHO KOHKPETHO B OIMCAHWH HACTOAINETO M300pPCTCHMA, AJKWIBHAA TPYINIA SBISICTCA HE0OA3aTCIHHO
3aMCIICHHON, KaK ONMUCAHO HW)KE, W COACPIKUT OJUH WM HECKOJBKO H3 CICAYIOIIMX 3aMECTHTENICH: TaJOTCH,
IIMAHO, HUTPO, OKCO, THOKCO, HMHHO, OKCHMO, TpuMeTHacHnanut, -OR?, -SR?, -OC(O)R?, -OC(0)-OR!, -N(R?),, -
N*(R®s3, -C(O)R?, -C(O)OR?, -C(O)N(R?),, -NRHC(O)OR', -OC(0)-N(R?),, -NRHC(O)R?, -NRHS(O)R' (rze t
coctasaer 1 mwm 2), -S(O)OR? (rae t cocrapmaer 1 wm 2), -S(O)RE (rae t cocrapmaer 1 umm 2) u -S(O)N(R?), (rae
t cocraBager 1 wnmm 2), mpudeM Kaxaplii R? He3aBHCHMO NpPEACTaBsIET COOOH BOJOPOJ, ANKHII, TaJOTCHAJKHIL
IMKIOANKI, apH, apankuj, TeTEPOMHUKIOATKHI, TETEPOAPHI HIH TeTCpPOapPHIATKHI, U Kaxasii RY HesaBucHMO
MPEACTABISIET COOOH MKW, TAJOTCHANKWII, ITHKJIOANKHJ, AP, APaJKHI, TCTCPOLHMKIOANKII, TSTCPOApPHI HIIH
TeTCPOAPUITATKHIIL

[0026] TepMuH «aTKCHIT) 03HAYACT HCOOA3ATCIIHHO 3AMCIICHHBIA HCPA3BCTBICHHBIH, HJIH HCOOA3ATCIHHO
3aMEILCHHBIN PA3BETBICHHBIN YIJICBOOPOHBII MOHOPAAHKAJ, COACPKAIMI OTHY HJIH HECKOJIBKO JBOMHBIX CBA3CH
MCKIY aTOMaMH VTICpoJa H COACPKAINWEA OT JBYX [0 TNPHONH3HTCIBHO [CCATH aTrOMOB VTJCPOJa,
HPEANOYTHTENBHEE OT ABYX A0 NPHOIM3UTENBHO IIECTH ATOMOB YIJEPOAA, IPHUYEM SP’-TUOPHIM30BAHHBIA aTOM
YIJIEPOIA MM SP’-THOPHIU30BAHHBIA aTOM YIIEPOJa ANKEHHJILHOM IPYINIBI MPHCOSTHHEH K OCTAIbHOM 4acTu
MOJICKYJTBI TIOCPCACTBOM TPOCTOH CBM3H. [ pymma MOKCT HAXOOWTHCA B IHC- WIH TPAHC-KOH(HUTYpAIMH IO
OTHOIICHHUIO K OJHOW WM HCCKOJNBKHM TBOWHBIM CBA3SAM, W CICAYCT MOHHMATh, YTO MOTYT NMPHCYTCTBOBATH 00a
momepa. [IpuMepsl mpeAcTaBIMOT COO0OHW, HO HE orpaHwumBaroTca 3tiM, 3TcHHT (-CH=CH,), 1-npomcHun
(-CH,CH=CHa), m3onponecuun (-C(CH3)=CH,), 6yrcuun, 1,3-OytaaucHunt u T. A. [IpH YNOMAHAHWA B HACTOAIICM
JOKYMCHTC YHCIICHHBIN IWAma3oH, Takod Kak «C)-Ce-amKCHWT» O03HAYACT, YTO ANKCHHIBHASA TPYyNIa MOKCT
COCTOATH U3 2 aTOMOB YrJepona, 3 aroMoB yIViepoJa, 4 aroMOB yriepoda, 5 aToMOB yriepoia uiud 6 aroMOB
VITICPOa, XOTSA HACTOAIICC OMPCACICHHC TAKKS PACTPOCTPAHACTCA HA NMPUMCHCHHC TCPMHHA «ATKCHUIDY, IS
KOTOPOr0 HE OOO3HAUCH YHWCICHHBI Auama3oH. COTJACHO HCKOTOPBHIM BAPHAHTAM OCYINCCTBICHHA ANKCHUJ
npeactaBmsiet co0oit Co-Cio-ankeHun, Cr-Co-anmkxermn, C,-Cg-ankeHmn, Cr-Cr-anxenmn, Cr-Cs-anxenmn, C,-Cs-
ankeHnn, C,-Cy-ankennn, Co-Cs-ankennn uwin C;-ankeHnn. Ecim wHOE ycioBHe HE YKa3aHO KOHKPETHO B OIMHCAHUH

HACTOSIICTO H300PCTCHUSA, ANKCHHIbHASA TPYNNA ABIACTCA HEOOS3aTCIPHO 3aMCINCHHOM, KaK OMHCAHO HIDKS, H
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COJCPIKUT, HAMPHMEP, OKCO, TAJOICH, AMWHO, HHTPWI, HHUTPO, THAPOKCHJ, TAJOTCHANKHI, AIKOKCH, AP,
IUKJIOATIKIDI, TETCPOLUUKIOANKHN, TeTepoapua U T. A. Ecim wHOe ycnoBHE HE YKAa3aHO KOHKPETHO B OIMCAHUH
HACTOAIIETO H300pETCHHS, AJKCHUJIbHAS TPYNNA SBISIETCA HEOOS3aTEIbHO 3aMCEHICHHOHM, KaK OIMMCAHO HIDKES, U
COJCP KUT OJWH WJIH HECKOJIBKO W3 CACAYIOIMX 3aMCCTHTCIICH: TaJOTCH, IMAHO, HUTPO, OKCO, THOKCO, MMHHO,
okcuMo, TpumeTmicHmanmn, -OR? -SR?, -OC(O)-Rf, -OC(0)-ORf, -N(R%),, -N*(R%;, -C(O)R?, -C(O)OR?, -
C(O)N(R%,, -N(RHC(O)OR!, -OC(0)-NR),, -NRHCO)R!, -N(RHS(O)R! (rae t cocrasmer 1 umm 2), -S(0);OR?
(rme t cocrapmaer 1 mmm 2), -S(O)RT (rme t cocrapmaet 1 wma 2) u -S(O)N(R?), (rae t cocTapmser 1 wimm 2), IpaaeM
KaXmplii R? HE3aBHCHMO NpEaCTaBIICT COOOHW BOJOPOA, ANKWI, TAJIOTCHAJKHI, LHKIOAJKWI, APWI, APATKHI,
TETCPOLHKJIOANKILI, TETEPOAPUIT MIIM T'eTCPOAPIUIAIKIUL, W KAKABIH Ry HE3aBHCHMO NpEACTaBIIET COOOH aiKmiL,
TaJOTCHAIKII, HKJIOATKHI, ApWJI, PAJTKIIL, TETEPOIMKIOANKI, TETCPOAPHI HIH TE€TEPOAPHIATKIIL.

[0027] TepMuH «aJIKHHUID) O3HAYACT HCOOA3ATCIBFHO 3aMCIICHHBIN HECPA3BCTBIICHHBIN HIH HECOOA3aTCIHHO
3aMEIICHHBIN PA3BETBICHHBIN YITICBOAOPOAHBII MOHOPAAUKAI, COACPKALIHI OAHY WM HECKOIBKO TPOMHBIX CBA3CH
MEKAY aToOMaMH YriepoJa M COACpKalMi OT JABYX [0 NPHOMHM3HTCIBHO JCCATH AarOMOB  YIVIEpOJa,
MPSITOYTUTCIPHEE OT ABYX A0 NPUOIH3HTCIBHO INCCTH aTOMOB VIJCPOJa, NMPHUCM SP-THOPUIAM30BAHHBIN aTOM
yruepona Wi Sp’-rHOpUIM30BAHHBIN ATOM YIJIEPOJA AJKHHHIBHOM TPYNNBI MPUCOSIUHEH K OCTANBHOM 4acTu
MOJICKYJIBI IOCPEACTBOM IPOCTOH CBA3U. [IpuMephI MpeACTaBIAOT COOOH, HO HE OTPAHHYHBAIOTCS 3TUM, STUHILI, 2-
nponuHW, 2-0ytunn, 1,3-0ytamuusun u T. A. [IpH ynmoMHHAHHY B HACTOSIIEM JOKYMCHTE YHCICHHBIH AMANa30H,
Takod Kak «C)-Cs-aTKHHHI», O3HAYACT, YTO AJKHHHJIBHAS TPYNIa MOXKET COCTOATh W3 2 aTOMOB YIJiepoda, 3
aToMOB YITICpOJa, 4 aTOMOB YIJIEPOJa, 5 aTOMOB YIJICPOAA WK 6 aTOMOB YIJICpOJa, XOTsS HACTOSIICE ONMPEACICHUC
TAKKE PACTIPOCTPAHACTCA HA MPUMEHCHUE TEPMHIHA «AIKUHIIY, 11 KOTOPOTO He 0003HAUCH YHCIICHHBIH THAIma30H.
CorracHO HEKOTOPBIM BapHAHTaM OCYLICCTBJICHHS AIKUHUI npeacTaBisietT co0oi Ca-Cro-amkuam, Co-Co-anmkuHu,
Co-Cs-anxkunun, Cy-Cr-amxwmun, Cr-Ce-amxummn, Co-Cs-anxuamn, Cr-Cq-amxummn, Cr-Ci-amkuaun wm  Cp-
ankuauI. ECIH MHOC YCIOBHE HE YKA3aHO KOHKPCTHO B OMMUCAHHH HACTOAIICTO H300PCTCHUS, ATKUHIIbHAS TPYIIIa
SBISICTCS HEOOS3aTeIPHO 3aMCHICHHOH, KaK ONMCAHO HIDKE, W COACPYKHT OJWH HJIH HECKOJBKO M3 CIICIYIOIIHX
3aMCCTHTEJICH: TAJIOTCH, IHAHO, HATPO, OKCO, THOKCO, HMHUHO, OKcHMO, TpuMmeTmicuaanmyi, -OR?, -SR?, -OC(O)R?, -
OC(0)-OR!, -N(R?),, -N*(R%)s, -C(O)R?, -C(O)OR?, -C(O)N(R?),, -N(RH)C(0)OR!, -OC(0)-N(R?),, -N(RH)C(O)R?, -
NRYS(O}R! (rze t coctapmser 1 wmm 2), -S(O)OR? (rxe t coctasmser 1 wmm 2), -S(O)R! (rme t coctamser 1 nm 2)
" -S(O)N(R?), (tae t cocrasmaeT 1 wm 2), mpuieM KaKAbIH R? HE3aBHCHMO MPEACTABICT COO0H BOIOPO, ATKHI,
TaJOTEHAJIKHJ, TUKIOANKHI, APHI, APATKHI, TETEPOIHKIOANKAI, TETEPOAPHI HIH TETEPOAPHIATKIN, H Kaiapiid R
HE3aBHCHMO TPEACTABIICT COOOH aNKWi, TaJOTCHANKHI, LUKJIOANKHJI, AW, AapajKH, T'CTCPOLUKIOATKHIL,
TETCPOAPHIT HITH TETCPOAPHIATIKIIL

[0028] TepMHH «aTKHICH» WIH «AJKHJICHOBAS LETb» O3HAYACT HEPA3BETBICHHYIO WM PA3BETBICHHYIO
JBYXBAJICHTHYIO YTJICBOJOPOJHYIO IICITh, KOTOPAS COCAUHACT OCTATBHYE) YaCTh MOJICKYJIBI H PAAUKANEHYEO TPYTIITY,
COCTOAINYIO HCKIFOUATCITHFHO W3 aTOMOB VIJICPOJa W BOJAOPOAA, B KOTOPOH OTCYTCTBYKOT HCHACHIIICHHBIC CBA3H H
MPUCYTCTBYKOT OT OJJHOTO 0 ABCHAIATH aTOMOB YTJICPOIa, HAMPUMEP, MCTHJICH, 3THJICH, MPONHJICH, H-OYTHIICH, H
T. A AJNKHJICHOBASA LCHb NPHUCOCAWHCHA K OCTATBHON YACTH MOJCKYJBI TMOCPSACTBOM TPOCTOH CBA3H H K
PanHKaIbHON IPpymIe MOCPEACTBOM MPOCTOH CBA3H. TOUKH MPHCOCAMHEHHA AJKAICHOBOH IENH K OCTAIbHON 4acTH
MOJICKYJTBI M K PAJAWKAJIBHON TPYIIC MPSACTABIIOT COOOH OMH aTOM YIJICPOAA B ATKHIICHOBOW ICTIH WITH JTFOOBIC
[BA aTtoMa yriepoja B mpenenax Ienu. Ecim WHOE yciioBHE HE YKA3aHO KOHKPETHO B OIMCAHHM HACTOSIICTO
W300PCTCHHA, ANKUJICHOBAA TPYTIA ABIIACTCA HCOOA3aTCIPHO 3aMCINCHHOM, KAK OMACAHO HIXKC, H COACPIKHT OJHH
WA HCCKOTBKO W3 CJCAYVIOIMMX B3aMCCTHTC/ICH: TalOrCH, LHAHO, HHUTPO, OKCO, THOKCO, HMHHO, OKCHMO,

tpiverrcHann, -OR?, -SR?, -OC(O)R?, -OC(0)-OR’, -N(R?),, -N*(R?)s, -C(O)R?, -C(O)OR?, -C(O)N(R?),, -
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NRHC(O)OR!, -OC(O)-NRY,, -NRHC(O)R!, -NRHSO)R! (rae t coctaBuger 1 mwm 2), -S(O)OR? (rme t
cocrasmger 1 uma 2), -S(O)R' (rae t cocrasmger 1 umu 2) u -S(O)YN(R?), (rae t cocrasmger 1 umi 2), npuueM
Kaxmprii R? He3aBHCHMO TPEACTaBIACT COOO0# BOJOPOI, ANKHJI, TAJOTCHANKHIL, LUKIOANKHIL, APWI, APAJKHI,
TCTCPOLMKJIOATTKII, TCTCPOAPUIT HTH TCTCPOAPMIATKIIL, W KAKABIH Ry HE3aBHCHMO MPEACTABIACT COOOH AITKHIL,
TaJOTEHAJIKII, UKJIOATKHI, APUJI, APAJTKIJL, TETEPOIMKIOANKA, TETCPOAPHI HIH TETEPOAPHIATKIIL.

[0029] TepMHH «anKCHUNCH» WO «AJKCHWICHOBASA ILEMb» O3HAYACT HEPA3BECTBJICHHBIM UJIH
PA3BCTBIICHHBIN IBYXBAJICHTHBIN YVIJICBOZOPOAHASA IICTh, KOTOPAs COCAHWHACT OCTAJMbHYIO YACTh MOJCKYIBI H
PaIUKATBHYIO TPYIITY, COCTOSINYI) HCKIFOYHTCIIFHO U3 aTOMOB YIJICPOAa W BOJOPOIA, COACPIKAIIHMIA MO MCHBIICH
MEpe OJHY OBOWHYHO CBA3b MCKIY aTOMaMHU VIJICPOJa W COACPIKALIYIO OT ABYX JO JBCHAALATH aTOMOB YTIJCPOa.
AKCHHUJICHOBAS 1ICTTh MPUCOCANHCHA K OCTAIBHON YaCTH MOJICKYJIBI MOCPESACTBOM IPOCTOH CBA3H U K PATUKATBHON
Ipynmne HOCPEACTBOM mpocToil cBa3u. Ecau WHOE yCIOBHE HE YKA3aHO KOHKPETHO B ONHCAHUH HACTOAILICTO
W300PCTCHHS, ATKCHUJICHOBASA IPyNIa SABIACTCA HEOOA3aTCIIPHO 3aMCIICHHON, KaK OMHCAHO HHXKS, H COJCPIKHUT
OIWH WM HECKOJIBKO W3 CICAYIOIUX 3aMCCTHTCJICH: rajoreH, IUAHO, HUTPO, OKCO, THOKCO, UMHHO, OKCHMO,
tpumetriackianan, -OR?, -SR?, -OC(O)R?, -OC(0)-ORf, -N(R?),, -N*(R?);, -C(O)R?, -C(O)OR?, -C(O)NR?),, -
N(R#HC(O)OR!, -OC(0)-N(R?),, -NRHC(O)RL, -NRHS(O)R! (rae t cocrasaser 1 um 2), -S(O)OR? (rme t
cocrasmger 1 mm 2), -S(O)R' (rae t cocrapmser 1 mwm 2) u -S(O)YN(R?)2 (rae t cocTapnser 1 wm 2), mpHueM
Kaxmplii R? He3aBHUCHMO mNpencTaBiieT COOOH BOJOPOA, ANKWII, TAJIOTCHAJNKWI, LHKIOATKHI, apwji, ApajKui,
TeTCPOLMKJIOANKHI, TETEPOAPWI HIH TeTCPOApPIUIATKUT, B KaKaslii Rf HesaBHCHMO mpeicTaBiseT cOOOH alKui,
TaJOTCHAKII, HHKJIOANKH, APWIL, APAJKIIL, TCTCPOLMKIOANKA, TCTCPOAPHI HIIH TCTEPOAPHIATKIIL.

[0030] TepMmuH «aJIKUHHICH» WIH «ATKUHHJICHOBAA LEIb» O3HAYACT HEPA3BCTBICHHYIO WM
PA3BETBICHHYIO [BYXBAJCHTHYIO YTJCBOAOPOJHYK) IETIh, KOTOPAsI COCAMHACT OCTANBHYIO YACTh MOJCKYJBI H
PaAOUKATBHYIO TPYIITY, COCTOSIIYIO HCKIFOYHTESIBHO H3 aTOMOB YIJIEPOJa H BOAOPOJA, COACPKAINYIO IO MCHBIICH
MCpe OJHY TPOHHIO CBA3b MCIKAY aTOMAMH YTJICPOJA M COACPIKAINYIO OT ABYX IO ABCHAIIATH aTOMOB YTIJICPOJA.
AJKMHHUIICHOBAS IICITh MPUCOCAWHCHA K OCTAIBHON YACTH MOJICKY JIbI TOCPEACTBOM MPOCTOH CBSI3H H K PAIUKATBHOM
Tpynme MOCPSACTBOM MHpOcToil cBa3W. ECIM WHOC YCIIOBHC HEC YKA3aHO KOHKPCTHO B ONHCAHHH HACTOSILICTO
W300PCTCHHS, ATKHHIJICHOBAA TPYMIA SABIACTCA HCOOA3aTCIBHO 3aMCINCHHON, KAK OMHCAHO HIDKE, W COJCPIKHT
OWH WM HCCKOJBKO W3 CICAYIOIIHX 3aMCCTHTCIICH: TajOTCH, MUAHO, HUTPO, OKCO, THOKCO, WUMHHO, OKCHMO,
tpuMermackianmn, -OR?, -SR?, -OC(O)R?, -OC(0)-ORf, -N(R?),, -N*(R?);, -C(O)R2, -C(O)OR?, -C(O)N(R?),, -
NRHC(O)OR!, -OC(0)-N(R?),, -NRHC(O)RL, -NRHS(O}R! (rme t coctamaer 1 mma 2), -S(O)OR? (rme t
cocrapmger 1 mwma 2), -S(O}RT (rme t coctaBnger 1 mam 2) u -S(O)N(R?2 (rae t cocTapmaeT 1 mmm 2), mpHYEM
KaXaplii R? He3aBHCHMO TPEACTABIACT OO0 BOJOPOI, ANKHJI, TAJOTCHANKHIL, LUKIOANKHIL, APWI, APANKHI,
TeTEPOLMKIOATKHI, TETEPOAPHI HITH TETEPOAPHIANKANL, W KaKIblii R HE3aBHCHMO TpeACTaBIsSeT COOOH amKui,
TaJOTECHAJIKII, MUKJIOATKHII, APUJT, APAJIKIIL, TETEPOIMKIOAKA, TETEPOAPHIT HITH TETCPOAPHIATKIIL.

[0031] TepMuUH «aTKOKCH» HIIH «AJIKOKCHID» O3HAYACT PAJMKAJ, COCAUHCHHBIH YEpe3 aTOM KUCIOpoAa u
mMerormit (popmyny -O-aaKuL, TAC ANKHIT MPSACTABIHICT CO00H aTKIITBHYIO [CTh, KOTOPAsS OMPSIACIICHA BHIIIC.

[0032] TepmuH «apwi» O3HAYACT PAAMKAJT, NPOH3BCACHHBIA H3 APOMATHUCCKOH MOHOLMKIMYCCKUN HIH
TIOJTHIHKJIMYCCKOH YT JICBOIOPOTHON KOTBIICBOH CHCTCMBI MMOCPSACTBOM YAAJICHHSA aTOMA BOAOPOAA OT KOTBLCBOTO
aToma yriaepoja. ApomMaTtHyeckas MOHOIMKIMYCCKAA MM HMOMHIUKIMYICCKAsA YIICBOIOPOAHAS KOJIBIIEBAs CHCTEMA
COZICP’KUT TOJBKO aTOMBI BOAOPOJA U YriepoAa, B TOM dHce OT 6 10 18 atoMoB yriiepoja, mpH4eM MO MEHbIICH
MCpC OJHO U3 KOJCH B KOJBICBOH CHCTCMC SABJIACTCS IMOJTHOCTHIO HCHACBHIIICHHBIM, T. €. OHO MPCACTABIACT COOOM
LUKIUYECKYI0 JCIOKATIM30BAaHHYO (4n+2) T-3ICKTPOHHYIO CHCTEMY B COOTBETCTBHU C TEOpHEH XIOKKEIA.

Kompuesble cucteMsl, 03 KOTOPOH 00Pa3yIOTCS apHiIbHBIC TPYIIIBI, MPEACTABIIIOT COO0H, HO HE OTPAHHYUBAIOTCA
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STHM, TaKHC TPYONBI, Kak OCH301, (DIyOpCH, WHAAH, WHACH, TeTpamwH W HapTamwH. COTIacHO HCKOTOPBIM
BAPHAHTAM OCYHICCTBICHHA apua mnpeactaBmiecT co0oii Cs-Cio-apmn. CormacHO HEKOTOPBHIM — BApHAHTAM
OCYLICCTBJICHHS apHJI NMPEACTaBIACT coOoli (permn. Ecnm WHOE yCIOBHE HE YKAa3aHO KOHKPETHO B ONHCAHUH
HACTOAIICTO W300PCTCHHS, TCPMHUH «apW» HIH NpeUKC «ap-» (HAOpUMEp, «apajKui»y) O03HAYACT, HTO
MPUCYTCTBYIOT APHJIBHBIC PATUKAITBI, HCOOM3aTCIPHO 3AMCIICHHBIC, KAK OTMUCAHO HIDKS, H COACPIKAIINC OJHH HITH
HCCKOJBKO 3aMCCTHTCNCH, HE3aBHCHMO BBIOPAHHBIA W3 CICAYIOINHX. ANKHI, ATKCHW, AJTKHHAJI, TaloOTCH,
TaJOTCHANKHI, LMAHO, HUTPO, AapWI, APaJKWi, APAIKCHW, APATKHHII, IUKIOATKHI, TICTCPOLHKIOATKII,
retepoapmi, rerepoapunankui, -RP-OR?, -RP-SR?, -R*-OC(0)-R?, -RP-OC(0)-OR!, -RP-OC(0)-N(R?),, -R°-N(R?),, -
RP-N*(R®;, -RP-C(O)R?, -RP-C(O)OR? -RP-C(O)N(R%),, -R°-O-R°-C(O)N(R?,, -R-NRHC(O)OR!, -R°-
NRYHC(O)R?, -RC-N(RHS(O)R? (rme t cocrasmser 1 mmm 2), -RP-S(0)OR? (rzme t cocrasmser 1 mm 2), -RP-S(O)R¢
(rme t coctasmger 1 wmm 2) u -RP-S(O)N(R?), (rme t coctapmier 1 mmm 2), Tae Kakaeli R? He3aBHCHMO
npeacTaBiseT coOOH BOZAOPOA, ANKMJI, TAJOTCHANKHN, LHKIOANKAN, IHKIOATKHIAIKWI, apui (HeoOs3aTelIbHO
3aMELICHHBIN U COMep KAIUi OJMH WM HECKOJBKO aTOMOB IaJIOTCHOB), APAJKUJ, ICTCPOLHKIOATKHI, TCTCPOAPUT
win  rerepoapunaikun, R'  HE3aBHCHMO TpPEACTAaBISET COOOM  ANKWN, TANOTCHAJKHJ,  LHKJIOAJKHII,
IUKJIOATKIDIATKAI, apuJI (He0O3aTeIbHO 3aMEINCHHBIH H COACPKAIMI OJMH HJIH HECKOJIBKO aTOMOB TaJIOTCHOB),
APAJIKHJI, TETEPOLMKIOAIKA, TETEPOAPHI MM TETEPOAPHIAIKHN, Kaxapiii R® HE3aBHCHMO MPECTaBIAET COOOM
HETIOCPEACTBCHHY KO CBSI3b, HJIH HCPA3BCTBICHHBIH HIH PA3BETBICHHYIO ATKHJICHOBYIO HJTH AJKCHHJICHOBYIO LICTb, U
R® npeacrapteT coO0H HEPA3BETBICHHYIO WM PA3BETBICHHYIO AJKHICHOBYIO HIH AIKCHUICHOBYIO IICTIb.

[0033] TepmuH «apuieH» O3HA4AaCT ABYXBAJICHTHBIN paaMKaN, MPOHM3BECACHHBIH H3 apHIBHOM TIPYIIIBI
KOTOpas ONHCAHA BbIE, W MPHUCOCIWHSMIONIMI OCTAJBHYIO YacTh MOJICKYJbl K PagWKAJbHOW rpynme. ApuicH
MPUCOCIUHCH K OCTAJIBHON YACTH MOJICKYJIBI MOCPEACTBOM MPOCTOH CBSA3H H K PAJUKATIBHON IPYIIE MOCPESACTBOM
mpocToii cBa3u. COTIACHO HCKOTOPHIM BAPHAHTAM OCYILICCTBJICHHA APHIICH MPCSACTABIACT co00i (eHummcH. Ecam
HHOC YCJIOBHC HC YKA3AHO KOHKPCTHO B ONHCAHHH HACTOSINCTO H300PCTCHHS, APUJICHOBASA TPYNIA SABIACTCS
HE0OS3aTCIBHO 3aAMEINCHHOM, KAK OMHUCAHO BBIIIC U APHIBHOM TPY IIIBL.

[0034] TepMuH «UHMKIOQJKHI» O3HAYACT YCTOWYHMBYIO YACTHYHO MU MOJHOCTHK) HACBHIIICHHYIO
MOHOLMKJTHYCCKYI0 WM MOJHIHKIHYCCKYI) KAPOOIHMKIHUYCCKYE) KOJBICBYI) CHCTEMY, KOTOPBIH MOXKET
NPEACTABIATE CO00Hf KOHICHCHPOBAHHYKO (B CIy4ac KOHACHCALWH C APHIBHBIM WIIH TCTCPOAPHIBHBIM KOJBLIOM
OUKIOAIKIT COCIHHCH Yepe3 HCAPOMATHUCCKHHA KOJIBLCBOH AaTOM) HIH MOCTHKOBYH) KOJBLCBYIO CHCTCMY.
[TpuMepHbIC LUKIOATKHIBI MPESACTABIMIOT COOOH, HO HE OTPAHHYHBAKOTCA THM, LHKIOATKHIBI, COACPIKAILHC OT
Tpex A0 marHaguath atomoB yriaepoaa (Cs-Cis-mukmoankwi), oT TpeX A0 aeciard aromos yriepoma (Cs-Cio-
OUKJI0ATKILT), OT TPEX A0 BOCHMH aToMOB yriiepoaa (Cs-Cs-IHKII0ANIKWIT), OT TPEX A0 MECTH aToMOB yriepoaa (Cs-
Cs.LUKIOATKAIT), OT TPEX A0 mATH atoMOB yriaepoma (Cs-Cs-IUKIOATKAT), WIH TPH HIH YCTBIPS aTOMa yIiepoaa
(Cs-Cy-muxnoankum). COTTACHO HCKOTOPBIM BAapPHAHTAM OCYIICCTBJICHHUS ITUKJIOATKHI MPCACTABIHICT CO00i 3-6-
YWICHHBIN IMKT0ATKIT. COTITACHO HCKOTOPHIM BAPHAHTAM OCYIICCTBIICHHS IHKIOATKUI MPEACTABIACT Co00H 5-6-
YWICHHBIA IUKIOATKHI. MOHOIMKIAYCCKHEC LHKIOATKIIBI MPEACTABILIIOT COOOH, HANPHMEP, LHMKJIOMPOIHI,
OUKIO0YTHII, DUKIONCHTH, LUKIOICKCHI, OUKIOTCHTHI H OUKIOOKTHI. [TOMHIHKIAYCCKAC LHAKJIOATKHIIBI HITH
KapOOLMKIIBI MPCACTABIAIOT COOOMW, HAMPUMCP, AZAMAHTAHWI, HOPOOPHWI, AcKammHWI, Owmmkio[3.3.0]okran,
onumko[4.3.0]HOHAH, LUC-ICKAIHH, TpaHC-ACKAIUH, oumkio[2.1. 1]rekcan, Oonumkio[2.2.1]renras,
onuwmko[2.2.2Jokran, Oumukao[3.2.2|HoHaH, Ounuko[3.3.2]ackan, 7,7-guMeTHnONnuKIo[2.2. 1|renTtanin u T. 1.
Ecmi wHOE YCIOBHE YETKO HE YKA3aHO B ONMCAHHH HACTOSINCTO W300PETCHHS, TCPMHH IHKJIOATKHIDY
TPHCYTCTBYET A1 0003HAYCHUS IIHKIOATKHIBHBIX PAJIHKATOB, HOOOSA3aTCIbHO 3aMCINCHHBIX, KAK OMHCAHO HIDKS, H

COACPKAINMX OAWH HJIH HCCKOJIBKO SaMCCTHTeﬂei/'I, HC3aBHCHMO BBIGpaHHBIX W3 CICAYIOIIHX: AJTKWJI, AJIKCHHII,
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QNKHHUJ, TajJOTeH, TATOTCHANKWN, LHAHO, HHTPO, AapWJI, APANKWI, apaJKCHIJL, APANKHHAN, IUKIOANKHIL,
reTepOIMKIOAKI, TeTepoapui, reTepoapunaikui, -RP-OR?, -RP-SR?, -RP-OC(0)-R?, -RP-OC(0)-OR!, -R*-OC(0)-
N(R®,, -R°-N(R%,, -RP-N*(R%;, -RP-C(O)R% -RP-C(O)OR? -RP-C(O)N(R%,, -RP-O-RS-C(O)N(R?,, -R°-
NRYHC(O)OR!, -RP-N(R?¥C(O)R?, -RP-N(RH)S(O)R! (rae t cocrapmaer 1 mmm 2), -R°-S(0)OR? (rae t cocTasmser 1
win 2), -RP-S(O)R¢ (rae t cocrapager 1 mma 2) u -RP-S(O)N(R?), (rae t coctasmser 1 wmm 2), rae Kaxmeri R?
HE3aBHCHMO HPEACTABISIET COOOH BOJOPOA, AJKIUL, TAJOTCHANKWY, LUKIOANKII, IHKIOATKWIATKII, apui
(HCOOsM3aTCIPHO 3aMCIICHHBI W COACPKAIMWNT OJWH WM HECKOJTBKO AarOMOB TaJiOTCHOB), ApaKHIL
TETEPOMKIIOAJIKHIL, TETEPOAPUI WK TeTepoaprianku, Rf He3aBHCHMO TIpeacTaBiseT co60ii alKuI, TaJOTeHATIKHII,
OUKJIOATKILI, IMKIOATKUIATIKII, apui (HCOOA3aTCIPHO 3aMCIICHHBIN H COACPKAIIMI OJUH WITH HECKOJIBKO aTOMOB
TrajJoOTEHOB), APANKUJL, TETEPOUMKIOAIKHI, TETEPOAPHI HIIH TETEPOAPHIAIKHN, TPHYEM Kaxawii R° HesaBHCHMO
MPEACTABISIET COOOH HEMOCPEACTBEHHYIO CBSI3b, HJIM HEPA3BCTBICHHYIO HJIH PA3BETBJICHHYIO QJKUJICHOBYIO HITH
AIKCHHJICHOBYIO Iemb, M RS mpeacTamBisieT cOOOH HEPA3BETBICHHYIO WM PA3BETBICHHYIO AJKHJICHOBYIO HIIH
AJKCHUJICHOBYIO LCTIb.

[0035] TepMuH «UHKJIOATKWICH» O3HAYACT JBYXBAJCHTHBIA  paguKaj, TNPOM3BSACHHBIH U3
LIUKIOANKHIBHON TPYIIBL, KOTOpAas OIMCAHA BbINIC, H MPHCOCAUHAIOINMH OCTAJIBHYH) 4YacThb MOJICKYJBI K
paguxanbHOM rpymme. [{uKI0aIKuIeH MPUCOSANHEH K OCTANBHOH 4acTH MOJICKYJIBI MOCPEACTBOM HMPOCTON CBS3H U
K PaguKaJdbHON IpymIe MOCPEACTBOM NPOCTOH CBiA3H. Ecim HMHOE yClIOBHE HE YKA3aHO KOHKPETHO B OIMCAHUH
HACTOSIIIETO M300PETECHIS, IMKIOATIKIICHOBAS IPYINA ABJACTCS HEOOA3aTeIbHO 3aMEIICHHON, KaK OIHCAHO BBIIIC
JUTA THKIOATKIIIBHOM IpyIme.

[0036] TepMmuH «ramo» HIHM «rajJoreH» O3HadaeT OpoM, Xiop, ¢rop wim Hox. COriacHO HEKOTOPBIM
BAPHAHTAM OCYILECTBICHHUS TaJOTeH NPEACTaBIieT coOoi (rop mmm xmop. COrjacHO HEKOTOPHIM BAapPHAHTAM
OCYIICCTBJICHHA TaJIOTCH MPEACTABIACT COO0H (hTOP.

[0037] TepMHH «TaJOTCHAJKWI» O3HAYACT ANKWIBHBIH PATUKA, KOTOPHIH ONPEACICH BBINIEC, H KOTOPBIH
SBISICTCS. 3aMCINCHHBIM M COJNCP)KHT OJMH HJIM HECKOJIBKO TAJOTCHHBIX PAaJUKAJIOB, HAPUMEP, TPHU(PTOPMETHIL,
mapropmerwn, ¢gropmerwn, Tpuxiopmerwn, 2,2.2-tpudropatun, 1,2-mupropstmn, 3-6pom-2-(propmporma, 1,2-
JUOPOMATHI U T. 1.

[0038] TepmuH «(pTOpalIKHI» O3HAYACT AJKUIBHBIA PATUKAN, KOTOPBIH ONPEICIICH BBIIIC, H KOTOPBIH
SBISICTCS 3AMCHICHHBIM H COACPKHT OJWH HIM HECKOJBKO PAIUKaIoB (PTopa, KOTOPHIC ONPEACICHBI BBIIIC,
Hanpumep, Tpupropmernt, audpropmerw, propmetw, 2,2,2-rpudTop3THi, 1-GTopMeTHI-2-(TOPITHI H T. 1.

[0039] TepMuH «TaJOreHATKOKCH» HIH «TAJOTCHATKOKCH» O3HAYACT AJIKOKCHIIBHBIA PAaJHKAN, KOTOPBIH
ONPENCNIEH BBIIIE, U KOTOPBIH ABIACTCA 3aMCINCHHBIM H COACPKUT OJUH HIH HECKOJBKO TAJOTCHHBIX PATUKAIOB,
KOTOPBIC OTPEACIICHBI BBIIIE.

[0040] Tepmmn «dpropamkokcm» WM «PTOPATKOKCHI» O3HAYACT ANKOKCHIBHBIN paaHKAN, KOTOPBIH
OTIPEZCCH BBINE, W KOTOPBIH SBISICTCS 3aMCINCHHBIM W COJCP)KHT OJHWH WM HECKOJBKO PaguKaioB (ropa,
KOTOPBIC OIIPE/ICIICH BBILIE, HAIPUMED, TPH(PTOPMETOKCH, TH(PTOPMETOKCH, (PTOPMETOKCH H T. 1.

[0041] TepMuH «THAPOKCHATKAT» O3HAYACT ANKHIBHBIA PAAHKAJ, KOTOPBIH ONPEAC/ICH BBIIIC, H KOTOPBIHA
ABIACTCA 3AMCIICHHBIM H COACPKUT OAUH UM HECKOJBKO THAPOKCHIBHBIX PAJIHKATIOB, KOTOPBIM ONPEACICH BHIIIE,
HATIpUMEP, THAPOKCHUMETHI, 1-THAPOKCHATHI, 2-THAPOKCHATHI, 2-THAPOKCHIPONWI, 3-THApOKCcHmponmwi, 1,2-
JUTHAPOKCHUITUA, 2,3-TUTHAPOKCHIPONUIL 2,3,4,5,6-ICHTaru IPOKCUTEKCHI U T. .

[0042] TepMHH «TeTEPONUKIOANKHIY O3HAYACT YCTONUMBBIA 3-24-4lNCHHBIH YACTUYHO HIH IOJTHOCTBIO
HACBIIIECHHBINA KOJBLO PAAUKAIL, COASP:KAaIuil OT 2 10 23 aTOMOB yIiepoJa H OT OJHOTO A0 BOCBMH IE€TEPOATOMOB,

BBIOPAHHBIX U3 TPYIIIEL, KOTOPYIO COCTABILIIOT a30T, KHCIOPO U cepa. Ecim mHOe ycIoBHE HE YKA3aHO KOHKPETHO B
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ONHCAHWH HACTOAMICTO HW300PCTCHHA, TCTCPOUWKIOANKHIBHBIN  PAaguKal MOXKCT TNPCACTABIITH  COOOM
MOHOIMKJIHICCKYR, OHIMKITHICCKYI0, TPHIMKIAYCCKYI) MM TCTPALMKIMYCCKYI0 KOJBICBYIO CHCTEMY, KOTOpas
MOJKCT MPCACTABIATh CO00# KOHICHCHPOBAHHYIO (B CIy4Yac KOHACHCAIWH C APWIBHBIM HIH TCTCPOAPHIBHBIM
KOJBIOM TCTCPOLUKIOANKHAI TPHCOCAWHCH UYCPS3 HCAPOMATHYUCCKHI KOJBICBON aroM) HIH MOCTHKOBYIO
KOJIBLCBYH) CHCTCMY; MPHUYCM aTOMBI a30Ta, YIJICPOJA MM CEPHI B TCTCPOLHKIOATKIIFHOM PATHKANIC MOTYT OBITh
HCOOA3ATCITFHO OKUCIICHHBIMHU, W TIPH 3TOM aTOM a30Ta MOXKCT OBITh HEOOA3aTCIBHO KBATCPHHU3HPOBAHHBIM.
CornacHO HCKOTOPHIM BAPHAHTAM OCYINCCTBICHHS TCTCPOLMKIOAIKHI MTPEACTABIACT COO0H 3 -8-uICHHBIH
rerepoliIoaikiwl. CoriaacHO HEKOTOPBIM BAPHAHTAM OCYINECTBICHHA I'ETCPOLNUKIOATIKHII MPEACTAaBIACT co00it 3-
6-wicHHBIH  reTepormkioankuy.  COTrJTAaCHO HEKOTOPBIM — BAPHAHTAM  OCYINCCTBJICHUS — TCTCPOLHKIOATKUIT
MPEACTABISIET COOOH S5-O-uJICHHBIH IeTCpONMKIOANKII. [IpuMEphsl TakUX TIETCPOLMKIOATKIIBHBIX PAJIHKATIOB
NPEACTABIIOT  COOOH, HO HE OTPAHHYHMBAKOTCA  JTHM, A3HPHOWHWI,  AQ3CTHIWUHHWI,  JUOKCOJAHHI,
tueHUA[1,3|auTHanun,  OCKAaruAPOM3OXHMHOJMHUT,  HMMHIA30JIMHUT,  HMHOA30JIMOWHWI,  H30THA30JIMIUHHIL
H30KCA30IHIHHII, MOP(OTHHII, OKTarupO HH/IOJIHLL, OKTaruAPOU30HHIOIHIL, 2-0KCONMUINCPA3HHIIL,
2-OKCOMUNCPUANHIIL, 2-OKCOMUPPOTUAHHIT, OKCA30JHIUHII, IHICPHIMHUI, NHIOCPA3HHUN, 4-TUIICPHIOHUI,
MHPPOMINHMI,  MHPA3ONWAWHHI,  XHHYKIHIHHAJT,  THA3OJUIUHHI,  TCTPArHAPO(YPHJ,  TPHUTHAHHI,
TeTParHapONUpPaHu, THOMOP(omMHUA, THaMOp(poauHuI, 1-okcotHoMOp(omHmI, 1,1-THOKCOTHOMOP(OTHHILL,
1,3-auruapoun3odenzodypan-1-umn, 3-okco-1,3-muruapoun3oden3odypan-1-mi, MeTHa-2-0Kco-1,3-THOKCOM-4-H1, U
2-0kc0-1,3-muokcon-4-un. TepMUH «TETCPOLHKIOATKHID TAKKE PACHPOCTPAHSACTCS HA BCE KOJBIEBBIC (DOPMBI
VIJCBOJOB, B TOM 4YHCIC, HO OC3 OTPAHMYCHHS WMMH, MOHOCAXAPHIBI, JHCAXAPHABI W OJHTOCAXaPH/IBL.
IIpennouTnTeIbHEE TETSPONHKIOAIKIIIBI COACPIKAT B KOJIbIE OT 2 10 10 atoMoB yraepoaa. CiieayeT NOHUMATh, UTO
TPH YKa3aHHH YHCJIA aTOMOB YIJCPOAA B IETCPOLHMKIOATKHIIC YHCIO aTOMOB YITIEPOJA B TETCPOLHMKIIOANKHIC HE
SBISICTCS TAKUM JKE, KaK MOJHOE YUCIIO aTOMOB (BKJIFOUAS TETEPOATOMBI), KOTOPBIC COCTABISIOT TETCPOLUKITOATKHIT
W TPEICTABISIOT COOOH CKEIETHBIC aTOMBI T€TCPOLMKIOATKIIBHOTO KOJbIA). ECiu WHOE yClIOBHE HE YKA3aHO
KOHKPCTHO B OITHCAHWH HACTOAIICTO H300PCTCHHA, TCPMHH «TCTCPOIMKIOATKIID HCIOIB3YCTCA I 0003HAUCHHSA
TCTCPOLUMKIOATKIWIBHBIX PAAUKAIOB, KOTOPBIC ONPCACIICHBI BBIIC, H KOTOPBIC HEOOS3aTENbHO  SIBILIFOTCS
3aMCHICHHBIA W COACP)KAT OJWH WM HCCKONBKO 3aMCCTHTCIICH, BBHIOPAHHBIX W3 CICAYIOIIHMX: ATKHII, ATKCHHI,
QIKWHUJI, TAJIOTCH, (PTOPANIKAII, OKCO, THOKCO, IUAHO, HUTPO, apPHJI, apPAJKHI, APATKCHIIL, APATKUHAT, [UKIOATKHIL,
FeTEPOMKIOATIKHI, TETEPOapHIL, reTepoapuaankuy, -RP-OR?, -RP-SR?, -RP-OC(0)-R?, -R*-OC(0)-OR!, -RP-OC(0)-
N(R?,, -RP-N(R%),, -RP-N*(R%; -RP-C(O)R% -RP-C(O)OR?, -RP-C(O)N(R?,, -RP-O-RS-C(O)N(R?),, -RP-
N(R#C(O)ORE, -RP-N(R#)C(O)R?, -RP-N(R#)S(O)R! (rze t coctasnger 1 umm 2), -RP-S(O)OR? (rae t cocrapaser 1
um 2), -RP-S(O)R¢ (rae t cocranger 1 mmm 2) u -RP-S(O)N(R?), (rme t coctasmser 1 wmm 2), rae Kaskasri R?
HE3aBHCHMO NPEACTABISIET COOOH BOJOPOA, AJKIII, TAJOTCHANKAN, NUKIOANKHI, IHKIOATKWIAIKII, apui
(HCOOM3aTCIPHO 3AaMCIICHHBI W COACPKAIMWN OJWH WM HCCKOJABKO AaTOMOB TaJiOTCHOB), APaKHIL,
TeTEPOUKIOATKHI, TETEPOAPHI HIIH TeTepoapuiankut, R HesaBuCHMO nmpeacTaBiseT coG0i alKuI, raTOreHATKIL,
IUKJTI0ATKILI, IMKITOATKATANKII, apua (HCOOA3aTCIPHO 3aMCICHHBIA W COACPKAIHI OJUH WITH HCCKOJIBKO aTOMOB
TaJOTEHOB), APANKHI, TETEPONMKIOAJKHN, TETEPOAPHN MM TeTepoapuiankun, kaxasii RP  Heszasmcnmo
TPEICTaBISIET COOOH HEMOCPEACTBCHHYIO CBSI3b, HJIM HEPA3BCTBICHHYIO HIIH PA3BETBICHHYIO AIKHJICHOBYIO HITH
ANKCHUJICHOBYHO Ilemb, W RS mpeactamBmsier coO0OH HEPA3BETBICHHYIO WM PA3BETBICHHYIO ANKHICHOBYIO HITH
AJKCHHUJICHOBYIO LCTIb.

[0043] TepmuH «N-TeTCPOLMKIOATKUAT» 03HAYACT TETCPOLUKIOATKHIIbHBIN PaJAUKAJ, KOTOPBIH ONMpPEACIcH
BBIIIC H COJACPKUT IO MCHBIICH MEPE OAWH aTOM a30T, H MPH 3TOM TOYKA MPUCOCIWHCHIA TCTCPOIMKIOATKATEHOTO

paankajga K OCTAIbHOM YaCTH MOJICKY JTbI MPSACTABIIACT COOO0I aTOM a30Ta B TCTCPONUKIOANKIIBHOM pagukaie. N-
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TETCPOLMKJIOANKIDIBHEIH ~ PAaAWKaN ABISICTCS HEOOSA3aTENPHO 3aMCHICHHBIM, KaK ONHMCAHO BBONE  JUIS
TETCPO HKJIOATKIDTBHBIX PAUKAJIOB.

[0044] TepmuH «C-TeTCPOIMKIOATKAT « O3HAYACT TCTCPOIMKIOATKAIBHBIA PAIUKAN, KOTOPHIH OMPECICICH
BBIIIC, W IIPH 3TOM TOYKA NPHCOCAWHCHHA ICTCPONHKIOAIKHIBHOIO PAAHKaNa K OCTAIBHOW YacTH MOJICKYJIbI
MPECTAaBsIET COOOH aTOM YIJEpoAa B TETCPOIMKIOANKHIBHOM pagukajie. C-reTepOnHKIOANKHIIBHBIN PaguKail
SIBIISIETCS. HEOOA3aTEIPHO 3aMEINCHHBIM, KAaK OIMHCAHO BBIIIC I TCTEPOIMKIOANKUIBHBIX PATHKATIOB.

[0045] TepmMuH «TETEPOLHMKIOAIKHICH» O3HAYACT [ABYXBAJICHTHBIH PAJHMKATA, HPOH3BCACHHBIA H3
TEeTCPOLHKJIOANKIDIBHOW TPYIIBL, KOTOpas ONHCAHA BBIIIE, W NPHCOCAUHIIOIHNA OCTAJbHYI0 YaCThb MOJICKYJBI K
panukadbHOH rpynne. I'eTepOIMKIOAIKUICH MPHCOCANHEH K OCTAJbHON YaCTH MOJEKYJbI MOCPEACTBOM HPOCTOH
CBA3M U K PaTuKaIbHOH TPyIIe MOCPEACTBOM IPOCTOH CBiA3u. ECiu HMHOE yCIOBHE HE YKA3aHO KOHKPETHO B
ONMCAHUM HACTOSIICTO H300pPETCHHS, IeTCPOLUKIOAIKHICHOBAsA IPYIIa ABIACTCA HEOOA3aTCIbHO 3aMEIICHHOM,
KaK OITHCAHO BBILIC I TETCPOLUKIOAIKIUIBHOMN IPYIIIBL.

[0046] TepMuH «reTepoapHI» O3HAYACT PAAHKAJ, MPOHM3BEACHHBIA H3 5-18-UIEHHOrO APOMATHYCCKOIO
KOJIBLICBOTO PaHKaja, KOTOPHI COACPKUT OT OJHOTO A0 CEMHAIIATH aTOMOB YIJIEPOAAa M OT OJHOTO A0 INECTH
TeTCPOaTOMOB, BBIOPAHHBIX M3 a30Ta, KHCIOpOJa M Cephl. lIpH YNOMHHAHHHM B HACTOSIIEM JOKYMCHTC
TeTCPOAPUIbHBIN paguKal TNMPEACTaBIICT COO0H MOHOLMKIHYCCKYIO, OHLIMKIMYCCKYIO, TPHUUKIHYECKYIO HIIH
TCTPALUKINYCCKYIO KOJIBIICBYIO CHCTEMy, NPHYEM IO MCHBIICH Mepe OJHO H3 KOJCL B KOJBLEBOH CHCTEME
SIBILICTCA TTOJTHOCTHEO HCHACBHIIICHHBIM, T. €. OHO MPEACTABIACT COO0H IMIIIHYECKYIO ACIOKATH30BaHHY O (4n+2) 7-
JNEKTPOHHYIO CHCTEMY B COOTBETCTBHH C Teopuel Xrokkems.. COITTacHO HEKOTOPBHIM BAPHAHTAM OCYILECTBICHUA
reTepoapui NpeacTaBsieT coboi 5-10-wneHHbIi rerepoapmi. COracCHO HEKOTOPHIM BAPHAHTAM OCYINCCTBICHUA
TeTCPOapuiI MPEACTABIICT COOOW MOHOUMKIHYCCKUH TeTCPOAPHI WM MOHOIMKIMYCCKHH S5- HIH O-UJICHHBIH
rercpoaput. COINIaCHO HCKOTOPBIM BAPHAHTAM OCYINCCTBICHHA TICTCPOAPHI TPCACTABIACT COOOH 6,.5-
KOHACHCHPOBAHHBIA OWIMKIMYeCKuil rerepoapwi. OIWH WM HECKOJNBKO TETEPOATOMOB B TICTCPOAPHIBHOM
pagukane HeoOS3aTCIPHO SABISCTCA OKHCICHHBIM. OIHH HIH HECKOJBKO aTOMOB a30Ta, €CITHM OHH MPHCYTCTBYIOT,
HEOOs3aTCIBPHO SBIFOTCS KBATCPHU3HPOBAHHEIM. [ €TCpOapHiI MPHUCOCIMHEH K OCTAIBHON YACTH MOJICKYJBI Yepe3
mo00H aTOM OJHOTO WJIH HECKOJBKUX KoJjiew. Eciu wHOe ycnoBue HEe YKa3aHO KOHKPETHO B ONIHCAHHH HACTOSILETO
H300pETCHHS, TCPMHH «ICTCPOAPWI» HCIONB30BAH IS OOO3HAUCHUS TCTCPOAPHIBHBIX PATUKAIOB, KOTOPBIC
OTIPECICHBI BBINIC, W KOTOPBIC HEOOA3ATEIBHO SBILSIFOTCS 3aMCHICHHBIMH H COACPKAT OJWH WM HECKOJIBKO
3aMeCTUTENCH, BBHIOPAHHBIX W3 CICAYIOLINX: AJIKWJI, ATKCHHJ, AJNKHHUWI, TAJOTCH, TaJOTCHAJKHI, OKCO, THOKCO,
IMAaHO, HHUTPO, AapHJ, AaPAJKWI, APAJKCHWI, AaPAJKWHWI, IHKJIOAIKAN, TCTCPONUKIOAIKII, TICTCPOAPHI,
rerepoapunankun, -RP-OR?, -RP-SR?, -RP-OC(0)-R?, -R*-OC(0)-OR!, -RP-OC(0)-N(R?),, -RP-N(R?),, -RP-N*(R?)s, -
R°-C(O)R?, -R°-C(O)OR?Z, -RP-C(O)N(R%),, -RP-O-R°-C(O)N(R?,, -RP-N(RFH)C(O)OR!, -R°-N(RHC(O)R?, -R°-
NRYS(O}R! (rne t cocraBmaet 1 mm 2), -R°-S(O)OR? (rae t cocrapmser 1 wmm 2), -RP-S(O)R+ (rae t cocTasmser 1
wi 2) 1 -RP-S(O)N(R?), (rae t coctapaseT 1 i 2), rae Kaxaslit R? He3aBUCHMO IIPEACTABIAET cOOOH BOAOPOA,
QKW TATOTCHANKI, IUKIOANKHNT, IUKIOANKANAIKII, apuia (HE0OA3aTeIbHO 3aMEIICHHBIH M COJCP KAIHH OXMH
WIA HECKOJIBKO ATOMOB TAJIOTEHOB), APANKHI, TETEPOIMKIOANKA, TETEPOAPHI MM TeTepoapumankmi, Rf
HE3aBHCHMO IIPEACTABIICT COOOH aNKWII, TaJOTCHAJKHI, IUKIOAIKIT, IHKIOATKAIAIKII, apuil (HeoOA3aTCIbHO
3aMCINCHHBIN W COACP KAINMI OMH MM HECKOJBKO aTOMOB TAJIOTCHOB), aPAIKHIIL, TCTCPOIMKIOANKHI, TETCPOAPHT
WIH TETEPOAPHIANKHN, KAKOBIH R® HE3aBHCHMO IIPEACTaBIICT COOOM HEMOCPEACTBCHHYIO CBA3b, MIH
HCPA3BCTBICHHYIO UMM PA3BETBICHHYIO ANKWJICHOBYIO WM AIKCHHJICHOBYHO Ilemb, W RS mpexacraBmsaer coboi

HCPA3BECTBIICHHYIO HJIH PA3BCTBIICHHYHO AJTKUIJIICHOBYHO WJIH AJIKCHHUJICHOBYHO LICTIb.



16

[0047] TepmuH «reTepoapuacH» O3HAYACT ABYXBAJCHTHBIN PAJAHKAJL, MPOU3BEACHHBIN U3 IeTEPOAPHIBHOM
TPyNNbL, KOTOpas ONUCAHA BbIIIC, W NPHCOCAWHSIOMUN OCTAAbHYIO YacThb MOJICKYJbl K PAJAHKAIBHON Tpymme.
I'eTepoapuieH MPHCOECAMHEH K OCTATBHON YAaCTH MOJEKYJIBI IOCPEACTBOM IPOCTOH CBS3H U K PaAWKATIbHOH rpyImme
TIOCPEACTBOM ITPOCTON CBA3H. ECiM WHOE yCclIOBHE HE YKAa3aHO KOHKPETHO B ONHCAHWH HACTOAIIETO H300PETCHU,
TeTCPOapUIICHOBAS TPyIIa SBILICTCS HEOOA3aTEIBbHO 3aMCEINCHHON, KaK OIMCAHO BBIE [UIA TSTEPOAPUIBHOM
TPYIIIBL

[0048] TepmuH «HEOOA3ATCIBHBIN» HITH «HEOOA3ATCIHHO» O3HAYACT, YTO OMHCAHHOC MOCC HETO COOBITHE
WIH OOCTOSITENECTBO MOKET ITPOHCXOIUTH HIH HE MPOHCXOANTH, H YTO OIMMCAHHE PACHPOCTPAHACTCSA HA CIIy4aH, B
KOTOPBIX BHIICYTIOMAHYTOC COOBITHE HTH OOCTOATCIECTBO MMPOUCXOIUT, H CIIy4ad, B KOTOPHIX OHO HE MPOUCXOIUT.
Hanpumep, TepMuH «HE00A3aTEIBHO 3aMEINCHHBIN AJKID) O3HAYACT «AJKHIDY HIIH «3AMEHICHHBIN aNTKHID», KOTOPBIC
ompezecHs! Beimie. KpoMe TOro, HE0OA3aTEIbHO 3aMEINCHHAS IPYIIA MOKET OBITh HE3AMCINCHHON (HAmpuMep, -
CH>CHs), mommocTsio 3amemenHoii (Hampumep, -CF,CFs), monozamemenuoit (Hampumep, -CH.CHoF) wmm
3aMCIICHHOH Ha MOO0M YPOBHE MEXKIY IOJHOCTHIO 3aMCINCHHOHM M MOHO3aMmemeHHoH (Hampumep, -CH,CHF,, -
CH,CF3, -CF,CH3, -CFHCHF; u 1. 1.). CieuaucTsl B JaHHOW 00JIACTH TCXHUKH MOHHMAIOT B OTHOIICHHUH JTFOOOMH
TPYIIIBL, COACpKAINCH OJMH MM HECKOJBKO 3aMCECTUTEICH, YTO TAaKHE TPYINNBI HE IPEIHA3HAYCHBI A
MPUCYTCTBHA KAKOTO-THOO 3aMCINCHUA WM TMOPAAKA 3aMCIICHUA (HANPHMEP, 3aMCINCHHBIH aNKHI COICPIKHUT
HE003aTeIbHO 3aMEHICHHBIC IHKIOAIKHIBHbIC IPYIIIBI, KOTOPBIC, B CBOIO OYEPEb, ONPEACICHBI KaK COAEpIKAIIHe
HEOO3aTeIbHO 3aMCINCHHBIC AJIKWIBHBIC IPYIIBL, NOTCHIHAIPHO A0 OCCKOHEUHOCTH), KOTOPBHIC SBILIOTCA
HEBO3MOYKHBIMH B CTEPHYECKOM OTHOIICHHH H/HIH HEOCYINECTBHMBIMH B CHHTETHYECCKOM OTHOIICHHH.

[0049] TepMuH «MOIYIHPOBATHY» HIH «MOAYJIHUPYIOIHI» HIH «MOAYJIALMA» O3HAYACT YBCIMUCHUC HIH
VMCHBIICHHUE KOJMUYCCTBA, KauecTBa WM d(p(eKra KOHKPETHOW aKTHBHOCTH, (DYHKIMH HJIH MOJCKYJIBL. B kauecTse
WITOCTPAIMKM, HO HE OTPAHHYCHHUSA, ATOHHCTHI, YACTHUHBIC ATOHHCTHI, OOPATHBIC ATOHMCTHI, AHTATOHUCTHI H
AIOCTEPHUCCKHE MOIY JITOPHI CONPSLKEHHOTO ¢ G-0SIKOM perenTopa SBISIOTCS MOIYSTOPAMH PELICHITOPA.

[0050] TepMuH «aroHU3M» MPHU UCIIOIb30BAHUH B HACTOSIIEM JOKYMEHTE 03HAYACT AaKTUBALIMIO PeLCIITOpa
wm (pepMeHTa MO ACHCTBHEM MOAYIATOPA WM aTOHUCTA, KOTOPAst MPOU3BOAUT OHOJIOTHUCCKYIO PEAKIIHIO.

[0051] TepMHHOM «arOHHCT» TPH HCIOJB30BAHHH B HACTOAIICM JOKYMCHTC OOO3HAYCH MOIYJATOP,
KOTOPBIN TMPHCOCAMHACTCS K PEHCNTOPY WM LEJeBOMY (DEPMECHTY W AKTHBHPYCET PEeIEnTOp Wid ()EPMEHT, YTO
TMPOM3BOAUT OHWONOTHYECCKYIO peakiwio. B kauectse mpumepa, TepMuH «aroHHCT GPR119» Mmoker ObITH
HCTIOJTb30BaH I 0003HAYCHUA COCTUHCHHU A, KOTOPOC MPOABIACT MO OTHOMICHUIO K akTuBHOCTH GPR119 3HaucHue
ECso, cocrapmaromee He Oonee uem mpuOmmsutenbro 100 MM mpu W3MEPEHHH NOCPEICTBOM HCCICAOBAHHUSA
HakoruieHus mHo3uT(hoc(ara. COrnacHO HEKOTOPBIM BAPHAHTAM OCYINECCTBICHHS TEPMHHOM «arOHHCT» MOTYT OBITh
0003HAYCHEBI KAK ITOTHBIC ATOHHCTHI, TAK H YACTHYHBIC arOHHUCTBHI.

[0052] TepMHHOM «IOTHBIH AaroHUCT» OOO3HAYCH MOAYJATOP, KOTOPBIH CBS3BIBACT W AKTHBHPYCT
peUenTop WM eieBoH ()epMEHT C MAKCHMAIBHOH peaknuei, KOTOPYIO arOHHCT MOKET HHHIMHPOBATD C YUACTHEM
peuenTopa win (pSpPMCHTA.

[0053] TepmMuHOM «4YaCTHYHBIH ArOHHCT» OOO3HAYECH MOIYJITOP, KOTOPBIH CBS3BIBACT H AKTHBHPYCT
PeLCTITOP WM LCICBOH (PEPMCHT, HO MPOABICT YACTHYHYIO 3(D(CKTHBHOCTH, KOTOpAas COCTABILICT MCHEC HYCM
MaKCHMAaJTbHAS PEAKIMS C YIACTHEM PEENTOpA WK ()epMEHTA IO CPABHCHHUIO C TIOTHBIM aTOHHCTOM.

[0054] TepMHHOM <IOJOKHTEIBHBIH AJUIOCTCPHUCCKHH MOIYJATOP» OO03HAUCH MOAYJHTOP, KOTOPBIH
TIPHCOCINHACTCS K LIEHTPY, HE MPEACTABIHIOIEMY COOOH OPTOCTEPHUCCKHH IICHTP CBA3BIBAHMS, W YBEIHMIHBACT HITH

ycuamBaeT 3QQeKT aroHHCTa.
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[0055] TepMuH «aHTarOHU3M» IPH HCIONB30BAHHU B HACTOALIEM JOKYMCHTE O3HAYACT WHAKTHBALUIO
penenTopa WM ILEJIEBOre (pepMeHTa MOCPEACTBOM MOAYJIATOpA HIM AHTATOHHCTA. AHTArOHH3M penenTopa
HA0JF0AaeTCs, HalpuMep, KOT/Aa MOJIEKYJIa PUCOCIUHACTCSA K PELENTOPY HIIH IIEJICBOMY (JEPMEHTY U HE IOTYCKACT
TIPOSIBJICHUS aKTUBHOCTH.

[0056] TepMHUHOM «AHTATOHHCT» HIN «HECHTPAIBHBIH AHTATOHHCTY» HPH HCIONB30BAHHH B HACTOAMIEM
JOKYMEHTE 0003HAYCH MOJYJIATOP, KOTOPHIH MPHUCOCIUHACTCA K PELENTOPY HIH IeIeBoMy ()epMEHTY U OJTOKUPYET
OHOJIOTHIECKYI0 PEAaKUHI0. Y AaHTAarOHHCTA OTCYTCTBYET AKTHBHOCTH NPH OTCYTCTBHH ArOHHCTA HJIH OOPaTHOTO
aroHMCTA, HO AHTATOHUCT MOXKET OJIOKHPOBATh AKTHBHOCTH arOHKCTA HJIH OOPATHOTO arOHHUCTa 0€3 HHUIIMUPOBAHUA
H3MCHCHUA OHOJIOTHUCCKOH PCAKIIHH.

[0057] TepMuHOM «OOpPATHBIH aTOHHCT» 0003HAYCH MOMYJIATOP, KOTOPBIH MPUCOCIUHACTCA K TaKOMY K&
peuenTopy WM IeIcBOMYy (PEpPMEHTY, KaK aroHHCT, HO HHAYLMPYET IPOTHBOIOJIOKHYIO (DApMAKOIOTHUECKYIO
PEaKLUIO MO OTHOIICHUIO K PEAKIUU aTOHUCTA, T. €. IPHBOIUT K 3aMEUICHUIO OHOJIOTHUYCCKOH PEaKIUH.

[0058] TepMuHOM «OTPHLATCIBHBIN AIIOCTCPUUCCKUH MOMYJIATOP» OOO03HAUECH MOIYJIATOP, KOTOPBIH
MPUCOCAUHACTCA ¥ UECHTPY, HE MPEACTABILIOMEMY COOOH OPTOCTEPHUICCKUM LIEHTP CBA3BIBAHUA, H YMCHBIIACT HITH
ocnadster 3 dexr aroHucTa.

[0059] TIpu ucnonp3oBaHUH B HAcTOSMEM HOKyMeHTE TepMuH «ECs0» MPUCYTCTBYET A 0003HAUCHHS
KOHICHTPAI[MH BEHICCTBA (HAPUMEP, COCAWHCHHUS HIIH JICKAPCTBEHHOTO CPEACTBa), kKoTopas Tpedyercs amt 50%
AKTHBAUMH WJIH WHTCHCH(pWKADMH OHONOTHYSCKOTO mponecca. B Hekotopsix cinywasx ECsy o3Hawsaer
KOHICHTPAIIMIO arOHHUCTa, KOTOpas MPOBOIMPYCT PEAKIHIO HA CPEAHEM YPOBHE MEKAy Oa30BOM JTHHHCH H
MAaKCHMAQJIBPHOW PEakuueHd INpPH HCCIeNOBAaHHM B J1A0OPaTOpHBIX ycioBmAX. COITacHO HEKOTOPHIM BapHAHTaM
OCYINCCTBJICHHS TPH HCHOJB30BAHMH B HAcTosmeM JokyMeHTe ECso O3HAYaeT KOHICHTPALMIO AaroHHCTA
(vanmpumep, aroructa GPR119), xotopas tpedyercs mia 50% akrusauuu GPR119.

[0060] TIpu WCHOIB30BAHHH B HACTOAIIECM JOKYMCHTC TepMHH «ICsp» MPHCYTCTBYST M OOO3HAYCHHA
KOHIICHTPAI[HH BCINCCTBA (HATIPHMEP, COCOUMHCHUS MM JICKAPCTBCHHOTO CPEACTBA), kKoTopas Tpedyercsa mmt 50%
HHTHOMPOBAaHUA Owomormucckoro mpomecca. Hampumep, ICso 03Ha4aeT NOJMOBHHY MakcuMambHOU (50%)
uHrHONpyromeid koHneHTpanun (IC) BemecTBa, KOTOpas ONMPEACTICTCA B COOTBCTCTBYIOIIEM HCCICIOBAHHH. B
HEKOTOPBIX ciy4asx 3HaucHHe ICso ompenenseTcss MOCPEACTBOM HCCICIOBAHHS B CHCTEME B JaOOPATOPHBIX
ycnoBmax. COTJIaCHO HEKOTOPHIM BapHAHTaM OCYINCCTBICHHUS IPH HCIOJB30BAaHHH B HacTosmeM mokymenre 1Csg
03HAYacT KOHICHTPAIMIO MOJYJATOPa (HANPHMEp, aHTarOHHUCTA WM HHTHOWTOpA), KoTopas tpedyercs amt 50%
HHTHOUPOBAHHA PEIETITOPA HIIH EJICBOTO (PepMeHTa.

[0061] TepMuHBI «CYOBEKT», «0CO0B» H «IHMANMCHT» HCMOJB3YIOTCA B3aHMO3AMCHACMBIM 00pa3OM.
VYka3zaHHBIC TCPMUHBI PACTIPOCTPAHAIOTCA HA MIICKOMHUTAIOIIHX. [[pAUMCPEI MIICKOTTHTAKOIIAX MPSACTABIIAIOT COOOT,
HO HC OTPAaHHYHBAIOTCA STHM, JFOOBIC >KHBOTHbBIC KJACCA MIICKONHTANOIIMX: JIOIU, HE NPEACTABILIOINHE COOOH
MOACH NPHMATHl, TAaKWE KAK INHMIIAH3C, APYTHEC YEIOBCKOOOpaszHbIC O0C3bIHBI W APYIHE BHABI OOC3BSIH,
CCIIBCKOXO03SHCTBCHHBIC JKUBOTHBIC, TAKHC KaK KOPOBBI, JOMIAOW, OBLBI, KO3bI, CBUHBH, AOMAIIHHUC >KUBOTHBIC,
TAKHE KAK KPOJIHKH, cobaku u KOIIIKH J'Ia60paT0pHI>IC JKUBOTHBIC, B TOM YHCJIC T'PBIZYHBI, TAKHC KAK KPBICHI, MBIIIIH,
MOPCKHC CBUHKH U T. O.

[0062] TepMHHOM «OTPAHHYCHHBIH MHINCBAPUTCIPHOH CHCTEMON» IMPH HCHOJB30BAHHH B HACTOAMIEM
JOKYMCHTC O0O3HAYCHO CocauHCHHE, HampuMep, aroHucT GPR119, akTHBHOCTE KOTOPOTO MPOSBIACTCS
MPEHUMYIICCTBCHHO B JKCJIYAOYHO-KHIIEeyHOH cucteme. COTiacHO HEKOTOPHIM BApHAHTAM OCYINECTBICHHS
OHO0IOTMECKas AKTHBHOCTh OI'PAHHYCHHOTO NMHINCBAPUTEILHON CHCTEMOH COCAHHCHHIS, HATIPUMED, OTPAHHICHHOTO

MMIIeBapuTenbHOH cuctemoii arommcta GPR119, sBiserca OrpaHHYMEHHOH >KENyJOYHO-KHINCYHOH CHCTEMOH.
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CormacHO HEKOTOpPBHIM BAPHAHTAM  OCYINCCTBICHHWS KOHICHTPAUWSA B  OKEJIyJOYHO-KHIICYHOH CHCTEME
OTPAaHWYCHHOTO IHIICBAPUTCIBHOW CHCTEMOH MOXYJATOpA, HANPUMEP, OTPAHHUCHHOTO ITHINCBAPHTCIBHOMH
cucremoirt arommcrta GPR119, oxassmaerca seime, uem 3HaucHHE [Cso mwmm 3HaucHHe ECso OTpaHHYICHHOTO
MUIICBAPUTEIBHON CHCTEMOHW MOJYJTOpAa NO OTHOIICHHWIO K COOTBETCTBYIOINEMY PELENTOPY HIH LEJICBOMY
(epmenTy, HampuMep, GPR119, B To BpeMs Kak KOHIEHTPAIHWsA B IUIA3ME BBHIMICYNOMSHYTOTO OIPAHHYCHHOTO
TMMIICBAPUTEIBHON CUCTEMOM MOAYJIATOPA, HANPUMEDP, OTPAHUYCHHOTO NHUINCBAPUTEILHON CHUCTEMOH ArOHUCTA
GPR119, oxazeBactca Hmke, yeM 3HaueHUE [Cso mwmm 3HaucHHE ECso OrpaHHYICHHOTO MUINCBAPUTEIHHON CHCTEMOH
MOJYJITOpPa OTHOIICHHIO K COOTBETCTBYKOIICMY PELENTOPY MM IencBoMy (epmenry, Hampumep, GPR119.
CoryiacHO HEKOTOPHIM BapHAHTAM OCYIICCTBJICHHSA OTPAHHYCHHOC IHIICBAPHICIBHOH CHCTEMOH COCTHHCHHE,
HANIpUMEp, OTPAHMYCHHBIH NUINeBapHTEIbHON cuctemoil aroHuct GPR119, sBmsercs HecuctemubIM. COrziacHo
HEKOTOPHIM BapHAHTAM OCYIICCTBJICHHSA OIPAHHYCHHOC IMINCBAPUTCIBHON CHCTEMOH COCTHHCHME, HANIPHMEDP,
OTpaHHWYCHHBIH mHImeBapuTenbHoil cuctemoit arommct GPR119, mpeacrasmser coboif HeaGcopOHpOBaHHOE
coenuHeHue. COTJacHO JApPYIMM BapHAHTAM OCYINCCTBICHHS OTIPAHHYCHHOC IHIICBAPUTCIBHON CHCTEMOH
COCIMHCHUC, HANPUMEP, OTPAHUYUCHHBIN NHIICBapHTEIbHOW cucremoit arommct GPR119, saemgercsa
abcopOUPOBAHHBIM, HO OBICTPO MOJABEPracTcsa MeTabomM3My ¢ 00pa3oBaHHEM METaOOJUTOB, KOTOPBIC SBISIOTCA
3HAYHTEIBHO MCHEE AaKTHBHBIMH, YEM CaM MOIYJIATOP IO OTHOLICHHIO K IEICBOMY PELCHTOPY HIH (PEPMEHTY, T. €.
OHH NPEACTAaBIIIOT COOOH «MATKOE JEKApCTBEHHOE cpenacTso». COINIaCHO APYTHM BapHAHTaM OCYINECTBIICHHA
OTPAHHYECHHOE MHUILEBAPUTEILHOM CHCTEMOM COCAMHEHHE, HAMPHMED, OTPAHHYCHHBINH MUINEBAPUTECIIBHON CHCTEMOM
arornct GPR119, oxas3biBaeTcs aOCOpOMpPOBAaHHBIM B MHHHMAJIbHOH cCTemeHH W OBICTPO IOJABEpracrIcs
MeTabomM3My ¢ OOpa30oBaHHEM METAa0OIUTOB, KOTOPBIC SBISFOTCS 3HAYHTCIFHO MCHEC AKTHBHBIMH, YEM CaM
MO/ JITOP HO OTHOIICHHUIO K LEJICBOMY PELENTOPY MK (PEPMEHTY.

[0063] CormacHO HEKOTOPBHIM BaPHAHTAM OCYINCCTBICHHA OTPAHHYCHHBIA IMHINCBAPHUTCIBHON CHCTCMOM
MOy JIATOP, HATPUMEP, OTPAHHMCHHBIA MHIICBAPHTCIBHON cucTeMoil aroHHCT GPR119, ABIACTCSA HCCHCTCMHBIM,
HO, HANPOTHB, JOKAJM30BAHHBIM B JKCJIYJOYHO-KHINCYHOH cHcTeMe. Hampumep, MOAyIsITOp, Hampumep,
OTpaHWYCHHBIH mHImeBapuTenbHOW cucremodt arommct GPR119, MokeT TpHCYTCTBOBATE B BBICOKHX
KOHUCHTPAIMAX B KHIICYHUK, HO B HHU3KUX KOHIICHTPAIMAX B CHIBOPOTKE. COINIACHO HEKOTOPHIM BAaPHAHTAM
OCYILECTBJICHUSI CHCTEMHOE COJICP’KAHUE, B KOTOPOM NMPHCYTCTBYET OIPAHHUYCHHBIN MUINCBAPUTCIBHONU CHCTEMOI
MOy JHITOpP, HaPUMEpP, OTPAHHYCHHBIN mHINeBapuTeIbHOH cuctemoi aroruct GPR119, cocrasmier, HampuMep,
Meree yeM 100, menee yeM 50, mecHee uyeM 20, MeHee yeM 10 uau MecHee YeM 5 HM, B CBA3aHHOM HJTH HECBS3aHHOM
COCTOSIHHH, B CHIBOPOTKE KpoBH. COTJIAaCHO HEKOTOPHIM BAPHAHTAM OCYIICCTBIICHHS COACPYKAHUC B KHIICYHHKE, B
KOTOPOM IPHUCYTCTBYET OTPAHHYCHHBIA IHINCBAPHUTCIBHOM CHCTEMOH MOIYJIATOP, HANPHMEP, OTPAHHUCHHBIN
MAIICBAPUTSIEHOW cucteMoi arorrucT GPR119, cocrasmger, Hampumep, 6oxee wem 1000, 5000, 10000, 50000,
100000 wmm 500000 M. CorjmacHO HCKOTOPHIM BAPHAHTAM OCYINCCTBICHHSA MOIYJIATOP, HANPHMEP, ArOHHCT
GPR119, aBIeTCA OTpaHUYCHHBIM NMHUINCBAPUTCIHHON CHCTCMON BCJICACTBHC HCYAOBICTBOPUTCIIFHON abcopOmu
CaMOTO MOAYJIATOPA, WIH BCICACTBHC a0COPOLIWH MOIYIATOPA, KOTOPHIA OBICTPO MOABECPTracTca MCTAOOIU3MY B
CBIBOPOTKE, YTO NMPHBOIUT K HHU3KOH CHCTEMHOH WMPKYJUIIMH, HJIH BCICACTBHEC OJHOBPEMCHHOTO BO3ACHCTBUSA
HCYOBJICTBOPHUTCIILHON abcopOmmu W OBICTPOro Meradom3mMa B CHIBOPOTKE. COTITACHO HECKOTOPHIM BapHAHTAM
OCYIICCTBIICHUA MOIYJIATOP, Hampumep, aroHAcT GPR119, KOBalICHTHO CBA3aH ¢ KHHETO(OPOM, HECOOA3aTCIHHO
yepes JIMHKEP, YTO H3MEHICT (papMaKOKHHETHUCCKHUH MPO(HIE MOy IIITOpA.

[0064] CormacHO KOHKPETHBIM BApPHAHTAM OCYINCCTBJICHHS OTPAHHUCHHBIH IMHINCBAPHUTEIBHONH CHCTEMOMH
aroanct GPR119 mpeacraBiager co0OH MATKOS JICKAPCTBCHHOC CPCACTBO. TCPMHUH «MATKOC JICKAPCTBCHHOC

Cp€ACTBO» TIPH HCIOJb30BAHHH B HACTOAINIEM JOKYMCHTC O3HAYACT COCOHHCHHC, KOTOPOC MPOABIACT
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OHMOJIOTHIECKYI0 aKTHBHOCTb, HO OBICTPO MOABEPracTcs METadoIm3My C 0Opa30BaHHEM METAOOIHMTOB, KOTOPHIC
SIBISTFOTCSL 3HAYMTEIBHO MCHEE AKTHBHBIMH, YE€M CaMO COCAMHCHHUE, IO OTHOIICHHIO K IICJICBOMY PELENTOPY.
CornacHO HCKOTOPBIM BAPHAHTAM OCYHICCTBJICHHSA OTPAHWUCHHBIN NMHUINCBAPUTCIbHON cuctemoii arornct GPR119
MPEICTABISIET COOOH MATKOE JICKAPCTBEHHOE CPEICTBO, KOTOPOE OBICTPO MOJABEPTacTCs METabOM3My B KPOBH C
00pazoBaHHEM 3HAYHTEIPHO MCHEE AKTUBHBIX MeTa0oamTOB. COINIACHO HEKOTOPHIM BAPHAHTAM OCYINCCTBICHUA
OTpaHWYCHHBIH mHIeBapuTeabHOl cuctemoir arommct GPR119 mpeacraBmier co0off Mrkoe JEKapcTBEHHOE
CpPEACTBO, KOTOpOE OBICTPO MOABEPTacTCs METAOOIM3MY B IICYCHH C OOPA30BAHHEM 3HAYUTCIBHO MCHEEC AKTHBHBIX
MeTa0oauToB. COrsIaCHO HEKOTOPBIM BAPHAHTAM OCYINCCTBICHHA OTPAHHYCHHBIN MUIICBAPHTCIBHON CHCTEMOMH
aroanct GPR119 mpeacraBmser co0Olf MATKOE JICKAPCTBCHHOE CPEACTBO, KOTOpPOE OBICTPO IOIBEPracTcA
MeTaboJM3My B KPOBH M IICUCHH C OOpa30BAHHMEM 3HAYUTCIPHO MEHEE AKTHBHBIX MeTabomutoB. CoriacHo
HCKOTOPBIM BApUAHTAM OCYINCCTBIICHHS OTPAaHUYUCHHBIN NHINCBAPUTCIGHON cuctemoif arommct GPR119
MPEACTABISIET COOOH MATKOE JICKAPCTBCHHOE CPEACTBO, KOTOPOE IMPOM3BOJHT HU3KOE CHCTEMHOE COJCPKAHHC.
CoryiacHO HEKOTOPBIM BAPHAHTAM OCYINECCTBICHHSA OHOJIOTHYECKAsI AaKTHBHOCTh MATKOT'O JICKAPCTBEHHOTO CPEACTBA,
KOTOPBIM ABACTCA OTPAHWYCHHBIN NHINECBAPUTCIbHOH cuctemoif aronuct GPRI119, ssnserca 10-xpatwoif, 20-
kparHoH, 50-kparHoH, 100-kpatHoif, 500-kpatHOH wumm 1000-kpaTHOH @O CpPABHCHHIO C OHOJOTHYCCKOH
AKTHBHOCTBIO OJTHOTO HJIH HECKOJBKHX MCTAOOJIUTOB.

[0065] Tepmun «xuHETO(DOPY MPH HCHOIB30BAHAN B HACTOSALIEM JOKYMCHTE O3HAYACT CTPYKTYPHBIH OJIOK,
CB3aHHBIH C HH3KOMOJICKYJIIPHBIM MOAYJIATOPOM, HampuMep, aroHucToM GPR119, HeoOs3aTeIbHO Uepe3 JTHHKED,
KOTOPBIH JeIaeT BCKO MOJICKYJIy OoJice KPYIHOH U YBEIHYUBACT ILIOINAAb NOIPHON IOBEPXHOCTH IIPH COXPAHCHUH
OHOJIOTHMYECKOH ~ AKTHBHOCTBIO  HU3KOMOJICKYJLIDHOTO — Moayiaropa.  Kunetopop  BozmeiictByeT  Ha
(hpapMaKOKMHETHUECKUE CBOMCTBA, TaKUE KaK, HANPHMEP, PaCTBOPHMOCTb, aOCOPOLIS, pacmpeaeieHue, CKOpoCTh
BBIBCICHHA W JPYTHC CBOMCTBA HH3KOMOJICKYJLIPHOTO MOIyJiITopa, Hampumep, aronmmcta GPR119, w mmecer
MHHHMAJIbHBIC H3MCHCHHS JUI1 CBS3BIBAHHA WM COCAMHCHHS C PEHCNTOPOM HIH LEJICBBIM  (DCPMECHTOM.
Onpeaensromuii MPU3HAK KHHETO(POpPAa HE MPEACTABIACT COOOH €ro B3aHMOACIHCTBHC C MHINCHBIO, HAPHMCP,
PeLenTOpOM, HO €r0 BO3ACHCTBHEC HA KOHKPETHBIC (PH3UKO-XHMHUUCCKHE XaPAKTCPHCTHKH MOIYJITOPA, C KOTOPBIM
OHM CBs3aHBI, HampuMmep, aroHucta GPR119. B HekoTOpBIX cCiy4asx KHHETO(POPHI HAXOAAT NMPHMCHCHHC IS
OTPaHWYCHUS KHIICYHUKOM MOJYJISITOpa, Hampumep, arorrncta GPR119.

[0066] TepMUH «COCOAWHEHHBIN» MPH HCIOJIB30BAHHH B HACTOSIIEM JOKYMEHTE O3HAYACT KOBAJCHTHYIO
CBA3b MOXIY MOAyaaTopoM, Hampumep, aroHuctom GPR119, w kmHeToopoM. 3Ta CBA3B MOXKET OBITH
OCYINECTBJICHA IOCPEACTBOM KOBAJICHTHOH CBS3H WM YEpe3 «IMHKEP». [IpH HCHONB30BAHWHM B HACTOSINEM
JOKYMCHTC TCPMHH «JIHHKEP» 03HAYACT OMH HJIH HECKOJIBKO OH(DYHKIIHOHAIBHBIX MOJICKYJI, KOTOPBIC MOTYT OBITH
HCTIONB30BaHbl Uil OOpa30BaHHS KOBAJICHTHOW CBA3H C MOXYJIITOpOM, Hampumep, aroHumctom GPR119, u
kuHeTo(opoM. COriacHO HEKOTOPBIM BApPHAHTAM OCYINCCTBICHHS JIMHKEP NPHCOCIWHACTCA K 000N wuacTa
MOJyJIITOpa, HanpuMep, arorncta GPR119, mpu Tom ycnoBum, YTO TOUKA MPUCOCIMHEHHS HE B3AHMOJCHCTBYET CO
CBA3BI0 MOIYJATOPA C COOTBETCTBYIOIIUM PELENTOPOM MM ILelIeBBIM (epMeHTOM. COTracHO HEKOTOPBIM
BAPHAHTAM OCYINCCTBICHHS JITHKCD HE HMECT BO3MOXKHOCTH OTIICIUICHHS. COITacHO HEKOTOPHIM BAapHAHTAM
OCYINCCTBJICHHS JIMHKED HMEET BO3MOXKHOCTh OTHICIUICHHA. COTIaCHO HEKOTOPHIM BAPHAHTAM OCYINECTBICHUS
JWHKEP UMECT BO3MOXKHOCTHU OTINCIUICHHS B KumeyHHUKE. COTIACHO HEKOTOPHIM BAPHAHTAM OCYLICCTBICHHSA IPH
OTHICIUICHUH JINHKCPA B KHIICYHHKE BBICBOOOKIAACTCS OMOIOTHUCCKH AKTHBHBIH MOYIIATOP, HAPHMEP, arOHHUCT
GPR119.

[0067] TepMHH <OKETyJOYHO-KHMIICHHAA CHCTEMa» MM <OKCJIYJOYHO-KHINICYHBIA TPAKT» IpH

HCTIOJIb30BAHHN B HACTOAIIEM OJOKYMCHTC, O3HAYACT OPraHbl W CHCTEMBI, KOTOPBIC NPUHUMAKOT Y4YaCTHC B
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MM IICBAPUTENBHOM Mpouecce. JKely J0UHO-KUIICUHbIH TPAKT COCTABIISIIOT MULICBOJ, YKEIYAOK, TOHKHI KHILICTHUK,
KOTOpBIﬁ COCTAB/LIIOT ABCHAAUATHUIICPCTHAA KHIIKA, TOIAA KHIIKA W IMOAB3A0IIHAA KHIIKA, H TOJICTBIH KHIICYHHK,
KOTOPBII COCTABILIFOT Clenas KUINKA, 000moYHAs KHIDKA W mpsmas Kumka. COrJacHO HEKOTOPBIM BapHAHTAM
OCYINCCTBJICHHS, KOTOPHIC ONHCAHBI B HACTOSIIEM JOKYMCHTE, >KCIyJIOYHO-KHIICYHYIO CHCTEMY COCTAaBILIIOT
JKCITy 10K, TOHKHI KHIICYHHK H TOJICTBII KHIICYHHUK, B TOM THCJIC, HAMPUMCD, ABCHAAUATUHNCPCTHAA KAIIKA, TOIIAA
KUIIKA H/HIH 00010YHAS KUIIKA.

HeppHaast peryjsinus NUIEBAPUT CJILHONH CHCTEMBbI

[0068] HeppHast peryianus NOHIOICBAPUTCIBHOM CHCTEMBI O3HAYACT [BYHANPABICHHYI) IEpeaady
OHOXHMHYECKHX CUTHAJIOB, NMOCPEACTBOM KOTOPBIX DKeJ'Iy,E[OIIHO-KI/IH.[e‘lHHﬁ TPAaKT COCOAHHACTCA C I.[GHTpZUIBHOﬁ
HepeHoi cuctemolt (LTHC) uepes mepudepuueckyro HeppHyO cucteMmy (ITHC), a Taroke 3HIOKPHUHHBIC, HMMYHHBIC
U METa0ONIUYECKHUE My TH.

[0069] B HEKOTOPBIX CiIy4asAxX, B HEPBHOH PETryJIALMH MUINCBAPHTCIBHON CHCTEMBI MPUHHMAKOT YYACTHE
skenmyxouHo-kumeyHbidi Tpakt, I[THC, B ToM umcne ranrmmu 3agHux kopemkoB (I'3K) m cummatuueckue u
MAPACUMITATHYCCKUC BCTBH ABTOHOMHON HEPBHOH CHCTEMBI, B TOM 4YHCJIC KHIICYHAsd HECPBHAs CHCTEMA H
Omyxparomuii Heps, LIHC; a Taioke HEHPOSHIOKPUHHASI M HEHPOMMMYHHAs CHCTEMBI, B TOM YHCJIC THIIOTANIaMO-
rumno (pu3zapHO-HAAMOUCUHHKOBAS 0Ch (0ch ['TTI). HepBHast pery isinus MUILCBAPHTEIBHON CHCTEMBI HMECT OOJIBIIOC
3HAYCHHE Ui MOAJCP)KAHMSA TOMEOCTa’a OPraHM3Ma H PEryJIupyeT H MOJAYJHPYET (PH3HOJOTHIO uYepes
LEHTPAJIbHYIO U MepU(PEPUUCCKYI0 HEPBHBIC CHCTEMBI, a TAKKE SHAOKPHHHBIC, HMMY HHBIC H META00THYECKHE Iy TH.

[0070] HepBras peryianus NHIICBAPHTEILHON CHCTEMBI MOIYJIHPYET HECKOJIBKO BAKHBIX ACHECKTOB
(pu3HosIOTHH W MOBeACHHU. MOAY M C YUYACTHEM HEPBHOH PETyJLILHMH MUINCBAPHTCIBHOW CHCTEMBI MPOUCXOJUT
MOCPEACTBOM TOPMOHATBHBIX U HEPBHBIX meneil. KimoueBble KOMIOHEHTHI YKA3aHHBIX TOPMOHAIBHBIX H HEPBHBIX
neneif HEpPBHOM PETyJAIMH MUINCBAPUTCIBHON CHCTEMBI TNPEACTABIBIIOT COOOH BBHICOKOCTICLHATH3UPOBAHHBIC
CCKPCTOPHBIC KHIICYHBIC KICTKH, KOTOPHIC BBHICBOOOKIAIOT TOPMOHBI (SHTCPOSHIOKPHHHBIC KiIeTkH Wi JIK),
ABTOHOMHASI HEPBHAS CHUCTEMa (B TOM 4HCIC Oy KJAOIUH HEPB W KHWINCYHAS HCPBHAS CHCTEMA), a TaKKe
LCHTPATbHAS HCPBHAS CHCTEMA. YKA3aHHBIC CHCTEMBI B3aMMOICHCTBYIOT BBICOKOKOOPAHHHPOBAHHBIM 00pa3oM,
yTOOBI MOAY IUPOBATH (PUZHOIOTHIO H TIOBEICHUC.

[0071] C HapymeHHAME HEPBHOH Pery LUK MAIICBAPHTCIBHOH CHCTEMBI CBSI3aH P 3a001CBaHUH, B TOM
ypcne 3a00JICBaHHA, KOTOPBIC XapaKTCPH3YCT BBICOKAS HCYAOBICTBOPCHHAA MOTPCOHOCTh. 3a00NCBAHUA |
COCTOSIHHS, KOTOPBIC BO3ZACHCTBYIOT HA HEPBHYH) PETYJIAIMIO MUIICBAPHTEIBHON CHCTEMBI, MPEACTABISIIOT COO0
paccTporictBa IcHTpambHOU HepBHOW cuctembl (IIHC), B TOM wumcie paccTpoWCTBA HACTPOCHHUSA, TPCBOTA,
menpeccud, ap@EKTHBHBIC — paccTpoiicTBa, IMMHM30(pPCHMA, OCCIOKOWCTBO, KOTHHTHBHBIC PACCTPOICTBA,
HAPKOTHYECKAA 3aBHCHMOCTb, ayTH3M, SIHJICICH, HEHPOACTCHEpAaTHBHBIC PACCTPOHCTBA, O0Ie3Hh AbIreiiMepa, U
Oonesup [lapkwHCOHA, neMeHIMA C Telabmamu JIeBH, CHIbHAA TPHCTYHooOpa3Has ToOJOBHAasI OOdb C
TICPHOAMYCCKAME PEIUANBAMH, MHIPEHb, OOTb; METa0ONMMYECKHE COCTOSHHS, B TOM 4YHCIC AHA0CT H €Tro
OCITOXKHCHHA, TAKHC KAaK XPOHHYCCKOC 3a00jIcBaHWC MOYCK/mmadeThueckas Heppomathsa, AHAOCTHUCCKAA
peTHHOMATHA, TUAOCTHYCCKAA HCHPONATHA, W CCPIACYHO-COCYIUCTOC 3a00ICBaHUC, MCTAOOWYCCKHN CHHIAPOM,
O’KAPCHHUE, HAPYIICHHC TUIHIHOTO COCTABA KPOBHW, W HCATKOTONbHBIH crearorematut (NASH); HapymeHusa
IMTAHUA W THAMCBAPCHHA, TAKHUC KakK TOBBIINICHHBIH ANNCTUT, HCTOIICHHC, HCPBHO-NICHXHYICCKAS AHOPCKCHI,
CHHAPOM KOPOTKOI'0 KHIICYHHKA, CHHIPOM KHIIICYHOH HCOOCTATOTHOCTH, KHIICTHAA HCAOCTATOTHOCTD WU APYTHUC
paccTpoiicTBa NHTAHWS, BOCHMAIUTCIBHBIC PACCTPOHCTBA M AyTOMMMYHHBIC 3a00JCBAHHA, TAaKHE KAk
BOCIHIAIMTCIbHOE 3a00JICBAHHE KUINCYHHKA, SI3BCHHBIH KOJHT, Oone3Hb Kpowa, mcopmas, OOJE3HP TIITIOTCHOBOM

HEIOCTATOYHOCTH M 3HTEPHT, B TOM YHCIC HHIYLHPOBAHHBIA XHMHOTEPANHEH JHTCPHT HWIH HHAY [UPOBAHHBIH
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OONyYCHHCM JHTCPUT, HCKPOTHU3HPYIOIIHWH JHTCPOKOIHT, 3a00JICBAHHA/PACCTPOICTBA IKCIYJOTHO-KHIICYHOMW
OaprepHO TUC(PYHKITNN, TAKO# KaK 0OYCIOBICHHAS OKPYKAKOIICH cpemoii KumewHas AUC(YHKIHA, CIOHTAHHBIH
OakTepHanbHEIH TEPUTOHHUT; (DPYHKIHOHAIBHBIC >KEIYJOYHO-KHINCYHBIC PACCTPOICTBA, TaKHE KAaK CHHIPOM
Pa3ApaKCHHOTO KHIICYHWKA, (DYHKIHOHATBHAA JHCIICNICHS, (DYHKIHOHATHHOC B3AYTHC/YBCIMUCHHC O00BEMA
JKHBOTA, (DYHKIMOHATHHBIH TOHOC, (DYHKIHOHAJBHBIH 3amop W HHAYLHPOBAHHBIH ONHOWIAMH 3aIlop; Iape3
JKEly AKA; TOINHOTA W PBOTA; PAcCTPOMCTBA, CBA3AHHBIC C JHCOMO30M KHINCYHOH (DIOpPHL, M APYTHE COCTOSHHI,
BO3/ICHCTBYIOIINE HA HEPBHYIO PETYILIHIO ITHIICBAPUTEIHHON CHCTEMBL

GPR119 B HepBHOIi peryJisiiui NNIMEBAPUTEILHOI CHCTEMbI

[0072] B m=exotopeix ciy4asx oskcmpeccmro GPR119  oCymecTBIIOT NOMKSAYAOYHAA JKelae3a H
SHTCPOSHIOKPHHHBIC KICTKH >KCJIYJOYHO-KHIICYHOTO Tpakra. B HEKOTOpeIx ciaydasx dkcmpeccmo GPR119
OCYIICCTBILIIOT SHTCPOSHAOKPHHHBIC KiIeTKU. AktuBanmo GPR119 ocymectsmaror oncomntanonamun (OEA) u
IpyTHC TPOU3BOIHBIC OJCHHOBON KHUCTOTHI M N-ammmstaHomamuasl. AroHuctsl GPR119 moryT oxassiBaThcs
TIPUTOXHBIMH JUISI IPUMCHECHHUS B JICUCHUH META0OIMUCCKHUX 3a00ICBaHMM, TAKUX KaK THA0CT U OXKHPCHHUE, a TAKKE
Jpyrue 3a00JcBaHus, BO3ACHCTBYIOIIC HA HEPBHYIO PETY/LLHIO MMUINECBAPHTCILHON CHCTEMBI.

[0073] B mexoropex caydasx momyaropel GPR119, nampumep, aronmuctsl GPR119, mHAynmpyroor
00pa30BaHHE BHYTPHKJICTOYHOIO LHKIMYECKOTO aJCHO3HHMOHO(poC(aTa. B HEKOTOPHIX CiOydasx MOIYJIATOPEI
GPR119, nanpmmep, aronuctsl GPR119, uaaymupyrot cexpermro GLP-1, GLP-2, GIP, PYY, CCK umu apyrux
ropMoHOB. B HekoTOphIxX ciyuasx moxysaTopsl GPR119, nanpumep, aroructsl GPR119, HHAYIUPYIOT CEKpEIHIO
GLP-1, GIP, CCK mm PYY. B Hexotopeix ciayuasx moayiiropel GPR119, Hanmpumep, aromuctsr GPR119,
HHAYLHPYIOT cexpenuro GLP-1.

[0074] B HacrosgmeM [JOKYMEHTE ONHUCAH CHOCOO JICUCHHA COCTOSIHHA HJIM  PACCTPOMCTBA,
BO3CHCTBYIOIICTO HA HEPBHYIO PETYJALUIO MHIICBAPUTCIBHOW CHCTEMBI, Y HY)KJAFOIIECTOCSA B 3TOM CyOBEKTa,
MPHYCM B CIIOCOOC MPECAYCMOTPECHO BBEACHHE CYOBCKTY Moy aropa peuentopo GPR119. CormacHo HEKOTOPHIM
BAapPHAHTAM OCYIICCTBICHAA MOAy IaTop peuentopoB GPR119 saemaercsa aroructom GPR119. CortacHO HEKOTOPHIM
BapHAHTAM oOCymecTBICHAA MonaymTop GPR119 mpencraBmaer coO0H OTpaHMYCHHBIA MHINCBAPHUTCTHHOM
cucremoii moayitop GPR119.

[0075] CormacHO HEKOTOPHIM BAPHAHTAM OCYIICCTBIICHHUA COCTOSHHC HITH PACCTPOUCTBO, BO3ACHCTBYIOMICS
HA HEPBHYIO PETYJLILHIO NMUINCBAPUTEIBHON CHCTEMBI, BBIOPAHO W3 TPYIIBI, KOTOPYHO COCTABILSIFOT. PACCTPOMCTBA
neHTpambHOW HepBHOH cuctembl (IIHC) BrIrOuUarommid paccTPONCTBA HACTPOCHHSA, TPCBOTA, ACTPCCCHA,
aQ(CKTHBHBIC PACCTPOHCTBA, IMM30(pPCHUA, OCCHOKOHCTBO, KOTHHTHBHBIC PACCTPOHCTBA, HAPKOTHUCCKAS
3aBHCHMOCTb, ayTH3M, OIHJICICHS, HEHPOJCTCHCPATHBHBIC paccTpoiicTea, Oosie3Hb Aurbireiivepa, OO0JIC3HDB
[NapkwHCOHA, AeMeHIMA C Tenbmamu JIeBH, CHIIbHAsA NPHCTYNOOOpa3Has TOJOBHAS OOJb C IEPHOTMUCCKUMH
PCUHMINBAME, MHUTPCHB, 001, MCTAOOTHUCCKHC COCTOSHHA, B TOM HHCIC AHAOCT W Cr0 OCIOKHCHHS, TAKHC KAK
XPOHHYCCKOE 3a00/ICBaHUC MOUCK/IHAOCTHUCCKAA HE(pomaThsa, IHAOCTHYCCKAS PCTHHOMATHA, AHAOCTHUCCKAS
HEWpOMaTHs, ¥ CEPACTHO-COCYAUCTOE 3a00ICBaHNE, META0OINUCCKIH CHHAPOM, 0’KUPCHHE, HAPYIIICHHUE JTHITHIHOTO
COCTaBa KPOBH, W HeankoronbHbIN creatorematut (NASH), HapymeHHs NIUTAHUS W MHINCBAPCHUS, TAKWE KAk
TIOBBILIICHHBIH ATNICTHT, HCTOIICHNE, HEPBHO-IICUXWYCCKASI AaHOPEKCHS, CHHAPOM KOPOTKOTO KHINCYHHKA, CHHIPOM
KHUIICYHO M HCOOCTATOTHOCTH, KHIICYHASA HCOOCTATOYHOCTH H APYTHC paCCTPOfICTBa IMATAHUA, BOCIIAIMTCIILHBIC
paccTpoiicTBa W ayTONMMYHHBIC 3a00J€BaHHA, TAKHC KAaK BOCHAIWTCILHOC 3a00JCBAaHHE KHINCYHWKA, S3BCHHBIN
koymr, Oone3Hp KpoHa, mcopmas, OONE3HP TJFOTCHOBOH HEJOCTATOYHOCTH M JHTCPHT, B TOM HUHCIC
HHIYIHPOBAHHBIA XHMHOTCPANUCH SHTCPHT HIH HHIYIHPOBAHHBIA OOJYyYCHHEM 3HTCPHT; HEKPOTH3HPYIOIUI

SHTCPOKOJHNT, 3a00JCBAaHMU/PACCTPONCTBA  HKCIYAOYHO-KHINCYHOH OapbepHOH QUC(YHKIMH, TakoH Kak
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0OyCJIOBICHHA OKPY’KAOINCH CpefoW KuImeyHas JUC(YHKOUWS, CHOHTAHHBIH OaKTCpHAIbHBIH ICPHTOHUT;
(P)YHKIIMOHABHBIC KEJTyIOYHO-KHIICYHBIC PACCTPOMCTBA, TAaKHE KAK CHHAPOM pa3JpaKCHHOTO KHIICYHHKA,
()YHKIHOHATBHASA TUCTICTICUS, ()YHKIHOHATBHOC B3yTHC/YBCIHUCHHC 00BCMA KHBOTA, (DYHKIHOHAIBHBIN TOHOC,
(P)YHKIIMOHANBHBIHN 3a10p M MHIY IHPOBAHHbIA ONIHOUIAMH 3aN0P; MApe3 KNIy JKa; TOITHOTA ¥ PBOTA; PacCTPOICTBA,
CBA3aHHBIC C OUCOMO30M KHIICYHOH (DIOPBHL, APYTHE COCTOSHHSA, BO3ACHCTBYIOIMINC HA HCPBHYIO PCTYIIALUIO
MMUIIECBapUTENbHOH cucTeMbl. COTIaCHO HEKOTOPHIM BAPHAHTAM OCYLICCTBICHHSA COCTOSIHHE NMPEACTABIACT COO0H
MeTabosmueckoe paccTpoicTBo. COTIacHO HEKOTOPHIM BAPHAHTAM OCYILICCTBJICHHA META0OIHIECKOE PACCTPOHCTBO
MPECTABIIET COO0H AuadeT BTOPOTO THIIA, MOBBIIICHHOE COACPKAHHIE Caxapa B KPOBHU, METaOOIHUCCKHH CHHAPOM,
O’KHPCHHUE, TOBBIMICHHOE COJCPKAHHE XOJCCTCPHHA B KPOBH, HECATKOTOJBHBIH CTCATOTENIATHT, WIH HMOBBINICHHOC
aprepuanbHoe JapiacHue. COITIACHO HEKOTOPBHIM BAPHAHTAM OCYINCCTBJICHHA METAa0O0IHYECKOE PAaCCTPOHCTBO
npeacTaBageT coboi amaber. CoOrmacHO APYTHMM BAPHAHTAM OCYIICCTBICHHA METAOOIMYCCKOS PACCTPOMCTBO
npeacTapisieT codoif oskupenue. CorigacHO APYTHM BAapHAHTaM OCYHICCTBICHHSA METa0OIMYECKOE PAacCTPOHCTBO
MPEACTABIIIET COOOH HEANIKOTOIBHBIH cTearorenaTut. COrIacHO HEKOTOPBIM BAPHAHTAM OCYILECCTBICHHS COCTOSTHHE
BO3ACHCTBYIOIINE HA HEPBHYIO PETYJIILUIO MUINEBAPUTEILHON CHCTEMBI NPEICTABIICT COOOH HAPYIICHUE ITHTAHU.
CoryiacHoO HEKOTOPBIM BAPHAHTAM OCYLICCTBICHHA HAPYLICHHC MHUTAHHUS MPEACTABIICT COO0H CHHAPOM KOPOTKOTO
KUINCYHUKA, CHHAPOM KHIICYHOH HEJOCTATOYHOCTH WM KHINCYHYHO HEJOCTATOYHOCTh. COIJacHO HEKOTOPBIM
BApHAHTAM OCYIICCTBJICHHA HapYIICHHE IMHTAHHA NPEACTaBIET COO0H CHHAPOM KOPOTKOro KumeyHuka. CormacHo
HEKOTOPBIM BAPHAHTAM OCYINCCTBJICHHUA COCTOSHHC BO3ACHCTBYIOIIMEC HA HEPBHYIO PETYJIALUIO IMHINCBAPUTCIBHON
CHCTEMBI IpeAcTaBiieT coOoH SHrepur. COrNacHO HEKOTOPHIM BAPHAHTAM OCYINEGCTBICHUS COCTOSHHE
BO3ACHCTBYIOIINEC HA HCPBHYIO PETYJLIIHIO IMHINCBAPUTCIBHOM CHCTEMBI NPEACTABIACT COOOH HMHIYLHPOBAHHBIN
XUMHOTEPANHEH SHTEPHT WK HHIYILMPOBAHHBIN 00y YeHHEM SHTEPHT.

OrpannyeHHbIe MHINEBAPUTETHHOI CHCTEMOI MOy ISITOPBI

[0076] duddepeHnuanus HEKETATSITBHBIX CHCTEMHBIX 3((pekToB arorncta GPR119 ot GnarompuaTHbIX
MPOM3BOIUMBIX KHIICYHHKOM >((EKTOB MMECT PEHIArOINee 3HAUYCHHE B HEIIX pa3padoTku aronucta GPR119 mns
neueHUs 3abonesanmsa. Hampumep, akrusanus B GPR119 B amb(a-kireTkax MaHKPEATHYESCKUX OCTPOBKOB MOJ
JercTBueM cHCTeMHbIX aroHHCTOB GPR119 MoskeT mpHBOAWTD K CEKPEIMHU IIFOKATOHA, BBI3BIBAS HE)KEJIATCIbHBIC
Mmerabosmueckue S(PQCKThI, HANPUMEP, NMOBBILCHHBIC YPOBHH INIFOKO3BI B IUTa3Me. Kpome TOro, CHCTEMHBIC
arounctel GPR119 mpeacraBnaror co0oif, kak mpaBwio, ruapo(OOHBIC JTHUTAHIBL, KOTOPBIC CTPANAlOT OT
HE)KEIIATeIbHOH HEIEICBOW AKTHBHOCTH, TaKOH KAaK HHIHOMPOBAHHEC TI'€HA CHEIU(HUCCKHX KAIHMCBBIX KAHAJIOB
cepaua (hERG) w/umu pepmenra muroxpoma (CYP).

[0077] C apyroif CTOPOHBI, COTJIACHO HCKOTOPHIM BAPHAHTAM OCYIICCTBICHHSA, KOTOPBIC MPCACTABICHBI B
HACTOAMICM MOKYMCHTE, ommcaH moayiarop GPRI119, koTopeni saBmseTca HECHCTEMHBIM. (COTJACHO HEKOTOPHIM
BapHaHTaM ocymiecTBiIcHAA wmoayaarop GPR119, koTopslii OMWCAaH B HACTOAINICM JOKYMCHTE, ABIICTCA
TpakTHYeCKH HecucTeMHbIM. COTTacHO HEKOTOPHIM BapwaHTaMm ocymectsicHus moxyimirop GPR119, kotopsrit
OIMCAaH B HACTOAIIEM [JOKYMCHTEC, HMEECT HH3KYK) OmoocTymHOCTh. COINIACHO HEKOTOPHIM BAaPHAHTAM
ocymecTeieHmus Moay raTop GPR119, koTopslii OnMHMcaH B HACTOSINEM AOKYMEHTE, 00pa3yeT CBs3b ¢ KHHETO(DOPOM
u sBisieTcsa HecucTeMHBIM. COTZTacHO HEKOTOPHIM BapHaHTaMm ocymecTsieHus Moxayiarop GPR119, kotopsrit
OIMCaH B HACTOAIIEM JOKYMCHTE, 00pa3yeT CBA3b C KHHETO(OPOM W SBISICTCS NPAKTHYCCKH HECHCTCMHBIM.
CormacHO HEKOTOPBIM BapuaHTaMm ocymiecTBieHus wMoxymrop GPR119, xortopeii ommcaH B HACTOAIIEM
JOKYMECHTE, 00pa3yeT CBI3b C KHHETO(OPOM W HMEET MCHBIIYK) OHOJOCTYIHOCTb, YEM COOTBETCTBYIOMICC

cocauHCHHE 0¢3 KHHEeTOo(Opa.
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[0078] CormacHo HekoTOpBHIM BapmaHTaMm ocymecTsicHus aroHuct GPR119 sBmserca orpaHmdeHHBIM
MMIIeBapuTenbHOH cucteMoil. COTracHO HEKOTOPHIM BapHaHTaM ocymecTsicHus aroHuct GPRI119 ssmtercs
MPAKTHYECKH HEMPOHUIACMbBIM UMM IPAKTHYCCKH OHOHEAOCTYNHBIM B TOTOKE KpoBH. COINIACHO HEKOTOPBIM
papuanTaM ocymecteicHHI aroHuCT GPR119 axrmBupyer axrtueHocte GPR119 B kumieuHWke H SABISCTCA
MpaKTHIECKH HecHCTEMHBIM. COTJIACHO HEKOTOPBIM BapHaHTaM ocymecTeicHHA aroHHCT GPR119 mmeer Hm3KOE
cucteMHoe conepxanue. COracHO HEKOTOPHIM BApHAHTAM OCYINCCTBICHHUS OTPAHHUCHHBIC NMHUINCBAPHTECIBHOMH
cucremoi aronuctsl GPR119, koTophlc ONMHCaHBI B HACTOSINEM JOKYMCHTE, IIPOU3BOAT MCHBINC HEKEIATCIbHBIX
MOOOYHBIX H(P(PEKTOB, UeM CHCTEMHBIH aroHucTsl GPR119.

[0079] CormacHO HEKOTOPBHIM BapHAHTAM OCYINCCTBICHHA OTPAHHUCHHBIN NMHUINCBAPUTCIFHON CHCTEMOM
arounct GPRI119 wmmeeT HH3KYI0 IEpOpalbHYHO OHOZOCTYMHOCTh. (COracHO HEKOTOPHIM  BapHAHTaM
OCYILCCTBJICHHUA OTPAaHMYCHHBIH NuUINEBapUTEIbHON cucremoi aronucra GPR119 xapaxrepusyer mepopanbHas
o6uoaoctynaocth < 10%, mepopanbHas 6moa0CcTymHOCTh < 8%, mepopaibHas OHOIOCTYMHOCTD < 5%, mepopaibHast
6o a0cTyHOCTH < 3% WM mepopaibHasi OHOJOCTYIMHOCTS < 2%.

[0080] CormacHO HEKOTOPBIM BapHAHTAM OCYINCCTBICHHUS COJCPKAHHE B IJIA3ME HECBI3AHHOTO
OTPAaHHUYCHHOTO MUIICBAPHTEIBHOTO cucTteMoi aronncta GPR119 cocrasnger meHee ueM 3HaueHue ECso aroHHuCTa
GPR119 mo otHomenuo k GPR119. CornacHO HEKOTOPHIM BAPHAHTAM OCYILCCTBICHHS COJACP)KAHHE B IUIA3MC
HECBSI3aHHOTO OTPAHWYCHHOTO MHINCBAPHUTCIIBHONW cucTeMoi aroHucta GPR119 sBaseTcst 3HAYUTEIHHO MCHBIIE,
uyem 3HaucHHe ECs) OrpaHHYCHHOTO MHIIEBApUTEIbHOU cucteMoi aronucta GPR119 mo otHomenuro k GPR119.
CornacHO HEKOTOPHIM BapHaHTaM ocyluecTBiIeHUs 3HaueHHE ECso OrpaHHYCHHOTO NMUINECBAPUTCILHOH CHCTEMOMH
aronncta GPR119 no orHomenuio k GPR119 mpencrasmier coboii 2-kparHoe, 10-kparHoe, 20-xparnoe, 30-
kparHoe, 40-kpatHoe, 50-kpatHO¢ M 100-KkpaTHOE COACPKAHHE B IUIA3ME HECBA3AHHOTO OTPAHHYCHHOTO
MHINCBAPUTEIILHOM crcTeMoil aronucta GPR119.

[0081] CormacHO HEKOTOPHIM BAPHAHTAM OCYLICCTBICHHS OTPAHHYUCHHBIA IMHINCBAPUTCIBHOW CHCTEMOM
aroanct GPR119 ummeer HEH3KOC cHCTEMHOS coacpskaHHe. COTACHO HECKOTOPHIM BAaPHAHTAM OCYIICCTBICHHA
CHCTEMHOE COJCPIKAHHME OTPAHHMUCHHOTO NHINCBAPUTECIBHONH CHCTEMOH CBA3AHHOTO WJIM HECBA3AHHOTO ArOHHCTA
GPR119 B chIBOPOTKE KPOBH COCTABISICT, HampuMmep, MeHee ueM 500, meree yem 200, meree yem 100, MmeHee ueM
50, meree yem 20, meree yem 10 wmm meHee ueM 5 HM,. COrlacHO HCKOTOPHIM BapHAHTAM OCYIICCTBICHHA
CHCTEMHOE COJCPKAHHE OTPAHHMUYCHHOTO NHINCBAPUTECIBHON CHCTEMOH CBA3AHHOTO WM HECBA3AHHOTO ArOHHCTA
GPR119 B chIBOpOTKE KPOBHU COCTABISICT, HampuMmep, MeHee ueM 500, menee yem 200, meree yem 100, MmeHee ueM
50, menee yeM 20, MeHee yeM 10 wm MEHEe YeM 5 HI/MIL

[0082] CormacHO HEKOTOPHIM BAPHAHTAM OCYLICCTBICHHS OTPAHHYCHHBIH ITHINCBAPUTEIBHOW CHCTEMOM
arounct GPR119 mposBisier HHU3KY0 TPOHHIAEMOCTh. COTacHO HEKOTOPHIM BAPHAHTAM OCYINECTBICHUS
OTpaHWYCHHBIH THIIECBapuTeIbHOH cucteMoi arorncT GPR119 mposBiseT HHU3KYHO KHINCYHYIO NMPOHHIACMOCTS.
CormacHo HEKOTOPHIM BAPHAHTAM OCYLICCTBICHHSA MPOHHIIACMOCTh OTPAHHYCHHOTO NMHINCBAPUTEIBHON CHCTEMOMH
aroructa GPR119 coctasmsgeT, HanmpuMep, MeHee 4eM 5,0x10° em/c, meree wem 2,0x10° cm/c, Meree yem 1,5%107
cM/c, MeHee ueM 1,0x10° em/c, meree uem 0,75x10° cm/c, meree uem 0,50x10°¢ cm/c, meree uem 0,25%10°° cm/c,
menee ueM 0,10x10°° em/c umm meree yem 0,05x10° em/c.

[0083] CormacHO HEKOTOPHIM BAPHAHTAM OCYLICCTBICHHS OTPAHHYCHHBIH ITHINCBAPHUTEIHHON CHCTEMOMH
aroanct GPR119 npossmier Hu3kyro adcopOnuro. COTnacHO HCKOTOPHIM BapHAHTAM OCYIICCTBICHHSA abCcopOIms
OTPAaHHYCHHOTO MHUIICBAPUTCIIbHOM crucTemMoi arorncta GPR119 cocrasmaer menee uem 20%, mm meree uem 10%,

MeHee yeM 5% win MeHee yeM 1%.
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[0084] CormacHO HCKOTOPBIM BapHAHTAM OCYINCCTBICHHA OTPAHHUCHHBIN MHUINCBAPHUTCIIEHON CHCTCMOM
aroanct GPR119 mpossager BbICOKHME Iia3MaTuueckmii KiupeHC. COrNacHO HCKOTOPHIM — BAPHAHTAM
OCYINCCTBJICHHS OTPAHWYCHHBIN NUIICBApHTEIbHONH cucreMoii aronuct GPR119 He Mosker OBITH OOHAPYKCH B
I1a3Me Yepes MEHEE YeM 8 HacoB, MEHEE YeM 6 yacoB, MEHee UeM 4 yaca, MeHee ueM 3 yaca, MeHee yeM 120 MUHYT,
MeHee yeM 90 MHHYT, MeHee ueM 60 MUHY T, MeHee 4eM 45 MHHYT, MeHee uyeM 30 MHHYT MU MEHEe YeM 15 MHHYT.

[0085] CormacHO HEKOTOPBIM BapHAHTAM OCYINCCTBICHHA OTPAHHUCHHBIN NMHUINCBAPHUTCIBHOH CHCTEMOM
arounct GPRI119 6picTpo momsepractcs Mmerabonmsmy nocie BeeacHHA. COTITacHO HEKOTOPBIM BapHAHTAM
OCYIICCTBJICHHA OTPAHMYCHHBIH NHINCBAPUTCIbHOW cucteMoi aromuct GPR119 wmmeer KkopoTkuii mepuon
norypasziokeHusa. COIIaCHO HEKOTOPBIM BAPHAHTAM OCYINCCTBICHHSA INEPHOJ, IOJYPA3JIOKCHUS OIPAHHYCHHOTO
MMHIICBAPUTEIILHOM cucTeMoii arorncta GPR119 (mampumep, B Ia3Me) COCTABIICT MCHEE YEM MEHEE UeM 8 H4acoB,
MeHee YeM 6 4acoB, MeHee yeM 4 yaca, MeHee yeM 3 yaca, MeHee yeM 120 MuHyT, MeHee yeM 90 MHHYT, MCHEE YeM
60 MuHYT, McHee yeM 45 MuHYT, MeHee yeM 30 MUHYT Wi MeHee yeM 15 MuHyT. CornacHO HEKOTOPBIM BapHAHTaM
OCYIICCTBJICHHUA META0OIUTBI OTPAHMYCHHOTO ITMINCBAPUTEIBbHON cuHcTeMol aroHmcrta GPR119 mposmsismor
OBICTPBIM KJIHpEHC (HAMpHUMEP, CHCTEMHBIH KiaupeHc). COIJACHO HEKOTOPHIM BAapHAHTAM  OCYINCCTBICHUA
MeTabOoJUThl OTPAHWYCHHOTO NHUINCBApHTEIbHOH cuctemoil aronumcra GPR119 He MOryT ObiTh OOHApY KCHBI
(HampuMep, B IJIa3Ma) Yepe3 MEHEe YeM 8 4acoB, MECHEE UeM 6 4acoB, MCHEE UeM 4 yaca, MCHEe UeM 3 yaca, MCHEe
yeM 120 MuHYT, MeHee yeM 90 MUHYT, McHee yeM 60 MHHYT, McHee YeM 45 MUHYT, MeHee deM 30 MHHYT HJIH MCHEE
yeM 15 mMuHyT. COITIaCHO HEKOTOPHIM BAPHAHTAM OCYIUCCTBICHUS META0OIUTHI OTPAHHYCHHOTO IHINECBAPUTEIBHOM
cucremoii arommcra GPRI119 nposBmsroTr Hu3Ky}0 OHOAakTHBHOCTh. (COIJIACHO HEKOTOPHIM BAapHAHTAM
ocymectBieHus 3HaueHHe ECs) MeTaboIUTOB OTpaHHYCHHOTO IHINCBAPHTEIbHOH cuctemol aroHmcra GPR119
npeacTaBmsieT codoi 10-kpatHoe, 20-kpatHoe, 30-kpaTtHOe, 40-kpaTtHOE, 50-kpatHOE, 100-kpaTHOE, 500-KpaTHOE
wmn 1000-kpatHoe 3HaucHHE ECs OrpaHHYCHHOTO MUATICBAPHTCIbHOM cHcTeMOi arorucTta GPR119 o oTHOMICHHUTO
k GPR119. CormacHO HEKOTOPBHIM BAPHAHTAM OCYINCCTBICHHSA MCTAOOIHTHI OTPAHHYCHHOTO MUINCBAPHTCIHHOM
cucremoii arorrcra GPR 119 nposBisaroT OBICTPBII KIHPSHC H HU3KYI0 OHOAKTHBHOCTb.

[0086] CormacHO HEKOTOPHIM BapHAHTAM OCYINCCTBICHHUS CIIOCOOOB, KOTOPBIC ONMMCAHBI B HACTOAIICM
JokymeHte, Moayaarop GPR119 sABoseTcs OrpaHHYCHHBIM MHIICBAPHTCIBHOHN cHCTeMOi. COTacHO HCKOTOPBIM
BapHaHTaM ocCymecTBIcHAA Monaytop GPR119 mpencraBmaer coO0H OTpaHMUCHHBIA MHINCBAPHUTCTHHOM
cucremori aromnct GPR119. CormacHo HekoTOprIM BapuaHTaMm ocymectsicHus aromuct GPR119 ssmsercs
KOBAJICHTHO CBS3aHHBIM C KuHeTo(opoMm. CornacHO HEKOTOPHIM BapHaHTaMm ocymectBiacHms aronuct GPR119
SIBISICTCS KOBAJICHTHO CBA3aHHBIM C KHHETO(OPOM Uepes3 JTHHKEP.

[0087] B mexoTopwIx ciayuasx m3secTHble aroHHCTBI GPR119 sBsmoTcs cucteMHBIMH. B HEKOTOPBIX
CAy4YasX HW3BCCTHBIC CHCTEMHBIC arOHHCTHI GPR119 He ABIAOTCA CBA3AHHBIMH C KHHCTO(OPOM, KAK OMHCAHO B
HACTOSAMICM TOKYMCHTE. B HCKOTOPBIX ciyuasx m3BecTHbIC arOHHCTHI GPR119 mposBIIOT BEICOKYHO MICPOPATBHY IO
6momocTynHOCTs. COTNTacCHO HEKOTOPHIM BapHaHTaM ocymiecTeiacHuS moxyisirop GPR119, kotopslii ommcaH B
HACTOAIIEM JOKYMCHTE, SBJIICTCS CBSI3AHHBIM C KHHETO(OpPOM W sBIICTCS HECHCTEMHBIM. COTIIACHO HEKOTOPBIM
BapHAHTAM OCyIIecTBICHAA MOayaarop GPR119, xoTophiif ommCaH B HACTOAIIEM JOKYMCHTE, ABICTCA CBA3AHHBIM
¢ KuHeTO(OpOM M SABISIETCS NPAKTHUCCKH HECHCTEMHBIM. COTTTACHO HEKOTOPBIM BAPHAHTAM OCYIICCTBICHUS
moayisrrop GPR119, KoTopelii OmmcaH B HACTOANIEM JOKYMCHTE, SBISICTCA CBS3AHHBIM C KHHETOopoM H
TPOSIBIISIET MEHBIY 0 OHOAOCTYITHOCTD, YeM COOTBETCTBYIOIIEE COCTMHCHHE 0¢3 KHHETO (hopa.

Coemnnennst

[0088] CormacHO ONPCOCICHHBIM BAPHAHTAM OCYIICCTBICHHS HACTOAMICTO HW300PCTCHUSA PACKPHITO

coemuaeHUS (hopMyITHI (A):
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a
R (opmyaa (A)
win ero (hapMaICBTHUYCCKH MPUEMIICMAs COJTb, COTbBAT, CTCPCON30MEP, HIH MPOJICKAPCTBCHHBIN MPEmapar,

TPH 3TOM:

O
N,
CH, /R7
N
K npencrasmiser coboit (R)n WU R%:

R! nmpeacrasmster coboit  Bomopox, -OH, Cis-amxun, Cig-UHKIOANKHIT HIH  3-8-UICHHBIH
TCTCPOLMKIOAIKIL, NPHYCM AJKII, LHKIOAJKHI H TCTCPOUMKIOAIKHI SIBISIOTCS HC3AMCINCHHBIMH — WITH
3aMCINCHHBIMH W COACpKAammMHU OT 1 10 3 3aMecTuTeneH, He3aBHCUMO BHIOpaHHBIX W3 rajoreHa, -OH u -O(Cis-
AITKHIT);

kaxaeiii R? m R3 HesaucHMO npeacTasnseT co6oit Bogopos, Cis-ankut umk Ci.6-(Topanku,

umu R? 1 R® pu oHOM aToMe yTIepoaa COBMECTHO 06pasyroT =0,

R* mpencrasmier coGoit Bomopox, Cis-amkun, Crs-Qropamkun, Crs-amkenmn, Crg-ankummn, Css-
muKT0ankut, Cs.s-IHKIOANKeHH, 4-8-uneHnbI reTepomukaoankun, -[(CH2)-0]-RC, -[(CHy)-NRY]-R®, -[(CHy);-
N*(R%,]-RS, -[(CH2)'-NHC(=O)NH],-R®, -[(CH2),-C(=0)NH]-R®, -[(C(Ra)2),-C(=O)NH]-R®, -[(CH2)-S(=O)2]i-Rs
umk -[(CH,)-S(=0)]i-R¢; TpH 3TOM KaKIBIH aKHI, (PTOPATKII, ANKCHU, ATKHHI, IAKIOATKAT, THKIOANKCHUT H
4-8-ynIeHHBIN TETEPOLMKIOANKIII ABIACTCA HE3AMCIICHHBIM HIM 3aMCINCHHBIM H COACPKUT OT 1 10 6 paamkanos
R%;

R’ mpeacrasager coboit Cr.s-amxun, Cis-Qropamkmn, Co.s-amkeHnn, Co.s-amxuHni, Cs.g-mukaoankui, Cs.g-
IMUKIOANKCHHT, 4-8-uneHHbli rereponukaoankuy, -[(CH)~O]-R®, -[(CH2)-NRY)-R®, -[(CH2)~-N*(R%),]-R®, -
[(CH)'-NHC(=O)NH],-R®, -[(CH2),-C(=O)NH]-R°®, -[(C(Ra)2),-C(=O)NH];-R®, -[(CH2);-S(=0):]i-Rs uu -[(CH2):-
S(=0)]i-Re; mpu 3TOM KKIBIH ANKHI, (PTOPATKHUI, AJIKCHAIL, ATKHHAN, THKIOATKI, MHKIOATKCHIT U 4-8-1ICHHBIN
TETCPO HKJIOAIKHJT ABJIICTCS HE3AMEIICHHBIM HJIH 3AMEIICHHBIM U COACPIKUT OT 1 10 6 pagukasios R

KQKIBIH I HC3aBHCHMO NPSACTABIACT COO0H 2-4;

KQKIBIH t HE3aBUCHMO COCTABIACT OT 1 70 6;

KQKIBIH V HE3aBUCUMO MPEACTABIACT co00i 1-4;

R® mpeactaBmaer coGoii Bomopox, Cis-amkmn, Cs-Qropankmn, Crs-amkenmn, Cpg-ankummm, Css-
mIKI0ANKIT, Csg-IUKIOATKCHII WU 4-8-UJICHHBIA TCTCPOLMKIOATKAN, MPHYCM ANKWI, (DTOPANKWII, ATKCHHUI,
ANKUHUJ, UUKIOATKHII, UHKTOATKCHHT WIH 4-8-WICHHBIH TCTCPOUUKIOATKHI SIBIICTCS HE3AMCIICHHBIM HITH
3aMCIICHHBIM H COACPXKUT OT 1 10 6 pagukamos R

nwm R' m R®> COBMECTHO ¢ aTOMOM a30Ta, K KOTOPOMY OHH MPHCOEIHHEHBI, O0PA3yIOT 4-8-tICHHBIH
TeTEPOMKJIOATKHI, KOTOPBIH ABIACTCA HE3AMEIICHHBIM HIU 3AMEIICHHBIM H COACPIKHUT OT 1 10 6 pagukanos RS,

R’ npexacrasnser co6oit Boaopoa, Cis-amxun win Ci.4-PTopanKu,

R® mpencrasmaer coboit Crs-ankmn, Cis-Qropankmn, Cos-amkeHnn, Cos-amxuani, Cs.g-mukaoankui, Cs.g-
IUKIOANKEHHT, 4-8-uncHHbI rereponukaoankwy, -[(CH2)~O]-R®, -[(CH2)~-NRY-R®, -[(CH2)~N*(R),]-R®, -
[(CH2)-NHC(=O)NH};-R®, -[(CH2)y-C(=O)NH],-R°, -[(C(R%)2)y-C(=0)NH];R®, -[(CH2)r-S(=0)2]-R® rmmt -[(CH2):-
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S(=0)]+-R®; mpH 3TOM KaKABIL ATKAT, (PTOPATKIL, ATKCHHIL, ATKHHAL, THKIOANKHI, MHKIOATKCHIT H 4-8-4ICHHBIH
TETCPOLMKIOATKII ABIACTCA 3aMEIICHHBIM H COACPKUT 0T 1 A0 6 pagukanos R®;

umu R® mpencrasmser coGoit -(Cis-amkmn)-NH-R®, -(Ci.s-ankum)-C(=O0)NH-R®, -(Cis-anmxum)-C(=0)-
NR®), mmu -(Cis-amxum)-NHC(=O)NH-R’, npu 35TOM aIKHI SBISCTCS HE3AMEIICHHBIM HIH 3AMCINICHHBIM M
coJep kut oT 1 A0 6 pagukaaos R€;

kakaeii R® HesaBucumo mpenctaBuser coboi Cis-amkun umd Crs-()TOPAJKUI, KOTOPBIH ABIAETCS
3aMEHICHHBIM H COACPXKUT OT 1 10 6 pagukamos R

wmn aBa R° COBMECTHO ¢ aroMoOM a30Ta, K KOTOPOMY OHH NPHCOCAHHCHBI, OOPA3yrOT 4-6-uJICHHBIH
TETCPOLMKIOANKIII, KOTOPBIN ABIACTCS 3AMEIICHHBIM H COACPKHUT OT 1 10 6 pagukanos RS,

kaxaeii RS He3aBucHMO mpeacrasmger coboit -OH, -CH,OH, -CH,CH,OH, -NH,, -CH,NH,, -NH(RY),
CH,NH(RY), -N(R%,, -CH:NRY),, -N(RY);", -C(=0)OH, -CH,C(=0)OH, -CH,CH>C(=O)OH, -S(=0),0H,
S(=0)OH, -S(=0):NH,, -P(=0)(OH);, -P(=O)(OH)R?), -P(=0)(OH)(H), P(=O)(OH)(ORY), -B(OH),
B(OR%(OH), -NHCONHS(=0),(RY), -N(RH)CONHS(=0),(R%), -NHCON(RHS(=0)>(RY), -C(=0)NHS(=0),(RY),
S(=0),NHC(=O)RY, -NHC(=NH)NH,, -NHC(=NH)NHRY, -NHC(=NH)N(RY),, -NRHC(=NH)NH,, -
NRHC(ENH)NHRY, -NRHCENH)NRY),, -NHC(=ENRY)NH,, -NHC(ENRY)NHRY, -NHC(ENRD))NRY,,
NRHCENRY)NHz,  -NRHCENRHNHRY,  -NRHCENRHY)NRY,,  -NHC(=NH)NHC(=NH)NH,, -

OH
O WOH

H
+ + 4\ + 4\ + 4
N(RY)C(-NH)NHC(-NH)NH, FN@, g_N\l//N, i_N&/N " Ao SNor oM

YICHHBIH TCTCPOLMKI, KOTOPBIH ABIACTCA HEC3AMCINCHHBIM HJIM 3aMCIICHHBIM H coaepxkuT 1, 2, 3 wmm 4

wm 4-6-

3aMecTUTEI, KOTOpbie BhIOpaHs! 3 Cig-ankmia, -O-(Ci.s-amkun), -OH, =0 u =S;
ket RY meszasucumo npeactasiaet co6oit Ci.s-anku, Cis-(propankui uan Cs.-IHKIOATKI;
Kaxkmeli R® HesaBmcumMmo mnpeacTasmser coboit -OH, -CH,OH, -CH,CH,OH, -N(RY);*, -C(=0)OH, -
CH,C(=0)OH, -CH,CH,C(=0)OH, -S(=0),0H, -S(=0)OH, -S(=0);NH,, -P(=0)(OH),, -P(=O)(OH)(RY),
P(=0)(OH)(H), -P(=0)(OH)(ORY), -B(OH),, -B(OR%(OH), -NHCONHS(=0)>(RY), -N(RHCONHS(=0)»(RY),
NHCON(RHS(=0)RY), -C(=O)NHS(=0)(RY), -S(O)NHC(O)RY, -NHC(=NH)NH,, -NHC(=NH)NHRY,
NHC(E=NH)NRY),,  -NRHCENH)NH,, NRHCENH)NHRY), -NRHCENH)N(RY),, -NHCEN(RYD)NH,,

NHC(=N(R%)NHRY, -NHC(=NRD)NRY),, -NRHC(=N(R%))NH., -NRHC(=NRY))NHRY, -
FNf \ > f—N/\/N
NRHCENRY)NR?Y,, -NHC(=NH)NHC(=NH)NH>, N(RY)C(=NH)NHC(=NH)NH, . A
OH
HO WOH
ENTUNSRY £ OH
\/ R 0) 0) Wi 4-6-4ICHHBIA TETEPOLMKII, KOTOPBIN SBIACTCS HE3AMEIICHHBIM KU

3aMCIICHHBIM M COICPKuT 1, 2, 3 wim 4 3aMecTHTEI, KOTOPBIC BRIOpaHs! U3 Cig-ankuna, -O-(Cis-amxun), -OH, =0
H=S;

KOJIBIIO A TIpeCTaBIsIeT COO0H (PeHIIT HiTH 5-6-UIICHHBIH MOHOIMKIMYICCKAHN I€TEPOapHT,

kaxaprii R? Hesasmcmmo mpeactaBmsaeT coboii ramoreH, -CN, Cis-amkmn, Cirs-Qropamkmn wma Cs.e-
OUKITOATKIT,

X mpeactasnseT co6oi -O-, -NRN-, *-CH,0-, *-CH,NRN-, *-C(=0)0-, *-C(=0)NRN-, *-CH,C(=0)0O-, *-
CH,C(=O)NRN-, #-0C(=0)-, *-NRNC(=0)-, *-CH,OC(=0)- umu *-CH,NRNC(=0)-, rne * mpeacrapiser coGoi

TOYKY MPHCOCAWHCHNUA K KOJBLY A
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RN npeacrasmaeT co6oit Bogopoa mim Ci-4-alKuT,

ke R me3apmcHMo mpeactaemaer coboit sogopoa, ¢rop, -OH, Cis-amkun wma Ci-6-aIKOKCH;

kel R He3aBHCHMO mpeacTaBmieT coboit Bogopos, ¢rop wmm C1-6-amkmu,

wm a8a R COBMECTHO ¢ MPOMEKYTOUHBIMEH ATOMAMH, K KOTOPBIM OHH NMPHCOETMHEHBI, 00pasytoT Cs.g-
UKIOATKILT,

RB, R RB R RV R® R g R xaxaplil HE3aBHCHMO MpeacTaBAeT co0oii Bomopoa, Crs-amkui, Ci.6-
anxokcu Wik Ci.6-(PTOPATKILT,

wm R v RY, wmuw RP u RY, wm R u RY COBMECTHO ¢ MPOMEKYTOUHBIMH AaTOMAMH, K KOTOPBIM OHH
TPHCOSAUHEHBI, 00PA3YIOT KOJIBLO;

R?! mpencrasnster co6oi Boaopoa, Crs-amkuin Wik Ci.e-(pTopanku,

umu R*! u omun R COBMECTHO ¢ MPOMEIKYTOYHBIMH ATOMAMH, K KOTOPBIM OHM IIPHCOCIHHECHEL, 0OPa3yIOT
C36-IHKJIOATKHIT,

W mpeacrtapiasger coboit (eHUT WM 5-0-tUICHHBI MOHOLMKIMYECKUH reTepoapwi, mpuueM (DCHHI HIH
TeTePOApHII ABIACTCA HE3aMEIICHHBIM HIIH 3aMEIICHHBIM H COACPIKHT 1, 2 WM 3 3aMECTHTEIIA, KOTOPHIC BHIOPAHEI
u3 R,

kakaeiii Rb HezaBucumo mpeactasiser coboii ranoreH, -OH, -CN, -C(O)OH, -C(O)O(Ci.s-anxuim), Cis-
amxun, Cr.e-ankokcH, Cs.s-IUKIOANKAN, (PEHHUT HIH 5-6-1ICHHBIH IeTePOapIT; PH STOM KaXKIbIH aTKUI, aJKOKCH H
IUKJIOAJKIT SABCTCA HE3aMEINCHHBIM HIH 3aMCINCHHBIM H COACPXKUT 1, 2 MM 3 3aMECTUTEIS, KOTOPBIC BHIOPAHBI
u3 ranoreHa, -OH, Cig-ankuna u C;.-aJIKoKCH,

uma W npeacrasnset coboit -C(=0)0-R?;

R? mpencrasmser co6oi Cr.g-ankm, Cso-IHKIOATKAI HIH 3-6-WJICHHBIA TeTCPOLMKIOATKHL, IPHYEM
QKWL WUKJIOATKUI U TETCPOLHKIOATKIIT SIBIIEFOTCS HE3aMCINCHHBIMH HJTH 3AMCIICHHBIMH H COACPKAIIUMH OT 1 10
3 3aMECTHTENICH, He3aBUCHUMO BBIOpaHHBIX U3 (Topa, -OH, Ci.s-amkmna, Ci.-ragoreHaaKmIa Wi Cs.¢-IHKI0ATKIIA,

m coctasiiet ot 1 1o 4;

n coctasiaaet ot 0 1o 4;

p coctapmseT 1 nm 2,

g cocraBysteT 1 wm 2; u

s cocTasaeT 1 wmm 2.

RS
\
PR N—R*
N
q 2R3\s
[0089] CormacHO HCKOTOPHIM BAapHAHTAM OCYINCCTBICHHA K mpeacTaBiseT CoOOM
R5
\
P R" N—R*
N
a 2R3\s
CornacHO HCKOTOPHIM BAPHAHTAM OCYINCCTBICHHA, Korga K mpeacraBmier coOoit , X

nopeactaBmieT coboil -O-, -NRN- *#-CH,O-, *-CH,NRN- #-C(=0)0-, *-C(=0O)NRN-, *-CH,C(=0)0O-, *-
CH;C(=0)NRY-, *-0C(=0)-, *-NRNC(=0)-, *-CH,OC(=0)- um *-CH,NRNC(=0)-, rac * mpeacrasmieT coGoii

TOYKY TMPHCOCAWHCHHUA K KOmbIy A. COrlacHO HCKOTOPBIM BapHAHTAM OCYINCCTBICHHA, korma K mpeacrtaBmser
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R5
\
PR'" N—R*
-
. 2R3\s
coboit , X mpeacraBmrer coboir -O-, *-CH,O-, *-C(=0)0O- mwm *-CH,C(=0)O-, toec *
MPEACTABIACT COOOH TOUKY MPHUCOCAWHCHHA K KOJBIY A. COriacHO HCKOTOPHIM BapHAHTAM OCYHICCTBICHHSA, KOTIA
R5
\
PR N—R*
n
g 2R3\s
K mpeacrasmser coboi , X mpencrasiser co6oif -O-. CorimacHO HEKOTOPHIM BapHAaHTaM
R5
\
P R" N—R*
N
q 2R3\s
ocymecTicHud, korma K mpeacrasmager coOoi , mBa RY, HeoOs3aTenbHO COBMECTHO C

NPOMEKYTOUHBIMH aTOMAaMH, C KOTOPBIMH OHH CBA3aHBL, 00pasylT Cse-ImKI0ankmi COrJIACHO HEKOTOPHIM

RS
\
P R" N—R*
N
q 2R3\s
BapHAHTAM OCYIIECTBICHU, koraa K mpeacrasiier co0oi nBa R11, HeoOs3aTeIbHO COBMECTHO

C IMPOMECIKYTOUHBIMH aTOMAaMH, C KOTOPBIMU OHH CBA3AHBI, 06p33y10T LUKJIOMMPOITHIT, I.[I/[KJ'IO6YTI/IJ'I, IUKJIOTICHTHII

win nukiaorekcra.  COrnacHO HEKOTOPBIM BApHAHTAM OCYHICCTBICHMA, korga K mpexcraBmier co0oif

R5
\
p R!" N—R*
fn
2R3\s

, aBa R11, HeoOA3aTeIIBHO COBMECTHO C NPOMEKYTOUHBIMH ATOMAaMH, C KOTOPHIMH OHH

CBSI3aHBI, 00PA3YIOT LAKIOIPOIIIIL

R7
/
=N
o 8
[0090] CormacHO HEKOTOPBIM BapHAHTAM OCYHICCTBICHHA K mpeacraBiaieT coOoit R®  Cormacuo
R7
/
N\
o~ 8 v
HCKOTOPBIM BapHAHTAM OCYIICCTBICHHUA, koraa K mpeacrasmieT coboit R” | X npencrasnser coboit -O-, -NRN-

. *CH,0-, *-CH,NRM-, *-C(=0)0-, *C(=O)NRM-, *-CH,C(=0)O-, *-CH,C(=O)NRY-, *-0C(=0)-, *-

CH;OC(=0)- mwm *-CH,NRNC(=0)-, rae * mpeacrapmaeT coGod TOUKy IpHCOCOMHCHHA K kKombny A. CoraacHo

R7
/
N

< \R8 o *
HEKOTOPBIM BapHaHTaM OCYyINECTBICHHA, koraa K mpeacrasmser codoi , X mpexacrasmier coboit -O-, *-
CH,0-, *-C(=0)0- umu *-CH,C(=0)0O-, tac * mpeacTaBsicT co00H TOUKY MPUCOCANHCHHS K Koy A. CormacHo

R7

o

\
o 8 o
HEKOTOPHIM BAapHAHTAaM OCYIIECTBICHMWS, korma K mpeacrasmser coboi R”, X mpencraBmsier coboit -O-.

R7
/
=
v 8
CornacHO HCKOTOPHIM BAPHAHTAM OCYIICCTBICHUA, kKoraa K mpeacrasmieT co0oit R, na R!!, meobs3arenpHO

COBMCCTHO C NPOMCKYTOUHBIMH AaTOMAaMH, C KOTOPBIMH OHH CBs3aHBI, 00pa3yRT Cis-luKToankui COrmacHo
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HCKOTOPBIM BAPHAHTAM OCYINECTBICHHA, Koraa K mpenctaBmser co0oi R®  nBa R!!, HeoGs3arembHO
COBMCCTHO C MPOMEIKYTOTHBIMHA aTOMaMH, C KOTOPBIMHA OHHU CBA3AHBI, 06p33y}0T I_II/IKJ'I06YTI/IJ'I, IMHUKIONCHTHII HIH
IUKIOTEKCHL

[0091] CormacHO HEKOTOPHIM BapHAHTAM OCYIICCTBIICHHS HACTOAINCTO W300PSTCHHA —PACKPBITO

coemacHUe (popmy st (1):

a
R (opmyaa (1)
WM €10 (pPapMaLEBTHYCCKU MPHEMIIEMas COJTb, COJIBBAT, CTCPECON30OMED, HIIM NMPOJICKAPCTBCHHBIN Ipenapar,
TIPH 3TOM:
RS
\
p R N—R*

R7
§_N SR3\s !—Ni

K mpencrasiser coboi HIH R®.

R! nmpeacraemser coboit  Bomopon, -OH, Cis-ankun, Cis-DMKIOANKHI HIH  3-8-4ICHHBIH
TCTCPOLMKJIOAKILL, NPHYCM aJKII, LHKIOATKAI H TSTCPOLMKIOAIKHI SIBISIOTCS HE3AMCINCHHBIMH — HITH
3aMCINCHHBIMH W COAepKamuMu oT 1 10 3 3aMecTuTeneH, He3aBHCUMO BBHIOpaHHBIX W3 ramoreHa, -OH u -O(Cis-
AITKHIT);

kakaeii R? u R Hezapucumo npeacrasmsgeT coboit Boaopoa, Cis-amkun ui Ci-(pTOPAIKHIT,

unn R? u R mpu oqHOM aTOME YITIEpoaa COBMECTHO 00pasyrot =0

R* mpencrasmser coboit Bomopox, Cis-amkun, Cis-propamkun, Crs-amkenun, Crg-anxuamn, Css-
muknoankmi, Csg-IEKIoamkeHnt, 4-8-uneHHbNi rerepomuiioankwy, -[(CHy)-Z]-RS, -[(CHRY)-Z]-R® wmm -
[(C(RY2)-Z]-R®; mpu 3TOM Kaxkablif ankui, (PTOPAJIKHI, ANKCHI, ANKMHI, IUKIOATKWI, HUKIOAIKCHHI H 4-8-
YJICHHBIN TeTEPOLUKIOATKII ABIACTCA HE3aAMEIICHHBIM HIIH 3aMEIICHHBIM U COACPKHUT OT 1 10 6 paaukamos R¢;

R’ mpeactasnger coboit Ci.g-amxmn, Cys-propamkmn, Crs-amkeHmt, Cog-ankuami, Css-mukaoankui, Cs.s.
IUKIOATKEHUN, 4-8-uneHHbI rerepomukaoankui, -[(CH)-Z]-R®, -[(CHRY-Z]-R® wmu -[(CRY),)-Z]-RS; mpu
STOM KAKIBIA ankui, (TOPANKWI, AaNKCHWI, ATKHHWI, IUKITOATKAJT, UHKIOANKCHHT U 4-8-UJICHHBIA
TETCPOLMKIOATKII ABIIACTCSA 3aMEIICHHBIM H COACPKUT 0T 1 A0 6 pagukanos RS,

KOKIBIH Z HE3aBHCHMO IpeacTaBmaeT coboit -CH,O-, -CHoNRY-, -CHN*(RY),-, -NH-C(=0)-NH-, -
C(=O)NH-, -CH,S(=0)- wm -CH,S(=0)-;

KQKIBIH T HE3aBHCUMO COCTABIACT OT 1 110 6;

KQKIBIH t HE3aBUCHMO COCTABIACT OT 1 70 6;

R® mpeactaBmaer coGoii Bomopox, Cis-amkmn, Cis-Qropankmnm, Crs-amkenmn, Crg-ankummn, Cssg-
mUKI0ANKIT, Csg-IUKIOATKCHII WU 4-8-UICHHBIH TCTCPOIMKIOATKAN, TMPHYCM ANKWI, (DTOPANKWII, AaKCHHUI,
ANKUHHUJL, UUKIOATKHII, UHKTOATKCHHT WIH 4-8-WICHHBIA TCTCPOUUKIOATKHI SIBIICTCS HE3AMCIICHHBIM HITH
3aMEHICHHBIM H COACPXKUT OT 1 10 6 pagukamos R,

wmi R u R®> COBMECTHO ¢ aTOMOM a30Ta, K KOTOPOMY OHH NPHCOCAHHEHBI, 0OPA3yIOT 4-8-uJICHHBI

TeTCPOIMKIOATKII, KOTOPBIH ABIACTCA HE3AMEIICHHBIM HIU 3AMEIICHHBIM H COACPIKHUT OT 1 10 6 pagukanos RS,
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R’ npeacrasnser co6oit Boaopoa, Cis-amxun win Ci.4-PTopaiKu,

R® mpencrasmaer coboit Crs-ankun, Cis-Qpropamkmn, Cos-amkeHun, Cos-amkuaui, Cs.s-muKI0ankui, Cs.g-
IUKI0ATIKCHU, 4-8-11eHHbIH reTeponukaoanku, -[(CH2)-Z]-RC, -[(CHRY)-Z]-R® mmu -[(CR%),-Z]+-R®; npu 3TOM
KQKIBIA aTKA, (PTOPANKHI, AJKCHHUIL, AMKHHAN, OHKIOANKII, IHKIOATKCHUI U 4-8-HJICHHBIH TCTCPOLHKIOATKIIT
SIBJIACTCS 3aMELICHHBIM U COACPKUT OT 1 A0 6 pagukanos RE;

umn R® mpencraBiuser coGoii -(Cis-amkmm)-NH-R®, -(Cis-anxum)-C(=O)NH-R®, -(C.s-ankun)-C(=0)-
N(R?), umu -(Cis-ankum)-NHC(=O)NH-R’, mpH 5TOM ankui SABISETCS HE3AMEINCHHBIM MM 3AMELICHHBIM H
cofep kut ot 1 A0 6 paguxaaos R€;

kakmeiii R® mesasucumo mpencrasiser coOoi Cig-amkun Wi Cis-()TOPANKHI, KOTOPBIH ABJIACTCS
3aMEMICHHBIM H COACPXKUT OT 1 10 6 pagukamos R

wm a8a R® COBMECTHO ¢ aTOMOM a30Ta, K KOTOPOMY OHH NPHCOEIMHEHBI, 0OPA3yIOT 4-6-tJICHHBIH
TeTCPOMKIOATKII, KOTOPBIH ABIACTCS 3aMEIICHHBIM U COACPKUT OT 1 10 6 paaukanos R¢;

Kakaplil RS HezaBucuMo mpeactasiser codoi -OH, -CH,OH, -CH,CH,OH, -NH,, -CH,NH,, -NH(RY),
CH,NH(RY), -N(R%,, -CH:NRY),, -NRY)s*, -C(=0)OH, -CH,C(=0)OH, -CH,CH,C(=O)OH, -S(=0),0H,
S=O)OH, -S(=0);NH,, -P(=0)(OH),, -P(=0)(OH)[RY), -P(=0)(OH)(H), P(=0)(OH)(ORY), -B(OH),
B(OR%)(OH), -NHCONHS(=0)(RY), -N(R)CONHS(=0),(R%), -NHCON(RHS(=0),(RY), -C(=0)NHS(=0),(R9),
S(=0)NHC(=0)RY, -NHC(=NH)NH,, -NHC(=NH)NHRY, -NHCENH)NRY,, -NRYHCENH)NH,, -
NRHC(ENH)NHRY), -NRHCENH)NRY),, -NHC(=EN(RY)NH,, -NHC(=ENRY)NHRY, -NHC(ENRY))NRY),,
NROCENRYNH,  NRYCENRHYNHRY,  -NRHCENRHNRY),,  -NHCENHNHCENHN, - -

S HD B Ao

YJICHHBIH TE€TEPOLMKII, KOTOPBIH SBIACTCS HE3AMEIICHHBIM MM 3aMEIICHHBIM W coaepkur 1, 2, 3 wm 4

N(RY)C(=NH)NHC(=NH)NH,, Wi 4-6-
3aMCCTHTEIA, KOTOPBIC BRIOpaHsI U3 Ci¢-ankmna, -O-(Cis-amxmn), -OH, =0 u =S;

kaxapi RY mezapucnvo npeactasmaet co6oit Cr.g-amkui, Cis-(ropankut uin Cs.¢-IHKI0ATKHT,

kaxaeli RS HesasumcmMmo mpenctamaer coboi -OH, -CH,OH, -CH,CH,OH, -N(RY);*, -C(=0)OH, -
CH,C(=0)OH, -CH,CH,C(=O)OH, -S(=0),0H, -S(=0)OH, -S(=0);NH,, -P(=0)(OH),, -P(=0)(OH)(RY),
P(=0)(OH)(H), -P(=0)(OH)(ORY), -B(OH),, -B(OR%)(OH), -NHCONHS(=0)>(RY), -N(RHCONHS(=0)»(RY),
NHCONRHS(=0)RY), -C(=O)NHS(=0)(RY), -S(0):NHC(O)RY, -NHC(=NH)NH,, -NHC(=NH)NHRY,
NHC(ENH)NRY,,  -NRYHC(ENH)NH,, NRHCENH)NHRY),  -NRHC(ENH)N(RY),,  -NHC(=N(RY))NH,,
NHC(=N(RY))NHRY, -NHC(=NRY)NRY),, NRHC(=N(RY))NH,, -N(RHC(=N(R?))NHRY, -

/A \
N\/_\//N

>

4 +
N
NRHCENRYNRY,, -NHC(ENH)NHC(=ENH)NH,, N(RYOC(=NH)NHC(=NH)NH,, i_ ®, f_

HIH 4-6-4JICHHBIH TETEPOLMKII, KOTOPBIN ABIACTCA HE3aMCIICHHBIM HIIH
3aMCIICHHBIM M COICPKUT 1, 2, 3 wim 4 3aMecTHTEI, KOTOPBIC BRIOpaHs! U3 Cig-ankuna, -O-(Cis-amxun), -OH, =0
H=S;

KOJIBIIO A TpeCTaBIsIeT COOOH (PeHIIT HiTH 5-6-UICHHBIH MOHOIMKIMYCCKAH I€TEPOApHT,

kaxaprii R* Hesasmcmmo mpeactaBmsaeT coboii ramoreH, -CN, Cis-amkmn, Cre-Qropamkmn wia Cs.e-

IUKITOATKHT,
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R5
P R N—R®
-
2R3\s
X, xorma K mpencrasmaer coboit ) , mpeacTaBmer cobod -O-, -NRN-, *-CH,O-, *-

CH,NRN-,  #-C(=0)0-, *-C(=O)NRN-, *-CH,C(=0)0O-, *-CH,C(=O)NRX-, *-OC(=0)-, *-NRNC(=0)-, *-
CH,OC(=0)- umu *-CH,NRNC(=0)-, rae * npeactasmer coboii TOUKy NPHCOCTUHCHES K KOJIBIY A

RN npencrasmaeT co6oit Bogopox mimm Ci.4-alIKu,

RT
=

umu X, xoraa K mpeacrasmsaeT coboi R® | mpeacraBmser coGoii -O-, -NRN-, #-CH,0-, *-CH,NRN-, *-
C(=0)0-, *-C(=0)NRN-, *-CH,C(=0)0-, *-CH,C(=O)NRN-, *-0C(=0)-, *-CH,0C(=0)- umu *-CH,NRNC(=0)-,
rae * mpeAcTaBiAeT co00H TOUKY MPHCOCIMHCHUA K KOTBIY A,

RN mpencrasiser co60it Bogopoa uid Ci.4-aIKuiL,

kakapiii R HezaBucumMo mpeacrapiset co6oit Bogopon, ¢prop, -OH, Crs-amkui uim Ci.6-aJIKOKCH;,

Kakapiii R1? He3aBUCHUMO mpeacTaBiseT coooi Bogopoa, prop umm Ci.¢-aJKu,

R5
\
p R N—R*
N
. 2R3\s
umm, korga K npexacrasiser coGoii , 1Ba R!! COBMECTHO ¢ IIPOMEIKY TOUHBIMH ATOMAMH,

K KOTOPBIM OHH IPHCOSIUHEHBI, 00pa3yIoT Cs.6-IUKIOATKHIT,

R7

s

umn, korma K npeacrasiser coboit \RB, nBa R COBMECTHO ¢ TIPOMEKY TOUHBIME ATOMAMH, K KOTOPBIM
OHH TIPUCOCTMHCHBI, 00Pa3YIOT Cy.6-LIUKIOATKHAIT,

RE, RY¥ RP R RV R!® RY u R¥ kaxmplii He3aBHCHMO MPEACTABIIET c060i Bomopon, Ci.¢-ankui, Ci.6-
ankokcH Wik C1.6-(hTOPATKILT,

uma RB u RY, wm R u RY, wm R 1 RY® cOBMECTHO ¢ MPOMEkYTOUHBIMH aTOMaMH, K KOTOPBIM OHH
TPHCOCAUHCHBI, 0OPA3YIOT KOJBLO;

R mpencrasmser co6oit Bomopoa, Cis-ankun wid Cis-pTopaiku,

umu R?! v omus R COBMECTHO ¢ MPOMEKYTOUHBIMA ATOMAMH, K KOTOPBIM OHH TIPHCOCAUHEHBI, 0OPA3yIOT
C3.6-IHKJIOATIKHIL,

W mpeacraeiser coboif (peHHNT WM 5-6-'UICHHBIH MOHOUMKIMYECKHH reTepoapwi, mpuueM (DeHHI HIH
TETCPOAPHIT SBJIICTCS HE3aAMEINCHHBIM HIIH 3aMEINECHHBIM H COACPHUT 1, 2 mim 3 3aMecTuresi, KOTOPBIC BHIOPAHbI
m R

kaxabii RP HesaucuMo mpenctasiser coboit ramoren, -OH, -CN, -C(O)OH, -C(0)O(C1.¢-ankum), Ci.6-
ankn, Cr.e-ankokcH, Cis-OUKIOANKHN, (DEHHUI HITH 5-0-1ICHHBIH T€TEPOAPIIT; IPH 3TOM KKABIH KA, AJIKOKCH U
IKJIOATIKIT SIBJIETCS HE3aMEIICHHBIM WITH 3aMEIICHHBIM B COACPXKUT 1, 2 miH 3 3aMECTHTEIS, KOTOPhIC BHIOPAHbI
w3 rangorcHa, -OH, Ci.¢-ankuna u Ci.6-aIKOKCH,

i W npeacraeiseT coboii -C(=0)0O-R?;

R? mpexncraBiser co60il Ci-ankun, Ci6-LHKIOATKAI WIH 3-6-4JICHHBIA TETCPOLHKIOAIKH, TPHYCM
QKA TUKIOATKHI H TETSPOLMKIOATKII ABAIOTCS HE3aMESIICHHBIMH HITH 3aMCIICHHBIME H COACP/KAIUMHE OT 1 10
3 3aMeCTHTENICH, He3aBHCUMO BRIOpaHHBIX U3 (ropa, -OH, Cis-amkmna, Cis-ramoreHankmaa Wik Cs.¢-IHKI0ATKAIA,

m cocTasietT ot 1 1o 4;
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n coctaBmaet ot 0 10 4,

p coctapmgeT 1 nnm 2,

g cocrasustet 1 wm 2; u

s coctapiieT 1 unm 2.

[0092] CormacHO HEKOTOPHIM BapHAHTAM OCYIICCTBIICHHS HACTOAINICTO W300PCTCHHA —PACKPBITO

coemaeHue (popmy st (11):

R5
\
0 PR'" N—R*
N
CH, 2R*\s

Rn (hopmysa (IT)

WM €10 (pPapMaLEBTHYCCKU MPHEMIIEMas COJTb, COJIBBAT, CTCPECOU3OMED, HIIHM NMPOJICKAPCTBCHHBIN Ipenapar,
TIPH 3TOM:

R! mpencraBmser coboit  Bomopom, -OH, Cis-amkun, Css-IHKIOANKAT HIA  3-8-4JICHHBINA
TETCPOLMIJIOANKILL, NPHYCM aJKWI, LHKIOAJKUI M TSTCPOUMKIOATIKHI SABIAIOTCS HE3aMCINCHHBIMH — HITH
3aMCINCHHBIMH W COAepKammMu oT 1 10 3 3aMecTuTeneHi, He3aBHCUMO BHIOpaHHBIX W3 rajoreHa, -OH u -O(Cis-
aTKUI);

kel R? u R3 HezasucuMo mpeacrasset co6oit Bogopon, Cis-amkut uis Ci.6-()TOPATIKHIT;

uma R? u R? npu oqHOM aToMe yriepoaa coBMeCTHO o6pasyrot =0,

R' npencraenser coGoii Bogopoa, Cis-amkun, Cis-propankun, Crs-amkenwt, Cors-ankunmn, Csg-
maKnoankut, Cs.g-IUKIOATKCHHT, 4-8-uncHHbI rerepommkaoankui, -[(CH»)-Z]-R®, -[(CHRY)-Z]-R® wumm -
[(C(RY2)-Z]-R®; mpu 3TOM KaxKmblif ankui, (PTOPAJIKHI, ANKCHI, ANKMHIN, IUKIOATKWI, HUKIOAIKCHHT H 4-8-
YJICHHBIH IeTCPOLUKIIOATKUT ABJIACTCA HE3aAMEIICHHBIM HITH 3aMEIICHHBIM U COACPKHUT OT 1 10 6 paaukamos R®;

R’ mpeacrasnser co6oii Cs-ankun, Cis-propamkmn, Cog-ankenuy, Co.g-amxuuui, Cs.g-mukaoankui, Cs.s-
IMUKIOATKCHUT, 4-8-uneHHBIH rerepomuknoankui, -[(CH,)~Z]-RS, -[(CHRY)-Z]-R® mmm -[(C(RY),),-Z]-R®; mpu
STOM KAKIBIA anKWi, (TOPANKWI, ANKCHHJ, AQTKHHWI, IUKIOATKAJ, UHKIOAIKCHWT | 4-8-UJICHHBIHA
TETCPOLMKIOATKII ABJIETCS 3aMEIICHHBIM H COACPKUT 0T 1 10 6 pagukanos R¢;

KOKIbIH Z HezaBHCHMO IpeacTasiser coboit -CH,O- -CHoNRY-, -CHoN*(RY):-, -NH-C(=0)-NH-, -
C(=O)NH-, -CH,S(=0);- umu -CH»S(=0)-;

KaKIBIH T HE3aBHCHUMO COCTaBIACT OT 1 110 6;

KaKIbIH t HE3aBUCHMO COCTABIACT OT 1 70 6;

R® mpencrasmser coboit Bomopoxn, Cis-amkun, Cis-propanxun, Crs-amkenun, Crg-anxuamn, Css-
mIKI0aTKII, Csg-IUKIOATKCHIT WU 4-8-UJICHHBIA TCTCPOIMKIOATKAN, TMPHYCM ANKWI, (DTOPANKWI, AJKCHHI,
ANKWHUJ, [UKJIOATKHUI, NHKTOAIKCHMT WIH 4-8-WICHHBIH T'CTCPONUKIOATKHI SBIHICTCS HE3aMCIICHHBIM HITH
3aMCIICHHBIM H COACPKUT OT 1 10 6 pagukamos R

nm R' u R®> COBMECTHO ¢ aTOMOM a30Ta, K KOTOPOMY OHH MPHCOEIHHEHBI, OOPA3yIOT 4-8-tICHHBIH
TeTCPOLMKIOATIKHI, KOTOPBIH ABIACTCA HE3AMEIICHHBIM HIU 3AMEIICHHBIM H COACPIKUT OT 1 10 6 pagukanos RS,

kaxaplil RS mesasucuMo mpeactasmger coboit -OH, -CH,OH, -CH,CH,OH, -NH,, -CH,NH,, -NH(RY),
CH,NH(RY), -N(R%,, -CH:N(RY,, -NRY)s*, -C(=0)OH, -CH,C(=0)OH, -CH,CH,C(=0)OH, -S(=0),0H,
S(=0)OH, -S(=0):NH», -P(=0)(OH);, -P(=O)(OH)(R?), -P(=0)(OH)(H), P(=0)(OH)(ORY), -B(OH),
B(ORY%)(OH), -NHCONHS(=0),(RY), -N(RH)CONHS(=0):(RY), -NHCON(RH)S(=0)>(RY), -C(=O)NHS(=0),(RY),
S=0)LNHC(=0O)RY, -NHC(=NH)NH,, -NHC(=NH)NHRY, -NHCENH)NRY,, -NRYHCE=NH)NH,, -
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NRYHCENH)NHRY), -NRHCENH)NRY,, -NHC(=ENRY))NH,, -NHC(ENRY)NHRY, -NHC(ENRY))NRY),, -
NRYHCENRY)NH,, -NRHCENRH)NHRY,  -NRHCENRHY)NRY),,  -NHC(ENH)NHC(=ENH)NH,, -

+ N\ + /4 \ 4
i N7\ _N-Rd .
N(R#)C(=NH)NHC(=NH)NH,, i_N® ;_N\/l//N, i_ \/\_// , A o"

YJCHHBIH TE€TEPOLMKI, KOTOPBI ABIACTCS HE3AMCIICHHBIM WM 3aMELICHHBIM W coaepkut 1, 2, 3 wmm 4

wm 4-6-

3aMECTHTEIA, KOTOpBIC BRIOpaHsl 3 Cis-ankmna, -O-(Cis-amxmwn), -OH, =0 u =S;

kaxabii RY Hezasucumo npeactaeaset coboit C1-6-amxun, C1-6-(ropankut win C3-6-IHKI0ATKU;

KOJIBIIO A TpeacTaBisIeT coO0H (PpeHIIT HiH 5-6-UICHHBIH MOHOIMKIHICCKUH IeTepOapu,

kaxapiii R* Hesasmcmmo mpeacraBmser coboif ramoreH, -CN, Crs-amkun, Crs-Qpropamkun wid Cs.e-
IHKJIOATIKILT,

X mpeactasset co6oii -O-, -NRN-, *-CH,0-, *-CH,NRN-, *-C(=0)0-, *-C(=0)NRN-, *-CH,C(=0)0-, *-
CH,C(=O)NRN-, #*-0C(=0)-, *-NRNC(=0)-, *-CH,OC(=0)- umu *-CH,NRNC(=0)-, rne * mpeacraBuser coGoii
TOUKY NPHUCOCAUHEHHA K KOTbIY A;

RN npeacrasnser co6oit Boaopo ua Ci4-aaKu,

kaxabiii R He3aBrucHMO nmpencTtasiseT coboit Boaopoa, ¢prop, -OH, Ci.¢-anxui umm Ci6-aIKOKCH;

KakIpId R1? HE3aBHCHMO MPEACTABIET CO00it Bomopo, (prop wm Ci-¢-aJIKui,

Wi 18a R'' COBMECTHO C MPOMEKYTOYHBIMEH aTOMAMH, K KOTOPBIM OHH NMPHCOEJHHEHbI, 00pasyroT Cs.g-
IUKI0AIKHIL,

RE, R¥ RB R RYU R RY u R¥ kaapiii HE3aBHCUMO MPEACTABIET Co60M Bomopox, Cig-ankui, Ci.6-
ankoxcu uiH Cig-(pTopanku,

uma RB u RY, wim R u RY, wym R 1 RY® cOBMECTHO ¢ MPOMEXYTOUHBIMH aTOMaMH, K KOTOPBIM OHH
TPHCOCAUHCHBI, 0OPA3YIOT KOJIBLO;

R?! mpencrasnser co6oi Boaopoa, Cis-amkun win Ci.c-(pTOPaNKu;

uin R?! 1 ogun R COBMECTHO ¢ MPOMEKYTOYHBIMH ATOMAMH, K KOTOPBIM OHH MPUCOETHHEHEI, 00Pa3yOT
C3.6-IHKJIOATIKHIL,

W mpeacraenser coboif (peHHUNT WM 5-6-'UICHHBI MOHOLMKIMYCCKHH TeTepoapwii, mpuueM (DCHHI HIH
TETCPOAPUIT SBJIICTCS HE3aAMCINCHHBIM HJIH 3aMCINCHHBIM H COACPKHUT 1, 2 mim 3 3aMecTuresi, KOTOPBIC BHIOPAHbI
m R

kaxaeiit RP HesaBucuMo mpenctasiser coboit ramoren, -OH, -CN, -C(O)OH, -C(0)O(C1.¢-ankum), Ci.6-
anku, Cr.e-ankokcH, Cis-DUKIOANKHN, (DEHHUI WM 5-0-1WICHHBIH T€TEPOAPIIT; IPH 3TOM KKABIH AIKAJ, AIKOKCH U
IUKJIOATIKIT SIBJIIETCS HE3aMEIICHHBIM WITH 3aMEIICHHBIM B COACPXKUT 1, 2 miH 3 3aMECTHTEIS, KOTOPBIC BHIOPAHbI
w3 rajgorcHa, -OH, Ci.¢-ankuna u Ci.6-aIKOKCH,

uni W npeacraeiseT coboit -C(=0)0O-R?;

R2 mpencrasmsier co0oi Cr.e-ankun, Cs6-IHKIOATKAI WIH 3-6-4JICHHBIA TETCPOUMKIOATKI, TPHYEM
AJKAI, TUKIOATKHI H TETSPOLMKIOATKII ABIIOTCS HE3aMECIICHHBIMH HITH 3aMCINCHHBIME H COACP/KAIMMH 0T 1 10
3 3aMeCTHTENICH, He3aBHCUMO BRIOpaHHBIX U3 (propa, -OH, Cis-amkmna, Cis-ramoreHankmia win Cs.¢-IHKI0ATKIIA,

m cocTasictT ot 1 1o 4;

n coctaBaaet ot 0 1o 4,

p coctapngeT 1 nnm 2,

g cocraBustet 1 wm 2; u
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s coctapeT 1 unm 2.
[0093] CormacHO HCKOTOPHIM BapPHAHTAM OCYIICCTBIICHHS HACTOAINICTO W300PCTCHHA —PACKPBITO

coenuHenue (popmy st (111):

R (opyna (IID)

A eT0 (PapMaIleBTHYCCKH MPHEMIIEMAs COJTb, COJIBBAT, CTEPEOH30MED, WIIH MPOJICKAPCTBCHHBIH MPenapar,
TIPH 3TOM:

R’ mpencrasmger coboit Bogopo, Ci-g-amkui ums Ci-4-(DTOPATIKHAT,

R® mpencrasmser coboit Ci.s-amkun, Cis-Qropamkun, Co.s-amkeHun, Co.s-amkuaui, Cs.g-muknoankui, Cs.g-
IUKIOAIKCHU, 4-8-11eHHbIH reTeponuknoanku, -[(CH2)-Z]-RS, -[(CHRY)-Z]-R® umu -[(CR%),-Z]-R®; npu 3TOM
KOKABIH anmKui, (PTOPATKHI, ANKCHHN, aJKHHI, DUKIOAJIKII, DUKIOAIKCHIT H 4-8-ulICHHBIH IeTePOIMKIOATKIT
SBIIACTCA 3aMCINCHHBIM H COACPKUT OT 1 10 6 pagukanos RE;

KKIBIH I HE3aBUCHMO COCTABIIET OT 1 110 6;

KKIBIH t HE3aBHCHMO COCTABJACT OT 1 10 6

R® mpencrasmaer coGoit Bomopox, Cis-amkun, Cis-propamkun, Crs-amkenmn, Crg-ankubmn, Css-
IUKI0anKIL, Csg-IUKIOAIKCHIT WM 4-8-WICHHBIH TETCPOLHMKIOAIKII, NMPHYEM AIKWI, (PTOPATIKHI, aIKCHHIL,
QIKUHW, LUKJIOANKWI, IHUKIOAIKCHWI HIH 4-8-4JCHHBIH TI'eTCPOILHKIOATKHI SBJACTCS HE3AMEUICHHBIM HIIH
3aMEIICHHBIM H COACPKUT OT 1 10 6 pagukanos R

umu R® mpencrasnsger coGoit -(Cig-amkmn)-NH-R®, -(Ci.s-ankum)-C(=O)NH-Ry, -(Ci.g-amxum)-C(=0)-
N(R?), umu -(Cis-amkum)-NHC(=0O)NH-R’, npu 3TOM aikuI ABISETCS HE3AMEINCHHBIM MM 3AMEIICHHBIM H
cofep ur ot 1 70 6 paguxanos R€;

kakapiii R® HesaBucumo mpenctaBiaser co6oi Crg-ankun wid Crs-(DTOPATKAI, KOTOPHIH SBISETCS
3aMEHICHHBIM H COACPKUT OT 1 10 6 pagukanos Re;

nin a8a R° COBMECTHO C aTOMOM a30Ta, K KOTOPOMY OHH NPHCOEIHMHEHBI, 0OPa3yIOT 4-6-tiICHHBIH
TeTEPOIMKIOATKHI, KOTOPBIH ABIACTCA 3aMEIICHHBIM H COACPKUT OT 1 10 6 paaukanos R¢;

Kaxaeii RS HezaBHCHMO mpeacTasmser coboit -OH, -CH,OH, -CH,CH,OH, -NH,, -CH,NH,, -NH(RY),
CH,NH(RY), -N(R%,, -CH:NRY,, -NRYs*, -C(=0)OH, -CH,C(=0)OH, -CH,CH,C(=0)OH, -S(=0),0H,
SEO)OH, -S(=0):NH,, -P(=0)(OH)., -P(=0)(OH)(RY), -P(=0)(OH)(H), P(=0)(OH)(ORY), -B(OH),,
B(OR%)(OH), -NHCONHS(=0),(RY), -N(RY)CONHS(=0),(R%), -NHCONRH)S(=0),(R?), -C(=0)NHS(=0)>RY),
S=0):NHC(=O)RY, -NHC(=NH)NH,, -NHC(=NH)NHRY, -NHC(=NH)NRY,, -NRHC(ENH)NH,, -
NRHCENHNHRY), -NRHCENH)NRY,, -NHC(ENRY)NH,, -NHCENRY)NHRY, -NHC(ENRD))NRY:,
NRHCENRY)NH,,  -NRHCENRHYNHRY, -NRHCENRY)NRY,, -NHCENH)NHC(=ENH)NH,, -

S FD FDe Ao

YJICHHBIH TE€TEPOLMKI, KOTOPBIM SABIACTCS HE3AMCIICHHBIM WM 3aMELICHHBIM W coaepkut 1, 2, 3 wmu 4

NRYHC(=NH)NHC(=NH)NH,, wi 4-6-

3aMCCTHTEIA, KOTOPBIC BRIOpaHsl 3 Cis-ankmna, -O-(Cis-anxwmn), -OH, =0 u =S;

kaxaprii Rd Hesasucumo npeacrasisaet coboit Crs-amkun, Cis-(ropamkun win Cs.6-IHKIOATKHIT,
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Kaxaeli R® mesaBucumo mpeacTasiaser coboit -OH, -CH,OH, -CH,CH,OH, -NRY);*, -C(=0)OH, -
CH,C(=0)OH, -CH,CH,C(=0O)OH, -S(=0),0H, -S(=0)OH, -S(=0);NH,, -P(=0)(OH),, -P(=0)(OH)(RY),
P(=0)(OH)(H), -P(=0)(OH)(ORY), -B(OH),, -B(OR%(OH), -NHCONHS(=0):(RY), -NRHCONHS(=0)(RY),
NHCONRHS(=0),(RY), -C(=O)NHS(=0)(RY, -S(0):NHC(O)RY, -NHC(=NH)NH,, -NHC(=NH)NHRY,
NHC(ENH)NRY),, -NRHCENH)NH,, NRYCENH)NHRY), -NRHYCENH)NRY),,  -NHC(=EN(RY)NH,,

NHC(=N(R%)NHRY, -NHC(=ENRDY)NRY),, -NRYHC(=N(RY))NH,, -NRHC(=NRY)NHRY, -
+
FN6 > NN
NRHCENRY)NRY,, -NHC(=NH)NHC(=NH)NH;, N(R?)C(=NH)NHC(=NH)NH,, , /
OH
HO ~OH

E_-'-N/\/N-‘;Rd 'IIL N OH

/ R @) @) WiH 4-6-4ICHHBIA TETCPOLMKII, KOTOPBIN SABIACTCS HE3AMEIICHHBIM HIIU

3aMCIICHHBIM H COnepskuT 1, 2, 3 wm 4 3amectute, KoTopbie BeIOpaHs! U3 Cig-amkuna, -O-(Cis-amxmn), -OH, =0
=S,

KOJBLO A MpeAcTaBIieT COO00H (PeHHT MK 5-6-UICHHBIH MOHOIMKIHICCKHI IeTePOapILT,

Kakaeiii R* Hezasucumo mpeacraBsier coboi ramoreH, -CN, Cig-amkun, Cie-(ropanxun wma Cs.e-
IHKJIOATIKILT,

X mpeacrasnger co6oit -O-, -NRN-, *-CH,0-, *-CH,NRN-, #*-C(=0)0-, *-C(=0)NRN-, *-CH,C(=0)O-, *-
CH,C(=O)NRN-, *-0C(=0)-, *-CH,OC(=0)- mm *-CH,NRNC(=0)-, rme * mnpeactaBmseT COOOH TOUKY
NPHCOSAUHEHHA K KOIBLY A;

RN npeacrasiser co6oit Boaopoa uik Ci.4-alIKu,

kakaeiid R HesaBucumMo mpeacragiset coboit Bogopon, (prop, -OH, Ci-amkun umi C1.6-aJIKOKCH;

kakapri R1? He3aBUCHUMO MPEACTABIAET COO0M Boaopoa, Pprop umm Ci.6-alIKui,

nuia a8a R'' COBMECTHO ¢ MPOMEKYTOYHBIMH ATOMAMH, K KOTOPBIM OHH MPHCOETHHEHBI, 00pasyroT Ci.g-
IKJIOA KT,

RE, RY RB R RY R!® RY u R kaxmplii He3aBHCHMO MPEACTaBIIET co60i Bomopox, Ci.¢-ankui, Ci.6-
ankokcH Wik C1.6-(hTOPATKILT,

wm RY v RY, wmu RP u RY, wmm R 1 RY COBMECTHO ¢ MPOMEKYTOUHBIMH AaTOMAMH, K KOTOPBIM OHH
TPHCOCAUHCHBI, 00PA3YIOT KOJBLO;

R mpencrasmser co6oit Bomopoa, Cis-ankun wid Cis-propankur,

uii R?! 1 ogun R COBMECTHO ¢ MPOMEKYTOYHBIMH ATOMAMH, K KOTOPBIM OHH NPUCOETHHEHE], 00Pa3yOT
C3.6-IHKJIOAIKHIT,

W mpexacraeiser coboif (eHHNT WM 5-0-'UICHHBI MOHOUMKIMYECKHH reTepoapwii, mpuueM (DeHHI HIH
TETCPOAPHIT SBJICTCS HE3aAMEINCHHBIM HIIH 3aMEINECHHBIM B COACPHT 1, 2 mim 3 3aMecTuresi, KOTOPBIC BHIOPAHbI
u3 RY;

kaxapii RP HesaBrcHMo mpencrasiseT coboii ramoren, -OH, -CN, -C(O)OH, -C(0)O(C1-6-anxmr), C1-6-
ankmi, Cl-6-amkokcu, C3-6-uKIoanku, (GSHIT HIIH 5-0-1JICHHBIH TETEPOAPHIT, IPH 3TOM KA>KIBIH AJTKAII, AIKOKCH
M UUKIOATKHUI ABIACTCS HE3aMCLICHHBIM WM 3AMCIICHHBIM H COACPKUT 1, 2 wiam 3 3aMECTUTENs, KOTOPBIC
BBIOpaHE! U3 ranorcHa, -OH, Cis-amxuna u Ci6-aTKOKCH;

umu W npeacrasieT coboit -C(=0)0-R%;
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R? npencrasnser coboit Cig-amxun, Cs.-IMAKIOATKHI WA 3-6-4JICHHBIH T€TEPONMKIOANKAI, TPHYEM
QKA ITUKIOATKHI H TETSPOLMKIOATKII ABAIOTCS HE3aMECIICHHBIMH HITH 3aMCINCHHBIME H COACP/KAIMMH 0T 1 10
3 3aMecTHTENICH, He3aBHCUMO BRIOpaHHBIX U3 (ropa, -OH, Cis-amkmna, Cis-ranoreHankmia win Cs.¢-IHKI0ATKIIA,

m cocTaBieT ot 1 1o 4;

n coctasmaet ot 0 1o 4,

p coctapngeT 1 nnm 2,

g cocrasustet 1 wm 2; u

s coctapaeT 1 unm 2.

[0094] CornacHO HEKOTOPHIM BAPHAHTAM OCYINECTBICHHA X MpeacTaBmseT coboi -O-, -NRN-, *-CH,0-, *-
CH,NRN-,  #-C(=0)0-, *-C(=O)NRN-, *-CH,C(=0)O-, *-CH,C(=O)NRX-, *-OC(=0)-, *-NRNC(=0)-, *-
CH,OC(=0)- mm *-CH,NRNC(=0)-, rae * mpeacrapmser co0od TOUKy IPUCOCIMHCHHA K Koubly A. Cormacso
HECKOTOPBIM BAPHAHTAM OCYINECTBICHHA X MPeacTaBieT coboi -O-, -NRN-, #-CH,0-, *-CH,NRN-, #-C(=0)0-, *-
C(=O)NRN-, *-CH,C(=0)0O-, *-CH,C(=O)NRN-, *-OC(=0)-, *-CH,OC(=0)- wm *-CH,NRNC(=0)-, rme *
npeacTaBIseT co0oif Touky mpucoequHeHHS K KoapLy A. COriacHO HEKOTOPHIM BAapHAHTAM OCYLICCTBICHHA X
npeactaBaeT co6oi -O-, -NRN- #*-CH,0- umu *-CH,NRN-, rie * mpencTaBmsier coG0# TOYKY MPHCOCTHHCHUS K
kosbiy A. COTJIACHO HEKOTOPHIM BapHAHTAM OCYMIECTBICHHA X mpeactaBuseT codoi -O- mmu -NRN-. CornacHo
HEKOTOPBIM BAPHAHTAM OCYLICCTBICHHA X MPEACTABICT co00it -O-, *-CH,0-, *-C(=0)0- um *-CH,C(=0)O-, rae
* mpeacTaBaeT coOOH TOUKY MPHCOCAMHECHHS K KOy A. COTrJIaCHO HEKOTOPHIM BAPHAHTAM OCYIICCTBICHHS X
npeacTaBmsieT codoit -O- wmm *-CH,0-, tae * mpeacrasisier co00i# TOUKY MPHCOCAUHCHHS K KOJbIy A. COrnacHo
HEKOTOPBIM BapHaHTaM ocylnecTBacHHI X npexacraBiier co0oif -O-. CornacHo HEKOTOPHIM —BapHAHTAM
ocymuecTBiIcHu X mpeacTasBiset co0oi -NRN-,

[0095] CornacHo HEKOTOPHIM BapHaHTAM OCyIIecTBIeHHA RN mpeactasiser co60i BOAOPOA, METUII, ST,
H-TPOTIAJI, W30MPONUI, H-OyTHJ, HW300yTHJ, BTOP-OyTHA Wid TpeT-OyTmia. COriacHO HEKOTOPHIM BapHAHTAM
ocymectBinenns RN mpenctaBmseT coGoi BOmOpon, MeTHA WM OTHI COrNACHO HEKOTOPHIM BAPHAHTAM
ocymectienns RN mpeacrasmser co6oit Boaopo uimu MeTri. COMTACHO HEKOTOPBIM BAPHAHTAM OCYINECTBICHHS
RN mpeactaeager coboil Bogopod. COrIacHO HEKOTOPHIM BapHAHTAM OCymeCTBIcHHA RN mpeactaBmser coGoi
METHIL

[0096] CornacHO HEKOTOPBIM BaPHAHTAM OCYIIECTBICHHA Kbl R!! He3aBHCHMO TpeacTaBisieT coGoi
sogopoa, (prop, Cie-amkun umu Cig-ankokcH. COTIACHO HEKOTOPHIM BAPHAHTAM OCYIUECTBICHHS KaXKmbld R1!
HC3aBHCHMO TpeacTaBmaeT coboit Bomopoxm, (rop wmm  Cis-amkmn.  COriacHO HCKOTOPBIM — BapHAHTAM
OCYINECTBJICHU Kakapid R'! HeszaBucuMO mpencrasiser coGod Bomopon wid Ci.g-ankui COITACHO HEKOTOPBIM
BAPHAHTAM OCYINCCTBICHHS Kakaelii R!! HezaBmcmMO mpeacTaBmser co6oit Bomopox, (rop mwam Ci4-alKuiL
COrnacHO HEKOTOPHIM BAPHAHTAM OCYIICCTBJICHHA KAXKObIi R!! He3aBHCHMO mpeacTaBaeT coboii Bogopom wm C-
s-ankmwi. COINACHO HEKOTOPHIM BAPHAHTAM OCYIIECTBICHHA Kakapli R!! HE3aBHCHMO IIPEOCTABIICT COGOMH
BOJOPOJ, MCTHWI, 3THJ, H-MPOIII, W30MPONHI, H-OyTHI, W300yTHI, BTOP-OyTHI Wiu TpeT-OyTmia. CoriacHo
HEKOTOPBIM BAPHAHTAM OCYIIECTBICHAS Kaxubiii R mpencrapiseT coGoii BOTOPO.

[0097] CornacHO HEKOTOPHIM BAPHAHTAM OCYLICCTBICHUS KAXKIblid R1Z HE3aBHCHMO MpPEICTABISCT COOOM
sogopon, (rop wmm Cis.ankun COIACHO HEKOTOPHIM BAPHAHTAM OCYLIECTBICHHMA Kakmpld R!Z He3aBUCHMO
npeacTasuseT coboit Bogopox wiaHM Cis-ankuir COIITACHO HEKOTOPHIM BAPUAHTAM OCYIIECTBICHHA Kakmbid R
HC3aBHCHMO TPCACTABIICT OO0 BOAOPOA, MCTHI, STHJI, H-POIWI, H30MPONWI, H-OYTHI, H300yTHI, BTOP-OyTHI

i TpeT-0yTri. COTJIACHO HEKOTOPHIM BAPHAHTAM OCYIIECTBIECHAS Kax b1 R'? mpencrasiser coboil Bomopo.
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[0098] CornacHo HEKOTOPHIM BaPHAHTAM OCYINECTBICHUA aBa R!! COBMECTHO C MPOMEKYTOUHBIMH
atoMaMH, K KOTOPbIM OHH HpHCOCTHHEHBI, 00pa3yloT Cse-murmoankuia. COrIacHO HEKOTOPBIM BapHAHTAM
OCymecTBICHH 18a R COBMECTHO ¢ MPOMEIKYTOUHBIMH aTOMAMH, K KOTOPBIM OHH TIPHCOEUHEHBI, 06pa3yroT Cys-
mmKT0ankut. COTIACHO HEKOTOPHIM BAPUAHTAM OCYIIECTBICHHU Ba R!! COBMECTHO ¢ MPOMEIKYTOUHBIMEH ATOMAMH,
K KOTOPBIM OHH MPHCOCAMHCHBI, 00pasyroT Cs4-umknoankmi. COrIACHO HEKOTOPHIM BAPHAHTAM OCYINCCTBICHHUS
nea R!!' COBMECTHO C MPOMEKYTOUHBIMH ATOMAMH, K KOTOPHIM OHHM IPHCOEIMHEHBI, OOPA3YIOT IMKJIOMPOIII,
IMKIOOYTAJT, UHKJIONEHTHI WIH HHKIOTEKCHT. COTIACHO HEKOTOPHIM BAPHAHTAM OCYINECTBICHHS 1Ba R!!
COBMCCTHO C IMPOMEIKY TOUHBIMH ATOMaMH, K KOTOPBIM OHH NMPHCOCIAUHCHDI, 06p33y}0T I_[I/IKJ'IOGYTI/IJ'I, IMHKJIOIICHTHJI
win mEkiorekcut. COrIaCHO HEKOTOPBIM BAPHAHTAM OCYIIECTBIEHHS JBa R!! COBMECTHO C TPOMEKYTOUHBIMH
atoMamMHd, K KOTOPBIM OHH TIPHCOEIMHEHBI, OOPA3yHOT LHKIOMPOMHI WA WHKIOOYyTHI COIJACHO HEKOTOPHIM
BapuaHTaM OCYIUCCTBJICHUA ABA 1{11 COBMCCTHO C IPOMCKYTOUHBIMHU aTOMaMH, K KOTOPBIM OHHU INPHCOCOAUHCHBI,
oGpasyror mkionpomun. COTNIACHO HEKOTOPBIM — BAPHAHTAM  OCYIIECTBJIEHHS 1Ba R!!'  coBMmecTHO ¢
MPOME)KYTOUHBIMH aTOMAaMH, K KOTOPBIM OHH IIPHCOCIUHEHBI, 00Pa3yIOT IHKIOOY THIL

[0099] CornacHO HEKOTOPBIM BapuaHTaM ocymecTBieHus R, R4 R15, R RY R!®¥ RY u R?® xaxmpiil
HE3aBHCHMO mpeacTaBmieT coboit Bomopoa, Cis-amkun, Cig-ankokcu uma Cig-propamkun. COrjaacHO HEKOTOPBIM
BapuanTaM ocymecteicHus R, R, RP R16, RV, R¥ RY um R¥ kakmplii HE3aBHCHMO TNPEICTABIET COOOH
Bogopoa, Cie-amkun umn Cig-ropankun. COrIacHO HEKOTOPHIM BapHaHTaM ocymecTiacHus R, R4 R RIS,
RY, R8, RY u R? xakaplii HE3aBUCHMO HpeacCTaBaseT coGoil Bomopox win Cig-ankmi. COrnacHO HEKOTOPBIM
BapHanTaMm ocymecTeicHusa R, R1, R, R!¢ RY R¥® RY g R kamplii HE3aBUCHMO MpPECTABIAET COOOM
Boaopoa, Cig-amkun umn Ciq-ropankun. COrIacHO HEKOTOPHIM BapHaHTaM ocymecTiaeHus R, R4 R! RIS,
RY, R, RY u R xaxapiii He3aBUCHMO mpeacTaBisieT coGoif Bomopox Wik Cig-ankuit. COTIACHO HEKOTOPBIM
BAPHAHTAM ocymmecTBIcHHs R, R R, RS R R!¥ RY u R¥ xaxaplii HE3aBHCHMO MNPEICTABIAET COOOIL
BOJOPOJ, MCTHJ, 3THJ, H-MPOIMJI, H30MPOIIIL, H-OyTHI, HW300yTwI, BTOop-OyTwia, tper-Oytma, -CFs, -CHF; wm -
CH,F. CornacHO HEKOTOPEIM BapHAHTaM ocymnecTsiacHusa R, R RIS, R RY7 R!® R g R? xaapli HE3aBHCHMO
MPEACTABISIET COOOH BOAOPOJ, METHII, STHJ, H-NPOIHAJI, H3OMPOMII, H-OyTwI, H300yTHI, BTOP-OYTHI HIH TPET-
Oytun. COrnacHO HEKOTOPHIM BapHAHTAM ocymecTeicHma RUP, RY, R R!® RY R RY m R? xamasri
MPSACTABIACT COOOH BOAOPO.

[00100] CormacHo HekoTOpHIM BapHaHTam ocyrmecTeicHus R u RY, wmu R u RY, wmm R u RY
COBMECTHO C NPOMEKYTOUHBIMH aTOMAMH, K KOTOPHIM OHHM TNPHCOETMHEHBI, 00pasyloT Kombno. COTriacHo
HEKOTOPBIM BapuaHtaM ocyiuecteiaeHud R u RY, wmn R u R, wmm R u R'° COBMECTHO ¢ MPOMEIKYTOUHBIMH
aTOMaMH, K KOTOPBIM OHM TPHCOCTHHEHBI, 00pasyroT 4-6-uneHHOE KOIbIO. COTNACHO HEKOTOPHIM BAPHAHTAM
ocymecteiaerns RP w RY, wmm RY u RY, mwmm RY u RY cosmectHo o6pasyror cBasb, -CHy- mm -CH,CH,-,
CornacHo HEKOTOPEIM BapHaHTaM ocymmecTeacHus R m RY, mm R m RY, umm R u RY coBmecTHO 06pasyroT
cBa3b. COrTACHO HEKOTOPHIM BapHAHTAM OCymecTBIcHHS R m R!7 COBMECTHO ¢ MPOMEKYTOYHBIMH ATOMAMH, K
KOTOPHIM OHH HPHCOCIUHCHEL 00pasyloT KombHo. COrJTACHO HEKOTOPHIM BAPHAHTAM OCymmecTBacHmHs RU m RY
COBMECTHO C MNPOMEKYTOUHBIMH ATOMAMH, K KOTOPHIM OHHM TPHCOETMHEHBI, 00pasyroT kombno. COTNacHo
HEKOTOPBIM BApUAHTAM OCYINCCTBICHUS R'> u R!° COBMECTHO ¢ MPOMEKYTOUHBIMH ATOMAMH, K KOTOPBIM OHH
MPUCOCTUHEHBI, 00pasyoT KobiO. COracHO HEKOTOPHIM BapuaHTam ocymecteieHus R uw RY coBmecTHO
00pa3yroT cBa3b. COTIACHO HEKOTOPHIM BapHAHTAM OcymecTBIeHHs umu R u R coBMecTHO 00pasyroT CBA3b.
COornacHO HEKOTOPBEIM BapHAHTAM ocymnecTBIcHusS R m RY coBMECTHO 06pa3yIoT CBA3b.

[00101] CornacHo HEKOTOPHIM BAPHAHTAM OCYIIECTBICHHS R?! mpeacrasmaeT co6oit Bogopoxn, Cis-aakum

win Ci-(ropankmn. COrmacHo HEKOTOPHIM BAPHAHTAM OCYIIeCcTBICHHS R?! mpeacTasmaeT coboit Bomopon wmm C;.
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¢-ankmwL. COTIACHO HEKOTOPBIM BapHAHTAM OCyInecTBacHus R?! mpeacrasmer coboit Bogopoxn, Cis-amkmt wma Coq-
(ropankun. CoracHo HEKOTOPHIM BaPHAHTAM OCyINecTBIcHAS R?! mpenctasmset coboit Bogopod i Ci.4-aIKHIL
CorlacHO HEKOTOPBIM BAPHAHTAM OCYIIECTBICHHS R*! mpencrasnser coGOH BOJOPOJ, METHI, 3THI, H-IPOIHIL,
mwionponuyn, H-OyTwn, wu300yTHia, Brop-OyTma, Tper-Oytmi, -CFs, -CHF; wmn -CH,F. CormacHo HEKOTOPBIM
BAPUAHTAM OCYINECTBICHHS R?! mpenctaBmser co0OM BOAOPOA, METHJ, JTHJ, H-NPOMMJI, H30MPOMHI, H-OVTHIL,
u300yTHI, BTOP-OyTHI MM TpeT-OyTHI COINACHO HEKOTOPHIM BapHAHTAM OCYINECTBICHHS R’! mpeacTaBiseT
co001 BOIOPOI.

[00102] CornacHo HEKOTOPHIM BapuWaHTaM OCymecTBicHHs R?*! w omue R!!' coBmectHO C
MPOMEKYTOYHBIMU aTOMAMH, K KOTOPBIM OHH IPHCOCTHMHCHBI, 00pa3yroT Cs.¢-muktoamkui. COrjaacHO HEKOTOPBIM
BapHaHTaM ocymecTBieHns R?' u omue R!! COBMECTHO C NPOMEKYTOUHBIMH ATOMAMH, K KOTOPBIM OHH
HPHCOCTHHEHBL, 00pa3ytoT Cs.-imkaoankmi. COrlacHO HEKOTOPBIM BAPHAHTAM OCymeCTBIcHHA R?! m omun R!!
COBMECTHO C IIPOME)KYTOYHBIMH aTOMAaMH, K KOTOPBIM OHH IPHCOCAUHEHBI, 00Pa3yIOT MUKJIONPOIMII, IUKIOOYTHIL,
UUKJIOTNICHTHT WK HUKJIOTeKCHT. COTIACHO HEKOTOPHIM BapHaHTaM oCymecTiIcHHs R*' u oqun R!! coBmecTHO ¢
MPOMEIKY TOUHBIMH aTOMaMH, K KOTOPBIM OHH IPHCOCAUHCHBI, 00Pa3yIOT HUKJIONPOIHT WM IHKI00y THI. CornacHo
HEKOTOPBIM BAPHAHTAM OCYIIECTBICHHA R 1 ouH R COBMECTHO ¢ MPOMEXKYTOUHBIMH ATOMAMH, K KOTOPBIM OHH
HPUCOCTUHEHBI, 00pa3yoT muKIonponui. COTJIACHO HEKOTOPHIM BAPHAHTAM OCYIICCTBICHHA R?' uw omum R!!

COBMCCTHO C MPOMCIKY TO'THBIMH ATOMaMH, K KOTOPBIM OHH ITPHUCOCIUHCHBI, 06p33yIOT I.[I/[KJ'[OGYTI/[J'[.
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[00104] CornacHO HEKOTOPHIM BAPHAHTAM OCYIICCTBIICHHUS

CornacHO HEKOTOPHIM BAapHAHTAM OCYIICCTBICHUSA

coboit . CormacHO HEKOTOPHIM BApHAHTAM OCYIUCCTBICHHA
-

npeacTaBsieT  coOoH . CormacHO HEKOTOPBIM  BapHAHTAM  OCYINCCTBJICHHS

. CoracHO HEKOTOPBIM

oA
Oy

19 18 <
BAPHAHTAM OCYIUCCTBICHHS R™R OPEACTABIBIET COOOIH . Cormacuo

OCYLICCTBJICHHUS

HCKOTOPBIM BapHaHTaM OCYIICCTBIICHUA

CormacHO  HCKOTOPBIM  BAPHAHTAM  OCYINCCTBICHHSA mpeAcTaBmIeT — codoit

-

. CormacHO HEKOTOPHIM BAPHAHTAM OCYILCCTBICHUS MPSACTABIACT
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N
coboit . CorjmacHO HEKOTOPHIM BAapPHAHTAM OCYINECTBIICHHSI
N
MPECTAaBIsIET  COOOMH . CormacHO HEKOTOPHIM BapHAHTAM  OCYINCCTBICHUSI
N
R19 R18 o
MpeACTaBIIeT  coOoM . CormacHO HEKOTOPHIM  BapHAHTaM

N

OCYIICCTBJICHUA CornacHo HCKOTOPBIM

N

BAPHAHTAM OCYIUECTBICHHS R¥R'® CornacHo

s

N
HCKOTOPBIM BAPHAHTAM OCYIUCCTBICHHUS RR™ NPECTABIIET COOOi N\

CormacHO  HCKOTOPBIM ~ BAPHAHTAM  OCYINCCTBICHHSA NpeACTaBLIeT  CoOoit

N

CormacHO HCKOTOPHIM  BAPHAHTAM  OCYIICCTBIICHHS

MPEICTABIsIET  COOOM . CormacHo HEKOTOPHIM BapHWAHTAM  OCYINECCTBICHUA
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A

19 18 o
R¥R OpeACTaBsieT  coboii . CormacHO HCKOTOPHIM  BAPHAHTAM

19 R18 o
OCYILCCTBIICHUS R™R OPEACTABILIET COOOM

[00105] CormacHO HEKOTOPBHIM BAapHAHTAM OCYHICCTBICHHA X mpeactaBiier coboit -O-, *-CH,O-, *-
C(=0)0- mwm *-CH,C(=0)O-, rac * mpencTaBaseT Co60H TOUKY NPHCOCTHHCHHS K KOMbIy A; Kaxmeni R!!

HE3aBHCHMO MpeAcTaBiieT co6oit Bogopoa, ¢rop, -OH, Cis-anxun um Ci.s-ankokcy; i, korga K mpeacrasiser

RS
\
PR N—R*
-
q 2R3\s
coboii , ABa R11 mpu coceqHuX aToMax yIiiepoJa COBMECTHO C MPOMEKY TOUHBIMH aTOMaMH, K

KOTOPBIM OHH MPHCOCTHHEHBL, 00pa3yroT mukionponmt, R?1 npeacrasmer co6oit Bogopo wi Ci.e-ankum, u R13,
R R, R RV, R!® RY u R? xauslil HE3aBHCHMO MPEACTABIAET o060l Bomopox wik Cig-ankuin. CoriacHo
HEKOTOPBIM BAPHAHTAM OCYIIECTBICHHS X MpeCTaBisieT coboi -O-; kaxapiii R mpexcrasmsier co6oil BOIOPOL;
kaxapiii R? mpencrasnser coboit Bogopoa; R?! mpeacrasiset coboit Bogopox; m R, R4 R RIS, RY R RY u
R?° kaskapIil IPEACTABIAET COBOM BOIOPOLI.

[00106] CornacHO HEKOTOPHIM BapPHAHTAM OCYIICCTBJICHHS KOJBLO A MPEACTABIICT COOOH 5-0-4UICHHBINH
MOHOIMKJIHICCKHH reTepoaprit. COrJIacHO HEKOTOPBIM BAPHAHTAM OCYLICCTBICHHA KOJBIO A MPEACTABIACT COOOM
S-4ICHHBIA MOHOUMKIMYCCKU TeTepoapril. COrACHO HCKOTOPHIM BApHAHTAM OCYIICCTBICHHSA KOJBIO A
MPSACTABIACT COOOW THppomn, (ypaHwia, THO(PCHWI, THPA3OIHI, HMHIAZ0AT, OKCA30JH, H30KCA30JIHI,
THABOJMI, HW30THAROIHJ, TPHASONHI, OKCAAHA30MWI WIH THAIHA30uw1. COracCHO HEKOTOPHIM BapHAHTAM
OCYILNCCTBJICHHS KOJIBIIO A MPEACTaBIIET COOOH O-UICHHBIH MOHOIMKINYCCKHUH rerepoapmi. COrnacHo HEKOTOPBIM
BAPHAHTAM OCYILCCTBICHHS KOJNBLIO A MPEACTABIACT COOOH MUPHIWI, MHPHIASHHU, THPUMHAWHUI, THPASHHUT
mwm TpuazuHuI. COTJIACHO HEKOTOPHIM BAPHAHTAM OCYINECTBICHHUS KOJIBIO A MpeICTaBIseT COOOH MHPHINI.

[00107] CormacHO HEKOTOPBIM BAPHAHTAM OCYLICCTBICHHA KOJBIO A MPESACTABICT COO0H (DCHIIT.

[00108] CormacHo HCKOTOPHIM BapPHAHTAM OCYIICCTBICHHA KOJTBIO A MPEACTaBIACT Co00¥ (DCHUT HiTH 6-
YWICHHBIH MOHOIMKIAYCCKAN retepoapwyi. COINAacHO HEKOTOPHIM BAPHAHTAM OCYILCCTBICHHA KONBLO A
MPSACTABIACT COOOH (DCHIT HTH THPHIHIL.

[00109] CormacHO HEKOTOPHIM BAPHAHTAM OCYINECTBICHHS KK R?* HE3aBHCHMO IIpeACTaBIIeT COOOMH
ramoreH, -CN, Cis-amkun, Crs-Qropamkun. COrmacHO HCKOTOPHIM BAPHAHTAM OCYHICCTBICHUSA KAXKIBIA R,
He3aBHCHMO TpeactaBiieT coboit ramoreH, Cig-amkmn, Cis-Qropamkun wmn  Cse-mukmoankun.  CoriacHO
HEKOTOPHIM BapPHAHTAM OCYINECTBICHHUS Kaxkaplid R* Hezasrucumo npeacTasister coboii ranoreH, Ci.s-amkwr wm Ci.
s-(ropankmn. CoriacHO HEKOTOPHIM BAPHAHTAM OCYINCCTBICHHA KaKIbli R* HE3aBHCHMO NpencTaBiseT coOoi
ranoreH uin Ci.s-ankmt. COracHO HEKOTOPBIM BAPHAHTAM OCYILCCTBICHHUA KAXKIBIH R? HE3aBHCHMO MPEACTABIACT
co00ii rayioreH. CoriacHO HCKOTOPBIM BapHAHTAM OCYIICCTBICHHA KAKIBIH Ra HE3aBHCHMO MpeACTABIACT CO0O0i -

F, -Cl, -Br, Cig-amxun wm Ci4-propamkun. COTTacHO HCKOTOPBIM BAapHAHTAM OCYIICCTBICHHA KAKABIH R?
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Hesasucumo mpenactasieT codoit -F, -Cl, Cig-amxun wmm Ci4-propamkun. COTTacHO HEKOTOPBIM BapHAHTAM
OCYIICCTBIICHHUA Kaxkapli R? mpeactasmaeT codoit -F.

[00110] CormacHO HEKOTOPHIM BAPHAHTAM OCYIICCTBIICHHA N cocTaBiteT oT 0 70 4. COrslacHO HEKOTOPBIM
BAPUAHTAM OCYIICCTBJICHHUA N IpeacTaBiieT coboif 1-4. CoracHO HEKOTOPHIM BapHAHTAM OCYIICCTBICHHA N
cocraaeT oT 1 a0 3. CornacHO HECKOTOPBIM BapHAHTAM OCYINCCTBICHHA N cocraBmieT 1 wmm 2. CormacHO
HEKOTOPHIM BapHaHTaM ocymecTBieHHa n coctasmter 0, 1, 2, 3 mmu 4. CoriacHO HEKOTOPBIM BapHAHTaM
ocymecTIeHHA 1 cocTaiieT 1. CorlacHO HEKOTOPBIM BapHAHTaM OCYINECTBICHHUS N COCTABIIIET 2.

[00111] CormacHO HECKOTOPHIM BapHAHTAM OCYIICCTBICHHA KOJBIO A mpeactaemser co0oif (peHm,
kaxapiii R? HezaBucumo mpeacramBiier codoi ramoreH mim Cie¢-ankwir, u n cocrasmier ot 1 mo 3. Cormacho
HEKOTOPHIM BAPHAHTAM OCYIICCTBICHUS KOJBIO A mpeicTaBmier coOoif (emmn, kakapii R* He3aBuCHMO
nmpeacTaBageT coboii ragoreH; u n coctaBaeT 1 wimm 2. COrmacHO HEKOTOPBIM BAPHAHTAM OCYIICCTBIICHHS KOJBLO
A mpeacrasiieTr coboif (eHmy; kaxkapiii R* He3aBucumo mpenacrasiger coboit -F; u n cocraBmier 1. Cormacho
HEKOTOPBIM BAPHAHTAM OCYMLICCTBICHUS KOJBIO A TpeicTaBmieT coOoif (eHmn, kaxapii R* He3aBHCHMO
npeacTasisgeT codoit -F; u n cocrasger 2.

[00112] CormacHO HEKOTOPHIM BAPHAHTAM OCYIICCTBJIICHHS HACTOAIICTO M300PCTCHUA PACKPHITO

coenuHenue (popmy st (1a):

W-=N 0)
N,

o) CH,

(Rn (popmyna (Ta)

HITH €70 (hapManeBTHUCCKH MPUEMIIEMas COJIb, COJTbBAT, CTCPEOU30MED, HIIH IPOJICKAPCTBCHHBIN Mpenapar.
[00113] CormacHO HCKOTOPHIM BAPHAHTAM OCYIICCTBJICHHSA HACTOAIICTO H300PCTCHHA PACKPHITO

cocmuaeHue (popmy sl (11a):

R5
\
W=N o) P R' N—R*
S
CH, o \R2RO\s

a
(Rn (opmyna (11a)
WA €T0 (papManeBTHUCCKH MPHEMIIEMAs COJIb, COJILBAT, CTEPECON30MED, HIIH IPOJICKAPCTBCHHBIN IPenapar.
[00114] CormacHO HCKOTOPHIM BAPHAHTAM OCYIICCTBJICHHSA HACTOAIICTO W300PCTCHHA PACKPHITO

coemuacHue (popmy s (111a):

W-—N

0 R’
/
S
\ 8
o) CH, R
a
R%n dopmyna (I11a)
WA €T0 (hapManeBTHUCCKH MPHEMIIEMAs COJIb, COJTLBAT, CTEPEON30MED, HIIH IPOJICKAPCTBCHHBIN ITPpeapar.
[00115] CormacHO HCKOTOPHIM BAPHAHTAM OCYHICCTBICHHSA W TpPEACTaBIACT CoOOW (peHWNT wmm 5-6-
YICHHBIH MOHOIMKIMYCCKui rerepoapmi. COriacHO HEKOTOPBIM BApHAHTAM OCYINECTBICHUA W HE0OA3aTeIbHO
MPCACTABIACT COOOW 3aMCIICHHBIH (DCHHI WM HCOOA3AaTCIBHO 3AMCIICHHBIA S-O-UJICHHBIH MOHOIUKTHYCCKHUHA
rerepoapu. COrjaacHO HCKOTOPBIM BapHAHTAM OCYIICCTBICHHSA W MPCACTABIACT CO00# (DCHWT WK 5-6-4ICHHBIH

MOHOUUKTHYCCKHUI TCTEPOAPWI, NMPHICM (l)eHI/IJ'I UM TCTCPOAPUT ABLICTCA HE3AMCIICHHBIM HITH 3aMCIICHHBIH.
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CornacHO HCKOTOPBHIM BApPHAHTAM OCYHICCTBICHHA W mpeacTtaBmaeT co0oif (eHWT wWiH  S5-6-4ICHHBIN
MOHOIMKJIMYCCKHH TETEpPOoapuiI, MpHyeM (DCHUII HIH TETEPOAPHII SBISICTCS HE3AMCINCHHBIM HIIH 3aMCIICHHBIM U
comeput 1, 2 Wi 3 3aMeCTHTEN, KOTOPBIE BhIOpanbl 13 R®. COrNacHo HEKOTOPHIM BAPHAHTAM OCYIIECTBICHHA W
MPEICTAaBIsIET COOOH (PeHHNT MM 5-6-4UICHHBIH MOHOIMKJIHYCCKUH TETEPOAapHII, MpUYeM (PSHHI WM IeTepOapui
SABIAETCA HE3AMEMEHHBIM WM 3AMEIICHHBIM M CONCPKHT 1 WM 2 3aMECTHTENS, KOTOPbIE BHIOpaHbl u3 R
CornacHO HCKOTOPBHIM BApHAHTAM OCYHICCTBICHHA W mpeactaBmaeT co0oif (eHWT wim  S-6-1ICHHBIH
MOHOIMKJINYCCKHH TeTepoapuiI, MpHyeM (DCHUJI HIH TE€TEPOAPUII SBISICTCS HE3AMCINCHHBIM HIIH 3aMCIICHHBIM U
COJIEPIKUT OJIH 3AMECTHTETh, BHIOpaHHBIH 13 RP.

[00116] CormacHO HEKOTOPBIM BAapPHAHTAM OCYINECTBJICHHA W TIIpeACTaBIICT COOOH 5-6-uJICHHBINH
MOHOIMKJIHICCKUH rerepoapmwi. COrinacHO HEKOTOPHIM BapHAHTAM OCYIICCTBICHHI W mpeacraBiieT co0oif 5-6-
YJCHHBIH MOHOLMKJIMYCCKUN T€TEPOAPIII, KOTOPBIN SBIACTCA HE3AMCINCHHBIM WIIH 3aMCIICHHBIM U COACPKUT 1, 2
HITH 3 3aMECTHTEJIA, KOTOPbIE BBIOpanbl u3 R®.

[00117] CormacHO HEKOTOpPBIM BApHAHTAM OCYINCCTBICHHA W TIpeACTaB/IeT COOOH 5-uICHHBIN
MOHOIMKIHYCCKHH rerepoapui. COINIACHO HEKOTOPBIM BapHAHTAM OCYIIECTBICHHSA W IpeAcTaBiieT coOoi 5-
YICHHBIH MOHOLMKIMYECKUH rerepoapui. COrjacHO HEKOTOPBIM BapHAHTAM OCYIIECTBICHHS W NpeACTaBIACT
co00# S5-uICHHBIT MOHOUMKIHYCCKHI TETCPOAPUN, KOTOPBIA SBISCTCSA HE3AMCIICHHBIM KM 3aMCIICHHBIM H
comepsuT 1, 2 MM 3 3aMeCTHTEN, KOTOPBIE BHIOPanbl 13 R®. COTIacHO HEKOTOPHIM BapHAHTAM OCYIIECTBICHHA W
nmpeAcTaBsIeT co0o# muppoynt, (pypaHua, THO(PEHWI, MHPA3OJIHI, HWMHIA30IAN, OKCA30JHJ, HW30KCA30JIII,
THA30JMI, H30THAZ0JMJ, TPHA30JII, OKCAaHa3oJWI Wid THamua3owl COrlnacHO HEKOTOPhIM BapHAHTaM
ocymiecTBieHHs. W IIpeACTaBIAeT coOOd muppoimi, (pypaHui, THO(CHWI, MHPA30IHI, HMHIA30JHI, OKCA30JIHIL,
H30KCA30MIJI, THA30MMJ, HM30THA30IUL, TPHA30JL, OKCAAMA3OMMI HMIM THAAWA30IMJI, KOTOPBIH ABIACTCA
HE3aMEIICHHBIM WM 3aMEIICHHBIM H COAEPXHUT 1, 2 mim 3 3aMecTurens, koTopsie BeOpansl u3 RP. CormacHo
HEKOTOPBIM BApHAHTAM OCYINECCTBICHHA W TNPEACTaBIAET COOOH O-4ICHHBIH MOHOUMKIMYECKUN TIeTepOapHiL
CorjnacHO HCKOTOPHIM BAPHAHTAM OCYIICCTBJICHHA W TPCACTABIACT COOOH O-UJICHHBIH MOHOIMKIAYCCKAN
TeTePOapUI, KOTOPBIN SABIICTCA HE3AMEIICHHBIM HJTH 3aMCIICHHBIM H COICPKUT 1, 2 WU 3 3aMECTHTENS, KOTOPBIC
BoIOpanbl u3 R®. COrnacHoO HEKOTOPHIM BAPHAHTAM OCYINECTBICHHS W MpeAcTaBIseT coOOH G-uICHHBIH
MOHOLIMKJIMICCKUN TeTEpOapuil, KOTOPBIH ABISICTCS HE3AMEIICHHBIM WM 3aMCIIEHHBIM H COACpKUT 1 wmm 2
3aMECTHUTENA, KOTOPHIC BEIOpansl u3 RP. COrnacHo HEKOTOPHIM BAPHAHTAM OCYINECTBICHHS W IPEACTABIICT COOOM
TMUPHINI, THPHAASHHWUI, THPAMHIWHII, WHPA3HHWI, wWid Tpua3suHWI COrslacHO HEKOTOPHIM BapHAHTAM
ocymecTBieHusT W TmpeAcTaBisieT coOOH MUPHIMI, NMHPHAA3HHWI, TMHPHMHIMHIT, MHPA3HHWI, WM TPHA3HHHIL,
KOTOPBIH SBIACTCS HE3AMEIICHHBIM HJIH 3aMEINCHHBIM H COACPKUT 1, 2 Wiam 3 3aMecTHTE, KOTOPHIC BHIOPAHBI H3
R®.

[00118] CormacHo HCKOTOPBIM BApHAHTAM OCYIICCTBICHHA W mpeactaBiseT codoil (permn. CormacHo
HEKOTOPHIM BApPHAHTAM OCYINECTBICHHSI W mpenacTaBisieT coOoi (PeHMI, KOTOPBIH SBICTCA HE3aAMEINCHHBIM HITH
3aMEIICHHBIM H COACP/KHT 1, 2 WM 3 3aMECTHTENA, KOTOPbIC BRIOPaHbI 13 RP.

[00119] CornacHO HCKOTOPBIM BaPHAHTAM OCYIICCTBICHUA W NMPEACTABIACT COO0i (DCHIT MTH 6 -1ICHHBIH
MOHOIMKJIHYECKHi reTepoapui. COrilacHO HEKOTOPHIM BapHAHTAM OCyHIECTBICHHS W mpeacTaBiieT co0oi (heHmn
i napuMuanHAI. COTIIAaCHO HCKOTOPBIM BAapPHAHTAM OCYIICCTBICHHA W TPEACTABIACT C000# (peHHT wim 6-
YJICHHBI MOHOLMKJIMYECKHN T€TEPOApPHII, KOTOPBIN SBIACTCA HE3AMEIICHHBIM WIIH 3aMCIICHHBIM U COACPKUT 1, 2
WM 3 3aMECTHTENA, KOTOPBIE BhIOpaHbl 13 RP. CornacHo HeKOTOPHIM BAPUAHTAM OCYLIECTBICHUA W HpeACTaBIdeT
co00# (PCHUIT MW THPUMHUIWHAIL, KOTOPBIA ABIACTCA HC3AMCINCHHBIM WU 3aMCINCHHBIM H Coacpskut 1, 2 mmm 3

3aMECTHTENIA, KOTOPBIC BHIOpaHbI H3 R®.
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[00120] CormacHo HEKOTOpPHIM BApHAHTAM OCYLICCTBICHHSA W TIPEACTaBISIET COOOH NMHPHMHIHHHIL
CoriacHO HEKOTOPBIM BApPHAHTAM OCYHICCTBICHHA W NPEACTAaBISIET COOOH NMUPHUMHIUHUI, KOTOPBIH SBIACTCA
HE3aMEIICHHBIM WM 3aMEIICHHBIM U COAEPKHUT 1, 2 mum 3 3aMecTuTensd, KoTopele BeOpansl u3 RP. CormacHo
HEKOTOPHIM BApHAHTAM OCYINCCTBICHHA W TIpeAcTaBisieT CoOOH TNHPUMHIWHWI, KOTOPBIH — SBIIETCA
HE3AMEIIEHHBIM HJIH 3aMEIICHHBIM M COMepkaT 1 wim 2 3amectutens, koTopeie BeiOpamsr w3 RP. CormacHo
HEKOTOPHIM BAapHAHTAM OCYINCCTBICHHA W TIpeAcTaBisieT COOOH TNHPUMHIWHWI, KOTOPBIH sBJIIETCA
HE3AMEEHHBIM HJIM 3aMEIIEHHBIM | COIEPIKAT OJTHH 3aMECTUTE)Tb, BRIOPaHHBIi 13 RO,

[00121] CormacHO HCKOTOPBHIM BapHAHTAM OCYIICCTBICHHA W SBIACTCS HC3aMCIICHHBIM — HITH
3aMEIIEHHBIM H COAEPHT 1, 2 WM 3 3aMeCTUTENS, KOTOphIe BhIOpanbl 13 RP. COracHO HEKOTOPHIM BapHAHTAM
ocymecTBicHuI W SBIICTCA HE3AMCHICHHBIM HJIM 3aMCINCHHBIM H COJACPIKHT 1 MM 2 3aMECTHTENS, KOTOPBIC
BBIOpans! 13 RP. COracHO HEKOTOPHIM BAPHAHTAM OCYIUECTBICHHA W SBJISETCS HE3AMEIICHHBIM HITH 3AMEIICHHBIM
M COZICP’KHT OJIHH 3aMECTHTE b, BHIOpanHsbIii u3 R°. COrmacHo HEKOTOPHIM BapHAHTAM OCYIUECTBICHUA W SBIACTCA
He3aMeIeHHbIM. COITTacHO HEKOTOPBIM BAPHAHTAM OCYLICCTBJICHHA W SBJIICTCA 3AMCIICHHBIM H COJACPKHT OXHH
3AMECTHTE]Tb, BHIOPAaHHBIHN 13 R,

[00122] CornacHO HEKOTOPHIM BAPHAHTAM OCYIICCTBICHHA KAkl RP HE3aBHCHMO MPENCTABIAET COOO
rajoreH, -OH, -CN, -C(O)OH, -C(O)O(Ci.s-amxum), Ci.s-amkuin, Ci.e-aakokcH, Ci.-IUKIOATKIT, (PCHUT WiIH 5-6-
uieHHBIH TeTepoapma. COrACHO HEKOTOPHIM BAapHAHTAM OCYIIECTBICHHs Kaciblii R® HE3aBHCHMO MpeacTaBiseT
coboii ramores, -OH, -CN, -C(O)OH, -C(0O)O(C.s-amxmui), Cis-amkmn, Ci.6-amkokcH, Cs.¢-IMUKIOATKII, (PSHIT UITH
5-6-wICHHBIH TETCPOAPWN, HMPU 3TOM KAKABIH AJKWJT, AJTKOKCH H LUKJIOAJKHI SBJLICTCA HE3AMCIICHHBIM HIIH
3aMCINCHHBIM W COACPKHT 1, 2 wimm 3 3amecTuTens, KOTopbie BhIOpaHsl u3 rajgoreHa, -OH, Cis-amkuna u Cie-
ankokcu. CoracHO HEKOTOPHIM BAPHAHTAM OCYLICCTBICHHUS KAXIbIH Ry, HE3aBHCHMO MPECTABIIET COOOM TaIoTCH,
-C(O)OH, -C(0)O(Cs-amxmm), Cig-amxm, Ci.6-anKOKCH HH C36-IUAKIOANKHT, IIPH 3TOM KAKIBIH aJTKA, aJTKOKCH
M UUKIOATKHUI SBICTCS HE3aMCHICHHBIM HJIM 3aMCIICHHBIM H COJACPXKUT 1, 2 wiam 3 3aMeCTUTENs, KOTOPBIC
BeiOpanbl w3 ramoreHa, -OH, Cis-ankmna u Cig-anmkokcu. COTIACHO HEKOTOPBHIM BAapPHAHTAM OCYILCCTBICHUS
kaxmerii Rb HesaBucumo mpeactasiaseT coboit ramoreH, -C(O)O(Cis-ankmm), Cig-ankua wind Ci.6-aTKOKCH, MPH
3TOM KOKIBIH MKW U AJKOKCH SBIICTCS HE3AMEIICHHBIM HJIH 3aMEILECHHBIM H COACPXKHT 1, 2 WM 3 3aMECTHTEN,
kotopeie BeIOpaHbl w3 -OH, m Ci¢-ankokcu. COTaacHO HEKOTOPHIM BapHAHTAM OCYIICCTBJICHHS KaXABIH Ry
HesasucuMo mpencrtasiuset codoi -F, -Cl -Br, -C(O)O(Cig-anxmn), Cig-amxkun umn Ci4-aJKOKCH, TPH 3TOM
KOKOBIH ANKMI W AJKOKCH SIBIACTCA HE3aMCINCHHBIM WM 3aMemeHHbIM U coaepxutr -OH wmu Ci4-amkokcH.
COrnacHO HEKOTOPHIM BAPHAHTAM OCYINECTBICHHA Kaxkaeni R Hesapmcmmo mpeactasmser coboit -F, -Cl, -
C(O)O(Me), -C(O)O(Et), meTnn, 3TWI, H-TPOMAN, H3OMPONHI, H-OYTHI, HW300YTHJI, BTOP-OyTHI, TPET-OyTHI, -
OCH3, 'CHZOCH3 i 'CHZOH.

[00123] CormacHO HECKOTOPBIM BAPHAHTAM OCYINCCTBICHHA W TPCACTABIACT COO0O0H  O-UICHHBIHA
MOHOIMKJIHYCCKHH TETCPOApHI, MPHUYEM TETEPOAPHII SABISCTCS HE3aMCEIICHHBIM HIIH 3aMCINCHHBIM H COACPXHT 1
WIH 2 3aMECTHTENA, KOTOphIe BeIOpansl u3 R, u kasxawiil R Heszasucumo npeacTasiseT coboit ranoren, -C(O)OH, -
C(O)O(Cirs-ankum), Cig-amxun, Cig-ankokcH Wi Cs-IUKIOANKIT, TPH 3TOM KAKIBIH ANKHI, ANKOKCH H
IKJIOATIKIT SIBJSIETCS HE3aMEIICHHBIM WITH 3aMEHICHHBIM B COACPXKUT 1, 2 win 3 3aMECTHTEIS, KOTOPBIC BHIOPAHbI
w3 ranmoreHa, -OH, Cis-amkmna u Cis-ankokcu. COTIaCHO HCKOTOPHIM BApPHAHTAM OCYIICCTBICHUA W MPCACTABIACT
co00il G-uICHHBIM MOHOIMKJIMYCCKHN TETEPOApHII, TPHUYEM TETCPOAPWI ABIMICTCA HE3aMCINCHHBIM  HITH
3AMEIICHHBIM H COACPKHT | MIM 2 3aMECTHTENS, KOTOpbIE BbIOpaHbl w3 R® m kaxmerii R® meszaBmcmmo
npeactasmetT codoii rajgoreH, -C(O)OH, -C(O)O(Cis-amxmm), Cis-amxkun wma Cis-aTKOKCH, TPH 3TOM KAKIBIH

AJIKATT ABLACTCA HC3AMCINCHHBIM HJIA 3aMCIICHHBIM W COACPKAT OJUH -OH wmm C1.6-am<01<c1/1 B KaUCCTBC



45

3amectuTend.  COTIaCHO HCKOTOPHIM BAPHAHTAM OCYIICCTBICHHA W TPSACTABIICT COOOH  O-4ICHHBIH
MOHOLIMKJIMYIECKUH TeTEpOapui, MpUYeM IE€TEPOapHIl SBISCTCA HE3AMEIICHHBIM WJIH 3aMCINCHHBIM H COIACPKUT 1
wmm 2 3amectutens Ry, m xaxkasiii Ry, HezaBucnMo mpeacrasmier coboit -F, -Cl, -CH3, -CH,CHs, -CH.CH,CHs, -
CHZOH, 'CHZOCH3, -OCHs, 'OCHZCH3, -C(O)OH A -C(O)OCH3.

[00124] CornacHO HCKOTOPBIM BAPHAHTAM OCYHICCTBICHHA W NPEACTABIACT COOOH MUPHUAWHUI, TPHICM
TMPUAWHHAIT ABJHICTCA HC3aMCIICHHBIM HITH 3aMCIICHHBIM U COACPIKHUT 1 mm 2 3aMCCTHUTECIA, KOTOPBIC BI)I6paHI>I H3
RY; m xaxmeni R mesasmcumo mpenctasmer coGoi ramoren, -C(O)OH, -C(O)O(Cis-anxmn), Cig-amkum, Ci.g-
ankokcH Wik Cs6-MUKIOANKHIT, TIPU 3TOM KKIBIH aTKWI, ATKOKCH W HHKIOATKHII ABIACTCS HEC3AMCIICHHBIM WJTH
3aMCIICHHBIM H COACpHT 1, 2 mmm 3 3amMecTHTeN1, KOTOpsie BeIOpaHsl u3 ramoreHa, -OH, Cigs-amxuma u Cis-
ankokcu. COTJTacHO HCKOTOPBHIM BAapHAHTAM OCYINCCTBICHHA W TMPEACTABIACT COOOH NHPHIWMHII, HPHYCM
TIMPUAWHUIT ABJEICTCA HC3aMCIICHHBIM HITH 3aMCIICHHBIM U COACPIKUT 1 wm 2 3aMCCTHUTCIA, KOTOPBIC BBI6paHI>I H3
R®; u xasxapiil R® Hesapucumo mpeacrasmser codoit -F, -Cl, -CH;, -CH,CH;, -CH,CH,CHj;, -CH,OH, -CH,OCH;, -
OCH3, -OCH,CHs, -C(O)OH umu -C(O)OCHs.

[00125] CormacHO HEKOTOPHIM BapHAHTAM OCYINCCTBJICHHSA W MPEACTABIACT COOOM MUPUMHIMHIIL,
TMpUYeM MHPUMUIHHU SABIACTCA HE3AMCIICHHBIM HJIH 3aMCIICHHBIM H COACPUT 1 W 2 3aMECTHTEN, KOTOPBIC
BbIOpansl u3 R, u kaxapni RY Hesasucumo mpeacrasmseT coboif ramoren, -C(O)OH, -C(O)O(Cis-anxun), Cis-
ankui, Cie-ankokcu wWid Cie-DUKIOATKII, TOPH 3TOM KOKIABIH ANKHJI, AJKOKCH H UMKIOAJKUI SBISCTCS
HE3aMCILCHHBIM HJTH 3aMCIICHHBIM H COACPKHUT 1, 2 Win 3 3aMECTHTEIS, KOTOPBIC BRIOpaHsb! u3 rajoreHa, -OH, Ci-
ankuna u Ci.s-amkokcd. COrIaCHO HEKOTOPBIM BAPHAHTAM OCYIICCTBICHHS W NMPEACTABIICT COO0H MTHPHMHUAWHILT,
TpU4eM MUPUMUIHHUI SBIACTCA HE3AMCIICHHBIM HIIH 3aMCIICHHBIM H COACPUT 1 WM 2 3aMECTHTEN, KOTOPBIC
BbIOpans! 13 RP; 1 xkaxmpril R HezaBucuMo npeacrasnser coboit -F, -Cl, -CHs, -CH,CH3, -CH,CH,CH3, -CH,O0H, -
CHZOCH3, -OCH3, 'OCH2CH3, -C(O)OH nim -C(O)OCH3.

[00126] CornmacHO HEKOTOPHIM BAPHAHTAM OCYHICCTBJICHHA W MPCACTABIACT COOOH MHPASHHII, HMPHUUICM
TIMPASHHUT ABJIACTCA HC3AMCIICHHBIM WA 3aMCIICHHBIM H COOCPIKHUT 1 wmm 2 3aMCCTUTCIII, KOTOPBIC BLI6paHI>I u3
RY; m kaxmeni R® me3aBucumo mpeactasmser coboii ramoren, -C(O)OH, -C(O)O(Cis-amxun), Cis-amxmi, Cig-
ankokcH Wik C36-MUKIOANKHIT, TIPH 3TOM KAKIBIH AJTKWI, ATKOKCH W IHUKIOATKII ABIACTCSA HC3AMCIICHHBIM WJTH
3aMCHICHHBIM H COACPXKHUT 1, 2 Wim 3 3aMCCTHTENIA, KOTOphIC BeIOpaHs! w3 rajorcHa, -OH, Cig¢-amxuma u Cis-
ankokcu. COrNacHO HCKOTOPHIM BapHAHTAM OCYINCCTBICHHA W TPCACTABICT CO0OH NHpPAsWHWI, TPHUICM
TIMPASHHUT ABJIACTCA HC3AMCIICHHBIM WA 3aMCINCHHBIM H COOCPIKHUT 1 wmm 2 3aMCCTUTCTII, KOTOPBIC BI>I6paH]>I "3
RY; u xaxapnii R® mezaBucumo mpeactassaer coboi -F, -Cl, -CH;, -CH,CH;, -CH,CH,CH;, -CH,OH, -CH,OCH3, -
OCH3, -OCH,CH3, -C(O)OH wmu -C(O)OCHs.

[00127] CornacHO HCKOTOPHIM BAPHAHTAM OCYIICCTBICHUA W MPEACTABIACT COO0H MUPUIASHHU, TPHICM
TMPUOA3HHAT ABIACTCA HC3aMCIICHHBIM HJIH 3aMCIICHHBIM H COACPKHT 1 w2 3aMCCTUTC I, KOTOPBIC BI>I6paH]>I
w3 RP; u kaxapii RP mesasucumo mpeacrasnser coboit ragorer, -C(O)OH, -C(0)O(Cs-amxun), Cr.s-amxun, Cps-
ankokcH Wil C36-MAKI0ANKHIT, TIPH 3TOM KAKIBIH AJTKWII, ATKOKCH W HHKIOATKHIIT ABIACTCSA HC3AMCIICHHBIM WJTH
3aMCIICHHBIM W COACPXKHUT 1, 2 wWim 3 3aMCCTHTCIA, KOTOpBIC BRIOpaHB! w3 rajorcHa, -OH, Cigs-amxuma u Cis-
ankokcu. COTJTACHO HCKOTOPHIM BAapPHAHTAM OCYIICCTBICHHA W TPCACTABIACT COOOH NHPHAASHHE, TPHUICM
TMPUAA3HHAT ABIICTCA HC3AMCIICHHBIM HJIH 3aMCIICHHBIM H COACPKHT 1 w2 3aMCCTHUTEC TSI, KOTOPBIC BI>I6paH]>I
m R® m xaxneni R® mesaBmcmmo mpenctasmser coboi -F, -Cl, -CH;, -CH,CH;, -CH,CH,CH;, -CH,OH,
CHZOCH3, -OCHs, 'OCHZCH3, -C(O)OH nim -C(O)OCH3.

[00128] CormacHO HEKOTOPBIM BAPHAHTAM OCYHICCTBJICHHS HACTOSIICTO W300PCTCHHA PACKPHITO

coemuacHUe (popmy st (Ib):



46

Rb—</:N\>—N o)
=N >—K
o] CH;

(R bopmyma (Ib)

WK €T0 (hapManeBTHUCCKH MPHUEMIIEMAs COJIb, COJTLBAT, CTEPEON30MED, HIIH IPOJICKAPCTBCHHBIH ITpenapar.
[00129] CormacHO HEKOTOPBIM BAPHAHTAM OCYIICCTBJICHHS HACTOAIICTO M300PCTCHHA PACKPHITO

coemuacHue (popmy st (1Ib):

N RS
Rb—</: \>—N o) R' N—R*
=N >—N
e}

p
CH, o \R2R%\s

a
(R)n (popmyna (1Ib)
WK €T0 (hapManeBTHUCCKH MPUEMIIEMAs COJIb, COJTbBAT, CTCPECOU30MED, HIIH IPOJICKAPCTBEHHBIH ITpenapar.
[00130] CormacHO HEKOTOPHIM BAPHAHTAM OCYIICCTBJIICHHS HACTOAIICTO H300PCTCHUA PACKPHITO

coenuHenue (popmy st (111b):

/ N\>_
b 7
R —<:N N 0 N:R

o} CH, R®

(R (popmyna (11Ib)

WM ero (hapMALICBTHUCCKH MPUEMJICMAst COJIb, COJbBAT, CTCPCOM30MED, HITH IPOJICKAPCTBCHHBIIH MTPEIIAPAT.

[00131] CornacHO HEKOTOPHLIM BapHAHTAM OCYINCCTBIACHHA W mpeacraBmser coboi -C(=0)O-R%.
COrnacHO HEKOTOPHIM BapHAHTAM OCYWIECTBICHHA W mpeactaBmaeT coboil -C(=0)O-R??; m R¥ mpeacTasimseT
coboit Cirs-amxun, Cs.e-IMKIOANIKAN HIH 3-0-4JICHHBIH TeTePOIHKIOANKAT COrIacHO HEKOTOPHIM BapHAHTAM
ocymectsienus W npencrasmser coboit -C(=0)0-R??; u R? mpencrasmser co6oil Cig-amkm, Cs6-IHKIOATKHIL
HIH  3-6-4JCHHBIM TEeTCPOUUKIOANKHI, IPHYEM QIKHI, IHKIOAIKHI H TCTCPOLHKIOATIKUI  ABJIOTCA
HC3aMCINCHHBIME MM 3aMCIICHHBIMH W COACPKAIIHMH OT 1 10 3 3aMCCTHTCICH, HC3AaBHCHMO BHIOPAHHBIX W3
¢ropa, -OH, Cis-amxuma, Cie¢ramorcHamkmia u Cie-muimoankmia. COTIACHO HCKOTOPHIM — BapHAHTAM
ocymecTBacHHs W mpeactasager coboit -C(=0)0-R??; m R¥ mpeacrasmaer coboit Cig-amkmn wmm Cig-
UKIOATKILT, MPUYCM ANKAI W IUKIOATKHI SBISIOTCA HC3AMCIICHHBIMH HJIH 3aMCLICHHBIMH H COACPIKAIMMH OT 1
0 3 3aMCCTHTCJICH, HC3aBHCHMO BHIOpaHHBIX w3 (ropa, -OH, Cig¢-amxuma, Cie-ramorcHamkuna " Cse-
muktoankuia. COITacHO HEKOTOPBIM BAPHAHTAM OCYINECTBICHHMS W mpenctasiser codoi -C(=0)O-R??; u R?
npenctaBisieT co00# Ci.4-amxut uwian Cs.-IUKIOANKAN, TPHYEM aTKHI W IUKJIOATKII SBIBIFOTCA HE3aMCINCHHBIMHI
WITH 3aMCIICHHBIMH H COACPKAIMUMHE 0T 1 10 3 3aMECTHTENCH, He3aBUCHMO BBRIOpaHHBIX U3 (hpropa u -OH. CornacHo
HCKOTOPBIM BapuaHTaM ocymecTeicHua W mpeactasmieT coboit -C(=0)0O-Ry; u Ry mpeacrasmaer coboit Cie-
amxkun Wi Cs.6-IUKIOANKAI, MPHYCM ANKAT W LHKIOATKHI SBJIIOTCS HE3AMCUICHHBIMH HJIH 3aMCINCHHBIMH H

coaepaumMu ot 1 1o 3 3amecTuTencH, He3aBHCHUMO BHIOpAHHBIX H3 Ci.s-ankmia U Ci¢-TaJOTCHATKIIA.
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[00132] CormacHO HCKOTOPBIM BApHAHTAM OCYHICCTBICHIA K mpeacTapmaeT coOoi
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[00133] CormacHoO HEKOTOPBIM BapHAHTAM OCYIICCTBIACHHA, Korga K  mpeacraBmseT coOoi

R5
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P R" N—R*
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, p cocramier 1, m q cocrapmier 1. CormacHo HEKOTOPBIM BApHAHTAM OCYINECTBJICHHS P
cocrasisieT 1, u q coctaBmsier 2. COrilacHO HEKOTOPHIM BAPHAHTAM OCYIIECTBICHHUS P COCTABILIET 2, U (| COCTABIACT
1. CormacHO HEKOTOPHIM BAPHAHTAM OCYIICCTBICHHA P COCTABIIACT 2, H (| COCTABIACT 2.

[00134] CormacHoO HEKOTOPHIM BapHAHTAM OCYIICCTBICHHA, Kkorga K mpeacraBmseTr coOoi
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. R! mpencrasmster coboit Bomopox, -OH, Ci.s-amkmi, Cis-IUKIOATKAI HIA 3-8-UICHHBIH
rereporuknoankut. COrIacHO HEKOTOPBIM BAPHAHTAM OCyIuecTBIcHUs R! mpencrasmser coboit Bomopox, -OH, Ci-
g-ankuy, Csg-IMKIOANKHIT WIH 3-8-UJCHHBIH TCTCPOLMKIOANKHI, TNPHYCM AaJKWI, LUHKIOATKUI WA
TETCPOLMKJIOATKIIT SBJISFOTCS HE3AMCIICHHBIMH I 3aMCIICHHBIMH H COACPXKAIIMMH OT 1 10 3 3aMecTHTENCH,
HE3aBHCUMO BBIOpaHHBIX 3 ranorena, -OH u -O(C1s-ankuwr). COracHo HEKOTOPHIM BAPHAHTAM OCYIIECTBICHHS R
mpeacTaBmsieT co6oit Boxopoa, -OH, wm Cig-aiKui, TpHUeM aTKHI SBIICTCS HE3aMCIICHHBIM HITH 3aMCIICHHBIM 1
conepakur -OH umu -O(C¢-amxu). COracHO HEKOTOPHIM BAPHAHTAM OCYMIECTBJICHHA R! mpeactasiser coGoi
BoJOpoA win Ci.g-aTKUJI, TPHYUCM aJKHJI SBISCTCS HE3aMEIICHHBIM HITH 3aMeIIeHHBIM U coaepskut -OH mm -O(C..
¢-ankmn). CornacHO HEKOTOPHIM BapHaHTaM OCymeCTBiIcHHs R! mpexcrasmser coboit Bomopon, -OH, wmu Ciuy-
ankun. COTNIaCHO HEKOTOPBIM BAPHAHTAM OCYIICCTBICHHS R! mpenctaBmser co6oit Bomopox uimd Ci.q-aiKHIL
CornacHo HEKOTOPHIM BapHAHTAM OCYINECTBICHHA R! mpeacrasnser coboit Bomopoa, -OH, METHI, 3THI, H-NPOTHM,
H30TPOIIAT, H-OyTHI, H300yTHI, BTOP-OyTHI, TpeT-OyTil COITAacHO HEKOTOPHIM BAPHAHTAM OCYIIECTBICHHS R!
npeacTaBmaeT coboil Bomopod, -OH mmm mermwn COrgacHO HEKOTOPHIM BAPHAHTAM OCYINCCTBICHHS R!
HpeACTaBIIeT co00H BoAOpoA MM MeTwa COINAacHO HEKOTOPHIM BAPHAHTAM OCYINCCTBICHHA R!' mpeacraBiseT
coboit Bomopoxa. COrnacHO HEKOTOPHIM BAPHAHTAM OCYINECTBICHHS R! mpenctasmser cotoit -OH. Cormacho
HEKOTOPBIM BAPUAHTAM OCYLIECTBICHHA R! mpeacTasnser coboii METHIL.

[00135] CornmacHo HEKOTOPHIM BApHAHTaM OCYHICCTBICHHS, Koraga K mpexacraBmseTr coOoif
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, kokaeid R? u R3 HesaBucuMoO mpencrasiser co6oii Boaopo, Cr-g-ankua umm Ci.6-(DTOPaIKuIL.
COrnacHO HEKOTOPBIM BAPHAHTAM OCYINCCTBICHAA Kakmeii R? u R? He3aBHCHMO IpeaCTaBIIET COOOH BOAOPOI HIIH
Cis-amxmn. COrmacHO HEKOTOPBIM BAPHAHTAM OCYIICCTBICHHA Kaxkapiii R? m R® mesaBHCHMO mpeacTaBmseT coboil
Bomopox Wi Ciy-amkun COITacHO HEKOTOPHIM BapHAHTAM OCYIICCTBICHHA Kaxkaeli R? m R3 mesasucmmo
TPEICTABISIET COOOH BOXOPOA, METHII, STHJ, H-IPOIIII, H3OMPOIHI, H-OYTHI, H300yTHII, BTOP-OYTHI, TPET-OyTHIL
COTIaCHO HEKOTOPBIM BAPHAHTAM OCYINECTBICHUA KaKablii R? 1 R® HE3aBUCHMO IPEaCTABIAET COOO0I BOAOPOI UK
meT. COrJIACHO HEKOTOPHIM BAPHAHTAM OCYINECTBICHHA Kaxkmpii R? u R’ mpencrasmser coGoi BOmOpPOL.
CormacHO HEKOTOPHIM BApWAHTAM OCyHIeCTBICHHA S cocrasmieT 1. COrnmacHO HEKOTOPHIM —BapHAHTAM
OCYIIECTBICHHS § cocTaBacT 2. COrMacHO HEKOTOPHIM BAPHAHTAM OCYINECTBICHHS Kaxasii R? m R® mpeactapmaer
coboit Bomopon; u s cocTapmicT 1. COrmacHO HEKOTOPHIM BAPHAHTAM OCYINCCTBICHHA Kaxkaerdi RZ m R®

MPSACTABIACT COOOM BOTOPOM;, U S COCTABIIACT 2.
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[00136] CormacHO HEKOTOPBIM BapHAHTAM OCYIICCTBICHHA, Korga K mpeacraBmaseT coOoi
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. R? w R® npu ommoM arome yrmepoga coBmMecTHO 06pasyoT =O. COrIacHO HEKOTOPBIM
BAPHAHTAM OCYIIECTBICHHA § cocTaBieT 1; u R? u R3 coBmecTHO 06pasyror =0.

[00137] CormacHO HEKOTOPHIM BapHAHTAM OCYIICCTBICHMA, Kkormga K mpeacraBmser coOoi

R5
p RT N—R*
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. R! mpeacrasmser coGoit Bomopox, -OH, wma Cis-ankui, OPHUEM AJIKHI SBISETCS

HE3AMEIIECHHBIM WM 3aMemeHHsM U comepakut -OH wmm -O(Cg-anxmm); kaxmsiii R? u R® mpencrasiser coboii
Bomopo;, umk R? u R nipu oqHOM aToMe yriepoaa CoBMeCTHO 00pasyroT =0O; p cocTaBiseT 1; u  cocTapiser 1.

[00138] CormacHO HEKOTOPHIM BAPHAHTAM OCYIICCTBJICHHS HACTOAIICTO M300PCTCHHUA PACKPHITO

coemuaeHue (popmyst (IIc):
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(0] CH,
(R%)q (opmyna (I1c)

HITH €70 (hapManeBTHUCCKH MPHEMIIEMas COJIb, COJTLBAT, CTCPEOU30MEP, HIIH IPOJICKAPCTBCHHBIH MPenapar.
[00139] CormacHO HEKOTOPHIM BAapHAHTAM OCYILICCTBICHHSA HACTOSIIEIO H300PETEHHA PACKPBITO
cocmurcHue (popmy st (11d):
R
W=N o) N—R*
O~
o) CH, e}
a
(R%)n (opmyma (11d)
WA €T0 (papManeBTHUCCKH MPHEMIIEMAas COJIb, COJTLBAT, CTCPECON30MED, HIIH IPOJICKAPCTBCHHBIN Mpenapar.
[00140] CormacHO HCKOTOPHIM BAPHAHTAM OCYIICCTBJICHHSA HACTOAIICTO W300PCTCHHA PACKPHITO

coemuaeHAe (popmy s (11e):
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o) CH,

a
(R%n dopmya (Ile)
WA €To (hapManeBTHUCCKH MPHEMIIEMAst COJIb, COJTLBAT, CTEPEON30MED, HIIH IPOJICKAPCTBCHHBIN ITperapar.

[00141] CormacHO HCKOTOPHIM BAPHAHTAM OCYIICCTBJICHHS HACTOAIICTO M300PCTCHHA PACKPHITO

coemuacHAS (popmy sl (11f):
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R5
\
W=N O N—R?*
ND_§
o) CH, o)

a
Rn dopmya (ITf)
WIH ero (PapManeBTHUCCKH MPUEMIICMAs COJTb, COJTbBAT, CTCPCOU30MEP, HIIH MPOJICKAPCTBCHHBIH MPenapar.

[00142] CormacHO HEKOTOPBIM BAPHAHTAM OCYIICCTBJICHHS HACTOAIICTO M300PCTCHHA PACKPHITO

coemuacHue (popmy st (11g):
R5

Rb—</:N\>—N 0 N—R*

a
(R (opmyna (11g)
WM ero (papMaLeBTHUCCKH MPUEMIIEMAs COJTb, COJIbBAT, CTCPSOU30MED, HIIH MPOJICKAPCTBECHHBIH Ipenapar.

[00143] CormacHO HEKOTOPHIM BAPHAHTAM OCYIICCTBJIICHHS HACTOAIICTO M300PCTCHUA PACKPHITO

coequneHHe (popmy sl (1Th):

W-—N o)

a
(R%)n dopmyma (IIh)
WA €70 (hapManeBTHUCCKH MPHEMIIEMas COJIb, COJTbBAT, CTCPEON30MED, HIIH IPOJICKAPCTBCHHBIN Mpenapar.

[00144] CormacHO HCKOTOPHIM BAPHAHTAM OCYIICCTBJICHHSA HACTOAIICTO M300PCTCHHA PACKPHITO

coenuHenue (popmy sl (111):

W-—N O

_ e
O
|
(R%), (opmyna (I1i)

uin ero (JapMareBTHIECKH IPHEMIIEMAst COJTb, COJTbBAT, CTEPEOH30MED, HIIH IPOJICKAPCTBEHHBIH MPENapar.

[00145] CormacHo HECKOTOPBIM BAapHAHTAM OCYIICCTBIACHHA, Kormga K mpeacraBiseT CcoOoi
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. R* mpencrasnser coboii Bomopon, Cis-amxun, Cis-(ropamkun, Cr.s-anxenus, Cos-aaKuHUI,
Css-tuxoankuy, Css-IHKI0ATKeHU, 4-8-uneHHbli reTepoumuknoanku, -[(CH,)-Z]-R®, -[(CHRY)-Z]-R® umu -
[(C(RY2)-Z]-R®. CornacHo HEKOTOPHIM BAPHAHTAM OCYIIECTBACHHA R* mpeacTasiaser coboit Boaopoa, Ci.s-aaKi,
Cis-¢propamxkun,  Crg-amkenmn, — Cog-amkwmamn, — Csg-mukmoankmy, — Css-IHKIOATKCHHT,  4-8-4ICHHBIN
rerepokI0ankut, -[(CHy)-Z]-R®, -[(CHRY),-Z]-R® umu -[(CRY),)-Z]-R®; mpu 3TOM Kaskablif aaKiL, (PTOPAJIKHI,

AIKCHUI, ATIKUHHUJI, TAKIOATTKUII, IUKIOAIKCHUT H 4 -8-yICHHBII TCTCPOUUKIIOATKUIT SIBJICTCA HE3AMCIICHHBIM HJITH
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3AMEIECHHBIM M COAEPKHT OT 1 1o 6 pamukanos RS COracHO HEKOTOPHIM BAPHAHTAM OCYmECTBICHUA R*
npencTapisieT codor Bogopon, Cig-ankmr, Crg-propamknn, Css-DUKIOANKHI, 4-8-1ICHHBIH IETCPONUKIOANKHI, -
[(CH2),-Z] RS, -[(CHRY),-Z]-R® umu -[(C(RY),)-Z]-R® mpu 3ToM Kakaplif amkui, (pTOPAIKIN, MUKIOATKHT U 4-8-
YICHHBIN TeTEPOMUKIOAKHI ABIACTCA HE3AMEIICHHBIM HIIH 3AMEIICHHBIM H COACPKHT OT 1 10 6 pagukanos R u
KaKIpIA Z He3aBuCcHMO mpeacTasiser coboi -CH,O-, -CHoNRY-, -CHoN*(RY):- mmm -NH-C(=0)-NH-. Cornacuo
HEKOTOPHIM BAPHAHTAM OCYINECTBICHHA R* mpencrasmser coboii Bomopon, Crs-amxmi, Cis-propamkmn, -[(CH,);-
Z)+-R®, -[(CHR)-Z];-R® mmn -[(C(RY),);-Z]-R®; mpr 3TOM KaykIbIH ATKHI HIIH (HTOPANKHI ABJISCTCS HE3AMEIICHHEIM
WK 3aMCIICHHBIM H COACPKHT OT 1 10 6 pagukanos R u kaxmerii Z He3aBHCHMO mpeacTasiaeT codoi -CH,O-, -
CH,NRY-, -CH;N*(R%);- i -NH-C(=0)-NH-. CornacHo HeKOTOPBIM BAPHAHTAM OCYIIECTBICHUA R* mpeacTapiseT
coboit Bogopoa, Crg-ankun, Cis-¢ropamkun, -[(CHy)-Z]¢-RS, -[(CHRY),-Z]-R® umu -[(CR?)2),-Z]-R®; mpu 3mOoM
KOKIBIH Z HE3aBHCHMO IpeacTaBiaser coboit -CH,O-, -CHaNRY-, -CHoN*(RY),- wmu -NH-C(=0)-NH-. CornacHo
HCKOTOPBIM BapHAHTAM OCyInecTBiacHusS R mpencrapmser coboit Bomopon, Cis-amkmn, Ci.s-propankmn, -[(CH2)r-
Z]t-R6; mpu 3TOM KasKaplii Z He3aBHCHMO mpeacTtaBsiet codoi -CH,0-, -CH,NRY-, -CH,N*(RY),- wm -NH-C(=0)-
NH-. CoriacHO HEKOTOPBIM BaphaHTaM ocyluecTBicHus RY mpencrasmser co6oit Bogopon, Cis-amkwn win Cig-
(ropankui. COrjacHO HEKOTOPHIM BapHAHTAM OCYINECTBICHHS R* mpenctaemser co6oii Bogopon umm Ci.g-aaKuL.
CorniacHo HEKOTOPBIM BapHaHTaM ocymecTBieHns R* mpexcrasmser coboit Bomopon win Cis-amkwit. COriacHo
HEKOTOPBIM BAapHAHTaM OCymIECTBICHHS R* mpeacrasmaer coboit Bogopoa Wik Cig-amkua. COTaCHO HEKOTOPBIM
BapHaHTaM OCywIeCTBICHHS R! mpencraBmser coGoit BOAOPOA, METHI, 3TWI, H-NPOIAJ, H3OMPOIHI, H-OyTHIL,
300y TU, BTOP-OyTHI WK TpeT-OyTHi. COrIacHO HEKOTOPBIM BApHAHTAM OCYIIECTBIeHHS R* mpeacTapiset coboit
BOAOpO 1yl MeTHL COTJIACHO HEKOTOPBIM BAPHAHTAM OCYIIECTBICHHA R* peacTaBiser co6oit Boxopoa.

[00146] CornacHO HEKOTOPBIM BApHAHTaM OCYHICCTBICHHS, Koraga K mpexacraBmseTr coOoid
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. R’ mpencrasmser coboit Cis-amxmin, Cis-Qpropamkun, Cos-ankenun, Cors-amkunun, Css-
mukn0ankmi, Csg-IEKIoamkeHnt, 4-8-uneHHbNi rerepomuiioankwy, -[(CHy)-Z]-RS, -[(CHRY)-Z]-R® wmm -
[(C(RY)-Z]-R®. CornacHo HEKOTOPHIM BapHMAHTAM OCYIIECTBICHHA R> mpeacrasmser coboit Cr.g-amxmm, Cps-
¢ropamxun, Crg-ankeHmn, Cg-ankuHuI, Csg-IHKI0ATKIT, Cs.g-IIUKIOATKCHILT, 4-8-HUICHHBIN TCTCPOMUKIIOATKHIT, -
[(CH2),-Z] RS, -[(CHRY),-Z]-R® umu -[(C(RY)2),-Z]-R®; mpu 3TOM Kakmblit anki1, (TOPAIKU, ANKSHH, aTKHHUL,
MUKTOATKIL, IMKIOANKCHIT U 4-8-1JICHHBIA T€TCPOUHKIOATKII SBJSICTCS 3AMCIICHHBIM H COACPXKUT OT 1 10 6
panukanos RS COrIacHO HEKOTOPHIM BAPHAHTAM OCYINECTBIeHHS R> mpencrapmser coGod Cis-amkmn, Cis-
(ropankun, Css-IUKIOATKHI, 4-8-wieHHBI rerepomuknoankuy, -[(CH,)-Z]-R®, -[(CHRY),-Z]-R® mwmm -[(C(RY),),-
Z]-R%, mpH 3TOM KaKIAbIH aJKHI, (DTOPAIKAI, LUKIOAIKHI H 4-8-UJICHHBIM TIE€TEPOLHMKIOANKHI ABISCTCA
3aMCIICHHBIM H COACPXKHUT OT 1 70 6 pamgmkanoB R w xakaeii Z He3aBucHMO mpeactasisger coboi -CH,O-, -
CH,NRY-, -CH)N*(R%);- i -NH-C(=0)-NH-. CoriacHo HeKOTOPhIM BAPHAHTAM OCYIIECTBICHUA R> MpeacTaBiseT
coboit Cig-ankun, Css-IMKIOANKWI, 4-8-uneHHBIH reTeponuknoankui, -[(CHa)-Z]-RS, -[(CHRY),-Z]-R® umm -
[(CRY)-Z]-R®, mpH 3TOM KaKAbIH aIKHI, LMKIOANKHI H 4-8-UlCHHBIH TIeTEPOUUKIOAIKHI SBIACTCA
3aMCIICHHBIM H COACPXHUT OT 1 70 6 pamgmkanoB R w xakaeii Z He3aBucmMO mpeactasisger coboi -CH,O-, -
CH;NRY-, -CH:N*(R9);- wmm -NH-C(=0)-NH-. CornacHoO HEKOTOPBIM BAPHAHTAM OCYIIECTBICHH R mpeacTasmseT
coboit Cyg-amkmi, -[(CH2)-Z]-R®, -[(CHRY),-Z]-R® mma -[(C(RY)2);-Z]-R®; IpH 3TOM AIKHI ABIICTCS 3aMCIICHHBIM
U comepkur oT 1 mo 6 pagukanoB Re; m kakmeni Z He3aBECHMO mpeactapmaeT coboil -CH,O-, -CH,NRY-, -

CH>N'(RY):- i -NH-C(=0)-NH-. CoriacHO HEKOTOPBIM BAPHAHTAM OCYIIECTBICHHS R> mpencrapmser coboi Ci-
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g-ankmw1 uiH -[(CH,),-Z]-R®; mpH 3TOM ankun SBISETCS 3aMEIICHHBIM H COACPXHT OT 1 10 6 pamukanos Re; m
KKIBIH Z HEe3aBHCHMO IpeAcTasiser coboit -CH,O-, -CHoNRY-, -CH,N*(RY),- umu -NH-C(=0)-NH-. CornacHo
HEKOTOPHIM BapHAHTAM OCyIlecTBIeHus R> npeacrasnseT coboit Crs-amkun, -[(CH,),-Z]-R®, -[(CHRY),-Z]-R® uu -
[(C(Rd)z)r-Z]t-R6; TpU 3TOM ATKHI SBIACTCA 3aMCIICHHBIM H COACPKHT OT 1 A0 6 pammkanoB Rc; um kaxapiil Z
He3aBUCHMO TpeacTasmeT coboit -CH,0-, -CHoNRY- wm -NH-C(=0)-NH-. COrjiacHO HEKOTOPBIM BAPHAHTAM
ocymectsienus R> npencrasnser co6oii Cr.s-amxun wim -[(CH)-Z]-R®; IpH 5TOM alIKuII ABISIETCA 3aMEIICHHBIM H
comepaut 0T 1 10 6 pamukanos R, m kaxmpii Z HE3aBHCHMO mpeacTaBmsaeT coboi -CH,0-, -CH,NRY- um -NH-
C(=0)-NH-. CoriacHO HEKOTOPBIM BAPHAHTAM OCYIIECTBIEHHs R> mpenctaBnser coGoii Cis-aakui, KOTOPbIH
SBIAETCSA 3AMEIIEHHBIM H COMEPKHT OT 1 10 6 pamukanos RS, COrnacHo HEKOTOPBIM BAPHAHTAM OCYIIECTBICHUS R
npeacTapisieT cooo Ci.g-aaKuI, KOTOPBIH ABIAETCS 3aMEIICHHBIM U COACPKUT 0T 1 10 6 rpymm OH.

[00147] CormacHo HEKOTOPHIM BapHAHTAM OCYHICCTBICHMA, Kkorma K mpeacraBmter coOoi
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, R* 1 R® COBMECTHO C aTOMOM a30Ta, K KOTOPOMY OHH MPUCOEIUHEHBIL, 0OPa3YIOT 4-8-UICHHBIIH
TETCPOLHKJIOANKILI, KOTOPBIN SABIACTCS HE3aMCLICHHBIM HIIM 3aMCIICHHBIM H COACPXKUT OT 1 10 6 paguxanos RS
CormacHO HEKOTOPHIM BAapHAHTAM oOcCyuecTBICHHS R!' m R> COBMECTHO C aroMoM a30Ta, K KOTOPOMY OHH
NPHCOCAUHEHBI, 00pa3yIOT 5- WM O-WICHHBIH TI€TCPOLMKIOANKUN, KOTOPBIH SABIACTCS HE3AMCUICHHBIM HIIH

3aMEHICHHBIM U coAepKuT OT 1 10 3 rpymn OH.

R7
/
Lt
[00148] CormacHO HEKOTOPBIM BapHaHTaM ocyInecTeIcHU K mpeacrasmsier coboit R®,
R7
/
=X
[00149] CorimacHO HCKOTOPHIM BAPHAHTAM OCYHICCTBJICHWA, koraa K mpeacraBiser coOoi R® R’

npeacTasaaeT codoit Bogopoa, Cig-amkut uwmn Cig-propamkmi. COTJACHO HEKOTOPBIM BAPHAHTAM OCYIICCTBICHHA
R’ mpencrasnsger co6oit Bomopon umm Ciy-anmkun. COTJACHO HEKOTOPBIM BAPMAHTAM OCYLIECTBIEHHA R’
MPEACTABISIET COOOH BOAOPOJ, METHII, STHJ, H-NPOIWJI, H3OMPONII, H-OyTwi, H300yTHI, BTOP-OYTHI HIH TPET-
OyTun. COrnacHo HEKOTOPBIM BAPUAHTAM OCYINECTBIeHHS R7 npenctasmseT coboit Bogopon umm mMeTun. COTIacHo

HEKOTOPBIM BAPHAHTAM OCYINECTBIeHAS R” mpeacrasmnser coboii BOOOPO.

[00150] CormacHO HCKOTOPHIM BAPHAHTAM OCYHICCTBICHW:A, korma K mpeacrasiser coOoi R® RS
npeactasmter coboit  Crs-amkmn, Cis-Qpropamkun, Crs-amkenmn, Cog-ankwamn, Csg-mmakmoankun, Cssg-
IUKIOANKEHU, 4-8-ueHnbli reTepomuknoanku, -[(CH,)-Z]-RS, -[(CHRY),-Z]-R® wmu -[(CR%),-Z]-R®. CornacHo
HCKOTOPBIM BapHAHTaM ocymecTicHus R® mpeacrasmaeT coboit Cis-amxun, Cp.g-(propankma, Crs-amkeHum, Cog-
ankuaun, Css-rukaoankus, Cs.s-IUKI0ANKeHUN, 4-8-uneHHblif reTepouukaoankun, -[(CH,),-Z]-R®, -[(CHRY),-Z];-
R® mmn -[(CR%),-Z]-R®; mpu 3TOM Kaxaplii anki, (pTOPANKHAN, ANIKCHAI, ATKHHAN, MUKIOAIKHI, MHKIOATKCHIT H
4-8-4yICHHBIH TCTCPOLMKIOANKI ABIACTCA 3AMCIICHHBIM W COACPKHT OT 1 1m0 6 pammkamoB R®. CornacHo
HEKOTOPBIM BapHAHTaM ocCyluecTBiacHus R8 npencrasmser coboi Crs-amkmi, Css-nuknoankun, -[(CH,)-Z]-RS, -
[(CHRY),-Z];-R® mma -[(CR%)-Z]-R®; mpH 3TOM aNIKHI B MUKIOAIKHII SBISCTCA 3aMCIICHHBIM H COACPYKHAT OT 1 10 6
pamukagoB R°. CormacHO HCKOTOPBIM BapmaHTaM ocymecTBicHHA R8 mpeacrasmaer codoit Cis-amkum, Csg-

muxnoankwt, -[(CHz)-Z]-RS, -[(CHRY,-Z]-R® mwmu -[(CR%),-Z]-R®; mpu 3ToM alkuil H HUKIOAIKUI ABIACTCH
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3aMCIICHHBIM H COACPXHUT OT 1 70 6 pamgmkanoB R, w xakaeii Z He3aBucmMO mpeactasisger coboi -CH,O-, -
CH,NRY-, -CH;N*(R%);- mmu -NH-C(=0)-NH-. CornacHo HeKOTOPBIM BAPHAHTAM OCyIiecTBIcHuA R® mpeacTapiset
coboii Cys-amxmn, Cys-muknoankun wim -[(CH,)-Z]-RS; mpu 5TOM aNKHI ¥ MEKIOATKA SBISCTCS 3AMCIICHHBIM H
coaepsxur 0T 1 10 6 pagukanos R®, H kaxaelii Z HE3aBUCHMO IpeacTaBusger coboit -CH,O-, -CH,NRY-, -
CHN*(RY)2- umm -NH-C(=0)-NH-. CoriacHO HEKOTOPBIM BapHAHTAM OCYIIECTBICHHA R® mpencrasmaer coboii Ci-
s-ankmw, -[(CH2)-Z]-R®, -[(CHRY),-Z]-R® mmm -[(CR%)-Z]-R® mpu 3TOM amkmi SBIACTCA 3aMCINCHHBIM H
comepskuT OT 1 10 6 panukanos Re. COTIacHO HEKOTOPHIM BapUaHTaM ocymecTBieHus R¥ npencrasmser coboii Ci-
s-ankmw, -[(CH)-Z]-R®, -[(CHRY),-Z]-R® mmu -[(CR%)-Z]-R® mpu 3TOM amkui SBIACTCA 3aMCINCHHBIM H
coaepsxur oT 1 10 6 pagukanos R®, u kaxaelii Z HE3aBUCHMO IpeacTaBmsger coboit -CH,O-, -CH,NRY-, -
CH,N*(R%);- umu -NH-C(=0)-NH-. CoriacHo HEKOTOPBIM BapHAHTAM ocylnecTBIcHu R® mpeacrasger coboit C1-
8-amxun wm -[(CH2)r-Z]t-R®; npu 3TOM alKu ABISCTCA 3aAMEMICHHBIM H COAEPXHUT OT 1 m0 6 pamukanos R°; u
KOKIBIH Z HE3aBHCHMO TpeacTaBiaser coboit -CH,O-, -CHaNRY-, -CHoN*(RY),- um -NH-C(=0)-NH-. CornacHo
HEKOTOPBHIM BapHAaHTAM oOCyiecTicHus R® mpenctaBmser coGoit Cis-aiKui, TPH ITOM AJKAN SBISETCS
3aMCIICHHBIM U COICPKUT OT 1 10 6 paxukanos R

R7

/

i—N\

[00151] CornacHO HEKOTOPHIM BapHAHTAM OCYIIECTBICHMs, korga K mpenacrasiser coOoi R® RS
npeacraBmaeT co6oi -(Cis-amkmn)-NH-R®, -(Cis-anxum)-C(=0)NH-R®, -(Cis-amkum)-C(=0)-N(R%); umu -(Cis-
anxun)-NHC(=O)NH-R®.

[00152] CornacHO HEKOTOPBIM BapHaHTaM ocyinecTsieHus R® nmpencrasmaer co6oii -(Ci.s-amkum)-NH-R?, -
(Crs-amkum)-C(=O)NH-R®, -(Cis-anxkum)-C(=0)-N(R?), wmu -(Cis-anmkun)-NHC(=O)NH-R®, npu 3TOM ajikun
ABIAECTCA HE3AMEIICHHBIM HITH 3AMEINCHHBIM H COAEPHT OT 1 10 6 pamukano RS, m kaxmeii R® HeszaBHCHMO
npeactaBasteT cotoi Cig-aakum wm Ci.s-(DTOPATKWI, KOTOPBIA ABIACTCA 3aMCINCHHBIM H COACPKHT OT 1 A0 6
pamukanos RS, mmm asa R coBMECTHO ¢ aTOMOM a30Ta, K KOTOPOMY OHH NPHCOCIHHCHEL, 00PA3yIOT 4-6-1ICHHBIH
TCTCPOLMKIOATKHIT, KOTOPBIH ABIACTCA 3aMCINCHHBIM U COACPKHT OT 1 10 6 pamukanoB R CormacHo HCKOTOPHIM
BAPHAHTAM oCyluecTBIcHHS R® mpenctasmser co6oi -(Ci.s-amkum)-NH-R®, -(Cis-amxum)-C(=O0)NH-R®, -(C;s-
ankun)-C(=0)-N(R®), uwmi -(Cis-ankum)-NHC(=O)NH-R’, mpu >TOM alIKkuji SBIAETCA HE3AMEIICHHBIM HIIH
3aMEINEHHBIM M COmepskuT OoT 1 1o 6 pamukanos R, u xaxeii R° meszasucuMo mpeactaBnseT cob6oil Ci.s-auKmi,
KOTODBIH SABIAETCA 3AMEMEHHBIM U COAEPHT OT 1 10 6 pammkanos RS mmm a8a R® COBMECTHO ¢ aTOMOM a30Ta, K
KOTOPOMY OHH NMPHCOCAWHCHBI, 00PA3YIOT 4-0-UICHHBIH TCTCPOLUKIOANKII, KOTOPBIH ABIACTCA 3aMCIICHHBIM H
comepyut oT 1 70 6 pagukanos R°. CormacHO HCKOTOPBIM BApHAHTAM OCYIICCTBICHUA Rg mpeacrasmaet codoit -(Ci-
g-ankmn)-NH-R®, -(C;s-amxum)-C(=0)NH-R®, ~(C,.s-anxum)-C(=0)-N(R®); wm -(C-s-amxun)-NHC(=0)NH-R’; nmpu
ITOM AJIKHJT SABJISICTCS HE3AMCIICHHBIM.

[00153] CormacHO HEKOTOPHIM BapHAHTAM OcymecTBIeHHs R® mpenctasmser coboit Bomopon, Cis-aiku,
Cis-¢propamkun, Crg-ankeHmn, Cog-amkwamn, Css-muxmoamkuy, Csg-OUKITOANKCHAN WA 4-8-UICHHBIN
rerepormknoankui. COrIacHO HEKOTOPHIM BAPHAHTAM OCYINECTBIEHUA R® mpencrasmser coGoit Bomopon, Cis-
ankun, Cig-propankxun, Crg-amkeHun, Crg-amkuamn, Csg-mukmoankuy, Csg-IAKIOATKCHHT WIH 4-8-UICHHBIH
TCTCPOLMKIIOATTKII, IPHICM AJTKHI, (PTOPATKIII, ATKCHIT, ATKAHIT, [HKJIOATKHIL, IHKJIOATKCHIT WA 4 -8 -1ICHHBIH
TETCPOMMKJIOAJKIT ABISIETCS HE3aAMEIICHHBIM HITM 3aMCINCHHBIM M COACpKUT oT 1 10 6 pammkanos R°. Cormacuo
HEKOTOPBIM BAPHAHTAM OCYIIECTBIeHH: R® mpencrasmser coboit Bomopon, Cis-amkun, Css-IUKIOANKHT UH 4-8-
YICHHBI TCTCPOLMKIOANKHIII, MNPUYEM AIKWJT, LUKIOAIKHI HIH 4-8-ulCHHBII TETEPOLMKIOANKHI ABIACTCA

HE3AMCINCHHBIM HIH 3aMCINCHHBIM H coxepuT oT 1 1o 6 pammkamoB R, CorimacHO HEKOTOpPBIM BapHAHTAM
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ocymecteicHua RO mpeactapmsger codoif Bomopox wmm Cig-alKWil, NPHYCM QKW SABACTCS 3AMCIICHHBIM H
cozepxurt 0T 1 10 6 pagukanos RS

[00154] CormacHo HCKOTOPHIM BAPHAHTAM OCYIICCTBIICHHUS KOKIBIH Z HEC3aBHCHMO NMPEACTABIHICT COOOH -
CH,O-, -CH,NRY-, -CHoN*(RY),-, -NH-C(=0)-NH-, -C(=0)NH-, -CH,S(=0),- wm -CH,S(=0)-. CormacHo
HCKOTOPBIM BAPHAHTAM OCYINECTBICHHS KAaKIBI Z HE3aBHCHMO IpeacTaBmser coboit -CH,O-, -CH,NRY- -
CHoN*(RY),-, -NH-C(=0)-NH- mm -CH,S(=0);-. COrnacHo HEKOTOPHIM BAPHAHTAM OCYIICCTBICHHSA KAKIBIH Z
HE3ABHCHMO IpeacTaBmaeT coboit -CH,O-, -CHoNRY-, -CHoN*(RY),- mm -NH-C(=0)-NH-. COrnacHo HEKOTOPBIM
BAPHAHTAM OCYIIECTBICHHUSA KAKIBIH Z HE3aBHCHMO mpeacTasiset coboi -CH,0-, -CH,NRY- uyn -NH-C(=0)-NH-,
CornacHO HCKOTOPHIM BApHAHTAM OCYINCCTBIICHHUS KAKABIH Z He3aBHCHMO mpeactasiier coboit -CH,O- mwmm -
CH,NRY-, CorracHO HEKOTOPBIM BAPHAHTAM OCYIIECTBICHHA KaKapli Z mpeacTasiset co6oit -CH,O-.

[00155] CormacHO HEKOTOPBIM BAPHAHTAM OCYINCCTBICHHA KAKABIM I HE3aBHCHMO COCTaBIIET 0T 1 110 6.
CoryacHO HEKOTOPBIM BAPHAHTAM OCYINCCTBICHHA KAXIBIH I cocTaBmieT oT 1 1m0 4. CoriacHo HEKOTOPHIM
BAPUAHTAM OCYIUCCTBICHUS KaKabli r coctapmsieT oT 1 mo 3. CornacHO HEKOTOPBIM BapHAHTAM OCYINECCTBICHUA
KaxaeIdl r cocraBmier 1 mimm 2. COriacHO HEKOTOPHIM BApHAHTAM OCYILICCTBICHMA KAKABIH I COCTAaBIsACT 1.
CoryiacHO HEKOTOPBIM BapHAHTAM OCYINCCTBICHHUA KKABIH r coctaBiieT 2. COINIACHO HEKOTOPBIM BapHAHTAM
OCYIIECTBJICHHUS KAKIBIA I COCTABIACT 3.

[00156] CormacHO HEKOTOPBHIM BapHAHTAM OCYINECTBICHHA KKABIH t HE3aBUCHMO COCTABIACT OT 1 10 6.
CoriacHO HEKOTOPBIM BapHAHTAM OCYIICCTBICHHA KAKABIH t He3aBUCHMO cocTaBmier oT 1 mo 5. CornacHo
HEKOTOPHIM BapHAHTaM OCYINECTBJICHHSA KaKIbIH t He3aBHCHMO cocraBiieT oT 1 1o 4. ComlaCHO HEKOTOPBIM
BApHAHTAM OCYINECCTBICHUA KKIBIH t HezaBHCHMO cocrtaBmieT oT 1 mo 3. CornacHO HEKOTOPHIM BAapHAHTAM
OCYILECTBJICHHS KAKABIA t He3aBUCHMO cocTaBisieT | wiam 2. COrlacCHO HEKOTOPHIM BAPHAHTAM OCYINCCTBICHUA
Kaxmerid t coctaBmieT 1. COrlacHO HCKOTOPHIM BAPHAHTAM OCYLICCTBJICHHA KaKAbIA t coctaBmier 2. CoriacHO
HEKOTOPBIM BaPHAHTAM OCYILECTBJICHHS KaXKABIHA t COCTaBIIACT 3.

[00157] CormacHO HEKOTOPHIM BAPHAHTAM OCYINCCTBJICHHUS KAKIBIH I' HC3ABUCHMO COCTABIACT OT 1 70 6
KayKIBIH t HE3aBHCHMO COCTABIIET OT 1 10 6; m R® mpeacrasmser coboit Bomgopoa, Ci.s-amxmi, Cigs-propamkm, Cog-
ankeHw1, Crg-ankuHmi, Csg-OAKI0ANKHT, Csg-IHKIOATKCHII WIH 4-8-UJICHHBIH TCTCPOUMKIOANKII, MPHICM
ankui, (PTOPANKWN, AaNKCHWN, AJNKHHWI, [UKJIOATKHJI, IUKIOATKCHHI MWIH 4-8-WICHHBIH Te€TCPOLHKIOATKHII
SIBJIACTCSL HE3aMEIICHHBIM WJTH 3aMCIIECHHBIM U COACPKUT OT 1 10 6 pagukanos RC.

[00158] CormacHO HEKOTOPHIM BAPHAHTAM OCYLICCTBICHHA KKIBIH R HE3aBHCHMO MPEACTABIACT COOOM -
OH, -CH,OH, -CH,CH,0H, -NH,, -CH,NH,, -NH(RY), -CH,NH(RY), -N(R%),, -CH,N(R%),, -N(R%);*, -C(=0)OH, -
CH,C(=0)OH, -CH,CH,C(=0)OH, -S(=0),0H, -S(=0)OH, -S(=0)NH,, -P(=0)(OH),, -P(=O)(OH)(RY),
P(=0)(OH)(H). P(=0)(OH)(ORY), -B(OH),, -B(OR%(OH), -NHCONHS(=0),(RY), -NRH)CONHS(=0),(RY),
NHCONRHS(=0),(RY), -C(=O0)NHS(=0)2(RY), -S(=0);NHC(=O)RY, -NHC(=NH)NH,, -NHC(=NH)NHRY,
NHCENH)NRY,, -NRHC(ENH)NH,,  -NRYCENH)NHRY),  -NRHC(ENH)N(RY),,  -NHC(=N(RY))NH,,
NHC(=N(RY)NHRY, -NHC(=NRY)NRY),, NRHCENRY)NH,, -NRYHC(E=ENRY))NHRY, -

FN@, FN@N |

NRHCENRH)NRY),, -NHC(=NH)NHC(=NH)NH,, -N(RY)C(=NH)NHC(=NH)NH,,
OH
O ~OH

OH

N . .
O O WIH 4-6-4JICHHBII TCTCPOLUKII, KOTOPBIU ABJIACTCA HE3AMCIICHHBIM HJTH

H
+ N\
E_N\/\/,NiRd, A

3aMCIICHHBIM U COICPHT 1, 2, 3 wim 4 3amMecTHTEI, KOTOPBIC BRIOpaHs! U3 Cig-ankuia, -O-(Cis-amxun), -OH, =0
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u =S. CorjacHO HCKOTOPHIM BAPHAHTAM OCYINCCTBICHHA KaXabri R° Hesasmcumo mpeacTtaBieT coboit -OH, -
CH,OH, -CH,CH,OH, -NH,, -CH,NH,, -NH(RY), -CH,NH(RY), -N(R%),, -CHN(RY),, -N(R%s*, -C(=0)OH,
CH,C(=0)OH, -CH,CH,C(=0)OH, -S(=0),0H, -S(=0)OH, -S(=0);NH,, -P(=0)(OH),, -P(=O)(OH)(RY),
P(=0)(OH)(H), P(=0)(OH)(ORY), -B(OH),, -B(OR%(OH), -NHCONHS(=0),(RY), -NRH)CONHS(=0),(RY),
NHCON(RHS(=0),RY), -C(=O)NHS(=0)2(RY), -S(=0),NHC(=O)RY, -NHC(=NH)NH,, -NHC(=NH)NHRY,
NHC(E=ENH)NRY),, -NRHCENH)NH,,  -NRHCENH)NHRY), -NRHCENH)N(RY),, -NHC(=N(RY))NH,,
NHC(=N(RY)NHRY, -NHC(=NRH))N(RY);,, NRHC(E=ENRY)NH,, -NRHC(=N(RY))NHRY, -

RO

NRHCENRY)NRY,, -NHC(ENH)NHC(=NH)NH,, -N(RHC(=NH)NHC(=NH)NH,,

N-o N-py
FN@NJLR", H,S\ HN/& HN/N HNJ\O

H R H 15805

CornacHO HEKOTOPBIM BapHAHTaM OCYINCCTBICHHA KaXaplid RC He3aBucumo mpeacrasiser codoit -OH, -CH,OH, -

CH,CH,OH, -NH,, -CH,NH,, -NH(RY), -CH,NH(RY), -N(RY),, -CH,N(RY),, -N(R%);*, -C(=0)OH, -CH,C(=0)OH, -

CH,CH,C(=0)OH, -S(=0),0H, -S(=0)OH, -S(=0);NH,, -P(=0)(OH),, -P(=0)(OH)(RY), -P(=0)(OH)(H), -

P(=0)(OH)(OR?), -B(OH),, -B(ORY)(OH), -N(RY)CONHS(=0),(R?), -C(=0)NHS(=0),(RY), -NHC(=NH)NH,, -
N~o

D B B T

NRHC(=NH)NH,, -NHC(=NH)NHC(=NH)NH,, , , , )

OH
N~ N~ HO
0O N
H/ }_< E_</
I
N’g N’N NJ\ .
’4 o' O OH
OCYyIIECTBICHHA Kakaplii R° Hesapucumo mpexcTasiser coboit -OH, -CH,OH, -NH,, -CH,NH,, -N(R%:*, -
C(=O)OH, -S(=0),0H, -S(=0)OH, -S(=0)%NH,, -P(=0)(OH),, -P(=0)OH)[RY), -P(=0)(OH)H), -
P(=0)(OH)(OR?), -B(OH),, -B(OR%)(OH), -N(RY)CONHS(=0):(R%), -C(=0)NHS(=0)>(R?), -NHC(=NH)NH,, -

H
H H T . COrmacHO HEKOTOPHIM BAPHAHTAM

N~o

D PO e T

NRHC(=NH)NH,, -NHC(=NH)NHC(=NH)NH,, R R , ,

OH
N~o N~N HO wOH
= ,J% HN,N L £ L o

OCYIIECTBICHH Kaxabli RS HesaBucumo mpeictasmser coboit -OH, -CH,OH, -NH,, -N(RY)", -C(=0)OH, -

FN@, FN@N |

H H T . COrmacHO HEKOTOPHIM BAPHAHTAM

S(=0),0H, -S(=0),NH,, -P(=0)(OH),, -P(=0)(OH)(RY), -P(=0)(OH)(ORY),
OH

HO

+ AN\
%_N\/L//NiRd Ao“' o) OH

MU . CornacHO HEKOTOPHIM BapHAHTAM OCYINCCTBICHUS KaXmprid R°

HE3aBUCHMO MOpeicTaBiseT coboit -OH, -NH,, -N(RY);*, -C(=0)OH, -S(=0),0H, -S(=0);NH,, -P(=0)(OH),, -
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HO
A\ AN\
R B P L o

CornacHO HCKOTOPBIM BapHAHTAM OCYIICCTBICHHA KXKAbli Rc HezaBucnMo mpeacrasiieT codoi -OH, -CH,OH, -

P(=0)(OH)(RY), -P(=0)(OH)(ORY), HITH

NH,, -N(R%5*, -C(=0)OH, nmm . COrmacHO HEKOTOPHIM BAPHAHTAM OCYINECTBICHHA KAKIBIA RS He3aBHCHMO
OH

HO
A NE OH

BAPHAHTAM OCYIICCTBICHUS Kakabid RS He3apucumo mpeactasimser coboi -OH, -CH,OH, -N(RY)5*, -C(=0)OH

npeacTapmseT codoit -OH, -NH,, -NRY);", -C(=0)OH uau . CormacHoO HEKOTOPBIM

HO

coboii -OH, -NR%;*, -C(=0)OH, nm /\ o™

Kakapiii RS Hesasucumo mpeactasmser co6oit -OH, -CH,OH wmam -N(RY);*. CormacHO HEKOTOPBIM BAPHAHTAM

. CorlacHO HEKOTOPHIM BAPHAHTAM OCYILCCTBICHUS

ocymecTBieHus Kaxapii R° mpexacrasmier co6oifi -OH wmmn -C(O)OH. CornacHO HEKOTOPHIM BapHaHTaM
ocymLIecTBJICHHS kKaxapii R° nmpencrasiter coboii -OH.

[00159] CornacHO HEKOTOPHIM BAPHAHTAM OCYIICCTBICHHA Kakapii RY He3aBuCHMO mpencTaBiseT coboii
Cis-amxua, Cis-(propamxun umn Cs.s-mukaoamkua. COTIacHO HEKOTOPHIM BAaPHAHTAM OCYIIECTBICHHA Kaxapri RY
He3apucuMo mpeactaBmier coboit  Cig-amkun win  Cs.e-mmkaoankwi.  COrmacHO HEKOTOPHIM — BapHAHTAM
ocymecTBIcHHS Kaxapii RY mesasucumo mpeactapmaer coboit Crg-amxkun mwmi Cis-(ropankmn. CormacHo
HEKOTOPBIM BAPHAHTAM OCYINECTBICHHA Kaxxapii RY mesaBucmmo mpenctaBiser co6oit Cig-amkmr CormacHo
HEKOTOPBIM BAPHAHTAM OCYINECTBICHHA Kaxcapii RY mesaBucmmo mpenctaBiser co6oit Cig-amkmir CormacHo
HEKOTOPBIM BAPHAHTAM OCYINECTBIEHHS Kakaplii RY HesaBmcuMO mpencTaBiser co60if METHI, STHJI, H-NPOTIHI,
H30TPONHANT, H-OYTHI, H300YTHIL, BTOP-OyTHI Wi TPeT-OyTHa. COTNIAaCHO HCKOTOPHIM BAPHAHTAM OCYINCCTBIICHHA
kaxxprit RY mpencrasnser coboii MeTHIL.

[00160] CornacHO HEKOTOPHIM BAPHAHTAM OCYLICCTBICHHA KKIBI R HE3aBHCHMO MPEACTABIACT COOOM -
OH, -CH,OH, -CH,CH,OH, -N(R%;", -C(=0)OH, -CH,C(=0)OH, -CH,CH,C(=0)OH, -S(=0),0H, -S(=0)OH,
S(=0):NH;, -P(=0)(OH),, -P(=0)(OH)(R?), -P(=0)(OH)(H), -P(=0)(OH)(OR?), -B(OH),, -B(OR)(OH),
NHCONHS(=0),(RY), -NRHCONHS(=0)(RY), -NHCON(RHS(=0),(RY), -C(=0)NHS(=0)(RY), -
S(0):NHC(O)RY, -NHC(=NH)NH,, -NHC(=NH)NHRY, -NHC(=NH)N(RY),, -NRHC(=NH)NH,,
NRHCENH)NH(RY, -NRHCENH)N(RY),, -NHCENRY)NH,, -NHCENRD)NHRY, -NHCENRD))N(RY,,
NRYHC(ENRY)NH,, -NRHC(E=NRY))NHRY, -NRHCENRY)NRY,, -NHC(=NH)NHC(=NH)NH,,

N A\ N\
RO B D £

YJCHHBIH TE€TEPOLMKI, KOTOPBI ABIACTCS HE3AMECIICHHBIM WM 3aMELICHHBIM W coaepkut 1, 2, 3 wmu 4

N(RY)C(=NH)NHC(=NH)NH,, win 4-6-

3aMCCTHTEIA, KOTOPBIC BEIOpaHk! U3 Cis-amkmma, -O-(Cis-amkum), -OH, =0 u =S. CornacHO HCKOTOPEIM BapHAHTAM
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OCYIIECTBICHHA Kaxabli R® Hesasucumo npeacTasiset codoit -OH, -CH,OH, -CH,CH,OH, -N(RY);*, -C(=0)OH,
CH,C(=0)OH, -CH,CH,C(=0O)OH, -S(=0),0H, -S(=0)OH, -S(=0);NH,, -P(=0)(OH),, -P(=0)(OH)(RY),
P(=0)(OH)(H), -P(=0)(OH)(ORY), -B(OH),, -B(OR%(OH), -NHCONHS(=0):(RY), -NRHCONHS(=0)(RY),
NHCONRHS(=0),(RY), -C(=O)NHS(=0)(RY, -S(0):NHC(O)RY, -NHC(=NH)NH,, -NHC(=NH)NHRY,
NHC(=NH)NR®,, -NRYHC(ENH)NH,, NRHYCENH)NHRY), -NRHC(ENH)NRY,,  -NHC(ENRY))NH,,
NHC(=N(R%)NHRY, -NHC(E=NRYD)NRY),, -NRYHC(=N(RY))NH,, -NRHC(=NRY)NHRY, -

D B

NRHCENRY)NRY),, -NHC(=NH)NHC(=NH)NH,, N(RY)C(=NH)NHC(=NH)NH,,

N\O N\N
/\ H/ i_< *_< ¥_</
FN/\/NiRd, H,S\ N’& N’N ”J\ .

>

CornacHO HEKOTOPBIM BapHAHTAM OCYIICCTBICHHA KaXaslid R® He3aBucumo mpeacrasiiet codoit -OH, -CH,>OH,
CH,CH,OH, -N(R%;*, -C(=0)OH, -CH,C(=0)OH, -CH,CH,C(=0)OH, -S(=0),0H, -S(=0)OH, -S(=0),NH,, -
P(=0)(OH);,  -P(=O0)(OH)R?),  -P(=0)(OH)(H),  -P(=O)(OH)(OR?),  -B(OH),,  -B(OR%)(OH),

N(RY)CONHS(=0),(R9), -C(=0)NHS(=0),(RY), -NHC(=NH)NH,, NRHC(=NH)NH,, -
N~ N~
o) o)
FNE\> ENUN N NER H;\rs\\o HN/&S
NHC(=NH)NHC(=NH)NH,, : / / . H : H :
OH

<N H“‘“ "
I

kaxapid RS HeszaBucumo mpeactasiager coboit -OH, -CH,OH, -N(RY);*, -C(=0)OH, -S(=0),0H, -S(=0)OH, -
S(=0),NH,, -P(=0)(OH),, -P(=O0)(OH)(RY), -P(=0)(OH)(H), -P(=0)(OH)(ORY), -B(OH),, -B(ORY)(OH), -

N’N
. COrjacHO HEKOTOPHIM BAPHAHTAM OCYINECTBJICHHA

N(RY)CONHS(=0),(RY). -C(=0)NHS(=0)(R%), -NHC(=NH)NH,, NRYC(=NH)NH,, ;
N~ N~
0 0
—\ —\ 7 i 4
{—*Nf\ > PN PR HN/S\\O HN/&S
NHC(=NH)NHC(=NH)NH,, : A A H : H ,
OH

N’N

! : i :N\N HO
oH  AgrSgr\OH

. CormacHo HEKOTOPHIM BAPHAHTAM OCYINCCTBICHUS

Kbl RS Hesasucumo mpeactasnser coboit -OH, -CH,OH, -NRY);*, -C(=0)OH, -S(=0),0H, -S(=0);NH,, -

FN@’ FN@N | FN@N*— RS

i

P(=0)(OH);, -P(=0)(OH)(RY), -P(=0)(OH)(ORY), HIH

OH

HO
Ao“' o)

coboii -OH, -N(R%;*, -C(=0)OH, -S(=0),0H, -S(=0):NHa, -P(=0)(OH),, -P(=0)(OH)(RY), -P(=0)(OH)(ORY),

WOH

OH
. CornacHO HEKOTOPBIM BAPHAHTAM OCYIICCTBIICHHUSA KAXKIBIA R® HE3aBHCHMO MPCACTABIACT
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HO
A\ /A \
}:N® §—+N\/_\//N FN\/L//NJLR" A g S gANOH

OCYIIECTBICHHA Kaskmplii R® me3aBucuMo mpenctasmser coboii -OH, -CH,OH, -N(RY)3*, -S(=0),0H, -S(=0):NH;

AITH CorjacHO HEKOTOPHIM BapHAHTAM

CornacHO HCKOTOPHIM BAPHAHTAM OCYINCCTBICHHA Kakaplii R°® He3aBHCHMO

OH
HO WOH

"(o“' o OH

BApUAHTAM OCYLICCTBICHUA Kakaeli R° HesaBucumo mpenctapmier coboit -OH mm -C(O)OH. Cormacuo

npeacrasmaeT coboit -OH, -CH,OH, -N(RY);*, -C(=0)OH wum . CormacHo HEKOTOPBIM

HEKOTOPBIM BapHaHTaM OCYLICCTBICHU:A Kaxaplit R® mpeacTasmster codoii -OH.

[00161] CormacHo HEKOTOPHIM BapHAHTAM OCYHICCTBICHMA, Kkorma K mpeacraBmser coboi

RS
p R! N—RS
§—N
2R3\s

q
, Kameiii R® HesaeucuMo mpenctapiset coboit -OH, -CH,OH, -NH,, -N(RY);*, -C(=0)OH, -

§—+Nf \ > FN/\/N
S(=0):0H, -S(=O):NH,, -P(=0)(OH)., -P(=0)(OH)[R?), -P(=0)(OH)(OR?), ; —
OH

HO WOH
+ / \ 4 d
ENUNSRS 4 OH
\—/ mm® O O ; ¥ Kaskapii RY HesaBucumo mpeacrasuser co6oit Cs-aIKkuL.

R7

/

=N
[00162] CormacHO HEKOTOPBIM BapHAHTAM OCYIICCTBICHHs, koraa K mpernctaBmser coOoit R®,

kaxapiid R mezapucnmo mpeacrasiaeT coboit -OH, -CH,OH, -NH,, -N(RY);*, -C(=0)OH, -S(=0),0H, -S(=0),NH;,

FN6> ENUN ENUNRY
PE0)OH),, -P(=0)OH)(RY), -P(=0)(OH)(ORY), . /| —/ W

OH

HO WOH
OH

AO\\‘ @) . kaxmeni RY mesapmcuMo mpeactaBmacT coGoi Crg-ankua, H Kaxkaeri R® HE3aBHCHMO
opeacraBmeT coboir -OH, -CH,OH, -NRY);*, -C(=0)OH, -S(=0),0H, -S(=0);NH,, -P(=0)(OH),, -

+ /a\ + 4\
}-*NES > ENUN ENTUNSRE 4
, /| \_/ am’ O
CornacHO HCKOTOPBIM BapHAHTAM OCYINCCTBICHHA KaKIplid R® He3asrmcuMo mpeacrassaet codoii -OH, -CH,OH, -
NRY;™ u kaxapiii R® Hezapucumo mpeactasmer coboi -OH, -CH,OH, -N(RY)5*, -S(=0),0H, -S(=0),NH; umu

P(=0)(OH)(R?). -P(=0)(OH)(OR?),
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HO
A N6 OH

u kakgeiii R® wesaBucmmo mpencrasmaaer co0oit -OH mmm -C(=O)OH. CornacHO HCKOTOPHIM BapHAHTAM

. CormacHO HCKOTOPBIM BapHAHTAM OCYIICCTBICHHA KKl R® mpexcrasmseTr coboit -OH;

OCYIICCTBIICHHA Kaxkapli Rc mpeacrasmaer coboii -OH; n kaxaprii R® HezaBucHMO mpeacTasisier codoii -OH.

[00163] CormacHoO HEKOTOPBIM BapHAHTAM OCYIICCTBICHHA, Korga K  mpeacraBmseTr coOoi

R5
\
P R!" N—R*
fn
2R3\s

. RY mpencrasseT coboit Bomopon um Cis-ankwr, 1 R’ npencrasmset coboii C-g-ankumi, Cos-
ankeHun, Cog-ankuHuI, Cs-MUKI0aTKa, Css-IUKIOANKCHA, 4-8-uIeHHBI reTepomukIoanku, -[(CH,)-Z]-RS, -
[(CHRY)-Z]-R® um -[(C(RY)2)-Z]-R®; IpH 3TOM KayKIBIH ANKHIL, ATKCHH, AJKHHH, IAKIOAJKHL, [HKIOATKCHHI
U 4-8-4ICHHBIH TETCPOLMKIOATKIUI SABJIACTCSA 3AMCHICHHBIM H coaepkutr oT 1 1m0 6 pamgukamos R°. CornacHo
HCKOTOPBIM BapHaHTaM OCyIecTBicHus R? npexcrasier coboit Bomopox wm Cis-amkuwr, R® mpeacrasiser co6oi
Cis-amxun, Csg-IEKnoankun, 4-8-unennsiii reteporminoanku, -[(CHy)~Z]-R®, -[(CHRY)-Z]-R® umu -[(C(RY)),-
Z]-RS; TMPH 3TOM KOKABIA ATKWI, IHIJIOATKHNT U 4-8-4JICHHBIH TCTCPOLUKIOANKHI SIBIACTCSA 3aMCIICHHBIM H
coaepkut oT 1 10 6 pamukanos RS, kaxapii Z He3aBucHMO mpeacTasuger coboit CH,O-, -CHoNRY-, -CH,N*(RY),-
wm -NH-C(=0)-NH-; R® npencrapmaser coboii Bomopon, Ci.g-ankui, Css-IHKIOATKAT MMM 4-8-4ICHHBIA
TETCPO LHKJIOATKILT, TPHYEM ATKUJI, HAKIOATKUI WIH 4-8-UICHHBIH TETCPOIMKIOANKHI SIBISICTCS HE3aMCIICHHBIM
WIH 3aMEINCHHBIM H COACPXKHT OT 1 10 6 pamukanos R®; xaxaeri R° HezaBmcumo mpencrasiteT coboit -OH, -
CH,OH, -NH,, -N(R%);*, -C(=0)OH, -S(=0),0H, -S(=0);NH,, -P(=0)(OH),, -P(=0)(OH)(RY), -P(=0)(OH)(ORY),

+ /4 \ + /a4 \
}-*NES > PNUN ENTUNSRS £
, /. \_/ awm ¢ O
coboit Cis-ankua. COrIacHO HEKOTOPBIM BAPHAHTAM OCyIIecTBIeHHs R* mpencrapnser co6oit sBomopon wm Cia-

anxmn, R® mpencrasmaer coboit Crg-amkun, -[(CH2)~Z]+R®, -[(CHRY),-Z]-R® mwma -[(C(RY)2)~Z]-RS; mpu sTOM

. ¥ Kaxapii RY He3aBHCHMO IpeaCTaBISICT

QKU SABJFICTCS 3aMCIICHHBIM H COACPXHT OT 1 10 6 pagukanos RC; xakaprid Z HE3aBUCHMO MPEACTABIICT COO0H

CH,0-, -CH,NR¢- i -NH-C(=0)-NH-; r coctasmser ot 1 10 3; t coctasuser ot 1 10 3; u R® npeacrapiser coboit

Bogopox win Cig-alKuiI, MPHYEM AIKAI SBJHICTCA 3aMCIICHHBIM M COACPKUT OT 1 1o 6 pamukanos R°. Cormacuo

HCKOTOPBIM BAapHAHTAM OCYINCCTBICHHA KXAbi Rc Hesasmcmmo mpenacrasmieT coboit -OH, -CH,OH, -NH,, -
OH

HO
/\O\\- o OH

npeacTaBisieT co6oii Cig-aKuiL, KOTOPBIH SBICTCS 3aMEIICHHBIM H COACPKHUT OT 1 10 6 pamukanos R w kaxasrit

NRY;*, -C=0)OH wnmm COrnacHO HEKOTOPHIM BAPHAHTAM OCYIICCTBICHHA R’

R® HezasucuMo mpeicTasiaseT coboit -OH, -CH,OH, -NRY);*, -C(=0)OH unu . CormacHo
HEKOTOPBIM BAPHAHTAM OCyIIECTBIeHHs R4 mpencrasnser coGoit Bogopox; u R® mpenctapiset co6oit Cis-aikui,

KOTOPBI ABIICTCA 3aMCIICHHBIM H COACPKHT OT 1 10 6 rpymm OH.
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R7

/

=X
[00164] CormacHO HEKOTOPHIM BapHAHTAM OCYIUECTBICHHMS, korma K mpencrasmser coboi R® R’
npeacTaBiseT coooi Bomopon umu Ciq-ankui, R® npencrasnser coboit Cis-amkmn, Css-tmknoanku, -[(CH,)-Z];-
R®, -[(CHRY),-Z]-R® nmm -[(CR%),-Z]¢-R®; mpH 3TOM QKA U MHEKIOAIKHI ABIETCA 3AMCIICHHBIM H COICPIKHAT OT 1
10 6 pamukanos RS, kakmeii Z He3aBHCHMO mpeacTaBuseT coboil -CH,O-, -CH,NRY-, -CHoN*(RY);- mma -NH-
C(=0)-NH-; R® mpencrasmaeT coboit Bogopon, Ci-s-ankmi, C-s-MEKIOATKAT HIH 4-8-4ICHHBIH TeTCPOMUKIOATKHAI,
TPUYEM AJKWI, MUKIOAIKUN WU 4-8-4JICHHBIH TeTCPOLMKIOATKUI SBIACTCS HE3AMEIICHHBIM WU 3aMCIICHHBIM H
conepaut oT 1 10 6 pamukanos RS, mmu R® npencrapmaer coboii -(Cis-amxmn)-NH-R®, -(Cy.g-amxum)-C(=0)NH-R?,
-(Cys-anxum)-C(=0)-N(R%), wmu -(Cis-anxun)-NHC(=0)NH-R’; npu 3TOM alKui ABISETCS HE3AMEIICHHBIM HIIH
3AMEINEHHBIM M COAEPKAT OT 1 10 6 pamukanoB RS xaxmeiii R® He3aBUCHMO mpeactaBiser coOoM Ci.s-aiKui,
KOTOPBII SBISICTCS 3aMCIICHHBIM M COACPKHUT OT 1 10 6 pagukanos RS wmk nBa R® COBMECTHO ¢ aTOMOM a30Ta, K
KOTOPOMY OHH IPHCOCAUHCHBI, 00PaA3YIOT 4-0-4JICHHBIH T'C€TCPOLHUKIOANKHII, KOTOPBIH ABIACTCA 3aMCIICHHBIM H

coaepsut ot 1 10 6 pagukanos RS kaxawii Rc HezaBucumo mpeactasnset codoii -OH, -CH,OH, -NH,, -N(R%);*, -

+ + / \
[—Nf \ > ,—N/\/N
C(=0)OH, -S(=0),0H, -S(=0):NH,, -P(=0)(OH),, -P(=0)(OH)(R?), -P(=0)(OH)(OR), . 7,
OH
o) WOH

O\\' O OH . d . .
; kKaxaerid RY He3aBucMoO mpeacraBisieT co00it Ci-aIKuT, W KasKIbIi

H
ENUNRY L
\/ HIIH
R® HesaBucuMo mpeacTasiser codoit -OH, -CH,OH, -N(RY);*, -C(=0)OH, -S(=0),0H, -S(=0),NH,, -P(=0)(OH),, -
OH

HO
A\ /A \
D PO PO 4L o

CornacHO HEKOTOPBIM BapHAHTaM oCymiecTBIcHUs R® npenctasnser co6oit Ci-s-aKul, IPU 3TOM ANKHJI SBISCTCS

P(=0)(OH)(RY), -P(=0)(OH)(ORY), WA
3aMEIICHHBIM H COACPXHT oT 1 10 6 pamukanos R®, mma R® mpeacrasmaer co6oil -(Cis-amkmm)-NH-R®, -(Cis-
anxum)-C(=0)NH-R®, -(Cs-amkun)-C(=0)-NR®), um -(Ci.s-amxmm)-NHC(=O)NH-R’; npu 3TOM alKu1 SBIACTCS
He3aMeIneHHbIM, COTJIAaCHO HECKOTOPBIM BAPHAHTAM OCYINCCTBICHHUA KAKIABI R HC3aBHCHMO MPEACTABIACT COO0OH -

OH, -CH,OH, -NR%;"; u kaxmeii R® mezasucuMo mpeactasiser coboit OH, -CH,OH, -N(R%);*, -S(=0),0H, -

S(=0):NH, wm . COrIacHO HEKOTOPHIM BAPHAHTAM OCYINECTBICHHS R’ mpenctasiser
co0oif Bogopox; kaxkaprii R mpeactasmaeT codoit -OH; u kaxmeni R® HezaBucuMo mpeacrasiset codoit -OH wmm -
C(=0)OH. CormacHO HEKOTOPHIM BAPHAHTAM OCYLIECCTBJIEHHA R’ mpeactapnser coGoil BOmOPOX; KaKmbii R°
npencTasisieT codoit -OH; n kaxkapnii R® Hezasrcumo npeacrasser coboi -OH.

R7
/

=

[00165] CormacHO HEKOTOPHIM BapHAHTAM OCYINECTBICHH, korma K mpeacrasmsier coboif R® R'u

R® COBMECTHO ¢ aTOMOM a30Ta, K KOTOPOMY OHH NPHCOEIMHEHBI, OOPA3yIOT 4-6-UJICHHBIM TeTEPOIUKIOAIKMIL,
KOTOPBIN ABIACTCA 3AMEMEHHBIM H COAEpkuT OT 1 10 5 pammkanos R, w xaxneni Rf Hesasucnmo npeactaBiser

coboit -CHOH, -CH,CH,OH, -N(R%)s*, -CH,N(R%),"-R®, -C(=0)OH, -CH,C(=0)OH, -CH,CH,C(=O)OH, -
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FN@, FN@N |

S(=0),0H, -S(=0):NH,, -P(=0)(OH),, -P(=0)(OH)R?Y), -P(=0)(OH)(ORY),
OH
HO WOH
N\ NERE Ao OH
/ 170131 o 0O . CoracHo HEKOTOPBIM BapuaHTaM ocymecTeienus R’ u R®

COBMCCTHO C aTOMOM a30Ta, K KOTOPOMY OHH NPHCOCOWHCHBL, OOpa3yOT a3CTHAWH, KOTOPBIH ABIACTCA
3AMEMCHHBIM B concpskut 1 mmm 2 pamukama RY m kaxmeni RY mesasucmmo mpeacraemaer coboit -CH,OH, -
CH,CH,OH, -CH,N(R%),"-R’, -C(=0)OH, -CH,C(=0)OH um -CH,CH,C(=0)OH.

[00166] CormacHO HEKOTOPHIM BAPHAHTAM OCYIICCTBJIICHHS HACTOAIICTO M300PCTCHHA PACKPHITO
COCTMHECHHUE, KOTOPOE HMEET CTPYKTYPY, MPEACTABJICHHYIO B Tabmuue 1.

Tabmuma 1.

ITpume
p Ne

Crpykrypa

HaummeHoBanue

1

1

2-[4-[3-[1-(5-xnopnupuMUIUH-2 -1IT)-4-
MUICPUIUT| IPonoKCcH|-2-propdermn|-N-[5-[[2-
THAPOKCH-1-

(THAPOKCHMETHIT) 3THJI| AMHHO | ICHTHJI|alleTaM H

g}Q
£
g

5-[[2-[4-[3-[1-(5-xnopmupuMu TUH-2 -1T)-4-
MHICPUINT|TPONOKCH] -2 -

(proppeHmI] areTHII| aMHHO | I HT HATPHITHIAMMOHUIA

i
:

2-[4-[3-[1-(5-xmopnupuMHUIHH-2 -HT)-4 -
TMUICPUIAT | IPOTOKCH| -2 -(pTophermn]-N-[5-
[[(2S.3R,4R,5R)-2,3.4,5,6-

MICHTArUAPOKCUTCKCUJT|aMUHO | ICHTUJIT| aLETaM UL

g
;

5-[[2-[2.,6-madrop-4-[3-[ 1-(5-mpommmupuMuIHH-2 -
un)-4-
MHIICPHTAJT | IPONIOKCH | (PeHIIT | aT[e THIT| aMITHO | ICHTHIT

TPHATHIAMMOHUH

g
1

2-[4-[3-[1-(5-xmopnupuUMHUIHH-2 -1T)-4 -
MUNCPUAAT | IpoTokCcH|-2-(pToppeHmn]-N-[2-

THAPOKCH-1, 1 -ONC(THAPOKCHMETHIT ) 3THII | AL TAMHU

2-[4-[3-[1-(5-xmopnupuMHIHH-2 -1T)-4 -
TMUTICPUAWI | IPOTIOKCH]| -2, 6-muropphermm]-N-[2-

THAPOKCH-1, 1 -ONC(THAPOKCHMETHIT ) 3THII | aLC TAMHA

2-[4-[3-[1-(5->TumupuMHuIUH-2 -uT)-4 -
TMUTICPUAW | IPOTIOKCH]| -2, 6-audropphermn]-N-[2-

THAPOKCH-1, 1 -ONC(THAPOKCHMETHIT ) 3THI | ALCTAMHA

2-[2,6-muprop-4-[3-[ 1-(5-mpomuITHPHMUTHH-2 -FL]T) -
4-munepuann|nponokcu|permn]-N-[2-ruapokcu-1,1-

OHC(THaPOKCHMCTHIT)ITHI |al[CTAMHUT
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9 2 oH 1-[3,3-6uc(ruapokcume T )a3e THANH- | -1 -2-[4-[3-
m" [1-(5-XnOpIUpUMHIHH-2 -A1T)-4-
o
6YIO/\/\ ° ’ MHICPHIAIT| IPONIOKCH]|-2-propdeHr] 3TaHoH
CILN
10 “ \L/\ON 2-[[2-[4-[3-[1-(5-xnopnupuMHIUH-2-11)-4-
NJ\N
O\Nom o MHICPHIMI|IPOIIOKCH] -2~
. OH
% (roppernn]anerii|aMuHO | STaHCY TE(OHOBASL
KHCJIOTa
11 °'\©N 3-[[2-[4-[3-[1-(5-xnopnupuMuIUH-2-11)-4-
N N
Ov\,om NP UM IPOTIOKCH] -2~
3
N7 gon (propdpermn]anerun]amuHo |mponaH-1-cyrp(hoHOBASA
KHCJIOTA
12 °'\©N 4-[[2-[4-[3-[1-(5-XnOpIHpUAMH JUH-2 -HIT)-4-
N N
Ovvom o MUNEPHAUT | IPONOKCH]-2-
%, OH
N (proppenmn]auermiilamuno |6yTaH- 1 -Cy mb(poHOBAS
KHCJIOTA
13 °'\©N 2-[4-[3-[1-(5-XnOpHHpHMHUTHH-2 -HT)-4-
N N
O\Nom nunepuani|nponoxcu]-2-proppenm]-N-(3-
g
N CyTb(DaMOMIIIPOTIHT)ALICTAMHT
14 °'\(‘ON 2-[4-[3-[1-(5-xmOpIHpUMHTHH-2 -HIT)-4-
N)\N
O\,\,om o MUICPUIUIT| IponokcH]-2-propdpenmn]-N-(4-
W, ,NH,
3 % CyIb(aMOUITOY THIT)AIC TAMH/T
15 /\(\ N 3-[[2-[4-[3-[1-(5-3THnmHpEMEA THH-2-HT)-4 -
N N
O\/\,om MUIEPUIUI | IPOTIOKCH]| -2 -
NN S
A I~ (proppeHmT|aeTHII|aM HHO | PO TPUME THIAMMOHHI
"
16 ° @ 2-[4-[3-[1-(5-xmOpnHpEMETHH-2 -HT)-4-
NJ\N
O\Nom nunepuauiI|nponokcu]-2-propdenmn]-N-[2-[pam-
u’\’°“©:\°" (2S.38.4S.5S,6R)-3 4, 5-TpHIHAPOKCH-6-
HO™ N VoH
OH (THAPOKCHMETIIT) TETPATHAPOHPAH-2 -
HJI|OKCHATHJI|alleTaMU
17 “ @) 6-[[2-[4-[3-[1-(5-xmopnupuMuAUH-2-UT)-4 -
NJ\N
O\Nom MHNCPHINI|TPONOKCH] -2 -
H
ﬂ’\/\/\g’uf\”‘ ¢ropderm|anermi]amuro]-N-[2-ruapoxcu-1-
OH
(THAPOKCHME THT) 3THJI| TEKCAHAMH T
18 C'\CON 6-[[2-[4-]3-[1-(5-xmoprupuMu TUuH-2-11)-4-
N)\N
O\Nom MUNECPUAUT | IPOIOKCH]-2-
H OH
H’\N\g’" oH dropdermm]anerum]amuro]-N-[2-ruapokcu-1,1-
> OHC(THaPOKCHMCTHIT)ITHI | TCKCAHAMHE T
19 3-[[2-[4-[3-[1-(5-xnopnupuMuaUH-2-11)-4-

MUNCPUIUT | IPOIOKCH]-2-
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(proppermn]anerrn]amuHo |-N-[2-ruapokcu-1-

(THAPOKCHME THT) 3THI | PO IAHAMHU

20

H OH

3-[[2-[4-[3-[1-(5-xnopnupuMuIUH-2-11)-4-
MUNECPUAUT | IPOIOKCH]-2-
(roppermn]anerria]amuso |-N-[2-ruapokcu-1,1-

OHC(IrHaPOKCHMETHIT)ITHI | MPOTAHAMH T

21

4-[[2-[4-[3-[1-(5-xmopnupuMHAHH-2 -1T)-4 -
MUNECPUIUT | IPOIOKCH]-2-
(proppermn]anerua]amuHo |-N-[2-ruapokcu-1-

(THAPOKCHMETHIT) 3THII| Oy TAHAMU T

22

4-[[2-[4-[3-[1-(5-xmopnupuMHAHH-2-1T)-4 -
MUNEPUAUT | IPONOKCH]-2-
(proppermn]anerun]amuno |-N-[2-ruapokcu-1,1-

OHC(IHIPOKCHMETHIT)ITHI| Oy TAaHAMU

23

5-[[2-[4-[3-[1-(5-xnopmupuMu TUH-2 -HT)-4-
MHICPUIUT|TPONOKCH] -2 -
(proppenmn]auermia]amuso |-N-[ 2-ruapokcu-1-

(THAPOKCHMETHIT) 3THII| ICHTAHAMUJ

24

5-[[2-[4-[3-[1-(5-xnopmupuMu TUH-2 -11)-4-
MHNCPUINT|TPONOKCH] -2 -
(proppenmn]auermia]amuno |-N-[ 2-ruapokcu-1, 1-

OUC(THAPOKCUMETUIT)3THII | ICHTAHAMU

25

2-[4-[3-[1-(5-xmopnupUMHUIHH-2 -HT)-4 -
mUePUIAI | mponokcH]-2-propdermn]-N-[6-[(3S,4S)-
3,4-IUTHAPOKCUTUPPOTUANH- 1 -UT] -6 -0KCO-

TCKCHJI| aliC TAMHET

26

1-[2-[4-[3-[1-(5-xmOoprupUMHIUH-2-UT)-4 -
MUTICPUIAI | IPOTIOKCH] -2, 6-quropdheHmT] ane THI| -
N-[2-rugpokcu-1,1-

OHC(THaPOKCHMCTHIT)ITHI | a3 THANH-3 -KapOoKCaMHu T

27

1-[2-[2-pTop-4-[3-[ 1-[5-(MCTOKCHMCTH.T) T PUMHTIH-
2-un|-4-munepua | nponokcu | peHmn|ane T -N-[2-
[[2-rugpoxkcu-1,1-

OHC(THaPOKCUMETHIT ) AT | KapOAMOHIAMHHO | 3THI|a3¢

THIWH-3 -KapOOKCAMHUTT

28

1-[2-[4-[3-[1-(5-xmOopmUpUMHIUH-2-UT)-4 -
MUTICPUAAI | mpoTiokcH| -2 -(proppeHmn]|aneT] -N-[2-
THAPOKCH-1-(THAPOKCUMETHT) 3THA|a3¢ THAUH-3 -

KapOoKcaMu




63

29 1 1-[2-[4-[3-[1-(5-xm0 MM HIHH-2-11)-4-
,fiusC“ [2-[4-[3-[1-( prmp )
mN H —OH MHNEpUInI|IponokcH]|-2-propderrn]anermn]-N-[2-
N 'O/\/\° F O THAPOKCH-1, 1 -ONC(THAPOKCHMETHIT ) 3THII | a3¢ TUANH-3 -
Ng
c.J:Q" KapOoKcaMu
30 i _on 1-[2-[4-[3-[1-(5-xmopmupUMHIUH-2-UT)-4 -
m on nunepu ] nponokcu]-2-propderi]amerui]-N-
NYIO/\/\ ° ’ [2,3-quruapoxcu-2-
j@!
a (THAPOKCHME THIT) TPOTIAII| A3CTHINH-3 -KapOOKCaMI T
31 cl\f(ju 1-[2-[4-[3-[1-(5-xmopmupuUMHIUH-2-UT)-4 -
NJ\PO\/\/
om oH MUICPUIUI | Iponokcu|-2-(proppermn]anetm] -N-[2-
HO, WOH
"\jﬁrn\/\o‘f‘)\,‘,ﬂ [pau-(2S,3S.4S.5S.6R)-3.4,5-TpHIHAPOKCH-6-
° (THAPOKCHMETHIT) TETPArHAPOIHPAH-2-
HWI|OKCHATHII|a3eTUANH-3 -KapOOKCaMuU L
32 °'\©u 2-[1-[2-[4-[3-[1-(5-XTOpIHPHAMHTHH-2 -HIT)-4 -
N)\’O\/\/
om MHICPUINIT|TPONOKCH] -2 -
OH
N‘j\jmscm‘ (ropdenun]anerun|azeTuaun-3-mi]-N-[2-THAPOKCH-
OH
" 1, 1-6uc(TuAPOKCHMETHIT)ITHI | alleTaMU T
33 °'\E§u 2-[1-[2-[4-[3-[1-(5-XTOPIHPAMHTHH-2 -HIT)-4-
N’)\O\/\/
om MHICPUANT|TPONOKCH] -2 -
"\3\,&" o ¢roppernn]|aneruilazeTuaua-3-mi]-N-[2,3-
H/\E:E JUTUIPOKCH-2-(THAPOKCHMETIIT) IPOIHII|allcTAMHU,
34 °'\(*N 2-[1-[2-[4-[3-[1-(5-xmoprupUMHIUH-2 -HT) -4 -
O
om MUIEPUIUI | IPOTIOKCH]|-2,6-
T "\j\)in - mupropperun]anermilazeTamaun-3-ma]-N-[2,3-
H,\ff: JUTHIPOKCH-2-(TUAPOKCHMETHIT) IPOIIHIT |alleTAMH T
35 °'\(§N 3-[1-[2-[4-[3-[1-(5-XTOpIMPUMHAMH-2 -HIT)-4 -
" 'O\/\,om MHNCPHINT|TPONOKCH] -2 -
OH
"\j\/\nj E""ou (ropperun]anermn|azeTnaun-3-mw]-N-[2,3-
° JUTHAPOKCH-2-(TUAPOKCHMETHIT) PO | IPONaHAMHU
36 °'\(*N 3-[1-[2-[4-[3-[1-(5-xmopiupuUMHIUH-2 -1T)-4 -
N/)\N
O\/\,o Fo MUNECPUANI | IPOTIOKCH]-2,6-
OH
;F ~ “Mnkw maropdenun|aneri|ase THauH-3 -1 |-N-[2,3 -
° JUTHAPOKCH-2-(TUAPOKCHMETHIT) PO | IPONaHAMH
37 °'\(‘0N 1-[2-[4-[3-[1-(5-xmopmupUMHIUH-2-UT)-4 -
" O\/\/
om MUTICPUAAT | IpoTiokCcH] -2 -(propdermn]aneTw] -N-
(s 'SP [pan-(28.3R 4R 5R)-2,3.4.5.6-
° o on HCHTATHAPOKCHICKCHII|a3¢ THINH-3 -KapOOKCAMHT
38 ° 2-[1-[2-[4-[3-[1-(5-xmopiupuUMHIUH-2 -1T)-4 -

MUNCPUAUT | IPOIOKCH]-2-
¢roppernn]ancrun]azeTuauH-3-mwi|-N-[pan-
(2S,3R,4R,5R)-2,3.,4,5,6-
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MICHTATUAPOKCUTEKCHIT|aLeTAMHT

39

1-[2-[2-¢pTop-4-[3-[ 1-[5-(MCTOKCHMETHIT) TH PHMHIIH-
2-un|-4-munepuaw | npomokcu| permn|ane Tri|-N-
[pau-(2S,3R,4R,5R)-2.3.4,5,6-

MICHTArHAPOKCHTCKCHII| a3C THINH-3 -KapOoKcaMu

40

3-[[1-[2-]2,6-mu¢pTop-4-[3-[ 1-(5S-pOonmHUIMTHPUMHTHH-
2-um)-4-

MUIICPU U | IPOTIOKCH | (peHUIT |arieTH T |a3e THIHH-3 -
KapOOHMJI|aMHHO |IPOITHITPHMETHIAMMOHHSA

(popmuar

41

1-[2-[4-[3-[1-(5-xmOopmupuUMHINUH-2-UT)-4 -
mUIepUIuI|nponokcu]-2-proppermn]anerwi] -N-
[2,3-quruapoxcu-2-

(THAPOKCHMETHII) IPOIII| MUTIEPHAHH-4-KapOoKcaMu

42

2-[4-[3-[1-(5-xnopnupuMUuINH-2 -1T)-4-
MUICPUIUT|TPOnoKCcH]-2-propdpenm]-1-[3-
[[[(2S,3R,4R,5R)-2,3.4,5,6-
MCHTAruAPOKCUTCKCHII| aMHHO | METHII| a3¢ TUAUH- 1 -

WJI|3TaHOH

43

2-[4-[3-[1-(5-xnopnupuMuANH-2 -1T)-4-
nunepuauI|nponokcu|-2-propdpenmn]-1-[3-[[[2,3-
JUTHIPOKCH-2-

(THIPOKCHUME THJT) MPOTIHJI| AMUHO |METHJI | a3¢ THAUH- 1 -

HJI|3TaHOH

44

2-[4-[3-[1-(5-xmopnupuMHUIHH-2 -HT)-4 -

MUTICPUIAT | IpoTokCcH|-2-pTopdermn]-1-[3-[[[2-
ruapokcu-1,1-

OHC(THIPOKCHMCTHIT)ITH/I|AMHHO | MCTHIT |a3e THINH-1 -

HJI|3TaHOH

45

2-[4-[3-[1-(5-xmopnupuMHUIHH-2 -HT)-4 -
munepuanI|nponokcu|-2-proppermn]-1-[3-[[[3-
THAPOKCH-2-

(THAPOKCHME TUT) MPOTIHJI| AMUHO |METHI | a3¢ THAUH- 1 -

HJI|3TaHOH

46

2-[4-[3-[1-(5-xmopnupUMHIUH-2 -1T)-4 -
nunepuanI|nponokcu|-2-propdenmn]-1-[3-[[pau-
(3S5,45)-3.4-muruApoKCUITAPPO I IHH-1 -

WI|METUI|a3eTHANH- 1 -1 3TaHOH

47

2-[4-[3-[1-(5-xmopnupUMHIUH-2 -1T)-4 -
MUNepuInI|ponokcH|-2-propdenmn]-1-[3-[[pan-
(B3R,4R)-3,4-quruApOKCHIIUPPOTHAUH-1 -
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WI|METHI|a3eTHANH- 1 -1 3TaHOH

48

2-[4-[3-[1-(5-xmopnupUMHIUH-2 -HT)-4 -
MHNepuInI|mponokcH|-2-propdenmn]-1-[3-[[pan-
(35,4R)-3 4 -muru ApOKCUMHPPOTHINH-1 -

WI|METHI|a3eTHANH- 1 -1 3TaHOH

49

2-[4-[3-[1-(5-xmopnupHUMHIUH-2 -1T)-4 -
munepuauI|npornokcu|-2-¢proppernn]-1-[3-[[[pau-
(1R,2S,3R,45)-2,3 4-
TPUTHAPOKCHIMKIONICHTHII|aMHHO | METHII| a3 THIMH -

1-un|3tanon

50

2-[4-[3-[1-(5-xmopnupuMHIUH-2 -1T)-4 -
nunepunu|nponokcu]-2-gropdennn]-1-[3-[ [pau-
(3R,5S5)-3.4,5-tpuruapoxcu-1-

MUICPUIUIT|METHI|a3eTHAUH- 1 -1IT| STaHOH

51

2-[4-[3-[1-(5-xnopnupuMUuINH-2 -1T)-4-
mUNePUanI|nponokcH|-2-propdpenun]-1-[3-[[2-[2-(2-
THAPOKCUITOKCH)ITOKCH | STHIAMHHO [METHIT|a3¢ THANH

-1-mna]sTanoH

52

1-[3-[[2-[2-(2-
AMHHOATOKCH)3TOKCH|3TUIIAMUHO |MEeTHII| a3eTHAUH-1 -
un|-2-[4-[3-[1-(5-xmopnupuMuIuH-2 -1i)-4-

MHICPUIUIT | TIPONOKCH]|-2-(proppeHmT| 3TaHOH

53

2-[4-[3-[1-(5-xmopnupUMHUIHH-2 -HT)-4 -
TMUTICPUIAI | IPOTIOKCH]| -2, 6-qudropperm]-1-[3-
[1[(2S,3R,4R,5R)-2,3.4,5,6-
MIEHTArUAPOKCUTCKCHIT|aMUHO |METUT| a3e TUAUH- 1 -

HJI|3TaHOH

54

2-[4-[4-[1-(5-xmopnupUMHUIHH-2 -1T)-4 -
munepuan| 0y Tokcu] -2 -propdperm]-1-[3-
[1[(2S,3R,4R,5R)-2,3.4,5,6-
MICHTATUAPOKCUTCKCUIT|aMUHO |METUT| a3e THAUH- 1 -

HJI|3TaHOH

55

2-(4-(4-(1~(5-xJIOpIUPHUMHIHH-2 -WJT) TUTIC PHANH-4 -
umoyToKCH)-2,6-mudrophermn)-1-(3-
((((2S.3R.4R,5R)-2,3.4,5,6-
MICHTATUAPOKCUTEKCHUT)AMUHO )METUN)a3¢ THAUH- 1 -

WI)3TaH-1-0H

56

2-(4-(3-(1~(5-xIOpIUPHUMHIUH-2 -WT)TUTIC PHANH-4 -
W) TPOToKCH)-2-pTopdpernm)-1-(3-(2-((1,3-
JUTHAPOKCUNPONAH-2-HT)aMUHO )3THI) A3 THANH-1 -

WI)3TaH-1-0H
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57

2-(4-(3-(1~(5-xIOpIUPHUMHIUH-2 -WT ) TUTIC PHANH-4 -
W) TPOTIOKCH)-2-(pTophernn)-1-(3-(2-((3-Tuapokcu-
2-(rUAPOKCHMETHI)IPOTTHII)aMHHO ) 3THIT)a3C THANH- 1 -

WI)3TaH-1-0H

58

2-(4-(3-(1~(5-xIOpIUPHMHIUH-2 -WT ) TUTIC PHAMH-4 -
W) TPOTOKCH)-2-pTopdpernn)-1-(3-(2-((2,3-
JUTHIPOKCH-2-

(THAPOKCHME THT) MPOTIHI) AMHHO ) 3TH)a3¢ THAUH- 1 -

WI)3TaH-1-0H

59

2-(4-(3-(1~(5-xyIOpIUPHUMHIUH-2 -UJT ) TUTIC PHAMH-4 -
WI)TIponoKkcH)-2-propdperun)-1-(3-(2-((1,3-
JUTHAPOKCH-2~(THAPOKCHMETHI)IPONAaH-2-

WJT)aMUHO ) 3TUT)A3CTUAUH- 1 -1T)3TaH-1-0H

60

1-(2-(2-(1-(2-(4-(3-(1-(5-xn0pnupUMHINH-2 -
W) TUNEPHAUH-4-UI)IPOTIOKCH)-2 -
(proppeHmT)aneTHIT)A3CTH IHH-3 -
HWT)3THI)aMHUHO )3THI)-3-(1,3-quruapoxcu-2-

(THAPOKCHME THI) IPOTIAH-2 -HT)KapOaMu

61

2-[4-[3-[1-(5-xnopnupuMuINH-2 -1T)-4-
MHICPUIUI|TponokcH]-2-proppenun]-1-[3-[2-
[[(2S,3R,4R,5R)-2,3,4,5,6-
MICHTArUAPOKCUTCKCHIT|aMUHO | 3THIT |a3e TUAUH-1 -

HJI|3TaHOH

62

2-(4-(3-(1~(5->TUIMUPUMHIUH-2 -HJT) THICPUIUH-4 -
W) PoToKcH)-2-pTopperm)-1-(3-(((3-ruapokcu-2-
(THIPOKCHME THT) MPOTIHT) AMUHO )METHT)a3¢ THAUH- 1 -

W1)3TaH-1-0H

63

1-(3-(((2,3-muruapoxcu-2-
(THIPOKCHME THT) MPOTIHT) AMUHO )METHT)a3¢ THAUH- 1 -
un)-2-(4-3-(1-(5->TunmpuMHuIuH-2 -UT) THICPUIUH-

4-umymponokch)-2-proppeHnm)sTan-1-0H

64

1-(3-(((1,3-quruapokcu-2 -(THAPOKCUMETUIT ) TPOTIAH-
2-HIT)aMHHO )METHI)a3e THAUH- 1 -um)-2-(4-(3-(1-(5-
STUWINHPUMUANH-2 -UJT) THIIEPUANH -4 -UT) TPOTIOKCH)-

2-¢proppennn)stan-1-oH

65

1-(1,3-auruapokcu-2 -(THAPOKCUMETH) PO NIAH-2 -HJT) -
3-(2-(((1-(2-(4-(3-(1 -(5-3THAMTUP MU THH-2 -

W) TUNEPHAUH-4 -UT)TPONIOKCH)-2-
(dropheHnT)aneTHI)a3CTHANH-3 -

HT)MCTHT)aMUHO )3THT)KapOaMuz
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(2S.3R 4S.58)-6-[[ 1-[2-[4-[3-[ L-(5-3TH M Hp HMH THH-

2-u)-4-UNEPUARI | IPOTIOKCH] -2 -

PP on (ropdperm]aneTr]|a3e THAWH-3 - 1T | MC THIIAMHHO | -
OH OH
2,3,4,5-TeTparuAPOKCUTEKCAHOBAs KUCIIOTA
1-(3-(((2,3-muruapoxcu-2-
(THAPOKCHME TUT) MPOTIHI)AMUHO )METHI)a3¢ THAUH- 1 -
OH
\/Lﬂ" un)-2-(4-3-(1-(5->TunmpuMHIuH-2 -UT) THICPUIUH-

4-nmmnponokcu)-2,6-qudropdheHmn)tan-1-oH

1-(1,3-puruapokcu-2 -(ri APOKCUMETH) PO NIAH-2 -HJT) -
3-2-(((1-2-(4-(3-(1-(5->THIMIHPUMH T H-2 -

'D\,H\,\ )1 SC"" W) THNCPHAUH-4 -0 1) IPONOKCH)-2,6-

NN \ou
mupTopeHUT)alCTHIT)a3e THIUH-3 -
HI)METHT)aMHUHO )3THT)KapOaMuz
2-(4-(3-(1~(5->THnMUpPHUMHIUH-2 -UT) THICPHAUH-4 -
W) IIPONIOKCH)-2,6-muroppennm)-1-(3-
OH OH
PP ((((2S,3R,4R,5R)-2,3.4,5,6-

NMCHTAruAPOKCUTCKCHIT)aMHHO )METHIT) A3¢ TUAUH- 1 -

WI)3TaH-1-0H

2-(2-¢prop-4-(3-(1-(5-mponHImUpUMUIIH-2 -

W) IHnepuAnH-4 -wi)nponokcu)permn)-1-(3-(((3-
THAPOKCHU-2-

(THIPOKCHME THJT) MPOTIHT) AMUHO )METHT)a3¢ THAUH- 1 -

W1)3TaH-1-0H

1-(3-(((2,3-muruapoxcu-2-
(THIPOKCHME THJT) MPOTIHT) AMUHO )METHT)a3¢ THAUH- 1 -
vr\/°“ wn)-2-(2-prop-4-(3-(1-(5-mpo muImu pUMHTHH-2 -

1) THTICP U H-4 -HT) IPOTIOKCH ) (PCHIIT) 3TaH- 1 -OH

;}COH 1-(3-(((1,3-quruapokcu-2 -(THAPOKCUMETUIT ) TPOTIAH~-
2-AT)aMHHO )MCTHT)a3¢THANH- | -11)-2 -(2-(hTop-4-(3-
(1-(5-mpomuIMUpPUMHUIHH-2 -HT) TUICPUAHH-4 -

HT)IPOTIOKCH) (DCHUT)3TaH-1-0H

1-(1,3-puruapokcu-2 -(rH APOKCUMETH) PO TIAH-2 -HJT) -
3-(2-(((1-2-(2-¢pTop-4-(3-(1-(5-mpOMUITHPUM U THH-

'D\,H\/\H igSC;L" 2-HT) U TIC PU THH-4 -

HT)IPOTIOKCH ) (DCHUIT)ACTHIT)a3C THIWH-3 -

HT)MCTHT)aMUHO )3THT)KapOaMuz

2-(2-¢rop-4-(3-(1-(5-mpomuIMHPHMAIHH-2 -

W) TATICPUAWH-4 -HT)IPOTOKCH ) (peHm) - 1-(3-

N\j\/n ?H ?H OH ((((ZS,3R,4R,5R)'2>3 >4>5’6-

MICHTATUAPOKCUTEKCUT)aAMUHO )METUN)a3¢ THAUH- 1 -

WI)3TaH-1-0H
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75

2-(2,6-maprop-4-(3-(1-(S-mpormmmupuMuIHH-2 -

W) mAnepuIuH-4-ua)nponokcn)pernm)-1-(3-(((2,3-
JUTHIPOKCH-2-

(THAPOKCHME THUT) MPOTIHI)AMUHO )METHI)a3¢ THAUH- 1 -

WI)3TaH-1-0H

76

2-(2,6-mudrop-4-(3-(1-(S-mpormuImUpAMUIHH-2 -
W) munepuauH-4-ua)nponokcu)pernn)-1-(3-(((1,3-
JUTHAPOKCH-2-(TUAPOKCHMETHII)IPONIaH-2-

WJT)aMUHO )MCTHIT)a3CTHANH- 1 -1u1)3TaH-1-0H

77

1-2-(((1-(2-(2,6-mudrop-4-(3-(1-(5-
MPOMHIMHPHMHINH-2-UT) TUIECPHINH-4-
HJT)IPOTIOKCH ) (DCHUT)aLCTHIT)a3C THIUH-3 -
HI)METHI)aMUHO)ITHI)-3~(1,3-quruapokcu-2-

(TUAPOKCUME THI) POTIAH-2 -HT)KapOaMu

78

2-(2,6-muprop-4-(3-(1-(5-mponUIMTUPUMHATHH-2 -
W) TUNepUANH-4 -1 nponokcu)penmn)-1-(3-
((((2S,3R,4R,5R)-2,3.4,5,6-
NMCHTAruAPOKCUTCKCHIT)aMHHO )METHIT) A3¢ TUAUH- 1 -

WI)3TaH-1-0H

79

2-[2-¢prop-4-[3-[ 1-(5-MeTOKCHITHPUMHAUH-2 -HJT)-4 -
nunepuaui|nponokcu| penmn]-1-[3-[[[pau-
(2S,3R.4R,5R)-2,3.4,5,6-
MIEHTArUAPOKCUTCKCHIT|aMUHO |METHIT| a3e TU AU H- 1 -

HJI|3TaHOH

80

2-[4-[3-[1-(5-3TOKCHTTHPUMHUIHH-2-HT)-4-
TMUTICPUIAT | poTiokcH]| -2 -propdernn]-1-[3-[[[pau-
(25,3R,4R,5R)-2,3,4,5,6-
MICHTArUAPOKCUTCKCHIT|aMUHO |METUT| a3e TUAUH- 1 -

HJI|3TaHOH

81

1-[2-[[1-]2-[2-@pTop-4-[3-[1-[5-

(METOKCUMETUT) TUPUMUAUH-2 -1 | -4 -

MUTICPUIA | IPOTIOKCH | (peHIIT |arieTH T |a3e THIHH-3 -
wi|MeTUIaMuHO |3tui|-3-[2-ruapokcu-1,1-

OHC(THAPOKCHMCTHIT)ITHI | KapOaMu 1

82

(BR,5R)-7-[[1-]2-]2-pTop-4-[3-[1-]5-
(METOKCHUMETHIT) TUPUMHAUH-2-U]-4-
nUnepuanI|nponokcH| perm]anerm|azeTuauH-3-
WI|METHIAMHHO|-3,5- AT U APOKCUTEITAHOBAS

KHCJIOTa
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33

2-[2-¢prop-4-[3-[ 1-[5-(MECTOKCHMETHIT) THPAMHTHH-2 -
wi|-4-manepu | mponokcu] perm]-1-[3-
[[1(2S,3R,4R,5R)-2.3.4,5,6-
MICHTATWAPOKCUTCKCUI|aMUHO |METU | a3e THAUH- 1 -

HJI|3TaHOH

84

2-[2-¢prop-4-[4-[ 1-[5-(METOKCHMETHIT) THPHMHTHH-2 -
wi|-4-munepu | Oy rokcu| perm]-1-[3-[[[pan-
(2S,3R,4R,5R)-2.3.4,5,6-
MICHTATUAPOKCUTCKCUI|aMUHO |METUI | a3e THAUH- 1 -

HJI|3TaHOH

85

OH OH
ALOH

OH OH

2-[2,6-mugpTop-4-[4-[1-[5-

(METOKCHUMETUT) TUPHMUANH-2 -1 | -4 -
nmunepuaui|OyTokcu| penmn]-1-[3-[[[pau-
(2S,3R,4R,5R)-2.3,4,5,6-

MCHTAruAPOKCUTCKCHII| aMHHO | METHII| a3¢ TUAUH- 1 -

HJI|3TaHOH

86

2-[4-[2-[(1S,2R)-2-[1-(5-xm0prHPUMUTHH-2 -HIT) -4 -
THIICP UTAJT | IUKJIO IPOTIHUT| STOKCH ] -2-(propdenu]-1-
[3-[[[(2S,3R,4R,5R)-2,3,4,5,6-
NMCHTAruAPOKCUTCKCHII|aMHHO | METHII| a3¢ TUAUH- 1 -

WJI|3TaHOH

87

MCTHI-2-[4-[3-[3-(Top-4-[2-0KCO-2-[3-
[[1(2S,3R,4R,5R)-2.3.4,5,6-
MICHTArUAPOKCUTCKCHIT|aMUHO |METHIT| a3e TUAUH- 1 -
wi| 3T peHOKCH| mporm]-1-

THIICPH/TA | THP UM H T H-5 -KapOOKCHIAT

88

2-[4-[2-[1-(5->THmupuMUIUH-2 -1T) -4 -

TMUTIICPUIAT | 3TOKCHMETH | -2 -(pTopderun]-1-[3-
[[1(2S,3R,4R,5R)-2.3.4,5,6-

MCHTATHAPOKCHTCKCHIT| AMHHO | MCTHIT| IHKJIOOY THIT| 3T

AHOH

89

2-[4-[2-[1-(5->TumupuMHIUH-2 -UT) -4 -

MUTNCPUAA | 3TOKCHMETH | -3 -(Topdperun]-1-[3-
[[1(2S,3R,4R,5R)-2.3.4,5,6-

MCHTATHAPOKCHTCKCHIT| AMHHO | MCTHIT| THKIO0Y THIT| 3T

AHOH

90

2-[4-[3-[1-(5-xmopnupUMHIUH-2 -1T)-4 -
MUTNICPUAAT | IpoTIoKCuMeTH | -2-(propdernn]-1-[3-
[T[(2S,3R,4R,5R)-2.3,4,5,6-
MICHTATUWAPOKCUTEKCUT|aMUHO |METUT | a3e THAUH- 1 -

HJI|3TaHOH
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91

2-[1-(5-xnopMUPUMUINH-2 - HIT)-4 -MTHIECPHINT] 3THA-3 -
(prop-4-[2-oxco-2-[3-[[[pan-(2S,3R,4R,5R)-2,3.4,5,6-
MICHTATUWAPOKCUTCKCUI|aMUHO |METU | a3e THAUH- 1 -

wi|>Twi|6eH30aT

92

’O/\/ mu\j\,n OH oH

v OH
OH OH

2-[1-(5-xnopMUPUMUINH-2 - HT)-4 -MTHICPHANT| 3THA-2 -
[3-¢rop-4-[2-0kco-2-[3-[[[pan-(2S,3R,4R,5R)-
2,3,4,5.6-

NMEHTArHAPOKCHTEKCHII| AMHHO |METHII| a3¢ TUAUH- 1 -

wi|>twi| peHm]amerar

93

2-[2-¢prop-4-[3-[ 1-[5S-(THAPOKCHUMETIII) THPUMUIWH-2 -
wi|-4-munepu | nponokcu] permi]-1-[3-
[[[(2S,3R,4R,5R)-2.3.4,5,6-
MICHTArWAPOKCUTCKCUI|aMUHO |METHI | a3e THAUH- 1 -

HJI|3TaHOH

94

2-[2,6-muprop-4-[3-[1-[5-

(METOKCHMETIIT) TUPHMHIUH-2-U 1| -4-
MUICPUIUT|nponokcH| permn]-1-[3-
[[[(2S,3R,4R,5R)-2,3.4,5,6-
NMCHTAruAPOKCUTCKCHII| aMHHO | METHII| a3¢ TUAUH- 1 -

WJI|3TaHOH

95

[pau-(1R,2R)-2-[ 1-(5-xmopmupuMuauH-2-ui)-4-
TUTICP AT | LUK IO PO | ME THII-3 -(pTOp-4-[ 2-0KCO-
2-[3-[[[pau-(2S,3R,4R,5R)-2,3.4,5,6-
MICHTArUAPOKCUTCKCHIT|aMUHO |METHIT| a3e TUAUH- 1 -

wi|3Tun|6eH30aT

96

2-[2-¢prop-4-[[(1R,2R)-2-[1-[5-

(METOKCHUMETUT) TUPUMUIUH-2 -1 | -4 -

TTUTICPHIAT | IIUK IO TPOTIAT| MCTOKCHMETHI | (peHmT] -1 -
[3-[1[(2S,3R.4R,5R)-2,3.4.5,6-
MIEHTArUAPOKCUTCKCUIT|aMUHO |METUT| a3e THAUH- 1 -

HJI|3TaHOH

97

2-[2-¢prop-4-[2-[pau-(1S,2R)-2-[1-[5-
(METOKCUMETUT) TUPUMUAUH-2-11]| -4 -

TUTICPUIA | IIUK IO PO 3TOKCH] (peHmn | -1-[ 3-
[[[pa-(2S,3R,4R,5R)-2,3 4,5 6-
MICHTArWAPOKCUTCKCUT|aMUHO |METUT | a3e THAUH- 1 -

HJI|3TaHOH

98

2-[4-[3-[1-(5-xmopnupUMHIUH-2 -1T)-4 -
munepuau|nponokcu|-2-¢proppermn]-1-[(3S)-3-
[[[(2S,3R,4R,5R)-2.3.4,5,6-

MICHTATUAPOKCUTEKCUT|aMUHO | METHJI | THPPOTHAUH-1-
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HJI|3TaHOH

99

2-[4-[3-[1-(5-xmopnupUMHIUH-2 -HT)-4 -
munepuauI|nponokcu|-2-proppermn]-1-[(3S)-3-
[[12,3-aurugpoxcu-2-

(THAPOKCHME THT) MPOTIHJI| AMHHO | METHJI | TUPPOIHINH

-1-un]sTaHon

100

OH OH

c,@%&ﬂ@}a”ﬁﬁ?

2-[4-[3-[1-(5-xmopnupUMHIUH-2 -1T)-4 -
nmunepuauI|npornokcu]-2-¢proppermn]-1-[(3R)-3-
[I[(2S,3R,4R,5R)-2.3.4,5,6-
MICHTATUAPOKCHUTCKCUI|aMUHO | METHJI | THPPOTHIUH- 1 -

HJI|3TaHOH

101

c|~©>_NQ_/~/ "@‘)\_ a /\I\Aw

2-[4-[3-[1-(5-xmopnupuMHIUH-2 -1T)-4 -
nmunepuaui|nponokcu]-2-¢propperun]-1-[(3R)-3-
[[[2,3-muruapoxcu-2-

(TUAPOKCHMETHII) IPOIIIII| AMHHO | METHIT | TUPPOTHANH

-1-un]sTanoH

102

GGl

(BR)-1-[2-[4-[3-[1-(5-xnopnupuMUIUH-2 -HIT)-4-
MHICPUIUT|TPONOKCH]|-2-proppermn]anerwn]-N-[2-
TuaApokcu-1,1-

OHC(THAPOKCHMET )3T | THPPOTHANH-3-

KapOOKcaMu

103

(3S)-1-[2-[4-[3-[1-(5-xmoprHpHUMHIHH-2 - K1) -4 -
MUIICPUIA | IPOTIOKCH| -2 -(pTopdeHm]|aneTi] -N-[2-
ruapokcu-1,1-

OHC(THIPOKCHMCTHIT ) 3THJI | A PPOTHIHH-3-

KapOOKcaMu

104
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o
N\j\,H gH ?H
Hoi :
Y OH
OH OH

Bes

2-[4-[2-[7~(5-xTOpIUPUMHIHH-2 ~-HT)-7 -
azacmmpo|3,5|HoHan-2 -ui|3Tokcu]|-2-propperun]-1-
[3-[[1(2S,3R,4R,5R)-2,3.4,5,6-
MIEHTArUAPOKCUTCKCUIT|aMUHO |METUT| a3e THAUH- 1 -

HJI|3TaHOH

105

OH

2-[4-[3-[7~(5-xOpIUpPHUMHUIUH-2 -HT)-7 -
azacmmpo|3,5|HoHas-2 -un|npomokcu|-2-propdherun]-
1-[3-[[1(2S,3R,4R,5R)-2.3.4,5.6-
MICHTATUAPOKCUTCKCUT|aMUHO |METUT | a3e THAUH- 1 -

HJI|3TaHOH

106

2-[4-[4-[7~(5-xTOpIUPHUMHIUH-2 -UT)-7 -

azactmpo| 3,5 |HoHaH-2-uia]OyToken] -2 -propdermn] -
1-[3-[[[(2S,3R,4R,5R)-2.3,4,5,6-
MICHTArWAPOKCUTEKCUIT|aMUHO |METU | a3e THAUH- 1 -

HJI|3TaHOH
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107

OH OH

2-[4-[[7-(5-xOpnUpHUMHINH-2-HT)-7 -
azacmupo|3,5|HOHAH-2 -UA|METOKCUMETHI| -2 -
(ropdpenmn]-1-[3-[[[2S,3R,4R,5R)-2,3.4,5,6-
MICHTATWAPOKCUTCKCUI|aMUHO |METU | a3e THAUH- 1 -

HJI|3TaHOH

108

N-[2,3-auruapokcu-2 -(rugpoKCUMETHI) PO -2 -
[1-[2-[4-[3-[1-(5-3TOKCUMUPUMUAUH-2-H]T)-4 -
MUNEPUIUT | IPOIOKCH]-2-

(roppermn]anerua|azeTuaANH-3 -] aeTAMHT

109

OH OH

2-[4-[4-[1-(5-xmopnupUMHINH-2 -1)-4-MeTHI-4-
munepuau| 0y Tokcu]-2-proppermn]-1-[3-
[[[(2S,3R,4R,5R)-2.3.4,5,6-
MICHTArWAPOKCUTCKCUI|aMUHO |METHI | a3e THAUH- 1 -

HJI|3TaHOH

110

2-[4-[2-[6~(5-xn0pIIUpUMUANH-2 -HIT)-6-
azacmupo|2,5]okran-2-un|3Tokcu|-2-propdenun]-1-
[3-[[[(2S,3R,4R,5R)-2,3,4,5,6-
NMCHTAruAPOKCUTCKCHII| aMHHO | METHII| a3¢ TUAUH- 1 -

HJI|3TaHOH

111

2-[4-[[6-(5-xnOpIIUPHUMUINH-2 -HIT)-6-
azacmmpo|2,5]okTaH-2-uI|METOKCUMETHI | -2-
(propdpermn]-1-[3-[[[(2S,3R.4R,5R)-2.3 4,5,6-
MIEHTArUAPOKCUTCKCHIT|aMUHO |METHIT| a3e TU AU H- 1 -

HJI|3TaHOH

112

m3onponmui-4-[3-[3-prop-4-[2-okco-2-[3-
[[1(2S,3R.,4R,5R)-2.3.4,5,6-
MIEHTArUAPOKCUTCKCHIT|aMUHO |METUT| a3e TUAUH- 1 -
wi|3Twi| (PCHOKCH| mpoTHI | MUnepUInH- 1 -

KapOOKCHIAT

113

2-[4-[3-[(1R,5S)-3-(5-xmopmUpuMHIRH-2 -HT)-3 -
a3a0mmukio[3,1,0] rekcan-6-un|mpomokcu]-2-
(propdpermn]-1-[3-[[[(2S,3R.4R,5R)-2.3 4,5,6-
MICHTATUAPOKCUTCKCUIT|aMUHO |METUT | a3e THAUH- 1 -

HJI|3TaHOH

114

2-[4-[3-[1-(5-3TOKCHTTHPUMHUAHH-2-HT)-4-
TMUTICPUAWT | IpoTIokCcH]|-2,6-qudropperm]-1-[3-
[[[(2S,3R,4R,5R)-2.3.4,5,6-
MICHTATUAPOKCUTCKCUT|aMUHO |METUT | a3e THAUH- 1 -

HJI|3TaHOH
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115

2-[4-[2-[7~(5-xTOpIUPHUMHIUH-2 -HT)-7 -

azacnupo| 3,5 |HoHaH-2-un]s3Tokcu|-2,6-
madropdennn]-1-[3-[[[(2S,3R,4R,5R)-2,3.4,5.6-
MICHTATWAPOKCUTCKCUI|aMUHO |METU | a3e THAUH- 1 -

HJI|3TaHOH

116

2-[4-[3-[7~(5-xIOpIUPHMHIUH-2 -HT)-7 -

azacmupo| 3,5 |JHoHaH-2 -un|nponokcu]-2,6-
magpropperun]-1-[3-[[[(2S,3R,4R,5R)-2,3.4,5.6-
MICHTATUAPOKCUTCKCUI|aMUHO |METUI | a3e THAUH- 1 -

HJI|3TaHOH

117

u3onponui-2-[3-[3-¢grop-4-[2-oxco-2-[3-
[[1(2S,3R,4R,5R)-2,3,4,5,6-
MICHTArWAPOKCUTCKCUI|aMUHO |METHI | a3e THAUH- 1 -
wi|>twi| peHokcu| mporui]-7-azacmupo[ 3, S|HoHaH-7 -

KapOOKcHIaT

118

u3onponui-2-[2-[3-¢prop-4-[2-okco-2-[3-
[[[(2S,3R,4R,5R)-2,3.4,5,6-
NMCHTAruAPOKCUTCKCHII| aMHHO | METHII| a3¢ TUAUH- 1 -
wi|stwi| peHokcu|3tua|-7-a3acmupo| 3,5 |HoHaH-7 -

KapOOKcHIaT

119

P<0)L N °~©:)°LN a\lnj\/\gon

(1-metumuukaonponmn) 4-[3-[3-¢grop-4-[2-okco-2-[3-
[[[pau-(2S,3R.4R,5R)-2,3.4,5.6-
MIEHTArUAPOKCUTCKCHIT|aMUHO |METHIT| a3e TU AU H- 1 -

W] 3T (PCHOKCH| MPOTTHI | TATICPUIHH- 1 -

KapOOKCHIAT

120

2-[4-[[3-[1-(5-xmopnUpUMHIUH-2 -11)-4 -

mUnepuIuI| uukI00y THI |MeTokeu| -2 -proppern] - 1-
[3-[[1(2S,3R,4R,5R)-2,3.4,5,6-
MICHTATUAPOKCUTCKCHIT|aMUHO |METUT| a3e TUAUH- 1 -

HJI|3TaHOH

121

/Ho

oL O«vmy

2-[4-[3-[1-(5-xmopnupUMHUIHH-2 -1T)-4 -

TMUICPUIAT | IpoTokCH|-2-(pToppermn]-1-[3-
(meTokcumMeTrn)-3-[[[1(2S,3R 4R, 5R)-2,3,4,5,6-
MIEHTATUAPOKCUTCKCUIT|aMUHO | METHJT | TUPPOTHAUH- 1 -

HJI|3TaHOH

122

2-[4-[3-[1-(5-xmopnupUMHIUH-2 -1T)-4 -
manepuau|nponokcu|-2-proppermn]-1-[3-[[[3-
THAPOKCH-2 2~

OHC(IrUaPOKCUMCTHIT ) IPOTTHI | aMUHO |MeTHI -3 -

(METOKCUMETHII) TUPPOTUIUH- 1 -HIT| 3TaHOH
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123

0. F
QL
nu e
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jo! 1

2-[4-[2-[3-[1-(5-xmoprupuMUAHH-2 -HT)-4-
TMUNCPUIAT | UK T00Y THI | 3TOKCH] -2 -propderm] - 1-
[3-[[1(2S,3R,4R,5R)-2,3.4,5,6-
MICHTATWAPOKCUTCKCUI|aMUHO |METU | a3e THAUH- 1 -

HJI|3TaHOH

124

OH OH

2-[4-[2-[3-[1-(5-xmoprupUMUANH-2 -HT)-4 -
MUICPUIUT | TUKT00Y THI|3TOKCH] -2, 6-1udTop peHm] -
1-[3-[[[(2S,3R,4R,5R)-2.3,4,5.6-
MICHTATUAPOKCUTCKCUI|aMUHO |METUI | a3e THAUH- 1 -

HJI|3TaHOH

125

[3-(rpudpropmerum)oxceran-3-uia| 4-[3-[3-¢prop-4-[2-
okco-2-[3-[[[(2S,3R,4R,5R)-2,3,4,5,6-
MICHTArWAPOKCUTCKCUI|aMUHO |METHI | a3e THAUH- 1 -
wi|3Twi| (peHOKCH| mpoTuI| TUnepUIUuH-1 -

KapOOKcHIaT

126

[3-(rpudropmermn)oxceran-3-mia] 4-[3-[3,5-audprop-
4-[2-oxco-2-[3-[[[(2S,3R 4R,5R)-2,3,4,5,6-
NMCHTAruAPOKCUTCKCHII| aMHHO | METHII| a3¢ TUAUH- 1 -
wi|3Twi| peHOKCH | mponmyT| munepuanH- 1 -

KapOOKcHIaT

127

(3S)-1-[2-[4-[3-[1-(5-xn0oprEpUMUTHH-2 - HIT)-4 -
TMUIICPU A | IPOTIOKCH]| -2 -(pTopheHm]|ane T -N-
[(2S,3R,4R,5R)-2,3.4,5,6-

MCHTArHAPOKCHT CKCHII| MTHPPOTHANH-3 -KapOOKCaMu g

128

(3S)-1-[2-[4-[3-[1-(5-xmoprHPHMHIHH-2 - 1) -4 -
TMUTICPUIAI | IPOTIOKCH]| -2, 6-qudropdheHImT] ane THI| -
N-[(2S,3R.4R,5R)-2,3.4,5,6-

MCHTArHAPOKCHT €KCHII| THPPOTHANH-3 -KapOoKCaMu g

129

(3S)-1-[2-[4-[3-[1-(5->TOKCHTTHPUMHAWH-2 -AT)-4 -
MUIepUInI|nponokcH]-2-propdenmn|anermi]-N-
[(2S,3R,4R,5R)-2.3,4,5,6-

NICHTArHAPOKCHT €KCHII| THPPOTHANH-3 -KapOoKcaMu g

130

(3S)-1-[2-[4-[3-[1-(5-3TOKCHUTTHPUMHAWH-2 -AIT)-4 -
MUTICPUIWI | IPOTIOKCH]| -2, 6-quropdheHmT] ane | -
N-[(2S,3R,4R,5R)-2,3.4,5,6-

NICHTArHAPOKCHT €KCHUII| THPPOTHANH-3 -KapOoKcaMu g

131

(3S)-1-[2-]2,6-mudpTop-4-[3-[1-[5-
(METOKCUMETHI) TUPUMHAUH-2-U1]-4-
MUICPUAAT | IpookcH | permn|aneTn]-N-
[(2S.3R,4R,5R)-2,3.4,5,6-

NCHTArHAPOKCHT €KCHUII| THPPOTHANH-3 -KapOoKCaMu g
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132

2-[4-[3-[1-(5-xmopnupUMHIUH-2 -1)-4 -
mUnepUanI|nponokcu|-2,6-qudroppermn]-1-[(35)-3-
[1[(2S,3R,4R,5R)-2.3.4,5,6-
MICHTATUAPOKCUTCKCUT|AMUHO | METHJI | THPPOTHAUH- 1 -

HJI|3TaHOH

133

2-[4-[3-[1-(5-3TOKCHITHPUMHUAHH-2-HT)-4-
munepuauI|npornokcu|-2-¢proppermn]-1-[(3S)-3-
[[1(2S,3R,4R,5R)-2.3.4,5,6-
MCHTATUAPOKCUTCKCUI|AMUHO | METHJI | THPPOTHIUH- 1 -

HJI|3TaHOH

134

2-[4-[3-[1-(5-3TOKCHITMPUMHUAHH-2-HT)-4-
mUIepUIUI|npomnokcu|-2,6-gudroppenmn]-1-[(35)-3-
[[[(2S,3R,4R,5R)-2.3.4,5,6-
NEHTArHAPOKCUICKCUII|aMUHO | METHII | TUPPOTHIHH- 1 -

HJI|3TaHOH

135

2-[2,6-muprop-4-[3-[1-[5-

(METOKCHMETIT) TUPHMHIUH-2-H 1| -4-
nunepuaui|nponokcu| penmn]-1-[(3S)-3-
[[[(2S,3R,4R,5R)-2,3.4,5,6-

MCHTAruAPOKCUTCKCHII| aMHHO | METHII| TUPPOTUANH- 1 -

WJI|3TaHOH

136

1-[2-[4-[3-[1-(5-xmOprUpUMHIUH-2-UT)-4 -
MUICPUIUIT|TponokcH]|-2-propdpenmn|anernn]-3-
(meTokcuMeTrn)-N-[(2S,3R 4R, 5R)-2,3,4,5,6-

MCHTArHAPOKCHT CKCHII| THPPOTHANH-3 -KapOoKCaMu g

137

OH

1-[2-[4-[3-[1-(5-xmoprUpuUMHIUH-2-UT)-4 -
MUTICPUIAT | IpoTIoKCH| -2 -(pTopdeHmn]|aneTw] -N-[3-
THAPOKCH-2,2 -OUC(THAPOKCHMETHII) PO -3-

(MCTOKCHMCTHIT) ITHPPOTHAWH- 3 -KapOOKCAMU T

138

2-[4-[2-[7~(5-xTOpIUPHUMHIHH-2 ~-HT)-7 -
azacmpo|3,5|Honan-3 -ui|3tokcu]|-2-proppermn]-1-
[3-[1[(2S,3R.4R,5R)-2,3.4,5,6-
MICHTATUAPOKCUTCKCUIT|aMUHO |METUT | a3e THAUH- 1 -

HJI|3TaHOH

139

2-[4-[2-[7~(5-xTOpIUPHUMHIUH-2 -HT)-7 -
azacmupo|3,5]|HoHaH-3 -un|3Tokcu|-2,6-
madropdennn]-1-[3-[[[(2S,3R,4R,5R)-2,3.4,5.6-
MICHTATUAPOKCUTCKCUT|aMUHO |METUT | a3e THAUH- 1 -

HJI|3TaHOH
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140

m3onpomui-3-[2-[3-prop-4-[2-oxco-2-[3-
[I1(2S,3R,4R,5R)-2.3.4,5,6-
MICHTATUWAPOKCUTCKCUI|aMUHO |METU | a3e THAUH- 1 -
wi|>twi| peHokcH| 3THa|-7-a3actmpo| 3,5 |HoHAH-7 -

KapOOKcHIaT

141

u3onponui-3-[2-[3,5-mu¢prop-4-[2-okco-2-[3-
[[1(2S,3R,4R,5R)-2.3.4,5,6-
MICHTATUWAPOKCUTCKCUI|aMUHO |METU | a3e THAUH- 1 -
wi|>twi| peHokcH| 3THa|-7-a3acmupo| 3,5 |HoHAH-7 -

KapOOKcHIaT

142

2-[4-[3-[6~(5-xmopnUpHMHIHUH-2 -UT)-0-
azacmupo|2,5]oxran-2-mi|nponokcu]-2-propdeHu]-
1-[3-[[[(2S,3R,4R,5R)-2.3,4,5,6-

MCHTAr uAPOKCUTCKCHII| aMHHO | METHII| a3¢ TUANH- 1 -

HJI|3TaHOH

143

2-[4-[3-[6~(5-xnopnupUMUANH-2 -1IT)-6-
azacmmpo|2,5]okraH-2-uia|nponokcu]-2,6-
madropdpenmn]-1-[3-[[[2S,3R,4R,5R)-2,3,4,5,6-
NMCHTAruAPOKCUTCKCHII| aMHHO | METHII| a3¢ TUAUH- 1 -

WJI|3TaHOH

144

2-[4-[3-[7-(5-xnopnupuMHUANH-2 -1IT)-7 -
azacmmpo|3,5|HoHaH-3 -m|npomokcu| -2-propdherun]-
1-[3-[[[(2S.3R,4R,5R)-2.3.4,5,6-
MICHTArUAPOKCUTCKCHIT|aMUHO |METHIT| a3e TUAUH- 1 -

HJI|3TaHOH

145

m3onponui-2-[3-[3-¢prop-4-[2-oxco-2-[3-
[[1(2S,3R.,4R,5R)-2.3.4,5,6-
MICHTArUAPOKCUTCKCHIT|aMUHO |METUT| a3e TUAUH- 1 -
wi|>Twi| peHOKCH| mporwm]-6-a3aciupo[ 2, S|okraH-6-

KapOOKCHIAT

146

m3onpomui-2-[3-[3,5-mu¢prop-4-[2-okco-2-[3-
[[1(2S,3R,4R,5R)-2.3.4,5,6-
MICHTATUAPOKCUTCKCUIT|aMUHO |METUT | a3e THAUH- 1 -
wi|3Twi| peHOKCH| mporm]-6-a3acmpo| 2, S|okraH-6-

KapOOKCHIAT

147

2-[4-[3-[1-(5-xmopnupUMHIUH-2 -1T)-4 -
munepuaua|nponokcu|-2-¢proppermn]-1-[(3S)-3-[[[3-
THAPOKCH-2 2~

OHC(IrHaPOKCUMCTHIT ) IPOTIHII | AMHHO | MCTHIT | THPPO JTH

JUH-1-ua]3TaHoH
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148

-0

2-[4-[3-[1-(5-xmopnupUMHIUH-2 -1)-4 -
munepuaua|nponokcu|-2-¢proppermn]-1-[(3S)-3-[[[2-
THApoKcH-1,1-

OHC(THaPOKCHMETHIT)ITHI | AMUHO | MCTHI |ITHPPO TH AHH

-1-un|sTaHon

149

GO Grove

2-[4-[3-[1-(5-xmopnupUMHIUH-2 -1T)-4 -
mUIepUanI|nponokcu|-2,6-gudroppermn]-1-[(35)-3-
[[[2-rugpokcu-1,1-

OHC(IrHaPOKCHMETHIT)ITHI | aMUHO | METHII |ITHPPOTU AHH

-1-un]sranon

150

2-[4-[3-[1-(5-xmopnupuMHIUH-2 -1T)-4 -
mUIepUIUI|npomnokcu|-2,6-gudroppenmn]-1-[(35)-3-
[[12,3-aurugpoxcu-2-

(TUAPOKCHMETHII) IPOIIIII| AMHHO | METHIT | TUPPOTHANH

-1-un]sTanoH

151

G GHomG

2-[4-[3-[1-(5-xnopnupuMuIUH-2 -1IT)-4-
MUICPUIUT|TPOnoKCcH]-2,6-mudroppenunn]-1-[(3S)-3-
[[[3-Tunpoxcu-2,2-

OHC(IHaAPOKCUMETHIT)IPOTIHII | aMUHO | METHIT | TUPPO U

JuH-1-ua]3TaHoH

152

~, ’@,.O’\/\o ,Q:ZFN’J\H;HJCEH

2-[4-[3-[1-(5-3TOKCHTTUPUMHUAUH-2-HT)-4-
munepuauI|nponokcu|-2-proppermn]-1-[(3S)-3-[[[2-
ruapokcu-1,1-

OHC(THIPOKCHMCTHIT)ITHI | AMHHO | MCTHI | ITHPPO U AHH

-1-un|>ranox

153

G0 aeSatilS

2-[4-[3-[1-(5-3TOKCUTTHPUMHUTHH-2-HT)-4-
mUnepUaAI|npornokcu]-2-propdpermn]-1-[(3S)-3-
[[12,3-aurugpokcu-2-

(THIPOKCHUME THT) MPOTIHJI| AMHHO | METHJI | TUPPOTHIHH

-1-un|>TaHoH

154

e e

2-[4-[3-[1-(5-3TOKCHTTHPUMHUIHH-2-HT)-4-
munepuaua|nponokcu|-2-¢proppermn]-1-[(3S)-3-[[[3-
THAPOKCH-2.2-

OHC(THaPOKCUMCTHIT ) TPOTTHII | AMHHO | MCTHIT | THPPO JTH

JuH-1-1i]3TaHoH

155

*’°@*Qﬂ°@}"ﬁ““ﬂ\ohﬁ

2-[4-[3-[1-(5-3TOKCHTTHPUMHUAHH-2-HT)-4-
mUTIePUAAI|nponokcH|-2,6-qudroppermnn]-1-[(35)-3-
[[[2-rugpokcu-1,1-

OHC(THaPOKCHMCTHIT)ITHI | AMHAHO | MCTHT |THPPO TH AWH

-1-un|sranoH
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156

oo P

2-[4-[3-[1-(5-3TOKCHITHPUMHUAHH-2-HT)-4-
mUnepUanI|nponokcu|-2,6-qudroppermn]-1-[(35)-3-
[[12,3-aurugpoxcu-2-

(THAPOKCHME THT) MPOTIHJI| AMHHO | METHJI | TUPPOTHINH

-1-un|sTaHon

157

q@Df@»g?@

2-[4-[3-[1-(5-3TOKCHITHPUMHUAHH-2-HT)-4-
mUIepUanI|nponokcu|-2,6-gudroppermn]-1-[(35)-3-
[[[3-rugpokcu-2,2-

OHC(rHIPOKCHMETHIT ) POTIHII | AMHUHO | METHIT | THPPO JTH

JUH-1-u1]3TaHoH

158

\0/‘@)\ QJ\/ @ Q ‘-\

2-[2,6-mugpTop-4-[3-[1-[5-

(METOKCHUMETUT) TUPHMUANH-2 -1 | -4 -
nmunepuaui|npomnokcu| penun]-1-[(3S)-3-[[[2-
ruapokcu-1,1-

OHC(IrHaPOKCUMETHIT)ITHI | aMUHO | METHII |ITHP PO AUH

-1-mna]sTanoH

159

‘ ,.@N)_NQ_/J _@E}O»\H«\Cﬂw

2-12,6-muprop-4-[3-[1-[5-

(METOKCHMETIIT) TUPHMHIUH-2-U | -4-
nunepuaui|nponokcu| penmn]-1-[(3S)-3-[[[2,3-
JTUTHIPOKCH-2-

(THAPOKCHME THIT) TPOIIIJI| AMHHO | METHJI | TUPPOJIHIHH

-1-un]>ranon

160

2-[2,6-mupTop-4-[3-[1-[5-

(METOKCHUMETHT) TUPUMUIHH-2 -1 | -4 -
manepuau|nponokcH| permn]-1-[(3S)-3-[[[3-
THAPOKCHU-2,2-

OHC(THIPOKCHMCTHIT ) IPOTTHII | AMHHO | MCTHIT | THPPO JTH

uH-1-ui]3TaHoH

161

2-[2-¢prop-4-[2-[(1S,2R)-2-[1-[5-

(METOKCUMETUT) TUPUMUAUH-2 -1 | -4~

TMUTICPU A | IIUK IO PO 3TOKCH] permn]-1-[(3S)-3-
[[[2-rugpokcu-1,1-

OHC(THaPOKCHMCTHIT)ITHI | AMHAHO | MCTHT |ITHPPO TH AWH

-1-un]3ranon

162

‘°h©“*0 ~ Oy «hﬁ

2-[2-¢prop-4-[2-[(1S,2R)-2-[1-[5-

(METOKCHUMETHIT) TUPUMHAUH-2-U]-4-

TMUTICPU A | UK IO MPOTHT| 3ToKCH] permn]-1-[ (3S)-3-
[[[2.3-auruapokcu-2-

(THAPOKCUME TUIT) IPOMUI | aMUHO | METUT | TUPPOTHIUH

-1-un|sranoH
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163

\o/\@%NQ‘mq_,.\/k@i;LNQmH ?C%:

2-[2-¢prop-4-[2-[(1S,2R)-2-[1-[5-

(METOKCUMETUT) TUPHMUAUH-2-1J1]| -4 -

TMUTICPU W | UK IO PO | 3TOKCH] permn]-1-[ (3S)-3-
[[[3-rugpokcu-2,2-

OHC(rUapPOKCHMETHIT ) IPOTIHII | AMHHO | METHIT | THPPO JTH

JUH-1-u1]3TaHoH

164

O ot

2-[4-[3-[1-(5-xmopnupUMHIUH-2 -1T)-4 -
mUnepUIUI | npornokcu]-2-proppermn]-1-[3-[2-
[[(2S,3S,4R)-2,3 .4,5-
TETPAruAPOKCUTICHTHI|aMUHO | 3T!iI]azeTuauH-1-

HJI|3TaHOH

165

0

c'\@)"O\/\/O\gi)OLNQ\/H% i}

2-[4-[3-[1-(5-xmopnupuMHIUH-2 -1T)-4 -
MUIepUIUI | nponokcu|-2-¢proppermn]-1-[3-
[[1(2S,3S5,4R)-2,3,4,5-

TETPar HAPOKCHIICHTHII|aMHHO |METHI | a3¢ TUANH- 1 -

HJI|3TaHOH

166

G000

2-[4-[3-[1-(5-xnopnupuMuANH-2 -1T)-4-
MUICPUIUT|IponokcH]-2-propdpenm]-1-[3-
[[[(2S,3R,4R)-2,3 .4,5-
TETParuAPOKCHIICHTHII|aMUHO [METHIT|a3e TUANH-1 -

WJI|3TaHOH

167

OH

2-[4-[3-[1-(5-xmopnupuMHUIHH-2 -HT)-4 -
TMUIICPUIUT | IpOTIOKCH]| -2 -(pTophermn]-1-[3-
[[[(2R,3S,4R)-2.3.4,5-
TETPAruAPOKCUTICHTHI|aMUHO |METHIT |a3e TUANH- 1 -

HJI|3TaHOH

168

2-[4-[3-[1-(5-xmopnupuMHUIHH-2 -1T)-4 -
manepuauI|npornokcu]-2-propdpermn]-1-[(3R)-3-
[11(2S,3S,4R)-2,3,4,5-

TETPAarHAPOKCHIICHTHII|AMHHO | METHII | MUPPO T ANH-1 -

HJI|3TaHOH

169

2-[5-[3-[1-(5-xmopnupuMHUIHH-2 -1T)-4 -
NUNCPUAUT | PONOKCH] -2 -tupuaui]-1-[3-
[[1(2S,3R,4R,5R)-2.3.4,5,6-
MICHTATUAPOKCUTCKCUT|aMUHO |METUT | a3e THAUH- 1 -

HJI|3TaHOH

170

2-[5-[3-[1-(5-xnopnupUMHEANH-2 -1T)-4-
MUTIICPUAUT | IpoTIOKCH]| -3 -(pTop-2-mupumii]-1-[ 3 -
[T[(2S,3R,4R,5R)-2.3,4,5,6-
MICHTATUWAPOKCUTEKCUT|aMUHO |METUT | a3e THAUH- 1 -

HJI|3TaHOH
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171

2-[[1-[2-[4-[3-[1-(5-xnopnupuMHIHH-2-1T)-4-
MUNECPUIUT | IPOIOKCH]-2-
(ropdpermn]aneru]azeTHanH-3-

KapOOHIT|aMUHO |3TaHCY Tb(DOHOBAS KHCIIOTA

172

3-[[1-[2-[4-[3-[1-(5-xnopmupuMHIUH-2-1T)-4-
MUNECPUAUT | IPOIOKCH]-2-
(roppernn)anerna|azeTuauH-3-

KapOoHmI|aMuHO JmponaH-1-cy Ib(POHOBAS KHUCIOTA

173

4-[[1-[2-[4-[3-[1-(5-xmopnupuMHIUH-2-1T)-4 -
MUNECPUIUT | IPOIOKCH]-2-
(roppeHun)anernia|azeTuIHH-3-

KapOoHmwT|aMuHO |0y TaH-1-Ccynb(poHOBAS KHCTOTA

174

5-[[1-[2-[4-[3-[1-(5-xnopnupuMuIUH-2-1T)-4-
MHICPUIUIT | TIPONOKCH] -2 -
(ropdenun]anerun|azeTuanH-3-

KapOOHMI|aMHHO [IeHTaHe- 1-CyIb()OHOBAS KUCTI0TA

175

6-[[1-[2-[4-[3-[1-(5-xnopnupuMUAMH-2 -1IT) -4~
MHICPUINT|TPONOKCH] -2 -
(ropdenun]anerun|azeTuaun-3-

KapOOHHII|aMHHO [rekcaH-1-Cy Ib(h)OHOBASA KHCIOTA

176

@*%@}MN

2-[[2-[1-[2-[4-[3-[1-(5-xnmoprupUMUIHH-2-HIT)-4 -
MUTICPUIUI | IPOTIOKCH]| -2 -
(proppenun]anernia|azeTuauH-3-

HJT|aICTHIT | aMHHO | 3TAHCY TH()OHOBASA KHCIIOTA

177

3-[[2-[1-[2-[4-[3-[1-(5-xnopnUpUMUIUH-2-HT)-4 -
MUTEPUIUIT | IPOTIOKCH]| -2 -
(roppenun]anerniazeTuauH-3-

WJT|aCTHIT |aMHHO | TpoTiaH-1-Cy I (DOHOBAS KHCIOTA

178

4-[[2-[1-[2-[4-[3-[1-(5-xmOopmUpUMHIUH-2-UT)-4 -
MUNECPUIUI | IPOTIOKCH]|-2-
(roppenun]anerni|azeTuauH-3-

wi|anetui|aMuHO |0y TaH-1-Cy Tb()OHOBAS KHCIOTA

179

2-[6-[3-[1-(5-xnopnupUMHEANH-2 -1T)-4-
NUNEPUAUI| IPOnoKcH]-3-mupuami]-1-[3-
[T[(2S,3R,4R,5R)-2.3,4,5,6-
MICHTArWAPOKCUTEKCHT|aMUHO |METUT| a3e THAUH- 1 -

HJI|3TaHOH

180

2-[4-[3-[1-(5-xmopnupUMHIUH-2 -1T)-4 -
mUICPUAAI | nponokcH|-2-proppermn]-1-[3-
THApOKCH-3-[[[3-ruapokcu-2,2-

OHC(IHaPOKCUMCTHIT ) IPOTTHII | AMHHO | MCTHIT | THPPO JTH
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JuH-1-1i]3TaHoH

181 CI\@ . 4o Ho o 1-[2-[4-[3-[1-(5-xmoprmpuMuAnH-2-HIT)-4 -
N 'O\/\/O\@)L OH H J\/\g; MHICPUIUT| TPONOKCH|-2-propdermn|aneTwi]-3-
N 3
O‘g o ruapokcu-N-[(2S 3R 4R,5R)-2,3.4.5.6-
NCHTArnAPOKCHT €KCHII| THPPOTHANH-3 -KapOoKcaMu g
182 o d Fo H0>COH 1-[2-[4-[3-[1-(5-xmopmupUMHIUH-2-UT)-4 -
N)\NQ\/\/(’\@\)L OH OH MHICP UK IPOTIOKCH]-2-(ropderma]ameTw] -3-
N
d\«o THAPOKCHU-N-[3-THAPOKCH-2,2-
OuC(THAPOKCUMETHIT) IPOITHII | TUP PO IUH-3 -
KapOOKcaMuz
183 ¢ F OH 2-[4-[3-[ 1-(5-xmopmupUMHIUH-2 -1T)-4 -
O‘ 0
\C‘)\ NQ\/\/"‘@\)L NQ\/HXOH THTep U | PoTnokcH]-2-(hropderm]-1-[4-
OH
» rugpokcu-4-[[[3-rugpokcu-2,2-
OHC(rHapPOKCUMETHI) PO |aMUHO | MeTHI]-1-
MHIICPUIUI]3TAaHOH
184 oH 0 2-[1-[2-[4-[3-[1-(5-xIOpIHPUMHIMH-2 -HT) -4 -
q)_ C>_/—/ N<>UL 7(/%"” MHICPUIUT| TPONOKCH]|-2-(propdpermn|anermn]-3-
cl Fo H
o THAPOKCU-A3eTUIUH-3-11|-N-[3-ruapokcu-2,2-
OHC(IrHAPOKCHMETHIT) PO | alleTaM U
185 2-[4-[3-[1-(5-xnopnupuMuANH-2 -1T)-4-
o O)—N ony O O
:></ THTepHIHT | ponokcH]-2-(hropderm]-1-[3-
ruapokcu-3-[[[(2S,3S,4R)-2,3.4,5-
TETPAruAPOKCUTICHTHI|aMUHO |METHIT |a3e TUANH- 1 -
HJI|3TaHOH
186 cl N 2-[4-[3-[1-(5-xnopnupuUMHANH-2 -1T)-4-
\©)~ F 0" o prup
N 'O\/\/O\@)OL OH H J\(\/ TMUTICPUIWT | IpoTOKCH| -2-(pToppermn]-1-[3-
N\fj\/ OH ruapokcu-3-[[[(2S,3S,4R)-2,3.4,5-
TETPAarHAPOKCHIICHTHII|AMHHO | METHII | MU PPO T AUH- 1 -
HJI|3TaHOH
187 CI\@ . Fo HO Ho o 2-[4-[3-[1-(5-xmopmHpUMHATHH-2 -11)-4 -
N 'O\/\/ \G\)LNQ\/H \/\(\/ mnepuan|nponokcu]-2-propderna]-1-[4-
OH OH ruapokcu-4-[[[(2S,3S,4R)-2,3.4,5-
TETPAruAPOKCUTICHTUI|aMUHO |MeT | -1 -
MUNCPUANT|3TAaHOH
188 OH 2-[4-[3-[1-(5-xnopmHpuMHAIHH-2 -AIT)-4 -

OH

CI\@)\NQ\/‘/O\@:)OL"Q&HXOH

MUTICPUAWT | IpoTIokCH]|-2,6-qudropperm]-1-[3-
rHApOoKcHu-3-[[[3-ruapokcu-2,2-

OHC(THaPOKCUMCTHIT ) IPOTTHII | AMHAHO | MCTHIT | THPPO JTH

JuH-1-1i]3TaHoH
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189 Ny \(d\l OH 2-[4-[3-[1-(5-3TOKCHIIUPHUMHAHH-2-HT)-4-
M oH
O\/\/ \@\)L o HXOH HIep UM | IPONoKCH] -2, 6-xudTopperm]-1-[3-
N
O\/ ruapoKcHu-3-[[[3-ruapokcu-2,2-
OHC(IruapPOKCUMETHIT ) IPOTTHII | AMHHO | METHIT | THPPO JTH

JuH-1-u1]3TaHoH

190 2-[2.6-mudprop-4-[3-[1-[5-

\0/\@)\ O\/\/ OH HXOH (METOKCUMETUT) TUPHMUAUH-2-11]| -4 -
\@\)L munepuaua|nponokcu| pernn|-1-[3-rumpoxcu-3-[[[3-

THAPOKCH-2,2-

OHC(rHIPOKCUMETHIT)POTIHII | AMHUHO | METHIT | THPPO JTH

JUH-1-u1]3TaHoH

JonoymHATEeIbHbIE (GOPMBI COCTHHEHNIT

[00167] Kpome TOTrO, COTIACHO HEKOTOPBIM BAPHAHTAM OCYINECTBJICHHS COCIMHCHHA, KOTOPBIC OMMCAHEI B
HACTOAMIEM MJOKYMCHTE, CYIICCTBYIOT KaK TIeOMETpHUUcCKHe u30Mephl. COIMacHO HEKOTOPHIM —BapHAHTaM
OCYIICCTBJICHHUA COCAHMHCHHA, KOTOPBIC OIMCAHBI B HACTOAMIEM JOKYMCHTE, COACP/KAT OJHY HIH HECKOJBKO
IBOifHBIX cBa3eil. CoenWHEHHA, KOTOPBIC OINMCAHBI B HACTOSINEM JOKYMCHTE, NPEACTABIAIOT co0OH Bce LuC-,
TpaHC-, CHH-, aHTH, E- U Z-u30Mepsl, a TAKKE COOTBETCTBYIOIIHE CMECH. B HEKOTOPBIX CHTYaUHAX COCAUHCHUSI
CYIICCTBYIOT KaK Tay TOMEPBL

[00168] TepMuH «TayTOMEP» 03HAYACT MOJCKYJy, B KOTOPOM OKA3bIBACTCA BO3MOIKHBIM MEPEXO] MPOTOHA
OT OJHOTO aToMa MOJICKYJBbl K JPYIOoMy aToMy TOH ke MoOJeKkyabl. COTrlacHO OIpeJe/ICHHBIM BAapHAHTAM
OCYILICCTBJICHHA COCIWHCHHUSA, KOTOPBIC MPEACTABICHBI B HACTOSIIEM JOKYMCHTE, CYIIECTBYIOT Kak TayToMephsl. B
00CTOATENBCTBAX, B KOTOPBHIX TAayTOMEPH3AUMA SABIICTCA BO3ZMOKHOM, TayTOMephl OyAyT CYyIIECTBOBATH B
XHMHYECCKOM PABHOBECHH. TOYHOE COOTHONICHHE TAYTOMEPOB 3aBHCHT OT HECKOJIBKHX (DAKTOPOB, B TOM YHCIC OT
arperaTHOTO COCTOSIHHS, TEMIICPATyphl, pacTeopuressi W 3HaueHHs pH. HekoTopsie mpuMmepsl TayTOMEPHOTO

PAaBHOBECHSI IPEACTABISIOT COOOIA:
"y U &
N ?@% o = A
H H H |I-|

o OH NH,

G B =

N o H o<
\f \:N — YN\N YN /N\NH

N\ s, ’/ ~ 7
H N-N HN~y N=y

N

N H
N‘H | N/>_ \/kOH \/go
[00169] B HEKOTOpBIX CHTyaUUsAX COCAMHCHUS, KOTOPHIC ONMHUCAHBI B HACTOAIIEM AOKYMEHTE, COACPKAT
OIWH WM HCCKOJBKO XHPANbHBIX LCHTPOB, W KAKIBIA ICHTP CYMCCTBYCT B R-KkoH(Qurypamus wim S-

koH(purypaunn. CocIHHCHUA, KOTOPBHIC OMUCAHBI B HACTOAIICM JOKYMCHTC, BKIIIOUAKOT BCE OHACTCPCOMCPHBIC,

SHAHTHOMCPHBIC U STIAMCPHBIC (DOPMBI, a TAKKE COOTBETCTBYHOIIHE CMECH. COTIAaCHO AOTOJHATEILHBIM BAPHAHTAM
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OCYIIECTBJICHHS COCTHHCHUH U CIIOCO00B, KOTOPBIC IPEICTABICHBI B HACTOSINEM JOKYMEHTE, CMECH SHAHTHOMEPOB
W/MIH TUAaCTEPEON30MEPOB, KOTOPEIE 00pa3yIOTCS B PE3yJIbTaTe OJHOH M TOH JKE CTQAHH MOJIYUCHHS, COUYCTAHUS
WIH B3aUMHOTO NMPCBPAIICHHA, ABJIAKOTCA NPUTOAHBIMH LI MPUMCHCHHUA B NPHIIOKCHUAX, KOTOPBIC ONMHCAHBI B
HacToAmeM JoKyMeHTe. COrflacHO HEKOTOPHIM BAPHAHTAM OCYIICCTBICHHUS COCAWHCHHA, KOTOPBHIC OIMCAHBI B
HACTOAIICM AJOKYMCHTC, MOJIYyYarOT KaK ONTHYCCKH YHCTBIC JHAHTHOMCPBI MOCPCACTBOM XHPAJBHOTO
xXpomarorpapuuecKoro pazAacicHus paneMudeckoi cmecH. COIlacHO HEKOTOPHIM BAPHAHTAM OCYINECTBICHUS
COCOUHCHUA, KOTOPBIC OMHCAHBI B HACTOAIICM AOKYMCHTC, NMOJIYYAarOT KAK COOTBCTCTBYHOIUC HWHIAWBUAYAJTBHBIC
CTEPEOH30MEPHI IOCPEACTBOM PEAKIHH COCTHHCHHA B (popME paLEMHUCCKOH CMECH C ONTHYCCKH AKTHBHBIM
pa3sIeILIIOIUM  BEIIECTBOM C  OOpa3oBaHMEM MAphl  JUACTCPEOM3OMEPHBIX  COCIMHCHMH, pa3AciIcHUS
AUACTCPCOMCPOB MW  BBIACIICHHUA ONTHUCCKH YHCTBIX SHAHTHOMCPOB. CormnacHo HCKOTOPBIM  BapHaHTaM
OCYILECCTBJICHHS OKA3BIBAIOTCSA NMPEATIOUYTHTEIBHBIMU JUCCOLMHPYIOIHE KOMIUICKCHI (HAPUMEP, KPHCTALTHYCCKUC
JauactepeoMepHsie coir). CorsTacHO HEKOTOPBIM BAapPHAHTAM OCYINECTBICHHS AMACTEPEOMEPHI HMCIOT Pa3JIHYHBIC
(u3uyeckue CBOMCTBA (HAmpHMEp, TEMIICPATyphl IUIABICHHS, TEMIEPATYPhl KHIICHHS, PACTBOPUMOCTH,
PEaKIHOHHBIC CIOCOOHOCTH U T. [.), H HX Pa3ACILIEOT, HCHOIb3Ys MPEHMYIECTBO YKa3aHHBIX pasauyuil. CornacHo
HEKOTOPBIM BAPHAHTAM OCYLICCTBICHHA JHACTEPEOMEPBI PA3ACILIIOT MOCPEIACTBOM XHPAIbHONM Xpomarorpaduu HiIu
NPEIIOYTHTEIPHO C IPHMEHCHHEM TEXHOJOTHH Pa3ie/ICHU/Pa3pelICHAs. HA OCHOBE Pa3IH4Mii B PACTBOPHMOCTHL.
CoriacHO HEKOTOPBHIM BapHAaHTAM OCYIICCTBICHHA ONTHYCCKU YHCTHIH SHAHTHOMED 3aTE€M BBIACIIIOT BMECTE C
Pa3acILIOIUM BEIECTBOM C MMPUMECHCHHEM TIOOBIX MPAKTHYCCKUX CPEICTB, KOTOPBIC HE MPUBOIAT K PALICMH3ALIUH.

[00170] TepMHH «IO3HMLHOHHBIC H30MEPBI» O3HAYACT CTPYKTYPHBIC H30MEPBHI MO OTHOIICHHIO K
LECHTPATbHOMY KOJBIy, TAKHE KaK OPTO-, METa- H MApa-U30MEPHI O OTHOIICHUIO K OCH30IbHOMY KOJBLY.

[00171] B cmocobax M KOMIIO3HLMAX, KOTOPHIC ONHCAHBI B HACTOAINEM JOKYMEHTE, IPEIyCMOTPEHO
TMpUMEHEHHE N-OKCHIOB (SCTH OHH SBIISIFOTCS TOIXOTIIIMMHE), KPHCTAJUTHYECKUX (POPM (TaKke H3BECTHBIX KaK
moTuMOp(PHBIC MOTH(pHKAIMA) HIH (PAPMANCBTHICCKH MPHCMJICMBIX COJICH COCIMHCHHIH, KOTOPHIC OIHCAHBI B
HACTOAIICM OOKYMCHTC, a TAKKC AKTHBHBIX MeTa00IUTOB YKa3aHHBIX COCI[HHCHHI:I, MPOABIAOIIUX AKTHBHOCTH
TAKOTO JKE THIA.

[00172] TepmuH «(papMAUCBTHUCCKH MPHEMIICMAA COJb» PACHPOCTPAHACTCSA HA COJTH MPHCOCIUHCHUA
KHCJIOTHI H COJTH MPHCOCTMHCHUS OCHOBaHH. [IpeaycMOTpeHO, YTo (hapMALeBTHYCCKH MPUEMIICMBIC COJH JIFOO0TO
W3 COCAWHCHWIL, KOTOpBIC ONHCAHBI B HACTOSIIEM JOKYMCHTEC, TPEACTABJIIIOT COOOH JOObIe W BCE
(apMaALCBTHYICCKH MOIXOAAINAC COJCBBIC (popmbl. [IpeamouTuTebHBIC (PAPMANCBTHUCCKA MPHCMIICMBIC COJH
COCIWHCHUI, KOTOPBIC OIMMCAHBI B HACTOAIIECM JAOKYMCHTE, IPEACTABIIIOT CO00H (hapMaleBTHICCKH MPHEMIICMbIC
COJIHM IPHCOCTMHEHHS KHCIIOTHI U (hapMaLeBTHYCCKU MPHCMIICMBIC COJIM IPHCOCIUHEHISI OCHOBAHHUS

[00173] Tepmun «(hapManeBTHICCKH MPHEMIIEMAs! COTb MPHCOCIHHCHHS KUCIOThD O3HAYACT TAKHUE COJIH,
KOTOPBIC COXPAHAIOT OHOJIOTHUYCCKYHO 3(P()CKTHBHOCTh W CBOHCTBA CBOOOTHBIX OCHOBAHHM, KOTOPBIC HE ABIAFOTCA
HCSKCTIATCIbHBIMH B OHOJIOTHYCCKOM HIH HHOM OTHOLICHHH, KOTOPBIC 06p33yIOTC$I C YUaCTHEM HCOPraHMICCKUX
KHCJIOT, TaKWX KaK XJIOPHCTOBOJOPOJHAS KHCJIOTa, OPOMHCTOBOJOPOMHAS KHCJIOTA, CEPHAsS KUCIOTA, A30THAA
kucioTa, (pocopHAA KHCIOTA, WOAWCTOBOJOPOMHAS KHCIOTA, (PTOPHCTOBOJOPOTHAS KHCIOTA, (hocopucras
Kucnota U T. A Kpome TOTO, MOTYT HPHCYTCTBOBAThH COJIH, KOTOPBIC OOpAa30BaHbI C YYACTHEM OPTaHHYCCKHX
KHCJIOT, TAKUX KaK amupaTHicckue MOHOKAPOOHOBBIC H IHKAPOOHOBBIC KHCIOTHI, (DCHHIT3aMEINCHHBIC ATKAHOBBIC
KHCJIOTHI, THPOKCHATKAHOBBIC KUCIIOTHI, ATKAHINKAPOOHOBBIC KHCIIOTHI, ApOMATHICCKHE KHCIOTHI, aTu(paTHICCKUE
W apOMATHYCCKHC CYJH(OHOBBIC KHCIOTHI M T. ., H MOTYT NPHCYTCTBOBATH, HANPHUMEP, YKCYCHAA KHCIIOTA,
Tpu(TOPYKCYCHAS KHCJIOTA, NMPONHOHOBAS KHUCJIOTA, TJIMKOJIECBAs KHCJIOTA, MHPOBHHOTPAIHAS KHCJIOTA, IAaBEJICBasl

KHACJIOTA, MAJICHHOBAA KHCJI0TA, MAJIOHOBAA KHCJIOTA, AHTAPHAA KHCJIOTA, (I)YMaPOBa}I KHCJIOTA, BUHHAA KHCJIOTAQ,
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JMMOHHAsA KUCIIOTA, OCH30MHAS KHUCIOTA, KOPHYHAS KUCIOTA, MHHAATBHAS KHCJIOTA, METAHCYIb(DOHOBAA KHCIIOTA,
3TaHCYJH(POHOBASA KHCIIOTA, H-TOJYOJICYIH(OHOBASA KHCIIOTA, CATWIHIOBAA KHCIOTA, W T. A. TakuMm oOpasom,
TIPUMEPHBIC CONH TIPEJACTABILIOT Cco00i cymb(arel, mupocyibdarsi, Oucyms(darsl, cyabpursl, OHCYIb(HUTHL
HATpATHI, (pocdarsr, mororuapopochaTsl, muruapodocdarer, Mmeradocdarsl, mapopochaTsl, XTOPHIBI, OPOMUIEL,
HOAUIBI, aueTaThl, TPH(TOPALCTATHI, MPOMHOHATHI, KAPHIATHI, W300yTHPATHI, OKCAJIATHI, MAJIOHATHI, CYKIIWMHATEHI,
cyOeparbl, ceOammHATBI, (PymMapaTel, Majcarhl, MAHICIATHI, OCH30aTHL, XJIOPOCH30aThl, MCTHJIOCH30ATBhI,
JUHUTPOOCH30aThl, (pTamarsl, OCH30JCYIb(OHATHL, TONYOJICYIb(OHATHL, (CHUNALETATHI, LMTPATHL, JAKTATHI,
Majearsl, TapTpPaThl, METaHCYIb(OHATH W T. A. KpoMe TOro, mpeayCMOTPEHBI COJTH AMHHOKHCIOT, TaKHe Kak
apTUHATHI, TVIFOKOHATHI M TaJaKTypoHAThl (M., Hampumep, S. M. Berge u ap., «@apmanesruueckue coiamy», Journal
of Pharmaceutical Science, 66:1-19 (1997). Coym mpHCOCIUHECHUA KHCIOTHI K OCHOBHBIM COCAMHCHHAM IMOTy4YAarOT
MOCPEACTBOM BBCJACHHSA B KOHTaKT CBOOOJHOH OCHOBHOH (JOpPMBI M JOCTaTOYHOTO KOJHYECTBA JKEIATCIbHOH
KHUCJIOTBI C IIOJTYUYCHUEM COJIH.

[00174] Tepmun «(papManeBTHUCCKH HpHEMIIEMas COJb NMPHUCOCIWHCHHS OCHOBAaHMA» O3HAYACT TAKHE
COJIH, KOTOPBIEC COXPAHIOT OHOJOTHYECKYIO AP PEeKTHBHOCTD H CBOHCTBA CBOOOJHBIX KHCJIOT, KOTOPBIC HE SABIAIOTCA
HC)KCTIATCIbHBIMH B OMOJOTMYCCKOM HJIM HHOM OTHOIICHHMH. YKA3aHHBIC COJH IIOJIYHAaHOT HOCPEICTBOM
NPHCOCAUHCHHA HEOPTaHHYCCKOTO OCHOBAHMA WIIM OPraHMYECKOTO OCHOBAHMA K CBOOOMHOH kuciote. CormacHo
HEKOTOPHIM BapHAHTAM OCYIICCTBICHHA (DapMALICBTHUCCKH NPHEMICMBIC COJH NPHCOCAHHEHHA OCHOBAHHA
00pa30BaHbl METAUIAMH HIIH AMHHAMHE, TAKAMH KaK IICTOYHBIC H MICJIOYHO3EMETbHBIC METAILIBI HIIH OPTraHHYCCKIE
amuHbl. CoJM, IPOM3BOJUMBIC M3 HEOPTaHHYCCKHX OCHOBAHHH, IPEICTABILIIOT COOOH, HO HE OTPAHHYHBAIOTCA
3TUM, COJIH HATPHA, KAJIHH, TUTHA, AMMOHU, KAJIbII, MAarHHA, jKele3a, IMHKA, MEIU, MApTaHIa, ATFOMHHUA U T. [,
Comm, mpou3BOAMMBIC W3 OPTAaHHYCCKUX OCHOBAHHM, MPEACTABISIIOT COOOH, HO HE OTPAHHYHBAIOTCS STHM, COJIH,
KOTOpBIC OOpa3ylOT NCPBHYHBIC, BTOPHYHBIC M TPCTHYHBIC AMHHBI, 3aMCIICHHBIC AMHHBI, B TOM YHCIC
BCTPCUAOIMUACCA B IPHPOAC 3aMCIICHHBIC AMHHBI, HAKIHYCCKHC AMHHBI H OCHOBHBIC HOHOOOMEHHBIE CMOJIBIL,
HANIpUMCP, H30NPONMUTIAMHUH, TPHUMCTWIAMHWH, JUHOTHIAMHH, TPHITHJIAMHWH, TPHIPOMHUIAMWH, 3TAHOJIAMUH,
JAHOTAHOJIAMHH, 2 =-IHMCTHJIAMHHOJTAHOJI, 2 =-THOTHIAMHHOJOTAHOJI, AHIHKIOTCKCHIIAMHH, JIM3HH, APTHHHWH,
THCTHAMH, Ko(ewH, mpokawH, N,N-THOCH3WTHICHINAMHH, XJIOPIPOKAWH, THAPAOAMHH, XOJHH, OCTauWH,
STHICHIWAMUH, STHICHIHAHWINH, N-MCTHITIIOKAMHH, TJIFOKO3AMHH, MCTHIITTIOKAMHH, TCOOPOMUH, IIyPHHBL,
MHTICPA3HH, THNCPHINH, N-3THIMHIICPHINH, TOTMAMHHHBIC CMOJEI B T. 4. CM. yKasaHHYHO BhIme padoty Berge.

[00175] TepMuH «IpoONEKAPCTBCHHBIN MpEemapaTy HCHONb30BAH 1T 0003HAYCHHUS COCTUHCHHSI, KOTOPOE
COTJIACHO HEKOTOPHIM BapHAHTaM OCYIICCTBIICHHS MPEBPAINACTCS B (PH3HOIOTHUCCKHUX YCIOBHAX HIIH MOCPEICTBOM
COJbBOJIM3 B AKTHBHOC COCAWHCHHE, ONHCAHHOC B HACTOAMEM JOKyMEHTE. TakuM o00pa3oM, TEPMHHOM
«IPOJICKAPCTBEHHBIA Tpemapar» 0003HAYCH NPEIIICCTBEHHHK AKTHBHOTO COCAWHCHHS, KOTOPBIH SBISCTCS
(papMaLCBTHUCCKA mpueMIeMbIM. Kak TpaBWIIO, MPOJCKAPCTBCHHBIN MNpemapar ABIACTCS HCAKTHBHBIM IIPH
BBEICHHH CyOBEKTY, HO ITPEBPAIIAcTCA B YCIOBUIAX OPraHH3MAa B aKTHBHOC COCIHWHCHHE, HANPHUMEP, IIOCPEICTBOM
ruaponmsa. [IporekapcTBEHHOE COGIWHEHHE YAacTO MPEIOCTABISIET NMPEHMYIIECTBA PACTBOPHMOCTH, TKAHEBOH
COBMCCTHMOCTD WJTH 3aMCAJICHHOTO BEICBOOOIKICHHSA B OPraHU3ME MIICKOTIHTAOIICTO (CM., HanpuMep, H. Bundgard,
«Pa3paboTka mpoJIeKapCTBEHHBIX NPENaparopy», n3aareabctso Elsevier, Amcrepaam, 1985 1., c. 7-9, 21-24).

[00176] OOcyxacHHEC NPOJCKAPCTBCHHBIC MPETApaThl mpeacTaBicHo B padore T.Higuchi w mp.,
«lIponekapcTBeHHbIE Tpemaparsl KaKk HOBBIE CHCTEMBI JOCTABKH», CEpUS CHMIIO3MyMa AMEPHKAHCKOTO
XHMHYECKOTO 00mecTBa, ToM 14, m «bmooOparnmble HOCHTENTH B pa3pabOTKE JICKAPCTBEHHBIX CPEICTBY», PEI.

Edward B. Roche, AMepukanckad (papManeBTHUCCKAS aCCONUANNA U H3AaTCILCTBO Pergamon Press, 1987 r.
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[00177] TepMmuH «mpONCKAPCTBCHHBIN MPEMapar» TAaKKE HCHOOIB30BAH JI1 OOO3HAUCHHUS JTFOOBIX
KOBAJICHTHO CBA3aHHBIX HOCHTEICH, KOTOPBIC BHICBOOOKIAIOT AKTUBHOE COCAMHCHUCE B YCIOBUAX OPTaHU3MA, KOTAA
TAaKOH TPOJICKAPCTBEHHBIH IIpEmapaT BBOJHUTCS MIICKONHTAIOIIEMY B KadecTBe cyObekra. [IpoiekapcTBeHHBIC
Tpenaparsl  aKTHBHOTO COCAWHCHHUA, KOTOPOE ONHCAHO B HACTOSINEM JOKYMCHTE, IONYYar0T IOCPEICTBOM
Mou(ukauuy (pYHKIHOHAIBHBIX TPYII, NPHCYTCTBYIOIIMX B AKTHBHOM COCAWHCHHH, TaKHM OOpa3oM, UYTOOBI
MOAH(UKALMK TPEBPAINATICh, B TPOIECCE PYTHHHOW MAHWIY IIUHM WM B YCJIOBHAX OPraHH3Ma, B HCXOTHOC
aKTHBHOE COCAWHCHHUE. [IpoJIeKapCTBEHHBIC TPENapaThl INPEACTABISIIOT COOOH COCAMHEHHUS, B KOTOPBIX
THAPOKCHIbHAA, AMHUHHAS, KapOOKCHJIbHASA WJIM MEPKANTaHOBAsA TPYIIA CBA3aHA C KaKOH-THOO TpyNIOH, TakuM
00pazoM, 4TO KOTZIa NMPOJICKAPCTBEHHbIH MPENapaT aKTHBHOTO COCIHMHCHMSA BBOJAT MJICKOITHTAIOIIEMY B KA4ECTBC
CyOBCKTa, MPOUCXOAUT PA3TIOKCHHE, M 0oOpasyercsa CBOOOJHAS THAPOKCHIbHAS, AMHHHAA, KApOOKCHIBHAS HWJIH
MEpKaNTaHOBAas IPYIIa, COOTBETCTBEHHO. [IpuMepHBIC MPOJIEKAPCTBECHHBIC MPENIApaTh MPEACTABIIIOT COOOH, HO HE
OTPAaHWYMBAIOTCA 3THM, aLCTaTHbiC, (opMuaTHBIC W OCH30aTHBIC INPOHM3BOAHBIC CIUPTOBBIX HIHM AMHHHBIX
(D)YHKIIMOHATBHBIX TPYIIT B AKTUBHBIX COCTUHCHHUAX U T. 1.

[00178] Tepmun «(papMaueBTHYCCKH NPHEMJICMBIH COJIBBAT» O3HAYACT KOMIO3HIHOHHBIH MaTepual,
KOTOPbIH mpenctaBiasder coOoi B (popme npucoemuHeHHs pacTBoputeri. COrJacHO HEKOTOPHIM BAapHAHTAM
OCYIICCTBJICHHUA COJBBATHI COJACPIKAT PACTBOPHUTCIL B CTCXHOMCTPHUCCKHX HJIH HECTCXHOMECTPHUCCKHX
KOJIMYECTBAX M O0Pa3ylOTCA B TCUCHHE INPOLECCAa MOJYYCHHA C NMPUMECHCHHEM (DapMalCBTHUCCKH IPHEMIIEMBIX
PACTBOPHTEIICH, TAKUX KaK BOJA, ITAHOI U T. A, «[ mapaTep 0O6Pa3yrOTCs, KOTJa PACTBOPHTEIb MPEACTABILICT COO0H
BOJY, HUIM «AJIKOTOJIATBDY 00Pa3yIOTC, KOIZIa PacTBOPHUTENb IpeacTaBiieT co0oii crmupr. CoapBaThl COCIHHEHUI,
KOTOPBIC OIHCAHBI B HACTOSIIEM AOKYMCHTC, TPAAHLUOHHO MOJIYYAIOTCS HIH OOPa3yHOTCS B TCUCHHE IPOLIECCOB,
ONMCAHHBIX B HACTOSAIIEM AOKyMeHTe. COCTUHCHHSI, KOTOPhIC ONMUCAHBI B HACTOSIIECM JOKYMCHTE, HEOOS3aTCIHHO
CYIICCTBYIOT B HCCOJbBATHPOBAHHBIX, a TAK)KE COJTbBATHPOBAHHBIX (pOpMax.

[00179] CormacHO HEKOTOPHIM BaPHAHTAM OCYINCCTBICHHSA COCIHHCHHS, KOTOPBIC OMHCAHBI B HACTOSIICM
JOKYMCHTC, HAXOJAT NPUMCHCHHC B OOOTAIICHHBIX PA3IHYHBIMH H30TOMaMH (OPMaxX, HMCIOLIMX, HAIpPHMED,
nosbmmeHnoe comeprkanne 2H, *H, 'C, BC w/mma “C. CorjacHO HEKOTOPBIM BAPHAHTAM OCYINECTBICHHS
COCIMHCHUE SBJCTCA JCHTCPHPOBAHHBIM IO MCHBIICH MEpe B OJHOM IOJOKCHUHU. Takue IEHTEPHPOBAHHBIC
(popMBI MOTYT OBITH HOJNYUCHBI C NMPHUMCHCHHEM Nponeaypsl, omrcanHoi B mateHTax CIITA Ne 5.846,514 m Ne
6,334,997. Kak ommcano B marcHtax CIITA Ne 5,846,514 m « 6,334,997, nciTepupoBaHHC MOKCT IOBBIIIATH
MCTA0OTHUCCKYH) YCTOWYMBOCTh W/HIH S((CKTHBHOCTh, VBCIHYHMBAAL, TAKHM OOpPa30M, NPOIO0LKUTCIHHOCTD
JCHCTBHS JICKAPCTBEHHBIX CPEICTB.

[00180] Eciu He yKa3aHO MHOE YCIOBHE, CTPYKTYPBI, KOTOPBIC MPEACTABIACHBI B HACTOSINEM JOKYMEHTE,
TIPEIyCMOTPEHBI A1 PACTIPOCTPAHCHUS HA COCTUHCHHS, KOTOPBIC PA3IHYAIOTCS TOJIBKO IMMPHCYTCTBHEM OJHOTO HITH
HECKOJIBKAX aTOMOB C H30TONHBIM oOOoramicHHEeM. Hampumep, COCOWHCHHS, HWMCIOIIHEC MPEICTABICHHbIC
CTPYKTYPBI, 32 HCKJIIOYCHHEM 3aMCHICHHA BOAOPOJA ACHTEPHEM WM TPHTHEM WM 3AMCEHICHHUS YIJEPOAa C
oboramennem mioronavu PC wm 1*C HaxomaTcs B npenenax 06beMa HACTOAIETO H30OPETEHHUS.

[00181] CocnuHCHHSA COTIACHO HACTOSMICMY H300PCTCHHIO HCOOM3ATCIIHHO COACPKAT B HCCCTCCTBCHHBIX
MPOTIOPIUAX ATOMHBIC H30TOIBI B IOJNOKCHHAX OJHOTO UM HECKOJIBKHX ATOMOB, KOTOPBHIC COCTABIIIOT TAKHE
coenumHeHU. HamprMep, coetnHEHUSI MOTYT OBITh MECUCHBIMH C NPHMCHECHHEM H30TOIOB, TAKHX KAaK, HANPHMEP,
neirepuit (CH), tputuit CH), #on-125 () wmu yraepon-14 (**C). TIpeayCMOTPEHO H30TOIHOE 3aMEINEHHE C
OPHMEHEHHEM BCEX creayromux m3oTonos: 2H, *H, 11C, C, 1C, 5C, 2N, BN, BN, N, Y70, B0, 1F, I°F, 1°F, 'F,

IR, 3G, 3G, 358, 3¢S, 335C1, ¥'Cl, "Br, 8'Br, %1, Bce H30TONHBIC BAPHALHH COCIHHCHHI COINIACHO HACTOAIICMY
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H300pETCHUIO, B TOM YHCIIC PAJHOAKTHBHBIC HJIH HEPAJHOAKTHBHBIC, HAXOATCS B IMPEAciax o0beMa HACTOSINETO
H300peTCHUSL.

[00182] CormacHO ONPCACICHHBIM BAPHAHTAM OCYIICCTBICHHS COCAWHCHHA, KOTOPBIC OIMHCAHBI B
HACTOSAIIEM JOKYMEHTE, COACP/KAT 3aMEIICHAI HEKOTOPEIX MM BeeX atoMoB 'H aromamu 2H. B TeXHHKE H3BECTHBI
CrocoOBl CHHTC3a cCoAcpKammx achtepuii coeaumHeHmi. COTNIACHO HCKOTOPHIM BAPHAHTAM OCYINCCTBIICHHA
3aMCINCHHBIC COCAMHECHMSA, COACPKAINNE ACHTEPH, MOTYT OBITh CHHTC3UPOBAHBI C MPUMEHCHHEM PAa3HOOOPA3HBIX
CIoco0OB, TAKOW KaK CIOCOOBI, OMHCaHHBIC B creayromux padorax: Dennis C. Dean (pemakrop), «CoBpeMCHHBIC
YCHCXH B CHHTE3C H MPUMCHCHHH MCUCHBIX PATHOAKTHBHBIMH H30TOIAMH COCOMHCHUH 19 OTKPHITUSA H Pa3paboTKu
JeKapCTBeHHBIX cpeacTs» [Curr., Pharm. Des., 2000; 6(10)] 2000, 110 c; W. George, Rajender S. Varma, «Cunres
MCUCHBIX PAJAHOAKTHBHBIMU H30TOIIAMH COCIMHCHHUH HYepe3 METAUIOOPTaHUYECCKUE MPOMEKYTOUHBIC COCAMHCHUS,
Tetrahedron, 1989, 45(21), 6601-21; u Anthony E. Evans, «CuHTE3 MCUCHBIX PAJIHOAKTHBHBIMH H30TOIAMH
coexuHeHui», J. Radioanal. Chem., 1981, 64(1-2), 9-32.

[00183] CornmacHO HEKOTOPBIM BAPHAHTAM OCYINCCTBICHUS COCAUHCHUS, KOTOPHIC OMHCAHBI B HACTOSIIEM
JOKYMCHTE, MOTYT OBITb IOMEYCHBI IPYTHMH CHOCOOAMH, B TOM 4YHCIC, HO HE OTPAHHYHBAACH I3THM, C
NpHMEHEHHEM XPOMO(OPOB HIH (PIyOPECUCHTHBIX (PparMeHTOB, OHOTIOMHHECLCHTHBIX HHAWKATOPOB MIIH
XCMUTFOMHHECIICHTHBIX HHIUKATOPOB.

[00184] CornacHO OmNpenCICHHBIM BAPHAHTAM OCYINCCTBICHHS COCAWHCHHS, KOTOPHIC OIHMCAHBI B
HACTOSIIEM JOKYMEHTE, HIH COOTBETCTBYIOIME (PapManeBTHUECCKU IPHEMIIEMbIC COJIH, COJIBBATHI, CTEPEOH30MEPBI
WM TPOJCKAPCTBCHHBIC IIPEHApaThl, KOTOPBIC ONHUCAHBI B HACTOAINECM JOKYMCHTE, ABJLIIOTCS MPAKTHYCCKH
YHCTHIMH B TOM CMBICJIC, YTO OHH COJCPIKAT MEHEE YeM MPUOIH3UTEILHO 5%, WM MEHEe YeM IMpUOIU3HTeIbHO 1%,
W MeHee 4YeM npuOmm3uTensHo 0,1% OpyruX OpraHMYeCKHX HHU3KOMOJICKYJISPHBIX COCAWHCHHM, TAKHX Kak
TMPUMECHBIC TPOMC)KYTOUHBIC COCAWHCHUS HWJIH TNOOOYHBIC TNPOAYKTHI, KOTOPBIC MOJY4YarOT, HAmpuUMEp, C
TMPUMEHEHHEM CIIOCOO0B OTHOCTAUIHOTO HJIH MHOTOCTAIHWHOTO CHHTE3A.

Moay4yenune coexuHeHmi

[00185] CocamHCHHA, KOTOPHIC ONMHCAHBI B HACTOAIICM JOKYMCHTC, MOTYT OBITH CHHTC3HPOBAHBI C
TMPUMCHCHUEM CTAHAAPTHBIX TEXHOJOTHHA CHHTE3a WM C NPHMCHCHHECM H3BECTHBIX B TEXHHKES CIOCOOOB B
KOMOHMHAIIMH CO CIOCOOAMH, OTMMCAHHBIMH B HACTOSIIEM JOKYMCHTE.

[00186] Ecmu He yKa3aHO HHOE YCJIOBHE, HAXOJAT NPHUMCHCHUEC TPAAULHOHHBIE METOABI MAacc-
cnekrpometpun, SIMP, BOXX, OcmxoBoi XuMuW, OHOXWMHH, TCXHOJNOTHH pekoMOWHAHTHEIX JIHK w
(hapMakoIOTHH.

[00187] CoenmHEHNS TONYYAOT C MPAMEHCHHCM CTAHIAPTHBIX TEXHOJOTHIH OPTaHWYCCKOW XUMHH, TAKHX
KaK TCXHOJIOTHH, ONMUCAHHBIC, HAPUMEP, B padote March, «CoBpeMCHHAS OPTAHHICCKAS XAMESD), IICCTOC H3TAHUC,
m3aatenbeTBo John Wiley & Sons, Inc. [ cioco0oB cHHTE3a, KOTOPBIC ONHCAHBI B HACTOAIIEM JTOKYMCHTE, MOTYT
OBITH HCTIOJTB30BAHBI ATPTCPHATHBHBIC YCIOBHS PCAKIUi, B TOM UHCIIC C H3MCHCHHEM PACTBOPHTEIL, TEMIIEPATY Pl
peaknuy, MPOOJDKUTCIPHOCTH PEAKIMH, a TAKOKE PA3IHYHBIX XHMHYECKHX PEArCHTOB M APYTHX YCIOBUH PEAKIHH.

[00188] CornmacHO HEKOTOPBIM BAPHAHTAM OCYINECTBICHUS COCIWHCHHS, KOTOPHIC OMHCAHBI B HACTOSIIECM
JOKYMCHTE, TOJyYCHBI TAKAM 00pa30M, KaK ONHCAHO B MPHMEPaXx.

dapManeBTHYECKHE KOMITO3HITHT

[00189] CornacHO HCKOTOPHIM BAPHAHTAM OCYHICCTBJICHHSA HACTOAINCTO W300PCTCHHA MPCITIOKCHA
(hapMaLCBTHICCKAS KOMITO3UINA, B KOTOPo# coaepkutcs aroHucT GPR119, onmicaHHBIH B HACTOAIICM JTOKYMCHTS,
W ero (papManeBTHUCCKH NMPHEMIIEMAsl CONb, COJNBBAT, CTEPEOM30MEp, WM IPOJCKAPCTBEHHBIH Ipemapar, u

(l)apMaI.[eBTI/I‘ICCKI/I IPpHECMIICEMOC BCIOMOTATCIIBHOC BEIICCTBO. CormacHo HCKOTOPBIM BAPHAHTAM OCYIUCCTBJIICHUA C
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arounctoM GPR119 o0beamHEeH (papManeBTHYECKH NOAXOAMMH (WM TPHEMIICMBIH) HOCHTENb (TaKkKe
YIOMHHACMBIH B HACTOSIIEM JOKYMCHTE Kak (hpapManeBTHYCCKH MOAXOIAINEE (FIIH MPHEMIIEMOE) BCIIOMOTATEIbHOS
BCINECTBO, (PU3HOIOTHUECCKH MOAXOIEE (HIH MPHEMIIEMOE) BCIIOMOTATEIbHOE BEINECCTBO, W (DH3HOIOTHYCCKH
TMOAXOMAINMHA (WM TPUCMJICMBIN) HOCHTCIB), BHIOPAHHBIH HA OCHOBAHWH 33JaHHOTO TYTH BBCACHHSA,
MPEICTABILIOMIECTO COOO0M, HAPUMEp, TIEPOPATPHOEC BBEACHHUE, W CTAHIAPTHOH (hapManeBTHUCCKOW MPAKTHKH, KaK
ommcaHo, HampuMmep, B pabore Remington, «®apmaneBTiucckas Hayka W IpakTuka», mox ped. Gennaro, 21
mwganue, maaTeasctso Mack Pub. Co., Mcron (wrar [lercunsbanus, CIIIA), 2005 1.

[00190] CoOTBETCTBCHHO, COTJIACHO HACTOAIICMY H300PCTCHHIO MPSIUIOKEHA —(PapMareBTHICCKAA
KOMITO3HIS, COACPIKAINAs COCTUHCHHE, KOTOPOE OMHCAHO B HACTOAMLIEM JOKYMCHTE, HJIH €ro (papMaLeBTHUCCKU
MPUEMJIIEMYIO COJIb HJIU COJIBBAT, A TAKKe (hapMalleBTHUCCKU MPHEMIIEMOE BCTIOMOTATEIbHOE BEIIECTBO.

[00191] Ilpumepsl NOAXOASIIMX BOJHBIX H HEBOAHBIM HOCHTCICH, KOTOpPBIC HAXOAAT NPUMCHCHUC B
(papMaLICBTHYICCKUX KOMIIO3HLHUAX, NPCACTABIIIOT COOOH BOJA, 3TAHOJ, NOJHONB (Takue KAk TIHICPHH,
MPOTUJICHITUKOIb, MOTUITHIICHTIIHKOIb U T. 1.), @ TAKKE HX IMOJXOIAIUEC CMECH, PACTHTEIBHBIC MAC/a, TAKHE KaK
OJIMBKOBOC MACJIO, U IPEIHAZHAYCHHBIC JJISI HHBCKIMH OPTAaHHYCCKUE CIIOXKHBIC 3(HPBI, TAKHE KAK 3THIIONCAT U
IMKJIOACKCTPUHBI. COOTBETCTBYIOINAS CBHIMYy4YECTh MOAACPKUBACTCS, HANPHMEP, IOCPEACTBOM IPHMCHCHUS
MOKPOBHBIX MATCPHAIOB, TAKUX KAK JCLUTHH, IOCPEACTBOM MOJACPKAHUS TPeOyEeMOTo pazMepa YacTHIl B CIydae
JUCTICPCHIA, a TAKKE MOCPEACTBOM NMPUMECHCHHA OBECPXHOCTHO-AKTHBHBIX BCIICCTB.

Kom0unuposannasi Tepanust

[00192] CornacHo ompeACACHHBIM BapHAHTAM OCYILCCTBJICHHS OKA3bIBACTCS HCOOXOJAMMBIM BBEIACHHUC IO
MCHBIIEH Mepe OJHOIO COCIMHCHMS, ONHCAHHOTO B HACTOSINEM [JOKYMEHTE, HIH €ro (hpapManeBTHUCCKH
TMPUEMJICMOH COJH, COJIbBATA, CTCPEOM30MEPA, HIH MPOJICKAPCTBEHHOTO NMPENapaTa B KOMOWHALMH C OJHUM HITH
HECKOJIbKAMH JPYTHMH TEPaNeBTHYCCKAMH CpeacTBaMu. COTJIAacHO HEKOTOPHIM BAapPHAHTAM OCYILCCTBICHHUS B
KOMOHMHAIIMH C COCAWHCHHUEM, KOTOPOE OTMHCAHO B HACTOSINEM JOKYMEHTE, HIIH €r0 (DapMaleBTHICCKH MPHEMIICMO
COJTBEO, COJIBBATOM, CTCPCOM3OMCPOM, HWIIH MPOJICKAPCTBCHHBIN Mmpemapar, BBOAWUTCA aroHuCT TGRS, aronucr
GPR40, antaroruct SSTRS, obparmsii aroruct SSTRS, aronuct CCK1, warudutop PDE4, warubutop DPP-4,
aromnct peuentopa GLP-1, merdopmuH mwm wx koMmOwHamusa. COrJacHO ONPCACICHHBIM — BapHAHTAM
OCymecTBICHH  (papMameBTHUCCKAs  KOMIIO3WLUSA — JONOJHUTCIGHO  CONCP)KHT OJHO WM HECKOJIBKO
MPOTHBOANAOCTHICCKHX CcpeacTB. COINIaCHO ONPEACICHHBIM BapHAHTAM OCYHICCTBJICHHUA (DapMAaICBTHUICCKAS
KOMITO3HIMS JOTOJHHUTCIBHO CONCPKHT OJHO WJIM HECKONBKO CpeAcTB HpoTuB oxkupeHms. CoriacHo
OTIPECTICHHBIM BAPHAHTAM OCYINCCTBICHHS (DapManeBTHYCCKAS KOMIIOUIMS JOMOTHATEIGHO COACPIKUT OJHO HITH
HECKOJIBKO CPEJICTB I JICUCHHS HAPY IICHAH MTUTAHUSL

[00193] ITpmmepsr arorrcta TGRS, mpeaHA3HAYCHHOTO IS MPUMCHCHHA B KOMOWHAIINMH C COCAHHCHHUCM,
KOTOPOC ONHCAHO B HACTOSINEM MJOKYMCHTE, WM cro (hapManeBTHYCCKH NPHEMIIEMOH COJBIO, COJBBATOM,
CTEPEOM30MEPOM, HIIM MPOJCKAPCTBCHHBIM IPETIAPATOM, IPEACTABILIOT co0OH cieayromue Bemecrsa: INT-777,
XL-475, SRX-1374, RDX-8940, RDX-98940, SB-756050, a Taxke BCIICCTBA, KOTOPBIC ONMHCAHBI B CIICAYIOIIHX
MATCHTHBIX 3asgBKkax: WO-2008091540, WO-2010059853, WO-2011071565, WO-2018005801, WO-2010014739,
WO0-2018005794, WO-2016054208, WO-2015160772, WO-2013096771, W0O-2008067222, WO-2008067219,
WO0-2009026241, WO-2010016846, WO0O-2012082947, W0O-2012149236, W0O-2008097976, WO-2016205475,
WO0-2015183794, WO-2013054338, WO-2010059859, W0O-2010014836, WO-2016086115, WO-2017147159,
WO0-2017147174, WO-2017106818, WO-2016161003, W0O-2014100025, WO0O-2014100021, WO-2016073767,
WO0-2016130809, WO-2018226724, WO0O-2018237350, WO-2010093845, WO-2017147137, WO-2015181275,
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WO0-2017027396, WO0O-2018222701, WO-2018064441, WO-2017053826, WO-2014066819, WO-2017079062,
WO0-2014200349, WO-2017180577, WO-2014085474.

[00194] ITpumeps! arorncta GPR40, npeasa3HAYeHHOTO I PUMECHEHHS B KOMOHHAIINH C COCANHCHHCM,
KOTOPOC ONHCAHO B HACTOSINEM MOKYMCHTE, MM €ro (hpapManeBTHYECCKH HPHEMIIEMOH COJBIO, COJBBATOM,
CTEPEOM30MEPOM, WM TPOJCKAPCTBCHHBIM IPETAPATOM, IPEACTABIIOT COOOH CICAyIOINHME BEIICCTBA:
¢pazurmdam, MR-1704, SCO-267, SHR-0534, HXP-0057-SS, LY-2922470, P-11187, JTT-851, ASP-4178, AMG-
837, ID-11014A, HD-C715, CNX-011-67, INJ-076, TU-5113, HD-6277, MK-8666, LY-2881835, CPL-207-280,
ZYDG-2, a Takke BEUIECTBA, KOTOPHIC OIMCAaHBI B CICAYIOIUX TNATCHTHBIX 3aiBkax: US-07750048, WO-
2005051890, WO-2005095338, WO-2006011615, WO-2006083612, WO-2006083781, WO-2007088857, WO-
2007123225, WO-2007136572, WO-2008054674, WO-2008054675, WO-2008063768, W0O-2009039942, WO-
2009039943, W0O-2009054390, WO-2009054423, WO-2009054468, WO-2009054479, WO-2009058237, WO-
2010085522, WO-2010085525, WO-2010085528, WO-2010091176, WO-2010123016, WO-2010123017, WO-
2010143733, W0O-2011046851, WO-2011052756, WO-2011066183, WO-2011078371, WO-2011161030, WO-
2012004269, W0O-2012004270, WO-2012010413, WO-2012011125, WO-2012046869, W0O-2012072691, WO-
2012111849, W0O-2012147518, WO-2013025424, WO-2013057743, WO-2013104257, W0O-2013122028, WO-
2013122029, WO0-2013128378, WO0-2013144097, WO-2013154163, WO-2013164292, WO0O-2013178575, WO-
2014019186, WO0-2014073904, WO-2014082918, WO-2014086712, WO-2014122067, WO-2014130608, WO-
2014146604,W0O-2014169817, WO-2014170842, WO-2014187343, WO-2015000412, WO-2015010655, WO-
2015020184, WO0-2015024448, WO0-2015024526, WO-2015028960, WO-2015032328, WO0-2015044073, WO-
2015051496, WO0-2015062486, WO-2015073342, WO-2015078802, WO-2015084692, WO-2015088868, WO-
2015089809, W0O-2015097713, WO-2015105779, WO-2015105786, WO-2015119899, W0O-2015176267, WO-
201600771, WO-2016019587, WO0-2016022446, WO0-2016022448, W0O-2016022742, W0O-2016032120, WO-
2016057731, W0O-2017025368, W0O-2017027309, WO-2017027310, WO-2017027312, W0O-2017042121, WO-
2017172505, W0O-2017180571, WO-2018077699, WO-2018081047, WO-2018095877, W0O-2018106518, WO-
2018111012, WO-2018118670, WO-2018138026, WO-2018138027, WO-2018138028, W(0-2018138029, WO-
2018138030, W0O-2018146008, WO-2018172727, WO-2018181847, WO-2018182050, W(0-2018219204, WO-
2019099315 u WO-2019134984.

[00195] TTpumepsr antarorucTa SSTRS wim 06paTHOTO arOHKUCTA, MPCIHASHAYCHHOTO I MPUMCHCHHS B
KOMOHMHAIIMH C COCANHCHHEM, KOTOPOE OTMHCAHO B HACTOSINEM JOKYMEHTE, HIH er0 (PapManeBTHYCCKH MPHEMIICMO
COJBIO, COJNBBATOM, CTCPCOM3OMEPOM, HIHM IPOJICKAPCTBEHHBIM IPETIAPATOM, IPEACTABISIIOT COOOH BEINECTBA,
KOTOpBIC ONHCAHBI B CJICAYIOIMX MATCHTHBIX 3asBKax: WO-03104816, WO-2009050309, W0-2015052910, WO-
2011146324, WO-2006128803, WO-2010056717, WO-2012024183 u WO-2016205032.

[00196] ITpumepsr aroructa CCK 1, mpeTHA3HAYEHHOTO ISl MPHMEHEHUS B KOMOMHAIMH C COCAMHCHUEM,
KOTOPOC ONHCAHO B HACTOSINEM MJOKYMCHTE, WM €ro (hapManeBTHYECCKH HPHEMIIEMOH COJBIO, COJBBATOM,
CTCPCOM30MEPOM, HITH MPOJICKAPCTBCHHBIM MPETIAPATOM, MPSACTABIIIOT COO0M caeayromue BenecTsa: A-70874, A-
71378, A-71623, A-74498, CE-326597, GI-248573, GSKI-181771X, NN-9056, PD-149164, PD-134308, PD-
135158, PD-170292, PF-04756956, SR-146131, SSR-125180, a Takke BEIECCTBA, KOTOPHIC OMHCAHBI B CJICIYFOIIUX
maTteHTHBIX 3aiBkax: EP-00697403, US-20060177438, WO-2000068209, WO-2000177108, WO-2000234743, WO-
2000244150, W0O-2009119733, W0O-2009314066, WO-2009316982, W(O-2009424151, W0O-2009528391, WO-
2009528399, W(0-2009528419, WO-2009611691, WO-2009611940, WO-2009851686, W(O-2009915525, WO-
2005035793, W0O-2005116034, WO-2007120655, WO-2007120688, W(O-2008091631, W0O-2010067233, WO-
2012070554 m WO-2017005765.
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[00197] TIlpumepsr wmurmOmTopa PDE4, mnpenHa3HAUYEeHHOTO /U1 NPHMCHCHHS B KOMOWHAIMH C
COCIMHCHHEM, KOTOPOE ONHMCAHO B HACTOSINEM JOKYMEHTE, YU €ro (h)apManeBTHYCCKH IPHEMICMOH COJIBIO,
COJIBBATOM, CTEPEOH30MEPOM, HIIH ITPOJICKAPCTBEHHBIM IPENAPATOM, IPEACTABILIIOT COO0H CIIeAYIOINIE BEIICCTBA:
anpeMUIIACT, IMJIOMHUJIACT, KpH3abopod, Ina3emam, JFOTCOIHH, MHKJIAMIIACT H podIyMmiacrT.

[00198] Ilpumepsr wunrrmbmropa DPP-4, mpeaHa3HAYCHHOTO M1 TNPHMCHECHUS B KOMOWHAIMH C
COCIMHCHUEM, KOTOPOE ONHCAHO B HACTOSINEM JOKYMEHTE, MM €ro (h)apMaLCBTHYCCKH IPHEMICMOH COJIBIO,
COJIBATOM, CTEPEOH30MEPOM, HJIH IPOJICKAPCTBEHHBIM IPENAPATOM, MPEACTABILIIOT COO0H ClIeAyIOIHIE BELICCTBA:
CHTArJMOTHH, BWIJATJMITHH, CAKCAIIUITHH, JHHATJIMOTHH, TCMHIJHITHH, TCHEIHIJIMITHH, aJOTJHITHH,
TPENATJIHITHH, OMAPHIJIUITHH, 3BOTJIUITHH, TO30TJIMIITHH U Iy TOTJTHIITHH.

[00199] TTpumeps! aronucta pernentopa GLP-1, nmpenHazHAa4eHHOTO U1 MPHUMECHCHHS B KOMOWHAIMU C
COCIMHCHUEM, KOTOPOE ONHCAHO B HACTOAINEM JOKYMEHTE, MM €ro (h)apMaLECBTHYCCKH IPHEMICMOH COJIBIO,
COJIbBATOM, CTEPEOH30MEPOM, HJIM IPOJICKAPCTBEHHBIM IPENApaToOM, MPEACTABILIIOT COO0H CleAyIOIHE BELIECCTBA:
aNbOMITIyTHI, JyJaridyTHO, OSKCCHATHI, OSKCCHATHA C MPOJOHTHPOBAHHBIM BBICBOOOXKICHHEM, JHUPATIyTHL,
JIMKCUCCHATH ¥ CEMArJIyTU.

[00200] TIpuMepsl NPOTHBOAMAOCTHUYCCKOTO CpPEACTBA, IPEIHA3HAYCHHOTO M IPUMCHCHHUS B
KOMOHWHAIMH C COCAMHCHUEM, KOTOPOE OIIMCAHO B HACTOAIIECM JOKYMEHTE, HJIH €r0 (hapMaleBTUYCCKU MTPUEMICMOi
COJIBIO, COJBBATOM, CTCPCOM30MEPOM, WM MPOJCKAPCTBCHHBIM IPEMApaToM, NPEACTABILIIOT COOOH ClemyroImue
BCINECCTBA. aroHHUCTHl penentopa GLP-1, Takwe kak SKCCHATHA, JUPATAYyTHA, TACHOTTYTHA, JHKCHCCHATHI,
amBOUrIyTHA, Aydaraytun, cemaraytdn, OWL833 mw ORMD 0901; wmarmburoper SGLT2, Takme Kak
Janarau(pao3uH, KAHATTH(IO3WH, ASMOATTH(IO3WH, OSPTYLIU(PIO3HWH, HOparTH(IO3HH, Jy3eOorTH()IO3HH,
pemMorau(uIo3uH, cepriaudro3us, cotariu (o3l H To(GormupIo3uH; OUIyHHHIBL, TAKHE KaK MET()OPMUH; HHCY TUH
W aHAJIOTH HHCYJTHHA.

[00201] TTpumeps! cpeacTBa MPOTHB OKUPCHHUS, NMPEAHAZHAUCHHOTO I MPHMCHCHUS B KOMOWHALMHU C
COCIWHCHHEM, KOTOPOC OMHCAHO B HACTOSINEM JOKYMEHTS, WU €ro (DJapMALCBTHYCCKH IPHEMICMOH COJIBIO,
COJBBATOM, CTCPCOH30MEPOM, HJIH MPOJICKAPCTBEHHBIM MPENApaToM, MPEACTABILIIOT COO0H ClIeAyIOINHE BEIICCTBA:
aronmctel peuentopa GLP-1, Takwe kak mmpariaytua, cemaraytunx, wHruOutopbel SGLT1/2, takue kak LIK066,
MPAMJTHHTH U IPYTHC AHAJIOTH AMATHHA, Takue kak AM-833, AC2307 u BI 473494; ananoru PYY, Takue kak NN-
9747, NN-9748, AC-162352, AC-163954, GT-001, GT-002, GT-003 u RHS-08; aronucts! perenropos GIP, Takue
kak APD-668 u APD-597; koaronuctsl GLP-1/GIP, Takue xak tupsematux (LY329176), BHM-089, LBT-6030,
CT-868, SCO-094, NNC-0090-2746, RG-7685, NN-9709, u SAR-438335; xoaronuct GLP-1/rmrokaroHa, Takoi
kak xoraxytun (MEDIO382), BI 456906, TT-401, G-49, H&D-001A, ZP-2929 uw HM-12525A; TpoiiHoi#i aroHHCT
GLP-1/GIP/rmokarona, Takoif kak SAR-441255, HM-15211 u NN-9423; xoarouuctsl GLP-1/cekpeTrHa, Takue Kak
GUBO06-046; anamoru JICNTHHA, TAKHC KAK MeTpenenTrH; Moayaaropsl GDF15, Takue Kak BCIICCTBA, ONMCAHHBIC B
maTeHTHBIX 3asBkax WO02012138919, WO02015017710, WO2015198199, WO-2017147742 u WO-2018071493;
Moy mrops! peuenropoB FGF21, takomekak NN9499, NGM386, NGM313, BFKB8488A (RG7992), AKR-001,
LLF-580, CVX-343, LY-2405319, BIO89-100 u BMS-986036; arommcter MC4, Takwe Kak CETMEIAHOTHL,
uHrHONTOpEI MetAP2, takne kak ZGN-1061; moaymaTopsl penentopos rpenwHa, Takue kak HM04 u AZP-531;
HHTHOUTOPHI rpemH-O-amunrpancdepassl, Takue Kak T-3525770 (RM-852) m GLWL-01; u aHamorn OKCHTOIMHA,
TAKHC KaK KapOCTOIHH.

[00202] Ilpumepsl cpeAacTBa MPOTHB HAPYLICHHN NHTAHHA, NPEAHA3HAYCHHOTO I NPHMCHCHUA B
KOMOHMHAIINH C COCANHCHHEM, KOTOPOE OTHCAHO B HACTOSINEM JOKYMEHTE, HIH €r0 (DapManeBTHIECCKH IPHEMIICMO

COJIBIO, COJBBATOM, CTCPCOM30MCPOM, HIH IPOJCKAPCTBEHHBIM MPEHAPATOM, MPSACTABILIOT COOOM CICAYFOILHE
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BCIICCTBA: aroHUCTH penentopos GLP-2, takwe kak temarnytun, racuaraytan (ZP1848), smuraytun (ZP1846),
anparnytun (FE 203799), HM-15912, NB-1002, GX-G8, PE-0503, SAN-134, a Tawke BCHICCTBA, KOTOPBIC
ONHCAHBI B CJCAYIOMMX MNATCHTHBIX 3asBkax: WO-2011050174, WO-2012028602, WO-2013164484, WO-
2019040399, WO-2018142363, W0O-2019090209, WO-2006117565, WO-2019086559, W0O-2017002786, WO-
2010042145, WO-2008056155, WO-2007067828, W(O-2018229252, W(O-2013040093, WO-2002066511, WO-
2005067368, WO-2009739031, WO-2009632414 u WO2008028117; u xoarouuctsl penentopos GLP-1/GLP-2,
Takue kak ZP-GG-72, a Taxke BEMIECTBA, KOTOPHIC OIMICAHBI B CICAYIOIUX MATCHTHBIX 3asgBkax: WO-2018104561,
WO-2018104558, WO-2018103868, WO-2018104560, WO-2018104559, WO-2018009778, WO-2016066818 u
WO-2014096440.

[00203] CormacHO OZHOMY BApHAHTY OCYINCCTBICHHA TCpanmeBTHYCCKASA 3(P(EKTHBHOCTH OJHOTO U3
COCIMHCHHUI, KOTOpBIC OIMCAHBl B HACTOSIIEM JOKYMEHTC, YCHJIMBACTCS IIOCPEACTBOM  BBCICHUS
BCIIOMOTATEIBHOTO JICKAPCTBCHHOTO CPEACTBA, TaKUM OOpa3oM, 4YTO C€aMO BCIIOMOTATCIbHOE JICKAPCTBEHHOC
CPEACTBO MPOM3BOAUT MHHHMANBHBIH TepameBTHUYCCKUH 3(P(EKT, HO NPH €ro KOMOHHHPOBAHHWHM C JPYTUM
JICKAPCTBCHHBIM CPEACTBOM YCHJIMBACTCS CYMMApHBIH TepaneBTHueckuil 3(¢QexT ami manmenra. B kauecTse
QIBTCPHATHBBI, COITTACHO HEKOTOPHIM BAPHAHTAM OCYINCCTBICHHA 3S(P(EKT, KOTOPHIH HCIBITHIBACT IALUCHT,
YCHJIMBACTCA NMOCPEACTBOM BBCACHHUS OJHOTO U3 COCAMHCHHI, KOTOPHIC ONHCAHBI B HACTOSIIEM JOKYMCHTE, C
JPYTHM BCIICCTBOM, JUIA KOTOPOTO TaKKe NPECAYCMOTPEH TEPANCBTHUCCKHH PEXHMM, 4YTO TAKKE MPOH3BOIUT
TepaneBTUYeCKuii d(dexr.

[00204] CornacHO OZHOMY KOHKPETHOMY BAPHAHTY OCYIICCTBIICHHS COCAMHCHHE, KOTOPOE OIHCAHO B
HACTOSIEM [JOKYMEHTIE, HIH ero (papMaleBTHYECCKH @pHEMIeMas COJb, COJIbBAT, CTCPEOH30MEp, HIH
MPOJICKAPCTBECHHBIH  IIpPemapar, BBOAUTCS COBMECTHO C OJHHM MJIH HECKOJIBKHMH JONOJHHUTCIHHBIMH
TCPANICBTHYCCKUMH  CPEACTBAMH, TPHYEM COCOUHCHHC OIMCAHHBIH B HACTOANIEM [JOKYMCHTE, HIH €ro
(papMaLCBTHYCCKH MPHEMIIEMast COJb, COJBbBAT, CTCPCOU30MED, HJIH MPOJICKAPCTBCHHBIA MPENapar, a TAKKe OJHO
WM HECKOJBKO JOTONHUTCIBHBIX TCPANICBTHUCCKAMH CPEIACTB MOAYJUPYIOT PA3IHYHBIC ACIEKTHI 3a00JICBAHUS,
paccTpoiicTBa WMJIH COCTOSIHHS, KOTOPOEC MOIJICKHUT JICUCHHIO, H B PE3yJbTaTe 3TOro obecmeumBacTcsa Oolee
3HAYATCIBbHBIN CyMMAapHBIA 3(PQEKT, YeM B PE3yJIbTaTe WHIWBHAYATbHOTO BBEACHUS THOOOTO TCPAINICBTHYCCKOTO
cpenctBa. COTIacHO HEKOTOPBHIM BAPHAHTAM OCYINCCTBICHHA B KAueCTBE OJHOTO MWJIH  HECKOJBKHX
JOTIOJHATEIIBHBIX TCPANCBTHUYCCKAUX CpeacTs mpucyTcTByeT aroHuct TGRS, aromnct GPR40, anraronnct SSTRS,
oopatueni aroruct SSTRS, arommct CCK1, waruourop PDE4, warudurop DPP-4, arommct pemenropa GLP-1,
MeropmuH wid wWX KkKomOwHAmmA. COrJacHO HCKOTOPBIM BApPHAHTAM OCYHICCTBICHHSA JOTOTHHTCIBHOC
TEPaTNlcBTHYCCKOEC CPEICTBO MPEACTABISIET coO0d mpoTHBoaMadeTHueckoe cpeacTBo. COTNTacHO HEKOTOPBIM
BAPUAHTAM OCYIICCTBICHUS JOMOJHHTEIFHOC TEPANCBTHYECCKOE CPEACTBO IPEICTABISIET cOO0H CPeaCcTBO MPOTHB
oxkupeHns. COriacHO HEKOTOPHIM BAPHAHTAM OCYINCCTBICHHSA JOTOJHHTCIBHOC TEPANCBTHYCCKOE CPEACTBO
MPEICTABIIET COOOM CPEACTBO [UT JICUCHHS HAPYIICHAH MATAHHS.

[00205] B cayuasx KOMOHWHHPOBAHHOI TCPANTMH MHOKCCTBO TCPANMCBTHUCCKUX CPSACTB (MMPHUCM OTHO U3
HHUX MPCACTABIACT COOOH OTHO W3 COCOMHCHUH, KOTOPHIC OMUCAHBI B HACTOAIICM JOKYMCHTC) BBOJATCA B JTFOOOM
TIOCIIEIOBATECILHOCTH HITH JAXKE OAHOBPEMEHHO. ECiii BBEICHHE OCYINECTBIICTCS OTHOBPEMEHHO, HCKITFOUHTCIHHO
B KaUECTBE NMPHUMEPA, MHOKECTBO TEPAINICBTHUCCKUX CPEACTB NMPUCYTCTBYET B COCTABE CIMHON YHU(HINPOBAHHOH
JEKApPCTBEHHOH (popMe HIM B COCTABE MHOXKECTBA JICKAPCTBEHHBIX (popM (HampumMep, B opMe CIUHOH IMATFOTH HITH
B (hOpME IBYX OTACTHHBIX IHITIOI).

[00206] CochuHCHHA, KOTOpPHIC ONHCAHBI B HACTOSAMICM JOKYMCHTC, WJIH COOTBCTCTBYIOIIHC

(l)apMaI.[eBTI/I‘IeCKI/I TNPUEMJIEMBIC COJIM, COJIBBATHI, CTCPCON30OMEPEI, HIIH MNMPOJICKAPCTBCHHBIC MPENAPATHI, a4 TAKKC
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Tpenapars! ;Ui KOMOMHHPOBAHHOH TEpPaNTK BBOJATCA 0, B TCUCHHUE WIIM MOCIC BOSHUKHOBCHHUS 3a00JICBAHUS HITH
COCTOSIHHS, M BPEMsI BBEIACHUS KOMIIOZUINH, COJCPKANICH COCIWHEHHE, MOXKCET BAPBHPOBAThCA. TakuMm 0Opaszom,
COTTACHO OJHOMY BAPHAHTY OCYIUECTBJICHHA COCAMHCHHA, KOTOPBIC ONMHCAHBI B HACTOAINEM AOKYMEHTE, HAXOAAT
MPUMEHEHHE B MPOQPHUIAKTHKE U BBOJATCS HENMPEPBIBHO CyOBEKTaM, KOTOPHIC MPOABILIFOT CKIOHHOCTD K Pa3BHTHIO
COCTOSHUH nim 3a00JCBaHUH, B LEIX MPEIOTBPALICHHS BOSHUKHOBCHHS 3a00J€BaHUS WK cOCTOAHU. COrIacHo
JIPYTOMY BAPHAHTY OCYIICCTBJICHHUA COCIHHCHIA H KOMIO3HIHN BBOIATCS CYOBCKTY B TCUCHHC WJIH B MHHHMAJIBLHO
BO3MO’KHOC BPEMS IIOCJIC BO3HHKHOBCHHA CHMOTOMOB. COIVIACHO KOHKPETHBIM BapHAHTAM OCYIICCTBICHUS,
COCAMHCHHE, KOTOPOEC OMHCAHO B HACTOAIIEM AOKYMEHTE, BBOAMTCSA B MHHHMAJIBHO BO3MOJKHBIA B MPAKTHUCCKOM
OTHOUIICHHH CPOK IOCJE TOTO, KAaK BO3HHKHOBCHHE 3a00JICBAHHA MM COCTOSHHA OOHAPY>KCHO HIIH MPEIIONIOKCHO,
U B TCUCHUC NIEPUOJA BPEMECHHU, HEOOXOIUMOTO IS JICUCHUS 32007 ICBaHHA.

[00207] CormacHO HEKOTOPBIM BApPHAHTAM OCYINCCTBICHHA C COCAMHCHHCM, KOTOPOC OIMCAHO B
HACTOAIIEM JOKYMEHTE, WIH ero (p)apMaLCBTHYCCKH IPHEMIEMON COJIBI0 NPHMCHIIOTCA B KOMOHWHALMH
NMPOTHBOBOCMANHUTEILHOE CPEACTBO, IPOTHBOPAKOBOC CPEACTBO, HMMYHOCYIPECCHBHOE CPEACTBO, CTEPOHA,
HECTCPOHIHOE TNPOTHBOBOCHAIUTCIBHOC CPEACTBO, AHTHUTHCTAMMH, QHAJBICTHK, OJIOKHPYIOIEE TOPMOHBI

TCPANICBTHICCKOC CPCACTBO, JIyUCBAA TCPANKA, MOHOKIOHAIBHBIC AHTUTC]IA HITH UX KOMOUWHALIHH.

IIpumepnl

Cnucox coxpamenmii

[00208] Tlpm wuCHONB30BAHMH BBHINIE H BO BCEM TCKCTE OIHMCAHHS HACTOSINETO HW300PCTCHHA
MPEICTABICHHBIC HIDKC COKPALICHWS, €CIH HE YKA3aHO WHOC YCJIOBHE, HCOOXOAWMO MOHHMATh KAaK HMCIOIIHC
CJICAYIOMINC 3HAYCHHS:

ACN mmu MeCN — aneToOHUTPHIT

AIBN - a300ucH300y THPOHHTPHIT

BPO - 6¢H30MIIICPOKCH

Boc mwm BOC — Tper-0y THI0KCHKapOOHHT

Bn — 6¢eH3mn

BnBr — 6eH3un0poMu I

DCC — N,N'-1aoukI0TeKC HITKapOO THAMHAT

DCM - auxmnopmeran (CH2Cly)

DIAD — qum3onponmiazoukapOOKCHIAT

DIPEA wnu DIEA — mUH30TPONHT3 THIAMIH

DMAP - 4-auMeTHIAMIUHOTTHPHINH

DMF — aumeTrnpopmMaMuzg

DMSO - mumetuncyabpokcun

EDCI - 1-3tun-3~(3 -IuMCTHIAMHHO TIPOTIAT) KAPOO THHMHET

9KB. — 9KBUBAJICHT(bI)

Et—stun

EtOH - staHON

EtOAc — stmmanerat

FA — mypasbuHas kuciora

4, 4ac — yac(bl)
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HATU - rekcadropdochar 1-[buc(qumerunamuno)mernieH]-1H-1,2 3-rpuazono[4,5-b|mupuuans-3-
OKCHJT

B3XX — BoicOK03(p(peKTHBHAS KUAKOCTHAT XpoMaTorpapus

i-PrOH — m3omponaron

KXMC - sxunkoctHas XpoMarorpadgus B KOMOHHALWH C MACC-CIIEKTPOMETPHEH

Me — meTun

MeOH - metaHon

MC — Macc-CieKTpOMETPHS

Ms — MeTaHCY I (POHHT (MC3HIT)

MsCl — meTancy 1b(POHHIXTOPH (ME3HIXJIOPH)

NBS — N-OpoMCYKIHHUMHUT

NMR - saepHBIH MATHUTHBINA PE30HAHC

K. T. HJIH KOMH. TEMII. — KOMHATHAsI TeMIIEpaTypa

TEA — TpusTHIaMUH

Tf — rpudropmeruncyrbGporut (TpH IHIT)

TFA — tpudropykcycHas KuCIoTa

THF - rerparunpodypar

TCX — ToHKOCIOHHAA XpoMaTorpaus

Tol nm tol — Toyon

tR — IpOJOKUTECIPHOCTD YACPKHBAHUS

L. Xumuuecknii cunre3

[00209] Ecmu He yka3aHO HWHOC YCJIOBHC, OBLIH HCIOJIB30BAHBI PCATCHTHI H PACTBOPHUTCIH B TAKOM
COCTOSIHHH, B KOTOPOM OHHM OBLIH IOJYYCHBI OT TOBAPHBIX ITOCTABINMKOB. DBE3BOJHBIC PACTBOPHTEIH U
BBICYHICHHBIC B IICYH CTCKJIIHHBIC YCTPOHCTBA OBUIM WCIOJB30BAaHBl I CHHTCTHUCCKHX MPECBPAILCHHH,
YYBCTBHTCIBHBIX K BJIATC W/HIH KUCIOPOAY. BBIXOABI HE ObLIH ONTHMH3HPOBAHBL [IPOXODKATEIHHOCTD peakuuil
VKa3aHa NOpHOTH3HTEIPHO W HE Obuta onTuMm3HpoBaHa. KojgoHOWHass XpomaTtorpaduss W TOHKOCIOHHAS
xpomarorpapus (TCX) Obum OCYIICCTBIICHBI C MPUMCHCHHEM Telsl JUOKCHAA KPEMHHSA, €CIIH HE YKA3aHO HHOC
YCJIOBHE.

Mpomexyrounoe coemunenne 1: 2-(4-(3-(1-(5-xy10 prmpuvu THH-2-1T) T TIEP WINH-4-11T) TPOTIOKCH)-2-

droppenna)ykcycHast KHcI0Ta

CI\(ZN\N /é/\n, o
' O\/\ﬂ ¢

[00210] Cramma 1: 3-(1-(5-XTOPIHPUMHIHH-2 -H1) THIICPHINH-4-HI)IPOTaH-1-011

St
O

o
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]

XwHura

[00211] Cmech, comepkamyro 2,5-quxnoprupumuauH (2,5 T, 16,78 MMois), 3-(mHnepuanH-4-HT)IPONaH-
l-om (2,4 t, 16,78 mmonp) u ocHoBaHHe Xroumra (5,85 mm, 33,56 mmoms) B DMSO (30 mum), Harpesanmu mpu
temmeparype 60°C B TeueHne Hounm. Cmech OXnmakaanw W BeImmBaTH B Boay (150 mun) m skcTparmposamm c
npumeHeHHEM EtOAc (3 x 50 mun); oOBCAWHCHHBIC STHIAICTATHBIC CIOW MPOMBIBAH HACHIIICHHBIM BOJIHBIM
pacteopom NaCl (50 mum), BeicymmBami Hax Na;SOs, ¢pumpTpoBamn u ucnapsan. OCTaTOK OYHINATH HOCPEACTBOM

KOJIOHOYHOH Xpomatorpaduu ¢ mpumeHeHHeM reis quokcnaa kpemuns (Teledyne Isco: SNAP 80g Gold, 3mroeHT:
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rpagueHT 0-100% EtOAc B cMecn m30MepoB rekcana) ¢ moaydeHHeM 3-(1-(5-XmopiupuMuInH-2 -HIT) TATC PHAHH-4 -
unnponan-1-oma (3,56 T, 82%) B opme Genoro Teepaoro semectea. SIMP 'H (500 MI'm, xnopodopm-d) & 8,19 (s,
2H), 4,67 (ddt, J = 13,4, 4,3, 1,9 ', 2H), 3,65 (t, ] = 6,6 T'y, 2H), 2,85 (ddd, J = 13,3, 12,3, 2.8 'y, 2H), 1,80 - 1,74
(m, 2H), 1,65 - 1,58 (m, 3H), 1,53 (th, J = 10,7, 3,5 T'y, 1H), 1,36 - 1,30 (m, 3H), 1,16 (tdd, J = 13,3, 11,6, 4,2 T'w,
2H). XKXMC: tR=0,64, U3P (+) m/z (M+H)" = 256,2.

[00212] Cragus 2: MeTHII-2-(4-(3 -(1 -(5-XTOPIUPUMHUANH -2 -HT) TUICPHANH-4 - W) IIPOTOKCH ) -2 -

dropdenumanerar

F

N
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[00213] B cmecs, comepkamyro 3-[1-(5-xmopnupuMuauH-2-ui)-4-nunepuauwi|oponan-1-o1 (1,13 r, 4,4

MMOJb) B MeTWI-2-(prop-4-ruapokcudenunanerar (814 mr, 4,4 mmoas) u TpupeHmIpochuH (2,5 T CBA3AHHOTO C
MOJTHMEPOM ~3 MMOJIB/T, 6,6 MMoab) B DCM (20 M), no6asmsum DEAD (2,98 mut pacteopa 40 mac.% B Tosyone,
6,6 MMOJIb), H MOJTYUCHHYIO B PE3yJIbTATE CMECh NMEPEMEIIMBAIH NIPH KOMHATHOH TEMIICpaType B TCUCHHE HOYH.
Cmech (punpTpoBamm uepe3 Heaut, W (uiabtpaT ucmapsan. OCTaTOK OYHINATH IOCPEACTBOM  KOJIOHOYHOM
xpomarorpauu ¢ npuMeHeHueM eyt auokcuaa kpemuus (Teledyne Isco: SNAP 40g Gold, smoeHT: rpagueHT 0-
30% FEtOAc B remrane) ¢ moayueHueM 2-(4-(3-(1-(5-XI0pmupuMuEAHH-2-HT)THICPHITH-4-HT) IPOTIOKCH)-2 -
(ropdenumancrara (1,14 r, 61%) B popme Genoro Teepmoro semectsa. SIMP 'H (500 MT'w, xiopogopm-d) & 8,20
(s, 2H), 7,13 (t, J = 8,5 ', 1H), 6,66 - 6,63 (m, 1H), 6,61 (dd, J = 11,6, 2,5 T'u, 1H), 4,68 (dp, J = 13,2, 1,9 'y, 2H),
3.93 (t, J = 6.4 T'y, 2H), 3,70 (s, 3H), 3.61 - 3,58 (m, 2H), 2,86 (ddd, J = 13,3, 12,3, 2.8 'y, 2H), 1,86 - 1,77 (m, 4H),
1,56 (ddd, J = 11,1, 8,5, 4,8 T'u, 1H), 1,42 (dddd, J = 9,3, 7.2, 5,6, 2,5 ', 2H), 1,23 - 1,13 (m, 2H). XXXMC:
tR=1,59, UDP (+) m/z (M+H)* = 4222,

[00214] Cragus 3: 2-(4-(3-(1-(5-XTOPIHPUMUIHH -2 -UJT) TUTICPUIHH-4-HJT) TPOTIOKCH ) -2~

(bropderHnn)yKkCyCcHas KHCIOTA

[
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[00215] B pacteop, coaepkamuii MeTuiI-2-[4-[3-[1-(5-xnopmupuMu IuH-2-11)-4-TUNCPUINT | IPONIOKCH] -2 -
¢ropdpernmn]anerar (1,14 1, 2,7 mmoas) B THF (15 M) m MeOH (5 mi), moGaenama ruapoxcuy autas (5,4 ma 1 M
BOJHOTO PacTBOpa, 5,4 MMOJIb), H MOJYUYCHHYKO B PE3YJbTATE CMECh MEPEMEIIHBAIH IPH KOMHATHOW TEMIIEPATYPE B
TeueHue OgHOTO 4Jaca. CMech Wemapsumi Uil yAANCHHS OPraHWYCCKHX PACTBOPHTEICH W OCTABINHICS BOIHBIN
pactsop pazbasisuin BooH (20 M) B NOAKHUCIHLIH mocpeacTsoM mpodasneHns pacteopa 1 H HCI u skcrparuposamu
¢ mpumeHcHHeM DCM (2 X 15 M), OOBCAWHCHHBIC AWXJIOPMCTAHOBBIC CJOW BHICYmHBANH HAZ NarSOs,
¢unpTpoBAIM W wmWcHapsui ¢ moJsydeHueM 2-(4-(3-(1-(S-xnmopmupuMuARH-2-HI)THICPUITH-4- L) IPOTIOKCH)-2 -
¢ropdenmn)ykcycroit kucnotel (1,1 r, 99%) B Qopme OGemoro Teeproro Bemectsa. SIMP 'H (500 MI,
xnopodopm-d) 6 8,20 (s, 2H), 7,13 (t, J = 8,5 T'w, 1H), 6,67 - 6,63 (m, 1H), 6,62 (dd, J=11,5, 2,5 'y, 1H), 4,67 (dp,
J=13,2, 19T, 2H), 3,93 (t, J = 6,4 ', 2H), 3,63 (d, J = 1,2 ', 2H), 2,86 (ddd, J = 13,3, 12,3, 2,7 T'y, 2H), 1,86 -
1,75 (m, 4H), 1,57 (ddt, J = 14,7, 7,0, 3,7 ', 1H), 1,45 - 1,38 (m, 2H), 1,23 - 1,12 (m, 2H). XKXMC: tR=1,28, UOP
(+) m/z (M+H)" =408,2.

Mpomexkyrounoe coequHenne 2: 2-(4-(3-(1-(S-xuoprmupuMuIuH-2-11) AP ITH-4-IT) IPOTIOKCH)-

2,6-mudropdeHm)yKcycHast KHCJIOTa
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[00216] Tloay4anu ¢ NpHMEHEHHE MPOLEAYP, OMHCAHHBIX AU MOJYUYCHUSA MPOMEKYTOUHOTO COCIUHCHHA
1; 3amenamu MeTwmi-2-Qrop-4-ruapokcu(peHIIANEeTaT Ha METHI-2-(2,6-mu(rop-4-ruapokcH(CHUI)ANETaT Ha
CTaauu 2 v TIOJIyYCHUEM 2-(4-(3-(1-(5-xnopnHpUMHAUH-2 - W) TUIICPUAHH-4 -IT) POTIOKCH ) -2, 6-
udroppenun)ykcy cHol kucaoTel. IMP 'H (500 MI ', xnopogopm-d) & 8,20 (s, 2H), 6,49 - 6,41 (m, 2H), 4,68 (dp,
J=134,2,0Tmn, 2H), 391 (t, J = 6,4 T'y, 2H), 3,67 (d, J = 1,3 T, 2H), 2,92 - 2,81 (m, 2H), 1,86 - 1,75 (m, 4H),
1,56 (ddt, J = 14,5, 7,0, 3,6 ', 1H), 1,46 - 1,37 (m, 3H), 1,18 (qd, J = 12,5, 4,2 T'y, 2H). XKXMC: tR=1,51, QP (+)
m/z (M+H)" = 426,1.

IIpomexkyrounoe coemmnenue 3: 2-(4-(4-(1-(S-xy0pmupuMuInH-2-WI)IHTEPHIHH-4-11)0y TOKCH)-2-

droppenn)ykcycHast KHCI0Ta

CI\(;N\ N . N

[00217] IMoxyyam ¢ IPUMEHEHUE MPOLCAYP, OMHCAHHBIX JUIA MOJYUYCHHUS ITPOMEKYTOUHOTO COCTHMHCHHA
1; 3amensn 3 -(unepuanH-4-wi)nponan-1-01 Ha 4-(munepuaus-4-mn)0yTaH-1-01 Ha ctagun 1 ¢ mosyueHueM 2-(4-
(4-(1~(5-XTOpITHPHMHTHH-2 -HT) TUTIEPHARH-4-1T) Oy TOKCH)-2-(Topherun)ykcycHas kuciota. SIMP 'H (500 Mk,
DMSO-d6) & 8,36 (s, 2H), 7,14 (t, J = 8,7 ', 1H), 6,68 - 6,62 (m, 2H), 4,57 (dt, J = 13,8, 3,0 I'r, 2H), 3,93 (t,J =
6,5 'y, 2H), 3,22 (s, 2H), 2,87 (td, J = 12,8, 2,7 ', 2H), 1,76 - 1,65 (m, 4H), 1,54 (ddp, J = 10,8, 6,8, 3,5 ', 1H),
1,48 - 1,40 (m, 2H), 1,27 (q, J = 7,2 Tu, 2H), 1,03 (qd, J = 12,6, 4,2 I'y, 2H). XXXMC: tR=1,48, UOP (+) m/z
M+H)+=4222.

Mpomexkyrounoe coequuenne 4: 2-(4-(4-(1-(S-xX0pmuap MU H-2-HT) THNEPUIHH-4-IT)0yTOKCH)-2,6-

JAPTOPPEHIT)yKCYCHASI KUCJI0TA

cl\(ti . N
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[00218] TToayyamu ¢ NpUMEHEHHE MPOLEAYP, OMHCAHHBIX I MOJIYyYCHUSI MPOMEKYTOUHOTO COCTUHECHUA
1; 3amersum 3-(munepuanH-4-nmnponas-1-o01 Ha 4-(munepuauH-4-nn)OyTan-1-01 Ha ctaguu 1 u MeTun-2-gprop-4-
THAPOKCH(PECHUIALETAT HA METHI-2~(2,6-muTop-4-ruapokcu(peHmT)aneTaT Ha cragud 2 ¢ moayueHuem 2-(4-(4-(1-
(5-XJIOPIHPHMHTHH-2 -HJT) THIIE PUAHH-4-HT) Oy TOKCH) -2,6-mupTopheHun)ykcycnoit kucaotsr. SIMP 'H (500 MT,
xnopodopm-d) & 8,20 (s, 2H), 6,49 - 6,41 (m, 2H), 4,65 (dq, J = 134, 2,3 T, 2H), 3,92 (t, J = 6,3 T'y, 2H), 3,66 (s,
2H), 2,90 - 2,80 (m, 2H), 1,80 - 1,73 (m, 4H), 1,57 - 1,44 (m, 3H), 1,35 - 1,28 (m, 2H), 1,19 - 1,09 (m, 2H). XKXMC:
tR=1,49, UGP (+) m/z M+H)+ = 440,1.
Mpomexyrounoe coemuaenue S: 2-(4-(3-(1-(S-H TmmmpuMuIHH-2-1T) T TIEPWINH-4-1JT) TPOTIOKCH)-2-

droppenna)ykcycHast KHciaoTa
F
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[00219] Tloay4amu ¢ NpUMEHEHHE MPOLEAYP, OMHCAHHBIX AU MOJYYCHUSA MPOMEKYTOUHOTO COCIUHCHHA
1; zamenamu 2,5-UXJIOPOUPHUMHIAWH HA 2-XJIOP-5-3TWINHPHMHAWH Ha ctaguu 1 ¢ momyuyenuem 2-(4-(3-(1-(5-
STHIITHPHMH TUH-2 - W) TANCPUTHH-4-UT) IPONOKCH)-2-propdeHrun)ykecycHoit  kucinotel. SIMP  'H (500 My,
xnopodopm-d) & 8,20 (s, 2H), 6,49 - 6,41 (m, 2H), 4,65 (dq, J = 134, 2,3 T, 2H), 3,92 (t, J = 6,3 'y, 2H), 3,66 (s,
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2H), 2,90 - 2,80 (m, 2H), 1,80 - 1,73 (m, 4H), 1,57 - 1,44 (m, 3H), 1,35 - 1,28 (m, 2H), 1,19 - 1,09 (m, 2H). XXMC:
tR=1,07, 3P (+) m/z (M+H)* = 402 3.
Mpomexxkyrounoe coemuHenne 6: 2-(4-(3-(1-(S-3TrymmpyuMuIHH-2-1T) AP INH-4-IT) IPOTIOKCH)-

2,6-mudropdeHma)yKcycHast KHCJI0TA
F
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[00220] TToay4anu ¢ NPUMEHEHHE MPOLEAYP, OMHCAHHBIX AU MOJYUYCHUA MPOMEKYTOUHOTO COCIUHCHHA
1.

>

3aMCHSUTH  2,5-TUXJOPIHPHMUAMH HA 2-XJIOP-5-3TWINMHPHMUAWH Ha craguun 1 u  Merun-2-¢rop-4-
THAPOKCH(ECHUNAIIETAT HA METHI-2-(2,6-1udTop-4-ruapokcu(eHmI)aneTaT Ha craguy 2 ¢ noiaydeHuem 2-(4-(3-(1-
(5-3THIMAPAME THH-2 -HJT) THTIEPHUH-4-HIT)TIPOTIOKCH)-2, 6 - muropde HrT) ykeycHoi kucnotel. IMP 'H (500 MTn,
xnopodopm-d) 6 8,20 (s, 2H), 6,49 - 6,41 (m, 2H), 4,65 (dq, J = 13,4, 2,3 T'u, 2H), 3,92 (t, J = 6,3 'y, 2H), 3,66 (s,
2H), 2,90 - 2,80 (m, 2H), 1,80 - 1,73 (m, 4H), 1,57 - 1,44 (m, 3H), 1,35 - 1,28 (m, 2H), 1,19 - 1,09 (m, 2H). XKXXMC:
tR=0,96, UOP (+) m/z (M+H)" = 420,3.

IIpome:xxyrounoe coenunenune 7:  2-(2-¢rop-4-(3-(1-(S-nponmumupumMuauH-2-11)Iunepnina-4-

WIHIPONOKCH) (PEHIT) YKCYCHAS] KHCJIOTA
F
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[00221] TToxyuyami ¢ IPUMEHEHUE MPOLCAYP, OMHCAHHBIX JUIA MOJYUYCHHUA NMMPOMEKYTOUHOTO COCTHMHCHIA
1; 3ameHsmM 2,5-TUXIOPIUPHMHEIUH Ha 2-XJIOP-5-IPOMIITHPUMUANH HA cTaauu 1 ¢ moiyyenueM 2-(2-¢prop-4-(3-
(1-(5-mpoMuINUP UMHTHH-2 ~H.T) THIIC P IUH-4-HT)IPONOKCH) peHUT)YKCYCHOH  kucnotel,. SIMP  'H (500 MTIn,
xnopodopm-d) & 8,20 (s, 2H), 7,22 (t, ] = 8,6 I'n, 1H), 6,64 (dd, J =8,5, 2,5 'y, 1H), 6,58 (dd, ] = 11,7, 2,5 T, 1H),
4,68 (dp, J=13,2, 1,9 T, 2H), 4,29 - 4,21 (m, 1H), 4,16 - 4,09 (m, 1H), 3,92 (t, ] = 6,5 T'y, 2H), 3,81 (dd, J = 8,5,
5,6 T'm, 1H), 3,73 - 3,62 (m, 3H), 3,38 (s, 2H), 2,91 - 2,82 (m, 2H), 2,73 (ddt, J = 10,3, 7,9, 4,0 ', 1H), 1,86 (dt, J =
7,7, 6,3 Tm, 2H), 1,83 - 1,76 (m, 4H), 1,60 - 1,53 (m, 1H), 1,45 - 1,38 (m, 3H), 1,23 - 1,13 (m, 2H). XKXMC:
tR=1,26, IOP (+) m/z (M+H)" = 416,3.

[Ipomexytounoe coemmHenne 8:  2-(2,6-mudrop-4-(3-(1-(5-mponuamupuMuIHH-2 - W) THTICPUIHH-4 -

HT)POTIOKCH ) (PCHUT)YKCY CHAS KHCI0TA
F
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[00222] Tlonayyamu ¢ NPUMEHEHHE MPOLEAYP, OMHCAHHBIX MU MOJYyYCHUA MPOMEKYTOUHOTO COCIUHCHHA
1.

>

3aMEHATH  2,5-TUXIOPIHPHMHINH HA 2-XJOP-5-IPONMINMHPHMHIMH HA craamd 1 u wmeruia-2-(rop-4-
THAPOKCH(CHUIAIIETAT Ha MeTHI-2-(2,6-mudrop-4-ruapokcu(peHIT)aneTar Ha CTaguu 2 C mojyucHueM 2-(2,6-
aTOp-4-(3-(1-(5-MPOTHITHPHMHTHH-2 - HJT) THTIEPH A H-4 -HT) TPONIOKCH) (PE HUT) Y KCYCHOM kucnoTsl. IMP 'H (500
M, xnopodopm-d) 6 8,10 (s, 2H), 6,38 (d, J =9,1 ', 2H), 4,61 (dt, J = 13,4, 2,8 ', 2H), 3,84 (t,J = 6,4 'y, 2H),
3,59 (s, 2H), 2,87 - 2,76 (m, 2H), 2,32 (t, J =7,5 T, 2H), 1,73 (ddd, J = 10,5, 8,3, 4,1 T, 4H), 1,49 (h, J =74 Ty,
3H), 1,34 (ddt, J =123, 7,0, 3,4 T'w, 2H), 1,13 (qd, J = 12,5, 4,2 T'y, 2H), 0,86 (t, J = 7,3 I', 3H). XKXMC: tR=1,32,
HDP (+) m/z (M+H)" = 434 3.

Ipomexkyrounoe coeqnnenne 9:  2-(2-¢grop-4-(3-(1-(5-MeToxcHIIPUMIHH-2-WT) TP INH-4-

WI)IPONOKCH)PeHIT) YKCYCHAST KHCJI0TA
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[00223] Tloay4anu ¢ NPHMECHEHHE MPOLEAYP, OMHCAHHBIX AU MOJYYCHUSA MPOMEKYTOUHOTO COCIUHCHHA
1; 3aMeHsTH 2,5-TUXTOPIHPUMUINH HA 2-XJI0P-5-METOKCHIIMPUMHINH Ha ctaauu 1 ¢ momydenueM 2-(2-¢grop-4-(3-
(1-(5-METOKCHITHP MU THH-2~FT) IHIIE U THH-4-AT) IPONOKCH) (PEHII)YKCyCHOM  kucaoTel. SIMP 'H (500 MIm,
xnopodopm-d) 6 8,12 (s, 2H), 7,14 (t, ] = 8,5 'y, 1H), 6,65 (dd, J = 8.5, 2,8 'y, 1H), 6,62 (dd, J = 11,5, 2,5 T, 1H),
4,62 (dt, J=13.3,2,8 ', 2H), 3,93 (t, J = 6,4 I'y, 2H), 3,80 (s, 3H), 3,63 (d, J = 1,1 T, 2H), 2,88 (td, J = 12,9, 2.7
I'm, 2H), 1,84 - 1,77 (m, 4H), 1,55 (ddp, J = 11,1, 7.1, 3,5 T'ny, 1H), 1,47 - 1,38 (m, 2H), 1,26 - 1,15 (m, 2H).
KXMC: tR=1,95, UOP (+) m/z (M+H)* = 404,2.

IIpomekyTounoe COeJUHEHHE 10: 2-(4-(3-(1-(S-3ToKCHIUPIMHTIH-2-HT) THIIeP W H-4-

WIHIPONOKCcH)-2-QpropdeHns ) yKcycHasi KHCJI0Ta
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[00224] TTonyyami ¢ IPUMEHEHUE MPOLECAYP, OMHCAHHBIX JUIA MOJYUYCHHUS IMMPOMEKYTOUHOTO COCTHMHCHHA
1; 3ameHsUH 2,5-0UXJI0p MHPUMHIUMH HA 2-XJIOP-5-3TOKCHMMUPUMUAMH Ha craaud 1 ¢ momyuenueM 2-(4-(3-(1-(5-
STOKCHITHPHMHIHH-2-HJT) MHIEPUIUH-4-HI)IPONOKCH)-2-propdernn)ykcycroit kucnots. SIMP 'H (500 MIn,
xaopogopm-d) 5 8,09 (s, 2H), 7,14 (t,J = 8,6 I', 1H), 6,65 (dd, J =84, 2,6 T'u, 1H), 6,62 (dd, J = 11,5, 2,5 'y, 1H),
4,61 (dt,J=12,5,2,8 ', 2H), 3,99 (q, ] =7,0 T'w, 2H), 3,93 (t, J = 6,5 ', 2H), 3,63 (d, J = 1,1 T'w, 2H), 2,85 (td, J
=1238,2,6T', 2H), 1,86 - 1,76 (m, 4H), 1,54 (dddt, J = 14,8, 10,8, 7.0, 3,6 I'y, 1H), 1,45 - 1,34 (m, 5H), 1,24 - 1,16
(m, 2H). KXMC: tR=0,96, UOP (+) m/z (M+H)" = 418.3.

IIpomeskyTounoe coeuHeHune 11: 2-(2-¢prop-4-(3-(1-(S5-(MeToOKCHMETHT) M PUMITHH-2-
W) IHNEPUIHH-4-I)IPONOKCH) PeHILT) YKCYCHASE KHCJIOTA

~ N F
° | i OH
-,
N~ °N o
0

[00225] TToayyamu ¢ IPUMEHEHHE MPOLEAYP, OMHCAHHBIX MU MOJIYyYCHUS MPOMEKYTOUHOTO COCTUHCHUA
1; 3ameHsum 2,5-TUXIOPIUPHMHIUH HA 2-XJI0P-5-(METOKCHMETHI)MHPUMHUINH HAa cTaaud 1 ¢ monyucHueM 2-(2-
¢prop-4-(3-(1-(5-(METOKCHMETHIT) THP UMY TAH-2 -1 ) TATIC P THH -4 -FJT) PONOKCH ) (DCHILT)YKCYCHOW  KUCTOTHL.  SIMP
'H (500 MT'u, xnopodopm-d) 6 8,29 (s, 2H), 7,14 (t, J = 8,6 T'y, 1H), 6,67 - 6,64 (m, 1H), 6,62 (dd, J = 11,5, 2,5 T,
1H), 6,47 (s, 1H), 4,78 - 4,70 (m, 2H), 4,26 (s, 2H), 421 (q, J=7,1T1, 2H), 3,93 (t, J=6,4T'y, 2H), 3,63 (d, J = 1,2
I'm, 2H), 3,34 (s, 3H), 2,89 (td, J = 12,9, 2,7 ', 2H), 1,86 - 1,77 (m, 4H), 1,58 (ddt, J=11,3, 7,8, 43 ', 1H), 1,45 -
1,39 (m, 2H), 1,28 (t, ] = 7,1 'y, 3H), 1,18 (qd, J = 12,3, 4,2 T'y, 2H). XKXMC: tR=0,96, UOP (+) m/z (M+H)" =
418.3.

IpomeskyTounoe coeIMHEeHnEe 12: 2-(2,6-muadrop-4-(3-(1-(5-(MeTOKCHMET HT) MUPUMUTIH-2-
W) IHNePIHH-4-IN)IPONOKCH) PeHILT) YKCYCHASI KHCJIOTA

"

[00226] Tloay4amu ¢ NpUMEHEHHE MPOLEAYP, OMHCAHHBIX AU MOJYUYCHUSA MPOMEKYTOUHOTO COCTUHCHHA
1; 3amMcHAIH 2,5-THXTOPIHPAMHINH HA 2-XJTOP-5-(MCTOKCHMCTHI)IHPHMHAINH HA ctaguu | w Metuia-2-prop-4-
THAPOKCH(ECHUIAIETAT Ha MeTHI-2-(2,6-mudrop-4-ruapokcu(peHIT)anerar Ha CTaguu 2 C mojyucHueM 2-(2,6-

apTop-4-(3-(1-(5-MPOTHITHPHMHTHH-2 ~HJT) THTIEPH A H-4 -HT) TPOTIOKCH) (PE HIUIT) Y KCYCHOM kucnoTer. AMP 'H (500
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M, xmopogopm-d) 6 8,28 (s, 2H), 6,49 - 6,41 (m, 2H), 4,78 - 4,70 (m, 2H), 4,26 (s, 2H), 3,91 (t, J = 6,4 'y, 2H),
3,66 (s, 2H), 3,34 (s, 3H), 2,88 (td, J = 12,9, 2.7 T', 2H), 1,87 - 1,75 (m, 4H), 1,57 (dtq, J = 14,7, 7,0, 3.4 'y, 1H),
1,45 - 1,36 (m, 2H), 1,23 - 1,13 (m, 2H). XKXMC: tR=0,86, UOP (+) m/z (M+H)* = 436,5.

Ipomeskyrounoe coeJUHEHUE 13: 2-(2-¢prop-4-(4-(1-(5-(MeToKRCHMETHT) MIPUMITHH-2-

W) munepuInH-4-mn)0yTorcH) PeHII)YKCYCHAsT KHCJI0TA

[00227] Tloay4anu ¢ NPUMEHEHHE MPOLEAYP, OMHCAHHBIX AU MOJYUYCHUA MPOMEKYTOUHOTO COCIUHCHHA
1; 3ameHs MM 2,5-quXIOPNUPUMHINH HA 2-XJI0P-5-(METOKCUMETHI) MTHPUMUAYH U 3 -(munepuuH-4-1wn)nponas-1-oa
Ha 4-(mumepuauH-4-un)oyTaH-1-01 Ha craquu 1 ¢ monyuerueM 2-(2-¢prop-4-(4-(1-(5-(METOKCHMETHI ) THPUMH THH-
2-WT)nUnepuauH-4-1un)0y TOKCH) PeHHT) yKCyCHOM kucnoTel. SIMP 'H (500 MI'w, xnopodopm-d) & 8,27 (s, 2H), 7,22
(t,J=8,6 T'u, 1H), 6,68 - 6,63 (m, 1H), 6,59 (dd, J = 11,7, 2,5 T, 1H), 4,76 - 4,69 (m, 2H), 4,26 (s, 2H), 4,20 (t,J =
8,5 T'm, 1H), 4,11 - 4,03 (m, 1H), 3,98 - 3,88 (m, 3H), 3,82 - 3,72 (m, 3H), 3,40 (d, J = 1,5 T'w, 2H), 3,34 (s, 3H),
2,87 (td, J =129, 2,7 'y, 2H), 2,82 - 2,73 (m, 1H), 1,81 - 1,74 (m, 4H), 1,56 - 1,46 (m, 2H), 1,32 (dt, J=9,1, 6,8
I'm, 2H), 1,20 - 1,12 (m, 2H). XKXXMC: tR=0,86, IOP (+) m/z (M+H)" = 4323

IIpome:xxyTounoe  coeanHeHHE 14: 2-(2,6-mudrop-4-(4-(1-(5-(MeTorCHIMETHII) TUPUMHINH-2-

W) IUnepuInH-4-mn0yToKcH) PeHIm)YKCYCHAST KHCJIOTA

[00228] Tloayyamu ¢ IPUMEHEHUE MPOLEAYP, OMUCAHHBIX I MOJIYUCHUS MPOMEKYTOUHOTO COCTUHCHUA
1; 3ameHsH 2,5-TUXJTOPMUPUMHINH HA 2-XJI0P-5-(METOKCUMETHI) TUPUMUANH U 3 -(THNepuuH-4-1W1)mponan-1-o071
Ha 4-(munepumuH-4-wn)OoyTaH-1-om Ha craamu 1 w MeTHia-2-(TOp-4-THApPOKCH(ECHIIANETAT HA METHI-2-(2,6-
mapTop-4-runpokcu(peHUIT)aneTaT Ha CTaJHH 2 c MOJY4YCHHEM 2-(2,6-mugprop-4-(4-(1-(5-
(METOKCHMETH.T) THPHMHAHH-2 -HIT) THIEPHIHH-4-HT) Oy TOKCH) peHIT)yKCyCHOM  kucnotel. SIMP 'H (500 MTn,
xnopodopm-d) 6 8,27 (s, 2H), 6,44 (d, J=9,2 Ty, 2H), 4,73 (dq, J = 13,3, 2,2 Ty, 2H), 4,25 (d, ] = 8,8 'y, 3H), 4,08
(dd, J = 10,0, 8,5 T, 1H), 3,98 (dd, J = 8,6, 5,2 ', 1H), 3,90 (t, J = 6,4 I'y, 2H), 3,79 (ddd, J = 11,5, 7,9, 49 Ty,
3H), 3,40 (s, 2H), 3,34 (s, 3H), 2,91 - 2,84 (m, 2H), 2,83 - 2,76 (m, 1H), 1,81 - 1,73 (m, 2H), 1,57 - 1,44 (m, 1H),
1,20 - 1,11 (m, 1H). XXXMC: tR=0,92, UOP (+) m/z (M+H)* = 450,3

IIpomekyTounoe COeJHHCHHE 15: Tper-0yTimi-4-((1R,2R)-2-

(ruap OK CUMETILT) ITUKJIOTIPOMILT) MANe PIInH-1-KkapooKcuiart
H, A H

OH
XO\LrN

[00229] Cramus 1: TpeT-0yTHI-4-(2.2-1MOPOMBHHII) THOCPUINH- | -KapOOKCHIAT

Br
O/:O CBr,, PPh; O/:(
—_— Br
o_N o N
DCM
1Y 1Y

[00230] YersipexOpomucterid yriepox (11,6 r, 35,1 mmomp) 8 DCM (150 mun) oxXmakgamd B BaHHS CO
mpaoM, nodasmann TpupermipochuH (18,4 T, 70,2 MMOIB) M HEMPEPBIBHO NepeMemnmsany npu temmeparype 0°C B

TEUCHHE 25 MHUHYT, a 3aTeM J00aBsLTH TPeT-0y TIiT-4-hopMmmmmmunepuans- 1 -xkapookenmnar (5 1, 23,4 MMoIb) oxHOH

nopmueit. Ilocne mepeMeInBaHuA NPH TEMIEPATYPE BAHHBI CO JIbAOM B TeucHHE 50 MHHYT CMECh HCHAPAIH 10



98

MpHOTH3HTCITFHO 1/3 mepBOHAYABHOTO 00BEMA ¢ MOIYUCHHACM CYCHCH3MH. J00aBILTH IMKITOTICHTHIMCTHIIOBEIH
3pup (150 »mm), BBI3EIBAA JOTOTHHTCIFHOC OOpPA30BAHHE OCAAKA M CMECh (DHIBTPOBATH C MPOMBIBAHHCM
JOTIOJTHAUTEIbHBIM KOJIHYECCTBOM IUKJIONECHTHIMETHIOBOTO 3(upa. PuimsTpar npoMeisaiu BooH (200 M1), BOXHBIM
pacteopom 10% Oucyme(ura HaTpud, BeicymmBamm Hag NaxSOs, pumstposamm u ucnapsmm. OCTaToK pacTUPAIH C
pacteopom 40% EtOAc B remrane W (QmibTpOBaIHM dYepe3 NPOKIANKY M3 JHOKCHAA KPEMHHS, ITPOMBIBAIH
JIOTIOJTHUTETbHBIM KonmuecTBOM pacTBopa 40% EtOAc B remrame m (uisTpaT HCHApsUIM C MOJYyYCHHEM TPET-
OoyTmi-4-(2,2-mubpoMBHHIT) HIICpUIHH- 1 -kapbokcmmara (7,84 1, 90%) B popme Genoro TBepmoro BemecTsa. SIMP
1H (500 MI', x1opodopm-d) 6 6,23 (d, J =89 I', 1H), 4,06 (s, 2H), 2,88 - 2,65 (m, 2H), 2,44 (tdt, J = 11,4, 8,9,
39T, 1H), 1,75 - 1,67 (m, 2H), 1,46 (s, 9H), 1,37 - 1,27 (m, 2H).

[00231] Cragus 2: TpeT-6yTHII-4 -(3-rUApOKCHIPOTI-1 -HH- 1 -HT) THOCPHANH- 1 -KapOOKCHIAT
Br
O/=( nBuLl, (CHO), O/\ OH
Br —_—
o._N o._N
THF
Ty 1Y

[00232] B pactBOp, coaepskammii TpeT-OyTHia-4-(2,2-a1uOpOMBHHII) MMICPUIUH-1-kap6okeunar (7,84 r,

21,2 mmons) B THF (100 M), u oxmaxkmama nmpu Temmeparype -45°C, MequieHHO no0aBsimi H-OyTriututuit (17,4
M1 pacTtBopa 2,5 M B cMecH H30MEpOB rekcana, 43,5 mmons) B TeucHue 10 munyT. ITocne 3aBepiueHus 700aBICHUA
CMeCh mepeMeInnBain npu remmneparype -45°C B reueHue 45 MuHYT, 3atem qo0assuta napapopmansaerun (1,91 r,
63,6 MMOJTb) B CMECH BBIACPKUBAIH JJI1 MEIJICHHOTO HATPEBAHUA A0 KOMHATHOH TEMIIEPATypPhl U MEPEMEIIUBATIH B
TeueHue Houd. CMech TaCHIH IOCPEACTBOM J0OABICHHA HACBINEHHOTO BOAHOTO pactBopa NH4Cl (200 mm) m
sKkcTparuposany ¢ npumeHeHHeM EtOAc (300 mun); opraHmyeckuii coi mpombiBaau BogoH (200 MiT), HACHIIICHHBIM
BogubM pactBopoM NaCl (100 mur), seicymmBanu Hax MgSO4, QumbTpoBamu u ucmapsamm. OCTaTOK OYHINAIH
MOCPEICTBOM KOJIOHOYHOHW XpoMartorpaduu ¢ mpuMcHeHHEM rei auokcuna kpemuus (Teledyne Isco: SNAP 80g
Gold, »moenT: rpagucHt 0-100% EtOAc B remrane (7 0OBEMOB KOJOHKH)) C MOJYYCHHEM TpPeT-OyTHI-4-(3-
THAPOKCHITPO-1-1H-1 i) mane puaun-1 -kapookcunara (3,77 1, 74%) B (opme cBeo-xenroro macia. IMP 'H
(500 MT'n, xmopodopm-d) 6 4,27 (dd, J = 6,0, 2,0 T'y, 2H), 3,75 - 3,66 (m, 2H), 3,14 (ddd, J = 13,5, 8,8, 3,4 I', 2H),
2,60 (ttq, J = 8,2, 4,0, 2,0 I'y, 1H), 1,77 (ddt, J = 13,7, 6,3, 3,5 'y, 2H), 1,56 (dtt, J = 12,7, 8,6, 3,7 ', 2H), 1,45 (s,
9H).

[00233] Cramus 3: TpeT-0yTHI (Z)-4-(3-THAPOKCHIIPOT- 1 -¢H- | - THNICPHANH- 1 -kKapOOKCHIAT
O/\ P HRATAMNIATOR ﬂuﬁmapm
B —
>r°j-r“ XHHOHH , EiAs >ra‘}f" o
@ =]

[00234] B pacteop, coacpsxkammii ankuH (CM-781, 6.6 T, 27,6 mmomp) B EtOAc (120 mum), nobaBmsiim

xuHoauH (0,55 M) w karamuszatop Jluagnapa (750 Mr), U NOJYYCHHYEO B PE3YJIbTATE CMECh NMEPEMCIIUBATH B
armoc(epe BOAOPOAA B TCUCHAC OJHOTO daca. CMech (PHIbTpOBANH uepe3 Neaut, u (puabTpar ucnapsaan. OcTaTok
OUMINATH MOCPEACTBOM KOJIOHOYHOW Xpomarorpaduu ¢ mpuMeHeHHeM rems auokcuaa kpemuus (Teledyne Isco:
SNAP 120g Gold, amoent: rpamueHt 0-100% EtOAc B remrane) ¢ moayucHHeM TpeT-Oytua (Z)-4-(3-
rUAPOKCHNPON-1-eH-1-ummunepuaun-1-kapboxcunara (5 r, 75%) B Qpopme ceerno-kentoro macia. AMP H (500
MTI'n, xmopodopm-d) 6 5,58 (dtd, J = 11,0, 6,8, 1,0 'y, 1H), 5,37 (ddt, J = 11,0, 9,5, 1,4 'y, 1H), 4,22 (td, ] = 5,4,
2.7 Ty, 2H), 4,08 (s, 2H), 2,73 (d, J = 13,6 T'y, 2H), 2,50 - 2,40 (m, 1H), 1,59 - 1,55 (m, 2H), 1,46 (s, 9H), 1,35 -
1,22 (m, 2H).
[00235] Cramua 4: TpeT-6vTHiI-4-((1R.2R)-2 -(THAPOKCHME THNITHKJIOMPO A ) TUTICPH I H- 1 ~-KapOOKCHIAT
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[00236] B xomnby o0semom 100 mur qoOasmsimm auxiaopMmeraH (20 Mur), OXJIAKICHHBIH A0 TEMIEPaTyphl -

30°C, n muytrmmeK (10,3 M pactsopa 1 M B rekcane, 10,3 mmomm), 3atem godasmumm 1,2-mumerokcudtan (1,07
M, 10,3 MMOJIB), M IOJTyUCHHYIO B PE3yJIbTaTe CMECh EpEeMENUBAIH Ipu Temneparype -20°C B TeueHue 20 MUHYT,
3aTeM MEUICHHO A00aBisitu auioameTa (1,67 mu, 20,7 MMouts) B TeueHHE 10 MUHYT, H IOJTYyUYCHHYIO B pe3yIbTaTe
cMech nepeMenmBain mpu temrmeparype -20°C B reucHue 45 MUHYT. B OIyUCHHYIO CMECh MEUICHHO A00ABIIIN B
TCUCHHUE 45 MHHYT CMECh, COACPKAIIYIO TPEeT-OyTHII (Z)-4-(3-ruapokcunporn-1-cH- 1 -un)nunepuaus- 1 -kapOokcuiar
(11, 4,14 mmob) 1 (48,55)-2-6ytrn-N* N* N° N°-rerpamerui-1,3,2-muokcadoponan-4, 5-mukapbokcamu (1,22 M,
4,97 mmons) B DCM (12 Mut), ¥ TOIYUCHHYIO B PE3YIbTATE CMECh BBIACP)KUBATH JJI1 HATPEBAaHUA 0 KOMHATHOM
TEMIICPATyphl B TeueHHE HOYH. CMECh TaCHIM MOCPEACTBOM A00ABICHHA HACBHIICHHOTO BoaHOTro pacteopa NH4Cl
(30 M), a 3aTeM cMeCh ACKAHTHPOBAIH B ACIHTEIbHYIO BOPOHKY, H OCTaBHICECs TBEPAOC BEHMICCTBO 0OpadaThiBaIn
DCM (30 mxn) w HaceimeHHBIM BoaHbIM pactBopoM NH4Cl (30 mu) u mepememmBaim J0 PACTBOPCHHS BCETO
TBEPAOTO BEHICCTBA, CMECh MOMCINAIH B ACTHTCIBHYI0 BOPOHKY M OPTaHHYCCKUH CIOH OTACIATH U BBICYIIUBAIH
Hag MgSO4, ¢uiabtpoBaym u ucmapsmi. OCTAaTOK OYMINATH IIOCPEACTBOM KOJIOHOYHOH Xpomarorpaduu c
npuMeHeHueM ress auoxcuna kpemuus (Teledyne Isco: SNAP 24g Gold, smoent: rpaguent 0-100% EtOAc B
TENTaHe) C MOJyYeHHEM Macia, KOTOpOe YAaCTHYHO 3aTBEPIACBANO IPH BbLaepskuBaHHH. CMech 0OpabaTsiBaiIH
TCNTAHOM H TBEPAOC BCINECTBO OT(HIBTPOBBIBAM W BBICYIIMBAIH C MOJdy4deHHEM TpeT-OyTmi-4-((1R,2R)-2-
(THIPOKCHMETHIT) UKJIOMPOTIHT) MHNCPUANH-1 -kapOokcmaaTa (660 mr, 62%) B (opMe OO0 TBSPAOTO BCIICCTRA.
SIMP H (500 MI'w, xopogopm-d) & 4,09 (s, 2H), 3,67 (dd, J = 7.5, 3,7 T'u, 2H), 2,68 (s, 2H), 1,84 - 1,68 (m, 2H),
1,48 (s, 9H), 1,38 - 1,24 (m, 2H), 1,17 (dddd, J = 15,9, 8.5, 7,5, 5,5 T'y, 1H), 0,98 (tdd, J = 11,2, 8,2, 4,9 'y, 1H),
0,77 - 0,68 (m, 2H), 0,05 - 0,01 (m, 1H).

IIpomeskyTounoe coeInHeHne 16: ((1R,2R)-2-(1-(5-x/10 pIap i MU THH-2-1T) TATIEP W H-4-

W) IUKJTOTP OTIHJT)MET AHOJT

"
" i
W THTRADEM mﬂ
oH

y : "
>r b g 2, el L L L“
] OUHOBAHINE XIOHNTA , DMSO 60°¢ ¢l

[00237] B oxmakmaembli B BaHHE CO JIBAOM pPacTBOp, coxaepskammi Tper-OyTmi-4-((1R,2R)-2-
(THAPOKCHMETHIT) IUKIO PO TANe puanH-1 -kapookcwmar (2,5 1, 9,79 mmoms) 8 DCM (50 mim), MEaIcHHO
nobaemsm TFA (50 mum) B TeueHHE 5 MHHYT W MIOJIYUCHHYIO B PE3YIBTATE CMECh NICPEMEIINBAIH IIPH TEMIICPATYpPe
BAaHHBI CO JBJOM B TCUCHHEC OJHOTO yaca. CMech WCHApsUIM W TOABEPrald a3eO0TPONMHONW JMCTHULINHU C
JomoHUTCTBHBIM KommaecTBOM DCM. Ocrarok meperocwm 8 DMSO (50 mun), no6aBmsimm oCHOBaHWC XFOHWTA
8,5 ma, 48,9 mMmonp) u 2, 5-guxnopnupumuiud (1,61 r, 10,8 MMOJb), U NOJYUCHHYK) B PE3yABTATE CMECH
Harpeeamm mpu Temmeparype 60°C B TeucHme 72 wacoB. Cmech oxmakgamw, pasbasmum EtOAc (100 mn) w
mpoMbIBaH Boaoi (300 mir), BOAHYHO (DpakIuro SKCTparuposain ¢ npumeHeHHeM EtOAc (100 vn); 00bCAHHCHHBIC
STHIALCTATHRIC CJIOW TpoMbBaTH BOAOH (200 M) W HACHMICHHBIM BOZHBIM pactBopom NaCl (100 wmm),
peicymmmBan  Hax MgSQOs, ¢mmsrpoBasm w  uemapsim. OCTaToOK OYHMINATHM TOCPEACTBOM  KOJOHOYHOH
xpomarorpaduu ¢ mpumeaeHHEM Tend quokcnaa kpemums (Teledyne Isco: SNAP 40g Gold, amoeHT: rpagueHT 0-
100% FEtOAc B remrase) ¢ momyucHHeM  ((1R,2R)-2-(1-(5-XnmopmupuMuIHH-2 -WT)THIC PHIAH-4 -
umuknonponummeradona (1,5 r, 57%). IMP 'H (500 MI'n, xnopodgopm-d) & 8,20 (s, 2H), 4,66 (ddddd, J = 16,5,
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13,2, 4,7,2.9, 1,9 T'm, 2H), 3,69 (dd, J = 7.4, 3,8 Ty, 2H), 2,85 (dddd, J = 13,2, 12,3, 6,1, 2,9 T', 2H), 1,92 - 1,80
(m, 2H), 1,43 - 1,29 (m, 3H), 1,23 - 1,14 (m, 1H), 1,14 - 1,07 (m, 1H), 0,78 - 0,68 (m, 2H), 0,08 - 0,03 (m, 1H).
Mpomexyrounoe coemuuenne 17: ((1R,2R)-2-(1-(5-(MeToxkcHMeTHT) MIIPUMITHH-2-1T) THTICP WIHH-4-

W) IHKJTOT OTIHJT)MET AHOJT
H

[00238] TIoay4anu ¢ NPUMEHEHHE MPOLEAYP, OMHCAHHBIX AU MOJYUYCHUA MPOMEKYTOUHOTO COCIUHCHHA

0

16; 3aMeHAmM 2,5-IUXJIOPIUPUMUANH HA 2-XJIOP-5-(METOKCHMETUT)UPHMHANH ¢ moayueHueM ((1R,2R)-2-(1-(5-
(METOKCHMETHT) TUPUMH W H-2 -HJT) THICPHARH-4-1T) uKionpomnmeranot. SIMP 'H (400 MIy, xnopodopm-d) &
8,28 (s, 2H), 4,77-4,70 (m, 2H), 4,26 (s, 2H), 3,68 (d, J = 7,6 T'w, 2H), 3,34 (s, 3H), 2,88-2,84 (m, 2H), 1,84-1,50 (m,
3H), 1,41-1,16 (m, 4H), 0,74-0,71 (m, 2H), 0,07-0,04 (m, 1H).

IIpome:xkyrounoe coenmnenne 18:  2-(4-(2-((1S,2R)-2-(1-(5-xmopmupumMuH-2-11) IUATEPIIHH-4-

W) IHKJIONPONMIJI)ITOKCH)-2-(PTOP PeHIT) YKCYCHAS] KHCJIOTA

[00239]
kapOanbaeruz
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[00240] B oxmaxmaeMblii B BaHHE CO JIbAOM pacTsop, coaecpxamuit ((1R,2R)-2-(1-(5-xmoprmupuMuguH-2-

HIT) THTIC P, TAH-4-HJT) TUKJIOMPOTIHIT)METAHON (MPOMEIKYTOUHOS coeaumucHue 16, 1.4 r, 5,23 mmons) B DCM (100
M), mobaemanmm mepuomgwHaH Jlecca-MapruHa (2,9 T, 6,8 MMOJB), W TOJYUCHHYIO B PE3yIbTaTe CMEChH
MEPEMEIINBAI TPH TEMIICPAaTYpe BaHHBI CO JIBAOM B TCUYCHHE OJHOTO Yaca, a 3aTeM ICPEMCIINBATH IPH
KOMHATHOH TeMIepaTtype B TcucHHE HOuW. CMECh MPOMBIBATH HACHINCHHBIM BOTHBIM pactBopom NaHCO; (100
M), seicymmBaim Hagy MgSQOs, ¢(rmsTpoBamm w mcmapsutn. OCTAaTOK OYMINAMH IOCPEACTBOM  KOJOHOYHOM
xpomarorpaduu ¢ mpuMmeHeHHEM T quokcuaa kpeMums (Teledyne Isco: SNAP 24¢ Gold, amoeHT: rpagucHT 0-
80% EtOAc B renrane) u mpoayKT nepekpucTanmu3osbiay u3 cmecd MTBE u rentana ¢ monyuennem (1R,2R)-2-
(1-(5-xmoprupuMHuIUH-2 -HT) THNCPUARH-4 - uKIomponan-1-kapdampaeruna (510 mr, 36%) B (opme Oemoro
TBepIoro BemecTra. SIMP 'H (500 MI'w, xmopodopm-d) & 9,56 (d, J = 4,7 'y, 1H), 8,20 (s, 2H), 4,76 - 4,67 (m,
1H), 4,67 - 4,59 (m, 1H), 2,87 (ddd, J =134, 12,2, 2.8 Ty, 1H), 2,78 (ddd, J = 13,3, 12,2, 2.9 Ty, 1H), 2,03 - 1,95
(m, 1H), 1,94 - 1,87 (m, 1H), 1,56 (dtd, J = 14,5, 4,6, 2,2 Ty, 1H), 1,49 (tdd, J = 11,2, 8,1, 5,5 Ty, 1H), 1,42 - 1,32
(m, 2H), 1,32 - 1,22 (m, 3H).

[00241] Cramua 2: 5-xa0p-2-(4-((1R.2S)-2 -BHHUIMUKIOMPOTITHT) TANCPHAWH- | - W) THPUMHTHH

H H

O/<k‘“ MeP(Ph);Br , BuLl O/q\"
N. _N S, - N __N N
JT\:Y ° THF JT\:\Nr
ar~2N a2

[00242] B pactsop, coaepkamuii Opomu metmirpadermnpochonus (1,34 1, 3,76 mmoms) 8 THF (15 M),

OXJTaAKIAaCMBI Tpu TeMmepatype -78°C, 100aBIH B KanieIbHOM peskaMe H-OyTwmmaTwii (1,43 mur pacteopa 2,5 M,

3,57 MMOITB), M TIOJIYUCHHYIO B PE3yJIbTaTe CMECh NepeMemBaI npu Temneparype -78°C B TeueHue 45 MunyTt. B



101

TMOJTYYCHHYE) CMCCh J00ABIIIH B KANICTFHOM PSKHME pacTsop, coaepxkammid (1R, 2R)-2-(1-(5-xmopmmpuvuanH-2-
W) HTICPUINH-4-11)uKIonponaH- 1 -kapbamsaerua (500 mr, 1,88 mmoms) 8 THF (5 mum). Tlocne 3aBepmicHuA
J00aBICHAUS OXJNAKIAIOMYI BAaHHY VAALLIH, W CMECh NEPEMCIIMBAIN ITPH KOMHATHOH TEMIIEpaType B TCUCHHC
aByx 4vacoB. CMmech Tacwid IOCPEICTBOM J0OABJICHHA HAchINEHHOTo BoxHOro pacrsopa NHiCl (20 mum) u
SKcTparupoBamu ¢ mnpuMcHeHHEM EtOAc (3 X 15 wmur); OOBCAMHCHHBIC STHIALCTATHBIC CJIOW MPOMBIBATH
HACHITICHHBIM BOIHBIM pactBopoM NaCl (20 mu), seicymmsanu Hax Na,SOs, ¢uasTpoBamm u ucmapsum. OCTaTok
OUHINATH IOCPEACTBOM KOJIOHOYHOH Xpomarorpadguu ¢ mpHMEHEHHeM renst auokcuga kpemuus (Teledyne Isco:
SNAP 12g Gold, smoent: rpammert 0-20% FEtOAc B remrane) ¢ mosyucHHeM S-xjop-2-(4-((1R,2S)-2-
BUHAIHKJIOTPOTIH) MMNIepHAKH-1 -um)mupavuuaa (350 mr, 70%) B Gopme Gesoro Tepaoro semectea. IMP 'H
(500 MI', xmopogopm-d) 6 8,20 (s, 2H), 5,62 (ddd, J = 17,0, 10,2, 8,8 I', 1H), 5,15 (ddd, J = 16,9, 2,0, 0,7 T'ny,
1H), 5,01 (ddd, J = 10,2, 1,9, 0,6 T, 1H), 4,67 (dddd, J = 13,3, 4,6, 2,9, 1,9 T', 1H), 4,61 (dddd, J = 13,3, 4,7, 2,9,
1,9 T, 1H), 2,84 (dddd, J = 23,8, 13,3, 12,2, 2,9 'y, 2H), 1,88 - 1,74 (m, 2H), 1,60 - 1,52 (m, 1H), 1,41 - 1,23 (m,
2H), 1,17 - 1,06 (m, 1H), 0,89 (td, J = 8,3, 4,7 ', 1H), 0,75 (dtd, J = 10,2, 8,5, 5,9 ', 1H), 0,32 (td, J = 5,7, 4,7 I'ny,
1H).

[00243] Cramus 3: 2-[(1S2R

-2-[1-(5-XJTOPIHPHMHIHH-2 -HJI

H H

O/q\u BHa.SMe; , Hz0,, NaOH .
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[00244] B pactBop, coaepxamuii 5-xmop-2-[4-[(1R,2S)-2 -BHHUMIHKIO PO - 1 -TUTCPU I THPUMHEAHH

(190 mr, 0,72 mmous) B THF (3 mu1), OXmaykIaeMelii B BAHHE CO JIbA0M A00aBsLH 6opanMeTwicyabduz (0,36 mur 1
M pacteopa B THF, 0,36 MMO0Ib), U NOJYYCHHYIO B PE3yabTare CMECh NEPEMCIIMBAIN NPH KOMHATHOH
TeMIIepaType B TCUCHUE ABYX 4acoB. CMeck oOpadateisamy, modasaas NaOH (1,15 mu 5 H BOZHOTO pacTBOpa, 5,76
MMOJIB), a 3aTeM IepokcuT Boaopoa (1,25 mu 30% BogHOTO pacTBopa, 12,25 MMOIIB), H MOMYUCHHYIO B PC3YIBTATC
CMECh TICPCMCINUBAA MPH KOMHATHOM TEMIICPAType B TCUCHUE OMHOTO uaca. CMmech pa3bassumi Bogoi (10 M) u
JKCTparupoBamu ¢ mnpuMcHeHHEM EtOAc (2 X 10 mur); OOBCAMHCHHBIC STHIALCTATHBIC CJIOW MPOMBIBATH
HACHITIICHHBIM BOHBIM pacTBopoM NaCl (10 mum), seicymmBanu Hax Na SOy, ¢uasTpoBamm u ucnapsum. OCTaTok
OUMINATH MOCPESACTBOM KOJIOHOYHOW Xpomarorpaduu ¢ mpuMeHeHHeM rems auokcuaa kpemuus (Teledyne Isco:
SNAP 12g Gold, smoent: rpagucat 0-60% EtOAc B remrane) ¢ monyucaueM 2-[(1S,2R)-2-[ 1-(5-xmopmupuMu TiH-
2-u)-4-mune pumiT| nukIonpon]3taHoaa (90 mr, 44%) B popme OecuperHOro Macha. JKXMC: tR=0,85, IOP (+)
m/z (M+H)*=282,2

[00245] Cragus 4: MeTHIT-2-(4-(2-((1S.2R)-2-(1 ~(5-XT0OpIHPHUMHIHH-2 W) TATICPHIHH-4 -

ui KJIOMPOIIILT)3TOKCH) -2 -(hTopdeHIT)aneTaT
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[00246] B CMECH, COACPIKAIIYEO 2-[(1S,2R)-2-[ 1-(5-xmoprpuMuIuH-2-HT) -4 -

mune puant | mpkaonpon]srason (90 mr, 0,32 mmons), Mermi-2-grop-4-ruapoxcudpenmnanerar (70 mr, 0,38
mMonb) u TpHpeHmapochur (200 Mr cesa3aHHOTO € moymMepoM ~ 3 MMous/T, 0.5 mMoms) B DCM (3 mum),
mobasmmn ausTHmazoaukapookcmat (0,215 M pacteopa 40 mac.% B Tonyone, 0,48 MMOJB), W MONYUCHHYIO B
pe3yIbTaTe CMECh NEPEMEIINBANIN TPH KOMHATHOH TEMIIEPAType B TEUCHUE ABYX 4acoB. CMech (GHIBTPOBAIH HUepe3

nenur,  pumsTpar nenapann. OCTaToK OYHINAIH IIOCPEICTBOM KOJIOHOYHOH XpoMarorpaduu ¢ IPUMEHEHHEM TETIA
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muokcnna kpemHus (Teledyne Isco: SNAP 12g Gold, amoent: rpaguent 0-30% EtOAc B renTane) ¢ moayueHHEM

metui-2-(4-(2-((1S,2R)-2-(1 -(5-xmopmupuMuIHH-2 -HJT) TATIC PUHIHH-4 -HIT) IHKJIO IIPOTIHIT) 3TOKCH) -2 -

¢ropdenmmanerar (115 mr, 80%) B popme mpo3pauroro macia. JKXMC: tR=1,70, 3P (+) m/z (M+H)" = 4482,
[00247] Cragua 5: 2-(4-(2-((1S.2R)-2-(1-(5-XTOPIHPHMHUINH-2 -AT) THICPHIHH-4 -

ni1 KJIOMPOTIILT)3TOKCH ) -2 -(pTOp(EeHIT) YKCYCHASA KHCIOTA
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]
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[00248] B pactsop, coep Kamui MeTia-2-[4-[2-[(1S,2R)-2-[1-(5-xmopmupumuauH-2 -1i)-4 -

MU ISP AN | ITKJIOMPOTIHI | 3TOKCH]| -2 -(pToppeHmT]| anerar (115 M, 0,257 MOJIb) B cMecu
THF (1,5 mu) u MeOH (0,5 mn), noGasmamu ruapoxcun jutus (0,5 mu 1 M BoxsOro pacrsopa, 0,5 M), u
MIOJTYYCHHYIO B PE3YJIbTAaTEC CMECh NMEPEMEIIMBAIN NTPH KOMHATHOH TeMIlepaType B TCUCHHE OJHOTO 4aca, W Mocie
3TOTO OCYWIECTBILLIH aHanu3 MerogoM BOXX-MC, koTopsli npoaeMOHCTPUPOBAJ NMOJHOE IpeBpamueHue. CMech
HCTIAPSIH A1 YAATCHUSA OPTaHHYCCKUX PACTBOPHTEICH, M OCTABLIMIICA BOJHBIH PACTBOP MOIKUCIIAIH MOCPEACTBOM
moGaenenust pacteopa 1 H HCL DOxcrparmpoBanu ¢ mpumeneHHeM DCM (2 x5 wmi); 0OBCAMHCHHBIC
JUXJTOPMETAHOBBIC CJI0M BHICYIHBATH Hag NarSOs, GUIsTPOBANH W HCHAPSIH ¢ moayucHueM 2-(4-(2-((1S,2R)-2-
(1-(5-xn0pHHpUMUANH-2 -HIT) THICPUARH-4 - 1) THKIOTPOIIIII)3TOKCH) -2 -(pTOp PeHIT)yKCYyCHOM  kucioThl (110 wmr,
99%) B (popme Genoro Teepaoro semecTsa. XKXMC: tR=1,38, UQP (+) m/z (M+H)+ = 434,2.

Mpomexkyrounoe coemunenne 19: 2-(2-¢grop-4-(2-((1S,2R)-2-(1-(5-(MeTOKCHMETHT) MTUPUMITHH-2-

W) IHNEP I H-4-H1) HKJIONP O3 TOKCH) (PEHIIT) YKCYCHASI KHCJIOT A
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[00249] Cramua 1: TpeT-6yTHI-4-((1R.2R)-2 -(hOopMHTIAKIOMPOIIHT) THICPH AHH-1 -KapOOKCHIAT
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[00250] B pacteop, comepxamuii Tper-0yTHI-4-((1R,2R)-2-(THAPOKCHMETHIT) U KIIOTIPOTIHI ) THIICPU THH-

P

Y
g

1-kapboxcumar (2 t, 7.8 mmoas) B DCM (40 i), nobaemsamun N-merummvop poma-N-okena (2,8 T, 24 MMOITB), H
TIOJTYYCHHYI0 B PE3yJIbTAaTe CMECh IIEPEMCINMBATH IPH KOMHATHOH Temmeparype B TeucHHe 15 mmHyT. CMmech
oxaxnamu g0 temmeparypel 0°C, moGaBmsamm meppyTeHAT TeTpampommiamMMmoHus (28 wmr, 0,078 mMmomp) ©
MOJICKYJIIPHBIE CHTA (2 T), H MOJYYCHHYIO B PE3yJIbTaTe CMECh NMEPEMEIIMBANH NPH KOMHATHOM TEMIIEpaType B
TeueHne omHOTO 4aca. Cmeck (uabTpoBamy, W (UIBTPAT MpoMbIBAIH BOXOH (50 MIT), IHXIOPMETAHOBBIH CIOH
HCTIAPSATIN M OCTAaTOK OYHIIANHM ITOCPEACTBOM KOJIOHOYHOW Xpomarorpaguu C NPHMEHECHHEM TIeill JHOKCHAA
KPCMHHSA U JIFOCHTA, MPESACTABILIIONICTO OO0 CMECh METPOJICHHOTO 3(pHpa W STHIANCTATA B COOTHOMCHHH 3:1, ¢
noryueHueM TpeT-0yTHia-4-((1R,2R)-2-popmunmmukionponn)munepuauH-1-kapookcnnara (1,6 T, 81%) B Qopme
JKEJITOTO TBEPAOTO BEIIECCTBA.

[00251] Cramma 2: TpeT-6yTHiI-4-((1R.2R)-2 -(OKCHPAH-2 -HI T KJIOPO AT ) THICPHINH- | -KapOOKCHIAT

H H
O/(k.u MesSI, KOH O/j;"
Os_N S, > 0sUN
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[00252] B pacteop, coxepskamui  Tper-OyTHiI-4-((1R,2R)-2-(hopMunmukronponmi)munepuanH-1-
kapOoxcmwmar (1,6 r, 6,3 mmop) u Hoaua TpumeTuiacyab(orus (1,8, 8,8 mmoms) B DMSO (20 mum), aobasmsamm KOH
(0,5 r, 8,8 MMOJIB), W IOJIYICHHYIO B PE3YJIBTATe CMECh mepeMemmBany npu temmeparype 40°C B TeucHHE Tpex
yacos. Jlobasmimu Boxy (30 mur) w skctparmpoBamm ¢ mpumcHeHHeM EtOAc (2 X 40 M), oOBCIHHCHHEIC
JTHUNALECTATHRIC cJoW BhIcymmuBamu Hax MgSQOs, (uabTpoBamm m mcmapsutn. OCTaTOK OYMIIATH HMOCPEICTBOM
KOJIOHOYHOHW Xpomartorpauu ¢ NPHUMCHECHHEM TIell JIHOKCHAA KPEMHHS W 3JIOCHTA, IPEICTABILIOLIETO CO00
CMECh TCTPOJICHHOTO 3>(pupa W 3TUIANCTaTA B COOTHOmCHHH 5:1, ¢ moayueHueMm TtpeT-OyTmi-4-((1R,2R)-2-
(okcupaH-2-um)uuKIoTpomLnune puaiH-1-kapookcmwnara (0,7 r, 41%) B (opMe >KSATOTO TBEPAOTO BCIICCTBA.
KXMC: tR=0,176, UBP (+) m/z (M-55)+=212,1.

[00253] Cragua 3: tpet-6yTu-4-((1R.2S)-2 (2 -THAPOKCHA TN ITHKIIO PO MH) ITHIICPUANH- | -kKapOoKcHIaT
O/'ﬂ,;..u NaBH,, BF;.0Et, <|.uH
O N > 0N OH
Y o THF 0°C Y
>°
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[00254] B pacteop, coaepkamuit NaBH4 (57 mr, 1,5 mmomns) B THF (5 mun), aoGasmsumu BF3.Et20 (0,24

M, 2,0 MMOJIb), H MOJIYUYCHHYIO B Pe3yJbTaTe CMECh MEPEMCIINBAIM IPH KOMHATHOH Temmeparype B TeucHue 30
muHyT. CMmech oxnaxxaamm 10 0°C, u pactBop TpeT-0yTiia-4-((1R,2R)-2-(oxcupaH-2-HiT) A KIO PO ) A TICPH U H-
1-xkap6oxcunara (0,8 r, 3,0 mmonp) B THF (5 mur) nobGaBmsiim B kanenpHOM peskume B TeueHue 10 munyT. [Tocme
3aBEPINCHHA NOOABICHUSA CMECh IEPEMEINMBATH NPH KOMHATHOH TeMIeparype B TeueHHe Tpex 4dacos. Cmech
TacHId NOCpeAcTBOM xo0aBiaeHHA BoAbl (30 M) M akcTparmpoBadu ¢ npumeHeHHeM EtOAc (2 x 40 wmm);
OOBCIMHCHHBIC STUIALICTATHBIC CIOH MPOMBIBAIH HACHIIICHHBIM BOXHBIM pacTBopoM NaCl (20 mut), BRICYIIMBAIH
Hag MgSO4, (umptpoBamm u wucmapsum. OCTaTOK OYHINATH IOCPEACTBOM KOJOHOYHOH Xpomarorpaduu c
TMPUMCHCHHEM Telsl JUOKCHAAQ KPEMHHS M 3JIIOCHTA, MPEACTABIIOMETO COOOH CMECh METPONCHHOTO 3(dupa u
JTHIALETATA B COOTHOIICHUH 4:1, c MOJTyYCHHEM TpeT-OyTHI-4-((1R,2S)-2-(2-
THIPOKCHTH)IHKJIOTPONHT) TUIICPpUInH- 1 -kapbokcunata (680 mr, 84%) B (hopMe JKCATOTO TBEPAOTO BCINCCTBA.
SMP 'H (400 MT'n, MeOD-d) & 4,22 - 4,16 (m, 2H), 3,81 - 3,77 (m, 2H), 2,75 (m, 1H), 1,96 - 1,88 (m, 3H), 1,60 (s,
9H), 1,44 - 1,37 (m, 3H), 1,20 (m, 1H), 1,00-0,98 (m, 1H) 0,86 - 0,70 (m, 2H), 0,01 - 0,02 (m, 1H).

[00255] Cramus 4: Tper-0yTIa-4-((1R.28)-2-(2-(3-(rop-4-(2-MCTOKCH-2 -

OKCOITHI) (DCHOKCH )OTHIT KJIOMPOITHJT) ITHIIC WH-1-KapOOKCHIAT
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[00256] B cmech, comepkamyro TpeT-0yThI-4-((1R,2S)-2-(2-THAPOKCHATHI) IUKIIOTIPO I TATIC PHIHH- 1 -

kapOoxcumar (680 mr, 2.5 MmMomb) U MeTun (2-prop-4-ruapokcu-permn)aneTar (470 mr, 2,5 mmomns) 8 DCM, (60
MT), 100aBIATH quu3onponuiazoaukapookcunar (0,74 v, 3,8 Mmmous) u TpudpeHmnpochua (990 mr, 3,8 MMOIB), H
TIOJTYYCHHYI0 B PE3yJIbTaTe cMech mepeMenmBanu npu temmeparype 30°C B teuyenne 12 yacos. Cmech racumu
TMOCPEACTBOM J00aBICHHA BOABI (50 M) u SkcTparupoBaiu ¢ npuMmeHeHHEM EtOAc (2 x 70 M), 00BCINHCHHBIC
STHUNAICTATHBIC CIIOH IPOMBIBAIH HACBHINCHHBIM BOAHBIM pactBopoM NaCl (30 mm), seicymmsamm Hax MgSOs,
¢unpTpoBamm 1 ucnapsaan. OCTaTOK OYHINANK MOCPEACTBOM KOJOHOYHOHW XpoMmartorpaguu ¢ NMPHMECHECHHEM TEis
JUOKCHIA KPEMHHS W JJIIOCHTA, TPEACTABISIOMETO cOoO0W CMech NeTposicHHOro 3(mpa W JSTHiIALETaTa B

COOTHOILCHUU 5:1, c MOJTyYCHHEM Tper-0yTrin-4-((1R,2S5)-2-(2-(3-prop-4-(2-MeToKCH-2-
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OKCOATH) (PCHOKCH)3TH) IMKIONPONIHI) MUNCPUAnH-1-kapookcunar (740 mr, 66%) B (popMe KEATOTO TBEPIOTO
pemecTea. JKXMC: tR=1,121, U3P (+) m/z M-55)" = 380,2
[00257] Cragus 5: metun-2-(2-¢prop-4-(2-((1S.2R)-2-(1-(5-(METOKCHMETHIT) THUPHMHTHH-2 -FL.JT ) ITATIC DU H-

4-AT) UK IO TPOTAT) STOKCH) (PCHAT )aTIe TAT
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[00258] Cmecs, COACPKAIIY IO Tper-0yTIn-4-((1R,2S)-2-(2-(3-prop-4-(2-MeToxcH-2 -
OKCO3THIT) (PEHOKCH)3THI) IMKJIO PO MUNEPHANH- 1 -kapOokeunat (730 mr, 1,7 mmons) u 4 M HCI B nuoxcane
(20 M), mepememuBamu npu teMmneparype 30°C B TeueHHE TPeX 4acos, a 3aTteM uenapsuid. OCTaToK CMEIIUBAIH C
2-xy0p-5-(MeTokcumMeTHI) mupumuanHoM (270 mr, 1,7 mmoms), KHCOs (330 mr, 3,3 mmoms) 8 DMSO (30 M) u
Harpesamm mpu Temmepatype 60°C B teueHue 12 yacoB. OXIAKICHHYIO CMeCh oOpadareiBamu Boaoit (50 mm) u
SKkcTparupoBamu ¢ mnpuMcHeHueM EtOAc (2 % 80 wur); OOBCAMHCHHBIC STHIALCTATHBIC CJIOU IPOMBIBATH
HACBHIIECHHBIM BOAHBIM pactBopoM NaCl (20 mum), BeicymmBamu Hag MgSOs, ¢uastpoBamu u ucnapsuiu. OCTaTtok
OUHIIAIM TOCPEACTBOM KOJOHOYHOH Xpomarorpauu ¢ HpHMCHCHHEM TIelsl JUOKCHAA KPEMHHUS H JJIOCHTA,
MPEACTABIIIOMIETO CO00i CMECh METPOJCHHOTO 3(hUpa U STHIALETATa B COOTHOMICHHH 3: 1, C TIOJyICHHEM MECTHII-2-
(2-prop-4-(2-((1S,2R)-2-(1-(5-(METOKCHME THT) TAPUMHIHH-2 -HJT) THIICPU T H-4 -
WI) EKIONPonHI)3TokcH)penumanerata (680 mr, 89%) B (popMe skenToro TBepaoro semectsa. SIMP 'H (400
MTI'n, MeOD-d) & 8,30 (d, J = 4,0 T, 2H), 7,23-7,19 (m, 1H), 6,76-670 (m, 2H), 4,76-4,73 (m, 2H), 4,31 (s,
2H),4,11-4,09 (m, 2H), 3,72 (s, 3H), 3,65 (s, 2H), 3,47 (s, 3H), 2,95-2,93 (m, 2H), 2,16-2,14 (m, 1H), 1,89-1,86 (m,
2H), 1,62 (m, 1H), 1,39-1,23 (m, 3H), 1,02-1,00 (m, 1H) 0,72-0,65 (m, 2H), 0,01--0,01 (m, 1H). XXXMC: tR=1,014,
HDP (+) m/z (M+H)" = 4582.

[00259] Cramua 6. 2-(2-¢prop-4-(2-((1S.2R)-2-(1~(5-(METOKCHMCTHI) THPHMHTHH-2 A1) ITATIC P HIHH-4 -

M) ITMKJIOMPOMHI)3TOKCH !!]!GHI/UIQYKCYCHHH KHCJIOTa
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[00260] B cmech, coaepxamyro MeTHi-2-(2-(prop-4-(2-((1S,2R)-2-(1-(5-(MECTOKCHMETHIT) THPHMHIHH-2 -
HIT) THTICPH IHH-4-1T) [UKI0MPO I )3TOKCH ) permm)anerat (300 mr, 0,66 mmoas) 8 THF (10 M), MeOH (10 M) u
oy (10 mum), 70OABIANH MOHOTHAPAT THAPOKCHAA TUTHA (55 Mr, 1,3 MMOITB) H ICPCMCIIHBAITH TIPH TCMIICPATYPC
30°C B TeucHme 5 yacoB. CMECh HCTIAPSUTH AT YIAICHUSA OPraHWUCCKHX PACTBOPHTEICH, pazdaemsimm Bomoit (20
M) | dKcTparuposamu ¢ mpumeHeHHeM EtOAc (2 x 20 mun). Bogwsrit cioi mogkuciasmn 10 pH ~2 mocpeacTsom
mobasicHusa HCI u skctparuposamn ¢ mpuMeHeHHEM EtOAC (2 x 20 Mu1). OOBCAWHCHHBIC STHIALCTATHBIC CJIOH
TMPOMBIBAJIH HACHITIICHHBIM BOIHBIM pacTtBopoM NaCl (20 mur), Beicymmsamm Hax MgSO4, GUIsTpoBaIN W HCHAPSTH
C IOy YCHHAEM 2-(2-prop-4-(2-((1S,2R)-2~(1-(5-(MCTOKCHMC THT) TAPUMHUIAH-2 -HJT) TATICPU AR H-4 -
HIT) MK TOTPOTTHIT ) 3TOKCH ) PeHIT) YKCYCHO M KUCTOTHI (200 Mr, 68%) B (hopME KESITOTO TBSPIAOTO BEHICCTRA.

IpomeskyTounoe COeIITHeHne 20: 2-(4-(3-(1-(5-(((Tpert-
Oy THTHMET IICHTILT) 0K CH)METHJ) MU PUMITHH-2-TT) INTED WINH-4-IUT) POTIOKCcH)-2-propdeHIT) yRCycHAS

KHCI0TA
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a:s‘{o’\(‘tiov\/o fF AO'OH

[00261] TIoay4amu ¢ IpUMEHEHHE MPOLEAYP, OMHCAHHBIX AU MOJYYCHUSA MPOMEKYTOUHOTO COCIUHCHHA
1; 3ameHsIH 2, 5-AuXI0pIHpHMHEINH Ha 5-(((TpeT-0y THIIUME THIICHIIHIT)OKCH )METHIT)-2-X JOPIUPUMUINH HA CTATXUU
1 ¢ momyuenuem  2-(4-(3-(1-(5-(((TpeT-Oy THIIUMETHICHIIIT) OKCH)MCTHIT) THPHMH I H-2 -1 ) TUTICPH I H-4 -
HN)TPONoKcH)-2-proppeHumykcycuoii kucmotsl. XKXMC: tR=1,76, IOP (+) m/z (M+H)* = 518,5.

Mpome:xkyrounoe coequnenne 21: 6-[[2-[4-[3-[1-(S-xymopmupuvivmiH-2-1w1)-4-MTHNEP I | IPOTIOKCH] -

2-roppeHmiI] AneTHII | AMIHO | T€KCAHOBASL KHCJIOTA

\f\)\o\/\/@/\ﬁ oS,

[00262] Cramma 1. werun  6-(2-(4-(3-(1-(5-XTOPIHPHUMUINH-2 - W) ITHIIC PUINH-4-HJT) IPOTOKCH) -2 -

(ropdennm)aneTaMuI0 )IeKCAHO AT

ot P
\(\*o\w @”‘W ——— e QA M

" Xrouura

[00263] B pacrtBop, comepxkammit 2-(4-(3-(1-(5-XI0pmupuMHANH-2-HT)THICPHIUH-4-HI)IPOTIOKCH)-2-
(Top(PeHUT)YKCYCHYIO KHCIOTY (TpoMeskyTouHoe coequueHue 1, 200 mr, 0,49 mmons) B DMF (3 M), noGaBmsuiu
THIPOXJIOPHA MeTmI-6-amuHO-rekcanoara (133 wmr, 0,74 mmons), HATU (280 mr, 0,74 MMOJIb) H OCHOBaHHE
Xronura (256 mia, 1,47 MMOIIb), U TIOTYUCHHYIO B PE3YJIbTATE CMECH IIEPEMEIIMBATIH IPH KOMHATHOH TEMIIEpaType B
teueHue Houw. Cmech pazbasium, nobasmist EtOAc (20 mu), m mpomsiBanmu Booi (70 M) M HACHIICHHBIM
poagabM pactBopoM NaCl (40 mur), BeicymmBamm Hag MgSOs, (unbrpoBamm u ucmapsm. OCTATOK OUHINATH
MOCPEICTBOM KOJOHOYHOHW XpoMartorpaduu ¢ mpuMcHeHHEM rei auokcuna kpemuus (Teledyne Isco: SNAP 12g
Gold, »mocHT: TpamueHT 2-8% MeOH B DCM) ¢ momyucHmeM METHI-6-(2-(4-(3-(1-(5-XmopmupuMuInH-2-
HIT) THTICPH IUH-4-H1) IPOTIOKCH)-2 -propdeHmm)aneramuao )rekcaHoatr (189 mr, 72%) B ¢popme Oea0ro TBEPIOTrO
Bemectsa. IMP 'H (500 MI'n, xnopogopm-d) & 8,20 (s, 2H), 7,16 (t, ] = 8,6 ', 1H), 6,67 (dd, J = 8.5, 2,6 ', 1H),
6,63 (dd, J=11,7, 2,5Tu, 1H), 5,46 (s, 1H), 4,73 - 4,63 (m, 2H), 3,94 (t, J = 6,4 'y, 2H), 3,66 (s, 3H), 3,49 (d, J =
1.4 T'u, 2H), 3,21 (td, J = 7,2, 5,8 T'y, 2H), 2,91 - 2,82 (m, 2H), 2,28 (t, J = 7,4 Ty, 2H), 1,87 - 1,76 (m, 4H), 1,66 -
1,54 (m, 5H), 1,50 - 1,39 (m, 4H), 1,33 - 1,24 (m, 2H), 1,23 - 1,13 (m, 2H). XXXMC: tR=145, U3P (+) m/z M+H)*
=535,3.

[00264] Cranus : 6-[[2-[4-[3-[1-(5-x10

(ropdenun]aneTmi]amMmuHo] rekcaHoBast KHCIOTA

LiOK

\(kfk \Et:i»m f o ot
‘3‘/\/ \@I\)LQM THE Msl#, Boma * Q\/\IO‘@L)LEM

[00265] B pacteop, coxepxanmii wMetua  6-(2-(4-(3-(1-(5-xnopnHpUMHAHH-2-WT)THICPUIHH-4 -
W) POTIOKCH)-2-Proppermn)ancramuao))rekcanoar (155 mr, 0,29 mmoms) B cmecn MeOH (4 M) w THF (2 mm),
nobaemsimy ruapoxena autus (0,58 ma 1 H BogHOTO pacTBOpa, 0,58 MMOIJB), H MOJYUCHHYIO B PE3yJIbTaTe CMECh
TIepeMENINBAIN TIPH KOMHATHOH Temmeparype B TeueHHe HOud. CMech WCHApsUIi H OCTaTOK CYCIICHAWPOBANH B
BoJie (20 M) W moxKuCIUTH mocpencTeoM nodasierus pactsopa 1 H HCl u sxctparuposanu ¢ npumererneM DCM
(3 x 20 mum); OOBCOWHCHHBIC TUXJIOPMCTAHOBBIC CIOW BhICymmBamm Hagy MgSOi, (QuisTpoBaTd W HCHAPSAIH C

TIOJTYYICHHEM 6-[[2-[4-[3-[1-(5-xnopnupuMuIUH-2 -UT)-4-THIEPU AN | TPONOKCH]| -2 -



106

(ropderm)ancTri|aMuHO|rekcanoBoil kucaoTel (114 mr, 76%) B (popme Genoro Teepmoro emecTtsa. SIMP H
(500 MI'm, xmopodopm-d) 6 8,20 (s, 2H), 7,16 (t, J = 8,6 'y, 1H), 6,67 (dd, J = 8.5, 2,6 T'm, 1H), 6,63 (dd, J =117,
2,5Tm, 1H), 5,48 (s, 1H), 4,67 (dq, J = 13.4,2.2 Ty, 2H), 3,94 (t, J =6.,4 T'w, 2H), 3,49 (d, J = 1,3 'y, 2H), 3,22 (td,
J=7.1,58Tn, 2H), 2,91 - 2,80 (m, 2H), 2,32 (t, J = 7,4 T'w, 2H), 1,86 - 1,76 (m, 4H), 1,67 - 1,53 (m, 3H), 1,51 -
1,39 (m, 4H), 1,35 - 1,24 (m, 2H), 1,24 - 1,13 (m, 2H). XKXMC: tR=1,56, UDP (+) m/z M+H)" = 521,3
Mpome:xkyTounoe coequuenne 22: 5-[[2-[4-[3-[1-(S-xymopmupuvivmiH-2-wT)-4-TANEP U | IPOTIOKCH] -

2-¢groppeHmI] aneTHII ] AMHHO | IICHT AHOBASL KHCJI0TA

CI\@iro\/\/omn\/v\ﬁrw

[00266] Tloay4anu ¢ NPUMEHEHHE MPOLEAYP, OMHCAHHBIX JJIA MOJYUYCHUA MPOMEKYTOUHOTO COCIUHCHHA
21; 3aMEHAIH THAPOXIOPUA METHI-6-AMUHO-TEKCAHOATA HA THAPOXJIOPUA METHI--aMHUHONCHTAHOATA HA CTaguH 1
C TIOJIyYEHHEM 5-[[2-[4-[3-[1-(5-xn0pnHpUMEANH-2 -1T)-4 -THICPU AU IPOTIOKCH] -2 -
¢roppenmn]aneTun]amuro JnenranoBoii kucaote. IMP 'H (500 MI'u, DMSO-ds) & 11,98 (s, 1H), 8.38 (s, 2H),
7,95, J=5,6Tn, 1H), 7,18 (t, J =8,7 'y, 1H), 6,75 (dd, J = 11,9, 2,5 'y, 1H), 6,71 (dd, J = 8,5, 2,5 ', 1H), 4,58
(dt, J=12,1, 3,3 ', 2H), 3,95 (t, J = 6,5 'y, 2H), 3,35 (s, 2H), 3,04 (q, ] = 6,7 'y, 2H), 2,88 (td, J = 12,9, 2,7 T'xy,
2H), 2,21 (t, J = 7,3 I', 2H), 1,80 - 1,69 (m, 4H), 1,58 (ddp, J = 11,0, 7.1, 3,6 'y, 1H), 1,53 - 1,45 (m, 2H), 1,45 -
1,38 (m, 2H), 1,38 - 1,33 (m, 2H), 1,06 (qd, J = 12,4, 4,2 'y, 2H). XKXMC: tR=1,22, U3P (+) m/z M+H)* = 507,2.

IIpomexkyrounoe coequnenue 23: 4-[[2-[4-[3-[1-(S-xyopnmupumvus-2-wi)-4-munepuni| nponoxcu|] -

2-¢ropdenni]anerni]aMnHo]0yTaHOBasI KHCJI0TA

mﬁi,owo m“\/\im

[00267] Tloayyamu ¢ IPUMEHEHUE MPOLEAYP, OMHUCAHHBIX I MOJYyUYCHUSI MPOMEKYTOUHOTO COCTUHECHUA
21; 3aMCHATH THIPOXJIOPHI MCTHI-0-aMIHHO-TCKCAHOATA HA THIPOXJIOPHI MCTHI-4-aMIHHO-OyTaHOATA HA CTaguu 1 ¢
TIOTYYICHUEM 4-[[2-[4-[3-[1-(5-xmopmupuMHIUH-2 -WT)-4-TUICPUIUT | TPOMOKCH | -2 -
(ropdermn]aneTriamuno] 6y TaHOBOM KHCIOTEL SIMP 'H (500 MI'm, DMSO-ds) & 12,00 (s, 1H), 8,38 (s, 2H), 7,18
(t, J=88Tm, 1H), 6,75 (dd, J = 11,9, 2,5 T, 1H), 6,71 (dd, J = 8.5, 2,6 T'y, 1H), 4,58 (dq, J = 13,5, 2,6, 1,9 T,
2H), 3,95 (t, ] = 6,5 T, 2H), 3,36 (s, 2H), 3,06 (td, J = 6,9, 5,5 Ty, 2H), 2,88 (td, J = 12,8, 2,7 I'y, 2H), 2,21 (t, J =
74 T, 2H), 1,75 (ddd, J = 15,6, 5.8, 3,3 I'u, 4H), 1,61 (tt, J= 13,5, 7.2 T'm, 3H), 1,39 - 1,31 (m, 2H), 1,06 (qd, J =
12,5, 4,2 Ty, 2H). XKXMC: tR=1,17, ISP (+) m/z (M+H)" =493 2.

Mpomexxyrounoe coequaenue 24: 3-[[2-[4-[3-[1-(S-xymopmupuvin -2 -1T)-4-TANEP U | IPOTIOKCH] -

2-¢gropdeHnin] aneTHII]| AMHHO | IPONIAHOBASI KHCJIOTA

CI\QJ\»OWOEJ/\!H\/TOH

[00268] Tloay4amu ¢ NPUMEHEHHE MPOLEAYP, OMHCAHHBIX AU MOTYyYCHUS MPOMEKYTOHUHOTO COCIUHCHHA
21; 3aMCHANH THIPOXIOPHI MCTHI-6-aMHHO-TCKCAHOATa HA THAPOXJIOPHI MCTHIOBOTO 3(upa OcTa-ajaHWHA HA
CTaauu 1 C TOJYyYCHHEM 3-[[2-[4-[3-[1-(5-xa0pnHpUMHINH-2-1T)-4 -THIICPU AU IPOTIOKC U] -2 -
¢ropdenun]auetii]amuno JnponatoBoit kuciotel. XKXMC: tR=1,14, UDP (+) m/z (M+H)" =479,2.

Mpomexkyrounoe coemunenmne 25: 1-[2-[4-[3-[1-(S-xopmupuvmiH-2-wT)-4-TANEP UM | IPOTIOKCH] -

2-¢ropdenni] anernia]azeTnanH-3-KapooHOBAsT KHCJIOTA
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[00269] Tloay4anu ¢ NpHMECHEHHE MPOLEAYP, OMHCAHHBIX AU MOJYUYCHUSA MPOMEKYTOUHOTO COCIUHCHHA
21; 3aMCHATH THAPOXJIOPHI MCTHI-0-aMHHO-TCKCAHOATA HA THAPOXJIOPHI MCTHII-3-a3CTHAHHKAPOOKCHIATA HA
CTaauu 1 C TOJIy YCHHEM 1-[2-[4-[3-[1-(5-xmopnHPAMUANH-2 -UT)-4-IHIECPH AU | TPOTIOKC ] -2 -
¢roppenmn]aneTri]azeTuaHMH-3 -KapOOHOBOM kucioThl. SAMP 'H (500 MI'u, xnopogopm-d) & 8,15 (s, 2H), 7,13 (t,J
=8,6 I'm, 1H), 6,58 (dd, J = 8.5, 2,6 T'y, 1H), 6,52 (dd, J = 11,7, 2,4 Ty, 1H), 4,63 - 4,53 (m, 2H), 4,24 (p, J =8.7
I'u, 2H), 4,19 - 4,08 (m, 2H), 3,86 (t, ] = 6,3 T', 2H), 3,34 (dd, J = 15,1, 5,3 ', 3H), 2,80 (td, J = 12,9, 2,6 ', 2H),
1,73 (ddt, J = 16,5, 11,8, 5,3 I'i, 4H), 1,51 (th, J=11,2, 3,1 T, 1H), 1,34 (q, J =72 ', 2H), 1,10 (qd, J = 12,5, 4,1
I, 2H). XKXMC: tR=1,20, U3P (+) m/z (M+H)" = 491,2.

IIpomexkyrounoe coemunenune 26: 1-[2-[4-[3-[1-(S-xiopmupuvummH-2-wi)-4-TUNePuInI | IPpoOnoKcH]-

2,6-muadropdenni]anermi]azernnH-3-KapoOHOB st KUCJI0TA

[00270] TToxyuyams ¢ IPUMECHEHUE MPOLCAYP, OMHCAHHBIX JUIA MOJYUYCHHUS ITPOMEKYTOUHOTO COCTHHCHHA
21; 3aMCHSIM MPOMEKYTOUHOE COCTHHCHHE 1 Ha MPOMEKYTOYHOE COCIUHCHHE 2 H THAPOXIOPHI METHI-0-aMHHO-
TeKCAHOATa HAa TUAPOXJIOPHA METHI-3-a3eTHAMHKApOOKCHIata Ha cramuu 1 ¢ monyuenuwem 1-[2-[4-[3-[1-(5-
XJIOPIHPUMHUAUH-2 -HT) -4 -ITHIEPHART | IPOoTIOKCH] -2,6-nupropdeHn ] ane T a3e TH A H-3 -KapOOHOBO I KHCJIOTBI.
SIMP H (500 MTI'u, DMSO-ds) & 12,74 (s, 1H), 8,38 (s, 2H), 6,81 - 6,60 (m, 2H), 4,58 (dt, J = 13,2, 3,3 T'u, 2H),
438 (t,J=8,8Tw, 1H), 4,27 (dd, ] =84, 58 ', 1H), 4,03 (t, J=9,3 T'w, 1H), 3,98 (t, ] =6,5 'y, 2H), 3,89 (dd, J =
9.5,5.9 T'n, 1H), 3,44 (ddd, J = 9.1, 7.5, 4,5 T, 1H), 3,39 (s, 2H), 2,88 (td, J = 12,9, 2,7 'y, 2H), 1,74 (p, ] = 7.1,
6,1 ', 4H), 1,58 (dqt, J = 10,8, 6,8, 3,6 T', 1H), 1,35 (q, J = 7.4 T, 2H), 1,05 (qd, J = 12,5, 4,2 'y, 2H). KXMC:
tR=1,11, 3P (+) m/z (M+H)" = 509,3

Mpomexkyrounoe coemmuenue 27: 1-[2-[4-[3-[1-(S->TuammpuvummH-2-mT)-4-munep I nponoxcu]-

2,6-mudropdenm] anermi] azeTnnH-3-KapoOHOBAsI KHCJI0TA

(o]
o Ao
0 F©

[00271] Tloayyamu ¢ IpUMEHEHHE MPOLEAYP, OMHCAHHBIX AU MOJIYyYCHUSA MPOMEKYTOUHOTO COCTUHCHUA
21; 3aMEHSIN MPOMEKYTOUHOE COCIUHCHUE 1 HA MPOMEKYTOUHOE COCAHHCHHE 6 U THAPOXJIOPUA METUI-6-aMHHO-
TCKCAHOATA HA THAPOXJIOPHA MCTHI-3-a3¢THAMHKAPOOKCHIaTa Ha ctamuu 1 ¢ moayucHmem 1-[2-[4-[3-[1-(5-
STHITHPAMHE THH-2 -HIT) -4 -TIATIC PH AT | TPOTIOKCH | -2,6-mu( TOp (P HIT | alC THIT| 3¢ TH AWH- 3 -KapOOHOBO KHCJIOTHI.
AKXMC: tR=0,74, U3P (+) m/z (M+H)+ = 503,5.

Ipomexkyrounoe  coeaunenne  28: 1-[2-[2,6-mudTop-4-[3-[1-(S-npommmupuviH-2-1m1)-4-

munepua]nponokcu] penmiianermwi] azeTnmH-3-KapoOHOBAsI KHICJIOTA

o Ao
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[00272] Tloay4anu ¢ NPUMEHEHHE MPOLEAYP, OMHCAHHBIX AU MOJYUYCHUSA MPOMEKYTOUHOTO COCIUHCHHA
21; 3aMeHAIH MPOMEKYTOUHOE COCAUHECHAE 1 HA MPOMEKYTOUHOE COCAUHCHUE 8 U THAPOXJIOPHI METHI-60-aMHHO-
TCKCAHOATA HA THAPOXJIOPHI MCTHII-3-a3CTHIMHKAPOOKCHIAaTa Ha cTagun 1 ¢ moayucHueM 1-[2-[2,6-audrop-4-[3-
[ 1-(5-mpormumupuMuAnH-2 -1T)-4 -TANCP U | TPOTIOKCH| (peHIIT | ane THIT| a3eTHAWH-3 -KapOOHOBO#  KHCIOTHL. SIMP
'H (500 MTI'u, xmopodopm-d) & 8,29 (s, 2H), 6,52 - 6,38 (m, 2H), 4,76 (s, 2H), 432 (t, T =8,9 Ty, 1H), 427 (t,J =
9,7 Ty, 1H), 4,24 - 4,18 (m, 2H), 4,00 (t, J =6,2 T'u, 2H), 3,52 (d, J =159 T, 1H), 3,48 - 3,41 (m, 2H), 3,01 (d,J =
158 I'u, 2H), 2,47 (t, J =7,6 I'm, 2H), 1,91 - 1,76 (m, 2H), 1,62 (dt, J = 14,9, 7.4 T'w, 2H), 1,44 (q, J = 7,6 T', 2H),
1,33 - 1,18 (m, 2H), 0,97 (t, ] = 7,3 I'y, 3H). XKXMC: tR=0,91, U3P (+) m/z M+H)" = 517 3.

IIpomeskyrounoe COCINHCHHE 29: 2-[1-[2-[4-[3-[1-(S-x1opmmpu™Mu AHH-2-111)-4-

nmunepuani|nponoxkcul-2-gpropdennianernilaseTnue-3-m1] yKCyCHAA KHCJI0TA

oy F N’D/\'IOH
\(N:)\’O\/\ﬂm

[00273] Tloay4anu ¢ NPUMECHEHHE MPOLEAYP, OMHUCAHHBIX JJIA MOJYYCHUSA MPOMEKYTOUHOTO COCIUHCHHA
21;

>

3aMEHAIM THOPOXJOPHI METHI-0-aMHHO-TEKCaHOaTa Ha TPH(TOpaLeTaT METHI-3-a3¢TUAMHALICTaTa C
nosyueHueM 2-[1-[2-[4-[3-[1-(5-xmoprmupuMuanH-2-11)-4-THICPUARI| IPONOKCH] -2-(hTop peHIT | ane THII] a3e TH M H-
3-ua]ykcycHOl kucaoTs! Ha ctamuu 1. IMP 'H (500 MI'n, DMSO-ds) & 12,24 (s, 1H), 8,38 (s, 2H), 7,16 (t, ] = 8,7
I'm, 1H), 6,76 (dd, J = 12,0, 2,5 T, 1H), 6,71 (dd, J =8,5,2,5 'y, 1H), 4,58 (dq, J = 13,5, 2,7, 1.8 'y, 2H), 4,26 (t,J
=8,4Tn, 1H), 3,98 -3,91 (m, 3H), 3,84 (dd, J = 8,5, 5,7 'y, 1H), 3,52 (dd, J = 9,6, 5,8 'y, 1H), 3,38 - 3,28 (m, 2H),
2,93 -2,79 (m, 3H), 2,59 (d, ] = 7,8 I', 2H), 1,80 - 1,69 (m, 4H), 1,58 (dqd, J = 10,9, 7.0, 3,2 I'y, 1H), 1,40 - 1,31
(m, 2H), 1,06 (qd, J = 12,5, 4,2 I'y, 2H). XKXMC: tR=1,07, U3OP (+) m/z (M+H)" = 505,2.

IIpomekyTounoe coeIMHeHne 30: 2-[1-[2-[4-[3-[1-(S-x1oprnmpu™vI IHH-2-W1)-4-

munepunI|nponoxkcul-2,6-mudgropdpenni]anermi] azeTuANH-3-1I] YKCYCHASI KHCJIOTA

CI 1) I Nﬂw
\(N:)\’O\/\ﬂm

[00274] Tloayyamu ¢ MPUMEHEHUE MPOLEAYP, OMHCAHHBIX I MOJYyYCHUS MPOMEKYTOUHOTO COCTUHECHUA
21; 3aMEHAIH MPOMEKYTOUHOE COCAUHECHUE 1 HA MPOMEKYTOUHOE COCAUHEHUE 2 U THAPOXJIOPHI METHI-0-aMHHO-
TCKCAHOATA HA TPH(PTOpPALETAT MCTHI-3-a3CTHAMHAICTATA ¢ moaydcHuHEM 2-[1-[2-[4-[3-[1-(5-xmopmmpuvunH-2-
w)-4-munepuan nponokcu|-2,6-mudropdenunaneTun|ase TuauH-3-Ua]ykeycHol kucnots. IMP 'H (500 MIn,
xnopodopm-d) 6 8,21 (s, 2H), 6,47 - 6,39 (m, 2H), 4,66 (ddq, J = 13,4, 4,6, 2,2 'y, 2H), 4,35 (t, J = 8,5 'y, 1H),
4,23 -4,17 (m, 1H), 3,91 (t, J = 6,4 T'n, 2H), 3,87 (dd, J = 8,8, 5,5, 1H), 3,72 (dd, J = 10,2, 5,7 T', 1H), 3,40 (s,
2H), 3,03 - 2,94 (m, 1H), 2,87 (td, ] = 12,9, 2.7 'y, 2H), 2,69 (dd, J = 7.8, 2,6 T'n, 2H), 1,87 - 1,74 (m, 4H), 1,57 (ttt,
J=10,6,6,9,3,6 'y, 1H), 1,41 (ddt, J = 12,2, 7.0, 3,6 I', 2H), 1,23 - 1,11 (m, 2H). XKXMC: tR=1,14, U3P (+) m/z
(M+H)" =523,2.

Mpomexkyrounoe coemurenne 31: 1-[2-[4-[3-[1-(S-xopmupuvyH-2-wT)-4-TANEP UM | IPOTIOKCH] -

2-¢roppenni] anernajnunepnna-4-KapooHOBasI KNCJI0TA
0

m\@io\/wm ﬁou

[00275] Tloay4amu ¢ NPHMEHEHHE MPOLEAYP, OMHCAHHBIX AU MOJYYCHUSA MPOMEKYTOUHOTO COCIUHCHHA

21; 3aMCHATH THAPOXJIOPH METHI-6-aMHHO-TEKCAHOaTa HAa METWI-4-TMmepuauHKapOOKCHIAT Ha cragmd 1 c
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noxyueHueM  1-[2-[4-[3-[1-(5-xnoprupuvuuH-2-11)-4- e pu a1 | iponiokcH| -2 -hropdh e HuT | ane THI | TUTe puan H-
4-xap6orosoii kucnoTer. JKXMC: tR=1,40, U3P (+) m/z (M+H)" = 519,3.
Ipomeskyrounoe CcoeIMHEHHEe 32: 3-(1-(2-(4-(3-(1-(S-xmopIIpUMHTHH-2-1T) TATICP W H-4 -

WIH)IPONOKCH)-2-QropdeHni)aneTna)a3eTnInH-3-n)IPonaHoBas KHCJIOTa
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[00276] Cragus 1: pet-6yTmi (E)-3-(3-3ToKCH-3-0Kcompon-1-¢H- 1 -mma3eTuanH-1-kapOoKcHiat

%"Q M,:y_,%gplﬁnl.m@m@»mmnga}ﬂ)r
[00277] B pactBop, comepxammii TpuaTHiIdochanoaueTat (2,6 mu, 12,9 mmoms) B THF (30 mm) u
OXJNAKAACMBI B BAHHE CO JbAOM, A00aBwsutk ruapunx Hatpus (518 mr 60% pucmepcum, 12,9 mmonb), u
MOJTYYCHHYIO B PE3yJibTaTe CMECh IEPEMCIIMBANH NPH KOMHATHOH TeMmmeparype B TeucHue 15 muHYT. B
MOJTYYCHHYK) cMech noOaBmsum pactBop 3-popmun-BOC-azerwauna (1,5 r, 8,1 mmoms) B THF (10 mm), u
MOJIYYCHHYIO B PE3yJIbTaTe CMECh NMEPEMCEIIMBAIH IIPH KOMHATHOH TEMIIEpaType B TCUEHHE OXHOTO 4daca. ['acumm
nocpeacTsoM nobasienusa pactsopa 1 H HCI (100 M) u skerparuposamm ¢ mpumereHueM EtOAc (2 x 50 mo),
BplcymmBamy Hax MgSO4, ¢mmrposamu u ucnmapsim. OCTaTOK OYHMINATH IOCPEACTBOM — KOJOHOYHOM
xpoMarorpaguu ¢ npuMmeHeHueM reni quoxcuna kpemHusa (Teledyne Isco: SNAP 24g Gold, amoent: 0-100%
EtOAc B cmecn m30MepoB rekcana) ¢ noayucHueM tpet-0yTui (E)-3-(3-3Tokcu-3-okconpon-1-eH-1-mmazeTuaun-1-
kapbokcunara (868 mr, 42%) B popme OecupeTHoro macaa. SIMP 'H (500 MI', ximopodopm-d) & 7,08 (dd, J = 15,6,
8.1 T, 1H), 5,87 (dd, J = 15,7, 1,2 Ty, 1H), 4,21 (q, J = 7,1 Ty, 2H), 4,14 (t, ] = 8,6 'y, 2H), 3,81 (dd, ] = 8,6, 5.8
I'm, 2H), 3,33 (qtd, J = 8,4, 5.8, 1,2 T'u, 1H), 1,44 (s, 9H), 1,30 (t, J = 7,1 T'y, 3H).
[00278] Cramus 2: TpeT-0VTHII-3 -(3-3TOKCH-3-0KCOMPONAT)a3CTH/INH- 1 ~-KAPOOKCHIIAT

%,OYNWO/\ ::: i %/Rg,ND/\/lLo’\

[00279] B mpoxyBaeMsIif a30TOM pacTBop, conepkamuii Tper-Oytun (E)-3-(3-3Tokcn-3-okconpon-1-¢H-1-

um)azeTHanH- 1-kapookcunat (868 mr, 3.4 Mmmoms) B 3taHoe (30 mur), mobaemsamu 10% maxmagus Ha yriaepoae (100
MT), W TOJYUYCHHYK) B PC3yJNbTATC CMECh NCPCMCINMBANIH B aTMoc(epe BOAOpPoAa B TeucHHE HOuH. (CMech
¢ureTpoBATM  Wepe3 HETWT W (PWIBTPAT HCOAPAIM C  TOJYYCHHESM  TPeT-OyTHi-3-(3-3TOKCH-3-
OKCONPONHUI)a3eTHAMH-1-kapOokcumata (768 mr, 88%) B (opme GecupetHoro macma. SIMP 'H (500 MIm,
xmopoopm-d) & 4,13 (q, J =7,2 Tw, 2H), 4,00 (dd, J = 8,7, 8,1 'y, 2H), 3,54 (dd, J =8,7, 5,6 T'y, 2H), 2,52 (tt, J =
79,55 T, 1H), 2,26 (t,J=7,5Tu, 2H), 1,91 (q, J=7.6 Ty, 2H), 1,43 (s, 9H), 1,26 (t, ] =7,1 'y, 3H).

[00280] Cramus 3: rHAPOXITOPUA ITHA-3-(A3CTHAWH-3 -HI)IPOMAHOATA

ol qHomcaH, 1 wac g

N




110

[00281] B Tper-OyTmi-3-(3-3TOKCH-3-OKCOMPONII)a3eTUANH- 1 -kapOokcmnar (5,5 1, 21,4 wMMOmb)
JI00aBILIH pacTBOP XJopucToro Bogopoaa (50 v 4 M HCI B anokcane, 214 MMOITB), W TIOJTYUYCHHYIO B PC3YIBTATC
CMCCh TICPCMCIINBATH TPH KOMHATHOH TEMIEPAType B TCUCHHC OTHOTO Haca. CMECh HCHAPATH C TOJYUYCHHCM
THIPOXJIOPHAA STWI-3-(a3eTuanH-3 -mwnnponanoara (4,3 r, 100%).

[00282] Cramma 4: stan-3-(1-(2-(4-3-(1-(5-XT0PIHPAMAINH-2 -HIN)ITHIIC PHINH-4-HJT ) IPOTIOKCH) -2 -

TOPPEHIT)aNCTHI)A3C THAWH-3 - 1T OIIaHOAT

2]
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[00283] B pacteop, coacpxamuii 2-(4-(3-(1-(5-xmopnupuMHINH-2-HT)IUICPUITH-4-HI)IPONOKCH)-2-
(PropdpeHUT)YKCYCHAS KHCI0Ta MPOoMesKyTouHOe coeauaeHue 1 (80 mr, 0,2 mmois) B DMF (1 M), moGaBIsIu 3TUI-
3-(azeruauH-3-wmnponaHoat ruapoxiopun (76 mr, 0,4 mmoins), HATU (112 mr, 0,3 MMOJIb) U OCHOBaHHC XIOHHTA
(136 M, 0,79 MMOJIB), H IOJIYYECHHYO B PE3YJIbTATE CMECh MEPEMEIIMBAIN IPH KOMHATHOM TEMIIEPATYPE B TCUCHUE
90 muHyT. CMech pasdasmim, nodasmit EtOAc (20 mur), mpomsiBamu Bogod (80 MJI) M HACBIINCHHBIM BOJIHBIM
pacteopom NaCl (30 m), BeicymmBaiu Hag MgSQq, pumpTpoBanu u ucnapsiti. OCTaTOK OYHINATH MOCPEACTBOM
KOJIOHOYHOH Xpomarorpaduu ¢ mpuMeHeHHeM reit auokceuaa kpemuus (Teledyne Isco: SNAP 12g Gold, smroeHT:
rpamueHT 1-4% MeOH B DCM) ¢ moayuenuwem 3tui-3-(1-(2-(4-(3-(1-(5-XT0pmHpUMEAWH-2 -HIT) THIICPH THH-4 -
WITPONOKCH)-2-(PToppeHmT)aneTuiI)a3e TuauH-3 -mnnponanoara (67 mr, 61%) B (popme BOCKOOOPA3HOTO TBEPAOTO
Bemectea. IMP 'H (500 MI'n, xnopogopm-d) & 8,20 (s, 2H), 7,22 (t, J = 8,6 ', 1H), 6,64 (dd, J = 8,5, 2,5 T'n, 1H),
6,58 (dd, J=11,7, 2,5Tw, 1H), 4,71 - 4,65 (m, 2H), 4,21 (t, J =8,4 'y, 1H), 4,13 (q, J =7,1 'y, 2H), 4,08 (dd, J =
9,9,8,5T, 1H), 3,92 (t,J = 6,4 I'u, 2H), 3,74 (dd, J =8.5, 5,5 ', 1H), 3,63 (dd, J = 9,9, 5,6 I'y, 1H), 3,37 (s, 2H),
2,86 (td, J= 129, 2,7 ', 2H), 2,59 (tt, J = 8,0, 5,5 T, 1H), 2,26 (td, J =74, 1.8 T'w, 2H), 1,92 (q, J = 7,5 ', 2H),
1,80 (ddd, J=11,9, 9.3, 4,6 'y, 4H), 1,61 - 1,57 (m, 1H), 1,45 - 1,38 (m, 2H), 1,26 (t, J =7,1 T, 3H), 1,18 (qd, J =
12,5, 4,2 Ty, 2H). XKXMC: tR=1,45, ISP (+) m/z (M+H)" = 547 3.

[00284] Cramua 5: 3-(1-(2-(4-(3-(1-(5-XTOpIUPUMHINH-2 -HJT) THIC PUANH-4 - W) IPOMOKCH) -2 -

TOP(PECHIIT)ANCTH )3 THAWH-3 -HJT OIMAHOBAA KHCJIOTA

o o

[00285] B pactBop, coaepxkammii  3THaA-3-(1-(2-(4-3-(1-(5-xn0opnupuMuINH-2-HI)TUNCPUIHH-4 -
HT)TIPOTOKCH)-2-(PTopdeHImT)aneTiI)a3e THAHH-3 -Iwnnponanoar (60 mr, 0,11 MmMos) B cmecu MetaHona (0,25 i)
u THF (0,75 M), no6asnamu ruapokcua mutas (0,22 ma 1 M BogHOTO pacteopa, 0,22 MMOIB), W TOAYUCHHYIO B
pe3yapTaTe CMECh NMEPEMENIMBANM NPH KOMHATHOH TeMIEparype B TEYECHHE ABYX 4YacoB. CMeCh IOIKHCISITH
mocpeacTeoM modasieHmA pacteopa 1 H HCI (1 M) W OpraHWYCCKHC PACTBOPHUTCIH VAALTH B TPOLECCE
ucmapeHmsa. OCTaBIIAICA BOAHBIN PacTBOP paszdaBisumm Boaol (20 mum) w 3kcTparuposanu ¢ mpuMmeHeHHeM DCM
(20 mon); BeIcymmBany Hag MgSOy, GpunsrpoBany u ucnapsum ¢ noayderneM 3-(1-(2-(4-(3-(1-(5-xmopnupumuanH-
2-AT)TUNCPUARH-4-HT) TPOTIOKCH)-2-(DTOP(CHILT)aUC THI )a3C THANH-3 - IIPONaHOBO#  kucimotel (53 mr, 93%) B
(opme Gemoro TBepaoro Bemecta. XKXMC: tR=1,12, 'OP (+) m/z (M+H)* = 519,2.

IpomeskyTounoe CcoeIMHEHHEe 33: 3-(1-(2-(4-(3-(1-(S-xmopIpuMHITHH-2-1T) TATICP W H-4 -

WHNPOTIOKCHN)-2,6-mudTopdheHmT) ane TIUT)a3eT WINH-3-IW)PONAHOBAST KHCJIOTA
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[00286] Tloay4amu ¢ NPHMEHEHHE MPOLEAYP, OMHCAHHBIX AU MOJYUYCHUSA MPOMEKYTOUHOTO COCIUHCHHA
32; 3aMCHAIH MPOMEKYTOUHOEC COCAMHCHHE 1 HA MPOMEKYTOYHOE COCAMHCHHE 2 HA CTaAuH 4 M THAPOXJIOPHI
METHUA-6-aMHHO-TEKCAHOATA HA THAPOXJIOPHI STHII-3-(a3eTUANH-3-WI)IponanoaTa ¢ noayucHueM 3-(1-(2-(4-(3-(1-
(5-x0pIUPUMHIMH-2 -HIT) TUIIC PUANH-4-HIT) IIPONIOKCH) -2, 6- TP TOPPEHUIT)ale THIT)a3¢ TH ANH-3 -HJT) IIPOTIAHOBOH
kucnoTel, XKXMC: tR=1,19, U3P (+) m/z (M+H)" = 537,3.

Mpome:xkyrounoe coemunenne 34: 2-(4-(3-(1-(5-xopmupuMuIuH-2-11)IHNEPHINH-4-IT)IPOTIOKCH)-

2-dgropdennit)-N-(5-ruipokcHIIEHTHIT)AeTAMUT

CI\(;N\N ,é/\l(n\/\/\ﬂ”

[00287] B pacteop, coacpxamui 2-(4-(3-(1-(5-xmopnupuMuIuH-2-HI)IUICPUATH-4-HI)IPONOKCH)-2-
(PTOPPCHUT)YKCYCHYIO KUCTOTY (TmpoMexyTouHoe coeauHeHue 1, 400 mr, 0,98 mmons) 8 DMF (4 mu), moGapmsiiu
5-amuHO-1-meHTanox (152 wmr, 1,47 mmonp), HATU (560 wmr, 1,47 mMomp) u ocHoBanue XroHura (342 mi, 1,96
MMOJIb), H IOJIYYCHHYIO B Pe3yJIbTaTe CMECh NIEPEMEINHBAIY IIPH KOMHATHOH TeMmeparype B TeueHue Houn. CMech
paszbassimm, nodasmsisa EtOAc (50 mur), mpomeisanu Boo# (100 mur) u HacsmueHHBIM BOAHBIM pacTBopoM NaCl (50
mi), BeIcymmBaan Hag MgSOs, ¢uiabTpoBamm H ucmapsaid. OCTaTOK OYMINAMH IIOCPEACTBOM KOJIOHOUYHOM
xpomarorpapuu ¢ npuMeHeHueM rest auokcuaa kpemuus (Teledyne Isco: SNAP 24g Gold, smoeHT: rpagueHT 2-
10% MeOH B DCM) c¢ mnoayuennem 2-(4-(3-(1-(5-XJOPIHPUMHINH-2-HI)THICPUARH-4-UT)IPONOKCH)-2 -
(ropdenmn)-N-(5-ruapokcunentmnanctamuaa (426 mr, 88%) B popme Genoro TBepaoro semecrsa. IMP H (500
M, xmopodopm-d) 6 8,20 (s, 2H), 7,17 (t, J = 8,6 I'u, 1H), 6,67 (dd, J =84, 2,6 T, 1H), 6,63 (dd, J =11,7, 2.5
I'u, 1H), 5,48 (s, 1H), 4,73 - 4,63 (m, 2H), 3,94 (t, J = 6,4 T'u, 2H), 3,61 (q, J=5,9Tw, 2H), 3,49 (d, J = 1,3 I'u, 2H),
323 (td, J=7.1,5,9Tu, 2H), 2,87 (td, T = 12,9, 2,7 T', 2H), 1,87 - 1,76 (m, 4H), 1,55 (dq, J = 8,1, 6,5 T';, 2H), 1,51
- 1,40 (m, 3H), 1,40 - 1,29 (m, 2H), 1,23 - 1,13 (m, 2H). XXXMC: tR=1,08, UDP (+) m/z (M+H)" = 493,2.

Mpomexkyrounoe coeqnnenne 35: 2-(2,6-mudrop-4-(3-(1-(S-npommmmpuMuIH-2-11) N TePIHH-4-

wn)nponorcn) peHt)-N-(S-ruapoKCHITEHT HT)AIeT AMET

B
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[00288] Tloay4amu ¢ NPUMEHEHHE MPOLEAYP, OMHCAHHBIX AU MOJYyYCHUSA MPOMEKYTOUHOTO COCIUHCHUA
33; 3aMEHAUIM NPOMEKYTOUHOE COCAUHCHHE 1 HA NMPOMEKYTOUHOE coeauHeHue 8 ¢ mouyueHueM 2-(4-(3-(1-(5-
XJIOPITHPHMH TUH-2-AJT) TANEPUIHH-4-HT) IPONOKC H) -2 -(propdernn)-N-(5-ruapokcuncatamanetamuaa.  IMP  'H
(500 MTI'n, xnopodopm-d) 6 8,15 (s, 2H), 6,51 - 6,43 (m, 2H), 5,49 (s, 1H), 4,69 (d, J = 13,1 ', 2H), 3,92 (t, I = 6,4
I'm, 2H), 3,63 (t, J = 6,5 ', 2H), 3,51 (s, 2H), 3,25 (td, J = 7,1, 5,8 ', 2H), 2,87 (td, J = 12,9, 2.7 'y, 2H), 2,39 (t, J
=7,5Tn, 2H), 1,87 - 1,77 (m, 5H), 1,59 - 1,52 (m, 25H), 1,53 - 1,46 (m, 2H), 1,45 - 1,38 (m, 3H), 1,38 - 1,32 (m,
2H), 1,24 - 1,16 (m, 2H), 0,93 (t, J = 7,3 Ty, 3H). XKXMC: tR=0,94, IOP (+) m/z (M+H)" =519,4.

Ipomexkyrounoe coemmnenne 36: 1-(2-amuHO0dTIU)-3-(1,3-AUTrHAPOKCH-2-(TrHAPOKCHMET ) IPOTIAH-

2-wmkapéavmaaadrammn-1,5-ucyasgonar
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[00289] B pacteop, coaepskammmii 6eH3mA-2-amuHOdTHIKAapOamar (1,00 r, 5,15 MMoIp) W TPHITHIAMHH
(1,00 M1, 7,21 mmomp) B DCM (5 M), goGaensmm pacTeop Kapdormmguumugasona (1,17 r, 7,21 mmons) B DCM (5
MJI) B KaNICJIbHOM PEKAME NMPH KOMHATHOH TEMIEPaType U MEPEMEIIMBATH B TCUCHAE OTHOTO yaca. CMech racuimn
Bo0it (10 MT) M COM pa3aCILIN. OPTaHMUCCKU pacTBOP BhICYmmBAIH Hax MgSO4 u koHneHTpuposam. OCcTaTok
pacteopamu B DMF (5 mur), mobasnsum 2-aMuHO-2-(tuapokcumMeTin)-1,3-mponanauon (1,25 r, 10,3 MMomb) 1 cMeCh
Harpeamm a0 50°C B teuyeHne 12 uacoB. Cmech racwim BOJHBIM pacTBOpoM 1 M JMMOHHONW KHCIOTHI U
skcTparupoBamu ¢ mpumeHeHHeM DCM (2 x 20 wur). Opranmyeckuil cioif BeiIcymmBaiu Hag MgSOs u
KOHICHTpupoBaaH. OcTatok pacTBopsiu B MeraHose (20 i) u B pacteop nodasmutn 10 mac.% Pd/C. Bomopon
6apOOTHPOBAIN B PEAKIMOHHYK) CMECh, KOTOPYH) IEpEeMEHIHBAIM B atMoc(epe BOIOPoJa B TCUCHHE 12 4acos.
CMech (PIIBTpOBAIH Yepes3 LSTUT U 0cagok mpombiBay, 100asmsas MeOH (40 mua). PacTBop KOHUIEHTpHpOBAH A0
ob6sema 20 mui, u mobaBmsu TeTparuapat Ha@praauH-1,5-aucyas(ponosoit kuciots (3,71 r, 10,3 MMoub, 2 3KB.)U
cMmech mepemermuBand. Uepes 10 MuHYT 0OpaszoBBIBAICA TBEPABIH OCANOK, H NECPEMCIIMBAHUC IMPOJO/DKATH B
TCUCHHUE OJHOTO 4aca. TBepaoe BEIECTBO OT(HIBTPOBBIBAIN W MPOMBIBATH METaHOJIOM (10 MiT) ¢ mony4yeHueM 1-
(2-amuHO>THI)-3-(1,3 -AUTHAPOKCH-2~(THAPOKCUMETHI)TPONaH-2 -iui)kapoamuaHapraaus-1,5-mucympponata (2,30
r, 90%) B popme Genoro Teepaoro Bemectsa. IMP 'H (500 MI'u, DMSO-de) & 8,92 - 8,85 (m, 2H), 7,97 (dd, J =
7,1, 1,2 Ty, 2H), 7,70 (s, 3H), 7.45 (dd, J = 8,6, 7,1 T'y, 2H), 6,02 (s, 7H), 3,47 (s, 6H), 3,23 - 3,14 (m, 2H), 2,81 (h,
J=59Tu, 2H).

Mpomexkyrounoe coeqnnenne 37: 2-(4-(3-(1-(5-xy10 pnupuMuIuH-2 -1 IHIEPUINH-4-IT)IPOTOKCH)-

2-dropdpennn)-1-3-(ruapoxcumerut) azeTuaua-1-mn)3ran-1-on
“C s A 7
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O\/\/ /@/\nﬂ HATL, mm“m’eont m

[00290] B pacteop, coaepxamuit 2-(4-(3-(1-(5-xI0pmUpUMHIUH-2-HT)TUNICPUIUH-4-HIT)TIPONOKCH)-2 -
(propheHIT)YKCYCHYIO KHCIOTY (pOoMeKyTouHOE coequueHme 1, 500 mr, 1,23 mmoas) 8 DMF (10 M), no6asmsamu
HATU (700 wr, 1,84 Mmomp) W ocHOoBaHHWe XroHmra (640 wur, 3,69 MMoOMB), a 3areM a3cTHIUH-3-
METAHOJTHAPOXIOpHA (196 Mr, 1,6 MMOIIB), H NOIYYCHHYIO B PE3yJbTaTE CMECh NMEPEMEIINBATH ITPH KOMHATHOH
Temmeparype B TeucHue 90 muHyT. CMech pasdasmumm, nodasias EtOAc (50 mur), mpomsisaan Boxoi (100 mon) u
HACHITIICHHBIM BOTHBIM pacTBOopoM NaCl (80 mum), Beicymmsamm Hax MgSOs, punstpopamn w ucnapsumm. OcTaTok
OUMINATH MOCPEACTBOM KOJOHOYHOHW Xpomarorpaduu ¢ mpuMeHeHHeM rems auokcuaa kpemuus (Teledyne Isco:
SNAP 24g Gold, smoenr: rpamumenr 2-10% MeOH B DCM) c noayuenmem 2-(4-(3-(1-(5-xmoprmpuMuanH-2-
W) HTICPUINH-4-H1) IPOTOKCH)-2 -propdermm)- 1 -(3 -(TuapokcuMe TI )a3e THAWH- | -iwm)sTan-1-ou (508 mr, 86%) B
(opme 6enoro Teepaoro semectea. SIMP 'H (500 MI'n, xmopodopm-d) & 8,22 (s, 2H), 7,24 (1, ] = 8,6 ', 1H), 6,67
(ddd, J =85, 2,6, 0,7 T'm, 1H), 6,61 (dd, J= 11,8, 2,5 ', 1H), 4,70 (dp, J = 13,3, 2,0 'y, 2H), 4,21 (1, I = 8,5 Ty,
1H), 4,12 - 4,05 (m, 1H), 3,99 - 3,91 (m, 3H), 3,84 - 3,72 (m, 3H), 3.43 - 3,39 (m, 2H), 2,89 (ddd, J = 13,3, 12,3, 2.7
I, 2H), 2,83 - 2,74 (m, 1H), 1,88 - 1,77 (m, 5H), 1,60 (ddq, J = 14,8, 7,7, 3,5 ', 1H), 1,46 - 1,41 (m, 2H), 1,25 -
1,15 (m, 2H). XKXXMC: tR=1,01, 3P (+) m/z (M+H)" = 477.2.

Mpomexxyrounoe coemunenne 38: 2-(4-(3-(1-(S-xuoprmupuMuTH-2-1T) IATEP ITH-4-T) TP OTIOKCH)-

2-dropdpenmn)-1-3-(2-ruaporcm TN azeTwang- 1-mwn3tan-1-o0
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[00291] TIoay4amu ¢ IPHMEHEHHE MPOLEAYP, OMHCAHHBIX AU MOJYYCHUSA MPOMEKYTOUHOTO COCIUHCHHA
37, 3aMEHAIN A3¢THAMH-3-METAHOJI THAPOXJIOPH HA 2-(a3€THAUH-3-UI)3TAHOI THAPOXJIOPU] C MOJTyUYeHHEM 2-(4-
(3-(1~(5-xnopuHPUMHANH- 2 -IT) THTICPHUINH-4-HT) IPOTIOKCH) -2 -(hToppeHmN) - 1 -(3-(2-THApOKCHITHT)a3e THAHH- 1 -
un)stan-1-ona. SMP 'H (500 M, xmopopopm-d) & 8,20 (s, 2H), 7,22 (1, J = 8,6 ', 1H), 6,64 (dd, J =8,5,2.5 T,
1H), 6,58 (dd, J = 11,7, 2,5 T, 1H), 4,68 (dp, J = 13,2, 1,9 ', 2H), 4,29 - 4,21 (m, 1H), 4,16 - 4,09 (m, 1H), 3,92
(t,J=6,5Tn, 2H), 3,81 (dd, J =8.5, 5,6 T'u, 1H), 3,73 - 3,61 (m, 3H), 3,38 (s, 2H), 2,92 - 2,82 (m, 2H), 2,73 (tt, J =
8,0, 5,7 I'u, 1H), 1,91 - 1,74 (m, 6H), 1,56 (dtd, J = 14,7, 7.8, 7,0, 4,5 I'u, 1H), 1,45 - 1,37 (m, 3H), 1,23 - 1,12 (m,
2H). )KXMC: tR=1,08, IOP (+) m/z (M+H)" = 491,3.

IIpome:xkyrounoe coemunenne 39: 2-(4-(3-(1-(5-xopmupuMuIuH-2-1W1) NP HINH-4-WI)IPOTOKCH)-

2,6-muadropdennn)-1-(3-(ruapokcnmMeTninazeTuuH- 1-mi)dTan-1-on
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[00292] TTonyyam ¢ IPUMEHEHUE MPOLCAYP, OMHCAHHBIX JUIA MOJYUYCHHUS IMMPOMEKYTOUHOTO COCTHHCHHA
37, 3aMEHUIM TPOMEKYTOUHOE COCTUHCHHEC 1 HA MPOMEKYTOUHOE COCIUHCHHE 2 ¢ mosyueHueM 2-(4-(3-(1-(5-
XJIOPIHPUMHUAUH-2 -HT) TUIEPUARH-4 -HI) IPONOKC H)-2,6 -mu propPeHmn)- 1 -(3 -(THAPOKCUME THIT)a3e TH AUH-1 -
un)stan-1-ona. IMP 'H (500 MI'n, xnopodopm-d) & 8,20 (s, 2H), 7.22 (t. J = 8.6 T, 1H), 6,64 (dd, J =8.5, 2,5 'y,
1H), 6,58 (dd, J = 11,7, 2,5 T'w, 1H), 4,68 (dp, J = 13,2, 1,9 I';, 2H), 4,29 - 4,21 (m, 1H), 4,16 - 4,09 (m, 1H), 3,92
(t,J=6,5Tn, 2H), 3,81 (dd, J=8,5, 5,6 T'y, 1H), 3,73 - 3,61 (m, 3H), 3,38 (s, 2H), 2,92 - 2,82 (m, 2H), 2,73 (tt, ] =
8.0, 5,7 T'u, 1H), 1,91 - 1,74 (m, 6H), 1,56 (dtd, J = 14,7, 7.8, 7.0, 4,5 T'u, 1H), 1,45 - 1,37 (m, 3H), 1,23 - 1,12 (m,
2H). XXXMC: tR=1,11, U3P (+) m/z (M+H)" = 495 3.

Mpomexkyrounoe coequuenne 40: 2-(4-(4-(1-(5-xJ10 prHpUMEIIH-2-WT) THTEPHTHH-4-171)0y TOKCH)-2-

dropdennn)-1-3-(ruaporcumer ) azeTuaInH-1-m1)3Tan-1-o0

[00293] Tloayyamu ¢ IPUMEHEHHE MPOLEAYP, OMHCAHHBIX I MOJYyYCHUSA MPOMEKYTOUHOTO COCTUHCHUA

Cl

37, 3aMEHsUI MPOMEKYTOUHOE COCAUHECHHE 1 HA NMPOMEKYTOUHOE COeAUHEHHE 3 ¢ mouyueHueM 2-(4-(4-(1-(5-
XJIOPITUPUMHAIWH-2-HT) IHTepAIHH-4-1T) Oy TOKCH) -2 -propdernm) -1 -(3-(TuaApOKCHME THIT)a3e THANH- | -1)3TaH-1 -
oHa. SIMP 'H (500 MI'u, xinopodopm-d) 6 8,19 (s, 2H), 7,22 (t, ] = 8,6 T, 1H), 6,65 (dd, J = 8.4, 2,6 Ty, 1H), 6,59
(dd, J=11,8,2,5Tw, 1H), 4,66 (dp, J = 13,3, 1,9 I'y, 2H), 4,19 (t, J = 8,5 T, 1H), 4,10 - 4,03 (m, 1H), 3,93 (q, J =
6,5 T'm, 3H), 3,77 (dp, J = 8,6, 4,2, 3,1 T'm, 3H), 3,39 (t, J = 1,7 I';, 2H), 2,90 - 2,81 (m, 2H), 2,81 - 2,73 (m, 1H),
1,80 - 1,72 (m, 5H), 1,69 (t, J=5,1 'y, 1H), 1,57 - 1,45 (m, 2H), 1,35 - 1,28 (m, 2H), 1,20 - 1,10 (m, 2H). XKXMC:
tR=1,17, 'OP (+) m/z (M+H)" = 491,3.

Mpomexkyrounoe coequaenne 41: 2-(4-(4-(1-(S5-xy1oprmpuMEINH-2-1T) AT PIIHH-4-TT)0 YTOKCH)-

2,6-mudropdenmn)-1-3-(ruapoxcuvermn) azeTuana-1-mwi3tan-1-o0

> L
G Aoy

[00294] TIoay4anu ¢ NPUMEHEHHE MPOLEAYP, OMHCAHHBIX AU MOJYUYCHUSA MPOMEKYTOUHOTO COCIUHCHHA

Cl

37, 3aMEHIM MPOMEKYTOUHOE COCAMHCHHE 1 HA MPOMEKYTOUHOE coeauHeHue 4 ¢ moayueHuem 2-(4-(4-(1-(5-
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XJIOPIUPUMHAIWH-2-AT) U pUIHH-4-1T) Oy TOKCH) -2, 6-tud ropdhenm) - 1 -(3-(TuApOKCHMETHIT)a3e THANH- | -HiT)3TaH-
1-oma. AMP 'H (500 MI', xnopogopm-d) & 8,20 (s, 2H), 6,44 (d, J = 9,3 'y, 2H), 4,67 (dp. J = 13,3, 1,9 ', 2H),
424 (t,J=84Tm, 1H), 4,08 (dd, J=10,0, 8,5T, 1H), 3,98 (dd, J =8.,5, 5,2 'y, 1H), 3,90 (t, J = 6,4 T';, 2H), 3,85 -
3,75 (m, 3H), 3,40 (s, 2H), 2,89 - 2,82 (m, 2H), 2,82 - 2,77 (m, 1H), 1,81 - 1,73 (m, 4H), 1,58 - 1,44 (m, 3H), 1,35 -
1,28 (m, 2H), 1,21 - 1,10 (m, 2H). XKXXMC: tR=1,17, 3P (+) m/z M+H)" = 509,3.

Mpome:xkyrounoe coemmuenne 42: 2-(4-(3-(1-(S-3TmymmpuMuTHH-2-1T) IATEP WINH-4-IT) IPOTIOKCH)-

2-¢ropdennin)-1-3-(ruaporcumer ) azeTuanH-1-mn)3Tan-1-on

B 1 S
N/)\rO\/\zOm

[00295] TToay4anu ¢ NPUMEHEHHE MPOLEAYP, OMHCAHHBIX AU MOJYUYCHUSA MPOMEKYTOUHOTO COCIUHCHHA
37, 3aMEHAUIM NMPOMEKYTOUHOE COCAUHEHHE 1 HA MPOMEKYTOUHOE COCAUHEHHE 5 ¢ mouyucHueM 2-(4-(3-(1-(5-
STUIMUPUMHUIUH-2 - W) IMIICPUAUH-4 - W) TPOTIIOKCH)-2-(propdeHmn)- 1 -(3-(THapokcuMe THT)a3e T ANH- 1 -1uT)3TaH-1 -
oHa. SIMP 'H (500 MI', xnopodopm-d) 6 8,19 (s, 2H), 7,22 (t, J = 8,6 Ty, 1H), 6,65 (dd, J = 8.4, 2,6 T'y, 1H), 6,59
(dd, J=11,8,2,5T, 1H), 4,66 (dp, J = 13,3, 1,9 'y, 2H), 4,19 (t, J = 8,5 T, 1H), 4,10 - 4,03 (m, 1H), 3,93 (q, J =
6,5 'y, 3H), 3,77 (dp, J = 8,6, 4,2, 3,1 I'y, 3H), 3,39 (t, J = 1,7 I'y, 2H), 2,90 - 2,81 (m, 2H), 2,81 - 2,73 (m, 1H),
1,80 - 1,72 (m, 5H), 1,69 (t, J = 5,1 ', 1H), 1,57 - 1,45 (m, 2H), 1,35 - 1,28 (m, 2H), 1,20 - 1,10 (m, 2H). XXXMC:
tR=0,63, I'OP (+) m/z (M+H)" =4714.

Mpomexkyrounoe coemunenue 43: 2-(4-(3-(1-(S-3THmMUPUMEIIH-2-IT) THIEPUIHH-4-IT)IPOTOKCH)-

2,6-mudropdenmun)-1-(3-(rugpokcnmeTminazeTuun- 1-m3ran-1-on

'.}i,OWO m@/\o"

[00296] Tlonayyamu ¢ MPUMEHEHUE MPOLEAYP, OMHCAHHBIX I MOJYyUYCHUSA MPOMEKYTOUHOTO COCTUHCHUA
37, 3aMEHsUIM TPOMEKYTOUHOE COCTUHECHHE 1 HA NMPOMEKYTOUHOE COoeIuHEHHE 6 ¢ mouyueHueM 2-(4-(3-(1-(5-
STHITHPAMHE THH-2 -HT) THIICPHIAH-4-HT) TPOTIOKCH)-2,6-muhTopPeHn)- 1-(3 -(THAPOKCHMCTHIT)a3C THAMH- 1 -
uin)sran-1-oma. AMP H (500 MT'w, ximopodopm-d) & 8,16 (s, 2H), 6,43 (d, J = 9.3 T, 2H), 4,69 (dt, J = 13,0, 2,5
I'm, 2H), 4,23 (t, J = 8,4 ', 1H), 4,10 - 4,04 (m, 1H), 3,98 (dd, J = 8,6, 5,3 I'y, 1H), 3,90 (t, ] = 6,4 'y, 2H), 3,81 -
3,75 (m, 3H), 3,40 (s, 2H), 2,89 - 2,76 (m, 3H), 2,45 (q, J = 7,6 T'y, 2H), 1,85 - 1,76 (m, 5H), 1,55 (th, J = 10,7, 3,4
I'm, 1H), 1,44 - 1,37 (m, 3H), 1,18 (1, J = 7,6 Ty, 6H). XKKXMC: tR=0,71, UDP (+) m/z (M+H)" = 489.4.

Mpomexkyrounoe coemunenne 44: 2-(2-¢rop-4-(3-(1-(S-npommmmmupuMuH-2-1I1)IUNep nInH-4-

wnnponokcn) peamwn)-1-(3-(rugporcumermwn) azeTHaua-1-mw)3Tan-1-0H

1) I N'://\OH
oL Y

[00297] Tloay4amu ¢ NPUMEHEHHE MPOLEAYP, OMHCAHHBIX AU MOJYyYCHUSA MPOMEKYTOUHOTO COCIUHCHHA
37, 3aMCHATH TPOMCIKY TOUHOC COCAMHCHHIC | HA MPOMEKYTOYHOC COCAMHCHHUE 7 ¢ moayucHueM 2-(2-prop-4-(3-(1-
(5-mpomuAIHPHM HANH-2 - WD) ITHTIC PHIHH-4 -1 TPOTIOKCH ) (peHMT)- 1 - (3 -(THAPOKCHUMCTIIT)a3¢ TU ANH- | -1T)3TaH-1-
oHa. IMP H (500 MI'u, xmopogopm-d) & 8,14 (s, 2H), 7,21 (t, J = 8,6 T, 1H), 6,68 - 6,62 (m, 1H), 6,59 (dd, J =
11,8,2,5Tw, 1H), 4,68 (dt, J =13,0, 2,5 T'm, 2H), 4,19 (t, ] = 8,5 T, 1H), 4,10 - 4,02 (m, 1H), 3,93 (td, ] = 6.5, 5.9,
32 Tm, 3H), 3,77 (ddd, J=7.9, 5,5, 2,3 T, 3H), 3,39 (t, J = 1.4 Ty, 2H), 2,89 - 2,81 (m, 2H), 2,81 - 2,72 (m, 1H),
2,41 -2.35 (m, 2H), 1,98 (t, J =5,0 T, 1H), 1,86 - 1,75 (m, 4H), 1,56 (h, J =73 'y, 3H), 1,46 - 1,37 (m, 3H), 1,24 -
1,15 (m, 2H), 0,93 (t, J = 7,3 T, 3H). XKXMC: tR=0,80, UOP (+) m/z (M+H)" = 485 4.
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IIpomexyTounoe coemuneHme 45: 2-(2,6-mudrop-4-(3-(1-(5-mponumupuMuIIH-2 -HIT) THICPUIHH-4 -

WI)mponokcH) peHn )- 1 -(3-(THAPOKCHMETHIT)a3e THAWH- | -HT)3TaH- 1 -0H

oL T

[00298] Tloay4amu ¢ NPHMEHEHHE MPOLEAYP, OMHCAHHBIX AU MOJYYCHUSA MPOMEKYTOUHOTO COCIUHCHHA
37; 3aMEHIN MMPOMEXXYTOYHOE COCTHHCHHE | HA MPOMEXKYTOYHOE COCAUHECHUE 8 ¢ monyueHneM 2-(2,6-qudrop-4-
(3-(1~(5-mponmInmu pUMHEIITH- 2 -1T) TANIC PUITH-4-HT) TIPOTIOKCH ) peHI) - 1 -(3-(THAPOKCHME THIT)a3C THAMH- | -HT)3TaH-
1-ona. SIMP 'H (500 MI'y, xiopodopm-d) & 8,14 (s, 2H), 6,43 (d, J = 9,1 'y, 2H), 4,69 (dp, J = 13,2, 2,0 Ty, 2H),
423 (t,J=84Tm, 1H), 4,07 (dd, J =10,0, 8,4 I'y, 1H), 3,98 (dd, J = 8.6, 5,3 'y, 1H), 3,90 (t, J= 6,5 'y, 2H), 3,82 -
3,75 (m, 3H), 3,40 (s, 2H), 2,89 - 2,76 (m, 3H), 2,38 (t, J = 7,5 'y, 2H), 1,86 - 1,76 (m, 5H), 1,56 (h, J =74 T'n,
3H), 1,40 (dt,J = 8.8, 7,1 T'u, 3H), 1,24 - 1,15 (m, 2H), 0,93 (t, J = 7,3 I'u, 3H). XKXMC: tR=0,88, UOP (+) m/z
(M+H)™ =503,5.

IIpome:xkyrounoe coenunenune 46: 2-(2-¢rop-4-(3-(1-(S-MeToKCHIHMPUMIMH-2-WI) NP IHH-4-

wnnponokcn) peamn)-1-(3-(rugporcumermin) azeTHanH-1-mwdTan-1-o1

- \@i OWO mN/D/\ou

[00299] TTonyuyami ¢ IPUMEHEHUE MPOLCAYP, OMHCAHHBIX JUIA MOJYUYCHHUS NMPOMEKYTOUHOTO COCTHHCHHA
37; 3aMeHSAIH MPOMEKY TOUHOE COSIMHCHUE 1 HA MPOMEKYTOYHOE COeAHHEHNE 9 ¢ mosyueHueM 2-(2-¢prop-4-(3-(1-
(5-METOKCHITUPUMUAWH-2 -HJT)THIICPUIAH-4 -HT) TPOTIOKCH ) (peHUI)- 1 (3 -(THAPOKCUMETHIT )a3e THANH- | -HoT)3TaH-1 -
ona. SIMP 'H (500 MI', x1opogopm-d) & 8,09 (s, 2H), 7,22 (t, ] = 8,7 ', 1H), 6,65 (dd, J = 8,4, 2,6 'y, 1H), 6,59
(dd, J=11,8,2,5T, 1H), 4,60 (d, J = 13,1 T, 1H), 4,20 (t, J=8,5T, 1H), 4,11 -4,03 (m, 1H), 3,93 (t,J=6,4 Ty,
3H), 3.80 (s, 6H), 3,40 (s, 2H), 2,84 (td, J = 12,7, 2,6 T'y, 2H), 2,77 (p, J = 8,2 'y, 1H) 1,85 - 1,75 (m, 4H), 1,50 -
1,38 (m, 4H), 1,24 - 1,15 (m, 2H). XXXMC: tR=1,61, 3P (+) m/z M+H)" =473,3.

IIpomeskyTounoe coeIMHeHne 47: 2-(4-(3-(1-(5-3T oK CHITAP UM IH-2-TLT) TUATICP M H-4-

wnnponokcn)-2-gropdennn)-1-3-(rugporcnveTmn)azeTuaua-1-mwr)3Tad-1-0H

N0 B £ N[://\ou
\(N:)\’O\/\ﬂm

[00300] TToayyamu ¢ IpUMEHEHHE MPOLEAYP, OMHCAHHBIX I MOJTYyUYCHUSA MPOMEKYTOUHOTO COCTUHCHUA
37, 3aMEHATH MPOMEKYTOUHOE COCAMHCHHE 1 Ha mpoMekyTouHoe coeamHeHue 10 ¢ momydenmem 2-(4-(3-(1-(5-
STOKCHIUPHMHUIUH-2 -HJT) TATICPUIUH-4 -HT) MPONIOKCH) -2 -(propperm)- 1 -(3 -(THAPOKCHME THIT)a3¢ THAWH- | -HIT)3TaH-
1-ona. SMP H (500 MI'y, xnopodopm-d) & 8,09 (s, 2H), 7,21 (t,J = 8,6 'y, 1H), 6,68 - 6,62 (m, 1H), 6,58 (dd, J =
11,7, 2,5 T, 1H), 4,64 - 4,56 (m, 2H), 4,20 (t, J = 8,5 ', 1H), 4,07 (dd, J = 10,0, 8,6 'y, 1H), 4,00 (q, J =6,9 'y,
2H), 3,93 (q, J = 6,3 T'm, 3H), 3,82 - 3,74 (m, 3H), 3.40 (s, 2H), 2,91 - 2,83 (m, 2H), 2,82 - 2,74 (m, 1H), 1,88 - 1,78
(m, 4H), 1,53 - 1,48 (m, 3H), 1,44 (d, J = 6,7 I', 2H), 1,39 (t, J = 7,0 ', 3H), 1,19 (td, J = 12,3, 4,2 T'y, 2H).
XKXMC: tR=1,71, UDP (+) m/z (M+H)" = 487 4.

IpomeskyTounoe coeJUHEHHE 48: 2-(2-¢prop-4-(3-(1-(5-(MeToKRCHMETHT) MITPUMITHH-2-

w)munepuinH-4-mnuponorcn) penmn)-1-(3-(ruapoxrcut MeTmwn)azeTnuH-1-mw1)3Tan-1-on

So Y N:)N\'O\/\/ i NID/\OH
oﬁ] 0
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[00301] TIoay4anu ¢ NpUMEHEHHE MPOLEAYP, OMHCAHHBIX AU MOJYUYCHUSA MPOMEKYTOUHOTO COCIUHCHHA
37; 3aMEeHAIM MPOMEKYTOYHOE COeIMHEHNE 1 Ha mpomekyTouHoe coeauHerne 11 ¢ monyuennem 2-(2-¢rop-4-(3-
(1-(5-(METOKCUMCTHIT) THPUMHUTUH-2 -1 ) TATICPH AN H-4 -FJT) POTIOKCH ) (peHIT)- | -(3-(THAPOKCHIT  MCTHIT)a3CTHIANH-1 -
ui)stan-1-ona. AMP H (500 MT'w, xnopogpopm-d) & 8,27 (s, 2H), 7,21 (t, ] = 8,6 T, 1H), 6,68 - 6,62 (m, 1H), 6,59
(dd, J=11,7,2,5 T, 1H), 4,74 (dp, J = 13,3, 1,9 T'w, 2H), 4,26 (s, 2H), 4,19 (t, J = 8,5 T', 1H), 4,09 - 4,03 (m, 1H),
3,93 (q, J=6,4 T, 3H), 3,82 - 3,74 (m, 3H), 3,39 (t, ] = 1,6 I'y, 2H), 3,34 (s, 3H), 2,91 - 2,83 (m, 2H), 2,80 - 2,73
(m, 1H), 1,80 (tdd, J = 9,8, 7,7, 3,8 I'y, 2H), 1,59 (dddt, J = 14,5, 10,7, 7.0, 4,1 I'y, 1H), 1,45 - 1,38 (m, 2H), 1,32 -
1,27 (m, 2H), 1,22 - 1,14 (m, 2H), KXMC: tR=0,69, 3P (+) m/z (M+H)* = 487,3.

IIpomekyTounoe COCAMHEHUE 49: 2-(2-¢prop-4-(4-(1-(5-(MeToKCHMET ) T PHMIAHH-2-

wn)munepuanH-4-mn)oyroxcn) permn)-1-(3-(ruaporcuveT ) azeTuana-1-wi3ran-1-on

S0y, i 3 NID/\OH
o oy

[00302] TToay4anu ¢ NPUMEHEHHE MPOLEAYP, OMHUCAHHBIX JJIA MOJYYCHUSA MPOMEKYTOUHOTO COCIUHCHHA
37; 3aMCHATM MPOMEKYTOYHOE COCIUHECHUE 1 Ha MPOMEKYTOUHOE coeauHeHHe 13 ¢ monyueHueM 2-(2-rop-4-(4-
(1-(5-(METOKCHMETHJT) THPUMH IUH-2 -HJT) TS PU AU H-4-11)0y TOKCH) (peHIT)- 1 -(3-(THAPOKCUMETHT)a3e THAMH- 1 -
wn)atan-1-oHa. KXMC: tR=0,62, UOP (+) m/z M+H)" = 501 4.

IIpomexkyTounoe COCIMHCHUE 50: 2-(2,6-muadrop-4-(4-(1-(S-(MeTOKCHMET T MUPUMHNH-2-

wnnunepuinH-4-wnoyroxkcn)penmn)-1-(3-(rugpokcnmermnazeruun-1-mwn3ran-1-on

o | :N F 13/\0H
SO LY

[00303] Tlonyyanu ¢ MPUMECHECHHUE MPOLEAYP, OMUCAHHBIX JJIS MOJIYUYCHHUS MPOMEKYTOUHOTO COCAMHCHHUS
37; 3aMCHSTH POMEKYTOHYHOE COSAWHECHNE 1 Ha MpOMEXXyTOUHOE coeauHeHue 14 ¢ monyuyeHueM 2-(2,6-nqudrop-4-
(4-(1-(5-(MCTOKCHMCTHIT) ITHPHMHIHH-2 -AT) THNC PHIAH-4-H1) Oy TOKCH ) (pe HELT) - 1 (3 -(THAPOKCHME THT) a3 TH AWH- 1 -
un)sran-1-oxa. XKXMC: tR=0,69, UOP (+) m/z M+H)" = 519.4.

Mpomexkyrounoe coexmuenne S1: 2-(4-(2-((1S,2R)-2-(1-(S-xJ0pmupuMIIHH-2-11) I IEPHINH-4-

W) IUKJIONP OIMIJT)3TOKCH)-2-Pprop permn)-1-(3-(ruapoxkcnmMeTwn) azeTuuH-1-mw1)3ran-1-0o1

[00304] TToayyamu ¢ IPUMEHEHHE MPOLEAYP, OMHCAHHBIX AU MOJIYyYCHUA MPOMEKYTOUHOTO COCIUHCHHA
37; 3aMEHH POMEKYTOYHOE COCAMHCHAE | HA MPOMEKyTOUHOE coeauHeHHE 18 ¢ monmyuenuneM 2-(4-(2-((1S,2R)-
2-(1-(5-x10pIHPUMHUAUH-2 - HT) TUIICPH AUH-4-HJT) U KJTOTPOTIUIT) 3ToKCH)-2-pTopPernn)-1-(3-
(ruapokcuMeTHm)a3eTHIAH-1-um)sTan-1-00a. JKXMC: tR=1,16, U3P (+) m/z (M+H)" = 503,5.

IpomeskyTounoe CcOoe/THHEHIIe 52: 2-(4-(3-(1-(5-(((Tpert-
Oy THTMET IUICHTILT) 0K CH)METHJT) TP AMITHH-2-TT) AP WINH-4-IT) ponoKcn)-2-proppermn)-1-(3-

(ruapoxcnMermn)azernana-1-mw1)3ran-1-ou

Ssil S 3 3 o
>r /\(rl:)\rO\/\z°m

[00305] TIoay4amu ¢ NPUMEHEHHE MPOLEAYP, OMHCAHHBIX AU MOJYUYCHUSA MPOMEKYTOUHOTO COCIUHCHHA

37, 3aMEHAIH NPOMEKYTOUHOE COCAMHECHHE 1 HAa mpoMekyTouHoe coeamHeHue 20 ¢ momydeHmeM 2-(4-(3-(1-(5-
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(((TpeT-0y THIIAMMC THIICUITAIT ) OKCH )MCTHT ) TUPHM A AWH-2 - T ITHTIC PUANH-4 -AT) IPOTIOKCH ) -2 -(hroppernn)- 1 -(3-
(ruapokcuMeTHm)aseTuaiH-1-um)stan-1-o0a. JKXMC: tR=1,56, U3P (+) m/z (M+H)" = 587.5.
Mpome:xyrounoe coequrenne 53: metmi-2-(4-(3-(3-grop-4-(2--(rmapoxcumermn)aze TuauH-1-mwr)-2-

OKCOAITILT) (P HOKCH) TP O TTHLT) AT ePIIHH- 1 -TT) THPUMIINH-S-Kap0 OKCIJIaT

KapOOKCHIIAT

XOFO’V\ ™ - XOEOM

[00307] B cmecs, comepxaniyro TpeT-0yTuI-4-(3-THAPOKCUIIPONIIT) IUIepuAnH- 1 -kapbokcumar (500 wr,

o 0
o]
0

DEAD, PPhg, DCM

2,05 mMmomb), MeTHi-2-(2-(prop-4-ruapokcudpenmmnanerar (378 mr, 2,05 mmoms) u tpudpermidochur (1 r 3
MMOJB/T CBI3aHHOTO C moiuMmepoM, 3 mMoib) B DCM (10 mu), moGasmsum mustunaszogukapookcunat (1,4 ma
pactopa 40 mac.% B Toayoqe, 3,07 MMOIIB), U MIOJIYUCHHYK B PE3YJIbTaTe CMECh MEPEMCIIMBATH MPH KOMHATHOM
Temmeparype B TeueHHe Hounm. CMmech (puabTpoBamM uepe3 HeauT, W (mipTpar ucmapsimm. OCTaTOK OYHINATH
NOCPEICTBOM KOJIOHOYHOH Xpomarorpaduu ¢ npumeneHueM resa quoxcuna kpemuus (Teledyne Isco: SNAP 24G
Gold, >moent: rpaguent 0-100% EtOAc B remrase) ¢ moiyuyeHueM Tper-OyTHi-4-(3-(3-¢rop-4-(2-MeTokcH-2-
OKCO3THIT) (PEHOKCH) pOTHIT) THIepUIHH- 1 -kapOokcunata (550 mr, 65%) B (popme OecrperHOro Macma. KXMC:
tR=1,35, 3P (+) m/z (M-55)" = 354,3.

[00308] Cramua 2: 2-(4-(3-(1-(TpeT-0YTOKCHKAPOOHUT ) MU ICPU THH -4 - W) TPOTIOKCH )-2 -

dbropderHnn)yKkCyCcHas KUCIOTA

i G /‘,Yan
Liok o
o ° o g

—————-
>(n1r ’OM THF, WeOH, BOTA >‘r nlfﬂ
[00309] B pacTBop, COJiepIKAIIIit Tper-0yTrin-4-(3-(3-¢pTop-4-(2-MeTokCH-2-

OKCOATHT) (PCHOKCH) P OTIILT ) TUTICPUANH- | -kapOokcmnat (550 mr, 1,34 mvomes) B THF (8 M) m meranone (3 mim),
nobaemsy ruapokcHn autug (2,7 mur 1 M BogHOTO pacTBOpa, 2,7 MMOIIB), W NOJYYCHHYIO B PE3yJITaTe CMECh
TIepeMENINBAIN TIPH KOMHATHOH Temmeparype B TeueHHe HOuM CMech MCHApsU AT YAAICHHS OPTaHHYCCKHX
pacTBopuTEeNCH W OCTABINMHCS BOJHBIH NOAKWCISUIH TOcpeacTBoM noOaeneHuss pacteopa 1 H HCl 1
JkcTparupoBamu ¢ mnpuMcHeHHEM EtOAc (3 X 50 wmum); OOBCAWHCHHBIC STHIALCTATHBIC CIIOW TPOMBIBATH
HACHITICHHBIM BOAHBIM pactBopoM NaCl (30 mum), seicymmBamu Hag MgSO4, (QuasTpoBaaH W HWCHAPSIIH C
noxyueHueM  2-(4-(3-(1-(Tper-0y TOKCHKapOOHIIT) U PH THH-4 - LIN) PONIOKC 1) -2 -(PTOPPEeHIT)YKCYCHOH ~ KHCIIOTHI
(495 wmr, 93%) B popme mpospaunoro macaa. XKXMC: tR=1,05, IOP (+) m/z (M-55)" = 340,2.

[00310] Cramna 3: eT-OyTii-4-(3-(3-¢rop-4-(2-(3-(THAPOKCHMETHIT)A3CTHANH- 1 -1T)-2 -

OKCOOITHI) (DCHOKCH O ) TUTICPUANH- 1 -KapOOKCHIAT

1 oH 1 ;!’3/\”“
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[00311] B cmecs, comepskamyro  2-(4-(3-(1-(TpeT-0y TOKCHKAPOOHIIT)ITHIIC PHIHH-4 -HIT) TIPOTIOKCH)-2 -
¢rophernm)ykcycHy1o kucioty (495 mr, 1,25 MMous) u azetuauH-3-MeTanoaruapoxaopua (185 mr, 1,5 Mmoms) B
DMF (5 mm), mobapmzman HATU (717 mr, 1,88 mMoap) m ocHoBanme XroHuwra (0,654 mum, 3,75 mMMonb), u
MIOJTYYCHHYI0 B PE3yJIbTAaTe CMECh IIEPEMCINHBATH IPH KOMHATHOH Temmeparype B TeuecHHe 30 MuHyT. CMech
pasbasmsmm, godasmaa EtOAc (30 mur), mpombisamu Boxo# (50 M)  HACHIICHHBIM BOIHBIM pacTBopoM NaCl (25
i), BbicymuBanu Han NaSOs, ¢unsrpoBamm u ucmapsimm. OCTaroK OYMINATH ITOCPEACTBOM KOJOHOYHOH
xpomarorpauu ¢ mpumeHeHHEM e auokcuaa kpemuus (Teledyne Isco: SNAP 12¢g Gold, amoeHT: rpagucHT 2-
10% MeOH B DCM) c¢ mnoayucHumeMm Tper-OyTHiI-4-(3-(3-pTop-4-(2-(3-(THApOKCHMETHI)a3eTUANH- 1 -HT)-2 -
OKCOITII) (PCHOKCH) Tponmum)IHepuanH-1-kapookcunara (470 mr, 80%) B gopme mpospaunoro macma. XXMC:
tR=0,85, IOP (+) m/z (M+H)" = 485.3.

[00312] Cragus 4: MeTna-2-(4-(3-(3-¢prop-4-(2-(3-(THAPOKCHUMETHIT)A3CTUANH -1 -1T)-2 -

OKCOOTHI)(DEHOKCH) IPOIIII) MHIEPHINH- 1 -HI) THPUMHIHH-5-KApOOKCHIAT

h OH 1 NU/\M
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[00313] B pacteop, comepskammii TpeT-OyTHA-4-(3-(3-PTOp-4-(2-(3-(THAPOKCHMETHI)Aa3eTUANH- 1 -1IT)-2 -
OKCO3THIT)(PEHOKCH) MPOTHI) MHOCPUANH- 1 -kapOokcuiat (470 mr, 1 mmoas) B DCM (5 mut), 1oOaBIsIH XJIOPHCTHIH
Bogopox (5 ma 4 M pacteopa B quokcase, 20 MMOJB), H MOJYYCHHYIO B PE3yJbTAaTC CMECh NMEPEMEIIHBAIN IPH
KOMHAaTHOH TeMmIeparype B TeueHHe Houn H mcmapsaau. Octarox pacnpeneninn Mexay DCM H HaCBHILIECHHBIM
BoaHbIM pactBopoM NaHCOs, o1HaKO MPOAYKT OCTaBAJICAd B BOAHOM Cio¢. BOAHBIN CITOH HCHAPSIH H MOJY4YCHHOC
B pPE3yJbTaTe TBEPAOC BCIICCTBO 3KCTparupoBaim C mnpumcHeHHeM MeOH, (uiabTpoBamm ©W HCmapsm C
MOJYYCHHCM MACTHUCTOTO O¢JI0TO TBEPAOTO BemecTsa. CMeCh, COACPIKAIIYO 3TO TBEPAOC BemecTBO (350 mr, 0,96
MMOJIb), MCTHJI-2-XJIOPIHPHMHIHH-S-Kkapookcwaat (166 mr, 0,96 Mmmoap) u ocHOoBamme Xronura (0,248 mum, 1,92
mmoas) B DMSO (5 mu1), Harpesanu mpu temmepatype 50°C B TeucHHe ABYX uacoB. CMECh OXJTOXKIATH H
pasbaensmm, nodasnas EtOAc (40 mu), w mpomeamy Booi (100 mur), HacsmeHHBIH BoaHbI pacTteop NaCl (50
i), BeicymmBamu Hax Na2SO4, ¢wmstpoBamn u wmcmapsmi. OCTaTOK OYHMINANH IOCPEACTBOM KOJOHOUHOM
xpomMarorpaduu ¢ mpumeHeHHEM T quokcuaa kpeMuus (Teledyne Isco: SNAP 24¢g Gold, amoeHT: rpaaucHT 2-
8% MeOH B DCM) ¢ mnonyucHmeM MeTHI-2-(4-(3-(3-¢prop-4-(2-(3-(ruapoxcuMeTHI)a3eTHANH-1 -1T)-2 -
OKCOATHT) (PCHOKCH) P OTIHLT ) MATICPH IWH- | - 1T mupuMuInH-S-Kapookcwiatr (287 wmr, 59%) B (Qopme Ocmoro
tBepaoro BemecTea. XKXMC: tR=0,76, UOP (+) m/z (M+H)" = 501.4.

IpomeskyTounoe CoeJUHEHUE 54: 2-(4-((2-(1-(S->TnamupuMHIHH-2-1T) T e WTH-4-

WI)ITOKCH)METILT)-2-propderna)-1-(3-(ruapokcnMerm)azeTianH-1-mwi)3Tan-1-o1

/\(: B\NQ\/\O/\@S\\NO\/OH

[00314] Cramua 1: 2-(1-(5-3THITHPAMAIHH-2 -AT)THTICPUINH-4-H1)3TaH-1-011

T e
HM\Q\/‘W - /P\.CJ'}%H - ~ak
e OCHOBAHIE mma )
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[00315] Cwmech, coaepkamyro 2-(munepuauH-4-mm)stan-l-om (730 wmr, 5,65 wmMmoms), 2-xm0p-5-

stummupuMuIrH (846 Mr, 5,93 MMoab), 1 ocHOBaHHe XrouuTa (1,48 M, 8,48 mvop) 8 DMSO (10 mur), HarpeBaiu
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npu temneparype 110°C B teuenmne HOun. CMech oXnaknand W BeHBATH B BoAy (100 M) M SKCTparHpoBaiu C
npumeHeHHEM EtOAc (3 x 25 mur); oOBCAMHCHHBIC STHIAICTATHBIC CIOW MPOMBIBATH HACBHIIICHHBIM BOIHBIM
pacteopom NaCl (50 mu), seicymmsamy Hag MgSOy, Qumptpoamy u ucnapsaad. OCTaTOK OUHINATH MOCPSICTBOM
KOJIOHOYHOH Xpomatorpaduu ¢ mpumeHeHueM reis quokcuna kpemuns (Teledyne Isco: SNAP 40g Gold, 3mroeHT:
rpagueHT 0-100% EtOAc B cmMecu m3oMepos rentana (6 00beMOB KOJIOHKH), 3aTeM Bhiaep xusamm 100% EtOAc (4
00BCMOB KOJIOHKH)) ¢ mojyucHHEM 2-(1-(5S-3ruamupuMuanH-2-wm)munepuaua-4-un)stad-1-oma (1,3 r, 97%) B
(opme sxenroro Teepaoro sermecta. IMP 'H (500 MI'n, xnopogpopm-d) & 8,17 (s, 2H), 4,70 (d, J = 13,3 I'n, 2H),
3,74 (t, J = 6,7 T'n, 2H), 2,87 (t, J = 12,9 T'w, 2H), 2,46 (q, J = 7,6 Ty, 2H), 1,79 (d, J = 13,8 'y, 2H), 1,72 (dtt, J =
11,1,7,1, 3,9 Ty, 1H), 1,55 (m, 2H), 1,25 - 1,15 (m, 5H). XXXMC: tR=1,17, U3P (+) m/z (M+H)" = 236,2.

[00316] Cramus 2: 2-(4-(2-((4-6poM-3-(hTOPOCHIUT)OKCH)ITHI) MHICPUANH- | -HT)-5 -3 THIMHPUMUIHH

Br’\CEF
=N Br =N F
/\Q’)"N oH > /\QI)~NQ\/~°/\@W
NaH, DMF

[00317] B pactBOp, coaeprkamuii 2-(1-(5-3TunmupuMuans-2 -wi) nunepuans-4 -un)3tas-1-o1 (600 mr, 2,55
mmob) B DMF (5 M), no6aemsum ruapua Hatpust (132 mr 60% aucnepcuu B Mace, 3,3 MMOJIb), H MOJIYUCHHYIO B
pe3yIbTaTe CMECh MEPEMEHIMBAIM IPH KOMHATHOH TeMmeparype B TeucHue 10 mMuHYT. B moayueHHyro cMech
JobGasmsum  4-6poM-3-propbersunopomun (750 mr, 2,81 MMOIB), H IOJYYEHHYIO B pe3yJbTaTe CMeCh
NepeMeIHNBAIY PY KOMHATHOH TeMIeparype B TeUCHHE TpeX YacoB. Beummsamu B Boay (50 M) U SKCTparupoBain
¢ mpuMmeHeHHeM EtOAc (40 Mi); opraHHyecKuil CI0H MPOMBIBATIH HACBIIICHHBIM BOHBIM pacTBopoM NaCl (30 mur),
BplcymuBaty Hax MgSOs, ¢uibtpoBamn u ucmapsim. OCTaToK OYHIIATH IIOCPEACTBOM  KOJOHOYHOIM
xpomatorpaduu ¢ npumeHeHneM remt auoxcuga kpemuus (Teledyne Isco: SNAP 24g Gold, smoeHT: rpaxueHt 0-
20% EtOAcC B cMecH H30MEPOB renraHa ¢ nojayucHHeM 2-(4-(2-((4-6poM-3-(PTOpOCH3MIT)OKCH ) 3THI ) THIICPH I H- 1 -
un)-5-3rummupumuanHa (615 Mr, 57%) B (popme Oemoro TBepaoro semecTBa. JKXMC: tR=1,42, UOP (+) m/z
(M+H)" =422,2/424 2.

[00318] Cramma 3: tper-OyvTua-2-(4-((2-(1-(5-3THIMHPUMHATHH-2 - W) ITHICPUANH-4-HT)3TOKCH )MCTHT ) -2~

dropdenumanerar
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[00319] Cmecs, COZICPKALIYEO 2-(4-(2-((4-6poM-3-(pTOPOCH3NIT)OKCH) ITHT) TUIICPHIHH- 1 -HT)-5 -
sranmnupumuauH (615 mr, 1,46 MMons) u Opomun 2-TpeT-OyToKCH-2-0kcodTmmmHKa (8,8 M 0,5 M pacrsopa B
IU3THIOBOM 3(upe, 4,38 MMOITB), KHCIOPO YIALLIH MOCPSACTBOM OapOOTHPOBAaHUA a30Ta B TeucHue 10 MUHYT,
3aTeM T00aBIATH TUUHKIOTCKCHI({2-[2,4,6-Tpus(mpomnan-2-wn)perun|permnn}))pocpan (X-PHOS) (70 mr, 0,146
mmonas) u Pd2(dba)3 (67 mr, 0,073 MMoIIp) B yOANCHUS KHCIOpoAa mpomopkam B TeucHHEe 10 muHYT. CMech
HarpeBamm mpu Temmepatype S0°C B TeUCHHE HOYH, a 3aTEM OXJIAXKJAM 0 KOMHATHOH Temmepartypel. CMmech
TACHIH TOCPCACTBOM A00aBICHHA McTaHONa (3 M) W mcmapsmn. OCTaTOK OYHIIATH TOCPSACTBOM KOJOHOYHOM
xpomarorpaduu ¢ mpumeHeHHEM Tend quokcnaa kpemuns (Teledyne Isco: SNAP 24¢ Gold, amoeHT: rpagueHT 0-
20% FEtOAc B cmecu m3omepos renrana (8 00BEMOB KONOHKH), 3aTeM BhiaepxkuBamm 20% EtOAc B cmecu
w30MepoB remTaHa (5 O0OBCMOB KOJOHKH)) C TOAYYCHHCM  TPeT-OyTHi-2-(4-((2-(1-(S-3THmmupuMuInH-2-
W) HTICPUIAH-4-11)3TOKCH)MeTHN)-2-proppermmanetar (460 mr, 69%) B (opme sxearoro macma. KXMC:
tR=1,48, IOP (+) m/z (M+H)" =458 4.
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[00320] Cramna 4. 2-(4-((2-(1-(5->TUNMUPUMHIHH-2 -HI) THICPUAHH-4 -HIT) STOKCH)METHT) -2 -

(dropdeHnn)vKCYCHAI KHUCIIOTA
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[00321] CmMecs, COACPIKALLY O TpeT-0yTII-2-(4-((2-(1-(5-3THNMHPUM AW H- 2 -HT) THTIC PUIHH-4 -
WI)3TOKCH)METHT)-2-propPermmanerar (460 mr, 1 MMomp) W xjopucteii Bogopon (10 mum 4 M pactBopa B
auokcaHe, 40 MMONB), HMEPEeMCINNBATH IPH KOMHATHOH TEMIIEPAType B TCUCHHEC HOYHM H CMECh HCHAPATH C
TIOJIy4YECHHEM 2-(4-((2-(1-(5->THMMIHP MU THH-2 - W) THICPU AN H-4-HIT)STOKCH)METHT) -2 -PTOPPEHIIT) y KCY CHOH
KUCTOTHI (405 Mr, 100%). XKXMC: tR=0,69, UOP (+) m/z (M+H)" = 402,3.

[00322] Cramma 5: 2-(4-((2-(1-(5-3THIIHPUMHIHH-2 -WT) THTICPUTH-4-HT)3TOKCH)METHI)-2 -(ropdeHinn) -

1-(3-(ruapoKCHMETHI)a3C THAMH- 1 -HI)3TaH-1-0H
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[00323] B pactsop, coxepxamuii 2-(4-((2-(1-(5-3THIHPUMUANH-2 -WT) THIICPUAHH-4 -HT)3 TOKCH)MCTHLT)-
2-propdeHmn)ykcycHyro kuciory (405 mr, 1 MMoub) B azeTHaHH-3-MeTaHOArHApoXIopHua (188 mr, 1,5 MMoib) B
DMF (4 M), no6asnssmn HATU (578 mr, 1,5 mmoas) u ocHoBanue Xrouura (0,7 mi, 4 MMOJIb), H TIOTyHYCHHYIO B
pe3yIbTaTe CMeCh IEPEMEINMBATH IIPH KOMHATHOH Temmeparype B TeueHue 60 muHYT. CMech paz0aBiiin,
mobaensass EtOAc (40 mum), mpombiBamu Bogod (50 mur) u HACHIIEGHHBIM BOAHBIM pactBopoM NaCl (30 mu),
BplcymuBanu Hax MgSOs, ¢umbtpoBamn u ucmapsim. OCTaToK OYHIIATH IIOCPEACTBOM  KOJOHOYHOIM
xpomarorpaduu ¢ npuMeHeHneM rest auokcuga kpeMuus (Teledyne Isco: SNAP 24g Gold, smoeHT: rpaaueHT 2-
10% McOH B DCM (8 00beMOB KOJOHKH), 3aTeM Boiacp kuBaan 10% MeOH B DCM (5 00BEMOB KOJIOHKH)) C
TOTYYICHUEM 2-(4-((2-(1~(5->THNIHPUMHTHH-2 - HT) ITHIC PUIHH-4-HT) 3STOKCH)MCTHIT) -2 - Top e Hmm) - 1 -(3-
(THAPOKCHMETHI)a3eTUANH- 1 -Hm)3TaH-1-oHa (440 mr, 92%) B (popme OenoBaToro TBepAOoro BemecTra. KXMC:
tR=1,52, UQP (+) m/z (M+H)* =471 4.

IIpomeskyTounoe coeJUHEeHue 55: 2-(4-((2-(1-(S->TImapuMHTHH-2-1T) T eP W H-4-

WI)ITOKCH)METILT)-3-propdernt)-1-(3-(ruapoxcuMermi)azeTnauH-1-mwi)3Tan-1-o1

/\(}&"Q\/w’\m\ﬁ\)n

[00324] TTonayyamu ¢ IPUMEHEHHE MPOLEAYP, OMHCAHHBIX JJIA MOJIYyYCHUS MPOMEKYTOUHOTO COCIUHCHHA
54; sameHamH 4-0poM-3-(pTopbeH3HmAOpOMHUT HA 4-0poM-2-(PTOpOCH3HIOPOMI HA CTAAWH 2 C MOJyUCHHEM 2-(4-
((2-(1~(5-3TUmupuMAIHH-2 -HT) TATICPAIHH-4 - HT) 3TOKCH)MC THI) -3 -(propPpeHmN)- 1 -(3-(THAPOKCHMC THIT) A3C TH THH-
1-umsran-1-oua. XKXMC: tR=1,51, UDP (+) m/z (M+H)* =471 4.

IpomeskyTounoe coeMHEeHHne 56: 2-(4-((3-(1-(S~xTopIUpUMITIH-2-TLT) TATIeP WNH-4-

WHNPOTIOKCH)MeTILT)-2- PpTop penmwn)-1-(3-(ruapok cnmerimn azeTnana-1-m1)3ran-1-on

P LT
G oy

[00325] Tloay4amu ¢ IPUMEHEHHE MPOLEAYP, OMHCAHHBIX AU MOJYYCHUSA MPOMEKYTOUHOTO COCIUHCHHA
54; zamenanu  2-(1-(S-3TUAMMPUMHIUH-2-UM)OunepuauH-4-un)sran-1-on  wHa  3-(1-(5-xnopnupumMuanH-2-

WI)UNCPUANH-4-un)nponan-1-o1 Ha craguu 2 ¢ nonyueHueM 2-(4-((3-(1-(5-xnopnupuMuInH-2-HI)TUNepuInH-4 -
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HT)IPOTOKCH)MCTHIT)-2-proppermm)-1-(3-(tnapokcumMeTin)a3eTuanH- 1 -imm)stan-1-o1a. XKXMC: tR=1,51, UOP (+)
m/z M+H)" =471 4.
Mpome:xyrounoe coemuaenne 57: 2-(1-(S-xjopuupuMmnH-2-mwn)nanepuana-4-mwn)atuia-3-grop-4-(2-

(3-(ruapoxcumermn) azeTuanH-1-11)-2-0KCO3TIUT)0€H30AT

Clﬁ;TN

[00326] Cragua 1: 2-(1-(5-XIOpIHPUMHINH-2 -H1)TUIICPHINH-4-HT)3TaH-1-01

I
on _qﬁ-mm@pmqnmmm O/\,-
Hkg;:mn‘amle X10HHTA . DMSO 110°C ,r\,

[00327] Cmecs, comepxamyto 2-(tunepunus-4-wn)3tad-1-ox (1 r, 7,74 MMomIb), 2,5-TUXIOPIHPUMUIANH

(1,15 r, 7,74 mmonb) u ocHoBanue XtoHura (2,02 mu, 11,6 mmoss) B DMSO (10 mut), HarpeBaiu npH TEMIEpaType
50°C B Teuenue 72 yacos. Cmech oxnaxaany u pazoasmsumi, nodasmsiss EtOAc (40 mu), mpombisamu Bogo#t (100 mur)
U HACHIMEHHBIM BOAHBIM pacTBopoM NaCl (50 M), peicymusamu Hax Na;SOq, (puasTposamu u uenapsmn. OCTaTok
OYHIIAIY IOCPEACTBOM KOJOHOYHOH Xpomarorpauu ¢ mpuMeHeHHeM remsa auoxcuna kpemuus (Teledyne Isco:
SNAP 40g Gold, »moenr: rpaguent 0-100% EtOAc B rentame) c¢ momyuyeHueM 2-(1-(5-XxmopmupuMunuH-2-
wi)munepuua-4-un)stan-1-oma (1,48 r, 79%) B (opme Genmoro Teepaoro eemectsa. SIMP 'H (500 MIm,
xaopoopm-d) & 8,20 (s, 2H), 4,67 (ddt, J = 13,4, 4,5, 2,0 T, 2H), 3,73 (td, ] = 6,6, 4,9 T'w, 2H), 2,87 (ddd, J = 13,3,
12,3,2,7 T'u, 2H), 1,82 - 1,76 (m, 2H), 1,73 (ddt, J = 11,1, 7,0, 3,3 ', 1H), 1,55 (q, J = 6,6 T', 2H), 1,34 (t, J = 5,0
I'm, 1H), 1,19 (tdd, J= 12,8, 11,1, 4,1 'y, 2H).

[00328] Cramus 2: 2-(1-(5-XIOPIHPUMETIH-2 -1 THIICPHINH-4-H1)dTHI-4 -OpoM-3-Propbensoar

O/\J Mwh{-.i-@mpﬁemmmm KHC0TA |,
Y '
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[00329] Cumecs, coaeprxamyto 2-[1-(5-xmoprmpuvuaiuH-2 -1n)-4 -manepuawi|3taHoa (500 mr, 2,07 MMob)
u 4-0pom-3-(propben3oifnyro kucnoty (498 mr, 2,27 mmoms) B DMF (10 mu), obpabareBamu, uemoms3yss HATU
(1,18 1, 3,1 mmons) uw DMAP (379 wmr, 3,1 MMOIb), U TOJNYUCHHYIO B PE3yIbTaTe CMECh NEPEMCIIHBAIH IPH
KOMHATHOH TeMIiepaType B TeueHue Tpex yacos. Cmech pazbasmumm, nodasmit EtOAc (50 M), mpomeisamm BoAoi
(100 M) m HackmEeHHBIM BOAHBIM pacTeopoM NaCl (50 mu), BeicymmBamm Hax Na:SO4, GUIbTpoBATH W HCHAPSIH.
OcraTok oUHImaIn MOCPEACTBOM KOJOHOYHOH XpoMaTorpaguu ¢ IpuMEHEHHEM Teiit auokenaa kpeMmuns (Teledyne
Isco: SNAP 40g Gold, smoent: rpamucaT 0-100% EtOAc B remrane ¢ moayucHueM 2-(1-(5-xmoprmmpuMunH-2-
W) HTICPUINH-4-11)3THI-4-0poM-3-propdersoara (500 mr, 55%). XKXMC: tR=1,69, QP (+) m/z (M+H)+ =
442,1/444.1.

[00330] Cramma 3.  2-(1-(5-XI0pUHPHMANWH-2-WNITHNCPHANH-4 -A1)3THA-4-(2-(TPET-OVTOKCH) -2~

OKcoaTHA)-3-(pTOopOen30ar
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[00331] W3 cmecn, comepkamehi  (4-Opom-3-¢ropdenmm)  3-[1-(S-xmopmupuMuanH-2-HIT)-4-

manepuani|nponanoar (N32-27, 208 mr, 0,47 MMop) B 6poMuz 2-TpeT-0y TOKCH-2-0Kco3TImmHKa (2,8 ma 0,5 M
pacTBopa B AUATHAOBOM 3(upe, 1,41 MMONB), YIALLIH KUCIOPOJ MOCPSACTBOM OApOOTHPOBAHHUA Ta3000Pa3HOTO
azora B TeucHe 10 MuHyT, 3ateM mobasmsmu Pda(dba)s (21 mr, 0,024 mmomas) u X-phos (22 mr, 0,047 MMOmb), 0
GapboTupoBaHue ra3000pa3HOTO a30Ta NMPOJODKANIH B TeucHHE cieayromux 10 muHyT. CMEch HarpeBasld IpH
temmeparype 50°C B TeueHHe 5 4acoB, a 3aTeM IIEPEMCIIHBAIN ITPH KOMHATHOH TEMIIEpaType B TCUCHUE 72 YacoB.
CmMech uCHapsTH ¥ OCTaTOK OYMIIATIH MOCPEACTBOM KOJOHOUHOH Xpomarorpauu ¢ MPUMEHEHHEM I'elll JHOKCHAA
xpemuunsa (Teledyne Isco: SNAP 40G GOLD, smoeHT: rpagueHT 0-30% EtOAcC B renrane) ¢ monyueHueM 2-(1-(5-
XJTOPITHPUMHU TUH-2 -HT) THICPUIHH-4-1IT) 3THII-4 -(2-(TpeT-0y TOKCH)-2 -0KCO3TIN)-3-PpropOeH30ara (269 mr, 49%) B
(popME CBETJIO-KECJITOTO Macia, KOTOpoe 3areepiacBanio mpu BeiacpkuBaHmu. JXKXMC: tR=1,74, UDP (+) m/z
(M+H)"=478.4.

[00332] Craqus 4. 2-(4-((2-(1-(5-XTOPIUPUMHUANH-2 -HI)ITHNICPUIHH-4 -HIT) 3TOKCH ) KapOOHUT) -2 -

!hTO [Q!IQGHI/IJ'I )YKCYCHAA KHCJIOTA

<
o

[00333] B pactsop, coaepkammii 2-[1-(5-xnopnupuMuauH-2-1i)-4-munepuai| 3Tua-4-(2-1per-0y ToKCH-
2-0kc0-3THA)-3-pTop-6¢cH30aT (269 Mr, 0,563 MMoas) B DCM (3 M), godaemsum TFA (0,862 mi, 11,26 MMOIIb), |

MOJYYCHHYIO B PC3YIBTATC CMCCh NMCPECMCINUBATH MPH KOMHATHOH TeMIeparype B TeucHue 30 MHHYT 3aTEM CMECh
HCTIAPSTH C TOJYYCHUEM 2-(4-((2-(1-(5-XTOpTHPUMHUANH-2 ~H.T) ITHIIC PN H-4 -1 1) 3TOKCH ) KAPO O HUT) -2 -
¢$roppermn)ykcycHast kuciora (237 mr, 100%). XKXMC: tR=1,06, U3P (+) m/z (M+H)* = 4222,

[00334] Cragus 5: 2-(1~(5-XTOPIAPUMHATHH-2 - THOCPUANH-4-H1)3TUA-3 -(pTOp-4-(2-(3-

(THIPOKCHMCTHI)A3CTHINH- 1-un !-Z-OKCO OTHI !66H303T

P9 HEL HH ol
oy Y(*
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“Xiorura

[00335] B cmech, comepkamyro 2-[4-[2-[1-(5-xmopmupuMuIaH-2 1) -4 -ITHTIC P U AT | STOKCHKAPOOHIT| -2 -
¢roppernn]ykcycHyro kucaoty (237 mr, 0,562 MMOITs) B a3eTHANH-3-MeTaHOITrUApoxIopuz (104 mr, 0,843 MMous)
B DMF (3 mu), nobasmsumm HATU (320 mr, 0,843 mmonm) u ocHoBanme XroHura (0,491 mur, 2,81 MMOIb), H
TIOJTYYCHHYI0 B PE3yJbTaTeé CMECh NMEPEMEIINBAIYM NPH KOMHATHOH TeMmepaTtype B TEUCHHE ABYX udacoB. Cmech
pasbasmsamm, nodasmas EtOAc (20 mur), w mpomersamm Boaoi (30 M), HackIeHHBIH BoaHENA pacTop NaCl (10 mum),
peicymmBan  Han Na2SO4, ¢uwmstpoBamm uw wucmapsiam. OCTAaTOK  OYHINATH IOCPEACTBOM  KOJIOHOUYHOH
xpomarorpaduu ¢ npuMeHeHHeM reit auokcuna kpemuus (Teledyne Isco: SNAP 24g Gold, smoeHT: rpagueHT 2-
10% MeOH B DCM c moayuenmeMm 2-(1-(5-xmopnupuMuauH-2-w1)ounepuanH-4-mwn)sTun-3-prop-4-(2-(3-
(THAPOKCHMETHI)Aa3CTUANH- | -1T)-2-0kcoaTIn)OcH30aT (264 Mr, 95%) B (popmec Oemoro TBEPAOTO BCINCCTBA.
AKXMC: tR=1,80, U3P (+) m/z M+H)" = 491,3.

Mpome:xyrounoe coemuaenne 58: 2-(1-(S-xjopnupuvmnH-2-mwi)nanepuaaa-4-mwn)3Tui-2-(3-grop-4-

(2-(3-(ruaporcuMeTILT) A3e THANH- 1-1T)-2-0KCOTHIT) peHILT) ATIeTAT
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[00336] Tloay4amu ¢ IPHUMEHEHHE MPOLEAYP, OMHCAHHBIX AU MOJYYCHUSA MPOMEKYTOUHOTO COCIUHCHHA
57; zamensum 4-6pom-3-(rop-OcH30iHYI0 KHCIOTY HA 2-(4-0poM-3-(Top(eHUIT)YKCYCHYIO KHCIOTY Ha CTaauH 2 C
moayucHueM 2-(1-(5-xpopmupuMuanH-2 -wn)munepuanH-4 -w)3Twi-2-(3 -¢prop-4-(2-(3 -(THaApOKCHME TH.T) A3CTH T H-
1-um)-2-okcoarum)penmmnanerara. JKXMC: tR=0,78, 3P (+) m/z (M+H)* = 505,3.

Mpomexxkyrounoe coequnenne 359:  2-(4-(((1R,2R)-2-(1-(S-xsmopmupuMuIuH-2-11) AP WM H-4-

WIIUKJIONPONII)METOKCH)KAPOOHILT)-2-PTOPPeHILT) YKCYCHASI KHCI0TA

H
Vo™
N
=N__N OMOH
)
CI’QN o F O

[00337] Cragus 1: stun-4-ammna-3-Qropbens3oar

ALINATPHAYTILION0B0 F
Pa{PPhgly A

DWMF 80°C

[00338] B pactsop, comepxammii >tmi-4-6pom-3-propdensoar (7,0 r, 28 mmomas) B DMF (180 wmum),
npobaemsmn ammuTpuOyTHaoaoso (11 r, 34 mmons) u Pd(PPh3)4 (1,6 r, 1,4 mmoms). CMech HarpeBaau HpH
temmeparype 80°C B TeueHue 12 uyacoB. OXNAKACHHYI PEAKIHOHHYK) CMECh TAaCHJHM MOCPESACTBOM JOOABICHUS
CsF (7,0 v) u Boas! (200 mu), 3atem pazbasisuma Bomoii (100 mum) u sxcTparupoBamu ¢ mpumeHeHrHeM EtOAc (200
). OpraHuyeckuii cI0il MPOMBIBATH HACHIIICHHBIM BOAHBIM pactBopoM NaCl (2 x 200 mur), BRICYIIHBATH HAX
NaxSOs, punprpoBamu u ucnapsum. OcTaTOK OUHIIATH IIOCPEACTBOM KOJIOHOYHOH XpoMaTorpaiu ¢ MPUMCHCHHEM
T JUOKCHAA KPSMHHA (AJIOCHT. CMECh TCTPOJICHHOTO 3(hHpa M ATHIALCTATa B COOTHOMCHHH OT 50:1 mo 40:1) ¢
HOAy4YCHHEM STHI-4-ammmn-3-propbersoara (4.8 r, 80%) B (opme skemroro macia. SIMP 'H (400 MIm,
xnopodopm-d) 6 7,78 (dd, J = 1,6, 1,2 T, 1H), 7,69 (dd, J = 1,2, 1,2 T'u, 1H), 7,27 (m, 1H), 5,95 (m, 1H), 5,11 (m,
2H), 4,38 (m, 2H), 3,46 (d, J = 6,4 T'u, 2H), 1,4 (m, 3H).

[00339] Cramus 2: 2-(4-(3TOKCHKAPOOHIT)-2 -(TOPHESHIIT)VKCYCHAS KHCIIOTA

p— mux; | e H’Mﬂj ﬁ k
¢

Pt | £Cly, CHCM, BOJA P}

[00340] B pacteop, comepxammmii 3THi-4-amii-3-propoeH3oar (4,8 r, 23 mmoms) B cmecu CCly (20 mim),
CH;CN (20 M) u Boas! (30 mum), mobasmsmma NalO4 (25 1, 0,12 moms) w RuCI3 (0,70 1, 3,5 MM0JIB), ¥ TIOTyUCHHY IO
B pe3yJbTAaTe CMECh MEPEMEHIMBATH IMPH KOMHATHOH TeMmeparype B TeucHHE 20 MUHYT. PeakumOHHYHO CMeECh
racmim nocpeacTsoM nodasnernsa NaaSO; (100 min) u noaxucsmm 1o pH 5 mocpeacTsom nobasieHus pactsopa 1 H
HCI. TlonyuernHy10 B pe3yibTaTe cMech (prumpTpoBanm, u GuiasTpar pazdoasmumn Bogoi (150 M) u skcTparupoBamu
¢ mpumeHeHHEM cMecn DCM w MeOH B cootHomernmn 10:1 (2 x 100 mum). OOBCAWHCHHBIC OPTAHAYCCKAC CIIOH
BeicymmmBay Hax Na;SQOq, Guibrposamu n mcnapsum. OCTaTok OYMINAIM MOCPEACTBOM mpenapatusHOH BOXKX c
noryueHueM 2-(4-(3rokcukapbonnd)-2-¢propdheHun)ykcycrnoit kuciots (3,2 T, 61%) B (opMe XKeATOro TBEPAOTO
Bermectea. SIMP 'H (400 MI'y, xmopodopm-d) § 7,82 (dd, J = 1,6, 1,2 Ty, 1H), 7,74 (dd, J = 1,6, 1,2 T'y, 1H), 7,35
(t, J=15,2 T, 1H), 4,38 (m, 2H), 3,78 (s, 2H), 1.4 (m, 3H).

[00341] Cramua 3: stnn-4-(2-(TpeT-O0VTOKCH)-2-0KC03THN)-3-(hTOpOCH30aT
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[00342] B pactop, coacpkammmii 2-(4-(3TokcukapOoHmT)-2-proppeHmn)ykcycHyo kuciory (1,1 r, 4,9
mmons) B THF (15 mun) m rekcan (15 mur) m OXJI@KAAaeMBIH B BAaHHE CO JBIOM, J00aBLmm Tper-OyTma 2,2,2-
TpuxJopanerumMuaar (2,1 r, 9,7 MMOIIb), H IOJIYYECHHYIO B pe3yIbTaTe CMECh MEpeMeInnBaiy npu Temmeparype 0°C
B TeucHue 15 muHyTt. B monyueHHyro cmeck nobasmumm BFsEt;O (69 mr, 0,49 MMOMB), W MOJNYYCHHYHO B
pesyabTaTte cMech mepememmBanu mpu temmeparype 15°C B TeucHme 12 wacoB. PeakimoHHYIO CMECh TacHiIH
MOCPEACTBOM JT00ABICHHUA HACHIICHHOTO BOAHOTO pactsopa NaHCO; (20 mur) u Boas! (20 mur) mpu TeMIeparype
0°C. Cmech sxcTparuposanu ¢ npuMeHeHHEM EtOAC (2 x 20 M1); 00BCIMHCHHBIC 3THIALCTATHBIC CIIOH MPOMBIBATH
HACBIIICHHBIM BOJHBIM pacTBopoM NaCl (2 x 15 mu), BeicymmBamm Hag NaxSOs, (GuibTpoBadM W HCHIAPSIIH.
OcraTok CyCHEeHIHPOBATH B METPOJICHHOM 3(upe, (HIbTPOBANH, H (PUIBTPAT UCHAPAIH C MOTYyYCHUEM 3THI-4-(2-
(TpeT-6yTOKCH)-2-0KCO3THI)-3-(TopOensoara (1,3 1, 93%) B (opme sxemroro macma. SIMP 'H (400 MIw,
xaopogopm-d) 6 7,80 (dd, J = 1,2, 1,2 'y, 1H), 7,72 (dd, J = 1,6, 1,6 I', 1H), 7.34 (t, J = 15,2 T, 1H), 4,39 (m,
2H), 3,64 (s, 2H), 1,44 (s, 9H), 1,40 (m, 3H).

[00343] Cramusa 4: 4-(2-(TpeT-OyTOKCH)-2-0KCOITHA)-3-(DTOPOCH30#HAS KHCIOTA
LIOH Foa ,\4,

THF, BOOA

[00344] B pacteOp, coacpskammii A>THI-4-(2-(TpeT-0yTOKCH)-2-0KCO3THI)-3-propoberszoar (1,3 r, 4,6
mmoas) B cmMecu THF (12 mur) w Bogsr (3 mut), godaemsuma mouoruapat LiOH (480 mr, 12 MMOJIB), B TIOJIyYCHHYIO B
PE3yIBTATE CMECh TICPCMCIIHBAH MPH KOMHATHOH Temmeparype B TeucHue 12 vacos. CMecs pazdasmsuim Bogow (20
M) W SKcTparupoBaym ¢ mpuMeHeHneM EtOAc (2 x 20 mur). Boanyio ¢asy moxkucisumm a0 pH 5 mocpeactsom
mobasicHusa pacteopa 1 H HCl m skctparmposamu ¢ mpuveHeHHeM EtOAc (2 x 20 mi); OOBCIHHCHHBIC
STHNALECTATHBIC CIIOH BhICYmmBaid Hax Na,SOs, GHITpOBANTH W HCHAPSUTH C mOJdydeHHEM 4-(2-(TpeT-0yToKCH)-2-
OKCOITHN)-3-(hTOPOEH30i1HOM KHCIOTH (590 Mr, 50%) B (hopMe skeaToro TBepAoro semectea. SIMP H (400 MIw,
xnopodopm-d) 6 7,87 (d, J = 8,0 I'ny, 1H), 7,79 (d, J = 10,0 ', 1H), 7,39 (t, J = 14,8Hz, 1H), 3,67 (s, 2H), 1,46 (s,
9H).

[00345] Cramus 5:

(TpeT-OVTOKCH)-2-0KCOdTHI)-3-(hTOopOeH30aT

F o
0 0)4 H
H > WH
=N OH - ,C
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EDCI, DMAP, DCM

[00346] B pactsop, coacp Kamuu ((1R,2R)-2-(1-(5-xn0pnupUMHINH-2 -H) TUNCPUANH-4 -
HIT) MK TOMPOTTHT)METAHON (TpoMEkyTouHOe coeauucHme 16, 270 mr, 1,0 mmoms) 8 DCM (5 M), moGasmimm
DMAP (250 wmr, 2,0 mmomas), EDCI (390 mr, 2,0 MmMomb) 1 4-(2-(TpeT-0OyTOKCH)-2 -0KCOITHN)-3-(pTOPOCH30HHY FO
KHCHOTY (260 Mr, 1,0 MMOJB), H IOTYYCHHYIO B PE3yNbTATEC CMECh MEPEMEIINBATH MPH KOMHATHON TEMIIEPAType B

TCUCHHC ABYX YACcOB. PCakIimoHHYI0 cMeCh BEUTHBANH B BoAy (30 Mur) m 3kcTparupoBaiu ¢ npuMeHeHHEM EtOAc (2
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x 20 M), OOBCIWHCHHBIC 3THUIALCTATHBIC CJIOM MPOMBIBAM HACHINCHHBIM BOIHBIM pactBopoM NaCl (30 ),
peicymmBad Hax NapSOs, ¢unsrpoBanu u mcmapsumi. OCTaTOK OYHINAMM MOCPEACTBOM OOpameHHO(a30Boi
TPEeTNapaTUBHOM BOXX C MO Iy YCHUEM ((1R,2R)-2-(1-(5-xn0pnupUMHINH-2 -HI) TUNCPUANH-4 -
HT) K TOTPOTTHT ) ME THIT-4 -( 2-(Tpe T-0y TOKCH ) -2 -0KCO3TI) -3-PpTopoerszoara (310 mr, 60%) B (popMe >keATOTO
macma. XJKXMC: tR=1,103, UDP (+) m/z (M+H)" = 504,1.

[00347] Cramua 6: 2-(4-(((AR.2R)-2-(1-(5-XAOPIUPAMUAHH-2 -HI) TUTICPUTHH-4 -

HJI) IMKJIOIPOIIHI )METOKCH ) KapOOHIT)-2-(hTop hEHIIT) VKCYCHAS KHCJIOTA

H H,
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[00348] B pactsop, coleprkamui ((1R,2R)-2-(1-(5-xI0pIHUPUMHINH-2 -HI) TUICPUIHH-4 -

W) TKTOTPOTTHT)METHIT-4 -( 2-(TpeT-0y TOKCH ) -2 -0KCO3TII) -3-(propoensoar (320 mr, 0,62 mmoms) 8 DCM (9,3 mi),
pobapmamn TFA (4,8 1, 42 MMOnb), M TOJNYYCHHYIO B PE3yJbTare CMECh NEPEMCIIMBAIM IPH KOMHATHOH
TeMIIEpaType B TEUCHHE OJHOTO 4aca. PeaknuMOHHYHO CMeCh Tracwin BOIOH (20 M) M 3KCTParHpOBAaIH C
npumeHeHueM DCM (2 x 30 i), OOBCIMHCHHBIC AMXJIOPMETAHOBBIC CJIOM BhICYIIHBaaH Hax Na2SO4,
¢unsTpoBarM u ucmapsui. OCTaTOK OYMINANH TOCPEACTBOM oOpameHHO(pa30Boi mpenapatusaoit BIXX ¢
nonyucHueM  2-(4-((((1R,2R)-2-(1-(5-XnopnupuMUAHH- 2 -IIT) TSP UM H-4 -HT) UK TOTPO IIUT)METOKCH ) KApOOHILT) -
2-¢propdenum)ykcycHoit kucaotsr (220 mr, 80%) B (opme sxemroro macia. SIMP 'H (400 MT'y, MeOD) § 8,24 (s,
2H), 7,83 (dd, J = 1,6, 1,6 I', 1H), 7,71 (dd, J = 1,6, 1,2 I', 1H), 7,47 (t, J = 15,2 ', 1H), 4,69 (m, 1H), 4,57 (m,
2H), 4,26 (m, 1H), 3,76 (s, 2H), 2,88 (m, 2H), 1,88 (m, 2H), 1,36 (m, 4H), 0,81 (m, 2H), 0,25 (m, 1H).
Mpomexkyrounoe coemunenne 60: 2-2-¢prop-4-(((1R,2R)-2-(1-(5-(MeTOKCHMETHT) MTUPUMITHH-2-

WI)IUNEP WIHH-4-I1) IIKJIONP ONHJI)METOK CH)METIT) PeHILT) YKCYCHASI KHCJIOTA
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[00349] Cramma 1. 2-(4-((1R.2R)-2-(((4-OpoM-3-(hTOpOCH3HI)OKCH)MCTHI) IIHKIOPO AT THIICPHINH-1 -
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HI)-5-(METOKCHMETHI) THPHUMHIHH
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[00350] B pacteop, coxepxamuii ((1R,2R)-2-(1-(5-(METOKCUMETHT) TUPUMHIUH-2 -HJI) TUICPUAHH-4 -
W) LU KJIOMPOTTII)METAHON (MMPOMEKYTOUHOE coeauHeHue 17, 2 r, 7,2 mmoas) B DMF (20 mun) u oxmakJacMbIid Tpu
temmeparype 0°C, nobasmsumm ruapun Hatpus (430 mr 60% mucnepenn, 11 MMOTIB), a 3aT€M B KallCIBHOM PE:KAME
mobassa pacTeop 1-6pom-4-(6pommeTi)-2-¢propderson (3,9 r, 14 mmoms) 8 DMF (40 m). Tlocne 3aBeprucHUS
nobaeneHUs cMmech mepememmBaiy mpu temmeparype 0°C B teueHme 30 MHUHYT, a 3aTeM NPH KOMHATHOH
Temmeparype B TeueHue 12 wacos. CMech racmim HMOCPEICTBOM J0OABICHUS HACBHIIICHHOTO BOJHOTO PacTBOpa
NH,4CI (200 mm) u sxcrparuposamu ¢ npuMmeaeHHEM EtOAc (2 x 200 mur); oObeIMHEHHbBIC STHIALECTATHBIC CIOH
TMPOMBIBAJTH HACHIICHHBIM BOAHBIM pacteopoM NaCl (2 x 100 mum), seicymmeamn Hax Na,SOs, (umsTpoBaN H
ucmapsamm. OCTaTOK OYWINANH TOCPSACTBOM OOpameHHO(a30B0l mpemaparusHO BOXX ¢ moayucHmem 2-(4-
((1R,2R)-2-(((4-6pom-3 - TOpOCH3IIT)O KCH ) MC THIT) LIUKJIO TP O TIHLT) TATIC PUAWH- | -HIT) -5 -(MC TOKCHMETHIT ) TAPHM U THHA
(2,0 T, 60%) B popme Heoro TBepmoro BemecTra. KXMC: tR=0,939, UGP (+) m/z (M+H)" = 464,2.
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[00351] Cramus 2: stun-2-(2-grop-4-(((1R.2R)-2-(1-(5-(METOKCHMC THI) A PUMHTHH-2 -AJT) TATIC P HAHH-4 -

HJI) M KJIOIPOIIII )METOKCH )METHIT) (DEHIII ) ALIETAT
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[00352] B pacteop, COACPIKAIIHH 2-(4-((1R,2R)-2-(((4-Opom-3-
(pTOPOCH3MIT)OKCH)METHT) IUKIO PO THICPUANH- 1 -1)-S-(MeTokcumernmmupumugue (0.9 r, 1,9 mMoms) B
THF (10 mur), mobasxamu Pd(dba), (170 mr, 0,29 mmous), Q-phos (140 mr, 0,19 MmMoup) 1 6poM-(2-3TOKCH-2-OKCO-
stum)uuHK (4,8 M 1,2 M pacteopa, 5,7 mmoas) B atmocdepe azora. [Tocie 3Toro mogyyeHHYIO B Pe3yJIbTaTe CMECh
Harpesaym nipu Temneparype 60°C B teucHue 12 yacop. OXNaKACHHYIO PEAKIMOHHYIO CMECh (DHIBTPOBATH, U
(mreTpar pazdasmamn Bogoi (50 mu) u 3kcTparmposanu ¢ mpuMeHeHHEM EtOAC (2 x 50 mun). 00BCIUHCHHBIC
STHIALICTATHBIC CIIOU MPOMBIBAH HACHIIIECHHBIM BOIHBIM pacTBopoM NaCl (2 x 40 mur), seicymmBamn Hag NaxSOa,
¢umsTpoBamm u ucnapsaau. OCTaTOK OYHINAIN MOCPEACTBOM KOJIOHOYHOH XpoMmarorpaguu ¢ NMPUMECHCHHEM Ieis
JUOKCHIA KPEMHHS H JJIOCHTA, TNPEACTABILIOMEIO COO0OH CMech MNETposicHHOro 3¢gupa W JSTHIALeTara B
cootHomeHnn ot 10:1 mo 3:1. IIpoAyKkT [ONMONHHTEIBHO OYMINATH IOCPEACTBOM OOpaIeHHO(a30Boi
npenaparusaoit BOXX ¢ momyuenuem  stHa-2-(2-prop-4-((((1R,2R)-2-(1-(5-(METOKCHMETHIT) TAPUMHIHH-2 -
W) TIATCPHINH-4 - 1T (HKTOM PO ) MeTokcH )Me T ) (permn)auetara (0,8 r, 70%) B popme kpacHoro macia. SIMP
'H (400 MI'u, MeOD) & 8,27 (s, 2H), 7,31 7,26 (m 1H), 7,14 -7,09 (m, 2H), 4,71-4,62 (m, 2H), 4,60-4,45 (m, 2H),
4,28 (s, 2H), 4,16-4,11 (m, 2H), 3,72-3,64 (m, 3H), 3,45-3,41 (m, 1H), 3,35 (s, 3H), 2,91-2,77 (m, 2H), 2,00-1,95
(m, 1H), 1,84-1,74 (m, 1H), 1,36-1,25 (m, 4H), 1,23-1,21 (m, 3H), 1,15-1,05 (m, 1H), 0,73-0,68 (m, 1H), 0,12-0,02
(m, 1H).

[00353] Cramma 3: 2-Q-¢prop-4-(((1R.2R)-2-(1~(5-(METOKCHMCTHI) ITHPHMHTHH-2 A1) ITHTIC P HIHH-4 -

) LIMKJIOI PO )METOKCH )METHI) (DEHIII)VKCY CHASL KHCJIOTA
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[00354] B pactsop, comepkamuii 3tHI-2-(2-prop-4-((((1R,2R)-2-(1-(5-(MECTOKCHMCTHIT) THPHMHIHH-2 -
W) HTICPUIUH-4-11) MU KI0onpomm)MeTokcH )Metmn ) permm)anetar (70 mr, 0,15 mmomps) 8 THF (1 mn), MeOH (1
v1) u Boay (1 mm), moGaemsamm ruapokcun autda (12 mr, 0,50 MMOIB), W TONYYCHHYI) B PE3YJbTATC CMEChH
TICpEeMENINBAN ITPH KOMHATHOH TEMIIEPATYpe B TeUCHHUE OAHOTO Yaca. CMech HCTapsiy, H OCTATOK IO IKHCIILIH 10
pH 6-7 mocpeacteom nobaenenus pacrtsopa 1| H HCI m skcrparmposamu ¢ mpumeHerueM EtOAc (2 x 25 mo).
OOBCANHCHHBIC ATHIALCTATHBIC CIOH TPOMBIBATH HACHIICHHBIM BOXHBIM pactBopoM NaCl (2 x 20 wmm),
peicymmBau  Hany Na2SO4, ¢wretpoBamn W wucmapsmu ¢ nmoayucHmeMm  2-(2-¢prop-4-((((1R,2R)-2-(1-(5-
(MCTOKCHMCTHIT) THPAMHUAHH-2 -1 THTICPU T H-4-HJT) (UK IOTPOTIHT)MCTOKCH )MCTHIT) (PCHIIT)Y KCYCHO# KucaoThI (0,1
T, 6¢3 ouncTKH) B (hopme kpacHOTO Macha. JKXMC: tR=0,890, UDP (+) m/z M+H)+ = 4442,

Opumep 1: 2-[4-[3-[1-(5-xaopnupuvamnH-2-nn)-4-mumepuani|nponokcu]-2-groppenna]-N-[5-[[ 2-

rIIpoKCcH-1-(THAPOKCHMETILT)ITIIT| AMIHO | TEHTHIT]| ATfe TAMILT
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[00355] Cramus 1: 5-(2-(4-(3-(1-(5-xmopnupUMHAUH-2- 1) TUIC PUAUH-4-HIT) IPONOKCH) -2 -

(ropdeHIT)aneTAMHIIO )ICHTHIMETAHCY Th(DOHAT

T\JNOW ,@Y “smm \E\’LO\/\’ @/\(n\a’\/‘va"gu

S a——

[00356] B pacteop, coacpxamuii 2-(4-(3-(1-(5-xmopnupuMHINH-2-HT)IUICPUITH-4-HI)IPONOKCH)-2-
¢roppern)-N-(5-ruapokCUnEHTIT)aneTaMu A (IPOMEKyTOUHOE coeuucHue 32, 426 mr, 0,87 mmons) B DCM (10
M), AoGaemsu ocHoBaHue XroHwra (181 mxir, 1,04 mmoms), a 3ateM meraHCyab(pormxaopun (74 mkm, 0,95
MMOJIb), H IOJIYUYCHHYIO B PE3YJIbTaTe CMECh NEPEMEIHMBAIN IIPH KOMHATHOH TeMIiepaType B TeucHue Houd. CMech
pa3taBIAIH IOMOMHUTEIBHBIM KommiuectBoM DCM (20 ), mpombBam Boxo# (30 MiI), HACHIIICHHBIM BOIHBIM
pacteopom NaCl (20 mu), BeicymmuBanu Hax MgSO4, QUIBTPOBAIH M HCHAPsUTH ¢ modyueHueM 5-(2-(4-(3-(1-(5-
XJIOPIHPUMHAAUH-2 -HT) TAICPUARH-4 -HI) IPONOKC H) -2 -(pTop(heHMIT)alle TAMI 0 )ICHTHIIME TaHCY Tb(poHaTa (486 M,
98%) B (hopme Oeroro TBepmoro semecTra. XKXMC: tR=1,28, UDP (+) m/z (M+H)" = 571,3.

[00357] Crammsa 2: 2-[4-[3-[1-(5-x10 HMHIHH-2-1)-4-nunepuaui| nponokcu] -2 -propdenmn]-N-[5-

[[2-ruapokcH-1-(THAPOKCHMETHIT)ITHI|AMHHO | ICHTHJI | ANCTAMHU

H
NM"“g"' \C;D" \E\ A, LN o8
m D, @m -

OCHOBAHUE Xlﬂlﬂl]‘a R G000

[00358] Cwmech, comepkamyto 5-(2-(4-(3-(1-(5-Xm0pIUpPUMHAHH-2-HIT) THICPH IHH-4-HI) IPOTIOKCH)-2 -
¢ropdeHmT)aneTaMuI0 )IeHTHIMETAaHCY Ib(poHAT (60 Mr, 0,105 MMomb), 2-amMmuHO-1,3-pomanauwon (48 mr, 0,525
MMOJb) B ocHOBaHHe Xrommra (18,3 mxim, 0,105 mmons) B EtOH (2 mun), Harpesamu mpu temmeparype 80°C B
TeucHue 72 wacoB. CMmech oxmakmamd, oOpadareiBamm MypaBbHHOW kucaoTo# (100 mum) w mcmapsum. OctaTok
OYHINATH TOCPCACTBOM OOpameHHO(pA30BOH KOJOHOYHOHW XpoMmaTtorpapuu C NPHMCHCHHCM TCIA TUHOKCHIA
kpemunsa (Teledyne Isco: SNAP 15,5g C18 Gold, amoent: rpagucat 10-100% CH3CN B BoAe + 0,5% MypaBbHHOM
KHCJIOTHI) ¢ moJydcHHeM 2-[4-[3-[1-(5-xmoprmupumMuauH-2-w)-4 -mTunepuaui| nponokcH] -2 -proppennn]-N-[ 5-[[2-
THIPOKCH- 1 -(THAPOKCHMETIIT)3THI|aMuHO |[ieHTII|aneTamuaa (33 mr, 55%) B (popme OSIOro TBEPAOTO BCIICCTBA.
SIMP 'H (500 MTI'u, DMSO-ds) & 8,38 (s, 2H), 8,31 (s, 1H), 7,96 (t, J = 5,6 T'u, 1H), 7,18 (t, J = 8,7 T'u, 1H), 6,75
(dd, J =119, 2,5 T, 1H), 6,71 (dd, J = 8.4, 2,5 T'u, 1H), 4,58 (dt, J = 13,3, 3,2 T'y, 2H), 3,95 (t, J = 6,5 T'y, 2H),
3,53 (dd, J=11,4, 5,1 T, 2H), 3,48 (dd, J = 11,3, 5,5 T, 2H), 3,35 (s, 2H), 3,04 (q, J = 6,6 T'u, 2H), 2,88 (1d, J =
12,8, 2,6 Tu, 2H), 2,81 (p, J = 5,3 T'u, 1H), 2,76 (t, J = 7.6 Tw, 2H), 2,51 (p, J = 1,9 T'y, 2H), 1,79 - 1,70 (m, 4H),
1,58 (ddt, J=11,1, 7,5, 3,9 Ty, OH), 1,52 (p, J = 7.8 T, 2H), 1,45 - 1,33 (m, 4H), 1,28 (qd, J = 12,1, 10,1, 5,5 'y,
2H), 1,06 (qd, J = 12,3, 4,1 Ty, 2H). XXXMC: tR=1,56, I3P (+) m/z M+H)* = 566.4.

[00359] Cacayrommie cocaumHeHHA B Tadmmne Pl OpUIH TONYYCHBI C TPHMCHCHHCM MPOLCAYD,

AHAJIOTHIHBIX MPOUCAYPaM, OITHCAHHBIM B IIPUMCPE 1, C MPUMCHCHHUEM COOTBCTCTBYOIIIUX HCXOHBIX MATCPHATIOB.

Tabmmma P1
ITpumep Ne [M+H]+
2 576.4
3 656,5
4 602.,6
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Opmmep 5: 2-[4-[3-[1-(S-xnopmmapuvmaua-2-w1)-4-manepuui | nponokcu] -2-gpropderna]-N-[ 2-

rmIporcn-1,1-0uc(ruApoK CHMeTI)3TIJI| aTe TAMET

! -

\C)\QNG‘@C:\’LM mugoccnmmm Xmm\SAO\/\/"m SCQ

[00360] B pacteop, coacpxamuii 2-(4-(3-(1-(5-xmopnupuMHINH-2-HT)TUICPUIUH-4-HI)IPONOKCH)-2-
(TopPCHIT)YKCYCHYIO KHCTOTY (TIpoMexyTouHOE coeauueHue 1, 70 mr, 0,17 mmomp) 8 DMF (1 mim), mobapmsuiu 2-
aMuHO-2-(ruapokcumerun)-1,3-nponarauon (31 mr, 0,25 mmoms), HATU (98 wmr, 0,25 MMo0ip) W OCHOBAaHHC
Xronura (90 mxa, 0,5 MMOJIB), M TOJYUYCHHYIO B PE3yJIbTAaTE CMECh MEPEMEIIMBAIN IPH KOMHATHON TEMIIEpaType B
TCUCHHEC OJHOTO uaca. PeaximoHHyro cMech pasbasmim EtOAc (20 mun), mpomsmBamu Bogod (80 mm) u
HACHITIICHHBIM BOIHBIM pacTBOopoM NaCl (30 mur), Beicymusamu Hax MgSOs, punsrpoBamu u ucnapsuia. OcTtaTtok
OUHINATH IOCPEACTBOM KOJIOHOYHOH Xpomarorpadguu ¢ MpHMEHEHHEM reid auokcuga kpemuus (Teledyne Isco:
SNAP 12g Gold, smoecur: 2-8% MeOH B DCM) ¢ momyueHuem 2-[4-[3-[1-(5-xmoprmupumuauH-2-ui)-4-
mUnepuanI | nponokcu] -2 -proppennn]|-N-[2-runpoxcu-1,1-0uc(ruapokcumetumstuilaneramuna (15 mr, 17%) B
(opme Genoro Tepaoro ermectsa. SIMP 'H (500 MI'n, xnopodopm-d) & 8,20 (s, 2H), 7,15 (t, J = 8,6 T'w, 1H), 6,67
(dd, J=8,4,2,6 Tu, 1H), 6,63 (dd, J=11,7, 2,5 Ty, 1H), 6,58 (s, 1H), 4,67 (dp, J = 13,4, 2,0 ', 2H), 3,94 (1, J = 6,4
I'u, 2H), 3,76 (t, ] = 6,3 T'y, 3H), 3,61 (d, J = 6,2 'y, 6H), 3,56 - 3,54 (m, 2H), 2,86 (td, J = 13,0, 12,6, 2,7 'y, 2H),
1,86 - 1,74 (m, 4H), 1,57 (dtt, J = 10,7, 6,9, 3,9 T', 1H), 1,47 - 1,39 (m, 2H), 1,23 - 1,13 (m, 2H). XKXMC: tR=0,91,
H5BP (+) m/z M+H)* = 511,3.

[00361] Cneayromue coeauHeHuss B TaOimmue P2 ObUIH HOJNYYCHBI C NPHMCHECHHEM NPOLEAYD,

AHATIOTUYHBIX MPOLCAYpPaM, OMHCAHHBIM B IPUMCPE 5, C NPUMCHCHHEM COOTBCTCTBYIOIUX HCXOOHBIX MATCPHAJIOB.

Tabmuma P2
TTpumep Ne [M+H]
6 529.3
7 523.3
8 537.4
9 507,2
pumep 10: 2-[[2-[4-[3-[1-(5-xs10 prImpuMETHH-2-1T) -4 -IHATEPUIIT | IPOTIOK CH | - 2-

¢ropdenna]anermi]avuno]drancysn PpoHOBas KHCJIOTA

Y W S
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[00362] B pacteop, coacpxamuii 2-(4-(3-(1-(5-xy0pnupUMHINH-2-HT)TUICPUIUH-4-HT)TPONOKCH)-2 -
({ropheHnT)YKCYCHYIO KHCIOTY (poMexXyTouHoe coeaurerue 1, 50 mr, 0,12 mmons) B DMF (0,5 mu), nobasmsimm
3-amuHOMpONaHCYIb(PoHOBYIO KHCHOTY (23 Mr, 0,18 MMmomp), HATU (73 wmr, 0,18 MMoap) 1 OcHOBaHHE XIOHHTA
(44 Mxu, 0,25 MMOTTB), U IOTYUYCHHYIO B PE3yAbTATE CMECH IEPEMEIIMBATH MPH KOMHATHOH TEMIIEPATYPE B TCUCHHE
HOun. CMCCh TMOAKHWCIAUTH TOCPSACTBOM TOOABICHHSA MYpPaBBHHOHN KHCIOTH (0,2 MJ) M HCMCHJICHHO OYMINATH
mocpeAcTBOM oOpameHHO(Ba30BoH Xpomarorpaguu ¢ mpuMeHeHHeM Temsl auokcuma kpemums (Teledyne Isco:
SNAP C18 15,5g, smoent: rpagueHT 10-100% anerorutpun B Boae + 0,1% MypaBbHHOH KHCIOTHI) C MOJYYCHHEM
2-[[2-[4-]3-[1-(5-xmoprHpAMHIAH-2 -HJT) -4 -ITHTIC U] TPOTIOKCH | -2 -(pTOp PCHUIT | a1Ie THIT | aMHHO | STAHCY TB(DOHOBOH
KUcT0THI (15 Mr, 24%). XKXMC: tR=0,79, UOP (+) m/z M+H)" = 515,2.
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[00363] Cacayrommic cocauHCHHSA B Tadmmne P3 OpUIM TONYYCHBI C TPHMCHCHHCM MPOLCAYD,

AHAJIOTHYIHBIX TpoUcaypaM, OIHCAHHBIM B IIPHMEPC 10, C TOPUMCHCHHCM COOTBCTCTBYHOIIHMX HCXOIHBIX

MAaTepHaoB.
Tabmuna P3
ITpumep Ne [M+H]*
11 5292
12 5433
13 528,2
14 5423
15 500,4
16 613,5
IIpumep 17: 6-[[2-[4-[3-[1-(5-xs10 prImpuMETHH-2-1T) -4 -THIE PUIIT | IPOTIOK CH | - 2-

¢ropdenmia] anerwi]aviao]-N-[ 2-ruaporcu-1-(ruapoKCHIMeT W) 3T TeKCAHAME/
a\(},., HyN QK gl TH
CL Gl
NN o Fo o oH e ‘Q\/\/u Fo "
O\/V mﬁ ° g;;u ocHOBAHHE XI0HMUT mnw \(:: "

[00364] B pacteop, comepxkammuit 6-[[2-[4-[3-[1-(5-xnmopmupuMuanH-2-HIT)-4-MUICPUIUT | TIPOTIOKCH] -2 -
(roppeHmT|aneTHI|aMHHO | TEKCAHOBYIO KUCTOTY (mpoMexyTouHstid 21, 50 mr, 0,096 mmons) 8 DMF (1,5 mu),
npobaemsmn 2-amuHO-1,3-ponanauon (13 mr, 0,144 mvous), HATU (55 wmr, 0,144 MMOJb) B OCHOBaHHE XIOHHUTA
(33 Mxu, 0,19 MMOJTB), ¥ TIOJTYYEHHYIO B PE3YJIBTATE CMECH MIEPEMEIIMBATH PH KOMHATHON TEMIIEPAType B TCUCHUE
B TeueHue Houn. Cmech pazdasmsuan, no6aemsss EtOAc (20 mon), mpombiBamu BoAoit (70 M) W HACHIIICHHBIM
pomabiM pactBopoM NaCl (40 mur), BeicymmBamm Hag MgSOs, (unbrpoBamm u ucmapsmm. OCTAaTOK OUHINATH
MOCPEICTBOM KOJOHOYHOH Xpomartorpaduu ¢ mpumcHeHHEM Teis auokcuaa kpemuus (Teledyne Isco: SNAP 4g
Gold, »mocHT: TpamueHt 2-8% MeOH B DCM) ¢ monyucHmeMm 6-[[2-[4-[3-[1-(5-xmopmupumuauH-2-mi)-4-
MHICPH AN | IPOTIOKCH] -2 -(propdheHmm]aneTiia|aMuHO |-N-[ 2 -THAPOKCH- | -(THIPOKCHME T ) 3TI |[rekcaHamuga (12
mr, 21%) B opme Genoro Teepaoro Bemectsa. IMP 'H (500 MI'u, DMSO-ds) & 8,38 (s, 2H), 7,93 (t, T = 5,7 'y,
1H), 7,42 (d, J=8,1 Ty, 1H), 7,18 (t, J=8,7 I'u, 1H), 6,75 (dd, J= 11,9, 2,5 T, 1H), 6,71 (dd, J = 8.5, 2,6 T'y, 1H),
4,62 -4,53 (m, 4H), 3,95 (t, J=6,5Tm, 2H), 3,70 (dt, J =7.9, 5,5Tu, 1H), 3,39 (t, J=5,6 T'w, 4H), 3,35 (s, 2H), 3,02
(q. J=6,6 T, 2H), 2.88 (td, J = 12,8, 2,7 T'y, 2H), 2,07 (t, J = 7,5 T, 2H), 1,74 (ddd, J = 14,8, 8,7, 4,9 ', 4H),
1,58 (m, 1H), 1,48 (p, J = 7,6 T'u, 2H), 1,37 (dp, J = 14,9, 7,1 T'y, 4H), 1,23 (td, J = 8.5, 3,8 'y, 2H), 1,06 (qd, J =
12,3, 4,1 'y, 2H). J)KXMC: tR=0,94, UOP (+) m/z M+H)" = 594 4.

[00365] Cacayrommie cocauHCHHA B Tadmmne P4 OpUH TONYUCHBI C TPHMCHCHHCM MPOLCAYD,

AHAJIOTHYHBIX TpoucaypaM, OIHCAHHBIM B IIPHMCEPC 17, C TOPUMCHCHHCM COOTBCTCTBYHOIIHMX HCXOIHBIX

MATCPHAJIOB.
Tabmuma P4

[Tpumep Ne [M+H]* ITpumep Neo [M+H]* TTprmep Ne [M+H]*
18 624.4 26 612.4 34 626.4
19 5523 27 690.4 35 6224
20 582,24 28 5645 36 6404
21 566,3 29 5945 37 6544
22 596.3 30 5945 38 668,5
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23 580.3 31 696,4 39 6645
24 610,3 32 608.5 40 6155
25 6063 33 6085 41 6225

Opumep  42:  2-[4-[3-[1-(5-xn0prmpuMune-2-m1)-4-manepuaninponokcul-2-gropenmnia]-1-[3-

[11(2S,3R,4R,5R)-2,3 4,5,6-nieHT AT WP OKCUTEKCILI| AMIHO | MeTIUT]| a3e THanH- 1-1J1]3TaHoH

\C%Q\ﬁ/“@\}a\,\/\/\(\

[00366] Cragua 1 1-(2-(4-(3-(1-(5-XTOPIHPUMHUINH -2 -UI) TUIICPUANH-4-UT) TPOTIOKCH ) -2 -

TOP(EHII)ALCTHI)A3E THIHH-3 -KapOaJIbIET

f\,k h[:'i:z: maan Jecea- 1 ,CS/\“’NTO

[00367] B pacteop, coacpxamuii 2-(4-(3-(1-(5-xIopnupuMuIUH-2-HI)IUICPUATH-4-HI)IPONOKCH)-2-

¢ropdpennn)-1-3-(ruapokcuMeTuN)a3eTHIUH-1 -1w1)3Tan-1-0H (mpomekyTouHoe coemuHeHue 37, 150 wmr, 0,315
mMmoas) B DCM (5 mn), moGasmamu mepuomuHan [lecca-Mapruna (200 mr, 0,473 MMOIb), H HOJYyUCHHYIO B
pe3yabTaTe CMeCh IEPEMCINMBATH IPH KOMHATHOH Temmeparype B TeueHue 90 mmHyT. CMech paz0aBiiim,
npo6aemssst DCM (10 mut), mpoMBIBaIH HACKIICHHBIM BOIHBIM pacTBopoM NaHCO; (80 M) ¥ HACHIIICHHBIM BOJIHBIM
pacteopom NaCl (30 mm), BeicymmBaiu Hag MgSQOq, pumpTpoBanu u ucnapsimi. OCTaTOK OYHINATH MOCPEACTBOM
KOJIOHOYHOH Xpomarorpaduu ¢ nmpuMeHeHHeM reii auokcuaa kpemuus (Teledyne Isco: SNAP 12g Gold, smroeHT:
2% MeOH B DCM) c¢ moayueHueM 1-(2-(4-(3-(1-(5-XIOPIHPUMHINH-2-HT)THIICPUARH-4-HIT)IPOTIOKCH) -2~
¢roppernmaneTrn)azeTuauH-3-kapoampaeruaa (150 mr, 100%). XKXMC: tR=1,01, UOP (+) m/z (M+18)+ = 493,2.

[00368]_Cramust 2: 2-[4-[3-[1-(5

[[[(2S.3R.4R.5R)-2.3.4.5.6-IcHTATrHLAPO KCHreKCHUI |aMHHO | MeTHII|a3eTHAMH- 1 -ua] 9TaHOH(GOpMHAT

D

T oy s "Cory 5 533

TPHALETORCHBOPOTHIPIT HATPHE
VRCYCHAR KHCTOTA. PMF

[00369] B pacteop, coaepxkammit 1-(2-(4-(3-(1-(5-XnopnupuMuIUH-2-HT)TUICPUITH-4- 1) IPONOKCH)-2 -
¢ropdeHmT)aneTIm)a’eTHINH-3-kapoampaerua (150 mr, 0,3 mvoms) 8 DMF (2 mi), mob6asmsmu D-rmokavus (57
mr, 0,3 MMomb), YKCycHY!0 Kucinoty (30 mkn, 0,5 mMoms) w Tpuanetokcuboporuapun Harpust (100 mr, 0,475
MMOJTb), W TIOJIYUYCHHYIO B PE3YJIBTaTe CMECh NICPEMEIHBATH PH KOMHATHOH TeMmepaType B TeueHne Houn. CMech
oOpabarsiBast MypaBbuHOH KucinoToil (100 MKI) W HEMEUICHHO OYHINAIH TOCPEACTBOM OOpameHHO(a30Boi
KOJIOHOYHOH Xpomarorpaduu ¢ mpuMcHeHHeM rensd auokcmaa kpemuma (Teledyne Isco: komomka 15,5g C18,
3moceHT, rpaaucHT 10-100% aneroruTpun B Boae + 0,05% MypaBbHHOH KHCIOTHI) ¢ monayucHHEM 2-[4-[3-[1-(5-
XJTOPITHPUMHIHH-2 -AT) -4 -une pua | nponokcH|-2-propdernn]-1-[3-[[[(2S,3R,4R,5R)-2,3.4.5,6-
NEHTATHAPOKCUIEKCHI|aMHHO| MeTHIT| aseTH uH-1-uin]sranondopmuara (36 mr, 19%). AMP H (500 MI'u, DMSO-
ds) 6 8,36 (s, 2H), 8,34 (s, 1H), 7,16 (t, ] = 8,8 'y, 1H), 6,75 (dd, J = 11,9, 2,5 T, 1H), 6,70 (dd, J =84, 2,5 T,
1H), 4,58 (dt, J=13.9, 2.8 ', 2H), 4,23 (t, ] = 8,5 'y, 1H), 3,98 - 3,89 (m, 4H), 3.83 (dq, J =8.7, 3,9 I'u, 1H), 3,67
(dd, =50, 1,7 T'u, 1H), 3,61 (ddd, J = 11,0, 7.5, 4,2 T'w, 2H), 3,50 (ddd, J = 8.8, 5,7, 3,4 'y, 1H), 3,46 - 3,39 (m,
2H), 3,38 - 3,30 (m, 2H), 1,78 - 1,68 (m, 4H), 1,56 (ddp, J = 10,8, 6,9, 3,5 I'u, 1H), 1,39 - 1,30 (m, 2H), 1,04 (qd, J
=125, 4,1 Ty, 2H). XKXMC: tR=1,47, UOP (+) m/z (M+H)" = 6404
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[00370] Cnacayroumic cocauHCHHA B Tadmmoe PS5 OpUIM TOMYYCHBI C TPHMCHCHHCM MPOLCAYD,

AHAJIOTHYIHBIX TpoUcaypaM, OIHCAHHBIM B IIPHMEPC 42, C TOPUMCHCHHCM COOTBCTCTBYHOIIHMX HCXOIHBIX

MAaTepHaoB.

Tabmnuma P5
ITpumep Ne [M+H]* ITpumep Ne [M+H]* TIpmmep Ne [M-+H]*
43 580.4 60 680,5 77 692,5
44 580,5 61 654.5 78 666,6
45 564,5 62 558,6 79 636,6
46 562.4 63 574,6 80 650,5
47 562,5 64 574,6 81 676,5
48 562,5 65 660,5 82 646,2
49 592.5 66 648.5 83 650,5
50 592.5 67 592,6 84 664.5
51 608,1 68 6785 85 682,5
52 607,2 69 652,6 86 6664
53 658,4 70 572,6 87 664.5
54 654,4 71 588.,6 88 634,5
55 672,4 72 588.,6 89 634,5
56 564,5 73 674,6 90 654.5
57 578.,5 74 648.6 91 654.4
58 594.5 75 606.6 92 668.4
59 5945 76 606,5

MMpumep 93: 2-[2-¢prop-4-[3-[1-[S-(ruapoxrcHuMeTIT) TP UM INH-2 -] -4-

munepumi]nponokcu] penmia]-1-[3-[[[(2S,3R,4R,5R)-2,3,4,5,6-

NEHTAr PO KCUT eKCIIT|aMuHO [MeTH I]a3eT uauH-1-mwi|3TaHoH

N\j\/H H OH
N : H
\/\/Y\OH

OH OH

[00371] Ilony4anu ¢ NMPUMEHEHHE NPOLECAYP, ONMHCAHHBIX M MOJYYCHHA B NpHMEpe 42; 3aMeHATH
MPOMCKYTOYHOS COCAUHCHHIC 37 HA MPOMCKYTOUHOC COCAWHCHUC 52 HA ctamuu 1 W J00aBISTH BOJHBIA PAaCcTBOP
THIPOKCHAA TUTHA (8 JKB.) MEPEST OYHCTKOW HA CTAaAWW 2 Ui VAAJACHHA TPCT-OYTHIAHMCTHIICHINI TPYyNNa ¢
TIOJTYYICHHUEM 2-[2-¢prop-4-[3-[1-[5-(THAPOKCUMETHT ) TUPUMHIAH-2 -1 | -4-TTHnie puanT| mpomokcH| (permn|-1-[ 3 -
[[1(2S.3R,4R,5R)-2,3 4,5,6-IcHTar A APOKCHTCKCHI |aMUHO [MeThIT |aseTuauH- 1 -wn|3Tarona. KXMC: tR=1,17, UOP
(+) m/z M+H)+ = 636,5.

MMpumep 94: 2-(2,6-muprop-4-(3-(1-(5-(MeTOKCHMETHT) T PUMITHH-2-1T) TATIeP W H-4 -
mwnnponokcn)peamn)-1-(3-((((2S,3R,4R,5R)-2,3,4,5,6-neHT AT WP OKCUT €KCIJT) AMITHO)METILT) A3eTHIHH-1-

wI)ITaH-1-0H
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[00372] Cragus 1: rHAPOXIOPUA A3CTHANH-3 -KapOanbaeruaa

9_0 HCI, Et0AC
—_—
»—NO—‘\ Hel HN:>—‘\
o [o]

]

[00373] B pactBop, comep>kanmii Tper-OyTHiI-3-popmunazerunun-1-kapbokcunar (0,25 r, 1,4 MMois) B
EtOAc (2,5 mm), gobasmamu HCl (2,5 ma 4 M pacteopa B EtOAC), W mONyYCHHYIO B PE3yJbTaTe CMECh
MepeMENIMBAIM TIPH KOMHATHOH TeMIepaType B TEUCHHE OJHOro daca. CMmech HCHMApsuld € MOJy4YCHHEM
THAPOXJIOPHAA a3eTUAMH-3-KapOambaeruaa (160 Mr, HEOUHINCHHBIH) B (JOpPME JKEITOTO Maca.

[00374] Cramma  2:  1-(2-(2.6-mudrop-4-(3-(1-(5-(METOKCUMECTHI) MU PHUMHIHH-2 -1 TUTICPUIHH-4 -

HI)TPOTIOKCH !!heHI/IJ'I )AIICTUT)A3C THAMH-3 -Ka|26anbgergg
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[00375] B pactsop, coAcp KaIuu 2-(2,6-mudprop-4-(3-(1-(5-(METOKCHMETHIT) TAPUMHIHH-2 -
W) TIATCPHINH-4 - 1) IPOTIOKCH)(PSHIT)YKCYCHY O KHCIIOTY (TPOMEKyTOUHOE coequucHue 12, 170 mr, 0,39 MMob)
B DMF (2 mn), no6asmsumn HATU (180 mr, 0,47 MmMouts), ocHOBaHue XrouHura (200 mr, 1,6 MMOJIB) H THAPOXJIOPHI
azeruauH-3-kapbampaeruaa (95 wr, 0,78 MMOJb), W MOJYYCHHYIO B PE3yJbTaTe CMECh NECPEMCIIMBATH IPH
KOMHATHOM TeMreparype B TeucHue 12 yacoB. CMeCh BRLIHBAIH B BOAY (10 MIT) H 3KCTPArupOBAH C PHMCHCHUCM
EtOAc (10 mu), opraHwyecKHil CIOH HCHApAIH W HEMEIJICHHO OYHMINAMH MOCpeacTBoM mpemapatuBHOil TCX
(3moeHT: 3THIAaneTar) ¢ moaydcHueM 1-(2-(2,6-mudrop-4-(3-(1-(5-(MECTOKCHMCT ) THP MU AHH-2 - HJT) ITHTICP U THH-
4-AT)IPOTMOKCH ) (PCHIIT)alCTHI )a3e THIHH-3 -Kapoampaeruga (20 mr, 6%) B (popme 6€I0r0 TBEPAOTO BCINCCTBA.
XKXMC: tR=0,814, UOP (+) m/z (M+H)* = 503,2.

[00376] Cramua 3: 2-(2.6-mu@prop-4-(3-(1-(5-(METOKCUMETUT ) TUPHMHUTHH-2 -H) TUTICPUIHH-4 -

unnpomokcu)hennn)-1-3-((((2S.3R.4R.5R)-2.3.4.5.6-IcHTarHAPOKC UTEKCHII )AMHHO )METHII )A3€ THAHH- 1 -H1) STaH-
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[00377] B CMECB, COACPIKAIIYIO 1-(2-(2,6-maprop-4-(3-(1-(5-(MCTOKCHMCTHIT) THPUMHTHH-2 -
W) HTICPUIUH-4-11) MPOTIOKCH ) (pCHIT)alC THT )a3e THAWH-3 -kapOamsaerux (20 mr, 40 mxmos) u D-rmoxamuH (11
mr, 60 Mxmoap) B DMF (0,3 M), mobasisimm YKCYCHYEO KACTOTY (12 mr, 0,2 MMOJIB), W IOJAYUCHHYIO B PC3yIbTATC
CMECh TICpCMCHIMBAIM TNPH KOMHATHOH Temmeparype B TeueHme 10 MuHYT, a 3areM [J00aBsuIH
TpHaneTokcuooporuapua HaTpws (13 Mr, 60 MKMOJIB), H ICPCMCIIHBAHAC MMPOOKATH B TeUueHUE 12 yacoB. CMech
(uIeTpoBATH, W (PHIBTPAT HCMCAJICHHO OYHINAIK MOCPCACTBOM OOpameHHO(a30Bo# mpemaparusHOW BOXKX ¢
moayucHueM  2-(2,6-murop-4-(3-(1-(5-(MCTOKCHMETHI) THPUMHAIHH-2 - THICP HIWH-4 -HIT) IPOTIOKCH) (P HILT) - 1 -

(3-((((258,3R,4R,5R)-2,3,4,5,6-ICHTarH APOKCHTCKCIIT) AMUHO )MCTH)a3e THAWH- 1 -mn)3tan-1-ora (3,9 wmr, 11%) B
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(opme 6enoro Teepaoro BemecTea. SIMP H (400 MI'm, MeOD) 6 8,27 (s, 2H), 6,57 (brd, J = 9,3 T', 2H), 4,72 (br
d, J=14,1Tu, 2H), 4,58 (br s, 1H), 4,45 (t, J =83 ', 1H), 4,28 (s, 2H), 4,16 (brt, J = 9,2 T'u, 1H), 4,04 (br s, 2H),
397(t,J=64Tn, 2H), 3,85 (brd, J =4,5Tn, 1H), 3,79 (brd, J = 9,7 'y, 2H), 3,73 - 3,61 (m, 3H), 3,47 (s, 2H),
3,35 (s, 3H), 3,27 - 3,23 (m, 1H), 3,15 (br s, 2H), 3,02 (br s, 1H), 2,90 (br t, J = 12,2 T'y, 2H), 1,88 - 1,76 (m, 4H),
1,61 (brs, 1H), 1,50 - 1,38 (m, 2H), 1,21 - 1,09 (m, 2H). XXXMC: tR=0,704, UOP (+) m/z M+H)* = 668.3.

Opmmep 95: (1R,2R)-2-[1-(S-xy10pmup uMuInH-2-11)-4-MTANEP I | HKJONPO M [MeTwi-3-gprop-4-
[2-0xco-2-[3-[[[par-(2S,3R ,4R,5R)-2,3,4,5,6-eHT AT IPOKCUTEKCILT] AMITHO | MeTILT] a3eTuanH-1-
WIpTII|0ensoar
o N

I : ’)\'O
,, N F
\ omr‘\j\/” OH OH
OH OH

[00378] Iloay4anu ¢ NMPHUMEHCHHE NPOLEAYP, ONMHCAHHBIX I MOJYYCHHA B NpHMEpe 94; 3aMEHAIH
MPOMEKYTOYHOE COCTMHCHHE 12 HAa MPOMEKYTOUHOE coeauHeHHE 59 Ha cramuu 2 ¢ moayueHueM (1R, 2R)-2-[1-(5-
XJIO PIUPUMHIUH-2-HT) -4 -TANC PUARI | [UKIO PO | M THI-3-(hTop-4-[ 2-0kC0-2-[ 3-[[[pau-(2S,3R 4R ,5R)-
2,3.,4,5,6-NICHTArLAPOKCUTEKCHI]aMHHO |MeTHT|a3e THauH- 1 -1 31| 6en30ata. AMP 'H (400 MI'u, MeOD) & 8,48
(s, 1H), 8,24 (s, 2H), 7.83 (dd, J = 1,6, 1,2 'y, 1H), 7,71 (dd, J = 1,6, 1,2 Tu, 1H), 7,47 (t, J = 15,2 Ty, 1H), 4,69
((m, 1H), 4,58 (m, 3H), 4,07 (m, 2H), 3,82 (m, 4H), 3,66 (m, 5H), 3,35 (m, 2H), 3,17 (m, 2H), 3,04 (m, 4H), 1,88
(m, 2H), 1,32 (m, 5H), 0,82 (m, 2H), 0,25 (m, 1H).

IIpumep 96: 2-[2-¢prop-4-[[(1R,2R)-2-[1-[S-(MeTOKCHMETI) IIPIMITHH-2-1T]-4-
TIHTEP I ITHK IO NP O [METOKCH metmwa] penmi]-1-[3-[[[(2S,3R 4R ,5R)-2,3,4,5,6-
NEHTAr PO KCUreK c1jaMmuHo [MeTnI]azer uauH-1-mwij3TanoH
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O
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[00379] Cragus 1 2-[2-pTop-4-[[(1R.2R)-2-[1-[5-(MECTOKCHMCT W) ITHP MU AWH-2 -HT] -4 -

THIICPH TN | IHKJION PO [METOKCH merui]bennnl-1-[3-[[[(2S.3R.4R.5R)-2.3.4.5.6-

NICHTATHIPOKCHICKCHI|aMHHO |METHII| a3€ THIMH- 1 -FJI| 3TAaHOH

1. HATY, DIPES, DIF
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[00380] B pacteop, comepxkanmii 2-(2-prop-4-((((1R,2R)-2-(1-(5-(METOKCHMC THIT) THPUMH T H-2 -
W) TIATICPH IHH-4 - FJT) [HKJION POITHIT)METOKCH )METHT ) (PCHIIT)YKCYCHY O KHCTIOTY (IIPOMEKYTOYHOE coenuHeHue 60,
64 mr, 0,14 mmoms) u (2R, 3R 4R, 5S)-6-((a3eTuauH-3-HIMeTHI)aMiHO )Tekcan-1,2, 3.4, 5 -nearanimenraanetat (44
Mr, 96 MxMois) B DMF (1 mi), nobasmsimn HATU ((44 mr, 0,11 MMoms) 1 ocHoBanue XroHuTa (25 Mr, 0,19 MM0OIB),
W TIOJIYYCHHYIO B PE3yJIbTATE CMECh NEPEMEIIHBATIH IIPH KOMHATHOW TEMIlepaType B TeUCHHWE ABYX 4dacoB. CMech
pazbaemsamm, nodasnas MeOH (1 m) u Boay (1 mum)), a 3atem go0aBmsum ruapokcu Hatpus (19 mr, 0,48 MMoms),
TIOJTYYCHHYI0 B PE3yJIbTaTe CMECh IIEPEMCINMBATIHM IIPH KOMHATHOH TeMmeparype B TeueHHe 96 wacos. Cmech

HCTAPATH, U 0cTaTOK oOpadaTesamn pacteopoM 1 H HCI (6 M), puasTpoBanm, U (PHIBTPAT OUHIIAIH TTOCPSIACTBOM
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npemaparusHoii BOXX ¢ momyuermem  2-[2-¢Top-4-[[(1R,2R)-2-[1-[5-(MCTOKCHMETHI) TH PUMHAIHH- 2 -HT| -4 -
MU TIE PU AN | LU KJIOTPOTIHII |[METOKCH merwn| perm]-1-[3-[[[(2S,3R,4R,5R)-2.3.4,5.6-
TMICHTATHIPOKCUTCKCHIT |aMIHO [MeTHIT|a3eTHanH-1 -m]3taHoHa (23 mr, 35%) B (popme 6€I0TO TBEPAOTO BCIICCTBA.
SIMP 'H (400 MI'u, MeOD) & 8,27 (s, 2H), 7,35-7,25 (m, 1H), 7,20-7,05 (m, 2H), 4,75-4,55 (m, 3H), 4,53-4,38 (m,
2H), 4,28 (s, 2H), 4,20-4,12 (m, 1H), 4,10-4,00 (m, 2H), 3,87-3,83 (m, 1H), 3,82-3,72 (m, 2H), 3,74-3,62 (m, 4H),
3,55-3,50 (m, 2H), 3,47-3,39 (m, 1H), 3,35 (s, 3H), 3,30-3,20 (m, 2H), 3,18-3,10 (m, 2H), 3,07-2,95 (m, 1H), 2,94-
2,73 (m, 2H), 2,06-1,93 (m, 1H), 1,83-1,74 (m, 1H), 1,37-0,97 (m, 4H), 0,82-0,55 (m, 2H), 0,09-0,03 (m, 1H).
KXMC: tR=0,789, UBP (+) m/z (M+H)" = 676,5

pumep 97: 2-[2-¢rop-4-[2-[pan-(1S,2R)-2-[1-[S-(MeTOKCHME TIT) THP UMIIINH-2-11|-4-
NI PUIIJI| HHKJIONPONIJI]ITOKCH] denma]-1-[3-[[[(2S,3R 4R,5R)-2,3,4,5,6-

NEHTATUAPOKCUT K CIIT|aMuHO [MeTH I]azeTnanH-1-mi1]3TaHoH

L

N\j\’n\/?:./?;/\ou

v
OH OH

[00381] Cramus 1: Tper-OyTria-3-((((2S.3R.4R.5R)-2.3.4.5.6-

NICHTATHIPOKCUICKCHII)AMHHO )METHII)a3€ THANH- 1 -KapOOKC HIIAT

OH OH
0\ H H

0 \/\tia/ﬂ\oc\ 5
9\°)LN3\/NH2 NaBH,CN, AcOH, MeOH 9\ }LNQ\/ ﬁ

[00382] B pactBop, conacprkamuii TPET-OyTHI-(3-aMHHOMCTHIT)a3¢TUANH- 1 -kapOokcumar (50 r, 269

O

MMOJb) B cMec MeOH (500 M) u ykCycHOM KuCIOTHI (25 M), nodasmsumm D-rmoko3y (58,04 r, 322 MMob), a
3ateM nuaHoOoporuapun Hatpus (33,74 T, 537 MMOIB), H MOJTYUYCHHYIO B PE3YJIBTATE CMECh NMEPEMCIIHBATIH IPH
KOMHATHOH TeMmmeparype B TeucHue 12 uwacoB. Cmech ucmapsaid ¢ monyucHueM TpeT-OyTii-3-((((2S,3R,4R,5R)-
2.3.4,5,6-CHTariAPOKCUTCKCHIT)AMHHO )MCTHIT) A3 THAWH- | -KapOOKCHIATa, KOTOPHII HCTIOB30BAH HA CICAYFOMICH
cramud 6e3 ounctka. AMP 'H (400 MI'w, oxcun aeirepus) & 4,25-4,05 (s, 3H), 3,91-3,71 (6H), 3,68-3,60 (m, 2H),
3,39 (brd, J = 6,38 ', 2H), 3,30-3,11 (m, 2H), 3,01 (br d, J = 6,25 T, 1H), 1,42 (s, 9H).

[00383] Cramma 2: tper-OyvTua-3-(((((OH-bavoper-9-ummerokcu)kapbormn)((2S.3R 4R .5R)-2.3.4.5.6-

IICHTATHAPOKCHIECKCHII) AMHHO JMETHI)A3STHINH- 1 -KapOOKCHIaT

] WC; nq: . EmaCl, HaHTD,
%aﬁ‘"&ﬁﬁﬂ 9‘ }L"C%./ J\/\\/\

AHORCAH, BOJa

[00384] B pacteop, comcpkammii TpeT-OyTHA-3-((((2S,3R,4R,5R)-2,3,4,5,6-CHTaTHIPOKCHTCKCHIT)
aMuHO )MeTUN)aseTuanH- 1 -kapookcumar (94,07 r, 269 mmonp) B cmecu Boasl (1 m) w 1,4-mmoxcana (1,2 m),
mobasmamn NaHCOs (47,95 1, 571 mMmoms), a 3ateM 9-(puryopeHUIMETOKCHKapOoHmTxtopu (88,59 r, 342 mMois),
TIOJTYYCHHYI0 B PE3yJbTaTe CMECh NEPEMCIIMBANH NPH KOMHATHOH Temmepatype B TeucHHme 4 wacos. Cmech
¢unpTpoBAMM, W (QUIBTPAT WCHAPSUM U1 YAAJNCHUS OPTaHMYCCKUX PACTBOPHTCICH. OCTABIIHICA BOJHBIH
skcTparuposamu ¢ mpuMcHeHHEM EtOAc (3 x 500 i), OOBCOWHCHHBIC >THIALCTATHBIC CIOH MPOMBIBATH
HACBIIICHHBIM BOAHBIM pacTtBopoM NaCl (2 x 500 mum), BeicymmBamu Hag Na,SOi, QuibTpoBanm W Hcmapsuim.
Ocratoxk pacrupanu co cmecbio MTBE u metposneiinoro 3¢gupa B cootHomeHud 1:1, pUIBTpOBAIH U BHICYIIIHBAIH C
TIOJTYYEHHEM TpeT-0yTHI-3-(((((9H-pnyopeH-9-mn)meTokcH))kapooHuUm)((2S,3R, 4R, 5R)-2.3 4,5,6-

MICHTATHIPOKCUTCKCHIT)aMHHO )MCTHIT)a3eTHINH- 1 -kapOokcunara (100 r, 60%) B (popme Oeoro TBSPAOTO BEIICCTBRA.
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AMP H (400 MT'n, MeOD) 6 7,81 (br d, J = 7,0 T, 2H), 7,61 (brd, J = 7,13 Ty, 2H), 7,43-7,27 (m, 4H), 4,73-4,36
(m, 2H), 4,25 (brt, J = 4,82 I'u, 1H), 3,96-3.49 (m, 9H), 3,23-3,06 (m, 3H), 2,85 (br s, 1H), 2,35 (br s, 1H), 1,43 s,
8H).

[00385] Cramma 3. (H-pavoperH-9-mmmernn N-(asermmmH-3-wmvetmn)-N-[(2S.3R. 4R.5R)-2.3.4.5.6-

MICHTATHIPOKCHATECKCHIT | KapOaMATT HAPO X IO PH/T

HO

)L Fmoc, \/\/—.\(~0H HCI, MeOH _ Fmoc, \/_\/\(~
% N OH 3 HCI HNO\/

OH

[00386] B cmecs, coaepskamyro MeOH (125 mu) u pactsop 12 M HCI (125 mim), mpu temmeparype 20°C
Jo0aBLIH MOPUHAMH TpeT-0yTHI-3-(((((OH-PpayopeH-9-mm)meTokcH))kapOoHUm)((2S,3R, 4R, 5R)-2,3 4,5,6-
MCHTATHIPOKCUTCKCHT)aMHHO )MeTH)a3eTuanH-1-kapookcmnar (100 r, 175 wmmoms). Ilocne 3aBeprucHuA
Jo0aBIcHHUS MONYYCHHYIO B PE3yJIbTaTe CMECh NMepeMemmBaiu npu temmeparype 20°C B TeueHHE OJHOTO Haca.
Cmecs pazbapmsum Bogoit (500 mu), sxcrparumposamu ¢ mpumereHueM DCM (3 x 300 mu), u BOIHBIN Clod
ucnapsamu. Ocrarox pacteopsuii B MeOH (150 M) u go6asmamu EtOAc (300 M) ¢ mosydeHueM Mmacia. Macio
cobupany, W ONECPAlHI0 MOBTOPSUIH, B PE3YyJbTaTe HETO MACJO 3aTBEPACBAO. TBEpAOE BELICCTBO Pa30aBILIH,
nmobaensast EtOH (5 ), u Harpepamu npu temmeparype 80°C B TeucHue 30 MUHYT. DTaHOJBHBIN CI0# coOupamu u
HCHApAIH C TOJIYYCHHEM TBEPAOIo BemecTsa. ONEpalHio OCYINSCTBIIUIM CINe OXWH pa3 ¢ moayuenuem (H-
(pyopeH-9-uIMeTH T N-(azetuaun-3-uwmmetwa)-N-[(2S,3R 4R ,5R)-2,3.4,5,6-
MeHTaruApokcuarekcui|kapdamarruapoxiopuza (50 r, 57%) B (popme CBETIO-KEATOrO TBEPAOTO BemecTra. SIMP
'H (400 MI'n, oxcun aciitepus) & 7,70 (br s, 2H), 7,54-7.41 (m, 2H), 7,40-7,20 (m, 4H), 4,70-4,48 (m, 2H), 4,10-
3,42 (m, 9H), 3,29-3,03 (m, 3H), 3,02-2,70 (m, 2H), 2,68-2,49 (m, 1H), 2,45-2,27 (m, 1H).

[00387] Cramua 4: 2-[2-prop-4-[2- -(1S.2R)-2-[1-[5-(MECTOKCHMCTHIT) THPHMUIHH-2 -HT] -4 -
IMUICPH AT | HKIomponua | >TokcH | perna]-1-[3-[[[(2S.3R.4R.5R)-2.3.4.5.6-

IICHTATHIPOKCHICKCHI|aMHHO |METHII| a3€ THIHH- 1 -HJI| STAHOH

1. HATU, DIPEA, DMF
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[00388] B pacteop, comepkammii 2-(2-¢prop-4-(2-((1S,2R)-2-(1-(5-(MECTOKCHMC THIT) THPUMH T H-2 -
HIT) THTICPU A H-4-HJT) [T KJIOTPOTIHI ) 3TOKCH ) (PCHIIT) YKCYCHYEO KHCIIOTY (MPOMEKYTOYHOS coeamHeHmE 19, 100 M,
0,23 MMOJTb) )i (H-pryopeH-9-nnmeTu N-(azetumun-3-ummetrn)-N-[(2S,3R,4R,5R)-2,3.4,5,6-
MeHTaruapokcrekcui|kapodamarruapoxiopus (110 mr, 0,23 mmoms) 8 DMF (1 M), mobasmtmn HATU (130 wr,
0,34 mMonb) 1 ocHOBaHUE XroHHTA (87 Mr, 0,68 MMOJIB), U NOJYUCHHYIO B PE3yJIbTATEe CMECh MEPEMEIITHBATIH IIPH
KOMHATHOH TeMIepaType B TeucHUE 12 wacos. B monyueHHYI0 cMech 00aBsum AudTHIaMuH (69 Mk, 0,67 MMOIIh)
W TiepeMenImBaHue Mpoopkamy B TeueHue 30 muHYyT. CMech (umprpoBamy, ¥ (QUIBTPAT HEMEICHHO OYHMINAIA
mocpeacTeoM obpameHHo(pa3zoeoil mpemapatusHO BOXX ¢ momyucHmem 2-[2-¢prop-4-[2-[pau-(1S,2R)-2-[1-[5-

(MCTOKCHMCTHI) TUPAMUANH-2 -1 | -4 -munepuawt| mukao mpor| 3rokcu] perm] -1-[3-[[[(2S,3R, 4R, 5R)-2.3.4,5,6-
MICHTATHIPOKCUTCKCHIT |aMIHO [MeTHIT|a3eTuanH-1-mn]3taHoHa (81,2 mr, 49%) B (popMc OpaHKECBOTO TBSPIOTO
semectsa. IMP 'H (400 MI'm, MeOD) 6 8,50 (s, 1H), 8,28 (s, 2H), 7,19 (t, J = 8,7 I'm, 1H), 6,72 (d, ] = 2,4 ', 2H),
4,74-4,66 (m, 2H), 4,41 (t, J = 8,8 ', 1H), 4,28 (s, 2H), 4,16 (t, ] =9,2 Ty, 1H), 4,11-3,98 (m, 4H), 3,85 (d, ] =4.8
I'u, 1H), 3,82-3,74 (m, 2H), 3,74-3,61 (m, 3H), 3.45 (s, 2H), 3,35 (s, 3 H), 3,35 (s, 3H), 3.30-3,23 (m, 2H), 3,19-
3,09 (m, 2H), 3,06-2,96 (m, 1H), 2,96-2,83 (m, 2H), 2,16-2,06 (m, 1H), 1,92-1,80 (m, 2H), 1,59 (d, J = 5,2 T'w, 1H),
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1,41-1,26 (m, 2H), 1,24-1,12 (m 1H), 1,03-0,90 (m 1H), 0,73-0,56 (m, 2H), -0,03 (d, J = 4.4 T'u, 1H). XXXMC:
tR=0,781, 3P (+) m/z (M+H)" = 676 4.
[00389] Cnaecayrommic cocauHCHHA B Tadimmne PO OBUIH TONYYCHBI C TPHMCHCHHCM MPOLCAYD,

AQHATIOTHYHBIX TPOLEAypaM, OMHMCAHHBIM B mHpuMmepax 1-97, ¢ NPHMEHEHHEM COOTBETCTBYIOINMX HCXOMHBIX

MaTepHANOB.
Tabmuma P6

TTpumep Ne [M+H]
98 6544
99 5945
100 654.5
101 594.5
102 608.5
103 608.5
104 6664
105 6804
106 694.4
107 666.4
108 618.5
109 668.5
110 652.4
111 652.5
112 614,5
113 638.5
114 668.5
115 6845
116 698.5
117 654.5
118 640.6
119 626.,5
120 666,5
121 698.4
122 652.4
123 680.4
124 698 4
125 696.5
126 714.4
127 668.5
128 686.4
129 678.5
130 696.5
131 696.4
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132 672.4
133 6645
134 6825
135 6825
136 712.4
137 6664
138 6664
139 6843
140 640.5
141 6583
142 666.4
143 684 4
144 680.4
145 640.5
146 6583
147 608.5
148 5945
149 612.5
150 6124
151 626.5
152 604.6
153 604.6
154 6185
155 6225
156 6225
157 636.5
158 6225
159 6225
160 6365
161 630.6
162 630.6
163 6445
164 6245
165 610,5
166 610,5
167 610,5
168 6245
169 623.4
170 6414
171 598.4
172 612.4




138

173 6264
174 6404
175 654.4
176 612.4
177 6264
178 640.4
179 623.4
180 6245
181 684.4
182 638.5
183 638.5
184 638.5
185 626.4
186 6405
187 654.4
188 6425
189 6525
190 6525

I1. BuoJoru4ueckasi Onenka

IIpumep A-1: ucciiej0BaHHe AKTHBHOCTH B JIA00PATOPHBIX YCJIOBHSIX

JluHud kIeToK. skcnpeccupyronmx GPR119

[00390] Knerku sumunuka kuraiickoro xomsaka JmHHH CHO-K1, K0TOpBIC YCTOWYHBO SKCIPECCHPYIOT
GPR119 uenosex a(hGPR119), mosyuanu mocpeacTsoMm TpaHc(ekiuu Hecymero GPR119 nmasmuaa, ucmons3ys
mmo(pekramua 2000 (B COOTBETCTBHH C WHCTPYKIHSAMH TNPOW3BOJHUTEI). YCTOWUMBAsA JHHHS KICTOK ObLIa
VCTAHOBJICHA C NPHMCHCHHEM MCTOJA TPEACTbHOTO PA3BEACHHS C CEICKTUBHBIM TCHETHIWHOM. B xome
HCCICA0BAHMS OBLTH UCTIOb30BAHbI MOy YCHHBIC KICTKH, TOTOBbIC IS HCCICAOBAHHA U 3aMOpokeHHbIC (ARF).

HccnenoBanne HAKOIUICHHS NUKINYECKOTO ancHo3uEMOHOoMbochara (CAMP)

[00391] Hccrenosanme OBLIO OCYHICCTBICHO B (popMmare 384-IyHOUHOTO INIAHIICTA C NPHMCHCHHCM
HaOopa ans auHaMmdeckoro anammza CAMP Gs ot xommarnu Cisbio. Oxcnpeccupyromue hGPR119 knetkn ARF
Pa3MOPAKHUBANH, MPOMBIBAJIH H 3aTCM TIOBTOPHO CYCICHIUPOBATH B CTHMYIUpYIOmeM cAMP Gy(epHOM pacTBope
NpH KOHIEHTPAIMH KIETOK, CocTapisromer 1,1x10° kmeTox/min. KneTkn moMemand HAa IUIAHIIET B KOJNHYECTEBE,
cocTapisromeM npuoam3nTeabao 10000 K1eTok Ha IyHKY (9 MK Ha IyHKY). PeakimoHHbIC KPUBBIC B 3aBHCHMOCTH
OT J03BI WCCICIOBAHHBIX COCOWHCHHWI OBIIM MONYUCHBI ¢ MPUMCHCHHCM CTHMyJHpyromero cAMP 6ygepHoro
pactBopa, coaepkamiero 0,1% Tween 80 B HCTHIPCXKPATHOW KOHCYHOH KOHICHTPAUWH. [10CIIC 3TOTO COCOMHCHUS
TIOMEIAI Ha TUTAHIICTHI ¢ KieTkamu ¢ npuMeHeHneM BRAVO (3 Mk Ha JyHKY), W IUIAHIIETH! HHKYOHPOBAIH B
teueHne 60 muHYT mpu Temmepatype 37°C B atmocdepe 5% CO.. B xaxnayro ayHky mobasmimm mo 10 Mkn
JETCKTOPHOTO Oy(hepHOTO pacTBOpa, MOJYUCHHOTO COTJACHO ONHCAHHIO B JWHAMH4YecKoM Hadope cCAMP Gs, u
IUIAHIIETH! HHKYOHPOBAIH MPH KOMHATHOH TEMIIEPATyPe B TCUCHHUE OJHOTO Jaca.

[00392] Amamm3 Bpemspa3pemicHHOTO ()IyOpPECICHTHOTO HHAYKTHBHO-PE30HAHCHOTO IEPEHOCA SHECPTHH
(RT-FRET) ocymecTmsim, nemonb3ys muaHmeTHbH asamm3arop ClarioSTAR w BBMHCIAA COOTHOIICHHE MEXKITY
HHTCHCHBHOCTAMHU H3Iy4eHHA npH 665 HM ® 620 HM, NIpeacTaBiLmoniee COOOH COOTHOIICHHE TI'OMOTCHHOM

(pmyopecucHmu ¢ BpeMeHHEBIM paspemcaueM (HTRF). Cootromenne HTRF a1 monoKATeIbHOTO (MAKCHMYM) H
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OTPUUATCIHHOTO (MHHAMYM) KOHTPOJBHBIX 00Pa3moB OBLIO MCMOIB30BAHO A HOpMamm3anuwu JaHHBIX HTRF u
BBIYUCICHUA TPOLCHTHBIX 3HAYCHWN AakTHBHOCTH. J3HaucHmA EC50 W MakcUMaabHOH AaKTHBHOCTH OBLTH
ONPEACIICHBI C MPUMECHCHHUEM CTAHAAPTHON YEThIPEXIApaME TPHUECKOM aMMPOKCHMALIHH.

[00393] PesyabTars! At MPUMEPHBIX COCMHCHHUHN ITPEACTABICHBI B TabmIe 2.

Tabmuma 2
CoecmmHeHHE MakcuManbHas aKTUBHOCTB? 3naucane EC50P
+++ B
2 e B
3 e B
4 ++ B
5 ++ B
6 ++ B
7 ++ A
8 ++ A
9 ++ A
10 +++ C
11 +++ C
12 +++ C
13 +++ A
14 +++ A
15 ++ B
16 ++ B
17 +++ B
18 ++ B
19 ++ B
20 +++ B
21 +++ B
22 +++ B
23 +++ B
24 +++ B
25 +++ B
26 ++ A
27 ++ B
28 ++ B
29 ++ A
30 + A
31 ++ B
32 ++ B
33 +++ B
34 ++ A
35 ++ A
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36
37
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43
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50
51
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56
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60
61

62
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65

67
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71

72
73

74
75

76
77
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85

86
87
88
89
90
91
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119
120
121
122
123
124
125
126
127
128
129
130
131

132
133

134

135

136

137

138

139

140
141

142
143

144
145
146
147
148
149
150
151

152
153

154
155
156
157
158
159
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160 -+ A
161 -+ A
162 ++ A
163 ++ A
164 ++ A
165 ++ A
166 ++ A
167 ++ A
168 ++ A
169 ++ C
170 ++ B
171 ++ B
172 ++ A
173 ++ B
174 ++ B
175 ++ B
176 ++ B
177 ++ B
178 ++ B
179 ++ C
180 ++ A
181 ++ A
182 ++ A
183 ++ A
184 ++ A
185 ++ A
186 ++ A
187 ++ A
188 ++ A
189 ++ A
190 ++ A

& +++ > 130%; 130% > ++> 100%; 100% > + > 50%; - < 50%; NT = He HCCIICTOBAHO

b A <100 mv; 100 5M < B <1000 BM; 1000 5HM < C < 10000 HM; D > 10000 HM

Mpumep A-2: copep:raHne B IJI1a3Me B YCJIOBHUSIX OPraHA3MA MBIIITH

[00394] Camnsr mbmmm raAE C57BL/6J B BO3pacte ot 10 10 12 Heaes MOIYYATH HCCICIYCMOC H3ACHE
i pasdasutenp [0,25% (mac./06.) mermmmemmonoss, 5% (00./06.) momacopbara 80 m 0,02% (mac./00.)
maypuicyibdaTa HaTpud B COATAHCHPOBAHHOM COJICBOM pacTBOpPE X3HKCA (BCC KOHCUHBIC KOHLCHTPALHM)]
TIOCPEACTBOM TIEPOPATBHOTO BBEACHHA uepe3 30HX B o0beMe 10 mu/kr. JKMBOTHBIX MOABEPTaNN 3BTAHAZUH C
TMPUMEHEHHEM JHOKCHIAA yriepoJa depe3 7-8 wacoB mocie BBeACHHWA. KpoBp oTOHMpamm Uil H3MEPEHUA

KOHICHTPAUH UCCICAYy EMOTO COCAMHCHHUA B IJIA3ME. KOHI.[GH’I‘pa].[I/I}I HCCBSI3aHHOTO COCIWHCHHSA OBLITA BBIYHCIICHA
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B PE3YJIBTaTE YMHOKCHHS U3MECPCHHOH MOTHONW KOHIEHTPALMH H IO CBOOOJHOTO COCIWHCHHS COTJIACHO OIICHKE
CBA3BIBAHM C OCIKAMH ILIA3MBL

[00395] CesaspiBanme ¢ OCAKAMH TUIA3MBI I H30TOHMUYCCKOTO (pocarHoro Oy (pepHOTO pacTteopa (PBS),
cogepskamero 10% mumazmsl Mermedt muann C57 BL/6, 65110 onpeaeneHo ¢ MPUMEHEHHEM PABHOBECHOTO JHAN3A
IUIA3MBI, COACPIKAICH HCCIeAyeMoe CoeauHCHHE (2 MKM) 1O OTHOMICHHIO K JHATH3HOMY OY(PSPHOMY pacTBOPY
(100 MM (ocdara marpus u 150 MM NaCl). ITocne oxkoHuaHHA Juanm3a (depe3 4 yaca) aqUKBOTHI IUIA3ZMBI H
Oy(pepHOTO pacTBOpa OBLTH MOABEPTHYTHI 00pabOTKE C MPHMCHCHHEM OCEiKa, W 00pa30BaBIIMICSA OCATOK OBLT
HCCICTOBAH METOMOM JKHIKOCTHOH XpoMarorpauyi B COYCTAHWH C TAaHACMHOH Macc-cnekrpomerpueit (OKX-
MC/MC) B nensx KOJHIECCTBCHHOTO aHAN3a HCCIICYEMOTO COCHHCHUS.

[00396] PesynbtaThl AAd NPUMEPHBIX COCAMHCHHUH (IOJHOC COACPKAHHE B IIA3ME H COACPYKAHHE

HCCBA3AHHOTO COCIWHCHUA B IUIA3MCE) MPEACTABICHBI B TabuIe 3.

Tabnuna 3
CoemuHeHHE Hoza  |Coxepxanue (HM) Bpemsa
(mr/kr) |[TomHOE ConmepKaHUE ocJie
(HECBA3aHHOE COCIUHCHHE) BBC/ICHHA
(Wac)
42 30 806 (2,4) 2
42 30 369 (1,1) 8
86 30 67 (0,1) 7
37 30 551(1,1) 7
44 30 668 (0,7) 7
29 30 354 (0,7) 7
38 30 76 (0,2) 7
3-uzomponun-5-(4-(((6-(4- 30 7840 (HEeT TAHHBIX) 2
(MeTHICY Ib(POHIT) PCHIT) THPHHH-3 -
HJT)OKCH)METHI)TUICPUIUH-1-11)-1,2,4-0KkCcaana3on
(GSK1292263)
monponua-4-((5-MeTokcu-6-((2-MeTHI-6- 30 16200 (HeT JaHHBIX) 2
(METHIICY Tb(DOHILT) THPH U H- 3 -FJT)aMHHO ) THPUM U THH-4 -
HI)oKcH)unepuanH-1-kapookcunat (APD597; JNJ-
38431055)

[00397] Kak mpoacMOHCTPHPOBAHO B TAaOMHIC 3, COCOMHCHHSA COTIACHO HACTOSIICMY H300PCTCHHIO HC
XapaKTePH3yET BBICOKOE CHCTEMHOE COACPKAHUE. B 3TOM 3aKIF0UaETCs OTIIMYHNE OT PAHEE OMMHCAHHBIX COCAMHCHUH
GPR119, Taknx xak GSK1292263 u APD597.

Mpumep A-3: nepopaabHasi 0MOAOCTYIHOCTH JJISI MbIII €

[00398] CocmmacHua 42 w 83 OBUIH WCCICAOBAHBI B OTHOIICHWH TCPOPATBHONH OHOAOCTYIMHOCTH UIA
mermeii muann C57BL/6. CoenuHeHusA OBLTH BBCACHBI BHYTPHBCHHO B 03¢ 1 MI/KT B (pOpMEC KOMIO3HIIHH,
cogepkameit 0,5 mr/mMa B 5% DMSO + 30% PEG400+ 65% Bompr, m mepopaibHO B Ao3e 30 MI/kr ¢opme
KOMITO3HIMH, coAepskameit 6 mr/mi B 0,25% metminemmnonossl + 5% Tween 80 + 0,02% maypuncynsdara HaTpus
(SDS) B Boze (cocauneHue 42) um 0,5% Metummenmoao3sl + 0,5% Tween 80 B Boae (cocauneHHE 83).

[00399] Bbino mpoOAEMOHCTPUPOBAHO, UTO COCAMHEHHS 42 W 83 NpOSBIAKOT 3HAYCHHS NEPOPATbHOM

omoaoctynHoCTH, cocTasrromue 2,4% u 1,4%, cooTBeTCTBECHHO. B 3TOM 3aKimrouactca oTmyme ot 1-(azeruans-1-
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um)-2-(2,6-muadprop-4-(2-((1S,2R)-2-(1-(5-(MCTOKCHME THT) THPHUMHIHH- 2 - T) ITHTIC PUIHH-4 -
HIT) [TKJTOTIPOTTHIT ) STOKCH ) (PCHIIT)3TaH- 1 -OHA, KOTOPBIH MPOSBIICT BBHICOKYED OWOJOCTYMHOCTH, COCTABILIIOIIYIO
80% a1 kpeIC, Kak omucaHo B padote Bioorganic & Medicinal Chemistry Letters, Tom 27, Bermyck 5, 01 mapra 2017

r., ctpanunsl 1124-1128 (coenuHeHHE, 0603HAUCHHOE HOMEpOM 17).
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DOPMVYJIA NU3OBPETEHUA
1. Coeauaenue popmysl (I):
O
N
CH,
Rn Qopmyna (1)
UITH €10 (hPapMALEBTHUECKH PHEMIIEMAS COJIb, COJIBBAT, CTEPEOU30MED, HIIH MPOJIEKAPCTBEHHBIN MPENApAT,
[PH 3TOM:
R5
\
PR" N—R*
7
= ;
3
. \reRo\s E—N\ 8
K mpeacrasiser coboit HITH R®.

R! mpencrasmser coboit  Bomoponm, -OH, Cig-amkun, Css-IHKIOATKAT MM 3-8-4IICHHBIN
TCTCPOIMKJIOATKIN, TPHYCM aJKWI, LUKIOANKHI M TCTCPOLMKIOANKHI SBJLTFOTCA HE3aMCINCHHBIMH HJTH
3aMCINCHHBIMH W COAepKammMu oT 1 10 3 3aMecTuTeNneH, He3aBHCUMO BBHIOpaHHBIX W3 rajoreHa, -OH u -O(Cis-
ATKUT);

kaapii R? u R3 HezaBucuMo mpeacTasiset coboit Bogopon, Cis-amxut uik Ci.6-)TOPATKHIT;

umu R? v R® pu o1HOM aTOME yIIIEpOaa COBMECTHO 06pasyroT =0,

R* mpencrasmier coGoit Bomopox, Crs-amkun, Crs-Qpropamkun, Crs-amxenmn, Crg-ankubmn, Css-
muKtoank, Cs.s-IUKIOANKEHU, 4-8-uneHHpi rerepormiaoankuy, -[(CH,)-Z]-RS, -[(CHRY,-Z]-R® wm -
[(C(RY2)-Z]-R®; mpu 3TOM KaxKmblil ankui, (pTOPAJIKHI, ANKEHHJ, ANKHHHN, IUKIOANKWI, IUKIOAIKCHHI H 4-8-
YJICHHBIH TeTCPOLUKIOATKU ABJIACTCS HE3aMEIICHHBIM HIIH 3aMCIICHHBIM U COACPKHUT OT 1 10 6 paaukamos R¢;

R’ mpeacrasager coboit Cy.s-amxmn, Cis-Qropamkmn, Co.s-amkeHnn, Co.s-amxuHn, Cs.g-mukaoankui, Cs.g-
IMUKIOATKCHUT, 4-8-uaeHHBIH rerepomukinoankun, -[(CHz)-Z]-RS, -[(CHRY-Z]-R® wma -[(C(RY),)-Z]-R® mpu
3TOM KAKIBIA ankwi, (TOPANKWI, ANKCHHI, ATKAHWI, IUKJIOATKAJT, UHKIOANKCHUNT W  4-8-4JICHHBIN
TETCPOLMKIOATKII ABJCTCS 3aMEIICHHBIM H COACPKUT 0T 1 10 6 pagukanos RS,

KOKIBIH Z HE3aBHCHMO IpeacTaBmaeT coboit -CH,O-, -CHoNRY-, -CH,N*(RY),-, -NH-C(=0)-NH-, -
C(=O)NH-, -CH,S(=0),- wmm -CH,S(=0)-;

KaKIBIH T HE3aBHCHUMO COCTABIACT OT 1 110 6;

KaKIBIH t HE3aBUCHMO COCTABIACT OT 1 70 6;

R® mpencrasmser coboit Bomopoxn, Cis-amkun, Cis-propamxmn, Crs-amkenun, Cog-anxuamn, Css-
mIKT0ANKIT, Csg-IHKIOATKCHIT WU 4-8-UJICHHBIA TCTCPOIMKIOATKHII, TMPHYCM ANKWI, (DTOPANKWII, ATKCHHI,
AIIKHHHJI, IHKIOATKHJ, IHKIOAJIKCHHII HIIH 4-8-uIIcHHBIH TCTCPONHUKIOATTKHTT ABJLICTCA HC3AMCIICHHBIM HJTH
3aMEHICHHBIM H COACPXKUT OT 1 10 6 pagukamos R€;

nm R' u R®> COBMECTHO ¢ aTOMOM a30Ta, K KOTOPOMY OHH MPHCOEIHHEHBI, O0PA3yIOT 4-8-tICHHBIH
TeTEPOMKJIOATIKAN, KOTOPBIH ABIACTCA HE3aMEIICHHBIM HIH 3AMEIICHHBIM H COACPIKUT OT 1 10 6 pagukanos RS,

R” npeacrasnser co6oit Boaopoa, Cis-amxun win Ci.q-pTopankmu,

R® mpencrasmaer coboit Crs-anxmn, Cis-Qpropankmn, Cos-amkeHnn, Cos-amkuani, Cs.g-muknoankui, Cs.g-

HUKIOATKEHHIL, 4-8-1IeHHBNA reTepomukaoankui, -[(CH2)-Z]-RS, -[(CHRY),-Z]-R® mmm -[(CR%)~Z]-R®; mpu 3TOM
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KOKIOBIH anmku, (pTOPATKUIN, ANKCHHJL, AJKHHUI, IHKIOATKAI, IUKIOAIKCHUI U 4-8-tICHHBIH T'€TCPOLHKIOATKHI
ABIACTCA 3aMEINECHHBIM H COACPXKHT OT 1 10 6 pagukanos R

umu R® mpencrasmser coGoit -(Cis-amkmn)-NH-R®, -(C1.s-ankum)-C(=O0)NH-R®, -(Cis-amxum)-C(=0)-
NR®), mmu -(Crs-amxum)-NHC(=O)NH-R’, npu 35TOM alkuia SBISCTCS HE3AMEIICHHBIM HIH 3aMCINICHHBIM M
coJep kut oT 1 A0 6 pagukaaos R€;

kakaeiii R® mHesaBucumo mpenctaBusteT coboi Cis-amkun wimd Crs-()TOPAJKUI, KOTOPBIH SBIAETCS
3aMEHICHHBIM H COACPXKUT OT 1 10 6 pagukamos R

wmn aBa R° COBMECTHO ¢ aroMOM a30Ta, K KOTOPOMY OHH NPHCOCIHHCHBI, OOPA3yrOT 4-6-uJICHHBIH
TeTCPOMKIOATIKAN, KOTOPBIH ABIACTCS 3AMCIICHHBIM H COACPIKUT OT 1 10 6 paaukanos R¢;

kaxaeii RS He3aBucHMO mpeactaBuger coboit -OH, -CH,OH, -CH,CH,OH, -NH,, -CH,NH,, -NH(RY),
CH,NH(RY), -N(RY,, -CHNR?Y,, -NRY;", -C(=0)OH, -CH,C(=0)OH, -CH,CH,C(=0)OH, -S(=0),0H,
S(=0)OH, -S(=0):NH,, -P(=0)(OH),. -P(=0)(OH)(RY), -P(=O)(OH)(H). P(=O)(OH)(ORY), -B(OH),,
B(OR%)(OH), -NHCONHS(=0),(RY), -N(RH)CONHS(=0),:(R%), -NHCON(RHS(=0),(RY), -C(=0)NHS(=0),(RY),
S(=0),NHC(=O)RY, -NHC(=NH)NH,, -NHCENH)NHRY, -NHCENH)NRY),, -NRHCENH)NH,, -
NRHCENH)NH(RY), -NRHC(ENH)NRY),, -NHC(ENRY)NH,, -NHC(ENRY)NHRY, -NHC(EN(RY))N(RY),,
NRHCENRY)NHz,  -NRHCENRY)NHR?,  -NRHCENRY)NR?Y,,  -NHC(=NH)NHC(=NH)NH,, -

OH
O WOH

H
+ + 4\ + a4\ + 4
N(RHC(=NH)NHC(=NH)NH., PN@, E_N&Na PN NVR N

YICHHBIH TCTCPOLMKI, KOTOPBIH ABIACTCA HE3aMCINCHHBIM HJIM 3aMCIICHHBIM H coaepxkuT 1, 2, 3 wm 4

wm 4-6-

3aMecTUTEI, KOTOpbie BhIOpaHb! 3 Cig-ankmia, -O-(Cr.s-amkun), -OH, =0 u =S;
ket RY meszasucumo npeactasiaeT co6oit Ci.s-amku, Ci.s-(propankut uin Cs.s-IUKIOATKHIL;
Kaxmeii R® HesaBmcuMmo mpexcTasaser coboit -OH, -CH,OH, -CH,CH,OH, -N(RY);*, -C(=0)OH, -
CH,C(=0)OH, -CH,CH,C(=0)OH, -S(=0),0H, -S(=0)OH, -S(=0);NH,, -P(=0)(OH),, -P(=O)(OH)(RY),
P(=0)(OH)(H), -P(=0)(OH)(ORY), -B(OH),, -B(OR%)(OH), -NHCONHS(=0),(R%), -NRHCONHS(=0)>(RY),
NHCONRHS(=0)(RY), -C(=O)NHS(=0)(RY), -S(0)pNHC(O)RY, -NHC(=NH)NH,, -NHC(=NH)NHRY,
NHCENH)N(RY,, -NRHCENH)NH,, NRHCENH)NHRY), -NRYHCENH)N(RY),, -NHC(EN(RYD))NH,,

NHC(=N(R%))NHR’, -NHC(=NRH)NRY)., -NRYHC(=N(R%)NH,, -N(RHC(=NRY))NHRY, -
+
%—Nf \ > FN/\/N
NRHCENRHNRY),, -NHC(=ENH)NHC(ENH)INH,, N(RHC(ENH)NHC(=NH)NH,, , \/ ,
OH
HO WOH

N\ NERY Ao OH

\/ R 0) 0) wiH 4-6-4JICHHBIA TETEPOLMKII, KOTOPBIN SABIACTCS HE3AMEIICHHBIM HITH

3aMCIICHHBIM M COICPuT 1, 2, 3 wim 4 3aMecTHTEI, KOTOPBIC BRIOpaHs! U3 Cig-ankuna, -O-(Cis-amxun), -OH, =0
H=S;

KOJIBIIO A TIpeaCTaBISICT COOOH (PeHHI MiTH 5-6-UICHHBIH MOHOIIMKITHYCCKAH T€TCPOApHIT,

kaxaprii R? Hesasmcmmo mpeacrasiaaeT co0oii ramoreH, -CN, Cis-amkmn, Cirs-¢ropamkmn wima Cs.e-

IMUKIOAIKHIT,
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R5
p R N—R®
n
2R3\s
X, xorma K mpencrasmaer coboit ) , mpeacTaBmer coboi -O-, -NRN-, *-CH,O-, *-

CH,NRN-,  #-C(=0)0-, *-C(=0)NRN-, *-CH,C(=0)O-, *-CH,C(=O)NRX-, *-OC(=0)-, *-NRNC(=0)-, *-
CH,OC(=0)- nmu *-CH,NRNC(=0)-, rae * npeacTapmer coboii TOUKy NPHCOCTUHECHES K KOJIBIY A

RN npeacrasmaeT co6oit Bogopox mimm Ci-4-aIKuT,

/
N
umn X, xoraa K mpencrasiser coboii §_ \RB, npeacTaBaeT coboit -O-, -NRN-, *-CH,0-, *-CH,NRN-, *-
C(=0)0-, *-C(=0)NRN-, *-CH,C(=0)0-, *-CH,C(=O)NRN-, *-0C(=0)-, *-CH,0C(=0)- umu *-CH,NRNC(=0)-,
rae * mpeacTaBiAeT co00H TOUKY MPHCOCIMHCHUA K KOTBIY A;
RN mpencrasiser co60it Bogopoa uid Ci.4-aJIKuIL,
kakaeiii R HezaBucuMo mpeacrasisier codoit Bogopon, ¢prop, -OH, Cis-amkui uid Ci.6-aJIKOKCH;,

Kakapiii R1? He3aBUCHUMO mpeacTasisier coboit Bogopoa, Prop win Ci.¢-aJKu;

R5
\
p R" N—R*
N
. 2R3\s
um, korga K npencrasiser coboi , 1Ba R!! COBMECTHO ¢ IIPOMEIKY TOUHBIMH ATOMAMH,

K KOTOPBIM OHH IIPHCOSIUHEHBI, 00pa3yIoT Cs.6-IUKIOAIKUT,

=y

wm, xoraa K mpencrasmser coboit Re . ABa R'! COBMECTHO ¢ MPOMEIKY TOUHBIMH ATOMAMH, K KOTOPBIM
OHH MPUCOCAUHCHBI, 00Pa3YIOT C4.6-IHKJIOATKHIT,

RE, RY¥ RB R RV R!® RY g R¥ kaxmelii HE3aBHCHMO NMPEACTABIIET c060i Bomopo, Ci.¢-ankui, Ci.6-
amxoxcu Wik C1.6-(hTOPaTKIT,

uma RB u RY, wm RY u RY, wm R 1 RY® cOBMECTHO ¢ MPOMEKYTOUHBIMH aTOMaMH, K KOTOPBIM OHH
NPHCOCAWHCHBI, 00PA3YIOT KOJIBIIO;

R?! mpencrasmser co6oit Bomopoa, Cis-ankui wid Cis-PTopaiku,

i R? u omun R COBMECTHO ¢ MPOMEKYTOUHBIMH ATOMAMH, K KOTOPBIM OHH TIPHCOEAUHEHBI, 0OPA3YIOT
C3.6-IIHKJI0AJIKHIT,

W mpencraeiser coboif (peHHUNI WM 5-6-4ICHHBINH MOHOUMKIMYCCKHH TeTepoapwi, mpuyeM (DeHHT HIH
TCTEPOAPH ABIACTCA HE3aAMCIICHHBIM WITH 3aMCINCHHBIM H COACPKHT 1, 2 WM 3 3aMECTHTEIS, KOTOPBIC BBHIOPAHEI
m3 R

kaxabii RP mesasucuMo mpeactasnser coboit ranoren, -OH, -CN, -C(O)OH, -C(0)O(C1.¢-ankum), Ci.g-
ankui, Cr.s-ankokcH, Cs¢-IUKIT0ATKII, (PSHUT UM 5-6-1WICHHBIH T€TCPOAPUIT, IPH 3TOM KKABIH ANKHJI, AIKOKCH U
IUKJTOAIKHI SIBJHICTCS HE3aMEINCHHBIM MUTH 3aMCIICHHBIM B COACPXKUT 1, 2 miH 3 3aMECTHTEIS, KOTOPhIC BRIOPAHbI
3 ranoreHa, -OH, C).¢-ankuna u C).6-aJIKOKCH,

umi W nipeacraeiser coooii -C(=0)0-R?;

R* mpencrasmser co60ii Cig-ankun, Cie-LUMKIOANKAT WIH 3-6-4JICHHBIH TCTCPOLHMKIOAIKH, TPAICM
AJKAJ, TUKIOATKII H FeTCPO MUKIOATKIT ABIEOTCA HE3aMCIICHHBIMH WITH 3aMCIICHHBIMH H COACPYKAIMMY 0T 1 10
3 3aMeCTHUTCICH, He3aBHCHMO BRIOpaHHBIX W3 (propa, -OH, Cis-ankmna, Cis-ramoreHamkuna Wi Cs.¢-IUKI0ATKAIA;

m cocTasietT ot 1 1o 4;
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n coctaBmaet ot 0 10 4,

p coctapmgeT 1 nnm 2,

g cocrasustet 1 wm 2; u

s coctapmaeT 1 um 2.

2. CoemmHeHHEe mOo M. 1, mwmm ero (hapMaICBTHYCCKH NMPUEMIICMAd COJb, COJIBBAT, CTCPCOU3OMEP, HIIH
MPOJICKAPCTBCHHBIH MPETapar, MPH 3TOM:

X mpeacrasiger coboii -O-, *-CH,0-, *-C(=0)0O- wm *-CH,C(=0)O-, rae * mpeacrasmiet CoO0H TOUKY
MPUCOCTUHEHHA K KOJBLY A;

ke R mesasucuMo mpeacrapier coboit Bogopon, ¢prop, -OH, Cis-ankun wm C-6-aIKOKCH;

RS
\
PR N—R*
o
4 2R3\s
umm, xorga K mpenctaemser coGoit , ma R!! mpm cocemnmx aroMax yriepoaa

COBMECTHO C MPOME)KYTOYHBIMH ATOMAaMH, K KOTOPBIM OHH MPUCOCIUHCHBI, 00PA3yIOT HUKJIOMPOIIHIT,

R* mpencrasiser co6oi Bomopoa wim Ci.6-aIKuL, 1

RB, RM¥ R RIS RY R!® R g R¥ kasxaplii HE3aBUCHMO HPEACTABIAET COO0M BOAOPOI Hith C1.6-aJIKHIL

3. Coequnenue 1o 1. 1 wan 2, win ero (papMaleBTHICCKH MPHEMIIEMAst COJIb, COJIBbBAT, CTCPEOH30MED, HIH
MPOJICKAPCTBCHHBIN MPETApaT, MPH 3TOM:

X mpeacrasisiet coboii -O-;

kil R!! mpencrasmser co6oii BOXOPOS;

kaxabiii R1? mpencrasnger coboii BOOPOT;

R mpeacrasiaer co6oii BOAOPOX; H

RB, RY R R!® RV R!® RY i R kaaplil npeacTaBiseT cO60H BOAOPO.

4. CocmuucHHEe mo moOoMy w3 mm. 1-3, wm ero (papManCBTHYCCKH NPHEMIICMAas COJb, COJIBBAT,
CTEPEON30MEP, HITH MPOJICKAPCTBCHHBIH MPENapar, IpH 3TOM:

KOJIBLIO A TPSACTABIACT COO0H (PCHIIT,

KaXabpIii Ra HE3aBHCHMO MPSACTABIACT COO0H rajoreH wid Ci.6-aJKuwT, 0

n coctasister ot 1 10 3.

5. CoemuHcHHEe mO moOoMy u3 mm. 1-4, wm ero (hpapMAICBTHUCCKH MPHEMIICMAs COJb, COJBBAT,
CTEPCON30MEP, HITH MPOJICKAPCTBCHHBIH MPENapar, IpH 3TOM:

KOJBLO A mpeacTaBiIaeT coO00i (peHmT,

KaXabrii R* He3aBHCHMO MPEACTABILICT COO0H TalloTCH, U

n coctasusteT 1 um 2.

6. CoeauHeHue mo 1. 1, Wi ero (papMAaICBTHUCCKH MPUEMIICMAas COJTb, COJBBAT, CTCPCOM30MEP, WITH
TPOJICKAPCTBCHHBIN Mpenapar, MpHIeM COCAWHCHHC HMECT CTPYKTYpy (opmyist (Ia), wim ero (papManeBTHUCCKA

npueMIICMas COJIb, HJIH COJIbBAT!

W—N 0O
N,

o) CH,

(R)n (opmymna (1a).

7. CoemuecHHEC MO moOOMy w3 mm. 1-6, mwmm ero (papManCBTHUCCKH NPHEMIICMAas COJb, COJIBBAT,

CTEPCON30MEP, HITH MPOJICKAPCTBCHHBIH MPEnmapar, IpH 3TOM:
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W mnpencrasisier coboit (eHUNT Win 5- WM G-UIICHHBIH MOHOIMKIHYCCKHH TETCPOApHi, MpHUYEM (EeHHT
HIIH TeTepPOapmi ABIACTCA HE3aMCINCHHBIM WM 3aMCHICHHBIM H COACPKHT 1, 2 mim 3 3aMecTUTEns, KOTOPBIC
BBIOpaHbI 13 RP.

8. CocmuuaeHme mo 1. 7, WM ero (papManeBTHYECCKH NMPHEMIIEMAs COJb, COJBBAT, CTCPEOH3OMED, HIIH
MPOJICKAPCTBEHHBIN MPETIApaT, IPH 3TOM:

W mpezacrasmsger coOOH O-WICHHBIH MOHOLMKIMYCCKHH TICTEPOApHI, NPHYEM TIETCPOApPHI SBIACTCA
HE3AMEIEHHBIM HJIH 3aMEMIEHHBIM U CONEPKUT | MM 2 3aMECTHTE IS, KOTOPBIE BRIOpans! u3 RP; u

kaxaeid RP mesaBucuMo mpeacrapmaeT coboit ranoren, -C(O)OH, -C(0)O(Cis-anxmn), Cig-amxmi, Ci.e-
ankokc Wik Cs.¢-IUKJIOATKIT, TPH 3TOM KXKIBIH aJKHJI, aTKOKCH W IMKIOAIKUII ABACTCA HE3aMCINCHHBIM HIIH
3aMCIICHHBIM H COACpPHUT 1, 2 mimm 3 3aMecTHTEN, KOTOpBIC BeIOpaHsl u3 rajoreHa, -OH, Cigs-amxuna u Cis-
AITKOKCH.

9. CoemuneHue mo 1. 1, wmm ero (papMauneBTHYCCKH NMPHEMIIEMAs COJb, COJBBAT, CTCPCOH3OMED, HIIH
MPOJICKAPCTBCHHBIN MpemapaT, MPHYEM COCIUHCHHE UMECT CTPYKTYpy (opmyusl (Ib), mmu ero ¢apMmaneBTUHUECKH

npueMiieMas CoJib, HJIH COJIbBAT!:

Rb—</:N\>—N o}
=N >\—K
0 CH,

Rn (opuya (Ib).

10. CoeaureHue mo mobomy w3 mm. 1-6, wim ero (papMaALEBTHUCCKH MPHEMJEMas COJb, COJBBAT,
CTEPEOH30MEP, WM MPOJCKAPCTBCHHBIH MPETAPAT, MPH 3TOM:

W npeacrasnser coboii -C(=0)0-R?%; u

R? mpenctasmaer co6oi Ci.g-amxmn, Cs.c-IHKIOANKHT HIH 3-6-4ICHHBIA TeTEPONUKIOANKHI, IPHICM
AJIKHJI, THKJIOAJKHI HIH FeTCPOUMKIOATKHIT SBIHICTCA HE3AMEIICHHBIM HITH 3AMCIICHHBIM H COACPKHT OoT 1 10 3
3aMCCTHTCIICH, HC3aBHCHMO BHIOPAHHBIX U3 Ci¢-amkuna u C.¢-TaTOTCHATKHIIA.

11. CocmurcHue mo oOomy u3 mm. 1-10, wmm ero (papMameBTHUCCKH MPHEMIICMAs COJIb, COJIBBAT,

CTCPCOU30MED, WM MPOJCKAPCTBCHHBIN MPETAPAT, MPH 3TOM:

R5
p R N—R*
§—N
2R3\s

K mpencrasuser coboit

12. Cocaurcune mo m. 11, wm ero (papManeBTHYCCKH MPHEMIICMAs COJIb, COJBBAT, CTCPCOU30OMEP, WA
MPOJICKAPCTBCHHBIN MPETAPAT, MPH ITOM:

R! mpeactaenger coboit sogopon, -OH, mmm C)s-aaKuia, OPHYEM ANKHI ABISCTCA HE3AMCIICHHBIM M
3amemeHHBM 1 coaepxut -OH wmm -O(Cis-aaxm);

kakaeii R? u R mpeacrasnseT coboii BOIOPOLI;

unn R? 1 R? pu 01HOM aTOME YIIepoaa COBMECTHO 00pasyroT =0

p coctaBngeT 1; u

g cocrasmser 1.

13. CocaurcHue mo 1. 11 wm 12, wiwm ero (papManeBTHUCCKA MPHEMIICMAst COJb, COIBBAT, CTCPCOH30MED,
WU TPOJICKAPCTBCHHBIN TPEIAPAT, IPH 3TOM:

R mpeacTasmger coboii Bogopon win Ci.s-aaKuT, 0
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R’ npencrasmseT co6oit Cis-amkun, Co.s-amxennn, Cos-ankuami, Css-ukI0ankm, Cs g-IAKI0ANKCHEI, 4-
8-uneHHbIi reteporukaoanku, -[(CH,),-Z]-R®, -[(CHRY),-Z]-R® umu -[(C(R%)2),-Z]-R®; mpH 3TOM Kaskablil aaKu,
QTKCHUN, ANKUHWJI, LHUKIQANKHI, LUKIOANKCHHI W 4-8-UJICHHBIH TETCPOLMKIOANKHI SIBISCTCS 3aMCIICHHBIM H
cozepxurt 0T 1 10 6 pagukanos Rc.

14. CoegurcHne mo jmrodomy w3 mm. 11-13, mwmm ero (papManeBTHUCCKH TpPHEMJCMAs COJb, COJBBAT,
CTEPEON30MEP, HITH MPOJICKAPCTBCHHBIH NPenapar, IpH 3TOM:

R* mpeacrasmnster coGoit Bomopoa umu Ci.¢-aJKui,

R’ mpeacrasiser coboii Crg-ankmn, Css-Uukaoanku, 4-8-1ieHusrii rerepouukioankun, -[(CH,)-Z]-RS, -
[(CHRY),-Z]:-R® mmu -[(C(R%),),-Z]-R®; mpu 3ToM Kaaplil aaKuI, MUKIOAIKHT U 4-8-UICHHBIH TeTEPOLHKI0ATKHI
ABIACTCA 3aMEIIECHHBIM H COACPIKHT OT 1 10 6 pagukaaos R

KOKIBIH Z He3aBUCHMO mpeacTasser codoit -CH,O-, -CH,NRY-, -CH,N*(RY)- umu -NH-C(=0)-NH-;

R® mpeacrasmaer coboit Bomopox, Cis-amkun, Cs.s-IMHKIOANKHI HIH 4-8-4ICHHBIH Ie€TCPOLMKIOANKHIL
NIPUICM aJIKWI, OUKJIOAJKHUIT HIIH 4-8-yICHHBIH TCTCPOLUKIOATKUT ABICTCA HE3aMCIICHHBIM HJIH 3aMCIICHHBIM H
coJepxut 0T 1 10 6 pagukanos R

kaxaeii Re Hesapucumo mpeacTaeiseT coboit -OH, -CH,OH, -NH,, -N(RY);*, -C(=0)OH, -S(=0),0H, -

FN@ FN//T/\N FN//T/\Nth
S(=0):NH,, -P(=0)(OH),, -P(=0)(OH)(R?). -P(=0)(OH)(ORY), N Y u

OH
HO WOH

f'j\o“' o) OH

kaxapiil RY mezasucumo npeacrasmsaeT co6oi Cr.¢-aaKu.

A

JH

15. CoemurcHre mo moOomy u3 mm. 11-14, wiu ero (papMAUCBTHYCCKH MPHEMJICMAsA COJb, COJIBBAT,
CTCPCOM3OMEP, HIH IMPOJICKAPCTBCHHBIN MPETAPAT, TPH STOM:

R* mpeacTasmger coboi Bogopos wiH Ci.q4-aaKu;

R’ mpeacrasmser coboit Cig-amkun, -[(CH2)-Z]-RS, -[(CHRY-Z]-R® umu -[(CRY),),-Z]-R®; mpu 3TOM
AJTKUN ABJIACTCS 3aMEIICHHBIM U COACPXKUT OT 1 10 6 pagukanos RS,

KaKIBIH Z HE3aBHCHMO mpeacTasaaeT coboit -CH,O-, -CHaNRY- wm -NH-C(=0)-NH-;

r cocTasisaeT ot 1 g0 3;

tcocraBmaer ot 1 1o 3; 1

R® mpencrasmser co6o0ii Bomopo uimk Ci.s-aJIKHIL, IPHYEM AJIKUI ABIAETCS 3AMELICHHBIM H COAEPIKHT OT 1
J10 6 pagukanos R

16. CoeaurcHue mo mro0omy w3 mm. 11-15, wmm ero (papManeBTHUCCKH TPHEMJCMAs COJb, COJIBBAT,
CTCPCOM30MEP, WM MPOJICKAPCTBCHHBIN MPETIAPAT, TPH 3TOM:

kakaeli RS mesaBmcEMo mpeactaBmser coboit -OH, -CH,OH, -NH,, -NRY;*, -C(=0)OH, wum

17. CoemurcHre mo mro0omy w3 mm. 11-16, wmm ero (papManeBTHUCCKH TPHEMJCMAs COJb, COJBBAT,
CTEPEOM30MED, WM MPOJICKAPCTBECHHBIN MPETIAPAT, TIPH 3TOM:

R’ mpencrasmset co60i Ci-s-adKuI, KOTOPBIH ABISCTCS 3aMCIICHHBIM U COJACPKHT OT 1 10 6 panukasios RS,
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kaxaeii RS HesaBmcuMmo mpeactaBmser coboit -OH, -CH,OH, -NRY;", -C(=0)OH wumm
OH

HO
f{o“' o OH

18. CoemurcHne mo moOomy w3 mm. 11-17, wmm ero (papManeBTHYCCKH TpHEMJCMAas COJb, COJBBAT,
CTEPEOH30MED, WIIH MPOJICKAPCTBCHHBIN MPETIApaT, MPH 3TOM:

R mpeacTasmger coboii BOIOPOT, U

R’ mpencTasmaer co6oii Ci-s-alKiiL, KOTOPBIH ABIIETCA 3aMCIICHHBIM H COACPKHT 0T 1 10 6 rpymm OH.

19. Cocaurenue mo 1. 11 wm 12, wim ero (papManeBTHUCCKH MPHEMIIEMAas COJIb, COJBBAT, CTCPCOU30MED,
WU TIPOJICKAPCTBEHHBIN IpEmapar, pu 3TOM:

R* u R®> COBMECTHO C aTOMOM a30Ta, K KOTOPOMY OHH MNPHCOCTHHCHBI, OOPa3yrOT 4-8-{JICHHBI
TeTCPOLMKIOATIKAN, KOTOPBIH ABIACTCA HE3aMEIICHHBIM HIIH 3aMCIICHHBIM U COACPKHUT OT 1 10 6 paaukanos RC.

20. Coeaunenne no m. 19, wm ero (papManeBTHYSCKU MpHEMIEMAsA COJIb, COJIBBAT, CTCPCOU30MEp, HIH
MPOJICKAPCTBCHHBIN MPENapat, MpH 3TOM:

R* u R® COBMECTHO C aTOMOM a30Ta, K KOTOPOMY OHH TPHCOCIMHEHBI, OOPA3yIOT 5- WIH G-UJCHHBIA
TCTEPOLMKIOAIKIII, KOTOPBIH SABIACTCS HE3aMEICHHBIM HIIH 3aMEIICHHBIM U coAepuT 0T 1 10 3 rpymm OH.

21. Coemunenne mo moOomy u3 mm. 1-10, wmm ero (papMauneBTHUCCKH TpUEMIIEMasl COJb, COJBBAT,

CTEPCOU30MED, WIH MPOJICKAPCTBCHHBIH MPETApaT, MPU STOM:

K mpexcrasmsier coboi R?,

22. CocauncHue mo m. 21, wm ero (papManCBTHYCCKH MPHCMIICMAsA COJIb, COJIBBAT, CTCPCOU30OMEP, WA
MPOJICKAPCTBCHHBIH MPETAPAT, MPH STOM:

R” mpeactasmser coboit Bomopo wim Ci.q-aIkui,

R® mpencTapser coboit Cis-amkun, C.s-muknoankut, -[(CH,)-Z]-RS, -[(CHRY),-Z]-R¢ umm -[(CRY)-Z];-
R6.

TP 5TOM AJTKHUJI WU UKIOATKUNI ABJHIETCSA 3aMELICHHBIM U COACPHUT OT 1 10 6 paaukamos RS,

KaKIbIH Z He3aBUCHMO mpeacTasiser codoit -CH,O-, -CH,NRY-, -CH,N*(RY),- umu -NH-C(=0)-NH-;

R® mpencrasnser coGoit Bomopon, Cis-amkui, Cs-s-IUKIOATKHI MM 4-8-UJICHHBIH TE€TEPOMMKIOATKAL,
TPHYICM AJIKWJI, IUKJIOATKHATT HTH 4-8-uICHHBIH TCTCPOMUKITOATKAT ABLICTCA HE3AMCIICHHBIM WJIH 3aMCIICHHBIM H
coJep kut oT 1 A0 6 paguxaaos R€;

umn R® mpencraBinser coboit -(Cis-amkmm)-NH-R®, -(Cis-anxum)-C(=O)NH-R®, -(Cs-anxum)-C(=0)-
N(R?), umu -(Cis-amxum)-NHC(=O)NH-R’, npH 3TOM alKul SBISETCS HE3AMEINCHHBIM MM 3aMELICHHBIM H
coaep kut oT 1 70 6 paguxaaos RS

kaxapii R® He3aBucHMO mpeacTasaseT coboil C-s-alKui, KOTOPHIH ABISCTCA 3AMCIICHHEIM H COACPKHT OT
1 mo 6 panukanos RS,

nm a8a R° COBMECTHO ¢ aTOMOM a30Ta, K KOTOPOMY OHH NPHCOEIHMHEHBI, OOPA3YHOT 4-6-tyIeHHBINH

TeTEPOIMKIOATIKAN, KOTOPBIH ABIACTCS 3AMCIICHHBIM H COACPKUT OT 1 10 6 paamukanos R€;
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kaxaeii RS HezapucuMo mpeacTasisger coboit -OH, -CH,OH, -NH,, -N(RY)3*, -C(=0)OH, -S(=0),0H, -
}JNfS > PN FPNOUNR
S(=0);NH,, -P(=0)(OH),, -P(=0)(OH)(R?), -P(=0)(OH)(ORY), , /| \/
OH

HiIm

HO
f'{o“' o or.

ki RY mezapucumo npencrasmsaeT co6oi Cl.¢-ankui; |
Kakaei R® HesaBucumo mpeactasmaser coboit -OH, -CH,OH, -N(RY;*, -C(=0)OH, -S(=0),0H, -
FNf\} ENUN N NRY
S(=0):NHa, -P(=0)(OH),, -P(=0)(OH)(R?), -P(=0)(OH)(OR?), , -, =
OH

nim

HO
;{O\\- o OH

23. Coeaunenue mo m. 21 wmm 22, W ero (papManeBTHUCCKH MPHEMIIEMAsi COJTb, COJTbBAT, CTCPSOH30MED,
HITH TIPOJICKAPCTBCHHBIH MPETapar, IpH 3TOM:

R® mpeacrasmser coboit Cis-aqKuI, OPH 3TOM AIKHI ABIAETCA 3AMELICHHBIM H COACPXKHT OT 1 10 6
panukanos R®;

umn R¥ mpencrasnser coGoit -(Cis-amkwn)-NH-R®, -(Ci.s-ankum)-C(=O)NH-R®, -(Ci.s-amkum)-C(=0)-
N(R®), v -(C1.s-amxum)-NHC(=O)NH-R®; npu 5TOM aJIKUII ABJIAETCA HE3AMEIIECHHBIM,

24. Coemunenue mo moOomy u3 mm. 21-23, wmm ero (papMaueBTHUYECKH IPHEMIIEMAs COJb, COJBBAT,
CTEPEOU30MED, HIIH MPOJICKAPCTBCHHBIA MPEMapar, IpH STOM:

Kbl R mesasucumo npeacrasiter coboit -OH, -CH,OH umu -N(RY);™; u

Kaxaeii R® HesasucuMmo mpeactasmser coboit -OH, -CH,OH, -N(RY);*, -S(=0),0H, -S(=0):NH, umu

OH

HO
f'{o“' o or

25. CoeaurcHue mo 1. 1, wim ero (papManCBTHYCCKH MPHCMIICMAsA COJb, COJIBBAT, CTCPCOHM3OMED, WA
MPOJICKAPCTBCHHBIN MPENapar, MPUIeM COCAWHCHHE HMMeeT CTPYKTypy (opmyusr (II), wim ero (apmarneBruuecku

npueMIICeMas COJIb, HJIH COJIbBAT!

R5

\
o} PR'" N—R*
>—N
CH, o \R2R*\s

(R (popmya (IT)
HH €10 (papMANCBTHUCCKH TPUEMIICMAsI COJIb, COJTBBAT, CTEPEOU30MEP, HITH IPOJICKAPCTBCHHBIN MPEnapar,
TPH STOM:
R! mpencrasmser coboit  Bomoponm, -OH, Cig-amkmn, Css-IEKIOANKAT HIH  3-8-4ICHHBIN
TCTCPOLMKIIOAKIL, TPHYCM AJKHI, LHKJIOATKAI M TCTCPOUMKIOATKHIT SIBJSEOTCS HE3AMCINCHHBIMH  HITH

3aMCHICHHBIMH M COACPKAImUMHU OT 1 A0 3 3aMECTHTCICH, HC3aBHCHMO BBHIOpaHHBIX W3 ranorcHa, -OH u -O(Cis-

AITKHIT),
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kaxapii R? m R3 HesasucnmMo mpeacTapaet coboit Bogopoa, Cis-amxmt uas Ci-6-(OTOPaIKH;

umm R? u R® mpu omHOM aTOME yIiaepoaa COBMECTHO obpasyrot =0,

R' mpeactaBmaer coGoii Bomopoxm, Cis-amkmn, Cis-Qropankmn, Crs-amkemmn, Corg-amkummm, Css-
muktoankut, Css-IUKIOANKeHuT, 4-8-uneHHpli rerepormkaoankui, -[(CH,)-Z]-R, -[(CHRY-Z]-R® wm -
[(C(RY,)-Z]-R®; mpH 5TOM Kaskmplii amkui, (PTOPAIKAI, ANKCHHAN, ATKHHAI, IHKIOATKH, MHKIOAIKCHHI H 4-8-
YJICHHBIN TETEPOLUKIOATKUI ABJIACTCSA HE3AMEIICHHBIM HIIM 3aMCIICHHBIM U COACPIKHUT OT 1 A0 6 paaukamos RS,

R’ mpeacrasnser co6oii Ci.s-ankun, Cis-propamkmn, Corg-ankenni, Cr.g-anmxuaui, Cs.g-rukioankui, Cs.s-
IUKIOANKEHHT, 4-8-uncHBbi rerepomuknoankui, -[(CH,)~Z]-RS, -[(CHRY)-Z]-R® mmm -[(C(RY),)-Z]-R®; mpu
STOM KOKIBIA ankwi, (TOPANKWI, AaNKCHHI, AQIKHHWI, IMKIOATKAJT, UHKIOANKCHUT u 4-8-4JCHHBIH
TeTCPOMKIOATKHII ABIACTCA 3aMCIICHHBIM H COACPIKHT OT 1 10 6 pagukaaoB R°;

KOKIBI Z He3aBHCHMO IpeacTaBiser coboit -CH,O-, -CHoNRY-, -CHoN*(RY):-, -NH-C(=0)-NH-, -
C(=0O)NH-, -CH,S(=0);- wmu -CH,S(=0)-;

KQKIBIH T HE3aBUCUMO COCTABIACT OT 1 110 6;

KaKIbIH t HE3aBUCHMO COCTaBILICT OT 1 10 6;

R® mpencraBmaer coGoit Bomopoxm, Cis-amkun, Cis-Qropamkmn, Crs-amkenmn, Crg-ankummn, Css-
IUKI0ATKIL, Csg-IMKIOATIKCHIT YIH 4-8-WICHHBIH TeTCPOLMKIOATIKHI, NPHYEM AIKWI, (TOPATKHI, AJKCHHIL,
ANKUHWUI, LUKIOATKHI, LUKIOATKCHUI HIH 4-8-ulCHHBIH TETCPOLUKIOANKHI SBILICTCS HE3aMCIICHHBIM HIIH
3aMCINCHHBIM H COACPKHT OT 1 10 6 paaukanos R,

wi R' u R’ COBMECTHO C aTOMOM a30Ta, K KOTOPOMY OHH IPHCOCIMHEHBI, OOPa3yOT 4-8-uICHHBIH
TEeTCPO LHKJIOANKH, KOTOPBIH ABIACTCA HE3aMCIICHHBIM HIIH 3aMCIICHHBIM H COACPIKUT OT 1 10 6 pagukanos R

kakaeiii RS He3aBucuMo mpeacrasnger coboit -OH, -CH,OH, -CH,CH,OH, -NH,, -CH,NH,, -NH(RY),
CH,NH(RY), -N(R%,, -CH,NRY,, -NRY);*, -C(=0)OH, -CH,C(=0)OH, -CH,CH,C(=O)OH, -S(=0),0H,
S(=0)OH, -S(=0):NH,, -P(=0)(OH),, -P(=0)(OH)(RY), -P(=0)(OH)(H), P(=0)(OH)(ORY), -B(OH),
B(OR%(OH), -NHCONHS(=0)>(RY), -N(RY)CONHS(=0),(R%), -NHCON(R%S(=0)>(RY), -C(=0)NHS(=0)>(R?),
S(=0),NHC(=O)RY, -NHC(=NH)NH,, -NHC(=NH)NHRY, -NHCENH)NRY,, -NRHC(=NH)NH,, -
NRHC(ENHNHRY), -NRHC(ENH)NRY,, -NHC(=NRH)NH,, -NHC(ENRYD)NHR?, -NHC(=NRD))NRY:,
NRHCENRY)NH,, -NRHCENRY)NHRY,  -NRHCENRY)NRY,, -NHC(ENH)NHC(ENH)NH,, -

. N e\
N(RYC(=NH)NHC(=NH)NH., FN@ §_N\/\—//N, %N\/&/N ? , A o™

YJICHHBIH TE€TEPOLMKI, KOTOPBIH ABIICTCS HE3AMEIICHHBIM WM 3aMELICHHBIM W coaepkur 1, 2, 3 wm 4

wm 4-6-

3aMCCTHTEIA, KOTOPBIC BRIOpaHsl U3 Ci.g-ankmna, -O-(Cis-anxwmn), -OH, =0 u =S;

kaxapii RY mezapucnmo npencrapmaeT co6oit Cr.g-amkmi, Cis-(ropamkun uim Cs.¢-IHKI0 ATKHT,

KOJIBII0 A TIpeaCTaBISICT COOOH (DEHMI MiTH 5-6-4UICHHBIH MOHOIIMKIIMICCKAH T€TCPOAPHIT,

kaxaprii R? Hesasmcmmo mpeacrasaaeT co0oif ramoreH, -CN, Cis-amkmn, Cirs-¢ropamkmn win Cs.e-
LUKIOATKHIT,

X mpeactasaser coboit -O-, -NRN-, *-CH,0-, *-CH,NRN-, #-C(=0)0-, *-C(=0)NRN-, *-CH,C(=0)0-, *-
CH;C(=0)NRN-, *-OC(=0)-, *-NRNC(=0)-, *-CH,OC(=0)-, umu *-CH,NRNC(=0)-, rac * mpeacTaBmacT coboii
TOYKY MPHCOCAWHCHUA K KOJBOY A

RN npencrasiser co6oit Bogopoa uad Ci.4-aJKui,

kakaeii R HezaBucUMO TpencTasiser coboi Bogopon, ¢prop, -OH, Cis-amkun uimd Ci.6-aJIKOKCH;,
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kaxapiii R me3aBHCHMO mpeacTapiieT co6oit Bogopoa, (rop mwm Ci-¢-alKku,

wm a8a R COBMECTHO ¢ MPOMEKYTOYHBIMEH ATOMAMH, K KOTOPBIM OHH MPHCOEIHHEHBI, 00pasytoT Cs.g-
LHKITOATKILT,

RE, R R RY RY, R!® RY m R¥ kamplii HE3aBHCHMO MPEACTABIIET Co060i Bomopoxn, Ci-¢-amkmi, Ci.6-
amxoxcu Wik Ci.6-(hTOPATKAT,

wm R v RY, wmu R u RY, wm R u RY COBMECTHO ¢ MPOMEKYTOUYHBIMH aTOMAMH, K KOTOPBIM OHH
TPUCOCAUHCHBI, 00PA3YIOT KOJIBIIO;

R2! mpencrasiser coboit Bogopoa, Cr-g-ankui wid Ci.6-(TOPaKu,

wm R?! v omue R!! COBMECTHO C IIPOMEKYTOUHBIMH ATOMAMH, K KOTOPBIM OHH NPHCOEIHHEHBI, 00PA3yIOT
C;3-6-IIHKJI0AJIKHIT,

W npenacrapiasger coboi (eHUN WIH 5-0-4JICHHBIH MOHOLMKIMYCCKUH reTepoapwi, mpuyeM (DeHMI HIH
TeTCPOapuI SABICTCA HE3AMCEIICHHBIM HITH 3aMCIICHHBIM H COACPKHT 1, 2 WM 3 3aMECTHTEN, KOTOPBIC BRIOPAHbI
u3 RY;

kaxaeiil RP HezaBucuMmo mpenctasiser coboii ranoren, -OH, -CN, -C(O)OH, -C(O)O(Ci.¢-amkumn), Ci.q-
ankui, Ci.s-ankokceH, Cs¢-IMKI0ATKHT, (PEHHIT WM 5-0-UICHHBIH IeTePOapIT, IPH STOM KaKIBIH aTKU, aJKOKCH H
IUKIOATIKHI SBLICTCA HE3aMCIICHHBIM HIIH 3aMCIICHHBIM H COACPKUT 1, 2 Miin 3 3aMECTUTEN, KOTOPhIC BRIOPAHbI
u3 rajgorena, -OH, Ci.¢-ankuna u Ci6-aJIKOKCH,

uma W npeacrasnser coboit -C(=0)0-R?;

R*2 mpencrasmser co60i Ci.e-ankun, Ci.6-UMKIOANKHI I 3-6-4JICHHBIH TETEPOLHKIOAIKH, MPHIEM
QJKWI, TUKJIOATKII U TeTePOUKIOAIKIIT ABILIFOTCS HE3aMEIICHHBIMH WM 3aMEIICHHBIME H COACPIKAIMMY 0T 1 10
3 3amecturencl, He3aBHCHMO BRIOpaHHBIX U3 (ropa, -OH, Cis-amkuna, Cig-ragoreHankmia Wi Cs.¢-IUKIOATKIIIA;

m cocTasieT ot 1 10 4;

n coctasaaet ot 0 1o 4;

p coctapmseT 1 nm 2,

g cocrasster 1 wm 2; u

s coctaseT 1 umm 2.

26. Coenunenne mo m. 1, Wik ero (hpapMalCBTHYCCKH MPHEMIICMAst COJIb, COJBBAT, CTCPCOH3OMEP, HITH
TIPOJICKAPCTBCHHBIN MPemapaT, NpHUeM COSAMHCHHE HMEeT CTPYKTYpy (opmynsl (Ila), mmm ero (hapmaneBTHUCCKH
npUEeMIICMas COJb, HITH COJTbBAT:

R5
\
o) P R" N—R*
S

CH, 2R®

q

a
(R%)n (opmyna (11a).
27. CoenuHeHue N0 I. 1, wmm ero (papMaieBTHUYCCKH IPHEMIEMAas COJb, COJbBAT, CTEPEOU30MED, HIH
MPOJICKAPCTBEHHBIN MPENapar, MPHIeM COCTHHECHHE HMeeT CTPYKTYpy (opmyist (1Ib), wmm ero ¢gapmaresruyecku

npueMIICMas COJIb, HJIH COJIbBAT!

Rb~</;:\>—N

(R)n (opmyna (1Ib).



156

28. CocaurcHue mo m. 1, wim ero (papManCBTHUYCCKH MPHEMIICMAsA COJb, COJIBBAT, CTCPCOHM3OMED, WA
TPOJICKAPCTBCHHBIIN Mpemapar, MPHIeM COCTUHCHUC UMeeT CTpyKTypy (Gopmyisr (IIc) mm popmyna (I11d), wmm ero

(hapMaLICBTHYCCKA MPUEMIICMAs COJTb, HITH COJTBBAT:

R5
\
W—N o) N—R*
3O~
e} CH,
R)n dopmyna e
R5
\
W—N o) N—R*
MO
e} CH, o}
(R%n popmyma (I1d).

29. CoequneHue mo m. 1, wim ero (papManeBTHUYCCKH MPHEMIIEMas COJb, COJIbBAT, CTCPCOH30OMEp, HIH
MPOJICKAPCTBCHHBIHN Mpemapar, NpuieM COCTHHCHHE HMeeT CTPYKTYpy (opmyisl (II1), wm ero (papmaieBTUIeCKH

npucMiIcMaa COJIb, WJIH COJIbBAT.

(Rn (opmyna (ITI)

HJIH €T0 (PAPMALICBTHUCCKH MPHEMIICMAs COJTb, COJIBBAT, CTCPCOU30MED, HIIH IPOJICKAPCTBCHHBIHN MPEIapar,

MPH 3TOM:

R’ mpeacrasmser coboit Bogopo, Ci-g-amkui uin Ci.4-(hTOPATKUT,

R® mpencrasnsger co6oii Cis-ankun, Cis-propamkmn, Cos-ankenuy, Co.g-amxkuaui, Cs.g-ruknoankui, Cs.s-
IMUKIOATKCHUI, 4-8-1IeHHBNA reTepomukaoanku, -[(CH,),-Z]-RS, -[(CHRY),-Z]-R® mmm -[(CR%),~Z]-R®; mpu 310M
KOKIBIA aTKAI, (PTOPANKHI, ANKCHHUI, AMKHHAN, DAKIOANKII, HKIOATKCHII U 4-8-UIICHHBIH TCTCPOILMKIOATKII
SIBJIACTCS 3aMEIICHHBIM U COACPXKUT OT 1 10 6 pagukanos R®

KaKIBIH T HE3aBHCHUMO COCTABIACT OT 1 110 6;

Ka)KIBIH t HE3aBUCHMO COCTABIACT OT 1 70 6;

R® mpeactaBmaer coGoii Bomopox, Cirs-amxmn, Cis-Qropanxmn, Crs-amkenmn, Cpg-amkummn, Cisg-
mIKT0ANKIA, Csg-IHKIOATKCHIT WU 4-8-UJICHHBIA TCTCPOIMKIOATKI, TMPHYCM ANKWI, (DTOPANKWI, AJKCHHI,
AIIKHHHWJI, IHKIOATKHJ, IHKIOAJIKCHHII HIIH 4-8-uIIcHHBIH TFCTCPOMHUKIOATTKHTT ABJFICTCA HC3AMCIICHHBIM HJTH
3aMEIICHHBIM H COACPKUT OT 1 10 6 pagukamos R

umn R® mpencraBuser co6oit -(Cis-amkmm)-NH-R®, -(Cis-anxunm)-C(=O)NH-R®, -(Cs-anxum)-C(=0)-
N(R?®), uma -(Cis-amxmn)-NHC(=O)NH-R®; mpu 5TOM aIKuin SBISCTCS HE3AMEIICHHBIM HIH 3AMCINCHHBIM M
cozeps;ut o1 1 1o 6 pagukanos R,

kameiii R® mesasucmmo mpencrasnser coGoit Cis-amkmn wim Cis-(TOPAIKHN, KOTOPBIH SABJISETCS
3aMCHICHHBIM H COACPKUT OT 1 10 6 pagukamos R

umu aBa R° COBMECTHO ¢ aTtoMOM a30Ta, K KOTOPOMY OHH NPHCOCIMHCHBI, OOPa3yrOT 4-6-uJCHHBIH

TeTCPOLMKIOATKAN, KOTOPBIH ABIACTCS 3AMCIICHHBIM H COACPKUT OT 1 10 6 paamkanos R€;
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Kaxabii RS He3aBHCHMO IpeacTasuser coboit -OH, -CH,OH, -CH,CH,OH, -NH,, -CH,NH,, -NH(RY),
CH,NH(RY), -N(R%,, -CH:N(RY,, -N(RY);*, -C(=0)OH, -CH,C(=0)OH, -CH,CH,C(=0)OH, -S(=0),0H,
S(=O)OH, -S(=0),NH,, -P(=0)(OH),, -P(=0)(OH)(RY), -P(=0)(OH)(H), P(=0)(OH)(ORY), -B(OH),
B(OR%)(OH), -NHCONHS(=0)>(RY), -N(RH)CONHS(=0),(RY), -NHCONRHS(=0)>(RY), -C(=0)NHS(=0),(R%),
S(=0)NHC(=0)RY, -NHC(E=NH)NH,, -NHCENH)NHRY, -NHCENH)NRY,,  -NRHCENH)NH,, -
NRHCENH)NHRY, -NRHCENH)N(RY,, -NHCENRY)NH,, -NHCENRY)NHRY, -NHCENRD))N(RY,,
NRHCENRHNH,,  -NRHCENRH)NHRY, -NRHCENRHNRY,,  -NHCENH)NHC(ENH)NH,, -

A\ A\
;:N@, E—+N\1//N’ FN\/l//NiRd, Ao

UYJCHHBIH TETEPOLMKI, KOTOPBIA ABIACTCSA HE3AMECIICHHBIM HIM 3aMCLICHHBIM W coaepkur 1, 2, 3 wm 4

N(RYC(=NH)NHC(=NH)NH,, i 4-6-
3aMECTHTEIA, KOTOpbIe BRIOpaHsl 3 Ci.g-ankmia, -O-(Cis-amxmwn), -OH, =0 u =S;

ki RY Hezasucumo npencrasisaet coboi Cr.g-amkui, Ci-s-(propamkun uis Cs.-IHKIOATKHIT,

KaKabpi R® He3aBmcmmo mpexcTasaser coboit -OH, -CH,OH, -CH,CH,OH, -N(RY);*, -C(=0)OH, -
CH,C(=0)OH, -CH,CH,C(=0)OH, -S(=0),0H, -S(=0)OH, -S(=0);NH,, -P(=0)(OH),, -P(=O)(OH)(RY),
P(=0)(OH)(H). -P(=0)(OH)(OR?), -B(OH),. -B(OR%(OH), -NHCONHS(=0)»(R?), -N(R)CONHS(=0),(R),
NHCON(RHS(=0):(RY), -C(=O)NHS(E=0)RY), -S(0)NHC(O)RY, -NHC(=NH)NH,, -NHC(=NH)NHRY,
NHC(=NH)N(R%,, -NRHCENH)NH;, NRHCENH)NHRY, -NRHC(ENH)NR?Y),,  -NHC(=N(RY)NH.,
NHC(=N(RY))NHRY, -NHC(E=NRY)NRY),, -NRYHC(ENRY))NH,, -N(RHC(=N(RY))NHRY, -

D F O

NRHCENRY)NRY),, -NHC(=NH)NHC(=NH)NH,, N(R%C(=NH)NHC(=NH)NH,,
OH
o) WOH

. OH
( )\\ ( ) ~ [y
HIH 4-6-4JICHHBIN TCTCPOLHUKII, KOTOPBIU ABJLICTCA HC3AMCIICHHBIM HITH

H
+ A\
FNUNSRY £
7/ i
3aMCIICHHBIM M COACPKUT 1, 2, 3 i 4 3aMeCTHTEI, KOTOPBIC BRIOpaHsI U3 Cig-ankuia, -O-(Ci¢-amxmn), -OH, =0
H=S;

KOJIBIIO A TIPEACTaBISICT COO0H (DEHIIT HiTH 5-6-4ICHHBIH MOHOIIMKITHYCCKAH T€TCPOAPHIT,

kaxaprii Ra HesaBucuMo mpeactaBmaet coboit ramoreH, -CN, Cig-amxun, Cie-Qpropamkun wma Cs.e-
[UKJIOATKHT,

X mpeacTasasger coboit -O-, -NRN-, *-CH,0-, *-CH,NRN-, #-C(=0)0-, *-C(=0)NRN-, *-CH,C(=0)0-, *-
CH,C(=O)NRN-, #-0C(=0)-, *-CH,OC(=0)- umu *-CH,NRNC(=0)-, rme * mnpencraBiser cOOOH TOYKY
TIPHCOCIUHEHHS K KOTBIY A;

RN npencrasiser co6oit Bogopoa uad Ci.4-aJKuiL,

kakaeiid R HezaBucuMo mpeactasiser coboi Bogopon, ¢prop, -OH, Cig-amkui uimd Ci.6-aJIKOKCH;

kaxapii R me3aBucHMO mpeacTapeT co6oit Bogopoa, (rop mwim Ci-¢-alKi,

i a8a R COBMECTHO ¢ MPOMEKYTOUHBIME ATOMAMH, K KOTOPBIM OHH MPHCOETMHEHBI, 00pasytoT Ci.g-
UUKJIOAJKHT,

RE RY R R RY R!® RY uR¥ kaxmplii HE3aBHCHMO NMPEACTABIET C060i Bomopox, Ci-¢-ankui, Ci.6-
amxoxcu Wik Ci.6-(hTOPATKAT,

wm R v RY, wmu RP u RY, wm R u RY COBMECTHO ¢ MPOMEKYTOYHBIMH aTOMAMH, K KOTOPBIM OHH

TPUCOCAWHCHBI, 00PA3YIOT KOJIBIIO;
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R?! mpencrasmster co6oit Bomopon, Cis-amxun win Ci.6-(TOpaKu,

wm R?! u o;me R COBMECTHO € IPOMEKYTOUHBIMHA ATOMAMHE, K KOTOPBIM OHH NMPHCOETHHEHBI, 00PA3yOT
C;-6-IIHKJI0AJIKHIT,

W npencrapisger coOoit (peHWUT WM S5-O-4ICHHBIH MOHOUMKIMYCCKUH TeTepoapwi, mpuyeM (DeHHI HIH
TeTEPOapu SIBIICTC HE3AMEIICHHBIM HITH 3aMEIICHHBIM H COACPKHT 1, 2 mim 3 3aMecTHTENsI, KOTOPBIC BRIOPAHbI
u3 RY;

kaxaeii RP Hezasrcnmo mpenctasmser coboii ranoren, -OH, -CN, -C(O)OH, -C(O)O(Ci¢-anxumn), Ci.¢-
amkm, Ci.6-amKOKCH, Cs3.6-IMKTOATKAT, (DCHIIT WK 5-0-4JICHHBIH TCTCPOAPIT, IPH 3TOM KAKIBIH aTKU, ATKOKCH H
IUKJIOATIKHI SIBJICTCS HE3aAMEINCHHBIM HIIH 3aMELICHHBIM H COACPXKUT 1, 2 min 3 3aMECTUTENS, KOTOPhIC BRIOPAHbI
u3 ranoreHa, -OH, C)¢-ankuna u C).-aJIKOKCH,

umu W npeacrasiaeT coboit -C(=0)0-R?;

R22 mpeacrapager coboii Cis-amkma, Cs.s-IUKIOAIKHI HIH 3-6-ICHHBIH I'€TEPOLMKIOANKII, IPHYEM
QKW THKIOAIKIIT H TETCPOLUKIOATKIIT SBISIOTCS HE3aMEIICHHBIMH HIIH 3aMCIICHHBIMH H COACPKAIMMH OT 1 10
3 3amecTHTeNCH, HE3aBUCHMO BRIOpAHHBIX U3 (ropa, -OH, Cis-amkuna, Ci.s-ranoreHankmia win Cs.¢-IMKI0OATKUIIA;

m cocTtasiier ot 1 a0 4

n cocrassaeT ot 0 10 4;

p coctasnser 1 umm 2;

q coctapmaer 1 wm 2; u

s cocTaBmaeT 1 uam 2.

30. Coegunenue no m. 1, win ero (papMauEBTHYECKH IPHEMJIEMAs COJb, CObBAT, CTEPEOU3OMEp, HIH
MPOJICKAPCTBCHHBIN MPENapar, NpUyueM COCIUHCHHE HMEET CTPYKTYPY (popmyasr (I11a), mwim ero (papmManeBTHUCCKH

npueMIICMasa COJIb, HJIH COJbBAT.

W-—N

0 R
/
Yon
\

0 CH, R®

(Rn (popmyna (I11a).
31. Coegunenue no m. 1, uan ero (papMaueBTHYECKH IPHEMIEMAas COJb, COJIbBAT, CTEPEOU3OMEp, HIH
TPOJICKAPCTBCHHBIN MPETapaT, NMPHYCM COSTHHCHHE HMeeT CTPYKTYpy (opmyis (I1Ib), mm ero papmaneBTHUecKu

npueMIICMas COJIb, HJIH COJIbBAT!

Rb—</:N\>—N o) R’
—N >—Ni

o} CH, R®

(R%)n dopmyxa (I1Ib).

32. Coeamuenne mo 1. 1, mwim ero (papManeBTHUECKH NMPHEMIIEMasi COJb, CONIBBAT, CTEPECOM30MED, HIIH
MPOJICKAPCTBEHHBIN MPETApaT, BHIOPAHHBIC U3 CICYIOLIHX:

2-[4-[3-[ 1-(5-xmopmHpUMHATIH-2 -HT)-4 -TTHTIC puAHIT| TPomoKCcH| -2 -(propdperun] -N-[ 5-[ [ 2-ruapokcu-1-
(TUAPOKCHMETUN)ITHII|aMUHO |IEHTHIT|alICTAMHU T,

5-[12-[4-[3-[1-(5-xnopnupuMu JUH-2 -1T)-4 -TUICPU AN IPONOKCH] -2 -
¢ropdeHnT|aneTHI|aMHHO | IEHTHATPHITHIAMMOHHL;

2-[4-[3-[1-(5-xmopmHEpuMHEIHH-2 -AT)-4 -TTHnC pu AT TponokcH| -2 -propdermn] -N-[5-[[(2S,3R 4R, 5R)-

2,3,4,5,6-ncHTaruAPOKCUTEKCHIT| aAMHHO | IEHTHIT|alleTaM U,
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5-112-[2,6-marop-4-[3-[ 1-(5-mpomunmupuMuaHH-2 -HT)-4 -
TMHTCPH AT | IPOTIOKCH | (PCHUIT | al[C THIT | aMIHO | ICHTHIITPHATHIAMMOHHIA,

2-[4-[3-[1-(5-xmopmHpUMHEINH-2 -AT)-4 -TTHNC PUAWIT| TPOnOKCH | -2 -(propPermn] -N-[ 2-runpokcn-1,1-
OHNC(THAPOKCHMCTHIT)3TUII |alICTAMHT,

2-[4-[3-[1-(5-xmopmHpUMHEINH-2 -AT)-4 -TTHNC P TPONOKCH ]| -2,6-muproppermn] -N-[ 2-ruapokcu-1, 1-
OHC(THAPOKCHMCTHIT)3TUT|alICTAMH T,

2-[4-[3-[1-(5->TummupuMuanH-2 -U) -4 -anepu Aui | iponokcu|-2,6-qupropdenmn|-N-[ 2-ruapokcu-1,1-
OHC(THAPOKCHMCTHIT)3TUII|alICTAMHT,

2-[2,6-auprop-4-[3-[1-(5-npomummupuMuIHH-2 -11)-4 -une pu | mponokcu| permn]-N-[ 2 -ruapokcu-1,1-
OHC(THAPOKCHMCTHIT)3TUII|allCTAMHT,

1-[3,3-6uc(ruapokcumMe T aze TuauH-1 -1 -2-[4-[ 3-[ 1-(5-xmopmupuMuIuH-2 -u)-4-
MUOCPHINT | IPONOKCH] -2 -pTOpPeHII | 3TaHOH;

2-[[2-[4-]3-[1-(5-xmopnupuMuAUH-2 -1T)-4 -TUNCPUINT | IPONOKCH| -2~
(ropdeHu]aneTHI|aMHHO | 3TAaHCY TH()OHOBAS KHCIIOTA,

3-[[2-[4-[3-[ 1-(5-xmoprHpUMHIHH-2-1HT)-4 -THICPH | TPOTIOKCH] -2 -(hTOp(PeHIT | aLe THIT| AMUHO | pOTIaH-
1-cynb(poHOBAS KUCTIOTA,

4-[[2-[4-[3-[1-(5-xmopmupuMH IUH-2 -1T) -4 -THOCPH AT TpomokcH | -2 -(hTopdeHm] are i | amuso | Oy TaH- 1 -
CyIb(DOHOBAS KHCIIOTA;

2-[4-]3-[1-(5-xnopnHpUMHEIHH-2-1T)-4 -nunepu I nponokcu] -2 -gpropdernn] -N-(3-
CyIb(haMOM TIPOTTHIT)aLECTAMHT,

2-[4-[3-[1-(5-xmoprupuMUIHH-2 -1T)-4 -MUNe pu I TPonokcH| -2 -proppermn] -N-(4-
CyTb(paMOH IOy THIT)aLICTAMHT,

3-[[2-[4-[3-[1-(5-3TUamHUpUMU TUH-2 -1T)-4 -TTHTICPU AU TPOTIOKCH] -2 -
(¢ropdeHIT]|aCTHI | AMHHO | TPO AT TPHMC THIAMMOHHIA,

2-[4-[3-[1-(5-XT0pIHPHMHIHH-2 -AT)-4 -ITHNC PHII| TPONOKCH | -2 -(pTopPermn] -N-[ 2-[pam-
(25,3S.,48,55,6R)-3.4,5-1puruapokcu-6-(THIPOKCAME THI ) TCTPATHAPOTHPAH-2 - HJT| OKCHATHJI | ALCTAMU T,

6-[[2-[4-[3-[1-(5-xmOpHpAME TAH-2 -HT)-4 -ITHIIC PHIHT| TPOTIOKCH | -2 -(pTopdeHmT | ane T | aMmuHO | -N-[ 2-
THAPOKCH- 1 -(THAPOKCUMETIIT) 3T | TCKCAHAMHT,

6-[[2-[4-[3-[1-(5-xmoprmupAME TAH-2 -HT)-4 -ITHIIC PN T TpoTOKCH | -2 -(pTopdeHr] ane T | amuHo | -N-[ 2-
THAPOKCH-1, 1-0HC(THAPOKCUMETHT)ITHII | TCKCAHAMUT,

3-[[2-[4-]3-[1-(5-xmoprHpuMEIHH-2 -AT)-4 -THNC PUAWIT| TponokcH | -2 -proppermn] anetrn|amuao | -N-[ 2-
THAPOKCH- 1 -(THAPOKCHMETIUT)3THI | IPOTICHAMH T,

3-[[2-[4-]3-[1-(5-xmoprupuMuIHH-2 -AT)-4 -THNC pUAWIT| TponokcH| -2 -propermn] anetun | amuao | -N-[ 2-
THAPOKCH-1, 1 -OUC(THAPOKCHMETHIT)3THII| IPOTICHAMHT,

4-[[2-[4-[3-[1-(5-xmopmupuMuIAH-2 -H1)-4 -TATIC pU AT | TpoTokcH | -2 -(pTopdeHm] ane e | amuso | -N-[ 2-
THAPOKCH- 1 ~(THAPOKCHMETHIT)3TIIT| Oy TAHAMHT,

4-[12-[4-[3-[1-(5-xmoprupuMu IAH-2 -H1)-4 -TATIC PN T | TpoTioKCH | -2 -(pTopdeHm] ane T | amuso | -N-[ 2-
THAPOKCH-1, 1 -OuC(THAPOKCHMETHIT)3THII| Oy TAHAMHET,

5-112-[4-]3-[1-(5-xmoprupuMuIHH-2 -AT)-4 -TTANC pUANI | TponokcH | -2 -propdermn] anerrn|amuao | -N-[ 2-
THAPOKCU- 1 -(THAPOKCUMETHIT)ITHI | ICHTAHAM U,

5-112-[4-]3-[1-(5-xmoprupuMuIHH-2 -AT)-4 -TTHNC pUAWIT| TponokcH| -2 -propermn] amerrn|amuao | -N-[ 2-

THAPOKCH-1, 1-0NC(THIPOKCHMETHIT)ITHII| ICHTAHAMHUT,
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2-[4-[3-[ 1-(5-xnopmHpUMHIIH-2 -HT)-4 -TTHTe puAHT| Tpomo k| -2 -(propdernn]-N-[6-[ (3S,4S)-3 ,4-
JUTHAPOKCUITHPPOTUAUH- 1 -U]-6-0KCO-TEKCUI|aLETAMUT,

1-[2-[4-[3-[1-(5-xn0opmHpUMHAIHH-2 -HT)-4-MTANCPH AT | MPOoNoKCH| -2, 6-qudToppernn] auerun]-N-[ 2-
ruapokcH-1, 1-0uc(THaAPOKCHMETHIT)ITHIT|a3¢ THANH- 3 -KapOOKCAMUT,

1-[2-]2-¢prop-4-[3-[ 1-[ 5-(METOKCHMETHIT) THPUMHIWH-2 -H1| -4 -TTHNC pU AT | poNoKCH | (peHmn|aneTwi | -N-
[2-[[2-ruapokcu-1,1-0uC(THAPOKCHMETHIT)ITHII| KapOAMONIAMUHO | 3THII| a3¢ THAWH-3 -KapOOKCAMUT,

1-[2-[4-[3-[1-(5-xn0oprmpuMuIHH-2 -HT)-4-MTUNCPU AT | TponoKCH| -2 -(proppermn|ane Twi] -N-[ 2-ruapokcu-
1-(THAPOKCUMETIIT)3TIIT|a3C THANH-3 -KapOOKCAMUT,

1-[2-[4-[3-[1-(5-xn0opmupuMuAHH-2 -1T)-4-MTUOCPU AT | TponokCH| -2 -(proppermn|ane Tui] -N-[ 2-ruapokcu-
1,1-6uc(ruapOKCUMETIIT)ITHII | a3¢ THAHH-3 -KapOOKCAMH T,

1-[2-[4-[3-[1-(5-xn0opnupuMuAHH-2 -1T)-4-unepuani | mponokcu| -2-proppenmn|ane ] -N-[ 2,3-
JUTHAPOKCH-2 -(THAPOKCUMETHIT) TPOITIIT |a3e TU AUH-3 -KapOOKCaMH T,

1-[2-[4-[3-[1-(5-xn0pmupUMUANH-2 -HT)-4-MTUOCPU T | ponokCcH] -2 -proppermn|ane ] -N-[ 2-[pan-
(25,35,48,585,6R)-3,4,5-1puruapokcu-6-(ruApOKCUMETHI) TCTPAT UAPOTIHPAH-2 -HJT| OKCHATHI | a3¢ TUAUH-3 -
KapOOKCaMMUT,

2-[1-[2-[4-[3-[1-(5-xmoprupuMUTHH-2 -1T) -4 -THOCPH | TPOTOKCH] -2 -(hropeHmT| ateTri | a3eTHIHH-3 -
wi|-N-[2-ruapokcu-1, 1 -OuC(TrHaPOKCHMETHIT)3THI | al[C TAMHE T,

2-[1-[2-[4-[3-[1-(5-xnoprupuMUTHH-2 -1T) -4 -TTHICPH | TPOoToKCH] -2 -(hropdeHmn| aneTra | a3eTHIHH-3 -
wi]-N-[2,3 -muruapokcu-2-(Tu JpOKCHMETHIT) POTIHJI | aie TAMUT,

2-[1-[2-[4-[3-[1-(5-xmoprHpUMUTHTH-2 -1T) -4 -ITHICPH M| TPOTIOKCH] -2,6-au( TOPPeHIIT| ae THIT| a3 THAUH-
3-mi]-N-[2,3-quruapokxcu-2-(TuApOKCHMETIUT) TPOTIHII |alleTAMUT,

3-[1-[2-[4-[3-[ 1-(5-XTOPIHPUMHIHH-2 -HT)-4 -IIHIIC PHIHT| TPOTIOKCH | -2 -(pTOpPCHUIT] aue THIT |a3C TH I H-3 -
un]-N-[2,3-auruApokcu-2 ~(TH APOKCUMETHT) IPOTTHJI | IPOTICHAMH T,

3-[1-[2-[4-[3-[ 1-(5-XTOPIHPUMHIHH-2 -AT)-4 -ITHNC PUAI| TPOTIOKCH]-2,6 - TH () TOP(PCHUIT| ANC THIT | A3C THTHH-
3-un]-N-[2,3-auruapoKkcu-2 ~(TuAPOKCUMETUIT ) TPOTIHJI | TPOTICHAM U,

1-[2-[4-[3-[1-(5-xn0pIHpUMEAHH-2 -HT)-4-TANCPU I | TPOTIOKCH] -2 -(prophermn] ane ] -N-[pam-
(2S,3R.4R,5R)-2,3,4,5 6-NCHTarHAPOKCUTCKCUIT| a3¢ THAMH-3 -KapOOKCAMUT,

2-[1-[2-[4-[3-[1-(5-xmOoprHpUMHUIHH-2 -HT ) -4 -THTIC PH AT | TPOTOKCH]| -2 - TOP(PCHIIT | ale THT | a3¢ TUAWH-3 -
wn|-N-[par-(2S,3R 4R ,5R)-2,3.4,5,6-ICHTarn ApOKCHTCKCHJI | ALICTAMH,,

1-[2-]2-¢prop-4-[3-[ 1-[ 5-(MCTOKCHMCTHIT) THPUMHIWH-2 -¥1| -4 -TIHNIC pU AR | IpoNOKCH | (peHmn |ane Twit ] -N -
[pan-(2S,3R,4R,5R)-2.3.4,5,6-nICHTarHAPOKCUTCKCHIT| A3C THAMH-3 -KapOOKCAMHU/T,

3-[[1-[2-]2,6-mudTop-4-[3-[ 1-(5-pomuImupuMUTHH-2 -HT)-4 -
THTICPU AT |IponoKCH | peHmT|ate TriT | a3eTHANH-3 -KapOOHA T |aMHHO | TPOITHITPUME THIIAMMOHHUS ()OpPMHAT;

1-[2-[4-[3-[1-(5-xn0opmHEpUMEARH-2 -1T)-4-TTANCPU T | TpoTioKCH| -2 -(proppermn|ane ] -N-[ 2, 3-
JUTHIPOKCH-2 -(THAPOKCHMETHIT) TPOITHJ | TUNC pU I H-4 -KapOOKCaM U T,

2-[4-[3-[1-(5-xmopmHpuMuEINH-2 -AT)-4 -TTHne puAwI| nponokcH|-2-propdermn] -1-[3-[[[(2S,3R, 4R, 5R)-
2,3.,4,5,6-neHTaruAPOKCUTEKCHIT| aMHHO | METHIT| a3 TUAMH- | -UJT| STAHOH,

2-[4-[3-[1-(5-xnopmHpUMHEINH-2 -AT)-4 -TTHNC pUAWI| TponoKcH | -2-propdermn] -1-[3-[[[2,3-aurnapokch-2-
(TUAPOKCUMETUT)IPONUI|aMUHO |METHT|a3¢ THAUH- 1 -HIT| STAHOH;

2-[4-[3-[1-(5-xmopmHpUMHATHH-2 -AT)-4 -TTHTC P TponmokcH| -2 -propdermn] -1-[ 3-[ [ [2-ruapokcn-1,1-

OHNC(THAPOKCHUMCTHIT)3THI|aMHHO |MCTHIT| a3¢ THAWH- | -HIT| STAHOH;
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2-[4-[3-[1-(5-xmopmHpUMHATIH-2 -HT)-4 -TTHTC puIT| TPomokcH| -2 -propdernn] - 1-[ 3-[ [ [3-ruapoxcu-2-
(TUAPOKCUMETUT)IPONUI|aMUHO |METHT|a3¢ THAUH- 1 -HIT| STAHOH;

2-[4-[3-[1-(5-xmopmHEpUMHEIIH-2 -AT)-4 -TTHNC pUAIIT| TPponoKCH | -2 -(propPermn] -1-[ 3-[ [pau-(3S,4S)-3.4-
JUTHAPOKCUIIUPPOIHANH- 1 -ui|MeTua|a3e TuaANH- 1 -1 3TaHOH;

2-[4-[3-[1-(5-xmopmHpuMHAIIH-2 -AT)-4 -THnC pU AT TponokcH| -2 -propdermn] -1-[3-[ [pau-(3R,4R)-3 ,4-
JUTHAPOKCUIIUPPOIUANH- 1 -ui|MeTu|a3e TuANH- 1 -1I1| 3TaHOH;

2-[4-[3-[1-(5-xmopmHpuMHuINH-2 -HT)-4 -TTHNC pUu AT TponokcH | -2-propPermn] -1-[ 3-[[pau-(3S,4R)-3,4-
JUTHAPOKCHUIIMPPOIHANH- 1 -ui|MeTu|a3e TuANH- 1 -1I1| 3TaHOH;

2-[4-[3-[1-(5-xnopmupuMuINH-2 -11)-4 -TTHne pu | mponokcu| -2 -propdermn] -1-[ 3-[[[pau-(1R,2S,3R,4S)-
2,3, 4-TpUruAPOKCULUKIONCHTUI|aMUHO |METUT|a3€ TUAUH- 1 -HIT| 3TAHOH;

2-[4-[3-[1-(5-xnoprupuMuINH-2 -UT)-4 -THne puAHI| mponokcu| -2-propPenmn] -1-[3-[[pau-(3R,5S)-3,4,5-
TPUIHAPOKCHU- 1 -MHUMEp AN | METHII|a3e THAHH- 1 -HI|3TAHOH;

2-[4-[3-[1-(5-xnopmupuMuIUH-2 -11)-4 -TTHne pu I mponokcu| -2 -propdenun]-1-[3-[[2-[2-(2-
THAPOKCUITOKCH)ITOKCH | STHIIAMHHO | METHII| a3¢ THAMH- | -HIT| 3TaHOH;

1-[3-[[2-[2-(2-aMHHOSTOKCH)3TOKCH|3THIAMUHO |MeTHI|a3eTuauH- 1 -] -2-[4-[ 3-[ 1-(5-xnopriupumMu AuH-2 -
WT)-4-MHICPUINIT| TPOTIOKCH | -2 -(pTOPPESHU | 3TAHOH;

2-[4-[3-[1-(5-xmopnupuMuIHH-2 -1T)-4 -munepuaui|nponokcu|-2,6-mudropdennn]-1-[3-[[[(2S,3R,4R,5R)-
2,3,4,5,6-neHTar i APOKCUTSKCUIT| aMHHO |METHIT|a3¢ TUAUH- | -HIT| STAHOH;

2-[4-[4-[1-(5-xmoprupumMuuH-2-11)-4 -munepuaui|0yrokcu| -2 -proppenna]-1-[3-[[[(2S,3R, 4R, 5R)-
2,3,4,5,6-neHTaruAPOKCUTSKCHIT| AMHHO |METHIT|a3€ TUAMH- | -HIT| STAHOH;

2-(4-(4-(1-(5-xmopHPUMUIHH-2 -WT) TANCPUIHH-4 -11)0y TOKCH)-2,6-1udropdermn)-1-(3-
((((2S,3R,4R,5R)-2,3.4,5 6-ncHTAaTHAPOKCHTCKCHIT)AMIHO )MCTHII )a3CTH AHH- | -HT)3TaH-1-0H;

2-(4-(3-(1-(5-XI0PIMHPHMHTHTH-2 K1) THIICPHIHH-4-HJT) MPOTIOKCH ) -2 -(propperm)-1-(3-(2-((1,3-
JUTHIPOKCHUIIPOTIAH-2 -HJT)aMHHO )3TH)a3¢ THAUH- | -un)3TaH-1-0H;

2-(4-(3-(1-(5-XI0PIMHPHMHIITH-2 A1) THIICPHIAH-4-HJT) TPOTIOKCH) -2 -(proppherm)-1-(3-(2-((3-ruapoxcu-2-
(TUAPOKCUMETHUI)IPONTUT)aMUHO )3TUN)A3EC TUANH- 1 -1T)3TaH-1-0H;

2-(4-(3-(1-(5-XI0PIHPHMHTIH-2 AT ) THIICPHIHH-4-HT) TPOTIOKCH) -2 -(propperm)-1-(3-(2-((2,3-
JUTHIPOKCH-2 -(THAPOKCHMETIT) MPOIIHIT)aMHHO ) 3THI ) a3 THAUH- 1 -u1)3TaH-1-0H;

2-(4-(3-(1-(5-XI0pIMHPHMHTIH-2 AT ) THIICPHIAH-4-HT) TPOTIOKCH) -2 -(propperm)-1-(3-(2-((1,3-
JUTHAPOKCH-2 -(THAPOKCHMETHIT) POTIAH-2 -HJT)aMHHO ) 3THIT) a3 THAUH- | -1T)3TaH-1 -0H;

1-(2-(2-(1-(2-(4-(3-(1-(5-xnopmupUMH IUH-2 - W) TUNCPUAUH-4 -HT) IPONIOKCH)-2 -
(¢ropdeHIT)aCTHT)a3e THIWH-3 -JT)3THIT)aMHHO ) 3TH)-3 (1,3 - ATHrHApOKCH-2 -(THAPOKCHMCTHIT ) TIPOTIAH-2 -
HT)KapOaMuT;

2-[4-[3-[1-(5-xmopmupuMHEIIH-2 -1T)-4 -TTHne puaiT| ipomokcH| -2 -propdernn] -1-[3-[2-[[(2S,3R, 4R, 5R)-
2,3.,4,5,6-ncHTaru APOKCUTECKCUIT|aMHUHO | 3THII| a3 TUAMH- | -UIT| 3TaHOH,

2-(4-(3-(1-(5->THAMHPUMHAWH-2 -AT) THTIC PUANH-4 -1 POToKCH) -2 -proppermn) -1 -(3-(((3-ruapokcu-2-
(TUAPOKCHMETHT)IPONUI)aMHUHO )METHI)a3¢ THAUH- | -UT)3TaH-1-0H;

1-(3-(((2,3-auruApoKCcHU-2 -(THAPOKCUMETUT ) TPOTIHIT)aMHHO )METHT)a3e TUANH- | -um)-2-(4-(3-(1-(5-
STHIMUPHMHAIWH-2 - THTICPHIAH-4-HIT) TPOTIOKCH)-2 -(hTropdeHnn)TaH- 1 -0H;

1-(3-(((1,3-auruaApoKkcu-2 -(TuAPOKCUMETUT ) TPOTIAH-2 -WT)aMHHO )METU )a3e TH AUH- 1 -1m)-2-(4-(3-(1-(5-

STHNMUPUMHAIWH-2 - THTICPHIAH-4 - TPOTIOKCH)-2 -(pTopdeHmn)3TaH- 1 -0H;
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1-(1,3-guruapoxcu-2 -(ru gpokCuMeTUI)nponan-2-um)-3-(2-(((1-(2-(4-(3-(1-(5-3TuimupuMHIHH-2 -
WHIIAICPHINH-4 -HIT)IPOTIOKCH)-2 -(pTOp (P HIIT)ale THIT)a3C THAMH- 3 -HI)ME THII)AMHUHO ) STHIT) KapOaMHu I,

(2S,3R.48,55)-6-[[1-[2-[4-[3-[1-(5-3TunmupuMuIHH-2 -WIT)-4 -TATCPH I | TPOTIOKCH]| -2 -
¢ropdeHm|aneTHI|a3e THAWH-3 -WI| METHIIAMHIHO | -2,3,4, 5-Te Tparn IpOKCUTCKCAHOBAs KHCJIOTA;

1-(3-(((2,3-auruApoKCH-2 -(THAPOKCUMETUT ) TPOTTHIT)AMHHO )METHT)a3e TUAMH- | -um)-2-(4-(3-(1-(5-
STUITUPUMHAIWH-2-HT) THNICPHIUH-4 - HIT)TPOTIOKCH)-2, 6-muTopdeHmm)3TaH- 1 -0H;

1-(1,3-guruapoxcu-2 -(ru ApoKCUMeTUI)Iponan-2-um)-3-(2-(((1-(2-(4-(3-(1-(5->TumupuMHIHH-2 -
W) IHICPUIUH-4-H1)IPONOKCH)-2,6-Tu(pTopPeHUT)anCTUT)a3 THIWH-3 -HI)MCTHI)aMIUHO ) 3THT) KapOaMI T,

2-(4-(3-(1-(5->THAMHPUMHUAWH-2 -WT) THIIC PUAHH-4 -HT)TPOTIOKCH) -2 ,6-mu roppermm)-1-(3-
((((28,3R,4R,5R)-2,3.4,5,6-ncHTar L APOKCUTCKCUIT)AMHHO )MCTHII )a3¢THANH- | -11)3TaH- 1 -0H;

2-(2-¢prop-4-(3-(1-(5-mpommIMTUPUMHUIUH-2 ~-UT) TUICPUAUH-4 -Iwn) iponokcn) peHmn)-1 -(3-(((3-ruapoxcu-2-
(TUAPOKCHMETUT)PONUI)AMUHO )MCTHI)a3¢ THAUH- 1 -UT)3TaH-1-0H;

1-(3-(((2,3-auruapokcu-2 -(ru JPOKCUMETHII) IPOITHI)aMUHO )METHT)a3e TUAUH- 1 -11)-2 -(2-prop-4-(3-(1-(5-
MPOTTUITHPHMHUANH-2 -U) THICPUINH-4 -HIT)IPOTIOKCH) (PSHUIT)3TaH-1-0H;

1-(3-(((1,3-auruaApoKCH-2~(THIPOKCHME THIT ) TPOMIAH-2 -HJT) AMHHO )METHIT) 3¢ TH IUH- 1 -111)-2-(2-(pTOop-4-(3-
(1-(5-mponHUIMHPUMHIHH-2 -HJT) TUNICPU AWH-4 - W) IIPOTIOKCH) (peHIIT)3TaH-1 -0H;

1-(1,3-guruapoxcu-2 -(ru APOKCHMETHIT)IpomaH-2-m1)-3-(2-(((1-(2-(2-¢prop-4-(3-(1-(5-mpomHIMHPUMH TUH-
2-WIT) AN PUAHH-4 -HT) IPOTIOKCH ) (DCHIIT)aL[e THIT) a3 TH I H-3 ~HIT)METHT)aMHHO ) STHIT) KapOaMuI;

2-(2-¢prop-4-(3-(1-(5-mponHIMUPUMHUIUH-2 -H ) THICPUIUH-4 -HT)IponokcH) (peHmn)-1-(3-
((((2S,3R,4R,5R)-2,3 4,5 ,6-neHTarn [pOKCUTCKCHIT)aMHHO )METHI )a3C TH AWH- | -HT)3TaH- 1 -0H;

2-(2,6-muprop-4-(3-(1-(5-mponmuAMTAPUMHINH-2 -HT)THIICPUARH-4-wT)ponokcu) permn)-1-(3-(((2,3-
JUTHIPOKCH-2 -(THAPOKCHMETHT) POIIHII)aMHUHO )METHIT)a3€ TUAWH- 1 -HIT)3TaH- 1 -0H;

2-(2,6-audprop-4-(3-(1-(5-MpoNHIITHPHMHIIH-2 -HT) THIICP HIHH-4 -1 IpookcH ) permm)-1-(3-(((1,3-
JUTHIPOKCH-2 -(THAPOKCHMETIT) MPOTAH-2 -HJT)aMHHO )METHIT)a3€THAHH- | -1T)3TaH-1-0H;

1-2-(((1-(2-(2,6-mudprop-4-(3-(1-(5-TPOTMHIITHPAMHTHH-2 A1) THTICPHIAH-4 -
HIT)TPOTOKCH) (PCHAT )ale THT)a3C THIMH-3 -HT)MCTHIT)AMAHO )3TH) -3-( 1,3 - TUr HApOKCH-2 ~(THAPOKCHMC THIT)IPOTIAH-
2-un)kapOamMu;

2-(2,6-muprop-4-(3-(1-(5-mponHITHPHUMHINH-2 -HT) THIICP U IHH-4 -1 TPOTIOKCH) (peHmm)- 1 -(3 -
((((2S8.3R.4R,5R)-2,3.4,5,6-nCHTarHAPOKCUTCKCUIT)AMIHO )MCTHII )a3CTHANH- | -1T)3TaH-1-0H;

2-[2-¢pTop-4-[3-[ 1-(5-MCTOKCHITHPHUMHUTHH-2 1T ) -4 -TUTIC pU AT |ipoiokcH | permn|-1-[ 3-[ [ [pam-
(2S,3R.4R,5R)-2,3,4,5 6-nCHTar i ApOKCUTCKCHIT| AMHHO | MCTHIT| a3¢ THAWH- | -HIT| 3TAHOH,

2-[4-[3-[1-(5-3ToXCHMUPHMHTHH-2 -1T)-4 -THne pu AT | mponmokcH| -2 -propperw| -1-[3-[[[ pan-
(2S,3R.4R,5R)-2,3,4,5, 6-nCHTar i ApOKCUTCKCHIT| AMHHO | MCTHIT| a3¢ THAWH- | -HIT| 3TAaHOH,

1-[2-[[1-]2-]2-¢pTop-4-[3-[1-[ 5-(MCTOKCHMCTHT) THPUMHAUH-2 -AT| -4 -
TMHICPH AT |IPOTIOKCH | pCHIIT |ate THIT |a3e THANH-3 -HJT | MCTHIIAMIHO | 3TH| -3 -[ 2-rHapokcu-1, 1-
OHNC(THAPOKCHMCTHIT)3THI|KapOaMHu T,

(BR,5R)-7-[[1-[2-[2-pTop-4-[3-[ 1-[ 5-(MECTOKCHMCTHIT) THPHMHIHH-2 -HT| -4 -
TMHICPHIAT | IPOTIOKCH | pCHIIT | ate THIT |a3e THINH-3 -HJI | MCTHJIAMHHO | -3, 5-THTHIPOKCHTCITAHOBAS KUCTIOTA,

2-[2-pTop-4-[3-[1-[5-(MCTOKCUME THIT ) THPUMHIHH-2 - 11| -4-THTICpU AN | mpoTiokcH | permn]-1-[ 3 -
[1[(2S,3R,4R,5R)-2,3,4,5,6-ICHTar I APOKCHTCKCHI | aMHUHO | MCTHIT | a3C THAWH- | -HJT| STaHOH,

2-[2-¢pTop-4-[4-| 1-[5-(MeTOKCUME THT ) TUPUMHIHH-2 -1 | -4-miumiepu | Oy Tokcu | permn] - 1-[ 3-[ [ [pan-

(2S,3R,4R,5R)-2,3,4,5,6-nCHTar i ApOKCUTCKC AT |aMITHO | MCTHIT| a3¢ THAMH- | -AIT | 3TaHOH,
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2-[2,6-auprop-4-[4-[1-[5-(METOKCHMETHT) TAPUMAAWH-2 -1T| -4 -manepuamn | 6y Tokcu| perm| - 1-[ 3 -[ [ [ pan-
(2S,3R.4R,5R)-2,3,4,5, 6-ncHTar i ApOKCUTCKCHIT| AMHHO | MCTHIT| a3¢ THAWH- | -HIT| 3TAaHOH;

2-[4-[2-[(1S,2R)-2-[1-(5-xmTOpIHPUMHTHH-2 ~HT) -4 -TUTIC PH AT | T KJIOTPO A | STOKCH]| -2 -(hrop e ] -1 -
[3-[1[(2S,3R,4R,5R)-2,3 4,5, 6-nCcHTar L APOKCUTCKCHIT| AMHHO | MCTHIT| 3¢ TUAWH- | -HJT| 3STAHOH,

MeTua-2-[4-[3-[3-¢prop-4-[2-okco-2-[3-[[[(2S.3R,4R,5R)-2,3.4,5,6-
MICHTATHAPOKCUTCKCUIT|aMIHO | MeTHIT| a3¢ THANH- | -1T| 3TH0T | (peHOKCH | mpoTii | - 1 -ITiTie pr T | THPpUMHIHH-S -
KapOOKCHJIAT;

2-[4-[2-[1-(5->TummupuMuanH-2 -un) -4 -unepu i | 3rokcume T | -2 -proppermn] - 1-[3-[[[(2S,3R 4R, 5R)-
2,3,4,5,6-nICHTaruiAPOKCUTCKCIII | aMHHO | METHT | IUKJIO0Y THII| 3STAHOH;

2-[4-[2-[1-(5->TummupuMuauH-2 -un) -4 -unepu i | 3rokcume | -3 -propperma] - 1-[3-[[[(2S,3R 4R, 5R)-
2,3,4,5,6-IeHTaruAPOKCUTCKC I | aMHUHO | METHIT | IUKJIO0Y THII| STAHOH;

2-[4-[3-[1-(5-xnopmupuMUINH-2 -UT)-4 -THOCPUAWI| TPOonO KCUMETHII| -2 -propperm] -1-[3-
[[[(2S,3R,4R,5R)-2,3,4,5,6-IcHTar i ApOKCUTCKCHI|aMUHO | METHIT | Q3¢ TH IUH- | -UJT| 3TAaHOH;

2-[1-(5-xnopIupUMUIHH-2 -1IT)-4-MTUOCPU I | STHI-3 -PTop-4-[2-0kc0-2-[3-[[[pau-(2S,3R 4R, 5R)-
2,3,4,5,6-neHTarLAPOKCUTCKCIIT|aMUHO |MEeTHIT|a3e TUAUH- 1 -1t 3THIT| OeH30aT;

2-[1-(5-x10pIHPHMHANH-2-HT)-4-THICPU I | 3THI-2 - [ 3-(pTop-4-[2-0Kkc0-2-[ 3-[[[pau-(2S,3R 4R, 5R)-
2,3.4,5,6-NCHTar K APOKCUTECKCHIT|aMUHO |MeTH T a3e TU AN H- | -1T| 3T | (peHmT|aneTar;

2-|2-prop-4-[3-[ 1-[5-(THAPOKCHMETHIT) TUPUMHA AUH-2 -AT| -4 -MHICPU AT | ponoKcH | peHm]-1-[ 3-
[[(2S,3R,4R,5R)-2,3,4,5,6-ICHTar i APOKCUTCKCUIT|aMHUHO | ME THIT| Q3¢ TH AWH- 1 -HJT| STAHOH;

2-[2,6-muprop-4-[3-[1-[5-(METOKCHMETHIT) TAPUMHAWH-2 - 11| -4 -MTUne pu AT | IponokcH | (perm] - 1-[ 3-
[T[(2S,3R,4R,5R)-2,3,4,5,6-ICHTar i APOKCHTCKCHIT|aMHUHO | METHIT|a3€ TH AWH- 1 -HJT| STAHOH;

[pau-(1R,2R)-2-[1-(5-XI0pIHPHMHTHH-2 -H.T)-4 - ITHNC PHIT | IEKJIO PO | Me THII-3 -(pTOp-4-[ 2-0KCO-2-[ 3 -
[[[pau-(2S,3R,4R,5R)-2,3,4,5,6-nICHTar HAPOKCUTCKCHIT | aMIHO | MCTHIT| a3¢ THAHMH- | -HT| 3THII|OCH30aT;

2-[2-¢pTop-4-[[(1R,2R)-2-[ 1-[ 5-(MCTOKCHMCTHI) TUP HMHTHH-2 -HT| -4 -
MHOCPH AT | UK TonponaiI|MeTokcume T | permn] -1-[3-[[[(2S,3R,4R,5R)-2,3.4,5,6-
TICHTATHAPOKCUTCKCUJT|aMUHO |METHIT|a3€ TUAUH- | -HIT| STAHOH;

2-[2-¢pTop-4-[2-[pau-(1S,2R)-2-[1-[ 5-(MCTOKCHMCTHIT ) TAPAMHTAH-2 11| -4 -
TMHICPHIANT | UK TONPoa | >TokcH | permn]-1-[3-[[[pan-(2S,3R 4R,5R)-2,3.4,5,6-
TICHTATUAPOKCUTCKCUJI|aMUHO |METHIT|a3¢ TUAUH- | -HIT| 3TAaHOH;

2-[4-[3-[1-(5-xmopImHPHMHTIH-2 -AT)-4 -TTHNC P TpomoKcH| -2 -propdermn] -1-[ (3S)-3-
[1[(2S,3R,4R,5R)-2,3.4,5,6-ICHTarHAPOKCHTCKCHIT | aMAHO | MCTHIT | THPPOTHANH- | -HJT| 3TAHOH,

2-[4-[3-[1-(5-xmopmHpUMHIIH-2 -AT)-4 -TTHNC pUAIIT| TponmokcH| -2 -propdermn] -1-[(3S)-3-[[[2.3-
JUTHAPOKCH-2 -(THAPOKCHMETHIT) TPOIIHI | aMUHO |METHIT | TUPPOTUANH- 1 -HIT| 3TaHOH,

2-[4-[3-[1-(5-xmopmHpUMHIIH-2 -AT)-4 -TTHNC PUAHT| TPOTOKCH | -2 -(proppermn] -1-[ (BR)-3-
[1[(2S,3R,4R,5R)-2,3.4,5,6-ICHTar 0 APOKCHTCKCHIT| aMAHO | MCTHIT | THPPOTHANH- | -1 3TaHOH,

2-[4-[3-[1-(5-xmopmHpUMHEINH-2 -AT)-4 -TTHnC pu AW iponokcH| -2-propdermn] -1-[(3R)-3-[[[2,3-
JUTHAPOKCH-2 -(THAPOKCHMETHIT) TPOIIII |aMUHO |METHIT | TUPPOTUANH- 1 -HIT| 3TaHOH,

(3R)-1-[2-[4-[3-[1-(5xmOopmHpIMHEINH-2 -AT)-4 -THNCPUAMI | TponokcH| -2 -proppermn] ameTrn|-N-[ 2-
rHApoKcH-1, 1-01c(THAPOKCUMETHT)3THI | THPPOTHINH-3 -KapOOKCAMHUT,

(35)-1-[2-[4-[3-[ 1 -(5-xm0pTHpUMHAIHH-2 -HT)-4 -TANCPUAT | IPOTOKCH| -2 -(proppermn]|ane T | -N-[ 2-

raApokcH-1, 1-0uc(THAPOKCUMETHT)ITHII | THPPOTHINH-3 -KapOOKCAMHUT,
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2-[4-[2-[7-(5-xnopmEpuMuEANH-2-AT)-7 -a3acmupo| 3,5 |HoHaH-2 -1n|3TokcH]| -2 -propdpermn]-1-[3-
[1[(2S,3R,4R,5R)-2,3,4,5,6-IcHTar i ApOKCATCKCHI | aMIUHO | MCTHIT | a3C THAWH- | -HJT| STaHOH,
2-[4-[3-[7-(5-xnopmHpuMuANH-2-HT)-7 -a3acmupo| 3,5 |HoHaH-2 -mn| npomokcu]| -2 -propdpenmn]-1 - 3-
[1[(2S,3R,4R,5R)-2,3,4,5,6-IcHTar i ApOKCATCKCHI | aMUHO | MCTHIT | a3C THAWH- | -HJT| STAaHOH,
2-[4-[4-[7-(5-xnopmEpuMuINH-2-HT)-7 -a3acmupo| 3,5 |HoHaH-2 -un| Oy Tokcu| -2 -proppermn]-1-[3-
[[[(2S,3R,4R,5R)-2,3,4,5,6-IcHTar i ApOKCHTCKCHI | aMUHO | MCTHIT | a3C TH AW H- | -HJT| STAaHOH,
2-[4-[[7-(5-xnoprupuMuIHH-2 -11)-7 -a3acoupo| 3,5 | HoHaH-2 -1 MeTokcuMe Ti | -2 -proppermn] - 1-[ 3-
[[[2S,3R,4R,5R)-2,3.4,5,6-1cHTaru APOKCUTCKCHIT| aMHHO |METHIT | a3e TUAKH- | -1 | 3TAHOH;
N-[2,3-auruapoxcu-2-(ruApokcumMe T nponuil-2-[ 1-[2-[4-[3-[1-(5-3TokCUnUpUMHIUH-2 -UT)-4 -
mnepuanI|nponokcu] -2 -gpropdenun]aneTuialaze TuAuH-3-UiIjaue TaMu;
2-[4-[4-[1-(5-xnopmupuMuINH-2 -UT)-4 -MeTHI-4-nTunepu |0y Tokcu| -2 -proppermn]-1-[ 3-
[[[(2S,3R,4R,5R)-2,3,4,5,6-IcHTar i ApOKCUTCKCHI|aMUHO | METHIT|a3C TH AU H- | -UJT| 3TaHOH;
2-[4-[2-[6-(5-xnopmupuMuINH-2-11)-6-a3aciupo| 2,5 Jokran-2 -ui|3Tokcu]-2-propdpenmn]-1-[3-
[[[(2S,3R,4R,5R)-2,3,4,5,6-IcHTar i ApOKCUTCKCHI|aMUHO | METHIT | a3C TH TUH- | -UJT| 3TaHOH;
2-[4-[[6-(5-xn0opHpHMuANH-2-HT)-6-a3acnupo| 2,5 Jokran-2 -uia|meTokcume i -2-propdenun]-1-[3-
[[(2S,3R,4R,5R)-2,3.4,5,6-ICHTar i APOKCUTCKCUIT|aMHUHO | METHIT|a3¢ THAWH- 1 -HJT| STAHOH;
m3omponua-4-[3-[3-prop-4-[2-oxco-2-[3-[[[(2S,3R,4R,5R)-2,3,4,5,6-
MCHTATHIPOKCUTCKCUIT|aMUHO | MeTHIT|a3e THAMH- | -|T] 3THT| peHOKCH | mpoTmT | munepranH- 1 -kapOOKCHIIAT,
2-[4-[3-[(1R,5S)-3~(5-xmoprupumMuIuH-2 -11)- 3 -a3a0unuKio[ 3, 1,0 rekcan-6 -wi| mpomoxcu| -2 -
¢roppennn]-1-[3-[[[(2S,3R,4R,5R)-2,3,4,5,6-NCHTarH IpOKCUT€KCHII| AMHHO | METHJT| 3¢ TUAMH- | -HJT| 3TAHOH;
2-[4-[3-[1-(5-3TOKCUNMHPUMUIUH-2 -HJT)-4 -TTHICPH AW | PO TIOKCH] -2,6-aupTopderm]-1-[3-
[[[(2S,3R,4R,5R)-2,3,4,5,6-ICHTar L IPOKCHTCKCHII|aMHUHO | MCTHIT |a3C TH I H- | -HJT| STAHOH,
2-[4-[2-[7-(5-xnopmHEpUMHEIIH-2-AT)-7 -a3acmupo| 3,5 |HoHaH-2 -1 3ToKCH] -2 ,6-aud Tophermn]-1-[3-
[[[(2S,3R,4R,5R)-2,3,4,5,6-ICHTar{APOKCHTCKCHII|aMHAHO | MCTHIT |a3C TH I H- | -HJT| STAHOH,
2-[4-[3-[7-(5-xnopmHEpuMHEIHH-2-AT)-7 -a3acmupo| 3,5 |HoHaH-2 -ui|npomokcH] -2, 6-qudropdhenmn] -1-[3-
[[[(2S,3R,4R,5R)-2,3,4,5,6-ICHTar I IPOKCHTCKCHIT|aMHAHO | MCTHIT |a3C TH I H- | -HJT| STAHOH,
monponua-2-[3-[3-prop-4-[2-oxkco-2-[3-[[[(2S.3R.,4R,5R)-2.3.4,5.6-
MCHTATHAPOKCUTCKCHIT|aMIHO |METHIT| a3¢ THAMH- | -1t | >THo1 | (peHOKCH |mporw | -7 -a3acupo[ 3, 5 |HOHAH-7 -
KapOOKCHIIAT;
monponua-2-[2-[3-prop-4-[2-oxkco-2-[3-[[[(2S,.3R.,4R,5R)-2.3.4,5.6-
MCHTATHAPOKCUTCKCHIT|aMIHO |METHIT| a3¢ THAMH- | -1t | 3Tr0n | peHOKCH |3THI| - 7-a3acmmpo| 3, 5 |HOHAH-7 -KapOOKCHIIAT;,
(1-MCTHIHKIOTIPOTIHIT) 4-[3-[3-¢pTop-4-[2-0xco-2-[3-[[[pau-(2S,3R,4R,5R)-2,3.4,5,6-
MCHTATHAPOKCUTCKCHIT|aMIHO |MCTHIT| a3¢ THAWH- | -1T| 3ThoT | (PeHOKCH | mpoTiT | mumie pranH- 1 -kapOOKCHIIAT,
2-[4-[[3-[1-(5-xmopmHpUMHATHH-2 -HT)-4-MTATCPHIIT | (UK I00Y THI| MEeTOKCH |-2-(proppernn]-1-[3-
[1[(2S,3R,4R,5R)-2,3.4,5,6-ICHTarHAPOKCATCKCHI | aMHUHO | MCTHIT | a3C THIWH- | -HJT| STAHOH,
2-[4-[3-[ 1-(5-xmopIHPUMHIIH-2 -AT)-4 -TTHANC PUAWT| TPOTIOKCH | -2 -propPermn] - 1-[ 3-(MeToKCHMeTHIT) -3 -
[[[r(2S.3R,4R,5R)-2,3.4,5, 6-ICHTarHAPOKCUTCKCHII| AMIHO | MC THIT | THPPOTHAWH- | -1J1| 3TaHOH,
2-[4-[3-[1-(5-xnopmHpUMHATHH-2 -AT)-4 -TTHne pu AT TponmokcH| -2 -propderwn] -1-[ 3-[ [ [3-ruapokcn-2,2-
OHNC(THAPOKCHUMC THIIPOTIHIT | AMUHO | METHIT| -3 -(MCTOKCHMC THT) THPPOTHINH- | -HIT| STAaHOH;
2-[4-]2-[3-[1-(5-xn0oprHpEMEAHH-2 -1T)-4-TANCPUIHT | TUKI00Y THIT| 3TOKCH] -2 -pTopPernn] -1-[3-

[1[(2S,3R,4R,5R)-2,3.4,5,6-ICHTar I APOKCHTCKCHI | aMUHO | MCTHIT | a3C THAWH- | -HJT| STaHOH,
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2-[4-]2-[3-[1-(5-xn0oprmpuMuEAHH-2 -HT)-4-TANCPU I | THKI00Y THIT| 3TOKCH]-2,6- muTop permn] - 1-[ 3-
[1[(2S,3R,4R,5R)-2,3,4,5,6-IcHTar i ApOKCATCKCHI | aMIUHO | MCTHIT | a3C THAWH- | -HJT| STaHOH,
[3-(TpudropmeTHIT)OKCeTAH-3 -] 4-[3-[3-¢pTop-4-[2-oxco-2-[3-[[[(2S,3R,4R,5R)-2.3.4,5,6-
MCHTATHAPOKCUTCKCHIT|aMIHO | METHIT| a3¢ THANH- | -1T] 3Th01 | (peHOKCH | mpott | mume pranH- 1 -kapOoKCHIIaT;,
[3-(TpudropmeTHIT)OKCeTAH-3 -] 4-[3-[3,5-murop-4-[2-oxco-2-[3-[[[(2S,3R,4R,5R)-2.3.4,5,6-
MICHTATHAPOKCUTCKCHIT|aMIHO | MeTHIT| a3¢ THANH- | -11] 3THoT | (peHOKCH | mpormt | mume pranH- 1 -kapOoKCHIaT,
(35)-1-[2-[4-[3-[ 1 -(5-xm0opTHpUMHAIHH- 2 -1T)-4 -THOCPU AT | TponoKCH] -2 -proppeHm| ane T ] -N-
[(2S,3R,4R,5R)-2,3,4,5,6-CHTar 0 ApOKCUTCKCHJT | THPPOTHIIH-3 -KapOOKCAMHUT,
(35)-1-[2-[4-[3-[1-(5-xm0opHpUMHIHH-2 -1T)-4 -THOCPU AT | TponOKCH] -2,6-muproppernn|anetu]-N-
[(2S,3R,4R,5R)-2,3,4,5,6-CHTar 0 ApOKCUTCKCHJT | THPPOTHIHH-3 -KapOOKCAMHUT,
(35)-1-[2-[4-[3-[1-(5-3TOKCHUTTHPUMUANH- 2 -WT) -4 -TUCPU AT | TponIoKCH] -2 -proppeHmn | aneTwn| -N-
[(2S,3R,4R,5R)-2,3,4,5,6-nCHTaru {pOKCUTCKCHIT | THPPOTHIHH-3 -KapOOKCAMHUT,
(35)-1-[2-[4-[3-[1-(5-3TOKCHUTTUPUMUANH-2 -WT)-4-TUNICpU AT | TponiokCH] -2, 6-nupToppenun]anerun]-N-
[(2S,3R,4R,5R)-2,3,4,5,6-CHTaru {pOKCUTCKCHII | THPPOTHIHH-3 -KapOOKCAMHUT,
(35)-1-[2-]2,6-mudprop-4-[ 3-[ 1-[ 5-(ME TOKCHME THIT) TAPUMHIHH-2 11 | -4~
munepuaui |jnponokcH| permn]anetin]-N-[(2S,3R, 4R, 5R)-2,3.4,5,6-ieHTarHAPOKCUTCKCHIT | THPPOJTHIUH-3 -
KapOOKCaMu;
2-[4-[3-[1-(5-xmopnHpUMUIAH-2 -1T)-4 -TUNCPUINIT| TPOTIOKCH]| -2,6-mudropdenwn]-1-[(3S)-3-
[T[(2S,3R,4R,5R)-2,3,4,5,6-ICHTar i APOKCUTCKCHIT| aMHUHO | ME THJT | THPPOTHANH- | -HJT| 3TAaHOH;
2-[4-[3-[1-(5-3TOKCHMHPUMUTUH-2 -HT)-4-TTHICPHAWIT| TpoToKCH ]| -2-propderm] -1-[ (3S)-3-
[[(2S,3R,4R,5R)-2,3,4,5,6-ICHTar i APOKCUTCKCHIT| aMHUHO | ME THJT | THPPOTHANH- | -HJT| 3TAaHOH;
2-[4-[3-[1-(5-3TOKCHIMHEPUMUINH-2 -11T)-4 - pH AT | poTIoKCH] -2,6-mup Topderun]-1-[(3S)-3-
[[[(2S,3R,4R,5R)-2,3.4,5,6-ICHTarHIPOKCHTCKCHII | AMHAHO | MCTHT | THPPOTHAMH- | -HJT| 3TAHOH,
2-[2,6-mudprop-4-[3-[1-[5-(MCTOKCHMCTHT) TUPHUMUANH-2 -AT| -4 -mAne pu | mponiokcH | perm]-1-[(3S)-3-
[[[(2S,3R,4R,5R)-2,3.4,5,6-ICHTar L IPOKCHTCKCHII | AMHAHO | MCTHIT | THPPOTHAMH- | -HJT| 3TAHOH,
1-[2-[4-[3-[1-(5-xn0pIHEpUMEATHH-2 -HT)-4-MTATICPH I | TPOTIOKCH] -2 -(propdeHm | ane Trit] -3 -
(MeToxcumeTin)-N-[(2S,3R 4R, 5R)-2,3 .4, 5,6-ICHTaruIp0o KCHTCKCHJI | TAPPOTHIHH-3 -KapOOKCAMILT,
1-[2-[4-[3-[1-(5-xn0pIHEpUMEAIHH-2 -HT)-4-MTATCPUIHT | TponoKCH| -2 -(proppermn | ane Twi] -N-[ 3-ruapokcu-
2,2 -0uc(THAPOKCHMETHI)IIPOIHI] -3 -(ME TOKCHME THIT) ITUPPO THANH-3 -KapOOKCaMHUT,
2-[4-[2-[7-(5-xnopmHpuMHEANH-2-AT)-7 -a3acmupo| 3,5 |HoHaH-3 -un] 3Tokcu] -2 -propdpermn]-1-[ 3-
[[[(2S,3R,4R,5R)-2,3.4,5,6-ICHTarHIPOKCHTCKCHIT | aMAHO | MCTHIT |a3C TH I H- | -HJT| STAHOH,
2-[4-[2-[7-(5-xnopmHEpuMuINH-2-AT)-7 -a3acmupo| 3,5 |HoHaH-3 -un|3Tokcu] -2 ,6-qudpropPpermn]-1-[3-
[[[(2S,3R,4R,5R)-2,3.4,5,6-ICHTarHAPOKCATCKCHI | aMHUHO | MCTHIT | a3C THAWH- | -HJT| STAHOH,
m3onponua-3-[2-[3-prop-4-[2-oxkco-2-[3-[[[(2S,3R,4R,5R)-2.3.4,5.6-
MCHTATHAPOKCUTCKCHIT|aMIHO |MeTHIT| a3¢ THANH- | -1t | 3Tron | (peHOKCH |3THi] - 7-a3acmmpo| 3, 5 |HOHAH-7-KapOOKCHIIAT;,
m3onponmua-3-[2-[3,5-mudrop-4-[2-oxco-2-[3-[[[(2S.3R,4R,5R)-2,3.4,5,6-
MCHTATHAPOKCUTCKCUIT|aMIHO |MeTHIT| a3e THANH- | -1t | 3Tron | peHOKCH |3THi] - 7-a3acmmpo| 3, 5 |HOHAH-7-KapOOKCHIIAT;,
2-[4-[3-[6-(5-xmopmEpuMEINH-2-HT)-6-a3acmupo| 2,5 JokraH-2 -ui| mponokcu] -2-propderun]-1-[3-
[1[(2S,3R,4R,5R)-2.3.4,5,6-ICHTar i APOKCATCKCHI | aMUHO | MCTHIT | a3C THAWH- | -HJT| STAHOH,
2-[4-[3-[6-(5-xmopmHpUMHEANH-2-AT)-6-a3acmupo| 2,5 |okran-2 -uin|mponokcu] -2,6-mudTopdpermn]-1-[3-

[1[25,3R,4R,5R)-2.3.4,5,6-n1CcHTAarAAPOKCHTCKCHIT|aAMHHO |MCTHIT | a3 THAWH- | -HJT| 3TAHOH,
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2-[4-[3-[7-(5-xnopmHpuMuANH-2-AT)-7 -a3acmupo| 3,5 |HoHaH-3 -] npomokcu]| -2 -propdpenmn]-1 - 3-
[1[(2S,3R,4R,5R)-2,3,4,5,6-IcHTar i ApOKCATCKCHI | aMIUHO | MCTHIT | a3C THAWH- | -HJT| STaHOH,
m3onponua-2-[3-[3-grop-4-[2-oxkco-2-[3-[[[(2S,3R,4R,5R)-2.3.4,5.6-
MCHTATHAPOKCUTCKCUIT|aMIHO | MeTHIT| a3e THANH- | -1t | 3THon | (peHOKCH |mpormi | -6 -a3acupo[ 2, S|okTaH-6 -
KapOOKCHIIAT;
m3onponua-2-[3-[3,5-audrop-4-[2-oxco-2-[3-[[[(2S.3R,4R,5R)-2,3.4,5,6-
MCHTATHAPOKCUTCKCUIT|aMIHO |MeTHIT| a3e TUANH- | -1t] 3THon | (peHOKCH |mpormi | -6 -a3aciupo[ 2, S|okTaH-6 -
KapOOKCHJIAT;
2-[4-[3-[1-(5-xnopmupuMuIHH-2 -11)-4 -TTHne pu T TponokcH| -2 -propdenun] -1-[ (3S)-3-[[[3-runpokcu-
2,2-6uc(ruapOKCUMETIT)IPOTTHII| AMIHO | MCTHIT | THPPOTHIANH- 1 -HJT| 3TAaHOH;
2-[4-[3-[1-(5-xnopmupuMuIUH-2 -11)-4 -TTHne pu I mponokcu| -2 -propdenun] -1-[ (3S)-3-[[[2-Tunpokcu-
1,1-6uc(ruapOKCUMETIIT)ITHII | aMUHO | METHIT| THPPOTHANH- 1 -HJT| 3TAaHOH;
2-[4-[3-[1-(5-xnopmupuMuINH-2 -HT)-4 -TTHNC pU I TPOnOKCH ] -2,6-muproppermi] -1-[ (3S)-3-[[[2-
ruapokcu-1,1-0uc(ruapoOKCUMETHIT)ITHII| aMUHO | METHI | TUPPOTHINH- | -HIT| STAaHOH,
2-[4-[3-[1-(5-xmopnupUMUIHH-2 -1T)-4 -TUNepUINI| TPonoKCH| -2,6-mudropdenun]|-1-[(3S)-3-[[[2.3-
JUTHAPOKCH-2 ~(THAPOKCHMET ) MPOIIUI|aMHHO | METHII | TUP PO AU H- | -HJI| STAaHOH,
2-[4-[3-[1-(5-xnmopnupuMUIHH-2 -1T)-4 -TUNCpU NI TPoNOKCH|-2,6-mudropdenwn]-1-[(3S)-3-[[[3-
THAPOKCH-2,2-OUC(THAPOKCHMETHT) TPOIHII| aMHHO | METHIT | THPPOTHANH- | -HJT| 3TAaHOH,
2-[4-[3-[1-(5-sTOoKCHTTHPUMUTHH-2 -1T)-4 -TIHne pu T | ponokcH] -2 -propdermn]-1-[ (3S)-3-[[[2-ruapokcu-
1,1-0uc(TrHAPOKCHMETHIT)3THIT| AMUHO | ME THIT| THPPOTHIANH- | -HJI| 3TAaHOH,
2-[4-[3-[1-(5-3TOoKCHUTEPUMUTHH-2 -11T)-4 -TIHne pu AT | ponokcH] -2-propdenma]-1-[ (3S)-3-[[[2,3-
JUTHIPOKCH-2 -(THAPOKCHMETHIT) POTIHI |aMUHO |METHIT | TUP POTUANH- 1 -HIT| 3TaHOH,
2-[4-[3-[1-(5-3TOXCHIMHPHMHIHH-2 -11)-4 -THne pu AT | mpomokcH] -2-propdenm] -1-[(3S)-3-[[[3-ruapokcu-
2,2 -6uc(THAPOKCHMCTHI)IPOITHII| AMITHO | MCTHIT | THPPOTHIMH- 1 -HJT| 3TAaHOH,
2-[4-[3-[1-(5-3TOXCHMHPHMHIHH-2 -1T)-4 -TIHOC pU AT | pomokcH] -2,6-mudTopdennn]-1-[(3S)-3-[[[2-
THAPOKCH-1,1-0UC(THIPOKCHMETHIT)ITHITI| AMAHO | MCTHIT | TAPPOJTHINH- | -HJT| STAHOH,
2-[4-[3-[1-(5-3TOXCHMHPAMUIHH-2 -H1)-4 -TTHne pu AT mpomokcH|-2,6-muprophermn]-1-[(3S)-3-[[[2,3-
JUTHAPOKCH-2 -(THAPOKCHMETHIT) TPOIIHI |aMUHO |METHIT | TUP POTUANH- 1 -HIT| 3TaHOH,
2-[4-[3-[1-(5-3ToXCHMHPHMHTHH-2 -1T)-4 -TIHnC puARI| mpomokcH| -2,6-mudTopdernn]-1-[(3S)-3-[[[3-
THAPOKCH-2,2-0UC(THIPOKCHMCTHI)POTIHIT| AMAHO |MCTHII | THPPOTHINH- | -HJT| STAHOH,
2-[2,6-auprop-4-[3-[1-[5-(METOKCHMCTIT) TUPUMUAWH-2 -WT| -4 -mAne puaw | mponokcH | perm] - 1-[ (3S)-3-
[[[2-rrapoxcH-1, 1 -OUC(THAPOKCHMETIIT)ITHIT| AMHHO |MCTHII | TAPPOTHINH- | -HJT| STAHOH,
2-[2,6-auprop-4-[3-[1-[5-(MCTOKCHMCTIT) TUPUMUAANH-2 -WT| -4 -mane puaw | mponokcH | permn] - 1-[ (3S)-3-
[[12,3-auruapokcu-2 ~(THAPOKCUMETUT) MPONIHI | aMHHO | METHI | TUPPOIHANH- | -HJI| STAaHOH;
2-[2,6-quprop-4-[3-[1-[5-(METOKCHMCTIT) MUPUMHUANH-2 -WT| -4 -mane puawi | mponokcH | perm] - 1-[ (3S)-3-
[[[3-ruapoxcH-2,2-0uC(THAPOKCAMCTHIT) MPOTIHIT| AMHHO |MCTHI | TAPPOTH N H- | -HJT| STAHOH,
2-[2-¢pTop-4-[2-[(1S,2R)-2-[1-[ 5-(MCTOKCHMCTHT ) TAPUMHIHH-2 -1 | -4 -
TMHICPHIAT | UK IOPonHa | 3ToKCH | permn|-1-[(3S)-3-[[[2-Tuapokcn-1, 1-
OHC(THAPOKCHMCTHIT)3THJI|aMIHO | MCTHII| THPPOJTH IHH- | -1 | 3TaHOH;
2-[2-¢pTop-4-[2-[(1S,2R)-2-[1-[ 5-(MCTOKCHMCTHT ) TAPUMHIHH-2 - 11| -4 -
TMHICPH AT | UK TONPOoTda | 3TokcH | pernn]-1-[(3S)-3-[[[2,3-muruapokcu-2-

(TUAPOKCUMETUT)IPONKI|aMUHO | METHJI | TUPPOTHAUH- 1 -HIT| TAHOH;
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2-[2-¢pTop-4-[2-[(1S,2R)-2-[1-[ 5-(MECTOKCHMETHI ) TAPUMHIHH-2 - 11| -4 -
TMHICPHIAT | (UK IoTponna | 3ToKcH | permn|-1-[(3S)-3-[[[3-ruapokcu-2,2-
OHC(THAPOKCHMC THI)ITPOIIHIT | AMIHO | MCTHIT | TUPPOTHANH- | -HIT| 3TaHOH;

2-[4-[3-[1-(5-xnopmHEpuMHEINH-2 -AT)-4 -TTHNC pUAWI| TponokcH | -2-propdermn] -1-[3-[2-[[(2S,3S,4R)-
2,3,4,5-TeTparu APOKCUNICHTHII|aMUHO | STHII| a3 TUANH- 1 -HIT| 3TaHOH,

2-[4-[3-[1-(5-xnopmupuMuINH-2 -1)-4 -TTHne pumi| iponokcu|-2-propdermn] -1-[3-[[[(2S,3S,4R)-2,3 4,5~
TETPAruAPOKCUNICHTHII |aMUHO |METHIT|a3eTUANH- 1 -HJI| 3TaHOH,

2-[4-[3-[1-(5-xnopmEpuMuIHH-2 -1)-4 -TTHne pu | mponokcu|-2-propdermn] -1-[3-[[[(2S,3R,4R)-2,3,4,5-
TETPAruAPOKCUIICHTIII |aMUHO |METHIT|a3eTUANH- 1 -HJI| 3TaHOH,

2-[4-[3-[1-(5-xnopmHpuMuINH-2 -UT)-4 -THne pu I mponokcu|-2-propdenmn] -1-[3-[[[(2R,3S,4R)-2,3,4,5-
TETPAruAPOKCUIICHTII |aMUHO |METHIT|a3eTHANH- 1 -HJI| 3TaHOH,

2-[4-[3-[1-(5-xnopmupuMuInH-2 -Ui)-4 -tune puami| nponokcu| -2-gpropdenmn] -1-[(3R)-3-[[[(2S,3S,4R)-
2,3,4,5-TeTparu JpOKCUNCHTHII |aMHHO | MCTHIT| TUPPOJIUAMH- 1 -HIT| 3TaHOH;

2-[5-[3-[1-(5-xnopmupuMuauH-2 -u)-4 -une puai| nponokcu| -2 -mupuaui|-1-[3-[[[(2S,3R, 4R, 5R)-
2,3,4,5,6-nCHTaruAPOKCUTCKCHIT|aMHUHO |METHIT|a3¢ TUAUH- | -HIT| STAHOH;

2-[5-[3-[1-(5-xmoprnupUMUIHH-2 -HT)-4 -MTHICPUANIT| TPONOKCH | -3 -pTop-2-mupu ] -1-[ 3 -
[[(2S,3R,4R,5R)-2,3,4,5,6-ICHTar i APOKCUTCKCHIT|aMHHO | METHIT| a3¢ TH AU H- 1 -HJT| STAHOH,

2-[[1-[2-[4-[3-[1-(5-x10pTHPHMUANH-2-HT)-4-MHTIICPH AT |TPONIOKCH| -2 -propeHnn| ane Tri|aze T AuH-3 -
KapOOHHIT|aMHHO |3TaHCY TH(POHOBAS KHCIIOTA,

3-[[1-[2-[4-[3-[1-(5-xmOpIEPUMUIHH-2 -HT) -4 -MTHTICPU AT | TPONIOKCH| -2 -propdeHmn| ane Trn|aze T AuH-3 -
KapOOHIT|aMHHO JiponaH-1-Cy Tb(hpOHOBAS KHCIIOTA;

4-[[1-[2-[4-[3-[1-(5-xT0 pIIHPHUMHINH-2 -AT) -4 -ATICPAII | TIPONIOKCH | -2 -pTopPeHIUIT] ane THIT| a3¢ THIHH-3 -
KapOoHuI|aMuHO |0y TaH-1-Cy Tb(POHOBAS KHUCIIOTA;

5-[[1-[2-[4-[3-[1-(5-xmOpIHPUMEATHH-2 -HT) -4 -MTHTICPH I | IPOTOKCH] -2 - TOp S HIUT | aNC THIT| A3¢ THAMH- 3 -
KapOOHUJI|aMUHO | ICHTaHE -1 -Cy1b(DOHOBAS KHCIIOTA;

6-[[1-[2-[4-[3-[1-(5-xm0pIHPUMHAWH-2 -AT) -4 -HNCPA I | TIPONIOKCH ]| -2 -propheHIIT] ane THIT| a3¢ THIHH-3 -
KapOOHMJT|aMUHO | rekcaH- 1-Cy Tb()OHOBAS KHCIIOTA,

2-[[2-[1-][2-[4-[3-[1-(5-xnOpIEPUMEATHH-2 -HIT)-4-MTATCP U AT | TPOTIOKCH] -2 -(pTOpheHIT | AL THIT| A3¢ THAMH-
3-mr]|aneTHI|aMHHO | 3TAHCYTH(DOHOBAS KHCIOTA,

3-[[2-[1-]2-[4-[3-[1-(5-xmOopHpAMHUTAH-2 -1T) -4 -MTHTICPUIANT | POTIOKCH| -2 ~(pTOPPCHIT | ane THIT | A3C THIHH-
3-mi]anerun]|amuHO |mponaH-1-Cy Tb(pOHOBAA KHCIOTA;

4-[[2-[1-][2-[4-[3-[1-(5-xnOpIHEPUMEAIHH-2 -HIT)-4-MATCP U | TPOTIOKCH] -2 -pToppeHIT | ane THIT| a3¢ THAMH-
3-mn]anetun]amuHO |6yTaH-1-Cyap(pOHOBAT KHCTIOTA;

2-[6-[3-[1-(5-xmopmHpuMuEINH-2 -AT)-4 -TTHne puau| nponokcH| -3 -mapuaun|-1-[3-[[[(2S,3R 4R, 5R)-
2,3.,4,5,6-neHTar uAPOKCUTEKCHIT| aMHHO | METHIT| a3 TUAKMH- | -UJT| 3TAHOH,

2-[4-[3-[1-(5-xmopmHpUMHATIH-2 -AT)-4 -TTHTIC P TPoTOKCH| -2 -(propderun] - 1-[ 3-rumporcu-3-[[ [ 3-
THAPOKCH-2,2-0UC(THIPOKCHMCTHI) IPOTHII| AMAHO |MCTHII | TAPPOTHINH- | -HJT| STAHOH,

1-[2-[4-[3-[1-(5-xn0opmEpUMAAHH-2 -HT)-4-MATNCPU AT | TponoKCH| -2 -(proppeHmn | ane Twi| -3 -ruapokcu-N-
[(2S,3R,4R,5R)-2,3,4,5,6-CHTarHApOKCUTCKCHIT | THPPO THINH-3 -KapOOKCAMHT,

1-[2-[4-[3-[1-(5-xn0opmEpUMAARH-2 -HT)-4-MANCPU AT | TponoKCH| -2 -(proppeHmn | ane Twi| -3 -ruapokcu-N-

[3-runpoxcu-2,2 -0nc(ruApOKCHMETIIT)ITPOITHI | THPPOIHIMH-3 -KapOOKCAMH T,
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2-[4-[3-[1-(5-xmopmHPHMHATIH-2 -HT)-4 -TTHTIC pUIHIT| TPOTOKCH | -2 -(propdernn] - 1 -[4-rumporcu-4-[[ [ 3-
THAPOKCH-2,2-0NC(THIPOKCHMETHI)IPOIIHII|AMAHO |MCTHI | - | -MATICpH T 3TAHOH;

2-[1-[2-[4-[3-[1-(5-xmoprpUMUIHH-2 -HT) -4 -TATIC PH M| TPOTIOKCH]| -2 -(pTOpPeHIT|ane T | - 3 -THAPOKCH-
aseruauH-3 -ui|-N-[3-ruapokcu-2,2 -0uc(THapOKCHMETHIT) PO ALC TAMHLT,

2-[4-[3-[1-(5-xmopmHpUMHAINH-2 -AT)-4 -TTHNC P TPONIOKCH | -2 -propPermn] - 1-[ 3-ruapokcu-3-
[1[(2S,35,4R)-2.3,4,5-TeTparnipOKCUNICHTHI| aMHHO | MCTHIT| a3¢ TUAWH- | -HIT| 3TAaHOH;
2-[4-[3-[1-(5-xmopmHpUMHAINH-2 -WT)-4 -TTHNC PUAWI| TPONOKCH | -2 -propPermn] - 1-[ 3-ruapokcu-3-
[1[(2S,35,4R)-2,3,4,5-TeTparuapOKCUNICHTIII| aMHHO | METHJI| THPPOJTH AWH- 1 -HJI| STAaHOH;
2-[4-[3-[1-(5-xnopmHpUMHINH-2 -HT)-4 -TTHNC PUAMI| TPONOKCH ]| -2 -(propPermn] - 1 -[4-ruapokcu-4-
[[(2S,35,4R)-2,3,4,5-TeTparujpOKCUIICHTHI| aMHHO | METHII| - | -MUTICPH U | STAHOH,
2-[4-[3-[1-(5-xnopmupuMuINH-2 -UT)-4 -THOC PUAWI| TPONOKCH ]| -2,6-muropdennn] - 1-[3-ruapoxcu-3-[[[3-
THAPOKCH-2,2-OUC(THAPOKCUMETHI)IIPOITHII| aMHHO | ME THIT | THPPOIHANH- | -UI| 3TaHOH,
2-[4-[3-[1-(5-3ToKCHMUPHUMUIHH-2 -1T)-4 -TTHne pu A | mponokcH]-2,6-muproppernn] - 1 -[ 3-ruapoxcu-3-
[[[3-ruxpoxcu-2,2-0uc(ruApOKCUMETHIT) TPOIIHII| AMHHO | METHI | TUPPOTHINH- | -HT|3TaHOH; H

2-[2,6-muprop-4-[3-[1-[5-(METOKCHMETHIT) TAPUMHAWH-2 -HJ1| -4 - pUAT | IPpOoTOKCH | (perm] - 1-[ 3-
ruapokcu-3-[[[3-ruxpokcu-2,2-0uc(ruapoKCUMET ) IPOIIII| AMHHO | ME THII | TUPPOIH N H- | -1 | STaHOH,

WM eTo (hapMaLCBTHUCCKH ITPHEMIIEMas COJIb, CONBBAT, CTEPEOU30MED, HITH IPOJICKAPCTBEHHBIN ITpeIapart.

33. ®dapmareBTHUCeCKad KOMIIO3HIMS, COACpIKAIas COCOTUHCHUE MO JEoOoMy u3 mm. 1-32, wmm ero
(hapMaLICBTHUECCKU NMPHEMIIEMYIO COJb, COJBBAT, CTEPEOH3OMEpP, WIH IPOJCKAPCTBEHHBIH IPEHapar, a Taloke IO
MEHBIIEH Mepe 0JHO (hPapMaleBTHUESCKH IPHEMIIEMOE BCTIOMOTATEIbHOE BEIECTBO.

34. Cmoco® neucHHs COCTOSHHS WM PACCTPOWCTBA, BO3ACHCTBYIOIICTO HA HEPBHYH) PETYJISALHIO
MMHIICBAPUTCIBHON CHCTEMBI, Y HY)KJAFOIIECTOCS B 3TOM CYOBCKTA, MPHUECM CIOCOO MPEAyCMATPHBACT BBEICHHUC
CYOBCKTY TCPamCBTHUCCKH J(PPCKTHBHOTO KOJIHYCCTBA COCAMHCHHA IO Jr0OOoMy m3 mm. 1-32, wim ero
(papMaLCBTHYCCKH MPUCMIIEMOH COJIH, COJIbBATA, CTCPCOU30MEPA, HITH MPOJICKAPCTBEHHOTO Ipenapara.

35. Cmoco6 mo 1. 34, mpuieM COCTOSHHC HITH PACCTPOHCTBO CBA3aHO C akTHBHOCTHIO GPR119.

36. Cnoco0 mo 1. 34 wmm 35, mpuieM COCTOSHHC HITH PACCTPOMCTBO MPEACTABIACT CO00# METAaOOIICCKOC
paccTpoiicTBo.

37. Cnoco6 mo m. 36, mpHYeM COCTOSHHC HITH PACCTPOHCTBO MPESACTABIACT OO0 auadeT BTOPOTO THIIA,
TIOBBIICHHOEC COACP/KAHHC Caxapa B KPOBH, METAOONMYECCKHH CHHAPOM, O’KHPCHHE, IOBBIIICHHOC COACPYKAHHC
XOJICCTCPHHA B KPOBH, HCAIKOTOIBHBIH CTCATOTCNIATHT HITH IOBBIIICHHOE APTEPHAIBHOE JABICHHC.

38. Cmoco0 mo modomy w3 mm. 34 wmm 35, mpuyYeM COCTOSHHC WIH PACCTPOICTBO MPEACTABIACT COo0Oit
HAPYIICHUC THTAHU,

39. Cnoco6 mo m. 38, mpuiyeM COCTOSHHE HIIH PACCTPOWCTBO IPEACTABISLCT COOOH CHHAPOM KOPOTKOTO
KUIICYHHKA, CHHAPOM KHIICYHOH HEAOCTATOYHOCTH HUTH KHIICYHYFO HEJOCTATOYHOCTb.

40. Cmoco6 mo mroGomy w3 mm. 34 wiu 35, mpHyYeM COCTOSHHC WM PACCTPOHCTBO MPEACTABIICT COOOH
WHIY IUPOBAHHBIH XUMHOTCPANINCH SHTCPUT WU WHAY HPOBAHHBIA 00 TyUCHHCM YHTCPHT.

41. Cnoco6 mo mobomy u3 mn. 34-40, B KOTOPOM COCAMHCHAE OTPAHIUCHO MTUINCBAPHTCIBHON CHCTEMOM.

42. Cnocob mo . 41, mpHiIeM COCAMHCHIC UMECT HI3KOC CHCTCMHOC COACP/KAHNUC.

43. Cnocob mo mobOoMy w3 mm. 34-42, MOTMOJHHUTENBHO INPEIYyCMATPHBAOINUHA BBEACHHC OJHOTO HITH

HCCKOJIBKUX AOMMOJTHUTC/IBHBIX TCPANICBTHICCKUX CPCACTB cy61>elc1y.
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44, Cmoco0 mo m. 43, mpu4eM OJHOTO HJIH HECKOJBKO JOIOJHHTCIBHBIX TECPANCBTHYCCKHX CPEICTB
BoIOpansl w3 aronucta TGRS, arommcra GPR40, amrarormcta SSTRS, oOparHoro arommcra SSTRS, aronumcra
CCK1, uarnounropa PDE4, uarnéuropa DPP-4, aroruncra penenropa GLP-1, Mmerdopmuna uiam X KOMOHHAIIIH.

45. Cnoco0 mo m. 44, mpuyuem aroruct TGRS, aronnct GPR40, antaronmct SSTRS, oOparHBIil aroHHCT

SSTRS wmn arornct CCK1 orpannyeH NUINEBAPHTEILHONH CHCTEMOH.
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