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YHUBEPCAJIBHBIE COEIUHEHHUA ABT 1 UX IPUMEHEHHUE

IHNEPEKPECTHASI CCBIJIKA HA POJICTBEHHBIE 3ASIBKU
[0001] B nHacrogmeii 3agBke 3as4BICH MPUHOPUTET MO MpeaBapuTenbHOl 3asBke Ha mateHT CIIIA Ne
62/537034, noxannoii 26 urogs 2017 roga, moMHOS COACPKAHUE KOTOPOH BKIIOUYCHO B JAHHBIN JOKYMCHT

noCpCaACTBOM CCBIIKH.

OBJACTb TEXHUKU
[0002] HanHoe M300pETCHUE OTHOCUTCS K COCAUHEHHUSIM U CIIOCO0AM, PUTOAHBIM ISl PUBICUCHUS
AHTUTE]T B PAKOBBIC KJICTKH. B HacTOsImeM H300PCTCHHHM TNPCIIOKCHBI TAKKe (hapMareBTHUCCKH
MPUCMIICMBIC KOMTIO3HIIAH, COCPIKALIIC COCIUHCHUS TI0 JAHHOMY H300PETCHHIO, U CTIOCOOBI IPHMCHCHHS

YKA3aHHBIX KOMIIO3ULIUN NPHU JICUCHUN PA3IUIHBIX PACCTPOMHCTB.

YPOBEHb TEXHHUKU

[0003] AKTHBHOCTh MMMYHHOW CHCTEM MOJKHO HCIIONB30BATh A NMPEAYIPEIKACHHUS WU JICUCHHS

PA3IMYHBIX MATOJIOTHICCKUX COCTOSIHHM, PACCTPOHCTB U 3a00ICBAHUH.

CYIMHOCTDb U30OBPETEHUS

[0004] B HEKOTOpHIX BapHaHTaX pPCATU3ALMH JAHHOTO H300PCTCHHS MPCIIOKCHBI TEXHOJOTHH,
HAPUMEP, COCTUHCHHUS, KOMITO3HULIHH, CIIOCOOBI U T.J., KOTOPBIC OCOOCHHO MPUTOAHBI [Tl TIPUBJICUCHUSI
AHTUTC]T B TOBPCIKACHHBIC HIH ACQPCKTHBIC TKAHH (HAIPHUMEP, OMYXOJH, HCKOTOPHIC PaHBl U T.1.),
HUHOPOIHBIC OOBCKTHI WITH CTPYKTYPHI (HApUMEp, HHOCKLIHOHHBIC ar¢HThI) U T.1. B HEKOTOPBIX BapHaHTax
peaTu3aLyH MPEAI0KCHHBIC TCXHOIOIMH MOTYT HHHLIMHPOBATE, BO30YKAATh, BOBICKATD W/HIIH YCHUIUBATH
JCHCTBHC MMMYHHOH CHCTEMbI B OTHOLICHHU KJICTOK-MHIICHCH, TKAHCH-MHUIICHEH, OOBCKTOB W/WIH
CTPYKTYpP, HAMPHUMEP, AHTUTEIO3aBUCHMYIO KJICTOYHO-OMOCPEAOBAHHYIO HUTOTOKCHYHOCTE (ADCC),
AHTHUTEI03aBUCHMBIH KieTOUHBIH (paroumto3 (ADCP) u .4, B HEKOTOPBIX BapHaHTaxX peaan3alyiu JAHHOS
HU300PETCHUE OTHOCUTCS K Pa3paboTKEe M CHHTE3Y HOBBIX HU3KOMOJCKYISIPHBIX COCIUHCHHUH, CIIOCOOHBIX
CCJICKTHBHO ICPCHAIPABIATh 3HIOTCHHEIC AHTHUTENIA B MOBPC)KACHHBIC KIICTKH, HANPUMEP, PAKOBBIC
KJICTKH, U UHULMHPOBATh ACHCTBUC NMMYHHOMH CHCTEMBI, HAMIPUMED, AHTUTEIIO-HAIPABICHHBIN, KICTOYHO-
OIMOCPEIOBAHHBI IMMYHHBIN OTBET, HApUMep, UUTOTOKCHaHOCTh, ADCP, u T.1.

[0005] HecmoTps Ha paHHIO CTAAMIO Pa3BHUTHUS, KOHLCILHS HCIIOIb30BAHUS HU3KOMOJICKYIIIPHBIX
COCOVHCHHHA AN MOJCTHUPOBAHHMS HWMMYHHOTO OTBETA YEIOBEKA JACMOHCTPHUPYET PCaTHCTHIHBIA
noteHuuanr. HegaBHO MOSIBHIHCE COOOINECHMS, B KOTOPBIX OIMHCAHO NMPUMCHCHHE HHU3KOMOICKYJIIPHBIX
COCOVHCHHUN [T HALICTMBAHHS AHTHTE] B PAKOBBIC KIICTKH, TAKHE KaK KJICTKH KAPLMHOMBI MOJOYHOH
JKEJIE3BI, KIICTKH MEJIAHOMBI ¥ KIIETKH HOCOTIOTOYHOH 3MUACPMATbHOM KapuUHOMEL. B HccienoBaHusIX Ha
JKUBOTHBIX TIOKA3aHO, YTO VKAa3aHHBIE MOJCKYJIbl MOTYT YCHIMBaThb OTTOPXKCHHE ONYXOMH U
MPOTHBOONYXOJICBBIH HMMYHHTET Y MBILICH. B HEKOTOPHIX BapHaHTaX peaIu3aliy TAKUE MOJCKY Il MOTYT

YCKOPSTb PErpeccHI0 ONYXONHW W/WIHM TNOJABIATH pocT omyxoid. [lockompky ykasaHHBIM mporecc



00ecreYrBacT BO3MOXKHOCTh CEJICKTUBHOTO HALCTUBAHMS SHIOTCHHBIX AHTHTEN B PaCCMAaTPHUBACMBbIC
KJICTKH, OH HMMCCT MOTCHIMAI HCIOIb30BAHUS BO3MOXKHOCTCH MHOTMX HMMYHOTCPANICBTHUCCKHUX
MPEMApaToB, HAMTPUMEP, TCPANICBTUUCCKUX MPETAPaTOB HA OCHOBE MOHOKJIOHA/IBHBIX aHTUTEN (MAD), mpu
STOM OrpaHU4YMBas 3aTparel U NOOOUYHBIC 3(P(EKTHI, CBSI3AHHBIC C BBEACHHEM SK30TCHHBIX AHTHTEIL.
Bnaromaps paspaOoTke mMmOAOOHBIX CHOCOOOB, KOTOPBHIE OOCCHCUMBAIOT MPHUBJICUCHHUEC AHTHTCI B
MOBPC)KACHHBIC KICTKH, HAIPUMEP, PAKOBBIC KICTKH, HPEATONKCHHOE HCCICAOBAHHE CIOCOOCTBYET
PacIIMPEHUIO AaHHOH OOJacTH, MOTCHIWATIBHO CO34aBas HOBBIC TEPANCBTUYCCKUE MNPEHaparsl A
pasauyHbIX 3a00/ICBAHUH.

[0006] B HekoTOpBIX BapHaHTAX PEATU3ALNH JAAHHOTO H300PETCHUS MPEIIOXKCHBI MOJICKYIIbI,
MPUBJICKAOIINE AHTUTENA, KOTOPHIC COACPIKAT AHTHUTCIOCBA3BIBAIOINUEC (ParMEHTHl W MHIICHB-
CBsI3bIBAIOLIME (HPArMEHTHI, HEOOS3ATEIBHO YEPE3 JTMHKEPHbIC (parMeHThl. B HEKOTOpPHIX BapHaHTax
peanuzanyy MOJICKYIbI, mpuBiekaromue antutena (ARM), mpeactaBmssror coOOH KIACC COCIUHCHUM,
COCTOSIIMX M3 ABYX (DYHKIMOHAJIBHBIX CEIMCHTOB, CBSI3AHHBIX JIMHKEPOM — MHINCHb-CBS3BIBAIOIIETO
koHua (TBT) u anturtenocsaseiBaromero koHia (ABT). MummeHb-CBs3bIBatOIIHN (HPArMEHT, HAIPUMED,
MHIICHb-CBSI3BIBAIOLIHN KOHEL MOXET obecneunBars cnerpduanocts ARM k ero MumneHu, HanpuMep, K
paccMaTpuBacMOM IMOBPEKACHHOM KJIETKE, HAIpPUMEp, IIOCPEACTBOM  CBSI3BIBAHMS  PELICNITOPA,
OTJIMYAIOIIETO MHUIICHb OT HEIEJICBOr0 0OBEKTA (HAMPHMED, MOBPEKACHHBIC KICTKH OT APYTHUX THUIIOB
kiaerok). Cpexu mpouero, ARM moryT obecrneunBaTh MHIICHb-CTIICHU(PHICCKOS TPUBJICUCHUC aHTUTEI,
HAPUMEP, SHIOTCHHBIX AHTUTC], BBCACHHBIX aHTHTET W T.A. uepe3 ABT, w/wiu uMHHOHHPOBATH,
BO30Yy’KAaTh, BOBJICKATh W/WIH YCHIMBATH ACHCTBHC MMMYHHOW CHCTEMBI, HAIPHUMEP, OMOCPEIOBAHHOC
HMMYHHOW CHCTCMOH YHHYTOXKCHHC KICTOK-MuICcHeH. He orpaHmumBasch KakoW-THOO0 KOHKPSTHOM
TCOpHUEH, OTMEUCHO, YTO B Ipe s Ay padore Spiegel lab mokazano, uto ARM-HanpaBIeHHBIH KULTHHT
MPCUMYIICCTBCHHO —OMOCPEaOoBaH nOpuponHeiMu  kietkamu-kmuiepamu  (NK) wu  makpodaramu,
MPUHIMITHATEHBIH PELIENTOP KOTOPBIX, YUACTBYIOIIKI B JAHHOM Mporecce, npeacrasmsiet codboit CD16a
(vu FC-ramma-RIIla).

[0007] Onucanneie panee ABT, nanpumvep, ABT, ucnions3osannsie B Spiegel lab, cocpeaoToueHs! Ha
MOJICKY JIaX, KOTOPBIC CBSI3BIBAOTCS ¢ BapuadeapHOM 001acThio Fab anturena (anturenst). Cpeau mpouero,
JAHHOE H300PETCHUE BKIFOUACT IIOHUMAHHUE TOTO, YTO TEPANEBTHYCCKUN YCIIEX JAHHOTO MMOIX0a 3aBHCUT
OT HAIMYHS JOCTATOYHOTO KOJMYCCTBA MOMY/IUMH CHCHM(UUICCKUX AaHTHTEN, KOTOPOE MOXKET
CYILECTBCHHO BapbHPOBATHCS MC)KAY HHAMBUAYYMaMH. B HEKOTOPHIX BapHaHTAX PCATH3ALUH JAHHOTO
H300pETCHUST TPCIIOKEHB TEXHOJOTHH, KOTOPHIE MOTYT HPEOJOJCTh 3aBUCHMOCTb  ITOMYJISILIHH
cneun(pUUCCKUX AHTHTEI U HeXKeNaTeIbHbIe 3 (DEKTH, KOTOPBIC MOTYT BO3HHKATE BCICACTBUE PA3THYHOTO
COACPIKAHUS MOMYJISALUHA CIICHHU(PUICCKUX aHTUTEN Y Pa3HbIX HHAUBHAYYMOB. B 4aCTHOCTH, B HEKOTOPBIX
BapHaHTaX PeaiM3aluy JAHHOTO u300peTeHus npeaioxkensl ARM, coaepxamue ABT, kotopeie MOryT
CBA3BIBaThCS ¢ oOnacThio Fc anTHTeN WM, ClIEI0BATEIPHO, MOTYT, CPEAH MPOYETO, MPUBICKATL AHTUTEIA
pasnuuHOM aHTHreHHOM crnenuduuHocTH («yHuBepcanbHeie ABT» wmmun «uABT»). B Hexoropeix
BapUAHTaX pealn3alli aBTOPOM MJAHHOW 3adBKH onucaHo mnpuMeHeHne kiacca ABT, kortopeie

CBS3BIBAIOTCS C KOHCCPBATHBHBIM CalTOM, npucytcTByomuM B odnact Fe IgG. B HexoTopsIx BapuanTax
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peammzanry UABT oGecneunBaroT Bo3MOKHOCTE pekpyTuHra Beex moaknaccos IgG (IgGl, IgG2, 1gG3,
IgG4). B HexoToprix BapuaHTax peanusaumd uABT oOecnieunBaroT BO3MOXKHOCTh MPECHMYIICCTBCHHOTO
pexpyrunra IgGl, 1gG2 w/mmm IgG4. B HEkoTOpHIX BapHaHTaxX peaaHM3aldH PEKPYTHHT AHTHTEIL,
HanpuMep, noaknaccos IgG, orpanieH Tonbko BBeACHHOM 10300 ARM, 1/viu He KOTHYECTBOM aHTUTET,
coaeprKalmx onpeacacHuy o oomacts Fab, y uHauBnayyma.

[0008] His obecneucnuss ARM, coaepxamux uABT, aBropom AaHHOTO H300PETEHHUS MPOBEACHA
OLICHKa MHOXKECTBA IHENTHAOB, KOTOPHIC, COTIACHO OTYETaM, cBs3biBatoTca ¢ Fc yenoseueckoro IgG, B
OTHOIICHUY X IPUTOAHOCTH A1 MpuMeHeHNs Ha miatdopme ARM. B HekoTOpBIX BapraHTax peatn3auy
CYIIECTBCHHBI KOMITIOHCHT OLICHKH TEPANCBTHYCCKON NPUTOJHOCTH JAHHOU CTPATETHH JEMOHCTPHUPYET,
YTO aHTHUTEJIA, IPUBJICUCHHBIC B JAHHOW OPUEHTALUH, MOTYT cBs3biBaThes ¢ CD16a u akTuBupoBats €ro.
[0009] Broxuvmudeckne W KJIETOYHBIC AHATU3BI JEMOHCTPHPYIOT, YTO cepun Fc-CcBs3piBarommx
LOUKIAYECKAX NENTUAOB JCHCTBUTEIBHO MOTYT CBS3BIBATh AHTHTEIA TakUM 00pa3oM, KOTOPBIH
cnocoberByer aktuammu CD16a, m nmpumennmsl ans miargopmsr ARM. B HekoTOpsIX BapuaHTax
peann3ayy JAHHOTO H300PEeTCHMS MoKa3aHo, 4T0 UABT MOTyT CBS3BIBATBCS C PA3IUYHBIMH QHTHUTCIIAMH.
B HexoTopsIx BapuaHTax peannzanuy, moMuMo adHHHOCTH KO BCEM MOAKIAccaM udenosedeckoro IgG,
IPU M3YYCHUH PA3THYHBIX CIIOCOOOB OLCHKU YKA3aHHBIC MIEITHABI XaPAKTCPU3YIOTCS BBICOKOH CTCIICHBIO
MEKBHAOBOH PEaKTHBHOCTU — CBS3BIBAHMS CO BTOPHYHBIMHM AHTUTEIAMH KO3, KPOIHMKOB M Mblmech. B
HEKOTOpHIX BapuaHTax peanusauuu uABT ceassiBarorcs ¢ monexynamu IgG, HO He ¢ uenopeueckuM IgA
i [gM.

[0010] B cootBercTBHM € AaHHBIM HM300PETCHHEM MOXHO HCIOAB30BaTe pasnuyudeic 1BT. B
MOMBITKAX ~ OOHApPYX HUTh S()(PCKTUBHBIC KICTOUHBIC MHINCHH IS MNPOTHBOPAKOBOM TEparuu,
HCCIIE0BATE TN CTPEMHITHACH UACHTH(DHUITUPOBATE TPaHCMEMOPAHHBIC izt VHBIC
OIyX0JICACCOLMHUPOBAHHBIC TIOJIUINICTITHABI, KOTOPBIC CHCUU(PUUICCKU SKCIPECCHPYIOTCS HA MOBEPXHOCTH
OTHOTO WM 00JEC KOHKPETHOTO THMA(OB) PAKOBBIX KJICTOK, MO CPABHCHHIO C OJHOW wiH 0oJjee
HOPMAJIbHOH HEPAKOBOH KICTKOM(amu). 3a4aCTYIO TAKHE OMYXO0JICACCOLMUPOBAHHBIC TIOIUICTITHABI 00JICe
LIMPOKO SKCIPECCUPYIOTCS HA IOBEPXHOCTH PAKOBBIX KICTOK, IO CPABHEHHIO C IIOBEPXHOCTHIO HEPAKOBBIX
kiIeTok. Mnentnukanys Takux aHTUTCHHBIX MOJUICHTHIOB HA OMYXOJCACCOLMUPOBAHHONW KIICTOYHOM
MOBEPXHOCTH, T.€. OmyXxoJjicaccouuupoBanubix aHTturcHoB (TAA), oOecneunBacT BO3MOXKHOCTb
cneur(pUICCKOr0 H HAPaBICHHOTO BO3ACUCTBHS HAa PAKOBHIC KICTKH Lt ux AecTpykupn. TBT, koToperiit
CCJICKTHBHO CBs3bIBACTCSA ¢ TAA, MOXKET HAIPAaBICHHO BO3ACHCTBOBATh HA PACCMATPUBACMYIO PAKOBYIO
KICTKY W OOCCICUMBACT BO3MOXKHOCTh KIETOYHOCIICHM(UICCKOTO NPHUBICYCHUS AHTHUTEN, HANpUMED,
SHAOreHHBIX aHturen, uepe3 ABT. B naHHOM H300peTeHNH MPeaIoKeHbl JOTIOJHUTEIBHEIC TPUTOJHBIC
TBT.

[0011] B HekoTOpeIX BapuaHTax peaiu3aliy JAHHOTO H300PSTCHUS MPES/I0KEHBI COSAUHCHUS U UX
(hapManeBTHUCCKH TPUEMICMbIC KOMIIO3HMLUH, KOTOpHIC S(PQEKTHBHBI AT HPUBJICUCHUS AHTHUTCI B
MOBPCIKACHHBIC KICTKH, HANpPUMEP, pAaKOBbIC KJICTKH. B HEKOTOPBIX BapHaHTaX pealn3alluu
MPEATOKCHHBIC COCIMHCHHUS BBI3BIBAIOT AHTHUTENO3aBHCHUMBbIC 3(QdekTopHble QyHKIMH. B HexoTophIx

BapuaHTax peanmusanun pC AJIOKCHHBIC COCANHCHU BBI3BIBAIOT KOMITJICMCHT3aBUCUMYIO



uutotokcuuHOCTh (CDC). B HeKOTOPHIX BapuaHTax peau3aliy MPEII0KCHHBIC COCIUHCHHS BHI3BIBAIOT
OPSMYIO  LUTOTOKCHYHOCTh. B HEKOTOPBIX BapHaHTaX pPEATH3ALMH TPEIOKCHHBIC COCIUHCHUS
MOAABISIIOT OHOMOTHYCCKUE (QYHKIMH, CBSI3AHHBIC CO CTEpPHUCCKON Onokanoi. B HekoTophIx BapHaHTax
peanm3ayy MPEJIOKECHHBIC COCIUHCHUS BBI3BIBAIOT AHTHTEI03ABUCHMOE KICTOYHO-OMOCPEIOBAHHOC
uaruduposanue supyca (ADCVI). B HekoTOphIX BapHaHTaX peaU3alli NPEII0KCHHBIC COCIHMHCHHS
BbI3bIBalOT ADCC 1 yHHYTOXKAIOT PaKOBbIC KICTKH. B HEKOTOPHIX BapHaHTaX PeaTH3aLUH MPEII0KCHHBIC
coeauHeHus Bo3biBalOT ADCP u yHHUYTOXKAIOT pakoBbIC KICTKH. B HEKOTOPHIX BapHaHTAX PEan3aliid
npeanoxkennsie coeauneHus Boi3piaroT 1 ADCC, u ADCP.
[0012] B HexoTOpEIX BapHaHTaxX peaTu3aliy JAHHOTO H300PETEHUS NPEATIOKEH arcHT, COACPIKAIINK:

AHTHUTEIOCBS3BIBAIOINUI (DPArMEHT,

MHIICHb-CBSI3BIBAIOLINI (pparMeHT U

Heo0s13aTEIbHO THHKEPHBIA (ParMeHT,
NPUYECM aHTHUTEIOCBSI3BIBAIOLINI (PPArMEHT MOXKET CBSI3BIBATHCS C ABYMSI HUTH O0JICE AHTUTEIAMH, KOTOPHIC
coaepakar pasusic odmactu Fab.
[0013] B HexoTOpBIX BapHaHTaxX pPEANM3ALMU AHTUTCIOCBSA3BIBAIOIIUE (pParMEeHT, HAIpPUMED,
VHUBEPCAJIbHBIH AaHTUTEIOCBA3BIBAIOINNI (pparMeHT, cBs3bIBacTCs ¢ 00acTeio Fe anturena. B HexoTopeix
BAPHAHTAX  PCANM3ALMU  AHTUTCIOCBA3BIBAIOIIME  (parMeHT,  HAmpUMEp,  YHUBEPCATbHBIN
AHTHUTEIOCBA3BIBAIOIINH (HPArMEeHT, CBI3bIBACTCS C KOHCEPBATUBHOM oOnacTeio Fe antuTena. B HekoTopex
BApPHAHTAX PEANTN3ALMI AHTUTEIOCB3bIBAIOMMNI (pparMeHT cBsa3biBacTes ¢ oonacteio Fe anturena IgG.
[0014] B HexoToprIX BapuaHTaxX peaaH3aLMK AAHHOTO H30OPCTCHHS MPEAJIONKCHBI COCIUHCHUS,

KOTOPBIC UMEIOT 001Iyr0 hopmymy I:

O

WK uX (hapMaLCBTHUCCKH MPUEMIICMBIC COJIH, TAC KKIas ICPEMCHHASI SIBIISICTCS TAKOH, KaK OMPEACICHO
Y OMHCAHO B JAHHOM JOKYMCHTC. B HEKOTOPBIX BapHaHTAX PEaTHU3aLMH [IPSAI0KCHHBIN arcHT
MPEACTABISICT CO00M coeauneHue Gopmy.st I wmm ero conp.

[0015] B HexkoTOpRIX BapHaHTax pealu3alMM MPEATONKCHHBIA arcHT MpeACTaBIsIeT coOoH
cocaunenue Gopmyast I-a win ero come. B HEKOTOPHIX BapuaHTax peaH3aLUH JAHHOTO H300PETCHHUS

MPEATIOKECHO coeauHeHue hopmysl I-a:

(Xaa);
i@
b
a

2
I-a
wiH ero (HapMaeBTUUICCKH MPUEMJICMAst COJTb, TIC KaXK/as MCPSMCHHAS SIBJIICTCS TAKOH, KaK OIMPEISICHO

U OIIHUCaHO B AAHHOM OIIHCAaHHH. B HCKOTOPBIX BapUaHTaX pcaiuv3alvi NPCAIOKCHHOC COCAUHCHUC
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dbopmyist I mpeacrasnser coboii coeauneHue hopmyis [-a.
[0016] B HexoTOpRIX BapHaHTax pealuzalMM NPEATOKCHHBIH arcHT MpeAcTaBiseT coboi
coeaunacHue (opmysl I-b mnu ero comp. B HEKOTOPBIX BapHaHTax peanv3alfii JAHHOTO H300PECTCHHS

peaIokeHO coeauneHue Gopmyist I-b:

’Rc—(Xaa)Z-];L » b L—I'(Xaa)z—RClaLz

I-b

WK ero (papMaLeBTHICSCKU MPUEMIICMAast COJIb, TAC KaKAas IICPEMCHHAS SIBIIICTCS TAKOH, KaK OMPEACIICHO
U ONHCAHO B JAHHOM ONHMCAaHHWH. B HEKOTOPBHIX BapHaHTAX pPEATU3ALUM MPEAIOKECHHOES COCTHHCHHC
dhopmyiet I mpeacrasnsier coboti coequnerne Gopmyisl I-b.

[0017] B HexoTophIX BapmaHTax peanuzalliy NPEAIOKCHHBIC arcHTH M COCIMHEHHS IO JAHHOMY
N300pEeTCHHIO U UX (hapMaLEBTHUCCKH MPUEMICMBIC KOMIO3UIMHN 3P HEKTHBHBI /15 IPUBICUCHUS AaHTHTEI
B MOBPE)KICHHBIC KJICTKH, HANPUMEP, PAKOBBIC KICTKH. B HEKOTOpPBIX BapHaHTaxX peanu3aliy JAHHOTO

n300PETEHIS IPEATIOKEHBI COCAUHEHHMS, KOTOPBIC HMEIOT 00myro dopmyry 11

— '_ R2
R6R5 RY| | O
\N /N
e
0 Ol R'R'
L dm
R3
L1
. / \L
R® N

/

R4
1T
Wi uX (hapMareBTHUCCKU MPUSMIICMBIC COJTH, TAC KaKIas TICPSMCHHAS SIBJIICTCS TAKOM, KaK OMPEACICHO
U ONMHUCAHO B [JAHHOM JOKYMCHTC. B HEKOTOPHIX BapHWAHTAX pPCATM3ALMH MPCITIOKCHHBIA arcHT
npeacrasisier coboi coequnenue Gopmynnl I wmm ero coap. B HEKOTOPBIX BapHWaHTaxX peaM3alud
npeaaoxkeHHoe coeauacHue dopmyisr I npeacrasaser codoit nmpeanoxenHoe coeaunenue dopmyier 11
WJIH €r0 COJib. B HEKOTOPBIX BapHAaHTAX PEaHM3AMK COCIUHCHHUE, UMEIOMICE CTPYKTYpY dopmy.st I-a,
npeacTaBisieT coboit coeaqunenue hopmyisr 11
[0018] B HexoTOphIX BapuaHTAX PEATH3ALMH JAHHOTO H300PETCHHUS MPEAIOKCHBI COCTHHCHUS,

KOTOPBIC UMCIOT 001y hopmymy I11:

-
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WM ux (GapManeBTHICCKH MPUEMIICMEBIE COMH, IAC KXKIasa NCPEMEHHAS SABISICTCS TAKOH, KaK OMpPEACICHO
U OIIHUCAHO B JTaHHOM JOKYMCHTC. B HCKOTOPBIX BapUAHTAX PpCau3alun Hpe,[[.]'[O)KCHHLIﬁ arcHrT
npeacrasisieT coboii coeauHenune (opmysel Il win ero coms. B HEKOTOpPBIX BapHaHTaX pPeaM3aLUH
MPEIIOKCHHOE coeauHeHue Gopmy.asl I mpeacrasisier coboi npeanoxeHHoe coeauuaeHue dhopmyisr 11
WIH €T0 CONMb. B HEKOTOPBIX BapHaHTaX peaau3aly COCAMHEHHE, UMEIoee CTpyKTypy (opmysst I-b,
npeacTaBseT codou coeauHenue Gopmyisr I11:

[0019] CoeanHeHNs O JaHHOMY H300PETEHUIO U MX (PapMaIeBTUUCCKU MPUEMIEMBIC KOMIO3HIIUH
MPUTOAHBL JJ1s JICUCHUS PA3NIUYHBIX 3a00JICBAHUH, PACCTPOMCTB WIIH MATOJOTHUSCKUX COCTOSHUH. Takue
3a00J€BaHM, PACCTPONCTBA WIH MATOJOTHUYECKHIE COCTOSHUS BKIIIOUAIOT T€, KOTOPHIC ONHMCAHBI B JAHHOM
JOKyMeHTe. B HEKOTOpHIX BapmaHTaxX peanu3alliil HAaTOJOTHYECKOE COCTOSHUE, PACCTPONCTBO HIIH

3a60J€BaHUE MPEACTABISICT COOOU pax.

MHOAPOBHOE OIIMCAHUE HEKOTOPBIX BAPUAHTOB PEAJIU3ALINA U3OBPETEHUSA

1. Obuyee onucanue HeKOMOPHIX 6APUAHMOG PeATUIAUUY UZ0ODEmEHUsL:

[0020] B HekOTOpBIX BapHaHTAX peaNM3alldM JAHHOTO HM300pETCHHS MpeTokeHbl arcHTel ARM,
KOTOPBIC COACPKAT AHTHUTCIOCBA3BIBAIOINUC (PPArMCHTBI, KOTOPBIC MOTYT CBSI3BIBATHCS C AHTHUTCJIAMH C
pasnmuaHbiMU cTpykTypamu Fab («uABT»). B uacTHOCTH, B HEKOTOPBIX BapHUaHTAX PCATU3ALHH JAHHOTO
M300PETCHUST TPCATIOKCHBI arcHThl, KOTOPBIC COACPXKAT AHTHUTCIIOCBS3BIBAOIIUC (PArMECHTHI, KOTOPHIC
CBA3BIBAIOTCS € 00acThi0 FC aHTHTE N, 1 Takoe CBsI3bIBaHKE C 00aacTsIMH Fc aHTHTE HE BIMSICT HA OJHY
wi 00JIee IMMYHHBIX AKTUBHOCTEH aHTUTEIT, HAIPUMEP, B3auMOACHCTBHE ¢ peuenropamu Fc (Hampumep,
CD16a), pexpytunr 3¢ dexTopHbx kKiaetok, Takux kak NK-kmerku st ADCC, makpodaru st ADCP u
t.1. Kak moHATHO crermajucTaM B JAHHOW OOJACTH TEXHHKH, MPCIIOKCHHBIC TCXHOJIOTHH (arcHTHI,
COCIUHCHHS, KOMITO3HIMH, CIIOCOOBI M T.[.) MO JAHHOMY H300peTcHuro, Brmrodaromue UABT, moryr
00CCIIeUnBaTh PA3IMYHBIC MPCHMYIIICCTBA, HAMPUMED, TPESIIOKCHHBIC TCXHOJIOTHHA MOT'YT UCIIOIb30BAThH
aHTHUTEIA, COACPKAIKME pa3mudnbic odmacTi Fab, B UMMyHHOM CHCTEME AT NPSAOTBPAIICHHUS HIH
MHUHHUMH3AIAHA HSKEIATSIBHOTO BAMSHUS TICPEMCHHOTO COACPKAHUS AHTUTE/ B ITOTY JISILIUU MTALIUCHTOB, U
MOTYT BO30Y3KAaTh W/ WIH YCUIHBATh AKTHBHOCTh HMMYHHOMH CHCTEMBI B OTHOIIICHUH MUIIICHE H, HAITPUMED,
VHHUTOKCHHUSI MOBPEKACHHBIX KJICTOK-MHUINCHEH, TAKUX KaK PAKOBBIC KIICTKU.

[0021] B HexoTOpBIX BapuaHTax peanu3aliy TEXHONIOTHH [0 JAHHOMY H300PETCHHIO PUTOHBI IS
MPUBJICYCHUST AHTUTS/ B PAKOBBIC KICTKA. B HEKOTOPBHIX BapHAHTAX PCAM3ALMH MPES/I0KCHHBIC
TCXHOIOTHH TPUTOTHBI /11 MOJYJIHPOBaHHS MUMMYHHOH akTuBHOCTH, Takod kak ADCC, ADCP u ux
KOMOHHALIMH, TPOTHB MUINCHEH (ITOBPEKACHHBIX KJICTOK, MHOPOIHBIX OOBEKTOB WIH CTPYKTYP U T.4.). B
HCKOTOPBIX BAPHAHTAX PCAM3ALMU MPSAIOKCHHBIC TCXHOJIOTHH NPUroAHbl [t Moy auposanuss ADCC
MPOTHB KJICTOK-MHINCHEH, HATPUMEP, MOBPSIKACHHBIX KJICTOK, TAKUX KAK PAKOBBIC KICTKH. B HEKOTOPBIX
BapPHAHTaX PCATU3ALMN MPCATOKCHHBIC TCXHOJOTHH MPUroaHel st moaymupoBanuss ADCP mportus
KJICTOK-MUIICHCH, HAMpPUMEP, MOBPCIKACHHBIX KICTOK, TAKMX KAK PAaKOBBIC KICTKH. B HEKOTOPBIX

BapUaHTax pcaanu3anu NPCAJIOKCHHBIC Ar¢HTbl MOIYT INOAABJIATH aKTHUBHOCTDH Ociakos. B HCKOTOPBIX
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BapUAHTaX PCaTH3aLUH MHUIICHb-CBI3BIBAIOIINN (PparMeHT HpeacTaBisieT cO00H (parMeHT HHruGHUTOpA.
B HexoToprIX BapHaHTaxX peann3alii MHUIICHb-CBA3BIBAIOIINN (PParMEHT MPEACTABISICT COOOU PpparMeHT
uHruouTopa hepmMeHTa.
[0022] B HexoTOpEIX BapHaHTaxX peau3aliy JAHHOTO H300PETEHUS NPEATIOKCEH arcHT, COACPIKAIIUH:
AHTUTENOCBA3BIBAOINUI (hparMeHT,
MHIICHb-CBSI3BIBAIOLIHII (pparMeHT u
Heo0s3aTEIbHO THHKEPHBIA (PParMeHT,
MPUYEM aHTHTEJIOCBI3bIBAIOIINH (GPAarMEHT MOJKET CBSI3BIBATHCA C JBYMS WM O0OJICE aHTUTEIAMH, KOTOPBIC
coaep:kar pasueie odmactu Fab.
[0023] B HexoTophIX BapmaHTaxX peanuzalMy NPEIOKCHHBIC Ar¢HTHI COAEpPXKAT ABA HIM Oonee
AHTUTENOCBA3BIBAOIUX (ParMEHTOB. B HEKOTOPBIX BapHaHTaX pealu3alvy HPEAIOKCHHBIC ArcHTHI
coJep:kar aBa Wik 601ee MUILICHb-CBS3bIBAIOINX (PPAarMEHTOB.
[0024] AHTHUTETOCBA3BIBAIOINI (parMEHT MOXKET B3aMMOACHCTBOBATH C OO0 YacThIo anTUTENNA. B
HECKOTOPBIX BApUAHTAX PEATHM3ALMU AHTHTEIOCBS3BIBAIOLIMN (parMeHT CBs3bIBacTCS ¢ obmacTeio Fc
aHTUTeNna. B HEKOTOPHIX BapHaHTAX PEATM3ALMU AHTHTECIOCBA3BIBAIOINUN (DPArMEHT CBS3BIBACTCS C
KOHCEepBaTUBHOH 001acThio Fc anTuTena. B HeKOTOPHEIX BapHaHTaX peaau3aliii aHTUTEIOCBS3bIBAIOIINI
¢dparmeHT cBsa3bIBacTCs ¢ obmaacTeio Fe anturena IgG. Kax moHsTHO cricumanucTaM B JaHHOW 001acTH
TCXHUKH, B COOTBETCTBHH C JAHHBIM H300pPETCHHEM MOJXKHO  HCIONB30BATh  PA3THYHBIC
AQHTHUTENIOCBA3BIBAIOINNE (PPArMEHTHI, JTHHKEPBl M MHUIICHb-CBs3bIBAtoIuE (parmentsl. Cpeau mpodero,
Kak mokazaHo B pazaene «lIpuMmeper», B HEKOTOPBIX BapHaHTaX PCATH3ALMH JAHHOTO HM300PCTCHHS
MPCATIOAKCHBl AHTHUTCIOCBI3BIBAIOLINC (DPArMCHTHI, JUHKEPHl M MHILICHB-CBSI3BIBAIOIINC (PPArMEHTHI, a
TAKKE MX KOMOHHAILIMH, KOTOPhIC OCOOCHHO MPUTOAHBI U 3D GEKTUBHBI ATst co3aanus Moekya1 ARM ms
MPUBJICUCHUS AHTHUTEI B KJICTKH-MHUIICHH W/WIH I/ MHHLUHAPOBAHMS, BO30YKACHUS, BOBICUCHHS H/HIH
VCHJICHHSI JCHCTBHUST MMMYHHOM CHCTEMBI B OTHOIICHUH KJICTOK-MHUIICHEH, HAMPUMEP, MOBPCIKACHHBIX
KJICTOK, TAKUX KaK PAKOBBIC KICTKH.
[0025] B  HekoTophIX  BapHaHTaxX  pealM3aldd  JAHHOTO  HM300pPETCHUS  IPEAJIONKCHBI
AHTUTCIOCBS3BIBAIONING (PparMECHTBl W/WIH arcHThl (HAPUMEP, COCIUHCHHS Pa3aHdYHBIX (GOPMYJI,
OIMCAHHBIX B JAaHHOM u300peTeHuH, Moaekynsl ARM no maHHOMY HM300pETCHHIO U T.A.), COACPIKALIUC
AHTUTEIIOCBA3BIBAIOIUE (PPArMEHTHI, KOTOPHIC MOTYT CBS3BIBATBCS ¢ obOnacTeio Fc, xotopas cesazaHa
peuenropamu Fc, nanpumep, FcyRllla, CD16a u 1.4, B HEKOTOPBIX BapuaHTax Peain3aliu MPeII0KCHBI
(parMeHTBl W/HIM arcHThI, COACPIKALINUC AHTHUTCIIOCBA3BIBAIOINUE (PParMeHTEI, KOTOPHIC CBI3BIBAIOTCS C
KOMILICKCOM, coaepkampM obnacte Fe u penentop Fc. B HexoToprx BapuaHTax peanu3anyy JaHHOTO
H300pETCHHS NPEATIOKEH KOMIUICKC, COACPIKALIUH:
arcHT, KOTOPBIU COAEPKHUT:
AHTUTEIOCBA3BIBAOINUH (PparMeHT,
MHLICHb-CBSI3BIBAIOLIHI (pparMeHT U
HEo0s3aTEIbHO THHKEPHBIA (ParMeHT,

obmacte Fec u



peuerrrop Fc,

npuaICM aHTI/ITeJ'IOCBHSLIBaIOH.[I/II\/'I (l)paI‘MCHT YKa3aHHOTr'O arcHTa MOXKCT CBA3BIBATBCA C ABYMS WUIIN 60.]'[66
AHTHUTEIAMH, KOTOPBIC COACpkat pasHbic obnactu Fab.

[0026] B Hexortopeix BapmanTax peammzaumu obmacte Fc mpeacraemser coboit obmacte Fc
SHAOTCHHOTO aHTUTENA CyObeKkTa. B HEKOTOPBIX BapuaHTax peanusanuu 001actek Fe npeacrasmsiet coboi
obaacte Fc ak3orenHoro anrutena. B HekoTopeix BapuaHTax peanusaipu oonacts Fe mpeacrasnser codoit
obaacte Fc BBemeHHOTO areHTa. B HEKOTOPBIX BapuaHTax peanusanuu peuenrop Fc mpeacrasiaser coboit
PeLEnTOp NOBPEKACHHOM KICTKH B OpraHn3Me cyObekTa. B HEKOTOPBIX BapHaHTaxX peatu3aliy perenTop

Fc mpeacrasaser coboii penentop pakoBOi KJICTKH B OPraHU3ME CYOBEKTA.

[0027] B HexoTOpBIX BapuaHTaX peadM3alMd JAHHOTO HM300PETCHHS MPEIJIOKCHO COCIUHCHHUC
dopmyner I:

L

I

WM ero (hapMaLeBTUICCKH MPUEMIIEMAast COTb, TAC:

ABT npencrasiseT coO0H aHTUTETOCBI3BIBAIOIINI (HPArMeHT;

L mpeacrasisiet coboit ABYXBaICHTHBIN JTHHKEPHBIH (pparment, coequnstomuit ABT u TBT; u

TBT npeacrapiaseT coO0 MUIIICHb-CBS3BIBAOIIHN (parMeHT.

[0028] B Hexoroprix Bapmantax peammzaumn  ABT mnpeacrasmseT co0oil  YHHBEPCATBHBIH
AHTHUTEIIOCBSA3BIBAIOIINI (DPArMCHT.

[0029] B HexoTOpBIX BapHaHTaX peaTU3aLFK AaHTHTCIOCBSI3bIBAIOIINN (PArMEHT COACPIKUT OAHH HJIH
0onee aMHUHOKHCIOTHBIX OCTATKOB. B HECKOTOPHIX BapHAHTaX PCATH3ALMH AHTHTCIOCBS3bIBAIOIIUM
(dparMeHT TpeaCTaBIACT COOOH HIM COACPXKHUT MNCNTHAHBIA (parMeHT. B HEKOTOPBIX BapHaHTax
peanuzaii AaHTHTCIOCBSI3BIBAIONINN (PArMEHT MPEACTABISICT COOOH HIIM COACPIKHUT LUKIHYUCCKUI
NCTITHAHBIA (pparMeHT. B HEKOTOPBIX BapHaHTaX PEaTH3aLMU TAKOW aHTHTCIOCBSI3BIBAIOLINI (parMeHT
COJCPIKUT OJUH HITH 00JICE MPUPOJHBIX AMUHOKUCIOTHBIX OCTATKOB. B HEKOTOPBIX BapHaHTaX peaTH3aLuu

TaKoOH aHTI/ITGJ'IOCBHSLIBaIOH.II/Iﬁ (I)paI‘MeHT COACPXKUT OAUH HIIA Oonece HCIIPUPOAHBIX AMHUHOKHUCIOTHBIX

OCTaTKOB.
[0001] B HEkOTOPBIX BapHaHTaxX peaiu3alliid aMHHOKHUCIOTA UMECT CTPYKTYPY hopmyiier A-L:
NH(R*)-L*-C(R?)(R*¥)-L**~COOH,

A-l

WA €€ CONb, TAC:
kaxapii RM, R2, R® mesapucumo npeactasiser coboit —L*-R’;
kakapil L u L? HezaBucuMO mpeacTaBiseT coboi L,
Kakabl L HE3aBHCMMO TMPEACTABISICT COOOW KOBAJICHTHYHO CBSI3b WM HEOOSM3aTC/IBHO

3aMCUICHHYIO IBYXBAJICHTHYH rpymmy, BbeiOpanHyrd u3 C1-Cy amudarmueckort win  Ci-Co



rerepoanudaTHIeCKON rpymbl, coaepxKammei 1-5 retepoaroMoB, MpuYeM OJHO WK 00J16€ METHIICHOBBIX
3BCHBCB YKA3aHHOH rpymmbl HEOOs3aTeapHO M HesaBucumo 3ameHeHnl Ha —C(R’),—, —Cy—, —O—, —S—,
—-S-S—-, -N(R*)—, —C(0)—, —C(S)—, —C(NR")—, —C(O)N(R")—, -N(R’)C(O)N(R")—, —-N(R”)C(0)O—,
=S(0)—, =S(0):—, =S(0):N(R")—, —C(0)S— nmu —C(0)0—;

kaxapid —Cy— HE3aBHCHMO HPEACTABISIET COOOM HEOOA3aTEIbHO 3aMCIICHHYIO ABYXBATICHTHYIO
rpymmy, BeIOpanHyio u3 Cizp muxmoamudaruueckoro koapna, Cezo apuimbHOrO KoOabLa, S5-20-4IeHHOTO
reTCPOAPUIIBHOTO KONbLA, coaep:kamero 1-10 rerepoaTtoMoB, HE3aBHCHMO BBHIOPAHHBIX M3 KHCIOPOA,
aszota, cepel, dochopa u kpemuus, U 3-20-4IEHHOTO T'ETCPOLUKINIBHOTO KOIbLA, coaepxkamero 1-10
reTePOATOMOB, HE3AaBUCHMO BBIOPAHHBIX U3 KUCIOPOAA, a30Ta, Cepkl, pochopa U KPEeMHUSL,

kaxasii R’ Hezasucumo npeacrasisiet codoit —R, —C(O)R, —CO;R umu —SO;R;

kaxapld R HezaBucnmo mpexactasiser codod —H mnm HeoOsA3aTenbHO 3aMEINCHHYIO TPYIILY,
BeIOpanHyto u3 Ci3p anudatmaeckor rpymmsl, Ciz3o retepoanuparuyeckol rpymmsl, coaepkamei 1-10
reTepOaTOMOB, HE3aBHCUMO BBIOPAHHBIX M3 KUCIOPOAA, a30Ta, cepsl, pocdopa u kpemuus, Ce.30 apHIbHOH,
Co-30 apwnamudarmaeckoit, Cezo aprarerepoanudaruuecko rpymmsl, coaepxameit 1-10 rerepoaromos,
HE3aBHCHUMO BBHIOPAHHBIX M3 KHCIOPOAA, a30Ta, cepbl, ocdopa u kpemHuus, 5-30-4ICHHOTO reTepoapuia,
coaeprkamiero 1-10 retepoaroMoB, HE3aBHCHMO BBIOPAHHBIX M3 KHCIOPOAA, a30Ta, cephl, docdopa u
KpeMHHMs, U 3-30-4JICHHOTO TeTEPOLMKINIA, coaepaxkamero 1-10 retepoaToMoB, HE3aBUCHMMO BBIOPAHHBIX
M3 KUCIIOPOAA, a30Ta, cepsl, hochopa v KPEMHHS, HITH

[Be rpymiel R HeoOs3aTeIbHO U HE3aBUCHMO BMECTE 00Pa3yrOT KOBAJICHTHYIO CBSI3b, HIIH

ase win Oosiee rpynm R y ogHOro aroma HEoOsA3aTCIBPHO M HE3aBHCHMO BMECTC C YKA3aHHBIM
aToOMOM 00pa3yIOT HEOOM3ATEIHPHO 3aMCIICHHOE 3-30-UICHHOS MOHOLMKIHYCCKOS, OUIUKIHUCCKOS HITH
TOJTUITUKIMYECKOE KOJIBIIO, COAEpIKaINee, IMIOMUMO ykazaHHOro atoma, 0-10 rerepoaromMoB, HE3aBHUCHMO
BBIOpPaHHBIX U3 KHCIOPOa, a30Ta, Cepbl, (hochopa v KPEMHUS, HITH

ase win 6osiee rpynm R y aByx wiu Oosee aTOMOB HEOOS3aTC/IPHO U HE3aBUCHUMO BMECTE C HX
MPOMEKYTOUHBIMHA aTOMaMHU OOpa3yIOT HEOOS3aTCIbHO 3aMCIIEHHOE 3-30-1ICHHOC MOHOLMKIHYCCKOE,
OHIMKJIMICCKOS WM TIONMHIIUKINYCCKOS KOJIBLIO, COACPIKAIICE, MIOMUMO MPOMEKYTOUHBIX aromMoB, 0-10
reTEPOATOMOB, HE3AaBUCHMO BBIOPAHHBIX U3 KUCIOPOAA, a30Ta, Ceprl, Gochopa U KPEMHHSL.
[0030] B HekoTOpBIX BapuaHTax peaav3aldd AHTHTCIOCBI3bIBAIOINNN (QparMeHT NPEeACTABISCT
cO0OH LMKITHYSCKHI MENTHAHBIA (parMeHT. B HEKOTOPBIX BapHaHTax peanH3alyy JaHHOTO H300PCTCHUS

MPEATIOKECHO coeauHeHHE hopmysl I-a:

(Xaa);
™ {@)
t (=),
a

s
I-a
WU €TO COJIb, TIC:
KaKabIH Xaa HE3aBUCHUMO MPEACTABIISICT COOON aMHUHOKHUCIOTHBIN OCTATOK;
t pasen 0-50;

z paseH 1-50;



L npeacrasaser coboii THHKEPHBIH (HparMeHT;

TBT mpeacrasnser coO0o¥ MUIICHb-CB3BIBAIOIIHN (PPArMEHT;

kaxabii RC HezaBucumo npeacrasmsiet coboii —L*—R’;

KaxkAbIH a 1 b HezaBrucumo paseH 1-200;

Kakabid L* HE3aBUCHMO MPEACTABISICT COOOH KOBAICHTHYIO CBS3b HIM HEOOS3aTCIIBHO
3aMCIICHHYIO JBYXBAICHTHYHO rpymmy, BbiOpanHyro u3 Ci-Cy amudaruueckoii win  Ci-Cy
reTepoanudaTHICCKON IPYIIEL, coaepxKamei 1-5 rerepoatoMoB, TpHYeM OJHO WK 0OJICe METHICHOBBIX
3BCHBECB YKA3aHHOW IPYHIBI HeoOs3aTenbHO M Hezapucumo 3ameHeHsl Ha —C(R™),—, —Cy—, —O0—, —S—,
—S-S—-, -N(R*)—, —C(0)—, —C(S)—, —C(NR")—, —C(O)N(R")—, -N(R)C(O)N(R")—, —-N(R*)C(0)O—,
=S(0)—, =S(0):—, =S(0):N(R")—, —C(0O)S— nmu —C(0)0—;

kaxapii —Cy— HE3aBHCHMO IPEACTABISIET COOOM HEOOA3aTEIPHO 3aMEIICHHYIO ABYXBATICHTHYIO
rpymny, BeIOpaHHyIo u3 Cizo muxitoamudaruueckoro koipna, Ceoo apuinbHOrO KOabLa, 5-20-wIeHHOTO
TeTEPOAPHIIBHOTO KOJbLR, coaepxainero 1-10 rerepoaroMoB, HE3aBHCUMO BBIOPAHHBIX U3 KHUCIOPOJA,
asora, cepel, pochopa u KpemHus, U 3-20-UICHHOTO TETCPOLUKIHMIBHOTO KOJbLA, coacpxamiero 1-10
TeTEPOATOMOB, HE3aBUCHMO BBIOPAHHBIX M3 KUCIOPOJQ, a30Ta, Cepbl, hocdopa 1 KPeMHUS,

kax i R* mezasucumo npeacrasiser codoit —R, —C(O)R, —CO2R umu —SO2R;

kakabii R HesaBucumo mpeacrtasimser coboit —H wam HeoOs3aTepHO 3aMELICHHYIO TPYIILY,
BeIOpannyto u3 Ciso amudarmaeckoi rpymmsl, Ci3 rerepoanudarnaeckoi rpymmsl, coaepxamei 1-10
reTCPOATOMOB, HC3aBHCHMO BBIOPAHHBIX M3 KUCIOPOAA, a30Ta, cepsl, hochopa u kpemuust, Ce.30 apHUIBHOM,
Cs-30 apunamudaruueckoii, Cez0 apunretepoanubarideckoi rpynmsl, coaepxaimeii 1-10 rerepoaroMos,
HEC3aBUCHMO BBHIOPAHHBIX U3 KHCIOPOJa, a30Ta, cepsl, hochopa u kpemuwms, 5-30-4ICHHOTO reTepoapuia,
cogepxamiero 1-10 retepoaTtoMoB, HE3aBHCHMO BBIOPAHHBIX W3 KHCIOPOAA, a30Ta, cepel, docdopa u
KpeMHHS, B 3-30-4ICHHOTO TeTePOLMKIIA, coaepxamero 1-10 rerepoaroMoB, HE3AaBUCHMO BBHIOPAHHBIX
M3 KHCJ0POa, a30Ta, cephl, pochopa u KpeMHUSI, UIH

JBe Tpymmel R HE0OS3aTeIBHO M HE3aBUCHMO BMECTE 00PA3yIOT KOBAIICHTHYIO CBSI3b, HIIH

ase win Oosee rpymn R y ogHOro aroma HeoOsS3aTEIBPHO M HE3aBUCHMO BMECTE C YKA3aHHBIM
aToMOM 00pa3yIoT HEOOM3ATENPHO 3aMEIICHHOE 3-30-UICHHOS MOHOLMKIHYCCKOS, OUIUKIHUCCKOS HITH
MOJULIUKIMYCCKOE KOJIbLIO, COACpIKALICe, TOMUMO YKazaHHOro aroma, 0-10 reTepoaroMoB, HE3aBUCHMO
BBIOpPaHHBIX U3 KUCIOPOA, a30Ta, cepbl, hochopa v KPSMHHUST, HIH

ase win 6osiee rpynm R y aByx wiu Ooee aTOMOB HEOOSI3aTC/IPHO U HE3aBUCHUMO BMECTE C HX
MPOMEKYTOUHBIMH aTOMaMHU OOpa3yIOT HEOOs3aTeIbHO 3aMeIIeHHOE 3-30-4ICHHOC MOHOLIMKIHYECKOE,
OHLIMKIHYICCKOS TN TOJULUKIMICCKOS KOJIBLO, COACPIKALICE, MIOMUMO MPOMEKYTOUHBIX aroMos, 0-10
IeTEPOATOMOB, HE3ABUCHMO BBIOPAHHBIX U3 KUCIOPOAA, a30Ta, Ceprl, Pochopa U KPEMHHSL.

[0031] B HexoToprIx BapraHTax peanu3anud a paseH 1. B HeKOTOpbIX BapuaHTax peantu3aiuu b paseH
1. B HekoTOpBIX BapHaHTax peanu3anuu a paseH 1, u b paseH 1, u coequnenue dopmyner I-a mmeer
(Xaa);,

(RO L

CTPYKTYpPY
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[0032] B HexoTOpRIX BapuaHTaX peaM3alNH KK aMUHOKHCIOTHBIA OCTATOK, HANpUMED,
kaxapii Xaa B ¢opmyne I-a, HezaBuCHMO mpeacTaBiasieT COOOH OCTATOK AMHUHOKHCIOTHI, UMCIOLICH
CTPYKTYpHYIO Gopmyiay A-I. B HEKOTOpBIX BapuaHTaX peaM3alldd KaKAbIH Xaa HE3aBUCHMO HMECT
ctpyktypy —N(R*)-L*-C(R?)(R¥)-L*¥—~CO—. B HEKOTOPHIX BapHAHTAX PEATU3ALMHU JBE MU OOIEE
GOKOBBIX LEMEH AMUHOKHCIOTHBIX OCTATKOB, HAPUMED, B COEAMHEHIAX (hopmyitb [-a (Hanpumep, R* nnm
R* 0QHOrO aMMHOKHMCIOTHOrO ocTaTka ¢ R¥ wmmm R* apyroro aMHMHOKHMCIOTHOIO OCTaTKa) BMECTE
HEOoO0s3aTeIPHO 00pasyioT MOCTHK (Hampumep, coeauneHust 1-10, 1-12, 1-14, 1-18, I-19, 1-22, [-23, [-25 u
T.A.), HAIPUMEpP, B HECKOTOPBIX BAPHAHTAX PCATHM3ALMU [BA LIUCTCHHOBBIX OCTATKA OOPa3yIOT MOCTHK
—S—S—, oObluHO BCTpeUArOIIMICI B HPHPOIHBIX Oenkax. B HEkOTOpEIX BapuaHTax peaau3anyd
0Opa3oBaHHbIN MOCTHK uMeeT cTpykTypy L, rae LP mpeacraenser coGoii L?, kak omucaHo B JaHHOM
JOKyMEHTE. B HEKOTOpBIX BapuaHTaX peaqu3allid KaXabli KOHel L’ HE3aBHCHMO CBSI3aH ¢ aTOMOM
CKeNeTa IUKIMYCCKOro MenTuaa (HampuMep, ¢ KOJBLIEBBIM aTOMOM KOJbI@, 0OPa30BAaHHOIO TPYIIOH
—(Xaa),~ B dopmyne I-a). B Hexoropeix Bapmantax peammsaumu L° cogepxur rpymmy R (Hanpumep,
METHIEHOBOE 3BeHO LY 3ameneno na rpynmy —C(R),— umu —N(R)-), rae rpynmna R Bmecte ¢ rpynmoii R,
NPHUCOETMHEHHOM K aToMy ckeneTa (Hampumep, R, R2, R* u 1.1, ecnu npeacrasasger coboi R), u ux
MPOMESKYTOUHBIME aTOMaMHU 00PasyioT KoIbLo. B HeKOTOphIX BapuaHTax peanuszaimmu LP coequnseTcs ¢
KOJIBLIOM, HAIPUMED, C KOJIBLIOM, 0Opa3oBaHHbIM rpymmoi —(Xaa),— B popmyie [-a, uepe3 OOKOBYIO LiCTb
AMHMHOKHCIIOTHOTO ocTaTka (HampuMmep, Xaa B ¢popmyie [-a). B HekoTOpBIX BapHaHTax peannsaiiy Takas
OOKOBas LIETIb COACPIKUT AMHUHOTPYIIIY MM TPYIITY KapOOHOBOH KHCIIOTHI.

(Xaa);
(R

[0033] B  HexkoTOpBIX  BapuaHTax — peaTH3aALHH MPEACTABISICT  COOOM

(Xaa),

(R H
AHTHTEIOCBSI3bIBAIOIINE  (parMeHT ( CBSI3BIBACTCSL C AHTHTEIOM). B HExoTOpBIX
(Xaa),
(RO
BAPUAHTAX peaaTu3aun MPEACTABISICT COOOH YHUBSPCATBHBIN AHTHTEIOCBI3bIBAFOIIUI
(Xaa);

(RO
(parMeHT. B HEKOTOPBIX BapHaHTAX peaTH3aLNN MpeacTaBisieT cOO0H YHUBEPCATBHBIN
AHTHTEJIOCBA3BIBAIOIININ (PPArMEHT, KOTOPBIH MOXKET CBS3BIBATHCS C AHTUTCIAMH, COACPIKAIHMHU

(Xaa),
(R

pasauunbie obnactu Fab. B HEKOTOPHIX BapHaHTax peav3alud npeacTaBisieT coboit
VHHUBEPCATbHBIA AHTHTEIOCBA3BIBAIOIUEN (DParMEeHT, KOTOPBIH MOXET CBA3BIBAThCA ¢ oOnacteio Fc. B

HEKOTOPHIX BapHAHTAX PEATU3alMHA AHTUTCIOCBS3BIBAOIINKA (PArMEHT, HANPHUMEDP, YHUBEPCATBHBIN

11



(Xaa);
C
(R
AHTUTENOCBA3BIBAIOINUI (PPAarMEHT, MMCIOIIHUH CTPYKTYPY , MOXCT CBS3BIBATBCA C

obnactsio Fc, cBa3annol ¢ penenropom Fe. B HekoTOpEIX BapraHTax peann3aiy aHTHTEIOCBI3bIBAIOIIUH

(Xaa),
(R
({parMeHT, HampuMep, aHTHTEIOCBSI3BIBAIOINNN (PpParMeHT, WMEIOIUI CTPYKTYPY ,
1 R?
s R R%| | O
R\ N
N
m
¥
N
UMEET  CTPYKTYPY R* . B HexoTophIX BapmaHTaxX peaATH3ALUH
Z
RO RS R® 'T o)
\ N
N
9 0] R1 R1'
m
R3 1
L
(Xaa), ] N/ ~ %
(R L+ R
HUMEET CTPYKTYPY R
[0034] B HEKOTOPBIX BapHaHTaxX pealu3alii JAHHOTO H300PETCHHUS MPEII0KEHO COCAUHCHHIC
dopmyner 11
i 7 R?
RS R R¥| | O
\N N
L
0 Ol R'RY
L dm
3
R® N )
&
II

WK ero (hapMaLCBTHYCCKH TPHEMIICMAst COJTb, TAC:

kax e R, R? 1 R® HezaBrcuMO nipeacTaBisier coO0iM BOAOPO MITM HEOOSM3aTEIBHO 3aMEICHHY KO TPYIIILY,
BoiOpannyr0 u3 Cis amudarnueckoil rpymmsl, 3-8-wJICHHOrO HACHILNCHHOTO WM YaCTHYHO
HCHACHIIIICHHOTO MOHOLMK/IHYCCKOTO KApOOLMKINYSCKOro Kojbla, ¢eHmna, 8-10-wieHHOrO
OULMKITNYCCKOTO aPOMATHYCCKOTO KaPOOLMKIINYECKOTrO KOJIbLA, 4-8-UICHHOTO HACKIIICHHOTO HITH
YaCTUYHO HCHACHIIICHHOTO MOHOLMKJIMYCCKOTO TCTCPOLMKIMICCKOTO KOMbIA, coaepxamero 1-2

reTepoaToMa, HE3aBUCHUMO BBIOPAHHBIX W3 a30Ta, KHCIOPOJA WIH CEPbl, S-6-UJICHHOTrO
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MOHOLIMKJIHYICCKOTO TETEPOAPOMATHUCCKOTO KOJIBIA, CoAeprkaiuero 1-4 rerepoaroMa, HE3aBUCHMO
BBIOPaHHBIX M3 a30Ta, KHCIOpoAa Wik cepel, Wik  §-10-uneHHOrO OHIMKIMYECKOTO
reTCPOAPOMATHICCKOTO KOMbLIA, COACPIKAIICTO 1-5 reTepoaroMoB, HE3aBHCUMO BBIOPAHHBIX W3
a30Ta, KUCIOPOJa UITH CEPBI; HIIH:

R' u R" BMecTe ¢ MX MPOMEXkKYTOYHBIM aTOMOM YTIEpOAa HEoOs3aTebHO 00pasyor 3-8-
WICHHOE, HEOOSM3aTeIbHO 3aMCINCHHOC, HACHIIICHHOC WM YaCTHYHO HCHACBHIIICHHOC
CIUPOLMKINYCCKOS KapPOOLMKINYSCKOS KOO HWIH 3-8-1ICHHOC HACHIIICHHOS HIH
YACTHYIHO HCHACBHIIICHHOE CIMPOLIMKIMICCKOS TETEPOLIMKIMICCKOE KOIBIIO, CoAepKamiee |-
2 reTepoaToMa, He3aBUCHMO BHIOPAHHBIX M3 a30Ta, KUCIOPOJA WIIH CEPHI;

R* u R* BMecTe ¢ MX MPOMEKYTOUHBIM aTOMOM YIIIEPOJa HEOOs3aTeabHO 00pasyroT 3-8-
WICHHOE, HEOOS3aTEeIbHO 3aMEIICHHOC, HACHIMCHHOS WIM YAaCTHYHO HEHACHIIICHHOE
CIMPOLIMKINYICCKOS KApOOLMKINYECKOE KOIBIO WIH 3-8-4ICHHOE HACBHIMICHHOEC WU
YACTUYHO HECHACHIICHHOE CIMPOLIMKIMICCKOS TETCPOLIMKIMICCKOE KOIBIIO, CoAeprKamiee 1-
2 reTepoaToMa, He3aBHCUMO BBIOPAHHBIX U3 a30Ta, KUCIOPOAA HIIH CEPBI;

rpynna R’ u rpymma R¥, npucoeIuMHEHHBIE K OZHOMY aTOMy YIJIEPOAY, BMECTE C HX
MPOMEKYTOYHBIM aTOMOM YTIJIEPOJa HE0OA3aTEIbHO 00pa3yIoT 3-8 -4ICHHOE, HE0OI3aTEeIBHO
3aMCIICHHOE, HACHIIICHHOC WM YaCTHYHO  HCHACBHINECHHOC  CIIUPOLIUKINYECKOC
KapOOLMKINIECKOE KOIBLIO WM 3-8-WICHHOC HACBHIICHHOC MIIM YAaCTUYHO HEHACBHILIICHHOC
CIHUPOLIMKINYICCKOS TETCPOLMKIMICCKOS KONIBIO, coAepxkamee 1-2  rerepoaroma,
HE3aBHCHUMO BHIOPAHHBIX U3 230Ta, KUCIOPOAA HIIH CEPBI; HITH

aBe Tpymmel R® BMECTE ¢ TPOMEXKYTOUYHBIMH aTOMaMH Heobs3aTebHO 06pasytor Cii
HECOOS3aTCIPHO 3aMCIICHHYIO, IBYXBAJICHTHYIO, HCPA3BETBICHHYIO WM Pa3BCTBICHHYIO,
HACHIIICHHYIO WJIH HCHACHIIIICHHYIO YTJICBOIOPOIHYIO LIEIb, MPUICM 1-3 METHICHOBBIX 3BCHA
VKa3aHHOM IEMM HE3aBHCHMO H HEOOs3aTe/ibHO 3amMeHeHbl Ha —S—, —SS—, -N(R)—, —-O—, —
C(0)-, -0C(0)-, —C(0)0-, -C(O)N(R)-, -N(R)C(0)-, -S(0)-, -S(0)>— wm -Cy'-, n
KaXKIbIH —Cyl— HE3aBUCHUMO TPCACTABISICT COOON S-6-4/icHHBIA reTepoapwicHun ¢ 1-4
reTepOaATOMAaMH, HE3aBUCUMO BBIOPAHHBIMHU M3 a30Ta, KHUCIOPOJA HUITH CCPHI;

xakaeid RY, R? u R HezaBuCHMO NpeacTaBIsSeT coO0H BOAOPOA MM HEOOA3aTENbHO 3aMeIeHHy 0 Ci3
ann(paTHIECKYIO TPYIIY;

kaxapiii R%, R* u R® meszapucumo mpeacTaBiseT coGoi BOAOPOA UM HEOOA3aTENbHO 3aMemeHHy0 Co
anupaTHYCCKYIO TPYIITY, WIH:

R? u R! BMecTe ¢ MX MPOMEIKYTOYHBIMH aTOMAMH HEOOS3aTCIIBHO 00pasyroT 4-8-uneHHoe,
HCOOS3aTCIPHO ~ 3aMCIICHHOC,  HACHIIICHHOC MM YAaCTHYHO  HCHACHILIICHHOC
MOHOLIMKIHYECKOS IeTCPOLIMKIMICCKOE KOJIBIIO, Coaepkaruee 1-2 rerepoaroma, HE3aBHCHMO
BBIOPAHHBIX U3 a30Ta, KUCJIOPOAA HJIH CEPBL;

R* u R’ BMecTe ¢ MX MPOMEIKYTOYHBIMH aTOMaMH HEOOS3aTCIIbHO 00pasyroT 4-8-uneHHoe,
HCOOS3aTEIPHO ~ 3aMCIICHHOC,  HACHIIICHHOC MM YAacTHYHO  HCHACBHILICHHOC

MOHOLIUKITHYICCKOC IT'CTCPOLUKITNICCKOC KOJIbLIO, COACPXKAICC 1-2 rerepoaromMa, HC3aBUCUMO
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BBIOPAHHBIX U3 a30Ta, KUCIOPOIa WK CCPBI; UITH

rpynma R® u ee cmexnas rpynmna R BMECTE ¢ MX MPOMEKYTOUHBIMH ATOMAMHU HEOOS3aTETbHO
obOpasyror 4-8-ujcHHOE, HEOOS3aTCIBPHO 3aMCHICHHOC, HACHIICHHOS WIA YaCTUIHO
HCHACHIIICHHOS MOHOLMKIMYCCKOEC TICTCPOLIMKINYCCKOS KONBIO, coxepxammee 1-2
reTepoaToMa, He3aBUCHMO BHIOPAHHBIX M3 a30Ta, KUCIOPOJa HITH CEPHI;

L' nmpeacraBnser  coGOM  TPEXBaNCHTHBIM  JIHMHKEPHBIM  (DParMEHT,  KOTOPBIM  CBS3BIBACT

- - p2
R6 RS RY T o
\N /N
L
o) Ol R'R"
- °) Ry

oA

R3
R® N
4 ) ¢ \L/‘ |

L? npeacrasnser coboi KoBaneHTHYIO CBsi3b Wik Ci30 HEOGS3ATENBHO 3aMEIIEHHYIO, ABYXBAJICHTHYIO,
HCPA3BETBICHHYIO HIM PA3BETBICHHYIO, HACBHIICHHYIO WM HCHACBHIIICHHYIO YIVICBOAOPOAHYIO
1ens, npuueM 1-10 METHICHOBBIX 3BCHBEB YKA3aHHOH LEH HEOOS3aTEIBHO 3aMEHEHBI HA —S—, —
NR)-, -0-, -C(0)-, -0C(0)-, -C(0)O-, -C(O)N(R)-, -N(R)C(0)-, -S(0)-, -S(0)-,

z{“o”ke‘ y OV]L“; zj(vo d

, , umm —Cy'-, rae xaxmgeiii —Cy'-
HC3aBHCHMO TMPEACTABIICT COOOH S-6-uiaeHHBIA rerepoapwicHmT ¢ 1-4 rerepoaromamu,
HC3aBHUCHMO BBIOPAHHBIMH U3 a30Ta, KHCIOPOIA WIIH CEPBI;
TBT mpeacrasnser co00# MHIICHb-CBS3BIBAIOIIHN (PPArMEHT; U
KQKIBIF M U n He3aBUCUMO paBeH 1, 2, 3,4, 5, 6,7, 8,9 wm 10.
[0035] B HekoTOpBIX BapuaHTax peav3aldd AHTHTCIOCBI3bIBAIOIINN (parMeHT NpPEeACTABISCT
cO0OH MITH COACPIKUT NENTHIHBIHN (pparMeHT. B HEKOTOPEIX BapHaHTaX PeaTH3aliy JAHHOTO H300PCTCHHS

MPEATIOKECHO COCAUHEHHUE, UMEIoLIee CTPYKTYpY dopmyel I-b:

[Rc—(Xaa)Z-];L ” b L—['(Xaa)z—RCla

I-b

a2

>

HJTH €TO COJIb, TIC:
KaKabIH Xaa HE3aBUCHUMO MPESACTABIISICT COO0H aMHUHOKUCIOTHBIN OCTATOK;
KKIBIH Z HE3aBUCUMO paseH 1-50;
Kbl L He3aBHCHMO NPEACTABISCT COOOU IMHKEPHBIN (PparMeHt;

TBT mpeacrasnser coO0M MUIICHb-CB3BIBAIOIINN (parMeHt,
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kaxabii R® HezaBucumo npeacrasmsiet coboii —L*—R’;
kax bl al u a2 sezasucumo paseH 0 wn 1, mpraem no MeHbIneH Mepe oauH U3 al u a2 He paseH
0;

KaxkAbIH a 1 b HezaBrucumo paseH 1-200;

Kakabid L* HE3aBUCHMO MPEACTABISICT COOOH KOBAICHTHYIO CBS3b HIM HEOOS3aTCIIBHO
3aMCIICHHYIO JBYXBAICHTHYHO rpymmy, BbiOpanHyro u3 Ci-Cy amudaruueckoii win  Ci-Cy
reTepoanudaTHICCKON IPYIIEL, coaepxKamei 1-5 rerepoatoMoB, TpHYeM OJHO WK 0OJICe METHICHOBBIX
3BCHBECB YKA3aHHOW IPYHIBI HeoOs3aTenbHO M Hezapucumo 3ameHeHsl Ha —C(R™),—, —Cy—, —O0—, —S—,
—S-S—-, -N(R*)—, —C(0)—, —C(S)—, —C(NR")—, —C(O)N(R")—, -N(R)C(O)N(R")—, —-N(R*)C(0)O—,
=S(0)—, =S(0):—, =S(0):N(R")—, —C(0O)S— nmu —C(0)0—;

kaxapii —Cy— HE3aBHCHMO IPEACTABISIET COOOM HEOOA3aTEIPHO 3aMEIICHHYIO ABYXBATICHTHYIO
rpymny, BeIOpaHHyIo u3 Cizo muxitoamudaruueckoro koipna, Ceoo apuinbHOrO KOabLa, 5-20-wIeHHOTO
TeTEPOAPHIIBHOTO KOJbLR, coaepxainero 1-10 rerepoaroMoB, HE3aBHCUMO BBIOPAHHBIX M3 KHUCIOPOAA,
asora, cepel, pochopa u KpemHus, U 3-20-UICHHOTO TETCPOLUKIHMIBHOTO KOJbLA, coacpxamiero 1-10
TeTEPOATOMOB, HE3aBUCHMO BBIOPAHHBIX M3 KUCIOPOJQ, a30Ta, Cepbl, hocdopa 1 KPeMHUS,

kax i R* mezasucumo npeacrasiser codoit —R, —C(O)R, —CO2R umu —SO2R;

kakabii R HesaBucumo mpeacrtasimser coboit —H wam HeoOs3aTepHO 3aMELICHHYIO TPYIILY,
BeIOpannyto u3 Ciso amudarmaeckoi rpymmsl, Ci3 rerepoanudarnaeckoi rpymmsl, coaepxamei 1-10
reTCPOATOMOB, HC3aBHCHMO BBIOPAHHBIX M3 KUCIOPOAA, a30Ta, cepsl, hochopa u kpemuust, Ce.30 apHUIBHOM,
Cs-30 apunamudaruueckoii, Cez0 apunretepoanubarideckoi rpynmsl, coaepxaimeii 1-10 rerepoaroMos,
HEC3aBUCHMO BBHIOPAHHBIX U3 KHCIOPOJa, a30Ta, cepsl, hochopa u kpemuwms, 5-30-4ICHHOTO reTepoapuia,
cogepxamiero 1-10 retepoaTtoMoB, HE3aBHCHMO BBIOPAHHBIX W3 KHCIOPOAA, a30Ta, cepel, docdopa u
KpeMHHS, U 3-30-4ICHHOTO TeTePOLHKIIIIA, coaepxkamero 1-10 reTepoaroMoB, HE3aBUCUMO BHIOPAHHBIX
M3 KHCJ0POa, a30Ta, cephl, pochopa u KpeMHUSI, UIH

JBe Tpymmel R HE0OS3aTeIBHO M HE3aBUCHMO BMECTE 00PA3yIOT KOBAIICHTHYIO CBSI3b, HIIH

aBe wim Oosee rpymm R y ogHOro aroma HEoOsA3aTCIPHO M HE3ABHCHMO BMECTC C YKA3aHHBIM
aToMOM 00pa3yIoT HEOOM3ATENPHO 3aMEIICHHOE 3-30-UICHHOS MOHOLMKIHYCCKOS, OUIUKIHUCCKOS HITH
MOJULIUKIMYCCKOE KOJIbLIO, COACpIKALICe, TOMUMO YKazaHHOro aroma, 0-10 reTepoaroMoB, HE3aBUCHMO
BBIOpPaHHBIX U3 KUCIOPOA, a30Ta, cepbl, hochopa v KPSMHHUST, HIH

ase win 6osiee rpynm R y aByx wiu Ooee aTOMOB HEOOSI3aTC/IPHO U HE3aBUCHUMO BMECTE C HX
MPOMEKYTOUHBIMH aTOMaMHU OOpa3yIOT HEOOs3aTeIbHO 3aMeIIeHHOE 3-30-4ICHHOC MOHOLIMKIHYECKOE,
OHLIMKIHYICCKOS TN TOJULUKIMICCKOS KOJIBLO, COACPIKALICE, MIOMUMO MPOMEKYTOUHBIX aroMos, 0-10
IeTEPOATOMOB, HE3ABUCHMO BBIOPAHHBIX U3 KUCIOPOAA, a30Ta, Ceprl, Pochopa U KPEMHHSL.

[0036] B HekoTtoprix Bapuanrtax peanuzanuu al paseH 1. B HexoTophix BapuaHTax peanuzanuu a2

paeeH 1. B Hexoropeix BapmaHTax peanu3annd b paseH 1. B HekoTOprIX BapuaHTax peamu3anyd

[RC—(Xaa)Z-]a—L @

coequneHue Gopmyiasl I-b umeer cTpykrypy b B HEKOTOPBIX BapHaHTax
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Rc—(Xaa)Z—L
peammzaumy coeauHenue Gopmyasl I-b mmeer crpykTypy . B HexoTtopsIx

@ L—}(Xaa),—R|
b a

L—(Xaa),—R°®
HEKOTOPBIX BapHAHTAxX peanusanuu coeauHenue ¢popmynel I-b nmeer ctpykrypy ’

BapUaHTax peamusanuu cocauHeHue ¢opmynel I-b mmveer cTpyktypy B

[0037] B HexoTOpBIX BapuaHTaX peaTU3AlNM KKABIM aMHUHOKHCIOTHBIM OCTATOK, HANpUMED,
kaxapii Xaa B ¢dopmyne I-b, HezaBucumo mpeacrtaBiseTr coOOHW OCTATOK aMHUHOKHCIOTHI, UMCIOLICH
CTPYKTYpHYIO Gopmyiay A-I. B HEKOTOphIX BapuaHTaX peaM3aldd KaXKAbIH Xaa HE3aBUCHMO HMECT
ctpyktypy —N(R*)-L*-C(R¥?)(R¥)-L*¥~CO~—. B HEKOTOPHIX BapHAHTAX PEATU3ALMHU JBE MU OOIEE
OOKOBBIX LETEH aMUHOKHCIOTHBIX OCTATKOB, HAIIPUMED, B COeAMHEHUAX (popmyis [-a (Hanpumep, R* nnu
R* 0QHOr0 aMMHOKHMCIOTHOTO octatka ¢ R™ mimm R* apyroro aMHMHOKHMCIOTHOrO OCTaTKa) BMECTE
HEOOs3aTCIPHO 00pa3yoT MOCTHK (Hampumep, coeanncHus 1-10, 1-12, 1-14, 1-18, 1-19, 122, 123, [-25 u
T.A.), HAIIPUMEP, B HCKOTOPBIX BAPHAHTAX PCATHM3ALMH [JBA LIUCTCHHOBBIX OCTATKA OOPa3yIOT MOCTHK
—S—S—, OOBIYHO BCTPCUAIOLIMHCS B MPUPOJHBIX Ocikax. B HEKOTOPBIX BapHAHTAX PEANTHU3ALMU
0Opa3oBaHHBIH MOCTHK MMeEET CTpykTypy L, rae LP mpeactaBnser coGoii L?, kak onucaHo B JaHHOM
JTOKYMEHTE. B HEKOTOpBIX BapuaHTaX peaIu3allié KaXIbli KOHEH L’ HE3aBUCHMO CBSI3aH ¢ aTOMOM
CKeJIeTa IUKIHYCCKOrO NenTHaa (HAMpUMEP, ¢ KOJBLCBBIM aTOMOM KOJbLA, OOPa30BaHHOTO TPYIIION
—(Xaa),~ B dopmyne I-a). B HexoTopeix Bapmantax peammsaimu L° coaepxur rpymmy R (Hanmpumep,
MeTHIEHOBOE 3BeHO LY 3ameneno Ha rpymmy —C(R),— umu —N(R)—-), rae rpynma R Bmecte ¢ rpynmoii R,
NPUCOEAUHEHHON K aromy ckenera (Hampumep, R, R¥, R® u 1., ecnm npeacrasisger coboit R), u ux
MPOMESKYTOUHBIME aTOMaMHU 00Pa3yIoT KObIO. B HeKOTOphIX BapuaHTax peanusaimu L coequnseTcs ¢
KOJIBLIOM, HAIIPUMEP, C KOJIBLIOM, 00pa3oBaHHbIM rpymmoi —(Xaa),— B popmyie [-b, uepes OokoByro Liemnsb
AMHUHOKHCIIOTHOTO ocTarka (HampuMep, Xaa B popmyne [-a). B HekoToprIX BapHaHTax peanu3aliy Takas
GOKOBas LICTb COACPIKHUT AMUHOTPYIIITY WIN TPYIIY KapOOHOBOM KHUCIIOTHI.

[0038] B Hekotopeix  Bapmantax — peammzammm  R°—(Xaa)z—  mpeacraBmsier  coboi
antutenoces3eiBaromuil pparment (R°—(Xaa)z—H ces3siBaetcst ¢ anTuTeI0M). B HEKOTOPBIX BapuaHTax
peamuzatmu R°—(Xaa)z— mpeacrasnser co0OH YHHBEPCATbHBIM aHTHTENIOCBS3BIBAIOIIMN (parMeHT. B
HCKOTOpPBIX  Bapuantax  peanmsamud  R°—(Xaa)z—  mpeacraBiasier  co0OH  YHUBCPCAIBHBIN
AHTHTEJIOCBA3BIBAIOIINEN (PPArMEHT, KOTOPBIH MOXKET CBS3BIBATHCS C AHTUTCIAMH, COICPIKAIIMMHU
pasauunbie obOmactu Fab. B Hexoropeix Bapuantax peanusaiun R°—(Xaa)z— mnpeacrasiser coGoi
VHHUBEPCATIbHBIA AHTHTEIOCBA3BIBAIOIUE (HparMEeHT, KOTOPBIH MOXKET CBA3BIBAThCA ¢ oOiacteio Fc. B
HEKOTOPHIX BapHAHTAX PEaTU3alMd AHTUTCIOCBS3BIBAOIIMHA (PArMCHT, HANPHUMEDP, YHUBEPCATBHBIN
AHTHTEJIOCBA3bIBAIOIINE (parMeHT, uMeroui cTpykTypy R°—(Xaa)z—, MoxkeT CBI3BIBaThCS C 00NACTHIO

Fc, xoropas cBszeiBactest ¢ peuenropom Fc. B Hexotopeix Bapuanrtax peanuzauuu R°—(Xaa)z— umeer
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CTPYKTYPY . B HexoTopeix BapuanTax peanuzanyu R°—(Xaa)z—L— umeeT cTpykTypy
R8R7 R”
N L4
9
R o)
O .
[0039] B HEexoTOPBIX BapHaHTaxX peanu3alyH JAHHOTO H300PETCHUS IPEAI0NKEHO COCTUHEHHE
¢dopmymner I11:
7 7
RS R" R
\
N L
R® o)
(o)
III

WM ero (hapMaLeBTUICCKH MPUEMIIEMast COMTb, TAC:
kaxApli R’ HE3aBUCHMMO TpeACTaBAsAET COOOM BOJOPOA WIM HEOOS3aTEIBbHO 3aMEIICHHYIO TPYIIY,
BoiOpanHyl0 HM3 Ci¢ amudaruueckoil rpymmsl, 3-8-4ICHHOTO HACBHIECHHOTO WM YACTHYIHO
HCHACBILICHHOTO MOHOLHKJIMYCCKOrO KapOOLHKINICCKOro Kojbia, (enmna, 8-10-wieHHOTO
OHLHKIMYCCKOTO apOMATHICCKOTO KAPOOLMKIHICCKOrO KOJBIA, 4-8-1ICHHOTO HACHILICHHOTO HITH
YACTUYHO HCHACHIIICHHOTO MOHOLIMKIHYCCKOTO TETCPOLMKIMYICCKOTO KOJbLA, coaepxKamero 1-2
reTepoaToMa, HE3aBUCHMO BBIOPAHHBIX U3 a30Ta, KHCIOPOJA WA CEPbI, S-6-WICHHOTO
MOHOLIMKJIHYCCKOT'O TETEPOaPOMATHICCKOTO KOJIbIIA, coAcpkamiero 1-4 rerepoaroMa, HE3aBUCHMO
BBIOPaHHBIX W3 a30Ta, KHCIOpPoAa WiIH cepel, Wik §-10-4ICHHOrO OHUHKIMYCCKOTO
reTCPOAPOMATHYCCKOTO KOJMbILIA, COACPIKAIICTO 1-5 reTepoaroMoB, HE3aBHCUMO BBIOPAHHBIX W3
a30Ta, KUCIOPOAA WK CEPbL; I
rpynma R7 u rpynma R7, NpUCOEAMHEHHBIE K OAHOMY aTOMy YIJIEPOAY, BMECTE C HX
MPOMEKYTOYHBIM ATOMOM YITIEPOJa HEOOA3aTEIBbHO 00Pa3yIOT 3-8-wICHHOE, HEOOS3aTEIBHO
3aMCIICHHOE, HACHIINCHHOC WM YacTUYHO  HCHACBHIIICHHOC  CIIHPOLUKINYCCKOS
KapOOIMKINIECKOE KOIBLO WIN 3-8-4ICHHOE HEOOS3aTENbHO 3aMCLICHHOC, HACBHIMICHHOS
WIH YacTUYHO HCHACHILCHHOC CIHPOLHKINYCCKOEC TETCPOLMKINICCKOES  KOMBLO,
cozepxkamiee 1-2 rerepoaroMa, HE3aBUCHMO BBIOPAHHBIX U3 a30Ta, KHCIOPOJA W CEPHI;
kaxapii R’ He3aBMCHMO MpeAcTaBiaseT cobOM BOAOPOA HIM HEOOA3aTenbHO 3aMmermeHHyro Cis
anu(paTHIECKYIO TPYIIY;
kakaeii R® HeszaBmcmMo mpeacTaBaseT coOOM BOAOPOA HAM HEOOA3ATENBbHO 3aMEINEHHYIO Ca
anupaTHYECKYIO TPYIILY, WIH:

rpynma R® u ee cmexnas rpynmna R7 BMECTE ¢ MX MPOMEKYTOUHBIMH ATOMAMHU HEOOS3ATETBHO
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obOpasyror 4-8-ujcHHOE, HEOOS3aTCIBPHO 3aMCHICHHOC, HACHIICHHOS WIA YaCTUIHO
HCHACBHIICHHOC  MOHOLIMKIIMYECKOEC TETCPOLMKIMYCCKOE KOJbLO, CoAcpxkamee 1-2
reTepoaToMa, HE3aBUCHMO BBRIOPAHHBIX M3 a30Ta, KHCIOPOJA WIIH CEPHL;

R’ npeacrasnseT co6oi BOAopoa, HeoOs3aTenbHO 3amemeHHy 0 Ci.3 amu(aTHIecKy o TPYIITY WK TPYTITY

—C(0)—(nveobszarenpHo 3amemenHas Ci3 anudaruaeckas rpymnna);

L’ MNPEACTABILACT coboit JBYXBAJICHTHBII JIMHKEPHBIN (dparmeHT, COCAUHSIOII NI
7 7
RS R R
\
9 N
R o)
0 ¢ TBT;

TBT npeactapisier cob0ii MUIICHb-CBA3BIBAIOIIUN (HPArMEHT; U

opaseH 1,2,3,4,5,6,7,8, 9 unu 10.

2. Coedunenus u onpeoeieHus:

[0040] CocauHCHUS MO JAaHHOMY HM300PCTCHHIO BKIIFOYAIOT COCAMHCHHS, OMHCAHHBIC, B IICJIOM, B
JAHHOM JOKYMEHTE, W JOIOJHHUTEIPHO INPOWLIIOCTPUPOBAHBI KIIACCAMHM, IOAKIACCAMU H BHIAMH,
ONMCAaHHBIMH B JAHHOM AOKYMEHTE. B TaHHOM KOHTEKCTE CIEAYET NPUMEHATD CJIECYIOLIUE ONPEACICHI,
eclu He ykazaHo uHoe. [yt ueneit JaHHOTO M300PETeHUs, XUMHYIECKUE SIEMEHThl HACHTH(UIIMPOBAHBI B
COOTBETCTBHH C IICPUOIUUCCKON Ta0HIICH 27eMeHTOB, Bepcueit CAS, npeacrasnennoi B kuure Handbook
of Chemistry and Physics, 75° uza. Kpome Toro, 001ue nmpuHIHIIB OPraHHICCKOM XUMHH OITUCAHBI B KHHUTS
“Organic Chemistry”, Thomas Sorrell, University Science Books, Sausalito: 1999, u “March’s Advanced
Organic Chemistry”, 5° u3a., pex.. Smith, M.B. and March, J., John Wiley & Sons, Hbm-ﬁopx: 2001,
MOJHOE COACPIKAHUC KOTOPBIX BKIFOUCHO B JAHHBIA JOKYMEHT MOCPEICTBOM CCBUIKH.

[0041] TepMmun «anupaTHuccKuiny Wi «anudaTHueckas rpynmnay B JAHHOM KOHTCKCTE O3HAYACT
HCPa3BCTBICHHYIO (T.C. JIMHCHHYIO) WIM PAa3BETBIACHHYIO, 3aMCIICHHYIO WM HE3aMCIICHHYIO
VIACBOAOPOJHYIO LIETb, KOTOPAs SBISCTCS MONMHOCTBIO HACHIICHHOW HIIM KOTOPask COACPKHUT OTHY HITH
Oonee ©AVMHHUL HCHACHIMICHHOCTH, WIHM MOHOLMKINYCCKHA VIICBOAOPOJ, WIH OHIMKIHYCCKUH
VIIACBOAOPO., KOTOPHIN SBISCTCS MOJHOCTHEIO HACHIICHHBIM KM KOTOPHIA COACPIKHUT OXHY HIH Ooee
CIMHHUL] HCHACHIIICHHOCTH, HO HE SIBILICTCS QPOMATHICCKUM (TAK:KE YIIOMSHYT B JaHHOM KOHTEKCTE Kak
«KapOOLMKIY, «UHMKIOATH(DATHICCKUI» WIH  «UHKIOAJIKHI»), KOTOPBIH HMEET OAHY TOYKY
MPUCOCAUHEHHS K OCTATBHOM YacT MoKyl Eciu He ykazaHo uHoe, anudaTuuecKue rpymmsl CoaepKaT
1-6 anudaruueckux aTtoMoB yriaepoaa. B HekoToprIX BapuaHTax peanu3anuy amu(aTHICCKUE TPYITITBI
cogepxkar 1-5 anndaruyeckux aTtoMoB yriepona. B apyrux BapuaHTax peanuzanyu anudaTHuecKue
rpymmosl - cogepxkar 1-4  anunparuueckux aToMoB yriepoia. B Apyrux BapuaHTax —peanH3alid
amudaruueckue rpymmsl coaepxkar 1-3 ammpaTHUecKHX aroMa YIiaepoaa, a B APYCHX BapHAHTaX
peammzauny anudaraueckue rpynmel coxepxkar 1-2 amudaruueckux aroma yriaepoia. B HekoTophix
BapHAHTaX PCATH3ALNH «IUKIOATHDATHICCKUNY (AN «KapOOLMKIDY WA «IHUKIOATIKUI») OTHOCHUTCS K

mouorknueckomy Cs-Cg yriieBoaopoay, KOTOPBIH SIBISICTCS MOJHOCTHEO HACBHIICHHBIM HIH KOTOPBIH
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COJCPKUT OJHY WK 0O0JICC CIUHHUI] HCHACBHIIICHHOCTH, HO KOTOPBIA HE SIBIIICTCS apOMATHUCCKUAM, U
KOTOPBIN UMEET OJHY TOUKY MPUCOSTHUHCHUS K OCTaIbHOM yacT Mosiekyibl. [Ipuroansie anudaruaeckue
TPYINEL BKIIOYAIOT, HO HC OTPAaHWYUBAIOTCS WMU, JTHHCHHBIC WM PA3BCTBICHHBIC, 3aMCIICHHBIC WM
HC3AMCIICHHBIC AJIKWIBHBIC, ANKCHWIBHBIC, AIKHHWIBHBIC TPYNNbl W KX THOPUIBI, TaKWE Kak
(LMK I0ATKIT)aNKIT, (ITHKI0ATKEHIT)TKHT WA ([IMKIOATKH )aIKCHIL.

[0042] B n1aHHOM KOHTEKCTE TEPMHUH «MOCTHKOBAS OWIMKINYCCKAsS» OTHOCUTCA K THOOOH
OHUIMKJIMICCKON KOJBLEBOH CUCTEME, T.€. K KAPOOLMKINISCKOH WIH FeTCPOLMKINICCKOMN, HACHIIICHHOMN
WM YaCTHYHO HEHACHIIICHHOM, COACPKAINCH IO MCHBIICH MEpPE OAMH MOCTUK. B cOOTBETCTBHMH C
onpeaencuuem UIOTTAK, «vocTuk» npeacTrasiseT co00H HEPa3BETBACHHYIO LICTIh AaTOMOB HITH aTOM, WJIH
BaJICHTHYIO CBSI3b, COCAUHSIOIIYIO JBE FOJOBBI MOCTHKA, & «TOJIOBA MOCTHKA» MPEACTABISCT COOO0H Mr000i
CKEJICTHBIH aTOM KONBLIEBOH CHCTEMBI, CBSI3AHHBIA C TpeMs WK 00J€€ CKEJICTHBIMH aTOMaMu (Kpome
BOAOPOAa). B HEKOTOPHIX BapHaHTaX PeaM3ALMKA MOCTHKOBAs OWIUKIHYCCKAS TPyMHIa COACPKHT 7-12
KOJIBLICBBIX WicHOB U 0-4 rerepoaroma, HE3aBUCHMO BBIOPAHHBIX M3 a30Ta, KUCIOPOAa MK Cepbl. Takue
MOCTHKOBBIC OMLIMKJIMYMCCKAC TPYIIBI XOPOINO HM3BECTHBI B JAHHOW OONACTH TCXHHKH M BKJIIOUYAIOT
IPYIIIEL, IIPEACTABJICHHBIC HIDKE, IPUUEM KaXKJas IPyIna MPUCOSTUHECHA K OCTAIbHOM YaCTH MOJIEKY B Y
Jr000T0 3aMEIIACMOro aToMa yriepoda win azora. Eciii He ykazaHO MHOE, MOCTHKOBAS OHLIMKIHYCCKAS
IpyIa SBISCTCS HEOO3aTCIbHO 3aMCINCHHON OXHUM KN O0JICC 3aMCCTHUTCIIMH, MPESACTABICHHBIMHU
Jasee 1t amu(aTuaecKuX rpym. JJomoTHHTEIbHO WITH alIbTCPHATHBHO, JTFOO0H 3aMEIIacMBIi aTOM a30Ta
B MOCTHKOBOH OWIHKIHYCCKOW TPYINIC SBILICTCS HEOOSM3ATCIBPHO 3aMCUICHHBIM. MInmocTpaTHBHBIC

MOCTHUKOBBIC OHIIMKJIMICCKHUE IPYIITbI BKIIOYAOT:

b M B Ao B

© @@ OO,
CIGIRIVIGEGS

[0043] TepMuH «HA3MIHH aTKHUD OTHOCHTCS K C)-4 HEpa3BETBICHHOH HITH PAa3BETBICHHON ATKHIbHOU

rpyrme. MmocTpaTUBHEIC HU3IIME ANKHIBHBIC TPYIIIBI NPEACTABISAIOT COOOH METHI, 3THI, MPOIIHI,
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M30TPONHI, OyTHI, N300YTHIT H TPET-OYTHIL.

[0044] TepMuH «HU3MMHA ranoreHankum oTHocHuTCs K Ci4 HEPA3BETBICHHOW WM Pa3BETBICHHOU
AIKHAIBHOH IPYIIES, KOTOPas 3aMELICHA OJHUM HJIH 00JIe€ aTOMaMHU TAIOTCHA.

[0045] Tepmun «reTepoaromy 03HAYACT OJUH WK 00JIEe aTOMOB KHCIOPOa, Cepsl, a3oTa, hocdopa
WM KpeMHUs (BKIrouas r0OBIe OKHCICHHBIC (opMBI a3oTta, cepbl, ¢ochopa HIH KPEMHUS,
KBaTCPHU30BAaHHYIO (opMy TI000TO0 OCHOBHOTO aToMa a30Ta; WM 3aMEINACMBIH  aTOM a30Ta
TeTCPOLIMKINYECKOTO Kojbua, Hampumep, N (xkak B 34-guruapo-2H-mupponmne), NH (xak B
mupposmaunmie) win NR' (kak B N-3aMEIeHHOM MUPPOTHANHIIIE)).

[0046] TepMUH «HCHACBHIIICHHBIM) a JAHHOM KOHTEKCTE O3HAYACT, UYTO (ParMEHT MMEET OAHY WM
6onee ¢IMHNLT HCHACHIIEHHOCTH.

[0047] B npganmHom xkontekcre TepmuH «aByxBameHTHas Cig (nmm Cire) HACBHINEHHAS WM
HCHACBHIICHHAS, HCPA3BCTBICHHAS WIM Pa3BETBIACHHAS YIVICBOAOPOAHAS IETB» OTHOCHTCS K
JBYXBQJICHTHBIM QJIKWJICHOBBIM, QIKCHWJICHOBBIM H QJIKWHHJICHOBBIM LEISIM, KOTOPBIC SIBISIFOTCS
HEPA3BETBICHHBIMH WITH PA3BETBICHHBIMH, KaK OMHMCAHO B JAHHOM JOKYMECHTE.

[0048] TepMUH «aJIKWICH» OTHOCHUTCS K ABYXBAJICHTHOH QIKHIIBHOM TpymIie. «AJIKHICHOBAS LCTb)
npeacTaBiseT cobo¥ mommmeTwicHoByio rpymmy, T.6. —(CHz)p—, TOC 1N mpeacraBmseT  coboi
MOJIOXKUTEIIBHOE LIEJI0E YUCIIO0, MPEeANoUTUTENIbHO OT 1 10 6, 0T 1 10 4, o1 1 710 3, 0T 1 MO 2 WuytM OT 2 70 3.
3aMelIeHHAs ATKHICHOBAS LETh NMPEACTABIACT COOOH MOIMMETHICHOBYIO IPYIINY, B KOTOPOH OAWH WU
0osiee METUIICHOBBIX aTOMOB BOAOPOJA 3aMEIIEHBI 3aMecTUTENeM. [IpHroaHee 3aMECTUTEIH BKITIOYAIOT
3aMECTHTCITH, OMTHCAHHBIC HIKE TS 3aMCIICHHON ami(aTHICCKON IPYIIIbL.

[0049] TepMuH «aIKCHHICH» OTHOCHTCS K IBYXBAJICHTHOW AIKCHUJIBHOHW TpyIIC. 3aMCIICHHAS
ATKCHUJICHOBASI IICTIh TPEACTABISCT COOOH MOIMMETHICHOBYIO TPYIINY, COACPIKAILYIO M0 MCHBLICH MEpe
OAHY JBOHHYIO CBSI3b, B KOTOPOW OAHMH WiIH OOJCE aTOMOB BOJAOPOJA 3aMCLICHBI 3aMCCTHTEICM.
[NpuroaHpic 3aMECTUTEIH BKIIIOYAIOT 3aMECTHTE/IH, OMIMCAHHBIC HIDKE TS 3aMCIICHHON amn(paTHIeCKON

TpYIIIBL.

[00S0] B 1aHHOM KOHTEKCTE TEPMUH «UUKIOMPONMICHHID) OTHOCHTCS K JBYXBAJICHTHOU

g

SN
LIMKJIONPONTHIBHON IPYIIIIE, HMEIOLICH CIEIYIOMYIO CTPYKTYPY: K .
[0051] Tepmun «ramoren» ozHauaet F, Cl, Br wmu L.
[0052] TepMuH «apun», HCIOIB3YEMBIA OTACIBHO WM KaK 4acTh O0JICEe KPYIHOTO GparMeHTa, KaK B
«aPANTKHIIC, «aPATKOKCH) HIIH «APHIOKCHAIKUIICY, OTHOCHTCS K MOHOLIMKIHICCKUM HITA OULIHKITHICCKIM
KOJIBLICBBIM CHCTEMaM, HMCIOLIKAM, B OOIIEM, OT ISATH J0 YCTHIPHAALATH KOJBLCBBIX WICHOB, MPUICM IO
MCHBIICH MEPE OJJHO KOJIBIIO B CHCTEME SIBILICTCS APOMATHICCKUAM, H IIPH 3TOM KQXKI0€ KOJIBLO B CHCTEME
COACPIKHUT OT 3 10 7 KOJBLEBHIX WICHOB. TSPMHH «apHI» MOXKET OBITh HCTIOIB30BAH B3aHMO3AMEHIEMO C
TCPMHHOM «apHIIBHOC KOJIBLIO». B HEKOTOPHIX BapHaHTaX PCaTH3aALMU JAHHOTO H300PETCHHUS «apHi»
OTHOCHTCSI K APOMATHYCCKOM KOIBLICBOH CUCTEME, KOTOPAsi BKIIOYACT, HO HE OPAHUYUBACTCS UMH, (DCHUL,
6udennn, HaQ T, AaHTPALAT H T.I1., KOTOPasS MOXKET HIMETh OJHH WM HECKOJBKO 3amecTuTench. Takke B

00BEM TCPMHUHA «apUujI» B JAHHOM KOHTCKCTC BKIIFOUCHBI I'PYIIIBI, B KOTOPBIX apOMATHUUCCKOC KOJbLO
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KOHICHCHPOBAHO C OJHHM WM OOJIEEe HEAPOMATHUCCKUMH KOJBLIAMH, TAKUEC KaK WHAAHUI, QTaTUMUIII,
HaTuMuann, GCHAHTPHUANHII WM TCTPAruIpoHa(ThIL, U T.IL

[00S3] TepMUHBI «TETEPOAPHI» H «TETEPOAP—», UCHOIB3YEMbIC OTACIBHO WM KaK 4YacTh Ooiee
KpYIHOro (hparMeHTa, HANPUMEP, «TETCPOAPATKII» WIH «TETEPOAPATKOKCH», OTHOCATCS K TPYIIIaM,
coaepxkarmyM ot 5 10 10 KOTBIIEBEIX aTOMOB, MPECATIOYTHTEIILHO, 5, 6 WITH 9 KOJBIICBEIX AaTOMOB; IMCIOIIIAM
6, 10 win 14 n-31eKTPOHOB, PaCIPEACICHHBIX B IUKIMICCKON CTPYKTYPE; U COACPKAIIUM, KPOME aTOMOB
VIAEPOAA, OT OJHOTO IO MATH FETEPOATOMOB. TEPMUH «T'€T€pPOaToOM» OTHOCUTCA K a30TY, KHCIOPOAY HIIH
cepe, U BKIIOYACT M0ObIC OKUCICHHBIC (JOPMBI a30Ta HIH CEPHI, H MOOBIC KBATCPHHU30BAHHBIC (OPMEI
OCHOBHOTO a30Ta. | €TepOapHIIbHBIC TPYIIIbI BKIIOYAIOT, O€3 OTPAHUYCHHUS, TUCHII, (YPAHII, THPPOIIHIL,
HMUIA30III, THPA30IIII, TPHA3OIHI, TETPA3OIUI, OKCA30IHI, H30KCA30IMI, OKCAIUA30INN, THA3OIII,
W30THA30IIWI, THAIUA30IWI, NHPUAWIL, NHUPHIAZUHWI, NHPHMUIUHWN, [HPA3WHWI, WH JOJU3HHUI,
MyPUHIT, HAQTHPHANHIIT ¥ TTCPUINHII. TCPMHUHBI «TCTCPOAPHID) U «TCTSPOAP—» B JAHHOM KOHTCKCTS
TAIOKE BKITIOYAIOT TPYIIIIBI, B KOTOPBIX TETEPOAPOMATHICCKOE KOIBIIO KOHACHCHPOBAHO C OJHUM HIH OOJIee
APWIBHBIMH, IMKIOATH(HATHICCKAMH WIH TETCPOLMKIMICCKAMHE KOMBLAMH, TPHYEM PAIUKAT HIH TOUKA
HMPUCOCAVHEHHS HAXOAUTCS B TETEPOApOMaTHIECKOM Koublle. Heorpanmuusaronye npuMepsl BKIIOYAIOT
WHIOJWI, U30UHIOIWI, OCH30THCHI, OcH30hyYpaHmwt, AUOCH30MYPaHII, UHAA30IWI, OCH3UMHIA30IIIIL,
OCH3THA30IMI, XUHOJII, M30XUHOJIWI, LIMHHOIWI, (TANA3WHWI, XHHA30JIMHWI, XHHOKCANMUHWI, 4H-
XUHOJIU3UHIIIL, KapOazoIHIL, AKPUAWHUI, (beHasuHUI, (beHOTHAZUHI, (heHOKCAZUHILT,
TETPAruAPOXHHOIUHI, TCTPArUAPOU30XHHOTHHILT U upua0|2,3-b]-1,4-okcazun-3(4H)-oH.
leTepoapuibHas rpynma MOXKET ObITh MOHO- HJIH OHLMKIHYCCKONU. TEPMUH «reTepoapuiny MOKET OBITh
HCIIOJIb30BAH B3aUMO3aMCHACMO C TCPMHUHAMU «TETCPOAPUIIBHOC KOJIBLIOY, «TCTCPOAPHIbHAS TPYIINAY) WK
«reTCPOAPOMATHUCCKHIN), W JIIOOOW M3 YKa3aHHBIX TCPMHHOB BKJIIOYACT KOJIBIA, KOTOPHIC SBISFOTCS
HEO0S3aTCIPHO 3aMCIICHHBIMA. TEPMUH «TETEPOAPATKHIT OTHOCHTCS K JIKHIBHOM IPYIIIC, 3aMCIICHHOH
TCTCPOAPHIIOM, TPHYCM AJIKWIBPHAS M TETCPOAPHIbHAS YaCTH HE3aBUCHMO SBISIFOTCS HEOOSM3aTCIBHO
3aMELICHHBIMH.

[0054] B 1aHHOM KOHTEKCTE TEPMHHBEI «TETCPOLUKIT», TETCPOLMKINIY, «TCTCPOLMKIHUCCKUM
PaIUKa» H «TETCPOLUKIMICCKOE KOIBII0» UCIOMb30BaHBI B3aNMO3aMEHICMO H OTHOCSTCS K CTAaOUIBHOMY
5-7-4/ICHHOW MOHOLMKINYCCKOMY Hiu  7-10-4cHHOMY — OHIMKIMYCCKOMY TETCPOLIUKIHICCKOMY
(dbparMeHTy, KOTOPBIH SIBIBICTCS HACHIIICHHBIM HJIM YACTHYHO HCHACHIIICHHBIM M COJACPKHT, TIOMHMO
aTOMOB YITIEpPoAa, OJHH Win 0OoJice, MPEANOYTHUTECIBHO OT OJZHOTO OO YETHIPEX IETCPOATOMOB, Kak
ompenencHo Bbie. [Ipu HCIONB30BaHNH B OTHOIICHHH KOJBLICBOTO aTOMA IETCPOLMKIIA TCPMHH «a30T»»
BKJIIOUACT 3aMCLICHHBIN aToM a3ota. HamprMep, B HACHIIIEHHOM WM YaCTHYHO HEHACHIIICHHOM KOJBLE,
cogepxkameM 0-3 retepoaroMa, BBHIOPAHHBIX M3 KHCIOPOJA, CEPBl WM a30Ta, aTOM a30Ta MOMKET
npeacTaBnats coboi N (kak B 3,4-quruapo-2H-nmpposmne), NH (kax B muppomuauamne) uma NR (kax B
N-3aMCIIICHHOM MTUPPOTUANHUIC).

[0055] IeTepOLMKINYECKOE KOMBIO MOXKET OBITh MPHCOCIMHCHO K OOKOBOW Tpymme y JrH0O0Tro
reTepoaToMa WM aToMa VIJICpoaa ¢ O0O0pa3oBAaHHEM YCTOHYHUBOUM CTPYKTYPHI, U JIOOOU H3 KOJBLECBBIX

ATOMOB MOKET OBITH HCOOS3aTCITBHO 3aMCIICHHBIM. HpI/IMepI:I TAaKUX HACBIICHHBIX HIHX YaCTHUYHO
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HCHACHIIICHHBIX TCTCPOLMKINYCCKHX PAIHKAIOB BKIIOYAIOT, 03 OrpaHHMYUCHHS, TeTparuapodypaHum,
TCTParuAPOTHOPECHUI,  MHPPOIMIAMHII,  [UICPUAWHWI,  [HUPPOIHMHII,  TETPArWAPOXHHOIUHUI,
TCTPArMAPOU3OXUHONMHI,  JCKArHAPOXHHOIHHUI, OKCA30JMHAMHHI, [HICPA3MHHI, JIHOKCAHUI,
JUOKCOJIAHWI, AUA3CTIHHWI, OKCA3CTHUHWI, THA3CTMHWI, MOP(QOIHMHHI H XUHYKIMAMHWI. TepMHHBI
«TETEPOLMKIY, «TCTCPOLMKIIIY, «TCTCPOLMKIMYICCKOS KOJIBLIO», «IETCPOLIMKIMYCCKAs. TPYIIay,
«TETEePOLMKIMICCKUI (PParMeHT» U «TETCPOLMKINYCCKUIN PaJUKaT» UCIOIB30BaAHbI B JAHHOM KOHTEKCTE
B3AHMO3aMEHSICMO, H TAKXKE BKIIOYAIOT IPYIIIbI, B KOTOPBIX F'ETCPOLIMKINYCCKOE KOIBLO KOHACHCHPOBAHO
C oxHHM WM 001 ApPUIBHBIMH, TETCPOAPUIBHBIMU WIH LUKIOATH(PATHICCKUMH KOJIbLIAMH, TAKHE KaK
UHAOMMHWI, 3 H-WHI0IUI, XPOMAaHUI, (PEHAHTPUIUHII WK TCTPArHAPOXHHOMUHI. [ eTepormkrnyeckas
IPYIIa MOXKET ObITh MOHO- HITH OULIMKIHICCKOH. TEPMUH «TeTePOLMKIHIAIKIID OTHOCHTCS K ATKHIBHON
IPYIIE, 3aMCLICHHON TICTCPOLMKIMIOM, IAC AIKWIbHAS M TCTCPOLMKIMIbHAS YaCTH HE3aBHCHMO
SIBIISIOTCS HEOOSA3aTENbHO 3aMCINCHHBIMH.

[0056] B ngaHHOM KOHTEKCTE TEPMHMH «JACTUYHO HEHACHICHHBIM» OTHOCHUTCS K KOJIBLIEBOMY
(parMeHTy, KOTOPBIH COACPIKHT IO MEHBIIEH MEpe OJHY ABOMHYIO WM TPOHHYIO CBA3b. TepMuH
«YACTUYHO HCHACBHIIICHHBIN» BKIIOYACT KOJIBIIA, HMEIOIIHE HECKOIBKO LICHTPOB HEHACHIIICHHOCTH, HO HE
BKJTIOYACT APUIIbHBIC WIIH FETCPOAPHUIBHBIC (PPATMEHTHI, KaK ONPEACICHO B JAHHOM JOKYMEHTE.

[00S7] Kak omricaHo B JaHHOM JOKYMCHTE, COCAMHCHHSI 10 JAHHOMY H300PCTCHHIO MOTYT COACPIKATh
«HEOOA3aTEIPHO 3aMEINCHHBICY (parMeHTel. B 0o0mem, TepMHH «3aMELICHHBIN», HCIOIB3YEMBIH C
MPCALICCTBYFOLUM TCPMHUHOM «HEOOS3aTCIbHO» HIH OC3 HEro, O3HAYACT, UTO OAMH WK OOJICC aTOMOB
BOJOPOJA YKA3aHHOTO (pparMeHTa 3aMCINCHBI MPHUTOAHBIM 3aMecTUTeIeM. ECaM HE ykasaHO HHOE, TO
«HEOOA3aTCIPHO 3aMCLICHHASY TPYIIA MOXET UMCTh MPHUTOAHBIA 3aMECTUTE/b B KAKAOM 3aMCIIACMOM
TOJIO’KCHUHM 3TOH TPYIIBL, U €CJAH B OO0 JaHHOH CTPYKTYPE MOKET OBITh 3aMCINCHO OO0JICEC OJHOrO
MOJIOKCHUST OO0JICE, YeM OJHHM 3aMECTHUTCICM, BBIOPAHHBIM K3 OMPCACICHHOW TPYINBL, TO OSTOT
3aMCCTHTCIIb MOKCT OBITh OJWHAKOBBIM WIIH PA3MHYHBIM B KKIOM MONOKCHHH. KomOwuHamu
3aMECTHTCIICH, MPEAYCMOTPCHHBIX JAHHBIM HM300PCTCHHEM, NPEANOYTHTCIIBHO SIBISIIOTCS TaKHMHU,
KOTOPBIC MPHUBOIAT K OOPA30BAHHIO YCTOWYMBBIX HJIM XUMHYCCKH BO3MOXKHBIX COCAMHCHUH. TepmuH
«YCTOMYMBBI» B JAHHOM KOHTEKCTC OTHOCHTCSI K COCIHHCHHSIM, KOTOPBIC CYIICCTBCHHO HE M3MCHSIIOTCSI
IPU BO3JACHCTBHH YCIIOBHH HX MOJYYCHHUs, OOHAPYKCHUSI M, B HCKOTOPBIX BAPHAHTAX PCATU3ALMH, HX
BBIACICHUS, OYUCTKA M IPUMCHCHUS /ISl OTHOM HITH 0OJICe LIC/ICH, ONMCAHHBIX B HACTOSILIEM JOKYMCHTC.
[00S8] [IpuroaHeic 0AHOBANCHTHBIC 3AMECTUTEIH Y 3aMEIIAEMOT0 aTOMa YIIIEPOAa «HEOOI3aTEIbHO
3aMEIICHHOIY TPYIIbI HE3ABUCUMO MpeacTaBisroT co0oi rajoreH; —(CH2)o4R®; —(CH2)0-4OR®; -O(CHa)o-
4R°, —O—(CH2)04C(O)OR®; —(CH2)04CH(OR®)2; —(CH2)04SR®; —(CH2)oPh, xoTOpBIli MOXKET OBITH
samerieH rpymmnoi R°; —(CH2)o4O(CHa)o-1Ph, xoTopsiii MmoxkeT ObiTh 3amemneH rpymmoi R°; —-CH=CHPh,
KoTopeiii MoxkeT ObiTh 3amemneH rpymmodl R°; —(CH2)o4O(CHy)ooi-mupuani, KOTOPBIH MOKET OBITh
samemnieH rpynmoii R°; —NOz; —CN; —N3; -(CH2)04N(R®)2; —(CH2)e4N(R®)C(O)R®; —N(R*)C(S)R®; —
N(R?)C(NR°)N(R®)2;  —(CH2)0sN(R°)C(O)NR®2;  -N(R°)C(S)NR®2;  —(CH2)o4N(R)C(O)OR®; -
NRIIN(R)C(O)R®; -N(R°)N(R®)C(O)NR?2; -N(R°)N(R°)C(O)OR®; —(CH2)04C(O)R°; —C(S)R®; -
(CH2)04C(O)OR®; —(CH2)0-4C(O)SR®; -(CH2)04C(0)OSiR®3; —(CH2)04OC(O)R®; —OC(0O)(CH2)o4SR-—,

22



—SC(S)SR®; —(CH2)04SC(O)R?; —(CH2)04C(O)NR®;;  —C(S)NR®;;  —C(S)SR®; -(CHa)o-
4OC(O)NR?;; -C(O)N(OR®)R®; —C(O)C(O)R®; -C(O)CH:C(O)R®; —C(NOR®)R®; -(CH2)9—4SSR°; —(CH2)o-
4S(0)2R®; —(CH2)9+S(0)20R°®; —(CH2)9-4+0S(0)2R°; —S(0)2NR°®2; -(CH2)04S(O)R°®; -N(R°)S(0):NR®,; —
N(R®)S(0):R®; -N(OR°)R®; -C(NH)NR®;; —P(0):R°; -P(O)R®2; -OP(O)R®;; —OP(O)(OR®),; —SiR°3; —(C1-
4 HepaseeTBiaCHHBbIH win pa3eeTBICHHBIN ankwiCH)O-N(R®),; win —(Cis HEpas3BEeTBACHHBIH WK
passetBacHHbIH aaKwieH)C(O)O-N(R®),, rae kaxkasiii R® MoxeT ObITh 3aMCIIEH TakK, KaK OMPEACIICHO
HIDKE, U HE3aBHCHUMO MpeacTasisier codout Bogaopoa, Cis amuparuaeckyro rpymomy, —CH,2Ph, —O(CH:)o-
1Ph, -CH;-(5-6-uncHHOE TreTEpPOApUIBHOE KOJBLO) HIH 35-0-WICHHOE HACBHINICHHOE, YAaCTUYHO
HCHACHIIICHHOE WJTH apUIBHOE KOJIbLIO, coaepkatiee 0—4 reTepoaroma, HE3aBUCHUMO BHIOPAHHBIX U3 a30Ta,
KHCJIOPOJA HIH CEPhI, WK, HECMOTPS Ha MPUBEACHHOE BBIIIEC ONPEIACICHHE, 1BA HE3aBUCHUMBIX ciydas R®
BMECTE € HX IPOMEKYTOUYHBIM aroMom(amu) oO0pasyroT 3-12-uneHHOE HACBIMIEHHOE, YACTHYHO
HEHACBHIINICHHOE WJIM apWIbHOE MOHO- WM OHLMKIMYECKOe KONbLO, comepkamee 0-4 rerepoaroma,
HE3aBUCHMO BBIOPAHHBIX M3 a30Ta, KHCIOPOAA WM CEPbI, KOTOPOE MOXKET OBITh 3aMELICHO TaK, Kak
OIIHCAHO HIDKE.

[0059] [Mpuromusie ogHOBAICHTHBIC 3amecTHTeaM y R° (wnmm xombia, oOpa3oBaHHOTO IpH
OOBECAMHCHUH [BYX HE3aBHCHUMBIX CiydaeB R° ¢ HMX NPOMEKYTOUHBIMH aTOMAaMH) HE3ABHCHMO
npeacrassiior coboit ranoreH, —(CH»)o—R®, —(ramorenR®), —(CH»)o—OH, —(CH,)¢—OR®, —(CHy)o—
2CH(OR®),; -O(ramorenR®), —CN, —Ns, —(CH;)¢—C(O)R®, —(CH;)—C(0)OH, —(CH;)i—C(O)OR®, —
(CH2)0—SR®, —(CH2)0—SH, —(CH»)o—NH,, —(CH,);—NHR®, —(CH,)¢—NR®,, -NO,, -SiR®;, -
OSiR?®;, -C(O)SR® —(C,—4 HepaszeTBicHHbIN unu passeTsicHHbIN ankuiaeH)C(O)OR® umm —SSR®, rae
Kaxabli R® SBISETCS HE3AMCLICHHBIM, WK B CIyYac HAJIUYMs MPEILICCTBYIOIIETO TEPMHUHA «TAJOTCH)
SBIIICTCS 3aMCLICHHBIM TOJBKO OJHHMM WM OOJICC aroMaMH TrajioreHa, W He3aBHCUMO BeiOpaH u3 Ci—
¢ amuaruueckort rpymme;, —CH,Ph, —O(CH3)o—1Ph wmu 5-6-41eHHOrO HACHIIEHHOTO, YACTHYIHO
HEHACHILICHHOTO WM apHIBHOTO KOJbLA, coaepxkamero 0—4 retepoatomMa, HE3aBUCHMO BBHIOPAHHBIX H3
a30Ta, KUCIOopoaa Win ceprl. [ [pUroaHrie ABYXBaICHTHBIC 3AMECTHTEIN Y HACBIIICHHOTO aTOMa YIIIEpoaa
B R° Brurouator =0 u =S.

[0060] [TpurogHpic ABYXBAJICHTHEIC 3aMCCTUTEIH Y HACBIICHHOTO aToOMa YIJIePoaa «HEOOA3aTCIBHO
3aMEMEHHON» Ipynmbl BKmowaoT caeayiomue: =0, =S, =NNR";, =NNHC(O)R", =NNHC(O)OR",
=NNHS(0):R", =NR", =NOR", ~O(C(R"2))2-30— umu ~S(C(R"1))2-3S—, ra€ B Ka’KI0M HE3aBHCHMOM CTy4ac
R" BriGpan u3 Boaopoaa, Ci¢ amudaTuaeckoi rpymmbl, KOTOPas MOXKET ObITh 3aMENIEHA TaK, KAK OMHCAHO
HWKE, WA HE3aMEIICHHOTO 35-6-4ICHHOTO HACHIIICHHOTO, YACTHYHO HCHACHIICHHOTO HIIH aAPHIBHOTO
KompLa, coxepxamero (-4 rerepoaroma, HE3aBHCHMO BBIOPAaHHBIX W3 a30Ta, KHCIOPOAA WIH CEPHL.
[NpuroxHbic IBYXBAICHTHBIC 3aMECTUTE/IH, KOTOPBIC CBSI3AHBI C BULIMHAIBHBIMHU 3aMCIIACMBIMH ATOMaMU
VIIEpoaa «HEOOA3aTENBHO 3aMeEIleHHOM» rpymmbl, BkmoyaloT: —O(CR%):-0-, rae B Kakaom
HesaBucuMoM ciydae R* BbiOpan w3 Bogopoaa, Ci-s amudaTHueckol TpyMIbI, KOTOPAas MOKET OBITH
3aMCINCHA TaK, KaK ONUCAHO HIDKE, WIH HE3aMEIICHHOTO S-0-WICHHOTO HACHIIICHHOTO, YACTHYHO
HEHACHILICHHOTO WM apHiIbHOTO Koubla, coaepxamero 0-4 rerepoaroMa, HE3aBHCUMO BBIOPAHHBIX H3

a30Ta, KUCIOPOAa HUIH CCPHI.
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[0061] [Mpuromueie 3amectuTenu B anudarudeckod rpymme R BKIIOWAOT —rajioreH, —
R®, -(ramorenR®), -OH, —OR®, —O(ramoreuR®), —-CN, —-C(O)OH, -C(O)OR®, -NH,, -NHR®, -NR*;
wi -NO,, rae kaxkaeiid R® sBiseTcs He3aMEIECHHBIM WM, B CyYaC HATHYHS [PEALICCTBYIOLIETO TCPMUHA
«TaJoreH» SBICTCS 3aMEINCHHBIM TONBKO OZHMM HIH Oonee aroMaMy TrajorcHa, W HE3aBHCHMO
mpeactasisier cobori  Ciy amudarmueckyro rpymmy, —CH.Ph, —O(CHz)o-iPh wmu 5-6-unennoe
HACBHIIICHHOC, YACTUYHO HEHACHILEHHOC HIM apWiIbHOE KOO, cogepxamee 0-4 rerepoaroma,
HE3aBHCHMO BEIOPAHHBIX U3 a30Ta, KUCIOPOAA UIIH CEPHI.

[0062] [MpuroaHeie 3aMeCcTUTENI y 3aMEIIACMOTO aToMa a30Ta «HEOOS3aTCIBHO 3aMEIICHHOI
rpymmer Bmouaor —Rf, -NR',, ~C(O)R', -C(O)OR', -C(0)C(0)R’, —-C(O)CH,C(O)R', —-S(O):R", -
S(0):NR';, ~C(S)NR';, -C(NH)NRT, umu ~N(RNS(0);R"; rae kaxawiii RT me3aBucumo npeacrasmseT
coboit Bogopoa, Ci-s amudarnaecKyro Tpyminy, KOTopas MOXKET ObITh 3aMEIICHA TAK, KAK OMKCAHO HIDKE,
HesamemeHHsd —OPh wnm HezamemeHHOE 5-6-WICHHOE HACBHIMICHHOE, YACTHYHO HEHACHIIECHHOC WM
apuIbHOE KOJBLO, coacpxkamee 0-4 rerepoatoma, HE3aBHCHMO BBIOPAHHBIX M3 a30Ta, KUCIOPOJA WU
CEpBI, WK, HECMOTPS HA MPHMBEJCHHOE BBINIE OMPEACTECHUE, ABa He3aBUcUMBIX ciydas R Bvecte ¢ mx
NPOMEKYTOYHBIM aToMoM(aMu) OOpasyIOT HE3aMELICHHOE 3-12-4I€HHOE HACHIICHHOE, YACTHYIHO
HCHACHIIICHHOS WM APWIBHOC MOHO- WM OWIMKIMYECKOE KOJNBIO, coaepskamee 0-4 rerepoaroma,
HE3aBUCHMO BHIOPAHHBIX M3 a30Ta, KUCIOPOJA UIIH CEPHI.

[0063] [Mpuroansie 3amectuTeny y amudaruueckol rpynmbl RT He3aBUCHMO TPEACTaBISIOT COGOM
raimores, —R®, —(ranoresR®), —-OH, —OR®, —O(ranorenR®), -CN, —C(O)OH, —-C(O)OR®, -NH,, -NHR®, -
NR?®; umu —NO;, rae xaxasiii R® aBnsercs HE3aMCIICHHBIM WU, B CIYUAC HAIUYMS MPEIIICCTBYIOIETO
TCPMUHA «TAJOTCHY SIBISICTCS 3aMCLICHHBIM TOJBKO OJHUM HITH OO0JICC aTOMAaMH TraJIOTCHA, U HE3aBUCHMO
mpeacrasiusier  coboir  Ci4 amudaruueckyro rpymmy, —CH;Ph, —O(CHz)o-iPh wiu 5-6-uneHHOC
HACBHIIICHHOC, YACTUYHO HCHACHICHHOC MM apWIbHOC KONbLO, coacpxamee 0-4 rerepoaroma,
HC3aBHCHUMO BEIOPAHHBIX U3 a30Ta, KUCIOPOAA HUITH CEPHI.

[0064] B naHHOM KOHTEKCTE TePMHH «(papMALECBTHUCCKH MPHUEMIICMAs COJIb» OTHOCHTCS K TaKHM
COJSIM, KOTOPBIC C MCAMLMHCKOH TOYKH 3PCHUS MPHUTOAHBI A NPUMCHCHHS B KOHTAKTEC C TKAHIMH
OpraHu3Ma YCIOBCKA M HU3LIUX J)KUBOTHEIX 0€3 N30BITOYHON TOKCHIHOCTH, PA3IPAKCHIUS, ATNICPTHICCKUX
peakuuii M T.I, U COOTBETCTBYIOT Pa3yMHOMY COOTHOIICHHIO MOJb3a/puck. PapmaneBTHUcCKu
MPUEMIIEMBIC COTH XOPOIIO M3BECTHBI B JaHHOW obmactu TexHukH. Hanpumep, aBropamu S. M. Berge ef
al. moapoOHO onmcansl (hapManeBTHICCKU PUEMIIEMbIC CONH B yOnukatw J. Pharmaceutical Sciences,
1977, 66, 1-19, BKITIOUCHHO B JAHHBIW JOKYMCHT MOCPCACTBOM CCHUTKH. DapManeBTHHICCKH TPUCMITCMBIC
COMHM COCOWHCHHI MO JAHHOMY H300PETCHHIO BKIIOYAIOT COJH, MOJNYYCHHBIC W3 COOTBETCTBYIOIIHX
HCOPraHWYCCKUX W OPTaHHYECKHX KHCIOT U ocHoBaHuil. [lpumeps! (apmaneBTHYCCKH HPHEMIIEMBIX,
HETOKCHYHBIX COJICH MPUCOCIUHCHUS KHCIOT MPEACTABILIIOT COO0M COMM aMHUHOTPYII, 00Pa30BaHHBIC C
HCOPTaHWMYCCKUMH KHCIOTaMH, TAaKHUMH KaK XJIOPHCTOBOJOPOAHAS KHCIIOTA, OPOMHCTOBOXOPOIHAS
KHcnoTa, pochopHas KUCIOTA, CEPHASA KUCIOTA U IEPXIOPHAS KHCIOTA, WIH C OPraHHYCCKUMHU KHCIOTAMH,
TAKUMH KaK YKCYCHAs KHCJIOTA, IABEJICBAs KHCIOTA, MATCHHOBAS KUCIOTA, BUHHAS KUCIIOTA, TUMOHHASL

KHUCJIOTA, AHTapHad KUCIOTa HWIHW MAJIOHOBad KUCIOTA, WIN € HUCHOJb30BaAHUCM APYIUX CHOCO6OB,
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OPUMCHICMBIX B JAHHOW OOJACTH TCXHHMKH, TAaKHMX Kak HOHHBIA oOmeH. Jlpyrue dapmaueBTHaecKku
OPUEMIICMBIC  COJM  BKJIIOYAIOT  QJWIMATHBIC,  AJbIHHATHBIC, acKOpOaTHBIC,  acCHapTaTHBIC,
OeHzoncynbdoHaTHEIe, OcH30aTHEIC, OucymbdarHele, OoparHble, OyTHpaTHble, KaM(pOpaTHBIC,
kamdopcynbhoHaTHBIC, LIUTPATHBIC, LIHKJIOTICHTAHIIPOTIMOHATHBIC, JIUTTIOKOHATHBIC,
poaeunicynsdartHele,  dTaHCydb(oHaTHEC, (GopMHATHbIE, (yMapaTHbIC, TIIIOKOTCIITOHATHEIC,
riaunepodocdaTHbie, TIIOKOHATHBIC, FeMUCYIb(aTHBIC, TCITAHOATHBIC, TCKCAHOATHBIC, THAPOHOANIHEIC,
2-TUAPOKCHATAHCYIb(OHATHBIC, JAKTOOHOHATHBIC, JIAKTATHBIC, JaypaTHBIC, Jaypuicyib(daTHsIC,
MajaTHbIC, MAJICATHBIC, MAIOHATHBIC, METAHCYIb(OHATHBIC, 2-Ha(TATHHCYTb(OHATHBIC, HUKOTHHATHBIC,
HHUTPATHBIC, OJICATHBIC, OKCAJATHBIC, MAJbMHUTATHBIC, MAMOATHBIC, NECKTHHATHBIC, MEpCynbdarHsie, 3-
¢denumnponuonatHeie, (QocdarHele, NMBaNATHBIC, NPOMHOHATHHIC, CTEAPATHBIC, CYKLUHATHBIC,
cynb(aTHbIC, TAPTPATHBIC, THOLUAHATHBIC, MI-TOJIYOICYIb(OHATHBIC, YHACKAHOATHBIC, BAJICPATHBIC COTH U
T.IL

[0065] Conn, momydeHHBIE W3 NPUTOAHBIX OCHOBAHUM, BKIIOYAIOT COJIM INEJIOYHBIX METALIOB,
MICTOYHO3CMEIbHBIX MeTa/uToB, amMMmoHuss U N'(Cisamkmm)s. WumocTpaTuBHEIC COMM LICTOYHBIX HIIH
IICIOYHO3EMEIPHBIX METAIOB BKIIOYAIOT CONMM HATPHWS, JHTHS, KaIMs, KaabLUS, MArHus M T.IL
HononuutenbHele (HapMALCBTUYECKH TMPUEMIIEMBIC COJMH BKIIIOYAIOT B COOTBETCTBYIOIIUX CIIyYasX
HCTOKCHYHBIC COMH AMMOHHMS, YCTBEPTUYHOTO AMMOHHS M AMHHHBIX KAaTHOHOB, OOPa30BAaHHBIX C
HCIIOJIb30BAHUEM TPOTHBOMOHOB, TAKUX KaK TAJIOTCHHU[, THAPOKCHA, KapOokcunar, cymedart, docdar,
HUTPAT, HU3LINH ATKWICYIb(GOHAT U apuicyab(oHaT.

[0066] Ecnu He ykazaHO HHOE, CTPYKTYPBI, H300PKCHHBIC B JAHHOM JOKYMCHTE, TAKKE BKIFOUAIOT
BCC HM30MCPHBIC (HAMPUMEP, OSHAHTHOMCPHBIC, JAHMACTCPCOMEPHBIC M TCOMCTPUYCCKHC (MU
koH(popMarroHHbIC)) GOpMEI 3TOH CTPYKTYpHI; HampuMep, R u S xoHdurypamun s kaxaoro neHTpa
acumMeTpun, Z u E usomepsr aBoiino# cesazu, u Z u E xondopmaumonnsie n3omepsl. Takum oOpazom, B
00BEM JAHHOTO H300PETCHHS BXOAST OTACIBHBIC CTCPCOXUMHUYCCKUC H30MEPHI, & TAKKE SHAHTHOMCPHBIC,
JUACTCPCOMEPHBIC U TEOMETPUYCCKHE (WK KOH(POPMAIMOHHBIC) CMECH COCAMHCHUH 110 JAHHOMY
nzo0pereHuto. Ecimu He ykazaHo HHOE, TO B 00BEM JAHHOTO H300PETCHHUS BXOAAT BCEC TAYTOMEPHBIC (POPMBI
COCOVHCHHH MO JaHHOMY wu3o0percHHo0. Kpome TOro, eciu HE YKa3aHO HHOE, TO CTPYKTYPBL,
H300pPKCHHBIC B JaHHOM JOKYMCHTEC, TaKKC BKJIOYAIOT COCAMHCHHS, KOTOPBIC OTIHYAIOTCS TOJBKO
HAJIMYHCM OJHOTO HIH OO0JIee HM30TOMHO OOOTALICHHBIX aTOMOB. Hampumep, COCIUHCHHS, MMEIOIINC
MPCICTABICHHBIC CTPYKTYPHI, BKIIFOUAIOIIHC 3aMCHY BOAOPOJA ACHTCPHCM HWIIM TPUTHEM, WU 3aMCHY
yraepoaa oboramennbM PC mmu “C yraepoaom, Takxke BXOAAT B 00bEM JaHHOTO M300peTeHHs. Takue
COCAMHCHHS MPUMCHUMBI, HAIPHUMEP, B KAUYCCTBE AHATUTUYCCKUX HHCTPYMEHTOB, B KQUCCTBS 0OPa3LIOB B
OHMOJOTHYCCKUX aHANN3aX WM B KAYCCTBEC TCPANCBTHUCCKHX AarcHTOB IO JAHHOMY H300peTeHu0. B
HCKOTOPBIX BapHAHTAX peann3anuu R* B Mpeai0:KeHHOM COCAMHCHUH COACPKUT OJMH HIH O0JICe aTOMOB
Jeurepus.

[0067] CoeauHCHHE TIO AAHHOMY H300PSTCHHIO MOXKET OBITh CBS3aHO C OOHAPYKHUBACMBIM
¢dparmenTom. CiaeayeT MOHAMATh, YTO TAKHE COCAWHCHHS MPUTOIHBI B KAUYCCTBE arCHTOB BU3YATH3ALINH.

CrneupanucraM B AaHHOW OONACTH TEXHHKH MOHITHO, YTO OOHApPYKUBAacMbIM (parMEHT MOXKET ObITh
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OPUCOCAMHCH K MPCAIOKCHHOMY COCAMHCHHIO YCPE3 COOTBETCTBYIOLIMH 3aMECTHTE/Ib. B JaHHOM
KOHTCKCTC TEPMHUH «COOTBETCTBYIOLIMH 3aMCCTHTEIIBY) OTHOCHUTCS K (PparMeHTy, KOTOPBIH MOXKET
KOBAJICHTHO MPHCOCAMHSITECS K OOHapy:kuBacMoMmy ¢parmeHTy. Takue ¢pparMeHTHI XOPOIIO H3BECTHBI
CICLMATACTaM B [JAHHOH OONACTH TEXHMKH M BKIIOYAIOT TPYIIBL, COJACPIKAINHE, HAIPHUMED,
KapOOKCHIATHEIN (pparMeHT, aMUHO-(ppParMeHT, THOIBHBIA (PArMEHT WK TUAPOKCUIBHBIA (pparMeHt, u
3TO JHUIIb HEKOTOPBIC U3 HUX. CleayeT MOHUMATh, YTO TAKUE (PPArMEHTH MOTYT OBITh MPHCOCAMHCHBI K
NPEIIOKCHHOMY COSAMHCHHIO HANPSMYIO HUIH YEPE3 CBS3BIBAIOINYIO IPYIINY, TAKYIO KaK JBYXBAJICHTHASL
HACBILICHHASI WJIM HCHACHILICHHAS VIJICBOJOPOJHAS LeTb. B HEKOTOPHIX BapHaHTAX PEATHU3ALUHN TAKUC
(parMeHTBl MOTYT OBITh MIPUCOCAUHEHBI C MOMOIIBIO KIUK-XUMUH. B HEKOTOPBIX BapHaHTaX peaaH3aLuu
Takue (HparMeHTH MOTYT OBITh MPUCOCIUHCHBI TIOCPESACTBOM |,3-LMKIONPUCOCANHEHHUS a31Aa K JIKHHY,
HEOOs3aTEIbHO B MPUCYTCTBHM MEIHOTO Karaiauzatopa. CrocoOsl MPUMEHEHHUS KITUK-XHMUH H3BECTHBI B
JAHHOH 00JaCTH TEXHHKHU U BKITIOYAIOT CIOCOOBI, OMMCaHHbIC B myOnukawsix Rostovtsev ef al., Angew.
Chem. Int. Ed. 2002, 41, 2596-99 u Sun ef al., Bioconjugate Chem., 2006, 17, 52-57.

[0068] B  ngaHHOM  KOHTEKCTE  TEPMHMH  «OOHApY)KHMBacMbIH  (parMeHT»  HCIOJIB30BAH
B3AMMO3AMEHACMO C TCPMHHOM «METKQ» M OTHOCHTCS K JIIOOOMY (pparMeHTy, KOTOPBIH MOXKET OBITH
OOHApY’KCH, HANPUMEP, K MEPBHYHBIM METKAM M BTOPHYHBIM MeTKaM. [IepBHUHBIC METKH, TakHe Kak
paguounsoronsl (Hampumep, tputui 2P, ¥P, ¥S wm “C), macc-MeTkun u (IyOpeCLEHTHBIE METKH,
HPEICTABISIOT COOOHM PENOPTEPHBIC TPYIIIBI, TCHEPUPYIOIIUE CUTHAJI, KOTOPBIC MOTY OBIT OOHAPYKCHBI
63 nononHUTENbHBIX Moandukanui. OGHapykuBacMbIe (PparMEeHTHI TAKXKE BKIIOYAIOT TIOMHHECLICHTHBIC
1 GocdhOpeCLCHTHBIC TPYIIIEL.

[0069] TepMuH «BTOpHUYHAS METKA» B JAHHOM KOHTCKCTC OTHOCHTCS K (hparMeHTaM, TakuUM Kak
OMOTHH W Pa3UYHBIC OCIKOBBIC AHTHUICHBI, KOTOPBIC TPCOYIOT HAIMYHS BTOPOTO MPOMEXKYTOUHOTO
COCAMHCHHS [Tl CO3MaHMsi OOHAPYKMBACMOTO CHUTHAJIA. BTOPHYHOEC MPOMEKYTOYHOS COCAMHCHUC IS
OMOTHHA MOKCT BKJIIOYATh KOHBIOTATHl CTPENTaBUAWH-GEPMEHT. JIJIsl aHTHICHHBIX MCTOK BTOPHUYHBIC
NPOMEIKYTOYHBIC COCAMHCHHS MOTYT BKIIOYATh KOHBIOraTtel —aHTuresno-pepmeHt. Hexoropsie
(IIYOPECLCHTHBIC TPYIIBI JCHCTBYIOT KAaK BTOPHYHBIC MCTKH OJarofaps TOMY, YTO OHH IICPCHOCST
SHEPTHI0 HA JPYIYI0 TPYONYy B MPOLECCE HEH3NYYAIOMIEr0 PE30HAHCHOTO IMEPEHOCAa JSHEPTUU
¢dnyopecuenuun (FRET), u Takas BTopas rpymnma co3gact 0OHapyKHUBACMBIN CHIHAI.

[0070] TepMunbl «(IyopeclicHTHAs METKa», «(PIYOPECUCHTHHIH Kpacureabp»y Hu «payopodop» B
JAHHOM KOHTCKCTEC OTHOCSTCS K (pparMEeHTaM, KOTOPHIC MOTJIOMIAIOT SHCPTUIO CBETA MPU OMPEACICHHON
JUTHHE BOJIHBI BO30YKICHUSI M HCIIYCKAIOT CBCTOBYIO SHCPTHUIO MPH APYroil AnuHE BONHBL [Ipumepst
(hTyOpEeCLCHTHRIX METOK BKIIOUAIOT, HO HE orpanuyusarorcs umu: kpacurenu Alexa Fluor (Alexa Fluor
350, Alexa Fluor 488, Alexa Fluor 532, Alexa Fluor 546, Alexa Fluor 568, Alexa Fluor 594, Alexa Fluor
633, Alexa Fluor 660 u Alexa Fluor 680), AMCA, AMCA-S, xpacureniu BODIPY (BODIPY FL, BODIPY
R6G, BODIPY TMR, BODIPY TR, BODIPY 530/550, BODIPY 558/568, BODIPY 564/570, BODIPY
576/589, BODIPY 581/591, BODIPY 630/650, BODIPY 650/665), xap6okcupomamus 6G, kapOokcu-X-
pozamuH (ROX), Cascade cunmii, Cascade »xentoiif, kymapus 343, mpannHoBeie kpacutend (Cy3, CyS,

Cy3.5, Cy5.5), Dansyl, Dapoxyl, auankunamuHokyMapuH, 4'.5'-auxmop-2',7'-qumetokcudayopecuen,
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DM-NEREF, »03uH, sputpozus, dpayopecuent, FAM, ruapokcukymapus, kpacurenu IRDyes (IRD40, IRD
700, IRD 800), JOE, nuccamun pomamud B, Marina cunmii, MeTokcukyMapus, Hadrodayopecuens,
Oregon 3zencubiii 488, Oregon zenensiii 500, Oregon zencusiii 514, Pacific cunumii, PyMPO, nupen,
pogamun B, pomamuu 6G, pogamuH 3¢ieHeid, poaamuH kpacHeii, Rhodol 3emewsrit, 2'4'5'7'-
TeTpabpomcynbdon-payopecuens, tetpameTmipogamuH  (TMR),  kapOokcuTeTpaMeTHIpOIaMUH
(TAMRA), Texas kpachsrit, Texas kpachbiii X.

[0071] TepMuH «Macc-MeTKa» B JAHHOM KOHTCKCTE OTHOCHTCS K TIOOOMY (parMeHTy, KOTOPBIH
MOXKET OBITh VHHKaJIbHO OOHAPYXKEH IO €ro Macce ¢ MOMOIpI Macc-crektpomerpuueckux (MC)
TeXHOJOTMH OoOHapyxkeHus. Ilpumepsl Macc-METOK BKIIIOYAIOT METKH BBICBOOOXKICHHS 3JIEKTpodopa,
TaKue Kak N-[3-[4’-[ (m-meTokcuTe TpadTopbeH3m)okcH |pennn|-3-
ME THITTTULIEC POHI | I30HUIICKOTHHOBAS KHUCJIOTAa, 4°-|2,3,5,6-terpadTop-4-
(nmenradTopdenokcun) | MeTnnaneTodpeHoOH u uUX npousBogHble. CHHTE3 M NMPUMEHHMOCTh YKA3aHHBIX
macc-MeTok ommcanbl B marcHtax CIIA 4650750, 4709016, 53608191, 5516931, 5602273, 5604104,
5610020 u 5650270. Ipyrue npuMepsl MacC-METOK BKIIIOYAIOT, HO HE OTPAHIMYUBAIOTCS UMH, HYKJICOTHABI,
JUIC30KCUHYKJICOTUABI, OJUTOHYKICOTUABl PA3TMYHON JIMHBI U COCTaBa OCHOBAHHUH, OJIUTOIICHITHIBL,
OJIUTOCaXapyuasl WU APYTHE CHHTCTHUYCCKHME IOIMMEPHI Pa3IMYHON JUIMHBI U COCTaBa MOHOMEpoB. B
Ka4eCTBE MAacC-METOK TaKK€ MOJKHO HCIIOJIB30BATh INHPOKUH pSA OPraHHYECKUX MOJEKYN, Kak
HECHUTPATBHBIX, TAK U 3aPSDKCHHBIX (OHOMOJICKYIIBI WIIH CHHTETUYCCKUE COCIUHCHHS) C COOTBETCTBYIOIINM
muanazonoM mace (100-2000 ganeroH).

[0072] [NonumenTuasl  ONMyXOJICACCOLMUPOBAHHBIX ~AHTHICHOB KJICTOYHOW IOBCPXHOCTH, T.C.
omyxojeaccouuuposannsie aHTUICHbl (TAA), KOTOpBIE 00GCCIICUNBAIOT BO3MOXKHOCTD CIICLU(PHICCKOTO
HAIPaBJICHHOTO BO3ACHCTBHS HA PAKOBBIC KICTKU ISl UX ACCTPYKLHH, IICPCIUCICHBI HIKE.

[0073] TAA sxmouator, Ho He orpanuuuBatorcs umu: 5ST4, AOC3, ALK, AXL, C242, CA-125,
CCL11, CCR 5, CD2, CD3, CD4, CD5, CD15, CA15-3, CD18, CD19, CA19-9, CD20, CD22, CD23,
CD25, CD28, CD30, CD31, CD33, CD37, CD38, CD40, CD41, CD44, CD44 v6, CD51, CD52, CD34,
CD56, CD62E, CD62P, CD62L, CD70, CD74, CD79-B, CD80, CD125, CD138, CD141, CD147, CD152,
CD154, CD326, CEA, CTLA-4, CXCR2, EGFR, ErbB2, ErbB3, EpCAM, EphA2, EphB2, EphB4, FGFR
(r.e. FGFR1, FGFR2, FGFR3, FGFR4), FLT3, ponarusiii penentop, FAP, GD2, GD3, GPNMB, HGF,
HER2, ICAM, peuenrop IGF-1, VEGFR1, TRPV1, CFTR, gpNMB, CA9, Cripto, ¢-KIT, ¢c-MET, ACE,
APP, agpeneprudeckuii peuenrop-oera 2, knayaus 3, me3orenun, MUCI, RON, ROR1, PD-L1, PD-L2,
B7-H3, B7-B4, peuentop IL-2, peuenrop IL-4, penentop IL-13, unTerprns! (BKIrOUas HHTCIPHHBI Cl4,
o3, o Ps, o Ps, cuPa, P, P, asPi, asPa, omPs), IFN-a, IFN-y, IgE, peuenrop IGF-1, IL-1, IL-12, IL-
23, IL-13, IL-22, IL-4, IL-5, IL-6, peuenrop unrepdepona, ITGB2 (CD18), LFA-1 (CD11a), L-cenckrun
(CD62L), myuun, MUCI, muoctatun, NCA-90, NGF, PDGFRa, dpocharuaunceprs, KISTKH KAPIIUHHOMBI
MpeACTATEeIbHOH Jkene3bl, criermduuecknii MeMOpanHbiii antureH npocratel (PSMA), RANKL, pesyc-
daxtop, SLAMF7, chunrozun-1-pocdar, TAG-72, T-knerounsiii peuentop, reHacuus C, TGF-1, TGF-
B2, TGFB, TNF-a, TRAIL-R1, TRAIL-R2, onyxonesriti anturen CTAA16.88, VEGFA, VEGFR2,
BUMCHTHH U T.II.
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[0074] B HexoToprIX BapHaHTaxX peanu3aliy ONyXOJICaCCOLMUPOBAHHBIC AHTHICHBI MPEICTABIISIOT
co0O0¥ WK COACPIKAT YIICBOAbl. B HEKOTOPBIX BapuaHTax peanusanun npeanokeHusie TBT nanpasicHHO
BO3ACHCTBYIOT Ha ykasaHHbic TAA. B HEKOTOpBIX BapHaHTax peain3aliH YIVICBOA SIBIICTCS YacThIO
[JIMKOMPOTEHHA. B HEKOTOPBIX BapHaHTaxX peaau3aliy YIJICBOA SIBISCTCS 4YacTeio riamkomunuaa. C
aOeppaHTHBIM TJIMKO3WIMPOBAHHUEM CBSI3aHBl MHOTHE MATOJOTHYCCKHE COCTOSIHUS, PAcCTPOMCTBA U
3a00/ICBaHMUS, HATPHMED, Pa3audHbBIC TUMBI paka. OnyXoreacCOLUHPOBAHHBIC YIVICBOAHBIC AHTUTCHBI
(TACA) Briro4arOT W/WIH CBS3aHBI ¢ U3MCHCHHOHM JKCIPECCHCH CHAIOBOM KHUCIIOTHI, ¢ H3MCHCHHOM
SKCTIPECCHEH YTICBOAHOTO aHTUT¢HA JIpronca, ¢ M3MEHCHHOU 3KCcnpeccueii ranrmosnaa u T.4. TBT mo
JAHHOMY HW300PETCHHIO MOTYT HAIPABICHHO BO3AcHCTBOBaTh Ha MHOrue Tumbl TACA, Brmrouas
ONMCAHHBIC B AAHHOW obmactu TexHukH, Hampumep, B nyomukammu Chua and Durrant, Monoclonal
Antibodies Against Tumour-Associated Carbohydrate Antigens, Carbohydrate Mahmut Caliskan,
IntechOpen, DOIL: 10.5772/66996.

[0075] Kpome toro, TBT moryr npeacraBisate codo BeicOkOa((UHHBIN CBA3BIBAIOINNKN (PPAarMEHT
JUTSL OTHOTO WITH OOJIEe OMyXO0ICaCCOLMHUPOBAHHBIX AHTUTCHOB WIIH PELICHITOPOB KICTOYHOMH MOBEPXHOCTH,
BeIOpanHbIX U3 (1)-(36):

[0076] (1) BMPRIB (peuentop xoctHoro mopdorenernueckoro 6enaka tuna IB, Homep moctyma
Genbank NM_001203);

[0077] (2) E16 (LAT1, SLC7AS, Homep aoctyna Genbank NM_003486);

[0078] (3) STEAP1 (wecToii TpaHCMEMOPAHHBIH SMTUTEIHATBHBIA AHTUTCH IPOCTATHI, HOMEP AOCTYIIA
Genbank NM_012449);

[0079] (4) 0772P (CA125, MUCI16, Homep noctyna Genbank AF361486);

[0080] (5) MPF (MPF, MSLN, SMR, ¢dakrop CTUMYISILHAHA MErakapHOLMTOB, ME30TCIUH, HOMED
noctyma Genbank NM_005823);

[0081] (6) Napi3b (NAPI-3B, NPTIIb, SLC34A2, cemeicTBO HOCUTEICH PACTBOPCHHBIX BEINECTB 34
(dochar Harpus), 2 uneH, HaTpuii-3aBucuMBIA (docdaTHbiii Tpancnoptep 3b tuma II, Homep moctyma
Genbank NM_006424);

[0082] (7) Sema 5b (FLJ10372, KIAA1445, Mm 42015, SEMA5B, SEMAG, cemadopun 5b Hlog,
JOMEH sema, U3 CEMH TPOMOOCTIOHANHOBHBIX NOBTOPOB (THmna | u mogoGHeIX Tuny 1), TpancMeMOpaHHBIH
goMeH (TM) u kopoTkuii muTOmIazMaTHdeckuil aomeH, (cemadopun) 5B, Homep mocryma Genbank
AB040878);

[0083] (8) PSCA hlg (2700050C12Rik, C530008016Rik, xkIHK RIKEN 2700050C12, ren xk/IHK
RIKEN 2700050C12, Homep moctyna Genbank AY358628);

[0084] (9) ETBR (peuenrop suaotennna tumna B, Homep noctyna Genbank AY275463);

[0085] (10) MSG783 (RNF124, rumorermueckuii Oenoxk FLJ20315, momep moctyma Genbank
NM_017763);

[0086] (11) STEAP2 (HGNC 8639, IPCA-1, PCANAPI, STAMPL STEAP2, STMP,
ACCOLMHMPOBAHHBIM C PAKOM MPOCTATHl T€H |, acCOLMUPOBAHHBIN C PakOM MPOCTaTh Oelok 1, mectoi

TPaHCMEMOpPaHHBIH 3MUTCIHATBHBINA AaHTHICH MPOCTATH 2, IMIECTONW TPAHCMEMOPaHHBIA OEIOK MPOCTATHI,
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Homep pocryma Genbank AF455138);

[0087] (12) TrpM4 (BR22450, FLJ20041, TRPM4, TRPM4B, katuoHHBIH KaHAT TPaH3UTOPHOTO
PELENTOPHOro NOTeHIHANA, moaceMeicTBo M, 4 uneH, HoMep aoctyna Genbank NM_017636);

[0088] (13) CRIPTO (CR, CR1, CRGF, CRIPTO, TDGF1, ¢akrop pocra, monyucHHBIH U3
kapimHOMEL, HoMep poctyma Genbank NP 003203 wmn NM_003212);

[0089] (14) CD21 (CR2 (peuenrop kommmuiementa 2) win C3DR (C3d/peuenrop Bupyca dmiuteiina-
Bappa) wnu Hs. 73792, Homep aoctyna Genbank M26004);

[0090] (15) CD79b (CD79B, CD79. 6eta., IGb (mmMmyHOrnoOyIMH-aCCOUMPOBaHHbIH, OeTta), B29,
Homep poctyma Genbank NM_000626);

[0091] (16) FcRH2 (IFGP4, IRTA4, SPAP1A (nomen SH2, coaeprkamuii sskopHbIH 610K pocdaraser
la), SPAP1B, SPAP1C, nomep aocryna Genbank NM_030764);

[0092] (17) HER2 (momep moctyma Genbank M1730);

[0093] (18) NCA (momep poctyma Genbank M18728);

[0094] (19) MDP (nomep pocrynma Genbank BC017023);

[0095] (20) IL20Ra (Homep moctyma Genbank AF184971);

[0096] (21) Bpesuxkan (Homep moctyna Genbank AF229053;

[0097] (22) EphB2R (somep moctyna Genbank NM_004442);

[0098] (23) ASLG659 (Homep mocryma Genbank AX092328);

[0099] (24) PSCA (momep poctyma Genbank AJ297436);

[00100] (25) GEDA (somep mocryma Genbank AY260763;

[00101] (26) BAFF-R (peuenrop ¢akropa akrtuBaumu B-kiaerok, peuenrop BLyS 3, BR3,
NP _443177.1);

[00102] (27) CD22 (B-knetounsrii perernrrop CD22, uzodopma B, NP_001762.1);

[00103] (28) CD79a (CD79A, CD79-ambda), HUMMYHOTTIOOYIMH-aCCOLMUPOBAHHBIN  anbda,
creimuuHblii K B-kmetkam Oeok, KOTOPBIH KOBaJCHTHO B3aumonekcTByeT ¢ Ig Oera (CD79B) u
o0pa3yeT KOMIUIEKC Ha MOBEPXHOCTH € MoJiekydamu Ig M, mepegact cHrHaji, yYacTBYIOLIMH B
muddepenuuposke B-kineTok), Homep gocryma Genbank NP_001774.1);

[00104] (29) CXCRS (peuernrrop 1 mumdomsr bepkurra, peuenrop, cs3anHblii ¢ 6enkom G, KOTOPBIi
aktusupyeTcs xeMoknHoM CXCL13, yuacTByeT B MUrpaniiy TUM(OLMTOB H I'YMOPATbHON 3alIHUTE, HIPAcT
ponp B mHpekuun BUY-2 u BozmoxHo B passutun CIIW/la, nuvdombl, MHETOMBI B JICHKO3a, HOMEP
noctyma Genbank NP_001707.1);

[0010S] (30) HLA-DOB (6era-cyonsenaunuma monekyas 11 kmacca MHC (amturen la), xoropas
CBS3BIBACT MENTHAB! U ocTaBmaeT uxX B T-mumbonuter CD4+, Homep gocryna Genbank NP_002111.1);
[00106] (31) P2X5 (nuraHa-yrmpaBiaseMbli HOHHBIH KaHAT 5 MypHHEPruveckoro peuenrtopa P2X,
HWOHHBIN KaHaj, ynpasisieMblil BHEKIeTOUHOW AT®, MOXKET y4acTBOBATh B CHHANTHICCKOH TPAHCMHUCCHH
U HEUpOreHese, AehUuUT MOXKET CnoCcOOCTBOBATh MATO(U3UOIOTHN HIUOMATHICCKON HECTAOMIBHOCTH

aeTpysopa, Homep nocryma Genbank NP 002552 .2);
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[00107] (32) CD72 (auturenr auddepenunposku B-knetok CD72, Lyb-2, Homep noctyma Genbank
NP _001773.1);

[00108] (33) LY64 (aumbormrapusiii anturen 64 (RP105), memOpannsiii Oenok I tina cemeiictsa ¢
BBICOKHM CoAcpkaHueM JeiimHOBEIX noBTOpoB (LRR), perymupyer aktuBaimio u anonro3 B-kmeTok,
noTepst PYHKIMHU CBA3aHA C OBBIIICHHOW aKTHBHOCTBIO 3200/ ICBaHMS Y MALIMCHTOB C CHCTEMHOM KPacHOH
BoyTgaHkom, HoMep goctyna Genbank NP_005573.1);

[00109] (34) FcRH1 (peuernrrop-rionobusiii 6emoxk Fc 1, mpeamomaraemerii perenrop k goMeHy Fc
HMMYHOTTI00YIMHA, KOTOPBIH coaepkuT Ig-moao6ueiii nomeH tuna C2 u momeH ITAM, moxeT urpatsb
ponb B auddepennupopke B-knetok, Homep noctyna Genbank NP 443170.1);

[00110] (35) IRTA2 (peuenTop HUMMYHOIJIOOYJIMHOBOTO CYHEPCEMEHCTBA, ACCOLMHMPOBAHHBIN C
TPaHCIOKALKCH 2, IPEeAONaracMplii IMMYHOPELICIITOP ¢ BO3MOXKHBIM YIaCTHEM B Pa3BUTHH B-k1eTok U B
ouMmdomMareHese; pasperyisauus reHa BCICACTBHC TPAHCIOKALMH MPOHCXOAWUT IPH HEKOTOpHIX B-
KJICTOYHBIX 37I0KaYEeCTBECHHBIX 3a00neBanmsIx, Homep poctyna Genbank NP 112571.1); n

[00111] (36) TENB2 (npeamonaracMsiii TpaHCMEMOPAHHBIN [IPOTECOTIHKAH, CBI3AHHBIH C CEMEHCTBOM

daxrtopos pocra EGF/reperynuna u poamucratina, Homep goctyma Genbank AF 179274,

3. Onucanue uiiloCMpamugHbIx 6apUanmos peaiu3ayuu:
[00112] B HExOTOpHIX BapHaHTAX PEATH3ALNH JAHHOTO H300PETECHHS MPEAIOKCHO COCAUHCHHC

dopmyner I;

WM ero (hapMaLCBTHUICCKH MPUEMIIEMAst COJTb, TC!
ABT mpeacrasiseT coO0M aHTUTEIOCBA3BIBAIOIIHH (PParMeHT,
L mpeacrasasiet coboit AByXBaICHTHBIN TUHKEPHBIH (pparment, coequnsomuii ABT u TBT; u
TBT npeacrasiaseT coO0 MUIIICHb-CBS3BIBAOIIHH (DparMeHT.
[00113] B HexoTOpHIX BapHAHTAX PCATH3ALNH JAHHOTO H30OPETCHMS MPEII0KEHO COCTHHCHUC
dopmyast I-a wau ero conb. B HEKOTOPBIX BapHaHTaX PeaNU3aMi JAHHOTO H300PSTCHHS TIPS IIOKCHO
coeauucHue opmyiist I-b unu ero comp.
[00114] B HexoTOpHIX BapHAHTAX PCATH3ALNH JAHHOTO H30OPESTCHMS MPEII0KEHO COCTHHCHUC
¢dopmymner 11,
WM ero (hapMaLeBTUICCKH MPUEMIIEMAst COJTb, TC:
xax e R!, R u R® He3aBHCHMO NpeACTaBasIET OO0 BOAOPO HIIH HEOOA3aTENBHO 3aMEIIEHHY O TPYIIITY,
BoiOpannyio u3 Cie amudaruueckoil rpymmsl, 3-8-4ICHHOTO HACHILCHHOTO WM YaCTHIHO
HCHACHIIIICHHOTO MOHOLMK/IHYCCKOTO KApOOLMKINYSCKOro Kojbla, ¢eHmna, 8-10-wieHHOrO

OUIMKJIMICCKOTO apPOMATHICCKOTO KAPOOLUKINICCKOTO KOJIbLA, 4-8-4ICHHOTO HACHIIIEHHOTO HJIH
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YACTHYHO HCHACHIICHHOTO MOHOLMKIMYCCKOrO TeTCPOLIMKINICCKOrO KOMbIA, coaepxamero 1-2
reTepoaToMa, HE3aBHCHMO BBHIOPAHHBIX M3 a30Ta, KHCJIOPOAA WIA CEPBI, S-O-4JICHHOTO
MOHOLIMKJIHYCCKOTO TETEPOAPOMATHICCKOTO KOJIBbIA, CoAeprkaiuero 1-4 rerepoaroMa, HE3aBUCHMO
BBIOPaHHBIX M3 a30Ta, KHCIOpoAa Wik cepsl, Wik §-10-uneHHOrO OHIMKIMYECKOTO
reTCPOAPOMATHICCKOTO KOJIbLIA, COACPIKAIICTO 1-5 reTepoaroMoB, HE3aBHCUMO BBIOPAHHBIX W3
a30Ta, KUCIOPOJA UK CEPBI; HIH:

R' u R" BMecTe ¢ MX MPOMEXkKYTOYHBIM aTOMOM YTIEPOAa HEOO3aTenbHO 0Opasylor 3-8-
WICHHOC  HACBIIICHHOC  WIM  YaCTHYHO  HCHACBICHHOEC  CIHUPOLUKIHYCCKOC
KapOOLMKIMIECCKOS KOABLO MIIH 4-8-4JICHHOC HACHIIICHHOS WIH YaCTHIHO HEHACHIICHHOES
CIUPOLMKINYECKOS TETCPOLMKINYCCKOS KOJBLO, coiaepkamee 1-2  rerepoaroma,
HE3aBUCHMO BBIOPAHHBIX M3 230Ta, KUCIOPOA HUITH CEPHI;

R* u R* BMecTe ¢ MX MPOMEKYTOUHBIM aTOMOM YIJIEPOJa HEOOs3aTeabHO 00pasyroT 3-8-
WICHHOC  HACHIMICHHOC  WJIM  YaCTHYHO  HCHACHIIICHHOC  CIHMPOLMKIMYCCKOE
KapOOLMKIMICCKOE KOIBLO WIH 4-8-4ICHHOC HACBHIICHHOC WM YaCTUYHO HEHACBHILIICHHOC
CIMPOLIMKIMYICCKOS TeTCPOLMKINYCCKOE KONIBIO, coaepxkamee 1-2  rerepoaroma,
HE3aBUCHMO BBIOPAHHBIX U3 A30Ta, KUCIOPOJA WM CEPBI;

rpynma R® u rpymma R®, npucoequMHEHHBIE K OZHOMY aToOMy YIJIEPOAY, BMECTE € HX
HMPOMEIKYTOYHBIM aTOMOM YIJIEpoJga HEOoOA3aTEIbHO 00pa3yroT 3-8-4JICHHOE HACBHIIICHHOS
WJIM YaCTHYHO HCHACBHIIICHHOC CHHPOLMKIMICCKOS KAPOOLHMKINICCKOS KONbIO Wid 4-8-
YICHHOC  HACHIMICHHOC  WJIM  YaCTHYHO  HCHACHIIICHHOC  CIHMPOLIMKIHYCCKOC
TCTCPOLIMKINICCKOE KOJIBLO, coAcprKammee 1-2 rerepoaroma, HE3aBHCHMO BBIOPAHHBIX W3
a30Ta, KUCJIOPOJa UK CEPBI; HITH

aBe Tpymmbl R° BMECTE ¢ TPOMEXKYTOUHBIMH aTOMaMH Heobs3aTebHO 06pasyor Cii
JIBYXBAJICHTHYIO HEPA3BETBICHHYIO WM PA3BETBICHHYIO, HACBIIICHHYO UIH HEHACBHIIEHHYIO
VIJICBOJOPOJHYIO LCITb, MPpUIeM |-3 METHICHOBBIX 3BCHA YKA3aHHOW LICITH HE3aBUCHMO U
HeoOs3areapHO 3ameHeHbl HA —S—, —SS—, -N(R)-, -0—, —-C(0)-, —-0C(0)-, -C(0)0-, -
C(ON(R)-, -N(R)C(0)—, —-S(0)~, -S(0)»~ umu -Cy'-, u xaxasii —Cy'- He3aBHCHMO
MPEACTABISICT COOOH 5-O-uncHHBIN reTepoapwicHua ¢ 1-4 reTepoaromMaMu, HE3ABHCHMO
BRIOPAHHBIMH U3 a30Ta, KACIOPOAA HIH CEPBI;

xkaxaeii RY, R3 u R Hezapucumo npeacTasaseT co6oit Bogopoa win Ci.3 amudaTHIecKyro TPyIy;
kaxapi R2, R* u R® HesaBucnmo npeacrapaseT coboii Bogopoa wimu Ciy anmndaTHiecKyro rpymy, Win:

R? u R!' BMecTe ¢ MX MPOMEXKYTOUHBIMH ATOMAMH HEOOS3ATCIIBHO 00pasyroT 4-8-ujicHHOE
HACBILICHHOC MITA YACTUYHO HCHACHIIICHHOS MOHOLIMKIMICCKOE TCTCPOLIMKIMICCKOE KOJIBIIO,
cozepxamee 1-2 rerepoaToma, HE3aBHCUMO BBIOPAHHBIX U3 a30Ta, KUCIOPOAA HIIH CEPBI;

R* u R BMecTe ¢ MX MPOMEXKYTOUHBIMH ATOMAaMH HEOOS3ATCIIBHO 00pasyroT 4-8-ujicHHOE
HACBILICHHOC MJTH YACTUYHO HCHACHIIICHHOS MOHOLIMKIMICCKOE TETCPOLIMKIMICCKOE KOJIBIIO,
coaepxamee 1-2 rerepoaroma, HE3aBHCHMO BEIOPAHHBIX U3 a30Ta, KUCIOPOIA UITH CEPBI; UITH

rpynma R® u ee cmexnas rpynmna R BMECTE ¢ MX MPOMEKYTOUHBIMH ATOMAMHU HEOOS3aTEbHO
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obpasyror 4-8-4ICHHOC HACHIICHHOS WM YAaCTHYHO HCHACHIIICHHOS MOHOIUKIMYCCKOS
TETCPOLIMKIMYECKOE KONBIO, coAacpxamee 1-2 rerepoaroma, HE3aBHCHMO BEIOPAaHHBIX U3
a30Ta, KUCIOPOJA HUIIU CEPHI;

L' nmpeacraBnser  coGOM  TPEXBANECHTHBIM  JIHMHKEPHBIM  (DParMEHT,  KOTOPBIM  CBS3BIBACT

- - p2
R6 RS R® T O
\N /N
L
o) Ol R'R"
O °) Ry

L

H 5
L* npeacraBaser coO0M KoBalCHTHYKO CBsi3b Wik Ciio JABYXBQJICHTHYK HCPA3BCTBICHHYKO WM
Pa3BETBICHHYIO, HACBHIIICHHYIO WJIM HCHACHIICHHYIO YIVICBOAOPOAHYIO Lemb, mnpuuem 1-3

MCTHJICHOBBIX 3BCHBCB YKa3aHHOH 1ienu HeobOs3arenpHo 3aMeHeHbl Ha —S—, —-N(R)—, —O—, —C(0)-,

z{“oﬁké‘

-0C(0)-, —C(0)0-, -C(O)N(R)-, -NR)C(O)-, -S(O0)-, -S(O)r-, ,

% OV]L; zJM S

, umn —Cy'~, rae xaxapii —Cy'~ HE3aBHCHMO MPEACTABIACT
cOOOM 5-6-uIeHHBIH reTepoapricHt ¢ 1-4 retepoaToMaMu, HE3aBUCHMO BEIOPAHHBIMH H3 a30Ta,
KHCJIOPOJa WITH CEPBI;

TBT mpeacrasnser co00i MHIICHb-CBS3BIBAIOIIHN (PPArMEHT; U
KQKIBIF M U n He3aBUCUMO paseH 1, 2, 3,4, 5, 6,7, 8,9 wmm 10.

[00115] B HexoTOphIX BapHAHTAX PCATH3ALNH JAHHOTO H30OPETCHHMS MPEII0KEHO COCTHHCHUC

RS R” R”
9 \N L3
R O
0

I

dopmymner 1

WM ero (hapMaLeBTHICCKH MPUEMIIEMAst COMIb, TAE:
kaKAbH R’ He3aBHCHMMO TpeaCTaBIAET COOOM BOJOPOA WIM HEOOS3ATEIBPHO 3aMCIICHHYIO TPYIIY,

BeiOpanHyl0 u3 Cis amubarnyeckodl Tpymmbl, 3-8-WICHHOTO HACHINECHHOTO HIH YAaCTHYHO
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HCHACBHIIIICHHOTO MOHOLMK/IHYCCKOTO KApOOLMKINYSCKOro Kojbla, ¢GeHuna, 8-10-wieHHOrO
OHUUKIMYECKOTO apOMATHICCKOTO KapOOIMKINIECKOTO KOIbIA, 4-8-1ICHHOTO HACBIICHHOTO HITH
YACTUYHO HEHACHIIICHHOTO MOHOLIMKIHYECKOTO TETCPOLMKIMYCCKOTO KObLA, coaepxKamero 1-2
reTepoaToMa, HE3aBUCHUMO BBIODAHHBIX W3 a30Ta, KHUCIOPOJA WIH CEPbl, S-O6-UICHHOTO
MOHOLMKIHYECKOTO TETEPOAPOMATHICCKOTO KOJbIIA, coAepkamero 1-4 rerepoaroMa, HE3aBUCHMO
BBIOPaHHBIX M3 a30Ta, KHCIOpoAa Wik cepsl, Wik §-10-uneHHOrO OHUMKIMYECKOTO
reTePOapoOMaTHYECKOrO KOJbIA, COACpIKamero 1-5 retepoatoMoB, HE3aBUCHMO BBIOPAHHBIX H3

a30Ta, KUCIOPOAA WU CEPhI; WIH:
rpynna R7 u rpynma R7, mpucoeIMHEHHBIE K OZHOMY aTOMy YIIEPOAY, BMECTE € HX
MPOMEKYTOYHBIM aTOMOM VIJIepoJa HeoOs3aTenbHO 00pa3yioT 3-8-4ICHHOE HACHIIICHHOS
WIM YaCTUYHO HEHACHIEHHOE CIHPOLHKINIECKOE KapOOIMKINIECKOE KOMbLO Hiad 4-8-
YICHHOC  HACBHINECHHOE  WIM  YaCTUYHO  HCHACBIIICGHHOE  CIHPOLMKINYECKOE
TCTEPOLIMKIMYCCKOE KOJBLO, coaeprkainee 1-2 rerepoaroma, HE3aBHCHMO BBIOPAHHBIX M3

a30Ta, KUCIOPOAA WITH CEPHI

kbl R7 HezaBucuMO npeacTaBaseT co6oit Boaopoa umu Ci.; anupaTHIecKyro rpymmy;
kax b R® HezaBucumo npeacrasser co6oi Bogopox uiu Ciy amudaTudecKyto rpyIiy, Win:

rpyrma R® u ee cmexnas rpynma R7 BMecTe ¢ MX TPOMEKYTOUHBIME ATOMAMU HEOOS3aTEIbHO
00pa3yioT 4-8-4JICHHOEC HACHINECHHOC WIM YaCTHYHO HEHACBHIICHHOEC MOHOIIMKIHYECKOS
TeTEPOLMKIMYICCKOE KOIBLO, Coaeprkamnee 1-2 rerepoaroma, HE3aBUCHMO BBIOPAHHBIX M3

a30Ta, KHCIOPOAA HITH CCPBI;

R? npeacrasnser coboit Bogopoa, Ci3 amudatrueckyro rpymmy umd —C(0)C)3 amudaTuueckyro rpymnmy;

L? NPEACTABIACT cobotit JBYXBAQJICHTHBIH JIMHKEPHBIH (bparmeHr, COC AUHSIOITUI
7 7'
RS R R
\
9 N
R o)
©  ¢TBT

>
TBT npeacrasisier coO0ii MUIICHb-CBA3BIBAOLINN (PPArMEHT; U

opaseH 1,2,3,4,5,6,7, 8, 9 umm 10.

Aumumenocesaszoieqioniue ppazrmerHmol

[00116] Cpeau npouero, B JTaHHOM H300PETCHUH MPEAT0KCHBI arCHTHI, COACPIKAILNC YHUBCPCATBHBIC
AHTUTEIOCBA3BIBAIOINUE (PPArMEHTBI, KOTOPHIC MOTYT CBSI3BIBATECS C AHTUTCIIAMH, HMCIOIIUMH Pa3IHIHbIC
obmactu Fab w pasamunyro cneumuuHOCTE. B HEKOTOPBHIX  BapHaHTaxX  peaTH3aLUH
AHTUTENOCBA3BIBAOIUE (PPArMECHTH MO JAHHOMY H300PETCHHIO MPEACTABILIIOT COOOW YHHBEPCATBHBIC
AHTUTEIOCBA3BIBAIOINUE (PPArMEHTEI, KOTOPHIE CBA3BIBAIOTCA ¢ obnactsamu Fc. B HekoTophIX BapuaHTax
peanu3anyy CBI3bIBAHHE YHHUBEPCATBHEIX aHTHTEIOCBI3BIBAIOIINX (PparMeHTOB ¢ oOnactamu Fc Moxker
MPOUCXOANTE B TO XKE BPEMsL, UTO U cBa3bIBaHue perentopos Fc, Hanpumep, CD16a, ¢ Temu sxe odnactamu

Fc (manpumvep, MOXET MPOUCXOANUTH B APYTUX NOJIOKEHUIX/Y APYTUX AMUHOKHCIOTHBIX OCTATKOB TEX XKE
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obomactei Fc). B Hexotropeix BapmaHTax peanM3alid  NOPH  CBA3BIBAHHH  YHUBEPCATBHBIX
AHTUTEIOCBA3BIBAIOINUX (PPArMEHTOB, HAPUMED, B MPEATIOKCHHBIX arcHTaX, COCAMHCHUX, COCO0ax U
T.X., oOnacte Fc Bce eme MOKEeT B3aUMOAEHCTBOBATh ¢ penentopamu Fc u BEIMOMHATE 0aHY Wnn OoJee,
WM BCE CBOM IMMYHHBIC (DYHKIIMH, BKITIOUAs PUBICUCHUE IMMYHHBIX KJICTOK (HanpuMmep, 3G PpeKTOpHBIX
KJICTOK, TaKuX Kak kiaeTku NK) u/win nHupanmto, Bo30yKICHHE, BOBICUCHHE W/UITH YCUIICHUE TCHCTBHUS
HMMYHHOW CHUCTEMBI B OTHOIICHHH KICTOK-MHUIICHEH, TKAHCH-MHUIICHEH, OOBEKTOB W/WIH CTPYKTYD,
HaNpHMEP, aHTUTEI03aBUCUMYIO KIICTOYHO-0IOCpe10BaHHYI0 IUTOTOKCHIHOCTh (ADCC) n/unmu ADCP.

[00117] B cooTBeTCTBHH C JAHHBIM M300PETCHUEM MOXKHO HCIIOIb30BATh PA3TUYHbIC YHUBCPCATIbHBIC
aHTuTenocesa3pBaromue pparmentsl. Cpeau mpouero, B JAHHOM H300PETECHHN NPEIIOKECHBI TEXHOIOTHH,
HanmpuMep, omucaHHeie B pazzgene «[Ipumeps», A uacHTUGUKAMN W/WITA OLICHKH YHUBEPCATBHBIX
aHTUTENnOCBsA3bIBaOIuUX (parmenTo u ux npuMmeHeHnss B ARM. Cnenwmanucram B maHHON oOnactu
TEeXHHKH IMOHATHO, YTO A WACHTH(HKALMHN W/WIN OLEHKH YHHUBEPCAIBHBIX AHTUTEIOCBSI3BIBAIOLINX
¢parmenToB, npuroaHbx 11t ARM no faHHOMY H300pETCHHUIO, MOTYT OBITh IPUTOIHBI JOTIOTHUTCIBHBIC
TCXHOJIOTHH, W3BCCTHBIC B JAHHOM 00JacTH TEXHHKH. B HEKOTOpBIX BapHaHTaxX PEATH3ALMU
VHUBEPCAJIbHBIH AHTUTCIOCBA3BIBAIOINUKN (PParMEeHT COACPIKUT OAMH HIM O0Jee aMHHOKHUCIOTHBIX
OCTaTKOB, KKABIH M3 KOTOPBIX HE3aBHCHUMO SIBISCTCS NMPHUPOJHBIM WM HENPUPOAHBIM. B HexoTOpBIX

BAPHAHTAX PCATHM3ALMH YVHHUBCPCAJIBHBIH AHTHUTCIOCBA3BIBAIOIINN (PArMEHT HMEET CTPYKTYPY

T V4
RGRiQ:}E 0
\
N
o| Rikr
R3

N/Ltf\

R%
4 .
R WA €T0 COJIb. B HEKOTOpPHIX BapHaHTaxX pean3aliy VHUBEPCATIbHBIH
RE R” R”
N
R® o)
AHTUTEIIOCBSA3BIBAIOIUE (DparMeHT UMEET CTPYKTYPY O wm ero comp. B HexoTOpBIX

BapUAHTAX PCATH3ALMH YHHUBCPCANBHBIA AHTHUTEIOCBA3BIBAOINNNA (PparMeHT NpeAcTaBisieT cOOOH WiH
COJCPIKUT MENTUAHBIA PparMeHT, HapUMEp, PparMeHT, UMeroIni cTpykTypy R°—(Xaa)z—. B HekoTOpBIX
BapUAHTAX PCATH3ALMN YHHUBEPCANBHBIA AHTHUTCIOCBA3BIBAOINUNA (PparMeHT NpeAcTaBisieT coOOM wWiH
COICPKHUT LUKIMYCCKUN TEOTHAHBIA (QparMeHT, Hanpumep, OQParMeHT, HMCIOIHHA CTPYKTYPY

(Xaa),
C
(R
B HexoTOpBIX BapHMaHTaX peaM3alMH VHUBECPCAIBHBIA AHTHTCIOCBA3BIBAFOIIMI
y

(Xaa),
(R
dparment npeacrassieT coboit R°—(Xaa)z— unu , ¥ PSACTABIISICT COOOM UITH COACPIKUT
MEOTHAHOS 3BeHO. B HekoTOphIX BapuaHTax peanusanuu —(Xaa)z— MPEACTABISICT COOON MITH COACPIKUT
MCOTHIHOS 3BCHO. B HEKOTOPHIX BapHAHTAX PCATM3ALNHU MEMITHAHOC 3BCHO COACPIKUT aMHUHOKUCTOTHBIN

OCTaTOK, HAIIPUMEP, OCTATOK AMHUHOKHUCIIOTE (opMyITbl A-I, KOTOPBII HIMEET MOIOKHUTEIBHO 3aPHKCHHY IO
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OokoByrO wemb (Hampumep, mpu ¢usnosornaeckoM pH 0koia0 7.4, «HOMOXKHUTEIBHO 3apsKCHHBIN
AMHHOKHCJIOTHBIHM 0CTaToK», Xaa"). HekoTophIx BapuaHTax peau3aliuy MENTHIHOE 3BEHO coaepkut R. B
HEKOTOPBIX BapUAHTAX PEANN3alliM N0 MEHBINEH Mepe oauH Xaa mpeacrasiaet coboii R. B HexoToprix
BapHaHTaxX PealM3alMy MENTHIHOS 3BCHO mpeactasisier codoi mmu comep:kut APAR. B HekoTopsix
BapHaHTaxX pPeaju3alMK MENTHAHOC 3BCHO MPEACTaB/siCT cobout mmu coxepkut RAPA. Hexortopsix
BApUAHTAX PCANTH3aLUM NENTUIHOC 3BCHO COJACPKUT aMHUHOKHCIOTHBIM OCTATOK, HANPHUMEP, OCTATOK
aMHHOKHCTOTH (hopmyrbl A-I, KOoTOpBI MeeT OOKOBYIO IEMb, COACPIKAIIYIO APOMATHUECCKYIO TPYIIILY
(«apoMaTHYECKHI aMMHOKHMCIOTHBIN OCTaTOK», Xaa™). B HEKOTOPBIX BAPHAHTAX PEATH3ALMH MENTHIHOE
3BEHO COACPKUT TMOJOKUTEIbHO 3apsDKEHHBIM aMHUHOKHCIOTHBIM OCTAaTOK M apOMaTHUYECKUU
AMHHOKHCIOTHBIH OCTaTok. B HEkoTOpHIX BapmaHTax peaju3alyy MENTHIHOE 3BEHO coacpkutr W. B
HEKOTOPBIX BAPHAHTAX PEANH3aLUM TNENTHIHOE 3BCHO COACPIKHUT IOJOXKHTEIBHO —3apsDKCHHBIA
AMHHOKHUCIOTHBIH OCTaTOK W apoOMaTHYCCKHUH AMHHOKHCIOTHBIH OcTarok. B HEkOTOpEIX BapmaHTax
peanu3aluy NENTHAHOE 3BCHO MPEACTABIAET coOOM mmm coaepxur Xaa*XaaXaaPXaa®. B HexoTopbix
BapUaHTAX PEATM3ALMU TENTHAHOE 3BEHO MPEACTABISIET coO0M mmm coaepxkut Xaa®XaaPXaaXaa®. B
HEKOTOPBIX BAPUAHTAX PCATU3ALIAH TICTITHAHOE 3BEHO NMPEACTABIICT CO00M win coxepskut Xaat Xaa*XaaP.
B HexoTOpHIX BapuaHTax peanu3alyy NENTHIHOC 3BCHO NPEICTABISCT COOOW WM COACPXKUT JBA WU
6onee Xaa"Xaa*Xaa®. B HeKOTOpPHIX BapHaHTaX peaaM3allii MENTHAHOE 3BEHO MPEACTABIACT COOOM MM
coxepxur Xaa'Xaa*XaaPXaaXaa"Xaa*Xaa®. B HekoTOpBIX BapuaHTaxX peamu3alMH TENTHIHOE 3BEHO
npeacTaBseT cobor mmu coaepxkut Xaa' Xaa"Xaa*Xaa*Xaa®. B HexoTOphIX BapuaHTax peatv3anuu
HENTHIHOE 3BEHO MPEACTABIAET coboi mwim coaepxkur Xaa'Xaa*Xaa’Xaa* B HekoTophix BapuaHTax
peanu3anuy MENTHIHOE 3BEHO NPEACTABISET COOOM MIM COAEepXHUT aBa Mmu G6omee Xaa*Xaa*Xaa®. B
HCKOTOPBIX BApUAHTAX PCANM3ALHM NCNTHAHBIA OCTATOK COACPIKUT OAMH WIH OO0JICe MPOTHHOBBIX
OCTaTKOB. B HEKOTOPBIX BapHaHTaxX PeaaH3aLM{ MENTHIHOC 3BCHO MPEACTABIICT COOOM WIIM COACPIKUT
HWRGWA. B HEKOTOPBIX BAPHAHTAX PEATU3ALIUH MCTITHAHOS 3BCHO MPEICTABIISICT COOOM MU COACPIKUT
WGRR. B HekoTOpbhIX BapwaHTaxX Pead3alldd MENTHIHOC 3BCHO MPEACTABIICT COOOH HIH COACPIKHUT
RRGW. B HekoTOpBIX BapHaHTaxX peajH3alMM MEITHIHOS 3BCHO MPEACTABSICT COOOU MIIH COACPIKUT
NRFRGKYK. B HEkoTOpBIX BapHaHTax pealu3alMyd MCNTHAHOC 3BCHO MNPEACTABIACT COOOHM WIH
coaepxxkut NARKFYK. B HExOoTOPBIX BapHaHTaxX peain3aiui MENTHIHOE 3BEHO COACPKUT MOJIOKUTETIBHO
3apsLKEHHBIN aMUHOKHUCIIOTHBINM OCTAaTOK, apOMATUICCKUM aMUHOKHUCIOTHBIN OCTATOK U aMUHOKHUCIOTHBIN
OCTaTOK, HAMPUMEP, OCTATOK AMUHOKHCIOTH (popMyabl A-I, KOTOPEIN HMEET OTPHULIATEIEHO 3aPSDKCHHYIO
OokoByro 1emnb (Hampumep, mpu (uznonormueckom pH oxomo 7.4, «OTpULATSIBHO 3apsKCHHBIN
AMHUHOKHCIIOTHBIM OCTaTok», Xaa'). B HEKOTOPBHIX BapuaHTaxX pEATM3aldM TCITHIAHBIM OCTATOK
mpeacrasisier codooiit RHRFNKD. B HekoTopsIx BapuaHTaxX peau3allii NCITUAHOS 3BSHO MPSACTABICT
coboii TY. B HexkoTophiX BapHaHTax peaM3alMK MENTHAHOC 3BCHO mpeactasaser cobori TYK. B
HEKOTOPHIX BAPUAHTAX PeaTU3aliy MENTHAHOE 3BeHO npeacTaiseT codoil RTY . B HekoTopbIX BapraHTax
peanmzanuy OENTHAHOS 3BeHO mpeacrasaseT coboii RTYK. B HekoTOphIX BapuaHTax peain3anuu
MENTHAHOE 3BCHO MPEACTABILIET COOOW HIM COACPIKUT IMOCICAOBATEIBHOCTh, BRIOpaHHyI0 n3 PAM. B

HCKOTOPBIX BapHAHTaX pCaJHM3AlNM NCUTUAHOS 3BCHO mnpeacrasasier coboir WHL. B HekoTopsix
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BapUaHTaX peanu3ally MENTHIHOE 3BeHO mnpexacrtasmsieT codor ELVW. B HekoTopeIX BapuaHTax
peanu3anyy IeNTHIHOS 3BCHO MPEACTABISCT COO0H WM COACPIKHUT MOCICAOBATCIBHOCTD, BRIOPAHHYIO U3
AWHLGELVW. B HeKkoTOphIX BapHaHTaxX peanu3allyl NENTHAHOC 3BCHO NPEACTABISCT COOOW HITH
comep:kut mochaeaosateibHocTh, BhiOpaHHyo u3 DCAWHLGELVWCT, nBa HCTCHHOBBIX OCTaTKa
KOTOPOH MOTryT 0Opa30BBIBATh AUCYJIb(DHUIHYIO CBsI3b, KOTOPAs BCTPEYACTCS B MPHUPOAHBIX Ociakax. B
HCKOTOPBIX BapHAaHTaX pEaJTM3alH MENTHIHOC 3BCHO NPEACTABIICT COOOH HIH  COACPIKUT
MOCIEA0BATENbHOCTh, BhIOpanHyio u3 Fc-lII. B HexoToprix BapmanTax peanusanuu NEOTHAHOE 3BCHO
MPEACTABIACT COOOM WM COACPIKUT IMOCICAOBATCIBLHOCTh, BeIOpaHHYI0 3 DpLpAWHLGELVW. B
HEKOTOPBIX BapHaHTaX pPEAJIM3alMH IENTHIHOE 3BCHO NPEACTABIICT COOOH HIH  COACPIKUT
MOCNIEJ0BATEIBHOCTD, BIOpaHHyo u3 FcBP-1. B HekoTOpHIX BapHaHTax peanuzanyy NENTUAHOS 3BCHO
MPEACTABISCT COOOU MM COACPIKUT MOCICA0BATEILHOCTD, BoiOpannyo 3 DpLpDCAWHLGELVWCT.
B HekxoToprIx BapmaHTax peanM3aldM NENTHIHOE 3BEHO IPEACTABISICT COOOH WM  COACPIKUT
MOCNIEJOBATEIBHOCTD, BEIOpaHHyIo u3 FcBP-2. B HEKOTOPHIX BapwaHTax peanu3alyy HNENTUAHOE 3BCHO
NPEACTABIACT COOOH WM COACPIKHT mociaenosareabHOCTh, BeiOpanHyio 3 CDCAWHLGELVWCTC,
IPUYEM MEPBBIH M MOCICTHUM LUCTEHHBI, a TAIOKE ABA LIUCTEHHA B CEPEAMHE IOCIECIOBATEIBHOCTH,
KOKIBIA HE3aBUCHMO, MOTYT OOpa30OBBIBATH JUCYIb(GHUIHYIO CBS3b, KaK B NPUPOJHBIX Oenkax. B
HCKOTOPBIX ~BApUAHTAX pEANM3ALMM NCNTHIHOC 3BCHO MNPEACTABIACT COOOH WM  COACPIKUT
HOCIIE IOBATEIbHOCTD, BEIOpanHyIo u3 Fc-1lI-4¢c. B HeKOoTOpBIX BapuaHTaxX peanu3ay NENTHIHOS 3BEHO
HPEICTABIACT COOOH WIM COACPXKHUT MOCICIOBATEIBHOCTh, BbIOpaHHy0 u3 FCRM. B HexoTopsix
BapUAHTAX PCATHM3ALMH MCNITHIHOS 3BCHO MPEACTABISICT COOOM HITH COACPIKUT LIUKIMICCKOS MEITHAHOC
3BCHO. B HEKOTOPBIX BapHAHTAX PEATHM3ALNH LIUKIHUCCKOE MIENTHAHOC 3BCHO COACPIKHUT AMUIHYIO TPYIIITY,
o0pa30oBaHHY0 aMHHOTPYIIOH 60koBoH Hemu u C-konrom —COOH.

[00118] B HexoTopwix BapmaHTax peamusanuu —(Xaa)z— NPEACTABIACT COOOH MM COACPIKUT
[Xl]pl[Xz]pz-X3X4X5X6X7X8X9X10X11X12-[X13]p13-[X14]p14[X15]p15[X16]p16, rae Ka,)K,I[bII\/‘I Xl, X2’ X3, X4, XS,
X6, X7, X3 X2, X0 XM X2y X! gezapucumo npeacTaBasgeT co60M aMHHOKMCIOTHBIH OCTATOK, HAPUMED,
aMUHOKHUCIOTH hopmytbl A-1, u kaxaeiii pl, p2, p13, pl4, p15 u pl6 Hesasucumo pasen 0, 1,2,3,4, 5, 6,
7, 8,9 unu 10. B HekoTOpBIX BapuaHTax peanmsamuu kaxaei X', X2 X3, X4 X° X6 X7 X8 X° X! X'
X" g X' He3aBHCHMO MpPEACTABIAET COOOM AMHUHOKHCIOTHBIM OCTATOK aMUHOKHCIOTH (opmyst A-1. B
HEKOTOPHIX BapHaHTaxX peanmsamud kaxaei X', X2, X°, X* X°, X6 X7, X® X°, X' X! X2 g XV
HC3aBUCHUMO MPSACTABISICT COOOH MNPUPOAHBIH AMHHOKHUCIIOTHBIM OCTaTOK. B HEKOTOPBIX BapuaHTax
peamzanmu oguH mim 6omee X! X2 XG, X4 X5, X6, X7, X® X0, X! X! X2 y X!* mesaBucumo
MPEACTABISIOT COOO0H HENMPUPOAHBIH AMUHOKHUCIOTHBIA OCTATOK, KAK ONHCAHO B JAHHOM JOKYMCHTE.
[00119] B HexkoTOpHIX BapHaHTaX PEANH3ALHM MENTHIHOC 3BCHO COACPKUT B AMHHOKHCIOTHOM
ocTaTke (PYHKLHMOHANBHYIO TPYIILY, KOTOPAas MOXKET B3aUMOACHCTBOBATH C (PYHKIIMOHATIBHOHW Tpynmoi
JPYroro aMHHOKHCIOTHOTO OCTaTka. B HEKOTOPBIX BapHaHTAaX peasH3allMi NENTHIHOE 3BCHO COICPIKHUT
AMUHOKHUCIIOTHBIH OCTAaTOK ¢ OOKOBOH IEMBIO, KOTOPask COACPKUT (PYHKIHUOHATBHYIO TPYIITY, KOTOpas
MOKET B3aUMOJCHCTBOBaTh C JApyrodl (yHKUMOHANBHON Tpymmod OOKOBOM ILEMH APYroro

AMHUHOKHUCIOTHOTO OCTaTka ¢ oOpa3oBaHHMEM CB3H (HampuMmep, cM. coeauHeHHs B Tabmuue 1). B
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HEKOTOPBIX BapHAHTAX PCaIv3aldy OJHA (PYHKIMOHATIbHAS TPYNIA OJHOTO AMHHOKHCIOTHOTO OCTaTKa
cBs3aHa ¢ (DYHKIMOHAIBHOH TPYIIIOH APYroro aMHHOKHUCIIOTHOTO OCTarka ¢ 0Opa3oBaHHEM CBs3H (WM
MOCTI/IKa). TaKI/Ie CBA3U CBA3aHbI CO CKCJIICTHBIMHU AaTOMAaMU NCTITUAHBIX 3BCHBCB U HC COACPKAT CKCJICTHBIX
ATOMOB. B HCKOTOPBIX BapUaHTAX pPCaIn3alvi NCNTUAHOC 3BCHO COACPIKUT CBA3b, o6pa3013aHHon ABYM:
6OKOBI>IMI/I OCIIMHU HCCMCIKHBIX aMHUHOKHCIIOTHBIX OCTATKOB. B HCKOTOPBIX BapHUaHTaX pCAIN3aIiuu TaKasd
CBA3b CBA3aHa € ABYM:A CKCJICTHBIMU aTOMaMH ABYX HCCMCKHBIX aAMHWHOKUCJIIOTHBIX OCTaTKOB. B
HCKOTOPBIX BapuaHTaxX pcalnu3anuu o6a CKCJICTHBIX aToMa, CBIA3AHHBIX C yKaSaHHOﬁ CBA3bIO,
MPCACTABIAOT cOOOM aroMbl yriepoaa. B HEKOTOPHIX BapHaHTaX PCATH3AMH TakKas CBA3b HMMCCT
LY L? 6oit L2 L?

crpykTypy L°, rae npeacrasiaeT codou LY, kak ommcaHO B JAHHOM JOKYMEHTE, W HE SIBIIACTCA
KOBAJICHTHOM CB:I3b10. B HEkoTOpBIX BapuanTax peanuzanuu L? cogepxur —Cy—. B HekoTOpBIX BapraHTax
peammzaumu L comepxur —Cy—, rae —Cy— mnpeacraBiaser co00i HEOOS3aTCIBPHO 3aMEINCHHBIN

N=N

\

= %&/N‘;ﬁ
rerepoapuit. B Hexotopsix Bapuantax peanmusanun —Cy— mpeacTasisieT coooi . B HEKOTOPBIX
=N

peamuzarmu Takor L? Moxer ObiTh 00pazoBaH rpymmoi —N3 OOKOBOH LEMHU OJHOTO AMHHOKHCIOTHOTO

BapuaHTax peamm3auuu L? mpeacraBmser coboi B HexoToprIx BapmaHTax
0CTaTKa M CTPYKTYPOI —=— OOKOBOH LICIIH APYTOr0 aMUHOKHCIOTHOTO OCTaTKa. B HEKOTOpHIX BapuaHTax
peanm3anuu CBi3b OOpa3oBaHA B PE3yJIbTATC COCIUHCHMS ABYX THOJBHBIX TPYIIL, HApPUMEpP, ABYX
LHUCTCHHOBBIX OCTATKOB. B HEKOTOpHIX BapuaHtax peamm3aumu L* comepkur —S—S—. B HekoTophix
BapuaHTax peanusaimu L2 npeacrasuser coboit —CH,—S—S—CH,—. B HekoTOpBIX BapuaHTax peaan3anun
CBI3b O0Opa3’oBaHa B PE3yabTaTe COCAUHCHMS amuHorpymmsl (Hampumep, —NH, B OoxoBo# memu
JU3UHOBOTO OCTarka) U rpymmbl kapoonoBo# kucioTel (Hampumep, —COOH B OoxoBO# Iemu ocTaTka
aCraparuHOBOM KHUCJIOTHI WM TJIYTAMUHOBOH KHCIOTHI). B HEKkOTOphIX BapuaHtax peamnmzauud L°
coaepxur —C(O)—N(R”)—. B HexkoTopsix BapuanTax peanusanuu L? comepsxut —C(O)—NH—. B HekoTopsix
BapuaHrax peanmuzanuun L* mpeacrasmser cobori —CH,CONH—(CH,);—. B HekoTOphIX BapuaHTax
peammzammu L? comepxxur —C(O)—N(R’)—, rae R™ mpeacrasnser coboit R, u Bmecre ¢ rpymmoii R B
MENTHAHOM cKenere oOpasyer koibuo (Hampumep, B 1-27). B HekoTopeix BapuaHtax peamusaimm L*
mpeacrasisier coboir —(CH2),—N(R’)-CO—(CH,),—. B Hekotopsix Bapuantax peammsammu —Cy—
MmpeacTaBiseT cobol HeoOs3aTenbHO 3aMeIeHHbIN (peHmneH. B HekoTopbix BapuanTtax peanmsanun —Cy—
MpeACTaBsIeT cOO0H HeoOs3aTeMbHO 3aMeeHHbIN 1,2-pennneH. B HekoTophix BapuaHTax peanu3auuy L*

HN

: O
MPEACTaBIICT COOOH . B HexoToprIX BapuaHTax peanuzanuu L? npeactapiset cobon

N=N
’EWN\/\/\;‘

HEOO3aTEeIPHO 3aMCLICHHYIO ABYXBANCHTHYIO Cr-20 anuarmueckyro rpymny. B HEeKoTOphIX BapHaHTax

B HekoTopeix BapuaHTax peamm3amuu L? mpenacraeBasger  coOoi

peammzanmu  L* mpeacraBmser coboit HeoOszarenpHO 3amemeHHbin —(CH2)o—CH=CH—(CH,)o—. B

HEKOTOPBIX BapuaHTax peanuzaunu L mpeacrassier codoit —(CH,);—CH=CH—(CH,);—.
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[00120] B HEKOTOPBIX BapHAHTAX pEATH3ALMHA JBA AMHHOKHCIOTHBIX OCTaTKa, CBS3AHHBIC C
OMMCAHHOW CBsI3bI0, pasmeacusl 1, 2, 3, 4,5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15 wiu Gomee yem 15
AMHHOKHCIOTHBIMHM OCTaTKAMH, PACIIOIOKCHHBIMH MEXKIY HHUMH (HE CUHMTas JBYX AMHUHOKHUCIOTHBIX
OCTaTKOB, CBA3aHHBIX C YKA3aHHOU CBA3bI0). B HEKOTOPHIX BapHaHTaX peaau3anyy YKa3aHHOE KOJTHIECTBO
paBHO 1. B HEKOTOPBIX BapHaHTax peann3anyy YKa3aHHOE KOJUYIECTBO PaBHO 2. B HEKOTOPHIX BapuaHTax
peanuzalvil YKa3aHHOE KOJIHMYECTBO paBHO 3. B HEKOTOPBIX BapHaHTaX pealH3alliil yKa3aHHOE
KOJIMYECTBO paBHO 4. B HEKOTOPHIX BapHaHTaxX pean3allii YKa3aHHOE KOJIHMUECTBO PABHO 5. B HEKOTOPBIX
BapHaHTaX PEeATH3ALNHN YKA3aHHOE KOJIMIECTBO PaBHO 6. B HEKOTOPHIX BapHaHTax pealn3allii YKa3aHHOES
KOJIMYECTBO paBHO 7. B HEKOTOPBIX BapHaHTaxX pean3allii YKa3aHHOE KOJUUECTBO PaBHO 8. B HEKOTOPBIX
BapHaHTaX PEeATU3AINHN YKA3aHHOE KOJIMIECTBO PaBHO 9. B HEKOTOPBIX BapHaHTax pealn3allii YKa3aHHOE
kommdaecteo pasHO 10. B HekoTopeIX BapwaHTax pealn3allid yKazaHHOE KonmdecTso pasHo 11. B
HEKOTOPBIX BAPHUAHTAX pPEATM3alMM VKa3aHHOC KOJWYECTBO paBHO |2, B HekoTOphIX BapuaHTax
peanmzanyy yKa3aHHOE KOJMYECTBO paBHO 13. B HEKOTOPHIX BapuaHTaX peanu3aliyl YKa3aHHOE
KOJIMYECTBO paBHO 14. B HEKOTOPBIX BapHaHTaxX peanu3aniy yYKa3aHHOE KOJINYECTBO PaBHO 15.
[00121] B nekortopsix BapHaHTax peanusauuu Kaxiasid pl, p2, pl3, pl4, pl5 u pl6 pasen 0. B
HCKOTOPBIX ~ BapuaHtax  peamm3aumu  —(Xaa)z—  mpexacraBmser  COOOM  WIM  COACPIKHUT
SXAXAXXOXTXEXOX X X - e
kaokaei X3, X4, X3, X6 X7, X® X, X' X! m X'’ mesaBucumo mpeactaBiser coboi
AMHHOKHCIIOTHBIN OCTATOK;
X npeacrasnset coboit Xaa® umu Xaa®;
X° mpeacrasasget coboit Xaal; u
X2 npeacrasaser coboit Xaa” unmu Xaa®.
B HexoTOpBIX BapuaHTax peanmsanmu kaxaei X°, X4 X5, X6 X7 X8 X0, X! X! u X!'? mezaBucumo
MPEACTABISICT COO0M aMHHOKHCIOTHBIH OCTATOK aMHHOKHCIOTH (popmyisl A-I, onucaHHON B TaHHOM
JokyMeHTe. B HEKOTOpHIX BapHaHTaX peanusaiyu X° mpeacTaBaseT coboit Xaa® nmu Xaa®. B HexoTophix
BapHaHTax peanuzanuu X° mnpeacTaBaseT coboii Xaa® B HEKOTOpHIX BapHaHTaX peanusamud X
npeactaBaseT cobodt Xaa'. B HEKOTOpPHIX BapHaHTaX peaTM3aUuu X° MPEACTABAIET COOOH
AMUHOKHUCIIOTHBIH OCTATOK, OOKOBA LIEITb KOTOPOTO COACPIKUT HEOOA3aTCIFHO 3aMEIICHHOE HACKILIICHHOC,
YACTHYHO HACHICHHOE MM APOMATHYECKOE KOJBIO. B HEKOTOPHIX BapHAHTaxX peanusaluud X
/=N
SN

NH
MPEACTABISIET COOOM X" B HEKOTOPHIX BAPHAHTAX PeatH3amui X° NPEICTABILCT COOOI

0
NH
X B HEKOTOPHIX BAPHAHTAX peaam3amuu X° mpeactasaseT cobodi Xaa*. B HEKOTOPBIX
6 4 P 6
BapHaHTAax peanuzamuu X° mOpeacTaBisieT coOod Xaa®. B HEKOTOpBHIX BapHaHTax peanu3amud X
npeactasaseT coGoii His. B HexoTOophIx BapwaHTax peanmsammu X' mpeacraenser coboi Xaa®. B

HEKOTOPBIX BapuaHTax peanmsanuu X'? npeacrasaset coooi Xaal. B HEKOTOPHIX BapHaHTaxX PeaTu3aluy
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X’ mpeacraBnser coboii Asp. B HekoTOphIX BapmaHTax peanuszaimu X npeacrtasaseT cobor Glu. B

N. O
|
X NH
HEKOTOPHIX BApHAHTAX peanusanuu X ' mpeacTaBiseT coOoi | B HEKOTOPBIX BAPHAHTAX
@)
Ph NH
X2 6o ~ B i X
peanuzanmu X' npeacTapaseT coboi . B HEKOTOPBIX BapuaHTax peanTu3aluy Kaxasiid X,

X1 g X! HezaBUCHMO TIPEACTABIAET COOOM AMUHOKHMCIIOTHBIA OCTATOK ¢ rUAPO(GOOHON GOKOBOM LEMBIO

(«ruapodoOHBIN  AMMHOKHCIOTHBIH OCTaTOK», Xaa"). B HEkoTOpeIX BapuaHTax peamuzamuud X'

INY

@) ”
. - , . HN ;{v
npeacTaBisgeT cobor Xaa®. B HEKOTOpBIX BapuaHTax peann3auuu X' MOPESACTABISICT COOOM .B

HEKOTOPBIX BapUaHTaX peanusanuu X MNpeactaBaseT codoi Val. B HEekoTOphIX BapuaHTax peanusaluu

X! mpeacranser coboit Xaa. B Hexotopeix Bapuantax peammsanuu X'° npeacrasnser coboit Met. B

s‘\\

0O

HN
HEKOTOPHIX BapHAHTAX peanmsaluu X'° MpeacTaBaseT coOOoH 9’3 . B HekoTopeIX BapHaHTax

peamzamuu X'! npeacrasaser coboit Xaa'. B HexoTopeix BapmaHTax peanmzammu X'! mpeactaBiaser
0O NH

coOott . B HekoTopeix BapuanTax peanusamuu X° npeactasnset coboit Gly. B HexoTopbix
BapuaHTax peaamsanmu X' mpeacrasaser coboi Pro. B HexoTOphix BapuaHTax peanuzamuu X°
npeacTasaseT coboii Lys. B Hekotopsix BapuanTax peanusauuu rpyrma —COOH B X'? o6pasyet amuamy o
CBA3b ¢ aMUHOTPyMNol 6okoBoi uenu Lys (XP), a apyras amunorpynma Lys (X?) cBsa3ana ¢ TUHKEPHBIM
(parMeHTOM, a 3aTEM C MULICHb-CBI3BIBAIOLINM (PPArMEHTOM.
[00122] B HexoTophix BapuaHTax peamusanuu —(Xaa)z— NPEACTABIACT COOOH WM COACPIKUT
_X3X4XSX6X7X8X9X10X“Xu_, rae:

Kk X, X4 X5, X6 X7 X® X0 XY XU g X' HesaBuCHMO NpEACTaBISET COOOM
AMHHOKHCIIOTHBIH OCTATOK;

IO MEHBIIEH MEPE 1Ba AMMHOKHCIOTHBIX OCTATKA CBA3aHbl UEPE3 OHY Wu Gonee casseit L;

L npeacrasnseT coboil HEOOA3ATENBHO 3aMELICHHYIO JBYXBAJICHTHYIO TPYIIIY, BEHIOPAaHHYIO W3
Ci1-Cyo amudaruuecroit wm Ci-Cy retepoamudarnyecKo Tpymibl, coacpxaied 1-5 rerepoaTtoMos,
MpHYCM OJHO WU OOJEE MCTHUJICHOBBIX 3BCHBCB YKA3aHHOHW TPYIIIBI HEOOS3aTCIBHO W HE3aBUCHMO
samerensl Ha —C(R"),—, —Cy—, -O—, —S—, =S—S—, -N(R*)—, —C(0)—, —=C(S)—, -C(NR’)—, —C(O)N(R’)—,
—N(R*)C(O)N(R*)—, -N(R*)C(0)O—, =S(0O)—, =S(0)2—, =S(0):N(R’)—, =C(0)S— rmmu —C(0)O—, npuuem
L’ cBA3aH CO CKEJETHBIM aTOMOM OJHOTO AMHUHOKMCJIOTHOTO OCTATKA M CKEIETHBIM aTOMOM APYTOTro
AMHUHOKHUCIIOTHOTO OCTAaTKA H HE COACPIKUT CKEICTHBIX aTOMOB;

X*¢ npencrasser coboit Xaa* mmm Xaa®;
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X? mpeacrasnser coboi Xaa™; u

X" npenacrapaser coboit Xaa* uin Xaa®.
B HEKOTOPHIX BapHaHTax peamusaimu kaxkasid X°, X4, X° X¢ X7 X? X° X' X' y X'? mezapucumo
MpeAcTaBIsIeT cOO0H aMHHOKHCIOTHBIH OCTATOK aMHHOKHCIOTH (popmyisl A-I, onmmcaHHON B KaHHOM
JOKYMEHTE. B HEKOTOpBIX BapHaHTaxX pealy3alliy ABA HECMEKHBIX aMHHOKHCIOTHBIX OCTATKa CBS3aHBI
uepe3 L°. B mexoToprix Bapuantax peanuszamuu X° u X'° cpazansl uepes L°. B HexoTOpHIX BapuaHTax
peanu3al|y CymecTBYeT oaHa cBsa3b L°. B HekoTophIX BapuaHTax peanmsanuu X° MPeACTaBIsSET coGOH
Xaa® B HekoTOpHIX BapHMaHTaxX peanusamuu X° mpeAcTaBiseT coboit Xaa®. B HekoTophix BapuaHTax
peamzammu X° npeacrasiser co6oi His. B HekoTopbix BapuaHTax peanuzanuu X  NPEACTABIAET COOOM
Asp. B HekoTtopmix BapuaHTax peanmsanmu X mpeactaBiser coboii Glu. B HexoTopeIX BapHaHTax

peammzamu X'? mpeacrasnser coGoit Xaa®. B HexoTOpBIX BapHaHTax peanuzanud X' MPEeACTaBISET

@)
NH
FsC N
coboii . B Hekoroppix BapuaHTtax peamuzauud X'’ mpeacTaBiaseT oGO
O
NH
Ph X
B HEKkOTOpBIX BapWaHTax peadusauuu  X'>  MPEACTaBASET  COOOM
o]
— NH
Wanliel

~7 4 7 11
B mexotopeix BapmaHTax peammzanmmy Kakaeld X, X' u X' HE3aBHCHUMO
npeactasaseT coboi Xaa'. B HexoTOpeIX BapHaHTax peanmszanuu X' mpeacrapnser coboi Xaa'l. B
HEKOTOPHIX BAPHAHTAX peaausanuy X' npeacrasiaseT coboi Ala. B HEKOTOPHIX BapuaHTax peanusaruu X'

X
Q. NH

npeacrasasgeT coooi Xaal'. B HekoTOphIX BapHaHTax peanusamu X' OpPeACTaBISET COOOM

B wHexoropeix Bapuantax peanmmsauuu X'' mpeacrasnser coboit Xaa'. B Hexoropeix BapuanTtax

I\

@) *

11 > HN?£ 8
peamm3anyu X' MpeACTaBIsICT COOO0M . B HekoTOpBIX BapuaHTax peanusaimu X© NpeICTABISCT
co6oii Gly. B HeKOTOpBIX BapHaHTax peanusanuu X° mpeacTaBuseT coboii Lys. B HekoTOphIX BapuaHTax
peamusanuu rpymmna —“COOH B X'? 06pasyeT aMHaHYIO CBA3b ¢ aMHHOTPYIIOH 60koBoi nemu Lys (X°), a
apyras amunorpynmna Lys (X°) cBasaHa ¢ TMHKEpHBIM (PPaArMEHTOM, a 3aTEM C MULICHb-CBA3bIBAIOIIHM

N=N

\

b o %NN

¢dparmenToM. B HekoTOpBIX BapuaHTax peanmzaumu L° mpeacrasiser coboi . B

N=N
- \ ;\
HEKOTOPHIX BApHMAHTAxX peamusamuu L mpeacTapaser coboit WNN . B HEKOTOPBIX

BapHUaHTaxX pcalnu3aruiu Lb CBA3BIBACT ABa aﬂb(ba-aTOMa yriiepoaa ABYX PA3INIHBIX aMHUHOKHCIIOTHBIX
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octarkoB. B HekoTopeix BapuanTtax peamusaumu 06a X° u X' npeacrasnsior coboit Cys, u ABC TPyMIIbL
—SH ux 60koBbIX Heneit obpasyoT —S—S— (L° npeactasnser coboit —CH,—S—S—CH,-).
[00123] B mHexkortopeix Bapuantax peamusammu —(Xaa)z— OPEACTaBISICT COOOH WIH COACPXKHUT
_X2X3X4XSX6X7X8X9X10X11X12_, rae:

xkaokaei X2, X°, X4 X0, X6 X7, X® X°, X', X" u X'’ HesaBucHMMO mpeacTaBasSeT coboiM
AMHUHOKHCIIOTHBIHM OCTaTOK;

IO MEHBIIEH MEPE /1BA AMHMHOKHCIOTHBIX OCTATKA CBA3AHbI U€PE3 OAHY Wiu Gonee cBsseit L;

L npeacrasnseT coboit HEOOA3aTENLHO 3aMEINECHHYIO JBYXBAJCHTHYIO IPYTITY, BHIOPAHHYIO U3
Ci-Cy amudatmueckoit mmmu Ci-Cy retepoamudarnyecKor TPyMibl, coacpxamed 1-5 rerepoaToMos,
OpHYCM OJHO WM 0O0JEC METHIICHOBBIX 3BCHBCB YKA3AHHOM TIPYIIBI HEOOA3ATEIbHO W HE3ABUCHUMO
samenensl Ha —C(R’);—, —Cy—, —0—, —S—, =S—S—, -N(R’*)—, —C(0)—, —C(S)—, -C(NR’)—, “C(O)N(R’)—,
—N(R")C(O)N(R’)—, -N(R*)C(0)O0—, =S(0)—, —S(0).—, —S(0):N(R")—, —C(0)S— nmu —C(0)O—, npuuem
L cBA3aH CO CKEJIETHBIM aTOMOM OJHOTO AMHHOKHCIOTHOTO OCTATKA M CKEJIETHBIM aTOMOM APYroro
AMHUHOKHCJIOTHOTO OCTATKA U HE COACPIKUT CKEICTHBIX ATOMOB;

X* npencrasiser coboi Xaat;

X mpencrasnser coboi Xaa* umm Xaa';

X?® npencrasnser coboit Xaa®; u

X" npeacrasaser coboii Xaa®.
B HekoTOphIX BapHaHTax peanusaimu kakasii X2, X3, X4 X3, X6 X7 X8 X7 X1 X!y X!'? gezapucumo
NPEACTABIET COOOM aMHUHOKHMCIIOTHBIM OCTATOK AMUHOKHUCIOTHL (hopmyiisl A-I, Kak OMUCAHO B JAHHOM
JIOKYMEHTE. B HEKOTOPBIX BapHaHTax PeaJM3alliy 1BA HECMEKHBIX AMHUHOKHUCIOTHBIX OCTATKA CBSI3aHbI
uepes L°. B HEKOTOPBIX BapHaHTAX PeaTH3allUH CYIMIECTBYET OJUH MHHKEp L°. B HEKOTOpHIX BapuaHTax
peamuzaruu X u X!'? ceasanst uepes L°. B HekoTopeIx BapuanTax peanusamuu L° npeacrasnseT coboit —
CH»-S-S—CH,—. B nHexoTtophix BapuanTax peanusanuu L° npeacrasaser coboit ~-CH-CH-S-CH,—. B

N=N

1
N
HCKOTOPBIX BapHaHTax pcalu3aliiu Lb npcaAcCTaBIACT coboit M/ \/\X

BapuanTax peammsarmuu L® npeacrasaser coboit —~CHCH>CO-N(R')-CH>CH>—. B HEKOTOPBIX BapHaHTax

. B Hexortopeix

BapuaHTax peammzamuu L° mpeacrasaser coboit B HexoTOphIX
peammzanmu R’ Bmecte ¢ rpymmoii R y ckemetHoro aroma yriaepoaa ykazanHoro —N(R™)-CH>CH,—
o0Opa3yeT KoJbLo, HampuMmep, kak B [-27. B HexoTOphIX BapuaHTax peamu3alyy 00pa30BaHHOE KOJbLIO
aBsSIeTCS 3-, 4-, 5-, 6-, 7- wnu 8-uncHHBIM. B HEKOTOPBIX BapuaHTaxX peann3anuyd 00Pa30BAHHOS KOJIBIIO

SABIIACTCI MOHOIIMKITHYCCKHUM. B HCKOTOPBIX BapHaHTaX pcaru3alun 06pa3013aHHoe KOJBIO ABJIACTCA

HN

: O
HACHIEHHBIM. B HekoTophix BapuaHTax peanmsanuu L° mpeacrapiser coGoii . B
HEKOTOPBIX BapUaHTax peanuzamud L° cBasbiBacT aBa amb(a-aToMa yriepoAa ABYX PasTMUHBIX

AMHUHOKHCIIOTHBIX OCTaTKOB. B HECKOTOPEIX BapHaHTaxX pCaTH3aINH X4 MPEACTABISICT CO0O0H Xaa® B
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HEKOTOPBIX BAPUAHTAX peanuzaimu X' npeacrasiset coboii Tyr. B HEKOTOPBIX BapHaHTaX peanusauum X°
npeacTaBnsgeT coboii Xaa®. B HekOTOpHIX BapuaHTax peadusaiuu X° mpeiacTaBaseT coboit Xaa®. B
HEKOTOPHIX BAPHAHTAX PEATU3aAHU X° OpeACTaBaseT cooo His. B HEKOTOPEIX BapHaHTax peanusanus X©
OpeACTaBaIET co00iM Asp. B HekOTOpHIX BapuaHTax peanmsamuu X° npeactaBaser cobod Glu. XM
npeacTasageT coboit Tyr. B HexoTophIx BapuaHTax peanmsamun oba X* u X'? npeacrasnstor coboi Cys,
u ase rpymmbl —SH ux GokoBeIx neneit o6pasyror —S—S— (L° npeacrasaser coboit -CH,—S—S—CH,-). B
HEKOTOPBIX BapHaHTax peammusamuu kaxapiid X°, X6, X7 u X' nezasucumo npeacrasnset coboit Xaa™. B
HEKOTOPHIX BAPHAHTAX Peaamsanuu X° npeacTaBiseT coboi Xaa. B HEKOTOpHIX BapHaHTax peaaH3alum
X? mpeacrasnseT coboit Ala. B HekoTOphIX BapHaHTax peanusanuu X° mpeacTaBaseT coboit Xaal. B
HEKOTOPBIX BapHaHTaxX peanusanuu X° npeacrasuset coboii Leu. B HekoTopbix BapuanTax peanusanuu X’
npeacrapiasgeT coboit Xaa'. B HexoTopeix BapwaHTax peamusauuu X° mnpeacraBaseT coboi Leu. B
O

NH
HEKOTOPBIX BapHAHTAX pEATM3aliu X° MPEACTABISET COOOH X’ B HeKOTOpHIX BapHaHTAX

peammsauu X' mpeacrasnser coboit Xaa. B HexoTopeix BapuanTax peanuszamuu X' mpeactaBiaseT

W

o .
. 10 . HN E‘t

coboit Val. B HexkoTopsix BapuaHTax peanusaumy X'’ MpeAacTaBisieT coOOH . B HexoTtoprx
BapuaHTax peanmsanun X npeacrasiaset coboit Gly. B Hekotopsix BapuanTax peanusamuu pl pasen 1. B
HEKOTOPBIX BAPHAHTAX peanmsaiuu X! mpeacrasiaseT coboi Asp. B HEKOTOpBIX BapuaHTax peanu3aiuu
p13 pasen 1. B HexkoTopsx Bapuantax peanuzanuu pl4, pl5 u pl6 pasuer 0. B HekoTOpEIX BapuaHTax
peammsaunu X npeacrapiser co60i aMUHOKUCIOTHBIM OCTATOK, COAEPIKAIIMHI MOISPHYIO HE3APIKCHHY FO
6oKkoByIO 1enb (Hampumep, npu ¢usnonoruyueckoM pH, «momspHbIi He3apsKCHHBIH aMHHOKHUCIOTHBIN
octatok», Xaa'). B HexoTopeix BapmaHTax peanmsammm X'° mpeacraeaseT coboii Val. B HexkoTopsix
BapuaHrax peanmsaipu pl3 pasen 0. B HekoTophIX BapHaHTax peanm3anud R mpeacrasmseT coOoi
-NHCH,CH(OH)CHs;. B  HexoTopeix  BapuaHtax  peanusaimud R°  mpeacraBmser  coboit
(R)NHCH,CH(OH)CHs;. B wHexortopeix BapuaHtax peangumsamuu  R°  mpeacraBmsieT  co0oit
($)-NHCH,CH(OH)CHs.
[00124] B Hexortopeix Bapuantax peamusammd —(Xaa)z— MPEACTABISICT COOOH WIH COACPXKHT
_X2X3X4XSX6X7X8X9X10X“X12_, rae:

xkakaei X2, X3, X4 X5, X6 X7, X® X°, X' X" u X'’ HesaBucHMMO mHpeACTaBasSET coOOM
AMHUHOKHUCIIOTHBIH OCTATOK;

IO MEHBINEH MEPE 1Ba AaMHHOKHCIOTHBIX OCTATKa CBA3AHbI YEPE3 OJHY WU Oonee casseit L;

L npeacraBnsgeT coboit HEOOA3aTEILHO 3aMEINCHHYIO ABYXBAJICHTHYIO IPYIITy, BEIOPAHHYIO U3
Ci-Cyo amudaruuecroit wu Ci-Cy rerepoamudarnyecKor Tpymiel, coacpxaied 1-5 rerepoaToMos,
MpHYCM OJHO WIH OOJEE METHUJICHOBBIX 3BCHBCB YKA3aHHOW TPYIIBI HEOOSA3aTCIIBHO W HE3aBUCHMO
sameHensl Ha —C(R”),—, —Cy—, —O—, —=S—, —=S§—-S—, -N(R*)—, —=C(0)—, —C(S)—, —C(NR*)—, —C(O)N(R)—,
—N(R*)C(O)N(R*)—, -N(R*)C(0)O—, =S(0O)—, =S(0)2—, =S(0)N(R’)—, =C(0)S— mmu —C(0)O—, npuuem
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L’ cBSI3aH CO CKENETHBIM aTOMOM OJHOTO AMHMHOKHCIOTHOTO OCTaTKA M CKEJETHBIM aTOMOM JPYTOTO
AMUHOKHCIOTHOTO OCTATKA M HE COACPKHUT CKEJICTHBIX AaTOMOB;
X5 npeacrasnseT coboit Xaa® nmu Xaa®;
X® npeacrasnset coboit Xaa®; u
X" npeacrasnser coboit Xaa*.
B HEKOTOPHIX BapHaHTaxX peanusaimu Kaxkasiid X2, X°, X4 X° X¢ X7 X® X7 X' X'y X'* gezapucumo
NPEACTABIICT COOOM AMUHOKUCIOTHBIA OCTATOK AMHUHOKHUCIOTHI (opMyisl A-I, onucaHHON B AaHHOM
JOKYMCHTE. B HEKOTOPBIX BapHaHTax peaM3alliy ABA HECMEKHBIX AMHHOKHUCIIOTHBIX OCTATKA CBSI3aHbI
uepe3 L. B HEKOTOPBIX BapHaHTAX Pealu3alliy CYHIECTBYET OJUH muHKEp L°. B HEKOTOpHIX BapuaHTax
peanmsaum CymeCTBYET ABa WK Gosee TMHKEPOoB L°. B HEKOTOPBIX BapHaHTaX Pealnu3aluy CYIECTBYET
aBa muakepa LP. B Hexortopeix BapmanTax peanmsaumu X’ m X'? ceasambl uepes L°. B Hekotopmix
BapuanTax peanusanuu X' u X’ cBazanbl uepes L°. B HekoTopsix BapuanTax peamusamun X u X' cBszanbl
gepes L°. B HexoTophix BapuanTax peamusanuu L npeacrasnser co6oit —~CH,~S—S—CH,—. B HekoTOpBIX
N=N
1
BapHaHTax peanmsaiuu L° mpeacraBaseT coboit %N\/\% . B Hekotopeix BapuaHTax

peamuzanmu L® npeacrasaser coboit WN\/\/ . B HexoToprIX BapuaHTax peanuzanyu

oba X? u X2 npeacrapmsror coboit Cys, u ase rpymmsl —SH ux 60koBwIX 1emneit o6pasyror —S—S— (L

npeacrasaier coboit —CH,~S—S—CH,—). B Hekotoppix Bapuantax peammzamuu oba X' m X'

npeacrasnsoT coboit Cys, u ase rpymmsl —SH ux 60koBeIX memeit oopasyror —S—S— (L° npeacrasmser

coboit ~CH,—S—S—CH,—). B HekoTophix BapuanTax peanuszamuu X* u X° ceazansl uepes L°, mpuuem L
=N

MPEACTABISICT OO0 %N \/\2{ . B HexoTopeix BapuanTax peanusannu X* u X° cBa3aHbl uepes

N=N
INAN A~

B HEKOTOPHIX BapHaHTaX peanusanuu X° IpeacTaBiseT coboi Xaat. B HeKOTOPBIX BApHAHTaX PeaTH3aIHi

L°, mpuuem L° npeacrasnseT coboit

X° mpeacrasaser coboit Xaa®. B HekoTOpBRIX BapwaHTax peamusanmu X° MpeacTaBiaseT coboi His. B
HEKOTOPBIX BAPUAHTAX PEATU3aliu X® MPeACTaBIAET cOO0H Asp. B HEKOTOPBIX BapHaHTax peanu3ain X°

npeacrasnsgeT coboit Glu. B Hekotopeix Bapmantax peamuszanmu X'! mpeacrasmser coGoit Tyr. B
O

N

HCKOTOPBIX BapuaHTax peamuzamuu X'! mpexcrasmser coOou N . B HekotopsIx
BapHaHTax peamusaiuu X2 u X2 casansl uepes L°, npuuem LP npeacrasaser coGoit —CH,—S—CH,CH,—.
B HekoTOphIX BapHWaHTax peanuzaimu L° cBa3biBacT ABa anbda-aTomMa yriepoaa ABYX PasTHUHBIX
AMUHOKHUCJIOTHBIX OCTATKOB. B HEKOTOPBIX BapvaHTtax peanmsaunu kaxabiii X°, X°, u X° HezaBUCHMO
npeacrasasor codort Xaa'l. B Hekorophix BapmaHTax peamusammm X° mpeacraBuser cobor Xaa'. B
HEKOTOPBIX BAPHAHTAX PeaaM3aui X° npeacTaBiaeT coooi Ala. B HekoTopsIX BapuaHTax peanusanun X°

npeacraBnseT coboi Xaa'. B HEKOTOpHIX BapuaHTax peanusamuu X° mpeacTaBaser cobod Leu. B
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HCKOTOPBIX BAapUAHTAX peanusaudu X° MpeaCcTaBiseT coO0i . B HexoTopeIX BapuaHTax

peanmuzanmu X° npeacrasnset coboi Xaa'. B HEKOTOPBIX BapHaHTax peanusanuu X MpeaCTaBIsSeT COO0M

O
NH

Leu. B HEKOTOpHIX BapuaHTax peanu3alMud X MOPEACTABISET COOOH ol . B Hexoropeix
BapuaHTax peanmmsauud X'’ mpeacrasmser coboit Xaa'. B Hekortopeix BapumanTax peanusaqud X'
npeacTaBageT coboi Val. B HEkOTOpHIX BapuaHTax peanmsamuu X mpeactasaser coboi Gly. B
HEKOTOPBIX BapuaHTax peanusaimu pl pasen 1. B HekoTOphIX BapuaHTax peanusaimu X' MpeacTaBiseT
coGoii Xaa". B HEKOTOPBIX BapHaHTax peanusanuu X' npeactasiaset coboii Asp. B HexkoTopsix BapuanTax
peammsamu X' npeacrasnset coboit Glu. B Hexotopsix BapuanTax peanusanuu p13 pasen 1. B HekoTopbix
BapuanTax peamusauud pl4, pl5 u pl6 pasusr 0. B HeKOTOpHIX BapuaHTax peanusauu X ° MpeJCcTaBIseT
coboii Xaa®. B HekoTophIX BapuaHTax peanusanuu X npeacrasaser coboit Val.
[00125] B wsexoropeix BapuaHtax peanusammu —(Xaa)z— MPeACTaBISICT COOOH HWIH COACPIKHT
_X2X3X4X5X6X7X8X9X10XlIXIZX13X14X15X16—, rae:

kKb X2, X2, X4 X5, X6 X7 X8 X, X0 X! X2 X XM XY b X! nezaucumo npeacTaBseT
€000k aMHHOKHCIOTHBIN OCTATOK;

TI0 MEHBINEH MEpe 1Ba AaMHHOKHCIOTHBIX OCTATKA CBA3AHbI Uepe3 cBs3b LY

L npeacrasnseT coboif HEOOA3ATEILHO 3aMELMICHHYIO JBYXBAJCHTHYIO TPYIITY, BEHIOPAHHYIO M3
C1-Cy amudarmueckoit wmm Ci-Cy rerepoamudarnyecKor TPyImbl, coaepsxkameid 1-5 rerepoaToMos,
OpUYeM OJHO Wi OO0JCC MCTHICHOBBIX 3BCHBCB YKA3aHHOW TPYIIBI HCOOS3ATCIIBHO M HE3aBHCHMO
sameneHsl Ha —C(R’),—, —Cy—, “0O—, —=S—, =S—-S—, -N(R’)—, —C(0)—, —C(S)—, —-C(NR’)—, —C(O)N(R’)—,
—N(R*)C(O)N(R*)—, -N(R*)C(0)O—, =S(0O)—, —S(0)2—, =S(0):N(R’*)—, =C(0)S— rmmu —C(0)O—, nmpuuem
L cBA3aH CO CKENETHBIM aTOMOM OJHOTO AMHHOKHCIOTHOTO OCTATKA M CKEJIETHBIM aTOMOM JAPYTrOro
AMHHOKHCIIOTHOTO OCTATKA U HE COACPIKUT CKEIICTHBIX ATOMOB,

X3 mpeacrasnser coboi Xaa™;

X¢ npencrasnser coboii Xaat;

X7 npencrasnser coboit Xaa* uim Xaa®;

X? npencrasiser coboit Xaa®; u

X" npeacrapnser coboit Xaa*.
B HEKOTOPHIX BapHAHTaX peanusaimu Kaxkasiid X2, X°, X4 X° X°¢ X7 X® X X' X' uy X'* gezapucumo
NPEACTABISICT COO0H aMHHOKHCIOTHBIH OCTATOK aMHHOKHCIOTH (opmynel A-I, ornucaHHO# B JaHHOM
JOKyMCHTC. B HEKOTOpBIX BapHaHTaX PeATH3ALMU JBA HCCMC)KHBIX AMUHOKHCIOTHBIX OCTaTKa CBSI3aHBI
yepes L°. B HekoTOpBIX BapuaHTaxX peaqus3alliu CYHMIECTBYET oAHa cBi3b L°. B HekoTopwIx BapuaHTax
peanu3al|y CyIIECTBYET ABa WM 6onee TUHKEPoB L°. B HEKOTOPBIX BapHaHTaX peaiu3alliy CyIIECTBYET

apa muHkepa L. B HekoTophix BapuaHTax peanusaiun X ceasal ¢ X' uepes L°. B HekoTOphIX BapuaHTax
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peammsamyu X* ceasan ¢ X4 uepes LP. B HexoTOphIX BapuaHTax peanusanyn X u X ' npeacTasisior coGoi
Cys, u ase rpynmnsl —SH nx 60KkoBbIX 1ieTIcH 00pasyroT —S—S— (L° npeacrasaser coboit ~CH,—S—S—CH,-).
B HekoTOphIX BapuaHTax peanmsammu oba X' u X' npeacrasasmor coboit Cys, u ase rpynmsr —SH ux
6oKOBHIX 1ienei 06pasyror —S—S— (L° mpeacrasaser coboit “CH,—S—S—CH;—). B HekoTOphIX BapuaHTax
peamuzaruu L° cBaspiBacT ABa anba-aToMa yraepoaa ABYX PasTMYHBIX AMHHOKHCIOTHBIX OCTATKOB. B
HEKOTOPBIX BAPUAHTAX PeaTM3auy X° NpeACTaBIseT coboi Asp. B HekoTOpHIX BapuaHTax peanusamyu X°
npeactasageT coGoi Glu. B HekoTOphIX BapuaHTax peanuzamum X° mOpeacTaBaser coboit Xaa'l. B
HEKOTOPBIX BAPHAHTAX PeaTu3alu X MpeACTaBIgeT coboi Ala. B HEKOTOPBIX BapuaHTax peanusanus X°
npeacTaBnsgeT coboit Xaa®. B HexoTopeIx BapHaHTax peanuszanum X° mpeacrasaser coboit Tyr. B
HEKOTOPHIX BAPHAHTAX Peanmsanuy X NPeAcTaBIgeT co0oi Xaa®. B HEKOTOPHIX BapHaHTaX PeaTH3alluK
X7 mpexacrasnser coboit Xaa®. B HexoTopeIx BapuaHTax peanusanuu X' mpeactasiser coboi His. B
HEKOTOPBIX BapUaHTaxX peanusanuu X° npeacrasiset coboi Xaa'. B HEKOTOpBIX BapHaHTax peann3andu
X® npeacrasnser coboit Ala. B HekoTophix BapuaHTax peanusauuu X° npeacrasuser coboi Gly. B
HEKOTOPBIX BapHaHTax peamusamuu X0 npeacrasmser coboit Asp. B HEKOTOpBIX BapHaHTaX pealnu3aliuu
X' mpeacraasger co6oit Glu. B HexoTophix BapuanTax peanmsamuu X!! npeacrasnser coboit Xaa. B
HEKOTOPBIX BapuaHTax peanuszanuu X'! npeacrasiser coboii Leu. B HEKOTOPBIX BapHaHTax peanu3aliu
X2 mpeacraBser coboit Xaa. B HexoTophix BapuaHTax peanmsauuu X'? mpeacrasnser coboit Val. B
HEKOTOPBIX BapUAHTAX peanuszanuy X'° npeacrasiset coboii Xaa®. B HEKOTOPHIX BapHaHTAX pealn3aliuu
X" mpeacrasnser coGoit Tyr. B HEkOTOphIX BapuaHTax peanmsaluuu X'° MPEACTaBISET COOOH
AMHHOKHCIOTHBIH OCTaTOK, COACPIKAINMI TMOJSIPHYIO HE3aPSHKCHHYIO OOKOBYIO LENb (HAIPUMEp, MPH
¢usnonornaeckom pH, «moApHBIM HE3apSKEHHBIA aMUHOKHCIOTHBIN OCTaToOK», Xaa'). B HexoTophIx
BapWaHTax peanusanuu X npeactasuseT coboit Val. B HekoTopsix BapuanTax peanuszamuu pl pasen 1. B
HEKOTOPHIX BapHaHTAX peanmsanuy X' npeacraBuseT coboit Xaa™. B HEKOTOPHIX BapHaHTAX PEaTH3aLUuM
X! npeacrasnseT coboii Asp. B HekoTophIx BapuaHTax peanusanuu X' npeacrasset coboit Glu.
[00126] Creunanucram B JaHHOH 00JACTH TCXHHKH MOHSATHO, YTO AMHHOKHCIOTHBIH OCTATOK MOXKET
OBITh 3aMCHCH HA APYTrO¥ aMHHOKHCIIOTHBIH OCTATOK, MMCIOIUN TaKHC JKC CBOMCTBA, HAMPUMEP, OJUH
Xaa" (manpumep, Val, Leu u T.1.) MoskeT ObITh 3aMeHeH Ha Apyroi Xaa' (manpumep, Leu, lle, AlauT.1.),
oauH Xaa® MokeT ObITh 3AMCHEH Ha Jpyrou Xaa®, oqun Xaa® MoxxeT OBITh 3aMEHEH HA apyroi Xaa®, oqun
XaaN MoskeT GbITh 3aMeHEH Ha Apyroi Xaa™, oqun Xaa® MokeT ObITh 3aMEHEH Ha Apyroi Xaa" u T.1.
[00127] B HexoTOphIX BapuaHTaxX peaIM3alMHd AHTUTCIIOCBS3BIBAIOINUI (PPArMCHT, HAIPUMED,
VHHUBCPCAJIbHBIH  QHTUTCIOCBS3BIBAIOIIMKA  (DPAarMEHT, MOPSACTABISCT COOOW  YHHUBEPCAIBHBIN
AHTHTEJIOCBA3bIBAIOIINI (PParMEHT COCIUHCHUS, TIPEACTABICHHOTO B Ta0nuue 1. B HekoToprIX BapuaHTax
peaNn3alyy aHTUTCJIOCBA3BIBAIOIINN (PAarMEHT, HANPUMEP, VHHUBCPCATIbHBIN aHTHTCIOCBI3BIBAIOIIHN

(parMeHT npeacTaBisieT coO0H WM COACPIKUT HEOOA3aTCTIBHO 3aMEIICHHBIN
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[00128] B HekOTOpHIX BapHaHTax PCATH3ALNH YHHBCPCAIbHBINH AHTHTCIIOCBSI3BIBAIOINHN (PArMCHT
MPEACTABISICT COOOH WM CONCPXKUT HEeoOsM3aTeabHO 3aMeleHHBH A-1. B HEKOTOpBIX BapuaHTax
peanu3anyy YHHUBCPCANBHBIA aHTHTCIOCBA3BIBAOINN (pparMeHT mpeacTaBiIsieT cOOOM HIH COIACPIKUT
HeoOs3aTeNbHO  3aMeINeHHBIH A-2. B HEKOTOpBIX BapHaHTaxX peald3alid  VHHBEPCATbHBIHA
AHTHUTECIOCBS3BIBAIOLINE (DPArMCHT MPEACTABISICT COO0H HITH COACPIKUT HEOOS3ATCIPHO 3aMCIIICHHBIN A-
3. B HEKOTOpHIX BapHaHTaxX pPCATU3alNH YHHBCPCAIBHBIH AHTHTCIOCBS3BIBAIOIINN (parMeHT
MPEACTABIICT COOOH WM CONCPKUT HEOoOsA3aTeIbHO 3aMelICHHBIH A-4. B HEKOTOpBIX BapuaHTax
peanu3anyy YHUBCPCANBHBIA aHTHTCIOCBA3BIBAIOIIMN (PparMeHT mpeacTaBiIsieT cOOOH HIH COACPIKUT
HeoOs3aTeNbHO  3aMelleHHBIH A-5. B HEKOTOpBIX BapHaHTaxX pealH3alid  VHHBEPCATbHBIHA

AHTHUTECIOCBS3BIBAIOLINE (DPArMCHT MPEACTABISICT COO0H HTH COACPIKUT HEOOS3aTCIPHO 3aMCIIICHHBIH A-
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6. B HexoTOphIX BapHaHTaxX peaTu3allid YHHBEPCAIBHBIH AHTHTCIOCBS3BIBAIOIINN  (parMeHT
MPEACTABIACT COOOH WM COACPIKUT HEOOSM3aTEeIbHO 3aMeLICHHBIH A-7. B HEKOTOpBIX BapuaHTax
peanu3anyy YHUBCPCANbHBIA aHTHTCIOCBA3BIBAIOIMN (PparMeHT mpeacTaBiIseT COOOM HIH COACPIKUT
HeoOs3aTenpHO  3aMmelneHHBIH  A-8. B HEKOTOpEIX BapHaHTaxX pealu3alyd  YHHBEPCATbHBIHA
AHTHUTECIOCBS3BIBAIOLINE (DPArMCHT MPEACTABISICT COO0H MM COACPIKUT HEOOSI3aTCIPHO 3aMCIIICHHBIH A-
9. B HeEkOTOpHIX BapHAaHTaX pEATU3ALMHA YHHBEPCAIBHBIH AHTHTCIOCBS3BIBAIOIIMN  (pparMeHT
MPEACTABISICT COOOW WM COACPKUT Heobsa3atenbHO 3amemeHHBIH A-10. B HexoToprIx BapuaHTax
peanu3anyy YHUBCPCANbHBIA aHTHTEIOCBA3BIBAIOIMMN (pparMeHT mpeacTaBiaseT COOOM HIH COACPIKUT
HeoOs3arenpHO  3aMelneHHbI  A-11. B HEKOTOpBIX BapuaHTaXx peaau3aldd  YHHBEPCATbHBIA
AHTHUTEIOCBS3BIBAIOLINI (DPArMCHT MPEACTABISICT COO0H HMIH COACPIKUT HEOOI3aTEIPHO 3aMEIIICHHBIH A-
12. B HExkOoTOpHIX BapHAHTAX pPEATH3ALUH YHHUBEPCATIBHBIM AaHTHTEIOCBA3BIBAIOIUE (parmeHT
HNPEACTABIICT COOOM WM COACPKUT Heobs3aTtenbHO 3aMemeHHBIH A-13. B HEKOTOpBIX BapuaHTax
peanM3alyy YHUBEPCAIbHBIH AHTHTEIOCBS3BIBAIOIMN (PparMeHT mpeacTaBIseT COOOH WIH COACPIKHT
HeoOs3aTenbHO  3aMeIneHHBI A-14. B HEKOTOpBIX BapuaHTaX peaau3aldd  YHHBEPCATBHBIA
AHTHUTECIOCBA3BIBAIOIINN (PParMEHT MPEACTABIICT COOOH MITH COACPIKUT HEOOA3ATEIBHO 3aMCIICHHbIH A-
15. B HExoTOpBIX BapHaHTAX pPCATH3ALMH YHUBEPCATBHBIH AHTHUTEIOCBA3BIBAIOIINN (hparMeHT
HPEICTABIACT COOOM MM COACPKUT HEOoOs3aTe/IbHO 3aMEINCHHBIM A-16. B HEekoTOpBIX BapHaHTax
peaTM3alMy YHUBEPCANBHBIH AHTHTEIOCBSA3BIBAIOIIMN (parMeHT mpeacTaBasSeT COOOH WIH COACPIKHT
HEeoOs3aTeNbHO  3aMeIeHHBIH A-17. B HEKOTOpBIX BapHaHTaxX peaNM3aLUH  YHUBEPCATbHBIN
AHTHUTEIOCBS3BIBAIOLTHI (DPArMEHT MPEACTABISIET COOOH MM COACPIKUT HEOOS3aTCIPHO 3aMEIIICHHBIN A-
18. B HekoTOpBIX BapHAHTaX pPCATHM3ALUH YVHHBCPCATBHBIAH AHTHTCIOCBI3BIBAIOIIKN (pparMeHT
MPCACTABISCT COOOW WM COACPKUT HEOOA3aTeNnbHO 3aMeuIcHHBIH A-19. B HEKOTOpHIX BapuaHTax
peann3alyy YHUBCPCAIBHBIA aHTHTCIOCBI3BIBAIOIINN (PparMeHT mpeacTaBisieT coOOM HIH COACPIKUT
HeoOs3aTenpbHO  3aMeineHHbIE  A-20. B HEKOTOpBIX BapuaHTaX peaaH3aldd  VHHUBEPCATbHBIH
AHTUTEIIOCBS3BIBAIOIIUI (PParMEHT MPEACTABISICT COOON HITH COACPIKUT HEOOI3aTEIbHO 3aMCIICHHBIN A-
21. B HEKOTOPHIX BapHAHTAX PCATH3ALUN YHHBCPCAIBHBIA AHTHTCIOCBI3BIBAIOIIUN (parMeHT
MPEACTABISICT COOOW WM COACPKUT HEOOA3aTeNbHO 3aMCLICHHBIH A-22. B HEKOTOpHIX BapHaHTax
peanu3alyy YHUBCPCANBHBIA aHTHTCIOCBI3BIBAOIMMN (PparMeHT mpeacTaBisieT cOOOM HIH COACPIKUT
HeoOs3aTEeNbHO 3aMEINCHHBIH A-23. B HEKOTOpBIX BapuaHTax peaau3aldd  VHHUBEPCATbHBIHA
AHTHUTCIOCBS3BIBAIOIHE (DPArMCHT MPEACTABISICT COOOH HIIH COACPIKUT HEOOS3ATCIPHO 3aMCIIICHHBIN A-
24. B HEKOTOPBIX BapPUAHTAX PCATH3ALUN VHHUBCPCATIBHBIA aHTHTCIOCBI3BIBAIOIIUN (parMeHT
MPEACTABISICT COOOW WM COACPKUT HEOoOA3aTeNbHO 3aMELICHHBIH A-25. B HEKOTOpHIX BapHaHTax
peanu3anyy YHUBCPCANBHBIA aHTHTCIOCBA3BIBAIOIMN (PparMeHT mpeacTaBisieT cOOOM HIH COACPIKUT
HEeoOs3aTEeAbHO 3aMEINCHHBIH A-26. B HEKOTOpBIX BapuaHTaXx peanH3alid  VHHBEPCATbHBIA
AHTHUTECIOCBS3BIBAIOLINE (DPArMCHT MPEACTABISICT COOO0H HTH COACPIKUT HEOOS3ATCIPHO 3aMCIIICHHBIN A-
27. B HEKOTOPHIX BapUAHTAX pPCATH3ALMH VHHUBCPCATIBHBIA aHTHTECIOCBA3BIBAIOIIUN (parMeHT
MPEACTABISICT COOOW WM COACPKUT HEoOA3aTenbHO 3aMelICHHBIH A-28. B HEKOTOpHIX BapuaHTax

peanu3anyy YHUBCPCANBHBIA aHTHTCIOCBA3BIBAIOIMN (pparMeHT mpeacTaBisieT COOOH HIH COACPIKUT
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HeoOs3aTeNbHO  3aMEINCHHBIH A-29. B HEKOTOpBIX BapuaHTaX peanu3alid  VHHBEPCATbHBIA
AHTHUTCIOCBS3BIBAIOLINE (DPArMCHT MPEACTABISICT COO0H HTH COACPIKUT HEOOS3aTCIPHO 3aMCIIICHHBIH A-
30. B HekoTOpHIX BapHAHTaX pEATH3aLUH VHHUBEPCATIBHBIA aHTHTECIOCBA3BIBAIOIUN (parMeHT
MPEACTABIICT COOOW WM COACPKUT Heobsa3atenbHO 3aMmemeHHBIH A-31. B HEkoTOprIX BapuaHTax
peanu3anyy YHUBCPCANbHBIA aHTHTCIOCBA3BIBAIOIMN (PparMEeHT mpeacTaBiIseT COOOM HIH COACPIKUT
HeoOs3aTenbHO  3aMeINeHHBI A-32. B HEKOTOpBIX BapHaHTaX peaiH3alid  YHHBEPCATbHBIA
AHTHUTEIOCBS3BIBAIOLINI (DPArMCHT MPEACTABISICT COO0H MM COACPIKUT HEOOSI3aTCIPHO 3aMCIIICHHBIH A-
33. B HEkoTOpHIX BapHAHTAX pEATH3ALUH YHHUBEPCATIBHBIM aHTHTEIOCBA3BIBAIOIIUN (parMeHT
MPEACTABISICT COOOW WM COACPKUT Heobsg3aTtenbHO 3aMmemieHHBIH A-34. B HEKOTOpHIX BapuaHTax
peanu3anyuy YHUBCPCANbHBIA aHTHTEIOCBI3BIBAIOIME (pparMEeHT mpeacTaBiIsieT COOOM HIH COACPIKUT
HeoOs3aTenbHO  3aMeIneHHBI  A-35. B HEKOTOpBIX BapuaHTaX peaau3alid  YHHBEPCATbHBIA
AHTHUTEIOCB3BIBAIOLINI (DPArMCHT MPEACTABISICT COOOH MM COACPIKUT HEOOI3aTEIBPHO 3aMEIICHHBIH A-
36. B HexoTOpHIX BapHAHTAX pEATH3ALUH YHHUBEPCATIBHBIM AHTHTEIOCBA3BIBAIOIME (parmMeHT
NPEICTABIACT COOOM MM COACPKUT HEOOS3aTeIbHO 3aMeEINCHHBIM A-37. B HEKOTOpBIX BapHaHTax
peaTM3alMy YHUBEPCAIBHBIH AHTHTEIOCBS3BIBAIOINMN (PparMeHT mpeacTaBIseT COOOH WIH COACPIKHT
HEoOs3aTeNbHO  3aMeIneHHBIH  A-38. B HEKOTOpHIX BapHaHTaxX peaNM3aLUH  YHUBEPCATbHBIN
AQHTHUTEIIOCBA3BIBAIOIINN (PParMEHT NMPEACTABIICT COOOH MU COACPIKHUT HEOOA3ATEIPHO 3aMCIICHHbIH A-
39. B HEKOTOpBIX BapHAHTAX pPCATH3ALMH YHUBEPCATBHBIH AHTUTEIOCBA3BIBAIOMN  (hparMeHT
MPCACTABISICT COOOW WM COACPKUT HeobOs3arenpHO 3ameuicHHBIH A-40. B HEKOTOpHIX BapuaHTax
peanu3aLpy YHUBCPCAIbHBIA AHTHTCIOCBI3BIBAIOIIMN (PparMCHT mpeacTaBisieT coOOM HIH COACPIKUT
HeoOs3aTeabHO — 3aMeIneHHbIH A-41. B HEKOTOpBIX BapuaHTax peaaH3aldd  YHHUBCPCATbHBIH
AHTHUTCIOCBS3BIBAIOIHE (DPArMECHT MPEACTABISIET COOO0H HIIH COACPIKUT HEOOS3aTCIPHO 3aMCEIIICHHBIN A-
42. B HEKOTOPHIX BapHAHTAX PCATH3ALMH YHHBCPCAIBHBIA aHTHTCIOCBI3BIBAIOIINN (parMeHT
MPEACTABISICT COOOW WM COACPKUT HEODOA3aTeNbHO 3aMELICHHBIH A-43. B HEKOTOpHIX BapHaHTax
peanu3alyy YHUBCPCAIBHBIA aHTHTCIOCBI3BIBAIOIINN (PparMeHT mpeacTaBisieT COOOM HIH COACPIKUT
HeoOs3aTebHO  3aMeINCHHBIH A-44. B HEKOTOpBIX BapuaHTaX pEaaH3aldd  YHHUBEPCATbHBIH
AHTHUTCIOCBS3BIBAIOIHE (DPArMECHT MPEACTABISICT COOOH HITH COACPIKUT HEOOS3aTCIPHO 3aMCIIICHHBIN A-
45. B HEKOTOPBIX BapHAHTAX pPCATH3ALUN YHHBCPCATIBHBIA aHTHTCIOCBI3BIBAIOIIUN (parMeHT
MPEACTABISICT COOOW WM COACPKUT HEOOA3aTeNbHO 3aMELICHHBIH A-46. B HEKOTOpHIX BapHaHTax
peanu3anyy YHUBCPCANBHBIA aHTHTCIOCBI3BIBAOIMN (PparMeHT mpeacTaBisieT COOOM HIH COACPIKUT
HeoOs3aTeNbHO  3aMeINCHHBIH A-47. B HEKOTOpBIX BapuaHTax peaad3aldd  VHHBEPCATbHBIA
AHTHUTECIOCBS3BIBAIOLINE (DPArMCHT MPEACTABISICT COOOH HTH COACPIKUT HEOOS3ATCIPHO 3aMCIIICHHBIN A-
48. B HEKOTOPHIX BapUAHTAX pPCATH3ALMN VHHUBCPCATIBHBIA AaHTHTCIOCBA3BIBAIOIIUN (parMeHT
MPEACTABISCT COOOW WM COACPKUT HEoOA3aTeNnbHO 3aMELICHHBIH A-49. B HEKOTOpHIX BapHaHTax
peannzaniii OH SBIIAETCA HE3aMEIIEHHBIM. B HEKOTOPBHIX BapHaHTaX pealM3allid OH  SBIACTCS
3aMEIICHHBIM.

[00129] B HEkOTOpHIX BapHaHTax PCATH3ALNHM YHHBCPCAIbHBIH AHTHTCIIOCBS3BIBAIOIIHN (PArMCHT

COJCPIKUT MENTHIHOE 3BCHO U CBS3aH C JIMHKEPHBIM (pparmMeHToM depe3 C-koHel menTHIHOro 3ecHa. B
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HEKOTOPBIX BapWAHTAaX PCANM3AIlAA OH CBA3aH C JIMHKCPHBIM (pparmMeHTOM uepe3 N-KOHEI MeITHIHOTO
3BcHA. B HEKOTOPBIX BapHaHTaX PeATH3AIIMN OH CBA3aH YepPe3 TPYITY OOKOBOH NETH MEIITHIHOTO 3BCHA.
[00130] B HekoTOpBIX BapHAHTaX pPEANU3ALMH AHTUTCIOCBS3BIBAIOINUN (pParMeHT, HAIpPUMED,
VHHUBCPCAJBbHBIM  QHTHUTCIOCBI3BIBAIONIMI  (DParMCHT, TPCACTABIICT COOOH WM COACPIKUT
HU3KOMOJICKYJISIPHBIN (hParMEeHT, MOJICKYJIIPHAsE Macca KOTOPOro cocrasiset, Hanpumep, meHee 10000,
9000, 8000, 7000, 6000, 5000, 4000, 3000, 2000, 1500, 1000 wu Tt.a TlpurogHbic TaKHe
AHTUTEIOCBA3BIBAIOINKE (PPArMCHTHI BKITFOYAIOT HHU3KOMOJICKY/SIPHBIC CBs3biBaromue (parmeHtsr Fc,
Hanpumep, onucannsie B US 9745339, US 20130131321 uT.4.

[00131] CreumanucraM B JaHHOW OOJACTH TEXHHMKH MOHATHO, YTO AHTUTENA, HMCIOIIHE PA3IUYHBIC
cBoiicTBa W (yHKIMH (HATPUMEP, AHTUTENIA, PACHO3HAIOIIMC PA3IUYHBIC AHTHUTCHBI, COACPIKAHHC
HEOOsA3aTeAbHBIC MOAU(PUKALMKU W T.A.), MOTYT OBITh TNPHBICYCHBI AHTHTEIOCBI3BIBAROIIUMHI
(hparMeHTaMH, ONIUCAHHBIMU B JAHHOM JOKYMCHTC. B HEKOTOPBIX BapHaHTaX PeaTH3aliK TAKUC AaHTUTEIA
BKJIFOUAIOT AHTHUTC/IA, BBCACHHBIC CYOBCKTy, HANPUMEP, B TCPANCBTHUCCKUX LEIAX. B HEKOTOPBIX
BapUAHTAX PCATM3ALMA AHTHUTCNA, MPUBJICUCHHBIC AHTHTCIOCBI3BIBAIOIINME (parMCHTAMH, COACPIKAT
AHTUTEJIA TPOTHB PA3IHIHBIX AHTUICHOB. B HEKOTOPBIX BapHaHTAX PCATH3AIHH AHTUTEIA, IIPUBIICUCHHBIC
AHTUTEIIOCBSA3BIBAIOIIUMH (PparMCHTAMH, BKIFOUAIOT AHTHUTEIIA, AHTUTCHBI KOTOPHIX HE MPUCYTCTBYIOT HA
MOBCPXHOCTH WIIH HA KJICTOYHOH MEMOpPAHE KIICTOK-MHLICHCH (HAIPUMEP, TAKUX KICTOK-MUIICHCH, KaK
pakoBbic  KICTKH). B HCKOTOpBIX  BapuWaHTaX  pCaM3aldd  AHTUTCNA,  IPUBJICUCHHBIC
AHTUTCIIOCBSA3BIBAIOIIUMH  (DpParMCHTAMH, BK/IIOYAIOT AHTHTCIA, KOTOPBIC HE MPEACTABISIOT COOOM
AHTUTEHBI HANPABJICHHOTO ACHCTBUS, MPUCYTCTBYIONIME HA TIOBEPXHOCTH WM HA KICTOUHOM MEMOpaHe
MHUIICHEH (HAmpUMEpP, KJICTOK-MHINCHEH, TaKHWX KaK PaKOBBIC KIICTKH). B HEKOTOPHIX BapHaHTax
peaTH3alii aHTUTCHBI Ha MOBEPXHOCTH KJICTOK-MHIICHEH MOTYT BIMATH HAa CTPYKTYPY, KOH(POPMAIHIO
W/WITA OHO WM OONee CBOMCTB W/WiM (DYHKIMI MPHUBICYCHHBIX AHTHTEN, KOTOPHIC CBS3BIBAIOT TAKHE
AHTUTCHBI. B HEKOTOPBIX BapHaHTaX PEATH3AINH, KaK TIOHSATHO CIICIIHATUCTAM B JAHHOMH 00IaCTH TCXHUKH,
MPEATOKECHHBIC TEXHOJIOTHH BKIIIOUAIOT YHHUBCPCAIBHBIC aHTUTEIOCBA3HIBAIOINNE (PPArMEHTHI, KOTOPHIC
MPUBJICKAIOT AHTUTEIA PA3TUIHOH crieiuduaHoctH, u He 60see 1%, 2%, 5%, 10%, 15%, 20%, 25%, 30%,
35%, 40%, 45%, 50%, 55%, 60%, 65%, 70%, 75%, 80%, 85%, 90%, 95% wummu 99% mporeHTOB
MPUBJICUCHHBIX AHTUTEIT HAMPABJICHBI TPOTHB OHOTO M TOTO JKE aHTHI¢Ha, OCITKa, JIUMTHIA, YITICBOIa U T. 1.
Cpeau mpoyero, 0QHO U3 MPECUMYIICCTB JAHHOTO H30OPSTCHUS 3aKITIOUYACTCS B TOM, UTO MPEAIOKCHHBIC
TEXHOJIOTHH, BKITIOUAIOIINEC VHUBCPCATIBHBIC aHTHTEIOCBI3BIBAIONIHE (PParMeHTHI, MOTYT HUCIOb30BATH
PasHOOOpAa3HBIC TYJIbI AHTHTEN, TAKHEC KaK MPHUCYTCTBYIOMIME B CHIBOPOTKE. B HEKOTOPHIX BapHaHTaX
peaTH3alii YHUBEPCATBHBIC AHTHTEIOCBI3BIBAIOIINC (DPArMEHTSHI TI0 JAHHOMY H300PETCHHIO (HampuMep,
B ARM) npuBoaST B KOHTAKT ¢ MHOKECTBOM aHTUTEI, puueM He Oosee 1%, 2%, 5%, 10%, 15%, 20%,
25%, 30%, 35%, 40%, 45%, 50%, 55%., 60%, 65%, 70%, 75%., 80%, 85%., 90%, 95% wnu 99% nporecHTOB

U3 MHOXKCCTBA AHTUTC]T HAIMMPABJICHBI MIPOTHUB OAHOT'O U TOI'0 »KC AHTUI'CHA, 6CJ'IKa, JMnaa, yrijicseoga U T. 4.

Amunoxuciomsi

[00132] B HEKOTOPHIX BapHaHTax pCATH3ALUHM MPCITOKCHHBIC COCAHHCHHS M AarcHTBl MOTYT
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coiepkate OAMH WiH ©Oonee aMHHOKHCIOTHBIX (ParMEHTOB, HANpUMEpP, B YHUBEPCATBHBIX
AHTUTENOCBA3BIBAIOINUX (PparMeHTax, JTUHKEPHBIX (pparMeHTaX H T.A. AMHHOKHCIIOTHBIC (ParMEHTHI
MOTYT ObITh (pparMECHTaMHU MPUPOIHBIX AMHHOKHCIOT WIH HEMPUPOIHBIX aMHHOKHCIOT. B HEKOTOpBIX
BapUAHTAX PCATH3ALNH AMHHOKHUCIIOTA UMEET CTPYKTYPY dopmyst A-I:

NH(R*)-L*-C(R*)(R*)~L*~COOH,

A-1

WIIH €€ COMb, TAC KK ICPEMCHHAS HE3aBUCHUMO SBIISICTCS TAKOW, KAK ONHCAHO B JAHHOM JOKYMCHTE.
B HEexkoTOpHIX BapHaHTaxX peanu3alii AMUHOKUCIOTHBIH OCTaTOK HMEET CTPYKTYPY
_N(Ral)_Lal_C(Raz)(Ra3)_La2_CO_.
[00133] B mekoropsix BapuaHTax peanusanuu L npeacrasnset co0oii KOBAICHTHYIO CBsI3b. B
HEKOTOPBIX BAPHAHTAX peanu3anny cocquHeHue Gopmynsl A-I umeet CTpykTypy
NH(R*)~C(R*)(R*)~L**~COOH.
[00134] B mekoropsix BapuaHTax peanusanuu L* npeactrasBiusieT co00i KOBAICHTHYIO CBsI3b. B
HEKOTOPBIX BAPUAHTAX PEaTn3alyy coeanHeHue hopmysl A-I umeer cTpykTypy
NH(R*)~C(R*?)(R*)~L*2-COOH.
[00135] B Hexoropbix BapuanTax peanusauuu L' npeacraBiseT coG0H KOBAICHTHYIO CBsI3b, U L+
HPEICTABIACT COOOI KOBAJICHTHYIO CBsI3b. B HEKOTOPBIX BapHaHTaX peaau3alliy COCAUHCHUE (HOPMYITBI
A-I umeer ctpykrypy NH(R*)—C(R*)(R¥)-COOH.
[00136] B nexoTopsix BapHaHTax peanusaunu L mpeacTapiseT cOO0H KOBAJICHTHYIO CBsi3b. B
HCKOTOPBIX BapHaHTax peanusanuu L? npeacrasiset coboi Heods3arenpHO 3aMeeHAY0 Ciog
JBYXBAJICHTHYIO anuaruucckyro rpymmny. B HexoTopsx BapuanTax peanusaunu L? npeacrasiseT coOoit
Heobs3areapHo 3ameineHHbIH Ci¢ ankiicH. B HekoTopeix BapuanTax peanusanpu L? npeacrasuser
coboit —CH,—. B HekoTopsix BapuanTax peanusamuu L npeacrasmser codoii —CH,CH,—. B HexoTophix
BapuaHTax peanusaumu L? npeacrasisiet codoit —CH,CH,CHa—.
[00137] B nexoropsix BapraHTax peanmsanuu R’ mpeacrasiser coboii R. B HekoTopsIx BapuanTax
peamusaiu R npeacrasnser coboii R, rae R saBaseTcs Takum, Kak OMUCAHO B JAHHOM JOKyMEHTE. B
HEKOTOPBIX BapHaHTax peanusanuu R* npeacrasmser coboit R, rae R sBisercs Takum, Kak OMUCAHO B
JaHHOM TOKyMeHTe. B HexoTophIX BapuanTax peanusaimu R npeacrasnsger coboii R, rae R ansercs
TAKUM, KaK OMKMCAHO B JAHHOM JOKYMEHTE. B HEKOTOpHIX BapuaHTax peamusanuu kaxabiid R, R¥ u R¥
HE3aBHCHUMO NpeAcTaBisieT coOo R, rae R saBiseTcs Takum, Kak OMUCAHO B JAHHOM JOKYMCHTE.
[00138] B mexoropsix BapuanTax peanusanuu R npeacrasnser coboit Bogopoa. B HexoTopbix
BapuanTax peamusaunu R* npeacrasiser co6oii Bogopoa. B HekoTopeix BapuanTtax peanuzauu R
NPECTaBIIET cOO0M BOAOPOA. B HEKOTOPHIX BapuaHTax peanusanuu R npeactasnser co6oit BOIopo,
U 110 MEHbIIEH Mepe oauH u3 R¥ u R* npeacrasnsgeT coGoit Boaopoa. B HEKOTOPEIX BapHaHTax
peammsanun R npeacrasaser coGoit Bogopoa, oaud u3 R¥ u R* npeacrapaser coGoii BoAopos, a
JPYro# He MpeacTaBisIeT codoil BOXOpOa.
[00139] B mexortopbix BapuaHTax peanusammu R* nmpeacrasnser coboit —L*-R, rae R sasercs

TaKHM, KaK OMKCAHO B JAHHOM JOKYMEHTE. B HEKOTOpBIX BapuaHTax peanusaiuu R* mpeacTaBiser
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coboit —L*—R, rae R mpeacrasmset co00i HEOOS3aTS/IBHO 3aMELICHHYIO TPYIITy, BEIOpaHHY 0 u3 Cs_30
uukaoaaudarmaeckoit rpymnmer, Cs30 apuia, 5S-30-41eHHOrO rerepoapuia, coaepsxamero 1-10
reTePOaTOMOB, HE3AaBUCHMO BEIOPAHHBIX U3 KHCIOPOAA, a30Ta, cepkl, pocdopa u kpemuwms, u 3-30-
YIICHHOTO METCPOLMKIINNA, coaepxkamero 1-10 retepoaroMoB, HE3aBUCHMO BBIOPAHHBIX U3 KHUCIOPOAA,
a3ota, cepal, Gpocdopa u kpemHus. B HEKOTOPBIX BapuaHTax peanmsanuu R¥ mpeacrapiaseT co6ok
—L*-R, rae R npeacrasnser coboit HEOOA3aTSIPHO 3aMEIICHHYIO TpymiTy, BeIOpaHHy 0 u3 Ce30 apuna u
5-30-uneHHOrO reTepoapmia, coaepaxkamero 1-10 rerepoaToMoB, HE3aBHCUMO BHIOPAHHBIX M3 KHCIOPOIA,
azota, cepsl, Bocdopa u kpemHus. B HekoTOphIX BapHaHTax peanusanuu R* npeacrasaseT coGoit
GOKOBYIO LIETIb AMUHOKHCIIOTHL. B HEKOTOPBIX BapuanTax peanuszaumu R npeacrasiser coboi 60KOBYIO
Ic1b CTaH,E[apTHOﬁ AMHHOKHCJIOTHI.

[00140] B nexotopsix BapuaHTax peammsanuu R* npeacrasnser coboii —L*~R, rae R sapasercs
TaKUM, KaK OMKCAHO B JAHHOM JOKYMEHTE. B HEKOTOpBIX BapuaHTax peanmusauu R* npeacrasiser
cob6oit —~L*—R, rae R npeacrasnser coboii HEOOI3aTEIPHO 3aMEIICHHYIO TPYIITY, BRIOpaHHy0 U3 Cs-30
uukIoanudaruaeckoi rpymmsl, Cs.zo apuna, 5-30-aneHHOTO reTepoapiia, coaepskarmero 1-10
reTepOaTOMOB, HE3aBUCHMO BHIOPAHHBIX M3 KUCIOPOAA, a30Ta, cepbl, pochopa u kpemuus, u 3-30-
YWICHHOTO FeTCPOLIMKINNA, coaeprkamiero 1-10 rerepoatoMoB, HE3aBUCHMO BBIOPAHHBIX U3 KHCIOPOAA,
azota, cepsl, Gochopa u kpemuus. B HexoTophix BapuanTax peamusanuu R* npeacrasnseT coGoit
—L*-R, rae R npeacrasmser coboit HE0OA3aTe IbHO 3aMCLICHHYIO Ipymity, BeiOpanHyo u3 Cezo apiia u
5-30-uneHHOTrO reTepoapmia, coaepxamiero 1-10 rerepoaroMoB, HE3aBUCHUMO BHIOPAHHBIX U3 KUCIOPOJA,
asora, cephl, pochopa u kpemuus. B HekoTOpeIX BapuaHTax peanusaiuu R® npeacrasaseT coboi
OOKOBYIO LICTTh AMUHOKHUCJIOTHL. B HekoTOpBIX BapuanTax peanusauuu R* npeacrasnser co6oit 60KOByO
Ocib CTaH,E[apTHOﬁ AMHHOKHCJIOTHI.

[00141] B HekoTopsix BapuaHTax peanusauu R npeacrasiser co60il HUKIHYSCKYIO rpymmy. B
HEKOTOPHIX BapHaHTax peanusauuu R npeacrasnser co6oi HeoOs3aTenpHO 3aMeIneHHY 0 Cssg
LUKI0ATH(ATHICCKYIO rpyminy. B HEKOTOphIX BapuaHTax peanuzanui R npeacrasiseT coOoi
LUKJIOTPOIIHIL.

[00142] B Hexoropsix BapuaHTax peanusaunu R npeacrasiser co60it apoOMaTHICCKYIO TPYIITY, U
AMMHOKHCIOTHbIH OCTaTOK aMHHOKUCIOTH (popmyiisl A-I npeacrasnser coboit Xaa®. B HekoTOPBIX
BapHaHTax peanusanuu R npeacrasnser coboi HeoOA3aTenbHO 3aMeIIeHHBH GeHmT. B HekoTophIxX
BapHaHTax peanuzauuu R npeacrasmseT codoit permn. B HexoTopeix BapuaHTax peanusanuu R
npeacTaBiseT codboil Heobs3aTenbHO 3aMeIneHHbIN (peHmn. B HexoTopeix BapuaHTax peanusannd R
npeactaBisieT coboit 4-tpudropmerundenni. B HexoTOphIX BapuaHTax peauzanuu R npeacrasmset
coboii 4-permndennn. B HekoTopeix BapuanTax peanu3sanuu R mpeacrasnset co0oi HEOOM3aTeIbHO
3aMeIneHHbIH 5-30-uneHHbIH rerepoapu, coaepxkamuii 1-10 retepoaToMOB, HE3aBUCUMO BHIOPAHHBIX K3
KHCIIOPOoaa, a30Ta, cepbl, pocdopa u kpemuus. B HexoToprIx BapuanTax peanuzaunu R mpeacrasmiser
€000l HEODA3aTENFHO 3aMEIICHHBIN 5-14-4IeHHBIH reTepoapu, coaepxamui 1-5 rerepoaroMos,

HE3aBUCHMO BBHIOPAHHBIX U3 KUCIOPOAA, a30Ta U ceprl. B HexoTOprIX BapHaHTax peanuzanuu R
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|4N
HPEICTABIACT COOOH Sﬁ. B mexotopsIx BapuanTax peanusanuu R npeacrasmser coboit
Heo0s3aTeIbHO 3aMEIICHHBIA MTUPUANHIIL. B HEKOTOPHIX BapraHTax peanu3anuy R npeacrasnser coboit
I-mmpuauamn. B HekoTOpBIX BapuaHTax peannzauuy R mpeacrasiser coboit 2-nupuaunmi. B
HEKOTOPBIX BapuaHTax peanu3auud R mpeacrasnser codoit 3-mupuauami. B HekoTopsIX BapuaHTax
X

peanmsarmu R npeacrasiseT coboit 2N

[00143] B mexoropsix BapHantax peanusauuu R’ npeacrasaser co6oit —COOH. B HexoTopsix
BApUAHTAX PCATM3ALNHN COCIUHECHUEC AMUHOKUCIOTHOTO OCTaTKA aMUHOKHCIOTHI (popmyisr A-1
npeacrasseT coboi Xaal,

[00144] B mexotopsix BapHanTax peanusauuu R’ npeacrasaser coboit —"NHs. B HekoTopsix
BApPHAHTAX PCATH3ALMH COCAUHCHNUE aMUHOKHUCIOTHOTO OCTATKa AMHHOKHCIIOTH (popmyer A-1
npeacTaBaIeT coboit XaaP.

[00145] B nexortopsix BapuanTax peammsanuu R¥ wim R* npeacrasnser co6oi R, rae R npeacrasnser
coboit Ciz0 anudaruueckyro TpymIy, Kak OMHMCAHO B AAHHOM JOKYMEHTC. B HEKOTOpBIX BapHaHTax
peann3aMy COCTUHCHUE aMUHOKHCIOTHOIO OCTaTKa aMUHOKHUCIOTH (popmy:asl A-I mpeacrasmseT codon
Xaa®. B HexoTOphIX BapuaHTax peanusanuu u3odpetenus R mpeacrasmser coboit —~CHz. B HekoTOpBIX
BapHAHTaxX peanu3anuy u3odpereHus R npeacrasmser codoi 3Tun. B HEKOTOPHIX BapHaHTaX PeaNn3aiiu
R mpeacrasnser cobo¥t mpommn. B HekoTopeix BapuaHTax peanm3auumd R mpeacrasisier coOoi
LUKJIOTIPOTTHIT.

[00146] B HexoTophix BapuaHTax peanusanuu asa uam 6oaee R, R¥ u R® npeacrasasior coboit R u
BMECTE 00pa3yIOT HEOOS3aTCIBHO 3aMEIICHHOC KOJIBLIO, KaK OTMUCAHO B JAHHOM JOKYMCHTC.

[00147] B mexoTopwix BapuanTax peamuszanuu R u oaun uz R? u R npeacrasnstor co6oii R u
BMECTC 00pa3yrOT HEOOSI3aTCIIBHO 3aMELICHHOS 3-0-4JICHHOS KOJIBLIO, HE COACPIKAIICE AOTIOHHTEIBHBIX
KOJIBLIEBBIX TETEPOATOMOB, KPOME TOTO aTOMa a30Ta, ¢ KOTOPBIM cBsa3aH R*. B HekOTOphIX BapHaHTax
peanuzanun 00pa3oBaHHOE KOJIBIO MPEACTABISICT COO0H S-HICHHOE KOJBIIO, KK B IPOJIHHE.

[00148] B mexoroprix BapuanTax peanmusanuu R™ u R¥ npeacrasistor coboit R u BMecte 06pasyror
HEO0S3aTEIPHO 3aMEIICHHOE 3-0-WICHHOE KOJIbLO, KaK OMUCAHO B JAHHOM JOKYMCHTE. B HEKOTOPBIX
BapuaHTax peammusanui R u R* npeacrapnsor co6oii R u BMecTe 06pasyroT HEOOA3aTENBHO
3aMEIIECHHOE 3-6-UICHHOE KOMBLIO, COACPIKAIIEE OAMH HITH 0OJice KOMBIIEBBIX aTOMOB a30Ta. B
HEKOTOPBIX BapHaHTax peamusamuu R* u R npeacrapisaror co6oii R u BMecTe 06pasyroT HE0OA3aTENbHO
3aMCLICHHOC 3-0-4JICHHOE KOJIBLIO, COACPIKAIIEES OJUH H HE OOJICC OHOTO KOJIBLIEBOIO rETCPOATOMA,
KOTOPBIH MPEACTABIISICT COOOI aTOM a30Ta. B HEKOTOPBIX BapHaHTAX PECATH3AHUH KOJBLIO SIBJISICTCS
HACBIINCHHBIM KOJBILIOM.

[00149] B HexOTOPBIX BapHAHTAX PCATH3ALHNA AMHHOKHCIIOTA SIBISICTCS IPUPOIHONH aMUHOKHCIOTOH.
B HexoTOpEIX BapuaHTaxX peaTM3allii AMHHOKHCIOTA SBISETCS HETPHUPONHON aMHHOKHCIOTOH. B

HEKOTOPHIX BapHAHTAX pPEaTH3alUH AMHHOKHCIOTa MPEACTABISICT COOOW anmb(a-aMHHOKUCIOTY. B
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HEKOTOPBIX BAPHAHTAX PEANTH3ALMH AMHHOKHCIIOTA MPEACTABILIET COO0H G€Ta-aMHHOKHCIIOTY.

Muwens

[00150] B HexoTOpBIX BapHAHTAX PeaTU3ALUH JAHHOTO W300PESTCHHUS MPEAIONKEHB TEXHOIOTHUH IS
CCJICKTUBHOTO HALCJAMBAHMS ArCHTOB, COJACPIKAIMMX MHIICHB-CBA3BIBAIOIINE (pparMeHTHl (Hampumep,
coeauneHus ARM), aHTHTE1a H IMMYHHBIC KJICTKH, HanpuMmep, Ki1eTkd NK, B TpeOyeMbIe caiiThI-MHUIICHH,
coaeprkaume oaHy win Oonee mumeHed. CrenmamucraM B JaHHOH OOJACTH TEXHHKH IMOHSATHO, YTO
NPEIIOKCHHBIC TEXHOIOTHH PUTOAHBI TSI PA3THYHBIX THIIOB MHIICHCH.

[00151] B sHexoTOpBIX BapHaHTaX PEATH3ALHHM MHIICHH MPEICTABISIOT COOOH MOBPEXKICHHBIC WU
nedexrHpie TKaHH. B HEKOTOPBIX BapHaHTaxX peaau3allii MUIICHD MPEACTABISCT COOOH MOBPEKICHHYIO
TKaHb. B HEKOTOPHIX BapHaHTaX pPEATH3ALMH MHLICHb MNPEACTABIICT COOOH AcdexTHyro TkaHb. B
HCKOTOPBIX BAapHAHTAX pEATM3ALMHM MHIICHb CBfA3aHA C 3a00JICBAaHMEM, PACCTPOHCTBOM WU
MATOJOTHYCCKHM COCTOSIHHEM, HAIPUMEpP, PAKoM, PaHOH M T.A. B HEKOTOpPHIX BapHaHTaX PeaTH3ALMU
MHIICHBIO SBICTCS OMyXONb. B HEKOTOPBIX BapHAHTAX PEATH3ALUM MUIICHH MPEACTABIISLIOT COOOH MU
COAEpIKaT MOBPEKICHHBIC KJICTKH. B HEKOTOPHIX BapHAHTAX peaIH3aLHK MUIICHU MPEACTABIIIOT COOOH
WIN COACPIKAT PAKOBBIC KICTKH. B HEKOTOPBIX BapHaHTaX pPEaIHM3aLHM MHIICHb MPEACTABIICT COOOH
HWHOPOAHBIA 00BEKT. B HEKOTOPBIX BapHaHTaX PEaTH3aLMH MHIICHb MPEACTABISCT COOOH MM COACPIKUT
MHQCKIMOHHBIH arcHT. B  HEKOTOpBIX BapHAHTAX pEATM3ALUM MHIICHb NPEACTABISCT COOOH
MHKpOOpraHu3M. B HEKOTOpEIX BapuaHTax peaju3alMl MHIICHb NMPEACTABISLCT COOOH WIH COACPIKUT
Oakrepun. B HEKOTOPBIX BapHaHTAX PECATM3ALMH MUIICHD TIPSACTABIISCT COOOM HITH COACPIKUT BUPYCHI.
[00152] Bo mHOrMX BapHaHTaxX peaaM3allid MHIICHH MPEACTABISIOT COOOW TKAHH W/HWIH KICTKH,
CBSI3aHHBIC 3a00JICBAHMSAMH, PACCTPOWCTBAMH WJIM TATOJIOTHYCCKHMH COCTOSHHSIMH, B YACTHOCTH, C
Pa3IMYHBIMU THIAMH paka. B HEKOTOpHIX BapHAHTAX PEeATH3ALMH MHIICHU MPCACTABISIIOT COOOH WITH
coaepkar pakossie kieTkr. Cpeau mpoyero, B JAHHOM H300PETCHHH NPEIOKCHBI TCXHOJIOTHH, KOTOPHIC
OCOOCHHO MPHUTOAHBI TSI CEJICKTUBHOTO HAIMPABICHHOTO BO3ACHCTBHSI MMMYHHOU CHCTCMbI HA PAKOBBIC
KJICTKH MOCPESACTBOM, HAMPUMEP, MPHUBICUCHHUS AHTUTE (HAPUMED, SHIOTCHHBIX AHTHTEIT) U HIMMYHHBIX
KJIETOK ¢ nmomorpo ARM.

[00153] Caiirei-MumcHH OOBIYHO COACPIKAT OJUH HIH O0ce (PUBHUCCKHUX, XUMHUCCKHX H/UIH
OHMOIOTHYCCKUX MAPKECPOB, KOTOPHIC MOTYT OBITh HCIOJb30BAHBI, HANPUMEP, MHIICHB-CBSI3bIBAIOLIMMHI
(bparMeHTaMU TPEIIOKECHHBIX cocauHEeHUH (HampuMvep, ARM) Ans ceIeKTHBHOrO PEKPYTHHIA aHTHTENT
v/unu ux GpParMeHTOB, W/UITM UMMYHHBIX KJICTOK B MHUIICHH.

[00154] B HekoTOpHIX BapHAHTAX PEANTHM3ALMU KIICTKH CAWTOB-MHUIICHEH COACPIKAT OJUH WIH OoJee
XapPaKTCPUCTHUCCKHUX ArCHTOB, KOTOPBIC MPUTOIHBI /ISl TAPreTUHra. B HEKOTOPBIX BapHaHTaxX Pealn3aii
TaKUE arcHThI MPEACTABIAIOT coO0l OenKky Wimm ux ¢parMeHTh. B HEKOTOPBIX BapHaHTaX peanH3alyn
TAKHC AarcHTHl MPEACTABIAIOT COOOI AHTUICHBI, KOTOPHIC OMPESACICHHBIM 00pa3oM CBSI3aHBI C
3a00ICBAHUSIMH, PACCTPOMCTBAMH HITH MATOJIOTHICCKUMU COCTOSIHUSIMH.

[00155] Hampumep, B HCKOTOPBIX BapHAHTAX PCATH3ALMH PAKOBBIC KJICTKH MOTYT COACPXKATh OJHMH

win 6onee OHYXOHGCHGLII/I(I)I/I‘IGCKI/IX AHTUI'CHOB HWJIKM OITyXO0JICACCOLMHMPOBAHHBIX AHTHUICHOB. MuitcHb-
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CBSI3BIBAIOLINE (PPArMCHTHI, OMHCAHHBIC B JAHHOM H300PETCHHH, MOTYT CCJICKTHBHO CBSI3BIBATHCS C
TAKUMH Mapkepamu. B HEKOTOPHIX BapuaHTaxX pealu3alid MHILICHB-CBSI3BIBAIOIIHE (pParMeHTHI IO
JAHHOMY H300PESTCHHIO MPEACTABISIIOT COO0M HU3KOMOJICKYISIPHBIC COCANHEHUSI, KOTOPBIC PUTOIHBI AJIS
CBA3BIBAHUS ¢ OEIKaMH KICTOYHOH MOBEPXHOCTH H/WTH ¢ OEIKaMHU BHYTPH KIICTOK.

[00156] B HexkoTOpHIX BapHAaHTAX PCATH3ALUH XAPAKTCPUCTHUCCKUE AarcHTHI, HAMPUMEP, KICTKH
CaHTOB-MHIICHEH H T.XA., MPEACTABIAIOT COOOH WM COACPKAT YIJIECBOABI, HANPHUMEP, HA KICTOYHOH
MOBCPXHOCTH, B TIJIMKO3IIMPOBAHHBIX Ocakax W T.JA. B HEKOTOPBIX BapHaHTaxX pPeaTH3aLAN
XapaKTCPUCTUUCCKHE ATCHTHI MPEACTABISIOT COOON MM COACPIKAT JTUITH/IBL.

[00157] B HexoTOpHIX BapHaHTAX pPEATU3ALMH XAPAKTCPUCTUUYCCKUC ArcHTHI, HAMPUMEP, KICTOK
CaWTOB-MHUIICHECH W T.J., SBISIOTCS BHEKICTOYHBIMH. B HEKOTOPBIX BapuUaHTaxX pPeaTH3aLU
XapaKTCPUCTUUCCKUE areHThl MPEACTABISIOT COOOM BHEKICTOUHBIC Ocnku. B HEKOTOpHIX BapuaHTax
peanm3alMy  XapaKTCPUCTHYCCKUE arcHTHl HAXOSATCS HA KIICTOYHOH MOBEPXHOCTH. B  HEKOTOPHIX
BApPHAHTAX PCATH3ALUH XaPAKTCPUCTUUCCKHIEC ar¢HTHI MPEACTABISIOT CO00H OCKH, MPUCYTCTBYIOMIME HA
KJICTOYHOW NOBepXHOCTH. Hanpumep, BO MHOTHX OIYXONIEBBIX TKAHIX MYLUHBI KICTOUYHOH MMOBEPXHOCTH
WWIM  BHCKJICTOYHBIC MYLUHBI  JACMOHCTPUPYIOT — PA3NUYHBIC CTCHNCHH W/HIM  MEXaHH3MBI
IJIMKO3WIHPOBAHMS, U MX MOYKHO HCIIOIb30BATh IS TAPTCTHHIA.

[00158] B HexkoTOpBIX BapHAHTAX PeATH3ALNK CANTHI TAPTCTUHIA, HATPUMED, TOBPEIKACHHBIC TKAHH H
T.J., IMEIOT OJHO HIH Oojee (PU3HMICCKUX, OMOIOTHUSCKHUX H/UIN XUMHIECCKUX CBOHCTB, KOTOPBIC MOTYT
OBITP HCIONB30BAHBI MHIICHBb-CBS3BIBAIOMIMMH (hparMeHTaMH. B HEKOTOPBIX BapHaHTaX PEANTN3ALMU
TaKuM CBOMCTBOM siBsieTcss pH. B HEKoTOphIX BapwaHTax pealu3alidd TaKUM CBOWCTBOM SIBIISICTCS
KOHLICHTpALM OJHOTO WK OO0JICe XHMHUYCCKHX COCAMHCHME. Hampumep, MHKPOOKPY:KCHHE OIyXOJH
3a49aCTYIO ABJSCTCS THIIOKCHYHBIM H/WIH KHCJIOTHBIM (Hampumep, pH 6,5-6,9 no cpasueHuto ¢ 7,2-7 4).
[00159] B HexkoTOPHIX BapHaHTaX PeATU3AIMH MUIIICHH MPEACTABISIOT COOOM MM COACPIKAT MEIITH I
i ux pparmeHThl. B HEKOTOPEIX BapHaHTaX PeaM3alii MUIICHA MPEACTABIISIOT COOOM HITH COACPIKAT
Ocaxu min ux pparMeHTH. B HEKOTOPHIX BapHAHTAX PCATH3ALMHA MHLICHB MPCSACTABISICT COOON aBHHH.
B HEKOTOpBIX BapHaHTAaX peaTH3ALUM MHIICHB MPSACTABISICT COOOM CTpemTaBHAMH. B HEKOTOPBIX
BapHAHTAX PCATH3ALNH MUIICHD MMPEACTABISICT COOOM HIM COACPKUT AHTHICH. B HEKOTOPBIX BapHaHTax
peanM3alMyd MHLICHb NPCACTABILICT COOOH HIM COACPIKUT OMYyXOJCCICUU(PHICCKUIl aHTHICH. B
HCKOTOPBIX ~ BApHAHTAX  PCANM3ALMH  MHLOICHb  MPSACTABISICT  COOOW  WIM  COACPIKUT
OMyX0J€aCCOLUUPOBAHHBIM AHTUTCH.

[00160] B mHexoTOpBIX BapHaHTAX PCATH3ALMH MHLICHH MNPSACTABISIIOT COOOW HIM COACPIKAT
HYKJICHHOBBIC KHUCIIOTHI.

[00161] B HexoTOpBIX BapHAHTAX PCATH3ALNH MHLICHH [IPEACTABIISIOT COOOH MM COACPIKAT JTHITHIBL.
[00162] B HexkoTOpBIX BapHaHTAX PCATH3ALMH MHLICHH MPSACTABISIIOT COOOW HIM COACpPIXKAT
VIJICBOABL. B HEKOTOPBIX BapHaHTaX peatn3aliii MULICHH PEACTABISIIOT COOOH MM COACPIKAT YITICBOIBL,
CBSI3aHHBIC C 3a00JICBAHMSIMH, PACCTPOHCTBAMH KM MATOJOTHUYCCKUMH COCTOSIHUSIMHA. B HEKOTOPBIX
BapHAHTAX PCATH3ALNH MHUIICHH MPSACTABISIOT COOOH MM COACPIKAT YIJICBOABI, CBSI3AHHBIC C PAKOM,

HarpuMcep, TAKHUC YIJICBOAbI, KaK I'N'TUKAHOBBIC MO,E[I/I(I)I/IKaI_II/II/I 66J’IKOB, HanmpuMmep, Ha TOBCPXHOCTHU WX BHC
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PAaKOBBIX KJICTOK.

Muwenn-ceszvisaowue pazvenmoi

[00163] B cooTBeTCTBHM C JAaHHBIM H300PCTCHHEM MOXKHO HCIIOB30BATh MHILICHb-CBSI3bIBAIOLINC
(bparMeHTbI Pa3TUYHBIX THIIOB U XUMHUYCCKUX KJIACCOB, H B COOTBETCTBUH C JAHHBIM H300PETCHHUEM MOKHO
HCIIOIb30BATh MHOTOYHMCIICHHBIC TCXHOIOTHH (HANPHMEp, aHAIHM3bI, PEarcHTHl, HAOOpBI W T.O.) AJSA
WACHTU(UKALIMA W/ WIH OLCHKH CBOWCTB MHIICHB-CBI3BIBAIOIUX (parMeHTOB. B oOmmeMm, MuimeHs-
CBSI3bIBAIOLINE (PPArMEHTHI B3AaUMOJCHCTBYIOT C CaWTAMU-MHIICHIMH Ojarojaps OZHOMY WIH Oonee
bu3uuecKuM, OHOJOTMYCCKUM W/WIM XUMHWYCCKHM CBOWCTBAM. B HEKOTOPHIX BapHaHTAX peaTH3ALUH
MHILICHb-CBSI3BIBAIOLINE (PPArMEHTBI CBSI3BIBAIOTCS C XaPAKTCPHUCTHUCCKUMH arcHTaMHM, KaK OMHCAHO B
JAHHOM JOKYMCHTE. B HEKOTOpBIX BapHaHTaX pEATH3ALHKA MHIICHb-CBSI3BIBAIOIIHIC (PPArMCHTHI
CBSI3BIBAIOTCSI C TMOBEPXHOCTHBIMH, BHCKJICTOYHBIMH W/W/IM BHYTPHKICTOYHBIMU OCIIKAMHM, YIIECBOJAMHU
W/WIM HYKJICHHOBBIMH KHCJIOTaMH. B HEKOTOPBIX BapHaHTaX pEATM3ALMH  MUIICHbB-CBS3BIBAIOIINC
(parMeHTBI CBA3BIBAIOTCS C IOBCPXHOCTHBIMH O€IKaMH KJICTOK-MHUIICHEH. B HEKOTOpBIX BapHaHTax
PeaTM3aALMI MHUIICHb-CBI3BIBAIOINUC (PPArMEHTHI IPEACTABISIIOT COO0I HU3KOMOICKY IIPHBIC (PPAarMEHTHI.
B HexoTOpBIX BapHaHTAX PEATH3ALMH MUIICHb-CBS3bIBAIOIINE (PPATMEHTHI MIPEACTABISIOT COOOH arcHTHI-
aHTUTeNa. B HEKOTOPBIX BapHaHTaxX pEATH3ALUHM MHIICHb-CBI3BIBAIOIINC (PArMEHTH MPEICTABIISIOT
coOOH arcHTHI-HYKJICHHOBBIC KHCJIOTBHI, TAKUEC KAaK anTaMepsl. B HEKOTOpPBIX BapHaHTAaX peaNn3alvu
MHIICHb-CBS3BIBAIONINE (PArMEHTHI NMPEACTABIAIOT COOOH aumuaHbie (parmeHTsl. HexoTopsie THIIbI
MHIICHB-CBSI3BIBAIOLINX (PPArMCHTOB OIMCAHBI HIDKS, CICLMAIUCTAM B JAHHOW OONACTH TECXHUKH
MOHATHO, YTO B COOTBETCTBHH C JAHHBIM H300PCTCHHEM MOXKHO HCIIOJb30BATh TAKKE APYTHC THIIbI
MHIICHB-CBSI3BIBAIOLINX (PPArMEHTOB, BKIIFOUASI MHOTHEC M3BECTHBIC B JAHHOH 00IACTH TCXHHKH.

[00164] B HekoTOpHIX BapHaHTax pPCATH3ALMM  HAMPABSIOMKMC CBS3BIBAOINKAC  (PparMEHTHI
CBSI3BIBAIOTCS C MHIICHIMH YCPE3 OAUH HIH 00Jice OCIKOB, IUMHUAOB, HYKICHHOBBIX KHCJIOT, YIJICBOAOB,
HHU3KOMOJICKY/SIPHBIX COCAMHCHUM U T.A. B MHLICHAX. Hampumep, B HEKOTOPBIX BapHAHTAX PCATH3ALIMN
MHIICHb-CBSI3BIBAIOLINC (PPArMEHTBI CBSI3BIBAIOTCS C OMYXOJICCICHMPUUCCKIMH AHTHICHAMH PAKOBBIX
KJICTOK-MUIICHEH. B HCKOTOPBIX BapHaHTaX PeaTH3aLiK OMyX0JICCICUH(PHICCKUI AHTUTCH TPESICTABIISCT
COOOM WM COACPXKHT VIJCBOJ WIH €ro ¢parMeHT. B HEKOTOPBIX BapHaHTaX PCATH3ALMH

omyxoJecrneu(pIecKuil aHTUTEH MPEACTABISICT COOOH HUITH COACPIKUT OCITOK WK €ro (ParMeHT.

a. HuzkomonexyspHsIe COEIMHEHAS
[00165] B HekOTOpHIX BapHAHTAX PEATU3ALMH MULICHb-CBSI3bIBAIOLIHI (PPArMEHT MPEACTABIICT COO0H

(parMCHT HHU3KOMOJCKYISIPHOTO COCAWHCHHSA. B HEKOTOPBHIX BapHaHTaxX peann3alu (pparMeHT
HU3KOMOJICKYIIPHOTO COSAMHCHUS UMEET MOJICKYIIPHYIO Maccy He 6osiee 8000, 7000, 6000, 5000, 4000,
3000, 2000, 1500, 1000, 900, 800, 700 umu 600. B HekoTOpHIX BapuaHTaxX peanu3anuu (HParMeHT
HH3KOMOJICKYIISIPHOTO COCIUHCHHUS NMECT MOJICKYILIPHYIO Maccy He 6onee §000. B HekoTOpRIX BapruaHTax
peanuzanyu pparMeHT HU3KOMOJICKY IIPHOTO COSAMHEHUS IMECT MOJICKYIIIPHYI0 Maccy He Oomee 7000. B

HEKOTOPBIX BAPHAHTAX PECATH3ALNHN (PPArMEHT HU3KOMOJICKYISIPHOTO COCIMHCHHS HMEET MOJCKYILIPHYIO
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Maccy He 6onee 6000. B HeKOTOPBIX BapHaHTaX peann3alud GparMeHT HU3KOMOICKYISIPHOTO COCIHHEHHS
HMEET MONEKYLIpHYI0 Maccy He Oomee 5000. B HexoTOpeIX BapHaHTaxX pealtu3anud (PparMeHT
HH3KOMOJICKYIISIPHOTO COCIUHCHHUS NMECT MONIEKYILIPHYI0 Maccy He 6onee 4000. B HekoTOpEIX BapruaHTax
peanuzanuu pparMeHT HU3KOMOJICKY IIPHOTO COSAMHCHUS IMECT MOJICKYIIPHYI0 Maccy He Oonee 3000. B
HEKOTOPBIX BApHAHTAX PEATH3ALNH (PParMEHT HU3KOMOJICKYSIPHOTO COCIMHCHHS UMEET MOICKYILIPHYIO
maccy He 6onee 2000. B HekOTOPBIX BapHaHTaxX peanu3anud GparMeHT HU3KOMOICKYISIPHOTO COCIHHEHUS
HMEET MONEKYLIpHYIO Maccy He Oomee 1500. B HexoTopeIx BapHaHTax peamuzanud (PparMeHT
HH3KOMOJICKYJISIPHOTO COCIUHEHUS IMEET MONEKYLIpHYI0 Maccy He 6onee 1000. B HexoTOpBIX BapruaHTax
peanuzanuu (HpParMeHT HU3KOMOJICKY/ISIPHOTO COSAMHEHHUS UMEET MOJICKY/ISIPHYIO Maccy He Oomee 900.
Cpean npouero, JaHHOE M300pPETCHHE BKIIIOYACT MPU3HAHUE TOTO, YTO HU3KOMOJIEKYIISIPHBIC MUIICHB-
CBA3BIBAONIME (ParMEHTH MOTYT OBITh CIIOCOOHBI CBA3BIBATBCA C MapKepamMH 3a MPEAc/aMH, Ha
MOBEPXHOCTH W/HIIA BHYTPH MUIICHEH, HAIPUMED, PAKOBBIX KICTOK.

[00166] B HexkoTOpEIX BapHaHTAX pPCATH3ALMH HHU3KOMOJICKYJIPHBIH  MHIICHb-CBA3BIBAIOLINI
(parMeHT MPEACTABIICT COOOM HITH COACPKHUT (PPArMCHT, KOTOPBIH CCICKTUBHO CBSI3BIBACTCSI C OCITKOM
WU €T0 (PParMEeHTOM, HAIIPHMED, C PAKOBBIM aHTUT¢HOM. Hanpumep, B HEKOTOPBIX BapHAHTAX PEATH3ALMN
MHIICHb-CBSI3BIBAIOLINN (PPArMEHT MPEACTABIICT COOOH MIIH COACPKHUT (PParMeHT, KOTOPBIH CEICKTUBHO
CBSI3BIBACTCA ¢ MpocTaTa-crierupuueckum MeMOpanHbiM anTureHoM (PSMA). B HexoTopbix BapHaHTax
peanM3alMy  MMINCHb-CBA3BIBAIOIIMK  (parMEHT  NPEACTaBIseT  COOOM  MIM  COACPIXKHT

R R

J\ \ﬂ/ OH
)
07 0OH” 07 OH ,

[00167] B HEKOTOpBIX BapHAHTAX PCATH3ALMH HH3KOMOJCKYSIPHBIH  MHIICHb-CBSI3bIBAFOLIHI

(dparMeHT MPeACTABISICT COOOH HITA COACPKUT (pparMeHT OMOTHHA. B HEKOTOPBIX BapUaHTaX PeaaH3aI[Hu

HH3KOMOJICKYJISIPHBIA ~ MHILICHB-CBSI3BIBAIOIIUE  (DPArMEHT MPCACTABISICT COOOW WM COACPIKUT
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(dbparMeHT MPEACTABISICT COOOH HITU COACPKHUT S

b. IlenTuaHble areHTH
[00168] B HekOTOpEIX BapHaHTaX PeaTn3alii MUALICHb-CBSI3bIBAIOLIHI (PPArMEHT MPEACTABISICT COO0H

WM COJCPKUT TENTHAHBIM areHT. B HEKOTOPBHIX BapHaHTaX pPEeAM3aliHd MHIIECHb-CBA3BIBAIOIIII
(dparMeHT mpeacTaBIsAeT coOOU (parMeHT menTtHaa. B HEKOTOpHIX BapuaHTaxX peaiu3alid (pparMeHT
MENTHAA MOXKCET OBITh JIMHCHHBIM MM LIUKTHYCCKHM. B HEKOTOpHIX BapHaHTax peanu3aldyd MHUIICHb-

CBAZBIBAIOLINH (PparMeHT MPEACTABISCT COOOM WM COACPIKUT LIMKIHYCCKHH menTHaHbIH ¢parMeHT. B
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JAHHOH 00JaCTH TCXHUKH H3BECTHBI PA3IHYHBIC MMEITHIHBIC MUIICHB-CBSI3BIBAIOIINE (PPArMEHThI, U UX
MO>KHO HCIIOb30BaTh B COOTBETCTBHU C JAHHBIM H300PESTCHHUEM.
[00169] B HexkoTOpHIX BapHaHTaX PeaTn3alii MULICHb-CBSI3bIBAIOLIHI (PPArMEHT HPEACTABISICT COO0H

WU COACPKUT NENTUAHBIN alTaMEPHBII arcHT.

c. AnTaMEPHBIC are¢HTHI
[00170] B HexkOTOpHIX BapHaHTaX PeaTU3aLMH MULICHb-CBSI3bIBAIOLIHI (PPArMEHT HPEACTABISIET COO0H

WIM COJAEPKUT areHT HYKJICHHOBOM KHCIOTH. B HEKOTOpBIX BapHaHTaX pealu3alid MHUIIEHb-
CBAZBIBAIOMIMK (hparMEHT HpeACTaBIICT COOOM WM COACPIKHUT OJHIOHYKICOTUAHBIH (parmeHT. B
HEKOTOPBIX BAPUAHTAX PCATH3ALMH MUIICHb-CBSA3BIBAIOIIMHA (parMeHT mNpeacTaBsieT COOOH WM
COJEPIKUT anTaMepHbIi arcHT. B naHHON 061acTH TEXHMKH W3BECTHBI PA3IUYHBIC AlTAMEPHBIC ArcHTHI,
WJIH OHK MOTYT OBITH 6€3 Tpyaa pa3padoTaHbl CTAHJAPTHBIMH TEXHOJIOTHSIMH U MOTYT OBITh UCTIOJIb30BAHBI

B MMPCAJIOKCHHBIX TCXHOJIOIUAX COTJIACHO HACTOAIICMY I/1306peT€HI/IIO.

Jlunkepuvle pazmenmoi

[00171] B HexkoTOphIX BapHAaHTAX PEATHU3ALNHM AHTHTCIOCBA3BIBAIOINNE (PArMCHTH HEOOSI3ATCIBHO
CBSI3aHBI C MUIICHB-CBA3BIBAIOIIUME (hparMeHTaMu uepe3 JTUHKEpHbIC (parmenTtel. B coorseTcTBUU C
JAHHBIM H300PCTCHHEM MOXKHO HCIIOJIB30BATh JHHKCPHBIC (PPArMCHTHI PA3THYHBIX THIIOB HW/IIH IS
Pa3UUHBIX LEJICH, HAMpUMEp, JHHKCPHbIC (PArMCHTHI, HCIOJB3YCMBIC B KOHBIOraTaX AaHTUTEIIO-
JICKapPCTBCHHOC COCIUHCHHUEC U T. 1.

[00172]  Jlunkepubie pparMEeHTHI MOTYT OBITh ABYXBAJICHTHBIMH HIIH MOJHBAJICHTHEIMH. B HEKOTOPBIX
BAPUAHTAX PCATH3AIMH JIMHKCPHBIM (DParMEHT SBIACTCA ABYXBAJICHTHBIM. B HEKOTOPHIX BapHaHTaX
peamH3alig THHKEP SBIACTCS TONMUBAJICHTHBIM U CBA3BIBACT OONICE IBYX (PparMeHTOB.

[00173] B HexoTOphIX BapHaHTaX pPeaTH3ALNM JIMHKCPHBIH (parMeHT mpeacrasiseT codoit L. B
HEKOTOPBIX BapHaHTax peamusarmu L npeacraBaser co0oi KOBAICHTHYIO CBA3b HITH ABYXAICHTHYIO, WJIH
MOJVBAJICHTHYIO HEOOA3aTEIbHO 3aMCEIICHHYIO, JIMHCHHYIO WM  pasBeTBICHHYIO Ci.g0 rpymmy,
COACpIKAIYI0 OAHY WIH Oonce amudaTHUeCKUX TPYIN, apuioB, TeTepoaTH(paTHUCCKUX TPyII,
cozepxkamux 1-20 rerepoaroMoB, reTepoapoOMaTHUECKUX Ipymi, coxepskamux 1-20 rerepoaroMoB win
JAr00BIC MX KOMOUHALIMY, TIPHUYEM O/THO MJIH 00JICC MCTHICHOBBIX 3BCHBCB JAHHOM TPYIIIBI HCOOM3aTEIbHO
u HeazaBucumo 3ameHeHB! Ha Cis amkwicH, Cis ankeHUICH, 1ByXBaTCHTHYIO Cis reTepoatndaTHiccKyo
rpymmy, coaepkaryio 1-5 rerepoaromoB, —C=C—  —Cy—, —C(R’),—, -O—, —S—, —S-S—, -N(R")-,
—C(0)—, —C(S)—, C(NR")—, =C(O)N(R")—, —C(O)C(R"):N(R)—, -N(R)C(O)N(R*)—, -N(R")C(0)O—,
=S(0)—, —S(0);—, —S(0):N(R’)—, —C(0)S—, —C(0)O—, —P(O)(OR’)—, —P(O)(SR*)—, —P(O)R’)-,
—P(O)(NR’)—, —P(S)(OR")—, —P(S)(SR")—, —P(S)(R")—, —P(S)(NR")—, —P(R’)—, —P(OR’)—, —P(SR’)—,
—P(NR’)— mu —[(—O—C(R’),—C(R’)2—)a]—, rac n pasen 1-20.

[00174] B mexoTopeIx BapHaHTaxX peanusariiu L SBISCTCS IBYXBAICHTHBIM. B HEKOTOPBIX BapuaHTax
peanuzanuu L aBaseTCs ABYXBAJICHTHBIM WIH HEOOSM3aTC/IbHO 3aMEIICHHOM IMHC HHOW W/ Pa3BETBICHHON

rpymmnol, BeiOpanHOW U3 Cigo amudarmueckoit rpymmbl B Cigp reTepoanudaruiecKod TPYIbI,
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cogepxamer 1-50 rertepoatoMoB, rae OJHO WIM OOJCE METHICHOBHIX 3BCHBCB VKA3aHHOH TPYIIIBI
Heobs3arenpHo W HesaBucumo 3ameHeHbl Ha Cie amxuneH, Ci¢ ankeHwneH, AByxBalcHTHYIO Cis
retepoanudaTHICCKy 0 rpymmy, coaepxkamyo 1-5 rerepoaromos, —C=C—_ —Cy—, -C(R’),—, -0O—, —S—,
—S—S—-, -N(R")—, —=C(0)—, —C(S)—, -C(NR")—, —C(O)N(R")—, —C(O)C(R*):N(R*)—, -N(R")C(O)N(R")—,
-N(R)C(0)O—, —S(0)—, —=S(0)>—, —S(0):N(R*)—, —C(0)S—, —C(0)O—, —P(O)(OR’)—, —P(O)(SR’)—,
—P(O)(R)—, “P(O)(NR’)—, —P(S)(OR")—, —P(S)(SR")—, —P(S)(R")—, —P(S)(NR’)—, —P(R’)—, ~P(OR")-,
—P(SR’)—, —P(NR’)— mmu —[(—O—C(R’),—C(R’)2-)a]—.

[0017S5] B mnexotopsix BapuaHTax peamuzaumu L mpeacrasBmsier coOOH KOBAJICHTHYIO CBs3b. B
HEKOTOPBIX BAPHAHTAX peanu3anuu L npeacTapinsaet co00H JBYXBAICHTHYIO HEOOM3aTEIbHO 3aMEIICHHYO,
JVHEHHYIO WK pa3BeTBICHHYIO Ci.100 anudaTHuecKyro rpymnmmy, IpUIeM OZHO Wi 60ee METHICHOBBIX
3BCHBCB VKA3aHHOH TPYIIBI HEOOS3aTE/IbHO W HE3aBUCHMO 3aMCHCHBI. B HEKOTOPBIX BapHaHTax
peammzanmu L mpencraemser coboil ABYXBAJICHTHYIO HEOOS3aTENBbHO 3aMEIICHHYIO, JTHHEHHYIO HIIH
paseeTBaeHHYIO Co.100 apunannaTuueckyio Ipymmy, MPUYEM OJHO HIH 0OJCe METHICHOBBIX 3BCHBCB
VKa3aHHOHM TPyNIsl HEOOS3aTEIbHO M HE3aBHCHMO 3aMCHCHBI. B HEKOTOpBIX BapuaHTax peanmsaimu L
HPEICTABIACT COOOH ABYXBAICHTHYIO HEOOS3aTEIbHO 3aMEINCHHYIO, TUHCHHYIO WIH pa3BeTBICHHYIO Cs.
100 TeTepoapuIaTnaTHICCKyIO TPyIny, coaepxamyo 1-20 rerepoaroMoB, MpUYEeM OAHO HIIH OOJee
METHJICHOBBIX 3BCHBCB YKA3aHHOH TIPYIIBI HEOOS3aTCIBbHO M HE3ABHCHMO 3aMEHEHBI. B HEKOTOpBIX
BapHaHTax peanu3aunu L npeacrasiser coOoH JBYXBATCHTHYIO HCOOS3aTE/IbHO 3aMELICHHY IO, INHCHHYTO
win pa3setBiacHHYIO Ci.jg0 rerepoanudariieckyio rpymny, coaepxamyo 1-20 reTepoaToMoB, MpHUYeM
OJHO WU 00JICC MCTHICHOBBIX 3BCHBCB YKA3aHHOM IPYIIIBI HCOOS3aTCIPHO U HE3aBUCHMO 3aMCHCHBEI.
[00176] B HexkoTOpHIX BapHAHTAX peaiM3alMU JIMHKCPHbIH (parmeHt (Hampumep, L) mpeacrasmser
cOOOH WIH COACPIKUT OJHO WK OOJICC TMOJHUITHUIICHIIMKOJICBBIX 3BCHBCB. B HEKOTOPBIX BapHaHTax
peanuzanuy JTHHKSPHBIH GparmeHt npeacrasisieT coboi wiu comepskutr —(CH2CH,0)y—, rae n sBiseTcst
TaKUM, KaKk OTHCAHO B JAHHOM JOKYMCHTC. B HCKOTOpPBIX BapHaHTAaX pealU3aldH OAHO HIH 0O0Jee
METHICHOBBIX 3BeHbEB L HezaBucnmo 3ameneHb! Ha —(CH2CH»0),—. B HEKOTOpBIX BapHaHTaX peaTn3aliiu

n paseH |. B HeKOTOPBIX BapraHTaxX peamu3aii n paBeH 2. B HEKOTOPHEIX BapHaHTaX PEATU3aHN N PABEH

3. B HexOTOpHIX BapHaHTax peanu3anud h paseH 4. B HEKOTOPHIX BapHaHTaxX peanu3anyu n paseH 5. B
HEKOTOPBIX BapHaHTaX peain3aliiid N paseH 6. B HEKOTOPHIX BapwaHTax peajm3anmu n paseH 7. B
HEKOTOPBIX BapHaHTaX pealn3anud N paseH 8. B HEKOTOpHIX BapwaHTax peajm3aimu n paseH 9. B
HEKOTOPBIX BapwaHTax peanm3anuu h paseH 10. B HexoTtopex BapmaHTax peanmmzamwm n paseH 11. B
HEKOTOPBIX BapHaHTaxX peanw3anuy h paseH 12. B HexoTopex BapmaHTax peanmmzanud n paseH 13. B
HEKOTOPBIX BapHaHTaxX peanwm3anuu h paseH 14. B HexoTophx BapmaHTax peanmzanud n paseH 15. B
HEKOTOPBIX BapHaHTaxX peanw3anuy h paseH 16. B HexoTopex BapmaHTax peanmmzanyd n paseH 17. B
HEKOTOPBIX BapHaHTaxX peanwm3anud h paseH 18. B HexoTopex BapmaHTax peanmmzanud n paseH 19. B

HEKOTOPBIX BapHaHTaX peanu3auu n paseH 20.
[00177] B HEekOTOpHIX BapHaHTAX PeaNM3ALMH JIMHKCPHBIA (PPArMECHT COACPXKHUT OAMH HIH OOJjee
(parMeHTOB, HaNPHMEP, aMHHO, KapOOHMI H T.J., KOTOPBIC MOTYT OBITh HCIIOJIBb30BAHBI AJSI CBSI3H C

Jpyrumu GpparMeHTamMu. B HEKOTOPBIX BapHaHTaX peaan3alyi THHKCPHBIA (pparMeHT COACPIKHUT OJHY HITH

66



6onee rpymn —NR’—, rae R’ saBrsieTcs Taknm, Kak OMHUCaHO B JAHHOM JOKYMEHTE. B HEKOTOPBIX BapruaHTax
peammzanmy rpynna —NR’— ynydmaeT pactBopuMocts. B HekoTopheix BapmanTax peammzanuu —NR’—
CITY’KUT B KQUECTBE TOUCK MPUCOCAUHEHHS K JPyroMy $parMeHTy. B HEKOTOPBIX BapHaHTaxX peannu3aliiu
R’ mpeacrasaser coboii —H. B HekoTOpBIX BapHaHTaxX peaan3aiiu OAHO WK 00ICe METUICHOBBIX 3BCHBCB
L nezasucumo 3amenensl Ha "NR’—, rae R’ sBiseTcs TakuM, Kak OMKMCAHO B JAHHOM JTOKYMCHTE.
[00178] B HEkOTOpPBIX BapHAHTAX PEATH3ALIMH THHKCPHBIH parMeHT, Hanpumep, L, coaepxur rpymmy
—C(0)—, xoTopas MOKeT OBITh HCHIONB30BAHA AT CBA3H C APYrHM (parMeHTOM. B HekoTOphIX BapuaHTax
peanuzanuu 0AHO Un 00JIee METHICHOBBIX 3BeHbEB L He3asucumo 3ameHensr Ha —C(O)—.
[00179] B HExkOTOpHIX BapHaHTAX PEATH3ALUM JHHKCPHBIH (parMeHT HPEACTABISCT COOOW WU
COJEPIKUT OIUH UK O0JIEE KOIBLEBHIX (PParMEeHTOB, HAPUMED, OJHO HIH O0Iee METHICHOBBIX 3BEHBEB L
3ameHeHbl Ha —Cy—. B HEKOTOPBIX BapHaHTax peann3alyy JUHKEPHBIH pparMeHT, Hanpumep, L, coxepxut
apUIBbHOE KOJIBIO. B HEKOTOPHIX BapuaHTax peanu3aluy JMHKEPHbIH pparMeHT, Hanpumep, L, coxepxur
TeTEPOAPIIBHOE KOJIbLO. B HEKOTOPHIX BapHaHTAX peanH3alyH JHHKEPHBIH (parmeHT, Hanmpumep, L,
COACPKUT anmudaTuueckoe KOMBIO. B HEKOTOpBIX BapHaHTaX pPEATU3ALMH JHHKEPHBIH (DParMeHT,
HanpuMep, L, COAepskUT reTepoLMKIMIBHOE KOJIbLO. B HEKOTOPBIX BapHaHTaX peanu3aluyl JIHHKEPHBIA
¢parmenT, Hanpumep, L, COACPKUT MOMMUIMKINYECKOES KOIBLO. B HEKOTOPHIX BapHaHTaxX pealTnu3aLiH
KOJBLIO B JUHKEPHOM (parmente, Hampumep, L, spasgercs 3-20-uneHHpiM. B HexoTOpBIX BapHaHTax
peanu3anyuy KOMbLO SBISETCS S-4ICHHBIM. B HEKOTOPBIX BapHaHTaX Pealn3alluH KOJBIO SBIIETCA 6-
YICHHBIM. B HEKOTOpBIX BapuaHTax peanu3aldy KOJbLIO B JHHKEPE SBISICTCA NPOAYKTOM PEaKIUU
LUKJTOTIPHCOCIUHCHUS (HAPUMEp, KIMK-XHMHH H €C BapHAHTOB), HCIOJIB3YEMOTO ISl CBSI3BIBAHHSI
Pa3IUIHBIX (PParMeHTOB APYT C APYTOM.
[00180] B HekoTOpHIX BapHAHTAX peaiM3alMU JTUHKCPHbIH (parmeHt (Hampumep, L) mpeacrassier
N=N

- A
. NE
cOOOH WU COOCPIKHUT j”/&/ . B HEKOTOpEIX BapuWaHTaxX pealu3allid METWICHOBOE 3BEHO B L

N:N\ N:N\
3aMEHEHO Ha A/N?i B HexoTOpBIX BapuanTax peammsanuu —Cy— npeacTaBaseT coboit %&/N{‘

[00181] B HexkoTOpBIX BapHAHTAX PCATH3ALNH JHHKCPHBIH (QPArMEHT SBISICTCS TAKHM, KaK OMTHCAHO B
tabmuue 1. JlonomHUTEIbHBIA THHKEPHBIH (parMeHT, HAMPUMED, BKIIOUACT (PPArMEHTEI, OIUCAHHEIC AT
L?. B HekoTOpBIX BapuaHTax peanusauu L npeacrasuser coboii L!, kak onucano B 1aHHOM JOKYMEHTE.
B HexoTopbix BapuaHTax peanmsamuu L mpeacraBuser coboit L% kak onmmcaHO B JaHHOM JOKyMcHTE. B
HEKOTOPBIX BapuaHTax peamuszamuu L mpeacrasiser coboit L, kak ommcano B aaHHOM JOKyMmcHTE. B

HEKOTOPBIX BAPHUAHTAX peanusanuu L npeactasiset coboit L°, kak omucaHo B 1aHHOM JOKYMEHTE.
O
,/N /\%/“\
N o ¥
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[00182] B nexoropeix BapuaHTax peanu3auuu L mpeacrasmser coOoi % ,
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Hexomopuie eapuanmol peaiu3ayuy nepemeHHolix

[00183] B xauectBe npuMepa, B JAHHOM JOKYMCHTC OIHCAHBI WILTIOCTPATUBHBIC BApPHAHTHI
peammzammu nepeMeHHbIX. CrnenpanucTaM B JaHHOM O0JacTH TEXHHMKH MOHSATHO, YTO BapHAHTHI
peaIM3aMy Pa3THIHBIX IEPEMEHHBIX MOYKHO HEOOS3aTeIbHO KOMOHHUPOBATb.

[00184] Kak ompeaencHo BBIIE W ONKMCAaHO B JaHHOM gokymeHTe, ABT mpeacraeaser coOoit
AQHTHUTEIIOCBA3BIBAIOIINH (DPArMeHT.

[00185] B nexoroperx Bapuantax peanmsammi ABT npeacrasiaser coboi aHTHTEIOCBS3BIBAIOLINI
(bparmeHT.

[00186] B nexoropsix BapuanTax peanusaupyu ABT BbiOpan u3 3HAUCHHUI, MPESICTABICHHBIX HIXKE B
Tabmuue 1.

[00187] Kak ompexeneHO BBHIIEC W ONKMCAHO B JAHHOM JOKyMeHTe, L mpeacraBmsieT coOoi
JBYXBAJICHTHBIH TUHKCPHBIH pparment, kotopsii cesa3eisacT ABT u TBT.

[00188] B HekoTopeix BapHaHTax peanmsaipu L mpeacraBiser coOOM ABYXBAICHTHBIN JTHHKCPHBIN
dparmenr, kotopsiii cessiBacT ABT u TBT.

[00189] B HekoTopsix BapuaHTax peanusaudd L BhIOpaH M3 3HAYCHUM, MPCACTABICHHBIX HIKC B
tabmme 1.

[00190] Kaxk onpeaencHo Bbilne 1 onmucano B anHoM qokymeHre, TBT npeacrasmser coboit MUIICHD-
CBSI3BIBAIOLIHH (PPArMEHT.

[00191] B nexortopeix Bapuantax peamusaumd TBT mpeactaBiaseT coOO0#l MHUIICHB-CBSI3bIBAFOLIMI
(dparMeHt.

[00192] B nexoropsix Bapuantax peanmsauuu TBT BbIOpaH U3 3HAUCHHIA, MPSACTABICHHBIX HIDKC B
tabmme 1.

[00193] Kak onpeaeneHo BbIlIE W OMMCAHO B JAHHOM JOKyMeHTe, Kaxapiii R!, R* u R® mesasucumo
NPESACTABISACT COOOM BOAOPOA WM HEOOS3ATCIBPHO 3aMCINCHHYIO rpymmy, BeiOpanHyio u3 Cie
amudaruueckoi  rpymmel,  3-8-wWICHHOTO  HACBINICHHOTO  WJIM  YaCTUYHO  HCHACHIIICHHOTO
MOHOLIMK/JIMYCCKOTO  KapOOLMKIMYCCKOro  Koabua, (enmna,  8-10-wieHHOro  GHUHMKINYECKOTO
apOMATHYCCKOTO  KapOOLMK/IMYCCKOrO  KOJbL@, 4-8-4JICHHOTO  HACHILICHHOTO WM  YaCTHYIHO
HCHACHIIIICHHOTO MOHOLIMK/IMYCCKOrO TETCPOLIMKIMYCCKOrO KOJBIA, Coacpxkaimero 1-2 rerepoaroma,
HC3aBUCHMO BBIOPAHHBIX M3 a30Ta, KHCIOPOAA WIH CEPBl, 5-6-WJICHHOTO MOHOLUKIHYCCKOTO
reTePOapOMATHUCCKOTO KOJIbI[, coacpkamiero 1-4 rerepoaroma, HE3aBHCHMO BBIOPAHHBIX M3 a30Ta,

68



KAcnopoga wid cepel, uid  §-10-uneHHOro OWIMKIMYECKOrO TeTepoapoMaTHYecKOro  KOJNbLA,
coaepkamero 1-5 reTepoaToMoB, HE3aBUCUMO BBHIOPAHHBIX M3 a30Ta, KHcIopoaa wiu cepel; umn: R u RY
BMECTE € UX MPOMEKYTOYHBIM ATOMOM YITIEpOJa HEOOA3aTeIbHO 00Pa3yIOT 3-8-1IeHHOE HACHIICHHOE HIIH
YACTUYHO HCHACHIICHHOE CIMPOLMKIHICCKOE KapOOLMKIHIECKOE KOBLO WK 4-8-1IeHHOE HACHIIIICHHOE
WIM YaCTHYHO HEHACBHIIICHHOC CIHMPOLHMKINYCCKOE TETCPOLMKIMYCCKOE KONBLO, coaeprkamee 1-2
reTepoaToMa, HE3aBUCHMMO BBIODAHHBIX M3 a30Ta, Kuciopoga ik cepel; R m RY Bmecre ¢ mx
MPOMEKYTOUHBIM aTOMOM YIUIepoJa Heobs3atenbHO 006pasyioT 3-8-wWICHHOE HACHICHHOS WM YaCTHYHO
HCHACBILICHHOE CHHMPOLUKINICCKOEC KapOOIMKINIECKOE KOIbLO WIH 4-8-4JCHHOE HACHIEHHOEC WM
YACTUYHO HCHACHIIICHHOE CIHPOLMKINYECKOEC TETCPOLMKIMYECKOS KONBLO, coaeprkamee 1-2
reTepoaToMa, HE3aBHUCHMO BBIOPAHHBIX M3 a30Ta, KUCIOpoJa WM cepel; rpymma R’ u rpymma RS,
ONpUCOCANMHCHHBIC K OJHOMY aroMy Yyrjiacpoada, BMCCTC € HX IIPOMCKYTOYHBIM aTOMOM YyIUiCpoaa
Heobs3aTeabHO 00pasyoT 3-8-uIeHHOE HACHIIEHHOE HIIM YaCTUYHO HEHACHIIIEHHOEC CIMPOLUKIHICCKOS
KapOOLIMKJIMIECKOE KOMbIO WM  4-8-4IeHHOE HACBIMIEHHOE WIM YAaCTHYHO  HEHACHIIECHHOES
CIHUPOLMKINYECKOE TETEPOLMKIMYCCKOE KOIBIIO, coaepakarnee 1-2 rerepoaToma, HE3aBUCHMO BHIOPAHHBIX
U3 a30Ta, KUCIOPOAA WU CEphbl; WM ABE IPymmbsl R° BMECTe € UX MPOMEKYTOUHBIMH ATOMAMH
HeoOs3aTenbHO 00pasyioT Ci.jo ABYXBAJICHTHYIO HECPA3BETBICHHYIO WM PA3BETBICHHYIO, HACBIIICHHYIO
WY HCHACHIIICHHYIO YITICBOAOPOJHYIO LIETIb, TAC 1-3 METHICHOBBIX 3BCHA HE3ABUCUMO M HEOOS3aTCIBHO
3ameHeHsl Ha —S—, —SS—, -N(R)—, —-O—, —C(0)—, ~OC(0)-, -C(0)O—-, —-C(O)N(R)-, -N(R)C(O)-, -S(0)-,
~S(0)>— umu —Cy'~, rae xaxapiii —Cy'~ He3aBUCHMO NPEACTABIAET COOOM 5-6-UICHHBIN TeTEPOAPUICHIT
¢ 1-4 reTepoaTomMamu, HE3aBUCHMO BHIOPAHHBIMH M3 a30Ta, KUCJIOPOAA HITH CCPBI.

[00194] B HexoTophix BapmanTax peanmsaimu R!' mpeacrasiser coboit Bogopoa. B HexoTophx
BapuanTax peammsanuu R! nmpeacrapaseT co6oii HeoOA3aTeIBHO 3aMEINEHHYIO IPYIIY, BHIOpaHHyo 13 C)-
¢ amupaTHYeCKOW TPYMIbl, 3-8-4JICHHOTO  HACBHIICHHOIO WM YaCTHYHO  HCHACHIIIICHHOTO
MOHOIIUKIMYCCKOTO  KAPOOIMKIMYSCKOro  Kombma, Genmna, 8-10-4JeHHOrO  OHIIUKIHYCCKOTO
apoOMaTHICCKOrO  KapOOLMKIMYECKOrO  KOJbLA, 4-8-uJICHHOrO  HACBHIICHHOTO WM  YaCTHYHO
HCHACBILICHHOTO MOHOLIMKIHYECKOrO TeTEPOLMKINICCKOrO KOJbLA, coAepkamero 1-2 rerepoaroma,
HC3aBUCHUMO BbI6paHHbIX U3 asoTra, Kucjopoaa HWIHU CCPBHI, 5-6-4J1EHHOTO MOHOITMKJITHYCCKOTO
reTepPOapPOMATHUCCKOTO KOJIbI, coacpkamiero 1-4 rerepoaroma, HE3aBHCHMO BBIOPAHHBIX M3 a30Ta,
KACIopona wid cepel, ik §-10-uneHHOro OHWIMKINYECKOr0 TeTepoapoMaTHYecKOro  KOJbLA,
cogepxkamiero 1-5 rerepoatoMoB, HE3aBUCHMO BBIOPAHHBIX U3 a30Ta, KHCIOPOAa HIH cepbl. B HEKOTOPBIX
BapuaHTax peammsauuu R' mpexcraBmser coboii HeoOszatenpHo 3aMemeHHYIO Cig amudarudeckyro
rpymmy. B HekoTOphIX BapuaHTax peamuzaimu R! npeacrasnser coboii HEOOA3aTENBHO 3aMEMIEHHOE 3-8 -
YICHHOE HACHICHHOC WM YaCTHYHO HEHACHIICHHOEC MOHOLMKIMICCKOES KapOOLMKIMYECKOE KObLo. B
HEKOTOpBIX BapuaHTax peammszanuu R' mpeacrasmser coGoit HeoOs3aTenbHO 3aMemicHHbIH (ennt. B
HEKOTOPBIX BapuaHTax peamusauuu R' npeacrasnser coGoii HeoOs3aTenpHo 3amemeHHoe 8-10-uneHHOE
OULIMKIMUCCKOC apOMATHICCKOE KapOOLMKINYECKOE KOIbLO. B HEKOTOpBIX BapuaHTax peammsauuu R!
MpeAcTaBIICT coO0H  HeoOsA3aTeNIbHO —3aMEINCHHOE 4-8-UICHHOE HACHILNEHHOC WIM YaCTHYHO

HCHACHIIICHHOC MOHOLMKIMYICCKOC TCTCPOLMKIMYCCKOC KOMBIO, coacpxamee 1-2 rerepoaroma,
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HE3aBUCUMO BBIOPAHHBIX M3 a30Ta, KUCJIOPOAA WIHM Cepbl. B HEKOTOpHIX BapuaHTax peanusaqud R!
HPEICTABIACT COOOH HEOOI3aTEMBHO 3aMELICHHOE 5-0-WICHHOE MOHOLIUKIIMIECKOE TETEPOAPOMATHIECKOE
KOJIBLIO, comepxkamiee 1-4 rerepoaroma, HE3aBHCHMO BBHIOPAHHBIX M3 a30Ta, KHCIOpoJa Wid cepel. B
HEKOTOPBIX BapUaHTax peanmsaimmu R' mpeacraBuser coboi HeoOA3aTENbHO 3aMemenHoe 8-10-uteHHOE
OUIMKIIMYIECKOE TETEPOAPOMATHIECKOE KOMIBIIO, CoAepKamee 1-5 rerepoatoMoB, HE3aBUCHMO BEIOPAHHBIX

U3 a30Ta, KUCJI0poaa Uik CCPhI.

~NH

[00195] B mexoTopeix BapmaHTax peanmsaumu R' mpeactaBmser coGoii mwae . B HexoToprIx

<~ NH

BapHaHTax peanuzauuu R' mpeactaBuser coboi “wan . B Hexoropbix BapuanTtax peanmusauuu R
HPEICTABISCT COOOH wann . B HexoTopeix BapuanTax peaausaunu R npeacrasnset coboii

O O CF;

. B HexoTophIx BapuaHTax peanusaiuu R! mpeacrapiser coboii wan .B

CF;

%....

HEKOTOPBIX BapHaHTax peanusamuu R' mpeactapaser coboi wannr . B HExoTOpHIX BapuaHTax

peammsamu R! mpexacraBuser coGo0i  wnnn . B wHexoropbix Bapuanrtax peanuzamuu R!

NPESACTABISCT COOOH winne . B Hekotopeix BapmanTtax peanmsaimu R' mpeacrasmaser coGoii

w~nn . B HekoTOpBIX BapuaHTax peanusanuu R! mpeactaBiaser coGoi wwnne
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00196 B HekoTOpHIX BapwaHTAax peammzamuy R' mpeacraBiageT cobOi wana . B HekoToprix
p p p p
N

l AN

=

BapuaHTax peanuzanud R' mpeacraBiaser coOOM wnne . B HexoTopeix Bapuantax peamusaruu R

OH OH

|III\

NPEACTABIIET COO0M ~wn . B HekoTOpBIX BapuaHTax peanusaiuu R! npeacrasinser coboit www . B

O

OH
HEKOTOPBIX BapHaHTax peaamsamuu R' mpeacraBuser coGOM wann . B HexoTopeIx BapuaHTax

OH
peanusaruu R! npeacrasiser coGoi wane . B HekoTopeIX BapuanTax peammsaunu R' mpeacrasmser

0O

N

NH,
CO00H wann . B HexoTophix BapuaHTax peanusamun R' mpeactaBnset coboii winne

NH,

N

[00197] B Hexorophix BapuanTtax peanusamuu R!' mpeacraBnser cofoi s . B HexoropsIx

C-

BapMaHTax peanusaiuu R' npeacraBnseT coboi wanr

[00198] B mexoropeix Bapmantax peammsamu R!' m RY BMecTE ¢ MX MPOMEKYTOUHBIM aTOMOM
yraepoaa HeoOs3arenpHO 00pasyioT 3-8-wWICHHOEC HACHINECHHOC WIM YaCTHYHO HCHACHIIICHHOC
CIIMPOLMKIHYECKOE KapOOIMKIMIECKOE KOJIBLO. B HekoTophIx BapHanTax peammsanuu R' u R' Bmecte ¢
UX MPOMEKYTOYHBIM aTOMOM VIJepoJa HeoOs3aTelpHO OOpasyroT 4-8-4ICHHOC HACHIIICHHOC HIIH
YACTUYHO HCHACHILIICHHOC CIHUPOLMKINYCCKOC TETCPOLMKIMYCCKOS KOMBLO, coaepkamee 1-2
reTepoaToMa, HE3aBUCHMO BBIOPAHHBIX M3 230Ta, KHCIOPOAA HITH CEPBI.

[00199] B mexortopeix BapuanTtax peanuzanmu R' BhIOpaH W3 3HAUCHMIA, TPEACTABICHHBIX HIDKC B
tabmuue 1.

[00200] B Hexortophix BapuanTax peanmsamuu R mpeactasuser coboit R!, kax ommcaHo B maHHOM
JNOKYMEHTE. B HexoTOpBIX BapmaHTax peanmsanmu R¥ mpeacrasaseT coboii R!, kak omucano B qaHHOM
JNOKYMEHTE. B HexoTOpBIX BapmaHTax peanmsanmu R® mpeacrasnser coboii R!, kak ommcano B qaHHOM
JOKYMCHTE.

[00201] B mexortopeix BapmaHTax peanmsanumu R® mpeacrasnser coGoit Bogopoa. B HexoTopsx
BapuanTax peanmsaunu R* mpeacrasnser coboii HE0OI3aTeIBHO 3aMEIICHHYIO IPyTy, BeiOpanHyo u3 C-
¢ amaparHyeckoll Tpymmbl, 3-8-4JCHHOTO  HACBIICHHOTO HWIM  YAaCTUYHO  HCHACHIIICHHOTO

MOHOLIUKTHUCCKOTO  KAPOOLMKIMYSCKOr0  Kombua, ¢enmwna, 8-10-4ICHHOrO  OHIUKIHYCCKOTO
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apoOMaTHYCCKOro  KapOOLMKIMYECKOTO  KOJbLA, 4-8-4JICHHOTO  HACBIIICHHOTO WM  YaCTHYHO
HCHACBIIICHHOTO MOHOLMKIHYECKOTO TeTCPOLMKINUECKOrO KOJbLA, coAeprkamero 1-2 rerepoatoma,
HC3aBHUCHUMO BbI6paHHbIX U3 asoTra, Kucjiopoaa WiIH CCPBHIL, 5-6-a51eHHOTO MOHOITHKIITHYCCKOTO
reTePOapPOMATHUCCKOTO KOJIbIA, coAacpkamiero 1-4 retepoaroma, HE3aBHCHMO BBIOPAHHBIX M3 a30Ta,
KAcnopoga wiaM cepel, wiad  §-10-uneHHOro OWIMKIMYECKOrO TeTepoapoMaTHYecKOro  KONbLA,
cogepxamiero 1-5 rerepoatoMoB, HE3aBUCHMO BBIOPAHHBIX U3 a30Ta, KHUCIOPOAA I cepbl. B HEKOoTOpBIX
BapuaHTax peanusanuu R® npeacrasnser co6oit HeoOa3aTenbHO 3amMemeHHY0 C).6 TMKI0amupaTHIECKyIO
rpyrmy. B HekoTopbix BapuanTax peanusaunu R® npeacrasiser coboi HEOOI3aTENbHO 3aMEICHHOE 3-8~
YICHHOE HACHIIECHHOE I YaCTUYHO HEHACHIINCHHOEC MOHOLMKIMICCKOE KapOOLMKINYECKOe KOabLo. B
HCKOTOPBIX BapuaHTax peamusauuu R® mpeacraBmser co0oit HEOOs3aTenbHO 3aMelIcHHbIH (et B
HCKOTOPBIX BapuaHTax peammsauuu R* mpeacrasnser co6oii HeoOs3aTenpHO 3ameieHHoe 8-10-wieHHOE
OULIMKIMYCCKOC apOMATHICCKOS KapOOLMKINYECCKOE KObLO. B HEKOTOpBIX BapuaHTax peanmsauuu R’
HmpeAcTaBmsIeT coOol HeoOsA3aTeNIbHO 3aMEINECHHOE 4-8-WICHHOE HACHILNEHHOES WIM YaCTHYHO
HECHACBIIICHHOE MOHOIIMKINYECKOE TETCPOLUKIMIECKOE KONBLO, coiepxkamee 1-2 rerepoatoma,
HE3aBHCHMO BBIODAHHBIX M3 A30Ta, KUCIOPOJA WM CEPbl. B HEKOTOpHIX BapuaHTax peanmsamuu R’
HPEACTABIICT COOO0I HEOOA3aTENPHO 3aMEIIECHHOE 5-6-4I€HHOE MOHOIMKINYECKOE FETEPOAPOMATHIECKOS
KOJIBLIO, coaeprkamiee 1-4 rerepoaroma, HE3aBHCHUMO BBIOPAHHBIX M3 a30Ta, KHCIOpoga Miu cepel. B
HCKOTOPBIX BapuaHTax peanmsammu R mpeacrasiser co6oit Heobs3aTenbHO 3ameineHHoe 8-10-aieHHOE
OHIMKIMYIECKOE FETEPOAPOMATHIECCKOE KOMIBIIO, COAepKamee 1-5 rerepoatoMoB, HE3AaBUCHMO BEIOPAHHBIX
U3 a30Ta, KUCIOPOAA HIIH CEPBI.

[00202] B HexoTophix BapmaHTax peanmzamuud R’ mpeactaBaser coGod MeTHn. B HEKOTOpBIX

BapuaHTax peanmsaiuu R® mpeacrasnser coGoii ~w . B HEKOTOPHIX BapHaHTax peanuszamuu R®

MPEACTABIISICT COOOH v

OH
[00203] B mexoTophix BapuaHTax peanmsamuu R mpeacraemser coGoit waan . B HEKOTOPBIX
_OH
BapuaHTax peanmsauuu R’ mpeacrasmser coGoii ~n B HEKOTOPHIX BapHaHTax peanusamuu R*

\
-“\

MPEACTABISICT COOOH wwww  rae TOYKA MNpuUCOCTUHCHHS uMeeT (S)-crepeoxumuro. B HEKOTOPBIX

\!
-‘\\

BapuaHTax peamusaiuu R® mpeacraBmseT coGOM www | e TOYKA NPHCOCAUHEHUS HMeEET (R)-

CTEPEOXUMHUIO. B HEKOTOPBIX BapHaHTaX peanm3amuu R° €ICTABIIIET COOOH wwww  rae TOUYKA
2

NPHUCOETUHEHUS UMEET (S)-cTepeoxummio. B HEKOTOpHIX BapuaHTax peanusanuu R* npeacrasnseT coboi
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s | TIIE TOYKA TPUCOSIUHCHUS UMEET (R)-CTePCOXUMHIO.

OH
HS

[00204] B mHexkoTopeIx BapuaHTax peanmsammMu R’ mpeacTaBmseT COGOM e | TAE  TOYKA

NpHUCOETUHEHUS UMEET (S)-cTepeoxummio. B HEKOTOpHIX BapuaHTax peanusanuu R* npeacrasuseT coboi

OH
HS

wann | TIE TOYKA MMPUCOCAUHCHUS UMECT (R)-CTEPCOXHUMHUIO.

[00205] B mexortopeix BapuanTax peanmsaimu R u R® BMecTe ¢ MX TPOMEKYTOYHBIM aTOMOM
yraepoaa Heobs3arenbHO 0OpasyioT 3-8-wWICHHOE HACHINEHHOE WIM YaCcTHYHO HEHACHIIICHHOE
CIIMPOLMKIMYECKOE KapOOIMKIMIECKOE KOIbIo. B HekoTophix BapuanTax peanusanuu R® u R* Bmecte ¢
X MPOMEKYTOYHBIM aTOMOM VIIepoJa HeoOsd3aTeqbHO 0OpasyroT 4-8-4I€HHOE HACHIINEHHOE WM
YACTUYHO HCHACBHINICHHOE CIHPOLMKINYECKOE TETCPOLMKIMYECKOE KOJBLO, coaeprkamee 1-2
reTepPOaToOMa, HE3aBUCHMO BHIOPAHHBIX U3 A30Ta, KUCIOPOAA HIH CEPBI.

[00206] B mexoTophix BapuaHTax peanmsauuu R BHIOpaH M3 3HAYEHMH, NMPEACTABICHHBIX HUKE B
Tabmuue 1.

[00207] B mexoropeix BapmaHTax peanuzamud R npeacrtasmaser coboit R?, kak ommMcaHO B JaHHOM
nokyMente. B HexoTopeix BapuanTax peamusamu R¥ nmpeacrasnser co6oi R%, kak omucaHo B JaHHOM
nokymeHTe. B HekoTOpBIX BapuanTax peamuszanuu R mpeacrasaser coboit R%, kak onmmMcaHO B JAHHOM
JOKYMCHTE.

[00208] B mekotophix BapuaHTax peanmszamuu R’ mpeactaBaser coGoit Bomopoa. B HekoTophix
BapuaHTax peanusanuu R° npeacrasnseT co6oii He0OA3aTeTbHO 3aMEIIEHHYIO IPYIIY, BHIOpaHHyo 13 C)-
¢ ampaTHYCCKOH TPYymIbl, 3-8-WICHHOTO  HACHIIICHHOTO WM YaCTHYHO  HCHACHIIICHHOTO
MOHOLMKIHYCCKOTO  KapOOLMKIHYCCKOro  KOjbla, G¢eHma, 8-10-4ieHHOr0  OMIMKIHYICCKOTO
apoMaTHYCCKOTO  KapOOLMKINYCCKOrO  KOJbLA, 4-8-4JCHHOTO  HACBIICHHOTO WM  YaCTHYHO
HEHACBILICHHOTO MOHOLIUKJIMYCCKOrO TETCPOLMKIMICCKOTO KOJbIA, coAepikamero 1-2 rerepoaroma,
HC3aBUCUMO BbI6paHHbIX U3 asoTra, Kucjopoaa HWIH CCPBHI, 5-6-451eHHOTO MOHOITMKJITHYCCKOTO
reTePOaAPOMATHICCKOTO KOJIbIA, CoAcpskamiero 1-4 rerepoaromMa, HE3aBHCHMO BBIOPAHHBIX H3 a30Ta,
KHCIOpoAa HaH  cepbl, Wid 8-10-4JCHHOro OWIMKIMYECKOTO TEeTEPOaPOMATHUYCCKOTO  KOJIbLA,
coxepxkawmero 1-5 rerepoaTtoMoB, HE3aBUCHMO BHIOPAHHBIX M3 a30Ta, KUCIOPOAA WU cepbl. B HEKOTOPBIX
BapuaHTax peamusanmu R® npeacrasnser co6oii HeoOs3aTenpHO 3amemeHHy 0 Cis IMKI0ATU(aTHIeCKy o
rpynny. B HekoTOpBIX BapuanTax peanuzamuu R’ npeactaBiseT coboi HEOOI3aTCIBHO 3aMEICHHOE 3-8-
YICHHOE HACHIICHHOE WJIM YACTHYHO HEHACHIIIECHHOC MOHOLMKIMYECCKOE KapOOLMKINIECKOE KOmbLo. B
HCKOTOPBIX BapuaHTax peamusanud R° mpeacraBiser coGoil HeoOs3aTenpHO 3amemeHHbH (enun. B
HEKOTOPBIX BapHAHTAX peanusarmu R° nmpeacrasmser coboit Heobsa3aTenpHO 3aMemeHHOe 8-10-uneHHOE
OULMKINIECKOE aAPOMATHYECKOE KAPOOLMKIMIECKOE KOJBIO. B HEKOTOpHIX BapHaHTax peanusamud R’
MPEACTAaBIICT COOOH HEoOA3aTeNnbHO 3aMEINCHHOE 4-8-UJCHHOC HACHILNCHHOC WM YaCTHYHO

HCHACHIIICHHOC MOHOIMKIIMYICCKOC TCTCPOIUKINICCKOC KOJBLO, CoAcpkamee 1-2 rerepoaroma,
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HE3aBUCUMO BBIOPAHHBIX M3 a30Ta, KUCJIOPOAA WIHM Cepbl. B HEKOTOpHIX BapuaHTax peanusanud R’
HPEICTABIACT COOOH HEOOI3aTEMBHO 3aMELICHHOE 5-0-WICHHOE MOHOLIUKIIMIECKOE TETEPOAPOMATHIECKOE
KOJIBLIO, comepxkamiee 1-4 rerepoaroma, HE3aBHCHMO BBHIOPAHHBIX M3 a30Ta, KHCIOpoJa Wid cepel. B
HEKOTOPBIX BAPUAHTAX PEATHM3AMHU R’ mpeacTaBiseT coO0i HEOOA3aTENbHO 3aMeIeHHoe 8-10-u1eHHOE
OUIMKIIMYIECKOE TETEPOAPOMATHIECKOE KOMIBIIO, CoAepKamee 1-5 rerepoatoMoB, HE3aBUCHMO BEIOPAHHBIX
U3 a30Ta, KUCIIOPOAA HIIH CEPHI.

[00209] B HexoTophix BapmaHTax peammzamuud R’ mpeactaBaser coOoM MeTHI. B HEKOTOpBIX

BapuaHTax peanmsauuu R° mpexacrasmser coGoi ~ww . B HEKOTOpHIX BapHaHTax peanuzamuu R’

OPEACTABAIET COOOM w™v . B HEKOTOPHIX BapuaHTax peaamsanuu R° mpeactaBaser coboi ~w . B

"\

HEKOTOPBIX BapuaHTax peanusanuu R° npeacrasiger coboit w» . B HEKOTOPBIX BAPHAHTAX PEATH3aLUH

-<

R® mpeacrasnseT coboif “wa . B HEKOTOPBIX BapHaHTaX peanuszaliu R mpeacTaBuseT coboi i

HEKOTOPBIX BapuaHTax peamusauu R° mpeacrapiaser coboi www . B HEKOTOpHIX BapuaHTax

peammsauu R® mpeacrasmser coGoii ~www . B HEKOTOpBIX BapuaHTax peanusauuu R° mpeacrasiser

\\\

COOOH wwwan | TIIC TOUKA TPUCOCTUHCHUS HMECT (5)-CTEPCOXMMHUIO. B HEKOTOPBIX BapHaHTaX PeaTU3aLHH
\‘\\

R’ mpeacraBaseT coBoil wwaw | rae TOYKA MPUCOSAMHEHHMs MMeEET (R)-cTepeoxumuio. B HEKOTOPBIX

BAPUAHTAX peaIM3alMu R° TPEACTABISIET COOON wwww | re TOYKA NPUCOCAMHCHUS umveeT (S)-

CTEPEOXHMHUIO. B HEKOTOpHIX BapHaHTAaX peamu3alud R° OpeacTaBaseT coGOM wwww | rae TOYKa

npHCOeAUHEHNS uMeeT (R)-cTepeoxumuIo. B HEKOTOPEIX BapHaHTax peanmsanus R° mpeacrasiser coboi

V

s B HEKOTOPBIX BapWaHTax peanusanud R° mpeacrtaBmser coGoil »w . B HEKOTOPBIX BapHaHTax

peammsaimu R npeactaBiseT coGoi wnww . B HexoTOpBIX BapuaHTax peamuzanuu R mpeacTaBiseT

74



s

CO00M wnnr . B HekOTOpPBIX BapuaHTax peanusaimu R mpeacTaBiseT cobol wama . B HEKOTOPBIX

BapHaHTax peanusaunu R° npeacrasiset coboi

VAN

C-

CO,H
[00210] B HexoTOphIX BapuaHTax peanusalud R° MPeACTaBIsCT COOOH wnn

. B Hexoropex
COxH

BapHaHTax peanuzauuu R’ npeacrasiser coboi

WwAannrs

NH
[00211] B HexoTophix BapuaHTax peanusanud R° mpeacrasiser coOoi H . B
NH
SN NH,
HEKOTOPBIX BapHAHTax peamusamud R° mpeacTaBiseT coboit H . B Hexoropeix
NH
§i~/”\v/A\N NH,

BapUaHTax peanusauud R’ mpeacrasaser coboi H

. B HexoTophIX BapuaHTax
NH

f ", /\/\N/U\NHQ
peamusamuu R npeacrasager coGoit

\NH
[00212]

B HEKOTOpPHIX BapUaHTAaX peaamsamuu R° mpeacTaBaseT coboi “wne . B HexoTophIx

~_NH
BapHaHTaX peanusamuu R® mpeacTaBaseT coboi

N
'/E >
N
MPEACTABISICT COOOH e H
N
LD
z N

wnn H

. B HekoTOphIX BapuaHTax peanmuzanuu R’

B HekoTOpeIX BapuaHTax peamuzamuu R° mpeactaBiser coQoit

[00213]

B HekoTOpRIX BapuaHTax peanmsamu R mpeacraBmseT cOOOM wann . B HEKOTOPBIX
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BapUaHTaX PeATU3aliK R’ MPEeACTaBISET COOOM wanne . B Hexotopeix BapmaHTax peanuzamum R’

[ >

N
NPEACTABIICT COOOH e . B HexoTopeix BapmaHTax peanmsaumu R mpeacraemser coGoi

/[NS/> OxNH;

nAnnn . B HexoTophIX BapmaHTax peanmusayu R’ MpeacTaBiseT COOOM wwan . B HEexoroprx

Oj/NHZ

BapuaHTax peanmmsauuu R* mpeacraBaser coboii 5 winn . B HexoTopbix Bapuantax peanmsaupnu R’

S/ e

NG

HPEACTABISAET CO00M “ww | B HEKOTOPBIX BapuaHTax peanuszanuu R® mpeacrapaser coboit wwn B

‘/COZH
HEKOTOPBIX BapHaHTaX peatu3alkd R’ MPEACTaBISET COBOM wwwn . B HexoropeIx BapmaHTax
_-COzH
peanusanuu R® mpeacTaBiseT coboi win . B HexoTOpBIX BapuaHTax peanusanuu R nmpeacrasaser
OH
HS

COOOH | TAC TOUKA MPUCOCTUHCHHUS HMECT (5)-CTCPEOXUMHUIO. B HEKOTOPBIX BapHaHTAX PCaTU3ALIHH

OH
HS

R* mpeacraBaser cobol  waw | Iie TOYKA MPUCOEAUHEHHS HMEET (R)-CTEPEOXUMHIO.

[00214] B mexoTopwix BapuanTax peanusanuu rpynna R’ u rpynma R¥| npucoeiuHEHHBIE K OTHOMY
aToMy YIJIepoaa, BMECTE C UX MPOMEKYTOYHBIM aTOMOM YIJICPOga HEOOs3aTeIbHO 00pasyroT 3-8-u1eHHOS
HACBHIIICHHOC WM YaCTHYHO HCHACHIIICHHOC CIHPOLMKIMYCCKOC KapOOLMKIMICCKOS KOMbIo. B
HEKOTOPBIX BapUaHTaxX peanusanuu rpynna R® u rpynmna R®’, nprcoe AMHEHHBIE K OJTHOMY aTOMy yIJIEpOAa,
BMECTE C UX MPOMEIKY TOYHBIM ATOMOM VTJIEPOJa HE0OsI3aTe IBHO 00pa3yIoT 4-8-4ICHHOS HACBHIIICHHOS UITH
YACTHYHO HCHACBHIIICHHOC CIHUPOLMKIMYCCKOS TETCPOLMKINYCCKOS KOJBLO, coAcpskamee 1-2
reTePOaToOMa, HE3aBUCHMO BRIOPAHHBIX U3 A30Ta, KUCIOPOAA HIIH CEPBL.

[00215] B HekoTOpHIX BapHaHTaX peaTM3allMy JBE TPYMIbI R’ BMECTE ¢ MPOMEKYTOUHBIME aTOMAMH
obopasytor Ci.i0 ABYXBQJICHTHYIO HCPA3BCTBICHHYIO HJIM PAa3BETBICHHYIO, HACBHIICHHYIO —HITH
HCHACHIIICHHYIO YIJICBOAOPOIHYIO LICITh, PHYCM 1-3 METHICHOBBIX 3BCHA YKA3aHHOW LICTIH HE3ABHCUMO U
HeoOs3arepHO 3aMeHeHbl HA —S—, —SS—, —-N(R)-, —-O-, -C(0)-, -0C(0)-, -C(0)0O-, —-C(O)N(R)-, —
N(R)C(0)—, -S(0)—, -S(0)2— umu —Cy'—, u kaxapiii —Cy'— He3aBUCUMO PEACTABIIET COOOM 5-6-4TeHHBIM
reTepoapuiicHu ¢ 1-4 retepoaroMamu, HE3aBHCHMO BEIOPAHHBIMH U3 a30Ta, KHCIOPOAA HIH CEPBI.

[00216] B HexoTOpBIX BapuaHTaX peaqM3ANMU ABE TPYMIbI R° BMECTE € UX MPOMEXYTOYHBIMH
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aToMaMu 00pa3yioT . B HEKOTOPBIX BapuaHTax peaausalyy JBC TPymsl R BMecTe

NNy
\:-Q;g

ABC rpymmbl R’ BMECTE € HX MPOMEKYTOUHBIMH ATOMAMH OOPasyroT

€ UX IPOMEKYTOUHBIMH ATOMaMH 00pasyoT . B HEKOTOpEIX BapHaHTax peaanu3aliin

WS’ S\/\Sef
. B
HCKOTOPBIX BAPUAHTAX PCATM3ALMH ABE TPYIINBI R’ BMECTE ¢ UX MPOMEXKYTOUHBIMH aTOMaMH OOPA3yrOT

r‘;(\/\/\NrN\\

—

N

o
[00217] B HekoTOphIX BapuaHTax peanuzanmu R° BHIOpaH W3 3HAYCHWI, MPCACTABICHHBIX HIDKC B
tabmuue 1.
[00218] B Hexoropsix BapmanTtax peanusaumm R mpeactaBnseT cobod R, kak omwcaHo B JaHHOM
JTOKyMeHTe. B HekoTOpBIX BapuaHTax peanusaiuu R npeacrapiser coboi R’ kak omucaHo B JaHHOM
noKyMeHTe. B HekoTOpBIX BapuaHTax peanusauu R npeacrasiser coboi R’ kak omucaHo B JaHHOM
JOKYMEHTE.
[00219] Kak onpeaeneHo BhILIE M OMUCAHO B AAHHOM AOKYMEHTE, Kaxkabiii RY, R¥ u R® HesaBucumo
npeacrasiseT codoi Bogopoa win Ci3 anupaTHIecKyro TPyIImy.
[00220] B mexoTopeix BapuanTax peamuzanmu R! mpeactaBaseT coGoit Bogopod. B HekoTophIx
BapuanTax peamusanuu R' npeacrasnset co6oii C.; anudaTHuecKyro rpyrmy.
[00221] B HexoTopeix BapuanTax peanuzanuu R! mpeactaBnser coboit metwa. B HekOTOpBIX
BapuaHTax peanmsaimu R! mpeacrasaser coGoi >tui. B HEkOTOphIX BapwaHTax peanuzaimu RY
OpeACTaBaseT coOoM H-mpormua. B HekoTOpeIX BapHaHTax peammzamuu RY mpeacraeaser coGoii
uzonponwi. B HekoTopeIx BapuaHTax peanmusanuu RY npeacraBaseT co6oi MUKIONPONI.
[00222] B nexoTopwix BapuaHTax peanuszanuu R! BHIOpaH W3 3HAYCHUM, MPEACTABICHHBIX HIDKE B
tabmune 1.
[00223] B HexoTophix BapmaHTax peanmuzanmmm R* mpeacraBaser coboit Bogopoa. B HEKOTOpHIX
BapuaHTax peanusanuu R npeacrasnser coboii C)3 amupaTHIecKkyto rpymmy.
[00224] B HexoTophix BapHaHTax peanmsaimu RP mpeactaBmser coGod MeTmn. B HEKOTOpBIX
BapuaHTax peanmsammu RP mpeactaBnser coGoi oTwi. B HEKOTOphIX BapWaHTax peanmzaimu R
NPEACTaBIAET COOOM H-Mpomwi. B HEKOTOpHIX BapWaHTax peanmuzamuu R mpeactaBmseT coboi
uzonponui. B HekOTOphIX BapuaHTax peanmsaimu R mpeactaBnseT coG0 MKIOMPONHT.
[00225] B mexoTopwix BapmaHTax peanuzanmu R BHIOpaH M3 3HAYCHUM, MPEACTABICHHBIX HIDKE B
tabmune 1.
[00226] B HexoTophix BapmaHTax peanmuzanmmm R’ mpeacraBaser coboi Boaopoa. B HEKOTOpBIX

BapHaHTax peanusanuu R npeacrasmser coboii C)3 amupaTHIecKyo rpymy.
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[00227] B HexoTophIX BapuaHTax peanmuzanuum R° mpeactaBnser cobod MeTwia. B HEKOTOPBIX
BapuaHTax peanmsaiuu R° mpeacrasaser coGod >Tmin. B HEKOTOpBIX BapWaHTax peanuzaiuu R
OpEACTaBASET cOOOM H-Mporua. B HEKOTOPHIX BapHaHTax peamusammu R mpeacraaser coGoi
usonponui. B HexoTopbix BapuaHTax peanusanuu R npeactapiseT coboi MUKIOMPOTHIL.

[00228] B nekoTophIX BapHaHTax peamusaimu R BRIOpaH M3 3HAYCHWH, TPEICTABIECHHBIX HHUKE B
tabmune 1.

[00229] Kak onpeaencHO BbILIE W ONMUCAHO B JAHHOM JOKYMEHTE, Kaxapiii R%, R* u R® nesasucumo
npeacrasmsieT coboit Bogopon wim Cis ammdartuueckyro rpynmy; wmi: R u R! Bmecte ¢ mx
NPOMEKYTOYHBIMH aTOMaMH HEOOS3aTeIbHO 00pasyloT 4-8-wICHHOC HACHINCHHOS HIM YaCTHIHO
HCHACHIIICHHOS MOHOLMKIMYECCKOE TETCPOLMKINYECKOS KOJbLO, CcoAeprkamee 1-2 rerepoaroma,
HE3aBHCHMO BBIOPAHHBIX M3 a30Ta, KUCI0poaa uim cepsl; R u R* BMecTe ¢ ux mpoMeskyTouHbIMu aTOMaMu
HE00s3aTeIBHO 00Pa3yIOT 4-8-4JICHHOS HACHIIICHHOS MM YaCTHYHO HEHACHIIICHHOS MOHOLIMKIHYCCKOE
TETCPOLMKINYECKOEC KONBIIO, coAeprkamee |-2 rerepoaToma, HE3aBUCHMO BBIOPAHHBIX U3 a30Ta,
KHUCIOPOAa Wi cepsl; win rpynmna R® u ee cMexnas rpynma R’ BMeCTe ¢ MX MPOMEKYTOUHBIMA aTOMAMU
HE00A3aTeIBHO 00Pa3yIOT 4-8-4JICHHOE HACHIICHHOC MM YaCTHYHO HEHACHIIMCHHOS MOHOLIMKIMYCCKOE
TCTCPOLIHKINUCCKOS KOJBIO, coAacpxamiee 1-2 reTepoaroMa, HE3aBUCHMO BBIOPAHHBIX M3 a30Ta,
KHCJIOPOZA FJIH CEPBI.

[00230] B mHexoropbix BapuanTax peamuszamuu R’ mpeacrasiaser co6od Boaopoa. B Hekotopbix
BapuaHTax peammsauuu R’ mpeacrasiser coboit Ci4 amudarndeckyro rpynmy. B HEKOTOpBIX BapuaHTax
peanmsaunu R? npeacrasnset coboii meTrn. B HekoTopeIx BapuaHTax peanusauuu R? npeacrasaset coboi
stun. B HexoTopeix BapuanTax peanusamuu R? npeacrasnset coboi H-mpormn. B HEKOTOpHIX BapuaHTax
peammsaunu R? npeacrasnser coboit uzonponwi. B HekoTopeix BapuanTax peanuszammu R? npeacrasnser
coboli H-OyTun. B HekoTOphIX BapuaHTax peanusamuu R? npeactasaser coGoi n300yTua. B HexoTOphIX
BapHaHTax peanusauu R? npeacrapaseT coboi TpeT-OyTHIL

[00231] B mexoropeix BapuanTax peammszanuu R? u R! BMECTe ¢ MX MPOMEKYTOUHBIMH ATOMAMHE
HEOO3aTEIBHO 00pa3yIoT 4-8-1ICHHOEC HACHIMICHHOC MJIM YACTHYHO HECHACHIIICHHOC MOHOLIUKIIHYCCKOC
FeTCPOLIMKIHYCCKOS KONBIIO, CoAcpxamee 1-2 rerepoaTroMa, HE3aBUCHMO BBHIOPAHHBIX U3 a30Ta,
KHCJIOPOJA HITH CEPHI.

[00232] B mexoropeix BapuanTax peammzammu R? u R! BMECTC ¢ MX MPOMEKYTOUHBIMH ATOMAMHE

N
oOpasyroT b ~v B HEKOTOPBIX BapuaHTax peanusamuu R? u R! BMecTe ¢ MX MPOMEKYTOUHBIME

N

N
atoMamMu 00pasyroT e :

[00233] B HekoTopeix BapuanTax peanuzanmu R’ BHIOpaH W3 3HAUCHWI, TPEACTABICHHBIX HIDKC B
Tabmme 1.

[00234] B mexkoropeix BapuanTax peamuzammu R* mpeacraBmaser coGoit Bomopoa. B HekoTopsix
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BapuanTax peammsauuu R* mpeacrasnser co6oit Ci4 amudaruueckyro rpynmy. B HekoTOphIX BapuaHTax
peanmzanmm u300petenns R mpeacrasnser coGoit metwa. B HexoTOpwIx BapHaHTax peanmsamuu R
npeacTaBasgeT coGoi 3Tiin. B HekoTopeIX BapmaHTax peanmsamuu R* mpeacrasaser coGoit H-mpormt. B
HEKOTOPBIX BapHaHTax peamuzamuu R* mpeacraaseT coGod m3ompommi. B HEKOTOPHIX BapHaHTax
peammzammu R* mpeacrasnger coGoii H-OyTwin. B HekoTOphIxX BapmanTax peammsammu R* mpeacrasnser
co6oit n306yTua. B HEKOTOpHIX BapHaHTax peanusaiuu R* npeacrasiser coboi TpeT-OyTHIL

[00235] B mexortopeix BapmanTax peanmsammu R* m R’ BMECTe ¢ MX MPOMEXYTOYHBIMH aTOMaMH
Heobs3aTeabHO 00pa3yIoT 4-8-UIeHHOE HACBHIIICHHOE WM YACTHYHO HEHACHIICHHOE MOHOIIUKIHYCCKOES
TeTCPOLIMKINYECKOES KONBLO, coAepxamee 1-2 rerepoaTtoMa, HE3aBUCHMO BBIOPAHHBIX W3 a30Ta,
KHCIIOPOJA WM CEPHI.

[00236] B mexoropeix BapmanTtax peanmsammu R* m R’ BMECTe ¢ MX MPOMEXKYTOYHBIMH aTOMaMH

N
o0pazyioT e ~w B HEKOTOPBIX BapuaHTax peanusanuu R* u R BMecTe ¢ MX MpoMeKyTOUHBIME

e

N
aToMaMu o0pasyroT POV .

[00237] B mexoTophIX BapuaHTax peanmsauuu R BHIOpaH M3 3HAYEHMH, NMPEACTABICHHBIX HUKE B
tabmmne 1.

[00238] B HekoTophix BapmaHTax peanmsaiuu R mpeacrasiseT coboit Bogopoa. B HexoTopwix
BapuaHTax peanmsaiuu R® mpeacrasnser coboit Ci4 amuparuueckyro rpynmy. B HEKOTOpPBIX BapuaHTax
peanuszaruu u300peTeHus R° mpeacrtaBnseT coboit meTua. B HexoTOpwIX BapHaHTax peanmsamud R°
npeacTaBageT coboil 3tua. B HekoTopeIx BapuanTax peaamsaumuu R® mpeactasaser coGoit H-mpormn. B
HEKOTOPBIX BapHaHTax peamuzamuu R® mpeacraBaseT coGod msompommi. B HEKOTOPHIX BapHaHTax
peanuzammu R® mpeacrasnser co6oii H-OyTwin. B HekoTOphIX BapuaHTax peanmsaimmu R® mpeacrasnset
coboii m300yTun. B HeKOTOpRIX BapuaHTax peanmsanuu R® npeacrasiser coboi TpeT-OyTut.

[00239] B mexoropeix BapuanTax peammsaumu rpymma R® u ee cmexnas rpymma R® Bmecte ¢ mx
MPOMEKYTOUHBIMH aTOMaMu 00pasyroT 4-8-uJCHHOC HACBIICHHOC WM YaCTHYHO HCHACHIIICHHOC
MOHOLIMKIHYICCKOE TETCPOLIMKIMICCKOS KOIBLIO, COACpIKaInee 1-2 rerepoaroma, HE3aBUCHMO BBIOPAHHBIX
U3 a30Ta, KUCJIOPOAA HIH CEPBI.

[00240] B mexotopeix BapuanTax peanmsaumu rpynma R® u ee cmexnas rpymma R® Bmecte ¢ mx

N
/
MPOMEKYTOIHBIMH aTOMAMH OOPA3YIOT wvin WMWY B HeKOTOPBIX BAPUAHTAX peanusanuu rpynma R® u

N
5 / SNy
€C CMCIKHAA IrpyImrma R° BmecTe ¢ ux MPOMCXKYTOYHBIMU aTOMaMHU O6pa?>yIOT Wy .

i

[00241] B mexoTopeix BapuanTax peanuszanmu R® BHIOpaH W3 3HAUCHWI, TPEACTABICHHBIX HIDKC B

Tabmuue 1.
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[00242]

B HekoTophIx BapHuaHTax peaamsanuu R mpeacrasmser coboit RY, kak ommcano

B JAHHOM

2 . "k
JokymeHTte. B HexoTOphIx BapuaHnTax peanusaiuu R* mpeacrasmser coboii R', kak omucano B JaHHOM

3 . Ik
JokymeHte. B HexoTopeix BapuanTax peanuzaiuu R* mpeacrasnser coboii R', kak omucaHo B JaHHOM

JoKyMeHTe. B HekoTOpwIX BapuaHTax peanusaimuu R mpeacrasaser coboii RP, kak ommcano

B JAHHOM

2 2 3’
JokymeHTte. B HexkoTopeix BapuaHTax peanusaiuu R* mpeacrasnser coboii R°, kak omucaHo B JaHHOM

3 2 3’
JokymeHTte. B HexoTopeix BapuaHTax peanusaiuu R* mpeacrasnser coboii R°, kak omucaHo B JaHHOM

nokymeHTe. B HexoTOpBIX BapuaHTax peanuszanuu R npeacrasiaser cobo R kak ommcano
nokymeHTe. B HekoTopeIx BapuanTax peamuszaumu R mpeacrasiaser coboit R%, kak onmcano
nokymeHTe. B HekoTopeIx BapuanTax peamuszaumu R mpeacrasnaser coboit R%, kak onmcano
nokymeHTe. B HexoTopeIx BapuaHTax peanuszauuu R npeacrasmser coboi RY, xak ommcano
nokymeHre. B HekoTopeix BapuanTax peammsaumu R mpeacrasiser coboit RY, kak onmcano
nokymeHre. B HekoTopeix BapuanTax peammsauuu R mpeacrasnser coboit RY, kak ormcano
nokymeHre. B HexoTopeix BapuaHTax peanuszauuu R npeacrasmser coboi R, kak ommcano
nokymenre. B HekoTopeix BapuanTax peamuszaunu R¥ nmpeacrasiser coboit R®, kak ormcano

3 5 R6
Joxymenre. B HexoTopsix Bapuantax peanuzaumu R* mpeacrasmser codoit R°, xak ommcano

JOKYMEHTE.
[00243]
TPEXBaJCHTHBIH JMHKEPHBIH
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[00244] B HEKOTOPBIX BapHAHTax
OH
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AN
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dparmeHT,

L

peanuzanun

Ll

KOTOPBIH

MIPEICTABICT

B JAHHOM
B JaHHOM
B JAHHOM
B JAHHOM
B JaHHOM
B JAHHOM
B JAHHOM
B JAaHHOM

B JAHHOM

Kak ompemeneHO BBINE W OMHMCAHO B JaHHOM JOKyMeHTe, L' mpeacrasmser coGoii

CBA3BIBACT

coboi

CO.H . B HexoTtopeix BapmaHTax peammsamuu L' mpeactaBnser coGoi
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. B mHexoropeix Bapmantax peammszaumu L' mpeacraBmser coGoii

H
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CO.H . B Hexotopeix Bapmantax peanmsaiuu L' mpeacraBmser coGoi

B HekoTopeix Bapuantax peanmsauuu L' mpeacrasnser  coGoii
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CO.H . B Hexortoprix BapuanTtax peanusammu L' mpeacrasnser co6oi
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COzH . B HekoTophix BapmaHTax peanmsamuu L' mpeactaBaser coGoi
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CO,H . B Hekotopeix Bapuanrtax peammzauuu L' mpeacrasnser coGoit

32



COzH . B HexoTophix BapmanTax peanmsaumu L' mpeacrasnser co6oii

?‘\NH

o)

o HN’% H

. B HexoToprIX BapuaHTax peanusamuu L' npeacrasaser coboit

g\NH

S

B HexoTopeix BapmaHTax peanmsamum L! mpeacraBmseT coGoi O H . B HExoTOpBIX
OH
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‘I{N\)J\ 51111
z N
H H
~N
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N

s‘\gAN)Ok[NHz

BapuaHTax peanmsamuu L' mpencraeaser coGoit CO2H . B HEkoTOpBIX
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HCKOTOPBIX BapuaHTax peanu3aunu L' nmpeacrasnser coboit
[00245] B HCKOTOPBIX BapHUaHTax peanu3anun L! MPEACTABIISCT co0oi
O
o \
e
HoN NH
o)
O . B wHexkoropeix Bapuantax peammsamuu L'

84



HO_ o © %
N %,
HZN]YN"' N HN™
o) H o)
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MPEACTABISICT COOOM
HO

peammzanmu L' npeacraenser coGoii

HCKOTOPBIX BapHuaHTax peanu3anunu

“1%
J\/\/ \H o ./ ~OH
N /U\IN}E o7 ~NH;

OH O | B HexkoTOpBIX BapuaHrax

L NPEICTaBIISAET coboli

. B Hexoropeix BapuanTtax peanusauuu L' mpeacrasnser
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coboit OH . B Hekortopeix Bapuantax peammsauuu L' mpeacrasmser coboi
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[00246] B mexotopweix BapmanTax peanusanuu L' BRIOpaH W3 3HAYCHMI, MPEACTABICHHBIX HUXKE B
tabmue 1.

[00247] Kak ompeaencHO BBIIE W OMWCAHO B JAHHOM JOKyMeHTe, L? mpeacraBmser coOoi
KOBAJICHTHYO CBs13b WK C1.10 ABYXBAJICHTHYIO HCPA3BETBICHHYIO HJIH PA3BETBICHHYIO, HACHIIIICHHYIO WITH
HCHACHILICHHYIO VIVICBOJOPOAHYIO LEMb, NPHIEM 1-3 METHICHOBBIX 3BCHBCB YKA3aHHOW LICTIH

HeoBs3aTebHO 3aMeHerst Ha —S—, ~N(R)—, ~O—, ~C(0)—, ~0C(0)—, ~C(0)0—, ~C(O)N(R)—, -N(R)C(0O)-

z{“oﬁ}:f y OV]E; zjfvo d

, =S(0)-, -S(0)>-, , , umn —Cy'-, rae Kaxmeii —
Cy'- HezaBUCHMO MPEACTABIACT COOOM 5-6-uNICHHBIN reTepoapiwIcHII ¢ 1-4 reTepoaToMaMu, HE3aBUCHMO
BBIOPAaHHBIMH U3 230Ta, KHCIOPOJA HIH CCPHI.

[00248] B mexotopeix BapmaHTax peanmsammu L’ mpeacTtaBaseT coOOM KOBANE€HTHYHO CBs3b. B
HCKOTOpPBIX BapuaHTax peamusaiuu L npeacrasmset co6oi Cio1o ABYXBAICHTHYIO HEPA3BETBICHHYIO WU

PA3BCTBICHHYIO, HACBIIMCHHYIO WIN HCHACBINICHHYIO YITICBOAOPOAHYIO LICIIb, MPHUYICM 1-3 METHIICHOBBIX

36



3BEHBEB YKA3aHHOH 1ienH HeoOs3aTepHO 3ameHeHbl Ha —S—, —N(R)—, -O—, —-C(0)-, -0C(0)-, —C(0)O-,

0 O
ot s ol
_C(O)N(R)-, -N(R)C(O)-, -S(O)-, —S(0)-, n n n

win —Cy'-, rae xaxapiii —Cy'— HezaBUCHMO mpeacTaBseT co0oi S-6-uneHHbIN retepoapuiacHun ¢ 1-4

rerepoaroMmaMu, HC3aBUCHUMO BbI6paHHI>IMI/I H3 a30Ta, KUCJI0poaa Uik CCPhl.
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[00249] B mexoTopsix BapuanTax peanusauuu L2 npeacrasiser co6oi % .B
0
N”N /\a/u\rvg‘
\ (o)
T,
g_/
HEKOTOPBIX BapuaHTax peanuszaumu L mpeacrasnser coboii . B HexoTopeIx

O

g_/
|

. B HEKOTOPBIX BapHAHTAX PCATUIALINH

BapuanTax peanuzauuu L’ mpeacrasaser coboi

S
N N',N
peammsanuu L? npeacrapnset coboit H 8

y 0
g\n/ N \/\éo/\%i
L? npeacrasaser coboit O
H
YO

[00250] B mexoTopeIX BapuaHTax peanusaqud L’ BbIOpaH W3 3HAUCHUI, MPECACTABICHHBIX HIDKE B

. B HexoropeIx BapuaHTax

. B HekoTOpBIX BapuaHTax peanusamu L? npeacrapuset

cobon

tabmme 1.

[00251] B mexoropsix BapuaHTax peanuzammu L mpeacrasnser coboi L% kak onmmMcaHO B AaHHOM
JOKYMCHTE.

[00252] Kak onpenencHo BhILIE U ONHCAHO B aHHOM gokymeHTe, TBT npeacrasiser coboit MurneHb-
CBSI3BIBAIOINUI (DPAarMEHT.

[00253] B nexoropeix Bapuanrtax peammsaimu TBT mpeacrasasier co00H MHIICHB-CBSI3bIBAOLIHIA

(dparMeHT.
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[00255] B sexoropsix Bapuantax peanusauuu TBT BbIOpaH nM3 3HAUCHHM, MPEACTABICHHBIX HIDKEC B

[00254] B sexoropsix Bapuanrtax peanusaipn BT npeacrasnser coboit

HN

. B Hekotopeix Bapuanrax peanmmsauuu TBT npeacrasnset coboit O

Tabmure 1.

[00256] Kaxk ompexaeneHO BBILIE U OMHCAHO B JAHHOM JOKYMEHTE, KKIBIH M M N HE3aBUCHMO PABEH
1,2,3,4,5,6,7,8,9 nmu 10.

[00257] B nexoTopsx BapHaHTax peanu3audu m paseH 1. B HexoTOpeIX BapHaHTax peanuzanuu m
paeeH 2. B HEKOTOpBIX BapHaHTax peaau3alyuy m paseH 3. B HeKOTOPHIX BapuaHTax pean3aliuy m PaBeH
4. B HEKOTOPBIX BApHAHTAX PeaTH3aLMK M paseH 5. B HEKOTOPHIX BapuaHTax peanu3anuu m paseH 6. B
HEKOTOPBIX BapHAHTaX peanu3anmuud m paseH 7. B HexoTophix BapmanTax peanmmzanuu m paseH 8. B
HEKOTOPBIX BAPHAHTAX pean3alyy m paseH 9. B HekoTophIX BapuaHTax peanusanuu m paseH 10.
[00258] B sekoTOpHIX BapHaHTax peaTH3aLMUd M BHIOPAH U3 3HAUCHUH, MPEACTABICHHBIX HIKC B
tabmmue 1.

[00259] B HekoTOphIX BapuaHTax peanmsaimy n paBeH 1. B HEKOTOpHIX BapuaHTax peaau3aly N
paBeH 2. B HEKOTOPBIX BapHaHTaX peaju3alyy N PaBeH 3. B HEKOTOPHIX BapHaHTaxX peain3alvi N PaBEH
4. B HEKOTOPBIX BapHAHTaX PeaTH3alNy n paBeH 5. B HEKOTOPHIX BapwaHTaxX peanu3ani n paseH 6. B
HEKOTOPBIX BapHaHTaX peain3aliid N paBeH 7. B HEKOTOPHIX BapwaHTax peajum3almu n paseH . B
HEKOTOPBIX BapHAHTaX PeaTM3allii N paBeH 9. B HeKoTOphIX BapuaHTax peanusanud n paseH 10.

[00260] B HekOTOpHIX BapHaHTaX PEAlM3alMH N BEIOPAH W3 3HAUCHMH, MPCACTABICHHBIX HIKC B
tabmue 1.

[00261] Kax onpemeneHo BhIIE W OMMCAHO B JaHHOM JOKYMEHTE, Kaxabiii R’ HE3aBHCHMO
HPEICTABIACT COOOM BOAOPOA WM HEOOSA3aTENPHO 3aMEINCHHYIO rpymmy, BeiOpanHylo u3 Cis
anupaTHIeCKOd  Tpymmbl,  3-8-WICHHOrO  HACBHILCHHOTO WM  YacTUYHO  HCHACHIECHHOTO
MOHOLMKIMYECKOTO  KapOOLMKIMYECKOro  Kkoipla, ¢enuna, 8§-10-wieHHOro  OMIMKIMYESCKOTO
apoOMAaTHYCCKOro  KapOOLMKIMYECKOTO  KOJbLA, 4-8-WJICHHOTO  HACBHIICGHHOTO WM  YaCTHYHO
HEHACHIIEHHOTO MOHOLIMKIMYECKOTO TETEPOLMKIMIECKOrO KOJBIQA, Coaepxkamero 1-2 rerepoaroma,
HE3aBHCUMO BBIODaHHBIX H3 a30Ta, KHCIOPOJA HIH CEPbl, J-6-WICHHOTO MOHOLUKINYCCKOTO
TeTEPOAPOMATHICCKOTO KOMbLA, coAepakamero 1-4 rerepoaroMa, HE3aBUCHMO BBIOPAHHBIX W3 a30Ta,
KACTopona wid cepbl, ik §-10-uneHHOro OHWIMKIMYECKOrO TeTepoapoMaTHYecKOro  KOJNbLA,
cojepxkamero 1-5 rerepoatoMoB, HE3aBUCHMO BRIOPAHHBIX M3 a30Ta, KHCIOPOAA WM CEPhL;, HIH: TPYIIIa

R’ u rpynma R7', mpucOeMHEHHBIE K OJHOMY aTOMY YIJIEPOAY, BMECTE C MX MPOMEKYTOUHBIM aTOMOM
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yriaepoaa HeoOs3arenbHO 00pasyioT 3-8-wWICHHOEC HACHINEHHOE WM YacTHYHO HCHACHIIICHHOE
COMPOLIMKIMICCKOC KapOOLMKIMYECKOE KOJbLO WM 4-8-4ICHHOE HACHIIICHHOEC WIH YaCTHYHO
HCHACBILICHHOE CHHPOLHKINYCCKOS TETCPOLMKINYCCKOS KONBIO, coaepkamee 1-2 retepoatoma,
HE3aBHCHMO BEIOPAHHBIX U3 a30Ta, KUCIOPOAA UIIH CEPHI.

[00262] B mexoTopeix BapmaHTax peanmsaumu R’ mpeactaBiaseT cobod Boaopoa. B HexoTOphIX
BapuaHTax peanmsanuu R’ mpeacragaser co6oii HeoOA3aTeIBHO 3aMEINEHHYIO IPYIIY, BEIOpaHHyo 13 C)-
¢ amu(aTHICCKOW TPYyMIbl, 3-8-4JICHHOTO  HACBHIICHHOIO WM YaCTHYHO  HCHACHIIICHHOTO
MOHOLIUKTHYECKOTO  KAPOOLMKIMYECKOro  Kombua, (¢enmwna, 8-10-4IeHHOrO  OHIUKIHYECKOTO
apoOMaTHUIECKOro  KapOOIMKIMYECKOrO  KOJbLA, 4-8-UJCHHOrO  HACBIICHHOTO WM  YaCTHYHO
HCHACHIIIICHHOTO MOHOIMKIHMYECKOTO T'eTECPOLMKINYECKOrO KOJbLA, coAepskamero 1-2 rerepoatoma,
HC3aBHUCHUMO BbI6paHHI>IX U3 asoTra, Kucjopoaa HWIH CCPBHI, 5-6-451eHHOTO MOHOITMKIITHYCCKOTO
reTepPOapoOMaTHUECKOTO KOJbI, coaepkamero 1-4 retepoaroma, HE3aBHCHMO BBIOPAHHBIX M3 a30Ta,
KHCIOpOoJa Wmu  cepbl, Wiu  §-10-4ICHHOro OMIMKINYECKOTO TIeTepPOapOMATHUECKOTO  KOJbLA,
coaeprkamiero 1-5 rerepoaToMoB, HE3aBUCHMO BEIOPAHHBIX U3 a30Ta, KMCIOPOAA HIH cepbl. B HEKOTOPBIX
BapuaHTax peaausanuu R’ npeacrasnser co6oit HeoOs3arenpHo 3amemeHHY0 Cl.q TUKI0ATHpaTHUECKYIO
rpymmy. B HekoTopeIx BapuanTax peanuszammu R’ npeacrasiaser coboi HEOOI3aTEIBHO 3aMEIEHHOE 3-8-
YWICHHOC HACHIIICHHOE WJIM YACTHYHO HEHACHIIICHHOEC MOHOIMKIHMYECKOE KapOOLMKINIECKOEe KOIbLOo. B
HEKOTOPBIX BapuaHTax peanuszanuu R’ mpeacrasiser coGoil HEOOS3aTENBHO 3aMeUICHHBIM (eHut. B
HEKOTOPBIX BapuaHTax peammsanuu R’ npeacrasnser coGoii HE0OA3aTENBHO 3amMeIneHHOe 8-10-4neHHOE
OULIMKIMYECKOE aPOMATHIECKOE KapOOLMKINYECKOE KOIbIO. B HEKOTOPBIX BapuaHTax peammsauuu R’
MPCACTABIICT COOOH HEOOS3aTC/IPHO 3aMCINCHHOC 4-8-WICHHOC HACHILCHHOC WIH YaCTHYHO
HCHACBILICHHOC MOHOLHKINYCCKOC TETCPOLMKIMYECKOC KOJIBLO, coAecpramee 1-2 reTepoaroma,
HE3aBHCHMO BBIODAHHBIX M3 a30Ta, KUCIOPOJA MIHM CEPH. B HEKOTOPHIX BapuaHTax peanusanuu R’
MPEACTABISCT COOOH HEOOA3ATCIBPHO 3aMEIICHHOE S-6-1ICHHOC MOHOLUKITHICCKOE TETCPOAPOMATHICCKOC
KOJIBLIO, coAeprkamee 1-4 rerepoaroma, HE3aBHCHMO BBIOPAHHEIX M3 a30Ta, KHUCIOPOAa win cepel. B
HEKOTOPBIX BapuaHTax peanmsaimu R’ mpeactaBiseT coGoi HeoOA3aTENbHO 3aMeImeHHoe 8-10-u1eHHOE
OHLIMKIMICCKOE TETEPOAPOMATHICCKOE KOO, CoAcpakaree 1-5 rerepoaroMoB, HE3aBUCHUMO BEIOPAHHBIX
U3 a30Ta, KHCIOPOJA HIH CCPHI.

[00263] B mHexoTopbix BapmaHTax peanmzamuud R’ mpeactaBaseT coOol MeTHI. B HEKOTOPBIX

BapuaHTax peanmsaimu R’ mpeacraBmser coGoi ~vw . B HEKOTOpHIX BapHaHTax peanuzamuu R’

OpEACTAaBAIET COOOH v . B HEKOTOpHIX BapHaHTax peanmsamuu R’ mpeactaBmseT coboii - B

N
HEKOTOPBIX BapHaHTax peanusauu R’ npeacrasiset coboi i
CO,H
[00264] B HexoTOpHIX BapHaHTax peanuzaiuu R’ MPeACTABISIET COGOH wnmnn . B HexotoprIx
_COzH
BapuaHTax peamusammu R mpeacTaBmseT coGoi ~ninn . B mexotopeix BapuanTax peamusamuu R’
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NH, NH,
o) /J*o
MPEACTABIISCT COOO e . B HekoTOpBIX BapuaHTax peanmusanun R’ mpeacTaBaseT coGoM wim
I
wONTONH,
H . B

[00265] B mexoropeix BapmanTax peammzanuu R’ mpeacrtasaser coGoi
X
SNTSNT NH,

HCKOTOPBIX BapUaHTaX pCalu3alvun R’ npcaACTaBIIACT coboit H . B HCKOTOPBIX
o f‘ \/\/\
BapuaHTax pcajn3aniu R’ npcaACTaBIIACT cobOoii NH2 .B HCKOTOPBIX BaApHUAHTAX pCaivu3aliin

R’ npeacrasnser coboit ‘; " NH,

[00266] B Hexortopbix BapuanTax peanuzaumu R’ mpeacTaBISET COOOM wam . B HexotopsIx

O

BapuadTtax peammsamuu R’ mpeacraBiser coOoM wanne . B Hexotopeix BapuanTtax peamuzauun R’
«~NH
MPCACTABISACT COOOU e . B Hexoropeix BapmaHTax peammsaumu R’ mpeacraBmsgeT coOoi
OH
~_NH
~anny . B Hexoropeix BapmaHTax peanmsamud R’ MpeacTaBIseT COOOM v . B
OH
HEKOTOPBIX BapHAHTaxX peanuzaimu R’ mpeactaBiser cobom ~+ . B HEKOTOPHIX BapuaHTax
HN™\
N
peammzarmu R’ mpeactaBaseT coGoi wn . B HexoTOpBIX BapuaHTax peanusaimu R’ npeacrtasaser
HN\
~_N
COBOM wamn

[00267] B mexoTopwix BapmanTax peanmsanmu rpynma R’ u rpynma R7', mpUCOEANHEHHBIE K OJHOMY
aTOMy YIJICPOAA, BMECTE C HX MPOMEKYTOUHBIM aTOMOM YIIEPOAa 00pasyIoT 3-8-4ICHHOE HACHIICHHOS

U YaCTUIHO HCHACBIIICHHOC CITUPOITUKINICCKOC Kap6ouu1<nnq601<oe KOJb1O. B HCKOTOPBIX BapuaHTax
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peammzanmu rpynma R7 w rpynma R7, mpucOeaMHEHHBIE K OMHOMY aroMy YTJIEPOJA, BMECTE C HX
MPOMEKYTOYHBIM aTOMOM YIIEPOJa 00pasyioT 4-8-1ICHHOS HACHIIICHHOS MITH YaCTUYHO HECHACHILICHHOC
CIHUPOLMKINICCKOE TETCPOLIMKIMYCCKOE KOIIBIIO, CoAepaKkalnee -2 rerepoaToma, He3aBUCHMO BHIOPAHHBIX
U3 a30Ta, KUCJIOPOAA HIH CEPBI.

[00268] B mexoropeix BapmaHTax peanusamuu R’ BHIOpaH M3 3HAYCHWM, NPEACTABICHHBIX HHKE B
tabmuue 1.

[00269] Kakx ompeaencHO BHIIE M OMMCAHO B JAHHOM JOKYMEHTE, Kaxaeli R’ HezaBHCHMO
npeacTasisieT coboit Bogopoa unn Ci3 amudaTHISCKYO TPYIILY.

[00270] B mexotophix BapuaHTax peanmsaiuu R’ mpeactaBaseT coGod BOAOPOA. B HEKOTOPBIX
BapuanTax peanmsammu R’ mpeacraBaser coGol meTwi. B HexoTophix BapuaHTax peanuzamuu R’
HpeACTaBIsAeT coboi 3T, B HekoTophIX BapuaHTax peanusamuu R’ mpeacraemaser coboii H-mpormi. B
HEKOTOPBIX BapuaHTax peamusaiuu R” mpeacrasnset co6oit n3onponmt.

[00271] B mexotopbix BapuaHTax peanuzamuu R’ BHIOpaH M3 3HAYCHHH, NPEICTABICHHBIX HIDKE B
tabmune 1.

[00272] Kak onpeaencHO BbIIE W OMMCAHO B JAaHHOM JOKYMEHTE, Kakablii R® HezaBHCHMO
npeacTasseT coboit Bogopoa umu Ci4 amudarnaeckyto rpymmy, win: rpynna R® u ee cmesxnas rpynna R’
BMECTEC C WX NPOMEKYTOUHBIMH aTOMaMH HEOOS3aTeIbHO OOpa3yloT 4-8-4JICHHOE HACBHILMICHHOE HWITH
YACTHYIHO HCHACBIIIICHHOE MOHOLIMKIINYECKOE FeTEPOLIMKINIECKOE KOIBLIO, coaepxkamiee 1-2 rerepoaToma,
HE3aBUCHMO BBIOPAHHBIX M3 a30Ta, KUCIOPOJA UIIH CEPHI.

[00273] B HekoTophix BapmaHTax peanmsaimu R® mpeacrasiser coboit Bogopoa. B HexoTophix
BapuanTax peammsanuu R® mpeacrasnser co6oit Ci4 amudaruueckyro rpynmy. B HEKOTOPHIX BapuaHTax
peanuzanuu u300peTenns R® mpeacrasnser coGoit meTua. B HekoTOpwIX BapHaHTax peanmsamuu R®
npeacTaBasgeT coboil atun. B HekoTopex BapuanTax peaamsamuu R® npeacrasaser coGoit H-mpormn. B
HEKOTOPBIX BapHaHTax peamuzamuu R® mpeacraBaseT coGoi m3ompommi. B HEKOTOPHIX BapHaHTax
peamusannu R® npeacrasnser coboii H-Oytun. B HekoTopeix BapuanTtax peammsaunu R® mpeacrasmser
coboii n306yTun. B HekoTOpRIX BapuaHTax peammsanuu R® npeacrasiger coboi TpeT-OyTut.

[00274] B mexotopeix BapuanTax peammzammu rpynma R® u ee cmexnas rpynma R’ Bmecte ¢ mx
MPOMEKYTOUHBIMH aTOMaMu 00pasyroT 4-8-uJCHHOC HACBICHHOC WM YacTHYHO HEHACHIICHHOC
MOHOLIMKIHYICCKOE TETCPOLIMKIMICCKOS KOIBLIO, COACpIKaInee 1-2 rerepoaroma, He3aBUCHMO BBIOPAHHBIX
U3 a30Ta, KUCJIOPOAA HIH CEPBI.

[00275] B mexoropeix Bapuantax peammsaumu rpynma R® u ee cmexnas rpymma R’ Bmecte ¢ mx

N
/
MPOMEKYTOIHBIMH ATOMAMH OOPA3yIOT wvnv WMWY B HEKOTOPBIX BAPUAHTAX peanusanuu rpynma R® u

N
7 / ANV
€C CMCIKHAA Ir'pyImra R’ BmecTe ¢ ux MPOMC)KYTOYHBIMU aTOMaMHU O6pa?>yIOT Wy .

i

[00276] B mexotopeix BapuanTtax peanuszanmu R® BHIOpaH W3 3HAUCHWI, TPCACTABICHHBIX HIDKC B
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tabnuue 1.

[00277] Kak onpeaeneHo BhIIE W OMUCAHO B JAHHOM JOKyMeHTe, R’ mpeacraBiseT co6oit Bogopoa,
Cis amudarnueckyro rpynmy win —C(O)Cis anudaTHaecKy o rpynmy.

[00278] B mexoropeIx BapmaHTax peammsammu R’ mpeacraBaser coGoi Bomopoa. B HEKOTOpPBIX
BapuanTax peammsauuu R’ mpeacrasnser co6oit Cis amudaruueckyro rpynmy. B HekoTOphIX BapuaHTax
peamusaiu R® npeacrasnset coboii —C(0)Cis anudarrueckyro rpymmy.

[00279] B mHexkoropeix BapuaHTax peanusamu R’ mpeactaBaseT coGoi MeTua. B HEKOTOPBIX
BapuanTax peamuzamuu R’ mpeacraBaser coGoi st B HekoTOpeIX BapuaHTax peammsauuu R’
npeacTaBsAeT coboi H-mporm. B HekoTOphIx BapuanTax peammsamuu R’ npeacrasnset coG0H H30MPOTIHIL.
B HexoTOphIX BapuaHTax peanusauuu R’ npeactasiaser coboi HUKIOMPOTIHITL.

[00280] B Hexotopmix BapmanTtax peammsanum R’ mpeacraaser coboii —C(O)Me. B HekoTOpBIX
BapuanTtax peammsamu R’ npeacrasmser coboit —C(O)Et. B Hekotophix Bapuantax peammsamud R’
npeacrasnseT coboit —C(O)CH,CH,CH;. B HekoTopeix BapuanTax peanuszarmu R’ npeacrasnser coboi —
C(O)CH(CH3),. B HekoTopbIx BapHanTax peanusanuu R’ npeacrasaser co6oit —C(O)mkmonponm.
[00281] B HexoTophix BapuanTax peamusaimu R’ BHIOpaH W3 3HAYCHMI, TPEICTABICHHBIX HHXKE B
tabmue 1.

[00282] B mexotopeix BapmaHTax peanusauuu R npeacraBaser coboit R, kak ommcaHO B JaHHOM
nokyMente. B HexoTopeix BapuanTax peammusamu R¥ nmpeacrasnser co6oi R7, kak onucaHo B JaHHOM
nokymeHTe. B HexkoTopeIx BapmanTax peanuszanuu R mpeacrasaser co6oit R7, kak onmmcaHo B JaHHOM
JOKyMeHTe. B HEKOTOpBIX BapuaHTax peanusanud R mpeacrasnser coboit R kak ommcaHo B JaHHOM
nokymMeHTe. B HeKOTOpBIX BapuaHTax peanmzaruu R mpeacrasmser coboi R7, kak ommcaHo B JAHHOM
JnokyMeHTe. B HeKOTOpBIX BapuaHTax peanmzaiuu R mpeacrasmser coboit R7, kak ommcaHo B JAHHOM
JnokyMeHTe. B HEKOTOpHIX BapuaHTax peanusaimu R mpeacrasmser coGoit R¥, xak ommcano B maHHOM
JTOKyMeHTe. B HekoTOpBIX BapmaHTax peanusaiuu R npencrasiser coboii R¥, kak omucano B manHOM
JOKYMEHTE. B HeKOTOpBIX BapmaHTax peanmsanmu R¥ mpeacrasaser coboii R, xak omucano B qaHHOM
JTOKYMEHTE. B HEKOTOpBIX BapuaHTax peanmsanus R mpeacraemser coGoit RY| kak onmcaHo B JaHHOM
TOoKyMeHTe. B HexoTOpBIX BapuaHTax peanmsanuu R¥ nmpeacrasaser coboii RY, kak ommcano B 1aHHOM
JTOKyMEHTE. B HEKOTOpHIX BapuaHTax peanmsamuu R mpeacrasiser coboii R®| kak onucaHo B JaHHOM
JNOKYMEHTE. B HexoTOpBIX BapmaHTax peanmsaimu R mpeacrasmser coboit R’ kak omucano B JaHHOM
JNOKYMEHTE. B HexoTOpBIX BapmaHTax peanmsanmu R¥ mpeacrasaseT coboii R’, kak omucano B JaHHOM
JNOKYMEHTE. B HexoTOpBIX BapmaHTax peanmsanmu R® mpeacrasaser coboii R’, kak omucano B JaHHOM
JOKYMCHTE.

[00283] Kak onpemencHO BhIIE M ONMMUCAHO B JAHHOM JOKymeHte, L° mpeacrasnser coGoit

7 7
RS R" R
\
o N
R o
JBYXBAJICHTHBIH THHKEPHBIH (PparMeHT, KOTOPBIH CBA3BIBACT 0 ¢ TBT.
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00284 B HexoTopeIx BapmaHTax peanmzanuu L° npexcrasisier coboil ABYXBAJICHTHBIN JTUHKEPHBII
VX

7 7'
sR’ R

R
\
N %

R® o)
(parMeHT, KOTOPHIH CBI3BIBACT ° ¢ TBT.
0
N ,/N /\5)"\ ;‘S'
0O
‘NJ/\( 6
é_/
[00285] B mexoTopeix BapuanTax peanusauuu L npeacrasiser co6oi
O
N N /\a,u\
@)
Moy
g_/
HEKOTOPBIX BapuaHTax peanuszaumu L° mpeacrasnser coboii
0]
N
N ,_7/\( O/\a/u\
N 10 ¥

g_/
|

. B HEKOTOpBIX BapHUAHTAX PCATUIALINH

. B HExoTophIxX

BapuanTax peanuszauuu L* npeacrasaser coboii

—
5;‘ ~ (/\/O)\/[ I\‘I
N N',N
peamusamuu L* npeacrasaser coboit H 8

H 0
Mgt
L* npeacrapnsier coboit O
YT

[00286] B mexortopmix BapuaHTax peanuzanuu L’ BHIOpaH W3 3HAYCHWH, MPECACTABICHHBIX HIKC B

. B HexoroprIx BapuaHTax

. B HekoTopeIX BapuanTax peanusauuu L npeacrasnser

coOoi

tabmume 1.

[00287] B mekoropeix BapuaHTax peanuzamu L mpeacrasmser coboi L, kak ommcaHO B AaHHOM
JOKYMEHTE.

[00288] Kak ompeaesieHO BhIIIE M OMHCAHO B JAHHOM JOKYMEHTE, 0 paBeH 1, 2,3, 4,5, 6,7, 8,9 wm
10.

[00289] B nekoTopeIX BapuaHTax peanusaimu o pascH 1. B HexoTophIX BapuaHTax peanmzalyu o
paBeH 2. B HEKOTOPHIX BapHaHTaX peaju3alyy O PaBeH 3. B HEKOTOPHIX BapHaHTaxX pean3alii O PaBEH
4. B HEKOTOPHIX BapHAHTaX PEATH3ALMH O paBeH 5. B HEKOTOPHIX BapHaHTaxX peanu3aiyu o paseH 6. B
HEKOTOPBIX BapHaHTaxX peain3aliid O paBeH 7. B HEKOTOPHIX BapwaHTax peajum3almu O paseH 3. B
HEKOTOPBIX BApHAHTaX pealil3alliil 0 paBeH 9. B HEKOTOpHIX BapraHTax peanusanun o paseH 10.

[00290] B HekoTOpHIX BapHaHTaxX PealM3alMd O BHIOPAH W3 3HAUCHMI, MPEACTABICHHBIX HIKC B
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Tabmuue 1.

[00291] B HexoTOpBIX BapHAHTAX PCATH3ALNH HACTOSIICTO H30OPESTCHHS MPEATOKEHO COCIMHCHUC
0]
N’zN /\a/u\ )_ej'
\ O
T,
g_/
dopmymns 11, rae L? mpeactasnser coGoi , u TBT npeacrasiseT cooit

|

HN
HN— ~ CO.H
HO,C o
COzH , ¢ obpazosanneM coeauaeHus popmysl 11-a:
HO,C
O\/\fcozH
Ho,c. N
NH

II-a
UM ero (papMareBTUYECKH PUEMIEMO comt, rae kaxapiii uz LI, R, RV, R? R3 R¥ R*, R5, R%, R® um
ABISETCS TAKUM, KaK OMPEICICHO BHIIIEC U OMHCAHO B BAPUAHTAX PEATM3ALMHU JaHHOTO H300PETECHUS, KaK

10 OTACIPHOCTH, TaK U B KOM6I/IHaL[I/II/I.

[00292] B HEexOTOPBIX BapHAHTAX PCATH3ALNH HACTOSIICTO H30OPESTCHHMS MPEATIOKEHO COCIMHCHUC
0]
N”N Mj\f;
O
NJ/\( 8
é_/
dopmyns 11, rae L? mpeactasnser coGoi , u TBT npeacrasasiet coboit

|

HN
HO,C O
CO,H

, ¢ obpaszoBanueM coeaureHus Ghopmyiiet 11-b:
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II-b
W ero (papMaleBTHIECKH MPHEMIeMOi comu, rae kaxaeii u3 L', R, R, R R*, R¥, R*, R%, R¥, R um
ABIAAETCA TAKUM, KaK OTIPEICICHO BbILIE U OMUCAHO B BAPMAHTAX PEaU3alliK JAaHHOTO H300PETCHHS, KaK

10 OTACJIBHOCTH, TaK H B KOM6I/IHa]'_II/II/I.

[00293] B HEKOTOpHIX BapHaHTAX PEATH3ALME HACTOSINETO H300OPETECHHS MPEIIOKEHO COCAUHCHHC

0]
N
N\" —7/\( O/\’)/u\
_/N / " f
dopmyast I, rae L? npeactasaset coGoit g , u TBT npeacrasmseT coboit

|

HN
HN—§ CO,H
HO,C o
CO,H , ¢ obpasosanueM coeauneHust popmysl 11-c:
HO,C
O\/\fcozH
HO,C >’NH
NH

II-c
UM €ro (papMaleBTHUECKU IPHEMIEMOH comy, rae kaxapii u3 L, RL RV, R? R* R¥ R R5, R, R®um
ABJIAETCA TAKUAM, KaK OMPEIEICHO BHILIE M ONMUCAHO B BAPHAHTAX PEATH3ALUH JAHHOTO H300PETEHHS, KaK

10 OTACIBHOCTH, TAK U B KOM6I/IHaLII/II/I.
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[00294] B HexoTOpBIX BapHAHTAX PCATH3ALNH HACTOSIICTO H30OPESTCHHS MPEAIOKEHO COCIMHCHUC

.
f\N(/\/O)\/Q \
H 8

opmyasl I, rae L? mpeacrasnaser coboit , u TBT mpeacrasnsier coboi
pMy. p p

|

HN
HN—  CO.H
0

CO,H

HO,C

, ¢ oOpazosanueM coeaureHus Gpopmy.st II-d:

II-d
UM ero papMareBTUUECKH IpUeMIeMoit cons, rae kaxapiii uz L, R, RV, R?, R3 R¥, R*, R5, R, R® um
ABISETCS TAKUAM, KaK OMPEICICHO BHIIEC U OMHCAHO B BAPUAHTAX PEATM3ALMHU JaHHOTO H300PETECHUS, KaK

10 OTACIPHOCTH, TaK U B KOM6I/IHaLII/II/I.

[00295] B HexoTOpBIX BapHAHTAX PCATH3ALNH HACTOSIICTO H30OPESTCHHS MPEAIOKEHO COCIMHCHUC

NN

DA /A

dopmyst I, rae L? npeactapaser coGoit O , u TBT npeacrasmset coboit
H, /~S

NN, ;’f

O%NH " , ¢ obpasoBanmeM coeaunenus Gopmys Il-e:

5 p¥%
R R
\
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II-e
WM ero (hapMaleBTHUECKH IpHeMIeMoit conu, rae kaxaeii u3 L', R, R, R? R3, R¥, R*, R5, R¥, R°um
ABIAETCA TAKUM, KaK OTPEICICHO BHIIIEC U OMUCAHO B BAPHAHTAX Pealu3allii JAaHHOTO H300PETCHHs, KaK
10 OTJETLHOCTH, TAK ¥ B KOMOHHALIHH.

[00296] B HexoTOpBIX BapHAHTAX PCATH3ALNH HACTOSIICTO H300PESTCHHS MPEATI0KEHO COCIMHCHUC

A Aoy

dopmymst I, rae L? npeacraaser coboir O , u TBT npeacrasmset coboit
H, /~S
HN ) r;‘
ANiiH
o , ¢ obpasoBanueM coeaunenus popmysl [I-f:
i 5 5'_
RE R> R
\N
L
0 O
3
R /U/N é/\ )’\/ \[(\/\ QNH
R® N

II-f
W ero (hapMaleBTHIECKH IIPHEMIeMo comu, rae kaxasii 3 L', R, RY, R% R3, R¥, R*, R5, R¥, R® um
SIBJISICTCSL TAKAM, KaK ONPEICIICHO BBILIC M OMMHCAHO B BAPUAHTAX PCATH3ALMH JAHHOTO H300PCTCHHSI, KaK
0 OTJACIBHOCTH, TAK U B KOMOMHALIHH.
[00297] B mekortopmix BapuaHTax peanmsaimmu R mpeacrasnser coGoit R, kak onmmMcaHO B JaHHOM
JTOKyMeHTE. B HEKOTOpBIX BapraHTax peanusaiuu R* npeacrapiset co6oi HE0GI3aTENPHO 3aMEIIEHHYTO
Ci-4 amudaTuieckyo rpymmy.
[00298] B mekoropweix BapmanTax peanmzanmm L*! mpeacrtaBaser coGoi L?, kak OnMMCaHO B AaHHOM
nokymeHTe. B HekoTOpBIX BapuanTax peanusannu L npeactaBaseT co6oi KOBaNEHTHYIO CBA3b.
[00299] B mekortopeix BapmanTax peanmzanmm L mpeactaBaser coboi L?, kak onmMCaHO B AaHHOM
JoKyMeHTe. B HEKOTOPBIX BapuaHTax peanusanuu L¥ npeactaBuseT cob60i KOBANIEHTHYIO CBA3b.
[00300] B nexoropeix Bapuantax peamusammu L? mpeacraBiser coOO# KOBAJICHTHYIO CBs3b. B
HCKOTOPBIX BapuaHTax peanusauns L npeactasiseT co00ii HeoOsM3aTeIbHO 3aMELICHHYIO IBYXBATICHTHYIO
rpymmy, eeiopannyro n3 Ci-Cio amudatimaeckoit unu Ci-Cio rerepoanudaruiaeckoi IpyImbl, COACpKaIIeH
1-5 rerepoaroMoB, mpHYEM OJHO WK OO0JCE METHICHOBBIX 3BCHBCB YKa3aHHOH TPYIIIBI HEOOSI3ATCIIBHO U
nesasucumo 3ameneHsl Ha —C(R),—, —Cy—, —0—, —S—, —=S—S—, - N(R’)—, —C(0)—, —C(S)—, —C(NR")—,
—C(O)N(R")—, -N(R")C(O)N(R’)—, -N(R*)C(0)O—, —S(0)—, —S(0):—, —S(0):N(R’*)—, —C(0)S— nmm
—C(0)O—. B HexoTOphIX BapuaHTax peanusanuu L mpeactaBiseT coO00N HEOOsM3aTeIbHO 3aMCIICHHYHO
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JBYXBAJICHTHYIO Tpymy, BeiOpanHyio u3 C-Cs amudarmueckoit mam Ci-Cs retepoanudaTiicckoi
IPYIIBI, cofeprkamen 1-5 rerepoaroMoB, mpuYeM OJZHO WK 0OJEE METHUICHOBBIX 3BCHBCB YKA3aHHOU
rpymmsel HeoOsi3aTenbHo U Hesasucumo 3ameHenol Ha —C(R);—, —Cy—, —O—, —S—, —=S—-S—, -N(R")-,
—C(0)—, —C(S)—, —C(NR’)—, “C(O)N(R’)—, -N(R")C(O)N(R’)—, -N(R)C(0)O—, —S(0)—, —S(0),—,
=S(0):N(R*)—, —C(0)S— wmu —C(0)O—. B HekoTopeix BapuaHTax peanuzanuu L? mpeacraBmseT coOoi
HeOo0s13aTeIbHO 3aMeICHHY 0 AByxBaeHTHYIO C1-Cs anudarudeckyro rpymmy, npudeM OJHO WiIH 00Jice
METHJICHOBBIX 3BCHBECB YKA3aHHOM I'PYIITEI HEOOs3aTeIbHO U He3aBUCHUMO 3ameHeHB Ha —C(R);—, —Cy—,
-0-, -S-, -S-S-, -NRR")—, —C(0)—-, —C(S)-, -C(NR)—, —C(O)N(R’)—, —NR)C(O)N(R")—,
—N(R)C(0)O—, —=S(0)—, —S(0)2—, —=S(0):N(R*)—, —=C(0)S— mm —C(0)O—. B HexoTOpHIX BapHaHTaX
peammzaumu  L? mpexactaBmser coOoi  HeoOs3aTeNpHO — 3aMemeHHYK — aByxBaieHTHYIO  Ci-Cs
anudatmyeckyio rpyomny. B HexoTopsix Bapuantax peamuzamuu L? npeacrasmser coboit HeoOs3aTeIbHO
sameneHnyo aByxBaneHTHYIO C1-Cs rerepoamudarudeckyro rpymnmy, coaepxamyim 1-3 retepoaroma,
HE3aBUCHMO BBIOPAHHBIX M3 a30Ta, KUCIOPOJA U CEPBI.

[00301] B nexoropsix BapuanTax peanmsammu R mpeacrasnser co6oit R, kak onmcaHo B JaHHOM
JTOKyMeHTe. B HeKOTOpBIX BapuaHTax peanmsanuu R¥ mpeacraBiseT coboi GOKOBYIO LIETIh MPUPOTHOM
AMHHOKHCIIOTHL. B HEKOTOpBIX BapuanTax peanusamuu R¥ npeacrasiser coboii R, kak ormmcaHo B JaHHOM
nokymeHre. B HekoTopbix BapuaHTax peammsauud R* npeacrasiser coGoit GOKOBYIO LEMb MPUPOIHOM
AMHHOKHCIIOTHL. B HeKOTOpBIX BapraHTax peanmusaunu oauH u3 R* u R* npeacrasnser coboit Boaopoa.
[00302] B HekoTopeix BapuaHTax peamusauud Kaxasiii —Cy— HE3aBHCHMO MPEACTABISICT COOOM
HCOOA3aTCIPHO 3aMCIICHHYIO ABYXBAJICHTHYIO Tpymiy, BeIOpaHHYI0 u3 Cino HUKIOATH(DATHICCKOTO
koipna, Cszo apUABHOrO KOJbI@, 5-20-4ICHHOTO TIETCPOAPHIBHOIO KOJbI, coaepxxamero 1-10
IETCPOaTOMOB, HEC3ABHCHMO BBIOPAHHBIX M3 KHCIIOpOAA, a30Ta, cepel, docdopa u kpemuus, u 3-20-
YICHHOTO TCTCPOLIMKIMIBHOTO KOJbL@, coaepskamero 1-10 rerepoatoMoB, HE3aBHCHMO BBHIOPAHHBIX M3
KHCIIOpOJa, a3ota, cepol, pochopa u kpemuus. B HekoTopeix BapuanTax peanmusaumu —Cy— npeacTaBiseT
€060l HE0OA3aTENBHO 3aMEMIEHHOE KOBIIO, KaK OMHMCAHO B JAHHOM JIOKyMEHTE, Hanpumep, a1 R u Cy*,
HO ABIACTCA ABYXBAJICHTHBIM.

[00303] B nexortopeix Bapuantax peanmszampn —Cy— SIBISCTCS MOHOLMKIMYICCKUM. B HEKOTOPBIX
BapuanTtax peanusanun —Cy— sBusiercs OunmkandeckuM. B HekoTopsix Bapuantax peanuzauuun —Cy—
ABIICTCA TTOJTHIHUKINYCCKHUM. B HCKOTOPBIX BapHaHTaX pcaiu3aluu _Cy_ SABJISICTCA HACBIIIICHHBIM. B
HCKOTOPBIX BapUaHTaX paiu3aliin _Cy_ SABJICTCA YAaCTHYHO HCHACBIINCHHBIM. B HCKOTOPBIX BapuaHTax
peammsaimu —Cy— siBisiercst apomarudeckuM. B Hekotopsix BapuanTtax peammszaimu —Cy— COACPKHT
HACBHIIIECHHBIH UKTHIeCKU pparmMeHT. B HeKoTOpHIX BapraHTax peanmusanuu —Cy— COACPKUT YACTHIHO
HCHACHIIICHHBIN LUKIMYeCKUi (parmeHT. B Hexoropeix Bapuanrtax peammsaipn —Cy— COACPKUT
apoOMAaTHYCCKUH LHUKIUYCCKU ¢parmMeHT. B Hexotoprix Bapuantax peamuszamun —Cy— COACPKUT
KOMOHMHALIMIO HACBHIIICHHOTO, YAaCTHYHO HCHACBHILICHHOTO H/WIM apOMATHICCKOTO LUKIUYCCKOTO
¢dparmenTa. B HekoTOpBIX BapuaHTax peanusanun —Cy— SBISCTCS 3-4ICHHBIM. B HEKOTOPBIX BapHaHTaX
peammzamm —Cy— sensercs 4-uaeHHBIM. B HexoTopelx Bapuanrtax peammsampm —Cy— saBmserca 5-

yIcHHBIM. B HCKOTOPBIX BapUAHTAX pCaIn3aliiu _Cy_ SIBIIAICTCA 6-4ICHHBIM. B HCKOTOPBIX BapHUaHTax
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peammzaumn —Cy— sgBnsercs 7-wicHHBIM. B HekoTopelx BapuaHTax peammsampm —Cy— saBmsgerca 8-
yneHHbIM. B HexoToprIx BapuanTax peanmzampu —Cy— sBiseTcs 9-wieHHBIM. B HEKOTOPHIX BapHaHTax
peammzaumy —Cy— gpisgercst 10-unenapiM. B Hexotoprix BapuanTtax peammsammu —Cy— ssmserca 11-
yneHHbIM. B HexoTophix BapuanTtax peamuzaimn —Cy— sBrasgercs 12-uneHHBIM. B HEKOTOpPBIX BapraHTax
peammzauyu —Cy— gpasgercst 13-unennpiM. B HexoTopsix Bapuantax peammzammu —Cy— ssusetca 14-
yneHHbIM. B HexoTopsix Bapuanrtax peamuzaimu —Cy— spiasgercs 15-uneHHsIM. B HEeKOTOpBIX BapraHTax
peammzanyu —Cy— gpmsgercst 16-uneHapiM. B HexoTopsix BapuanTtax peamusammu —Cy— ssmsetca 17-
yneHHbIM. B HexoTopsix Bapuanrtax peamuzammu —Cy— spiasercs 18-uneHHsiM. B HekoTOpBIX BapraHTax
peammzanyu —Cy— gpmsgercst 19-unennpiM. B HexoTopsix Bapuantax peamuzammu —Cy— ssmsetca 20-
YJICHHBIM.

[00304] B mHexortopeix Bapuantax peanusauumn —Cy— mpeacraBmser co0ol  HEOOS3aTEIBHO
3amelneHHoe AByxBajgeHTHOE (3.0 muiioanudaruueckoe Koabpo. B HEKOTOPBIX BapHaHTaxX peaaH3alnuu
—Cy— nmpeactaBasier co0oi HEOOA3aTEIBHO 3aMEINCHHOC ABYXBAICHTHOC HachlmeHHOE Cang
ukaoanudaruueckoe Komplo. B HexoTophx BapuaHTax peammzammu —Cy— mpeactaBmseT coOOH
HEOOS3aTEeIbPHO 3AMELICHHOS JABYXBAJICHTHOEC YaCTUYHO HEHAchIEHHOe (3o HuKIOATH(ATHISCKOS
kob110. B HexoTOpEIX BapuanTax peanusaimu —Cy—H npeacrasmser codoit HEOOS3aTEIPHO 3aMELICHHYIO
LUKI0ATA(ATHYCCKY IO TPYIITY, KaK OMUCAHO B JAHHOM JOKYMEHTE, HAPUMED, B LUKIOATHPATHICCKUX
BapuaHrax peaamusanuu R.

[00305] B wHekortopeix Bapuantax peanusaumn —Cy— mpeacraBmser Co00H  HEOOS3aTECIBHO
samereHHOe Cs-20 apUIbHOE KOJIBLO. B HekoTOphIX Bapuantax peaim3aund —Cy— mpeactaBisieT coOoi
HE00sI3aTCIPHO 3aMCIICHHBIHA (eHIVICH. B HekoTOpBIX BapHaHTax peanusanmn —Cy— mpeacTaBiseT coOoH
HeoOs3aTeapHo 3ameneHHbN 1,2-penmnen. B HekoTopeix BapuanTtax peanu3auud —Cy— NpeacTaBisicT
coboii HeoOs3atenbHO 3amemeHHbIH 1,3-pcHuneH. B Hexoropeix Bapuantax peanmsampn —Cy-—
npeacTaBsieT co0oi HeoOs3aTenbHO 3ameuicHHbI 1,4-¢eHmieH. B HEKOTOpPEIX BapHaHTaxX peaTn3aluu
—Cy— mpeacraBasieT coOOM HEOOS3aTCIBPHO 3aMCIICHHOS IBYXBAJICHTHOC HA(PTAIMHOBOS KOJBIO. B
HEKOTOpbIX BapuaHTax peanusanmn —Cy—H npeacrasiser co0oi He0O3aTeIBPHO 3aMCIICHHBIA apHJI, KaK
OIHCAHO B JAHHOM JOKYMCHTE, HAIIPUMED, B aPUIBHBIX BapHaHTaX peanu3anuu R.

[00306] B wHekortopeix Bapuantax peamusauumn —Cy— mpeacraBmsier Cco00i  HEOOS3aTCIBHO
3aMCIICHHOC ABYXBAJICHTHOC 5-20-4JICHHOC TCTCPOAPUIBHOC KOMBIO, coaepxkamee 1-10 retepoaTomoB,
HE3aBHCHUMO BRIOPAHHBIX H3 KHCIOPOZAa, a3oTa, cepsl, pocdopa u kpemuusa. B HexoTOphIX BapuaHTax
peammzanmu —Cy— npeacraBasier coOOM HEOOS3aTCIBHO 3aMCIICHHOS IBYXBAJICHTHOC 5-20-ueHHOC
TETEPOAPHIBEHOE KONBLO, coaepxkamee 1-10 rerepoatoMoB, HE3aBHCUMO BHIOPAHHBIX U3 KUCIOPOAA, a30Ta
u cepol. B HexoToprix BapuanTax peanmsanuu —Cy— OpeacTaBisieT co0oH HeoOA3aTeIbHO 3aMEIIECHHOS
JBYXBAJICHTHOC S5-6-TICHHOC TCTCPOAPHIIBHOC KOJBIO, coacpxkamee 1-4 rerepoatoma, HE3aBHCHMO
BBIOPaHHBIX H3 KHCIOPOJa, a30Ta, ceprl. B HexoTophIx BapuanTax peanuzaumu —Cy— npeacrasisaet codou
HEeoOs3aTEABHO 3aMCIICHHOC JBYXBAJICHTHOE S-0-UJICHHOC TETCPOAPHIBHOC KOJBLO, coaepkamee 1-3
IeTepoaToOMa, HE3aBUCHUMO BHIOPAHHEIX U3 KUCIOPOJA, 230Ta, Cepbl. B HEKOTOPBIX BapHaHTaX PeaTH3aLUH

—Cy— mpeacraBiasieT co00l HEOOS3aTEIPHO 3aMCIICHHOS IBYXBAJICHTHOC S-6-UJICHHOC TeTCPOAPUIIBHOC

99



KOJBLIO, coAcpxkainee 1-2 rerepoaroma, HE3aBHCHMO BBIOPAHHBIX W3 KHCJIOPOAA, a30Ta, cepel. B
HEKOTOpbIX BapuaHTax peamuzanumn —Cy— mnpexactaBmser coOoW  HEoOA3aTENBPHO —3aMEINCHHOC
JBYXBAJICHTHOC 5-0-WJICHHOEC TETCPOAPHIBHOC KOJBLO, COACPKAINEEC OAMH TETECPOATOM, HE3aBUCHMO
BBIOpPaHHBIH W3 KUCIOPOAA, a30Ta, cepbl. B HexoTopeix Bapuanrtax peammsampm —Cy—H npeacrasmseT
coboll HeoOs3aTeIbHO 3aMCINCHHBIA TE€TEpOapHil, KaK OMHMCAHO B JAaHHOM JOKYMEHTC, HAampUMEp, B

reTCPOAPHIbHBIX BapuaHTax peanmsaumu R. B vHexotoprix BapmanTtax peanusammu —Cy— npeactaBimsieT

N=N
\
coboit A/Nf\

[00307] B wHexkortopeix Bapuantax peanusauun —Cy— mpeacraBmser co00H  HEOOS3aTCIBHO
3aMEIICHHOE IBYXBAJICHTHOE 3-20-1ICHHOE e TEPOLMKIIHIBHOE KOIBIIO, coaepkaree 1-10 retepoaTomoB,
HE3aBUCHMO BBIOPAHHBIX M3 KHCIOPOAa, a3oTa, cepsl, pocdopa u xpemuusa. B HexoTophIxX BapuaHTax
peanmmzanmun —Cy— mpeacraBiaser COOOW HEOOS3aTeIBPHO 3aMEIIECHHOE IBYXBAJICHTHOE 3-20-41€HHOC
TCTEPOLMKIMIBHOE KOJIBIIO, coaeprkamnee 1-10 retepoaToMoB, HE3aBHCUMO BBIOPAHHBIX W3 KHUCIOPOAA,
azota W cepel. B Hexoropwix Bapmantax peammzaimu —Cy— DpeacTaBmsieT COO00H HEoOs3aTe/IbHO
3aMEIICHHOE JBYXBAJICHTHOE 3-6-WJICHHOE T'eTCPOLIMKIMIBHOE KOJBIO, coaeprkamee 1-4 rerepoaroma,
HE3aBUCHMO BBIOPAHHBIX W3 KHCIOPOAA, a30Ta, cepel. B HekoTopeix Bapuanrtax peammsamun —Cy-—
NPEICTABIACT COOOH HEOOS3aTeTPHO 3aMEINCHHOC ABYXBAJICHTHOC S-0-4JICHHOE T'ETCPOLUKINIBHOC
KOJIBLIO, coAepskammee 1-4 rerepoaroma, HE3aBHCHMO BBIOPAHHBIX M3 KHCIOPOAA, a3ora, cepel. B
HCKOTOpBIX BapuaHTax peamusanpun —Cy— mnpeactaBmser coOOW  HEOOA3aTCIBPHO — 3aMCIICHHOC
JBYXBAJICHTHOC 5-6-4JICHHOC TCTCPOLMKIMIBHOC KOJBIO, coacpikamee 1-3 rerepoaToma, HE3aBHCHMO
BBIOPAHHBIX M3 KUCIOPO/a, a30Ta, Cepbl. B HEKOTOPHIX BapuanTax peanusauun —Cy— mpeacraBmsieT cOO0H
HEOOA3aTEIPHO 3aMCIICHHOS ABYXBAJICHTHOS 5-6-4JICHHOC METCPOLMKIMIBHOS KOJIBIIO, coaepskariee 1-2
reTepPOaToMa, He3aBUCHUMO BEIOPAHHBIX U3 KHCIIOPOAA, a30Ta, CCPhl. B HEKOTOPBIX BapHAHTAX PCATH3ALIMH
—Cy— npeacrasiseT co00H HEOOA3aTEIPHO 3aMEIICHHOS [BYXBAJICHTHOE S-6-UICHHOE FeTCPOLIUKIIHIBHOC
KOJIBLIO, COACPIKAINCEC OJHMH TIETCPOATOM, HE3aBHCHMO BBIOPDAHHBIA M3 KHCIOpOJa, a30Ta, cepel. B
HCKOTOpBIX BapuaHtax peammsanun —Cy— mOpeacTaBisieT CcoOOW HEOOS3aTeIbHO 3aMCIICHHYIO
HACBHIIICHHYIO IBYXBAJICHTHYIO '€ TCPOLIMKIMIBHYIO TPyIy. B HexoTopsix BapuanTax peanu3auud —Cy—
NPCACTABISACT COOOW HEOOA3ATCIPHO 3aMCHICHHYIO YACTHYHO HCHACHIIICHHYIO —BYXBAJICHTHYIO
TCTCPOLMKINIbHYIO Tpymmy. B Hekoropeix Bapuantax peamusaumud —Cy—H mnpeacrasmsier coGoit
HCOOS3aTCIPHO 3aMCUICHHBIA TETCPOLMKIII, KaK ONMHUCAHO B JAaHHOM JOKYMCHTC, HAIPUMEp, B
FCTCPOUUKIUIBHBIX BApHUAHTaX PCAIU3alIun R.

[00308] B HekoTOpHIX BapHAHTAX pCATH3ALHHM KKABIA Xaa HE3aBUCHMO MPESACTABISCT COOOH
AMHUHOKHCIOTHBIH OCTaTOK. B HEKOTOPHIX BapHaHTaX peatn3aliii KK Xaa HE3aBUCUMO NPEACTABIISCT
co00H aMUHOKHCIOTHBIH OCTATOK aMUHOKHCIIOTHI (hopmynsl A-I.

[00309] B nmexoropeix BapuaHTax peanusauuu t paseH 0. B HekoTOpBIX BapuaHTax peanusanuu t paBeH
1-50. B HEKOTOPBIX BapHaHTaX PeaTH3alUH t MPEACTABISCT COOOH Z, KAK ONMUCAHO B JAHHOM JOKYMEHTE.

[00310] B HexkoTOpBIX BapHaHTaX peanu3aiuu z paseH 1. B HeKOTOpBIX BapuaHTaxX pearn3alii Z paBeH

2. B HEKOTOPBIX BapHaHTaxX peajn3alii z paBeH 3. B HEKOTOpBIX BapmaHTax peann3annu z paseH 4. B
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HEKOTOPBIX BapHaHTaxX pEaTHM3aluH z paBeH J. B HEKOTOpPHIX BapHMaHTaX pealn3allidl Z PaBeH o.
HEKOTOPBIX BapHaHTaxX peaIH3aluy z paBeH /. B HEKOTOpPHIX BapHMaHTaxX pealn3allid Z paBeH 3.
HEKOTOPBIX BapHaHTax peanm3aimu z paseH 9. B HexoTopeix BapmaHTax peammszanmu z paseH 10.
HEKOTOPBIX BapHaHTaxX peanmzanuu z paseH |1. B HexoTOphIX BapmaHTax peanuzanuu z paseH 12.
HEKOTOPBIX BapHaHTaxX peanu3anuu z paseH 13. B HexkoTOphIX BapmaHTax peanusaliil z paseH 14.
HEKOTOPBIX BapHaHTaxX peanu3aiui z paseH 15. B HexkoTOphIX BapmaHTax peanusallidl z paseH 16.

HEKOTOPBIX BapHaHTaxX peanu3alu z paseH 17. B HEeKOTOpHIX BapmaHTax peanu3aliil z paseH 8.

W W W W W w w w

HEKOTOPBIX BapHaHTaxX peanm3anuu z paseH 19. B HexoTOphIxX BapmaHTax peanuzanuu z paseH 20.
HEKOTOPBIX BAPHAHTAX peain3aiuu z paseH oosee 20.

[00311] B HexoTopeix BapuaHTax peanmsanuu R° mpeacrasaseT codoit R’, kak ompcaHo B AaHHOM
JokyMeHTe. B HexoToprIx BapuanTtax peanuzanuu R° mpeacrasnser coboi R, xak ommcaHo B JaHHOM
Joxymenre. B HekoTopeix BapuanTax peanmsannu R° mpeacrasmser coboit —N(R’),, rae R’ HezaBncumo
ABIIIETCS TAaKWM, KaK ONHCAaHO B JAaHHOM JAOKyMeHTe. B HekoTopeix BapmaHtax peamnzanuu R°
npeactasisiet coboit —NH,. B HexoTopsix BapuanTax peanusammu R® npeacrasnset coboit R—C(0)—, rae
R sBisercs taknm, Kak ONMKMCaHO B JAHHOM JOKYMEHTE.

[00312] B HexoTOpPHIX BapHaHTaX peann3alyy a paseH 1. B HEKOTOPHIX BapuaHTax pearu3alyy a paBeH
2-100. B HexoTOpHIX BapHaHTaX pealu3aliy a pageH 5. B HekoTopsIx BapuaHTax peanu3anuy a paseH 10.
B nexortopsIx BapuaHTax peanusanuu a paseH 20. B HekoTophIx BapuaHTax peanuzanuu a paseH 50.
[00313] B nexoTopsix BapuaHTax peanusaumpy b paseH 1. B HexoTophIX BapmaHTax peanusanipy b
paseH 2-100. B HexoTophIX BapuaHTax peanu3audu b pascH 5. B HekoTophIX BapuaHTax peamusanmu b
paseH 10. B HexoTopsIX BapuanTax peanusaunu b paseH 20. B HekoTOprIX BapuaHTax peanusanyu b paBeH
50.

[00314] B nexoropeix Bapuanrax peamusaunu al pasen 0. B Hexoropsix BapuaHtax peanmsampu al
paseH 1.

[00315] B nexoropsix BapHaHTax peamusaunu a2 pascH . B HEkoTOpBIX BapuaHTax peanu3aniu a2
paseH 1.

[00316] B mexotopwix BapmanTax peamuszanuu L mpeacrasnseT coboi L2, kak OmMCaHO B JAHHOM
nOKyMeHTE. B HekoTOphIX Bapmantax peammsammu L° comepxur —Cy—. B HEKOTOpBIX BapHaHTax
peammzarmu L comepskuT ABOMHYIO CB3b. B HEKOTOPBIX BapHaHTax peanusanmu L° comepsxkur —S—. B
HEKOTOPBIX BapHaHTax peanmsamuu L comepsxkur —S—S—. B HekoTOphIX BapuaHTax peanuszamuu LP
coaepxxur —C(0)—N(R)—.

[00317] B nHexoropsix BapuanTtax peanmmsaimu R™ mpeacrasmser codoit —R, —C(O)R, —C(O)OR
—S(0):R, rae R sBiasieTCs TakuM, Kak OMUCAHO B JAHHOM JOKYMEHTS. B HEKOTOPBIX BapuaHTaxX peain3aium
R’ mpeacrasnser coboii R, rae R sBnseTcs TakuM, kak OMHMCaHO B JAHHOM JOKYMEHTE. B HEKOTOpBIX
BapuaHTtax peanusaipu R™ npeacrasmset coboit —C(O)R, rae R sBisiercst Takum, Kak OMUCAHO B JAHHOM
pokymenre. B HekoTopeix Bapuanrtax peanusaimu R’ npeacrasmset codoit “C(O)OR, rae R smusercs
TaKUM, KaK ONHCAaHO B JAHHOM JOKYMEHTE. B HekoTOpBIX BapraHTax peanusauuu R™ npeacrasnseTt codoi

—S(0)2R, rae R aBnsgeTcs TakuM, Kak OMKCAHO B JAHHOM JOKYMEHTE. B HEKOTOPHIX BapHaHTax peaan3anin
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R’ mpencrasnser coboit Bogopoa. B Hekoropeix Bapuanrtax peammzammu R’ He mpeacraBisier coOoit
Boaopoa. B HexoTopeix Bapuantax peanuzanmu R™ mpeacrasmser coboii R, rae R mpeacrasaser coboit
HeoOs3arepHO 3aMeIneHHYI0 Cioo anudaTudeckyro rpymmy, Kak OMKWCAHO B JAAHHOM JOKyMEHTE. B
HEKOTOPBIX BapuaHTax peanuzanuu R™ npeacrasmser coboii R, rae R npeacrasmseT coboii Heobsa3aTenpHO
samerueHHy0 Cizo rerepoanuaTidecKyo rpymmy, Kak OMMCAHO B JAHHOM JOKYMECHTC. B HEKOTOpBIX
BapuaHTax peammzammu R’ mpexacrasmser coboit R, rme R mpeacrtasnser coboii HeobGs3areabHO
3amemeHHbIH Cs20 apWII, KAk ONMKCAHO B JAHHOM JOKyMEHTEe. B HEkoTOpHIX BapuaHTax peammzanud R’
mpeacrasusier coboii R, rme R mpeacrasaser coboii  HeoOszarenpHo 3amemieHHYB  Ceao
apuiaan(aruIecKyro rpyIy, KaKk OMHUCAHO B JAHHOM JOKYMEHTE. B HEKOTOPBIX BapHaHTaX pean3alid
R* mpeacrasnser coboit R, rme R mpeacraesmser coboii HeoOszatenpHO 3amemieHHYIO Ceao
apuireTepoanudaTuueckyo Ipymmy, Kak ONFCAHO B JAHHOM JOKYMEHTE. B HEKOTOpHIX BapuaHTax
peanm3aumu R’ npeacrasaser codoit R, rae R mpeacrasmser coboii HeoOs13aTeipHO 3aMeeHHbIH 5-20-
WICHHBIH TeTEPOAPH/, KAaK OMHCAHO B JAHHOM JOKYMEHTEe. B HexkoTopeIx BapuaHtax peamusauuu R’
npeacrasiaser coboit R, rae R mpeacrasmseT coboit HEoOsM3aTEIBHO 3aMELICHHBIN 3-20-ICHHBIH
TETEPOLIUKIINI, KaK OIMCAHO B JAHHOM JOKYMEHTEC. B HEKOTOPHIX BapHaHTAX peanu3alivu ABa Wik 6osee
R’ mpeacrasstor coboii R 1 He0Os3aTeIbHO M HE3ABUCHMO BMECTE 00Pa3yoT HEOOSI3aTEeIbHO 3aMCIIICHHOC
KOJIBIIO, KAK OIMCAHO B JAHHOM JOKYMCHTE.
[00318] B HexoTOpBIX BapHaHTaX peanu3anuy Kaxaplid R Hezasucumo mpeacrasmsier coboit —H mmu
HCOOS3aTCIPHO  3aMCLICHHYIO rpymmy, BeiOpanHyro u3 Ci3o  amudarmueckoit  rpymms,  Cisg
rerepoanudaTHIeCKOM rpymmsl, coaepxkamei 1-10 rerepoaToMoB, HE3aBUCHMO BEIOPAHHBIX M3 KUCIOPOAA,
asora, cepol, ¢ochopa u kpemuums, Ce3zo apuwabHOH, Cssz0 apumanudarmiaeckoii, Ceso
apuinrerepoaiaudarmdeckon rpymmsl, coaepxkamei 1-10 rerepoaroMoB, HE3aBUCHMO BBIOPAHHBIX U3
KHCIIOpoaa, aszoTa, cepel, (ochopa u kpemuums, 5-30-4IeHHOro rerTepoapuia, coxaepskamero 1-10
reTEPOaTOMOB, HE3aBUCHMO BBRIOPAHHBIX M3 KHCIOpPOJa, a30Ta, cepbl, ¢ocdopa u kpemuus, u 3-30-
YJICHHOTO TeTCPOLMKIINIA, coaepskamero 1-10 retepoaTtoMoB, HE3aBUCHMO BBIOPAHHBIX M3 KHUCIOPOJA,
asora, cepsl, ochopa U KPEMHUS, UIH

JBe rpymmbl R HeoOsA3aTeIbHO M HE3aBUCHMO BMECTE 00PA3yIOT KOBAICHTHYIO CBSI3b, HIIH

ase wik Oosiee rpynm R y oxHOro aroma HEOOS3aTEIPHO M HE3ABHCHMO BMCCTC C YKA3aHHBIM
aToMoM 00pa3yroT HEOOS3aTCABHO 3aMEIICHHOS 3-30-4ICHHOC MOHOLMKINYCCKOS, OUIMKINICCKOS HITH
TIOTUIUKINICCKOC KOJBLIO, COACPIKAIICE, MOMUMO yKkazaHHOTo aroma, 0-10 reTtepoaTtoMoB, HE3aBUCHMO
BBIOPAHHBIX U3 KUCIOPO/a, a30Ta, Cepbl, pochopa u KPEMHUS, WU

ase unu Oojee rpynn R y aByx wim 00j1ee aTOMOB HEOOS3aTC/IPHO M HE3aBUCHUMO BMECTE C HX
MPOMEKYTOUHBIMH aTOMaMU 00pa3yloT HEOOA3aTEIBHO 3aMEINCHHOE 3-30-4ICHHOE MOHOLMKIHYECKOC,
OMIIUKINYCCKOC WM TONULMKIMICCKOS KOJIBLIO, COACPIKAIICE, TIOMUMO MPOMEKYTOUHBIX atomoB, 0-10
reTePOaTOMOB, HE3aBUCHMO BHIOPAHHEIX U3 KUCIOPOJA, a30Ta, cepbl, hochopa 1 KpeMHHS.
[00319] B nexoropsix BapuaHTax peanm3anun Kaxasid R HesaBucumo mpeacrasmser codoit —H wm
HCOOS3aTCIPHO  3aMCIICHHYIO rpymmy, BeiOpanHyro u3 Cisz  amudarmaeckoit rpymmsr, Cig

rerepoanudaTiiaecKou rpyomsl, coaepxkameii 1-10 rerepoatoMoB, HE3aBUCHMO BEIOPAaHHBIX H3 KUCIOPOAA,
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asora, cepoi, ¢ochopa wu kpemuus, Ces3o apwibHOH, Cssz0 apunamuparuaeckoi, Ceao
apuwiretepoanudarnaeckoi rpymnmbsl, coaepxkameit 1-10 retepoaToMoB, HE3aBUCHMO BBIOPAHHBIX U3
KHCI0poAa, asora, cepbl, (dochopa u kpemuus, 5-30-uneHHOTrO TreTEpoapwia, coacpxkamero 1-10
TeTEPOATOMOB, HE3aBHCHMO BBHIOPaHHBIX M3 KHCIOpOAQ, a30Ta, cepel, docdopa m kpemuus, u 3-30-
YJICHHOTO TCTCPOLMKINIA, coaepkamero 1-10 reTtepoaroMoB, HE3aBUCHMO BHIOPAHHBIX W3 KHUCIOPOAA,
asoTa, cepel, pochopa u KpeMHHS, UK

ase rpymmsl R HeoOs3aTenbHO M HE3aBUCHMO BMECTE 00Pa3yIOT KOBAICHTHYIO CBSI3b, HIIH

ase wn Gosee rpymm R y ogHOro aroma HeoOA3aTETPHO M HE3ABUCHMO BMECTE € VKA3aHHBIM
aToMOM 00pa3yroT HEOOA3ATENPHO 3aMEIICHHOE 3-30-UICHHOS MOHOLIMKIHYECKOS, OULIUKIHICCKOE HITH
MOJMLUKIMIECKOE KOJIbLO, COACpIKAIIee, IOMUMO YKazaHHoro aroma, 0-10 rerepoaroMoB, HE3aBUCHUMO
BBIOPAHHBIX U3 KUCIOPOA, a30Ta, Cepbl, hocdopa v KPSMHHSL.

ase win 6osnee rpynn R y aByx wim Oomee aTOMOB HEOOS3aTEIBHO U HE3aBUCHMO BMECTE C HX
MPOMEXXYTOUHBIMH aTOMaMH 0Opa3yIoT HeoOs3aTeabHO 3aMeIneHHOE 3-30-ueHHOE MOHOLIMKIHYECKOE,
OMLMKIMIECKOE HIH TOJULUKINIECKOE KONBLO, COACPIKAIIEE, IOMUMO IPOMEXKYTOUHBIX atoMoB, 0-10
TeTEPOATOMOB, HE3aBUCHMO BBIOPAHHBIX M3 KUCIOPOAA, a30Ta, Cepbl, Hochopa U KPeMHHUS.
[00320] B HexkoTopbIX BapHaHTaxX peanu3aliy Kaxaeii R HezaBucumo mpexacrasmsier cobort —H wmu
HCOOSI3ATCAPHO  3aMCLICHHYIO rpymmy, BeiOpanHyro u3 Cia  amudarmaeckoit  rpymmel, Cia
retepoanudaTHIeCKON rpymmbl, coaepxaei 1-10 rerepoaToMoB, HE3aBUCHMO BEIOPAHHBIX M3 KUCIOPOIA,
asora, cepel, Qochopa u kpemuus, Cea apwibHO#, Csao apumanudatmaeckoii, Ceao
apuiaretepoanudaruaeckoi rpymmbl, coaepkameit 1-10 rerepoaToMOB, HE3aBUCHMO BBIOPAHHBIX U3
KHCIOpoAa, asora, cepul, (ochopa u kpemuus, 5-20-uwieHHOTO TreTepoapwia, coicpskamero 1-10
IETCPOATOMOB, HEC3ABHCHMO BBIOPAHHBIX M3 KHCIOpOAA, a30Ta, cepel, docdopa u kpemuus, u 3-20-
YJICHHOTO TeTCPOLMKINIA, coaepskamero 1-10 reTtepoaroMoB, HE3aBHCHMO BBHIOPAHHBIX K3 KHUCIOPOAA,
asota, cepel, pochopa u KpeMHHS, UK

JBe rpyniel R HeoOs3aTeIbHO U HE3aBUCHMO BMECTE 00Pa3yIOT KOBAICHTHYIO CBSI3b, HIIH

ase win Oosee rpymmn R y ogHOro aroma HeoOsS3aTEIBPHO M HE3aBUCHMO BMECTE C YKA3aHHBIM
aToMOM 00pa3yIoT HEOOM3ATEIPHO 3aMEIICHHOE 3-20-UICHHOS MOHOLUKIHYCCKOS, OUIUKIHUCCKOS HITH
TIOJTUITUKIMYIECKOE KOJIBIIO, COAEpIKaIIee, IIOMIMO ykazaHHOro atoma, 0-10 retepoaromMoB, HE3aBHUCHMO
BBIOpPAHHBIX U3 KUCIOPOA, a30Ta, cepbl, hocdhopa v KPSMHHSL.

ase win 6osee rpynm R y aByx wiu Oomee aTOMOB HEOOSI3aTC/IPHO U HE3aBUCHUMO BMECTE C HX
MPOMEKYTOUHBIMH aTOMaMHU O0pa3yIOT HEOOS3aTeIbHO 3aMEIIEHHOE 3-20-4ICHHOC MOHOLIMKIHYECKOE,
OULIMKIMICCKOES HITH HOJULHKINICCKOS KOMBLO, COACpIKALICE, TOMUMO MPOMEKYTOUHBIX atomoB, 0-10
IeTEPOATOMOB, HE3aBUCHMO BEIOPAHHBIX U3 KUCIOPOAA, a30Ta, Ceprl, Pochopa U KPEMHHSL.
[00321] B nexoTOphIX BapuaHTax peanu3anuu Kaxasiii R Hezasucumo npeacrasasiet coboit —H wmu
HCOOSM3aTCIPHO  3aMCIICHHYIO rpymmy, BbiOpanHyro u3  Ciso  amuparuueckoiri  rpymmb, Ciag
retepoanudaTUIecKol rpymsl, coaepxamei 1-10 rerepoaToMoB, HE3aBUCUMO BRIOPAHHBIX U3 KUCIOPOAA,
asora, cepoi, ¢ochopa wu kpemuus, Ces3 apwibHOM, Cssz0 apunamuparuueckoi, Ceaso

apuiretepoanudarniaeckoi rpymmbsl, coaepkamei 1-10 retepoaToMoB, HE3aBUCHMO BBIOPAHHBIX U3
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KHCI0poAa, asora, cepul, (ochopa u kpemuus, 5-30-uneHHOTO reTepoapwia, coacpxkamero 1-10
TETEPOATOMOB, HE3aBHCHMO BBIOPAHHBIX M3 KHCIOpOAQ, a30Ta, cepel, docdopa m kpemuus, u 3-30-
YICHHOTO TeTCPOLMKINIA, coaepkamero 1-10 reTtepoaroMoB, HE3aBUCHMO BHIOPAHHBIX W3 KHUCIOPOAA,
asoTa, cepsl, pochopa u KPeMHHSL.

[00322] B sexoTOphIX BapuaHTax peanu3anuu kaxasiii R Hezasucnmo npeacrasiaser coboit —H mmu
HEOOSM3aTCIPHO  3aMCLICHHYIO rpymmy, BbiOpaHHyro u3  Ciao amudaruueckori  rpymmbi, Ciao
rerepoanrdaTuaecKON rpymIeL, coaepxkamei 1-10 retepoaToMoB, HE3aBUCHMO BEIOPAHHBIX H3 KUCIOPOAA,
azota, cepol, ¢Qochopa wu kpemHus, Cez apwibHOH, Cszo apunamuparuaeckod, Ceoo
apwiretepoanndarnieckor rpymnmsl, coaepxkamei 1-10 retepoaToMoB, HE3aBUCHMO BBIOPAHHBIX U3
KHCIOpoAa, a3ora, cepul, (ocdopa u kpemuus, 5-20-uneHHOTO TreTepoapwia, coacpxkamero 1-10
TeTEPOATOMOB, HE3aBHCHMO BBIOPAHHBIX M3 KHCIOpPOAQ, a30Ta, cepel, ¢ocdopa m kpemHus, u 3-20-
YJICHHOTO TeTEPOLMKINIA, coaepkamero 1-10 retepoaroMoB, HE3aBUCHMO BBHIOPAHHBIX W3 KUCIOPOAA,
asoTa, cepsl, pocdopa U KpeMHHSL.

[00323] B Hekoropeix BapuaHTax peanmsaimd R mpeacraBmser coboit Bomopona. B HexoTopsix
BapuaHTax peanm3aunu R He mpeacrasmsier coboi Bomopox. B HexoTopeix BapuanTax peanmsaumd R
MPEACTABIICT COOOH HEOOA3ATCIBPHO 3aMCIICHHYIO rpyy, BeiOpanHyo u3 Cizo amudaruueckoit, Cisg
retepoanudaTHICCKON rpymmbl, coaepxaeii 1-10 rerepoaToMoB, HE3aBUCHMO BEIOPAHHBIX M3 KUCIOPOIA,
azora, cepsl, ¢ochopa u kpemuusa, Cezo apunbHOro, 5-30-4JICHHOTO TETEPOAPHIBHOTO KOJIBLIA,
cogepxkamiero 1-10 retepoaTtoMoB, HE3aBHCHMO BBHIOPAHHBIX W3 KHCIOPOAA, a30Ta, cepel, docdopa u
KpeMHUS, U 3-30-4ICHHOTO reTePOLMKIHICCKOTO KOIbIAa, coaepkamero 1-10 retepoaToMoOB, HE3aBHCHMO
BBIOpPaHHBIX U3 KUCIOPOA, a30Ta, Cepbl, hocdopa v KPSMHHSL.

[00324] B nekoTophIX BapHaHTax peanusanud R mpeacrasisieT co0oH BOAOPOA HIIH HEOOS3aTCIBHO
3aMCIICHHYI0 rpynmy, BbiOpanHyro u3 Cipo amudaruueckod rpymmel, (eHMIa, 3-7-WICHHOTO
HACBIIICHHOTO HJIH YaCTHYHO HCHACBIICHHOTIO Kap60um<nnqecxoro KOJb1A, 8 -10-umenHoro
6I/II_II/IKJ'II/I‘ICCKOI‘O HACBIIICHHOI'0, YaCTHUYIHO HCHACBIIICHHOIO HJIH AQPUIBHOTO KOJbLA, 5-6-1JICHHOTO
MOHOLMKIMYECCKOTO TETEPOAPHIBHOTO KObLA, CoACprKaiero 1-4 rerepoaroma, HE3aBHCUMO BBIOPAHHBIX
U3 a30Ta, KHCIOPOAa U cepbl, 4-7-4ICHHOTO HACHILICHHOTO WIH YaCTUYHO HCHACHIICHHOTO
TCTCPOLIMKIMYECKOTO KOJbLA, COACprKamero 1-3 rerepoaroMa, HE3aBHCHMO BBHIOPAHHBIX H3 a30Ta,
Kucjiaopoaa u CCphul, 7-10-unennHoro 6I/II_[I/IKJ'II/I‘IGCKOI‘0 HACBIINICHHOI'O HJIM YAaCTHYHO HCHACBIINCHHOIO
TETCPOLIMKIMYECKOTO KOJIBLA, COACPIKAIIETo 1-5 rerepoaroMoB, HE3aBHCHMO BBIOPAHHBIX M3 a30Ta,
KHCIOpoJa U cepbl, Wi 8-10-11eHHOr0 GHULMKIMYECKOrO TeTCPOAPHIBHOTO KOJbLA, coacpkamero 1-5
TeTEPOATOMOB, HE3AaBUCHMO BEIOPAHHBIX U3 a30Ta, KUCIOPOAA U CEPBI.

[00325] B nexoropsix BapHaHTax peamusauud R mpeacrasiser coboil HEOOS3aTEIBHO 3aMEIICHHYO
Ciszo amuparmyeckyro rpymmy. B HexoTopeix BapuaHTax peammzanmu R mpeacrasmseT coOoi
Heobs3arenpHo 3amverneHHyI0 Cioo anudarnueckyro rpymmy. B Hexotoprix BapuanTax peanmzamuu R
npeacTaBsieT coboi HeoOszarenpHo 3amemieHHYIO Cis amudaruueckyro rpymmy. B HEkoTophIx
BapuaHtax peanuzaiuu R mpeacraemser coboll HeoOs3arenpHO 3amMemmieHHYIO Ciio amudarnveckyro

rpymmny. B HexoTOpEIX BapuaHTax peanuzaipu R npencrasnseT codoit HeoOs3aTenpHO 3amerneHHYIo Cis
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amudarmueckyro rpymmny. B HexoTopeix BapuanTtax peammsamuu R npeacrasiser co6oit HeoOs3aTeBHO
samemeHHBIH Ci6 ankmi. B HexoTopsix BapmanTax peanmmsammu R mpeacraBaser coboit HeoOs3aTeIbHO
3aMEIICHHBIN TCKCUJI, ICHTWT, OYTHII, TIPOIWIL, STHJI Wik METWI. B HEKOTOpBIX BapuaHTax peanu3amu R
MPEACTaBIACT cOO0H HEOOA3aTEIPHO 3aMELICHHBIM TeKCHI. B HEkoTOprIX BapuaHTax peamm3aumud R
MPEACTABISICT COOOH HEOO3aTEIbHO 3aMEINCHHBIM NEHTHI. B HEKOTOPHIX BapHaHTaX peaau3alyd
nmpeAcTaBIsIeT coboll HeoOA3aTCIPHO 3aMEINEHHBIH OyTHia. B HEKOTOPBIX BapHaHTax peanu3aluu
MPEACTABIICT COOONH HeoOS3aTeNbHO 3aMELICHHBIM NMponui. B HEKOTOpPEIX BapHaHTaX peaTH3aLMN
HpEeACTABIACT COOO0H HEOOA3aTeNbHO 3aMEINEHHBIM 3THI. B HEKOTOPHIX BapHaHTaxX peaTH3aHU

npeacTaBmsaeT coboll HeoOA3aTEeNbHO 3aMELICHHBIA METWI. B HEKOTOpHIX BapHaHTaxX peann3aliuu

e A AR

MpeacTaBIsIeT co00# rekcua. B HexkoTopsIx BapwaHTax peammzaumu R mpeacrasaseT coOOM MEHTHIL.
HEKOTOPBIX BapHaHTax peanu3anuu R npexncrasmser codoit OyTuin. B HEKOTOpBIX BapHaHTax peannu3auu
R mpeacrasnser coboit npormn. B HekoTOphIX BapmaHTax peamuzanuu uzodOpereHus R mpexncrasmseT
coboit atun. B HekoTOphIX BapuaHTax peanm3aunu uzoOpercHus R mpeacrasmser coboit metuia. B
HCKOTOPBIX BapuaHTax peanu3auud uzoOpercHus R mpexacraeiaser coboii msomporui. B HexoTophix
BapuaHTax peammsammu R mpeacrasmser coboit x-mpommn. B HexoTOpeIX BapmaHTax peammsammu R
MpeACTaBISICT CoOOU mpem-OyTwi. B HekoTOpHIX BapuaHTax peanusauuu R mpeacrasiser coboit emop-
Oytun. B HexoTopsix Bapuantax peanmsanmu R npeacrasmser coboi #-Oytuin. B HexoTOphIX BapnaHTax
peamuzaunu u3odpereHus R npeacrasnser codoit —(CH»)>CN.

[00326] B nexoropsix BapHaHTax peamusauud R mpeacraBiser co60it HEOOS3aTEIBHO 3aMEIICHHY O
Cs30 nukiaoamuparuyueckyo rpymny. B HexoTopelx BapuaHTax peaim3audd R mpexacrasmsaeT coboit
Heobs3aTeapHOo 3aMeIieHHYI0 Cszo mukIoanudaTuaeckyro rpymny. B HEKOTOPEIX BapHaHTaX pealn3aluu
R npencrasnser codoli HeoOs3arenpHO 3amemeHHy 0 Cs.1p IukIoanudaTudeckyo rpymmny. B HekoTopsrx
BapuaHTax peaau3aunu R npeacrasiser coOol HEOOA3ATEIPHO 3aMEIICHHBIH LIUKIOTCKCHIT. B HEKOTOPBIX
BapuaHTax peanusanpu R npeacrasimser coboit umkinorekcuia. B HekoTophix BapuaHTax peammzanud R
MPEACTABISICT COOOH HEOOA3ATEIPHO 3aMCIICHHBIN LIMKIONCHTH. B HeKOTOPEIX BapuanTax peanusanmu R
MPEACTABISICT COOOM IMKIOMCHTHI. B HEkoTOphIX BapuaHTax peanusanuu R mnpeacrasiseT coboit
HE00s3aTEIBHO 3aMEIICHHBIN UKIO0YTHI. B HEKOTOPBIX BapuaHTax peanusaumu R npeacrasnser codoit
uka00yTHn. B HekoTopeix BapuanTax peanusanuu R mpeacrasisetr coOoi HE0OSI3aTeIbHO 3aMCIICHHBI I
UKTONponuI. B HexoToprx BapuaHTax peanusanuu R npeacrasnset co60i HUKIOMPOIIHT.

[00327] B nexoropsix BapHaHTax peanusauni R npeacrasmiser co0oi HEOOS3aTEIPHO 3aMEIICHHOS 3-
30-ueHHOE HACHIMICHHOS HW/IM YAaCTUYHO HCHACHIIICHHOS KApPOOLMKIHMYCCKOE KOJBIO. B HEKOTOPBIX
BapuaHTax peanm3aunu R mpeactaBmser cobol HE0OA3aTEIBPHO 3aMELICHHOE 3-7-4JICHHOE HACHIICHHOC
Wi YaCTUYHO HCHACBIIICHHOC Kap6OLII/IKJ'II/I‘{CCKO€ KOJBIO. B HCKOTOPBIX BapUaHTaX pCaiv3alvuu R
MPEACTABISICT COOOH HEOO3aTENBHO 3aMEIIECHHOE 3-1ICHHOE HACHIIIICHHOE W YaCTUIHO HCHACHIIICHHOS
KapOOILMKIMUYCCKOS KONIbLIO. B HEKOTOPBIX BapuaHTax peanusanuu R npeacrasaser co0oit HEOOsM3aTe IbHO
3aMEINCHHOE 4-4JICHHOEC HACHIIICHHOE WM YaCTUYHO HCHACHIIICHHOE KapOOLMKINYECKoe Koibplo. B
HEKOTOPBIX BapHaHTax peamusaiyu R mpeacrasiser coboil HEOOA3aTENBPHO 3aMEIICHHOE S-4ICHHOC

HAaChIMICHHOC HWJIH YaCTHYHO HCHACBIINCHHOC Kap6OI_II/IKJ'II/I“I€CI(OG KOJIBIIO. B HCKOTOPBIX BAPHUAHTAX
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peanmzaunu R npeacrasnser coboit HEOOA3aTEIBHO 3aMELICHHOE 6-UJICHHOE HACBHIIICHHOE HITH YACTHIHO
HEHACHILICHHOE KapOoLuKIIIIeckoe KonpLo. B HekoTopbeix BapuanTax peanmzaunu R npeacrasmser codoit
Heo0s3aTEIbHO 3aMEIICHHOE 7-4JICHHOE HACHIIEHHOE HIIH YACTHYHO HCHACHIIIICHHOE KapOOLMKIHICCKOE
koib1o. B HexoTophiX BapuaHTax peanmsanuu R mpeacrasiaseT coOoi HEOOSA3aTCIBHO 3aMCILICHHBIH
uukaorenTwi. B HexkoTopeix BapuaHTax peannzaunu R mpeacrasiaser coboil mukmorentun. B HeKOTOPBIX
BapuaHTax peanuzanyu R npeacrasnser coOol HEOOA3aTECIPHO 3aMEIICHHBIN IUKIOTEKCUI. B HEKOTOPBIX
BapuaHTax peanuzaipu R mpeacrtaemser coboit muknorekcuia. B HekoTophix BapmanTax peammszanuu R
MPEACTABIACT COOOH HEOOA3aTEIPHO 3aMEINCHHBIA [IMKIONICHTHA. B HeKoTOpHIX BapnanTax peamuzanmu R
MPEACTABIICT COOOW LMKIONMEHTHI. B HexoTOphIX BapuaHtax peanmzanuu R mpeacraemser coboi
Heobs13aTeIbHO 3aMEIICHHBIN MKI00YTIII. B HexoTOpBhIX BapuanTax peanuzanuu R npeacrasnser codoit
ukI00yTrn. B HekoTopeix BapuaHTax peanusannu R mpeacrasnset coOoi HE0OSI3aTeIbHO 3aMEIICHHBI
LUKIONPONII. B HexoTOpEIX BapuaHTax peanuzanuu R npeacrasaser co60i MUKIOIPOIII.

[00328] B HexoTOpPBIX BapHaHTaX PEATH3aLHH, €CIIH R mpeacTasisieT COO0M M COACPIKUT KOIBLIEBYIO
CTPYKTYPY, HaIpuMep, LUKJI0ATH(DATHICCKY O, LIMKJIOT€TEPOATU(ATHICCKYIO, APUIBHYIO,
TCTCPOAPIIBHYIO M T.A., TO VKAa3aHHAs KONBIEBAS CTPYKTYpa MOXET OBITh MOHOLIMKIHYECKOH,
OMIIMKIMYECCKOM WIIN TONMULIMKINYICCKOW. B HexoTophIx BapmanTax peammsanmu R npeacrasmseT coOoi
WIN COACPKHUT MOHOIMKINYECKYIO CTPYKTYpY. B HexoTophix BapmanTax peanumszanuu R mpexncrasmser
co00H WK COACPKUT OULIMKIHUICCKYIO CTPYKTYPY. B HexoTOphIX BapuanTax peanuzauuu R npeacrasiseT
cO0O0H HITH COACPIKUT TOTULHKINICCKYIO CTPYKTYPY.

[00329] B nexoropbix BapHaHTax peamusauud R mpeacrasiser co60it HEOOS3aTEIBHO 3aMEIICHHY O
Ci30 rerepoamudaTHUCCKYO rpymmy, coxepskamyro 1-10 rerepoaroMOB, HE3aBHCHMO BBIOPAHHBIX U3
KHCIIOpoaa, a3oTa, cepbl, dochopa u kpemuus. B HekoTOpeIX BapmanTax peanusaimu R npeacrasmiseT
coboii HeoOs3arenpHo 3amemicHHYI0 Cipo rerepoanudaruveckyro TIpymmy, coaepkamym 1-10
retepoaroMoB. B HeKOTOPBIX BapuaHTax peanu3anid R npeacrasiseT coboit HE0OA3aTCIBHO 3aMEIICHHYO
Cizo retepoamudaTHUCCKyO rpymmy, coaepskamyio 1-10 rerepoaroMoOB, HE3aBHCHMO BBHIOPAHHBIX U3
KHCI0PO/a, a30Ta, cepsl, pochopa wim KpeMHHUS, HEOOS3aTEIPHO BKITFOUYAS OJHY WIH O0JICE OKHUCICHHBIX
dbopm aszora, cepsl, hocdopa wiu ceiaeHa. B HekoTopeix BapuaHTax peanuzanuu R mpeacrasiaser coOoi

HeoOs3arenpHO 3ameineHHY0 Ciso  retepoanudaTHUSCKyd rpymmy, coaepkamiyro 1-10  rpyrmm,

—_—p— —Sj—

|

HE3aBUCUMO BbIOpaHHbIX 3 —N—_ —N= =N, -S— -S(0)-, -S(0),—, -0-,=0, —P—, | —
[00330] B mexorophIx BapwaHTax peamusanuy R mpeactaBmser co0O0M HEOOSI3aTEIBHO 3aMEIICHHBIH
Cs30 apun. B HexoTopsix BapuaHTax peanusaimu R mpeacrasiseT co00l HEOOS3aATCIBPHO 3aMCIICHHBIH
denmn. B HexoTOphIX BapuaHTax peamu3anuu R mpeacrasiaser coboit dermn. B HEKOTOpBIX BapHaHTax
peanuzanmu R npeacrasiseT coboit 3aMeIcHHBIN (CHIIT.

[00331] B nexoropsix BapraHTax peanusauni R npeacrasmiser coboi HEOOA3aTENBHO 3aMEIICHHOS 8-
10-uneHHOE OHUMKINYCCKOS HACBHIIECHHOS, YACTHYHO HCHACHILICHHOS WM apHIbHOC KOJbIO. B
HEKOTOPBIX BapHaHTaxX peann3anud R npexacrasnset coboli HeoOs3atenpHO 3amMemeHHoe 8-10-uneHHOE

OHIMKJIMICCKOS HACBHIIICHHOS KOJbI0. B HEKOTOpBIX BapwaHTax peanuzaimu R mpeacrasmser coboit
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HeoOs3aTenbHO 3aMelneHHOe 8-10-uneHHOE OWITMKIMYECKOe YaCTHYHO HEHACHIICHHOE Komblo. B
HEKOTOPBIX BapHaHTaxX peanu3anud R mpeacrasmset coboli HeoOs3aTenpHO 3amMemeHHoe 8-10-uneHHOC
OHIMKJINICCKOS apWibHOS KOMbLO. B HEKOTOphIX BapuaHTax peanmzaimu R mpeacrasasier coboit
Heo0s3aTEIbHO 3aMEIICHHBIA HATHIL.

[00332] B mexotopsix BapuaHTax peanusauni R npeacrasmiser coboit HEOOA3aTENPHO 3aMEIICHHOE S-
30-ueHHOE TETEPOAPUIBHOE KObLO, coacpxkamee 1-10 rerepoaTtoMoB, HE3aBHCHMO BBIOPAHHBIX H3
KHCTOpoJa, a3oTa, cepbl, docdopa u kpemHus. B HekoTOpeIX BapmanTax peamusaimu R npeacrasmsgeT
co0oit HeoOs3aTe/bHO 3aMeIneHHOS S5-30-4ICHHOEC TeTePOApPHUIBHOE KOJbLO, coaepxkamee 1-10
TeTEPOAaTOMOB, HE3ABUCHMO BBIOPAaHHBIX W3 KHCIOpPOJA, a30Ta M cepbl. B HEKOTOPHIX BapuaHTax
peanmzanmu R npeactasmseT coOok HEOOM3aTEIbHO 3aMEIIEHHOE S-30-4ICHHOE TeTePOAPUITBHOE KOJIBIIO,
cogepaxkaree 1-5 rerepoaToMoB, HE3aBHCUMO BEIOPAHHBIX U3 KHCIOPOAA, a30Ta, cepbl, hocdopa u kpeMHuSL.
B nexortoprix BapuanTax peanuzaimu R mpeacrasnser coboit Heobs3arenpHo 3amemenHoe S-30-wieHnoe
TeTEPOAPHIIBHOE KOJIBIIO, COACprKaIIee 1-5 rerepoatoMoB, HE3aBHCUMO BBIOPAHHBIX M3 KHCIOPOJA, a30Ta
U CEPHL.

[00333] B nexoTopsix BapuanTax peanmsaimu R npeacrasiser co60it HeoOs3aTeIbHO 3aMEIIEHHOE 5-
6-17I€HHOE MOHOLMKJIMYECKOE TeTEPOAPHIBHOE KOJIBLO, coiepxamee 1-4 rerepoatoma, HE3aBHCHMO
BBIOPAHHBIX M3 a30Ta, KUCIOPOAA U cephl. B HexoTOphIX BapuanTax peanusammu R npeacrasmser cobGoi
3aMEIEHHOE S-0-4JIEHHOE MOHOLMKIMYECKOE TeTEPOAPUIBHOE KOJBLO, coaepskamee 1-4 rerepoaroma,
HC3aBHCUMO BBIOPAHHBIX K3 a30Ta, KHCIOPOAA U CEphl. B HEKOTOpHIX BapuaHTax peaim3auuud R
MPCACTABISICT COOOH HE3AMCLICHHOC S-6-WICHHOC MOHOLMKIMYCCKOS TICTCPOAPHIBHOC —KOJIBIIO,
cogepxamiee 1-4 rerepoaroMa, HE3aBUCHMO BBIOPAHHBIX M3 a30Ta, KHUCIOPOAA U cepbl. B HEKOTOpBIX
BapuaHTax peamm3auud R npeactaBmseT COO0OH  HEOOSM3aTECABHO  3aMCIICHHOEC — S-6-4JICHHOC
MOHOIIHKJIHYECKOE TETCPOapUIbHOC KOJIbIIO, COACpIKaIee 1-3 reTtepoaroma, HE3aBUCUMO BBHIOPAHHBIX U3
asoTa, ceprl ¥ kuciopoaa. B HexoTopeix BapuaHTax peanusanuu R npeacrasmset codoi 3aMenieHHOE S-6-
YWICHHOC MOHOLIMKJIMYECCKOC TETCPOAPWIBHOC KOJBLO, coacpkaiiee 1-3 rerepoaToma, HE3aBUCHMO
BBIOPaHHBIX M3 a30Ta, KHCIOpoJa U cepbl. B HEKOTOpEIX BapuaHTax peann3auud R mpeacrasnser codoi
HE3aMCIICHHOC 3-6-1ICHHOC MOHOIMKIHICCKOC TETCPOAPMIIBHOE KOMBIIO, coaepxkamee 1-3 rerepoaroma,
HE3aBHCHUMO BBIOPAHHBIX U3 a30Ta, CEPHI H KHCIOPOJA.

[00334] B nexoropsix BapHaHTax peanusauni R npeacrasmiser co0oi HEOOS3aTEIBHO 3AMEIICHHOS 5-
YICHHOC MOHOLMKJIMYECCKOC TETCPOAPWIbHOC KOJBLO, coacpkamee 1-4 rerepoaToma, HE3aBUCHMO
BBIOPaHHBIX M3 a30Ta, KHUCIOPOAa WK ceprl. B HekoTOphIX BapuaHTax peanusanyu R mpeacrasaser codoi
HEo0s3aTEIbHO 3aMEIICHHOE O-UJICHHOE MOHOLMKIMYECKOE T'eTePOApHUIbHOE KONBLO, coaeprkamee 1-4
reTePOaTOMa, HE3aBUCHMO BBIOPAHHBIX U3 a30Ta, KHCIOPOJA U CEPHI.

[00335] B nexoropsix BapraHTax peanusauni R npeacrasmiser co0oit HEOOS3aTEIBHO 3AMEIICHHOS 5-
YICHHOC MOHOLMKIHYCCKOE TETCPOAPHIBHOE KONBLO, COACPIKAIIEE OAMH TETCPOATOM, BBHIOPAHHBIN H3
a30Ta, KHCJIOpoJa U cephl. B HexoTOpHIX BapuaHTax peanuzanuu R mpeacrasmser cobol HEOOA3aTEIBHO
3aMEIICHHBIA MUPPONHT, GYPaHUIT HITH THCHHI.

[00336] B nexotopsix BapraHTax peanusauni R npeacrasmiser coboit HEOOA3aTENPHO 3AMEIICHHOE 5-
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YICHHOE T'CTEPOAPUIBHOE KOJBIO, COACPIKAIICE ABA IETCPOATOMa, HE3aBUCHMO BBIOPAHHBIX H3 a30Ta,
KHCTOpoJa W cepbl. B HekoTOphIX BapmaHTax peanmu3ammu R npeacraBmser cobod HeoOsA3aTenbHO
3aMEIIECHHOE S-4JICHHOE T'eTCPOAPUIIBHOC KOJBIO, COACPIKAIICE OJUH aTOM a30Ta M AOTOTHUTCIbHBIA
reTepoaToM, BHIOPAHHBIA U3 CEPhI WM KUCIOpoaa. B HekoTophIxX BapuaHTax peanusaiyu R npeacrasmsieT
€000l HeoOs3aTeIbHO 3aMEIICHHOE S-UICHHOE FeTEPOAPHIIBHOE KOMBLO, COACPIKALICE TPH TeTEPOaATOMA,
HE3aBHCHMO BBIOpDaHHBIX W3 a30Ta, KHCIOPOAa U cepbl. B HekoTopelx Bapuantax peanmzamuu R
MPEACTABIICT cO00M HEeoOs3aTeAbHO 3aMEINCHHOE S5-WICHHOE TeTePOapUIBHOC KOJNBLO, COACpIKAIIEE
YEThIPE FETEPOATOMA, HE3aBUCUMO BBHIOPAHHBIX M3 a30Ta, KUCIOPOAA U CEPBI.

[00337] B mexotopsix BapuaHTax peanusauui R npeacrasiser coboi HEOOA3aTENPHO 3aMEIIECHHOE 6~
YICHHOE T€TEPOapUIbHOE KOJIBIIO, coaeprkaiiee 1-4 atoma azora. B HekoTOphIX BapnanTax peanuzauun R
MPEeACTABIICT cOO0H HEOOA3aTEIBPHO 3aMEIIEHHOE 6-UICHHOE TETEPOAPHIBHOE KOJIbLIO, coaepxamee 1-3
atoma aszota. B apyrux BapuanTax peammsammu R mpeacrasisier coOoit HE0Os3aTeIPHO 3aMEIICHHOE 6-
YICHHOE I'€TEPOAPHIIBHOE KOBILIO, coaepxkamee 1-2 atoma azora. B HexoTopsIx BapuanTax peanuzanuu R
NPEACTABIACT COOOH HEOOSA3aTEIBHO 3aMEINCHHOE O-YICHHOE TETEPOAPHIBHOC KOJBLO, COACPIKAINCE
YeThIpe aroMa aszota. B HexoTOphix BapmaHTax peamusammu R mpexacrasmser coboit HeoOs3aTEIBHO
3aMEIEHHOE O-UIEHHOE FETePOAPHIIBHOE KOJIBIIO, COACPIKAIIEE TPH aTOMAa a30Ta. B HEKOTOPEIX BapraHTax
peammzammu R mpeacrasmsier coOol HEOOS3aTEIPHO 3aMELICHHOE 6-WICHHOE TETEPOAPHIBHOE KOJbLO,
coAcpikaliee [OBa aroMa asora. B HEKOTOPHIX BapuwaHTax peanm3auud R mpeacrasimsier coboit
HEOOSI3aTCIPHO 3aMCIICHHOC O-TICHHOE FCTCPOAPHIIBHOEC KOJIBIIO, COACPIKALICE OMH aTOM a30Ta.
[00338] B nexoropsix BapraHTax peanusauni R mpeacrasiser coboit HEOOM3aTEIbHO 3aMEIICHHOE 8-
10-uneHHOE OMITUKIHYCCKOE TETCPOAPUIBHOC KOJBLO, CoAcpxkamee 1-4 rerepoaroma, HE3aBHCHMO
BBIOPaHHBIX M3 a30Ta, KHCIOPOJa U cepbl. B HEkOoTOpEIX BapuaHTax peann3auud R mpeacrasaser codoit
HCOOA3aTCIPHO  3aMEIICHHOS 5,6-KOHACHCUPOBAHHOS TIE€TCPOAPHIBHOC KOJBIIO, coacpskammee 1-4
reTepoaTOMa, HE3aBHUCUMO BBIOPAHHBIX M3 230Ta, KHCIOPOAA U cepbl. B HEKOTOPBIX BapHaHTax pealn3aluu
R mpeacrasnser coboit HEOOA3aTEIPHO 3aMEINECHHOE 6,6-KOHICHCHPOBAHHOC I'ETCPOAPUIBHOE KOJIBIIO,
cogepxkamiee 1-4 rerepoaroma, HE3aBUCHMO BBIOPAHHBIX H3 a30Ta, KUCJIOPOJA U CEPBI.

[00339] B Hekotopeix BapuaHTax —peammzaupd R mpeacrasmsier  coboit  3-30-wieHHOE
FeTCPOLIMKIHYCCKOS KOJBIO, coAcpxkaiee 1-10 retepoaroMoB, HE3aBUCHMO BBHIOPAHHBIX K3 KHCIOPO/A,
asota, cepel, dochopa u kpemuus. B HekoTOphIX BapuaHTax peanusanuu R mpeacrasaser coboii 3-30-
YICHHOEC TETCPOLIMKIMYCCKOE KONBLO, comepxamee 1-10 retepoaToMoB, HE3aBUCHMO BBIOPAHHBIX H3
KHCJI0PO/a, a30Ta U cephl. B HEKOTOPBIX BapuaHTax peanusaimu R mpeacrasiasier codoii 3-30-uneHHOC
FeTCPOLIMKINYSCKOS KOJIBLIO, COACpKaIee 1-5 reTepoaroMoB, HE3aBUCHMO BBIOPAHHBIX M3 KHCIOPO/A,
asota, cepol, dochopa u kpemuus. B HekoTOphIX BapuanTax peanusanuu R npeacrasaser coboit 3-30-
YICHHOE TCTCPOLMKIMYICCKOS KOJBIO, CoAcpiKamee 1-5 reTepoaTtoMoB, HE3aBUCHMO BBIOPAHHBIX U3
KHCIOPOJa, a30Ta H CEPBL.

[00340] B nexoropsix BapHaHTax peanusauni R npeacrasmiser coboit HEOOA3aTENPHO 3aMEIICHHOS 3-
7-47€HHOE HACHIIICHHOC WM YaCTHYHO HECHACHIIICHHOE T'ETCPOLMKINYCCKOE KOJbLO, coaepkamee 1-3

reTepoaToMa, HE3aBUCUMO BBIOPAHHBIX M3 230Ta, KHCIOPOAA U cepbl. B HEKOTOPBIX BapHaHTax peann3aluu
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R mpeacrasnser coboi 3aMCIICHHOE 3-7-4ICHHOC HACBIIICHHOS WM YaCTHYHO HCHACHIIIICHHOS
FeTCPOLIMKINYCCKOS KONBLIO, CoAcpxkamee 1-3 rerepoaTtomMa, HE3aBUCHMO BBHIOPAHHBIX U3 a30Ta,
KHCJI0pOoJa U cepbl. B HEKOTOPBIX BapuaHTax peanmzanmu R mpeacrasiser coOoi HE3aMCIIEHHOS 3-7-
YICHHOEC HACHIINECHHOC WM YAaCTUYHO HECHACHINCHHOE TETCPOLMKINYECKOS KOJbLO, coaepkamee 1-3
reTepPoaTOMa, HE3aBUCHUMO BRIOPAHHBIX M3 a30Ta, KUCA0POAA U CEPbl. B HEKOTOPHIX BapHUaHTAX PeaTU3alUN
R nmpeacraBaser coboili HEOOSA3aTCIPHO 3aMEIICHHOE 5-7-WICHHOC YACTUYHO HCHACHIIICHHOC
MOHOLMKIMYECKOE KOMbLIO, Coaeprkainee 1-3 rerepoaroma, HE3aBUCHMO BBIOPAHHBIX U3 a30Ta, KUCIOPOA
u cepol. B HexkoTOphIX BapuaHTax peanusanud R npeacrasmseT co0oil HEOOA3aTeIPHO 3aMELIICHHOE -6~
YICHHOC YaCTHYHO HCHACHIIIEHHOC MOHOLMKIMYECKOE KOJBIO, coicpkamee 1-3 rerepoaroma,
HE3aBHCHMO BBIOpPaHHBIX W3 a30Ta, KHCIOPOAAa U cepbl. B HekoTopeix Bapmantax peanmzamuu R
NpeACTAaBIICT COOOW  HEOOA3aTENBHO  3aMEINEHHOE — S5-WICHHOE  YAaCTHYHO  HEHACHIIECHHOES
MOHOLMKJIMYECKOE KOMIBLIO, CoAeprkalnee 1-3 rerepoaroma, HE3aBUCHMO BBIOPAHHBIX U3 a30Ta, KUCIOPOJa
u cepol. B HexoTophIx BapmanTax peamuzauud R mpeacraBiseT co0ol HEOOS3aTEIbHO 3aMEIICHHOE 6-
YICHHOE YaCTHYHO HEHACHIINEHHOE MOHOLMKIMYECKOE KOJBIO, coiepkamee 1-3 rerepoaroma,
HC3aBHCUMO BBIOPAHHBIX M3 a30Ta, KHCIOPOAA W CCphl. B HEKOTOpHIX BapuaHTax peaim3auud R
OPEICTABIACT COOOM  HEOOSA3aTEAPHO — 3aMEIICHHOE  7-4ICHHOEC  YaCTHYHO  HEHACBHILICHHOC
MOHOLIMKIMYECKOE KOJIBLIO, coAeprkamee 1-3 rerepoaTtoma, HE3aBUCUMO BBIOPAHHBIX M3 a30Ta, KUCIOPOA
u cepol. B HexoTopsix BapmanTax peamuzanmu R mpeacrasiseT co0oH HEOOA3aTEIbHO 3aMEIICHHOE 3-
YWICHHOC TCTCPOLUKIMYCCKOE KOJBIIO, COACPIKAIICE OMUH TETCPOATOM, BHIOPAHHBIH M3 a30Ta, KUCIOPOIa
win cepbl. B HekoTOpBIX BapHaHTax peanu3aunu R mpeacrasisier co0ol HEOOSI3aTeIPHO 3aMCIICHHOS 4-
YIICHHOE TeTCPOLMKIMICCKOES KOJIbIIO, coAepkaiee 1-3 rerepoaroma, HE3aBUCHMO BBIOPAHHBIX M3 a30Ta,
KHACIOpoJa W cepbl. B HEKOTOpBIX BapuaHTax peamusaimu R mnpeacrasiseT coOOH HEOOSM3aTEIBHO
3aMCIICHHOC S-WJICHHOC TCTCPOLMKIMYCCKOEC KOJBLO, coAcpikamiee 1-3 rerepoaroma, HE3aBUCHMO
BBIOpPaHHBIX W3 a30Ta, KMCIOPOJa U CEphl. B HEKOTOPBIX BapuaHTax peanusanud R npeacrasiser coboit
HEOOS3aTEIPHO 3aMEIICHHOC O-WJICHHOC TETCPOLMKIMYCCKOS KONBLO, coaepxkamee 1-3 rerepoaroma,
HC3aBHCHMO BBIOPAaHHBIX U3 a30Ta, KHCIOPOAAa U cepbl. B HEKOTOpHIX BapuaHTax peaim3amuud R
MPEACTABISICT COOOW HEOOA3aTCIPHO 3aMCIICHHOE 7-UICHHOE TeTCPOLIMKINYCCKOE KOJBLO, COACPHKALLCE
1-3 rerepoaroma, HE3aBUCHUMO BBIOPAHHBIX U3 a30Ta, KUCIOPOAA U CEPHI.

[00341] B nexoropsix BapraHTax peanusauni R npeacrasmiser co0oi HEOOS3aTEIPHO 3AMEIICHHOS 3-
YWICHHOC HACHIICHHOC WM YaCTUYHO HCHACHIIICHHOE TETCPOLMKIMYCCKOE KOJBLO, CoAcpkamee 1-2
reTepoaToOMa, HE3aBUCHMO BRIOPAHHBIX U3 a30Ta, KUCIOPOAA U CEPbl. B HEKOTOPHIX BapUaHTaX PeaTnu3allii
R mpeacraBnser coboii HeoOA3aTEIBHO 3aMELICHHOE 4-4JICHHOE HACHIIECHHOS WIH YAaCTHYHO
HCHACHILICHHOE TETCPOLIMKIMYECKOE KOTBLIO, coaepxamee 1-2 rerepoaTtoma, HE3aBUCHMO BBIOPAHHBIX W3
a30Ta, KHCJIOpoJa U cephl. B HexoTOphIX BapuaHTax peanuzanuu R nmpeacrasmser cobol HEOOsA3aTEIBHO
3aMEINCHHOC S5-YICHHOC HACHIIEHHOC WM YacTHYHO HCHACHIIEHHOE TETCPOLUKIMYICCKOEC KOIBIIO,
coaepxkamiee 1-2 rerepoaroma, HE3aBHCHMO BBHIOPAHHBIX H3 a30Ta, KHUCIOPOAA U CEpbl. B HEKOTOPBIX
BapuaHTax peannzanuv R npeacrapnsaet coboii HeoOs3aTeIbHO 3aMEIEHHOE 6-UJICHHOE HACHIIICHHOE HIIH

YaCTUYHO HCHACBIIMICHHOC TCTCPOLUKIMUCCKOC KOJBLIO, COACPXKAIICC 1-2 rerepoaroMa, HC3aBUCUMO
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BRIOPAHHBIX M3 a30Ta, KACIOPOJAa U ceprl. B HExoTOpBIX BapuaHTax peanusaimu R mpeacrasmser co6oit
HEOO013aTEIbHO 3AMCIICHHOE 7-4ICHHOEC HACHIIICHHOS WIIH YaCTHYHO HCHACHIICHHOE ICTCPOLIUKIHUCCKOC
KOJIBLIO, coxepakariee 1-2 retepoaToma, He3aBHCUMO BEIOPAHHBIX U3 a30Ta, KUCIOPOAA H CEPBI.

[00342] B nexoropsix BapHaHTax peanusauni R npeacrasmiser coboi HE0OA3aTENBHO 3aMEIICHHOE 5-
6-4WICHHOC YACTUYHO HCHACHIIICHHOC MOHOLMKIMYECKOE KOJbLO, coaeprkamee 1-2 rerepoaroma,
HE3aBHCHMO BBIOpPaHHBIX W3 a30Ta, KHCIOPOAAa U cepbl. B HekoTopeIx Bapuantax peanmzamuu R
MPEACTABIICT COOOH HEOO3aTEIBHO 3aMEIICHHY O TETPArHAPOIHPH JUHUIBHY IO, TUTHAPOTHAZOIHIBHY IO,
JUTHIPOOKCA30IHUIBHYIO WIH OKCA30JHHUIBHYIO TPYIIY.

[00343] B mexotopsix BapuaHTax peanusauuu R npeacrasiser coboi HE0OA3aTENPHO 3aMEIIEHHOE 7-
10-uneHHOE OMLMKIMYIECKOS HACBHIMICHHOC HUIM YaCTHYHO HCHACHIIICHHOEC IE€TCPOLMKIMYCCKOE KOJBIIO,
coaeprkamiee 1-5 reTepoaToMoOB, HE3ABHCHMO BBIOPAHHBIX M3 a30Ta, KHCIOPOAA U Cephl. B HEKOTOPBIX
BapHaHTax peanu3anuu R npeacrasiseT coboit HEOOI3aTeIPHO 3aMEINCHHBIM HHAOIMHII. B HEKOTOPBIX
BapHaHTaX peanu3auu R mpeacrasmser coOoi HEOOS3aTEIBHO 3aMELICHHBIM H30MHAOAMHUI. B
HCKOTOPBIX BapHaHTaxX peanm3aund R mpeacrasiaser coOoi HeoOs3arenpHO 3amemieHHsrd 1,2,3,4-
TETPArMAPOXMHOIMHII. B HEKOTOpHIX BapuaHTax peanm3auuu R mpeacrasmser coOol HEOOS3aTEIBHO
3amemeHHsi 1,2.3 4-rerparuaponzoxusonuHnil. B HekoTophIx BapuaHTax peanm3anuu R npencrasmseT
c000# HECOOA3aTCIPHO 3aMEIICHHBIN a3a0buiuKiI0[3.2.1|okTaHmI.

[00344] B nexoTopsix BapuaHTax peanusaimu R npeacrtasiser co60it HeoOs3aTeIbHO 3aMEIICHHOE 8-
10-ueHHOES OHIMKINYCCKOS TSTCPOAPHIIBHOC KOJBLO, CoAcpXamee 1-5 reTepoaToMoB, HE3aBHCHMO
BBIOPAHHBIX M3 a30Ta, KUCIOPOAA U Cepbl. B HEKOTOPBIX BapuaHTax peanusammu R mpeacrasmser co0oi
HCOOA3aTCIPHO  3aMEIICHHOS 5,6-KOHACHCHPOBAHHOE TI€TCPOAPHIBHOS KOJBLO, coacpskamee 1-3
rCTEPOATOMOB, HE3aBUCHMO BBHIOPAHHBIX M3 a30Ta, KUCIOPOIa U CEPHI.

[00345] B nexoropsix BapHaHTax peamusauud R mpeacrasiser coboil HEOOS3aTEIBHO 3aMEIICHHY O
Cs30 apumamudaTHUCCKyO0 Tpymmy. B HEKOTOpBIX BapuaHTax peanuzaimu R mpexacraBisier coOoi
Heobs3areapHo 3ameeHHY 0 Co 20 apuanudaridaeckyo rpymmny. B HekoTopeix BapranTax peanusauuu R
nmpeAcTaBIsIeT co00l HeobszarenpHO 3aMemeHHYI0 Ce.1o apuianudaruueckyro rpymmy. B HekoTopex
BapUAHTAX PCATHM3aLUH aApUIbHBIA (parMeHT apunamudarmaeckod rpymmel coaepxut 6, 10 wim 14
apUIBHBIX AaTOMOB VIiepoa. B HEKOTOPhIX BapHaHTaX peaTH3aldd  aAPWIbHBIA  (PParMeHT
apunanudaTHuIecKOW TPYIIbl COACPKUT 6 apHIBHEIX aTOMOB VriepoAa. B HEKOTOPBIX BapHaHTax
peanu3anyy apuibHEIN (parMeHT apuianu@aTuaecKon rpys! coaepKHUT 10 apuIbHBIX AaTOMOB YIIIEPOaa.
B HexoTOprIX BapHaHTaxX peai3alliy apWiIbHBIA (ParMEHT apHUIaTudaTHIeCKOW IPyIIsl coaepxkur 14
ApUIBHBIX aTOMOB yriepoaa. B HEKOTOpEIX BapHaHTaxX pealu3aliy apuiIbHBIH (pparMeHT npeacTaBIsIcT
€000l HeoOA3aTEIFHO 3aMEIICHHBIN (PCHIT.

[00346] B nexoropsix BapHaHTax peamusauud R mpeacrasiser coboil HEOOS3aTEIBHO 3aMCEIICHHY O
Cs-30 apunreTepoannaTHUCCKYIO TPYIITy, coaepkaiyio 1-10 rerepoaToMOB, HE3aBUCHMO BHIOPAHHBIX K3
KHCIIOpoaa, a3ota, cepel, pochopa u kpemuus. B HekoTOpsIX BapuaHTax peanusammu R npeacrasiseT
coboii Heobs3arenpHO 3avemeHHYIO Cs3p apunrerepoanupaTHiyeckyio Ipymmy, coaepkamyro 1-10

IeTEPOATOMOB, HE3aBUCHMO BBHIOPAaHHBIX W3 KHCIOpPOJA, a30Ta M cepbl. B HEKOTOPBIX BapHaHTax
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peammzauru R mpeacraeiger coOoli HeoOszatenpHO 3ameieHHYIO Ceoo apuirerepoanudaTHiccKyro
rpymmy, coaepkamyio 1-10 rerepoaromMoB, He3aBHCUMO BEIOPAHHBIX U3 KHCIOPOa, a30Ta, cepbl, pocdopa
U KpeMHMs. B HexoToprix BapuanTax peanuzaund R mpeacrasmset coOol HE0OS3aTEIPHO 3aMELICHHYIO
Cs-20 apunreTepoannpaTHUCCKYIO TPYIITY, coacpkaiyio 1-10 rerepoaToMOB, HE3aBUCHMO BHIOPAHHBIX U3
KHCIIOPOJa, a30Ta U ceprl. B HEKOTOPHIX BapuaHTax peanusauud R npeacrasiser coboi HEOOs3aTeIbHO
samerueHHY0 Cs.10 apuarerepoannaTHiecKyo IPYIINY, COACPKAIIYIO 1-5 reTepoaToMoB, HE3aABHCHMO
BBIOPaHHBIX U3 KUCIOPOJa, a30Ta, cephl, dochopa u kpeMHus. B HexoTophIX Bapuantax peammzanuu R
mpeacTaeiasger cobod  HeoOs3atempHO 3amemmneHHYIO Cs.o  apuirerepoanudaTuyecKyro  TPYIILY,
coaeprkamyio 1-5 rerepoaToMoB, HE3aBUCHMO BRIOPAHHBIX M3 KHCIOPOJA, A30Ta U CEPHI.

[00347] B HexoTOpHIX BapHAHTAX PealU3aldH ABE TPYMIbl R HEOOS3aTe/IbHO U HE3ABHCHMO BMECTE
00pa3yroT KOBAJICHTHYIO CBsI3b. B HEKOTOpBIX BapuaHTax peanuzaumu oopasyercss —C=0. B HekoTOpBIX
BapHaHTaxX peamusarmu oopasyercs —C=C—. B HeKOTOPBIX BapHaHTaxX peanusamun obpasyercs —C=C—.
[00348] B HexoTOpHIX BapHAHTaX peaaH3alu ABe Win 6osee rpynm R y oaHOro aroma HeoOs3aTeIbHO
M HE3aBHCHMO BMCCTC C YKAa3aHHBIM aTOMOM OOpasyrOT HCOOM3aTC/BHO 3aMemeHHOE 3-30-uieHHOS
MOHOLMKIHYECKOE, OULMKINICCKOS WM MOTULMKIMICCKOE KOIbLO, COACPIKAINEE, IIOMUMO YKA3aHHOTO
atoma, 0-10 reTepoaroMoOB, HE3AaBUCUMO BBHIOPAHHBIX M3 KUCIOPOJA, a30Ta, cepbl, hocdopa u kpemuus. B
HEKOTOPBIX BAPHAHTAX PEATH3ALMHU ABE WK Oonee rpym R y oaHOro atoma HeoOs13aTe/IbHO U HE3aBUCHMO
BMECTE C YKA3aHHBIM aTOMOM 00pa3yIoT HEOO3aTe/IbHO 3aMEIICHHOE 3-20-1I€HHOE MOHOLMKIHIECCKOC,
OMIIUKJINYECKOC WM MOJHLMKINYECKOS KOJBLO, COACPKAINEEe, NMOMHUMO yKazaHHoro aroma, 0-10
reTePOATOMOB, HE3ABHCHMO BBIOPAHHBIX M3 KHCJIOPOAA, a30Ta, cepbl, hochopa u kpemuusi. B HekoTOphIX
BapHaHTax peaH3alny ABe Win Ooniee rpynm R y ogHOro aroma HEoOA3aTEIbHO U HE3ABHCHMO BMECTE C
VKa3aHHbBIM aTOMOM OOpasyroT HeoOs3aTenbHO 3aMeIIeHHOC 3-10-wWICHHOE MOHOLIMKIHYCCKOC,
OMIIUKINYCCKOC HUIM TOJHLHKINYCCKOS KOJBLO, COACPIKAINCE, MOMHMO yKaszaHHOro aroma, 0-5
reTCPOATOMOB, HE3ABHCHMO BBIOPAHHBIX M3 KHCIIOPOAA, a30Ta, cepbl, hochopa u kpemuusi. B HeKoTOpHIX
BapHAHTaX peaH3aLuy ABe Win Oonee rpynm R y ogHOro aroma HE0OA3aTEIbHO U HE3ABHCHMO BMECTE C
VKa3aHHBIM ~arTOMOM OOpa3yiOT HEOOS3aTCIBHO 3aMELICHHOC 3-6-WJICHHOC MOHOLHMKIIHYCCKOC,
OMIIUKINYCCKOC MM TOJHLHKINYCCKOS KOJbLO, COACPIKAINCe, MOMHMO VKaszaHHOro aroma, 0-3
reTepoaToMa, He3aBUCHMO BRIOPAHHBIX M3 KHCIOPOJA, a30Ta, cepsl, hochopa u kpemuus. B HEKOTOpHIX
BapHAHTAX peaTH3aluu ABe win Ooniee rpynm R y o1HOro aroma HE0OA3aTeIbHO U HE3aBHCHMO BMECTE C
VKa3aHHBIM ~aTOMOM OOpa3yiOT HEOOS3aTCIBHO 3aMCLICHHOC 3-5-WJICHHOC MOHOLMKIIHYCCKOC,
OMIIUKIINYCCKOC MM TOJHLHKINYCCKOS KOJbLIO, COACPIKAINEe, MOMHMO VKaszaHHOro aroma, 0-3
reTepoaroMa, He3aBHCHMO BBIOPAHHBIX M3 KHCIOPOJa, a30Ta, cepbl, hocdopa u kpeMHuSL.

[00349] B HekoTopeIX BapuaHTax peanu3aunuH ABe Wik Oonee rpymm R y aByx wiam Oosiee atoMoB
HEOOS3aTCIPHO W HE3aBUCHMO BMECTC C HX IMPOMCKYTOYHBIMH arOMamH OOpasyIOT HEOOS3aTCIIBHO
3amMeuIeHHOS 3-30-4ICHHOC MOHOLMKIHYCCKOS, OHLMKINYCCKOS HIH IMOJHLIHKINYCCKOS KOJbLO,
coAepIKaIIee, MOMHUMO MPOMEKYTOUHBIX aTtoMoB, 0-10 reTepoaromMoB, HE3aBUCHMO BBHIOPAHHBIX U3
KHCJIOPOA, a30Ta, Cephl, hocdopa u KpeMHHUs. B HEKOTOPBIX BapraHTaX peantnu3alii ABS WK 00JICe rPy I

R YV ABYX HIIA 00Jice aTOMOB HEOOA3ATCABPHO M HC3ABHCHMO BMECTC C MX TPOMCKYTOUYHBIMU aTOMaMU
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0o0pasyroT HEOOSM3aTC/IbHO 3aMEIICHHOE 3-20-4ICHHOC MOHOLMKIHYCCKOS, OWIMKINYCCKOS HIH
MIOJIMLAKTAYECKOE  KOJBIO, COACPIKAINCE, THMOMHMO IPOMEKYTOUHBIX aromoB, 0-10 rerepoaromos,
HE3aBHCHMO BBIOPAHHBIX M3 KHCIOPOAa, a3oTa, cepbl, pocdopa u kpemuus. B HexoTOphIX BapuaHTax
peanuzanyy ase uin oonee rpynn R y 1Byx winm onee aToMOB HEOOS3aTENBHO U HE3AaBUCHMO BMECTE € HX
MPOMEKYTOUHBIMH aTOMaMH 00pa3yIOT HeoOs3aTelabHO 3aMeIneHHOE 3-10-ueHHOE MOHOLIMKIHYECKOE,
OULIMKIMYICCKOES HIH HONULHIKINICCKOE KOMBLO, COACpIKALICE, TOMUMO MPOMEKYTOUHBIX atoMoB, 0-10
reTepOaTOMOB, HE3ABUCHMO BHIOPAHHBIX U3 KHUCIOPOJA, a30Ta, cepsl, dpocdopa u kpemuus. B HekoTophIx
BapUaHTaxX peanu3anuu Ase unu 6onee rpynn R y aByx mumu Oonee aToMOB HEOOA3ATEIPHO M HE3aBUCHMO
BMECTEC € HUX NPOMEXKYTOUHBIMH aTtoMaMmH o00pa3yloT Heobs3arenpHO 3amemeHHoe 3-10-umeHnoe
MOHOLMKJIMYECKOE, OWIMKINYECKOS WM HONULHUKINYECKOS KONBLO, COACPIKAINEe, TMOMHMO
MPOMEXKYTOUHBIX aTOMOB, (-5 reTepoaToMOB, HE3aBHCHMO BBIOPAHHBIX W3 KHCIOpPOJA, A30Ta, CEPBI,
dochopa 1 kpemuns. B HEKOTOPBIX BapHuaHTaxX peanu3aluu ABe wiu Oosiee rpynn R y aByx wian Gosee
aTOMOB HEOOS3aTEIPHO U HE3aBUCHMO BMECTE € UX ITPOMEXKY TOUHBIMU aTOMAMH 00pa3yIoT HE0OsI3aTeIbHO
3aMEIICHHOE 3-0-WICHHOC MOHOLMKINYECKOE, OHLMKINYSCKOS HIM IOJHMIUKINISCKOES KOJBIIO,
CoAeprKaliee, MOMHUMO NPOMEKYTOUHBIX atomoB, (-3 rerepoaroMa, HE3aBHCHUMO BBIOPAHHBIX U3
KHCIIOPOJa, a30Ta, cepbl, pocdopa u kpeMHus. B HEKOTOPBIX BapHaHTax peannu3alyy ABC Wik 00Jee rpymmn
R y nByx mmn Gonee aToMOB HEOOS3aTEIBHO M HE3aBHCHUMO BMECTE C MX NMPOMEXKYTOUHBIMH aTOMAaMHU
00pa3yroT HEOOSA3aTCIIPHO  3aMCINCHHOC 3-5-UJICHHOC MOHOLMKIHYCCKOC, OWIMKIHYCCKOS WM
MOJTUIUKIMYSCKOE  KOJBLO, COACpIKAINEe, IMOMHMO IPOMEXKYTOUHBIX aromoB, (-3 rerepoaroma,
HC3aBHCHUMO BBIOPAHHBIX U3 KHUCIOPOAA, a30Ta, Cephl, hochopa U KPEMHUS.

[00350] B HexoTOphIX BapHaHTAX peATH3ALUM TETCPOATOMBI B Ipymmax R wmim B CTPyKTypax,
00pa3oBaHHBIX ABYMsI HITH OoJice TpynmnaMu R, B3aTeIMH BMECTE, BEIOpAHbI U3 KUCIOPOJA, a30Ta U CEPHI.
B HexoTophIx BapuaHTaxX peaju3aiuu 00pa3oBaHHOES KOO sBsierest 3, 4,5, 6,7,8,9, 10, 11, 12, 13, 14,
15,16, 17, 18, 19 uau 20-uneHHbiM. B HEKOTOPBIX BapHUaHTaX pean3aniy 00Pa30BaHHOE KOJIBLIO SBIISICTCS
HACBIIICHHBIM. B HEKOTOPBIX BapHaHTaX peaU3alMd OOPa30BAHHOC KOJBLO SIBISCTCS YACTHYHO
HACBHIIICHHBIM. B HEKOTOPBIX BapHaHTaX peaau3anii 0Opa30BaHHOE KOIBLO SBISCTCS apoMarnideckuM. B
HCKOTOPBIX BapHaHTaX pealu3alid OOpa30BaHHOC KOJIBIO COACPXKUT HACBIMICHHBIA, YaCTHYHO
HACBHIIICHHBIA WJIN apOMAaTHYCCKHH KOJBLECBOH (parMeHT. B HEKOTOpBIX BapHaHTaxX peaTH3aLUH
obpaszoBaHHOE KOJbLIO coaepxur 5, 6,7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19 unu 20 apomaTuveckux
KOJIBLICBBIX aTOMOB. B HEKOTOPEIX BapHaHTaxX pean3alyii 00pa30BaHHOE KOMbLIO COACPKUT He Ooree 5, 6,
7,8,9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19 unmu 20 apoMaTHICCKUX KOJTBLECBBIX aTOMOB. B HEKOTOPBIX
BapUAHTAX PCATU3ALMH aPOMATHYCCKUE KOJBIEBBIC aTOMBI BHIOPAHBI M3 KPEMHHS, a30Ta, KUCIOPOJA H
CEPBL

[00351] B HEexkOTOpHIX BapHaHTaX peain3alyH KOJbLO, 00pa30BaHHOE ABYMs Wiu Oojee rpymmamu R
(wm gBYMs win Gostee TpynnaMy, BRIOPaHHBIMY U3 R 1 IepeMEHHBIX, KOTOPEIE MOTYT MPEACTABIATE COOOH
R), B3sTeiMu BMECTE, TIpeacTaBIsieT co00w Cs-3 muknoanuparuaeckoe koabio, Ceso aput, 5-30-u1eHHBIIT
rerepoapui, coaepxkamuii 1-10 rerepoaToMoOB, HE3aBHCHMO BBIOPAHHBIX M3 KHCIOPOAA, a30Ta, CEPb,

dochopa u kpemuust, unu 3-30-WICHHBIA TETCPOLUKINI, coaepxkamuii 1-10 rerepoatoMoB, HE3aBUCHUMO
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BRIOPAHHBIX U3 KHCIOPO/A, a30Ta, cepbl, pochopa 1 KPEMHHMS, KOJIBIIO SBISICTCS TAKHM, KaK OTIUCAHO AT
R, HO ABYXBaICHTHBIM HITH NOJTHBAICHTHBIM.
[00352] WmmrocTpaTUBHBIC COCAUHCHHS HACTOSIICTO H300PETCHUS PESACTABICHB HIDKE B Ta0auue 1.

Taoauua 1. UnarwcrpaTuBHbIE COEAHHEHHS

o)
N
NH 0
g N H\)QO
o) \L
e
HoN NH
I-1
HNYNHZ
NH
NH, o
HN N/\/\/U\ 0
H N
HaN HN;\
O NH NH
o /
H
2} § NH
o7 N\H o
1-2
NH.
INH HN/&NH
H2N ‘\\NH N/>
N
O 0" NH
o)
HoN \\NH
J/(W f s\ H
o) HN<\/\ ;»V \\\-Q<NH
\g/\/\ HHN’&
0
I-3

113



HN<_NH,

NH
H,N” ~NH NH
0
o o)
HN P “\/\)LN/\/(O\/j\WNH g HN
H S H 8 O ;l\
0~ "NH ,NH
o
OH
I-4

S H

NH, Y NH, NH,

NH, O \@ @) \@\O 8 0 HN’&O
OH

I-6

T
N
Z
ZT
Iz
¢
Iz
ZT /
>I|l-
0]
Iz
@)
[00] Z
Iz
O
2 T
~‘\I
. pd
%
T @]

I-7

114




HNYNHz NH,

NH
NH,
o 0 o} o} 0 0 H HN 0O
Hjj\,(H\)J\N H\)J\ /in\.)J\N H\)Lnf\/o}/\HMH
: H : o i H 8 H 8 s/ %

I=z

\_./<o
pd
T
O
(@)
T
£
(@)

HN
o7 0 H S\ .H
HN 0] O » N
HN / N NH
O N (6)
QU N H/%A iy \Jl/\/\ HHN
N NH HN
@)
N
U \
S
I-9
CF,
O

HN HNI
7. S0 Ns HN” O
I/, N
HN.__O <\ N
o)
NH
Q NH
HO o
HN
O HN _
NH
O N=/

I-10

115




. ¢
Z
I O
T
=z
Z
I
P4 /C/)
o~
J :
o ZT
3
-
@) P4
T
o
[o¢]
-
a
/Z‘Z
P
T

0,

(@)
/ [\{ = H02
P NH J

HO,C

NH
—COH

I-11

HHN

Oj/NH HJ\&HNAOL(/\J?H\H/\/\ Q<NH

0 HN 0
HN N
0 Ng_q 5
NH 0
o ) NH
HN
O HN _
NH
o) N=/

I-12

116




S

I-13

I-14

117



o
o 0
NH
i€
0
0
NH o HN HO.C
= NH Ooﬁ o\_ycozH
HN N O NH HO,C NH
NH HN NH
N S
H NH s \/ (\)L N
/7{ HN N(/\/O)\/CN
O NH J 8 N
O “'OH
0
NH,
HO
I-15
OH
o)
0 @]
H\)\\
N—" N HN
O HO,C
NH o) HN 0] 2\’31
CO,H
O 2
HN_ | Oﬁ Ho,c, Y—NH
N O QA NH N NH
No NH HN
N § s/ ?° Nk
I TS P
/ | 0 N
g HN _\\J\Nf(\/ N
NH H 8
0 .,
1) ‘OH
NH,

118




I-17

119




N N\
NH o \\\N OH
O‘% HN H O
HN 3
S,
’<—Z:O 5 > 1 H $ H
H Y., N o NH
o N/I%/\O%/
NH " N
HN NS H 8 \g/\/\ HHN
') NH HN o &
O
N O
/» = OH
N NH
H
I-19
OH
)
Q O
H\)\\N
~y Q H HN
HN ©

N
8 N\§\_\\
<~ NH
HO,C }—NH
O  MCO.H
HO,C

1-20

120




I-21

121



o)
Q/\ /S\/"' A
o NH S o{

I-22

122




HOZC¢ NH
O  MCOpH
=
HO,C
1-23
OH
@) 0]

I-24

123




HO,C

I-25

Ty
NH
NH

)

Z-z
z
—
Ns
z-Z o)
pra
o
O
T :.W
L ZT
T \/ O O
© O
7 “zT
O
T

HO,C

I-26

124



I-27

OH
o)
o o)
NH
HN} HN
/N ON-NH HN ©
N © Q/&
—
NH o
0 o. NH
\03/\NH HN \-NH
N , 0
H NH N
HN =
OH
o7 ¥
S0
o NHO 07 "NH,
i\)\\i Jke/\ N\‘N
N
HO H Om_,\i
8 L\_L
M—NH
HO,C NH
O  MCOH
HO,C

I-28

125




HO

NH,

0] NH
W Oo
I s .y
‘. N N - NH
o) OH N O}\/ w
o) NH,
I-29
\\\\
0]
N
N
HOL . @) NH HN @)
O
H
A\ N/, m
HoN ! ” HN 0]
0] O
= HN
HoN 0]
@) NH H
‘/\ﬂ/ 0 \n/\/\\\\ NH
OH O 8 o) H HN
1-30

126




O 7N N'§:
o)
NH
b HN
P Nﬁ
o) o o)
NH H 0 HN" YO ~ 07 “NH,
H
HN ‘\\/\)J\”/\/{O\/j‘N Nh/
H
S 8 O o)

I-31

I} H HN

I-32

127




OH
Q N H Y o=/
HOMNH i o O oM
0 . \
o NH o H/\\
N
ofg H
S, o
N o S N
H  HN o N
O \\N \ 1
6 N
NH H
© gf/( OH MNH
/ l\{ = HO,C NH
N) NH O MCOH
H
HO,C
1-33
NH
0o 0
MN 0] o OH OH
O NH M HN_ OH HN
X THT N )on
NH o) =N e

HN
HO™ S0 I oH
° % 4 HNo
HN N
H
N o ~
<
N HN
1-34

[00353]

MPEACTABICHHOE BhIIC B Tabauue 1, min ero ¢papMareBTHICCKH IPHEMIIEMAst COJTb.

4
[00354]

Obuyue cnocodsl noayueHus coeOuHenuil no OAHHOMY U300pemeHUI0

B HekoTOpBIX BapHaHTax peanu3alid AAHHOTO H300PETCHHUS MPEATIOKCHO COCIWHCHHE,

CoeauHCHUS TI0 JAHHOMY H300PETCHUIO MOTYT OBITh MOJYYCHBI MIIA BBIACJICHBI, B OOIICM,

CHHTCTHUCCKAME  H/HIN NOJTYyCUHTCTHICCKUMHU CHOCO6aMI/I, HU3BCCTHBIMH CHOCIHAINCTAM B ﬂaHHOﬁ

00IaCTH TCXHUKH A1 aHAJTOTMYIHBIX COG,E[I/IHGHI/II\/'I, a TAKXKC CHOCO6aMI/I, HO,E[pO6HO OIMHUCAaHHBIMHU B TAHHOM

JAOKYMCHTC B pasaciic ((HpI/IMepr».

[00355]
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Ha npeacTaBneHHEIX HIDKE CXEMaX, €CITH H300paKeHa KOHKpeTHas 3amuTtHas rpymma («PG»),




yxoasmmas rpynmna («LG») unu ycinoBus MPEeBPALICHHS, TO CICHHATUCTAM B JAHHOW OOJACTH TCXHHKH
MOHATHO, YTO HPUTOJHBI U MPEIYCMOTPCHBI TAKKE APYTHE 3aIMUTHBIC TPYIIbL, YXOJAIIHUE TPYIIBI U
VCIIOBHUS MPECBpALICHUsI. Takue Tpymmsl U OPEBPAIICHHUS MOAPOOHO OMHCaHbl B myOaukaiusx March's
Advanced Organic Chemistry: Reactions, Mechanisms, and Structure, M. B. Smith u J. March, 5° nzganue,
John Wiley & Sons, 2001, Comprehensive Organic Transformations, R. C. Larock, 2° uznanue, John Wiley
& Sons, 1999, u Protecting Groups in Organic Synthesis, T. W. Greene and P. G. M. Wuts, 3° uzzanue,
John Wiley & Sons, 1999, monnoe comepkaHue KaKAOH M3 KOTOPHIX BKIIFOUCHO B JAHHBIH JOKYMCHT
MOCPEICTBOM CCBITIKH.

[00356] B onmanHOM KOHTEKCTE BBIpaXKEHHE «yxomsmas rpymma» (LG) Bkaouaer, HO HE
OrPaHHYUBACTCS IMH, TajoreHsl (Hampumep, Gropun, xmopua, Opomua, Hoaun), cynbGoHaTs! (HanpuMep,
ME3Wiat, To3wIaT, OeH30aCynb(oHAT, Opo3wiar, Ho3WIaT, TpudaaT), AMA30HUH U T.II.

[00357] B xaHHOM KOHTCKCTE BBIPOKCHHC «3AIUTHAS TPYIINA IS KUCIOPOAA» BKIIOYACT, HATIPUMEP,
3AIUTHBIC TPYIIBI JUIs1 KapOOHMIIA, 3AIUTHBIC IPYIIIB A1 THAPOKCHIA U T.A. 3allUTHBIC TPYIIIBI I
THAPOKCH/IA XOPOIIO U3BECTHBI B JAHHOH 00IACTH TEXHUKHU M BKIIOYAIOT T€, KOTOPHIC MOAPOOHO OIHCAHBI
B yOnukauuu Protecting Groups in Organic Synthesis, T. W. Greene and P. G. M. Wuts, 3° uznanue, John
Wiley & Sons, 1999, monHoe coaepskaHue KOTOPOH BKIIOUCHO B JAHHBIH JOKYMEHT MTOCPEACTBOM CCBIJIKH.
ITpumepsl MOAXOAAMINX 3AIMUTHBIX IPYI IS THAPOKCHIA BKIIOYAIOT, HO HE OIPAHHUYHBAIOTCS HMH,
CJIOXKHBIC 3(UPBI, TPOCTHIC AUTHIOBBIC 3(UPBI, MPOCTHIC FPHUPBI, MPOCTHIC CHIUIOBBIC 3(UPHI, IPOCTHIC
QIKUIOBBIC 3(UPHI, MPOCTHIC APUIATKUAIOBBIC 3(PUPBI M IPOCTHIC ATKOKCHATKUIOBBIC 3upsl. [Tpumepsr
TaKUX CIOXKHBIX S(QHUPOB BKIOYAOT (hopMmuarel, arerarsl, kapOoHaTel U CyibhoHaTel. KOHKpETHBIC
MpUMEpsl  BKIIOUaOT (Gopmuar, OcHzowadopmuar, xjgopauerar, TpuPTOpaLeTaT, METOKCHALICTAT,
TpudeHUIMETOKCHalieTar, m-xjaopdeHokcHanerar, 3-peHunmpornuoHar, 4-oxkconeHranoar, 4.4-
(3THUIEHIUTHO)ICHTAHOAT, NHBAIOAT (TPUMCTHIIALCTHII), KPOTOHAT, 4-METOKCHKPOTOHAT, OCH30arT, II-
OeusutoeH3oar, 2.4,6-rpuMeTnaOCH30aT, KApOOHATHI, TAKHE KaK METHI, 9-(yopeHuameT, 3tu, 2,2,2-
TPUXIOPITHN, 2~(TPUMETHICHIUT)ITWI, 2-(PeHUNCYIbPOHMT)ITUII, BHHIWI, AUTHI U M-HATPOOCH3HIL
[TpuMepsl TakuX CHIHIOBBIX MPOCTBIX 3(HPOB BKIIOYAIOT TPUMETHICHIHIBHEIC, TPUITUICHINIBHBIC,
TPET-Oy THIIANME THICHITHIIBHBIC, TPET-OYTHIAN(DCHUICHIAIBHEIC, TPHU3ONPONMICHIIBHBIE U APYIHC
TPUANTKHICHIHIBHBIC TPOCTHIC 3PUPHL. ATTKHIOBBIC MPOCTHIC S(PUPHI BKITIOYAIOT METHIOBbIH, OCH3UIOBBIH,
M-MCTOKCHOCH3MWIOBHIH, 3,4-TUMETOKCHOCH3UIOBBIH, TPUTHIIOBBIH, TpPET-OYTHIIOBBIH, AJTHIOBBI H
ATHIOKCHKAPOOHWIOBBIH MPOCThIC 3(HPB HIH MPOU3BOAHBIC. AIKOKCHAJIKHIOBBIC MPOCTHIC 3(HpHI
BKJIIOYAIOT areran, TaKue Kak METOKCHUMETHIIOBBIH, METHATHOMETHIIOBBIH, (2-
METOKCHATOKCH)MCTHIIOBBIN, OCH3HMIIOKCUMETH/IOBBIH, —O¢Ta-(TPUMETHIICHITHI)3TOKCUMECTHIOBBIH U
TETParuAPOUPAHUIOBEI MpocThic >Gupel. [IpuMmepsl apuiIaIKUIOBBIX MPOCTHIX 3(QUPOB BKIHOYAIOT
OcH3WIOBHIN, M-MeTOKCHOCH3WIOBBIH (MPM), 3 4-gmumeroxcubeH3mmoBbINH, O-HUTPOOCH3WIOBBIN, II-
HUTPOOCH3WIOBbBIH, M-raIOTCHOCH3UWIOBBIH, 2,6-TuXI0POCH3WIOBBIN, M-LUAHOOCH3WIOBEIH U 2- U 4-
MUKOJIWIOBBIN.

[00358]  3amuTHBIC TPYMIBI AJI1 AMHHOTPYIIIB XOPOIIO H3BECTHBI B JAHHOH O0JaCTH TCXHHKH U

BKJIIOUAIOT FPYIIIEL, MOAPOOHO OMUCAHHBIE B KHUrE Protecting Groups in Organic Synthesis, T. W. Greene
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and P. G. M. Wuts, 3° uzganue, John Wiley & Sons, 1999, monHoe coaep:kaHHE KOTOPOU BKJFOUCHO B
JAHHBIH JOKYMEHT MOCPEACTBOM CChLIKH. [IpUrogHbIC 3a1MTHBIC TPYIIIBI A1 aMUHOTPYIIIT BKIKOYAIOT, HO
HE OrPAHUYUBAIOTCS] UMM, APaIKUIAMHHEL, KapOaMaThl, IUKIMICCKAC UMUBL, AJUTHIAMUAHbL, aMHAIBL U T.IL
[Mpumeper  Takux rpynn  BkaouaroT — tper-Oyrunokcukapbonun (BOC), stunokcukapGoHun,
METHIOKCUKAPOOHII, TPUXIOPITHIOKCHKapOoHmn, amnmuiaokcukapbonmn (Alloc), 6eHsznnokcokapOoHUT
(CBZ), ammun, dramumua, Oenzun (Bn), dayopenunverunkapbonmn (Fmoc), dopmmn, anerwn,
XJIOPALICTHIT, AUXJIOPALICTIIT, TPUXJIOPALCTHI, (PSHUIALCTHI, TPHU(TOpaLeTHI, OCH30MT U T.11.

[00359] Creumanucram B AaHHO 00JACTH TEXHUKH MOHATHO, 4T0 coeauHeHust popmyast I, 1T wmu 1
MOTYT COACPIKATh OJUH WIH O0JICe CTEPEOLICHTPOB U MOTYT IPUCYTCTBOBATh B (pOpME PALIEMUUCCKOM UK
auactepeoMepHoit cmecu. CrierpanuctaM B JAHHOH 00NACTH TEXHHUKH TAK)KE MOHITHO, YTO CYIUECTBYET
MHOJKECTBO CIIOCOOOB, M3BECTHBIX B JAHHOM 00NaCTH TEXHHUKH, IS PA3ACICHHS H30MEPOB C MOIYUCHUEM
CTEPEOMEPHO OOOTAINEHHBIX WM CTCPEOMEPHO YHCTHIX H30MEPOB YKA3aHHbBIX COCIUHCHHMH, BKITIOYAsI, HO
He orpanmuusasick nMu, BOXX, xupansnyro BOXX, ¢ppakiponHyo kpucTamu3anuio JHacTepeoMEePHBIX
CONeH, KHHETHYECKOC (ECPMCHTATUBHOC pas3AciCHHE (HAmpuUMeEp, C TNPUMECHCHHEM T'PHOKOBBIX,
OaKkTepHAIbHBIX WIH JKUBOTHBIX JIHIIA3 WIH 3CTEPa3) U 0OpPa30BAHUE KOBAICHTHBIX JHACTCPEOMEPHBIX
MPOU3BOJHBIX C HCIOIb30BAHUEM SHAHTHOMEPHO 0OOTAICHHOTO PEarcHTa.

[00360] CreumanucramM B JAaHHOW OOJACTH TCXHHKH TMOHATHO, YTO PA3IMYHBIC ()YHKIHOHAJIbHBIC
TPYIIBI, TNPUCYTCTBYIOIIUE B COCAMHCHMAX IO JAHHOMY H300pPETCHMIO, TakHWe Kak anupaTHIeckue
TPYIIIBI, CIIUPTHI, KAPOOHOBBIE KHUCIIOTHI, CIOXKHBIC d(UPBI, aMHUIbI, aTbACTHABI, TAIOTCHBI U HUTPHIIBI,
MO’KHO TIPEBpALIATh APYT B APYra TCXHOJOTHSMHM, XOPOLIO M3BECTHBIMH B JaHHOH OOIACTH TCXHHKH,
BKJIFOYAs, HO HE OrPAHHUYUBASICH HMH, BOCCTAHOBICHHE, OKHCICHHE, 3CTCPUDHUKALUIO, THAPOIHU3,
YACTHYHOC OKHCIICHHUC, YaCTHYHOC BOCCTAHOBIICHHC, TJOTCHUPOBAHHC, ACTUAPHPOBAHHE, YACTHYHOC
rugpuposanne u ruaparanuio. “March’s Advanced Organic Chemistry”, 5° u3a., pea.: Smith, M.B. and
March, J., John Wiley & Sons, Hb}O-ﬁOpK: 2001, momHOE CoACpKAHKME KOTOPOUW BK/IFOYCHO B JAHHBIN
JOKYMCHT TOCPSACTBOM CCHUIKH. JIJIsi TAKMX B3aUMHBIX MPEBPAIICHUN MOTYT MOTPEOOBATHCS OJHA WITH
0o/ice BBIIICYKA3aHHBIX TCXHOJIOTHH, M HEKOTOPBIC CIOCOOBI CHHTE3a COCAUHCHHN M0 JAHHOMY
H300PETCHHIO ONHCaHbl BhIe B pazaeie «[Ipumeps».

[00361] B HexoTopwIX BapuaHTaxX peaTH3ANMN JAHHOTO H30OPETCHUSA TPEITONKCHBI COCTUHCHUS,
KOTOpPBIC MPHroAHb! [yt noayucHuss ARM. B HEKOTOpBIX BapHaHTaxX pPeatu3aliii JAHHOTO H300PETCHHUS
NPCIIOKCHBl COCIUHCHHS, KOTOPBIC MPUTOAHBI Al KOHCTpyupoBanus Moiekyn ARM mocpeactsom
PCAKLIH [MKIOTPHCOCAUHCHUS, HAPUMED, KITUK-XHMHUH HITH €€ BAPHAHTOB.

[00362] B HEKOTOPHIX BapHaHTAX PCATH3ALUM JAHHOTO H300OPESTCHHS MPEAI0KCHO COCIUHCHUC,

umeronIee CTpyrTypy hopmyist IV:

L—Rd

v
WJIH €0 COJIb, TIE:
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ABT npeacrapnser cob0l aHTUTEIOCBI3BIBAIOIINN (PPArMEHT;

L npeacrasaser coboii THHKEPHBIH (parMeHT;

RY mpeacrasser coboit —L*—R’, npraem RY coaepsxur —C=C— umu —Njs;

Kaxapld L He3zaBHCHMO TPEeACTaBISET COOOH KOBAICHTHYIO CBS3b WIH HEOOS3aTEIBHO
3aMCLICHHYIO IBYXBAJICHTHYH rpymmy, BbeiOpanHyrd u3 Ci-Cy amudarmueckoit wiun  Ci-Co
rerepoanu(aTHIeCKON rpymibl, coaepxamei 1-5 retepoatoMoB, mpuUYeM OHO HIH 00/16€ METHIICHOBBIX
3BCHBCB YKA3aHHOH rpymnmbl HEOOs3aTeapHO M HesaBucumo 3ameHeHnl Ha —C(R’),—, —Cy—, —O—, —S—,
—S-S—-, -N(R*)—, —C(0)—, —C(S)—, —C(NR")—, —C(O)N(R")—, -N(R)C(O)N(R")—, —-N(R*)C(0)O—,
=S(0)—, =S(0):—, =S(0):N(R")—, —C(0)S— nmu —C(0)0—;

kaxapii —Cy— HE3aBHCHMO IPEACTABISET COOOM HEO0OA3aTEIbHO 3aMEIICHHYIO ABYXBATICHTHYIO
rpymny, BeIOpaHHyIo u3 Cizo muxitoamudarudeckoro koapna, Cezo apuinbHOrO KoabLa, 5-20-4iIeHHOTO
TeTEPOAPIIBHOTO KOMbLa, cogepxkamero 1-10 rerepoaroMoB, HE3aBHCHMO BBIOPAHHBIX M3 KHCIOPOJA,
aszota, cepel, dochopa u kpemHHus, U 3-20-4IEHHOTO T€TEPOLMKINIBHOTO KOIbLA, coaepxkamero 1-10
TeTEPOATOMOB, HE3aBUCHMO BBIOPAHHBIX M3 KUCIOPOQ, a30Ta, Cepbl, hocdopa 1 KPEeMHUS,

kax b R* Hezasucumo npeacrasiset codoit —R, —C(O)R, —CO2R umu —SO2R;

kakabii R HesaBucumo mpeacrtaBimser coboit —H wam HeoOs3aTepHO 3aMEINCHHYIO TPYIIILY,
BeIOpannyto u3 Cis3o amudarmaeckoit rpymmsl, Ci 3 rerepoanudarnueckoi rpymmsl, coaepxamei 1-10
reTEPOATOMOB, HE3aBUCUMO BBIOPAHHBIX U3 KUCIOPOa, a30Ta, cepbl, pochopa u kpemuws, Ce.30 ApHIBHOM,
Co-30 apwnamudarmaeckoit, Cezo apraretepoanudaruueckoi rpymmsl, cogepxkameit 1-10 rerepoaroMos,
HC3aBHCHUMO BBIOPAHHBIX M3 KHCIOPOAA, a30Ta, cepbl, pocdopa u kpemHuus, 5-30-4ICHHOTO reTepoapuia,
cogepxkamtero 1-10 retepoaTtoMoB, HE3aBHCHMO BBIOPAHHBIX W3 KHCIOPOAA, a30Ta, cepel, docdopa u
KpeMHHsI, B 3-30-4ICHHOTO TETCPOLMKIIIIA, coaepxkamero 1-10 reTepoaroMoB, HE3aBUCHMO BRIOPAHHBIX
M3 KHCJ0POa, a30Ta, cephl, pochopa u KpeMHUS, UIH

JBe rpynisl R HeoOs3aTeIbHO U HE3aBUCHMO BMECTE 00Pa3yrOT KOBAICHTHYIO CBSI3b, HIIH

ase win Oosee rpymn R y ogHOro aroma HEoOsS3aTEIBPHO M HE3ABUCHMO BMECTE C YKa3aHHBIM
aToMOM 00pa3yIoT HEOOM3ATEIPHO 3aMEIICHHOE 3-30-UICHHOS MOHOLMKIHYCCKOS, OUIUKIHUCCKOC HITH
TIOJTMLIUKTMYIECKOE KOJIBIIO, COACPIKAIICE, MOMUMO YKazaHHOTO atoma, 0-10 reTepoaroMoB, HE3aBHCHUMO
BBIOpPaHHBIX U3 KUCIOPOA, a30Ta, cepbl, hochopa v KPSMHHUSL, WU

ase win 6osee rpynm R y aByx wiu Gosee aTOMOB HEOOS3aTC/IPHO U HE3aBUCHUMO BMECTE C HX
MPOMEKYTOUHBIMHA aTOMaMHU OOpa3yIOT HEOOs3aTeabHO 3aMeIIeHHOE 3-30-4ICHHOC MOHOLIMKIHYECKOE,
OULIMKIHYCCKOS MITH TOJULUKIMICCKOS KOJIBLO, COACPIKALICE, IIOMUMO MPOMEKYTOUHBIX aroMoB, 0-10
TeTePOATOMOB, HE3AaBUCHMO BBIOPAHHBIX U3 KUCIOPOAA, a30Ta, Ceprl, Pochopa U KPEMHHSL.

[00363] B HexkoTOpBIX BapHaHTAX pPEATH3ALMH JAHHOTO H300PECTCHHS MPEIIONKEHO COCTHHCHHC

dbopmyst IV-a:



WITH €T0 COJIb, IAC KAKAAS MCPEMCHHAsI HE3aBUCHUMO SIBIISICTCS TAKOH, KaK OMMUCAHO B JAHHOM JOKYMCHTE.
[00364] B HexkoTOpBIX BapHaHTAX pPEATH3ALMH JAHHOTO H300PETCHHS MPEIIONKEHO COCTHHCHHC
¢dopmyner [V-b:
R°—(Xaa),—L—RY ’
IV-b
WITH €T0 COJIb, IAC KAKAAS MCPEMEHHAsI HE3aBUCHUMO SIBIISICTCS TAKOH, KaK OMMUCAHO B JAHHOM JOKYMCHTE.
[00365] B HexoTOpBIX BapHaHTAX pPEATH3ALMH AAHHOTO H300PETCHMS MPEIIONKEHO COCTHHCHHC

dhopmyist I'V-c¢:
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IV-c
WJIM €TO COJb, IAC KXKAAs IEPEMEHHASI HE3aBUCUMO SIBJISIETCSI TAKOM, KaK OMHUCAHO B JAHHOM JOKYMEHTE.

[00366] B HexkoTOpBIX BapHaHTAX pPCATH3ALMH AAHHOTO H300OPCTCHHS MPEIIONKCHO COCTHHCHHC

7 7
R/ R
. \N L3 Rd
R o)
o

Iv-d

dhopmyisr I'V-d:

WU €0 COJIb, I'AC KAXKAasA NCPCMCHHAA HC3aBUCHUMO ABJISCTCA TaKOﬁ, KaK OmucaHoO B JAHHOM JOKYMCHTC.

[00367] B HexkoTOpBIX BapHAHTAX pPCATH3ALMH JAHHOTO H300OPCTCHHS MPEIONKEHO COCTHHCHHC

\%

dopmyiisr V:

>

HITH €T0 COJIb, IAC KKAAS MCPEMCHHASI HE3aBUCHUMO SIBIISICTCS TAKOH, KaK OMMCAHO B JAHHOM JOKYMCHTE.
[00368] B HEkOTOpHIX BapHAHTaX PEaIM3aLMU JAHHOTO M300PCTECHHS MPEAI0KEH CIIOCO0 MOMTYUCHUSI
COCIUHCHHS, BKITIOYAIOIUHN CTA TN

obecmeueHust niepsoro coeaunenus Qopmyner 1V, IV-a, IV-b, IV-c wiu IV-d, unu ero comu,

MPUYEM YKa3aHHOE COCIUHCHUE CONCPIKHT NEPBBHIH PEaKIIMOHHOCTIOCOOHBIN (pparMeHt;
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00ecreyeHNs BTOPOrO COCANHEHHS GOPMYIbl V, COACPIKAIIET0 BTOPOH PEaKMOHHOCIOCOOHBIN
(bparMeHT, UK €TO CONU; U

MPUBEACHUS BO B3AUMOACHCTBHE MIEPBOTO COCANHEHHS CO BTOPBIM COCIHMHEHHEM, PHUEM NIEPBBIN
PCaKLMOHHOCTIOCOOHBIH (PArMEHT B3AUMOACHCTBYET CO BTOPBIM PEAKIIHOHHOCTIOCOOHBIM (PparMeHTOM 1o
PeaKyy HUKIOMPUCOCAUHEHHSL.
[00369] B cootBeTcTBHM C AaHHBIM M300PETCHHEM MOXHO HCIIOIB30BATh MHOTOYUCIICHHBIC PEAKIIMN
LOUKJIOTIPUCOCIUHCHNA. B HEKOTOPBIX BapHaHTaX pEANTH3aAlUH  PEaKUHs LHKIONPHCOCIHHCHHUS
npeactaBmieT coboit  peaxmmro  [4+2]. B HexoToprIx  BapHaHTaxX ~— peanHM3alUH  PEAKLHS
LUKJIOMPUCOCAUHEHUS MPEACTABISICT coOoW peakuuio [3+2]. B HEKOTOPHIX BapHAaHTAX PEATHU3ALIUH
peaxuus [3+2] npeacrapnser coboil peakuio KINK-XUMUU. B HEKOTOPEIX BapHaHTaX peann3aliy IePBhIH
peakuoOHHOCTIOCOOHBIH (parMeHT mpeactaBmsieT coboii —C=C—, a BTOPOH PEaKIUOHHOCTIOCOOHBIN
¢parmenr mpeacraBager codoii  —Ni. B HekoTOphIX  BapuaHTaX — peaiHM3alH  [IEPBBIA
PEAKIOHHOCTIOCOOHBIH (pparMeHT npeacTaBisieT co0oi —N3, a BTOPOH PeaKIMOHHOCIOCOOHBIH (hparMeHT

npeacrasiset coboit —C=C—.

5. IIpumenenue, 1ekapcmeennvie hopmol u e6edenue

Dapmayesmuyecku npuemiemple KOMROIUYUU
[00370] B coorBeTCTBHM C APYTHUM BAPUAHTOM PCATH3ALMH, B JAHHOM H300PCTCHHH IPEIIOKCHA
KOMIIO3MIMS, COJACPIKAILIAs COCAHHCHHE I0 JAaHHOMY H300pPETCHHIO WM €ro  (hapMareBTHICCKH
HOPHEMIIEMOE TIPOU3BOHOE U (hapMaLeBTHICCKH MPUEMICMBIH HOCHTEITb, BCIIOMOTaTEIbHOS BEIIECTBO HITH
cpeay. KommdaecTBo COCIUHCHHS B KOMITO3ULMSX [0 JAHHOMY H300PCTCHHIO SIBIICTCS TAKUM, YTO OHO
SBISACTCS S(PCKTUBHBIM TSl CCIICKTHBHOTO NMECPCHANPABICHHUS SHAOTCHHBIX AHTHTCI B MOBPCIKICHHBIC
KJICTKH, HANPUMEP, PAKOBBIC KICTKH, 9YTO WHHLHHPYCT AHTHTCIO-HAMPABICHHBIH, KJICTOYHO-
OTOCPCAOBAHHBI MMMYHHTCT, HAIPUMEP, LUTOTOKCHYHOCTh. B HEKOTOPBIX BapHaHTaX PCaU3allid
KOJIMYICCTBO COCAMHCHHS B KOMIIO3HMLHSIX M0 JAHHOMY H300PCTCHHIO SIBISICTCS TaKUM, YTO OHO
3 (EKTHBHO Il CCACKTUBHOTO MCPCHANPABICHUS SHAOTCHHBIX AHTUTCI B PAKOBBIC KICTKH, YTO
HHULMHAPYCT AHTUTEIO-HANPABICHHY IO, KJICTOYHO-OMIOCPEI0BAHHY O IATOTOKCHIHOCTD B OUOJOTHICCKOM
oOpasiie Wwin B OpraHu3Me MauuceHra. B HEKOTOPBIX BapHaHTAX PEATH3ALMH KOMITOZHULUS MO AAHHOMY
H300PCTCHHUIO COCTABIICHA B JICKAPCTBEHHYIO (OpMY AT BBCACHHS MALIUCHTY, HYXKJAIOIIEMYCsl B TAKOH
KOMIIO3UIMHA. B HEKOTOPHIX BapHaHTAX KOMIIO3MLHS [0 JAHHOMY H300PSTCHUIO COCTABICHA B
NCKapPCTBCHHYIO (OpMY AJIsI IEPOPATIBHOTO BBEACHHS MALIUCHTY.
[00371] TepMuH «mamueHT» B JAHHOM KOHTCKCTC O3HAYACT JKHBOTHOC, NPEANOYTHTCIHHO
MJICKOIIUTAOLICE, U HAUOOJICE MPEIIOYTUTEIBHO YCIOBCKA.
[00372] Tepmun «hapMaLCBTHICCKH MPUSMICMBIA HOCHTEb, aIBIOBAHT HIH CPESAA» OTHOCHTCS K
HCTOKCHYHOMY HOCHUTENIO, AJBIOBAHTY HWIH CPEAC, KOTOPBIC HE YXYALIAIT (PapMaKOIOrHUCCKYIO
AKTHBHOCTh COCAMHCHHS, C KOTOPBIM OHH COCTABJCHBI B JICKApCTBCHHYIO (opmy. DapmanesTriecku
NPUCMIICMBIC HOCHTCNIH, QXBIOBAHTHI WIH CPEAbI, KOTOPHIC MOXKHO HCIOJB30BAaTh B KOMITO3HLIMSIX IO

JAaHHOMY I/I306pCTCHI/IIO, BKJIFOYAKOT, HO HC OrpaHUYIMUBAIOTCA HUMHU, I/IOHOO6M6HHI/IKI/I, OKCHA AJTFOMHHUA,
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cTeapar aTIOMUHHSL, JICLUTHH, OCITKHA CBIBOPOTKH, TAKHE KaK anbOYMHUH CHIBOPOTKH YEIOBEKA, OypepHbIe
BCIICCTBA, Takue Kak (ocdarel, TIUUKUH, COPOMHOBAS KHUCIOTA, COPOAT KAIHs, CMECHU HCIOJHBIX
[JIMLCPUI0B HACBHIIICHHBIX PACTHTCIBHBIX JKUPHBIX KHCIOT, BOAY, CONU WM 3ICKTPOJHTH, TAKHE Kak
cynpdar mpotammHa, ruapodocdar auHaTpus, ruapodocdaT Kamus, XJIOPHA HATPHUSA, COMH LIMHKA,
KOJUTOWAHBIH AUOKCHA KPEMHHS, TPUCHIMKAT MArHHS, MOJTMBHHUIMHPPOIHIOH, BELICCTBA HA OCHOBC
LEJUTION03bl,  HONUAITUICHITHKOIb, KapOOKCHUMETHILCIUTION03Y HATPHs, NOJHAKPHIATHI, BOCKH,
MOTUA TUICH-TIOJTHOKCHITPOTIMICHOBBIC OIOK-TIOIUMEPBI, TIOTUITHICHIIUKOIb H JTAHOIHH.

[00373] «@apManeBTHYCCKH OPHUEMIIEMOE IPOM3BOLHOC» O3HAYACT JIIOOVIO HETOKCHYHYIO COJb,
CIOKHBIH 3(HUP, COMb CIIOKHOTO 3PUPA HITH JPYTO€ MPOU3BOTHOES COCIUHECHHS TI0 JTAHHOMY H300PETCHHIO,
KOTOPOE IPU BBEJACHUM PELMIMEHTY CHOCOOHO 00eCmedHBaTh, MPSIMO WM KOCBCHHO, COCIUHCHHE IO
JAHHOMY M300PETECHHUIO HITH €r0 METabOIUT TN OCTATOK, OOIAIAI0MIMI HHIMOUPYIOMECH aKTHBHOCTHIO.
[00374] Komnozuimu no AaHHOMY HM300PETCHHIO MOXKHO BBOJHTH NEPOPATBHO, MAPECHTEPABHO,
HHTQSIOMCH  COpes, MECTHO, pPEKTAJbHO, HA3aIbHO, OYKKAIbHO, BarMHAJIbHO WM  4epe3
HMIUTAHTUPOBAHHBIM pe3epByap. TepMUH «IapeHTEPAIbHBIN» B JaHHOM KOHTEKCTE BKIIOYACT
NOAKOXKHBIN,  BHYTPUBCHHBIM,  BHYTPUMBIIICYHBINH,  BHYTPUCYCTaBHBIM,  HHTPACHHOBMAJIbHBIH,
HHTPACTCPHATIBHBIH, HHTPATCKAIbHbIH, BHYTPUIICYCHOUHBIH, BHY TPUOYArOBBIH H BHYTPUUCPEITHOH CIIOCO0
BBCACHUS HWHBCKUMH wiu uHOy3uid. [lpeanodrurensHO, KOMIO3WIMH BBOAAT  IEPOPATBHO,
HHTPANICPUTOHEATBHO WM BHYTPpUBEHHO. CTepriibHbIC (GOPMBI IS HHBEKIUEH KOMITOZHLIUH 110 JAHHOMY
N300PETCHHUIO MOTYT OBITh BOAHBIMH FUTH MACIISTHBIMU CYCIICH3HSIMH. TaKue CYCIEH3UH MOYKHO COCTABIIATh
B COOTBCTCTBHH C TCXHOJOTHSIMH, HM3BCCTHBIMH B JAHHOHW OOJACTH TCXHHKH, C HCIOJb30BAHHEM
NPUTOAHBIX JUCIICPTHPYIOIIMX WK CMAYMBAIOIINX ar¢HTOB M CYCICHAUPYOMUX arcHToB. CTepUibHbIC
KOMITO3H LM JJTS1 HHBCKIIMH MOTYT TaKKe OBITh CTCPHIBHBIM PACTBOPOM HJIH CYCTICH3UCH B HCTOKCHYHOM,
MPUCMIIEMOM [UTsl IAPCHTCPAIBHOTO BBEACHUS Pa30aBUTE/IC WIH PACTBOPHUTEIIC, HAPUMED, PACTBOPOM B
1,3-6yranaunone. Cpeau MPUEMIICMBIX HOCHTCICH M PACTBOPHUTEIICH, KOTOPBHIC MOYKHO HCIIOIB30BATh, —
BOJA, pacTBOp PHHrepa W HM30TOHHYCCKHIA pacTBOp Xjopuaa Harpus. Kpome TOoro, B KadecTse
PaCTBOPUTEIS WM CYCIICHANPYIOIIEH CPeIbl OOBIYHO HCIIONb3YIOT CTCPHIBHEIC HECTYYHE MAaCa.
[0037S5] [na 5Toi meaM MOKHO HCIONB30BATh JTHOOBIC OC3BKYCHBIC HEJICTYYHME MAacia, BKIHOYAs
CHHTCTHUYCCKHC MOHO- WJIM AWTTHUCPUABI. JKUPHBIC KUCIOTHI, TAKHE KaK OJICHHOBAS KHCJIOTA H €€
[JIMLCPUIHBIC TIPOU3BOIHBIC, IPUTOHBI B MPOM3BOACTBE MPETIAPATOB /ISl HHBCKIMH, KaK U MPUPOIHBIC
(dapManeBTHICCKH TPUEMIICMBIC MaCiIa, TAKHE KaK OJTUBKOBOE MACIIO WIIH KACTOPOBOE MACIIO, B YACTHOCTH,
B HMX MOJHOKCHITWIHPOBAaHHBIX (popmax. Takue MacisiHBIC PacTBOPBI WIIM CYCIICH3UH MOTYT TaKKe
COACpKAaTh  JJIMHHOLICTIOUCYHBIC CIUPTOBBIC  pa3OaBUTCIM WIM  JUCICPTaTOpPBl, TAKUC KAk
KapOOKCHMETHIILICIUTIONO3a WM aHAJOTMYHBIC AUCICPTHPYIOIIHNE arcHTH, OOBIMHO HCIOIb3YEMBIC MPH
COCTaBJICHUH (PAPMALICBTHYCCKH MPUEMIICMBIX JICKAPCTBCHHBIX (POPM, BKIFOUAS SMYJIbCHH M CYCIICH3HU.
JU1st COCTABIICHHS JICKAPCTBCHHBIX (DOPM TAKXKE MOXKHO HCIOJB30BATh APYTUC LIMPOKO MPHMCHSICMBIC
MOBCPXHOCTHO-aKTHBHBIC BELICCTBA, TAKHC KAK TBHHBI, CIIAHBI H JPYTHE SMYJIbTUPYIOLINEC arcHTHI I
J00aBKy, yAyYIDAKOMUEe OWOJOCTYIHOCTh, KOTOpPBIC OOBIYHO HCIONB3YIOTCS B  IPOHU3BOACTBE

(hapManeBTHUCCKU MPHEMIEMBIX TBEPABIX, )KUAKHUX HIIH APYTHX JICKAPCTBCHHBIX (PopM.
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[00376] DdapmaneBTHUCCKH TPUEMICMbBIC KOMITOZUIMK 10 JaHHOMY H300PCTCHHIO MOYKHO BBOIHTD
MICPOPATBHO B 000 JICKAPCTBCHHOH (HOPME, MPUESMIICMOM /151 IEPOPAJIBHOTO BBSACHHSI, BK/IIOYAS, HO HE
OrPaHUYHBASICH ITUM, KarCyJbl, TaOJICTKH, BOJHBIC CYCIICH3UH WIIH PacTBOphl. B ciayuae tabnetok ams
NCPOPATBHOrO NPHUMEHCHUSI, TPAAULHOHHO HCIOIB3YEMbIC HOCHTEIH BKIIOYAIOT JIAKTO3Y H KYKYPY3HBIH
kpaxmaj. OObMHO JO0ABMSIOT TAKXKE CMA3bIBAIOIIMC ArcHTHI, TAaKUE Kak creapar Maraus. s
MEPOPATBHOTO BBEACHHS B (POPME KATCYJI MPUMCHHUMBIC pa30aBUTEIIN BKIIOYAIOT JAKTO3Y U BBICYILICHHBIH
KYKypy3HbIH Kpaxmain. [Tpun HeoOX0JUMOCTH MEPOPATIBHOTO MPUMECHEHHS BOJHBIX CYCIICH3HH, AaKTHBHBIN
HHIPSIUCHT OOBECAUHSIOT C SMYJIbIHPYIOIUMU U CYCIICHAUpYOMUME areHTamu. [Ipu HeoOxoanmocTu
TAKOKE MOYKHO JOOABIIATh HCKOTOPBIC TOCIACTHTEIN, BKYCOBbIC JOOABKH HITH OKPAIITHBAIOIINC ATCHTHI.
[00377] AnbrepHaTtHBHO, (apMALECBTHUCCKH MPHEMIICMbIC KOMIO3HLIMH MO JAHHOMY H300PETCHHUIO
MO’KHO BBOIUTh B (pOpME CYMIIO3UTOPUCB I PEKTANbHOro BBeACHMSA. OHH MOTYT OBITH MOJYUCHBI
CMCIICHHEM YKA3aHHOTO arcHTa ¢ MOAXOMAIIMM HEPA3APAKAIOLUIMM BCIOMOTATEIbHBIM BELICCTBOM,
KOTOPOE SIBJISICTCS] TBEPABIM IIPHU KOMHATHOH TEMIIEPATYPE, HO KUIKUM IPH PEKTATBHOM TEMIIEpaType, U
MO3TOMY IIABHUTCS B HPSMOM KHINKE, BBICBOOOXKIAs JEKAPCTBO. TakHe MATEpPHAIbl BKIIOYAIOT KAKAO-
Macio, MUESTHHBIA BOCK U MOIHITHICHTTUKOIIH.

[00378] dapmaneBTHICCKH NPHEMICMBIC KOMIIO3HMLMU [0 JAHHOMY H300PCTCHHIO TAKXKE MOYKHO
BBOAMTH MECTHO, OCOOCHHO €CITU LEIIb JICYCHHS BKIIIOYACT OOJACTH WM OPTaHBbI, JIErKO JOCTYIHBIC MPU
MECTHOM HAHECCHHHM, BKJIOUas 3a00NCBAHUS TI71a3, KOXKH HIM HIDKHCH YacTH KHUIICYHOTO TPAKTaA.
INpuroaHpie KOMIIO3UIMHK AT MECTHOTO NMPUMEHEHHUS O€3 TPYAA MOIYYAIOT I KOKIOH M3 YKAa3aHHBIX
001acTeH UITH OPraHoB.

[00379] MecTHOEC NPUMEHECHHE I HIDKHCH YacTH KHINCYHOTO TPAKTA MOKHO OCYLICCTBIATH C
MOMOIINBIO JICKAPCTBCHHOW (HOPMBI  PCKTATIBHBIX CYIIO3UTOPHEB (CM. BBIIIC) HJIH B IPUTOJHON
JCKAPCTBEHHOH (hopMme [tst KITu3Mbl. Takyke MOXKHO HCIOJIb30BATh MECTHBIC TPAHCACPMATbHBIC TUIACTHIPH.
[00380] IIpenioxkenHbie (HapMALCBTHUCCKH MPHEMIICMbBIC KOMIO3HLIMH AJISI MECTHOTO NMPHUMCHCHHUSI
MOTYT OBITh COCTaBJICHBI B BHAC NPHUIOAHOW Mas3H, COACPKAINCH AKTHBHBIH KOMITOHCHT,
CYCIICHIUPOBAHHBIA HIIH PACTBOPCHHBIA B OJHOM WiIH Oojee Hocureasix. Hocurenm amst MECTHOro
BBCICHUS COCAMHCHUI 10 JAHHOMY H300PCTCHHIO BKITFOUAIOT, HO HC OTPAHUYHBAIOTCS. UIMH, MHHCPATBHOC
Macio, OKHIKHA  [eTposiaryMm, OCdblii  METPONaryM,  NPOMWICHIVIHKONIb,  IOJHOKCHATHIICH,
MOTHOKCUIIPOIIIICHOBBIC COCAMHCHUS, SMYIbIHPYIOIIHA BOCK H BOAY. AJIBTCPHATHBHO, MPEIIOKCHHBIC
(bapMaLCBTHYCCKA MPUCMIICMBIC KOMIIO3HIIMH MOTYT OBITH COCTABJCHBI B BHAC COOTBCTCTBYIOLICTO
JOCHOHA WIH KPEMa, COACPIKALICTO AKTHBHBIC KOMIIOHCHTHI, CYCIICHIUPOBAHHBIC WIH PAaCTBOPCHHBIC B
oAHOM WU Oosee (papMaLCBTHICCKHA MPUEMICMBIX HOCHUTENSAX. [IPHrOAHBIC HOCHUTEIH BKIIOYAIOT, HE
OTPAHUYHUBAIOTCS MMHU, MHHCPATBHOS MAcClo, COpOHUTaHMOHOCTEapar, moaucopdar 60, BOCKH CIIOKHBIX
LICTHIOBEIX 3(HPOB, LCTCAPHIOBBIH CITHPT, 2-OKTHIJ0ACKAHO, OCH3UIOBbII CIIMPT U BOAY.

[00381] IIpennokeHHbIC (DapMALCBTHYICCKU MPHEMICMBIC KOMIIO3ULUH [T ODTaIbMOIOTHICCKOTO
NPUMCHCHHUSI MOTYT OBITh COCTaBJICHBI B BHAC MHKPOHH3HPOBAHHBIX CYCIICH3WH B HM30TOHHYCCKOM
CTCPUIIBHOM COJICBOM pPacTBOPE C BHIBEPCHHbBIM pH WiIH, OpeAnoOYTHTENbHO, B BHAC pPacTBOpa B

HU30TOHUYUCCKOM CTCPUIIBHOM COJICBOM PacTBOPC C€ BBIBCPCHHBIM pH, C KOHCCPBAHTOM WU oe3
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KOHCEPBAHTA, TAKOTO KaK XJIOPUA OCH3AIKOHMA. AIBTCPHATHBHO, (apMarcBTUUCCKH TPHUEMIICMBIC
KOMITO3ULIMHU A/ O TATbMOJIOTHISCKOTO MPHUMEHEHHUS MOTYT OBITh COCTABJICHBI B (POPME Ma3H, HAPUMED,
B IIETPOJIATYME.

[00382] dapmareBTHYCCKH MPUEMICMBIC KOMIO3HLIUHU MO AAHHOMY H300PETCHHIO TAKKE MOYKHO
BBOAHTH B (hOPME HA3ATBHOTO a3PO30JIsl WM HHIASILUH. Takue KOMIIO3ULMH MOIYYAIOT B COOTBETCTBHU
C TEXHOJIOTHSMH, XOPOIIO U3BECTHBIMH B 00IACTH COCTABICHHs (apMaLCBTUICCKUX KOMIO3ULIMH, U OHU
MOTYT OBITh TONYYICHB B BHAC PACTBOPOB B COJICBOM PACTBOPE C HUCIIOIb30BAHUEM OCH3MIOBOTO CIIHUPTA
WINA JPYTrHX HPUTOAHBIX KOHCEPBAHTOB, YCHIUTENCH abcopOuum Al yIy4IeHHS OHUOJOCTYITHOCTH,
(hTOPYIIEPOAOB W/WIH APYTUX OOBIMHBIX COMIOOMIU3UPYIOLINX WIH AUCTICPTUPYIOLINX ar¢HTOB,

[00383] Haubonee npeanoutHTenpHO, (HapMALECBTUYCCKH MPUEMIIEMbIC KOMIIO3UIMU 1O JAAHHOMY
H300PETCHHUIO COCTABILIIOT B JICKAPCTBCHHBIC (POPMBI ISl TIEPOPATBHOTO BBEACHMS. TaKHe KOMIIO3HULIMU
MOJKHO BBOAWTh C MUINCH wmiam Oe3 Hee. B HEKOTOpHIX BapHaHTax peamu3aimu (hapMaLeBTHICCKU
MPUEMIIEMbIC KOMIIO3HLIUH 10 JAHHOMY H300pETCHHIO BBOAAT O¢3 nuiny. B apyrux Bapuantax peanuzanmu
(bapMaLeBTHYESCKH MPHEMIIEMBIC KOMIIO3ULIMH [0 JAHHOMY H300PETECHHIO BBOAAT C IMHINCH.

[00384] KonmuecTBo COCAMHCHHI MO JAHHOMY H300PETCHHIO, KOTOPOE MOKHO KOMOHHHPOBATH C
MaTepHATAMU-HOCUTEISIMH IS TIOJIYICHHS. KOMIIO3UIIMK B €IMHUYHOHN JIEKAPCTBEHHOH (OpME, MOXKET
BApBUPOBATHCS B 3aBHCHUMOCTH OT PELUIHCHTA, INOJICKAIIETO JICUCHUIO, M KOHKPETHOTO Crocoda
BBCACHUA. [IpeANOYTHUTENBHO, NPEATOKCHHBIC KOMIIOZULMH COCTAB/LSIIOT TAK, YTOOBI IMALUCHTY,
MPUHHAMAIOIICMY YKa3aHHBIC KOMITO3ULIMK, Obl1a BBeAcHa q03a B auarna3oHe 0,01-100 mr/kr maccer Terna B
CYTKH YKa3aHHOTO HHIHOUTOPA.

[00385] Takke caeayeT MOHMMATh, YTO KOHKPETHAS 1032 M CXEMa JICUCHHUS JFOOOr0 KOHKPETHOTO
MALKCHTA 3aBHCAT OT PA3IMYHBIX (DAKTOPOB, BKIOYAS AKTHBHOCTh KOHKPETHOTO HCIIOIB3YEMOTO
COCAMHCHHS, BO3PACT, MACcCy Tela, 00Iee COCTOSIHUC 3A0POBbSI, MOJI, MUTAHKE, BPEMsI BBSCHHUS, CKOPOCTh
OKCKPCLMH, COYCTAHHC JICKAPCTB, PCIICHHC JICYALICTO Bpada M TSHKECTh KOHKPETHOTO 3a00JICBaHHSL,
noAJICKALIEro JicueHH0. KOMMIecTBO COCAMHCHHS M0 JAHHOMY H300PCTCHHIO B KOMITO3HIMH TAKKe

3aBUCUT OT KOHKPCTHOTI'O COCAUHCHUA B yKaSaHHOﬁ KOMITO3HIIHH.

Tlpumenenue coedunenuii u papmayesmuuecku NPUEMIEMbIX KOMNOZUWULL

[00386] CocaunHeHHS W KOMIIO3WITHM, OMMCAHHBIC B JAHHOM JOKYMCHTE, OOBIYHO TMPUTOMHBI IS
CCIICKTHBHOTO TICPCHAIIPABICHUS DHIOTCHHBIX aHTHTC B MOBPCKICHHBIC KIICTKH, HANPUMEP, PAKOBBIC
KICTKH, YTO WHHUIMHPYCT AHTHUTEIO-HAMPABICHHBIN, KJICTOYHO-OTIOCPESIOBAHHBIM HMMYHHBIH OTBECT,
HAMPHUMEP, IUTOTOKCHYHOCTb .

[00387] B HCEKOTOpBIX BapHaHTAX pPCATH3ALMH JAHHOTO HM300PSTCHHUSI MPEIIOKCHB  CIIOCOOBI
MPUBJICUCHUS AHTHUTEIT, HAPUMEP, SHIOTCHHBIX AHTHUTEIT, K MUIICHH, KOTOPHIC BKJIFOUAIOT MPHUBCACHUC B
KOHTAKT MHIIICHHU C TIPS TOKCHHBIM ar¢HTOM, COCIHHCHHEM HITH KOMITO3HMIIHNCH. B HEKOTOPBIX BapraHTax
peaTH3alie TPUBICUCHHBIC AHTUTENIA BKIIIOUAIOT OJHO WM OO0JICe SHIAOTCHHBIX aHTHUTEN. B HEKOTOpPHIX
BaPUAHTAX PCATM3AIINH TIPUBJICUCHHBIC AHTUTENIA 00IATA0T CIICIM(PUIHOCTHIO B OTHOIICHHH OTHOTO HJIH

Ooyice aHmTHrcHOB. B HCKOTOPBIX BapHaHTaX pcau3alii IMPUBJICUYCHHBIC aHTUTCIIA O6J'Ia,E[aIOT
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CreI(pUIHOCTHIO B OTHOIICHUH OJHOTO HIHM 0OJiCe MENTHIHBIX AHTHICHOB WK OenkoB. B HEKOTOpBIX
BapHAHTAX PCATH3ALINH [IPUBJICUCHHBIC AHTUTEA SIBIIIFOTCSI TETCPOrCHHBIMU B TOM OTHOLICHHH, YTO OHU
HC SIBJIIIOTCSL QHTHTE/IAMH B OTHOIICHHH OJHOTO M TOTO YK€ AHTHI'CHA MITH OCIIKA.
[00388] B HekOTOpBIX BapHaHTAX pPEATH3ALMH JAHHOTO HM300PETCHHUSI MPEIIOKCHBI  CIIOCOOBI
NPUBJICYCHAS UMMYHHOW KJICTKH K MHIICHH, KOTOPHIC BKJIIOYAIOT MPUBCACHUC B KOHTAKT MHUIICHH C
NPEIIOKCHHBIM ar¢HTOM, COCAHMHCHHUECM HITH KOMITO3ULIUCH.
[00389] B HexkoTOpBIX BapHaHTAX pEATH3ALMH JAHHOTO HM300PETCHHUSI MPEIIOKCHBI  CIIOCOOBI
MHULMALMY, BO30OY)KACHHUS, BOBICUCHUS W/IIM YCWICHHS OJHOTO WIH Oonee ACHCTBUH HMMYHHOM
CHCTEMBI MPOTHB MHINCHH, KOTOPHIC BK/IIOYAIOT MPHUBCACHHC B KOHTAKT MHINCHH C IPEITOKCHHBIM
arcHTOM, COCAMHCHUEM WM KOMITO3HMLIMEH. B HEKOTOpPBIX BapuaHTax peanu3auniy ACHCTBHEC UMMYHHOH
cucteMsl mpeacrasisier cobol nnu BkimodaeT ADCC. B HexoTOprIX BapHaHTaxX peanusalvy JeHCTBUE
UMMYHHOHM CHCTEMBI mpeacTasiseT coOoi nnu Brimouact ADCP. B HekoTOpsIX BapHaHTax peanusanuu
JCHCTBHC MMMYHHOM CHCTeMBI mpeactasisier coboit win Briarouact 1 ADCC, u ADCP. B Hexotopeix
BAPHAHTAX pCATU3ALMM JCHCTBHC HMMYHHOH CHCTEMBI MPEACTABISCT COOOH HIM  BKIIOYACT
KoMILIeMeHT3aBuCHMYI0 1UToTOKCHYHOCTh (CDC). B HEkOTOpBIX BapwaHTax peanu3aliy ACHCTBHE
UMMYHHOM CHCTEMBI IIPeACTABIsICT coO0H nnun Bkirouaet ADCVIL
[00390] B HexoTOpHIX BapHaHTaX peaTM3ALMH MHLICHb MPEICTAB/SIET COOOH PakoBYIO KICTKY. B
HEKOTOPBIX BAPHAHTAX PEATH3ALUH MUIICHD IIPEACTABIICT COOOH PAKOBYIO KJIETKY B OPraHH3ME CYOBCKTA.
B HexkoTOpBIX BapHaHTAX peATH3ALMM MPEIATOKCHHBIC CIIOCOOBI BKIIOYAIOT BBEACHHE CYOBEKTY
MPEATONKCHHOTO ar¢HTa, COCIUHCHIUS HITH KOMIIO3ULIHH.
[00391] B HekOTOpHIX BapHaHTAX pPEANU3ALMH, MPHU NPUBCACHHH B KOHTAKT C HMX MHIICHBIO,
MPCAIOKCHHBIC arcHTHl U COCAHHCHHS OOpPa3yrOT KOMILUICKCHI C aHTHUTEIaMH W perentopamMu Fc Ha
KJICTKaX-MHIICHIX. B HEKOTOPBIX BapHaHTax PealM3alidd JAHHOTO U300PETCHHUS MPCITI0KEH KOMIUICKC,
COAECPoKALIHI:
arcHT, KOTOPBIN COJAEPKHUT:
AHTHTEIIOCBS3BIBAIOINNI (hPArMCHT,
MHILICHb-CBSI3BIBAIOLIHI (pparMeHT U
HEO0S3aTEIBHO THHKEPHBIA (DPAarMeHT,
obmacts Fc u
peuerrrop Fc,
NpAIEM AHTUTEIOCBSI3bIBAIOL U (dparmMeHT HNPEACTABIIACT coboi YHUBEPCANbHBIN
AHTHUTEIIOCBS3BIBAIOIINI (DPArMCHT.
[00392] B HekoTOpHIX BapHAHTAX PCATM3AIMK JAHHOTO H30OPCTCHHS MPEIIOKCHBI KOMIUICKCHI,
coJepaKalIye 1Ba WK 00Nee KOMIUICKCOB, KX IBIH U3 KOTOPHIX HE3ABHCUMO COACPIKHUT:
arcHT, KOTOPBIU COAEPKHUT:
AHTHTEIIOCBS3BIBAIOIINI (PArMCHT,
MHLICHb-CBSI3BIBAIOLIHI (pparMeHT U

HEo0s3aTEIbHO THHKEPHBIA (DParMeHT,
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obnacts Fc u

peuerrrop Fc,
mpudeM obnactu F¢ yka3aHHBIX KOMIUICKCOB MPEACTABISIOT co00M oOmactu Fc anturen w/wiu ux
(parMeHTOB MPOTHB PA3IUYHBIX AHTHICHOB HITH OCIKOB.
[00393] B nekoropeix BapuaHTax peanu3anuu odnactu Fc ykazaHHBIX KOMIUICKCOB MPEACTABISIOT
coboii obnactu Fc anTuten w/nmm ux GparMeHTOB NPOTHB Pa3IHYHBIX OenKkoB. B HEKOTOPEIX BapuaHTax
peanuzanuu oxHa unu Oonee obmactedt Fc sBmsrorcs oOmactsmu FC SHAOTCHHBIX aHTHUTET W/HIHA HX
(dparMeHTOB.
[00394] B 1aHHOM KOHTEKCTE TCPMHHBI (JICUHT», <(JICUUTBY U <«JICICHHE» OTHOCATCS K
PECBEPCHPOBAHMIO, OOJCTYCHHUIO, OTCPOUYKE BO3HHUKHOBCHHUS WM 3aMEIJICHUIO IPOrPECCHPOBAHU
3a00J€BaHUsl WM PACCTPOWCTBA, WM OJHOTO WIM OOJEE €ro CHMITOMOB, KaK OIUCAHO B JAHHOM
JOKYMEHTE. B HEKOTOPBIX BapHaHTaX peaaH3alliy JCUCHUE MOXKHO BBOJHTH ITOCIIC MPOSIBICHUS OJHOTO
wia G6onee cumnToMoB. B apyrux BapuaHTax JI€YCHHE MOYKHO BBOJUTH B OTCYTCTBHE CHMIITOMOB.
Hampumep, neueHHe MOXHO BBOAUTH HPEAPACIONOKCHHOMY HHAMBHAYYMY [0 BO3HHUKHOBCHHS
CHMITOMOB (HAampuMep, ¢ YYETOM aHAMHE3a CHMITOMOB W/HIIM C YYE€TOM TCHCTHYCCKUX WIH APYTHX
(baxTOPOB IPEaPACTIONOKEHHOCTH). JIeueHHe Takke MOXKHO IMPOJOIDKATH ITOCIC YCTPAHECHHS CUMITTOMOB,
HAIIpUMeEp, A NPEIYIPEKICHUS UIH OTCPOUKH UX PELIMIAMBA.
[00395] B nHexoTOpBIX BapHaHTaX pPCaTH3aLUM JAHHOTO M300PETCHHS MPEIIOKCH CIOCO0 JICUCHHUS
OHOTO WM OONee PacCTPOMCTB, 3a00ICBAHMI W/WIHM MATOJOTHYCCKUX COCTOSHUH, MPHYEM YKa3aHHOE
paccTpoicTBO, 3a00ICBAHKE HITH MMATOJIOTHICCKOS COCTOSHHEC NPEACTABIICT COOO0H pax.
[00396] TepmuH «HEOILIA3MS) HIIH «PAK) HCIOIb30BAH B TCKCTE JAHHOTO OTUCAHUS /ISl 0003HAYCHUSI
MATOJIOTHUCCKOTO  MPOLIECCa, KOTOPbI MPHBOAMT K OOpPa30OBaHHIO M POCTY PaKOBOTO KM
370KAYCCTBCHHOTO HOBOOOPA30BaHMs, T.C. MATOJOTMYCCKOH TKAaHM, KOTOpas pacTeT BCICACTBHEC
KJICTOYHOU mpoiudepauny, 3a4acTyro ObICTPEe, Y€M HOPMANIbHASl TKAaHb, U MPOJO/DKACT PACTH IMOCIC
VCTpaHCHHS MPUYMHBI, WHHULHHAPOBABLICH HOBBIA POCT. 3JIOKAYCCTBCHHBIC HOBOOOPA30BAHMS
JCMOHCTPHUPYIOT YaCTHYHOC WK IMOJHOC OTCYTCTBHE CTPYKTYPHOW OpraHu3anud U (YHKIHOHATbHON
KOOPAWHALMK C HOPMAIBHOM TKAHBIO, W OOJBIIMHCTBO M3 HHUX MPOHHKAIOT B OKPY)KAOIIHUC TKAHU,
METaCcTa3HPYIOT B HECKOJIBKO OYaroB M MOTYT PECLUIHBUPOBATE MOCJC MOMBITKH VAAJICHHUS U BBI3BIBATDH
CMEPTh MALMCHTA MPH OTCYTCTBHU HAICKALICTO JICUCHHI. B TaHHOM KOHTCKCTE TCPMUH «HCOIUIA3HS»
HCIIOJb30BAH AUl OMMCAHHS BCEX PAKOBBIX OOJC3HCHHBIX COCTOSHHN M BKJIIOYACT WIIH OXBATHIBACT
MATOJOTHYCCKHE MPOLECCH, CBS3aHHBIC CO 3JOKAYCCTBCHHBIMH TI€MATOTCHHBIMH, ACLHUTHBIMH U
COMMIOHBIMH ONMYXOJSMH. WImOCTpaTHBHBIC pakoBbic 3a00JCBaHUS BKIIOYAIOT, HAOPUMEP, pak
MPEACTATEILHOH KEeJIe3bl, MCTACTATUYCCKUI PaK NPEACTATCIBHON JKEIE3bI, PaK KEIYAKA, TOICTOW KHIIKH,
NpAMON KUILIKH, NEUYECHH, MOIKEIYJOUHOMN KENE3bl, JETKUX, MOJIOYHOHM >KENIEe3bl, MIEHUKU MAaTKH, TEa
MAaTKH, IMYHHAKA, SMYCK, MOYCBOTO Ty3bIpst, mouek, rososHoro mo3ra/LIHC, romosst u meu, ropia, 00/1e3Hb
XO0KKUHA, HEXOPKKUHCKYIO TUM(POMY, MHOXKECTBEHHY IO MUCIIOMY, JICHKO3, MCJITAHOMY, HEMCIAHOMHBIH
paK KOXKH, OCTPHIH NHM(pOLUTAPHBIN JICHKO3, OCTPBIH MHEIOreHHBIH Jeliko3, capkomy IOwuHra,

MCIKOKJICTOUHBIH  PaK  JICTKUX, XOPHOKAPILHUHOMY, pa0aOMHOCApPKOMY, OMNyXojdb  Buibmca,
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HEHPOOIACTOMY, JICHKO3 BOPCHUCTHIX KICTOK, PAK MTOJOCTH PTa/TIOTKH, MHIIEBO/A, TOPTAHH, PaK TOUCK H
auM(pOoMy, CPEIH TPOUETO, KOTOPHIC MOYKHO JICUWTH OJHWM HIH OO0JICC COCAVMHCHHUIMH IO JTaHHOMY
u3obpercunto. Cpeau MmMpodero, MPEII0KCHHBIC TCXHOJOTHH (HANPUMEDP, COCAMHCHHS, KOMITO3HIINH,
CrocoObl | T.[.) 0COOCHHO MPUTOAHBI /IS MPSAYIPEHKIACHUS /UK ICUCHUS PaKa.

[00397] Kpome Toro, B JaHHOM H30OPETCHUH TPEII0KCHO MIPUMCHCHUC COCIUHCHUS B COOTBCTCTBUH
C OTPCACICHUAMH, MPUBCACHHBIME B JAHHOM JOKYMCHTE, WK €T0 (hapMallcBTHICCKH TIPUSMIICMOH COJTH,
WIM €ro TrHipaTa, WIH COJAbBaTa /I TMOJIYYCHHS JICKAPCTBEHHOTO CPEACTBA A  JICUCHHUS

npoaudepaTHBHOTO 3a00ICBAHMS.

Komounuposannvie mepanuu

[00398] B 3aBrHCHMOCTH OT KOHKPETHOTO TATOJOTHYCCKOTO COCTOSHHS WK 3a00JICBaHUS,
MOJIEXKAIIETO JICUCHUIO, B KOMOMHALIMY C COSAVHECHMSIMH M KOMITOZULMSMY 10 JAHHOMY H300PETCHHIO
MO’KHO BBOJUTBH JOIOJHHUTCIIBHBIC TCPANCBTHYCCKAC ArcHTHI, KOTOPHIC OOBIYHO BBOAT A/ JICUCHHUS
JAHHOTO TIATOJIOTHYECKOrO COCTOSHUSA. B JaHHOM KOHTEKCTE [ONONHHUTEIBHBIE TEPANICBTUYCCKUE
CPEACTBA, KOTOPHIC OOBIYHO BBOJST U JICUCHHS KOHKPETHOrO 3a00JCBAaHHS HIM HATOIOTHYCCKOTO
COCTOSIHUSI, U3BECTHBI KaK «IPUTOJHBIC A JAHHOTO 3a00JCBAHUS WM HATOJOTHUYECKOTO COCTOSHUS,
MOJIEAKAIIETO JCUCHHUION.

[00399] B HexkoTOphIX BapHaHTAX PEATH3ALHUU IPEIIOKCHHYIO KOMOWHALIHIO WA KOMIIO3HLIHIO
BBOJST B COYCTAHUH C APYTHM TCPANCBTHUCCKUM ar¢HTOM.

[00400] TIIprmvepsr arcHTOB, KOTOPBIC MOXHO HCIOJIb30BaTh B KOMOHMHALMSAX IO JAaHHOMY
HM300PETCHHIO, BKIIIOYAIOT, 03 OTPAHHUCHHS TPErHaparsl MPOTHUB OOJC3HH AJbUreHMEpa, TAKHUC Kak
Aricept® u Excelon®; npemapatsi npotus BUY, Takue kak pUTOHABHMp; MpEMapaTsl MPOTUB OOJE3HU
INapxuncona, takue kak L-JIOITA/xapOupomna, SHTaKamoH, POMHHPOJ, MPAMHUIICKCON, OPOMOKPHIITHH,
MCProaua, TPUreKCe(HCHAMT U AMAHTA/IHH, ar¢HTHI U1 JICUCHHUS PACCEIHHOTO CKiepo3a (MS), Takue kak
6eta-unTepdepon (Hanpumep, Avonex® u Rebif®), Copaxone® 1 MHTOKCAHTPOH; MPENAPATHI A1 JTCUCHHS
acTMBbI, Takue Kak ampOyrepon u Singulair®; areHTsl q1s JeueHHMs MU30(QPEHUN, TAKHE KaK 3HIPEKCA,
pUCIICpAaN, CCPOKBEIb H TATONCPHIOT;, TPOTUBOBOCTIAIUTEIBHBIC ar¢HThI, TAKHE KAK KOPTHKOCTCPOHIEL
6moxaroper TNF, IL-1 RA, azatronpus, unkiodochamun u cynsdacaiazi; IMMYHOMOIYTHPYIOLIHE H
HMMYHOJCIIPECCUBHBIC ArcHTH, TAKHE KaK LHKIOCHOPHH, TAaKPOJIMMYC, PaNaMHLUH, MHUKO(EHOIAT
Moerna, uHTCPDCPOHBI, KOPTHKOCTCPOUAbl, Iwkinodochamu, azatnonpud U  cyiasdacaiasu,
HelipoTpoduueckue (AaKTOPBI, TAKWC KAK HMHTCHOUTOPBI AlCTHIXOIHHACTEepasbl, uHruOutopsr MAO,
UHTCP(EPOHBI, MPOTHBOCYAOPOKHBIC Npenaparbl, ONOKATOPbl HOHHBIX KAHAIOB, PUIY307d H arcHTHI
npotus Oone3nu [ lapkuHCcOHA; areHTH 1 ICUESHUs CEPACYHO-COCYIUCTIX 3a00ICBaHUH, TaKHE Kak Oera-
6moxaropel, uaruduTopel ACE, auypetnku, HUTparbl, OJIOKATOPHI KAJTBLUCBHIX KAHAIOB M CTATHHBL,
arcHThI A7 JICUCHHs OONC3HM NMEYCHH, TAKHE KaK KOPTHKOCTCPOMIBI, XOJICCTUPAMHUH, HHTCPPEPOHEI U
MPOTHBOBUPYCHBIC AarcHTHI, arcHThl I JICYCHWS HAPYLUICHHH CO CTOPOHBI KPOBH, TaKHE Kak
KOPTHKOCTEPOUIbI, TPOTUBOJICHKO3HEIE arcHTHl U (PaKTOPBI POCTA; arcHThl, KOTOPHIC MPOATICBAOT HIIH

yIyqmaT (apMaKOKUHCTHKY, TaKHEe Kak WHrHOuTOopel murtoxpoma P450 (t.e. uHrUOHUTOPHI
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Metabommiaeckoro pacmerniicHus) u uHruouTopel CYP3A4 (HanpuMvep, KETOKOHA30M W PHUTOHABUD), a
TaKKE arcHTHI A1 TCYCHUS MIMMYHOAC(HULUTHBIX HAPYIICHUH, TAKHE KaK TraMMa-TJI00YIHH.

[00401] B HEkOTOpBIX BApHAHTAX peATH3ALHMH KOMOHHHPOBAHHBIC TCPAITHH 110 JAHHOMY H300PETCHHUIO
Wi ux (apManeBTHYCCKH NPHEMIICMBIC KOMIIO3MLIUH BBOAST B COYCTAHHH C MOHOKJIOHATBHBIM
aHTHUTEIOM MH TepaneBTaueckoit MuPHK.

[00402] Takwe AOMOTHUTCIBHBIC AarcHTBI MOYKHO BBOMUTH OTACIBHO OT  MPSITOKCHHOM
KOMOVMHHMPOBAHHOH TEPAITUH, KaK YacTh CIOKHOM CXEMBI JICUCHHUS. ANBTCPHATHBHO, YKA3aHHBIC arcHTHI
MOT'YT OBITh YaCTBIO CTUHUIHOM JIEKAPCTBEHHOH (HOPMBI, CMEIIAHHBIC C MPEII0KEHHBIM COCTHHEHHUEM I10
JAHHOMY HM300PETCHHIO B OXHOW KOMIIO3uLMy. Ilpy BBEICHHM B COCTaBE CIOXKHOM CXEMBI JICUCHHS, JBA
AKTHBHBIX arcHTa MOTYT OBITh 0OECIICUCHB! OJHOBPEMEHHO, ITOCIESI0BATEIPHO HIIH YePe3 ONPEACICHHBIA
MEPUOJ BPEMEHHU APYT OT APYTa, OOBIYHO B MPEEnax IATH YacOB APYT OT APYTa.

[00403] B pmaHHOM KOHTEKCTE TEPMHMH «KOMOWHALMSY, «KOMOWHHMPOBAHHBIH» W POJCTBCHHBIC
TEPMUHBI OTHOCATCSA K OJHOBPEMEHHOMY HIIH MOCJIECAOBATEIPHOMY BBEACHUIO TEPANICBTUUCCKUX CPEICTB
1o JaHHOMY H300pereHH0. Hampumep, KOMOMHALMIO MO AaHHOMY H300PETCHHIO MOXKHO BBOAMTH C
JPYTHM TEPANECBTUYECKAM Aar¢HTOM OJHOBPEMEHHO WM IOCICAOBATEIBHO B OTACIBHBIX CAMHUYHBIX
JCKAPCTBEHHBIX (popMax WM BMECTE B OJHOM ¢ IMHUYIHON JICKAPCTBEHHOU (opme.

[00404] KoamdecTBO IOMOMHHUTEIBHOIO TCPANCBTHYCCKOTO CPEACTBA, MPHUCYTCTBYIOLICTO B
KOMIIO3HIHSIX [0 JAHHOMY H300PETEHHUIO, COCTABILICT HE 0071€€, 4EM KOIUYECTBO, KOTOPOE OOBITHO BBOAT
B KOMITO3HLIMY, COAEPXKAIIECH AAHHBIM TEPaNeBTUYCCKUN areHT B KAYECTBE €JUHCTBEHHOIO AKTUBHOTO
arcHTa. [IpeanoYTHTEIPHO, KOTHYCCTBO AOTIOTHUTEIBHOTO TCPANICBTUYCCKOTO CPEACTBA B OMHMCAHHBIX B
JAHHOM JOKYMCHTC KOMIIO3HIHMSIX coctaBisier or okoyo 50% mo 100% oT koauuecTBa, OOBITHO
MPUCYTCTBYIOIICTO B KOMITO3ULIMH, COACPKAIICH MAHHBIN arcHT B KaYCCTBE CAMHCTBCHHOTO aKTHBHOTO
arcHTa.

[00405] B oagHoM BapuaHTe peanusal  JAHHOTO H300PCTEHHS TNPCAIONKCHA KOMITO3HIUS,
coaepxkamas coeaunaeuue Gopmy.ast I, I wmm 11 u oqus wau Oonee AOMOHUTEIBHBIX TCPAIICBTHUCCKUX
arcHToB. TepaneBTUYCCKUI areHT MOXKHO BBOIUTh BMecTe ¢ coeaunHeHueM (popmynst I, IT wiu 11, wm
MOXKHO BBOAWMTH A0 wiu mnocie BeeacHus coeauHeHwss ¢opmynsl I, II wou III. Tlpurognsie
TCPaNCBTHYCCKUC AarcHTH 0OO0Jiceé MOAPOOHO ONMHCAHBI HIDKC. B HEKOTOPHIX BapHAHTAX peaTH3aLid
coeauncHue ¢popmynst I, II wmu III MoxxHO BBOAWMTH B TedeHHE A0 5 MuHyT, 10 muHyT, 15 MuHYT, 30
MuHYT, | gaca, 2 gyacos, 3 gacos, 4 gacos, 5 gacos, 6 yacos, 7 4acos, 8 wacos, 9 wacos, 10 gacos, 11 wacos,
12 wacos, 13 wuacos, 14 wacos, 15 wacos, 16 wacos, 17 waco mmm 18 wacoB 40 ykazaHHOTO
TepaneBTHUCCKOro arcura. B npyrux BapuanTax peamusanuu coeauneHue Gopmyast I, II wm I moxsO
BBOAUTE B TcucHHUE 10 5 munyt, 10 MunyT, 15 MuayT, 30 munyt, 1 gaca, 2 gacos, 3 gacos, 4 gacos, 3
gacoB, 6 yacoB, 7 4acos, 8 yacos, 9 gacos, 10 gacos, 11 gacos, 12 gacos, 13 gacos, 14 gacos, 15 Jacos,
16 gacos, 17 yacos mn 18 wacos mocne yka3aHHOTO TEPAIEBTUYECKOTO arcHTa.

[00406] B apyrom BapHaHTE peanu3alMHd AAHHOTO H300PETCHUSI MPEIIOKCH CHOCOO JICUCHHMS
BOCIIAIUTEIIEHOTO 3a00ICBaHMS, PACCTPONCTBA WITH NMATOJIOTHUECKOTO COCTOSIHHUS MOCPEACTBOM BBEACHUS

MALMCHTY, Hy)Xaaoomemycs B 5toM, coeamHeHus ¢opmynsl I, II wmu III m ogHoro mmm Gomee
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JOTIOTHUTCTBHBIX TCPANCBTHYCCKUX arcHTOB. Takue JAOTOTHUTCIIBHBIC TCPANCBTHUCCKHE arCHTHI MOTYT
MPSACTABIATE COOOH HU3KOMOJICKYIIIPHBIC COCTUHCHUS WITH PCKOMOWHAHTHBIC OHOJIOTHYICCKHC arcHTh |
BKJIIOUAIOT, HAIIPUMEP, alleTaMHHO(EH, HECTEpOUHBIC MPOTUBOBOCTAINTENbHEIE penaparsl (NSAIDS),
TAKUEC KaK acmupuH, nOympodeH, HampokceH, 3toaoak (Lodine®) u uenekokcuod, konxunuH (Colcrys®),
KOPTHKOCTCPOUIBI, TAKAC KaK TPCIHHU30H, TPCIHU3O0JOH, MCTHIIPSIHUIONOH, THAPOKOPTH3OH U T.II.,
npoOeHE LN/, AJUTOTYPHHOJI, debykcocTar (Uloric®), cynbacanasun (Azulfidine®),
MPOTHBOMAJISIPHUIHBIC MPENApaThl, Takue Kak ruapoxcuxiaopoxuH (Plaquenil®) u xmopoxuH (Aralen®),
meToTpekcaT (Rheumatrex®), comu 30/10Ta, TaKKe Kak 3070TO-THOTTIOK03a (Solganal ®), 30moTo-THOMAaaT
(Myochrysine®) u aypanodus (Ridaura®), D-nenummniamus (Depen® wiu Cuprimine®), azatuonpux
(Imuran®), nukmodochamua (Cytoxan®), xaopamOyuma (Leukeran®), nuknocnopun (Sandimmune®),
aeayaomun (Arava®) u «antu-TNF» arents, takme kak staHepuent (Enbrel®), undauxcumabd
(Remicade®), romumymad (Simponi®), nepromm3ymad meron (Cimzia®) u amanmmymad (Humira®),
«antu-IL-1» areurer, Takue kax anakuapa (Kineret®) u pumonanent (Arcalyst®), kanakuaymad (Ilaris®),
antu-Jak HHrEOUTOPEI, TaKKE KaK TOGALUUTHHUO, AaHTHTEIA, Takue Kak putykcumad (Rituxan®), «antu-T-
KJICTOYHBICY arcHThl, Takue kak adaranent (Orencia®), «antu-IL-6» arcHTHI, Takue Kak TOLHIH3YMAO
(Actemra®), aukiaodeHaK, KOPTH30H, rHadypoHoBas kuciaota (Synvisc® wmun  Hyalgan®),
MOHOK/IOHAJIBHBIC AHTHUTE/IA, TAKHAC KaK TAaHE3yMald, aHTHKOAry IsHTHI, Takue kak rermapeH (Calcinparine®
wi Liquaemin®) u Bap¢apun (Coumadin®), npoTHBOHapEeHHbIC IPENAPATH, TAKHE KaK AU(PESHOKCHUIAT
(Lomotil®) u nomepamun (Imodium®), arcHTH, CBSI3BIBAIOLINC JKCITIHBIC KHCIIOTHI, TAKHC Kak
xoaectapamuH, amoceTpoH (Lotronex®), myoumnpocTon (Amitiza®), crabuTeIpHBIC MPETAPaTh, TAKUEC KaK
B3BECh Marsesmu, mnouudTHiICHraukoab (MiraLax®), Dulcolax®, Correctol® u  Senokot®,
AHTUXOMHCPTHUYCCKUC WM AHTUCIA3MATHUCCKUE Mpemaparsl, Takue kak auunukiaoMuH (Bentyl®),
Singulair®, 6eTa-2-aroHucTsi, Takue kak anpoyrepo (Ventolin® HFA, Proventil® HFA), nepanOyrepost
(Xopenex®), meranporepeHon (Alupent®), mupOyrepona amerar (Maxair®), tepOyranuHa cyibdar
(Brethaire®), canmmerepona kcunadoar (Serevent®) u dpopmorepon (Foradil®), aHTHXONMMHEPrUUISCKHES
arcHThl, Takue Kak wumparporus Opomun (Atrovent®) u TeOTpomwmit (Spiriva®), HHraIsSIHOHHBIC
KOPTHKOCTCPOHIbI, Takue Kak OckmomeTasona aunporuoHar (Beclovent®, Qvar® u Vanceril®),
TpuaMUuHOMOHA aneToHua (Azmacort®), momertazon (Asthmanex®), Oyaeconun (Pulmocort®) u
dbayuuzonua (Aerobid®), Afviar®, Symbicort®, Dulera®, kpomosaus Hatpust (Intal®), MECTHIKCAHTHHBI,
takue kak TeoduwummH (Theo-Dur®, Theolair®, Slo-bid®, Uniphyl®, Theo-24®) u amunodumiiug,
antutena IgE, Takue kak omannzymad (Xolair®), HyKICO3UAHBIC HHTHOUTOPEI OOPATHOH TPAHCKPHIITA3HI,
takue Kkak 3uaoByauH (Retrovir®), abakasup (Ziagen®), abakasup/mamuByaun (Epzicom®),
abaxasup/mamuByaus/3uaoByaud  (Trizivir®), muaanosun (Videx®), swmrpurmrabun (Emtriva®),
gamuByauH (Epivir®), namusyaus/3unosyaud (Combivir®), crasyaun (Zerit®) u 3anuurabun (Hivid®),
HCHYKJICO3HIHBIC WHTHOUTOPBl OOpaTHOM TpaHCKpUNTa3bl, Takue kak aenaBupauH (Rescriptor®),
aasupern (Sustiva®), nesampamun (Viramune®) wu ostpaBupun (Intelence®), nHykicoTHaHBIC
HHruOUTOPBI 0OpATHOM TpaHCKpHNTAa3bl, Takue kak TeHodosHp (Viread®), HHrHOUTOPBI MPOTEA3bl, TAKUE

kak amnpeHaBup (Agenerase®), arazanaBup (Reyataz®), mapynasup (Prezista®), docammpeHaBup

141



(Lexiva®), unguuasup (Crixivan®), ngormuuasup u puronasup (Kaletra®), nenduusup (Viracept®),
putonasup (Norvir®), caksunasup (Fortovase® wmu Invirase®) u tunpanasup (Aptivus®), HHTrHOUTOPHI
MPOHUKHOBCHUS B KIETKY, Takue kak 3HpyeuptHg (Fuzeon®) u mapasupok (Selzentry®), uHrHOUTOPHI
uHTErpassl, Takue kak paiarerpasup (Isentress®), moxcopyoummn (Hydrodaunorubicin®), BuHKpHCTHH
(Oncovin®), coprezomud (Velcade®) u aexcmerason (Decadron®) B KOMOHHALMK € JICHATHIOMHIOM
(Revlimid ®), wiu mobas ux KOMOMHALHS(HH).

[00407] B apyrom BapHaHTe pealu3alMH AAHHOTO HM300PETCHUS MPEHIOKCH CHOCOO JICUCHUS
MOAArPbI, BKIIOYAIOINNI BBEACHHUE MALMCHTY, HYXIAOWEMYCs B 3TOM, coeaurenus dpopmyast I, IT niu
III n oasoro mnu Gosce MOMONTHUTEIBHBIX TECPAICBTHUYCCKUX AarcHTOB, BHIOPAHHBIX M3 HECTCPOHUIHBIX
nmpoTuBoBOCcTAIUTe IbHEIX npenapaTos (NSAIDS), Takux kak acriupuH, HOypodeH, HAPOKCEH, 3TOA0IAK
(Lodine®) u wnenexokcud, xoaxuuuHa (Colcrys®), KOPTHKOCTEPOWAOB, TAaKWX Kak MPEIHHU30H,
NPEIHU30JI0H, METHIIPEIHU30I0H, THAPOKOPTH30H H T.II., MPOOCHE M2, AJUTONYPHHOIA U pedykcocTaTa
(Uloric®).

[00408] B apyrom BapuaHTe peanM3alUy AAHHOTO H300PETCHHS MPEHIOKCH CHOCOO JICUCHUS
PEBMATOMAHOTO APTPHUTA, BKIIOYAIOUIMHA BBCACHUC MALMCHTY, HY)KAAIOIIEMYCS B 3TOM, COCAHHCHHS
dopmynet I, IT vnu I u ogHOTO HTH 6OJICE AOTIOHUTEIBHBIX TCPAICBTHUCCKUX arcHTOB, BHIOPAHHBIX U3
HECTEPOUIHBIX MpoTHBOBOCHAIMTENbHEIX npenapatoB (NSAIDS), takux kax acmupun, uOynpodew,
HanpokceH, 3togoak (Lodine®) u 1eaekokcud, KOPTHKOCTCPOUAOB, TAKHX KaK IMPCIHU30H, MPCIHU30/I0H,
METWIIPETHU30/IOH, THAPOKOPTH30OH M T.IL, cyinbdacanazuHa (Azulfidine®), npoTuBOMAIIPUIHBIX
mpenapaToB, Takux Kkak rugpokcuxyiopoxud (Plaquenil®) u xmopoxun (Aralen®), merorpekcara
(Rheumatrex®), coneil 3070Ta, TaKHX Kak 30J0TO-THONMOKO3a (Solganal®), 3o0moTo-THOMAJAT
(Myochrysine®) u aypanodus (Ridaura®), D-nenunmiamuna (Depen® unu Cuprimine®), azatnonpusa
(Imuran®), muxmodpochamuma  (Cytoxan®), xmopamOymmaa  (Leukeran®),  muxsiocmopuHa
(Sandimmune®), nedpaynomuna (Arava®) u «autu-TNF» arenros, takux kak stanepuent (Enbrel®),
napmukcumad (Remicade®), romumymad (Simponi®), neproausymad neron (Cimzia®) u agamumymad
(Humira®), «antu-IL-1» arenros, Takux kak aHakuupa (Kineret®) u punonaunent (Arcalyst®), anturen,
takux Kak purykcumad (Rituxan®), «antu-T-kIeTouHBIX» ar¢HTOB, Takux kak abdarauent (Orencia®), u
«autu-1L-6» arenros, Takux kak Tormmu3ymad (Actemra®).

[00409] B HekoTOpHIX BapuaHTaxX PeajM3aldd JAHHOTO H30OPCTCHHS MPEIIOKCH CIOCO0 NCUCHMS
0CTCOAPTPUTA, BKIIOUYAIOIINI BBCACHUC MALMCHTY, HYKJAIOMEMYCs B 3ToM, coeauneHus dopmyner I, 11
wii Il u oxmHoro wnu Oonce JOMONHUTCIBHBIX TCPANCBTHYCCKUX ArCHTOB, BBIOPAHHBIX U3
areTaMuHO(CHA, HECTCPOUAHBIX MPOTHBOBOCHATUTEIbHBIX mpenaparoB (NSAIDS), takux kak acnupuH,
ubynpodeH, HanpokceH, 3roaoiak (Lodine®) u uenekokcuoO, aukiodeHaka, KOPTU30HA, THATYPOHOBOM
kucnoThl (Synvisc® mmn Hyalgan®) v MOHOKIIOHATBHEIX aHTHTEN, TAKUX KaK TaHE3yMao.

[00410] B sHexoTOpBIX BapHaHTaX PEaTH3aLUH JAHHOTO H300PETCHHS MPEIIOKCH CIOCOO JICUCHHUS
BOJTYAHKH, BKJTIOYAOINNI BBCACHHE MALMCHTY, HYKAAOLIEMYCS B 3TOM, coeauncHust popmyist I, 1T mwiu
III u oxHOro mnm GoJEe MOMOTHUTEIBHBIX TCPANCBTUUCCKHX arcHTOB, BRIOPAHHBIX H3 alCTaMUHO(CHA,

HECTCPOUIHBIX MPOTHUBOBOCHAINTE/IbHEIX mpenapatoB (NSAIDS), takux kak acnmpuH, uOynpodeH,

142



HanpokceH, aroaonak (Lodine®) u renekokcud, KOPTUKOCTSPOUIOB, TAKUX KAaK MTPSIHU30H, MPEIHNU30I0H,
METHINPEIHA3OIO0H, THAPOKOPTH3OH W T.I, MNPOTHBOMASIPUMHBIX TMPEMAparoB, TaKWX Kak
ruapokcuxsiopoxut (Plaquenil®) u xnopoxus (Aralen®), mukinopochamuga (Cytoxan®), meToTpekcara
(Rheumatrex®), azarnonpuna (Imuran®) u anTHKOAry/ISIHTOB, Takux Kak remapud (Calcinparine® wmm
Liquaemin®) u Bapdapus (Coumadin®).

[00411] B HexkoTOphIX BapuaHTax PeajM3aldl JAHHOTO H30OPCTCHHS MPCIIOKCH CIOCO0 JICUCHYS
BOCIIAIUTCIIFHON OOJIC3HN KHUINCUHWKA, BKIFOUAIOIIMN BBCACHHUC MAIHCHTY, HYXTAIOMICMYCS B JTOM,
coeaunenus popmyinet I, II wnu 11 u ogHOro wiu Gonee AOMOJHUTEIBHBIX TCPANICBTUYCCKUX ArCHTOB,
BbIOpaHHBIX U3 MecatamuHa (Asacol®) cynpdacanazuna (Azulfidine®), npoTrBOAHAPCHHBIX MPEMIAPATOB,
takux kak audenokcuwnaar (Lomotil®) u nomepamug (Imodium®), areHTOB, CBS3BIBAIOIINX JKCTIHBIC
KHCJIOTHI, TAKUX Kak XojectupamuH, anoceTpoH (Lotronex®), nyOumpocton (Amitiza®), c1abuTeIbHBIX
MPENapaToB, TAKUX KaK B3BECh MarHe3wu, noamdTwieHrmkonb (MiraLax®), Dulcolax®, Correctol® u
Senokot®, ¥ aHTUXOIMHCPTHYMCCKUX HIIM AHTUCIA3MATHUCCKUX MPEMAPATOB, TAKHX KaK AULHAKIOMHH
(Bentyl®), autu-TNF TepameBTHUCCKHX CPEACTB, CTCPOUAOB U AHTHMOHOTHKOB, TaKHX Kak (aarwm wiu
LUITPOQIOKCALMH.

[00412] B HexoTOphIX BapHaHTAX PEATHU3ALUH JAHHOTO H300PCTCHUS MPEIIOKCH CIIOCOO JICUCHUS
ACTMBbI, BKJIIOYAIOIIUH BBEACHHUC MALUCHTY, HYXKJAIOWEMYCs B 3TOM, coeauneHus popmyast I, 1T wmu 11
M OJHOTO Wiu O0Jee AOTOTHHUTEIBHBIX TCPANCBTUUCCKUX arcHTOB, BHIOpaHHBIX M3 Singulair®, Gera-2-
aroHucToB, Takux kak ampOyrepon (Ventolin® HFA, Proventil® HFA), nesanOyrepon (Xopenex®),
meTanporepeHon (Alupent®), mupOyrepona amerar (Maxair®), tepOyramuna cyiabdar (Brethaire®),
canmerepona kcuHodoar (Serevent®) u popmorepon (Foradil®), aHTHXOIUHEPIHUCCKUX ar¢HTOB, TAKUX
kak unpatporust Opomun (Atrovent®) u tHotpornmii (Spiriva®), WHraAIHOHHBIX KOPTHKOCTCPOUIOB,
TAKUX KaK MPESIHU30H, MPEIHU30JI0H, Ockmomerasona gunporroHat (Beclovent®, Qvar® u Vanceril®),
TpuaMuuHOMOHA aneroHun (Azmacort®), momerazon (Asthmanex®), Oyaeconun (Pulmocort®),
bayuauzonua  (Aerobid®), Afviar®, Symbicort® wu Dulera®, xkpomonauna Hatpus (Intal®),
METHJIKCAHTHHOB, TakuX Kak teodpumiud (Theo-Dur®, Theolair®, Slo-bid®, Uniphyl®, Theo-24®) u
amuHOo(uMH, a Takxke antaten IgE, Takux kak omanuzymad (Xolair®).

[00413] B nHexoTOpHIX BapHAHTaX PCATH3ALNH JAHHOTO H300PETCHHS MPEIIOKCH CIIOCOO JICUCHHUS
COPD, Bxirouaroiuii BBSACHHE MALMCHTY, HYKAAr0ImeMycs B 3toM, coeauncHust hopmyier I, 1T win 111
M OJHOTO WU OONICe MOTIOTHHWTCIBHBIX TCPATICBTUYCCKHUX ArCHTOB, BBHIOPAHHBIX M3 OeTa-2-arOHHCTOB,
takux kak anpoytepon (Ventolin® HFA, Proventil® HFA), nesanbyTtepos (Xopenex®), MeTarmpoTepeHOI
(Alupent®), mupOyrepona auerar (Maxair®), tepOyranuna cyiasdar (Brethaire®), cammereposa
kcunodoar (Serevent®) u  dopmorepon (Foradil®), aHTUXONMMHCPrUYCCKHX Aarc¢HTOB, TaKUX Kak
unpatporms Opomun (Atrovent®) u tHotpornmii (Spiriva®), METHIKCAHTHHOB, TAKUX KaK TCO(UITUH
(Theo-Dur®, Theolair®, Slo-bid®, Uniphyl®, Theo-24®) u aMuHODWILINH, HHIAISLIUOHHBIX
KOPTHKOCTEPOUIOB, TAKUX KaK MPEIHH30H, MPEIHHU30JI0H, OeknomerasoHa aumponuoHat (Beclovent®,
Qvar® u Vanceril®), tpuamiuHoaona auetonna (Azmacort®), momeTason (Asthmanex®), OyaecoHua

(Pulmocort®), hayuuzonua (Acrobid®), Afviar®, Symbicort® u Dulera®).
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[00414] B HexkoTOpHIX BapuaHTaxX PeajM3alldd JAHHOTO H30OPCTCHHS MPEIIOKCH CIOCO0 JICUCHYS
BHY, prmoyaromuii BBEACHNE MAUCHTY, Hy XK AaromeMycs B 3toM, coeanHeHust popmynsr I, IT wmu I u
ogHOro wumu Oojice JOMOTHHUTCIBHBIX TEPANCBTHUCCKHX AarcHTOB, BBHIOPAHHBIX M3 HYKICO3UIHBIX
WHTUOUTOPOB OOPAaTHOM TpPaHCKpUMTa3bl, Takux Kak 3ugoByauH (Retrovir®), abakasup (Ziagen®),
abakasup/mamuByauH (Epzicom®), abakasup/namuy nun/3unosyauH (Trizivir®), auganosus (Videx®),
smtpuiutabun (Emtriva®), namusyaud (Epivir®), namusyaus/3ugosyaud (Combivir®), craByauH
(Zerit®) u zanuurabun (Hivid®), HeHYKICO3HIHBIX HHTHOUTOPOB OOPATHON TPAHCKPHIITA3bI, TAKUX KaK
nenasupauH (Rescriptor®), sdasupent (Sustiva®), mesanpanus (Viramune®) u stpasupuH (Intelence®),
HYKJICOTHIHBIX HHTHOUTOPOB OOPATHOH TPaHCKPHIITA3kl, TAKHX Kak TeHooeup (Viread®), HHrHOUTOPOB
MmpoTeassl, TakuX Kak ammpeHasup (Agencrase®), arazanasup (Reyataz®), mapynasup (Prezista®),
docammpenasup (Lexiva®), unannasup (Crixivan®), nonunasup u putonasup (Kaletra®), HenpuHasup
(Viracept®), putonasup (Norvir®), caksunasup (Fortovase® wan Invirase®) u tunpanasup (Aptivus®),
HHIMOUTOPOB MPOHUKHOBEHUS B KICTKY, Takux Kak sH}pysupTaa (Fuzeon®) u mapasupok (Selzentry®),
HHIMOMTOPOB MHTEPasbl, TakUX Kak panrerpasup (Isentress®), u ux KOMOHHAIMI.

[0041S] B apyrom BapuaHte peanu3aliy AAHHOTO H300PETCHHS MPEHIONKCH CHOCOO JICUCHUS
IeMATOJOTHUCCKOTO  3JIOKAYCCTBCHHOTO  3a0ONCBAHMS,  BKIIOYAIONIMM  BBCACHHEC  IAILIUCHTY,
Hyxgatomemycs B 5toM, cocaunaeHus ¢opmyisl I, 1T wmm III u oxHOro wim Gosee JOMOTHUTEIBHBIX
TCPANCBTHYCCKUX arcHTOB, BhIOpaHHBIX U3 purykcmMmada (Rituxan®), mukmodochamuna (Cytoxan®),
nokcopyourmaa (Hydrodaunorubicin®), sunkpuctuna (Oncovin®), npeaHH30HA, HHTHOUTOPA TICPEIaun
curHanios hedgehog, marunduropa BTK, unrunburopa JAK/pan-JAK, uaruburopa TYK?2, unruduropa
PI3K, uaruturopa SYK u ux koMOHHAIIHIA.

[00416] B apyrom BapHaHTC peanu3alMHd AAHHOTO H300PCTCHHUS TMPEIIOKCH CIOCOO JICUCHHMS
COJTHIHOH OIYXOJIH, BKIIIOUAIOIIHMI BBCACHUC MALUCHTY, HYKAAOLIEMYCS B 9TOM, COCIUHCHUST (DOPMYJIbI
I, II wmm III u omHoro wiu OOJICC MOTIOJHHUTCIBHBIX TECPANCBTHUCCKUX ArCHTOB, BBHIOPAHHBIX H3
purykcumada (Rituxan®), muxiaodochamuma (Cytoxan®), moxcopyourmua (Hydrodaunorubicin®),
BuHkpucTrHa (Oncovin®), nmpegHu3oHa, HHrHOWTOpa nepeaadn curHanos hedgehog, naruduropa BTK,
unrudurtopa JAK/pan-JAK, uaruduropa TYK2, uaruduropa PI3K, uaruduropa SYK u ux koMOHHAIHHA.
[00417] B apyrom BapHaHTC pealu3alMHd AAHHOTO H300PETCHHUSI MPEIIOKCH CHOCOO JICUCHMS
IEMATOJIOTHYECKOrO0  3MOKAUYECTBCHHOTO  3a00JCBAaHUS,  BKIIOYAIOIIMHA  BBCACHHUC  MALMCHTY,
Hy)kgatomemycs B atoM, coeaqureHus ¢opmyiel I, I wmu Il u uarnburopa nyTH nepeaadyl CUrHAIOB
Hedgehog (Hh). B HekoTophIX BapHaHTaX pean3alfiv FeMaTOIOTHUECKOE 3ITOKAYECTBEHHOE 3200 ICBAaHHE
npeacTaBisieT cobot auddyznyo B-kpymHoxnerounyrw mumbpomy, DLBCL (Ramirez et al “Defining
causative factors contributing in the activation of hedgehog signaling in diffuse large B-cell lymphoma”
Leuk. Res. (2012), onybOaukoana onnaiiH 17 uiOist ¥ BK/IKOYCHA B JAAHHBIH JOKYMCHT MOCPSACTBOM
CCBHIIKH B TIOJTHOM 0OBEME).

[00418] B napyrom BapuaHte peanuzallivi JAHHOTO WM300PCTCHHS TPEIIOKCH CIOCOD JICUCHWS
muddysznori  B-xpymuaoknmetounoit  mmmpomer (DLBCL), Brmovarompii BBCACHHE MALHCHTY,

Hyx)aaromemMycs B otom, coeauucHust Gopmynser I, II wiu 11 u oxgHoro wiau 6oJee AOMONMHUTEIBHBIX
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TCPaNCBTHYCCKUX arcHTOB, BhIOpaHHBIX W3 purykcumMmada (Rituxan®), mukmodochamuaa (Cytoxan®),
npoxcopyourmaa (Hydrodaunorubicin®), sunkpuctusa (Oncovin®), mpeIHH30HA, HHIHOUTOPA MICPeaadn
curHanos hedgehog n nx xomMOuHaNMH.

[00419] B apyrom BapHaHTE peanu3alMy AAHHOTO H300PETCHUS MPEIIOKCH CHOCOO JICUCHHUS
MHOKCCTBCHHOH MHEIIOMBI, BKJIIOYAIOIIUN BBEACHHC MALMCHTY, HYKJAIOIIEMYCS B 3TOM, COCIHHCHHSI
dopmyast I, IT wan I u ogHOTO WMIH GOJIEE TOTIOTHUTEIBPHBIX TCPANCBTHICCKUX ar¢HTOB, BRIOPAHHBIX U3
ooptesomuba (Velcade®) u mexcamerazona (Decadron®), unruburopa nepeaadn curaanos hedgehog,
uaruduropa BTK, uaruturopa JAK/pan-JAK, uaruduropa TYK2, naruburopa PI3K, naruduropa SYK
B KoMOuHanmu ¢ reHamuaoMuaoM (Revlimid®).

[00420] B apyrom BapHaHTE peanu3alMU AAHHOTO HM300PETCHHUS MPEHIOKECH CHOCOO JICUCHHUS
MakporiobynuHeMun BanpaeHcTpema, BKIIOYAIOIMMK BBEACHUC MNAIUCHTY, HYXKIAIOIIEMYCS B 3TOM,
coeaunenus popmysnet I, II wnu 11 u ogHOro mim Gonee AOMOTHUTEIBHBIX TEPANICBTUYCCKUX ArCHTOB,
BeIOpanHbix u3 xyopamoOyumwia (Leukeran®), muknodochamuna (Cytoxan®, Neosar®), duygapabura
(Fludara®), xmaapubuna (Leustatin®), purykcumada (Rituxan®), uHruOutopa mnepemadu CHrHAJIOB
hedgehog, unruduropa BTK, umuruduropa JAK/pan-JAK, muruduropa TYK2, unruburopa PI3K u
uaruduropa SYK.

[00421] B HexoTOphIX BapHaHTaX PEaTHM3ALUH JAHHOTO H300PCTCHUS MPEIIOKCH CIIOCO0 JICUCHUS
OonesHn Anpuredmepa, BKIIOYAIOIIWM BBEICHHEC MNALMCHTY, HYXKAAIOIEMYCS B 3TOM, COCIMHCHUS
dopmynet I, IT vnu I u ogHOTO HUTH GOJICE AOTIOMHUTEIBHBIX TCPAICBTHUCCKUX ar¢HTOB, BHIOPAHHBIX U3
nonenesuna (Aricept®), pusacturmuna (Excelon®), rananramuna (Razadyne®), takpuna (Cognex®) u
memanTiHa (Namenda®).

[00422] B apyrom BapuaHTe peatM3alK JAaHHOTO H300PECTCHHS MNPCAIOKCH CIOCOO JICUCHHS
OTTOP)KCHHUS TPAHCIUIAHTATA OpPraHa WiH OOJIC3HH «TPAHCIUIAHTAT MPOTHB XO3SIHMHA», BKIIOYAOMINN
BBCCHHUE MAIUCHTY, HY;KAaromeMycst B 3tom, coeauucHust Gopmyier I, II wu III u ogHOro mmu Oosee
JOTIOJTHATEIBHBIX TEPAICBTHYCCKUX AarcHTOB, BBHIOPAHHBIX M3 CTepouaa, mukiocnopura, FK506,
panamMuLmHa, HHruouTopa nepegadu curianos hedgehog, naruburopa BTK, uaruduropa JAK/pan-JAK,
unruduropa TYK?2, uaruduropa PI3K u naruduropa SYK.

[00423] B ngpyrom BapuaHTe peanu3aliid JAHHOTO H300PCTCHHS MPEIIOKCH CIIOCOO JICUCHHUS WITH
ocnalbneHusl TSDKECTH 3a00NCBAHUS, BKIIOYAIOLNIMKA BBEACHHUC MNALICHTY, HYXAAIOLMIEMYCS B 3TOM,
coeauncHusd Gopmynst I, II vnu III n uaruduropa BTK, npuuem ykazanHoe 3a0oicBaHue BHIOPAHO W3
BOCTIAJIUTC/IFHOW OONIC3HM KUINCYHHKA, apTpWUTa, CUCTEMHOUW KpacHoi Bomdanku (SLE), Backymura,
uaronaTuueckon Tpombormronennueckor mypoypel (ITP), peBmaromgHoro aprpura, ocreoaptpwra,
6one3nn CTuia, FOBCHWIBHOTO apTpuTa, Anabera, MHACTCHHHM TIPAaBHC, THPCOHOUTA XalTHMOTO,
tupeonauta Opaa, 6one3nu ['pelica, ayrouMMyHHOTO TUpeonanTa, cuaapoma Lllerpena, paccesHHOrO
CKJIEpO3a, CHCTEMHOTO CcKiiepo3a, HelpoOoppennosa Jlaiima, cuaapoma ['miiena-bBappe, octporo
JUCCEMHHUPOBAHHOTO SHIEChamoMueauTa, 00A¢3HH AJIUCOHA, CHHIPOMA OICOKIOHYCA-MHUOKJIOHYCA,
AHKWIIO3UPYIOLICTO CHOHAWINTA, CHHAPOMA aHTU(GOCHOIUNHUIHBIX AHTUTEN, AIUIACTHYCCKOM aHEMUH,

AYTOUMMYHHOI'O Ienatura, ayToOUMMYHHOI'O racTpura, HepHI/II_I,I/IOBHOI\/II aHCMuH, LCIHaKWuH, CUHAPOMa
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I'vomacuepa, wanonmaTHyeckod TPOMOOLIMTONCHUYECKOW MypPIyphl, HEBPHTA 3PUTCIBHOTO HEPBA,
CKJICPOACPMHH, IEPBHYHOTO OHIHApHOTO LUppo3a, cuHapoma Pelitepa, aprepunra Takascy, BHCOYHOTO
apTepUuTa, TEIUIOBOH ayTOMMMYHHOW TEMOJHTHYCCKOM aHeMuu, oOmel anmomeunu, 6ose3nn bexuera,
XPOHHYECKOH YCTAIOCTH, BETCTATUBHON JUCTOHHUH, MEMOPaHHOU IToMEpyIoHe(hponaTuu, SHIOMETPHO3A,
HHTCPCTULHATBHOTO LIUCTUTA, OOBIKHOBEHHOH IMy3bIPYaTKH, OYIIE3HOro neMUpUronaa, HCHPOMHOTOHHH,
CKJICPOACPMHUH, BYIIbBOJUHHH, THIIEPIIPOTU(ECPATHBHOTO 3a0oJeBaHus, OTTOPKCHUS
TPAHCIUIAHTHPOBAHHBIX OPTAaHOB MM TKaHEH, cuHApoMa npuodpeteHHoro mmmyHoaeduuuTa (CITNa,
Takke wu3BecTHoro kak BUWY), guabera | Tuma, OOme3HH «TPAHCIUIAHTAT TMPOTHB XO3SHHAY,
TPAHCIUIAHTALINY, NIEPEIUBAHUS, aHA(UIAKCUY, aJUICPruy (HAIpUMED, AJUICPTHH HA MBLUIbLY PACTCHHMH,
JATEKC, JCKAPCTBA, MHUIIEBbIC MPOAYKTHI, S HACEKOMBIX, BOPC JKUBOTHBIX, IIEPCTh JKUBOTHBIX, KIICINECH
JOMAIHEH TBUIM WIM SHOAa TapaKkaHOB), THMICPUYYBCTBUTCIBPHOCTH | THma, aaiepruaeckoro
KOHBIOHKTHBHTA, AQ/UICPrHYECKOT0 PHHUTA W aTONHWYECKOTO JACPMATHTA, AacTMbl, AIICHIULNTA,
ATOTMUCCKOTO ACPMATHT, aCTMBI, auieprun, oiaedapura, 6porxuonura, OpoHXHTA, OypCcHTa, LICPBULIMTA,
XOJIAHT'UTA, XOJCLUCTUTA, XPOHHIECCKOTO OTTOPKCHHUS TPAHCIUIAHTATA, KOJUTA, KOHBIOHKTUBHTA, OOJIC3HU
Kpona, unmcrtura, makpuoaneHura, JAEpMATHTA, JACPMATOMHO3UTA, SHIE(ATUTA, OSHIOKAPIUTA,
SHIOMETPHUTA, SHTEPHUTA, SHTCPOKOJIHTA, SMUKOHAWINTA, SITUIUIUMHUTA, aciunTa, Gudpo3nTa, racTpura,
racrposHTepura, mypmypsl Lllenneiina-I'eHoxa, remarura, rHOHHOrO ruapaneHuTa, IgA-Hedponaruu,
HUHTCPCTULMAIBPHOTO 3a00NCBAHUS JICTKUX, JAPUHTUTA, MACTHTA, MCHHHIHMTA, MHEINTA, MHOKAPIHUTA,
muo3uTa, Heppura, 00QOpUTA, OPXHTA, OCTCHUTA, OTHTA, NAHKPEATUTA, IAPOTHUTA, MECPHKAPIUTA,
MCPUTOHNTA, (DapUHTHTA, IUICBPUTA, (IcOHTA, MHCBMOHHTA, MHCBMOHHH, MOJHUMHO3UTA, MPOKTHTA,
MPOCTaTHTA, NUCIOHC(PPUTA, PHUHHUTA, CAJIBIHUHTUATA, CHHYCHTA, CTOMATHTA, CHHOBHTA, TCHIOHHTA,
TOH3WIUTA, SI3BCHHOTO KOJIUTA, YBCHTA, BArdHWTA, BAaCKyJUTAa HIH BYJIbBUTA, B-KJICTOYHOTO
npoaudepaTUBHOIO  paccTpoiicTsa, Hampumep, auddysHor  B-kpymHOkneTouHOW — aHMEGOMBI,
GoMTUKYISIPHON TUM(POMBL, XPOHUICCKOH TUMQOLHUTAPHON TUM(OMBI, XPOHUICSCKOTO JTUMPOLHTAPHOTO
JeHKo3a, OCTpOro AuUMQOLMTAPHOTO JICHKO3a, B-kieTouHoro mpoauM(pOLHUTAPHOTO JICHKO3a,
mumdorrazManmrapaoi  TuMdoMbl/MakporioOyauHemur BanpaeHctpema, nmumMGOMBI  MaprHHAIBHON
30HBI CENC3CHKH, MHOXCCTBCHHOM MHEIIOMBI (TaKKE M3BECTHOH Kak IUIA3MAKICTOYHAS MHUEIIOMA),
HECXOUKKHHCKOH nmuMpoMbl, TuMpoMEl XOMKKHHA, IUIA3MALMTOMBI, SKCTPAaHOAATBHOH B-kieTounoi
TM(pOMBI U3 KIICTOK MAPTUHAIBHON 30HBI, HOJATBHOW B-KiieTOUHOM TUMQOMEI H3 KIETOK MAPTrUHATIBHOH
30HBI, MAHTHHHOKIICTOYHOH TMM(OMBI, MEAHACTHHAIBHOU (THMUYECKOH) B-kpymHOKIETOUHOH TUMQOMBI,
BHYTPHCOCY AUCTOU B-xpynHOKIETOUHOM TUMGOMBI, MEPBUYHOMN BBIIIOTHOU TrM(BOMBL,
mnMbomel/neiikoza bepkurra win muMQaToWIHOrO rpaHyNIeMaTro3a, paka MOJOYHOM KEJIe3bl, paka
MPCACTATCIPHON JKENE3bl WM paka TYYHBIX KICTOK (HANpPUMEP, MAaCTOLMTOMEI, TYYHOKICTOYHOTO
JEeHKO03a, TYYHOKICTOUHOH CapKOMBI, CHCTEMHOTO MAaCTOLIUTO32), paka KOCTH, paka TOICTOW U MPSIMOU
KHIIIOK, PaKa MOJKCIYAOYHON JKENe3bl, 3a00JCBaHUN KOCTEH M CYCTAaBOB, BKJIIOUAs, O€3 OrpaHHMICHUS,
PCBMATOWAHBIA  apTPUT, CEPOHETATUBHYIO CHOHAWIOAPTPONATHIO (BKIMIOYAS AHKHIO3HMPYIOMIHH
CHOHAWJINT, ICOPUATHYCCKUH apTpuT u Oone3Hp Pelitepa), Gome3nm bexuera, cunapoma Illerpena,

CUCTCMHOI'O CKJIICPO3a, OCTCOIIOpO3a, paxKa KOCTH, KOCTHOTO MCTacTasa, TpOM603M6OJ’II/I‘1€CKOFO
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paccrpoiictBa (Hampumep, uHGAPKTA MHOKapAd, CTCHOKAPAHH, PCOKKIIO3HH MOCIC AHTHOILIACTHKH,
PECTEHO3a MOC/C AHTHOILIACTHKU, PCOKKIIO3MU MOCIC A0OPTOKOPOHAPHOTO LIVHTHPOBAHMS, PECTCHO3a
MOCIC AOPTOKOPOHAPHOrO LIVHTUPOBAHHS, HHCY/IbTA, TPAH3UTOPHOH HINEMHH, OKKJIIO3HOHHOTO
3a00/eBaHus ICPUPEPHUUCCKUX APTSPHIA, ICTOUHOM SMOOIUH, TPOMO03a INTyOOKHX BSH), BOCIIAIUTEIEHOTO
3a00/ICBaHIUS OPTaHOB Ta3a, YPETPHUTA, COTHEUHBIX OKOTOB KOXKH, CHHYCHUTA, IIHCBMOHUTA, SHUC(hATHTA,
MCHUHI'UTA, MUOKaApAWUTA, HC(pr/ITa, oCTCOMHC/INTA, MUO3UTA, I'CHIATUTA, FaCTPUTA, SHTCPUTA, ACpPMAaTUTa,
TMHTUBHTA, AINMNCHAMINTA, NAHKPEATUTA, XOJCLMCTUTA, araMMarioOyIHHEMHH, IICOpHA3a, aJICPrHu,
Oonesun Kpona, cuHApOMA pPa3apaKCHHOrO KHINCYHMKA, SI3BCHHOro Koawra, Oonesnu lllerpewa,
OTTOP’KCHHSI TPAHCIUIATATA TKAHH, CBEPXOCTPOrO OTTOPIKCHHSI TPAHCILUIAHTHPOBAHHBIX OPTaHOB, ACTMBI,
AJICPTUUCCKOTO PUHUTA, XPOHUYECKOW oOcCTpykTHBHOH Oone3nm jerkux (COPD), ayrommmyHHOrO
MOJIMIJIAHAYISIPHOTO  3aboneBaHus  (TakKe M3BECTHOTO KaK AyTOMMMYHHBIH ITOJUTIaHAYISIPHBIA
CHHIPOM), AyTOMMMYHHOM ajIONEIVH, NEPHULMO3HOM AHEMHH, TIOMEpYIOHe(pHUTa, ACPMATOMUO3UTA,
PAaCCEeSIHHOTO ~ CKJIEpPO3a,  CKJICPOJACPMHUM,  BACKYJIWTA, AYTOUMMYHHBIX  TEMOJIUTHYCCKHX U
TPOMOOLIMTOTICHUYICCKUX COCTOSIHMM, cuHApoMa [yamacdepa, arepockicpo3a, OOe3HM AXIHCOHA,
6omnesnn [lapkuncona, Oome3Hu AnpureiiMepa, AuadeTa, CENTHUCCKOTO IMOKA, CHUCTCMHOM KpPaCHOM
Bomuanku (SLE), peBMaromaHOro apTpuTa, MCOPHATHYCCKOTO AapTPHUTA, IOBCHHIBHOTO apTPHTA,
OCTECOAPTPHUTA, XPOHHUCCKOH MAMOTIATHYCCKONH TPOMOOLUTONICHUYECKOH My PITYPhI, MAKPOTIOOY IMHEMUN
BansaeHcTpema, MHACTEHUH IPABHC, THPCOUANTA XAITUMOTO, ATOMMYESCKOTO ACPMATHTA, JETCHE PATHBHON
GOJIC3HN CYCTABOB, BUTHIIUTO, ayTOMMMYHHOT'O THIOMUTYUTapu3Ma, cuaapoma [ uitena-bappe, Gonesuu
Bexuera, ckiepoaepmun, rpuOOBHIHOTO MHKO3a, OCTPBIX BOCIATHTEIBHBIX PCAKLUUM (TAKHX KaK OCTPBIH
pecCIHMpaTOPHbIN TUCTPECC-CUHAPOM | HIeMust/penepdy3HOHHOS OBpekacHUE) 1 Oone3nu ['petisca.

[00424] B gpyrom BapuaHTe peanu3aliyd JAHHOTO HM300PCTCHHS MPEIIOKCH CIOCOO JICUCHHUS WITH
oOJeryeHusT TSDKECTH 3a00JICBAHUS, BKIIIOYAIONIME BBCACHHC MAI[HCHTY, HYXXIAMOIMEMYCS B 3TOM,
coeauncHus Gopmynst 1, II win 111 u uaruburopa PI3K, nputem ykazanHoe 3a00seBaHuE BRIOPAHO W3
paka, HCHpOJICTCHCPATHBHOTO PACCTPOHCTBO, AHTMOTCHHOTO PACcCTPOMCTBA, BUPYCHOTrO 3a00JICBaHH,
AyTOMMMYHHOTO ~ 3a00JICBaHHs, BOCIAIHTCIIBHOTO PACCTPOMCTBA, TOPMOHAIBHOTO  3a00JICBAHMS,
MATOJIOTHYCCKUX ~ COCTOSIHHM, CBSI3aHHBIX C TPAHCIUIAHTALIUCH OPraHoB, HMMYHOJAC(QHUIMTHBIX
PacCTPOMCTB, ACCTPYKTHBHOTO MOPAKCHHST KOCTEH, MPOIH(EpaTHBHOrO pacCTpoicTBa, HH(PCKIIHOHHOTO
3a00JIeBaHuSI, TATOIOTHIECKOTO COCTOSIHUS, CBSA3aHHOTO C THOCTBIO KICTOK, OOYCIOBICHHONH TPOMOHHOM
arperaiMi = TPOMOOLIUTOB,  XPOHHYECKOTO  MuenoreHHoro  jneiikoza (CML),  xponmdeckoro
mumpormrapraoro setikoza (CLL), Oone3HM mMeYCHH, MNATOJOTUYCCKHX MMMYHHBIX —COCTOSHUH,
3aTPardBaOIINX AKTUBALKIO T-KICTOK, CEPACIHO-COCYANCTOro paccTpoiictea u paccrpoiictsa LIHC.

[00425] B gpyrom BapuaHTe peanu3alii JAHHOTO H300PSTCHHS MPEIIOKCH CIOCOO JICUCHHUS WITH
objeryeHus TSHKECTH 3a00JICBAHMS, BKIIFOYAIONIHME BBCACHHC MAI[HCHTY, HYXAAIICMYCS B 3TOM,
coeauncHug Gopmynst I, II wmm I u narnburopa PI3K, npuuaem ykazanHoe 3aboneBaHue BRIOpaHO W3
J0OPOKAUCCTBCHHOW MITH 370KAYCCTBCHHOM OMYXOJH, KAPLUHOMBI HJIH COJHIHOH OMYXOJH TOJIOBHOTO
MO3ra, moueK (Hampumep, nodeuHo-kiaecTouHor kapiuaomsl (RCC)), neueHu, HAAMOUCUHUKA, MOYCBOTO

Iy3bIPs, MOJIOYHOM KEJE3BI, JKEIYAKA, OMYX0JIEH KETYAKA, SUIHUKOB, TOJICTONM KHUIIKHU, MPSIMOU KHUILIKH,
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NPEACTATCIBHON JKENIC3bI, MOKEIYAOUYHON JKEAC3bl, JICTKHX, BIATATUING, SHAOMCTPUS, IICHKH MAaTKH,
SIMYCK, MOYCTIONOBON CHCTEMBI, MMUIICBOAA, TOPTAHH, KOXKH, KOCTCH H/IH IIUTOBUIHOM JKEIIC3bI, CAPKOMEIL,
[IHO0IACTOMBI, HEHPOOIACTOMBI, MHOKCCTBEHHOH MHCIOMBI WM KCIYAOYHO-KHIICYHOTO paka, B
YACTHOCTH, KAPLIMHOMBI TOJIICTON KHIIKH WM aCHOMBI TOJICTOH M MPSAMOM KHIIOK, WIH OMYXOJIH IICH U
FOJIOBBI, SHHACPMATBHONH THICpOpoaudepanny, [COpHasa, THICPIUIA3UH MPESACTATCIBHON JKEIC3Hl,
HEOIIIa3MBI, HECOIUIA3MBl SMHTCIHATBHOTO XapakTepa, aJCHOMBI, aICHOKAPLUHOMBI, KEPATOAKAHTOMBI,
SMUACPMOUTHON KAPIIHHOMBI, KPYIMHOKICTOYHOW KAPLIMHOMBI, HEMEIKOKICTOYHOH KapILIMHOMBI JICTKUX,
muMbomel (BKTIOYAs, HampuMmep, HeXoKkuHCKyo numbomy (NHL) u mumbpomy XomkkmHa (Takke
HA3BIBACMYIO XOKKHHCKOW WM OO0Ne3HpO XO/KKHHA)), MAMMAPHOH KaPLHUHOMBI, (HOJLIHKYIISIPHOIM
KapLUUHOMBI, Heau(}(HepeHIUPOBAHHOW KaPUUHOMBI, MAMWLIIPHON KapLHUHOMBI, CEMUHOMBI, MCIAHOMBI
WM JICWKO3a, yKasaHHble 3a0oneBaHms BKIOYAOT cuHapom Kayaena, Gomesnp Jlepmutra-Zloxino u
cuaapoM banasna-3onana, nnu 3aboneBanus, B kotopsiii kackay PI3K/PKB abeppantHo akTuBHpOBaH,
acTMy JTI000r0 THIIA WM F'EHE3a, BKIIOYAs HACICACTBCHHY IO (HEAUICPTHUCCKYIO) ACTMY M MPUOOPESTCHHY IO
(amIepruueckyo) acTMy, JIETKYIO aCTMY, YMEPEHHYIO aCTMY, TSHKEIYIO aCTMY, OPOHXUTHYIO aCTMY, aCTMY
(bH3HIECKOT0 HAPSDKESHUS, MPO(ECCHOHANBPHYIO aCTMY U aCTMY, BBI3BAHHYI0 OaKTepHAIbHON HH(EKLHCH,
octpoe mospexacHue nerkux (ALI), octpsiii pecruparopusiii aucrpecc-cuaApoM B3pocabix (ARDS),
XPOHHYECKYIO OOCTPYKTHBHYIO IyJIbMOHAIBHYIO OOJE3Hb MM OOJIE3Hb JITKUX WIIH JBIXATCIbHBIX IMyTCH
(COPD, COAD unu COLD), Bxirouast XpOHUUECKHH OPOHXUT HIIH OJBIIIKY, CBI3AHHYIO C HeH, aMpuzemy,
a Taroke 0OOCTPEHUE IMIICPAKTUBHOCTHU JBIXATCIbHBIX IyTCH BCIICACTBHE JICUCHHS JPYTHM MPETapaToM, B
YACTHOCTH, APYI'MM HHTASLHOHHBIM MMPENapaToM, OPOHXHUT JTIOO0TO THIIA WK FEHE3a, BKJIKOUYAs, HO HE
OTPaHUYMBASICh UMM, OCTPBIM, apaXxWANMHOBBIN, KaTapajabHBIM, KPYIO3HBIN, XPOHUYECKUN WIN THOMHBIN
TyOCPKYJIC3HBIH OPOHXHUT, MHEBMOKOHHO3 (BOCTIAUTEIBHOC, OOBMHO MPO(PESCCHOHATBHOES 3a00JCBAHUC
JICTKHX, YaCTO COIMPOBOXKIAIOMICCCS OOCTPYKLHCH IBIXATCIbHBIX IMYTCH, XPOHHUCCKOC HIH OCTPOC U
OOYCIIOBICHHOC MHOTOKPATHBIM BIBIXAHHCM IIBLIH) JIOOOr0 THIA WA T'CHE3a, BKIIIOYAs, HAMPHUMEP,
ATFOMUHO3, aHTPaKo3, acOecTo3, XAIMKO3, MTUIO03, CHACPO3, CHIHKO3, Ta0aKko3 M OHCCHHO3, CHHAPOM
Jlobdaepa, 303uHOGUINIO, MTHCBMOHHUIO, 3apPaKCHUC MapasutaMud (B YACTHOCTH, MHOTOKJICTOYHMHU)
(BKJIFOYAS TPOMYCCKYEO 303UHO(HITHIO), OPOHXOMYIEMOHAPHBIH ACTICPTHILIO3, Y3SIKOBBIH MOTHAPTCPUUT
(Bxrouast cunapom Yapra-Crtpocca), 303MHODUIBHYIO TPaHYJICMy U 303WHO(HIBHBIC PACCTPOUCTBA,
MOPAKAIOINUC JBIXATCIbHBIC MYTH, OOYCIOBICHHBIC PCAKLHCH HA JICKAPCTBCHHBIC CPEACTBA, MCOPHUA3,
KOHTAKTHBIH JCPMATHUT, ATOMHYCCKUN JACPMATHT, OYArOBYIO AJONCLHIO, MYJIbTHPOPMHYIO IPHTEMY,
repreTu(OPMHBIH  JCPMATHT, CKICPOACPMHIO, BUTHIINTO, AUICPIHYCCKUAN BACKYIIUT, YPTUKAPHIO,
OynnesHplil neM(Urona, KpacHYIO BOTYAHKY, IMy3BIPUYATKY, NPUOOPETEHHBIA OYUIC3HBIN STHICPMOIIH3,
KOHBIOHKTHBHT, CYXOH KEPATOKOHBIOHKTHBUT M BCCCHHHI KOHBIOHKTHUBHT, 3a00JICBAHMUS, MMOPAXKAOIINC
HOC, BKIIIOYAs QJUICPIHYCCKUI PHHUT, W BOCIIATUTE/IBHBIC 3a00CBaHMs, PH KOTOPBIX ayTOMMMYHHBIC
PCAKIIMH 3aTPAruBaIOT WA UMCIOT ayTOMMMYHHBIH KOMIIOHCHT HJIH STHOJIOTHIO, BKITOUAst 8y TOUMMYHHBIC
IEMAaTOJIOTHIECKUE paccTpoiicTBa (HAmpUMEp, TEMOIUTHUYCCKYIO aHEMUIO, AIUIACTHYCCKYIO AHEMHUIO,
BPOXKACHHVIO aIlIacTHYCCKas aHEMHIO W HIHONATHYCCKYIO TPOMOOLMTONCHHIO), CHCTEMHYIO KPAaCHYIO

BOTYAHKY, PCBMATOWTHBIM apTPUT, TNOJUXOHAPHUT, CKICPOACPMUIO, TpaHyjaeMaro3 BercHepa,
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JCPMATOMHO3HT, XPOHHUICCKUI aKTHBHBIH I€HAaTUT, MHACTCHUIO rpasuc, cuHapoM CruseHca-/KOHCOHA,
HUIHONATHYCCKUN CIPY, BOCTIATUTEIBHYIO OOJC3HP KHIICYHUKA (HAPUMED, SI3BCHHBIN KOIUT U OOJIC3Hb
Kpona), sumokpunHyo odranpmonaruio, Oone3Hp ['peiiBca, CapKOWAO3, AlbBCONIUT, XPOHHUCCKUIH
MHCBMOHHUT THICPUYYBCTBUTCIBHOCTH, PACCESHHBIA CKICPO3, NMCPBHYHBIA OWIHAPHBIA LUPPO3, YBEUT
(mepemHuii. W 3a4HUIH), CYXOM  KCPATOKOHBIOHKTUBUT H  BECCHHHH  KCPATOKOHBIOHKTHBUT,
HHTCPCTULHATBHBIA (HUOPO3 JIErKUX, MCOPHATHYESCKHHA apTPUT U riaoMepyiaoHedpur (¢ HepoTHuecKum
CHHAPOMOM H O€3 HEro, HampuMmep, BKIIOYAS HIHOMATHICCKUH HE(PPOTHUCCKHH CHHAPOM HIIH
He(hpOmaTHIO MUHUMATBHBIX H3MCHEHUH, PECTCHO3, KApAMOMETAINIO, aTCPOCKICPO3, HH(APKT MHOKAPA,
HIIEMHYECKHUA HHCYIBT M 3aCTOMHYIO CEPACUHYIO HEIOCTATOYHOCTh, OONE3Hb AnbpLreiiMepa, O0ne3Hb
[Napxuncona, amuotpoduueckuii OOKOBOH CKIEPO3, 60nMe3Hp XaHTHHITOHA U LEPEOPATBHYIO HIIEMHIO, &
TaKOKe HEHPOAEreHePaTUBHOE 3a00CBAHHE, BHI3BAHHOEC TPABMATHUCCKUM MOBPEKICHHUEM, TIyTAMATHOH
HEHPOTOKCHYHOCTBIO U THIIOKCHEH.

[00426] CoecauncHMS 1 KOMIO3ULUH, B COOTBETCTBUH CO CIIOCOOOM IO JAHHOMY H300PETCHHIO, MOXKHO
BBOJUTDH C TIPUMCHCHHCM JTIFO00TO KOJHUYCCTBA U JIFOOO0ro crocoda BBeACHHS, 3P HEKTUBHOTO A/ JICUCHUS
WY 0CIa0ICHHUS TSDKECTH PaKa WIH NPOIH(EepaTUBHOTO paccTpoiicTsa. TouHOE HEOOXOAUMOE KOTHICCTBO
BApPBHPYETCS OT CYOBEKTA K CYOBEKTY, B 3aBUCUMOCTH OT KMBOTHOTO BHIA, BO3PACTA U OOIET0 COCTOSIHUS
CyOBEKTa, TSDKECTH HMH(EKLUH, KOHKPETHOTO HCIOIB3YEMOTO arc¢HTa, Crnocoda €ro BBEACHHUS U T.IL
CoenuHeHUI MO JAHHOMY H300PETCHMIO MPEANOYTUTEIBHO COCTABISIIOT B €UHUYHYIO JICKAPCTBECHHYIO
(dbopMy 1T IPOCTOTHI BBEACHUS U ¢ AMHOOOpas3us 103. BeiparkeHue «eanHu4IHAs JekapcTBeHHAsS GopMay B
JAHHOM KOHTCKCTC OTHOCHTCS K (PH3UUCCKH OTACTbHOW CAWHHMIIC arcHTa, NMPUTOTHOW A/ MALKCHTA,
noyiekarero geueHuro. OIHaKo CIICAYEeT MOHHUMATh, YTO OOIICE CYTOUHOC MPHUMCHCHHE COCIMHCHHUN H
KOMITIO3UIMI 0 JAHHOMY H300PETCHUIO OMPCAC/SICT JICUAINUA Bpad C MCAMLMHCKOH TOKH 3PCHHS.
KonkpeTnsiii yposeHb 3 (HeKTHBHON H03BI [Ts TF000T0 KOHKPETHOTO MALHCHTA HIH OPraHU3Ma 3aBHCUT
OT Pa3InYHBIX (PaKTOPOB, BKIIOUAS PACCTPOHCTBO, MOAJICIKAIIECE JICUCHHUIO, H CTCIICHb STOI'0 PACCTPONCTBA;
AKTHBHOCTb OMPCACICHHOTO HCIOJB3YEMOr0 COCTUHCHUS, KOHKPETHYIO HCIOJIb3YEMYIO KOMIIO3HUIIHIO,
BO3PAcT, MacCy Teia, O0IIEEe COCTOSIHUC 3A0POBbsI, MOJ M PALIMOH MMUTAHHS MALMCHTA; BPSMsI BBCICHMS,
cnoco0  BBEACHHS M CKOPOCTh  OKCKPELMHM  ONPEACIICHHOTO  HCIOJIB3YEMOrO  COCAUHCHHS,
MPOIOIKUTCIIBHOCTD JICUCHHSI, JICKAPCTBA, HCIONB3YEMBIC B KOMOHHALIMH HMJIA BMECTE C KOHKPCTHBIM
HCIIOIb3YCMBIM COCAHHCHHUCM, U MIOJ0OHBIC (haKTOPbI, XOPOIIO W3BECTHBIC B 00IACTH MEAULMHBL. TepMUH
«IALUCHT» B JAHHOM KOHTCKCTE O3HAYACT JKUBOTHOC, MPEAMOYTHTCIHPHO MIICKOITUTAIOIICE, H HANOOICe
MPEANOYTHTEIEHO YCTOBEKA.

[00427] dapmaneBTHUCCKH TPUSMICMBIC KOMITOZHIIMN 10 JaHHOMY H300PETCHHIO MOYKHO BBOIHTDH
MOASIM W APYTHM KHBOTHBIM TICPOPAIBHO, PEKTANIBHO, MAPCHTCPATbHO, HHTPALMCTCPHAIBHO,
HHTPABarHHAIBHO, HHTPANICPHTOHCAIBHO, JOKAIBHO (HampuMep, B GOpME MOPOIIKOB, Ma3CH WIH Kareb),
OVKKaIbHO, HampuMmep, B (GOpPME MEPOPATBHOTO WIH HA3AJIBHOTO CIPEs, WIH T.II., B 3aBHCHMOCTH OT
CTCNCHH WMH(CKUWH, NOAICKACH JICUCHHIO. B HEKOTOpBIX BapHaHTaxX pealu3alMid COCAHHCHHS IO
JAHHOMY M300PETCHHIO MOXKHO BBOAUTH NIEPOPATBHO WK MAPSHTEPAIBHO B 103ax 0T 0k0J0 0,01 Mr/kr go

0k0710 50 MI/KT, ¥ IPEAIOYTUTEIBHO OT OKOJIO | MI/KT A0 OKOMO 25 MI/KT MacChl Tena CYOBEKTa B CYTKH,
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oauH uin OONEe pa3 B CyTKH, TS MOJYUCHHUS TPEOYeMOro TepaneBTHIeCKOro 3ddekra.

[00428] Kuakwe nekapcTBeHHBIC (OPMBI IIsl TEPOPATBHOTO BBECACHUS BKIIOYAIOT, HO HE
OrPAaHUYMBAIOTCS UMM, (HAPMALCBTHUCCKH NPHEMICMBIC 3SMYJIBCHH, MHKPOIMYIBCHUH, PaCTBOPBI,
CYCIICH3HH, CHPOIIBI ¥ SMUKCHPBI. [TOMHMO aKTHBHBIX COCTUHECHHUM, )KUIKUC ICKAPCTBCHHBIC (DOPMBI MOT'YT
COACpIKaTh HMHEPTHBIC Pa30aBUTEIN, OOBIYHO HCIOIB3YEMbIC B JAAHHOH OONACTH TEXHHKH, TaKHE Kak,
HAIpUMEp, BOAA WM APYTHEC PACTBOPUTEIH, COMOOWIM3HUPYIOLUIME arcHTBl M SMYJIbraTOPbl, TAKHE Kak
STUNOBBI  CHHPT, HW3ONPOMWIOBBIA CIHPT, OSTHIKAPOOHAT, OSTHIALCTAT, OCH3WIOBBIH CIHPT,
OCH3MTOCH30aT, MPONUICHIIHKOb, |,3-0yTUICHIINKOIb, AUMETHIGOPMAMHI, Macia (B YaCTHOCTH,
XJIONKOBOE MAclO, apaxrucoBOC MAcio, KYKYPY3HOE MAacio, Macio 3apOoABIICH, OMHUBKOBOE MAcio,
KacTOPOBOE U KYH)KYTHOE MAcCIIO), IIIUIEPHH, TeTparuapoGypdypHaoBEIi CIUPT, HONMUITUICHITTUKOIHN |
CIIOXKHBIC 3(HUPHI JKUPHBIX KHUCIOT M copOMTa, a Takke HX cMecd. [loMuMO MHEpPTHBIX paz0aBUTEICH,
KOMITO3UIIMH AJISI IEPOPATIBHOTO BBEACHHSI MOTYT TAKXKE COACPIKATh aIBIOBAHTHI, TAKHE KAaK CMAYHBAIOIINC
arcHTHI, SMYJIBIaToOPbl M CYCICHIUPYIOIINE ArcHThI, MOJCIACTHTE/IH, BKYCOBBIC U apOMATHU3HUPYIOIIHC
ArcHTHI.

[00429] TIIpemaparst Aist HHBEKIMIH, HAIPHUMEDP, CTCPUIBHBIC BOJHBIC HIH MAC/SIHBIC CYCIICH3UH IS
HUHBCKIMH, MOTYT OBITH COCTAaBJICHBI B COOTBETCTBHHM C HM3BECTHBIMH B JAHHOH OOACTH TEXHUKU
cnocobaMM € NPUMECHCHHEM TPUTOAHBIX AWUCTICPTHPYIOIIUX HIM CMA4YHBAIOIIUX AarcHTOB U
cycneHaupyromux areHToB. CTepuipHBIN mpemapar Al WHBCKIMH MOXKET TAKXKe OBITh CTCPHIBHBIM
pacTBOPOM, CYCICH3UCH WIH SMYJIbCHCH Ui WHBCKUMH B HCTOKCHYHOM, MPHUECMIICMOM IS
MAPCHTCPAIbHOTO BBCIACHUS Pa30aBHUTEIC WM PACTBOPUTCIIC, HANPUMEp, B BHAC pacTBopa B 13-
oyranauone. Cpean MpUEMIIEMBIX CPEA M PACTBOPHUTEIICH, KOTOPBHIC MOTYT OBITh HCIOIB30BAHBI, — BOJA,
pactBop Punrepa, pactopurenu dapmakorcu CHIA u u3oToHHUYCCKHUI pacTBOP Xaopuaa Hatpust. Kpome
TOr0, B KAucCTBC PACTBOPHUTEISI HWIM CYCICHIUPYIOIICH CPEAbl OOBIMHO HCIOIB3YIOT CTCPHIIBHBIC
HeaeTyune mMacnia. JIJist 9TOi Leid MOKHO MCIIOIBb30BaTh JTFOOBIC OC3BKYCHBIC HEJICTYUHE MAC/Ia, BKIIIOUAs
CHHTCTHUCCKHC MOHO- WJIM JHrTHICPHUAbl. Kpome TOro, mpu MOMYYCHHH MPEMaparoB Il WHBCKLIMI
HCIIOJIb3YIOT JKUPHBIC KUCIIOTHI, TAKHE KaK OJICHHOBAS KHUCIIOTA.

[00430] KoMmmnosurmu 4151 HHBSKIHI MOYKHO CTCPHIM30BATh, HAPUMED, pribTparmeii uepes Gpuibtp,
VACP KUBAOLIHI OAKTCPHH, HIH MOCPSACTBOM BBEACHHS CTCPIIM3YIOIIHX ar¢HTOB B (JOPME CTCPHITBHBIX
TBEPABIX KOMITO3ULIHHA, KOTOPEIC MOTYT OBITh PACTBOPCHHBIMH WITH JHCIICPTUPOBAHHBIMU B CTCPHIBHON
BOJE WU APYroil CTEPUWIBHOU CpeIe JiIsl MHBEKIUN NIEPE] UCIIOIH30BAHUEM.

[00431] [as npouieHuUs ACHCTBUS COCAUHCHHS TI0 JAHHOMY H300PCTCHHIO 3a4acTyIO MIEICCO00Pa3HO
3aMETUTh a0COPOLIMIO YKA3AHHOTO COCAMHCHUS U3 MOJKOKHOW WM BHYTPUMBIIICYHONH HHBCKIUH. JTO
MOXKET OBITH JAOCTUTHYTO MOCPSACTBOM NPHMCHCHHS JKHAKOW CYCICH3HH KPUCTALTHYCCKOTO HITH
amMopHOro BEHIECTBA CO CIabol pPacTBOPUMOCTBIO B BOAC. B 3TOM ciaydae CKOpoCcTh abcopOLmu
COCAMHCHHUS 3aBHCHUT OT CKOPOCTH €r0 PacTBOPCHHUS, KOTOpAs, B CBOK OYCPEAb, MOXKET 3aBUCETh OT
pasMepa KPHUCTAUIOB M KPUCTALUTHYICCKOW (OpMBI. ANIBTCPHATHBHO, 3aMCAICHHYIO aOCcopOIuio
COCAMHCHHS, BBCACHHOTO IAPCHTCPATIbHO, OOCCICUYMBAIOT PACTBOPCHHEM WM CYCICHIUPOBAHHEM

VYKa3aHHOTO COCAUHCHUA B MACIIAHOM HOCHUTCIIC. q)OprI ACTIO IJIsL I/IH’bCKLII/II\/'I OoJy4aroT CO34aHUCM
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MHKPOHHKAICYIHPOBAHHBIX MATPHUL] COCAUHCHUS B OHOpa3IaracMeIX MOUMEPAX, TAKHX KaK IMOJHIAKTHI-
MONUTIUKOIUA. B 3aBHCHMOCTH OT OTHOLICHHSI COCAMHCHHS K MOJMMEPY, & TAKXKE OT HPHPOIBI
KOHKPETHOTO  HCIIOJIb3YEMOT0 IOJMMEpPA, MOXHO KOHTPOIHPOBATh CKOPOCTh  BBICBOOOXKICHUS
coeauueHus. [Ipumepsr apyrux OuopasziaracMbiX MOJMMEPOB BKIIFOYAKOT CIIOKHBIC MOJU(OPTO3(UPE) U
nonu(anruapuasl). KoMnosurmu Aemno i MHBEKUHHA TAkKe MOAYYAIOT BKIIOUCHHEM COCIUHCHUS B
JUIOCOMBI WJTH MUKPO3IMYJIbCHH, KOTOPBIC COBMECTHUMBI C TKAHIMH OPraHHU3Ma.

[00432] Komnosurmu [ pPEKTATBHOTO WM BardHAJIBHOTO BBEACHUS MPEACTABILIIOT COOOM
NPSUMYINECCTBEHHO CYMIO3UTOPHH, KOTOPHIE MOTYT OBITh TOJYYCHBI CMCIIUBAHHEM COCIHHCHHU II0
JAHHOMY H300PETCHUIO C NPUTOJHBIMH HEPA3APAKAIOLIMMH BCIIOMOTATCIbHBIMH BEIICCTBAMH HITH
HOCHUTE/ISIMH, TAKMMH KaK Macli0 KaKao, MOJUITHICHIVIMKONb WIH BOCK A/l CYIIIO3UTOPHEB, KOTOPHIC
SIBIISIIOTCS. TBEPABIMU IPU OOBIYHOH KOMHATHOH TEMIIEPATYpPE, HO JKUAKMMH MPH TEMIICpaType Teia, U
MO3TOMY IUIABATCS B HMPSIMOM KUIIKE WM TOJOCTH BIATATUINA U BICBOOOXKJAIOT AKTHBHOE COCIUHCHUC.
[00433] Tsepapic nexapcTBeHHBIC (GOPMBI AL MEPOPATBHOTO BBCACHHS BKIFOYAIOT KAaICYJIbL,
TaONETKH, MIIIOAM, MOPOLIKH M TpaHyibl. B Takux TBEpABIX JIEKAPCTBEHHBIX (OPMAX AKTHBHOE
COCAMHCHHE CMCINAHO IO MCHBLIICH MEPEe C OJHUM HHEPTHBIM (PApPMALICBTHUCCKU MPUESMIICMBIM
BCIIOMOTATCIbHBIM BEIIECTBOM HJIM HOCHTEICM, TAKHUM KaK LUATPAT HATPHS W (ocdaT TUKATBIHS W/ AT
a) HANOJHUTCISIMHA WIH CYXHMH Pa30aBUTEISIMHU, TAKUMH KaK KPAaxXMallbl, JAKTO3a, CAaXapo3a, III0K03a,
MAaHHHT W KPEMHHECBAas KHCJIOTA, b) CBS3YIOIIMMH BCIICCTBAMM, TAaKUMHM Kak, HampuMep,
KapOOKCHUMETHIILIC/UTIONO03A, ATbTUHATHI, XKEIATHH, TOJHMBUHIIITUPPOIUIOH, CaXapo3a ¥ ryMMUapaduk, ¢)
VBIQKHATCSIMI, TAKAMH KaK TIHLUCPHH, d) areHTaMu JUis YIIyIIICHUS Paciia acMOCTH, TAKAUMHU Kak arap-
arap, xapOoOHAT KaabLUs, KAPTO(EIbHBIN MM TAIMOKOBBIM KpaxMmaj, ajblHHOBAs KHUCIOTA, HCKOTOPHIC
CHJTUKAThl U KapOOHAT HATPHSI, €) HHIHOUTOPAMH PACTBOPCHUS, TAKMMH Kak mapaduH, f) yckopureasimu
a0COpOLMH, TAKUMH KaK YCTBCPTHIHBIC AMMOHHUCBBIC COCIUHCHUS, 8) CMAYHBAOLIMMH arcHTaMH, TAKHMH
KaK, HAMPUMED, HCTWIOBBIA CIIUPT U MOHOCTEAPAT TIHICpUHa, h) abcopOeHTaMu, TAaKUMHU KaK KaOJHH U
OCHTOHUTOBAs [JIHHA, W 1) CMA3bIBAIOIIMMH arcHTAMH, TAKUMH KaK TAJbK, CTCApPAT KaIbLMS, CTeapar
MArHHUsl, TBEPABIC MOJUITUICHIIIUKOIH, JNaypHiICyiabdar HaTpus, U WX cMecsaMmu. B ciydae karcyin,
TabNIETOK M MIIIIONB JICKAPCTBCHHASL (OPMA MOXKET TAKIKE COACPIKATh OY(PECPHBIC arCHTHI.

[00434] Tsepasic KOMOOZHLHH TAKOTO ¢ THIA MOTYT OBIT HCIOJIb30BAHBI TAKKE B KAUCCTBC
HAMOJHUTEICH B MATKAX W TBEPABIX JKCJIATHHOBBIX KalCylaX, B KOTOPBIX HCIIOJB3YIOT TAKUC
BCIOMOTATCJIbHBIC BEINECTBA, KaK JIAKTO3a HIIM MOJOYHBIH caxap, a TakkKe BBICOKOMOJCKYJISIPHBIC
MOJVPTHICHIIMKOJH U T.I. TBepabIe TeKapCTBEHHBIC (POPMBI TAOIETOK, APaKe, KAICYIL, ITIOIb U IPaHyT
MOTYT OBITh IPUTOTOBICHBI C MOKPHITHSIMH H 000JOYKAMH, TAKUMHU KaK SHTCPOCOTIOOUIBHBIC TOKPBITHS
U JIPYTHC MOKPBITHS, XOPOLIO H3BECTHBIC B 00IACTH COCTABICHMS (hapMaIeBTHICCKUX KoMmo3uLui. OHU
MOTYT HEOOS3aTCIBHO COACPKATh KOHTPACTHBIC ArCHTHI, U MOTYT MUMETh TaKOH COCTaB, YTO aKTHBHBIN
KOMITOHCHT(-bI) BBICBOOOKIAACTCS TOJBKO WM MPECHMYLICCTBEHHO B OMPCIACICHHON YacTH KHIICYHOTO
TpakTa, HeOOA3aTEIPHO 3aMEAICHHBIM 00pasoM. [TpuMepsl KOMIO3HLINHA AT 3a7TMBKH, KOTOPBIC MOKHO
HCIIO/Ib30BATh, BKIKOYAIOT MOJHMEPHBIC BEIICCTBA U BOCKH. TBEPABIC KOMIIO3HULIUH TAKOTO K& THUIIA MOTYT

OBITh HCITOJIB30BAHBI TAKKC B KAYCCTBC HAITOJTHHUTCIICH B MATKHX H TBCPABIX KCJIATUHOBBIX KaIlCyjax, B
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KOTOPBIX HCIIOJIb3YIOT TAKHE BCIIOMOTATC/IBHBIC BEINECTBA KaK JIAKTO3Aa MJIM MOJIOYHBIH caxap, a TakkKe
BBICOKOMOJICKY JIIPHBIC TTOIMATHICHIIUKO/IH U T.II.

[00435] AxTHBHBIC COCTUHCHHS TAKKE MOTYT OBITh B MUKPOHMHKAIICYIMPOBAHHOH (OpPME C OJHUM HITH
0osice M3 BBIIICYMOMSHYTHIX BCIOMOTATEIbHBIX BELICCTB. [BEpAbIC JICKAPCTBEHHBIC (POpMBI TAOICTOK,
Jpaske, Karcyll, MAT0Ib U TPaHyJ MOTYT OBITh HMOJYYCHBI C MOKPBITHSIMH H O0OJOYKAMH, TAKHMH Kak
SHTCPOCOTIOOUIBHBIC TIOKPBITHSL, MOKPBITHS 151 KOHTPOIHUPOBAHMS BBICBOOOXCHHUS U APYTHE MTOKPHITHSL,
XOpOLIO H3BECTHBIC B OONACTH COCTaBICHMS (hapMaCBTHUCCKUX KOMIO3WIMH. B Takux TBepabix
JCKAPCTBEHHBIX (OPMAX AKTUBHOC COCAMHCHHE MOXKET OBITh CMELIAHO C MO MCHBLICH MEpPEe OTHUM
HHCPTHBIM pa30aBHTENCM, TAKHM KaK €axapo3a, JaKTo3a WM KpaxManl. Takue IexkapCTBCHHbIC (HOpMbI
MOTYT TAKXE COACPIKATD, U ITO SIBISCTCS OOBIHOM MPAKTUKOH, JOTIOIHUTEIbHBIC BEINECTBA, OTIHIHbIC OT
HHCPTHBIX pasbaBurescH, HampuMep, TaOJICTHPYIOIIHE CMA3bIBAIOLIME BCLICCTBA W APYTHE
TabneTupyromue 100aBKH, TAKHE KaK CTEApaT MArHus U MHKPOKPHUCTALTHYCCKAS LECJUTI0I03a. B ciyuae
KarcyJ, TaOleTOK Y IHJIIONb JEKAPCTBEHHBIC (POPMBI MOTYT Takke coaeprkark Oydepnsie areHTsl. OHI
MOTYT HEOOS3aTEIBHO COACPXKATh KOHTPACTHBIC arcHThI, U TAKKE MOTYT MMETh TAaKOH COCTaB, YTO
AKTHBHBIH KOMITOHCHT(-bI) BBICBOOOJKAACTCS TOJBKO WM TNPEANOYTHTCIBHO B ONPEACICHHOH YacTH
KUIIEYHOTO TPaKTa, HEOOA3aTeIbHO 3aMEAJICHHBIM OOpazoM. IlpuMepsl KOMIO3WIMI A7 3aIMBKH,
KOTOPBIC MOXKHO HCIIOIb30BATh, BKIIOYAIOT MOJIUMEPHBIC BEIECCTBA H BOCKH.

[00436] JlexapcrBeHHBIC HOPMBI Ui MECTHOTO WJIM TPAHCACPMATBHOTO BBCACHHS COCAUHCHHS IO
JAHHOMY H300pPETCHHIO BKIIOYAIOT Ma3M, MACThI, KPEMbI, JIOCBOHBI, T, MOPOIIKH, PACTBOPHI, CIIPEH,
CPCACTBA AJTSl HHTATSLUH WK TUIACTHIPU. AKTHBHBIH KOMIIOHCHT CMCIIHUBAIOT B CTCPHJIBHBIX YCIOBHSX C
(hapManeBTHUCCKH MPUEMICMBIM HOCHTEIICM U JTFOOBIMH HCOOXOJUMBIMH KOHCEPBaHTAMU Witk Oydepamu,
KOTOPBIC MOTYT OBITh HEOOX0AUMBI. O TATBMONIOrHYCCKHUEC KOMITO3UIHMH, YITHBIC KAIUTHA U TIA3HBIC KATUTH
TAKKE BXOIAT B 00BEM JAaHHOTO u300peTeHus. Kpome TOro, JaHHOC H300PETCHHE MOAPA3yMEBACT
NPUMCHCHHE TPAHCACPMANBHBIX IUIACTHIPCH, KOTOPBIC MMCIOT JOTIOJHHUTCIBHOC MPCHMYILCCTBO
00CCIICUCHIUSI KOHTPOJIHPYSMO# JOCTABKH COCAMHCHUS B OpraHu3M. Takue JIeKapcTBCHHBIC (OPMBI MOTYT
OBITB MOJYYCHBI TOCPESACTBOM PACTBOPCHUS MITH PACTIPEACIICHUSI COCAMHCHIUS B COOTBETCTBYIOIICH CPee.
Takske MOKHO HCIIOJIb30BATh YCHIUTEIH a0COPOLMH AT YBEIMUCHHS TIOTOKA COCAMHCHUS IEPE3 KOXKY.
CkopocTe MOXKHO KOHTPOJHMPOBaTh JTHOO MOCPEACTBOM OOCCICUCHHUS MEMOpPAHBI, PEryIHPYIOLICH
CKOPOCTB, THOO0 MOCPEACTBOM AUCICPTHPOBAHMS COCAMHCHIUS B TIOJIMMEPHOW MATPHIIC HITH IeIe.

[00437] B coOTBCTCTBHHM C OJHUM BAPHAHTOM PCATH3ALINH, JAHHOC H300PETCHUE OTHOCUTCS K CIIOCOOY
HHIMOMPOBAHUS AKTHBHOCTH MPOTCHHKHHA3bI B OHOJOTHYCCKOM 00pa3le, BKIIIOYAOIIEMY CTaIUIO
MPUBEACHHUS B KOHTAKT YKa3aHHOTO OHOJOTHYSCKOro o0pasua ¢ COSTUHCHHUEM 10 JAHHOMY H300PSTCHHUIO
WU ¢ KOMIO3ULIUEH, COAEPrKAIIEH YKa3aHHOE COEIMHECHHUE.

[00438] Tepmun «Ouomormyeckuii oOpa3ely B JAHHOM KOHTCKCTC BKIIIOYACT, OC3 OrpaHHUYUCHHSL,
KJICTOYHBIC KYJIBTYPbl HIH HX OKCTPAKThI; OWONCHUHBIC MAaTCpPHAJBI, MOJYUCHHBIC W3 OpraHu3Ma
MJICKOITHTAIOIICTO, WIH HUX 3KCTPAKTHL, U KPOBb, CIIOHY, MOUY, (CKATHH, CICPMY, CIC3bl WIH APYTHC
JKHIKOCTH OPraHHU3Ma HIH UX SKCTPAKTHI.

[00439] B 3aBUCHMOCTH OT KOHKPETHOTO MATOJOTMYCCKOrO COCTOSIHHSI HWIH  3a00JICBaHHS,
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MOAJICKALICTO JICUCHUIO, B KOMIOZUIMAX MO JAHHOMY H300PCTCHHIO TAKKE MOTYT MPHCYTCTBOBATH
JAOMOJHUTCIIBHBIC TCPAINICBTUYCCKUC Arc¢HTbI, KOTOPBIC 06I)I‘IHO BBOJAT A4 JICUCHHA JAaHHOTO
HATOJOTUYECCKOIO COCTOSHHSI. B AaHHOM KOHTCKCTC MAOMOJHHUTCJ/IBHBIC TCPANICBTUUYCCKUC CPCACTBA,
KOTOPBIC OOBIYHO BBOJAT AJIS JICUCHUS KOHKPETHOTO 3a0O0JICBAHHS WM MATOJOTHYCCKOTO COCTOSHMS,
W3BECTHBI KaK «IIPUTOIHBIC A/l JAHHOTO 3a00JICBAHMS WIIN MATOJOTMUICCKOTO COCTOSHUS, TOAJICKAIIETO
JICUCHHION.

[00440] Cpeau mnpouero, COCAMHCHUS W/HIH KOMIO3UIMH M0 JAHHOMY H300PETCHHUIO MOXHO
HUCIIOJIB30BAThH B KOM6HHHpOBaHHOI>i TCpanmuu, TO CCTbhb COCAUHCHUA I/IflI/IJ'II/I KOMIIO3UINU 10 AAHHOMY
H300PETCHHUIO MOXKHO BBOAUTH OAHOBPEMEHHO, A0 HITH ITOCJIC OAHOTO MK 00JIee APYTHX TCPANCBTHUCCKUX
Ar¢HTOB WX MCAUIMMHCKUX MPOUCAYP, B YACTHOCTHU, /I JICUCHUSA PA3/IMIHBIX BUIOB pakKa. B HCKOTOPBIX
BAPHAHTAX PEATM3AIMU COCAMHCHHEC MO JAHHOMY H300PETCHHIO TAKKE MOYKHO HCIIOIB30BATh IS
JOCTIDKCHHS TPEUMYINECTBA B KOMOWHAIMU C APYTHMH AHTHIPOIU(EPATHBHBIMH COCOUHCHUAMH. B
KOHKPETHOH KOMOMHAILIMK Tepanuil (TepaneBTHYSCKUX CPEACTB WIH NPOLEAYP), KOTOPYIO HCIOIb3YIOT B
KOMOMHHPOBAHHOM CXEME, YUUTHIBAIOT COBMECTUMOCTh INPEAYCMOTPEHHBIX APYTHUX TEPANCBTUUCCKHX
CPEACTB W/HIH TPOLCAYP H OXHMAacMOro Tpedyemoro TepameBTuucckoro addekra. Craeayer taxxke
MOHMMATh, YTO HCIOJIb3YEMBIC BHABI JCUCHUS MOTYT oOecneunBaTh TpeOyeMblid 3 dekr B oTHOIEHMH
TOTO XK€ PAaCCTPOHCTBA (HAIPUMED, MPETIOKECHHOE COCIMHECHUE MOXKHO BBOAUTH OJHOBPEMEHHO C APYTHM
MPOTHBOPAKOBBIM arc¢HTOM), HJIH OHH MOTYT OOCCIICUMBATE AOCTIXKCHHC Apyroro s¢dekra (Hampumep,
caepxuBaTh HeOmaronpusaTHeie 3¢ dexTsr). B HEKOTOPBIX BapHaHTAX PEATH3ALNH TEPANICBTUUCCKHH areHT
NPCACTABISACT COOOM XHUMHOTCPANCBTUYCCKHIA AarcHT WM aHTHIPOJH(DCPATHBHBIC —COCTUHCHHSL.
I/IJ'IJ'IIOCTpaTI/IBHI)Ie XUMHOTCPANICBTUYCCKHUC AarcHThl BK/IHOYAKOT, HO HC OIpPaHUYUBANOTCA HMHU,
ATKWIHNPYIOIHC arCHThI, arcHTbl HA OCHOBC HUTPO30MOYCBUHBI, aHTI/IMCTa6OJII/ITbI, IPOTHBOOITYXOJICBBIC
aHTI/I6I/IOTI/IKI/I, PaCTUTCIIbHBIC AJTKAJIOHUOBI, I/IHI‘I/I6I/ITOpr TOIMOU30MCPA3HI, TOPMOHAJIbHBIC
TCPANCBTHUCCKUC MPETNAPATHl, AHTATOHHUCTHI TOPMOHOB, HHIHOUTOPHEl apoMaTa3bl, HHIHOUTOpHEl P-
TIIUKOIIPOTCHUHA, KOMIIJICKCHBIC IMPOU3BOAHBIC IUIATUHBI, APYTUC UMMYHOTCPAIICBTUUYCCKUC MPCIiapaTbl U
APYTUC NPpOTUBOPAKOBBIC ar¢HTHI. KpOMe TOTO, MPCAIOKCHHBIC TCXHOJIOI'HU MOXKHO UCIIOJ/Ib30BATh BMCCTC
¢ mpemapaTaMy POTHB THITONCHKOIUTO3a (HEHTPO(DUIBHBIME), KOTOPBIC SIBJISIFOTCST BCIIOMOTATCIBHBIM
CPCACTBOM JICUCHMS paka, MperaparaMH IPOTHB TPOMOOICHUH, MPOTHBOPBOTHBIMH JICKAPCTBAMU H
mpenaparaMy MpOTHB PAKOBOM OOJH /11 BOCCTAHOBJICHHS KAYCCTBA JKM3HH MALUCHTOB, WK UX MOKHO
COCTaBISATh B (hOPME CMECH C HUMH. B HEKOTOPBIX BapHaHTaX PCATH3ALMU TCPANCBTUYCCKUI PCarcHT
OPSACTABISACT COOOM aHTHTE0. B HEKOTOPHIX BapHAaHTAX pPCATH3ALMH TCPANMCBTUYCCKHN arcHT
MPEACTABISICT COOOW HMMMYHOMOJYIHUPYIOUIHWE arcHT. B HEKOTOPBIX BapHAaHTaX pPeaTU3alliH
MMMYHOMOJYJIUPYIOIIMM areHT HaNpaBICHHO BO3ACHCTBYET HA CUTHAIBHBIC MOJIEKYJIBl KJICTOUHOU
MTOBEPXHOCTH UMMYHHBIX KJIETOK. B HEKOTOPBIX BapHaHTaxX peaan3alifii IMMYHOMOIYIHPYIOIINHA arcHT
HarpaBJICHHO BOS,E[CI\/'ICTBYCT Ha CHUTHAIBHBIC MOJICKYJIbI KJICTOYHOH TNOBCPXHOCTH HUMMYHHBIX KIICTOK,
MPUYEM VKA3aHHBIA arcHT SIBISCTCS AHTArOHHCTOM, ONOKHMPYIOIIMM KOHHTHOHpYIOIuH mnyte. B
HCKOTOPBIX BApHAHTAX pPEATM3ALMH HMMMYHOMOJAY/JIHPYIOIIHA arcHT MPEACTaBIsICT COOOHW arcHr,

OIOKHPYIOMMIA KOHTPOJIBHYIO TOUYKY. B HEKOTOpBIX BapHaHTaxX peamu3alid UMMYHOMOIYIHPYIOIIUH

153



arcHT NpeAcTaBIeT cOOO aHTUTENO, HANPABICHHOE Ha CHTHAIBHBIN OCJIOK KIETOYHOH MOBEPXHOCTH,
SKCIPECCHPYESMBIH MMMYHHBIMHA KJICTKaAMHU. B HEKOTOPBIX BapHaHTax peanu3anun
HMMYHOMOIYTHPYIOIINN ar¢HT NPEACTABICT COOOM aHTHTENIO, HANPABICHHOE HA OCNOK, BHIOPaHHbIHN 13
PD-1, PD-L1, CTLA4, TIGIT, BTLA, TIM-3, LAG3, B7-H3 u B7-H4. B HekoTopeIX BapHaHTax
peanu3anuy UMMYHOMOAY THPYIOIIHI areHT npeactasisiet codoii anrtureno PD-1 (Hanmpumep, HuBoaymao,
neMOpoOuzymad, muawiusymadb, BMS 936559, MPDL3280A wu t.a1.). B HexoTtopeix BapuaHTax
peanuzali  UMMYHOMOAY/IHPYIOIIUH areHT MNpeAacTaBisieT coboit antuteno PD-L1. B Hekotopsix
BapHaHTaX peadH3alli HMMMYHOMOIYJUPYIOLUIHH areHT mpeactaBmsieT codoit antureno CTLA4
(manpumep, ummwiumymad). B HexoToprIx BapHaHTaxX peanu3al HUMMYHOMOAYIHPYIOINUH AarcHT
npeacrasmszet cobor anturesno TIGIT. B HexoToprIx BapuaHTax pealn3alyii IMMYHOMOIYTHPYIOIIHHA
areHT mpexacraeiaier  coboit  aHtmreno BTLA. B HekoTopeIX  BapmaHTax — peanu3aluu
MMMYHOMOJYIHPYVIOIIMNA arcHT nOpeacTaBsieT coboil antureao Tim-3. B HexoTopeix BapuaHTax
peanuzanuy MMMYHOMOAYIHPYIOIIUM areHT mnpeactasisier coboit antuteno LAG3. B Hexotopsix
BapUAHTAX PCaNM3AlHH MMMYHOMOIYJIHPYIOLUIHH arcHT mpeacTaBiser coboi aumtureno B7-H3. B
HEKOTOPBIX BAapUAHTAX PCATH3ALUM UMMYHOMOIYIHUPYIOLIHHA arcHT NpeacTaBiIsieT coO0oi antureno B7-
H4. B HexoTOpHIX BapHaHTaxX peanu3aluy HMMYHOMOIYIMPYIOIIHI areHT HalpaBICHHO BO3ACHCTBYET Ha
CHUTHAJIBHBIC MOJICKYJIbI KJICTOUYHOM MOBEPXHOCTH UMMYHHBIX KJICTOK, PUYEM YKA3aHHBIN arc¢HT SBIISCTCS
AroOHHUCTOM, 3aTPArMBAIOIIAM KOCTUMYJIHMPYIOIIMH IyTh. B HEKOTOPBIX BapHaHTAX PEANTH3ALMH TAKOH
HMMYHOMOJYTHPYIOIIMN arcHT NPCACTABISICT COOOH WIM COACPIKAT AHTHTCNIO, HANPaBICHHO
BO3ACHCTBYIOIIEE HA KOCTUMYJIHUPYIOIIHH peuentop. B HEKOTOpEIX BapuaHTaxX peaH3alMid AHTHTEIIO
AKTHBHPYET KOCTHMYIHPYIOLIHHA perentop T-kieTok. B HEKOTOPHIX BapHaHTaX peaaH3aLdd AHTHTCIIO
HAIPABICHHO BO3ACHCTBYET HA WICH CylepceMeiicTBa peuenropos dakropa Hekposa onyxonu (TNF). B
HCKOTOPBIX BapHAHTAX PCATH3ALMH AHTHUTEIIO HAMPABICHHO BO3ACHCTBYET Ha OCJIOK, BHIOPAHHBIN W3
CD137 (4-1BB), CD357 (GITR, TNFRS18, AITR), CD134 (0X40) u CD 40 (TNFRSF5). B HexoTopbhIx
BapHaHTaX PCAM3ALMN AaHTUTENIO TPeACTaBIICT coOoi aHTH-CD 137 antureno (Hampumep, ypeaymad). B
HCKOTOPBIX BAPHAHTAX PCAM3ALNN AaHTHTEIO TIPSACTABIICT coOoi aHTu-CD357 antuteno. B HekoTopsIx
BapHaHTaX pPeaM3alliid aHTUTENIO mpeacTasasier codout antu-CD40 antureno. B HekoTOphIX BapuaHTax
peanuzanyy aHTUTEI0 mpeacTasisietT codoit antu-CD 134 antureno. JloNMOMHUTEIBHBIC HILTFOCTPATHBHBIC
KOCTHUMYJIUPYIOIIUC ¥ KOUHrUOUpyromme peuentopsl T-kietok omucansl B myoaukamusx Chen L, Flies
DB., Molecular mechanisms of T cell co-stimulation and co-inhibition. Nat. Rev. Immunol. 2013, 13(4),
227-42, u Yao S, et al., Advances in targeting cell surface signalling molecules for immune modulation.
Nat. Rev. Drug Discov. 2013, 12(2), 136-40. B HEeKOTOpPBIX BapHaHTaX peaTu3aliy TCPAICBTUICCKUH arcHT
MPEACTABISICT COOOH aHTHTENA, AKTUBHPYIOIIKE TAKOH CTUMYIHUPYIOIINUH PELENTOP HIH OJOKHUPYIOIIUC
TaKOW HHrHOUPYIOIUI peuenTop.

[00441] B HekoTOpHIX BapuUaHTaxX peaaH3alUM OJHH WIH 0OO0JeC TCPANCBTHUCCKUX ArcHTOB
MPEACTABILIIOT COOOH WNM COACPXKAT OmMyXolecneU(pHICCKHE WMMYHHBIC KICTKH. B HEkoTOphIX
BapUAHTAaX PCaTU3aLlIH OAUH WK O0ee TepaneBTUUYCCKUX ar¢HTOB MPEACTABILIIOT COO0H HIH coaepKaT
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TCPANCBTHYCCKUX ar€HTOB NPEACTABISIIOT COOOH WM COACPKAT HH(PHUIBTPYIOIIUE OMYXOIH JTAMQPOLUTHI
(TIL). B HekoTOpBIX BapHaHTax pealu3alyd OAWH WIH OO0Jice APYrHX TCPANCBTHUCCKUX AarcHTOB
NPeACTAaBIIIOT coOoM  wimn  comepkar T-KIeTKH, SKTONMMYECCKH JKCIPECCUPYIOIMUE H3BECTHBIHA
npotusoonyxojessiii perentop T-kietku (TCR). B HekoTOPBIX BapuaHTax peayu3aliu OJuUH win 00/1ce
TCPaNCBTHYCCKUX AarcHTOB MPEACTABISIIOT COOOH WM COAEPXKAT XHMEPHBIC AHTHUTCHHBIC PELCIITOPHI
(CAR) T-xmeroxk. B HEKOTOpBIX BapHaHTAX PEATH3ALUH MPSIIOKCHHAS KOMIIO3UIHS COIACPKHUT
HMMYHOCTHMYJIHMpYIOIIee BemecTBo. MmmocTpaTuBHEIE HMMYHOCTUMYIMPYIOIIUE BEIIECTBA, KOTOPBIC
MOYKHO HCIIONB30BAaTh B KOMOWHAIMHM C MNPEITOKCHHBIMH COCAMHCHHSMH, KOMIIOZULMSAMHU H/HIH
cnocobaMy, BKITIOYAIOT, HO HE OTPAHUYMBAIOTCS WMH, PA3IUYHBIC LIUTOKWHBI H OMYXOJCBBIC AHTHICHBI.
[uToxuHbI, KOTOPHIC CTUMYIHPYIOT UMMYHHBIC peakiuy, BKiarouaroT, Hanpumep, GM-CSF, M-CSF, G-
CSF, unrepdepon-a, B, v, IL-1, IL-2, IL-3 u IL-12 u T.n. ArTUTena a1t OJOKHPOBAHKS HHTHOUPYIOLIUX
PELENTOPOB W/ I aKTUBALMK CTHMYJIUPYIOMIUX PELENTOPOB, KOTOPHIC IIHPOKO U3BECTHHI B JAHHOH
001aCTH TEXHUKH U OIHICAHBI B JAHHOM JOKYMEHTE, HallpUMEP, HO HE OTPaHUYHBASICh UMH, IPOU3BOJHBIC
muranga B7, antu-CD3 anrurena, antu-CD28 antutena u antu-CTLA-4 antutena, Takke MOTYT
VCHJIMBaTh HMMYHHBIE peakiud. B HEKOTOpEIX BapHaHTaX peaTH3alH TEPANCBTHYCCKUH are¢HT
NPEICTABIACT COOOM HHM3KOMOJICKYISIPHOE COCAMHECHHE AT MOAYIHUPOBAHMS MMMYHHOW peakuuu. B
HEKOTOPBIX BAPHAHTAX PEATH3ALMH TCPANCBTUUCCKUN arc¢HT MPEACTABIICT COOOM HHU3KOMOJIEKY/IPHOS
COEMHEHHE, KOTOPOE ONOCPEAYET IMPOTUBOOIYXOJIEBYIO JEHCTBHE MMMYHHOM CHCTEMBI. B HeKOTOpBIX
BApPHAHTAX PCATH3ALUH TCPATICBTHYCCKUH arcHT NPEACTABIICT COO0M HU3KOMOIEKYISIPHOES COCIUHCHHC,
KOTOPOC HAMPABICHHO BO3ACHCTBYCT Ha (CPMCHT, HCTMOCPCACTBCHHO YUYACTBYIOIIMH B HMMYHHOM
perysiunid. B HEKOTOPBIX BapHaHTaX pPCATH3ALMN TCPANCBTHUCCKHA arcHT MPEACTABISICT COOOH
uHrudutop  wHAOMamMuH-2,3-auokcurcHazsl  (IDO). B HEkOTOpRIX  BapHAaHTaX  PCAHU3ALUH
TCPANCBTUICCKHUM arcHT mpeacTassiet codoit uaruoutop IDO1, Hanpumep, FO01287, uraokcumon, NLG-
919 u INCB024360. B HEKOTOPBIX BapHAHTaX PCATH3ALUH TCPANCBTHUCCKHHA areHT NPESACTABISICT COOOH
uHrudutop  tpunrtodan-2,3-auokcureHaszsl  (TDO). B HEkoTOpeIX  BapHaHTaxX  peaH3aLlUH
TCPanCBTHUCCKUN arcHT npeacTasisieT coboit apoiiHoi narudurop IDO/TDO. B HexoTOphIX BapraHTax
peanuzanyy TePAneBTUYCCKHA arcHT MPeACTaBisIeT co0oi ceiaekTuHbIN uHrHOUTOP IDO. B HEKOTOPHIX
JPYTUX BapUaHTaX PCATH3aLUH TCPANCBTHYCCKUHA arcHT MPEACTABISICT COOOH CCIICKTUBHBIN MHTHOUTOP
TDO. B HeKOTOpHIX BapHaHTAaX PEANTH3aLUM MPEIIOKEHHAS KOMIO3ULus conepkut uaruoutop IDO u
MECPBBIH KOHCTPYKT. B HEKOTOpPHIX BapuaHTaxX pealu3aliy MPEIIOKCHHAS KOMITO3WLHUS COACPIKUT
uarudutop IDO, nepBbIif KOHCTPYKT U BTOPOH KOHCTPYKT. ClaeayeT MOHUMATh, YTO HMMYHHAS PEaKIHs
Ha TCPBBIM KOHCTPYKT W/WIM HA BTOPOW KOHCTPYKT MOXKET OBITh CYIIECTBCHHO YCHJICHA Onaroaaps
BBeAcHUIO uHruOuTopa IDO.

[00442] B HCEKOTOpHIX BapHaHTAX pPEATM3ALMH MEAHLMHCKAs HPOLEAYPA, KOTOpPAas MOMKET OBITh
HCMONIb30BaHA B KOMOHHAIIMM C COCAWHCHHSMH, KOMIIO3HMLHMSAMH M CIOcoO0aMd MO JAHHOHW 3asBKE,
BKJIIOYAIOT, HO HE OIPAHMUYMBAIOTCS HMH, JyUeBYIO Tepamuio ([J-H3Iy4eHHE, HEUTPOHHO-IMYYKOBYIO
JAYVYCBYIO TEPAMHMIO, 3JICKTPOHHO-ITYYKOBYIO JIYUEBYIO TCPAIHIO, MPOTOHHYIO TEPAITHIO, OPaxXUTEepanuio 1

CUCTCMHBIC PAaAUOAKTHUBHBIC H30TOIbBI, W 3TO JIUIIb HCKOTOPBIC H3 HI/IX), OHAOKPUHHYIO TCpPAaIIUto,
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Moau(pUKATOPEl OMOJOTUICCKOrO OTBeTa (MHTCPPCPOHBI, MHTCPJACHKUHBI U (DaKTOP HEKPO3a OIMyXOJIH
(TNF, u 310 nHIIb HEKOTOPHIE U3 HUX), THIICPTCPMHUIO, KPHOTCPMHIO U aJONTHBHBIN NEpeHOC T-KIETOK
(mampumep, TIL tepamus, tpancrennsie TCR, T-kaerounas tepamus ¢ CAR, NK-kjierounas Tepamus u
T.1.). B HekoTopeIX BapuaHTax peanH3allk MEIULMHCKAsS MPOLEAYypa MNPEACTaBIACT COOOH
XUPYPrUUCCKYIO OIepaunuio. B HEKOTOPBIX BapHaHTaX peaTM3allil MEOUIMHCKAs MpoLeaypa
MPEACTABIACT COOOH TYUEBYIO TCPAIHIO.

[00443] AwnrunpomudepaTUBHBIC COCIHHCHHUS BKITFOYAIOT, HO HC OTPAHUYHUBAIOTCS UMH, HHIHOUTOPEI
apoMartasbl, AaHTHUICTPOTCHBI; HWHIHOUTOPH Tomom3oMmepassl I, wHruOutopsr Tomomzomepaser I
COCIVHCHHS, AKTHBHBIC B OTHOIICHHHM MHKPOTPYOOUEK, ANKHIHPYIONINE COCIMHECHHS;, WHTHOHUTOPEI
THCTOHACAICTHIA3bL, COCIUHCHHUS, KOTOPBIC BBI3BIBAIOT MPOLECCH KICTOYHOH AupdepeHInpoBKy;
HHruOUTOPBl  IMKIOOKCHreHasbl; uHruouTopsl MMP; uaruduroper mTOR; aHTHHEOmIacTHUECKUE
AHTUMETA0OINTHl;, COSAWHCHMS IUIATHHBI;, COCIUHCHUS, HAIPABICHHO BO3ACHCTBYIONIHE/CHIDKAIOIIUC
AKTUBHOCTb IPOTEHH- WIM JIMIUAKWHA3BI W JOIONHUTEIbHBIC AHTHAHTMOTCHHBIC COCIUHCHUS,
COCIMHCHHS, KOTOPHIC HANPABICHHO BO3ACHCTBYIOT, CHIDKAIOT WJIM MHTHOMPYIOT AKTHBHOCTH MPOTCHH-
150151 munuadocdarassr; ArOHHCTHI TOHAJOPEINHA, AHTHAHAPOTCHBI; HUHTHOUTOPBI
METHOHMHAMUHOIICTITHAA3bI, HHTUOMTOPBI ~ MATPHUKCHOW  METAIIONPOTEHMHA3bl,  OucdochoHaTsI,
MoAU(DUKATOPBI OMOJIOTHUECKOTO OTBETA;, AHTHIIPOIU(EPATHBHBIC AHTHTENIA, HHIMOUTOPHI TeTapaHasbl;
UHTHOMTOPBI OHKOTeHHBIX m30(opm Ras; HHrHOMTOpEI TEIOMEpasbl, HMHTHOHTOPH MPOTEACOM,
COCAMHCHUS, WCHOJB3YEMBIE IPH JICYCHHHM TI'EMATOJIOTHYCCKHX 3JI0KAUYCCTBCHHBIX —3a00NCBAHUM,
COCIUHCHHS, KOTOPHIC HANPABICHHO BO3ACHCTBYIOT, CHIDKAIOT WJIM HHTHOMPYIOT akTHBHOCTH Flt-3;
narubuTopsl Hsp90, takue xak 17-AAG (17-ammunamusoreiganamunut, NSC330507), 17-DMAG (17-
JIAMETHIAMUHOTHAAMUHO- 1 7-temeTokcurennanamuiud, NSC707545), IPI-504, CNF1010, CNF2024,
CNF1010 npoumssoactsa xommanuu Conforma Therapeutics; Temosonomun (Temodal®); urruGuTOpH!
Ocnmka BepeTcHa KuHE3WHa, Takue kak SB715992 wnmm SB743921 mpowsBoacTBa  KOMIIAHUH
GlaxoSmithKline, nnn neHramTaus/xnopnpomasus npou3soactsa kommnannd CombinatoRx; HHrHOUTOPEI
MEK, Ttaxue xak ARRY 142886 mpoussoacrea xomnannu Array BioPharma, AZD6244 nmpoussoacTtsa
komnanuu AstraZeneca, PD181461 npoussoactea kommnanvu Pfizer u netikosopun. TepmuH «HHrHOUTOD
apomMarasbl» B JAHHOM KOHTEKCTE OTHOCHTCS K COCAMHCHHIO, KOTOPOE HHIHOUPYET BEIPAOOTKY 3CTPOTCHa,
HApHUMEpP, NPEBPALICHHE CyOCTPaToB AaHAPOCTCHIWOHA M TECTOCTCPOHA B 3CTPOH U 3CTPAAMOI,
COOTBETCTBCHHO. YKAa3aHHBIH TCPMHH BKIIIOYACT, HO HE OrPaHHYUBACTCS HWMH, CTCPOUIABI, OCOOCHHO
araMecTaH, J3KceMecTaH H (OPMECTaH U, B YACTHOCTH, HECTCPOHMIHBIC arcHTH, OCOOCHHO
AMHHOTIYTETUMHU, POTTICTUMHJ, MUPUIAOTTYTETUMU/, TPUIOCTAH, TECTOJIAKTOH, KETOKOHA30JI, BOPO30I,
(daxposon, aHACTPO30d W JETPO30JI. IJKCEMECTaH AOCTYICH B MPOJAXKE IMOA TOPTOBBIM HA3BAHHUEM
Aromasin™. dopmecTtaH JOCTYNEH B HpOJaXe MOA TOProBbiM HassanuweM Lentaron™. ®axpozon
JOCTYIICH B MPOJAXe MOJ ToproseiM HazBanmeM Afema™. AHacTpo3on JOCTYNCH B MPOJAKE MOA
ToproeeiM HazpanueM Arimidex™. JleTpo3on OOCTYHNEH B MPOAAXE MO TOPTOBBIMH HA3BaHHSIMH
Femara™ wmn Femar™. AMHHOITYTETHMU AOCTYIICH B IPOJAXKE MO TOProBeIM HazeaHueM Orimeten™.

KomOunanus mo JgaHHOMY H300PETCHUIO, COACPIKAILIAS XHUMHOTCPANCBTUUCCKUM AarcHT, KOTOPBIH
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MPEACTABIICT COO0H HMHrHOUTOP apomarasbl, OCOOCHHO MOAXOAUT Ui JICUCHUS TOPMOH-PELCIITOP-
HOJIOKUTEIBHBIX OIyXOJIEH, HAIPUMEP, OIMyXOJICH MOJOYHOM 3KEIC3bI.

[00444] TepMuH «aHTHICTPOTCH» B JAHHOM KOHTCKCTC OTHOCHTCS K COCIHHCHHIO, KOTOPOC
aHTaroHU3UpyeT 3P PEKT S3CTPOrCHOB HA YPOBHE PeLEHTOpa K SCTPOreHy. JlaHHBIN TEPMUH BKIIIOYACT, HO
HC OTPaHHYMBACTCS HMMH, TaMOKcU(peH, (QyIBeCTpaHT, palokcHpeH H pamokcueHa THAPOXIOPHI.
TamoxcudeH moctyneH B npogaxke nox ToproebiM HazsanueM Nolvadex™. Pamoxcudena ruapoxiaopun
JOCTYIICH B IPOJAXKE MOJ TOProBbiM Ha3paHueM Evista™. ®yneecTpaHT MOXKHO BBOAMTE MO TOPTOBBIM
HazBanueM Faslodex™. KomOuHamus nmo saHHOMY H300pPETCHHUIO, COACpKAINAs XUMHOTESPAICBTHUCCKUH
arcHT, KOTOPBHIH MNpPEACTABIICT COOOM aHTUAICTPOrEH, OCOOCHHO MOAXOAWUT Ui JICUCHHS 3CTPOTCH-
PELECNTOP-TIONOKUTEIBHBIX OIYyXOJIEH, TAKUX KaK OITYXOJIH MOJOYHOH YKEJIE3H.

[00445] TepMuH «aHTHAHAPOTCH» B JAHHOM KOHTEKCTE OTHOCHTCS K JIOOOMY BEILIECTBY, KOTOPOE
MOXET HHrubuposars Owuosorumueckuii 3(@QexkT aHAPOreHHBIX TOPMOHOB, W BKIIOYAET, HO HE
orpannuusactcs mM, dukanyramun (Casodex™). TepMuH «aroHUCT rOHAJOPEINHA» B JAHHOM KOHTEKCTE
BKJTIOYACT, HO HE OTPAHUYUBACTCS MUMH, aDapEeIUKC, TO3EPEIMH M ro3eperHa anerar. ['03epeus MoXKHO
BBOJHUTD IO TOProBeiM HazpaHnueM Zoladex™,

[00446] Tepmun «uHrUOUTOP TOMOM3OMEPa3sl [» B JAHHOM KOHTEKCTE BKIOYACT, HO HE
OIPAaHHYMBACTCS HMH, TOIOTEKAH, T'HMMAaTeKaH, HPHHOTEKAaH, KAMIOTOTEKAH M €ro asamory, 9-
HUTPOKaMITOTELIMH U MaKPOMOJIEKYISIPHBIM KoHBIoraT kKamnrorenuaa PNU-166148. UpnHoTekaH MOXXHO
BBOJUTb, HAPUMEP, B GOpME, JOCTYIHOH B MPOAAXKE, HAMPUMEP, MOA TOProBoi Mapkoii Camptosar™,
TomoTekaH JOCTYICH B MPOAAXKE MO TOProeeiM HazsanueM Hycamptin™,

[00447] Tepmun «uHrHOUTOp TOMOM3OMEpasbl II» B JaHHOM KOHTEKCTC BKIIIOUACT, HO HC
OrPaHHYUBACTCS UMH, AHTPALIMKIIHHBI, TAKHAEC KAK JOKCOPYOHULIMH (BKJIFOUAs TUITOCOMHBIN MTPETapaT, TAKOH
kak Caelyx™), nayHOpyOHLMH, STUPYOULIUH, HAAPYOHLINH U HEMOPYOHLIMH, aHTPAXHHOHBI MUTOKCAHTPOH
U JIO30KCAHTPOH, W MOAOPUUTOTOKCHHBI 3TOMO3UA M TCHHUIO3UA. JTOMO3UA JOCTYICH B MPOAAXKE TMOX
ToproeeiM HazBaHueM Etopophos™. TeHuno3um A0CTYIICH B MPOJAXKE MO TOPTOBBIM Ha3BaHueM VM 26-
Bristol. JIokcopyOuLmH JOCTYIICH B MPOJaXKE MO TOProseiM HazBanueM Acriblastin™ win Adriamycin™,
OnupyOHLMH JOCTYIICH B MPOAAXKE MO TOProBeiM HazBanueM Farmorubicin™, M gapyOuiiud 1OCTYIICH B
MPOJaKE MOA TOProBbiM HazBaHueM Zavedos™. MHTOKCAHTPOH AOCTYICH B MPOJAKE MOA TOPrOBBIM
HazeaHreM Novantron.

[00448] TepmuH «arcHT, akTHBHBIH B OTHOLICHHH MHKPOTPYOOUCK» OTHOCHTCS K COCIMHCHHSIM,
CTa0WITH3UPYIOIUM MHKPOTPYOOUKH, K COCTUHCHUSM, ACCTAOWIM3HUPYIOIIUM MHKPOTPYOOUKH, H K
HHrUOUTOPaM MOTUMEPH3ALNH MUKPOTPYOOUEK, BKITIOUAs, HO HE OTPAaHHYHBASICH UMH, TAKCAHBI, TAKHE KaK
MAKIUTAKCEST U JOICTAKCE, alKAIOUIsl OapBUHKA, TAKMC KAK BHHONIACTUH WK BUHOIACTHHA Cy/ab(ar,
BUHKPUCTHH W BUHKPUCTUHA CYIb(aT H BUHOPEIOWH; JUCKOACPMOIHABL, KOJXULIMH U SIOTHIOHBI H UX
npouseoanbie. [lakmuTakcen AOCTYmEeH B MpoAake HOA TOProBbiM HasBanueM Taxol™. Jlonetakcen
JOCTYIICH B MPOJAXKE MO/ TOProBeiM HazBaHueM Taxotere™. BunOnactuHa cynbdar TOCTYICH B POAAKE
o TOproBeiM HazBanueM Vinblastin R.P™ . Bunkpucruna cyiabsdar J0CTYNIECH B MPOAAXKE MO TOPTOBBIM

Haszsa"ueM Farmistin™,
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[00449] TepMuH «aTKWIUPYIOIKH arcHT» B AaHHOM KOHTEKCTE BKIIIOYACT, HO HE OTPAHUYHBACTCS
nmy, wuknodpochamun, udochamua, mendaman wmm  HurpozomoueenmHy (BCNU wmm  Gliadel).
Huknodochamua nocrynex B npoaaxe noj ToproseiM HazsanueMm Cyclostin™. Udochamug goctyrieH B
mpoAaske moJ Toproeeiv HazsanueM Holoxan™,

[00450] TepmuH «MHrHOWUTOpPBI THCTOHACAUCTHIA3BDy Wi «uHrHOHTOps HDAC)» oTHOCHTCS K
COCMHEHHUAM, KOTOPbIC HHIHOHPYIOT THCTOHACALETHAA3Y U KOTOPbIE 00NaAal0T aHTHIIPONIU(EPATHBHOU
AKTHUBHOCTBIO. JIaHHBIN TEPMUH BKIIIOYACT, HO HE OTPAaHHYHBACTCS CH, CYOCPOMITAaHIINI-THAPOKCAMOBYIO
kucaoty (SAHA).

[00451] TepMuH «aHTHHEOIIACTHYICCKUI AHTUMETAOOIUT» BKIIIOYACT, HO HE OTPAHUYHBACTCS UMH, 5-
¢ropypaurn win 5-FU, kaneuurabun, remumrabun, JIHK-gemerwiupyromue areHTl, Takue Kak S-
A3AIUTUANH U ACHUTAOMH, METOTPEKCAT U 3JATPEKCAT, U aHTArOHHUCTHI (POTHUECBOM KHCIOTHI, TAKHE KaK
nemeTpekce . KamenntabuH ROCTYmEeH B mpojake moj TOproBeiM HaszeanueM Xeloda™. I'emiraOun
JOCTYIICH B IPOJAKE IO TOProBeiM HazeaHueM Gemzar™.

[00452] TepmuH «COCAMHECHHUE IUIATHHED) B JAHHOM KOHTCKCTE BKIIFOYACT, HO HE OTPAHUIHUBACTCS HMH,
KapOOIIaTHH, LUC-TIATHH, LUCIUIATHH U okcanumiatud. KapGomiaTuiH MOXKHO BBOJUTH, HAIIPUMED, B
dopme, TOCTYIHOM B MPOAAXKE, HAPUMEP, Mo ToproBoit Mapkon Carboplat™. OxcaaHIIaTHH MOXKHO
BBOAMTb, HAITPUMEP, B PopME, TOCTYIIHOH B MPOJAKE, HAIPUMED, OA Toprosor Mapkoi Eloxatin™.
[00453] TepmuH «COeIUHCHUS, HAMPABICHHO BO3ACHCTBYIOLINE/CHIDKAIOIHE AKTUBHOCTD ITPOTCHH-
WM JUNOWAKHHA3BD) WM aKTUBHOCTh HPOTCHH-WIM  junuadocdarassl; HIH  JONOTHHTCIBHBIC
AHTUAHTUOTCHHBIC COCAWHCHHS» B JAHHOM KOHTCKCTC BKJIIOYACT, HO HE OrPAHHUYMBACTCS HMH,
HHTUOUTOPBI MPOTCUHTHPO3UHKUHA3BI, W/WIM CCPUH-, W/WIH TPCOHHHKHHA3BI WIH WHTHOHUTOPHI
JWMAAKWHA3EL, TaKWe Kak a) COCAMHCHHS, HAMpPaBICHHO BO3ACHUCTBYIOIINE, CHIDKAIOIINC WM
HHrUOUPYIOIINE aKTHBHOCTh peuentopos TpomOouutapHoro ¢akropa pocra (PDGFR), Takme kak
COCIMHCHHS, KOTOPBIC HAMPABJICHHO BO3ACHCTBYIOT, CHIDKAIOT WM MHTHOHPYIOT akTuBHOCTH PDGFR,
0COOCHHO coeauHeHHs, KoTopbic HHrHOUpyroT peuentop PDGF, takue xak mpoussoxusiec N-enuma-2-
mupuMuaHHaMuHa, Takue kKak mvatuauO, SU101, SU6668 u GFB-111; b) coeauHeHus, HanmpaBICHHO
BO3ACHCTBYIOINC, CHIDKAIOIINE FIM WHIHOHPYIOIIME aKTHBHOCTh peLenTtopos (dakropa pocTa
¢udpodnacro (FGFR), c¢) cocauHeHus, HampaBICHHO BO3JACHCTBYIOIINC, CHIDKAIOUIUC WM
HHrUOUpYyIOIKEe akTUBHOCTh peuenropa | mHcynmuHomogoGHoro ¢akrtopa pocra (IGF-IR), takue kak
COCIMHCHHS, KOTOPHIC HANPABICHHO BO3JACHCTBYIOT, CHI)KAIOT HIIM MHIHOUPYIOT akTHBHOCTB IGF-IR,
0COOCHHO COCIUHCHMS, KOTOPbIE HHIHOUPYIOT KMHA3HYIO akThBHOCTH penenrtopa IGF-I, nnm anturena,
KOTOPBIC HATIPABICHHO BO3ACHUCTBYIOT Ha BHEKICTOUHBIN foMeH peuentopa IGF-I wmu ero gaxroper pocta;
d) coenvHeHHs, HANPaBICHHO BO3JACHCTBYIOLIVEC, CHIDKAIONIME HIH WHTHOWPYIOIIHE AKTHBHOCTb
CEMEHCTBA PELCNTOPHBIX THPOo3uHKKHA3 11k, nian uaruduTtopsl s¢puna B4; e) coeuHeHUS, HANPaBICHHO
BO3ACHCTBYIOIINC, CHIKAIOIIHE WIIH HHTHOUPYIOIHE aKTHBHOCTh CEMEHCTBA PELCNTOPHBIX THPO3UHKHHA3
AxI; f) coeanHeHMs, HampaBJICHHO BO3ACHCTBYIOIINC, CHIDKAIOLINE WM HHIHOHPYIOLIHE AKTHBHOCTb
PCLENITOPHOW THPO3WHKUHA3BI Ret; g) coeanHECHMs, HAPABICHHO BO3ACHCTBYIOIIHE, CHIDKAIOIUC HIIH

HHrudupyromue akTuBHOCTh peuentopHor THpo3uHkuHa3el Kit/SCFR, Takme kax wmaruan®G; h)
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COCIOVHCHHS, HAMpPABICHHO BO3ACHCTBYIOINUC, CHIDKAIOLINEC HIH HHTHOHMPYIOIIHWE AaKTHBHOCTb
peuenropubix TtuposunkuHaz C-kit, kortopeie sBmstorcs dactero cemetictBa PDGFR, rtakwe xax
COCMHCHHA, KOTOPbIC HAPABICHHO BO3ACHCTBYIOT, CHIDKAIOT WM HHIHOUPYIOT aKTHBHOCTh CEMEHCTBA
PELENTOPHBIX THPO3UHKHHA3 c-Kit, 0cOOCHHO coequHEHUS, KOTOphIe HHrHOUpYIOT penentop c-Kit, Takne
KaKk MMATHHHAO, 1) COCAMHCHHS, HAMNPABICHHO BO3ACHCTBYIOLIHC, CHIDKAIOIIMC WA HHTHOUPYIOLIHS
AKTHBHOCTb YJICHOB ceMeiicTBa c-Abl, mpoaykToB cnusHus uX reHoB (Hampumep, kuHassl BCR-Abl) u
MYTaHTOB, TAKHC KAaK COCIAMHCHMS, KOTOPBIC HAIMPABICHHO BO3ACHCTBYIOT, CHIDKAIOT HIIM HHTHOHUPYIOT
AKTHBHOCTb YWICHOB CeMEHCTBA C-Abl ¥ IPOIYKTOB CIAMSHUS UX TEHOB, TAKKE Kak mpou3BoaHbie N-deHun-
2-MUPUMHUANHAMAHA, TAKUE KaK nMaTHHUO win HIitoTHHHO (AMN107); PD180970; AG957; NSC 680410;
PD173955 mpouzsoacrea xommanmu ParkeDavis; wam mazaruaunb (BMS-354825); j) coeauneHus,
HANpPaBJICHHO BO3JACHCTBYIOLINE, CHIDKAIONIME WIXM HHTHOMPYIOIIME AKTHBHOCTh UWICHOB CEMEHCTBA
mpotennkuHas C (PKC) u Raf cepun/tpeonnnkunas, uieHos cemericta MEK, SRC, JAK/pan-JAK, FAK,
PDK1, PKB/Akt, Ras/MAPK, PI3K, SYK, TYK2, BTK u TEC wwuiun wuieHOB ceMmeicTBa
mukanH3aBucuMbix knHa3 (CDK), Bkirowas mpow3BOAHBIC CTAypPOCIIOPHHA, TAKHE KAaK MHIOCTAYPHH,
NPUMEPBI TOTOTHHUTEIbHBIX coequaeHud Bkarouaror UCN-01, cadunron, BAY 43-9006, 6puoctarus 1,
nepudosun; wimodosun; RO 318220 u RO 320432; GO 6976; Isis 3521; LY333531/LY379196;
nzoxunonuHoBeic coeamucHus; FTI, PD184352 wmu QANG697 (unruburop P13K) wmu AT7519
(uarudurop CDK); k) coequHeHuUs, HAPaBICHHO BO3ACHCTBYIOMINC, CHIDKAIOLINEG HIH HHTHOHPYIOLIHC
AKTHBHOCTh HHTHOHTOPOB MPOTCHHTUPO3WHKHHA3, TAKUC KaK COCAMHCHHS, KOTOPBIC HAIPABICHHO
BO3ACHCTBYIOT, CHIDKAIOT HITH MHTHOHPYIOT aKTUBHOCTh MHTHOUTOPOB MPOTCHHTHPO3IHHKHUHAZ, BKIIIOUAS
nmvaruanOa meswiar (Gleevec™) wam tupdoctuH, Takod kak Tyrphostin A23/RG-50810; AG 99;
Tyrphostin AG 213; Tyrphostin AG 1748; Tyrphostin AG 490; Tyrphostin B44; Tyrphostin B44 (+)-
snantuomep; Tyrphostin AG 555; AG 494; Tyrphostin AG 556, AG957 u agadoctun (agaMaHTHITOBBIH
apup 4-{[(2,5-muruapoxcudeHmn)meTii|amuHo }oeH30MHOM KkucaoTe; NSC 680410, amadoctun), 1)
COCVHCHHS, HAPABICHHO BO3ACHCTBYIOIINE, CHIDKAIOIIUC WIH HHIHOUPYIOIIHE aKTHBHOCTh CEMCHCTBA
snuaepManpHoro (akropa pocra peuenropueix tuposunknaas (EGFR; ErbB2, ErbB3, ErbB4 B dopme
TOMO- WM TETCPOAUMEPOB) M HMX MYTAHTOB, TaKHC KaK COCAMHCHHS, KOTOPHIC HAMPABICHHO
BO3ACHCTBYIOT, CHIDKAIOT HIH WHTHOMPYIOT AKTUBHOCTh CCMCHCTBA PELENTOPOB SMHUACPMATBHOTO
(axTopa pocta, 0COOCHHO COCAMHCHHS, OCIKH HIH aHTHUTENA, KOTOPBIC HHIHOHPYIOT WICHOB CEMCHCTBA
peuenropubix TuposunkuHas EGF, takux kak peuenrop EGF, ErbB2, ErbB3 u ErbB4, unu ces3piBatotcst
¢ EGF- wmn EGF-cBszannbpimu nurangamu, CP 358774, ZD 1839, ZM 105180; tpacty3ymad
(Herceptin™), nerykcumad (Erbitux™), Iressa, Tarceva, OSI-774, CI-1033, EKB-569, GW-2016, E1.1,
E24, E2.5, E6.2, E6.4, E2.11, E6.3 wiu E7.6.3 u npoussogusic 7H-nuppono-[2,3-d|oupumuausa; m)
COCMHCHHS, HANPABJICHHO BO3ACHCTBYIOIINE, CHIKAIOLINE WM HHIHOUPYIOLINE aKTUBHOCTh PELEITOPA
c-Met, Takue Kak COCIUHCHHS, KOTOPHIC HANPAaBICHHO BO3ACHCTBYIOT, CHIDKAIOT HJIM HHTHOHUPYIOT
aKTHBHOCTb C-Met, 0COOEHHO COCANHCHHUS, KOTOPbIC HHIHOUPYIOT KHHA3HYIO aKTHBHOCTh PELICNITOPA C-
Met, nnam aHTHTENa, KOTOPHIC HANPAaBICHHO BO3ACHCTBYIOT Ha BHEKICTOYHBIH JOMEH c-Met wim

cesspiBatoTes ¢ HGF, n) coeaubeHMs, HANpaBaCHHO BO3ACHCTBYOIINE, CHIDKAROIIUE WIH HHIHOUPYIOIIHES
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KHHA3HYIO aKTHBHOCTh 0gHOTO min 6onee uwieHos cemerictsa JAK (JAK1/JAK2/JAK3/TYK2 w/nnu pan-
JAK), Brirouas, Ho He orpanmumBasce umu, PRT-062070, SB-1578, GapunurunHu®, NakpuTHHHO,
momenotuaud, VX-509, AZD-1480, TG-101348, todauutuHHO U PYKCOIUTHHUO, O) COCAMHCHUS,
HAMPABICHHO BO3JACHCTBYIOIIHC, CHIKAMOIINC WM WHTHOUPYIOIINE KHHA3HYK aKTHBHOCTh KuHA3bel PI3
(PI3K) Britouast, HO He orpanmuuBasce umu, ATU-027, SF-1126, DS-7423, PBI-05204, GSK-2126458,
ZSTK-474, Oynapaucu®, mukrpemucud, PF-4691502, BYL-719, maktommcud, XL-147, XL-765 wu
uaenanucud;, W () COCIMHCHHUS, HAMPABICHHO BO3ACHCTBYIOLIHC, CHIDKAIOIIUC HIM HHTHOUPYIOIUC
curHaibHbIH dpdekt kackagos Oemnka hedgehog (Hh) wnu peuenropa Smoothened (SMO), Brirouas, HO
HE OTPaHHUYMBAICh UMH, LIUKJIONAMUH, BUCMOACTHO, HTpaKkoHao, spucmoaerud u IP1-926 (capuaerud).
[00454] Tepmun «uarudburop PI3K» B maHHOM KOHTEKCTE BK/IIOYACT, HO HE OTPAHHYHBACTCS HMH,
COCOUHEHH, 00Nafammye WHrHOUPYIOMEH aKTHBHOCTBIO NMPOTHUB OZHOTO MM Oonee (EpPMEHTOB B
cemeiicte ocharnamTUHO3UTO-3-KUHA3KI, BKIIIOYAst, HO He orpannumBasick umu, PI3Ka, PI3Ky, PI3KS,
PI3Kp, PI3K-C2a, PI3K-C2p, PI3K-C2y, Vps34, pl110-a, p110-B, p110-y, p110-6, p85-a, p85-B, p55-y,
pl150, pl01 u p87. Ilpumepst muruduropos PI3K, mpurogHeix cormacHo AaHHOMY H300PETEHHIO,
BKJIIOUAOT, HO He orpanmumBatorcs mvmu, ATU-027, SF-1126, DS-7423, PBI-05204, GSK-2126458,
ZSTK-474, oymapmucud, mukrpenucud, PF-4691502, BYL-719, makromucu6, XL-147, XL-765 u
uaeIaIucuo.

[00455] Tepmun «unarudurop BTK» B JaHHOM KOHTEKCTE BKIIOYACT, HO HE OTPAHHYHBACTCS HMH,
COCIOMHCHHS, 00JaJaroIHe WHIMOUPYIOLICH aKTUBHOCTRIO MPOTHB THpo3uHKuHA3bel bpyrona (BTK),
BKJIFOUAsI, HO HC OrpaHmauBasch uMu, AVL-292 u ubpyTHHuo.

[00456] Tepmun «uarudurop SYK» B JaHHOM KOHTEKCTE BKIIFOYACT, HO HC OTPAHHYHMBACTCS HMH,
COCIUHCHMS, 00JAMA0IHUEC HHTHOUPYIOIMECH AKTUBHOCTHIO MPOTHB TUPO3MHKHHA3KI cene3eHku (SYK),
BKIIOUas, HO He orpanmumBasch mmu, PRT-062070, R-343, R-333, Excellair, PRT-062607 wu
docramaTHHHO.

[00457] JomonnurenbHeie npHMEpsl coeauHeHui, uHruoOupyoomux BTK, u mnaromorumueckux
COCTOSIHHI, KOTOPBIC MOYKHO JICUUTh TAKHMH COCAMHCHUSIMU B KOMOMHALIUH C COCAMHCHUSIMH 110 JAHHOMY
n300peTeHuIO, mpeactasicHsl B myomukamusax W02008039218 u W02011090760, monHoe coacprkaHHe
KOTOPBIX BKJIFOUCHO B JAHHBIH JOKYMCHT MOCPESACTBOM CCBLIKH.

[00458] [omonnurenbHele TpHMEpPHl coeaumHeHuH, uHruOMpyomux SYK, u marosormeckux
COCTOSIHHI, KOTOPBIC MOYKHO JICYUTh TAKHMH COCAMHCHUSIMU B KOMOMHALIUH C COCAMHCHUSIMH 110 JAHHOMY
n3o0peTeHN0, mpeacTasicHsl B myOnukampsix W02003063794, W02005007623 u W02006078846,
MOJHOE COACPKAHUC KOTOPBIX BKIIOUCHO B JAHHBIA JOKYMEHT MOCPEACTBOM CCBUIKH.

[00459] [omonnutenbHele mpHMEpsl cocauHeHui, wuHruOupyromux PI3K, u maromormueckux
COCTOSIHHI, KOTOPBIC MOYKHO JICYUTh TAKHMH COCAMHCHUSIMU B KOMOMHALIUH C COCAMHCHUSIMH 110 JAHHOMY
n300peTeHNMI0, mpeacTaBicHel B myOmukammsax W02004019973, W02004089925, W02007016176,
US8138347, W02002088112, W02007084786, W02007129161, W02006122806, W0O2005113554 u
WO02007044729, nonHoe COASPKAHUE KOTOPBIX BKJIFOUCHO B JAHHBIN JOKYMEHT MOCPEACTBOM CCBLIKH.

[00460] [lomonnuTenbHBIC MTPUMEPBl CcocauHeHHM, HHrHOWpyoumx JAK, ©# maroaorudeckux
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COCTOSIHHH, KOTOPBIC MOYKHO JICYUTh TAKHMH COCAMHCHUSIMU B KOMOMHALINH C COCAMHCHUSIMH 110 JAHHOMY
n300peTeHNI0, mpeacTaBicHel B myOmukammsax WO02009114512, W02008109943, WO02007053452,
WO02000142246 u WO02007070514, moaHoe coAepKaHHWE KOTOPBIX BKIIOUCHO B JAHHBIH JOKYMCHT
MOCPEICTBOM CCBIIKH.

[00461] [HononHuUTCIHHBIC AHTHAHTHOTCHHBIC COCAMHCHHS BKIIIOUAT COCAMHCHUS, MMCIOINC APYTOH
MEXaHH3M HX aKTHBHOCTH, HAPHMEDP, HE CBS3aHHBIA C MHTHOHMPOBAHUEM MPOTCHH- WX JIUMHAAKHHA3HL,
Hanpumep, Tanugomua (Thalomid™) u TNP-470.

[00462] [Ilpumvepsl HHrHOHMTOPOB MPOTEACOM, MPUTOJHBIX [ MPUMCHCHHUS B KOMOHWHAIMH C
COCIUHCHHUSAMH MO JAHHOMY H300PCTCHHIO, BKIIIOYAIOT, HO HE OTrPAHHYMBAIOTCI HMH, OOTPE30MHO,
mucyabdupam, smuramnokarexus-3-ramiar (EGCG), camumnocnopamug A, xapdumzomud, ONX-0912,
CEP-18770 u MLN9708.

[00463] CoeauHeHUs, KOTOPHIC HAPABICHHO BO3ACHCTBYIOT, CHIDKAIOT WJIM HHTHOUPYIOT aKTHBHOCTb
nporenH- wnn gunuadocdaTaspl, MpeACTaBIIOT coOOM, Hampumep, HHruOMTOpHl (ocdartazer 1,
docdaraszsr 2A win CDC25, Takue kak OKaJauKoBas KUCIOTA WK €¢ MPOU3BOHBIC,

[00464] CocnuncHMS, KOTOPHIC BBI3BIBAIOT MPOLECCH KICTOYHON AU PEPCHIMPOBKH, BKIIIOYAIOT, HO
HE OTPAHUYUBAIOTCS HMH, PETHHOCBYIO KUCIIOTY, (- Y - HITH O - TOKO(EPOI UK - ¥ - WITH O - TOKOTPUCHOIT.
[0046S] TepmuH «HMHrHOMTOP LHMKIOOKCHICHA3bl» B JaHHOM KOHTCKCTE BKJIIOYACT, HO HE
OrpaHHYUBACTCS UMM, HHTHOHTOPBI CoX-2, S-aIKUI3aMCIICHHY IO 2-apHiIaMHHO(DECHUITYKCYCHY IO KUCIIOTY
u cc mpouwsBoaHbeie, Takue Kak wnenekokcuO (Celebrex™), podexokcud (Vioxx™), 3TOpHKOKCHO,
BAIICKOKCHO HIH S-alaKui-2-apHiaMHHO(DCHITYKCYCHYIO KHCIIOTY, TaKyr Kak S-metwi-2-(2'-xmop-6'-
(TOpaHUINHO) PCHUITYKCYCHAST KUCIIOTA, TIOMHPAKOKCHO.

[00466] Tepmun «Ouchochonarsy B JaHHOM KOHTCKCTE BKIIFOYACT, HO HC OTPAHHYUBACTCS HMH,
STPUAOHOBYIO, KJIOAPOHOBYIO, THIYAPOHOBYIO, MaMHAPOHOBYIO, AICHAPOHOBYIO, HOAHAPOHOBYIO,
PHU3CIPOHOBYIO U 30JCIPOHOBYIO KHCIOTY. DTHAPOHOBAS KHUCIOTA AOCTYIHA B MPOJAKE IMOJ TOPTOBBIM
nHazganueM Didronel™. KnoapoHoBas KuciaoTa JOCTYIIHA B TMPOJAXKE IMOX TOPTOBBIM HA3BAHHEM
Bonefos™. TumyapoHoBas KHCIOTa JOCTYIMHA B MNPOAKE MOA TOproseiM HazpanueMm Skelid™.
[NamuapoHoBas KHCIOTA AOCTYIHA B MPOAAXKE MOJ TOProBeiM HassanweM Aredia™. AneHapoHoBas
KHC/I0Ta AOCTYITHA B MPOJAXKE MO TOProBeiM HasBanueM Fosamax™. MGaHapoHoBast KUCIOTA AOCTYITHA
B MPOJAXKE MOA TOProBeiM Haszpanuem Bondranat™. PuseapoHoBast KHCIOTA JOCTYIHA B MPOJAXKE TOA
ToproeeiM HazBanueMm Actonel™. 3o71e1pOHOBAS KUCIOTA JOCTYITHA B MPOJAXKE MO/ TOPTOBBIM HA3BAHUEM
Zometa™, Tepmun «uarudutopsl mMTOR» oTHOCHTCS K COCAMHEHHUAM, KOTOPHIEC HHTHOUPYIOT MHUIICHb
muekonmrarommx panamvuima (MTOR) u kotopeie o0namarorT aHTHOPOIU(DCPATHBHON AKTHBHOCTHIO,
TakuM kak cupomumyc (Rapamune®), ssepomumyc (Certican™), CCI-779 u ABT578.

[00467] TepmuH «MHrHOUTOP remapaHassD B JAHHOM KOHTCKCTE OTHOCHTCS K COCAMHCHUSIM, KOTOPHIC
HAIPABJICHHO BO3JACHCTBYIOT, CHIKAIOT WM HHIHOMPYIOT pacmaj cyiabdara remapuna. JlanHsi TepMuH
BKJIIOUACT, HO HE orpanmunBactcs UM, P1-88. Tepmun «moandrkaTop GHOTOrHUECKOro OTBETA) B JAHHOM
KOHTECKCTE OTHOCHTCS K TUM(OKUHY UITH HHTEPPEPOHAM.

[00468] Tepmun «uHruOUTOP OHKOreHHBIX H30(opM Rasy, Takmx kak H-Ras, K-Ras nnmu N-Ras, B
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JAHHOM KOHTEKCTC OTHOCHTCS K COCIUHCHHSAM, KOTOPBIC HANPABICHHO BO3ACHCTBYIOT, CHIIKAIOT HIIH
MHTUOHPYIOT OHKOT'CHHYHO aKTHBHOCTE Ras; Hampumep, «uHrudutop dapuesuntpanchepasbry, Takoh Kak
L-744832, DK8G557 wmu R115777 (Zarnestra™). TepMuH «HMHTHOUTOpP TEIOMEPA3bl» B AAHHOM
KOHTEKCTEC OTHOCHUTCS K COSTHHCHHSIM, KOTOPBIC HAPABICHHO BO3ACHCTBYIOT, CHIDKAIOT WIIH HHTHOHPYIOT
aKkTHBHOCTb TenoMmepasbl. COeOUHEHHS, KOTOPbIC HAMpPABICHHO BO3JACHCTBYIOT, CHIDKAIOT WM
HHrUOUPYIOT AKTUBHOCTh TEIOMEPA3bl, NPEACTABILIIOT COOOHM, B YAaCTHOCTH, COCAWHCHHUS, KOTOPBIC
HHrUOHPYIOT PELECNITOP TEIOMEPA3BL, TAKHE KaK TEIOMECTATHH.

[00469] TepMuH «HMHrHOMTOP METHOHHHAMHWHONCTITHAA3b» B AAHHOM KOHTEKCTC OTHOCHUTCS K
COCAMHCHHUAM, KOTOPBIC HANPABICHHO BO3ACHCTBYIOT, CHIDKAIOT HIH HHIHOUPYIOT AKTHBHOCTb
MeTHOHMHaMuHonenTHaAa3bl. COCAMHECHUS, KOTOPHIC HANPABICHHO BO3ACHCTBYIOT, CHIDKAIOT WU
HHIMOUPYIOT aKTHBHOCTh MECTHOHHHAMMHOIICTITHA3bI BKITIOYAOT, HO HE OTPAHHYHMBAIOTCS UMM, OCHraMH
WJIH €T0 POU3BOTHOE.

[00470] TepmuH «HHrUOUTOP MPOTEACOMBI» B JAHHOM KOHTEKCTE OTHOCHTCS K COCIHHCHHUSIM, KOTOPHIC
HAIIPABJICHHO BO3JACHUCTBYIOT, CHIDKAIOT WM HMHTHOMPYIOT AKTHBHOCTh mnpoteacoMbl. CoeauHeHHS,
KOTOPBIC HAIPABICHHO BO3ACHCTBYIOT, CHIDKAIOT HJIM MHTHOUPYIOT aKTUBHOCTh MPOTEACOMBI BKIFOYAIOT,
HO HE orpaHuunBaroTcs umu, boprezomud (Velcade™) u MLN 341.

[00471] Tepmun «MHrHOUTOP MATPHKCHOI MeTaTONpPOTeHHA3ED) (K uHrHouTop «MMP») B 1aHHOM
KOHTEKCTE BK/IIOYACT, HO HE OrPAaHMYMBACTCS HMHM, KOJUIATCHOBBIC NENTHIOMHMETHYCCKHE U
HEMICTITHIOMUMETHICCKAE HHIMOUTOPBI, TETPALMKINHOBBIC IPOU3BOJHBIC, HANPHMEP, T'MAPOKCAMAT
MECITHAOMUME THICCKOTO HHIHOUTOPa OaTMMacTaTa M €ro epopaibHO OHOAOCTYITHBIH aHAIOT MapUMacTaT
(BB-2516), npunomactar (AG3340), meractar (NSC 683551), BMS-279251, BAY 12-9566, TAA211,
MMI270B wmu AAJ996.

[00472] TepMuH «COCAUHEHUS, MCTIOIB3YEMbIC MPH JICYCHHHA EMATOJIOTHICCKUX 3T0KAYCCTBEHHBIX
3a00JICBaHHI B JAHHOM KOHTCKCTE BKITIOUACT, HO HE OrPAHUYIHBACTCS UMH, HHTHOUTOPE! FMS-nio100H0#M
THPO3HUHKHUHA3BI, KOTOPBIC NPEACTABIIIOT COOOW COCAMHCHHS, HAMPABICHHO BO3ACHCTBYIOLINC,
CHIDKAOIIUE WIH HHrHOMPYIOIUEC aKTHBHOCTH peuentopoB FMS-nogo6Hoi tuposunkunaser (Flt-3R);
unrepdepon, 1-B-D-apabunodypanzunuurosus (ara-c) u Oycynbdan; n uarudbutopsr ALK, kotopsie
MPEACTABISIOT COOOW COCAMHCHHS, HANPABICHHO BO3ACHCTBYIOIINE, CHIDKAOINUC WM HHTHOUPYIOIIUC
KHMHA3y aHAIUTACTHICCKON JIMMQPOMEI.

[00473] CoeauHeHUSI, KOTOPHIC HAMPABICHHO BO3ACHCTBYIOT, CHIDKAIOT WJIM HHTHOUPYIOT AKTHBHOCTh
peuenropos FMS-nioao6Ho# tuposunkunassl (Flt-3R), npeacrasmsiror coO0H, B 4aCTHOCTH, COCIUHCHUS,
OCIKM WIHM aHTHUTENIA, KOTOPHIC MHTHOMPYIOT WICHOB CCMEHCTBA PELICNTOPHBIX THpo3uHKuHA3 Flt-3R,
takue kak PKC412, munocraypus, npoussogHoe craypocnopusa, SU11248 u MLN518.

[00474] Tepmun «uaruduropsr HSP90» B 1aHHOM KOHTEKCTE BKIIOYACT, HO HC OTPAHUYUBACTCS HMH,
COCIOVHCHHS, HANpaBICHHO BO3ACHCTBYIOIIME, CHIDKAIOIINE WIH WHTHOUPYIOIUE COOCTBCHHYIO
aktuBHOCTh AT®azet HSP90, paspymaromue, HampasiCHHO BO3ACHCTBYIOIIME, CHIDKAKOIING WIH
uHrubupyromue  Oenku-kimueHtsl  HSP90 mo  yOukBuTHH-mpoTreocomHOMy myTd. CoeauHeHH,

HAMPABICHHO BO3ACHCTBYIOIINE, CHIKAIOIINEG WM HHTHOUPYOIIHE COOCTBCHHYIO akTHBHOCTh AT®asmn
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HSP90, npeacraBnsaroT coboit, B YaCTHOCTH, COCAMHECHHS, OCITKY WX AaHTUTEIA, KOTOPBIC HHTHOHPYIOT
aktuBHOCTh AT®azer HSP90, rtakme xkaxk 17-ammunamuuo-17-gemeroxcurenmanamuius (17AAG),
reIAaHAMUIIMHOBEIC TPOU3BOAHBIC, JPYTUEC POACTBCHHBIC COCAMHCHHS TCIAAHAMHLWHA, PAIULHKON H
narudutopst HDAC.

[00475] Tepmun «antunponauepaTuBHBIC AHTUTENA» B JAHHOM KOHTEKCTC BKIIOYACT, HO HE
orpannuuBactcss umu, Tpacty3ymadb (Herceptin™), tpactyzymab-DMI1, »spOurykc, Oepammzymabd
(Avastin™), purykcumab (Rituxan®), PRO64553 (autu-CD40) u anmtureno 2C4. IMoa antuTenamu
MOAPA3YMCBAIOT ~ WHTAKTHBIC ~ MOHOKJIOHAJIBHBIC ~ QHTUTENA,  TNONHKIOHAIBHBIC  AHTHTEIA,
MyJIbTUCHCIM(UUCCKUEC AHTUTENIA, OOpAa30BaHHBIC W3 IO MEHBIICH Mepe 2 WHTAKTHBIX AHTUTEI, H
(hparMeHTHl aHTUTEIN, TIPU YCIOBHH, YTO OHH JEMOHCTPUPYIOT TPEOYEMYIO OHOIOTHYECKYIO aKTHBHOCTb.
[00476]  Jlas meueHHs OCTPOro MUEIOHIHOTO jeiiko3a (AML) coequneHus o AaHHOMY H300PETCHHUIO
MOYKHO HCIIOJB30BaTh B KOMOHMHALIMY CO CTAaHJAPTHBIMH IperapaTaMy MPOTHB JCHK03a, B YaCTHOCTH, B
KOMOWHAIINY C IperapaTamMu, UConb3yeMbiMu 1t neuernss AML. B wactHocTH, coe fuHEHHUS 0 JAHHOMY
N300PETCHHUIO MOXKHO BBOJMTh B KOMOHHALIMH, HAIPUMED, ¢ MHrHOUTOpaMu (apHe3uwiTpanchepassl u/umm
C APYTHUMH NIpenapaTamu, OPUroAHbIMU [t neueHus AML, takumu xak JayHOPYOMIIMH, aJpHAMHIVH,
Ara-C, VP-16, TeHnmosus, MUTOKCAaHTPOH, naapyouLuH, kapoormiarud u PKC412.

[00477]  pyrue aHTHICHKO3HBIC COCAUHCHHS BKIFOYAOT, HAapuMep, Ara-C, MUPUMHIHHOBbIH AHAJIOT,
HPEACTABISIONHMI co60i 2 -anbha-TuApOKCHPHO03HOE (aApabUHO3HIHOE) MPOU3BOTHOE AE30KCUIIUTHINHA.
Taxoke BKITIOUCH ITyPHHOBBIH aHATIOT THIIOKCAHTHHA, 6-MepkanTonypuH (6-MP) u docdar pnynapaduna.
CocauHeHUsI, KOTOPHIC HAMPABICHHO BO3ACHCTBYIOT, CHIDKAIOT WIM WHTHOMPYIOT aKTHBHOCTB
ructonacanermwiazsl (HDAC) mnpeactaBistoT coOO¥M HHTCHOHTOPBI, Takve Kak OyTHpaT HATpUS H
cyoepornanmua-ruapoxcamosas kuciaota (SAHA), koToppic HHTHOHMPYIOT akTHBHOCTH (HEPMCHTOB,
M3BECTHBIX Kak ructoHacaneTinaszbl. Crneruduucckue uaruouropst HDAC Brmrouaror MS275, SAHA,
FK228 (6piBmuit FRO01228), tpuxocrati A u coeauneHus, ormucanubie B US 6552065, Brirouast, HO He
orpaHu4UBasICh UMH, N-ruapokcu-3-[4-[[[2-(2-meTwn-1H-unmoma-3 -um)a i |amuno | metun| permn]-2E-2-
MPOICHAMK WK €ro (apMAlCBTHUCCKHA TpUEMIeMas COJib U N-rHaApokcH-3-[4-[ (2-ruapoxcusTun){2-
(1H-usg0a-3-mn)3ti|amuso |MeTui e rmn | -2 E-2 -porieHamu g wiu ero (hapMarieBTUYCCKH IpUeMIeMast
COMb, OCOOCHHO IaKTATHAS COJIb. AHTArOHHCTH PELENTOPAa COMATOCTATHHA B JaHHOM KOHTCKCTE
OTHOCATCS K COCAMHCHISM, KOTOPBIC HAMPABICHHO BO3ACHCTBYIOT, MPABIT WM HHTHOMPYIOT PELCITOP
comarocraruHa, Takue kak okrtpeotHgy u SOM230. Iloaxomsl, HAmMpaBACHHBIC HA TMOBPCKICHHS
OMYyXOJICBBIX KJIETOK, OTHOCATCS K TakUM TMOAXOJaM, KaK HOHU3HPVIOIIEE H3NyYCHHE. TepMUH
«MOHU3UPYIOLIEEC H3IYYCHUE» OTHOCHTCS K OINHMCAHHOMY BBIIIE, W B JAHHOM KOHTEKCTE O3HA4YacT
HOHH3UPYIOLIEEC H3MYUCHHUE, KOTOPOE CYIIECTBYET JAHOO B BHAC SICKTPOMATHUTHBIX TyUeH (Takux Kak
PCHTTCHOBCKHE JIyYM W TaMMa-ydd), Ju00 B BHAC dacTHI] (TakuxX Kak ambda- U OeTa-4aCTHIlBI).
HNonnzupyromee n3ay4eHUe NpeaAcTaBICHO, HAPUMED, HO HE OTPaHHYIHMBACTCS 3TUM, TYISBOU TEpamuei u
M3BECTHO B AaHHOU oOnactu TexHukd. Cm. Hellman, Principles of Radiation Therapy, Cancer, B Principles
and Practice of Oncology, Devita et al., pea., 4-oe uzza., Tom 1, cc. 248-275 (1993).

[00478] Takxke BraroucHsl cBssyrommue arcHTel EDG # WHrHOUTOpPH PUOOHYKICOTHAPEIYKTA3HL.
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Tepmun «cpsasyromue areatel EDG» B JaHHOM KOHTEKCTE OTHOCHUTCS K KJIACCY MMMYHOCYMPECCAHTOB,
KOTOPBIC MOAYIMPYIOT PELUPKY/Ipi0 auMmbouutos, Ttakux kak FTY720. TepMuH «HHrHOUTOPEI
PUOOHYKIICOTHAPEAYKTA3bD» OTHOCHUTCS K MUPUMHUIWHOBBIM WITH IYPUHOBBIM HYKJICO3UIAHBIM aHATIOTaM,
BKJTIOUAs!, HO HE OrpaHUYHUBAsICh UMH, (yaapabuH u/win urosnnapadunosun (ara-C), 6-tuoryanuH, 5-
dropypauun, kiagpuduH, 6-meprantonypuH (ocobenHo B koMmOuHaimu ¢ ara-C mpotuB ALL) w/unm
neHroctatiH.  VIHruGuropel  pHOOHYKICOTHAPEAYKTA3bl MNPEACTABILIIOT COOOM, B  YaCTHOCTH,
TMIPOKCUMOYEBHUHY WJIH MMPOU3BOAHBIE 2-TuaApokcy-1H-m3onnnoma-1,3-1uona.

[00479] Taxoke BKIIOUCHBI, B YaCTHOCTH, COCAMHCHIS, OCIIKY i MOHOKIOHAIbHbBIC anTuTena VEGF,
Takue Kak |-(4-xjpopaHuanHo)-4-(4-mupugunvetn)drasasud Wik ero (GpapManeBTHICCKH MPUSMIEMAs
comb, 1-(4-xmopanuwnuno)-4-(4-mupuaunmetwn)pranazuHa CykmmHaT;, Angiostatin™;  Endostatin™;
aMuabl aHTpaHwIoBoM KUCIOThI, ZD4190; ZD6474; SU5416; SU6668; Oesanmzymad; win antu-V EGF
anTHTena, win anturena nporus peuentopa VEGF, rakue kak thuMAb u RHUFab, antamep VEGF, takoit
kak Makyros; uHruouTopel FLT-4, narudurops: FLT-3, antureno IgGl VEGFR-2, anrnozum (RPI 4610)
u OeBarzymab (Avastin™),

[00480] doroauHamiteckas Tepamus B JAHHOM KOHTEKCTE OTHOCHTCS K TCPAlMH, B KOTOPOI
HCIIONB3VIOT ~OIPEACICHHBIC XUMHYECKHE COCIOMHECHMS, KOTOPBIE JACHCTBYIOT KaK H3BECTHBIC
(DOTOCCHCHOWIM3HUPYIOLINE COCIUHCHHS, I8 JCUCHUS WIM HNpPeaynpexacHus paxa. Ilpumepsr
(boTOAMHAMHUUECKOI TEPANMHU BKIIOYAIOT JICUCHUE TAKUMH COCIUHCHUAMH, Kak Visudyne™ u nopdumep
HATpH.

[00481] Asnruocraruueckue CTEPOMABI B JAHHOM KOHTCKCTE OTHOCATCSA K COCIUHCHHSAM, KOTOPBIC
OMOKHPYIOT HIM HMHIHOUPYIOT AHCHOTCHE3, TaKMM KakK, HAlpPUMEp, AaHCKOPTAaB, TPUAMLIMHOJIOH,
THAPOKOPTH30H, |1-0-3mHUruapoKOpPTH307, KOPTEKCONOH, |70-THAPOKCHIPOTECTEPOH, KOPTHKOCTEPOH,
JC30KCHKOPTHKOCTEPOH, TECTOCTCPOH, 3CTPOH M ACKCAMETA30H.

[00482] WmmuiaHtaTel, COACPIKALIHE KOPTHKOCTCPOHIBI, OTHOCATCS K COCAHHCHHSM, TaKHM Kak
(TyOLITHOIOH U JEKCAMETA30H.

[00483] [pyrue XHMHOTCPANCBTHYCCKAC COCAMHCHHUS BKIIFOYAIOT, HO HC OrPAHHMHUBAIOTCS HMH,
PaCTUTEIbHBIC ATKAIONIbI, TOPMOHAIBHBIC COCAUHEHHS M AaHTATOHUCTHL, MOAN(UKATOPBEI OUOIOTHICCKOTO
OTBETA, MPEAMOYTHTCIBHO TUM(POKHHEI WIN HHTCPPCPOHBI, AHTHCMBICIOBBIC OJIUTOHYKICOTHIBI HIIH
onmuronykieotraasie npoussogusie; KiPHK mwm MuPHK v npoune coexHeHNU WM COSIMHEHUS C
JPYTHUM WM HCU3BECTHBIM MEXaHU3MOM JCHCTBHS.

[00484] CocauneHus MO TAHHOMY H300PESTCHHIO TAKKE MOYKHO MCTIOIb30BATh B KAYECTBE COCTHHCHUMA
JUISE COBMECTHOH Tepamnuu Al IPUMCHCHHS B KOMOHHAIIUM C JPYTUMH JICKAPCTBCHHBIMU BEIICCTBAMH,
TAKUMH KaK MPOTHBOBOCIIAIUTCIbHBIC, OPOHXOPACIIUPSIONINE WA aHTUTHCTAMUHHBIC JICKAPCTBCHHEIC
BCIIECTBA, B YACTHOCTH, MPH JICUCHHUH OOCTPYKTUBHBIX HIIH BOCHIATUTEIIBHBIX 3200JICBAHNH JBIXaTeIbHBIX
MYTCH, TAKUX KaK YIIOMSHYTHI BHILIC, HAPUMED, B KAUECTBE YCHIIUTEICH TEPACBTHUCCKON aKTUBHOCTH
TaKUX JICKAPCTB HIH B KAUECTBE CHOcODa CHIDKCHHS TPEOYEMBIX J03 WM MOTCHLUHATBHBIX MOOOYHBIX
a¢pdexToB Takux jJckapctB. COCOUHECHHE MO AAHHOMY H300PETCHHIO MOXKHO CMEIIHBATh C JPYTUM

JICKaPCTBCHHBIM BCIHICCTBOM B (bI/IKCI/IpOBaHHOI\/'I (I)apMaI_IGBTI/I‘ICCKOI‘/II KOMIIO3HUIIMK HWJIH MOZKHO BBOJHTH
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OTACIBHO, A0, OJHOBPEMEHHO WM MOCIE APYTOro JEKApCTBEHHOTO BemecTsa. COOTBETCTBEHHO, JAHHOC
HN300pETCHUE BKIIOYACT KOMOHHAITMIO COCAMHCHHS MO JAHHOMY H300PETCHHIO, ONMHMCAHHOTO BBIIIC, C
MPOTHBOBOCHIATUTCIBHEIM, OPOHXOPACIIUPSIONIMM, AHTUTUCTAMHUHHBIM  HJIH  NPOTHBOKAIIICBBIM
JICKApPCTBEHHBIM BCIIECCTBOM, MPUUYEM YKA3aHHOE COCIMHCHHE IO JAHHOMY H300PCTCHHUIO U YKa3aHHOES
JICKApPCTBEHHOE BELICCTBO NMPEACTABICHB! B OMHOU WK B Pa3HBIX (PapMAaIeBTUICCKUX KOMITO3HLIUSX.
[00485] IlpuroaHsic MPOTHBOBOCHIAIUTEIBHBIC JCKAPCTBCHHBIC MPETAPAThl BKIOYAIOT CTCPOUIbI, B
YACTHOCTH, TIIFOKOKOPTHKOCTEPOUIbI, TAKHE Kak OyaecoHnA, OekIaMeTa3oHa AUMPONHOHAT, (PayTHKa30Ha
MPOTMOHA, LUKICCOHHA WIH MOMETa30Ha (PypoaT, HECTCPOHIHBIC AarOHHCTHI TTIOKOKOPTUKOHIHOTO
peuenropa; antaronuctel LTB4, takue xak LY293111, CGS025019C, CP-195543, SC-53228, BIIL 284,
ONO 4057, SB 209247, antaronauctst LTD4, Takue xak MoHTEnYKaCT U 3adupiaykacT;, HHruOuToper PDE4,
takue kak muiommaact (Ariflo® GlaxoSmithKline), podnymmaact (Byk Gulden),V-11294A (Napp),
BAY19-8004 (Bayer), SCH-351591 (Schering- Plough), apodunins (Almirall Prodesfarma), PD189659 /
PD168787 (Parke-Davis), AWD-12- 281 (Asta Medica), CDC-801 (Celgene), SeICID(TM) CC-10004
(Celgenc), VM554/UMS565 (Vernalis), T-440 (Tanabe), KW-4490 (Kyowa Hakko Kogyo); aroructsr A2a;
aHtaroHUCTel A2b; ¥ aroHuCTH OcTa-2-aAPCHOPCLCTITOPA, TaKHWE Kak anpOyTeposd (campOymaron),
METAIMPOTCPCHOIT, TCPOYTAIHH, CATBMETSPOI, PCHOTEPOII, MPOKATSPOI U OCOOCHHO (hopMOTEpOIT, U HX
dapmanepriuecku mnpuemiemsie comu. [Ipuromssie OpOHXOpPACHIMPSIOMIME MPETAPATH  BKIIOYAIOT
AQHTUXOJMHEPTUUCCKHIC WM AHTUMYCKAPHHEPIHICCKUE COCIUHCHHS, B YaCTHOCTH, OPOMHE UIIPATPOIIH,
6pomua oxcurpornws, conu Trotporust u CHF 4226 (Chiesi), u rimukonuppoa.

[00486] [IlpuroaHeic aHTHUTHCTAMHHHBIC JICKAPCTBCHHBIC BEIICCTBA BKJIOYAIOT THAPOXJIOPHA
HeTHpHU3nHA, auetamMuHodeH, (Qymapar KiIeMacTHHA, NPOMETA3MH, JOPATaAWH, [AC3JI0PATaAUH,
muCHTUAPAMHAH W THAPOXJIOpHA (ekcopeHAIuHA, AKTHBACTUH, ACTCMH30J, a3C/IaCTHH, S0aCThH,
SMHMHACTHH, MU30JIACTHH U TC(PCHAIMH.

[00487] [Mpyrue mnpuroaHsic KOMOWHALMH H COCAMHCHHS [0 JAHHOMY HM300PCTCHHIO C
MPOTHBOBOCHIATUTCIBHBIMU  JICKAPCTBAMH  MPCACTABISIOT COOOM KOMOWHAIIMKM C aHTAarOHHCTaMH
XeMOKHHOBBIX perentopos, Hanpumep, CCR-1, CCR-2, CCR-3, CCR-4, CCR-5, CCR-6, CCR-7, CCR-8,
CCR-9 u CCR10, CXCRI1, CXCR2, CXCR3, CXCR4, CXCRS5, B yactHocTH, ¢ antaroauctamu CCR-5,
TAaKUMH KaK aHTAaroHUCTH mpou3BoacTsa kommnanuu Schering-Plough SC-351125, SCH-55700 u SCH-D,
M aHTaroHUCTHI mpou3BoAcTBa kommanuu Takeda, takme xak N-[[4-[[[6,7-auruapo-2-(4-meTundenun)-
SH-GenzoumknorenteH-8-mi|kapOonmi|amuso | perun [metun [retparnapo-N,N-numetnia-2H-upan-4-
amunust xjaopug (TAK-770).

[00488] CrpykTypa akTHBHBIX COCAMHCHHH, OOO3HAYUCHHBIX KOAOBBIMH HOMEpAMH, OOIIUMH HITH
TOPTOBBIMH HA3BaHUSAMH, MOXKET OBITh B3Ta M3 aKTYalbHOTO W3JaHUs craHaaptHoro kartamora «The
Merck Index» nnan u3 6a3 maHHBIX, HAOPUMEP, Oa3bl MEXKIYHAPOIHEIX MATCHTOB (HAIIPUMED, BCEMHPHBIC
nyOmukanm IMS).

[00489] CoecauHcHHe MO AaHHOMY H300PETCHHIO MOXKHO TAKKE HCIOIB30BATE B KOMOHHALHU C
W3BECTHBIMH TCPANCBTHYCCKUMH MPOLIECCAMH, HANPHMEP, C BBEACHHEM TOPMOHOB WIH C JYYEBOH

Tepannep”l. B HCKOTOPBIX BApPUAHTAX pCan3ani IMPCIIOKCHHOC COCAUHCHUC UCIOIB3YIOT B KAUCCTBC
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PagHOCCHCHOMIN3ATOpA, B YACTHOCTH, AJISl JICUCHHS OIMYXOJCH, KOTOPBIC ACMOHCTPUPYIOT CIa0yio
BOCHPHUUMYHBOCTD K JIYICBOH TCPAITHH.

[00490] CoeauHeHue MO JAHHOMY H300PETCHHIO MOYKHO BBOJHTH OTJACIBHO WM B KOMOWHALMH C
OAHUM WIH 00JICe APYTUMH TCPAICBTHYCCKUMH COCAMHCHUSIMH, NPHYEM BO3MOXKHAS KOMIUICKCHAS
Tepanusi OpHHAMACT GopMy (UKCHPOBAHHBIX KOMOHHALMI, WJIH BBCACHHE COCAMHCHUS MO AAHHOMY
H300PETCHHUIO M OJHOTO MU O0JIee APYTrUX TEPANCBTHUCCKUX COCAMHCHHH OCYIIECTBISIIOT MOOYCPEIHO
WU HE3aBHCUMO JIPYT OT APYra, WK B KOMILICKCHOM BBEACHHUH (PUKCHPOBAHHBIX KOMOHHALMN H OJHOTO
win 6osnee APYrux TepaneBTHYCCKUX coeauHeHuid. COeaMHCHHME MO AAHHOMY H300PETCHHIO MOIKHO
BBOAMTH HE3aBUCHMO WIH B Ka4CCTBE JOTOJIHCHHS, OCOOCHHO IS JICUCHHUS OMYyXONICH, B KOMOWHALIMH C
XUMHOTEPANIUCH,  JIy4eBOM  Tepamuiel, HUMMyHoTepamuel,  (QoroTepamueli,  XUPYpPru4eCKUM
BMEIIATEIFCTBOM MIIH UX KOMOHHAIWMEH. B paBHO# cTeneHl BO3MOXKHA JOJITOCPOUHAS TCPATIHS B KAUCCTBE
BCIIOMOTATC/IbHOH TEPamHyd B KOHTCKCTE APYTUX CTPATCTHH JICUCHUS, OMHCAHHBIX BhIIE. Jlpyruamu
BO3MOJKHBIMH CIIOCOOAMH JICUCHMS SIBIISIFOTCS TEPAmMsl A TMOJACPIKAHUS CTaTyca MALMEHTA IOCIC
PErpeccur OMyXOJIH WIH JAKe XUMHONPO(DUIAKTHICCKAs TSPAITHS, HAPUMED, V MALMCHTOB C PUCKOM.
[00491] Takue HOMOMHHUTENBHBIC Ar¢HTH MOXKHO BBOAWTH OTACIBHO OT KOMIIO3MIHH, COJACPIKAIICH
COCAMHCHHE N0 JAHHOMY H300PETCHHIO, KAK YaCTh CJI0KHON CXEMBbI JICUCHHUS. ATTBTCPHATUBHO, YKA3aHHbIC
arcHTBl MOTYT OBITh YACTBIO CAMHUYHOH JICKAPCTBCHHOW (OPMBI, CMCLIAHHBIC C MPEITOKCHHBIM
COCAMHCHHUEM IO JAHHOMY H300PETCHHIO B OJHOHM KOMITO3HLUH. [ Ipy BBEICHHHU B COCTABE CIIOXKHOM CXEMBI
JICUCHUSI, 1BA AKTHBHBIX arcHTa MOTYT OBITh OOCCIICUCHBI OJHOBPEMCHHO, MOCICAOBATCIIBHO HITH YEPe3
OIPEACICHHBIN TIEPHUO/] BPEMCHH APYT OT APYra, OOBIYHO B MPEALIax ISITH YaCOB APYT OT APYTa.

[00492] B pgaHHOM KOHTEKCTE TCPMHH «KOMOMHALMSY, «KOMOHWHHMPOBAHHBIIN» W POJCTBCHHBIC
TCPMHHBI OTHOCSITCSI K OJHOBPCMCHHOMY HJIH MOCJICAOBATCIBHOMY BBEACHHIO TCPANICBTHUCCKHUX CPEACTB
1o JaHHOMY H300peTeHu0. Hanprimep, CoeTHHEHHE 0 JaHHOMY H300PETCHUEO MOYKHO BBOJAHTH C APYTUM
TCPAICBTHYICCKAM ~ arcHTOM ~ OJHOBPEMCHHO WJIM  TOCJACAOBATCIBHO B OTACIBHBIX  CAMHHYHBIX
JCKAPCTBEHHBIX (hOPMaX MIIM BMECTC B OJHOW CAWHHYHOW JeKapcTBCHHOU (opme. COOTBETCTBEHHO, B
JAHHOM H300pPCTCHHH MPCIIOKCHA CAMHHYHAS JCKAPCTBCHHAs (opMa, COACpIKaInas COCAMHCHHC IO
JAHHOMY H300PCTCHHIO, JOMOIHUTCIIBHBIN TCPANCBTHUCCKUN arcHT U (hapMaICBTHUCCKU MPUCMIICMBIH
HOCHTCIIb, a'BIOBAHT HITH CPEAY.

[00493] KomuuectBO 000MX KOMIIOHCHTOB, COCOUHCHHS 10 JaHHOMY H300PCTCHHIO |
JOTIOJTHUTCIEHOTO TCPAICBTHICCKOTO arcHTa (B TCX KOMITO3UIMSAX, KOTOPHIC COACPIKAT JOTIOTHUTEIbHBIH
TCPANCBTHICCKUI arcHT, KaK OMUCAHO BBILIC), KOTOPOS MOXKHO OOBEAHHATh C MAaTCpHATAMH HOCHTEIIS C
MONYICHHCM CIUHUYHON JICKAPCTBCHHOW (OPMBI, BapbHUPYETCS B 3aBHCUMOCTH OT OPTaHH3Ma,
MOAJICKALICTO JICUCHUIO, K KOHKPETHOTO criocoda BBeAcHUS. [Ipe AmoITHTEIbHO, KOMITO3UIMH 0 JAHHOMY
M300PCTCHHUIO COCTABIIIOT B JICKAPCTBECHHYIO (POPMY Tak, 4To MOKHO BBOAUTH 103y OT 0,01 10 100 Mr/xr
MAacCHhI TCJIa B CYTKH COSAUHCHHS IO JAHHOMY H300PETCHHUIO.

[00494] B Tex KOMMO3HLMAX, KOTOPBIC COACPXKAT JOTOJHHUTCIBHBIA TCPANCBTUUCCKHHA arcHT,
yKa3aHHbIH JOTOJHUTCIBHBIA TCPANCBTHUCCKAN arcHT U COCAWHCHUE N0 JAHHOMY H300PETCHUIO MOTYT

,E[GI\/'ICTBOBaTb CUHCPICTHICCKU. Takum o6pa30M, KOJINMYCCTBO AOMOJIHUTCIIBHOTO TCPAINICBTUICCKOI'O arcHTa
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B TAKMX KOMITO3MIMAX OYACT MCHBINE, YeM HEOOXOAMMO TMPH MOHOTCPAITHHM, B KOTOPOM HCIIONB3YIOT
TOJIBKO JAHHBIM TCPANCBTHUCCKUIN arcHT. B Takmx koMmo3nmusx MOKHO BBoAWUTE 103y ot 0,01 mo 1000
MKT/KT MacChl T€J1a B CYTKH YKA3aHHOTO JOTMOIHUTCIBHOTO TCPANCBTUICCKOTO arcHTa.

[0049S5] KomuuecTBO AOMOMHUTEIBFHOTO TCPAICBTHUCCKOTO CPCACTBA, TPHCYTCTBYIOMICTO B
KOMIIO3HLIUSX 0 JAHHOMY H300PETCHHUIO, COCTAB/ISCT HE 00JICE, UEM KOTMUICCTBO, KOTOPOES OOBIMHO BBOIST
B KOMIIO3HIIMH, COACPIKAIICH MAHHBIM TCPANICBTUUCCKHN arcHT B KAYECTBC CAUHCTBCHHOTO AKTHBHOTO
arcHra. [IpeamouTHTEIbHO, KOIMYIECTBO JOTOHUTEIBHOTO TEPANICBTUYCCKOTO CPEACTBA B OMHCAHHBIX B
JAHHOM JOKYMEHTE KOMIO3HLMAX coctaBiasier ot okoio 50% mo 100% oT komuuecTBa, OOBIYHO
MPUCYTCTBYIOIICTO B KOMITO3HIIMH, COACPIKAINCH MAHHBIH arcHT B KaYCCTBC CAMHCTBCHHOTO aKTHBHOTO
arcHTa.

[00496] CoeauHeHUs MO AAHHOMY H300PETCHHIO WIH WX (HapMALCBTUUCCKUE KOMIIO3HUIIMH MOKHO
TaKKC BBOJUTH B KOMITO3HIIMHU IS HAHCCCHUS TOKPHITHS HA UMIUIAHTHPYEMOC MEIULIMHCKOS YCTPOMCTBO,
TAKOC KaK IMPOTE3bl, MCKYCCTBCHHBIC KIIAMAHBI, COCYIUCTHIC TPAHCILIAHTATHI, CTCHTBI M KaTCTCPHI.
CocyaucTeie CTCHTHI, HAPUMEP, UCTIONB3YIOT ISl MPEOJOICHHS PECTCHO3a (TIOBTOPHOE CYKEHUE CTCHKH
cocyaa mocie moBpekacHmst). OQHAKO MAHCHTHI, HCIIOIb3YIOIIKUE CTCHTHI HJIH APYTHE UMILIAHTHPYCMBIC
VCTPOMCTBA, MMCIOT PUCK OOPA30BaHUS CTYCTKOB WM AKTHBALMK TPOMOOIMTOB. Takue HEXKEIATCIIbHBIC
3¢ GEKTH MOKHO MPEIOTBPALIATh HIH 00JICryarh MOCPSACTBOM MPCIBAPUTEIFHOIO HAHCCCHHS HA TaKOC
YCTPOHCTBO TIOKPHITHS U3 (PapMALCBTHUCCKH MPHCMIICMOM KOMITO3HMLINH, COACPKAINCH COCAHHCHHC TIO
JAHHOMY H300peTcHH0. WMIUIAaHTUPYEMBIC YCTPOWCTBA, TOKPBHITBIC COCAMHCHHCM II0 JaHHOMY

HM300PETCHUIO, MPEACTABIISIOT COOOW APYroi BApHAHT PCATH3ALNH JAHHOTO H300PCTCHHUS.

IMPUMEPBI

[00497] Kakx mnoka3aHoO B CACAYIOIIUX MPHUMEpPaxX, B HECKOTOPBIX HWUTIOCTPATHBHBIX BapHAHTaX
peanM3aMy COCAMHCHHUS MOJIYYAIOT B COOTBSTCTBHH CO CICAYIOIUMH oOmmmu criocobamu. Crexyer
MOHUMATh, YTO HECMOTPS HA TO, YTO OOLIHE CIIOCOOB! HLTIOCTPUPYIOT CHHTE3 HEKOTOPBIX COCTUHCHHI 10
JAHHOMY H300PETCHHIO, CICAYIOMHUE OOIIHE CIOCOObI U APYTHE CIOCOOBI, M3BECTHBIC CIICIIHAUCTAM B
JaHHOH 001aCTH TCXHUKH, MOKHO HCIIOIB30BATH /IS BCEX COCAMHCHHI H TTOIKIACCOB, H PA3HOBHIHOCTCH
KKIOTO U3 YKa3aHHBIX COCIHHCHHM, KaK OMHCAHO B JAHHOM JOKYMCHTC.
Hpumep 1. CuHTE3 HATIOCTPATHBHBIX COEJUHEHHIT
[00498] Ilemrrmapr moaydYasd C [OMOLIBIO CTAHJAPTHBIX, ABTOMATH3UPOBAHHBIX CIOCOOOB
TBEpA0(ha3HOTO CHHTE3a MENTHAOB C UCIOb30BaHueM (iiyopeHrIMeTHIOKcuKkapooruna (Fmoc).
Cunres nenruaa:
[00499] Ilerrrua CHHTE3HUPOBAIH C MOMOLIBIO CTAHAAPTHOH Xumuu Fmoc.
1) AXM gobasasuiu B peakrop, coaepsxamuii cmony CTC (0,1 mmomas) u Fmoc-Trp(Boc)-OH (42,5 mr,

0,08 mmous, 0,80 3kB.), mpomyckast ra3000pa3Hbiii No.
2) Tlo kamnsm gobasmsuin DIEA (4,0 5kB.) u nepeMenInBaid B TCUCHHE 2 YacoB.
3) Hobasmsaun MeOH (0,1 mun) u nepemenusaiu B TeucHUe 30 MUHYT.

4) Cnusamu u npomsisau JIM®A 5 pas.
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5) Hobasmsau 20% cmecu nunepuaun/JIM®PA u npoBoaunu peakiwro B TeucHue 30 MUHYT.

6) Causamu u npombiBanu JJM®A 5 pas.

7) HoGasmsanu pacteop Fmoc-amMuHOKHCTOTE M iepeMenmuBaiy B TeueHue 30 cekyHz, 3aTeM 100aBIIIH
aktusupyroumii 6ydep, nponyckas razoodpasnsiii N2 B TeueHue okono 1 gaca.

8) Tlosropsiau ctaanu 4-7 1Jist CBS3BIBAHUS CICAYIOLUICH AMUHOKHUCIIOTHI.

[00S00] ITpumeuanue: buotun-I131'8-CH,CH,COOH (1,5 5kB.) cBsizpiBanu ¢ ucnoab3osanuem HATU

(1,5 »xB.) u DIEA (3,0 »kB.). Jpyrs#e aMHUHOKHCIOTHI CBSI3BIBAJIM, HCIONB3YS 3 OKBHBAJICHTA, C

mpumenenuem HBTU (2,85 sks.) u DIEA (6 3xB.). Jast custust s3ammret Fmoc ucmonmeszoBamu 20%

munepuand B JJM®A B teuenne 30 muHyT. Peakumio CBS3bIBAHHS KOHTPOJHUPOBAIH C TMOMOIIBIO

HHHTHIPHHHOTO TECTa U MPOMBIBATH cMOIy, ucnonbsyst JIM®PA | 5 pas.

PacmienyienHe H 04HCTKA NMENTHAA:

1) Pacmemmsromuii 6ydep (95%TDK/2,5%TIS/2,5%H,0) nodasnsnu B koa0y, COACPKAIYIO TETTH] C
3aIMIICHHON OOKOBOH LIETIBIO, IPH KOMHATHOM TEMIIEPATYPE U MEPEMEIINBAIY B TEUCHHUE 3 4aCOB.

2) Tlentua ocakmanu XOJOJHBIM H30NPONMIOBBIM 3¢upoM u ueHTpudyruposamu (3 mus. mpu 3000
00./MuH.).

3) TlpombiBaiu H30TPOMMIOBEIM d(HUPOM €IIe ABa pasa.

4) Cymunm HeOYMINECHHBIN MENTHA O BAKYYMOM B TCUCHHUE 2 YaCcOB.

5) Owunmanu HeouwmneHHbd menTHy npenaparusHoit BIOXX (A: 0,1% T®K B8 H,O, B: ACN) u
IO HITU3UPOBAITH C TIOIYICHUEM KOHCUHOTO nipoaykra (64,3 mr, Berxox 52,3%).

YcnoBust OYHCTKH:

[00S01] OGpatueHno-dhazoByro BIXX(Gilson 281) ocymecrsmsui Ha cucteme Luna C18 (200425 mym;

10 mxm) 1 Gemini C18 (150*30 mm; 5 MKM), pacHONOKEHHBIX MOCICA0BATEIbHO. PacTBOpuTes A: Boaa

¢ 0,075% tpudropykCyCcHOM KHCIIOTHI, pacTtBoputesib B: aneronurpun. ['paaueHT: mpu KOMHATHOH

temmeparype, ot 15% B 10 45% B 3a 60 munyT npu 20 mi/muH.; 3atem 10 90% B npu 20 ma/mus. 3a 10

muH., Y @ obHapykenue (qmmnaa BoaHs = 215 M), [Menmua muodumu3npoBaiiu ¢ noaydeHHeM TPEOyeMOoro

mpoaykra (64,3 mr, Berxoa 52.3%) B BuAe OSIOro TBEPAOroO BEINCCTBA.

[00502] Bce koHCUYHBIC COCAMHCHMS IEMOHCTPHPOBAIM TMPABHIBHYIO MacCy IIs TpeOyemoro

COCIUHCHMS.

Hpumep 2. Cunres 1-13.
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Cunres nenrHuaa:

[00503] Ilenrux cuHTE3UPOBAIH C MOMOIIBIO CTAHAAPTHOM XHUMHH Fmoc.

1) XM moGasmnsu B peakrop, coaepkaruii cmoiay CTC (0,4 mmonn) u Fmoc-Gly-OH (356,7 wr, 1,2
MMOITb, 3,0 3KB.), mporyckas razo00pasHbiil Na.

2) Tlo xamsm goGasmsuin DIEA (6,0 5xB.) 1 nepeMEIIHBaAIN B TCUCHHUE 2 1aCOB.

3) JHoGasmsanu MeOH (2 mun) u nepemernusaiv B TeucHue 30 MUHYT.

4) Cnusanu u npomsisau JIM®A 5 pas.

5) HobGasmsamu 20% cmecn munepuans/JIM®PA u nposoannu peakuuro B TedeHue 30 MUHYT.

6) Causamu u npombieamu JIM®A 5 pas.

7) HoGasmsinu pacteop Fmoc-aMuHOKHCTOTE 1 iepeMernBain B TeucHue 30 CeKyHN, 3aTeM T00aBISLIH
aKTHBHpYIOLIHH Oydep, mpomyckas razoodpas3usiii N; B TedeHHe 0K0i0 | uaca.

8) Tlosropsau ctaauu 4-7 1uist CBSI3BIBAHUS CIICAYIOMICH AMUHOKHCIIOTHI.

9) Bammrayio rpymmy Dde caumanu ¢ momoripio 3% ruapasuna B IM®A, ocyimecTsists peakuuto 2 pasa,
KaXabIH pas 1o 20 MUHYT.

IIpumeuanmue:

[00S504] MacmTab cunresa: 0,4 MMOITB.

Tabauna 2. Fmoc-aMHHOKHCIOTBI, HCIIOJIb30BAHHBIE s cuHTe3a 1-13.

Ne Coeannenus CBsi3ymoliHe peareHTbl

1 | Fmoc-Gly-OH (3 3kB.) DIEA (6 5xB.)

2 | Fmoc-Abu-OH (2 3kB.) HBTU (1,95 sxB.) u DIEA (4 5kB.)
3 | Fmoc-His(Trt)-OH (2 >kB.) HBTU (1,95 sxB.) u DIEA (4 5kB.)

(8)-2((((9H-¢nyopen-9-
4 | wi)MeTOKCH)KapOOHMI)aMUHO)-2-(THa30/1-4 - HBTU (1,95 sxB.) u DIEA (4 5kB.)
WI)YKCYCHAs KUCIOTA (2 3KB.)
5 | Fmoc-D-Pro-OH (2 >kB.) HBTU (1,95 skB.) u DIEA (4 3xB.)
6 | Fmoc-Orn(Dde)-OH (2 3xB.) HBTU (1,95 sxB.) u DIEA (4 5kB.)
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7 | Fmoc-NH-TI3I'§-CH,CH,COOH (1,5 3xB.) HBTU (1,45 sx8.) u DIEA (4 5k8B.)

8 | D-buorun (2 5kxB.) HBTU (1,95 skxB.) u DIEA (4 3xB.)
(8)-2((((9H-¢yopen-9-

9 | wi)MeTOKCH)KapOOHUT)aMHHO)-4- HBTU (1,95 3xB.) u DIEA (4 3xB.)
(heHuIOyTaHOBas KUCI0TA (2 9KB.)

10 | Fmoc-uuknonponuiananuH (2 3kB.) HBTU (1,95 sxB.) u DIEA (4 5kB.)
(8)-2((((9H-¢ryoper-9-

11 | un)meToKCH)KapOOHIIT)aMHHO )0y TaAHOBAS HBTU (1,95 3xB.) u DIEA (4 3xB.)

KHCITOTA (2 3KB.)

12 | Fmoc-Glu(OtBu)-OH (2 >ks.) HBTU (1,95 3xB.) u DIEA (4 3xB.)

[00S0S]  Jas custus 3amursl Fmoc ncnons3osanu 20% munepuaud B JIM®PA B teucnne 30 MHHYT.

Peaxmro CBS3BIBAHUS KOHTPOJIHMPOBATH C HNOMOLIBIO HHUHIHIPHHHOTO TECTa M IPOMBIBAIH CMOIY,

ncnoas3ys [JIM®DA, 5 pas.

Pacmennenne, HUKJIH3ALHS H OYHCTKA NMENTHIA:

6) Pacmemmsromuii 6ydep (1% TDK/99%AXM, 14 mr) nodasisutd B KOOy, COACPIKAINYIO TCIITHA C
3AIUINCHHON OOKOBOH LIETIBIO, MPH KOMHATHOM TeMIEpaType u nepememusany B teucHue 0,5 gaca.

7) PeaximonHyio cMmech GHIBTPOBAIH M pa30aBisuy noaydeHHbIH umptpar cyxum XM no 1 MM.
Ho6asmsanu DIEA no pH oxomno 8. K moixyuernomy Beie pactsopy godasmsun TBTU (835,30 mr, 1,2
mmodb, 3,0 axB.) 1 HOBT (162,15 wmr, 1,2 mMvoms, 3,0 5KB.) ¥ MPOBOJHIN PEAKLHIO B MOJYICHHOM
pacTBope B TCUCHHE 3-4 4acOB MPH KOMHATHOH Temreparype. Peaxiwiro kontpommposanu mo XKXMC.

8) Tlocne 3aBepUICHHUS PEaKIHKM PEAKIHOHHYIO CMECh OAUH pa3 mpombieaiu 1 H. pactopom HCI (200
mi). M cymmnm opranngeckyro a3y noJ BaKyyMoM C MOJTYUCHHEM HEOUHIICHHOTO MENTHAA, KOTOPBIH
obpabareiBaiu cMechro 95%TOK/2,5%H,0/2,5%TIPS okoio 1 gaca.

9) HeouuniueHHBIH MIENITHI OCAKAATH METHI-TPET-OYTHIOBBIM 3(HUPOM.

10) Oummanu HeourmeHHbIH nenTrs ¢ momornpio BOXKX (A: H,0, B: ACN) ¢ monyueHHEM KOHEUYHOTO
mpoaykra (78,90 mr, Berxon 11,44%).

YcaoBust 0O4HCTKH:

[00S06] OGparuenno-dhazosyro BIXX(Gilson 281) ocymecrsmsum Ha cucteme Luna C18 (200425 mym;

10 mxm) 1 Gemini C18 (150*30 mm; 5 MKM), pacmONOKEHHBIX MOC/CA0BATEIbHO. PacTBOpuUTeh A BOAA

¢ 0,1% tpudropykcycHoOU kucnoThl, pacteoputens B: aneronutpuin ¢ 0,1% TpudTopykCcyCHOM KHCIOTHI.

I'paguent: npu komHaTHOH Temmeparype, oT 5% B 1o 35% B 3a 60 munyT npu 20 ma/muH. ; 3atem 10 90%

B npu 20 ma/mun. 3a 10 mun., Y ® obHapyxeHue (qnuHa BonHel = 215 uM). [lentia muodunusuposanu ¢

noayacHHeM Tpedbyemoro npoaykta, I-13 (78,90 mr, 11,44%) B BHae Oemoro TBEpAOTo BEIIECTRA.

Hpumep 3. Cunres 1-29.
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Cunres nenruaa:

[00508]
[00509]

Ilentra cHHTE3UPOBAIH ¢ TOMOIIBIO CTAHAAPTHOM XuMun Fmoc.

Macmrrad cuaresa: 0,2 MMOJIb.
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1)

2)
3)
4
5)

6)
7)

HOXM noGasmnsuiu B peaktop, coaepxamuii cmoiay CTC u Fmoc-lle-OH (70,68 mr, 200,00 mxmomns, 1
9KB.), DPOMYCKas Ta3000pa3Hbii Ns.

Causanu u 3atem npombiBaan JJM®A 3 paza no 30 cekyHa.

Hobasmsamu 20% cmecu munepuans/JIM®PA u nepememupany B TeucHue 30 MUHYT.

CnuBanu u 3ateM npomsiBanu JIM®A 5 pa3 no 30 cexyHa.

Hobapmsamu pactBop Fmoc-aMHHOKHCTIOTH B iepeMeInuBany B TeucHue 30 CeKyHA, 3aTeM A00aBIsui
CBA3YIOIINE PEAarcHTH, MPomnycKas razoodpaszneiii N, B TeueHue okono 1 gaca.

IMoBTopsimu cTaamu 2-5 11t CBSA3BIBAHUS CICAVIOMECH AMIHOKUCIOTHL.

[Nocne 3aBepenus cea3piBanus AoGasmsiny Kartanmuzatop ['pabdca 1-ro moxonenus, cmony B X9

(20%), mponyckas razoodpasueiii N2 B reueHue 16 wacos mpu 25 °C.

Taoauua 3. Fmoc-aMHHOKHCIOTBI, HCIIOJIb30BAHHBIE AJs1 cuHTe3a [-29.

Ne Coennnenus Casi3yromue peareHTbl

1 | Fmoc-Ile-OH (1 3kB.) DIEA (4 3kB.)

2 | Fmoc-GIn(Trt)-OH (3 3xs.) HBTU (2,9 sxB.) u DIEA (6 5xB.)
3 | Fmoc-Asp(OtBu)-OH (3 sxs.) | HBTU (2,9 5xB.) u DIEA (6 3k8.)
4 | Fmoc-Ile-OH(3 >kB.) HBTU (2,9 sxB.) u DIEA (6 5xB.)
5 | S5(1,52kB) HATU (1,5 sxB.) u DIEA (3 2xB.)
6 | Fmoc-Ser(tBu)-OH (3 >kB.) HBTU (2,9 sxB.) u DIEA (6 5kB.)
7 | Fmoc-GIn(Trt)-OH (3 »kB.) HBTU (2,9 5xB.) u DIEA (6 5xB.)
8 | Fmoc-Thr(tBu)-OH (3 2xB.) HBTU (2,9 sxB.) u DIEA (6 5kB.)
9 | S5(1,52kB) HBTU (1,5 sxB.) u DIEA (3 5kB.)
10 | Fmoc-Lys(Boc)-OH (3 3x8.) | HBTU (2,9 3xB.) u DIEA (6 3kB.)
11 | Fmoc-Tyr(tBu)-OH (3 3kB.) HBTU (2,9 sxB.) u DIEA (6 5kB.)
12 | (Boc),0 (3 2xB.) DIEA (6 5xB.)

00510 714 CHATHA 3amuThl Fmoc ucnons3osanu 20% nunepuaud B DA B Teuenue 30 MUHYT.
p HY'

PeaKLII/IIO CBA3BIBAHUA KOHTPOJHUPOBAJIN € IMOMOINBPKO HUHTHAPWUHHOTO TCCTa MU IMPOMBIBAIA CMOJY,

ncnoae3ys JIM®DA, 5 pas.

Paciuenyienue U BbIaeJIeHHE MENTHAAS

1)

2)
3)

Pacmemsroruin 6ydep (1% TDPK/99%AXM) aoGasnsin B K00y, COACPKAIMYIO MNCOTHI C
3ALUINCHHOW OOKOBOM IICTIBIO, MPH KOMHATHOH TEMIICPATYPE U niepemMermpaiu B teucHue 0,5 yaca, u
OT(UIBTPOBEIBATH.

K dunsrpary goGasnsiu DIEA pjist HeliTpanusauu U ABaKAbI SKCTPArHPOBATH BOOH.

Cymuay HCOYHINEHHBIA MCNTHA [0/ BAKYYMOM B TCUCHHE 16 4acoB ¢ MOIYICHUEM HCOUHINCHHOTO

COCIUHCHUS B BHIC KOPUIHEBOTO TBEPAOro BemecTsa (290 mr, Beixoq 64%).

[00S11] OG6uwmii cioco6 noy4yeHus coequnenus 3.3

172



3.2

DIC, HOAT

AXM

173



ﬁﬁr oy Q“H

3.3
[00512] Kcmecu coequncHus 3.1 (290 mr, 128,61 mxmons, 1 9kB.), coeaunenus 3.2 (164,32 mr, 257,23

MkMmoab, 2 okB.) u HOAt (35,01 wmr, 257,23 wmxmomp, 2 3xB.) B JAXM (10 M) ogHON mopumci
mobasmsutu DIC (32,46 mr, 257,23 mxmonb, 39,83 mki, 2 3kB.) mpu 25 °C B armocdepe Nz Cmech
nepemernusay mpu 25 °C B TeucHue 5 acos. XKX-MC nokaszana nmojsHoe pacxoaoBaHue coeauHeHms 3.1.
Peakumonnyro cmecs axctparuposanu 1 M pactsopom HCI, 30 ma (10 vt * 3), u cymmnu Hag Na;SOs,
(UNBTPOBATH W KOHLCHTPHUPOBAIH MPHU IOHMKCHHOM [JABJICHUM C MOJYYCHHEM HCOUYHINCHHOTO

coeauncHust 3.3 (300 mr, Berxoq 81%).

[00513] OOwmii cioco6 noryyeHus coequnenus 1-29
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[00514] K cmecu coemunenus 3.3 (300 mr, 113,93 mxmons, 1 3kB.) 0AHON moprweii n00aBIAIH
95%T®K/2,5%TIS/2,5%H-0 npu 25 °C. Cmece nepemvermmsanu mpu 25 °C B teucHue 2 yacos. KX-MC
roKasasa MmojHoe pacxogosanue coeauneHus 3.3. [lentua ocaykaam X0I0AHEIM METHI-TPET-0Y THIOBBIM
a¢upom u neHtpudyruposanu (2 mus. npu 3000 00./muH.). Octatok ourmanu npenaparusHor BIXX
(0,075%T®K/H,0, ACN) ¢ monyuenuem 1-29 (75,5 mr, 38,40 mxmomns, Beixoq 33,70%) B Buae Oenoro
TBEPAOTO BCLICCTBA.

Hpumep 4. Cunres 1-30.

N
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OH O 8 o) HHN’&O
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[00515]

Cunres nenrHuaa:

[00516]
[00517]

1)

2)
3)
4)
5)

6)
7)

Macmrab cunresa: 0,2 MMOJIb.

cl Boc..
TEEpAARA haia

I-30

O6wmii criocod mostyueHust coeaunenus 4.1

1 "\\

‘T/ﬂ\ o

0

tBu
4.1

Ilentna curTE3UpOBANN C HOMOIIBIO CTAaHAAPTHOM XuMuK Fmoc.

G
1L

IIBU H
O._ o O._ _NH HN
H
N]\“/N:,, N HN
H 4 H
HI:J 0 H
Trt

O
Q
N

tBu

NH

OXM noGasmsuta B peaktop, coxepxamtuit cmoiay CTC u Fmoc-Thr(tBu)-OH (79,68 mr, 200,00

MKMOJIb, | 9KB.), porryckas ra3o000pasHeii Na.

Cnusanu u 3atem npomsisanu JJM®A 3 pasa no 30 cexyHa.

HobGasmsmu 20% - yro cmecs munepuans/JIM®PA u nepemermmsany B TeueHue 30 MUHYT.

Cnusanu u 3atem npomsisanu JJM®A 5 pas o 30 cexyHa.

Hobasmsutu pactBop Fmoc-aMHHOKHCIOTH M IEpeMEIIUBATN B TeueHUE 30 CEKYH, 3aTeM J00aBIISUITH

CBSI3YIOLINC PECArCHTHI, MPOMyCcKas razoodpasubiii N, B TeucHHe 0koJo 1 yaca.

TMosTopsimu cTaauu 2-5 A1 CBA3BIBAHUS CICAYVIOMCH AMHUHOKHUCTIOTHI.

[Mocne 3aBepiucHus cea3biBaHus A00aBmsun kartamuzatop [ pabdca 1-ro moxonenus, cmony B X9

(20%), mponyckas razoo0pasusiii N> B TedueHue 16 wacos mpu 25 °C.

Tabmuna 4. Fmoc-aMHMHOKHCIOTEL, HCTIOIB30BaHHbBIC 11 cuaTe3a 1-30.

Ne

CoeanHenus

Cesi3yroiue peareHTol

[

Fmoc-Thr(tBu)-OH (1 3xB.)

DIEA (4 >xB.)

Fmoc-Val-OH (3 x8.)

HBTU (2,9 3xB.) u DIEA (6 5xB.)

S5 (1,5 skB.)

HATU (1,5 sxB.) u DIEA (3 3xB.)

Fmoc-Asp(OtBu)-OH (3 3xB.)

HBTU (2,9 sxB.) u DIEA (6 5xB.)

Fmoc-Ile-OH (3 3kB.)

HBTU (2,9 sxB.) u DIEA (6 5xB.)

Fmoc-Ala-OH (3 3x8.)

HBTU (2,9 5xB.) u DIEA (6 5xB.)

S5 (1,5 skB.)

HATU (1,5 axB.) u DIEA (3 3xB.)

Fmoc-GIn(Trt)-OH (3 3kB.)

HBTU (2,9 sxB.) u DIEA (6 5xB.)

O oo | &N | =] W[ N

Fmoc-Thr(tBu)-OH (3 3xB.)

HBTU (2,9 sxB.) u DIEA (6 5xB.)

—
)

(Boc)20 (3 7xB.)

DIEA (6 5kB.)

177



[00518]  [as custus 3auursl Fmoc ucnons3osanmu 20% nunepunud B JIM®PA B Teucnue 30 MHHYT.
Peakumro CBsI3bIBAHUS KOHTPOJMPOBAIN C MOMOIIBI0 HHHTHAPHUHHOTO TECTA M IPOMBIBAIH CMOJTY,
ncnoas3ys [JIM®DA, 5 pas.

PacmensieHue u Bbiae/ieHHE MENTHAA:

1) Pacmemmsromuii oydhep (1%TDK/99%AXM) npobasiasuiin B KOOy, COACPKALIYIO MEOTHI C
3ALUINCHHOM OOKOBOH LICTIbIO, MPH KOMHATHOM TEMIIEPATYPE U mepemeinnBaii B teucHue 0,5 yaca, u
OT(UITBTPOBBHIBANIH.

2) K ¢unsrpary gobasmsinu DIEA ans meHTpanuzanuy U JBXK B! SKCTPArHPOBATIH BOJOM.

3) Cywmunu HEOYHINCHHBIM MENTH MOA BAKYYMOM B TCUCHHE 16 4acOB ¢ MOJYYCHHEM HEOUYHINECHHOTO
COCIUHCHUS B BUAC KOPHUUHEBOTO TBEepAoro semectsa (110 mr, Berxog 36%).

[00519] OGuwmii cioco6 nmoy4yeHus: coequHenusi 4.2
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[00520] K cmecu coeauucnus 4,1 (110 mr, 72,9 mxmonb, 1 3xB.), NH>-I19I'8-D-6uotuna (93,2 wmr,
145,9 mxmomnb, 2 3kB.) 1 HOAt (19,86 mr, 145,9 mxmons, 2 3xB.) B XM (10 mut) ogHOM mopiiuei
nobGasysiu DIC (18,41 mr, 1459 mxmons, 22,59 wmxim, 2 akB.) mpu 25 °C B armochepe Nz Cmecs
nepemernusaay npu 25 °C B teuenue 5 gacos. XKX-MC nokasana nomHoe pacxoaoBaHue coeauHeHus 4.1.
Peaxumonnyro cmech axctparuposamu | M pacteopom HCI, 30 ma (10 mx * 3), u cymunu Hag NaxSOs,
GUIBTPOBATIM M KOHLCHTPUPOBATH IPHU IOHIDKCHHOM JABICHHHM C MOJIYYCHHEM HEOUYHMINECHHOTO
coeauncHus 4.2 (100 mr, Berxoz 64,4%).

[00521] OGumii cioco6 mosryyenus: coexunenust 1-30

\
\\\

0]
oo N
o . o) NH HN 0}
) 0]
i )R
Boc\N\\- N, O«

Iz

N N HN” YN0~ tBu
o 0
— HN
HN" S0
Trt
'é‘ S H
H HN
tBu” 0 0
42
paciLyenneHue

179



OH

Y

®)

0~ "NH H
., - H H 3

l"WN O NY\/\\\" NH

OH O 8 o H HN’&O

1-30
[00522] K cmecu coeammenms 4.2 (100 mr, 47 mxmons, 19KkB.) oxHO#M mopumel I00aBIISUTH
95%T®K/TIS/EDT/H20 mpu 25 °C. Cmecp nepememusanu npu 25 °C B teuenue 2 ugacos. XKX-MC
HoKaszajia MoJaHOE pacxojoBanue coeauHeHus 3. [lenTua ocaxxaamu XONIOJHBIM METHI-TPET-OYTHIOBBIM
adupom u nenrpudyruposaan (2 mus. mpu 5000 06./mun.). Octarok oummanu npenaparusaoi BOYXKX
(0,075%T®K/H,0, ACN) ¢ moayuenuem [-30 (24,2 mr, 15,00 mxmons, Beixox 32%) B Buac Oeioro
TBEPAOTO BELICCTBA.

Hpumep 5. Cunres 1-31.

NH, NH,
H :
HN
07 “NH

A

NH H NH2

%M«M;ﬂ%

I-31

[00523] OGumii cioco6 mostyvyeHus: coegunenus S.1
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Cunres nenruaa:

[00524] IlenTua CHHTE3UPOBAIN C MOMOLIBIO CTAHAAPTHOM Xumuu Fmoc.

[00525] Macmrab cunresa: 0,2 MMOITb.

1) XM gobGasmsnu B peaxrop, coaepxkamuii cmony CTC u Fmoc-Asn(Trt)-OH (119,2 wmr, 200,00
MKMOIIB, | 9KB.), mpomyckas razoo0pasHbiii Na.

2) Causanu u 3atem npomeisamu JIM®A 3 paza mo 30 cexyna.

3) Hobasmsmm 20%-yio cmecs munepuaus/JIMPA u nepemernnsanu B TeucHue 30 MUHYT.

4) Cauanu u 3atem npomeisamu JIM®PA 5 pas no 30 cexyHa.

5) JoGasmsanu pacteop Fmoc-aMuHOKHCTOTE 1 iepeMernBain B TeucHue 30 CeKyHN, 3aTeM 100aBISIH
CBSI3YIOLINC PCArCHTHI, MPOIyCKas razoodpasubiii N, B TeucHue 0koio 1 yaca.

6) TloBropsiaiu craguu 2-5 1Sl CBSI3BIBAHUS CIICAYIOIICH aMUHOKHUCIIOTHI.

7) Tlocne 3aBepiucHus CBA3BIBAHUS B pacTBOP cMosl B JIX3D (20%) noGasmsuu karamusarop ['padoea 1-
'O MOKOJICHUSL, MPOIycKas razoodpasubiii N; B TeucHue 16 wacos mpu 25 °C.

Tabmuna 5. Fmoc-aMMHOKHCIOTEL, MCTIOIB30BaHHbBIE 11 cuaTe3a 1-31.

Ne Coenqunenus CBsi3yolHe peareHTbl

1 | Fmoc-Asn(Trt)-OH(1 3kB.) DIEA (4 »xB.)

2 | Fmoc-Val-OH (3 x8.) HBTU (2,9 3xB.) u DIEA (6 5xB.)
3 | S5(1,53kB) HATU (1,5 axB.) u DIEA (3 3xB.)
4 | Fmoc-Asn(Trt)-OH (3 3kB.) HBTU (2,9 5xB.) u DIEA (6 5xB.)
5 | Fmoc-Thr(tBu)-OH (3 3xB.) HBTU (2,9 5xB.) u DIEA (6 5xB.)
6 | Fmoc-Ile-OH (3 3kB.) HBTU (2,9 sxB.) u DIEA (6 3kB.)
7 | S5 (1,52kB) HATU (1,5 »x8.) u DIEA (3 3xB.)
8 | Fmoc-Asp(OtBu)-OH (3 3k8.) | HBTU (2,9 3x8.) u DIEA (6 3kB.)
9 | Fmoc-Ile-OH (3 3kB.) HBTU (2,9 sxB.) u DIEA (6 3kB.)
10 | Fmoc-Ala-OH (3 3kB.) HBTU (2,9 sxB.) u DIEA (6 3kB.)
11 | Fmoc-Asn(Trt)-OH (3 3x8.) HBTU (2,9 5xB.) u DIEA (6 5xB.)
12 | Fmoc-GIn(Trt)-OH (3 3x8.) HBTU (2,9 sxB.) u DIEA (6 5xB.)
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13 | Fmoc-Thr(tBu)-OH (3 3kB.) HBTU (2,9 sxB.) u DIEA (6 5xB.)
14 | (Boc)20 (3 3xB.) DIEA (6 5kB.)

00526 714 CHATHA 3amuTel Fmoc ucnons3osanu 20% nunepuauH B DA B Teuenue 30 MUHYT.
p Hy'

PeaKLII/IIO CBA3BIBAHNA KOHTPOJJHUPOBAJIN € IOMOINBPXO HUHTHAPWUHHOTO TCCTa W IMPOMBIBAIIM CMOJY,

ncnoas3ys JIM®DA, 5 pas.

Paciueniienue u BbIAeJIeHHE MENTHAA:

1)

2)
3)

Pacmemsrommii  6ygep (1%TDK/99%AXM) nmobasasin B KOOy, COACPKALIYIO MEOTHI C
3ALTUINEHHOM OOKOBOH LICTIbIO, MPU KOMHATHOM TEMIIEPATYPE U mepemMeinnBaii B teucHue 0,5 yaca, u
OT(UITBTPOBBIBANIH.

K ¢unprpary nodasnsan DIEA ns HeWtpanuzanyy v Bkl SKCTPArupOBAIH BOIOM.

Cylmuny HEOYHINEHHBIA TIENTH MMOA BAKYYMOM B TCUCHHE 16 4acOB ¢ MOJYYCHHEM HEOUYHINECHHOTO

COCIUHCHUS B BUJC KOPHIHEBOTO TBEPAOro BemmecTna (335 mr, Berxog 62,29%).

[00527] OGuumii cioco6 moJsiyyeHus: coexuHeHus 5.3
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[00528] K cmecu coemunenus 5.1 (335 mr, 124,52 mxmons, 1 3kB.), coequueuust 5.2 (159,09 mr, 249,04
MKMOITb, 2 9kB.) 1 HOAt (33,9 mr, 249,04 mxmonb, 2 5kB.) B JIXM (10 mut) oxno# noprwmett qobassuta DIC
(249,04 mrmonb, 38,59 Mk, 2 3kB.) mpu 25 °C B armochepe N2, Cmeck nepememmuanmu mipu 25 °C B
teucHue 5 wacoe. JKX-MC moxkazana momHoe pacxomosanue cocauHeHus S.1. PeakiHOHHYIO CMECh
akcrparupoBamu 1 M pacrBopom HCI, 30 mu (10 v * 3). Cymmnu Hag NaxSQO., dunprpoBanu u
KOHIICHTPHPOBAJIU MPH MOHUKCHHOM JAaBJICHUH C MOJYYCHHEM HEOUMIICHHOTO coeauucHust 5.3 (350 mr,
BbIxo[ 84,89%).

[00529] OGumii cioco6 mosryvyenus: coexunenust 1-31
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K cmecu coenunenus 5.3 (350 wmr, 105,71 mxmons, 13kB.) oaHOH mopumei A00aBIsLIH
95%TOK/TIS/EDT/H20 npu 25 °C. Cmech nepememmsanu mpu 25 °C B teyenue 2 gacos. KX-MC
MoKasaja MojHoe pacxogoBaHue coeauneHus 5.3. [lentrna ocaykaamy XOI0AHEIM METHI-TPET-OY THIOBBIM
s¢pupom u neHrpudyruposamu (2 mus. npu 5000 06./muH.). Octatok ourmany npenaparusHor BIXKX
(0,075%T®K/H,0, ACN) ¢ moayucauem I-31 (43,8 mr, 21,1 mrmons, Beixog 20%) B Buae Oeaoro

184



Hpumep 6. Cunres 1-32.
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[00531] OGuuii cioco6 mosy4yeHust coexuneHus 6.1
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Cunres nenruaa:
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[00S33] [Ilerrrua CHHTE3HUPOBATH C MOMOLIBIO CTAHAAPTHOM Xumuu Fmoc.
[00S34] Macmrab cunresa: 0,2 MMOITb.
1) XM mobasnsnu B peaktop, coaepxkarunii cMony CTC u Fmoc-Leu-OH (70,68 mr, 200,00 mxMmons, 1

9KB.), MPOIYCKas ra3000pa3Hbii Ns.
2)
3)
4)
5)

CnuBanu u 3ateM npomsiBanu JIM®A 3 pasa no 30 cexyHa.
HoGasnsiiu 20%-yro cmech munepuaus/[IM®A u nepememmBaiu B reucHue 30 MUHYT.

Causanu u 3arem npombiBaau JIM®A 5 pas o 30 cekyHa.

CBS3YIOLINE PEArcHTHI, MPONycKas razoodpasueiii N, B TeueHue okoo 1 yaca.

6) lloeropsiiu craauu 2-5 1jist CBSI3BIBAHUS CIICAYIOMICH AMUHOKHUCIIOTHI.
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Tabmuma 6. Fmoc-aMHMHOKHCIIOTHI, MCIIOJIB30BAHHEIC JId cuHTe3a 1-32

Ne

Coeannenus

Cesi3yrolie peareHTol

[

Fmoc-Leu-OH (1 3kB.)

DIEA (4 5xB.)

Fmoc-GIn(Trt)-OH (3 skB.)

HBTU (2,9 sxB.) u DIEA (6 3xB.)

Fmoc-Phe-OH (3 3kB.)

HBTU (2,9 5xB.) u DIEA (6 3xB.)

Fmoc-Tyr(Boc)-OH (3 3kB.)

HBTU (2,9 skB.) u DIEA (6 5xB.)

Fmoc-Thr(tBu)-OH (3 3xB.)

HBTU (2,9 sxB.) u DIEA (6 5xB.)

Fmoc-Thr(tBu)-OH (3 3xB.)

HBTU (2,9 skB.) u DIEA (6 5xB.)

Fmoc-Asp(OtBu)-OH (3 3xB.)

HBTU (2,9 >kB.) u DIEA (6 5xB.)

Fmoc-Ser (tBu)-OH (3 3kB.)

HBTU (2,9 skB.) u DIEA (6 3kB.)

O oo Q| O | =] W[l N

Fmoc-Lys (Dde)-OH (1,5 >xB.)

HATU (1,5 sxB.) u DIEA (3 5kB.)

—
e

I13T% (1,5 »kB.)

HATU (1,5 sxB.) u DIEA (3 5kB.)

11

Buotus (1,5 skB.)

HATU (1,5 sxB.) u DIEA (3 5kB.)

[00535]

Hust cusamus 3amutsel Fmoc ucnons3osamu 20% munepuaud B IM®PA B teucHue 30 MUHYT.

PeaKLII/IIO CBASBIBAHUS KOHTPOJHUPOBAIN € IOMOINPO HHUHTHAPHUHHOI'O TCCTa U HNPOMBIBATIA CMOJY,

ucnons3yst IM®DA, 5 pas.

Pacmen.neﬂue H BBIACJICHHUE NMENTHAA:

1) Pacmemmsrourmit oydep (1%TDK/99%AXM) nmoGasnsii B KOJOY, COACPIKALIYIO TICNITHI C

3AIIUIICHHONW OOKOBOH LICTIBIO, IIPH KOMHATHOW TEMIIEpaType U nepemenirsaii B reucuue 0,5 vaca, u

OT(hUIBTPOBBIBAIH.

2) K ¢unsrpary nobasnsiin DIEA qis HeHTpaau3ayu 1 JBaXKAbl SKCTPArupOBaIH BOJAOH.

3) Cymunny HEOUHINCHHBIH MENTHA MOJ BAKYYMOM B TCUCHUC 16 4acOB € MOJYYCHHUEM HEOUYHLICHHOTO

coeauHeHMs B BuAe Ociioro teepaoro semecrsa (300 mr, Berxoq 64%).

[00536]

NH,
(0] 0]
1
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6.2
[00S37] K cmecu coemuneHums 6.1 (300 mr, 128,10 mxmonb, 1 9kB.) , HOBt (34,62 mr, 256,21 mxkMmoOb,

2 5kB.) u TBTU (82,26 mr, 256,21 mxmonb, 2 3kB.) B JIXM (200 mu) mo karusm qoGasisiiu DIEA (66,22

Mr, 512,41 mxmonb, 89,25 mxi, 4 5xB.) npu 25 °C B armochepe Na. Cmece nepememusanu mpu 25 °C B

teucHue 30 munyT. XKX-MC nokazana moiHoe pacxomoBaHue coeamHceHust 6.1. PeaxkimoHHyO cMECh
pasbasmsiin EtOAc, 200 mu, u axcrparmposamu Bogow, 200 mum (100 mu * 2). OOGbeauHCHHBIC
OPraHUYCCKUE CJIOM MPOMBIBAIA HACHIIICHHBIM COJIeBbIM pacTtBopom, 200 mum (100 mu * 2), cyrmau
Hax NaSO4, ¢dunpTpoBaid W KOHICHTPHPOBAIM IPH TOHIKCHHOM [JABJACHHUA C IIOJYYCHHEM
HeouHIneHHOTO coeauucHus 6.2 (180 mr, 77,46 mxmonb, Beixon 60,47%).

[00S38] OGuwmii cioco6 nosyyeHus: coequnenust 1-32
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[00539] K cmecu coemmmenusa 6.2 (180 mr, 77.46 mxmonb, 13KkB.) omHOM mopuuei mobaBIsaIH
95%TOK/TIS/EDT/H20 npu 25 °C. Cmecp nepememmsanu mpu 25 °C B teyenue 2 gacos. KX-MC
MoKasaja MoJHOe pacxojoBaHue coeauneHus 6.2. [lentna ocaykaany XOI0AHEIM METHI-TPET-0Y THIOBBIM
s¢pupom u neHrpudyruposamu (2 mus. npu 5000 06./muH.). Octatox ounmany npenaparusHor BIXKX
(0,075%T®K/H,0, ACN) ¢ monyuecuuem 1-32 (2 mr, Beixox 1,5%) B Buae Oe10ro TBEpAOrO BEIICCTBA.
[00540] [pyrue cocauHeHUs, yKa3aHHbIC B Tabauue |, MOIYYaId U OMUCHIBAIN TAKHUM K& 00pasoM,
HCTOJB3YSl TEXHOJIOTHH, PECACTABICHHEIC B IPUMEPAX, B COOTBETCTBUH C JAHHBIM OIHCAHHUCM.

Hpumep 7. Teepaodazublii uMMyHOdepMeHTHbIH aHau3 cBs3biBaHus FC IgG

[00541] BuoTHHHIMPOBAHHEIC KCIICPHMECHTAIBHBIC COSAUHCHHS WIIH KOHTPOIbHBIH 0ok A (Pierce:
29989) nmobapmsiv HA IUIAHIICTHI ISt TBEPAO(A3HOrO HUMMYHO(DESPMEHTHOTO aHAIHM3a, MOKPBITHIC
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crpentaBuanaoM (Thermo Fisher: 15502) B xomuuectse 100 M va ayuky (PBS, 0,05% Tween-20 —
PBST, ¢ 0,2% BSA). ITnanmer uakyOuposaiau B TeucHue 2 4acos mpu 25 °C mpu BpaleHUH, 3aTEM
PACTBOPHI YAAISTH U IBAXKAbI IPOMBIBAIH ILIAHIICT paBHeiMu o0beMamu PBST. Ha mnanmer noGasmsuiu
koHBIOrHpoBaHHbH ¢ ¢pnyopecuernnoMm FC yenoseueckoro IgG (50 M B PBST ¢ 0,2% BSA, Rockland:
009-0203) B xomuuectse (100 Mxn Ha myHKY) ¥ nHKYOUposanu mpu 25 °C B TeucHue 45 MunyT. PacTBOpHI
VAQISIN, TaHmeT Apaxasl npoMeisaar PBST, mpoMokamy HACyXo W CUMTBHIBATIM B 30HE CKAHUPOBAHUS
Kax 0¥ ayHkH (MukporianmeT-puaep Biotek Synergy H1, 490/525 Bo36yxa./ucmyck.).

[00542] B Tabauue 7 npeacTaBicHA aKTUBHOCTh HEKOTOPBIX COCAMHCHHUH M0 JAHHOMY M300PETCHHUIO
B TBepaodazHoM wmmMmyHOpepmeHTHOM aHamm3e cBs3piBaHms FC  IgG. Homepa coeauneHmit
COOTBETCTBYIOT HOMEpaMm coeanHeHui B Tabaune 1. Coe1THHEHNUS, IMCIOLINE AKTHBHOCTh, 0003HAUCHHYO
«A», IeMOHCTPHPYIOT % CHUTHAIA OTHOCHUTEIbHO cTagapTHoro 6enkxa A mpu 1000 BM B nuanazone 90-
120%; coeauHEHMs, WMCIOIIME AKTHBHOCTh, O0O3HaucHHYIO «B», nemonctpupyror % curaama
OTHOCHTEIBHO cTangapTHOTro O¢aka A mpu 1000 HM, cocrasisromyro >4 1 <90%; COCAMHCHIS, IMCIOIINC
AKTHBHOCTb, 0003HaUCHHYIO «C», TEeMOHCTPUPYIOT % CHrHA/IA OTHOCHTEIBHO CTAHAAPTHOrO OeKa A mpu
1000 uM, cocraBmstomnyio 2-4%; W COCAMHCHHS, WMMCIOIIMC AKTHBHOCTh, O00O3HAUCHHYIO «D»,
JEMOHCTPHUPYIOT % CHUTHAIa OTHOCHTENIBHO cTaHAapTHoro 6enka A mpu 1000 EM <2%.

Ta6muna 7. PesynbtaTtel TBepaodazHoro uMmmyHodepmenTHoro ananusa cesizbisanus FC IgG

% CUrHaJIa OTHOCHTEJIbHO 0esika
A npu 1000 1M

I-1 C

I-2
I-3
-4
I-5
1-7
I-8
I-9
I-10
I-12
I-13
1-14
I-17
I-18
I-19

ID coeaunenus

i NellNel el Nel el 1 Nel el el el Ml

Ipumep 8. CeaspiBanue CD16a pexpyTHPOBAHHBIX AHTHTEJ
[00543] ®ayopecuentHoe meuenue CD16a - CD16al58V (Sino Biologicals: 10389-H27H1)

pacteopsanu B koHueHTpauu 200 HM (PBST) u o6veannsmu ¢ paBHeIM 00beMoM kpacutenst RED-tris-
189



NTA wn3 HaGopa ans Beeaenns metok Monolith NT His-Tag (100 ’M). PactBop nHKyOupoBamu B TEMHOTE
npu 25 °C npu BpaieHuu B TeucHUe 45 MUHYT, 3ateM neHtpudyruposanu npu 12000 06./MuH. B TeUeHUE
15 MuHYT A1 yIAIeHUS peareHTa, He CBSI3aHHOTO B KOMILIEKC.

[00544] HmmoGuuuzauus OMOTHHHJIHP OBAHHBIX MOJIEKY.JT - BuotnHUIMpOBaHHEIC
SKCIICPUMEHTANIbHBIC COeAUHCHMs Win KoHTposbHbIC anTHTeAa (IgG: Rockland 009-0602, IgM: Rockland,
IgA: Rockland) noGasmsiiu Ha TUIAHIIETHL 4T TBEPAO(GA3HOTO UMMYHO(DEPMEHTHOTO AHAIN3A, TOKPHITHIC
crpentauanHoM (Thermo Fisher: 15502) B xonuentpaumu 50 mxn Ha nyeky (PBST ¢ 0,2% BSA).
[Inanmer nakyOuposanu B TeueHue 1 gaca npu 25 °C npu BpalleHHuH, 3aTeM PacTBOPH! YAAIINA H TPH
pasza npombiaiu mianmetr PBST.

[00545] PexpyruHr anTHTeN CHIBOPOTKH — CMEIIAHHYIO CBIBOPOTKY 310POBHIX oacH (Innovative
Research, mot: 20966) orrausanu Ha npay u nerrpudyruposanu npu 12000 06./mun. npu 4 °C B TeueHue
10 MuHYT 10 WCTOMB30BAHUS ISl yAaACHUs aeOpuca u ocaxacHHoro Oenka. Hagocagounsiii pacTBop
HCIIOIBb30BATH [T omy4ueHus 2,5% pacTBopa win nosiydand B popme cepuiiapix paszdasnenuii (PBST ¢
0,2% BSA). PactBop ceiBopoTku AoOassun Ha miaHmeT (50 MKJI Ha JIYHKY) U HHKYOHPOBAJIHA B TCUCHHC
1 vaca npu Bpamenuu. Pacteopsl yaansuiu u tpu pasa npomeisaiu mwianmet PBST.

[00546] CesispiBanne CD16a pexpyrupoBaHHbIX aHTHTEN - 3aTeM MeucHblit CD16a noGasisu B
ayHky npu 25 HM u uHKyOuposanu B TeueHue 45 MuHYT. PacTBOpHI ymamsanm M Bl IPOMBIBATA
wianmer PBST. 3areM mnaHmeTs! CUUTHIBAIM B 30HC CKAHHPOBAHMS KKIOH JYHKH (MHUKPOILUIAHINCT-
puzep Biotek Synergy H1, 650/665 Bo30y:xa./HCIycK.).

[00S47] B Tabaunue 8 npeacraBicHa aKTUBHOCTh HEKOTOPBIX COCAMHCHHUH M0 JAHHOMY H300PETCHHUIO
B aHaymze cBs3piBanus CD16a pexpyTupoBaHHbiX aHTHTE. JJaHHbIC (IyOPECHCHIMN HOPMATU30BAJIH I10
ouotnHmMpoBaHHOMY IgG M COOTBETCTBYIOIICH GHOTHHIIIMPOBAHHON MOJICKYJIC, HMMOOMIH30BAHHOM
mpu 250 HM. Homepa coeauHeHMI COOTBETCTBYIOT HOMEpaM coeauHeHui B Tabauue 1. CoeauHeHus,
HMMCIOIIUE aKTUBHOCTh, 0003HAUCHHYO «AY, AEMOHCTPUPYIOT 3HAUCHHE (PIyopecueHIuU >2; COCIUHCHUS,
UMCIOIIME aKTHBHOCTh, O00O3HAa4YCHHYIO «B», aemoHcTpupyrorT 3HaucHHe (uyopecucHiuun 1,5-2;
COCVHCHHS, UMCIOIINEC aKTUBHOCTh, 0003HAUYCHHYIO «C», IEMOHCTPUPYIOT 3HAUCHHE (IIyOPECLCHIIUH
1,0-1,5; u coecauHCHHS, HMMCIONIHEC AKTHBHOCTh, OO0O3HAYCHHYIO «D», ACMOHCTPUPYIOT 3HAYCHHC
dbayopecuenumu <1.

[00548] Tao6nuua 8. PesyastaTel ananusa cesizbiBanust CD16a peKpyTHPOBAHHBIX AHTHTEJ

3nauenue duryopecuenuuu npu 250
ID coepnnenus
HM
I-17 A
I-18 C
I-19 B

Hpumep 9. Anaaus no reny-penoptepy ADCC
[00549] Kuerku LNCaP (nony4enssie u3 paka npeacrarenpHoii xenessl uenoseka, ATCC: CRL-1740)
OTACIUIN W TOBTOPHO cycneHampoBamu B 1% pactBope BSA B RPMI Krnerounsii pactsop
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OT(UIBTPOBHIBANH A YOAICHHS KICTOYHBIX arperarop (MOTHCTUPONbHAS MPOOHPKA C KICTOYHBIM
¢dunerpom, Corning: 352235), 3arem cumtsiBanu (cuetunk kinetok (Life Technologies Countless 1) u
BeiceBanmy Ha mmiaHmeT (10000 xiaeroxk B 25 mka Ha nysky, mianmerel Coming: 3917). Ilnanmer
ueHtpudyruposanu (5 mus., 300 X g) 1 cpady nocne 3Toro A0OABIUTA PAaCTBOPEI COCAMHEHHUH (25 MK Ha
avHKyY). JoGasmsmu pacteopsl antuten (25 mxa Ha nyHKy, FC IgGl — Thermo Fisher: 10702HNAHS;
nosukIoHanbHOe auTute0 quautpodermi-KLH — Thermo Fisher: A-6430), nocne uero nHkyOupoBaIH
45 vuayt mpu 37 °C. 3areM miuaHImET WHKYOHPOBATH C PACTBOPOM QHTUTENIA B TCUYCHHE 45 MHUHYT,
obecreunBas BO3MOKHOCTh 00pa30BaHuUs TPOHHOTO KOMITICKCa KiaeTka-ARM-antureno, 3arem 06aBisin
a¢dexToprbie kaeTku (60 Thicsay B 25 Mk Ha nyHKY, penoprepasie kiaetku ADCC — nabop Promega:
G7018). ITnanmer nerrpudyruposanu (5 mus., 300 X g) 1 uEKYOHpOBaTH 3P PEKTOPHBIC KICTKH B TCUCHUE
5 wacos npu 37 °C. Tlocne mepuoga MHAYKUMHK IUIAHIIET ypaBHoBemuBau 10 25 °C, 3arem mobapsiiu
cyOcTpar morwmdepassr (75 M Ha ayHKy, | mpobupka B 10 M aranutuaeckoro 6ydepa Bio-Glo, Habop
Promega: G7018). 3arem mianmer nearpudyruposamu (5 mus., 300 X g) ¥ U3MEPSIIH TIOMHHECLCHITHIO
(MukporuanmeT-pugep Biotek Synergy H1).

[00550] Pesynabrarsr aHamm3oB ¢ wucmodb3oBaHueM pasamusbix  Kiaetok  (LNCap, 22Rvl)
JCMOHCTPHUPYIOT, HYTO THPENIOKCHHBIC coeauHeHus MoryT d3¢dexrtusno wunummuposars ADCC.
WnmrocTpatuBHbIi HAOOP JAHHBIX MTPEACTABICH HIDKE!

[00551] Knerku-mumenn LNCaP u penoprepasie kietku ¢ Bapuantom CD16a-158V/V

JIromuHecueHIms (3a BeraeToM (hoHA)
I-11 [EM] auTu-DNP (20 mxr/mun) FC IgG1 (200 aM) FC IgG1 (20 uM)
2000 1374,5 1253,5 1372 1118 151,5 163.5
400 1842.5 1696,5 1827 1494 797.5 6795
80 1635,5 1603,5 1708 1823 1251,5 1037,5
16 9345 835,5 1216 1040 667.5 6215
32 128.5 86,5 172 189 1655 1235
0 15,5 -15,5 8 -8 46,5 -46.5

*CpegHee 3HAYCHHWE Ui JTYHOK C AHTHTCIOM/KJICTKAMH-MHLICHSIMU/PETIOPTCPHBIMUA KIICTKAMH 0€3
COCIVHCHHS BBIYUTAIHM Kak (JOHOBOC 3HAYCHUC ISl KAXKIOH M3 SKCHCPHUMCHTAIBHBIX IPYIIT 00paboTKu
VKa3aHHBIMH aHTUTCIIAMH.

Hpumep 10. AHaIU3 aKTHBALHH HATYPAJbLHbBIX KiIeTOK-KULIepos (NK)

[00S52] BuoruHmmupoBanHsie SkcrniepumeHTanbHeie coeamHenus win 1gG (Rockland: 009-0602)
JO0aBIMM  HAa IUTAHIIETHl A TBEpAO(AasHOro HUMMYHO(PEPMEHTHOIO  aHAIW3a, MOKPHITHIC
crpentaBuanaoM (Thermo Fisher: 15502) B xomuuectse 100 M va ayuky (PBS, 0,05% Tween-20 —
PBST, ¢ 0,2% BSA). Ilnanmer uakyOuposaiau B TeucHue 2 4acos mpu 25 °C mpu BpaleHUH, 3aTCM
PacTBOPBI YAAISUTA U ABAKIBl MPOMBIBAIN IUTAHIICT paBHbiMU oObemamu PBST. 3arem mobasmsiin FC
IgG1 (Thermo Fisher: 10702HNAHS) B nynku, coxepskamue yausepcanbroe ABT, u unkyOuposamu
IUTAHIICT eme | wac, 3aTeM ABaKAsl MPOMbBIBAIH paBHbiMH oObeMamu PBST u mpomokanu Hacyxo.

Orrausann yenoseueckrie PBMC (Astrate Biologics: 1001) u Beipamusamu B 4% pacteope IgG B FBS
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(Corning: 35-073-CV) B RPMI ¢ IL-2 (100 E/mn, Prospec: cyt-209) B Teuenuwe 18 wacos mepen
ucnonb3oBanneM. HemocpeacTseHHo mepex A0OaBICHHEM HA IUIAHIIET AT HUMMYHO(EPMEHTHOrO
TBepAodaszHoro aHanuza kinetkd neHTpudyruposamu (5 muH., 300 X g) ¥ HOBTOPHO CYCIICHAWPOBATH B
ceexkeit cpeae Oes IL-2. 3arem na mnanmer godasmsin PBMC (200 teic. kmetok B 100 MK Ha AYHKY),
ueHtpudyruposanu (5 mus., 300 x g) u nuakyouposamu npu 37 °C B Teuenue 5 gacos. [locne nakyOarum
pacTBOPHI yaaasuty, TyHKH oauH pa3 mpombiBaiu (1% BSA 8 PBS ¢ 2 MM 3/ITK) u uenrpudyruposanu
o0beauneHHBIe pacTtBopel (5 wmmH., 300 x g). Hamocamounelii pacTBOp yAQIsUId W TMOBTOPHO
cycnienauposanu kiaetku B Oydepe (100 mxn/odpasen, 1% BSA B PBS ¢ 2 MM J/ITK), coaepxaiem
antutena-kiaerounsie Mapkepsl (1:200; antu-CD107a - BioLegend: 328626; antu-CD56 — BioLegend:
318347). Anrturena makybupoBamu npu 4 °C B teuenme 30 muHyT, paszbasmumm o 500 Mk,
nentpudyruposanu (5 mus., 300 X g) 1 moBTopHO cycnienauposanu B 6ydepe (200 mxa/obpazen, 1% BSA
B PBS ¢ 2 MM DTK) u ananmsuposanu nporounoit murometpucii (BD FACSCelesta). Hannbie cobupanu
¢ moMo1eio mporpammuoro odecneueHust BD DIV A u ananuzuposanu ¢ nomoursio FloJo.

[00553] Coenuncnne I-17 6bio akTuBHBEIM B aHamm3e aktuBammu kietok NK, aemoncTpupys
orHocutenbHyo nonyimio NK-knetok CD107a+, cocrapmsromyro 93%, o CpaBHEHHUIO ¢ KOHTPOJIBHBIM
obpasuom ¢ IgG.

Ipumep 11. IpensiokeHHbIE COeIHMHEHHSI O0PA3YIOT KOMILIEKCHI ¢ AHTHTEJIAMH H KJIETKAMH-
MHILLIEHSAMH

[00S54] Kaxk nokasaHo B AJaHHOM JOKYMCHTC, B HCKOTOPBIX BAapHAHTAX PCATH3ALUH IMPEIIOKCHHBIC
COCIMHCHHUS MOTYT IMPUBJICKATh AHTHUTENIA B KJICTKH-MHILICHA C 0OPa30BAHUEM TPOUHBIX KOMIUICKCOB H
MHULIHAPOBATh ACHUCTBHC HUMMYHHOH cuctembl. [ oueHkH 0Opa3oBaHHs KOMILICKCOB IMPUTOTHBI
pasnuuHbie TexHOToruu. OMH IpUMEpP TAKoro aHamu3a onvcaH Hwke. Crneupanucram B JaHHOH 001acTH
TCXHUKH MOHSATHO, YTO MOXKHO H3MCHATh OJUH WK 00JICC MapaMeTpoOB W/WIN YCIOBUH, a TAKKE MOMKHO
KCTIOIB30BATh APYTHUEC aHATHU3bI/PEArCHTHI/YCIIOBUS U T 1.

[00SS5]  Anresusabie kiaetku (LNCap, CRL-1740, nampumep, pe3ynpTaTel NPUBEACHBI HIKC)
cobupanmu ¢ momomrbio Accumax (Sigma-Aldrich A7089 - 100 m). Coeaunenust pazbasasum 8 IMCO
(MP 191418) mo 1000x OT HCXOJHOW KOHIICHTPALMH, KCIOJB30BAHHOW B aHAIU3C, B 96-TyHOYHOM
noaunpornuaeHosoM maHmete (Corning 3357). 3arem ux cepuiiHO pazdaBisuy ¢ mpupameHusvi 1/2 log
¢ nonyueHuem 8-12 konueuTparmii B JIMCO (B 3aBUCHMOCTH OT aHAIN3a). 3aTEM MOTYICHHBIC UCXOIHBIC
pacteopsl B JIMCO nostanuo pazbasmsuin 1/10 8 PBS (VWR, kar. Ne 20012043). 3arem Bech guamna3ox
MO3TANHO Pa30aBICHHBIX COCAUHCHUH M00ABISUIM B MOJUIMPOIUICHOBBIH AHATUTUYCCKUN IUIAHIICT B
koauuectee 1/100 or aHamuTHueckoro oobema. KieTky, HCHOIb30BaHHbIC 1S AaHAIN3A, ITOACUNTHIBAIH H
UeHTPU(YTUPOBAIM, U TOBTOPHO cycneHauposaiau B koHueHTparmu 100000 kmerok Ha 200 MK B
mpotouHoMm Oydepe: 1% BSA (American Bio AB01088-00100); 0,5 MM 3ATK (VWR 45001-122); PBS
(VWR, xar. Ne 20012043) ¢ 20 mxr/mia kponuabero antu-DNP Alexa 488 (Thermo Fisher Scientific
A11097). 3arem kiaeTku A0OABISIH B IONUIPONMICHOBBIM IUIAHIIET C IMO3TANHO pPa3daBICHHBIMHU
coeauHeHHAMU B WHKyOHposamu npu 4 °C B teueHue 30 munyT. [lo oxoHUaHMM HHKYOAIMHM KICTKH

LHEHTPU(YTUPOBATH U IPOMBIBATTH 2X MPOTOUHBIM Oydepom, coaepxkammum 0,5% Tween 20 (BP337-500).
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O6pasusr ananuzuposanu Ha BD FacsCelesta. Cpeanroro (GiyopeCcueHINI0 aHATU3UPOBAIHA C MOMOIIBIO
Graphpad Prism u cTpowiu KpuBBIC 3aBHCHUMOCTH OTBETA OT log(MHrHOUTOpa) — MCPEMCHHBIN YrI0BOM
k03¢ pureHT (YeTHIpe mapamMeTpa).

[00SS6] WnmrocTpaTHBHBIC PE3YIbTATH MPEACTABICHBI HIKES:

ID coeannenust EC50 (1M)
I-11 6,6
I-33 3
1-34 8.7
I-16 7.4

Ipumep 12. IIpensioxkeHHbIe coeqnHEeHHs1 MOTYT BbI3bIBaTh ADCP

[00557] Kak mokasaHo B JaHHOM JOKYMCHTC, B HCKOTOPBIX BAPHAHTAX PCATH3ALNH MPCIIOKCHHBIC
COCAMHCHHUS MOTYT IPHBJICKATh AHTUTEIA B KICTKU-MHUIICHHA C 00PAa30BaHUEM TPOWHBIX KOMIUICKCOB U
HWHULIMHAPOBATh, BO30YKaaTh, BoBiackaTh wiaH ycunusare ADCP. g onenku ADCP npuroauer paznuuassie
texHosoruy. OAMH MpUMEp TaKOro aHanu3a omucaH Hwke. CrenpanuctaM B JAHHOH 00JaCTH TEXHUKU
MOHATHO, YTO MOJKHO M3MEHATh OAWH HIU OOJee NapaMeTpPOB W/WIH YCIOBHH, a TAKKE MOXHO
HCIIOJIb30BATh APYTHC aHAIM3bI/PCArcHTHI/YCIOBHS U T. 1.

[00558] Amnamu3 ADCP nepBuuHbIX MOHOLMTOB WK KiaeTok THP

[00S59] Tlonyuenue rpanya

[00S60] dayopecueHTHBIC TpaHyJBl CO CBs3aHHbIM crpenTaBuauHoM (Invitrogen, kar. Ne P35372)
TINATEIPHO CMEIINBAIN HA BOPTEKCE B TeueHHE | MUHYTHI. [10 1ECATh MUKPOIUTPOB CYCIICH3HH TPaHy.I HA
onuH TN 00padoTku oTOMpanu B mpodupku dnneHaopda u npomeisaau 1 ma PBS ¢ 1% BSA, u 3atem
noeTopHO cycreHaupoBat B 500 mMxa 1% BSA B PBS. K cycmensusm rpanyn moGasisiiu
SKCIICPUMCHTANIBHBIC COCAMHCHMS J0 KOHCYHOW KoHueHTpammu 50 MkM u menable  MOJCKYIIBI
ouoTuHIIHpoBaHHOTrO uenoseucckoro IgG (Rockland 009-0602) a0 koHeuHOM KOHICHTparmH 20 MKT/MIL.
[TpoOupku HHKYOHPOBANK MTPU KOMHATHOHW TEMIEpaType B TCUCHUE | yaca Ha Kadaromencs miatgopme.
[Mocae mHkyGaumu rpanyasl ocaxaanu B MukpoueHtpudyre mpu 12000 x g B TeueHHe 5 MHHYT mpu
KOMHATHOH Temmepatype. Hamocagounble pacTBOpBI OCTOPOXKHO ACMHUPHUPOBATH U 5 pa3 MPOMEBIBATIH
rpaHyibl, MOBTOpHO cycneHanpys ux B 1 ma PBS ¢ 1% BSA u neHTpudyrupys, kak OmHCaHO BbIIIE.
Haxonen, rpanyisl nosTopHo cycneHauposand B 500 mxa PBS ¢ 1% BSA wu ucnons3oBanu B aHamm3e
ADCP.

[00S61] OGorameHie TEPBUYHBIX MOHOLIMTOB IIOCPSACTBOM arC3UH

[00562] Kaerku PBMC, Tombko uro BbIACIACHHBIC W3 TeabHOH kpoBu (Bioreclamation IVTO) ¢
MOMOLIbI0  (UKOI-MAK LECHTPUPYIHPOBAHHMS IO IUIOTHOCTH, TMOBTOPHO CYCIICHIUPOBAIH B
6eCCHIBOPOTOUHOM qononHeHHOM cpeae RPMI npu 2 x 10° kneTok/mi. JlecaTh MISTHINTPOB HOTYYEHHOM
KJIETOYHOM CYCTIEH3UU BBICEBAH B YAINKY /I TKAHEBBIX KyIbTyp miomaasio 75 cm” (Denville Scientific
TC9341) u unkyOuposamu 2-3 gaca npu 37 °C u 5% CO; mns obecneueHHs: BO3MOKHOCTH KJICTOYHOH
aaresun. [locne mHKYOAIMHU Cpeay ACKAHTUPOBATH H OCTOPOXKHO JBAKABI MPOMBIBATH MOBEPXHOCTh
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YAIIKH, KK pa3 ucroie3ys 10 mu GecchiBOpoTOUHOM AomoHeHHOU cpeapl RPMI ans yaamenus
OCTATOYHBIX, HCIPUKPETIMBLINXCS KICTOK. [l yaaneHus aare3uBHbIX KIeToOK Ao6asmsumy 10 M e astHOrO
2,5 MM pacteopa SATK/PBS B Teuenue 10 munyT Ha npay. Kinetku nepeHOCHIN B KOHHUECKYIO TPOOHPKY
obbemom 15 M u nentpudyruposanu B reueHue 10 munyT mpu 300 X g, Ipy KOMHATHOH TeMIEpaType
s yaanenns pacteopa IATK/PBS. 3atem mosommTer mosTopHO cycneHauposand B RPMI ¢ 10% FCS
mpu 5 x 10° kaeTok/Mn anas ucnonb3oBaHus B aHaamse ADCP. UucToTy MOHOLMTOB OLEHHBAIH
MOCPEACTBOM OKPAIIUBAHHS KJICTOK aHTHTEIaMH K ueaosedeckomy CD3 FITC (Biolegend 300306), CD19
PeCy7 (Biolegend 302216), CD14 BV421 (BD Biosciences, 565283) u CD16 (Biolegend 302046).
[00563] Amnamuz ADCP c ucronb30BaHHEM CBEXKHUX NEPBUYHBIX MOHOLIUTOB WiH KiaeTok THP-1
[00564] Mounowmtsr nnu kaetku THP-1 (TIB-202 ATCC) BeiceBanu B 96-1yHOUHBIC KPYIJIOAOHHBIC
IJIAHIIETHl ¢ TWIOTHOCTBIO 10° kineTok Ha ayHky B 200 MK, M B KakAyIO JyHKY AoGasmsmm 10 Mk
CyCHeH3uH (DIyOPECUCHTHBIX TPaHyN, HONTYYCHHOH Tak, kak omucaHo Bbime. CoaepKUMoe IyHOK
CMEIIHBAIH € TIOMOINBIO MMHUIETKH, HCIOJb3YsI MHOTOKAHAIBPHYIO MUIETKY, 1 HHKYOHPOBAIN IUIAHIICTHI
npu 37 °C B teuenue 18 wacos. [locne mHKYOaUMH COACPKUMOE JIYHOK NMEPECHOCHIH B 96-TyHOUHBIC
wianmeTsl ¢ yepHbM gHOM (Costar Ne 3358) u nentpudyruposanu B Teuenue 2 munyT npu 300 x g ams
Ay4INeH BH3yaIM3alMU KICTOK. M300parkeHHs momydanu ¢ MOMOINBIO HpHOOpa Ui BU3YAIHU3ALUU
¢nyopecueHTHbIX KIeTok Zoe (Biorad).

[0056S] WnnroctparuBHBIC PE3yIbTATH IPEACTABICHBI HIKE:

Hopmanuzosanssie onieHkH (harountos3a B 0OOTaIEHHBIX MOHOLIMTAX A1l OMOTHHIIHPOBaHHOTO UABT

BruoTnHIIMpOBAHHBI
Tompko rpaHyIIBL I-17 I-17 +IgG
it IgG
0 2,5 4.1 12.4

[00S66] Hecmotps Ha TO, YTO ONMHMCAHBI MHOTHC BapHAHTHI PCATH3ALMH JAHHOTO H300PCTCHHS,
OYCBUAHO, YTO IMPUBCACHHBIC 0A30BBIC MPUMEPHI MOXKHO H3MCHSTH C MOJIYYCHHEM APYTHX BAPHAHTOB
peanu3anyy, B KOTOPBIX HCTIOJIB3YIOT COCIUHCHHUS U CIIOCOOHI M0 JAHHOMY H300peTeHUI0. Takum o6pasom,
CIeAyeT MOHHUMATh, YTO OOBEM JAHHOTO H300PETEHMs CIACAYET ONMPEACTATh mpuiaracMoil Gopmymoi

HM300PETCHHUS, 2 KOHKPETHBIMU BApPHAHTAMH PCATH3ALUH, KOTOPBIC PEACTABICHBI B KAYCCTBE MPUMEPA.

194



®OPMYVYJIA U30OBPETEHUA

Coenuncnue popmyer I

WM €T0 (hapMaLEBTUIECKH MPUEMIIEMAast COMb, TE:

ABT npeacrapnsger cob0l aHTUTEIOCBI3BIBAIOIINN (PPArMEHT;

L npeacrasaser coboii AByXBaIeHTHBIN TUHKEPHBIN (pparment, coequnssomuii ABT u TBT: u

TBT npeacrasaseT coO0ii MULICHb-CBS3BIBAIOLINN (parMeHT.

2.

Coeaunenne popmyas: II:

0 R?

RsR5 RY| ] O

\ N

N

O R1 R1'
m
L‘]

./ T~

N

II

R4

HJIA CTO (bapMaueBTqucxn npucemiacmas CoJib, rAc:

kaxapii u3 R, R u R’ HeszaBucuMo mpeacTaBaseT coboi BOAOPOA MM HEOOA3ATENBHO 3AMEIICHHYIO

rpymmy, BeiOpanayo u3 Ci.s amudaTunaecKoi rpymmsl, 3-8-1ICHHOTO HACHILICHHOTO HIH YACTHIHO
HCHACHIIIICHHOTO MOHOLMK/IHYCCKOTO KapOOUMKIHUCCKOro Kojbla, ¢eHuna, 8-10-wieHHOrO
OHLHKIMYCCKOTO apOMATHICCKOTO KapOOLMKINICCKOrO KOIbIA, 4-8-1ICHHOTO HACKILICHHOTO M
YACTUYHO HCHACHIIICHHOTO MOHOLMKIHYCCKOTO TETCPOLMKIMYICCKOrO KOJbLA, coaepxKamero 1-2
reTepoaToMa, HE3aBUCHUMO BBIOPAHHBIX W3 a30Ta, KHCIOPOJA WK CEPbl, S-O6-WICHHOTO
MOHOLIMKIHYCCKOT'O TeTEPOaPOMaTHICCKOTO KOJIBIIA, coAepkamero 1-4 rerepoaroMa, HE3aBUCHMO
BBIOPaHHBIX W3 a30Ta, KHCIOpoAa Wik cepel, Wik §-10-4IeHHOrO OHUMKIHYECKOTO
reTCPOAPOMATHYCCKOTO KOMbILA, COACPIKAIICTO 1-5 reTepoaroMoB, HE3aBHCUMO BBIOPAHHBIX W3
a30Ta, KUCIOPOAA WK CEPbL; WM
R' u RY BMecTe ¢ MX MPOMEkKYTOYHBIM aTOMOM YTIEpOAAa HEoOA3aTebHO 0OpasyorT 3-8-
YWICHHOE  HACHIIICHHOE WO  YacTHYHO  HCHACBHIIICHHOC  CHHPOLIUKIHYCCKOC
KapOOLMKIHNYECKOE KOO MK 4-8-4I€HHOE HACBIICHHOE WM YaCTUYHO HEHACBHIIICHHOC
CIIHPOLMKIMYECKOE TETCPOLMKINYCCKOC KONBLO, coaepkamee 1-2  rerepoaroma,
HE3aBHCHMO BBHIOPAHHBIX M3 a30Ta, KUCIOPOIA HITH CEPHI;
R* u R¥ BMecTe ¢ MX MPOMEkKYTOYHBIM aTOMOM YTIEpOAa HeoOs3aTenbHO obpasyor 3-8-
YWICHHOE  HACHIIIGHHOEC WO  YacTHYHO  HCHACHIIICHHOC  CHHMPOLIMKIHYCCKOC
KapOOIMKIHMYECKOE KOO HIIH 4-8-4I€HHOE HACHIIECHHOE WM YaCTUYHO HEHACBHIIICHHOEC

CIHPOLUKIMYECKOE TIETEPOLHKINYECKOE KOIBLO, coaepxkamee 1-2  rerepoaroma,
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HE3aBHCHMO BBIOPAHHBIX M3 a30Ta, KUCIOPOIA HUITH CEPHI;

rpynna R° u rpynma R®, mpucoequMHEHHBIE K OAHOMY aToOMy YIIEPOAY, BMECTE € HX
MPOMEKYTOYHBIM aTOMOM VIVICPOJa HEOOS3aTeIbHO 00PasyioT 3-8-4ICHHOE HACHIICHHOS
WM YaCTUYHO HCHACHIICHHOC CIHMPOLMKIMICCKOS KAPOOLMKIMICCKOS KOIBIO HIH 4-8-
YWICHHOC  HACBIIICHHOC  WIM  YaCTHYHO  HCHACBIICHHOC  CIHMPOLUKIHYCCKOC
FeTCPOLIMKINYCCKOS KOJIBIIO, CoAacpKamiee 1-2 retepoaroma, HE3aBHCHMO BBIOPAHHBIX H3
a30Ta, KUCIOPOJa WU CEPHI; HITH

aBe rTpymmel R’ BMECTE € TPOMEKYTOUHBIMH aTOMaMH HeoOs3atensHo 06pasyor Cilig
JIBYXBAJICHTHYIO HEPA3BETBICHHYIO WITH PA3BETBICHHY 0, HACBHIIICHHYIO HIIH HCHACBHILIICHHY IO
VIJICBOAOPOJHYIO LICIb, MPUUEM 1-3 METHICHOBBIX 3B€HA YKA3aHHOH IICMTH HE3aBUCHMO U
HeoOs3aTenpbHO 3ameHeHB Ha —S—, —SS—, —N(R)-, —-O—-, -C(0)-, -0C(0)-, —-C(0)0O-, -
C(O)N(R)-, -N(R)C(0)-, -S(0)-, -S(0)>- mmu —-Cy'-, u xaxawii —Cy'- HezaBUCHMO
MPEACTABIICT COOON 5-6-uneHHBIN reTepoapwieHua ¢ 1-4 rerepoaromMamu, HE3aBHCHMO
BHIOPAHHBIMH U3 a30Ta, KUCIOPOAA WIH CEPBI;

xaxaeii u3 RY, R u R® HeszaBucumo npeacrasaser co6oi Bogopoa wiu Ci3 anmudaTuaecky o rpymmy:;
xak e u3 R?, R* u R Hezasucumo npeacrasiset coboi Bogopoa win Ci-s amudaTHuecKyro TpyIiy, WK

R? u R! BMecTe ¢ MX MPOMEIKYTOUHBIMH aTOMaMH HEOOA3ATCIBHO 00pasyror 4-8-uieHHOE
HACBILICHHOC WJIM YaCTHYHO HEHACHIIICHHOE MOHOIIUKIMYIECCKOE FETePOLIUKIIHUECKOE KOBIIO,
coxepxkaree 1-2 rerepoaroMa, HE3AaBUCHMO BBIOPAHHBIX U3 a30Ta, KUCIOPOJA WK CCPHI;

R* u R® BMecTe ¢ MX MPOMEKYTOUHBIMH aTOMAaMM HEOOA3ATEIBHO 0OpasyroT 4-8-useHHOE
HACBHILICHHOC HJIH YaCTHIHO HCHACHIIICHHOS MOHOLIUKIHICCKOE FETCPOLIUKIHYCCKOE KOJIBLIO,
coaeprkamiee 1-2 rerepoaroma, HE3aBHCUMO BBIOPAHHBIX M3 a30Ta, KUCIOPOIA HITH CEPbI; HITH

rpynma R® u ee cmexnas rpynmna R BMECTE ¢ MX MPOMEKYTOUHBIMH aTOMAMHU HEOOA3aTETbHO
00pasyroT 4-8-4ICHHOC HACBHIIICHHOC WIIM YAaCTHYHO HCHACBHIIICHHOC MOHOLIMKITHYCCKOC
FETCPOLIMKINICCKOS KOJBLIO, COACpskaiiee 1-2 rerepoaromMa, HE3aBUCHMO BBIOPAHHBIX U3
a30Ta, KUCI0POJa UK CEPBI;

L' nmpeacraBnser  coOOM  TPEXBANECHTHBIM  NMHKEPHBIM  (DPArMEHT,  KOTOPBIA  CBS3BIBAECT

u L ;
L? npeactaBnseT coGOH KOBATCHTHYHO cBs3b Wi Ci.jo JABYXBAJEHTHYIO HEPA3BETBICHHYIO WM
Pa3BETBICHHYIO, HACHLINCHHYIO HIH HEHACHINICHHYIO YIJICBOJOPOAHYIO IEMb, mpuueM 1-3

METHJICHOBBIX 3BCHBCB YKA3aHHOH LeTH HE0Os3aTeapHO 3amMeHeHbl HA —S—, —N(R)—, -O—, —C(0)-,
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z{“cﬁkf

-0C(0)-, -C(0)O-, -C(ONR)-, -NR)C(O)-, -S(0)-, -S(O)>-, >

% OV]L; zjfvo s

, win —Cy'—, rae xaxapiii —Cy'— HE3aBUCHMO MpPEACTABIACT
co0oM 5-6-uneHHbIH reTepoapwicHua ¢ 1-4 retepoaToMaMy, HE3AaBUCHMO BBIOPAHHBIMH M3 a30Ta,

KHCJIOPOJa WU CEPBI;

TBT mpeacrasnser codoil MUIIECHb-CBA3BIBAIOIINN (PPArMEHT;, U

KKIbIM U3 m U n HE3aBUCUMO paseH 1, 2,3, 4,5, 6,7, 8, 9 wu 10.

3.

Coenunenue popmyanst I11:

RS R” R”
9 \N L
R o)
o]
111

WM €ro (papMaleBTHYECKH IpHEMIEMast COJTb, TAE:

kaxapid 13 R’ He3aBHCHMO MpeACTaBIsAET cOOOM BOAOPOJ WM HEOOA3ATENBHO 3AMEIICHHYIO TPYIIY,

BoiOpanHyi0 u3 Cis amudarndeckoi Tpymbl, 3-8-wICHHOrO HACHIIICHHOTO WM YaCTUIHO
HCHACHIIIICHHOTO MOHOILMK/IHYCCKOTO KapOOUUKINUCCKOro Kojbla, ¢eHuna, 8-10-wieHHOrO
OHLHKIHYCCKOTO apOMATHICCKOTO KapOOLMKIHICCKOTO KOBLA, 4-8-ICHHOTO HACKILICHHOTO HIIH
YACTUYHO HCHACHIIICHHOTO MOHOLMKIHYCCKOTO TETCPOLIMKIMYICCKOTO KOJbLA, coaepxKamero 1-2
reTepoaToMa, HE3aBUCHMO BBIOPAHHBIX U3 a30Ta, KHCIOPOJA WA CEPbl, S-6-WICHHOTO
MOHOLIMKIHYCCKOTO TETEPOaPOMATHICCKOTO KOJIbIIA, CoAcpkamero 1-4 rerepoaroMa, HE3aBUCHMO
BBIOPaHHBIX W3 a30Ta, KHCIOpPoAa WiH cepel, Wik §-10-4IeHHOrO OHUMKIMYCCKOTO
reTCPOAPOMATHYCCKOTO KOJbLIA, COACPIKAIICTO 1-5 reTepoaroMoB, HE3aBHCUMO BBIOPAHHBIX W3
a30Ta, KUCIOPOAA WK CEPbI; I
rpymma R7 u rpymma R7, mpHcoeAuMHEHHBIE K OAHOMY aTOMy YIAEPOAY, BMECTE € HX
MPOMEKYTOYHBIM aTOMOM VIJIepoJa HEoOs3aTeNnbHO 00Pa3yIoT 3-8-4JICHHOE HACBHILICHHOS
WIN YaCTUYHO HEHACHIICHHOC CIHPOLHUKINIECKOC KapOOLMKINUCCKOE KOMbLO HiIH 4-8-
YICHHOC  HACHINCHHOE  WIM  YaCTUYHO  HCHACBHIIICHHOC  CIHPOLMKIHYCCKOE
FeTCPOLIMKIHYCCKOS KOJBIO, CoAcpKamee 1-2 rerepoaroma, HE3aBHCHMO BBIOPAHHBIX U3

a30Ta, KUCJiopoaa uiin CCpul,

kaxaprii u3 R7 HezaBHcHMO TpeacTaBiseT coboii Bogopo umn Ci; amudaTHIecKyro TPy,

ka1 13 R® He3aBucHMO npeacTasaseT co6oit Bogopoa win Ci.4 amudaTuaecKy o TPy, WiH:

rpynma R® u ee cmexnas rpynmna R7 BMECTE ¢ MX MPOMEKYTOUHBIMH ATOMAMHU HEOOS3aTETbHO

00pa3yroT 4-8-4/ICHHOS HACBHIICHHOS WIM YAaCTHYHO HCHACHIIICHHOS MOHOIHUKIHYCCKOS
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TETCPOLIMKIMYECKOE KONBIO, coAacpxamee 1-2 rerepoaroma, HE3aBHCHMO BBIOPAaHHBIX U3
a30Ta, KUCIOPOJA HUITU CEPHI;

R’ npeacrasnsger coboii Bogopoa, Ci3 amudatraeckyro rpyrmy um —C(0)Ci3 anudaTuueckyro rpymnmy;

L’ NPEACTABILACT coboit JBYXBAJICHTHBII JIMHKEPHBIN (dparmeHT, COCAUHSIOII NI
7 7
RS R R
\
9 N
R o)
©  ¢TBT

>

TBT npeactapisiet coboii MUIICHb-CBA3BIBAIOMIUN (HPArMEHT; U

opaseH 1,2,3,4,5,6,7, 8,9 unmu 10.

4. CoeauHeHHME 10 1. 2, oTnyaromeecs TeM, uto R? npeacrasiser co6oi BOAOPOS.
5 CoeauHeHue 10 1. 2, oTuyaromeecs Tem, uto R* npeacrasiser coboit BOAOPO.
6 Coeaunenue 1o 1. 2, oTauyaromeecs M, uto RY npeacrasnser coboit Boxopo.
7. CoeauHeHue TI0 T1. 2, OTAMyaromeecs TeM, uto R npeacrapiseT co6oii BOAOPOA.
8 Coeaunenue 1o 1. 2, oTauyaromeecs tem, uro L! npeacrasnser coboi
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9. CoeauneHue 110 11. 2, oTuyaromeecs TeM, uro L2 npeactasnsgeT co6oit Ci-10 ABYXBAIECHTHYIO
HCPA3BCTBJICHHYIO UJIU PASBCTBIICHHYIO, HACBIIICHHYIO UJIH HCHACBIICHHYO YIVICBOAOPOAHYIO IICIIb,

mpudeM 1-3 METHICHOBBIX 3BEHBEB YKa3aHHOU IETH HeoOs3are/1pHO 3ameHeHbI Ha —S—, -N(R)—, -O—, —

‘?.,/{’\o/\kf’ |

C(0)-, —0C(0)-, ~C(0)0—, -C(O)N(R)—, -N(R)C(0)-, —~S(0O)-, —S(0)»—,
0] O
n n

6-4JICHHBIN reTepoapricHun ¢ 1-4 retepoaTomMaMy, HE3aBUCHMO BBIOPAHHBIMH M3 230Ta, KUCIOPOAA HITH

umn —Cy'—, rae kaxaeiii —Cy'~ He3aBHCHMO MpeACTaBILET COOOH -

CepHI.

10. Coeaunenue mo arodoMy u3 nm. 1-9, otmmuaromeecs tem, uyro TBT BeiOpan U3 rpynmer,
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I1. Coeannenue no 1. 2 oxHow u3 popmyn ll-a, I1-b, 1l-c, 11-d, I1-e wau I1-f:
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HO,C
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HO,C,  Y—NH
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12. CoeauHEHHE 110 1. 2, OTIMYAOIIEECs TeM, 9To L? mpeactaBaseT coboi
O 0] (@]
N N _N
N\” OM)J\ N\" O/\a/u\ N 2% O/\a/u\
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> > >

/_§ H i H H
Ao L A AR A

13. CoeauHeHue 110 1. 3, OTIM™AoIEECs TeM, 9To L mpeactaBaseT coboi
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14. Coeannenue no mobomy U3 mi. 1-13, oTnnuaromeecs TeM, 94TO YKa3aHHOE COCTUHECHUE BBIOPAHO

0] O 0O
ey ey ey
—/ —/

13 COCIUHCHHUN, PEACTABICHHBIX B Ta0auue 1.

15. CoenuneHue, nmeromee CTpykTypy dopmyisr I-a:

(Xaa);
g C
t (=),
a

I-a
WIIH €TO COJIb, TAE:

Kax bl Xaa He3aBUCHMO MPEACTABIICT COO0H aMUHOKHUCIOTHBIH OCTATOK;

t pasen 0-50;

z paseH 1-50;

L npeacrasasier cob0it THHKEPHBIH (parMeHT;

TBT mpeacrasnser coO0¥ MHIICHb-CBSI3BIBAIOIIHI (PPATMCHT;

kaxabi R® HezaBucumo npeacrassieT codboi —L*—R’;

KaKIbIH 13 a u b HezaBucumo paseH 1-200;

KOKIbIH L* HE3aBHCMMO TMPEACTABISICT COOOM KOBAJICHTHYHO CBSI3b HIIM HEOOSM3aTCIIBHO
3aMCIICHHYIO JBYXBANICHTHYHO rpyrmay, BbiOpanHyro u3 Ci-Cy amudarumaeckoit wmm  Ci-Cy
rerepoanu(aTHIeCKON IPYIIIBL, COACPKAIICH 1-5 rerepoaroMoB, MPHYEM OJHO WM O0JICEe METHICHOBBIX
3BCHBCB YKA3aHHOH IPymmbl HEOOs3aTepHO M HesaBucumo 3ameHeHnl Ha —C(R’),—, —Cy—, —O—, —S—,
—-S-S—-, -N(R*)—, —C(0)—, —C(S)—, —C(NR")—, —C(O)N(R")—, -N(R’)C(O)N(R*)—, —-N(R*)C(0)O—,
=S(0)—, =S(0):—, =S(0):N(R")—, —C(0)S— nmu —C(0)0—;

kaxapii —Cy— HE3aBHCHMO HPEACTABISICT COOOH HEOOA3aTECIPHO 3aMCLICHHYIO ABYXBATICHTHYIO
rpymmy, BeIOpaHHyo u3 Cizp mukmoanudaruueckoro koapna, Ceao apunbHOrO KOabLa, S5-20-4IeHHOTO
TeTEPOAPHIBHOTO KOMbLA, coiepxkamero 1-10 retepoaroMoB, HE3aBHCHMO BBIOPAHHBIX H3 KHCIOPOJA,
aszota, cepel, hochopa u kpemuus, U 3-20-4ICHHOTO TETCPOLUKINIBHOTO KOJbLA, coaepxkamero 1-10
IeTePOATOMOB, HE3aBUCHMO BBIOPAHHBIX U3 KUCIOPOAA, a30Ta, cepbl, pochopa U KPEMHUS,

kaxabii R* Hesasucumo npeacrasisiet codoit —R, —C(O)R, —CO,R umu —SO,R;

kaxapli R Hezapucnmo mpexactasnser codod —H mnmm HeoGA3aTenbHO 3aMEINCHHYIO TPYINLY,
BeIOpaHHyIo U3 Ci3p anudatmaeckor rpymmsl, Cizo retepoanudaraaeckod rpymmsl, coaepxkamei 1-10
IeTEPOATOMOB, HE3aBHCUMO BBIOPAHHBIX M3 KUCIOPOAA, a30Ta, cephl, pocdopa u kpemuus, Ce.30 apHUIBHOM,

Cs-30 apunamudaruueckoii, Cszo apuirerepoanubarindeckoit rpynmsl, coaepxaiei 1-10 rerepoatoMos,
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HE3aBUCHUMO BBHIOPAHHBIX U3 KHUCIOPO/A, a30Ta, cepsl, hocdopa u kpemuwms, 5-30-4ICHHOTO reTepoapuia,
cogepxamero 1-10 retepoatoMoB, HE3aBUCHMO BBIOPAHHBIX W3 KHCIOPOAA, a30Ta, cepwl, docdopa u
KpeMmHust, ¥ 3-30-4ICHHOTO TETCPOLHKIIIA, coaepxkamero 1-10 reTepoaroMoB, HE3aBUCUMO BHIOPAHHBIX
U3 KHCA0POAA, a30Ta, cepbl, pochopa u KPeMHUSI, WIH

ase rpynmsl R HeoOs3aTenbHO M HE3aBUCHMO BMECTE 00Pa3yIOT KOBAICHTHYIO CBSI3b, HIIH

ase win Gosee rpynm R y ogHOro aroma HeoOA3aTEIPHO M HE3ABUCHMO BMECTE € VKa3aHHBIM
aToMOM 00pa3yoT HEOOA3ATEIPHO 3aMEIICHHOE 3-30-UICHHOES MOHOLMKIHYECKOS, OULIUKIHUCCKOE HITH
MOJMLUKIMIECKOE KOJIbLO, COACpIKAIIee, IOMUMO YKazaHHoOro aroma, 0-10 rerepoaroMoB, HE3aBUCHMO
BBIOpPAHHBIX U3 KUCIOPOJA, a30Ta, cepbl, (hocdopa v KPEMHUSL, HITH

ase win 6osee rpynn R y aByx wiu Oomee aTOMOB HEOOS3aTCIBHO U HE3aBUCHUMO BMECTE C HX
MPOMEXXYTOUHBIMH aTOMaMH 0Opa3yIoT HeoOs3aTelabHO 3aMeIneHHOE 3-30-uIeHHOE MOHOLMKIHYECKOE,
OULIMKIMIECKOE HIH TOULHIKINIECKOE KOMBLO, COACPIKALIEE, TOMUMO IMPOMEXKYTOUHBIX atoMoB, 0-10
reTepOaTOMOB, HE3AaBUCHMO BEIOPAHHBIX U3 KHCIOPOAA, a30Ta, cepsl, pocdopa U KPEMHHL.

16. B HEKOTOPBIX BapHaHTAX PEATH3ALMH JAHHOTO H300PETCHUS MPEAT0KEHO COCAUHECHHE, HMEIOIIEEe
cTpykTypy dopmyast I-b:

[ [Rc—(Xaa)z-];L }31 [@}b {L—}(Xaa)z—Rcla

a2

>
I-b
WM €T0 COJIb, TIE:

KaKIbIH Xaa HE3aBUCHMO IPEACTABIISICT COO0H aMHHOKHUCIOTHBIH OCTaTOK;

KQKIBIH Z HE3aBUCUMO paseH 1-50;

Kax Il L He3aBHCHMO NPEACTABISICT COOOU JIMHKCPHBIH (parMeHT;

TBT mpeacrasnser coO0¥ MUIICHb-CBSI3BIBAIOIINI (parMeHT,

kaxabii R® HezaBucumo npeacrasmsieT codboi —L*—R’;

KaxabIi U3 al u a2 sezasucumo paseH 0-200, mpryem mo MeHbIIEH Mepe ouH 13 al u a2 He paBeH
0;

b pasen 1-200;

KaKkAbH L HE3aBHCMMO TMPEACTABISICT COOOW KOBAJICHTHYHO CBSI3b HIIM HEOOS3aTC/IBHO
3aMCIICHHYIO JBYXBAICHTHYHO rpyrmy, BbiOpanuyro u3 Ci-Cy amudarumueckoit winm  Ci-Cy
rerepoanu(aTUueCKON IPYIIIBL, COACPKAIIEH 1-5 rerepoaTtoMoB, MPHYEM OJHO HIH OOJICE METHICHOBBIX
3BCHBCB YKA3aHHOH rpymmbl HEOOs3aTepHO M HesaBucumo 3ameHeHnl Ha —C(R’),—, —Cy—, —O—, —S—,
—-S-S—-, -N(R*)—, —C(0)—, —-C(S)—, —C(NR")—, —C(O)N(R")—, -N(R’)C(O)N(R*)—, —-N(R”)C(0)O—,
=S(0)—, =S(0):—, =S(0):N(R")—, —C(0)S— nmu —C(0)0—;

kaxapii —Cy— HE3aBHCHMO HPEACTABISICT COOOH HEOOA3aTECIbPHO 3aMCLICHHYIO ABYXBATICHTHYIO
rpymny, BeIOpaHHyo u3 Cizp mukmoanudaruueckoro koapna, Ceao apunbHOrO KOdbLa, S5-20-4IeHHOTO
TeTECPOAPHIBEHOTO KOMbLA, coiepxkamero 1-10 retepoaroMoB, HE3aBHCHMO BBIOPAHHBIX M3 KHCIOPOJA,
aszota, cepol, dochopa u kpemuus, U 3-20-4ICHHOTO TETCPOLUKINIBHOTO KOJbLA, coaepxkamero 1-10

IeTEPOATOMOB, HE3aBUCHMO BBIOPAHHBIX U3 KUCIOPOAA, a30Ta, cephl, pochopa U KPEeMHUS,
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kaxabii R” Hezasucumo npeacrasisiet codoit —R, —C(O)R, —CO,R umu —SO,R;

Kbl R HesaBucumo mpeactasmsier coboit —H wiam HEoOs3aTe/IbHO 3aMEINCHHYIO TPYIIILY,
BeIOpaHHyto U3 Ci3p amudatmaeckor rpymmbl, Cizp retepoanudaruyeckod rpymmsl, coaepxkamei 1-10
IeTePOaTOMOB, HE3aBHCUMO BBIOPAHHBIX M3 KUCIOPOAA, a30T1a, cepsl, pocdopa u kpemuus, Ce.30 apHIBHOM,
Cs-30 apunamudaruueckoii, Cs30 apuirerepoanudarinieckoit rpymnmsl, coaepxamei 1-10 rerepoatoMos,
HE3aBUCUMO BBHIOPAHHBIX U3 KHUCIOPOJA, a30Ta, cepsl, hocdopa u kpemuwms, 5-30-1ICHHOTO reTepoapuia,
cogepxkamero 1-10 retepoatoMoB, He3aBUCHMO BBIOPAHHBIX W3 KHCIOPOAA, a30Ta, cepwl, docdopa u
KpeMmHusI, U 3-30-4ICHHOTO TeTCPOLHKIIIA, coaepxkamero 1-10 reTepoaroMoB, HE3aBUCUMO BHIOPAHHBIX
13 KUCA0POAA, a30Ta, cephl, pocdopa u KPeMHUSI, WIH

JBe rpymmsl R HeoOs3aTeIbHO U HE3aBUCHMO BMECTE 00Pa3yIOT KOBAICHTHYIO CBS3b, HIIH

ase wim Oosnee rpymm R y ogHOro aroma HeoOsA3aTENBPHO M HE3aBHCHMO BMECTE C YKA3aHHBIM
aToMOM 00pa3yroT HEOOA3ATENBHO 3aMEIICHHOE 3-30-UICHHOES MOHOLMKIHYECKOS, OULUKIHICCKOE HITH
HOJTULMKIMYIECKOE KOIbLO, COACpIKAINESE, MOMUMO yKa3aHHOTo aroma, 0-10 rerepoaTtomMoB, HE3ABHCHUMO
BBIOPAHHBIX U3 KUCIOPOAA, a30Ta, Cepsl, hochopa U KPEMHHUS; HITH

aBe win G6omee rpynn R y aByx win 6ojiee aTOMOB HEOOSI3aTCIBHO M HE3aBHCHMO BMECTE C KX
MPOMEKYTOYHBIMH aTOMaMH 00pa3yroT HEOOS3aTe/IBHO 3aMELICHHOE 3-30-4ICHHOE MOHOLMKIMYECKOE,
OMIMKIMYECKOE WMITH TOJULHUKIMYCCKOE KOJBLO, COACPIKAIIEE, TOMUMO MPOMEXKYTOUHBIX aTtoMoB, 0-10

TeTEPOATOMOB, HE3aBUCHMO BBIOPAHHBIX M3 KUCIOPOAA, a30Ta, Cepbl, hochopa U KPeMHHUS.

17. Coeaunenue o 1. 16, orrvaromeecs tem, uro al paseH 1, u a2 pasen 0.

18. Coeauuenue 1o 1. 16, ormuyaromeecs teM, uro al paseH 0, u a2 paseH 1.

19. CoeauueHue mo ardomy u3 mir. 15-18, otnugaromeecs Tem, 4to a paseH 1.

20. Coeauaenue o arodomy u3 . 15-19, ornrgarormeecs tem, uto b paseH 1.

21. Coeauuenue mo modomy u3 mi. 15-20, orauuaromeecs tem, uro —(Xaa)z— npeAcCTaBIsICT COOOM

uam copepxut —XC X XEXOXTXEXOXIOX X2~ rre:

xkaokaei m3 X°, X4 X°, X6, X7, XB X, X X' y X' mesaBucumo mpeactaBiaser coboi
AMHUHOKMCIIOTHBIH OCTaTOK;

X npeacrasnset coboit Xaa* umm Xaa®;

X? mpeacrasnsgeT coboit Xaal; u

X2 npeacrasaser coboii Xaa* umm Xaa®,

I KOKIBH Xaa® He3aBHCHMO MPEACTABISICT COO0M aMUHOKHUCIOTHBIH OCTaTOK, OOKOBas LICIh
KOTOPOTO COAEPKUT APOMATHYECKYIO Tpymmy, Kaxaeldi Xaa® HeszaBucuMo mnpeacTaBaseT coGoM
AMUHOKHUCIOTHBIM OCTaToK, OOKOBAs LEMb KOTOPOTO COAEPKHT MOJIOKHTEIBHO 3aPSKEHHYIO GOKOBYIO
Henb, U Kakapli Xaa® HE3aBHCHMO MHPEACTABISET COOOM aAMHUHOKHCIOTHBIM OCTATOK, GOKOBas IIEIb

KOTOPOTO COACPKUT OTPHUIATEIBHO 3aPHKEHHYI0 OOKOBYIO IIETIb.

22. Coeaunenue 1o 1. 21, oTauuaromeecs TeM, 9to X° MpeacTaBIgeT coboi Xaat.
23. Coenunenue 1o 1. 21, oTaruaromeecs Tem, uto X° npeacTasiser coboi Xaa.
24. Coeaunenue no mrodomy u3 . 21-23, ornuuaromeecs Tem, uto X2 npeacrasaser coboit Xaa®.
25. Coeaunenue 1o mobomy u3 . 21-23, oTauuaromeecs TeM, uto X2 npeacraeaser coboit Xaa®.
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26. Coeaunenne no mobomy u3 min. 21-25, ornmuaromeecs Tem, 4to Kaxaeid u3 X/, X! p XU
HE3aBHCHMO TMPEACTABIACT COOOH aMHUHOKHCIOTHBIH OCTaTOK € ruapodoOHOH OOKOBOHM LEHBIO
(«ruapooOHbIH AMUHOKHCIOTHBIH OCTATOK», Xaa').
27. Coeauuenue no modomy u3 . 15-20, orauuaromieecs tem, uro —(Xaa)z— npeAcTaBIseT COOOH
uan copepxut —X X XXX TXEXOX XX~ rre:

0 MEHBIIEH MEpPE JBA AMMHOKHUCIOTHBIX OCTAaTKA CBA3AHbBI Yepe3 OAHY uan Gonee caaseit LY

L npeacrasnseT coboit HEOOA3ATENBLHO 3aMEIICHHYIO IBYXBAICHTHYIO IPYIITY, BEIOPAHHYIO U3
Ci-Cy amuparmaeckoit umu Ci-Cy rerepoanudarryeckoi Tpymmel, coaepxameid 1-5 retepoaToMos,
npuicM OAHO HIH 60.]'[66 MCTUJICHOBBIX 3BCHBLCB yKa?;aHHOI\/'I TPYIIIIbI H606$I33T€J'IBHO U HC3aBUCHUMO
samenensl Ha —C(R”),—, —Cy—, “O—, —=S—, =S—S—, -N(R*)—, —C(0)—, —C(S)—, —-C(NR’)—, —C(O)N(R’)—,
—N(R")C(O)N(R")—, -N(R)C(0)O—, =S(0)—, —S(0)>2—, —=S(0):N(R")—, =C(0)S— nmu —C(0)O—, npuuem
Lb CBA3aH CO CKCJICTHBIM aTOMOM OAHOIO aMHHOKHC/IIOTHOTO OCTaTKa U CKCJICTHBIM aTOMOM APYyroro
AMHHOKHCIIOTHOTO OCTATKA M HC COACPIKUT CKEIICTHBIX aTOMOB;

X% npencrasnser coboi Xaa* umm Xaa';

X? mpencrasser coboi Xaa®;

X2 npeacrasaser coboii Xaa” wim Xaa®; u

rae Kakapli Xaa® HE3aBHCHMO MPEICTABISIET COOOH aMHUHOKHMCIOTHBIM OCTATOK, OOKOBas LCTIb
KOTOPOTO COAECP/KUT apPOMATHYECKYHO TIpymmy, Kaxaeli Xaa® wesaBucumo mnpeacrtasnseT coGoi
AMHHOKHCIIOTHBIH OCTAaTOK, OOKOBas IICIb KOTOPOTO COACPIKHT MOJIOKUTCIHHO 3aPSDKCHHYIO OOKOBYIO
Henb, U KakAbli Xaa® HE3aBHCHMO NPEACTaBIAET COOOM AMHHOKHCIOTHBIM OCTATOK, GOKOBas IIEIb

KOTOPOTO COACPKUT OTPHULIATEIBHO 3aPSHKEHHYIO OOKOBYIO LICTIb.

28. Coenunenne 1o 11. 27, orauuaromieecs Tem, uro X u X '° cesazansr uepes LY.

29. Coenunenue 1o mobomy u3 mm. 27-28, oTaugaromeecs TeM, uto X° npeacTasaseT coboit Xaat,
30. Coeauaenue 1o moboMy U3 . 27-28, oTauuaromeecs TeM, uto X° npeacrapaser coboii Xaa'.
31. Coenunenne no modomy u3 . 27-30, oTmuyaromeecs Tem, uto X '2 mpeacrasaser coboit Xaat.
32. Coeaunenue no mobomy u3 . 27-30, oTauuaromeecs TeM, uto X2 npeacraeaser coboit Xaa’.
33. Coeaunenne nmo mobomy m3 mm. 27-32, oTimyaromeecs TeM, uto kaxaeii u3 X', X7 u X!

HE3aBHCHMO MPEIACTABISICT COOOH aMHMHOKHMCIOTHBIA OCTaTOK € ruapodoOHONH OOKOBOH LEHBIO
(«ruapohOOHBIN AMHUHOKHUCIOTHBIN OCTATOK», Xaal).
34, Cocaunenue mo arodomy u3 mm. 15-20, ornuyaromeecst TeMm, uro —(Xaa)z— MpeACTaBIsIeT OO0
uma coaepaut —X X XXX XXX OX UX 12— rre:

X2 u X!? casanbl uepes oauH U 6onee TMHKEPOB LP;

L® mpeacTaBaseT coboi HEOGA3aTENBHO 3AMEMICHHYIO ABYXBAJICHTHYIO TPYIITY, BHIOPAHHYIO H3
C1-Cyo amudaruuecroit wm Ci-Cy rerepoamudarnyecKo Tpymimel, coacpxaied 1-5 rerepoaToMos,
opuicM OJHO HIH 60.]'[66 MCTHUIICHOBBIX 3BCHBCB yKaSa.HHOfI TPYIIIbL HCO6H33T€J'ILHO H HC3aBUCHUMO
sameneHsl Ha —C(R”),—, —Cy—, -0O—, —=S—, =S—-S—, -N(R’)—, —C(0)—, —C(S)—, —-C(NR’)—, —C(O)N(R’)—,
—N(R")C(O)N(R")—, —N(R*)C(0)0O—, =S(0)—, —S(0)>—, —S(0):N(R")—, =C(0)S— nnmu —C(0)0—, nputem

Lb CBA3aH CO CKCJICTHBIM aTOMOM OAHOIO AMHWHOKHC/IOTHOTO OCTarKa U CKCJICTHBIM aTOMOM APYyroro
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AMHHOKHCJIOTHOTO OCTATKA M HE COAEP/KHT CKEJIETHBIX aTOMOBE;

X* npeacrasnseT coboit Xaa?;

X5 npeacrasnseT coboit Xaa® nmu Xaa®;

X?® npencrasnser coboii Xaa™;

X! npeacrasaser coboit Xaa*; u

rae Kaxasli Xaa® He3aBHCHMO MPEACTABISICT COO0N aMUHOKHUCIOTHBIH OCTaTOK, OOKOBAs LICIh
KOTOPOTO COAEP/KUT APOMATHYECKYIO TPyIIy, Kaxaeli Xaa® He3aBUCHMO mNpeacTaBaseT CoOOOM
AMUHOKHUCIOTHBIM OCTaToK, OOKOBAs LEMb KOTOPOTO COACPKHT TOJIOKHTEIBHO 3aPSKEHHYIO GOKOBYIO
HENb, U KakIblH Xaa" HE3aBHCHMO NPEACTABISET COOOM aAMHUHOKHCIOTHBIM OCTATOK, GOKOBas IIEIb

KOTOPOTO COACPKUT OTPHUIIATEIBHO 3aPHKEHHY IO OOKOBYIO IIETIb.

35. CoeauneHue 10 1. 34, OTIHMYAromEecs TeM, 4To X° MpeAcTaBiseT coboi Xaa’.
36. Coeaunenue 1o moboMy U3 . 34-35, oTauuaromeecs TeM, uto X° MpeacTaBigeT coboi Xaat.
37. Coeaunenne no ar06oMy u3 . 34-36, oTmuaromeecs TeM, 9to Kakaei w3 X°, X6, X° u X!

HE3aBUCHMO MPEACTABIICT COOOH AaMHHOKHMCIOTHBIH OCTaTOK ¢ ruapodoOHOH OOKOBOH LEmbio
(«ruapodoOHbIH AMUHOKHCIIOTHBIH OCTaTOK», Xaall).
38. Coeaunenue no modomy u3 mm. 15-20, otmuuatorneecs Tem, uto —(Xaa)z— mpeacTasiseT coOoi
umm coaepkut —X X XXX OXTXEXIXIOX X 2~ rhe:

kakaeii X2, X3, X4, X5, X6 X7, X® X, X9 XM g X!’ HesaBucHMMO mpeACTaBISET COOOM
AMHHOKHUCIIOTHBIH OCTATOK;

IO MEHBINEH Mepe 1Ba aMHHOKHCIOTHBIX OCTATKA CBA3AHbI U€Pe3 OHY uu Gonee casseit L;

L npeacraBnseT coboii HEOOI3aTEILHO 3aMEINCHHYIO JBYXBAJCHTHYIO IPYITy, BHIOPAHHYIO U3
C1-Cy amudarmueckoit wmm Ci-Cy retepoamudaruyecKor TPyImel, coaepxkamei 1-5 rerepoaToMos,
OpuiIcM OJHO HIH 60.]'[66 MCTHJICHOBBIX 3BCHBCB yKaSaHHOﬁ TPYIIIIbI HCO6§I33.T6JIBHO U HC3aBHCUMO
sameneHsl Ha —C(R’),—, —Cy—, “O—, —=S—, =S—S—, -N(R’)—, —C(0)—, —C(S)—, —-C(NR’)—, —C(O)N(R’)—,
—N(R")C(O)N(R")—, -N(R)C(0)O—, =S(0)—, —S(0)>—, —=S(0):N(R")—, =C(0)S— nmu —C(0)O0—, npuuem
Lb CBA3aH CO CKCJICTHBIM arOMOM OAHOIO aMHHOKHC/IOTHOTO OCTarkKa U CKCJICTHBIM aTrOMOM APyroro
AMHUHOKHCIIOTHOTO OCTATKA M HE COACPIKUT CKEIICTHBIX aTOMOB;

X3 npencrasnser coboit Xaa* umm Xaa®;

X?® mpeacrasnsger coboi Xaa™,

X! mpeacrapaser coboii Xaa®; u

IIe KOKIBH Xaa® He3aBHCHMO MPEACTABISICT COO0M aMUHOKHUCIOTHBIH OCTaTOK, OOKOBas LICIh
KOTOPOTO COAEPXKHT ApPOMATHYECKYHO TPYINy, Kaxabii Xaa® HE3aBUCHMO NPEACTABIAET COOOM
AMHUHOKHCITOTHBIH OCTATOK, OOKOBas IICMb KOTOPOTO COACPIKHUT TONOKUTCIHHO 3aPSKCHHYIO OOKOBYIO
Henb, ¥ Kkapii Xaa“ HE3aBUCHMO NPEACTABIIET COOOM AMHUHOKHMCIOTHBIA OCTATOK, OOKOBas IIEMb

KOTOPOTO COACPKUT OTPHULIATEIBHO 3aPHKEHHYIO OOKOBYIO IIETIb.

39. Coeaunenue 1o 0. 38, oTauuaromeecs TeM, 9o X u X2 cea3ansl uepes L
40. Coeaunenue no modomy u3 mm. 38-39, ormugaromeecs Tem, uto X* u X° ceasansl uepes LP.
41. Coeaunenne no mobomy u3 mm. 38-40, oTiugaromeecs TeMm, uto X° mpeacTapaseT coboit Xaa®,
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42, Coeaunenue o modomy u3 mn. 38-40, oTnruaromeecs Tem, yto X° mpeacTaBiieT coboi Xaa'.
43. CoenuneHne Mo moOoMy u3 mm. 38-42, oTaMYaromeecs TeM, 4To Kaxkapid u3 X°, X° u X’
HE3aBUCHMO TMPEACTABIACT COOOH aMHUHOKHCIOTHBIH OCTaTOK € ruapodoOHOH OOKOBOHM LEHBIO
(«ruapooOHbIH AMUHOKHCIOTHBIN OCTATOK», Xaa').
44, Coeauuenue no nmrodomy u3 . 15-20, orauuaromieecs tem, uro —(Xaa)z— npeAcTaBIsieT COOOM
uan copepxut —X XX XX XXX IOX X X BX XX~ rhe:

kakaei u3 X2, X°, X4, XC, X6, X7, XB XO, X10 XM X XB X" XY g X!'® mezasucumo
MPEACTABIACT COOOH aMHHOKHCIOTHBIH OCTATOK;

IO MCHBIIICH MCPC ABA aMHUHOKUCJIOTHBIX OCTATKA CBA3aHbI UCPC3 CBA3b Lb,

L® npeacraBnseT coboM HEOOA3aTEIBPHO 3aAMEMICHHYIO JBYXBAJIECHTHYIO TPYIITY, BRIOPAHHYIO H3
Ci-Cy amuparmaeckoit umu Ci-Cy rerepoanudarnyeckoi Tpymmel, coaepxameid 1-5 retepoaToMos,
nopuacM OAHO WIN 60.]'[66 MCTHJICHOBBIX 3BCHBCB yKa?;aHHOI\/'I TPYIIIIbI HeO6§[3aT€J'IbHO U HC3aBHCHUMO
samenensl Ha —C(R’);—, -Cy—, —0—, =S—, =S—S—, -N(R")—, —=C(0)—, —C(S)—, -C(NR")—, “C(O)N(R")—,
—N(R)C(O)N(R’*)—, =N(R*)C(0)0O—, —=S(0)—, =S(0)>—, =S(0):N(R")—, =C(0)S— nmu —C(0)O—, npuuem
L’ cBA3aH €O CKENETHBIM aTOMOM OJHOTO AMMHOKHCIOTHOTO OCTaTKA M CKEJETHBIM aTOMOM APYTOTO
AMHHOKHCIOTHOTO OCTATKA M HE COACPIKHUT CKEJICTHBIX ATOMOB;

X3 npeacrasnset coboi Xaa®;

X6 npeacrasnset coboi Xaa*;

X7 npeacrasnset coboii Xaa* umm Xaa®;

X? npencrasnser coboii Xaa®;

X5 npeacrasaser coboit Xaat; u

rae kaxasii Xaa® HE3aBHCHMO MPEACTABIISIET COOOM aMUHOKHUCIOTHBIH OCTaTOK, OOKOBas LICITh
KOTOPOTO COJAEPKUT ApPOMATHYECKYIO TIpymmy, Kaxaeli Xaa® HesaBucumo npeactasaseT coGoi
AMHUHOKHCIIOTHBIH OCTATOK, OOKOBas IIEMb KOTOPOTO COACPIKHUT TOJIOKUTEIBHO 3aPSUKCHHYIO OOKOBYIO
Henb, U KakAbli Xaa® HE3aBHCHMO NPEACTABISET COOOM AMHHOKHCIOTHBIM OCTATOK, GOKOBas IIEIb

KOTOPOTO COACPKUT OTPHULIATEIIBHO 3aPSHKEHHYIO OOKOBYIO LIETIb.

45, Coenunenue 10 11. 44, oTauuaronieecs TeM, uto X ceaszal ¢ X '© uepes LP.

46. Coeaunenue 1o 0. 44 umu 45, oTmrgaromeecs TeM, 9To X casan ¢ X !¢ uepes LP.

47. Coeaunenue 1o moboMy u3 . 44-46, oTauuaromeecs TeM, 4to X' MpeacTaBIdeT coboi Xaat,
48. Coenunenue 1o mroboMy u3 nm. 44-46, otnugaromeecs Tem, uto X' npeactasaset coboi XaaP.
49. Coenunenne mo arobomy u3 mm. 44-47, orTnuuaromeecs Tem, 9To Kaxabii m3 X°, X® m X!

HE3aBHCHMO MPCACTABISICT COOOH aMHHOKHMCIOTHBIH OCTaTOK € ruapodoOHOH OOKOBOH LEHBIO
(«ruapodhOOHbII AMHUHOKHUCIOTHBIN 0CTATOK», Xaal).

50. Cocaunenue mo mo0omy u3 mim. 15-49, oTauyaromeecst TeM, YTO KayKIbIH aMHHOKHUCIOTHBIN
OCTaTOK HE3ABHCHMO MPEACTABISCT COOOH OCTATOK AMHHOKHCIIOTHI, UMEIOIICH CTPYKTYPY hopmysr A-1:
NH(R*)-L*-C(R*)(R*)-L*-COOH,

A-l

WJIH €70 COJIb, TIE:
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kak e u3 R, R, R*® mesasucumo npeacrasiser coboit —L*-R’;

kKb u3 L' u L* He3aBHCHMO HpeacTaBaseT coboi LY,

Kaxapld L* He3zaBHCHMO NpPEeACTaBISCT COOOH KOBAICHTHYIO CBSI3b WIH HEOOA3aTEIBHO
3aMCIICHHYIO JBYXBAICHTHYHO rpymmy, BbiOpanHyro u3 Ci-Cy amudaruueckoii winm  Ci-Cy
rerepoanrdaTHIecKON IPYIIIBL, COACpKaIeH 1-5 rerepoatoMoB, IPHYEM OTHO HIH OOJIEEe METHICHOBBIX
3BCHBCB YKA3aHHOW TPYIIBI HeoOs3aTenbHO M HezapucuMmo 3ameHeHsl Ha —C(R™),—, —Cy—, —0—, —S—,
—S-S—-, -N(R*)—, —C(0)—, —C(S)—, —C(NR")—, —C(O)N(R")—, -N(R)C(O)N(R")—, —-N(R*)C(0)O—,
=S(0)—, =S(0):—, =S(0):N(R")—, —C(0)S— nmu —C(0)0—;

kaxapii —Cy— HE3aBHCHMO HPEACTABISET COOOM HEOOA3aTEIPHO 3aMEIICHHYIO ABYXBATICHTHYIO
rpymny, BeIOpanHyio u3 Cizo muximoamudarudeckoro koipna, Cezo apuimbHOrO KOabLa, 5-20-4ieHHOTO
TeTEPOAPIIBHOTO KOMbLa, cogepxkamero 1-10 rerepoaroMoB, HE3aBHCHMO BBIOPAHHBIX M3 KHCIOPOJA,
aszota, cepel, dochopa u kpemHus, U 3-20-4IEHHOTO T'€TEPOLMKINIBHOTO KOIbLA, coaepxkamero 1-10
reTePOATOMOB, HE3AaBUCHMO BBIOPAHHBIX U3 KHUCIOPOAA, a30Ta, cepkl, hochopa U KPeMHUS,

kax b R* Hezasucumo npeacrasiset codoit —R, —C(O)R, —CO2R umu —SO2R;

kakabii R HesaBucumo mpeacrtaeiaser coboit —H wam HeoOs3aTeIbHO 3aMEINCHHYIO TPYIIILY,
BeIOpannyto u3 Ciso amudarmaeckoi rpymmsl, Ci 30 rerepoanudarnueckoi rpymmsl, coaepxamei 1-10
TeTEPOATOMOB, HE3aBUCHUMO BBIOPAHHBIX U3 KUCIOPOAA, a30Ta, cepbl, pochopa u kpemuws, Ce.30 ApHITBHOM,
Co-30 apwnamudarmacckoit, Cezo aprarerepoanudaruueckon rpymmsl, coaepxameit 1-10 rerepoaromos,
HE3aBHCHUMO BBIOPAHHBIX M3 KHCIOPOAA, a30Ta, cepbl, pocdopa u kpemHuus, 5-30-4ICHHOTO reTepoapuia,
cogepxkariero 1-10 retepoatoMoB, HE3aBHCHMO BBHIOPAHHBIX W3 KHCIOPOAA, a3oTa, cepel, docdopa u
KpeMHHsI, ¥ 3-30-4ICHHOTO TeTePOLMKIIIIA, coaepxkamero 1-10 reTepoaroMoB, HE3aBUCHMO BHIOPAHHBIX
U3 KHCJIO0POA, a30Ta, cephbl, hocdopa v KPSMHUSI, HITH

JBe rpyniel R HeoOs3aTeIbHO U HE3aBUCHMO BMECTE 00Pa3yIOT KOBAICHTHYIO CBSI3b, HIIH

ase win Oosee rpynm R y ogHOro aroma HeoOsS3aTEIPHO M HE3aBUCHMO BMECTE C YKA3aHHBIM
aToMOM 00pa3yIOT HEOOM3aATEIPHO 3aMEIICHHOE 3-30-UICHHOS MOHOLMKIHYCCKOS, OUIUKIHUCCKOS HITH
MIOJTULIUKTHYIECKOEC KOJIBIIO, COACPIKAIICE, MOMUMO yKazaHHOTO atoma, 0-10 reTepoaroMoB, HE3aBHCHUMO
BBIOpPaHHBIX U3 KUCIOPOa, a30Ta, cepbl, (hochopa v KPEMHUS, HITH

ase win 6osiee rpynm R y aByx wiu Oomee aTOMOB HEOOS3aTC/IPHO U HE3aBUCHUMO BMECTE C HX
MPOMEKYTOUHBIMHA aTOMaMHU OOpa3yIOT HEOOS3aTeIbHO 3aMEIIEHHOE 3-30-4ICHHOC MOHOLMKIHYECKOE,
OHIMKJIMICCKOS WM TONMHIUKIHYCCKOS KOJIBLIO, COACPIKAIICE, MOMUMO MPOMEKYTOUHBIX aromoB, 0-10
reTEPOATOMOB, HE3AaBUCHMO BEIOPAHHBIX U3 KUCIOPOAA, a30Ta, Ceprl, Pochopa U KPEMHHSL.

51. Coeauuecnue no m. 50, oTnMyarOmEeecs: TeM, 9TO KKAbH L* He3aBUCHMO MPEACTABISCT COOOM
KOBAJICHTHYIO CBSI3b MM HEOOA3aTCIbHO 3aMeIICHHYIO AByXBajeHTHYIO C-Cs anuaTHyeckyro rpymnmy,
opyuacM OAHO WIIN 60.]'[66 MCTHUIICHOBBIX 3BCHBCB yKaSaHHOﬁ TPYyIIIbL HCO6H33TCJ'ILHO " HC3aBUCHUMO
zameneHbl Ha —“C(R*),—, —Cy—, —0—, —=S—, —=S—S—, -N(R’)—, —C(0)—, —C(S)—, —C(NR’)—, —C(O)N(R")—,
—N(R)C(O)N(R*)—, -N(R")C(0)O0—, —=S(0)—, —S(0)>—, —=S(0):N(R")—, —C(O0)S— rm —C(0)O—.

52. Coenunenue mo 1. 50, ormmuaromeecs TeMm, uTo Kakaeid LA m L2 MPEACTABISIOT COOOM

KOBAJICHTHYIO CBA3b.
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33.

aroMaMi yrjcpoaa ABYX pa3/IMYHbIX aMUHOKUCIIOTHBIX OCTATKOB.

54. Coeamnaenne mo moOomy u3 mm. 27-53,
N:N
A
%NN
55. Coeamnenne mo moOomy u3 mm. 27-54,
N=N
- \
WNN;\
56. Coeamnenue mo moOomy u3 mm. 27-55,
—CH,—S—S-CH,—.
57. Coeannenne mo modOomy u3 mm. 27-56,
—CH,—CH,—S—CH:—.
58. Coeannenue mo mobomy u3 mm. 27-57,
HN
: )
59. Coenunenue mo mrobomy wm3 mm. 27-57,

—CH,CH,CO-N(R")—CH,CH,—.
60.

OTIHYAIOIICCCA

OTITHYAOIICCCA

OTIHYAOIICCCA

OTITHYAOIICCCA

OTITHYIAXOIICCCA

OTIUYAOIICCC

ykazanHoro —N(R*)—CH,CH,— cBs3anbI ¢ 00pa3oBaHHEM KOJIbIIA.

61. ATEHT, COACPIKAIIHIA

AHTUTEIIOCBS3BIBAOIIUE (pparMeHT,

MHIICHb-CBSI3BIBAIOIINI (PPArMEHT U

HCOOS3aTEIBHO TUHKCPHBIA ()ParMeHT,

TCM,

TEM,

TEM,

TEM,

TEM,

TEM,

gro LP

gro L

yto L

yto L
Ib

qTOo

yro LP

MPSACTABISCT

MPEACTABIISCT

MPEACTABISCT

MPEACTABISCT

IPEICTABISCT

IPEICTABIISCT

Cocaunenue o 1. 59, ormuaromeecs TeM, uto R’ BMecre ¢ rpymmoit R y ckenerHoro

CoeamaeHHe 10 MI060MY U3 L. 27-52, oTnudaromeecs TeM, uto LY ¢Ba3aH ¢ IBYMS CKEJICTHBIMA
5 > Y

cobon

cobon

coboin

coboin

coboit

coboit

aroMa

opuiICM aHTI/ITGJ'IOCBHSLIBaIOH.[I/Iﬁ (I)paI‘MeHT CBA3BIBACTCA C ABYMSA HIH Oonee AHTUTCIaMH, KOTOPBIC

coaep:kar pasueic odsactu Fab.

62. ATCHT, COACPIKAIIHIA:

AHTUTEIOCBA3bIBAOINUH (pparMeHT,

MHIICHb-CBSI3BIBAIOIINN (PPArMEHT U

HE003aTEIbHO THHKEPHBIA (ParMeHT,

MPUYEM AHTUTEIOCBABIBAIOLINN (PPArMEHT CBA3BIBACTCS ¢ oOnactamu Fc anTHTeN.

63.

co0oii coequHeHHE 110 ar000My U3 il 1-60 wiau ero cob.

64. Kommneke, comepxarmuit:

areHT, KOTOPBIU COJAEPKHUT:

AHTUTEIOCBA3BIBAOINUH (hparMeHT,

MHIICHb-CBS3BIBAIOIINN (PparMeHT U

HEo0s3aTEIBHO THHKEPHBIA (PParMeHT,
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obaacte Fc u
peuerrrop Fc,
MPUYEM aHTUTCIOCBI3BIBAOIIMNN (PParMEHT YKa3aHHOTO arcHTa MOXKET CBS3BIBATHCA C ABYMS HIH Oolee

AHTHUTEIAMH, KOTOPBIC COACpkat pasHbic obnactu Fab.

65. Kommuieke mo m. 64, OTIHYIArOIIANCS TEM, UTO YKA3aHHBIN ar¢HT MPEACTAB/ISICT COOOM areHT 1o II.
63.
66. dapManeBTHYCCKAsT KOMIIO3MLKS, COACPIKAINAsl COCAMHCHHEC MO Jrobomy u3 ma. 1-60 u

(hapMaLCBTUUCCKH MTPUEMJICMbIH HOCUTEIIb, 3 TbIOBAHT WJIH CPEAY.

67. Crioco6 TpUBICUYCHUS MHOXKECTBA AHTUTE] K CAHTY-MHIICHH, BKJIIOYAMOIIUN MPHUBCICHHC B
KOHTAKT CAWTa-MHUIICHH ¢ COCAMHCHHEM Mo jarodoMmy u3 mm. 1-60, mpudeM yKa3aHHOE COCAWHCHHC
00€CIEUYNBACT MPUBJICUCHHUEC MHOXKECTBA AHTUTEIT K CANTY-MHIICHH.

68. Crioco6 mo m. 67, OTIMYAOIIUICS TEM, YTO CAHT-MHUIICHD COACPXKUT OOJIBHBIC KICTKH.

69. Crioco6 1o 1. 68, OTIHYAIOIIHICS TEM, YTO OONBHBIC KJICTKH SIBSIFOTCS PE3YJIbTATOM BHPYCHOM,
MapasuTapHOM Min GakTepUATbHON HHPESKIHH.

70. Crioco6 1o 11. 68, OTIHYAOIIHIACS TEM, UTO OOJBHBIC KICTKH COACPKAT MM TPEACTABISIOT COO0M
PaKOBBIC KICTKH.

71. Cnoco6 no mobomy u3 mm. 67-70, OTIMYAOMMICS TEM, YTO AKTUBHOCTh UMYHHOH CHCTEMBI
WHUIMHAPOBAHA, BO30YKICHA, CTUMYJIUPOBAHA W/HIIH YCHIICHA.

72. Crioco6 mo 1. 71, OTIHYArOLIHMIACS TEM, YTO aKTHBHOCTh HIMMYHHOU CHCTEMBI TIPEACTABISICT COOOM
i BkiogaeT ASKIL] (ADCC) winu aHTHTE103aBUCHMBIH KiteTounbli darouros (ADCP).

73. Crioco6 mo moboMy u3 mim. 67-72, OTAHYAIOUIHICS TEM, YTO MHOKECTBO AHTHTC COACPIKAT
SHIOTCHHBIC AHTHUTEJIA, 00IATAOIINE PA3THIHON CIICLUPHIHOCTHIO.

74 . Croco6 mo mobomy u3 mim. 67-73, OTIHYAOLIHICS TEM, YTO MHOKECTBO AHTHTC COACPIKAT
BBCACHHOC QHTHUTEIIO.

75. Crioco6 CeIEKTUBHOTO MIEPSHAIPABIICHHS SHIOTCHHBIX AHTUTE/I B OOIBHBIC KJICTKH, YTO BBI3BIBACT
AHTHUTE/I0-HAMPABICHHYIO, KICTOYHO-OMOCPEAOBaHHYO LuTOoTOKCHUHOCTh Wi ADCP B ykazaHHOM
00IBHON KJICTKE Y MAIMCHTA, BKIIOYAOIIUN BBCACHUC YKA3aHHOMY TMAIUCHTY COCAUHCHUS 110 JIF000MY U3
. 1-60 nim ero papmaneBTHICCKONH KOMIO3ULIHH.

76. Crioco6 CeMEKTUBHOTO MEPSHAIPABIICHHUS SHIOTCHHBIX AHTUTE/T B OOTBHBIC KJICTKH, YTO BBI3BIBACT
AHTHUTE/I0-HAMPABICHHYIO, KJICTOYHO-OMOCPSAOBAHHYIO IIMTOTOKCHYHOCTD B YKA3aHHOM OOJIbHOH KIICTKE B
OHOIOrHUYSCKOM 00pa3Iie, BKITFOYAOIIHHN NPUBCACHUE B KOHTAKT YKa3aHHOTO OHOIOTHYCCKOTO 00pasia ¢
COCIUHCHHUEM 10 JTr000oMy u3 1. 1-60 mnu ero hapManeBTHICCKON KOMITO3UITUCH.

77. Crnoco0 mo m. 75 unu 76, OTIHYAIOIIMICS TeM, YTO OOJIbHBIC KIICTKH SIBISIOTCS PE3YIbTATOM
BUPYCHOM, Mapa3sUTapHOH WK OaKTepUATbHOU HH(DEKLIUH.

78. Crioco6 mo n. 75 wiu 76, OTAMYAROIIUACS TEM, YTO OOJBHBIC KIICTKHA MPSACTAB/SIOT COOOM
PaKOBBIC KICTKH.

79. Crioco6 jeucHus y cyOBCKTa PacCTPONCTBA, 3a00JCBAHUS WIH MATOJOTHUYSCKOTO COCTOSHUS,

BKJTIOUAIOIIMK BBCACHUC YKA3aHHOMY CYOBEKTY COCAMHCHHS MO JroOomy w3 mm. 1-60 wiu ero
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(hapManeBTHICCKOH KOMITO3UIIHH.

80. Crioco6 mo 1. 79, OTIHYAROIIUICS TEM, YTO PACCTPOMCTBO, 3a00JICBAHNC WIH MATOJIOTHUSCKOS
COCTOSIHHC BBIOPAHO M3 TPYMIBI, COCTOSALICH M3 paka WId NOpPOoIH(EepPaTHBHOTO PACCTPOMCTBA,
Mapa3UTHYICCKOTO 3a00JCBAHMS, BUPYCHOTO 3a00/ICBAHIUS 1 OaKTCPUAIbHOH HH(PEKIIHH.

81. Crioco6 mo m. 79, OTIHYAROIIUICS TEM, YTO PACCTPOMCTBO, 3a00JICBAHKEC WIH MATOJIOTHUSCKOS
COCTOSIHHC MIPEACTABIIACT COOOH pak.

32. Crnoco6 mo 1. 80, OTITHYAIOIHICS TEM, YTO PaK WK MPOoTH(EPATHBHOE PACCTPOUCTBO BEIOPAHO U3
TPYMIIBI, COCTOSINEH M3 PaKa MPEACTATEIBHOM KEIE3bl, MCTACTATUICCKOTO PaKa MPESACTATSIbHOM HKEJIC3bI,
paka KejiyJKa, TOJACTON KHUIIKHU, IPAMON KHUIIKU, NEYEHHU, MOIKEIYJOTHOM JKENE3bl, JIETKUX, MOJOYHOU
JKENE3bl, IMICHKH MATKH, TEIa MATKH, SIMUHUKA, SUYCK, MOUYCBOTO My3bIPs, MOYCK, rooBHoro Mozra/[{THC,
TOJIOBBl W WICH, ropna, 00Je3HU XOMKKHUHA, HEXOKKUHCKOW JIUM(POMBI, MHOXCCTBCHHOH MHEIIOMBI,
JECHWKO3a, MEJIAHOMBI, HEMEIAHOMHOTO paka KOXH, OCTPOro JUMQOIUTAPHOrO IIEHKO3a, OCTPOro
MHEJIOTCHHOTO JIe¥Ko3a, capkombl HOWHra, MEJIKOKJICTOYHOTO paka JIETKUX, XOPHUOKAPLIMHOMBEL,
pabaOMHOCApKOMBI, OMYXOJH BumbMmca, HEHPOOIACTOMBI, JCHKO3a BOPCHCTHIX KIICTOK, Paka TMOJOCTH

pTa/FJ'IOTKI/I, MUICBOAA, rOPTaHU, paKa MOYUCK U J'II/IM(bOMbI.
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