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ITo 3asBke Ha AaHHOE M300pETEHHE UCTIPAIIMBACTCS MPHOPUTET B COOTBETCTBHHU C NPEIBAPUTEIHHBIMY 3a-
sekamMu Munuu 158/CHE/2014, nonannoii 13 suBaps 2014 r., u 3000/CHE/2014, nonannoit 20 urons 2014 r.,
KOTOpBIE BKIIFOUEHBI B HACTOSIIUHA TOKYMEHT MOCPEICTBOM CCBHUIKH.

Oo6nacTh TEXHMKH, K KOTOPOii OTHOCUTCS H300peTeHne

Hacrosmiee U300peTeHUE OTHOCUTCS K CIOCOOY MOTYYEHUS COCAUHEHUI, KOTOPBIE MOTYT OBITh UCIIOIB30-
BaHBI JUIS JIEYECHHUS PAKOBBIX M BOCTIATUTEIBHBIX 3a00J€BaHUN, KOTOPHIE CBA3aHBI C KHHA30H, aCCOIMMPOBAHHOM
¢ penentopoM uHTepneiikuHa-1 (IRAK), u, 6oree KOHKPETHO, K COEAMHEHUSM, KOTOPBIE MOAYJIUPYIOT (YyHK-
o IRAK-4.

YpoBeHb TEXHHKH

Kunasa-4, acconuupoBaHnnas ¢ perenropom unrepneitkuna-1 (IL-1) (IRAK-4), npencrabnsaer coboii dep-
MEHT CEpPHH/TPEOHHH KMHA3y, KOTOPBIil MIpaeT BaXKHYIO pOib B CUIHANBHON TpaHcaykimu penenrtopa Toll/IL-1
(TIR). Paznuunsie pepments! IRAK sSBNSIOTCSA KIHOUEBBIMU KOMIIOHCHTAMU B MYTAX CUTHATBHON TPaHCIYKIMY,
onocpeoBaHHbIX penientopoM uHTepneiikuHa-1 (IL-1R) u Toll-mono6usiMu penentropamu (TLR) (Janssens, S.,
et al. Mol. Cell. 11(2), 2003, 293-302). B cemeitctBe IRAK miexonuraromux umerorcs detoipe uiena: IRAK-1,
IRAK-2, IRAK-M u IRAK-4. Ot Genxy XxapakTepu3yIOTCs TUMHYHBIM N-KOHIIEBBIM TOMEHOM CMEPTH, KOTO-
pBIil omocpenyeT B3aMMOJCHCTBUE C aanTepHBIMU OenkaMu cemelictBa MyD88 n pacnonoxeHHBIM B IEHTpE
KHHa3HBIM JOMEHOM. BbII0 nokasano, uro 6enku IRAK, a taxke MyD88 urpator pons B mepeiade CUTHANOB,
OTJIMYHBIX OT T€X, KOTOPHIE MPOUCXOIAT OT penentopoB IL-1R, B ToM 4ucne curnanoB, BEI3BaHHBIX aKTHBALMEH
peuentopoB IL-18 (Kanakaraj, et al. J. Exp. Med. 189(7), 1999, 1129-38) u peuenrtopoB LPS (Yang, et al., J.
Immunol. 163(2), 1999, 639-643). U3 uetsipex uneHoB cemelictBa IRAK muexonuraromux IRAK-4 cuuraercs
"rmaBHbIM IRAK". B ycrnoBusx cBepxakcnpeccuu Bce IRAK MoryT onocpeioBaTh akTUBaNHMIO AAEPHOTO (HakTo-
pa-kB (NF-xB) u crpecc-unnynupyemple CHUTrHagbHBIE KackaJbl MHTOICH-aKTUBHPYEMBIX IPOTEHHKHHA3
(MAPK). Onnako 661110 moka3aHo, 4to Toabk0 IRAK-1 u IRAK-4 o6manaror 3pdpexTuBHOIM KMHA3HO! AKTUBHO-
cThi0. B TO Bpems kak akTuBHOCTH KMHa3bl IRAK-1 MoxeT OBITH HEOOXOAMMOI NI e PYHKIIMOHUPOBAHUS B
IL-1-unnynupoBannoii aktuBanuu NF-kB (Kanakaraj et al., J. Exp. Med. 187(12), 1998, 2073-2079) u (Li, et al.
Mol. Cell. Biol. 19(7), 1999, 4643-4652), nnst curHanbHOH TPaHCAYKUMH TpeOyeTcss KMHA3HAs aKTUBHOCTH
IRAK-4 [(Li S, et al. Proc. Natl. Acad. Sci. USA 99(8), 2002, 5567-5572) u (Lye, E. et al., J. Biol. Chem.
279(39); 2004, 40653-8)]. YuureBas nenrpansayto poias IRAK4 B Toll-nogo6noit/IL-1R curnamuzanuu u um-
MyHonorudeckoit 3ammure, HHrHOUTOps! IRAK4 6b1TH BKITFOUEHBI B KAUECTBE LICHHBIX TEPANIEBTUUECKUX CPE/ICTB
IpY BOCMAIUTEILHBIX 3a00J€BaHUAX, CENICUCE U ayTOMMMYHHBIX 3aboneBanusax (Wietek C., et al., Mol. Interv.
2:2002, 212-215).

Mpbrimiy, numienssle IRAK-4, SBIAOTCS KU3HECTOCOOHBIMU U MOKA3BIBAIOT IOJIHOC OTCYTCTBUE MPOIYK-
MY BOCHAIUTEIBHBIX IUTOKMHOB B OTBeT Ha IL-1, IL-18 unu LPS (Suzuki et al. Nature, 416(6882), 2002, 750-
756). AHanoru4yHeIM 00pa3oM, y manueHToB ntoaeH, He uMeromux IRAK-4, cunpHO HapylieHa UIMMYHHas CHC-
TEMa, U OHU HE pearupyroT Ha 3td nutokuHsl (Medvedev et al. J. Exp. Med., 198(4), 2003, 521-531, u Picard et
al. Science, 299(5615), 2003, 2076-2079). HoxaytHble MbImy, uMeronue HeaktuBHyio IRAK4, momHOCTRIO pe-
3UCTEHTHBI K IIOKY, BbI3bIBaeMoMy aunocaxapuaamu ¥ CpG (Kim T.W ., et al. J. Exp. Med 204(5), 2007, 1025-
36) u (Kawagoe T., et al. J. Exp. Med. 204(5): 2007, 1013-1024), u 010 NMOKA3aHO, YTO AKTUBHOCTH KMHA3BI
IRAK4 umMeeT BakHOE 3HAYEHHUE AT MPOAYKIUU [UTOKUHOB, akTuBauud MAPK u MHIyKIMU perymupyeMbix
NF-xB renoB B otBeT Ha nuranasl TLR (Koziczak-Holbro M., et al. J. Biol. Chem. 282(18):2007; 13552-
13560). MnaktuBanus kuna3sl IRAK4 (IRAK4 KI) y MpImu npuBoauT K pe3ucTeHTHOCTH B oTHOoIeHuH EAE 3a
CYET YMEHBIIECHUS HHOUIBTpanuy BocranutenblsX kiaerok B IIHC u camxennoit npoxykuuu IL-17, onocpeno-
BaHHOI! anTuren cnemuduueckumu CD4™ T-knetkamu (Kirk A. et al. The Journal of Immunology, 183(1), 2009,
568-577).

HccrnenoBanue KpUCTANIMYECKUX CTPYKTYp noka3zano, 4to IRAK-4 conepxuT XxapakTepHble CTPYKTYPHBIE
0COOEHHOCTH KaK CEpUH/TPEOHMH, TaK U TUPO3MH KHMHA3, a TAKKE JONOIHUTEIbLHBIE HOBBIE XapaKTEPHCTHKH, B
TOM HYMCIIE OCTaTOK YHUKAJIBHOTO reHa-npuBpaTHuka TUposuHa. CTpyktypHbiid ananu3z IRAK-4 nmoxasan ray-
OMHHOE CXOJCTBO C ceMeiicTBOM kuHa3; AT®-cBs3bpIBaonIas meab NOMENEHA MEXY ABYMS JIONACTHBIMU BBI-
poctamu. N-KOHIIEBas JIONACTh COCTOMUT, INIaBHBIM 00pa3oM, U3 CKPYUCHHBIX IATH aHTUIAPAIENbHBIX HUTEH
OeTa-nmucTa M OfHOH anbda-cnupany, U 6onee kpynHas C-KOHIEBAs JONACTh NPEUMYILECTBEHHO ABJIAETCH allb-
da-criupanpHOil. TeM He MeHee CTPYKTypa OOHApPY»XKHBAE€T HECKOJBKO YHHUKATBHBIX ocobeHHOCTeH IRAK-4-
KHHA3bI, B TOM YHUCIIE JAONOJHHUTENBHYIO alb(ha-crnupaib U3 N-KOHIEBOro pacmupenus B N-KOHIEBOil lonacTy,
foee ATMHHYIO NETIIO MEXAY crupansmu aiboa-D u anbda-E u 3HauuTenpHo caBUHYTYIO cniupais ansda G, a
Taxoke npuneratromue k Heit nerau. Caitt AT®-cBsa3piBanus B IRAK-4 He uMeeT rimybokoro kapMaHa c3aau, HO
UMEET XapaKTepHBIl NepeHuil kapMaH. DTOT YHUKaIbHO C(HOPMHUPOBAHHBII CBA3BIBAIOIIMI KapMaH AaeT mpe-
KpacHYIO BO3MOXXHOCTb 111 pa3paboTku MHruouTtopoB IRAK-4.

Pazpaborka unarudburopos kuHa3 IRAK-4 nanma HECKOIBKO HOBBIX KJIACCOB OCITKOBBIX CBS3VIOIIMX, KOTO-
pBIe BKIIIOYAET THA30J U mupuauH amMuasl (George M. Buckley, et al. Bioorg. Med. Chem. Lett., 18(11), 2008,
3211-3214), amuno6enzumunazonsl (Powers J.P., et al. Bioorg. Med. Chem. Lett., 16(11), 2006, 2842-2845),
umunazo 1,2-alnupununsl (Buckley G.M., et al. Bioorg. Med. Chem. Lett. 18(12), 2008, 3656-3660) u
(Buckley G.M,, et al. Bioorg. Med. Chem. Lett. 18(11), 2008, 3291-3295), umunazo[1,2-b]nupuna3unsl u 6¢H-
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3uMuAa30a-uHAazonel (WO 2008/030579; WO 2008/030584). [To-BunuMoMy, Bce OHM BCE €IlIe HAXOIATCS Ha
paHHEeH cTaguu JOKITHMHUYECKUX HUCCIIEI0BAHHA.

HeCMOTpH Ha MHOTHUE OIMMMCAHUA pa3JIMYHbIX I/IHFI/IGI/ITOpOB KWHa3, TEM HE MCHEEC, C pOCTOM YHUCJIa MMallUCH-
TOB, CTpaJArOUINX 3a6OIICBaHI/I$IMI/I, OnoCpE€aA0OBaAaHHBIMU KHHA3HBIMH (bCpMCHTaMI/I, KaK pEeaACTaBJIACTCA, OCTACT-
Csl HE yIOBJIETBOPEHHON MOTPEOHOCTh B HOBBIX JIEKapCTBEHHBIX Ipenaparax, KOTopble MOryT Oosee 3peKkTHB-
HO JIeYuTh Takue Oone3Hu. Bee ele cymecTByeT moTpeGHOCTh B HOBBIX HHIMOUTOPaX KHWHA3, BKIIOYAsi MYJIbTH-
KHMHAa3HbIC I/IHFI/I6I/ITOpBI, KOTOpPBIC MOT'YT 6])]'1‘]), KpOME€ TOT'O, UCITOJIB30BAaHBI IIPU JICUCHUH paCCTpOﬁCTB, BbI3BAaH-
HBIX pa3HOH aKTHBHOCTBIO pa3jMYHBIX KMHA3, M KOTOpBIE 00yamaroT Oonee akTHBHBIM aeicTBreM. OHH Tarke
MOTYT OBITh HCIIOJB30BAHBI KaK YaCTh APYTHX TCPANCBTUYCCKUX PEKUMOB JJIS JICYCHHUSI PACCTPOICTB, OTACIBHO
WIN B COUETaHUH C COETMHEHHSAMH NPOTEHHKHHA3, XOPOIIO H3BECTHBIMHU CIICIMAINCTaM B IaHHOH 001acTH Tex-
HUKH.

Llean n3o0perenns

Llenpl0 HACTOSALIETO JOKYMEHTA SIBJISCTCS MOJyYCHHE OHIIMKIMYECKHX TeTEPOLHKIIMIBHBIX COEAMHCHHHA
¢dopmyasl (I) nam ux GapmaneBTHYECKH MPUEMIIEMBIX COJIEH WJIM CTEPEOM30MEPOB B KauecTBE WHTHOMTOPOB
KHHa3, B YaCTHOCTH MHru6uTopoB IRAK4.

CymHocTh H300peTeHns

B oaHoM acnekTe HAacTOSMIEr0 M300pETEHHUs NPEAIONKEH CIoco0 moiaydeHus coeauHeHus dopmysbl (1)

WK ero (hapManeBTHUECKH MPHUEMIIEMOI COJIM B COOTBETCTBHH CO CIIEAYIOIIEH CXeMOHt:

(}I{l)n
O 2
X NH, X NH
N = IS
Y. N \ ‘ Y. N \ |
xX_/ N 2% Q.B.Sv X/ \ X
R3)m X R3)m Xi
@
o]
r M Goi HOJJ\Z/(RI)"'
ne M npeacraisieT codoin ;

X, u X3, He3aBucuMo, npeactarisaor coooid CH umun N;

X, npencrapisieT coboit CR; unu N;

P YCJIOBHH, UTO OIUH U He 6osiee yeM oJuH U3 X, X, WiM X3 npeacrasinser coboit N;

A npencrasnset co6oit O wm S;

Y npeacrasnset co6oit -CH,- wu O;

Z npexactasisiet coboit (Cg-Cjg)apun nmu 5-10-useHHbIi reTepoapui, conepxamuii 1 uimm 2 rerepoatoma,
BbIOpaHHBIX U3 N, S unu O;

R), B Ka)XIOM cilydyae He3aBUCHUMO, MPEJCTaBIsAET COOOH rajloreH WK HeoOA3aTeNIbHO 3aMellleHHbIH 5-10-
YJIEHHBIH TeTEPOLMKINI, coaepkaiuid 1 win 2 atoma N; B KOTOPOM Ka)<IbIM HEOOs3aTENbHBIM 3aMECTHTEIEM
spiisercs (C,-Cg)anku, (C-Cq)ankokcu, aMuno(C,-Cg)ankui, rajoreH, ruapokcuit, ruapokcu(C-Ce)ankun uiu
-NRaRb;

R, mpencrasnser coboit Bogopoa, HeoOs3aTenbHO 3amenieHHbIH (Cs-Cig)UKII0aTKUII, HEO0s3aTeIbHO 3a-
MemeHHbIH (Cg-Co)apui, HeoOsI3aTeIbHO 3aMELICHHBINH 4-10-WIeHHBIH TeTepOUUKINI, colepxamuii 1 win 2
rerepoaToMa, BeiOpaHHbIX U3 N win O, win -NR,Ry; B KOTOPBIX KaXXIbIM HE00s3aTENbHBIM 3aMECTHTEIIEM SIBIIS-
etcst (C1-Cg)ankuii, aMHHO, TaJIOTeH WM THIPOKCHIT;

R3, B kaxxaom ciydae, npeacrarisieT co0oit (C;-Cg)alKui Win TuAPOKCHII;

R, u R, He3zaBucumo npexacrasisot coboit Bogopoa, C(=0)(C;-Cy)ankun uinu 5-10-uneHHbIN reTeponuK-
JJI, coepxkaiuii 1 atom N;

m U n He3aBUCHMO 00o3HayaroT 0, 1 uin 2;

p o6o3Hauaer O wm 1;

Q npencrapnseT co0oi:

1) kombuHauuo N-(3-auMernnamuHonponui)-N'-s3tunkapbomuumun (EDCI) unm ero coiau ¥ rUIPOKCH-
6ensotpuazona (HOBT); nunu

ii) rekcadropdocdar 1-[Ouc-(mumermnamuno)metiuieH]|-1H-1,2,3-tpuazono[4.5-bnupuaunuii 3-oxcuaa
(HATU);

B mpencrasiser co6oi N((C;-Ce)ankun)s;

Sv npencraiseT cob6oit quMeTHIGOpPMaMHU.

bunmkinyeckuie reTepourKIndeckue mpou3BoaHble Gopmynsl (1), moaydeHHbIe CIOCOOOM MO HACTOSIEMY
H300peTeH 0, 00JaNaloT TepaneBTHYecKor QyHKiuer nurubuposanus IRAK mnu poactBeHHsix IRAK4 kuHa3
U MOTYT OBITh UCIIOJIB30BaHBI NMPH 3a00JIEBAaHHSX H/WIIM PAaCCTPOHCTBAX, KOTOPBIE BKIIOYAIOT, HO 3THM HE Orpa-
HUYHMBAIOTCS, 3JIOKQYECTBEHHbIE HOBOOOPA30BaHUs, aJuIepruueckue 3a00JIeBaHus U/UJIM PAaCCTPOMCTBA, ayTOUM-
MYHHBIE 3a00JI€BaHHUS U/WJIM PacCTPOHCTBA, BOCIIAJIHUTENbHbIE 3a00JIeBaHNS W/UITH PACCTPOICTBA, H/HIIH COCTOS-
HUS, CBSI3aHHBIE C BOCHAJIEHHEM U 00Jbio, MpoaudepaTuBHble 3a00JeBaHUs, F€MONIOATHYECKHE PacCTpOICTBa,
remMo0y1acTo3bl, KOCTHBIE 3a00seBanus, GUOPO3HBIE 3a00J€BaHUSA W/WIM PACCTPOMCTBA, META0OJHUECKHE Hapy-
LICHUS W/WIK 3a00JIeBaHUsA, MBIIICYHbIC 32a00JIEBaHUS H/MIM PAacCTPOHCTBA, 3a00JeBaHUs W/WIH paccTpoiicTBa
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JBIXaTEIbHBIX NMyTEH, JerodHsle 3a0oneBaHMs, 3a00TEBaHUS M/MUIIM PACCTPOHCTBA I'€HETHHYECKOTO pPa3BUTHA,
HEBPONIOTHYECKUE M HEeHpoereHepaTuBHBIC 3a00I€BaHUS M/MIIM PacCTPONCTBA, XPOHUUECKHE BOCIATUTEIBHEIE
JEMHUEITMHU3UPYIONIME HEBPONATHH, CEPACYHO-COCYIUCTHIE, COCYAUCTHIE MIIM CEpACYHBIC 3a00/IeBaHUS U/UIH
paccTpoiicTBa, odranpMonoruyeckue/raa3Hple 3a60IeBaHUSA W/UITH PACCTPONCTBA, 3aXKUBICHUE PaH, UHPEKIUH
U BUpYCHbIE 3a00neBaHus. TakuMm 00pa3oM, HHIMOMPOBAHME OJHOM MJIM HECKONBKUX KHHA3 OyleT MMETh He-
CKOJIbKO TE€PaNeBTUUECKHUX TTOKa3aHUH.

ITonpodHoe onucaHue N300peTeHUA

Ecin He ykazaHO MHOE, Bce TEXHHYECKHME U HAYYHBIE TEPMUHBI, UCTIOIb3YEMbIE B HACTOSIEM JTOKYMEHTE,
UMEIOT TaKHUe 3HAYEHUS, KOTOPhIE OOBIYHO ITOHATHBI CMENMAIMCTAM B 00JACTH TEXHUKH, K KOTOPOH OTHOCHTCH
00BEKT M300pETEHUs, ONUCAHHBIH B HACTOAIMIEM JOKyMeHTe. Kak MCHoib3yercs B HACTOSIIEM JOKYMEHTE U
npugaracMoil popMyne H300peTeHus, eCIM HE YKa3aHO MHOE, CIACAYIOIME TEPMUHBI UMEIOT 3HAUYEHUS, IPUBE-
JICHHBIE C 11ENBI0 00JIErYUTh MOHUMAaHKUE HACTOSAIETO H300pETEHUS.

@®opMbI eAMHCTBEHHOTO YHCIIA BKIIOYAIOT CCHIIKM Ha MHOXKECTBEHHOE YUCIIO, €CIIM B KOHTEKCTE SBHO HE
yKa3aHO UHOTO.

Hcnosp3yeMble B HACTOSIIEM JIOKYMEHTE TEpPMUHBI "HeoOs3aTeabHbIH" nin "Heobs3aTenbHO" 03HAYAIOT,
YTO ONMHCAHHOE IOCIEIYIOMIEE COOBITUE HIH OOCTOSTENHCTBO MOXKET NPOU3OHTH MIIM MOXKET HE NPOH30MTH U
4TO OMHMCAHME BKIIOYAET CIIyYaH, KOr/a COOBITHE MIIM OOCTOATEIHCTBO NPOUCXOIHT, @ TAKXKE CITyYaH, B KOTOPBIX
oHO He npoucxoaut. Hanpumep, "Heo0s3aTeIbHO 3aMEIIEHHBIN aJKUA" OTHOCUTCS K TAKOMY ajKHIY, KOTOPBIi
MOXKET OBITH 3aMEIEHHBIM, & TAKOKE K aJKHITY, KOTOPBIHA HE 3aMeIleH.

[ToHATHO, YTO 3aMECTUTENH M MONOXKEHUS 3aMEIMEHUH Y COCAMHEHUH 10 HACTOAIEMY U300PETEHUIO MO-
I'YT OBITH BHIOPAHB! OOBIYHBIM CHENMATHCTOM B JaHHOI 001aCTH TEXHUKH C MOJTYYEHHEM XUMHYECKH CTaOUIIb-
HBIX COE/IMHEHUH, KOTOPBIE JIETKO MOTYT OBITh CHHTE3UPOBAHBI METOAAMH, U3BECTHBIMHU B IJaHHOW 00NacTH Tex-
HMKH, a TaKXKe CIocobaMu, MPEACTaBICHHBIMY Jlasiee, UCXOA M3 JIETKOJOCTYIIHBIX MCXOAHBIX BemecTs. Ecau
3aMECTHTENh CaM 3aMelleH Oonee 4eM OJHOM IpyNIoil, MOHATHO, YTO YKA3aHHBIE PA3NU4YHBIE IPYMNBI MOT'YT
pacnonaraTbcs Ha TOM € CaMOM HITH Ha pa3HbIX aTOMax yIJIepoja, B TOH CTENEHHU, HACKOJIBKO 3TO MPHUBOIUT K
CcTaOUIILHOM CTPYKTYpE.

Hcnosip3yeMblii B HACTOSIIEM JOKYMEHTE TEPMUH "HE00A3aTEIHHO 3aMEIIEHHBIH" OTHOCUTCS K 3aMEHE OT
OJTHOTO /IO IIECTH BOJOPOAHBIX PAJUKATIOB B JAHHOH CTPYKTYpPE PaJUKaIoM KOHKPETHOTO 3aMECTHTEINS BKIIIO-
yas, HO HE OrpaHUYMBAsCh YKAa3aHHBIM, TAJOTEH, IMAHO, KU, TAJOTCHANKUI, aJKOKCH, IaJOreHaIKOKCH, al-
KEHMJ, aJIKMHMI, apull, FeTEPOUMKINI, aMUHO, IIMAaHO, HUTPO, AIKMUIAMHMHO, apUIaMUHO, AJKUIAMHHOAIKHI,
apUIIAMHHOAIKMII, TUAPOKCHUI, THAPOKCUATIKUII, [IUKIOANKUI, apHil, TeTEPONMKINYECKUil U aTudaTnieckuii pa-
aukaipl. [IOHATHO, YTO 3aMECTUTETD MOXKET OBITH JOMOIHUTEILHO 3aMEIIEH.

Hcnonp3yeMblil B HACTOAIIEM JOKYMEHTE TEPMMH "alKHI"' OTHOCHTCH K HACBHIICHHBIM alU(aTHYECKUM
IpynmaMm, BKJIIOYas, HO 3TUM He orpaHuuuBasch, Ci-Cjp-aJKMIBHBIE TPYNNBl € TNPSIMOH ILENBIO HIH
C;-Cy-aIKUIIBHBIE TPYTINBI C Pa3BETBICHHOH nensbio. [IpeanouturensHo TepMuH "ankunpHas" rpynmna OTHOCHUT-
cs1 k C;-Cg-ankuiapHbeIM rpynnaM ¢ npsmMoi nensto uimn C;-Cg-aIKUIBHBIM IPYNNaM € Pa3BETBICHHOH IEMBIO.
Haubonee npeanoyrutenpHo TepMHH "ankunpHas" rpynna otHocuTcs K C-Cy4-amKunbHBIM IpyNnaM ¢ nNpsaMoit
nensto K C-C,-aTKMIIBHBIM IPYNNaM ¢ pa3BeTBICHHOH nenbio. Ilpumeps! "ankuma" BKIIOYAIOT, HO 3THM He
OTpaHUYHMBAIOTCS, METUI, 3T, |-nponun, 2-mponun, H-OyTuiI, BTOp-OyTWII, TPeT-OyTHI, 1-NEHTHI, 2-NEHTHUI,
3-NMEHTUJI, HEO-TICHTHN, |-reKCUa, 2-TeKCUN, 3-TeKCUN, 1-TenTun, 2-rentuia, 3-rentua, 4-rentuls, 1-oKTui,
2-OKTHUJI, 3-OKTHI MU 4-OKTUI U T.1. "ANKUIIbHAA" rpynna MOXeET ObITh HEOOSA3aTENbHO 3aMEIICHHOM.

Tepmun "anun" otocures k rpynmne R-CO-, rae R npeacrasiser coboif aaKUIbHYIO TPYINY, OMpPEICICH-
Hyto Bbime. IlpumepaMu "anmiabpHBIX rpynn" sBIAOTCSA, HO 3TUM He orpaHuuuBarorcs, CH;CO-, CH;CH,CO-,
CH3CH2CH2CO- UJIn (CH3)2CHCO-

Hcnosp3yeMblii B HACTOSAIIEM HTOKYMEHTE TEPMUH "alIKOKCH" OTHOCHUTCS K NMPSIMOMY MM pa3BETBICHHOMY
HachleHHOMY amidaTuaeckomy C;-Cjo-yrieBoJopoHOMY paaukaiy, CBI3aHHOMY ¢ aTOMOM KHCIIOPO/a, KOTO-
PBIil IPUCOEAMHEH K CTPYKTYpE Aapa. IIpenouTHTENbHO aJKOKCUIPYIIIBI COJIEPKAT OT OHOTO JI0 IIECTH aTo-
MOB yriepoaa. IIpuMeps! ankoKCUIpyIIN BKIIOYAIOT, HO 3TUM HE OTPaHHYMBAIOTCS, METOKCH, TOKCH, IIPOTIOKCH,
U30MPOIIOKCH, OYTOKCH, H300YTOKCH, TPET-0YTOKCH, IEHTOKCH, 3-METUIOYTOKCH U T.I1.

Hcnosip3yeMblii B HACTOAIIEM JOKYMEHTE TEPMUH '"TajOreHaaKuI" OTHOCHTCS K aJKHIBHOM rpynme (onpe-
JICTICHHOHM BBIIIE), 3aMECIICHHOM OJHMM MM HECKOJIbKMMH aroMaMH rajoreHa. MOHOTraJOreHalKUIbHBIH
paaukan, HampuMep, MOXET COAepXaTh aroM Xjopa, Opoma, #oma uaM ¢Topa. JluramoreHoBEIH U
MOJIMTaTOTeHATKHIBHBIE PAMKATIbl MOTYT COAEPXKATh ABa MM Ooyiee OMHAKOBBIX MM PAa3IMYHBIX aTOMa rajo-
rena. Ilpumeps! ranorenankuia BKIIOYAIOT, HO 3TUM HE OTPaHUYMBAIOTCS, XJIOPMETHUII, TUXIOPMETUI, TPUXJIOP-
METUII, TUXJIOPATHII, AUXJIOopnponui, GropMeTua, AMdTopMeTrI, TpHGTOPMETHI, NeHTadTopaTUI, renTadTop-
PO, TUHTOPXIOPMETHUI, TUXJIOPHTOPMETHIT, AU TOPITHI, AUDTOPITIPOIUT U T.II.

Hcnosip3yeMblii B HACTOSAIIEM JOKYMEHTE TEPMHH "TaJIOrCHANKOKCH" OTHOCHUTCS K pajuKaiaM, B KOTOPBIX
OJIMH WJIM HECKOJIBKO aTOMOB BOJIOPO/A AJIKOKCUIPYIIT 3aMEHEHBI Ha OAMH MM HECKOJHKO aTOMOB TaJIOrcHa.
XapakTepHble IPUMEpPH! "TaJOreHaaKoOKCH" Ipynn BKIIOYAIOT, HO 3TUM HE OTPaHHYMBAIOTCS, IM(HTOPMETOKCH
(-OCHF,), tpudropmetoxcu (-OCF;) umu tpudroparokcu (-OCH,CF;).

Hcnosnp3yeMblii B HACTOSIIEM AOKYMEHTE TEpMUH "apui', OTACIBHO MIM B COYETAHUH C APYTHM(M) Tep-
MHMHOM(aMH), 03HaYaeT KapOOIMKIMIECKYIO apOMAaTHUECKYIO CUCTEMY, COAEPKAILYIO OHH UM J1Ba KONbIA, I/e
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TaKHe KOJIbI[Aa MOTYT OBITh KOHJICHCUPOBAHHBIMU. TepMUH "KOHAECHCHPOBAHHBIA" 03HAYAET, YTO BTOPOE KOJIBIIO
MPUCOETUHEHO MIIM 00pa30BAHO ABYMS COCEJHMMHU aTOMaMH, OOIIMMH C MEPBBIM KONbIOM. TepMuH "KOHICH-
CHPOBAHHBINH" SKBUBAJICHTECH TepMUHY "cruThINA". IIpuMephl apUIbHBIX IPYII BKIIOYAIOT, HO TUM HE OTpaHHU-
yuBaroTcs, heHun, HadTui, uHAaHUT U T.11. Eciu He yka3aHO MHOE, BCE apHJbHBIE IPYIIIBI, ONMCAHHBIC B Ha-
CTOSIIIEM TOKYMEHTE, MOXKET ObITh 3aMEIIEHHBIMHU HIIH HE3aMEIIEHHBIMH.

Hcnosp3yeMblii B HACTOSAIIEM TOKYMEHTE TEPMHH "aMHHO" oTHOCHUTCS K rpynne -NH,.

Hcnosip3yeMblil B HACTOSIIEM TOKYMEHTE TEPMUH "aMUHOANKMI" OTHOCHTCS K aMHUHOTPYTIE, B KOTOPOH
OJIMH MJIM J1Ba aTOMa BOJOpPO/a 3aMEHEHBI aNKUIbHON rpynnoil. Mcnoib3yeMblii B HACTOSIIEM AOKYMEHTE Tep-
MUH "apHIaMUHO" OTHOCHTCS K aMHHOTPYIINE, B KOTOPOH OMUH MIIM /1Ba aTOMa BOJIOPO/a 3aMECHEHBI apHIIbHOM
ye}%000(0)78

Kak ucronp3yercs B HacTosmeM NOKYMEHTE, "alKMIAMHUHOAIKUI" OTHOCHTCS K alKMIBHOW rpymne, 3a-
MEICHHOH "aIKUIaMUHO" IPYIINOil, onpeeneHHoil BhIIIE.

Kax ucnonp3yercs B HACTOAIIEM AOKYMEHTE, "apUIaMHHOAIKHI" OTHOCUTCS K apUIIaMMHO TPYIIIE, ONpe-
JIEIIEHHO BBIIIE, 3aMEILEHHON aJKUIbHON IPYNION.

Hcnosip3yeMblii B HACTOSAIIEM TOKYMEHTE TEPMHUH "HUTPO" oTHOCUTCA K rpynne -NO,.

Hcnosip3yeMble B HACTOSAIIEM JOKYMEHTE TEPMHUHBI "aiKUIaMUHO" M "IUKJIOATIKMIAMUHO" OTHOCATCA K
-N-rpymne, B KOTOpO# aToOM a30Ta yKa3aHHOH IpYIIBI NPUCOECTMHEH K AIKWITy MIM LUKIOATIKHIY COOTBETCT-
BEHHO. XapaKTEPHBIC MPUMEPHI "aTKUIaMUHO" U "IMUKIOATKUIAMUHO" TPYIN BKIIIOYAIOT, HO 3TUM HE OrpaHH-
ypBarotcs, NHCH; u -NH-muknonponui. AMHHOrpyIa MOXET ObITh HEOOS3aTeNbHO 3aMElleHa OHON HITH
HECKOJIBKUMH MOJIXOIAIUMHU IPYIIIaMHU.

"AMUHOANKUI" OTHOCHUTCS K alKMIBHOH IpyTIe, ONpeAeIeHHO BBIIIE, IIE OJTMH UM HECKOJIHKO aTOMOB
BOJOpPO/a aJKUIBHOM IPYINBI 3aMEHEHBl HA aMUHO TPYIITY, ONPEACICHHYIO BBIIIE. XapaKTEPHbIE NMPHUMEPEI
AMUHOANKUIBHON IPYMIBI BKIIOYAIOT, HO 3TUM He orpaHuuuBatorcs, CH,NH,, -CH,CH,NH,, -CH(CH;)NH,,
-CH,CH(CH;)NH,. AMHHOATKUIBHAS TPYINa MOXKET ObITh HE3aMEIICHHOM UM MOXET OBITh 3aMeIlcHa OJHON
U HECKOJIBKUMHM MOAXO/ISIMMH IPYTIIAMHU.

Hcnosip3yeMelit B HACTOAIIEM JOKYMEHTE TEPMUH "IHUKIIOANKUI", OTAEIBHO UITH B COYETAHUHU C IPYTUM(H)
TepMUHOM(aMu), o3HauyaeT C3-Cio-HaCHIIEHHOE IUKIMYECKOE YTIEBOAOPOAHOE KOJBIO. I[MKIOaIKum MoxeT
MPEICTaBIATh COOOH OTHO KOJBIO, KOTOPOE OOBIYHO COAEPXKHUT OT 3 10 7 KOJBIEBHIX aTOMOB yraepoaa. Ilpu-
MEpBl MOHOKOJIBIIEBBIX IMKIOATKUIOB BKIIOYAIOT HUKIONPONMI, IUKIOOYTHI, IMKIONECHTHUI, NUKIOTECKCHUII,
IMKJIOTENTHA U T.1I. [{MKI0ankui, agbTepHAaTUBHO, MOXKET OBITH MOJHIMKIMYECKUM UM COAEpXaTh bonee oj-
Horo kxojbla. [IpumMepsl NONHIMKIMYECKUX IUKIOATKHIOB BKIIOYAI0T MOCTHKOBEIE, KOHJCHCUPOBAHHBIE U CIH-
POIMKINYECKUE KapOOIMKINIBL.

Hcnosp3yeMblii B HACTOSIIEM TIOKYMEHTE TepMHH "1iMaHo" oTHOCHUTCSA K rpymme -CN.

Hcnosip3yeMblii B HACTOSAIIEM TOKYMEHTE TEPMUH "THapokcn” uimn "ruapokcun” otHocutes k -OH rpymme.

Hcnmons3yeMblit B HACTOSAIEM JOKYMEHTE TEPMUH "TUAPOKCHATKII" UK "TUAPOKCUNATIKUI" O3HAYAET aj-
KHJI, 3aMEIICHHBI OTHON UM HECKOJIBKUMH THIPOKCHILHBIMU IPYIINAMH, I/I€ alIKHUIIBHBIC TPYIIIBI UMEIOT 3HA-
YeHHs, onpejaeneHuble Beime. IlpuMeps! "ruppokcuankuiaa” BKIIOYAIOT, HO 3TUM HE OTpaHMYMBAIOTCS, THAPO-
KCUMETHII, THAPOKCUITHII, T'HAPOKCUIIPOITIII, TPONAH-2-011 U T.I1.

Hcnosip3yeMblil B HACTOSAIIEM JOKYMEHTE TepMHUH 'ramoreH” uiaM "rano", OTAEIbHO MIM B COYETAHHU C
JApYTHM (M) TEpMHHOM (aMHM), 03Ha4yaeT GTop, XJIop, 6poM 1K iox.

Hcnosip3yeMblil B HACTOAIIEM TOKYMEHTE TEPMMH "TeTEpOLMKIMI" BKIIOYAET ONPEACICHUS "TeTepOIHK-
noankun" 4 "rerepoapun”.

TepMuH "reTepolMKIOaNKuUn" OTHOCUTCS K HEApOMAaTHYECKOH HACBHIIEHHOH MM YaCTHYHO HACBIICHHOM
MOHOIUKINYECCKONA WIM MOJIMIMKIMYECKONH KONBIEBOH cHCTeMe, cocTofmieil u3 3-15 umeHoB, uMeloEH 1o
MECHBIIICH Mepe ONMH reTepoaToM WM rereporpymmny, Beiopannsie u3 O, N, S, S (0), S(0),, NH umu C(O), u
OCTalIbHBIE KONBLEBHIE aTOMBI, HE3ABUCHUMO, BBHIOPAHBI M3 TPYIIIBI, BKIIOYAIOMIEH YTIIEpos, KUCIOPO/, a3oT U
cepy. Ilpumeps! "rereponukiaoankuia” BKIIOYAIOT, HO 3THUM HE OTPAHUYMBAIOTCH, a3CTUIUHII, OKCETAHUI,
UMUIA30JIMAMHUI, TTHPPOIMAMHMII, OKCA30JNUAMHMI, THA3OIMIUHUI, NHUPA30JUIUMHUI, TETparuapodypaHu,
MUNEPUAMHNI, TTUIEPA3HHUII, TETPArHAPONUPAHUI, MOPGOIMHUI, THOMOPdomuHu, 1,4-THOKCaHUT, TMOKCUO-
THOMOP(OIHHIII, OKCATTMIIEPA3HHMIT, OKCATTUIIEPUAMHUI, TETPAruaApodypHi, TETParuIponupaHu, TeTparuapo-
TUOGDEHUIT, TUTUAPONUPAHUT, UHIOJUHUI, UHIOJIUHUIMETH, a3eNanu, 2-a3a-0uukio[2,2,2|okTaHuI, a301u-
HMJI, XpPOMaHuUIN, KCaHTeHUN M uxX N-okcunasl. [IpucoenuHeHue reTeponuKIOanKUIBHOIO 3aMECTUTEIST MOXKET
NPOUCXOIUTh NHOO uYepe3 aToM Yriepoja, JTUOo uepe3 rerepoaroM. | eTepolMKIOaNKUIbHAS IPYIINAa MOXET
OBITH HEO0S3aTENFHO 3aMEIICHHOH OJHOM MM HECKONBKUMH NOJXOAAIIMMH IPYINaMH U3 OJHOH MITH HECKOJIb-
KUX BBIIIEYKa3aHHBIX rpynil. [IpeanoytuTenpHo "reTeponuKinoankua” OTHOCUTCS K 4-7-4IeHHOMY KOJIBbIY, BBI-
OpaHHOMY M3 TPYIIIBI, BKIIOYAIONIEH a3€THIMHUII, OKCETAHMUII, MMUAA30JIUAMHUI, TUPPOJIUAMHUI, OKCA30JIUIU-
HMJI, THA30JUAMHUI, MTHPAa30IUAMHUIL, TETParuapodypaHus, MUIEPUAUHUI, TUIEPA3HHII, TETPAruIpONUpPaHH,
MopdonuHun, TuoMopdonuaui, 1,4-1uokcanni, azenanua U ux N-okcuasl. bonee npeanouturensHo "reTepo-
[UKJIOANKUN" BKIIOYAET a3eTUAMHUI, TUPPONUAMHII, MOPGOIHHIII, MUIEPUIMHUI MM a3enanun. Bee rerepo-
[MKJIOANKUNBl ABIAIOTCS HEOO0S3aTENbHO 3aMEIICHHBIMH OJHOM MJIM HECKOJbKMMHM YKa3aHHBIMM  BBIIIE

IpyTIamH.
TepMuH "rerepoapun” OTHOCHTCS K apOMaTHYECKOH reTepOLMKIMYECKOH KOJBIIEBOH CUCTEME, COJEpIKa-
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uieit oT 5 10 20 KOJBLEBBIX ATOMOB, MPEANOYTUTENBHO OT 5 10 10 KOJBLEBBIX aTOMOB, KOTOpasi MOXET Npea-
CTaBJIATh COOOH €IMHCTBEHHOE KOJbLIO (MOHOLMKIIMUYECKAs) HIIM HECKOJIBKO KoJiell (OMIMKINYECKas, TPULIUKIIU-
YecKasi WIH MOJMIUKINYeckas), KOHICHCUPOBaHHbBIE OPYT C APYTOM WIIM CBsi3aHHBIE KoBajeHTHO. [IpexmouTn-
TenabHO "reTepoapuin’ mpeacTaBiseT co0oi 5-6-wieHHoe Koiblo. Koabia MoryT coaepxarthb ot 1 g0 4 rerepoa-
TOMOB, BeIOpaHHBIX 13 N, O 1 S, rae atoM N min S atom HeoOs13aTeNbHO OKHCIIEH, Wi aToM N HeoO0sS3aTeIbHO
KBaTepHU3UpPOBaH. JI1060e noaxoasiiee MOJ0XKEHHE B KOJIbLIE FeTEpOapUIbHOTO (hparMeHTa MOXeT ObITh KOBa-
JIEHTHO CBSI3aHO C ONPEJEIEHHON XUMUYECKON CTPYKTYPOH.

IIpumeps! rerepoapuia BKIOYAIOT, HO 3THM He OTpaHHYMBAIOTCS, QypaHMI, THEHUI, TUPPOIUI, THPA30-
JIMJI, UMMIA30JIMI1, OKCA30JIMI, MHHOIMHUI, H30KCA30JIMJI, THAa30JIMI, H30THazommi, | H-terpazonun, okcagua-
30JIMJI, TPUA30JIMI, MUPUAWI, TMUPUMHIMHWI, NUPa3UHWI, NMUPUAA3HHHUI, OEH30KCa30JHJ, OEH3U30KCa30JIMJI;
Oen3oruazonui, OeH30(hypaHus, OSH30THEHWI, OEH30TpHa3sHMHWI, (TaNa3suHWUI, THAHTPEH, OHOeH30(hYypaHHI,
JUOCH30THEHM, OEH3UMHIA30JIMII, MHIOIMI, U30MHAOINI, HHAA30JIMII, XHHOJIMHUII, H30XHHOJIMHMII, XHHA30JIH-
HWJI, XMHOKCAJIMHWI, TTYpUHUI, NTepuauHII, 9H-kapOazonm, o-kapOOIHH, HHIOIU3HHIII, OEH30M30THA30IIHII,
0eH30KCa30JIMII, TUPPOJIONUPUAII, GYPOTIHMPUANHII, TyPHHMII, OEH30THAIUA30IMI1, OEH300KCaANa30IMI, OeH-
30TpHa30JIiI, OEH30TpHaIa30InII, KapOa3onui, AMOEH30THEHMI, aKPUAMHUI U T.1. [IpeanoyYTuTensHO TEpMUH
"reTepoapui” OTHOCHTCS K 5-6-4JIeHHOMY KOJIblly, BBIOpaHHOMY M3 the rpynmbl, BKIoYamoued GpypaHui, THO-
(heH, MUPPOINHII, MHPA30JIMI, UMHAA30/IMI, OKCA30JMI, LIMHHOJIMHWI, M30KCA30JIMI, THA30JIMJI, M30THA30JIHII,
1H-TeTpa3onui, okcaaua3onui, TPHa30iauil, MHPUINI, TUPUMUANHII, THPa3UHUI U MUPUIa3HHMI, OoJiee Npe-
MOYTHTENBHO MHPA30JINIL, TMPUANI, OKCA30IMI U GypaHul. Bee retepoapuiiel He0OsS3aTEIbHO 3aMEILEHBI OTHOM
WJTM HECKOJIbKUMH BBILIEYKa3aHHBIMH IPYIITaMH.

Hcrnonb3yeMblii B HACTOSIIIEM JOKYMEHTE TEpPMHUH "BKIOYass", a Takke Apyrue ero (Hopmbl, TakHe Kak
"BrmroyaroT”, "BKiIIOYaeT" U "BKIFOYEHHBIN", SIBISETCS HEOIPAaHUYHMBAIOIMM.

®pa3za "dapMaleBTHUECKH NPHEMIEMBIH" OTHOCHTCS K COEMHEHHSM MM KOMIIO3HLHSIM, KOTOPBIE SIBJIS-
10TCS (PM3HOJIOTHYECKH TIPHEMIIEMBIMH U IIPU BBEJCHUHU MIIEKONHUTAIOUIEMY OOBIYHO HE BBI3BIBAIOT ajulepruye-
CKYIO WJIM MOAOOHYIO HEOJaronpHsTHYIO PEaKUHIo, BKIIOYas, HO 3THM HE OrPaHHYMBAsICh, PACCTPOMCTBO XKe-
JIyZKa WM TOJIOBOKPYKEHHE.

TepmuH "(apmaneBTHYECKH TpHEMIIEMas coJb" OTHOCHTCS K MPOIYKTY, HOIyYeHHOMY ITyTEM B3anMOAEH-
CTBHSI COEMHEHHUS 110 HACTOSIIEMY M300PETEHHUIO C MOAXOAAIEH KUCI0TO) MK ocHoBaHHeM. DapmaleBTHYe-
CKHM TIPHEMJIEMBIE COJIM COEIMHEHHH 110 HACTOSIIEMY H300pETEHHIO BKIIOYAIOT TaKHe, KOTOPHIE SIBISIFOTCS MPO-
M3BOJHBIMU HEOPTaHMUYECKUX OCHOBaHHUH, Hanpumep couu Li, Na, K, Ca, Mg, Fe, Cu, Al, Zn u Mn. [Ilpumepamu
(hapMaLeBTHYECKH NPUEMIIEMBIX HETOKCHYECKUX COJIeH HOOaBIEHHS KHUCIOT SIBISIOTCS COJIM 10 aMHHOTPYIIIE,
00pa3oBaHHbIE C HEOPraHHYECKMMH KHCJIOTAMHM, TaKHE COJIM, KaK THIPOXJIOPHI, MMAPOOpOMUA, MHAPOHOINN,
HUTpaT, cyibdar, oucynsdar, pocdar, H30HUKOTHHAT, ALETAT, JIAKTAT, CAIULMIAT, LIUTPAT, TApTpaT, aHTOTe-
HaT, OuTapTpart, ackopOaT, CyKIMHAT, MajeaT, FTeHTH3HHAT, (yMapaT, INIFOKOHAT, IIFOKapoHart, caxapar, GopMu-
at, 6eH30aT, rIIyTaMaT, METaHCYIb(OHAT, 3TaHCYIb()OHAT, OEH30JICYNIB(GOHAT, 4-METHIOEH30JICYIb()OHAT HIIH -
ToIyoscynb(oHat U T.1. HekoTopsle coennHenus no n3zodperenuto (coeaunerue ¢popmyisl (1)) MmoryT obpaso-
BBIBaTh (DapManeBTHYECKH NPUEMIIEMBIE COJIM C PAa3JMYHBIMM OPraHMYECKUMHM OCHOBAaHHMSMH, TAaKHMMH Kak JIU-
3MH, apTUHUH, TyaHHIHH, AM3TaHOIaMHUH MK MeTdopmuH. [loaxoasmie conn oCHOBaHUH BKJIIOYAIOT, HO 3TUM
He OrpaHUYMBAIOTCS, COJIM ATFOMUHUS, KaJIbIUsl, JINTHS, MATHUS, KaJIUsl, HATPUS WM LIMHKA.

Hcnonp3yeMslit B HACTOSIILIEM JOKYMEHTE TEPMHH 'CTepeouszomep" SIBISETCS TEPMHHOM, MPHUMEHSIEMBIM
JUISL BCEX M30MEPOB MHIMBHUAYaAJIbHBIX coeluHeHHi ¢opmyisl (1), KOTOpble OTIMYAIOTCS TOJBKO OpHEHTalMeH
X aTOMOB B mpocTpaHcTBe. TepMuH "crepeonzomep” BKIIOYAET M30MEPHI 3€pKaJbHOrO M300pakeHus (IHaH-
THOMEpBI) coeauHeHus: popmyisl (I), cMecH M30MepoB 3epKaILHOTO M300paXKeHUs (paleMaThbl, paleMHYecKue
cmecn) coenunenus: gopmynsl (I), reomerpuueckue (ruc/Tpanc win E/Z, R/S) uzomeps! coequneHust GopMyIbl
(I) n u3omeps! coennnenus Gopmyiel (I) 6onee yem ¢ OAHUM XUPaJbHBIM EHTPOM, KOTOPBIE HE SBJISIOTCS 3€p-
KaJIbHBIMH OTOOPa)KEHUSIMH APYT ApYra (IMacTepeor30MepHl).

B onHOM BapmaHTe OCYIIECTBIICHUS HACTOsIIEE H300PETEHHE OTHOCUTCS K CHOCOOY MOJTy4EHHs COeIUHe-
Hus popmyisl (1) mit ero papmarieBTHUECKH NPHEMIIEMOH COJIM B COOTBETCTBHH CO CIIEIYIOIIEH CXEMOH:

(Rl)n
O z
NH,
Y M \’/
\: / Xz Q. B, Sv \i / X,
(Rz)m (Rx)m
@
(0]
O)J\Z/(Rl)n

rae M npeacrapiser coboii
X u X3, HE3aBUCUMO, NTPEJCTABISAIOT 006014 CH nmu N;

X, npeacrasinseT coboit CR, unu N;

OpHU YCIIOBHH, YTO OJMH U He OoJiee yeM oauH u3 X, X, win X; npeacrasisier coboi N;
A npeacrasnset co6oit O miu S;

Y npeacrasnset co6oit -CH,- wiu O;
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Z npencrasisietr co0oit (C¢-Cjg)apmn umu 5-10-wieHHbIH reTepoapui, conepxanuii 1 uau 2 rerepoaroma,
BbIOpaHHBIX U3 N, S unu O;

R), B KaXXIOM cIy4ae HE3aBHCHMO, MPEICTABISET COOOH raJloreH Wi HeoOs3aTebHO 3aMeIeHHbIH 5-10-
YIEHHBIH TeTePOLMKINI, coaepxamuii 1 win 2 atoma N; B KOTOPOM Ka)<IbIM HEOOS3aTENbHBIM 3aMECTHTENIEM
spisietes (C-Cg)ankui, (C;-Cg)anxoxcu, aMuHo(C-Cg)ankml, rajgoreH, ruapokcui, rTuapokcu(C -Ceg)aakm nwim
-NRaRb;

R, mpencrasiser coboii BOA0Opo, HeoOs3aTeIbHO 3aMeleHHbIH (C3-Cio)IUKI0aNKIII, HEO0A3aTENbHO 3a-
MmenieHHbIR (Cy-Cig)apuil, HeoOs3aTeNbHO 3aMEeNIeHHBIN 4-10-4JIeHHBIH TeTepPOLUKINI, coaepxanmii 1 umu 2
rerepoaroma, BeiOpanHbix U3 N wiu O, ninn -NR,Ry,; B KOTOpBIX Kax/IbIM HE00sA3aTeIbHBIM 3aMECTHTENIEM SIBJISI-
ercs (C;-Ceg)ankuil, aMHUHO, TaJIOTE€H WK THIPOKCUIT;

R3, B koM ciyuae, npeacrasiseT codoit (C;-Cg)alKuit WK THAPOKCHIT,

R, u Ry, HezaBucuMo npenctaBisator co6oit Bogopoa, C(=0)(C;-Cy)ankun wiu 5-10-4IeHHBII TeTepoIHK-
i, colepxkauuii 1 atom N;

m ¥ n He3aBucUMO obo3Havaror 0, 1 uau 2;

p ob6o3Hauvaet O win 1;

Q npexacraBisieT COOOI:

1) komOuHauuo N-(3-gumermnamuaonponui)-N'-3tunkapoomunmug (EDCI) nnm ero comm M rugpokcH-
6enzorpuazona (HOBT) unu

i) rexcadropdocdar 1-[6uc-(aumernnamuno)merunet|-1H-1,2,3-rprazono[4.5-b]nupuaunmii 3-okcuaa
(HATU);

B mpencrasisger coboit N((C;-Cg)ankun)s;

Sv npexacrasiser coboit tumernipopmMaMu.

B oHOM BapuaHTEe OCYIIECTBJICHUS HACTOSAIIEE H300PETCHHE OTHOCHTCS K CITOCOOY MOJTyYCHHS COCIHHE-
Hust popmynsl (1) nim ero papmaineBTHYECKH MPHEMIIEMOIl COlTU, B KOTOpoM A mpenctasisieT coboi O miu S;
Y npencrasisier coboii -CH,- i O; Z npencrasiser codoit 5-10-wieHHBIH reTepoapu, coaepxaumi 1 wim 2
rerepoaroma, BeIOpaHHbIX U3 N, S win O; R, B kax/I0M cily4ae HE3aBUCUMO, MIPEACTABISAET COOOM rajgoreH wWid
HeoO0s13aTeIbHO 3aMelIeHHbIH 5-10-uwIeHHbIH reTepouMKImI, cogepxamuit 1 wim 2 aroma N, B KOTOPOM Kax-
IeIM HeoOs3atenbHbIM 3aMecTuTesieM sBisiercs (Ci-Cg)ankun, amuno(C,-Cg)ankmn, ramoreH wid -NR,Ry; rae
R, u Ry, He3aBucumo, mpeacrapisror coboit Bogopoa, C(=0)(C,-C,)ankun win 5-10-4IeHHBIH TeTepOLMKIINII,
conepxxamuit 1 atom N; R, npencrasnsier co6oit Bonopox, (Cs-Cg)unxnoankumi, 4-10-4eHHbIR reTepOIUKIHII,
conepxxamuit 1 wim 2 rerepoatoma, BeiOpanHbIX U3 N win O, i NR,Ry,; m paBeH 0 u n paBeH 1.

B npyrom BapuaHTe OCYIIECTBIICHHUS HACTOSIIEe H300pETEHUE OTHOCUTCS K CIOCOOY MOTyUeHUs COeuHe-
uust popmynsl (I) wim ero papmaneBTHYECKH MPHEMIIEMOI COJTM, B KOTOpoM A mpenactasisieT coboir O miu S;
Y npencrasisiet co6oit -CH,- wu O; Z npenctasisiet co6oit 5-10-wieHHBIH reTepoapui, coaepkamuii 1 wim 2
rerepoaroma, BeiOpaHHbIX U3 N, S uian O; R|, B kaXI0M ciy4ae HE3aBUCHMO, NPEICTABIISIET COOOH rajoreH wiu
HEo0s3aTeIbHO 3aMeIleHHBIH 5-10-4JIeHHBIH reTepourKInI, coaepxamuid 1 wim 2 atoma N; B KOTOPOM Kax-
JIbIM HeoOsi3aTenbHbIM 3amecTutenieM siBisercs: (C-Cq)ankui, (C;-Cg)ankokcu, aMuHO(C-Cg)alKuiI, rajoreH,
rugpokcust wid -NR,Ry; rne R, u Ry, HezaBucumo, npencrapisitor coboit Bogopoa, C(=0)(C-Cy)ankun umu
-10-uneHHBIH reTepolMKINI, conepxamuii 1 atom N; R, npeacrasnser coboit Bogopoa, HeoOA3aTeIbHO 3aMe-
meHHbIH (C3-C)o)uuKnoankus, HeoOs3aTebHO 3aMELIeHHBIH 4-10-4JIeHHbIH reTepoLnKINI, CoaepXXaumii 1 uim
2 retepoaroMa, BeIOpaHHBIX U3 N wid O, unu -NR;Ry; B KOTOPBIX KaXJIbIM HEOOS3aTEIBHBIM 3aMECTUTENIEM
SIBJIAETCS aMUHO, TaJIOTE€H ¥ THAPOKCHII, M U n He3aBUCUMO o0o3HauaroT 0, 1 wiu 2 u p ob6o3Havaer 0 wiu 1.

B APYTrOM BapHaHTE OCYHIECTBJICHUS HACTOSALICE I/I306peTeHI/Ie OTHOCHUTCHA K CHOCO6y MOJIy4yeHus coeaAnuHe-
X

I

Hus Gopmysnsl (I) uam ero ¢papmaneBTHYECKH NPUEMIIEMOH COJIM, B KOTOPOM TpyIina Xi NpeACTaB-

nseT cobou
S = ‘?7: S N\ i& S N "{
KL L 0

S s

O N O~ NN K
HL A

B npyrom BapHaHTe OCYILIECTBIECHHS HacTosAlIee H300pETEHHE OTHOCUTCS K CIIOCO0Y TOJIyYEeHHUS COeIHHe-
Hust popmynsl (1) wiam ero papmaneBTHUECKH MPHEMIIEMOI COJIM, B KOTOPOM Z MpPEACTaBisieT cOO0H 5- mnu 6-
YJIEHHBIH reTepoapui, coaepxanuii 1 i 2 rerepoaroma, BeIOpanHbIX U3 N, S miu O.

B npyrom BapuaHTe OCYIIECTBICHUS HACTOSIIEE H300pETEeHHE OTHOCUTCS K COCOOY MOITy4eHUs! COeaMHeE-
Hust popmynel (I) mnm ero apmaneBTHUECKH MpUEMIIEMOR COJIM, B KOTOPOM Z NpeacTaBiseT coboit Heobs3a-
TEJIHO 3aMELECHHbII ()eHMT WK reTepoapul, BBIOpaHHBIN U3 (ypaHuia, THCHWIA, THA30JIMIA U IUPUANIA; Ka-
KIIBIH U3 KOTOPBIX HEOOA3aTEIBHO 3aMEILECH TaJIOT€HOM.

>

R,

-6-
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B npyrom BapuaHTe OCyLLECTBIECHHs HacTosllee H300peTeHHe OTHOCHTCS K CIIOCO0Y MOJIydeHUs CoeiHe-
HUsA ¢opmyisl (1) nnm ero dapmManeBTHIECKH MPUEMIIEMOH CONM, B KOTOPOM COEAMHEHHE IpeAcTaBieHo dop-

mysoi (IA) o
O. I N/>§(Rl)n

N\ A~ M
LA
Ry~ N7 N7 R,

(IA)

WK ero (hapMareBTHUECKH ITpUeMJieMas COJb.

B npyrom BapuaHTe OCYIIECTBIICHUS HACTOSIEE H300PETCHUE OTHOCUTCS K CIIOCOOY IMOTyYeHUS COeaUHE-
Hust popmynsl (1) wim ero papmaneBTHYECKH NPUEMIIEMO Colii, B KOTOpoM A mpenctasisieT coboi O mnu S;
Y npencrasisier co6oit -CH,- mmn O; Ry, B kaka0M ciiydae He3aBUCHMO, MPEJCTABISIET COOO0M rajJoreH wiu He-
00s3aTenbHO 3aMelleHHbli 5-10-wieHHbIi reTepouuknui, cogepxamuid 1 i 2 aroma N, B KOTOPOM KaXAbIM
HeoOs3aTenbHbIM 3aMecTuTesieM siBisgercs (C-Cq)ankmi, amuHo(C-Cy)ankui, ranoren win -NR, Ry; roe R, u
Ry, HE3aBUCUMO, mpenctaBisaioT coboir Bogopon, C(=0)(C-Cyankmn win 5-10-4IeHHBIH TeTepOIUKIMI, CO-
nepxammii 1 atom N; R, mpencraisier co6oit Bogopon, (Cs-Cio)ukmoankui, 4-10-4IeHHbIH TeTepOoUrKITII,
conepkamuit 1 wim 2 rerepoatomMa, BeiOpanHbiX U3 N mwin O, i NR,Ry; m pasen 0 u n paBen 1.

B apyrom BapuaHTe OCYIIECTBICHHS HACTOsIIEEe H300PETEHHE OTHOCUTCS K CIIOCO0Y MOJIYyUYEHHUS COeMHE-
Hust hopmyiiel (I) mim ero dhapmaneBTHUECKH MPUEMIIEMOH COJIM, B KOTOPOM A mpeacTtaBisieT coboi O wiu S;
Y npencrasnser coboit -CH,- win O; R, B kaXa0M cllydyae He3aBUCHMO, MPEICTaBIsAeT COOO0H rajoreH WM He-
00s13aTeNIbHO 3aMeIleHHBIH 5-10-1wieHHbIH reTepouukIni, coaepxxaumid 1 min 2 atoma N; B KOTOPOM KaXIbIM
HeoOs13aTenbHbIM 3amectuteneM siBisercs (C-Cg)ankui, (C,-Cg)ankokcu, amuHo(C-Cg)ankui, rajioreH, ruipo-
keun wik -NR,Ry; rae R, u Ry, HezaBucumo, mpencrapinstor codoit Bogopoa, C(=0)(C,-Cy)ankun mmu 5-10-
YIIEHHBIA reTepouuKini, conepxkammii 1 atom N; R, npeacrasnser coboii Bomopon, (C3;-Co)unKinoankui, He-
00s13aTeNIbHO 3aMelIeHHbIH 4-10-wIeHHBIH TeTepoLMKINI, Coaepkallii | nim 2 rerepoaToma, BEIOpaHHBIX U3 N
win O, win -NR,;Ry,; B KOTOpBIX 3aMecTUTENIEM SBISETCS aMUHO, TaJIOr€H MM TUAPOKCUI, ¥ M U N HE3aBUCHUMO
o6o3Hauvarot 0, 1 unm 2.

B npyrom BapuaHTe OCYIIECTBICHHUS HACTOSIIEEe H300PETCHUE OTHOCUTCS K COCO0Y IOTydeHHs COeauHe-
Hust popmyiel (I) wiu ero gpapMarieBTHYECKU MPUEMIIEMON COJIH, B KOTOPOM COEAMHEHHE MpPECTaBICHO (op-
Mmyoii (IB)

= |
—— R,
0 )
\N)
NH
/\ A A
Y, N4 |
—/ N 7 R,
(IB)

WM ero (hapMaleBTHYECKHU PHEeMIIeMas COJIb.

B npyrom BapHaHTe OCYILIECTBICHHS HacToslIee H300peTeHHE OTHOCHTCS K CIIOCO0Y TOJIydYEeHHUs COeIHHe-
Hust hopmyiiel (I) mim ero dhapmaneBTHUECKH MPUEMIIEMOH COJIM, B KOTOPOM A mpeactaBiseT coboi O wiu S;
Y npencranser coboit -CH,- unu O; Ry, B Ka/I0M cilyyae He3aBUCHMO, TPECTaBIsIET COOO0M rajJoreH wiu He-
00s3aTeBbHO 3aMEICHHBIH 5-10-wWICHHBIH reTepoUMKIn, coaepxamuid 1 wi 2 aroma N, B KOTOPOM Ka)IbIM
HeoOsi3aTenbHbIM 3aMecTutenieM sBisercs (C-Cq)ankmi, amuHo(C,-Cq)ankui, ranoren win -NRRy,; roe R, u
Ry, HE3aBucuMO, mpeactaBisaioT coboit Bogopon, C(=0)(C;-Cylankmn win 5-10-4IeHHBIH TeTepOLUKINI, CO-
nepxamuii 1 atom N; R, npeacrapinser co6oii Bogopo, (Cs-Cig)uukioanku, 4-10-uneHHbINA reTepOLUKIINII,

cogepxxamuii | um 2 rerepoaroma, BeiOpannsix U3 N wiu O winu NR, Ry; u n pasen 1.

B npyrom BapuaHTe OCYIIECTBIICHUS HACTOSIEE H300PETEHUE OTHOCUTCS K CIOCOOY MOTyYeHUs COeAMHE-
Hus ¢opmyisl (I) nim ero hapmaneBTHIECKH PUEMIIEMOH COJIH, B KOTOPOM A mpencTasister codoit O unu S; Y
npezacrasiset coboit -CH,- unu O; Ry, B kax1oM ciaydae HE3aBUCHMO, MPEJCTABISIET COOOM TalioreH WM HeoOs-
3aTeNIbHO 3aMEIEHHbIH 5-10-uIeHHBIN reTepouUKIn, cogepxkamuii 1 unm 2 aroma N; B KOTOPOM KaX/IbIM He-
obs3atenpHbiM 3amectuteneM sBisercs (Ci-Cqlankuin, (C;-Cq)ankokcu, aMuHo(C;-Cg)alkui, rajioreH, Tuapo-
keun uimi -NR,Ry; rne R, u Ry, HezaBucumo, mpencraisior coboi Bogopoa, C(=0)(C,-Cy)ankmt wiu 5-10-
YJICHHBIA reTepoUuKiImI, cogepxkammit 1 atom N; R, npeacrasnser coboit Bogopon, (C;-Cio)UuKnoankui, He-
00s13aTeNTbHO 3aMelleHHBbIN 4-10-uleHHbIH reTepOLMKIIII, coAepKaluid 1 umu 2 rerepoatoMa, BBIOpaHHBIX U3 N
win O, umn -NR Ry; B KOTOpBIX KaKIbIM HEO0OS3aTENbHBIM 3aMECTHTENIEM SIBJISIETCS aMHHO, TaJlOTeH U THAPO-
KCWJI; M U n He3aBUcUMO 00o03Ha4awT 0, 1 wiu 2; u p o6o3nauyaer 0 win 1.

B npyrom BapHaHTe OCYLIECTBICHHS HacToslIee H300pETEeHHE OTHOCHTCS K CIIOCO0Y TOJIydEeHHUs COeIHHe-
Hus Gopmyisl (I) wim ero gapmaneBTHYECKH MPUEMIIEMOH COJIM, B KOTOPOM COEAMHEHHE MpPEICTaBICHO (op-
mynoi (IC)
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1o

WK ero (hapMaLeBTHYECKH NpHeMyIeMas COJIb.

B npyrom BapuaHTe OCYILECTBJIEHHUs HAacToslee U300peTeHHe OTHOCUTCS K CIIOCcO0y MOTydeHHs COeMHe-
Hus Gopmyisl (I) nnu ero hapManeBTHyeckH npHeMIIeMOi conu, B KOTopoM R npencrasnser coboit HeoOs3a-
TEJILHO 3aMEUICHHBIN 5-10-uleHHBIH TeTepOLMKIINII, coaepxanuii 1 unu 2 atoma N; B KOTOPOM Kax<IbIM Heo0s-
3arenbHbIM 3amectuteneM sBisiercs (C-Ce)ankui, (C;-Cq)ankokcu, amuHo(C-Cg)ankui, rajoreH, ruIpoKCHI,
ruapokcu(C,-Cy)ankun unu -NR,Ry,; riae R, u Ry, He3aBucumo, npeactapisitor coboii BOIOPOI.

B npyrom BapuaHTe OCYIIECTBIEHHS HACTOSIEe H300pEeTeHHE OTHOCHUTCS K CIOCcO0y MOTydeHHs COeaHHe-
HUA Gopmyisl (I) win ero gapmaneBTHYECKH MPUEMIIEMOH COJIH, B KOTOPOM R, mpejacTaBiseT coboii HeoOs3a-
TEJbHO 3aMelleHHBIH 5-10-4IeHHBIN reTepouKamI, coaepxamuii 1 uin 2 atoma N; ¥ KaXIbIM HeoOs3aTeb-
HbeiM 3amectutesieM sBisietrcs (C;-Cg)ankun, amuno(C,-Cg)ankun, rajgored i -NR,Ry; rne R, u Ry, HezaBucu-
Mo, mpeactaBistoT coborr Bogopon, C(=0)(C-Cy)ankun win S5-10-ueHHBIA TeTePOLMKIINI, COAEp KAIUN
1 atrom N.

B npyrom BapuaHTe OCYIIECTBJICHHUS HACTOSIIEe H300pETEeHHE OTHOCHUTCS K CIOCOOY MOTyueHHs COeHHe-
Hus hopmynsl (1) wiu ero papManeBTHYECKH MPUEMIIEMON COJIH, B KOTOpOM R, mpencrapnseT coboii HeoOs3a-
TENBHO 3aMelleHHbIH 5-10-uneHHBIH reTepouukImI, coaepakammid 1 uau 2 aroma N; U KaXIbIM HeoOs3aTenb-
HeiM 3amectureneM sisercs (C,-Cg)ankui, (C;-Cg)ankokcu, aMuHO(C,-Cg)ankui, rajored, THAPOKCHI WA
-NR.Ry; rae R, u Ry, HezaBucumo, npeacrapisitor coboit Bogopon, C(=0)(Ci-Cy)ankun unu 5-10-uneHHbIN re-
TEPOLMKIINI, coAepkamuii 1 atom N.

B npyrom BapuaHTe OCYIECTBIICHHS HACTOSALIEe H300pETEHHE OTHOCHUTCS K CIIOCO0Y MOTyUeHHs COeaHHe-
Hus ¢popmyisl (I) ninm ero gapmaneBTHyecky NpHeMIIeMoil coau, B KOTopoM R, npeacrasnsger coboii nupuau,
MIUPA30JIUI, TUPPOJIMAUHII WIH TUIIePUTUHIIL.

B npyrom BapuaHTe OCYILECTBIIEHHS HACTOALIEe H300pETEHHE OTHOCUTCS K CIIOCO0Y MOTyUeHHs COeIHHeE-
Hus ¢opmydsl (I) wnu ero gapmaneBTHyecky nprueMiIeMoi cosii, B koTopoM R, mpencrasisier coboit HeoOs13a-
TeJbHO 3aMEIICHHBIN MTUPa30JIuI, TAe KaxAbIM HeoOs3aTebHbIM 3aMecTuTesieM sBisiercs (C,-Cg)asku, ruapo-
ket Ui -NR Ry,

B npyrom BapuaHTe OCYIIECTBJICHHS HACTOSIEe H300pETEeHHE OTHOCHUTCS K CIOCOOY MOTyUeHHs COeHHeE-
HUs ¢popmyisl (1) umu ero hapmareBTHIECKH IPHEMIIEMOH COJIH, B KOTOpOoM R, mpezacTaBisieT coOoii rajoreH.

B npyrom BapuaHTe OCyllleCTBIEHHs HacTosllee H300peTeHHe OTHOCUTCS K CIIOCO0Y MOJIyYEeHHs coellMHe-
Hus ¢hopmyisl (I) wm ero papmaneBTHUECKH MPUEMIIEMOI COJIH, B KOTOPOM R, mpencraBnseT co00i BOAOpO,
(C;-Cyp)umxnoankui, 4-10-4IeHHBII reTepolUKINI, colepaluii | wim 2 rerepoaroma, BEIOpaHHBIX U3 N wiin
O, wu -NR,R,,

B npyrom BapuaHTe OCYIIECTBIEHHS HACTOsIEe H300pEeTeHHE OTHOCHUTCS K COco0y MOTydeHHs COeHe-
Hus popmyasl (I) uiu ero dhapmMaleBTHUECKH IPUEMIIEMOM COJIM, B KOTOpOM R, mpeacraBiseT coboi BOgopon,
(C;3-Cg)umKnoankui, HeoOsa3aTeIbHO 3aMeleHHbIH 4-10-4IeHHBIH reTepOLMKINI, coaepxanmi 1 wim 2 rere-
poaTtoma, BbiOpanHbIX U3 N min O, nnn -NR,Ry, B KOTOPBIX KaXKIplii HE0Os3aTENbHBIN 3aMECTUTEIb BRIOpaH U3
aMMHO, TaJIOTeHa WM THAPOKCHIIA.

B npyrom BapuaHTe OcylllecTBIEHHs HacTosllee H300peTeHHe OTHOCUTCS K CIIOCO0Y MOJIyYeHHs CoellHe-
Hus popmynsl (1) win ero papManeBTHYECKH NpUEMIIEMON COJIH, B KOTOpoM R, mpencrapiisieT coboii Heobs3a-
TEJILHO 3aMEeUICHHBINH 4-10-uIeHHBIH TeTepOLKIINI, BEIOPAaHHBIA U3 MUIEPUINHIIA, TUPPOTUIUHIIA, MOpdo-
JVHWIA, UIIepa3uHMIa, a3eTHANHIIA, TMPa3oIwia U GypaHuia; B KOTOPBIX KaXbIM HeoOs3aTelbHBIM 3aMec-
TUTEJIEM SIBJIsieTCs THAPOKCHII, rayoreH, (C;-Cg)aaKul Wid aMHHO.

B npyrom BapuaHTe OCYIIECTBJIEHHS HACTOsIEe H300peTeHHEe OTHOCUTCS K CIIOCOOY MOTydeHHs COeAuHe-
Husi hopmyiel (1) unu ero GapManeBTHYECKH MPUEMIIEMOH COJIM, B KOTOpOM R, mpeacraBisieT cobol munepu-
JVHWI, TUPPOJIMANHUI, MOP(OIHHIII HIIH MHIIEPA3HHUIL.

B npyrom BapuaHTe OCYIIECTBIEHHS HACTOsIee H300peTeHHEe OTHOCUTCS K COco0y MOTydeHHs COeHHe-
HUs popmyisl (1) wnm ero dapmManeBTHYECKH IPUEMIIEMOH o, B KOTOpoM R, npeacraBnger co6oii BOAOPO.

B npyrom BapuaHTe OCYIIECTBJICHHUS HACTOsIEe H300PETEHHE OTHOCHUTCS K CIOCOOY MOJTyUeHHs COeHHe-
Hus ¢opmynsl (I) wnu ero ¢dapmaueBTHYECKH NpUEMIIEMOH CONH, B KOTOpoMm R, mpencrarnser coboit (Cs-
C ) IMKJIOQTKHIL.

B npyrom BapuaHTe OCyIECTBIEHHS HacTosllee H300peTeHHe OTHOCUTCS K CIIOCO0Y MOJIyYEeHHs CoellHe-
Hus dopmyasl (I) wm ero dapManeBTHYECKH NPUEMIIEMOH COJIH, B KOTOPOM R, mpenctapiser coboil umkiio-
TPOTIHJL.

B npyrom BapuaHTe OCYIIECTBICHHS HACTOSIEe H300pEeTeHHE OTHOCHUTCS K croco0y MOTydeHHs CoeaHnHe-
Hust ¢opmynsl (I) wnm ero dapmaneBTHyecku NpueMmiIeMoil comu, B KoTopoM Rj; mpexacraBnser coboi
(Cy-Cg)ankum.

-8-
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B npyrom BapuaHTe OCyIlECTBIEHHS HacToslIee H300pETEeHHE OTHOCHTCS K CIIOCO0Y MOJIyYEeHUs COeMHe-
Hus ¢popmyasl (1) mim ero hapmareBTHUECK IPHEMIIEMOH COJIH, B KOTOPOM m paBHO O ¥ p paBHO 1.

B npyrom BapuaHTe OCYIIECTBICHHS HACTOSIEE H300pETEeHHE OTHOCHUTCS K CIIOCO0y MOTydeHHs COeAnHe-
Hus popmynsl (1) win ero papManeBTHIECKH IPHEMIIEMO# COIH, B KOTOpoM m o6o3ravaet 0 win 2 u p 0603Ha-
yaeT 0 mim 1.

B npyrom BapuaHTe OCYIIECTBICHHUS HACTOSIEEe H300pETEHHE OTHOCHUTCS K CrIOCO0y MOTydeHHs COeAnHe-
Hus ¢popmyisl (1) mn ero hapmaneBTHYECKH IpUEMIIEMOH COJIH, B KOTOpOoM B mpencrasnser co6oit aunzonpo-
muwnTWwiaMmuH (DIPEA) nnu tpumernnamus (TEA).

B npyrom BapuaHTe OCyLECTBIEHHS HacTosllee H300pPETEHHE OTHOCHTCS K CIIOCO0Y MOJIyYEeHUs COeMHe-
Hus Gopmyssl (1) wim ero dpapmManeBTHIECKH NPUEMIIEMOH CONH, B KOTOPOM Q mpenacTaBiseT co0oi KOMOHHa-
o N-(3-aumernnamunonponun)-N'-stunkapboannmua (EDCI) nnmm ero comu u ruIpokcHOEeH30TpHa3oia
(HOBT).

B npyrom BapuaHTe OCYILECTBJICHHS HacToslIee H300PETEHHE OTHOCUTCS K CIIOCO0Y MOJIyYEHHUS COeTHHE-
Hus ¢opmyinsl (I) wnu ero dapmaneBTHIECKH TPHEMIIEMOH COJIM, B KoTopoM Q mpelcTaBiseT cobol rekcad-
topdocdar 1-[6uc-(numernnamuno)metuiner|-1H-1,2,3-tpuazono[4.5-bnupuaunnii 3-okcuga (HATU).

B npyrom BapHaHTe OCYILECTBICHHS HacTosAlIee H300PETEHHE OTHOCHTCS K CIOCO0Y MOJIydEHHUs COeJHHE-
Hus hopmysl (1) wm ero apmaneBTHYECKH MPUEMIIEMON COITH, B KOTOPOM CITIOCO0 JOTIOJHUTENHHO BKIIIOYAET
CTaUI0 OYHCTKH.

B npyrom BapHaHTe OCYIECTBICHHS HAcTOsAlIEE H300PETEHHE OTHOCHTCS K CIOCO0Y MOJIydEHHUs COeJHHE-
Hust popmyabl (I) wian ero dpapmaneBTHUECKH NPHEMIEMON COJH, B KOTOPOM CTa/iMsi OYHCTKH BKIIOYAET KOJIO-
HOYHYIO XpoMaTorpaduio, MpenapaTiBHYIO0 TOHKOCIOHHYIO XpoMmaTorpaduio Wi BBICOKO3()(OEKTUBHYIO XKHI-
KOCTHYO XpoMaTorpaduio.

B npyrom BapuaHTe OCyLECTBIEHHS HacTosllee H300peTeHHE OTHOCUTCS K CIIOCO0Y MOJIyYEeHUs CoeMHe-
Hus Gopmyinsl (I) nnu ero papmareBTHUECKH TPUEMJIEMOI COJIH, B KOTOPOM CHOCOO JOMOJHUTEIBHO BKIIIOYAET
CTaJIUI0 CHATHS 3allMThl, BKIIOUYAIOIIYIO NPHUBEJCHHE B KOHTAKT PEAKLIMOHHOM CMECHU C areéHTOM JUls CHSATHUS
3aIIUTBI, U aTEHT JUI CHATHS 3aIIUThl peacTaBiseT coboit X oH umn (C;-Cg-anxun),N F; u X, npeacrasiser
co00i1 rasnoreH.

B npyrom BapuaHTe oCyIIECTBIEHHs HacTosllee U300peTeHHe OTHOCUTCS K crloco0y MoTydyeHs CoeinHe-
Hust popmyisl (I) mm ero papMaeBTHYECKH MPUEMIIEMOH COJTH, B KOTOPOM areHTOM JUIsl CHATHS 3alllUTHI SBJIS-
€TCs COJISTHAs KUCJIOTa WK TeTpadbyTuinaMMmonus ¢ropua (TBAF).

B npyroMm BapuaHTe OCYyHIECTBICHMS HacTosllee H300peTeHHe OTHOCHUTCS K CIHOcoOy MOoJydeHHs
coenuHenus ¢popmyssl (I) uiau ero papmMalieBTHYECKH PUEMIIEMON COJIH, B KOTOpPOM coequHenue ¢opmydsl (1)
BBIOPAHO H3:

Nt nmpuMepa HasepaHume no IUPAC

6LaMHO-N- (2-MopdonmHookca3oJio [4, 5-b] nupuouxs-6-wmi) - [2, 3~

SunupuaouH] -6-kapOborcaMmm;

TUOPOXIIOPUI 6£aMyHO-N- (5-LUMKJIONPONMI-2—
2. MopdosmmHOOKCa3oJio [4, 5-b ] nupunouu-6-wi) - [2, 3£0unupnonH] -6-

KapbokcamMmua;

TUIPOXJIOPUL N- (5-uuxJjonponuii-2-MopdoJIMHOOKCa30J10 [4, 5—
3. b IMprOnNH=-6-1J1) —=2- (2-Me TVJINVPUONH-4-11J1) OKCa30J1-4—

KapbokcaMmua;

TUOPOXJIOPUL N- (2, 5-nou (nunepunnH-1-uiu) okcaszojo (4, 5-

b]ompnnonH-6-mi) -6- (1H-nupa30J-4-w11) NMKOJIMHaMmUna ;

N- (2, 5-ou (nunepunuH-1-wi) okcaszoJio [4, 5-b] nupnonH-6-mi) —2-

(2-MeTunnupuanH-4-mil) okcazoj-4-kKapOokcaMun;

N- (2-MopdoJsMHO-5- (nunepuanH-1-mui) okcaszoJio [4, 5-b] nupunnu-

6-11) - 6- (1H-nmpas30J1-4-1J1) IMKOJIMHAMUL ;

2- (2-MeTmnnupuanH-4-ui) -N- (2-mMopdposmHo-5- (nunepuanH-1-

J1) okcaz3oJio [4, 5-b] nupuinH-6-ui1) okcazoji-4-kapOokcaMun ;

6-xJ10p-N- (2-MopdoNmHO—-5- (MunepunmuH-1-mi) okcaszoJio [4, 5-

bl nupnonH-6-mi1) IMKOJIMHAMUI ;

N- (2, 5-ou (nunepunuH-1-mi) okcaszoJio[4, S-b] nupuanH-6-1j) —6-

(1-mMeTun-1H-nmpazoJi-4-11) NIMKOJIVMHaMUL ;

2= (2-xjopnupuiuH-4-mi) -N- (2, 5-nu (nunepuanH-1-
10.
ni1) okcazoJio [4, 5-b] nupunnH-6-uj) okcasoy-4-kapbokcamMmun ;
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(S) -2~ (2-mMeTnnnupuanH-4-ui) -N- (2-MOpQOIMHO-5- (MMPPOIUIONH-

11. 3-1mJaMMHO) okcaszoJio [4, 5-b] nupuanH-6-1j) okcazoya-4-
kapbokcaMmn;
6taMmHO-N- (2-MopbosmHOOKCcaszoJio [ 5, 4-b ] nupunuu-5-ui) - [2, 3+
2 BUNUpUIUH] -6-Kapbokcammn;
13 6LaMmHO-N- (2-MopdosmHoTMazoJo [4, 5-c] nupunnu-6-umn) - [2, 3~
BUNMPUINH] -6-KapOokcaMum;
6LaMmHO-N- (2-MopbosMHOTHAa30J10 [ 5, 4-b ] nupunuu-5-ui) - [2, 3+
e BUNMPUINH] —-6-KapOoKcaMum ;
2- (2-MeTunnupuinH-4-ui) -N- (2-mMopdosmHoTMaz0s0 [4, 5-
to b]nupnaonH-6-ui) okcasoj-4-kapbokcaMun;
6LaMmHO-N- (2-MopdosmHoTHazoso [4, 5-b] nupunuu-6-ui) - (2, 3+
Le. OUNUPUINH] -6-kapbokcammun;
17 N- (2-MmopdosmHoTHaszoso (4, 5-b] nupunnu-6-mi) —-6- (1H-nmpaszoJ-
4-1J1) IUKOJIMHAMUIL ;
3- (4- (aMmHOMeTWI) NunepuanH-1-mi) -5-bpTop-N- (2-
te- MopdosimHOTMa30J10 [4, 5-b] nupunnH-6-us) 6eH3aMmn;
2-(4- (ammHOMe TUJT) nunepunnu-1-wmi) -5-pTop-N- (2-
e MopdosmHoTrazotio [4, 5-b] nupunuH-6-ui) 6eHzaMn;
2- (2-MeTunnupunnH-4-umn) -N- (2-mopdosmHo-5- (nmunepunmyH-1-
20 J1) Trasodio [4, 5-b ] nupuanH-6-mi1) okcasoy-4-kapbokcammnn ;
N- (2-MopdosmHo-5- (nunepmuamnH-1-wmi) TuaszoJ0 [4, 5-b] nupunuH-6-
2t mi1) —-6- (1H-nupas30s-4-ujl) NMKOJIMHaML ;
N- (2, 5—-ou (nunepunuy-1-wi) TuazoJo [4, 5-b] nupunny-6-mi) —6-
2 (1H-nupas=oJ1-4-11) IMKOJIMHaMUI, ;
N- (2, 5-nou (nunepunuH-1-wmi) Tuazoso (4, 5-b] nupunonH-6-mi) -2-
23 (2-MeTmnnupuaonH-4-ui) okcaszos-4-kapbokcaMun;
N- (2, 5-nuMopoosmHookcaszoJio [4, 5-b] nupunonu-6-umu) -2- (2-
24 MeTWUINMpUIOnH-4-1j1) okcasoJi-4-kapbokcamu;
N- (5- (4-meTunnunepasmH-1-wmi) -2-MopdosnmHookcazoJio (4, 5-
25. bl nupnaonH-6-ui) -2- (2-Me TUINMPpUANH-4-1J1) okCca3soJ-4-
kapbokcamMmun;
6 N- (2, 5-nou (nunepunuH-1-mi) okcazoJio [4, 5-b] nupuamnu-6-mi) -2-

(6-MeTOKCUNIMPUIMH-3-1JI) OKCa3oJ-4-kapbokcaMmui;

-10 -
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N- (2, 5-nu (nunepuanH-1-ui) okcasoJo [4, 5-b] nupuaonH-6-ui) -2-

27 (2-MeTMIINUPUIVH-3-1JI) OKCaz30Ji-4-kapbokcaMun ;

N- (2, 5-nu (nunepuanH-1-ui) okcasoJo [4, 5-b] nupuanH-6-ui) -2-
28 (2-TMOPOKCUNIMPUANH-3-UJI) OKCa30oJi-4-kapOoKkcaMmnL;

2= (2-TUOPOKCUNUPUAMH=-3-1J) ~N- (2-MOopdosmHO-5- (MunepuanH-1-
29 J1) okcaz30oJi0 [4, 5-b] nupnnuH-6-1j) okcazoj-4-kapbokcaMun;

N- (2, 5-ou (nunepuauH-1-ui) okcaz3oJo [4, 5-b] nupnnouH-6-mi) -2-
20 (6-TMOPOKCUNMPUAVH- 3-1JI) OKCa30Ji-4-kapOokcamm ;

2- (2-MeToKCUNUPUIOMH-4-1J1) -N- (2-MopdbosmHOo-5- (nunepunyH-1-
L M) okcaszoJio [4, 5-b] nupunnH-6-mi) okcaszois-4-kapbokcamMun;

2= (2-meTnnnupunuH-3-wmi) -N- (2-MopdosmHO-5- (nunepuanH-1-
2 J1) okcaszoJio [4, 5-b ]l nupuouH-6-1uj1) okcazoyi-4-kapOokcammn;

2= (3-MeTunnupuiuH-4-mi) -N- (2-MopdosMHO -5~ (IunepuamnH-1-
33 J1) okcazoJio [4, 5-b ] nupuaonH-6-ui) okcazoy—-4-kapOokcammny;

N- (2, 5-nu (nunepuanH-1-ui) okcasoJio [4, 5-b] nupuaonH-6-mi) -2-
4 (3-MeTmInUpUINH-4-1j1) okcazoJi-4-kapbokcaMun;

2= (6-MeTnnnupuiuH-3-mi) -N- (2-MopdosmHO-5- (nunepuanH-1-
o nJ) okcazoJio [4, 5-b] nupunomuH-6-1mj1) okcazoj—-4-kapBokcammy;

6- (1-MeTun-1H-nupaszois-4-uj) -N- (2-MOphoMHO-5- (MUNIepUInNH—
26 1-wmy)okcazoJo[4, 5S-b] nupuinH-6-1J1) IMKOJIMHaAMUI ;

N- (2, 5-nu (nunepuanH-1-wui) okcaszoJo [4, 5-b] nupruanH-6-mi) -2-
37 (6-MeTUNNUPUONH=-3-1JI) okCa30J-4-kapBoKcaMun ;

(S)-N- (5= (3-aMMHONUPPOIUIUH-1-1JT) =2~
38. MopdosmmHoOOKCcas3oJo [4, 5-b] nupuanH-6-mi) —2- (2-Me TUJINUPUIONH—

4-py1) okcazoJ-4-kapbokcaMun;

(S)-N- (5= (3-rMOPOKCUNUPPOIUANH-1-1J1) —2—
39. MOpPdoJIMHOOKCAa30J10 [4, 5-b] nupunuH-6-mj) —2- (2-Me TUJINVUPUONH—

4-py1) okcaszoy-4-kapbokcaMun;

(R) =N- (5= (3-aMyMHONUPPOIUIOMH-1-1JI) —2—
40. MopbosmHOOKCaz0J0 [4, 5-b] nupuanu-6-uj) —2- (2-Me TUJINUPUIONH-

4-11) okcaszoJi-4-kapbokcaMmn;

(R) =N- (5= (3-IMIOPOKCUIUPPOINONH-1-1JT) =2~
41. MopdosIMHOOKCa30J10 [4, 5-b ] nupuinH-6-mj) -2- (2-Me TUJINUPUINH—

4-uJy1) okcazoJyi-4-kapBokcaMmn ;

-11 -
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42.

(S) -2~ (3-ammHonuppoNuIuH-1-ui) -N- (2-MopdosmHO - 5-
(munepunouH-1-1y) okcazoso [4, 5-b] nupuaonH-6-muj) okcazoy-4-

KapOokcammn;

43.

(S)=6- (3-runpoxrcunuppoauamnHa-1-mi) -N- (2-MopdoJmHO - 5-

(munepuanH-1-wmi1) okcaszoJo (4, 5-b] nMpuamuH- 6-1J1) NMKOJIMHaMIA ;

44.

(S) -6- (3—ammHOonNuppoNuIuH-1-mi) -N- (2-MopdosmHO—5-

(munepunuH-1-1i) okcazoso [4, 5-b] nupuinH- 6-1Jj1) IUMKOJMHAMUL ;

45.

(S)-2- (3-IUMIOPOKCUNMPPOIMONH=-1-1J1) ~N- (2-MOPOJIMHO-5-
(munepuouH-1-1y) okcazoJio [4, 5-b] nupuinH-6-1uj) okcazoy-4-

kapbokcaMmmni;

46.

(S) -N- (5-umkJonponmui-2-mMopdbosnMHookca30J0 [4, 5-b] nupuanH-6-

W) —2- (3-TUOPOKCUNMPPOIUANH-1-1J1) oKkcazoyi-4-kapBokcaMun ;

47.

(S) -2~ (3-ammHONMppOMMIAMH-1-11) -N- (S-uuKjaonponuia-2-
MopdosmHOOKCaz30J0 [4, 5-b] nupuinH-6-1J1) okcaszoJj-4-

kapbokcaMmni;

48.

TUOPOXJIOPUL 2= (2-meTynnupuonH-4-wmi) -N- (5- (nunepunomu-1-
ni1) -2~ (nuppoauanH-1-ui) okcazoJo [4, 5-b] nupnunnH-6-

ni1) okcaszoJy-4-kapBokcammuia;

49.

TUIOPOXIIOPULL N-(2- (2, 6-o0uMe TUIIMOPQOJIMHO ) —5— (NunepuanH-1-
ni1) okcasoJio [4, 5-b] nupuinH-6-mi) —-2- (2-Me TUJINMPUINH-4 -

nj1) okcazoJyi-4-kapbokcamMmua;

50.

TUOPOXJIOPUI N- (2, 5-gu (nunepunuH-1-ui) Tuasotio [4, 5-

bl nupnnouu-6-umn) -6- (1-MeTmy-1H-nupaszos-4-ujl) IMKoIMHaM1aa ;

51.

6- (1-MeTui-1H-nmpaszoi-4-wi) -N- (2-MopdosmHO-5- (MUnepnanH-

1-un) tmaszodio [4, 5-b ] nupuaonH-6-uil1) IMKOJMHaMUL ;

52.

TUOPOXJIOPUI N- (2, 5-ou (nunepunonH-1-wmi) ruaszodo [4, 5-
b]nupunnH-6-mi1) —-2- (2-Me TWINMPUIONH-3-1J1) OKCa30J1-4-

KapBokcammua;

53.

N-(2-((2S, 6R) -2, 6-0MMe TUIIMOPOOJIMHO) —5— (MunepunmyH-1-
Wi1) TuazoJio (4, 5-bl nupuaouH-6-uj) —2- (2-Me TWMInupuouH-4-

WJ1) okcaszoJyi-4-kapbokcamMuy;

54.

2- (2-MeTunnupuauH-3-mi) —-N- (2-MopdosmHO-5- (nunepnamH-1-

J1) TazoJio [4, 5-b ] nupuanH-6-us) okcazoy-4-kapbokcaMuy ;

55.

2= (2-rupopokcunupuinH-3-1mi) -N- (2-MopdposmHo-5- (munepnuanH-1-

J1) TmaszoJio [4, 5-b ] nupuanH-6-mi) okcazos-4-kapOokcamMmy ;

-12 -
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N- (2, 5-ou (nunepunmnH-1-mi) Tnazoo (4, 5-b] nupuanu-6-uiu) -2-

o6 (2-MeToKCUNVPUIONH-4-1J1) OKCa30J-4-KapOoKCcaMu;
2- (6-MeTokCUNUPUIVH-3-1J1) ~N- (2-MopdosmHO-5- (nunepunmuH-1-
o7 W) TnaszoJio (4, 5-b] nupuanH-6-mi) okcasoy-4-kapbokcaMun ;
2- (2-MeTokcunupunnH-4-us) -N- (2-MopdosmHo-5- (munepunmy-1-
o8- 1) TaszoJio (4, 5-b ] nupuonH-6-mi1) okcazoyi-4-kapOoKcaMun ;
(S)-N- (5= (3-dpTopnunepunmH-1-mi) -2-MopposmHOTMa30J10 [4, 5-
59. b]oupuonH-6-mi) -2- (2-Me TMJINMPUINH-4-1J1) oKkCca3o-4-
kapbokcaMmn;
2- (6-MeTunnupuauH-3-ui) -N- (2-MopdosmHO-5- (MunepuamyH-1-
°0- J1) TMaszo0Jio [4, 5-b ] nupunnH-6-1i) okcazojy-4-kapOokcamMmmn ;
2- (3-MermnnupunuH-4-mui) -N- (2-MopdosmHo-5- (nmunepmamH-1-
ot 1) TMas3oJio (4, 5-b ] nupuonH-6-mi1) okcazoyi-4-kapOboKcaMun ;
(S) -6~ (3-—aMmHONUPPOIMUINH-1-1J1) -N- (2-MOPYOSIMHO-5—
o2 (nunepuauH-1-ui) TuasoJo [4, 5-b] nupuanH- 6-1i1) IMKOJMHaMUI ;
(S) -6~ (3-runporcunuppomouH-1-miu) -N- (2-mMopdosmHo-5-
o3 (nunepuamuH-1-ui) TuasoJo [4, S-b] nupuanH- 6-1mj1) IMKOJMHaMUI ;
(S)-6- (3-—aMmHONUpPPOIMAMH-1-11) -N- (2, 5-10u (nunepuanH-1-
ot 1J1) TMaszoJo (4, 5-b ] nupuanH-6-1i1) IMKOJIMHaMUL ;
(S)-N- (2, 5-ou (nunepmunnH-1-mi) Tuazoto (4, S-b] nupuane-6-mui) -
oo 6- (3-IUMIOPOKCUNUPPOSIUONH-1-1JT) IMKOJIMHaMUL ;
(S) -2~ (3-ammHONUPpPOMMANH-1-1J) -N- (2-MOpPdOsIMHO -5~
66. (munepunuH-1-wi) Tuazogo (4, 5S-b] nupuanH-6-mi1) okcasoy-4-
rapObokcaMum;
(S) =N- (5= (3-aMMHONVPPOIMANH-1-1J1) —2-MOopdosIMHOTMa30J10 [4, 5-
67. bl nupnnouH-6-1i) —2- (2-Me TUJINUPUIONH-4-1J1) OKCa30J1-4-
KapBokcamun;
(S) -2- (3-aMmHONMUPPOIMAMH=-1-1Jj1) -N- (5-UMKJIONpONmuiI-2-
68. MopdosmHOoTMa30J10 [4, 5-b ] nupnaonHE- 6-1J1) OKCas30J1-4 -
rapbokcaMum;
N- (5-uuxjonponui-2-MopdosmHOTHaz0J0 [4, 5S-b] nupuanu-6-mi) -
°9 2- (2-MeTUNNUpPUAMH-4-1J1) OKCa3oJI-4-KapboKkcaMu ;
(S)-2- (3-runpokcunuppomnauH-1-miu) -N- (2-mMopdosmHo-5-
70. (nunepuauH-1-ui) TmasoJo [4, S-b] nupunnH-6-mi1) okcasoj—4-

kapbokcaMum;

-13 -
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(S)-N- (5= (3-TMOPOKCUNIMPPOIMAOMH-1-1UJT) —2—

71. MopdosmHoTrazoo [4, 5-b] nupuonH-6-ui) -2- (2-Me TUINVPUONH-4 -
1) okcaszoyi-4-kapbokcaMun ;
(S) -N- (5-umkJjonponui-2-MopdosIMHOTHa30J10 [4, 5S-b] nupuanH-6-
2 W) =6~ (3-IMOPOKCUNMPPONIMONH- 1 -1J1) IMKOJIMHaMUL ;
(S) =N- (5-uukJjonponui-2-MopdoIMHOTMa30J10 [4, 5-b ] nupuanH-6-
3 W) =2~ (3-IMOPOKCUNMPPONIMANH-1-1J1) okcaszoJ-4-kapOokcaMun;
(S) =N- (5-umxjonponmi-2-MopdoamHoTHa3oJo [4, 5-b] nupunuye-6-
- mi1) —6- (1- (2-Tunpokcunponui) - 1H-nmupas30J1-4-uj1) IMKOJMHAMAT ;
(S) =N- (5-umkyonponmi-2-MopdonmHoTnaszoo [4, 5-b] nupunmuxe-6-
75. i) -2- (1- (2-rugpoxcunponui) - 1H-nupaszoya-4-mj) okcazon-4-
kapbokcammn;
N- (5= (3-ruopokcunupposmanyE-1-mi) -2-mopdosmHoTnazoo [4, 5-
76. bl nupnnonu-6-wmi) —2- (6-MeTOKCUNMUPUIONH-3-1J1) OKCaz30J-4-
KapbokcaMun;
(S)-N- (5= (3-ruopokcunuppoInauH-1-muiu) -2-
77. MopdomHOTHAa30J10 [4, 5-b] nupnaonH-6-mi1) —2- (6-Me TOKCUNIUPUINH—
3-1mJ1) okcaszoJ-4-kapbokcamun;
(R) =N- (5= (3-ruopokcunuppoInauH-1-miu) -2-
78. MopdonmHoTHa30J0 [4, S5-b] nupnaonH-6-mi1) —2- (6-Me TOKCUNIUPUINH—
3-1J1) okcaszoJyi-4-kapbokcaMmn;
(S)-N-(5- (aseTunuu-1-uy) -2-mMopdosmHOTHA30JI0 [4, 5-
9 bl nupunyH-6-mi) —-6- (3-IMOPOKCUNMPPOJMINH- 1 -1JI) IMKOJIMHaMUI ;
N- (5= (3-ruopokcuaseTuanH-1-wmi) -2-MopdposiMHOTMa30J10 [4, 5-
80. bl nupnnonu-6-wmi) —2- (2-Me TUIINUPUOMH-4-1J1) OKCa30J-4—
KapbokcaMu;
(S)=N- (5= (3-IMMOPOKCUNUPPOSIUONH-1-UJT) =2—
81. MopdosmHoTHaz0J0 [4, S-b] nupnaonu-6-wmi1) —-5- (2-Me TUNINUPUINH-4 -
wi1) TnopeH-2-rapBokcamMmun;
(S) -N- (5= (3-TuMOpoKCUNMPPOJIMANH=-1-1JT) —=2—
82. MopdomHOTHAa30J10 [4, 5-b] nupnnonu-6-mi1) —5- (2-Me TuInNUpuInH-4-
ni) pypaH-2-kapBbokcamMmn;
(S)-N- (5= (3-TMOPOKCUNUIIEPUONH- 1 ~WJT) —2—
83. MopdosmHOTMa30J10 [4, S-b] nupuanH-6-1mi) -2- (2-Me TUINUPUIONH-4 -

WJ1) okcazoJyi-4-kapbokcaMmmn;
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N- (5- (4-runporcununepunuH-1-mi) -2-MopdosmHoTra30J0 [4, 5-

84. bl nupuanH-6-1mi) —2- (2-MeTUINUPUINH-4-1J1) OKCa30J—4-
KapbokcaMmn
(R) =N- (5= (3-I'MOPOKCUNIMPPOJIMONH- 1 -1J1) —=2—
85. MOPQOIMHOTMA30JIO [4, 5-b] IMpUINH-6-uJ1) —2- (2-MeTUJINUPUIUH-4—
nJ1) okcasoJy-4-kapboKkcaMun;
N- (5= (4d-runpoxkcununepuamuH-1-mi) -2-MopdosmHoTMazosio [4, 5-
86. bl nupnanu-6-ui) -5- (2-Me TUINupPUInNH-4-1uj) pypaH-2-
KapbokcaMu ;
N- (5- (azeTunuH-1-wi) -2- (nunepunouH-1-mj) TuazoJio (4, 5-
87. bl nupuanH-6-11) —2- (2-MeTUINUPUIOMH-4-11J1) OKCa30J—4-
Kapbokcammpi;
2= (2-MeTunnupuivH-4-usn) -N- (2- (nunepugmuH-1-mi) -5-
88. (mupposmaouH-1-1i) Tnaz3oJio [4, 5-b] nupuanH-6-1uj) okcasoia—4-
KapbokcamMmnm;
2= (2-meTunnupuiouH-4-mi) -N- (2-MopdosmHo-5- (nuppoananuH-1-
89 J1) TMaszoJio (4, 5-b ] nupunnH-6-mi) okcazosy-4-kapOoKkcaMum ;
5- (2-MeTunnupunInH-4-ui) -N- (2-MOpdOJIMHO-5- (nunepuamuH-1-
20 J1) TMaszoJio (4, 5-b ] nupunuH-6-ui) pypaH-2-kapOokcammn;
N- (5- (azenaH-1-ui) -2-MopdosimHOTMa30J10 [4, 5S-b] nupuanH-6-
ot wi1) =2- (2-MeTunnupuinuH-4-mi) okcazos-4-kapBokcammn;
TUOPOXIIOPUL 2- (2-amyuonupunnH-4-ui) -N- (2-MoOpdOJIMHO-5—
92. (munepunuH-1-ui) Tnaszodio [4, 5-b] nupunuH-6-mi) okcazsoya-4-
kapbokcammua;
N- (5- (azeTuaun-1-wy) -2-MopdosmHOTHAa30JI0 [4, 5-b ] nupnnonH-6-
23 nin) —2- (2-MeTunnupuauH-4-mi) okcazos-4-kapOokcammn ;
(R) =N=- (5= (3-ruOpOoKCUNUIEPUIVH-1-1JT) —=2—
94. MopdomHOTHAa30J10 [ 4, 5-b] nupuauH-6-wm1) -2- (2-Me TUINMpUAOnH-4-
1) okCcaszoJi-4-kapBokcaMmmn;
(R) =N- (5= (3-rugpokcununepunny-1-mi) -2-
95. MopbosmmHOTHAa3z0J10 [4, 5-b] nupninH-6-umi1) -5- (2-MeTunnupuanH-4-
ui1) pypaH-2-kapOokcaMmn ;
(S)-6-(1- (2-runpoxrcunponmi) -1H-nupaszon-4-mi) -N- (2-
96. MopbomMHO=-5- (nunepuauH-1-wmi1) Tnaszoo [4, 5-b] nupuanux-6-

J1) OMKOJIMHaMM L

-15-




038748

97.

N- (5= (4-dproprnunepmunuH-1-ui) -2-MopdosmHOTMa30J10 [4, 5-
bl nupynouH-6-mi1) -5- (2-MeTunnupuinnH-4-mi) pypaH-2-

KapOokcaMmg

98.

TUOPOXIJIOPUI N- (5- (4-dpropnunepmanH-1-mi) -2-
MopdosmHOTMa30J10 (4, 5-b] nupnanH-6-ui) —2- (2-Me TUJINUPUIONH-4 -

1) okcaszoyi-4-kapbokcammna

99.

N- (5- (1-meTun-1H-nupaszoi-4-wui) —2-MopdosmHOoTHa30J10 [4, 5-
bl oupuIinH-6-uj) —-2- (2-MeTUJINUPpUINH-4-1j1) okcazoJ-4-

KapBokcaMum;

100.

N- (5= (3-¢Topberns) -2-MopdbosmHOTHMa30J10 [4, 5-b] nupuanH- 6-

W) —2- (2-MeTUInupmuInH-4-mui) okcazoj-4-kapbokcaMun;

101.

N- (5- (4-ruopoxkcununepuanH-1-mi) -2-MopdoamMHOTMa30J0 [4, 5-
b]nuprnouH-6-mi1) —-5- (2-Me TUIINUPUINH-4-1J1) dypaH—-2-

KapOokcaMum;

N- (5= (3-droprunepunuH-1-ui) -2-MopdosmHOTMa30J10 [4, 5-
bl oupuinH-6-ui) -5- (2-MeTunnupuiuH-4-wi1) pypaH-2-

KapBokcaMum;

(S)-N- (5= (3-I'MOPOKCUNUPPOJINANH=1-1JI) —2—
MopdosmmHOOKCa30J10 [4, 5-b ] nupuanH-6-mi) -2- (6-

MeTOKCUIMPUIONH-3-1JI) OKCa30Ji-4-kapOokcaMmn ;

104.

N- (5= (3-ruopokcunupponauH-1-mi) —-2-MopdosmHookcasoJio [4, 5-
bl oupuIinH-6-uj) —-2- (2-MeTUJINUPpUINH-4-1J1) OKCaz30JI-4—

KapbokcaMun;

(R) =N- (5= (3-I'MOPOKCUNUPPOJINOANH=1-1JT) —2—
MopdosmmHOOKCcaz30J10 [4, 5-b ] nupuinH-6-mi) -2- (6-

MeTOKCUNUPUIOVH-3-1JI) OkCa3oJi-4-kapbokcammn ;

106.

N- (5= (3-ruopokcunuppoInauH-1-mi) —-2-MopdosmHookcasoJio [4, 5-
bl nupnonH-6-m1) -2- (6-MeTOKCUNIUPUAUH-3-UJI) OKCa30J-4-

KapBbokcaMun;

107.

(S)-N- (5= (3-IMOPOKCUNIMPPOIMIONH-1-1J) —2-
MOpPQONIMHOOKCaz0J0 [4, 5-b] nupuanH-6-mj) -5- (2-Me TUJINVPUINH-

4-u) bypaH-2-rkapObokcammun;

(S)-N- (5= (3-rMOopoKCUNIMPPOINONH=-1-1j) -2~
MopdosmmHOOKCa30J10 [4, 5-b ] nupuinH-6-mi) -5- (2-Me TMIINVPUOUH—

4-p1) TMopeH-2-kapOokcammun;
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N- (5- (aserunuu-1-umu) -2- (nunepunuH-1-wmi) okcaszoso [4, 5-
bl nupunuH-6-mi) —2- (2-MeTUINUpuInHE-4-1Jj) OKCa30oJ-4-

KapbokcaMum;

2- (2-MeTunnupuinH-4-ui) -N- (2- (nunepuanH-1-ui) -5-
(nmupposmaonH-1-1uj) okcas3oJio [4, 5-b] nupnuaonH-6-1j) okca3oa-4-

rapbokcaMmnm;

111.

5- (2-MeTmnnupunuH-4-mi) -N- (2-MopdosMHO—-5- (nunepmuanH-1-

MJ1) oKkCcas3oJio [4, 5-b ] nupnonH-6-1y) pypaH-2-kapOoKCaMun ;

N- (5- (azeTunuH-1-mi) -2-MopdosiMHOOKCa30J10 [ 4, S-b] nupunuH-6-

W) =2- (2-MeTunnupuouH-4-mi) okcazoji-4-kapbokcaMun;

113.

2- (2-MeTunnupuinH-4-ui) -N- (2-MopdosmHo-5- (nuppoananH-1-

J1) okcaszoJio [4, 5-b] nupunuH-6-mi) okca3oy-4-kapbokcamMmmn;

N- (5- (4-runporcununepunnH-1-mi) -2-MopdpoJmHookcaz3oJyo [4, 5-
bl nupuonH-6-1) —5- (2-MeTuianupunnH-4-mi) dypaH-2-

KapBokcammni;

(R) =N- (5= (3-rugpokcununepuanH-1-mia) -2-
MOpdOIMHOOKCa30J10 [4, 5-b] nupuanH-6-ui) —-5- (2-Me TUINUPUINH-

4-u1) pypaH-2-kapbokcammi;

116.

N- (5- (pypaH-3-11) —2-MopdosmHOoOKCcazoJo [4, 5-b] nupuanH-6-

wi1) —=2- (2-MeTunnupuImnH-4-1mi) okcaszos-4-kapbokcammn;

117.

N- (5= (3-dTopnunepuamuH-1-miu) -2-MopdosmHooKcaszoJo [4, 5-
b]nupuanH-6-11) —2- (2-MeTUINUPUINH-4-11J1) OKCa30J—4-

KapbokcamMmnm;

118.

N- (5= (4-runporcununepunnH-1-mi) -2-MopdoJmHoOoKCca30Jo [4, 5-
bl nupnanH-6-11) —2- (2-Me TUINUPUINH-4-1J1) OKCas30J—4-

Kapbokcammnm;

N- (5- (4-dpTopnunepuamuu-1-mi) -2-MopdosmHookcaszoJio [4, 5-
b]nupuanH-6-11) —2- (2-MeTUIINUPUINH-4-11J1) OKCa30J—4-

kapBbokcamMun;

120.

(S) =N- (5= (3-ammHONUIEPUOUH- 1 -1J1) —2-MOPOOIMHOTHAa30JI10 [4, 5-
b] nupuanH-6-11) —2- (2-MeTUINUPUINH-4-11J1) OKCa30J—4-

KapboxcaMma ;

121.

2- (2-MeTunnupunuH-4-ui) -N- (2-MopdonmHo-5- (1H-nupaszon-4-

J1) TaszoJio (4, 5-b] nupunnu-6-mi) okcazon-4-kapBokcaMum ;

-17-
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N- (5= (6-dpTopnupunmH-3-uj) -2-MopdosmHoTHa30J0 [4, 5-
122. b mupuInH-6-1J1) —2- (2-Me TUJINIUPUIANH-4 -11J1) OKCa30J1-4—

KapbokcaMmmn;

N- (5- (3-runpokcu-8-azabuumkio [3.2.1]okTaH-8-1mi) -2-
123. MopbosmHOTMAa30J10 [4, S-b] nupnnouH-6-wi1) -2- (2-MeTyInupnonH-4-

W) oKcaso-4-kapbokcammn ;

N- (2= (3-runpoxkcununepunuH-1-mi) -5- (munepunuy-1-
124. Wi1) TMasz0J0 [4, 5-b] nupunne-6-mi) -2- (2-Me TWIINUpnuInH-4-

1J1) oKcaszoJi-4-kapOokcaMu ;

2-(2-aueTammunonupuinuH-4-mi) -N- (5- (4-TUOPOKCUNIUIIEPUONH- 1~
125. wi1) —2-MopdosmHoTMaz30J10 [4, 5-b] nupuanH-6-mi1) okcasoy-4-

kapbokcammn;

N- (2- (3-runpoxkcununepuanH-1-mi) -5- (d-ruopokcununepunma-1-
126. 1) TMas30J10 [4, S5-b] nupunmH-6-mi) -2- (2-Me TUJINUPUONH-4—

W) okcazsoJi-4-kapbokcaMnm;

2- (2-aueTammupgonupuinH-4-ui) -N- (5- (3-rumpoxkcununepuanH-1-

127. W) —2-mMopdosmHoTHMa30J10 [4, S-b ] nupnnuH-6-mi) okcaszoj-4-
Kapbokcammn;
TUOPOXIJIOPUL 2- (2-ammHonupuanu-4-mi) -N- (5= (3-
128. ruaopokcununepunnya-1-mi) -2-MopdonmHoTrazoso (4, 5-b] nupuonH-

6-1J1) okcazoJyi-4-kapbokcammuna;

TUOPOXIJIOPUL 5- (2-ammHonupuaouH-4-m) -N- (5- (4-
129. TUOPOKCUNUIIEPUIONH-1-1J1) —2-MopdosmHOTHa30J10 [4, S-b] nupuaomnH-

6-1J1) pypaH-3-kapbokcammua;

TUOPOXJIOPUL 2- (2-ammHonupuanH-4-mi) -N- (5- (4-
130. TUOPOKCUNUIIEPUONH-1-1J1) —2-MopdosmHOTHa30J10 [4, S-b] nupnuaomnH-

6-1J1) okcaszoJyi-4-kapbokcammna ;

TUOPOXJIOPUL 2- (2-ammHonupununu-4-mi) -N- (5= (4-
131. dTopnunepuanH-1-mi) -2-mMopdosiMHOTHAa30J10 [4, S5-b ] nupunmuH-6-

WJ1) okcazoJi-4-kapbokcammna;

N- (5= (2-¢TopnupuanH-4-mi) -2-MopdomMHOTHa30J10 [4, 5-
132. bl muMpuInH-6-1J) —2- (2-Me TUJINUMPUIONH-4-11J1) OKCa30JI-4—

kapbokcammn;

N- (5- (4-propnunepunru-1-mi) -2~ (3-IUIPOKCUNUIIEPUINH- 1~
133. mi1) TnasoJio (4, 5-b] nupuauH-6-ui) -2- (2-Me TUINupuInuH-4-

WJ1) OkcazoJi-4-kapBokcammn;

TUIOPOXIJIOPUL N- (5- (4d-ammHOnMNepuamMH-1-mj) —=2- (3-
134. TUIPOKCUNUIIEPUONH-1-1J) TnaszoJio [4, S-b] nupunouu-6-ui) -2- (2-

MeTunupuanH-4-mi) okcaszos-4-kapbokcaMmmuna; u

TUIPOXIIOPUL N- (5= (2-rugpoxkcunupuaomuH-4-mi) —2-
135. MopdosmmHOTMa30J10 [4, S-b ] nupuanH-6-mi1) -2- (2-Me TUINUpnanH-4-

nJ1) okcaszoJyi-4-kapBokcammua;

WK €ro (hapMaleBTHYECKH IPUEMIIEMAst COJIb.
B npyrom BapuaHTe OCYILECTBIEHHS HACTOSLIEE H300PETEHNE OTHOCUTCS K CIIOCO0Y IOJIyYEeHUs! COeIUHE-
Hust popmynel (I) unu ero dpapmaueBTHYECKH NPHEMIIEMOI coyid, B KOTOpoM coenuHenue dopmyinsl (1) npen-
cTaByeT coboit
0
| 7\

V
(o) N _ N

o) NH
/_\%\|\

\ / P
NTN NQQ?{.OH

WK ero (papMaleBTHUECKH IPHEMIIEMYIO COJb.

B npyrom BapuaHTe OCYIIECTBJICHHUS HACTOSILIEE H300PETEHUE OTHOCUTCS K CIIOCOOY MOJIY4EHUS COEqHHE-
Hust popmyiisl (1) uiau ero apmarieBTHUeCkH NpUeMIeMoOl cosd, B KOTOpoM coeanHenue dopmynsl (1) npen-
cTaBiseT coboi
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038748
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B npyrom BapHaHTe OCYILECTBICHHS HAcTOALIEE H300PETEHHE OTHOCUTCS K CIOCO0Y MOJIy4YEeHUs COeHE-
Hust popmyiiel (I) wim ero dbapMaueBTHYECKH MPUEMIIEMOI COJld, B KOTOpOM coeauHeHue dopmyisl (1) mpen-
CTaBIseT cO0OM

O,

(o]
| )~

o N \—

WM ero (hapMareBTHYECKH IPHEMIIEMYIO COJb.
B npyrom BapuaHTe OCYyLIECTBICHHS HACTOAIIECE H300PETEHHE OTHOCHTCS K CIIOCOOY MOJIydEHHs COEIHE-
Hust popmyinsl (I) mnm ero dapManeBTHYeCKH NpHEMIIEMOil conn, B KoTopoM coenuHenne ¢opmyinsl (1) npen-
cTaBiseT coboit
0
| p)— N
o N

/_\N_<o | XMW
\Y
\/ Z

B npyrom BapuaHTe OCYIIECTBICHHUS HACTOSIICE H300PETCHUE OTHOCUTCS K CIIOCOOY MOTyYEHHs COeanHE-
Hus hopmyisl (I) Wi ero GpapManeBTHYECKH MPUEMIIEMOH CONH, B KOTOPOM coennHeHue ¢opmyinsl (1) mpen-
CTaBIseT COOOM

PYa

V.

Ox N
NH

N S~

o N |

WM ero (hapMareBTHYECKH TPHEMIIEMYIO COJIb.
B npyrom BapuaHTe OCYILECTBIEHUS HACTOSIIEE U300PETEHUE OTHOCUTCS K COCOOY MONTYy4eHHs COeANHE-
Hust popmyiel (I) unu ero dpapManeBTHYECKH MPUEMIIEMOI coyd, B KoTopoM coenuHenue dopmyunsl (1) mpen-

craBiseT coboi
g
@) X
NH
S X
<X

WK ero papMaleBTHYECKH IPHEMIIEMYIO COJb.
B npyrom BapuaHTe OCYLIECTBICHHS HACTOsLIee U300peTeHHE OTHOCUTCS K CIIOCO0Y MOJTy4eHHs COeHHe-
Hus Gopmyisl (I) win ero dapManeBTHYECKH NPHEMIIEMOI coJlM, B KOTOpoM coenuHeHue dopmyisl (1) mpen-

cTaBJeT co00i
g
O X
S X NH
{1

B npyrom BapHaHTe OCYLIECTBIEHHs HAcTOALIEE H300PETEHHE OTHOCUTCS K CNOCO0Y MOJIy4eHHUs COeIHHE-
Hust Gopmyisl (I) <ns1:XMLFault xmlns:ns1="http://cxf.apache.org/bindings/xformat"><ns1:faultstring xmlns:ns1="http://cxf.apache.org/bindings/xformat">java.lang.OutOfMemoryError: Java heap space</ns1:faultstring></ns1:XMLFault>