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5-bPOM-UHAUPYBHUHbI

ITEPEKPECTHAA CCBIJIKA HA POJACTBEHHBIE 3AABK
[0001] Hacrosmasa 3asBka 3asBisieT npuopurter npeasapurenbHoi 3asBku CIIIA  Ne

61/783290, nonannoii 14 mapta 2013 rona.

YPOBEHb TEXHUKH
[0002] Pax npexncrasisier cOOOH 3HAUUMYIO IPUYUHY CMEPTHOCTH BO BceM mupe. B 2008 roxy
Ha pak NOpuxoamioch okoyno 13% cMmepTenbHBIX Ciy4aeB BO BceM Mupe. Pak jerkoro,
NPEACTATEIbHON JKeJe3bl U paKk 000JOYHON U MPSIMOM KUIIKH — 3TO CaMble PacIpOCTPaHEHHBIE
BUJBI paKa y My>X4uH, KoTopble coctaBunu 40% Bcex ciydae paka y My>kuuH B 2008 roay. Pak
MOJIOYHOH >Kene3bl, 000JOYHON M MpPsIMOIN KHUIIKK M PaK IIEHKH MaTKu cocTaBisuiu Oonee 40%
BCEX CIYYaeB paka y JKEHIIMH B TOM JK€ rofy. B memom pak jerkoro siBisiercss HauOosee
pacnpoCTpaHeHHbIM BUAOM paka. I[IpoTemHkMHA3bl y4aCTBYIOT BO MHOKECTBE IPOLIECCOB
nepefayd CUrHaja © APYTUX KJIETOUHBIX IMporeccoB. OOHAPYKEHO,U9TO OHCPETYJIISLHS
AKTUBHOCTH KHMHAa3bl CBS3aHA CO MHOTMMH BHJaMHM paka. B HacTosIleM AOKYMEHTE OIHUCaHBbI,
cpeou npoye2o, IPOU3BOIHBIE UHANPYOHHA, CIOCOOHBIE MOYJIMPOBATh PA3JIMUHbIE KMHA3bI HIIH
OJIMHAPHBIE KUHA3bl, KOTOPBIE MPENIATal0T PELIeHNEe 3TUX U APYTUX MpobiieM B NaHHOW 00JacTu

TEXHUKHU.

CYIIHOCTB U30BPETEHUA
[0003] B HacrosiieM AOKYMEHTE TIPEUIONKEHBI, Cpedu Hpoye2o, COSNUHEHUS WIA UX

(apManieBTHYECKH TPHEMJIEMbIE COJIH, uUMeroIue Gopmyy:

[0004] B coemunenuu dopmynsl (I) L mpeacrasnser coboli CBsI3b WM 3aMEIIEHHBIN JTHOO
He3aMEIIEHHbII aJIKMJIEH. R! npencrasisier coO0H BOIOPOA, TaJIOTEH, —CX13, —OCX13, -CN, -OH,
-NH,, -COOH, -C(O)OR*, -CONH,, -NO,, -SH, -NHNH,, -NR’R’, -OR", -SR*, 3amernennbrit
WJIM HE3aMELIEHHbIN aJKWJI, 3aMEIIEHHbIN WM HE3aMELIEHHbIN IeTepOaKul, 3aMELIEHHbIA WIN

HGSaMeIHeHHbIﬁ MUKJIOAJIKHIJI, SaMeLLIeHHbeI Ui HGSaMeLHeHHbIﬁ FETCPOLUKIIOAIKHNII,



3aMEIEeHHbIA WJIH He3aMeUICHHBIA apwl, TUOO 3aMeleHHbIA WM He3aMEIIeHHBIN TeTepOoaprul.
X' HesaBucumo NpEeACTaBisieT COOON raJloreH. R* u R’ HesaBucmmo NPEACTaBISIIOT COOOi
3aMELIECHHBIM WJIM HE3aMEIUECHHBbIM aJKuJj, 3aMELIECHHBbIM WJIM HE3aMEIUECHHBIN TeTepOaIKUII,
3aMEIEHHbI MJIM  He3aMEIIEHHBIM ILUKJIOAJIKMJ, 3aMEIEHHbIM WJIH  He3aMeIeHHbIN
TeTePOLIMKIIOATIKI, 3aMEIEHHbI WM He3aMEeLIeHHbI apui, Jub0 3aMeIleHHbIH N
HE3aMEIIECHHbIN reTepoapul. R* u R’ HeoOs13aTeNbHO COCNMHEHBI M BMECTE o0pasyroT
3aMeIeHHbIA WM He3aMEIEeHHbIN reTePOLIMKIOANKII, INOO 3aMEIIeHHbIN UM He3aMeIlleHHbIH
rerepoapull. R* NPEICTaBIISIET COOOM 3aMeIEeHHbI WM He3aMeUIeHHbIA aJIKWII, 3aMeIleHHbIH
WM  HE3aMEIUCHHBbI TIeTEePOANKWJ, 3aMELICHHBbI WM HE3aMEIIEHHbIH  LUKJIOAJIKUII,
3aMELLIECHHBIN WJIM HE3aMEILEHHbIN reTepOLMKIIOAKU, 3aMELCHHBIN WJIM HE3aMEILEHHbIN apul
a0 3aMEIIeHHbBIN WM He3aMEelEHHBINA reTepoapul. R u R® HesaBucumo NPEACTABIISIIOT COOOH
BOZOpOX, ranoret, -CX%, -OCX%, -CN, -OH, -NH,, -COOH, -C(O)OR’, -CONH,, -NO», -SH,
—NHNH,, —NR7R8, —OR9, —SR9, 3aMeMIeHHbI WM HE3aMEIeHHbIN KW, 3aMEIleHHbIN HJIH
HE3aMELIEHHbI TeTepOaKWI, 3aMELICHHbIM WM HE3aMEUICHHbIH LMKJIOAJKWI, 3aMELIEHHbIN
WIH HEe3aMEIIeHHbI TeTePOLMKIIOANKIII, 3aMEIIEHHbIH WM He3aMEeIIeHHbINH apwl, Judo
3aMELLECHHBIN WM HE3aMELICHHbIN reTepoapu. X? He3aBHCHMO NpeacTaBsieT coOOH rajoreH.
R’ u R® mesaBucumo MPENCTaBISIFOT CcOOOM 3aMEINeHHbI WM He3aMEeLIeHHBbIA aJIKWI,
3aMELIECHHBIM WM HE3aMELIEHHbIH TIeTePOANKW, 3aMELICHHBbI WIM HEe3aMELIeHHbIN
LUKJIOAJIKUJI, 3aMELIEHHbI WIM HE3aMELIEHHbI TeTEPOLMKIIOANIKNN, 3aMELIEHHbIH WU
HE3aMELIeHHbIH apuil JU0O0 3aMeIleHHbIH WM He3aMeIlEeHHbIH TeTepoapuil, MpuiyeM R’ u R®
HeoOsI3aTeNIbHO COENMHEHbI U BMecTe O00pa3yloT 3aMelleHHbIH WM  He3aMeLICHHbIH
TeTePOLMKJIOATKII JTHOO 3aMeINeHHBIH MM He3aMEIUEeHHbIH IeTepoapul. R’ IIPEICTABIIAET
coOOli 3aMeIleHHBbI WJIH HE3aMEIIeHHbIM aJKWI, 3aMEIIEeHHbIH WIH He3aMeIeHHbIH
reTepOANIKW,  3aMEIIEHHbIM WJIM  HE3aMEUIEHHbIH  LMKJIOAJKWI, 3aMELIEHHbI WU
HE3aMEIIeHHbIN  TeTEPOILUKIIOATKII, 3aMELIEHHbIH WM He3aMeUIeHHbI  apuii, JH0o

3aMELLECHHBIN WM HE3aMELICHHbIN reTepoapull.

[0005] B mnHacTosimeM AOKYMEHTE Takke MNpenjaratoTcs (apMaleBTHYECKHE KOMIO3HLINH,
cozpepkamye (papMaleBTUIeCKH MPUEMIIEMOE BCIIOMOTaTeIbHOE BEIIECTBO U COEAMHEHHE WU
ero (papmMaueBTHYECKH NPUEMIIEMYIO COJIb, OINMCAHHBIE B JAHHOM JOKYMEHTe (Harmpumep,

coenunenue popmyel (1) mmu Gopmyinet (1), BKIFOYast UX BapHAHTHI PEATH3ALNN).

[0006] B ngpyrom acmekte mpemiaraeTcsi Crnocod JiedeHHs paka IMyTeM BBEICHUS
53¢ (EeKTUBHOIO KOJHMYECTBA COEOUHEHUS WU ero (apMaleBTUYECKH NPUEMIIEMON COJH,

OMMCAHHBIX B HACTOALIEM JOKYMCHTE, BKJIHOYUAsA UX BAPUAHTHI pe€ajin3aliuiu.



[0007] B nppyrom acmekre mpeayiaraercst cnocod MOAYJIHPOBAHHS YPOBHS, aKTHBHOCTH WJIH
¢byHkun Oenka, cBsi3aHHOTO ¢ 3a0oneBanueM. Criocod BKITFOYAET MpUBEeHUE OeJika B KOHTAKT
¢ 5(p(eKTUBHBIM KOJIUYECTBOM COEAUHEHUS WIM ero (papMaleBTUYECKH MPUEMIIEMOH COJH,

OMHMCAHHBIX B HACTOALIEM JOKYMCHTE, BKJIKOYAsA UX BaAPpUAHTHI pe€ajin3aliui.

KPATKOE OITMCAHUE OUT'YP
[0008] Dur. 1. CTpykTypa npou3BOAHBIX S-OpoMuHaupyouH-3'-okcuma (SBHOIT).

[0009] @ur. 2. Biusaue SBUOII Ha ku3HECTTIOCOOHOCTh PAKOBBIX KJIETOK YEJIOBEKA, aHAJIU3bI
MTS (anHanu3bl KJIeTOUHON Mponudepalnu) NPOBEACSHBI sl ONPENeICHUs KI3HECTTOCOOHOCTH
KJIETOK; KJIETKH HEMEJIKOKJIETOYHOT'O paka Jierkoro dejoeka A549 (A), paka MOJIOUHOM KeJie3bl
MDA-MB-231 u MDA-MB-468 (B), menanomsr A2058 (C), paka mpencraTesbHOH Kene3bl
DU145 (D), paka smuamka SKOV3 (E), T315I Abl myrant KCL-22 CML (F) u paka
nopkenynounoi xenessl MIA-PaCa2 (G) BriceBanu Ha 96-nyHouHbIe muiaHmeTs! (5000/myHKY
IUI JIMHUN KJIETOK COJMHUIHBIX omyxoned u 10000 kmeTok/nyHKy st auHuH kKietok CML),
uHKyOnposanu B TeueHne Houu npu 37°C u 5% (06/06) CO, n npuBogmmm B koHTakT ¢ SBHOII
B KkoHueHTpauuu | MM wmwmm 10 MkM Ha 48 wuacos;, IMCO npumeHssii B KadeCTBe
KOHTPOJIBHOTO PACTBOPHUTENS, JKM3HECIIOCOOHOCTh KJIETOK ONPEAeNsUId 10 MPEBPALIECHHIO
TeTpa3onus B (OpMa3aHOBBIN KPaCUTENb, U ONTUYECKYIO TUNIOTHOCTh U3MEPSUIN HA JJIHHE BOJHBI
490 HM ¢ MOMOIIBI0 aBTOMAaTU3UPOBAHHOTO YCTPOWMCTBA AJsl cuMThIBaHMs IuaHuieToB THDA;

Ka>KJIbIi OKCIICPUMECHT IIPOBOAUIIN YETBIPEXKPATHO.

[0010] ur. 3. Coenunenus 1276 u 1289 cHMXKATN KU3HECTIOCOOHOCTD KJIETOK paKa SUYHHUKA
SKOV3; ananuzet MTS nipoBoauiu [ist OnpeneaeH sl JKU3HECIIOCOOHOCTH KJIETOK, KaK OIMHUCAHO

s dur. 2; onpenessinu 3HaueHUst [Csp; kaxabIil S5KCIEPUMEHT MPOBOIUIN YETHIPEXKPATHO.

[0011] Dur. 4. Brnusaue coenunenuii 1289 u 810 Ha KU3HECTTIOCOOHOCTH KJIETOK paka
SIMYHUKA W TOmkenynouHoit kenesbl, (A). Ctpyktypa coemunenus 1289 (mpousBomHoe 5-
OpoMunanpyOHH-3'-okcuma) U coenuHerus 810 (mpousBopHOe O-OpoMHUHAMPYOHH-3'-OKCHMA).
Kak omucano ans @wur. 3, 3nauenusi 1Csp ompenensinu ¢ npumeHeHuem aHanu3oB MTS Ha
JUHUSAX KJIeToK paka suyanka SKOV3 (B) wu momxkenymouHod skenesbl (C); Kaxablid

SKCIIEPUMEHT MPOBOIMIN Y€ THIPEKIBL.
[0012] @ur. 5. TTocTpoenue npod s KMHA3HI in Vitro A coenquHeHuit Ne 1276 u Ne 1289.

[0013] Dur. 6. CtpykTypa Npou3BOAHBIX S-OpoMuHanpyOoun-3'-okcuma (SBHUOIT).



[0014] @ur. 7. BnusHMe COEOWHEHMI, OINMUCAHHBIX B HACTOAIIEM JIOKYMEHTE, Ha
KU3HECTTIOCOOHOCTh PAKOBBIX KJIETOK 4esioBeKa: A) BIUSHUE Ha KieTKU MenaHoMbl A2058; B)

BJIMSIHUE HA KJIETKU paka npeacrarTenbHou xkenedsl DU145.

[0015] Dur. 8. DddexTuBHOCTH coenuuennii 1281 (nesast nanens) u 1289 (mpasast maHens) Ha

/K KCEHOTPAHCILIAHTATHI Paka JIerkoro A549.

ITOJAPOBHOE OIMTMCAHUME M30BPETEHUA
[0016] Coxkpamenus, TpUMeHsieMble B HACTOSINEM JOKYMEHTe, WMEIT 3HA4YeHHE,
TPAIULIMOHHOE B TIpeleNiaXx XUMHYECKOW M OHOJOrHYecKoW 00JacTU TEeXHUKH. XHUMHYECKUE
CTPYKTYPBI U (POPMYJIbI, PACKPBIThIE B HACTOSIIEM JOKYMEHTE, COCTaBJIEHbI B COOTBETCTBHH CO

CTaHAAPTHBIMU IpaBUJIaMU XUMHUYECKOI BAJICHTHOCTH, U3BECTHBIMU B 00J1aCTH XUMHUH.

[0017] Ecnu rpynmel  3amectuteneli  O0O3HAYEHBbI  TPATUIMOHHBIMH  XUMHYECKHMU
(dbopMysiaMy, HATUCAHHBIMU CJIEBAa HATIPABO, OHU B PABHOW CTEMEHU OXBATHIBAIOT UACHTHYHBIC C
XUMHUYECKOH TOYKHU 3PEHUS] 3aMECTHTENIH, MOJyUYeHHbIE B PE3yJIbTaTe HAMHUCAHUS CTPYKTYPHI

cripaBa HajieBo, HanpuMmep, -CH,O- sxkBuBanentro -OCHo-.

[0018] TepmuH «ankua», OTAENBHO MJIM KaK 4acThb JPYroro 3aMecTUTelNs, 0003HA4YaeT, eCiu
HE YKa3aHO MHOE, JIMHEHHYIO (T.€. HEepa3BETBJIEHHYIO) WJIN Pa3BETBIECHHYIO YIJIEPOIHYIO LIETb
(unu yraepoxn) WM UX KOMOMHALIMIO, KOTOPbIE MOTYT OBITH IMOJIHOCTBIO HACHIIEHHBIMH, MOHO-
WIN TIOJIMHEHACHIIEHHBIMHU, U MOTYT BKJIFOYaTh OJHO-, BYX- U TOJMBAJEHTHBbIE PAAMKAIBI C
yKa3aHHBIM KOJIM4YeCTBOM aTtoMoB yriepoma (T.e. C;-Cjp o003Hauaer OT OAHOrO A0 HECATH
aTOMOB yIJIeposa). AJIKWIJI NPEACTaBiseT cOOO He3aMKHYTYyHO Lemnb. IIpuMepsl HaCBIIEHHBIX
YIJIEBOAOPOAHBIX PAIUKAJIOB BKJIIOYAIOT, HO HE OTPAHUYHMBAIOTCS WMH, TaKuUe€ TPYMIbL, Kak
METWJI, OSTWI, H-TIPOTIWI, W30NPONMI, H-OyTwi, mpem-Oytun, wu300yTHi, 6mop-OyTui,
(UMKJIOTEKCHIT)METHII, TOMOJIOTH U M30MEPBI, HANpPUMEp, H-TIEHTHJIA, H-T€KCWJa, H-TeNTHIa, H-
OKTUJA U T. 1. HeHaChIIEeHHON aJKUJIBHOW IPYIIION SIBJIAETCS Takas, KOTOpasi COAEPKUT OAHY
WUJIM HECKOJIBKO ABOMHBIX CBSA3€H WM TPONHBIX CBsA3ed. IIpuMepsl HEHACHIIEHHBIX AJKUJIBHBIX
IPYIIN BKJIFOYAKOT, HO HE OTPAHUYMBAIOTCS UMM, BUHWI, 2-TIPONEHUI, KPOTWJ, 2-U30NEHTEHUII,
2-(byraguenun), 2,4-nenranuenun, 3-(1,4-nentaaueHnt), STUHW, 1- u 3-iponuHWI, 3-0yTHHHI
U BBICIIHE TOMOJIOTH M HM30MepbL. AJIKOKCH TPEACTaBIsIET COOOH alKWi, MPHUCOSTUHEHHBIH K

OCTaJIBHOM 9aCTH MOJIEKYJIbI HOCPEACTBOM KHCIOPORHOro JuHKepa (-O-).

[0019] TepmuH «anKUIEH», OTAEIBHO MM KaK 4acTh APYroro 3aMeCTUTENs, 0003HAYAET, €CIIN
HE YKa3aHO MHOE, JBYXBAJICHTHBINA PaJUKaJl, MOJYyYESHHBIH U3 aJIKUJIA, KaK MPOUJUIIOCTPUPOBAHO

npumepamy, HO He orpaHuuuBaercs umu, -CH,CH,CHoCH»-. Kak npasuno, ankunbpHas (viu



aNIKUJIEHOBas) rpynmna Oymer comepkath OoT 1 no 24 aToMOB yriepoaa, NMPUYEM TPYIIIIbL
comepxamme 10 Mam MeHee aTOMOB YIJIEPOAA, SIBISIOTCS MPEANOYTUTENBHBIMU COTJIACHO
IaHHOMY n300pereHuro. « Hu3mmii ankum» min «HU3MUN aJKuIeH» MpeacTaBiseT cobol Oomee
KOPOTKYIO QJKWIbHYIO LENb WM AJKMJIEHOBYIO TIPYIILY, B LIEJIOM COAEPKALIYI0 BOCEMb WM
MeHee aTOMOB yriiepoaa. TepMHUH «aJKeHWJIEH», OTAEIbHO UM KaK 4acTb APYTrOro 3aMeCTUTES,

0003HaYaeT, eCiU He YKAa3aHO HHOE, ABYXBAJIECHTHBIN paJuKall, TIOJyYEeHHbIH 13 aJlIKeHa.

[0020] Tepmun «rerepoankui», OTHENbPHO WM B COYETAHHMM C JPYTMM TEPMHHOM,
0o0O3HAYaeT, €ClIM He YKa3aHO MHOEe, CTAOUJIbHYIO HEPa3BETBJICHHYIO MJIH PA3BETBIIEHHYIO LIEMb
WIM UX KOMOWHALIMIO, COAEPIKAIIyI MO MEHbIIEeH Mepe OJUH aTOM yIiepoAa U MO MeHbIIeH
Mepe OJIMH TeTepoaToM, BhIOpaHHbI 13 rpymmbl, cocTosmei u3 O, N, P, Si u S, roe atomsl a3ora
U Cepbl HeOOs3aTeIPHO MOTYT OBITh OKHCJICHBI U TETEPOATOM a30Ta HeOOS3aTeIbHO MOXKET OBbITh
kBarepHm3oBaH. ['erepoarom(-b1) O, N, P, S, B, As u Si MmoxeT (MOTyT) OBITH paCHOJIOKEH(-bI) B
JF0OOM BHYTPEHHEM TMOJIOKEHUU Te€TEPOANKUIBHON TPYIIBI WIH B TOJOKEHUH, TTPH KOTOPOM
AJIKWJIbHASL TPYIa MPUCOSANHEHA K OCTAbHON YacTH MOJICKYJIbL | eTepoankuil mpencTaBJsieT
co0oif HE3aMKHYTYIO Iemnb. [IpuMepsl BKIFOYArOT, HO He orpanuumBaroTcss umu: -CHo-CH,-O-
CHj;, -CH,-CH,-NH-CH3, -CH,-CH,-N(CH3)-CHj3, -CH,-S-CH,-CH3s, -CH,-CH,, -S(O)-CHs, -
CH,-CH,-S(0),-CHj3, -CH=CH-O-CH3, -Si(CH3);, -CH,-CH=N-OCH3, -CH=CH-N(CHj3)-CH3, -
O-CH3;, -O-CH,-CH; u -CN. [Io ABYX WJIH TpeX TreTepoaToMOB MOTYT OBITh PaCOJIOKEHBI

nocnenosatenbHo, HanpuMmep, -CHo-NH-OCH3 u —CH»-O-Si1(CHj3)s.

[0021] TlomoGHBIM 00pa3oM, TEPMHUH «TETEPOATKHIIEH», OTAEIbHO WJIM KaK 4acTh OPYroro
3aMecTuTeNsi, 0003HAYaeT, €CNIM He YKa3aHO MHOE, NBYXBAJCHTHBIN PaJMKal, MOJYYEHHBIH U3
reTepoasikuia, Kak MPOWLIFOCTPUPOBAHO MPUMEPAMU, HO He orpannunBaetcst umu, -CH,-CHj-S-
CH,-CH;- u -CH,-S-CH,-CH,-NH-CH;-. [Ins1 reTepoaiKkuIeHOBBIX IPYIII, T€TePOATOMbI TaKkKe
MOTYT 3aHUMaTh OAMH WiM 00a KOHIA Lenu (Hampumep, AJKHJICHOKCH, AJKWICHIHUOKCH,
ANKUJICHAMUHO, aNKWICHAWaMUHO W T. 1.). Kpome Toro, s aJKUJICHOBBIX U
reTEePOATKMIICHOBBIX JIMHKEPHBIX TPYII, OPUEHTALUsl JIMHKEPHOW TPYIIbI HE BIHSIET Ha
HanpaBJIeHUEe HamucaHusi (GopMmysbl JUHKepHOW rpynmbl. Hampumep, dopmyna -C(O)R'-
npencrasisier -C(O)R'- u -R'C(0O),-. Kak omnucaHo Bblllle, reTepoaiKuiIbHbIE TPYIIBL, Kak
UCTIONB3YETCS B HACTOSALIEM AOKYMEHTE, BKJIIOYAIOT T€ TPYIMIBL, KOTOPbIE MPHCOEIUHEHBI K
OCTaJIbHON 4aCTH MOJIEKYJIbI TOCPEACTBOM retepoaroma, Hanpumep -C(O)R', -C(O)NR', -NR'R",
-OR', -SR' w/mmun -SO,R'. Ecnu ynoMuHaercss «reTrepoajkuiy, C MOCIEAYOIUMH
YIIOMUHAHUSIMU KOHKPETHBIX I'eTepPOAIKHIbHBIX IpyIi, Takux kak -NR'R" u T. n., HEoOxommumo
NOHUMATh, YTO TepMUHBI rerepoaikmn u -NR'R" He SBISIOTCS M3NUINHUMHU WIM B3aMMHO

HUCKJIIFOYAOIIMUMHU. CKopee, KOHKPETHBIC I'€TCPOATKHUIIBHBIC I'PYIIIbI YIIOMUHAIOTCS AJIs1 JIYHIIECTO



MOHUMAaHMs. Takum o6pa30M, TEPMHUH «(TCTCPOAJKUID> B HACTOALIEM ANOKYMEHTEC HE CICAYCT
HHTEPIIPETUPOBATL KaK I/ICK.]'II-OLIaI-OH_II/Iﬁ KOHKPETHBIC T'€TCPOANIKUIIBHBIC TPYIIIbl, TAKHE KaK -

NRR"urT. 1.

[0022] TepMuHBI «UMKJIOAIKWI» M «TE€TEPOLUKJIOANKII», OTAEIbHO HWJIM B COYETAHUU C
APYTUMH TePMHHAMH, 00O3HAYAIOT, €CJIM HE YKA3aHO MHOE, LIUKJINYECKUE BEPCHU «AJIKUJIa» U
«TeTepPOANIKIIIa» COOTBETCTBEHHO. L{MKIIOANKNI U reTepoaiKuil He SBISIOTCS apOMaTUYECKUMM.
JIOTIOTHUTENBHO, ISl T€TePOLMKIIOANKIIA, TeTEPOATOM MOXKET 3aHUMAaTh TOJIOKEHUE, IPHU
KOTOPOM TETEPOIMKJI MPUCOEANHEH K OCTaJbHOW 4YacTH MOJIeKyJbl. [Ipumepsl HUKIOATKUIIA
BKJIIOYAIOT, HO HE OrpPaHWYUBAIOTCS WMH, LHUKJIONPOIMWI, LHUKJIOOYTHI, LHKJIOTEHTHUI,
LUKJIOTEeKCUJ, |-LUKJIOreKCEeHWJ, 3-LUUKJIOTeKCeHWN, UuKjorentua u T. 1. Ilpumepsi
reTepOLMKIIOANIKUAJIA BKJIFOYAIOT, HO He OrpaHU4HMBatOTCs M, 1-(1,2,5,6-TeTparuaponupuar),
l-munepuaAnHWIL,  2-TUNEPUANHWT,  3-mUnepuauHui,  4-mopdonuHmwi, — 3-mMop¢ONuHUIL,
teTparunpodypan-2-ui, Terparuapodypan-3-uwi, TeTParuapOTHEH-2-1II, TETParuAPOTHEH-3-1JI,
l-nunepasuHmI, 2-nunepasuHmI U T. 1. «L{uKIoankuaen» u «reTepoLuKIOaNKUIEH», OTAEIbHO
WIH KaK YacTh IPYroro 3aMecTuTesisi, 0003HAYAIOT JBYXBAJECHTHBIA PAJVKAJ, MMOJTYYSHHBIH U3

LHUKJIOAJIKUJIA U TETCPOUUKITIOATIKNIIA COOTBETCTBECHHO.

[0023] TepMuHbBI «rajio» WU TrajJOreH», OTHEIbHO WJIM KaK 4YacThb JAPYTOro 3aMeCTUTEI,
0003HAYAIOT, €CJI HEe YKa3aHO WHOe, aToM (ropa, xyopa, OpoMa wmiu oxa. J{OmoSHUTENBHO,
TaKH€ TEPMHUHBI, KaK «TaJIOTC€HAJIKWIY, BKIIOYAIOT MOHOTAJOTCHAIKWI U TOJUTaJOTeHAKHIL.
Hampumep, tepmun «ramoreH(C;-Cs)ankuim» BKIOYAET, HO HE OrPAHUYUBAETCS UMH,
dropmernn, aupTopmerwn, TpupTopmern, 2,2,2-TpudTopaTI, 4-xa0pOy T, 3-0poMIponua u

T. II.

[0024] Tepmun «aumn» obo3Hawaer, eciu He ykazaHo mHoe, -C(O)R, rme R mpencrasisier
coOOli 3aMeIleHHBbI WM HE3aMEINEHHBIH aJIKiI, 3aMeINeHHbIH WIH He3aMeIeHHbIH
LUKJIOANKUJ, 3aMELIEHHbII WJIM  HE3aMEIIeHHBbIM  TIeTepOajKWi, 3aMELIEHHBbIH WU
HE3aMELICHHbIN reTepOLUKIOAKII, 3aMEIIIEHHBIN WM HE3aMELIeHHbIH apuil TIN0O 3aMeIeHHbIN

WJIM HE3aMELIEHHbIN reTepoapu.

[0025] Tepmun «apun» oOO3HA4aeT, €CAM HE YKa3aHO WHOE, MOJHHEHACHIIEHHBIMH,
ApPOMATHYECKUMN, YTJIEBOIOPONHBIN 3aMECTUTEIb, KOTOPBIA MOXKET TMPeNCTaBiIsiTh COOOU
ONMHAPHOE KOJBLO WM HECKONBKO KoJyiel] (MmpenmoyTuTeapbHo oT 1 mo 3 kosen),
KOHJIEHCUPOBAHHBIX MeEXAy coOoH (T.e. apui ¢ KOHACHCHUPOBAHHBIMHU KOJBLAMH) HIIH
COEMHEHHBIX KOBAJEHTHOH CBs3bI0. ApPWJI € KOHIEHCHPOBAHHBIMH KOJbIAMH OOO3HA4YaeT

HECKOJIbKO KOJIell, KOHJEHCHPOBAHHBIX MEXIy COOOM, INe MO MEHbIIeH Mepe OOHO U3



KOH/ICHCUPOBAHHBIX KOJIELl SIBJISIETCS apUJIbHBIM KOJBIIOM. TepMuH «rerepoaprny oO03HaYaeT
apWJIbHBIC TPYIIIBI (MJTH KOJIbIIA), COAEPIKAIIMe 10 MEHBIIEH Mepe ONH IeTepoaTOM, TAKOW Kak
N, O wmm S, roe arombl a3ora U Cepbl HEOOsI3aTENBHO OKHCIIEHBI M aTOM(-bI) a30Ta
HeoOs13aTeIbHO KBaTepHU30BaH(-bl). TakuM o0pasoM, TEPMHUH «Te€TepPOaApPWI» BKIIKOUYAET
reTepoapiibHble TPYNIbl C KOHACHCHPOBAHHBIMH KOJbLIAMH (T.€. HECKOJBKO KOJell,
KOHJIEHCUPOBAHHBIX JIPYT C APYIOM, A€ M0 MEHbLIEH Mepe OAHO U3 KOHJIEHCUPOBAHHBIX KOJIELl
SIBJIIETCS TETEPOapOMATHUECKMM KOJNbLOM). 5,6-I'eTepoapusieH ¢ KOHIAECHCHUPOBAHHBIMHU
KOJNblIaMu OOO3HAYaeT 1Ba KOJbIA, KOHICHCHPOBAHHBIE MEXKAY COOOMW, TIe OTHO KOJIBIO
SIBJISIETCST S-YJIGHHBIM, & JIPYrO€ KOJIBLIO SIBJISIETCSl O-YJIEHHBIM, W T/I€ TI0 MEHbIIEH Mepe OJIHO
KOJIBLIO SIBJISIETCST  Te€TEpPOApHIbHBIM  KOJbIOM. [logoOHbIM o0OpaszoMm, 6,6-rerepoapuiieH C
KOHJICHCUPOBAHHBIMH KOJIbLIaMU O0O3HA4aeT J1Ba KOJIbIA, KOHIEHCHPOBAHHBIE MEXIY COOOIA,
I7I€ OAHO KOJIBLIO SIBJIIETCS O-WJICHHBIM U JPYroe€ KOJBIO SIBJSIETCSl O-UJIEHHbIM, W TAE TIO
MEHBIIEH Mepe OHO KOJIBLIO SBJISIETCS TeTepoapuibHbIM KoibLOM. 6,5-'etepoapunen ¢
KOH/ICHCUPOBAHHBIMH KOJIbLIaMH O0O3Ha4aeT IBa KOJbIla, KOHIEHCHPOBAaHHbIE MEXAy COOOi,
r7l€ OAHO KOJIbLIO SIBJISIETCS O-UJIEHHBIM, & APYroe KOJbBIO SBJISETCS S-4JICHHBIM, U THE TIO
MEHBIIEH Mepe OJHO KOJIbLIO SIBJISIETCS] MeTepOapUIIbHBIM KOJIbLIOM. ['eTepoapuibHasi rpyrna
MOKET OBITh MPUCOENUHEHA K OCTAJIIbHOW YaCTH MOJIEKYJIbI TIOCPEACTBOM aTOMa YIiiepona WU
rerepoaroma. Heorpannuuparomue mpuMepbl apUIbHBIX U T€TEPOAPUIBHBIX TPYMN BKJIKOYAKOT
bennn, 1-vadTun, 2-Hadrun, 4-Oudennn, 1-nupponnn, 2-nUPpPOIU, 3-MUPPOIIHII, 3-TTHPAZOIIIL,
2-UMUIA30IUI, 4-UMUAA30JIWIL, TUPA3UHIIL, 2-0KCa30yu, 4-0Kca30muu, 2-GeHu-4-0Kcas3om,
5-0KCa30uJI, 3-HU30KCA30JWJI, 4-U30KCA30JMII, S-U30KCA30JIHII, 2-THA30JuJI, 4-THA30IMd, S-
tnazonui, 2-pypun, 3-pypun, 2-TueHun, 3-THEHWN, 2-TMPUAWI, 3-TUPUAWI, 4-NUPUANT, 2-
MUPUMUIWT, 4-TIUPUMHUINT, S5-O€H30TUA30J M, MyPUHII, 2-O€H3UMUOA30NW, S-UHIOMUI, 1-
W30XUHOJUJI, S-U30XUHOJWII, 2-XUHOKCAJIUHWI, S-XUHOKCAJIWHWJI, 3-XUHOJHMJI U O-XHUHOJIWIL
3amecTuTenu I KOKIOW U3 BBIIMIEYKA3aHHBIX APWJIbHBIX U Te€TEPOAPHIIBHBIX CHCTEM KOJell
BbIOMPAOT W3 TPYNIbl MPUEMIIEMBbIX 3aMECTHUTEJICH, OMUCAHHBIX HIDKE. «ApWIEH» U
«reTepoapuiieH», OTIAEIbHO WU KaK 4acTh JPYTrOoro 3aMEeCTHTENs, 0003HAYAET ABYXBAJEHTHBIM
paaukaj, TOJNYYeHHbIH W3 apwia U TreTepoapuia COOTBETCTBEHHO. 3aMECTUTENIb B BUJC
reTepOAPIIbHON TPYMIBI MOKET OBITh MPUCOCOUHEH K TeTepoaroMy a30Ta B KOJbIE

nocpenctsoM —O-.

[0026] «Apun-reTepOLUKIIOANKIUI ¢ KOHACHCHPOBAHHBIMH KOJIBIIAMUY TPENCTAaBIIET COOOH
apui, KOHAEHCHPOBAHHBIM C TeTepOLUKIOANKHIOM. «['eTepoapui-reTepoLUKIOaNKuI  C
KOHJIEHCUPOBAHHBIMU KOJIbLIAMI» TPEACTaBIsAeT COOOM TreTepoapuii, KOHAEHCHPOBAHHBIA C
reTepOLUKIOATKUIOM. «I €TepOLUKIOANKUI-IIUKIOANKII C KOHIEHCUPOBAHHBIMU KOJIbLIAMUY

NpeAcTaBiasieT  COOOM  reTepOLUKIIOANKWN,  KOHAGHCUPOBAHHBIM € LIMKJIOAJKUJIOM.



«I eTepOLUKIOANKUII-TETEPOLIMKIIOATKIII ¢ KOHACHCUPOBAHHBIMU KOJIbLIAMUY» MPEACTABIISIET
cO0OH TeTepOLMKIIOANKII, KOHAEHCHPOBAHHBIM C APYTHUM TeTePOLUKIOANKIIOM. Kaxapiil u3
apuia-reTepoLUKIOANKUIA c KOHJIEHCUPOBAaHHBIMU KOJIbLIAMH, rerepoapua-
FeTEPOLIMKIIOANKIWIA C KOHACHCUPOBAHHBIMHU KOJIBLIAMH, TE€TEPOLIUKIOAIKUIA-IUKIOAIKUIA C
KOHJICHCUPOBAHHbBIMU KOJIbLIAMH 150)0%¢ reTepOLMKIIOAIKUIIA-TeTePOLUKIOANIKIIA C
KOHJIEHCUPOBAHHBIMHU KOJIbLIAMH HE3aBUCUMO MOKET OBITh HE3aMEINEHHBIM WJIH 3aMELICHHBIM
OHUM WJIM HECKOJIbKUMU 3aMECTUTENISIMU, OMTMCAHHBIMU B HACTOSIIIEM JOKyMeHTe. Kaxnabiil u3
apusa-reTepoLUKIIOaNKuIa c KOHJICHCUPOBAHHBIMU KOJIbLIAMH, rerepoapua-
reTEPOLMKIIOATKIANIA C KOHACHCUPOBAHHBIMHU KOJIbL[AMH, Te€TEPOLIUKIIOANKUIA-IUKIOATKUIA C
KOHJICHCUPOBAHHBIMU KOJIbIIaMH 158078 reTEPOLMKIIOATKUIA-TeTePOLUKIOANIKIIIA c
KOHJIEHCUPOBAHHBIMH KOJIbIIAMH HE3aBUCHUMO MOKET OBbITb Ha3BaH B COOTBETCTBHH C PAa3MEPOM
KQXKJAOr0 U3 KOHASHCHPOBAHHBIX Kojiel. Takum obOpasoM, Hampumep, 6,5 apwun-
FeTEPOLIMKIIOANKWII C KOHAEHCUPOBAHHBIMU KOJIbLIAMHU OIHUCHIBAECT O-UJIEHHbIA apUJIbHbBIN
(dbparMeHT, KOHIEHCUPOBAHHBIM ¢ S-YJIEHHBIM TeTePOLUKIOANKIIIOM. CHUPOLUKINYEeCKHe
KOJIbIIa TIPEACTABJISTIOT COOOW NIBa WJIM HECKOJBKO KOJIel, TIe CMEXKHBIE KOJbIAa COSIUHEHBI
MOCPEACTBOM ONMHApHOro aroma. OTnenpHbIE KOJbIA B MpeaeiaXx CIUPOLUKINYECKUX KOJell
MOTYT OBITh OIMHAKOBBIMH WJIHM pasHbIMU. OTHENbHbIE KOJbLA B CIUPOLUKINYECKHX KOJbIaX
MOTYT OBbITh 3aMELICHHBIMU TN HE3aMEIEHHbIMH U MOTYT COJEPKaTh 3aMECTUTENIH, OTIHMYHBIC
OT APYTUX OTAENBbHBIX KOJIell B Tpenenax Habopa CHUpOLMKINYeCKHX Kojew. JlomycTtumble
3aMECTUTENH AJIs OTAEJBHBIX KOJIEL B IPEAEIax CIIUPOLMKINYECKUX KOJEL — 3TO 3aMECTUTEINH,
JONYCTUMBIE JUJIS1 TAKOI'O K€ KOJIbLA, KOTOPOE HE SIBJSAETCS 4aCThIO CIUPOLMKINYECKUX KOJIELl
(HampuMep, 3aMEeCTUTENd Ul LUKJIOAJIKWIbHBIX WM TETePOLMKIIOANKHIBHBIX — KOJEL).
CrupouuKInYecKue KOJIblla MOTYT TPEACTAaBJISATh COOOM 3aMEINeHHbIH WM He3aMel[eHHBIN
LUKJIOAJKUJI, 3aMEIleHHBbId MJIM He3aMEIeHHbIN I[HUKJIOAJKUJICH, 3aMEIeHHbIM  HJIN
He3aMeIleHHbIN FETEPOLMKJIOAKHUI, b0 3aMelleHHbIN WA He3aMeIleHHBIN
TeTEPOLMKIIOATKUIICH, U OTAEJbHbIE KOJIbLIA B MpeAeiax CPYyNmbl COUPOLMKINYECKUX KOJeL
MOTYT OBITh JJFOOBIMU U3 TIPUBENEHHOTO HETIOCPEACTBEHHO Mepe]l HUMH CITHCKA, B TOM YHUCJIE BCE
KOJIbIIa MOTYT OBITh OTHOTO THIA (HAIPUMEpP, BCE KOJbIA MPEACTABISIOT COOON 3aMeIleHHbIH
TeTepPOLIMKIIOANIKUJIEH, TTIe KaKI0e KOJBIO MOXKET ObITh TAKHM K€ WA IPYTHM 3aMelIeHHBIM
rerepouukioankuieHom). [Ipu  yNmOMUHAHWUM  CIHPOLMKINYECKOW  CHUCTEMBI  KOJIell,
reTepOLUKINIECKUE CIUPOLUKINYECKHE KOJbla 0003HAYAIOT CHUPOLUKINYECKHUE KOJIbLA, TIe
[0 MEHBLIEH MepPEe OAHO KOJIBLO SIBJIAETCS MeTEPOLUKINYECKUM KOJBLOM, A€ KaXKA0€ KOJIbLO
MOKET OBITb HWHBIM KOJBLOM. lIpu yNmOMHUHAHWUU CHUPOLUKINYECKOH CHCTEMBI KOJIEI,
3aMELIECHHbIE CIUPOLMKINYECKHE KOJbLA O3HA4YaIOT, YTO IO MEHbLIEH Mepe OIHO KOJIbLO

ABJIACTCA 3aMCIIECHHBIM 1 K&)K)Iblfl 3aMEeCTUTENIb HEOOS3aTEIbHO MOKET ObITh OTJIMYHBIM.



[0027] TepmuH «OKCO», KaK HCIONB3YETCS B HACTOSIEM JOKYMEHTEe, 0003HA4YaeT KHUCIOPO,

MPUCOEANHEHHBIN MOCPEACTBOM ABOMHOM CBSI3U K aTOMY YIJIepona.

[0028] TepmuH «THO», Kak HCHOJB3YETCS B HACTOSIIEM ITOKYMEeHTe OOO3Ha4aeT cepy,

MPUCOEIMHEHHYIO MTOCPEICTBOM OANHAPHOMN CBSI3U K aTOMY YIJIEpO/a UK APYTOMY aTOMY CEpBbI.

[0029] Kaxnaplii U3 NMpUBENEHHBIX BBIIE TEPMUHOB (HANPHUMEpP, «AJIKUI», «TETEPOATKHIIY,
«apuiI» W «reTepoapwily) BKIOYAET 3aMELIeHHble U He3aMelleHHble (OPMbI YKa3aHHOTO

paaukala. HpeZIHO'-ITI/ITeJIbeIe 3aMECTUTECIIU IJI Ka’KA0ro Buaa paaukKaJiOoB IPUBEACHBI HHUXKE.

[0030] 3amecturenu s aNKWIBHBIX M T'€TEPOANKUIBHBIX PAJAMKAIOB (BKJIIOYAsl TPYIIIIBL
yacTo 00O3Ha4YaeMble KaK AaJKWJICH, AQJKCHWJ, TIeTepPOAJIKHIICH, TeTePOATKEHM, aJKHUHIII,
LIUKJIOAJIKUJI, T€TEPOLMKIIOATKIII, [IUKJIOATKEHII M TeTePOLUKIOANKEHII) MOTYT MPEICTABIISTh
co0OH ONIHY MJTM HECKOJIBKO M3 MHOXKECTBA IPYIII, BEIOPaHHBIX U3, Oe3 orpanndenus, -OR', =0,
=NR', =N-OR’, -NR'R", -SR', -ranorena, -SiR'R"R", -OC(O)R', -C(O)R', -CO,R’, -CONR'R", -
OC(O)NR'R", -NR"C(O)R', -NR'-C(O)NR"R", -NR"C(O),R', -NR-C(NR'R"R")=NR"", -NR-
C(NR'R")=NR", -S(O)R', -S(O)R’, -S(O)NRR", -NRSO;R', -NR'NR"R", —ONR'R",
—-NR'C(O)NR"NR"R"", -CN, -NO,;, -NR'SO;R", -NR'C(O)R", -NR'C(O)OR", -NR'OR", B
KOJIMYECTBE, BAPbUPYIOLIEMCsI OT HyJisl 10 (2m'+1), roe m' paBHO oOIeMy KOJIMYECTBY aTOMOB
yriepona B TakoM panukane. [IpennoururensHo kaxnasiii u3 R, R', R", R" u R"" He3zaBucumo
o0O3Ha4aeT BOAOPOA, 3aMELICHHbIM WM He3aMeIleHHBIH TIeTepOaNKII, 3aMeIleHHbIH WIn
HE3aMEIIECHHbIN  IUKJIOAJKWJI, 3aMEIIEeHHbI WM HE3aMEIEeHHbI TIeTepOLUKIIOAIKUI,
3aMeINeHHbI WM He3aMeIeHHbIH apui (HampuMmep, apwi, 3aMelleHHbid 1-3 aromamu
rajoreHa), 3aMeLICHHbIH WM HE3aMEIICHHbIN TreTepoapui, 3aMeIleHHbIN W He3aMelleHHbIN
aJKWI, aJIKOKCUJIBHYIO HJIM THOAJIKOKCHJIBHYIO TPYMIbl WM apuUialKuibHble rpynmnel. Eciu
COEMHEHHUE MO AAHHOMY HM300PETEeHHI0 COAEPKUT OoJiee OMHOM rpymnmbl R, Hanpumep, Kakaas
u3 rpynn R BeiOpaHa He3aBUCHMO, Kak U kakaast u3 rpynn R', R", R" u R"", ecnu npucyrcTeyet
Oonee ogHOHN M3 ykaszaHHbIX rpymm. Ecmu R' u R" npucoenHeHbl K OTHOMY B TOMY K€ aTOMY
a30Ta, OHHM, BMECTE C aTOMOM a30Ta, MOTYT 00pa3oBbIBaTh 4-, 5-, 6- WK 7-4JI€HHOE KOJIBIIO.
Hanpumep, -NR'R" BkiIrO4aeT, HO HE OrpaHUYMBAETCA UMH, |-TIUPPOITUANHUI U 4-MOP(OITHHIIL
Ha ocHOBaHMM TPUBEAEHHOTO BBIME OOCYKIEHHUS 3aMECTUTENeH, CIenuajncTy B TaHHOH
00JIaCTH TEXHUKH OyET MOHATHO, YTO TEPMHUH «AJIKHJD BKIIFOYAET TPYIIIBI, CONEPIKAIINE aTOMBI
yTJIepOAa, COEIMHEHHbIE C IPYIIIaMU, HE SIBJISIIOIIUMUCS BOJOPOJAOM, TAKMMHU KaK raJoreHaIKuI
(mammpumep, -CF; u -CH,CF3) u atun (manpumep, -C(O)CHj3, -C(O)CF;, -C(O)CH>OCH3 u T.
).



[0031] IlonoOHO 3amecTHTENsIM, ONMHCAHHBIM JUI AJKWIBHOTO pPafvKana, 3aMECTUTENU IS
ApUJIBHBIX M TeTePOAPUIIbHBIX IPYII BapbUPYIOTCS U BbIOpaHs! u3, Hampumep: -OR', -NR'R", -
SR', -ramorena, -SiR'R'R"™, -OC(O)R', -C(O)R', -CO,R', -CONRR", -OC(O)NRR",
NR"C(O)R', -NR'-C(O)NR"R", -NR"C(O),R", -NR-C(NR'R"R")=NR"", -NR-C(NR'R")=NR",
S(O)R', -S(O),R", -S(O),NR'R", -NRSO,R', -NR'NR"R", ~ONR'R", -NR'C(O)NR"NR"R"", -
CN, -NO,, -R', -N3, -CH(Ph),, ¢1op(Ci-Cs)anxkokcu u ¢prop(Ci-Cs)ankuna, -NR'SO,R", -
NR'C(O)R", -NR'C(O)OR", -NR'OR", B konu4ecTse, BapbUPYIOIIEMCsl OT HyJisi A0 OOIIero

KOJIMYECTBA OTKPBITHIX BAJEHTHOCTEH B CUCTEME apoMarmueckux koser, mpudem R', R", R" u
R"" mnpeamoyTHUTENbHO M HE3aBHUCHMO BBIOpAHbI M3 BOIOPOAA, 3aMEIIEHHOTO MU
HE3aMEIEHHOr0 aJIKUJIa, 3aMEIIEHHOTO MM HE3aMEIIEHHOTO TeTepOaIKuia, 3aMEIIEHHOTO WIIH
HE3aMEIEHHOr0 LHKJIOAJKIIA, 3aMEIIeHHOTO WM HE3aMEIIEHHOTO Te€TEePOLUKIIOANIKUIIA,
3aMEIIEHHOT0 WJIM HE3aMEIIEHHOTO apujia U 3aMEIIeHHOrO WM HE3aMEIIEHHOTO reTepoapuia.
Ecnu coenuHeHre mo NaHHOMY M300pETEHHUIO COAEePKUT Oojiee OHOM rpymmbl R, Hanpumep, TO

Kaxknas u3 rpynn R BeiOpana He3aBUCHMO, Kak M Kaxnaas u3 rpymm R', R", R™ u R"™, ecim
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NPUCYTCTBYET OOJiee ONHOM M3 YKa3aHHBIX TPYIIIL.

[0032] 3amecturenu nas kojien (HamMpUMeEp, UUKIOATKUJ, TeTePOLMKIOAIKIIL, apull,
reTepoapmil, MHUKJIOAIKUICH, TeTePOLUKIIOANKIIICH, apUiIeH WIM Te€TepOapHiieH) MOTYT ObITb
n300pakeHbl KaK 3aMECTUTENId B KOJIbIle, CKOpee, YeM IMpH KOHKPETHOM aTOMe KOJibla (4UTo
OOBIYHO HA3bIBAIOT IIJIABAIOLIUM 3aMecTuTeneM). B TakoMm ciyuae 3aMecTHTeNb MOXET OBbITh
NPUCOEINHEH K JII0OOOMYy M3 aTOMOB B KOJibIe (yIOBJIETBOPSIOIIEMY MpPaBUIAM XHUMHUECKOU
BAJICHTHOCTH), U B Cllyuyae KOHICHCUPOBAHHBIX KOJIELl WM CHHPOLHUKINYECKUX KOJell
3aMeCTHUTEN b, N300PAXKEHHbII KaK CBSI3aHHBIH C OAHUM M3 YJIEHOB KOHIEHCUPOBAHHBIX KOJIEL]
HWJIN CHIHUPOLUKINYCCKUX KOJICLL (HJIaBaI-OH_II/Iﬁ 3aMECTUTEJIb B OOAHOM KO.HBLIC), MOIKET 6bITb
3aMECTUTCIIEM B OJHOM U3 KOHACHCHUPOBAHHBIX KOJCH WIHW CIHUPOUHUKINYECKHUX KOJCH
(MyaBarOLUil 3aMeCTUTENb B HECKOJIBKUX KOJIbLAX). Eciin 3aMecTuTeNb MPUCOSIUHEH K KOJIBILY,
HO He KOHKPETHOMY aToMy (TUTABAIOLIMHA 3aMECTHTENb), U HUKHUH MHAEKC Ui 3aMECTUTEJIS
NPEACTaBJsIeT COOOW Mmejoe 4YHCIO OOoJblle EeIMHUIBI, HECKOJbKO 3aMECTUTENIeH MOXKeT
MNPUCYTCTBOBATDH IMPHU OAHOM U TOM K€ aTOME, B OAHOM U TOM K€ KOJIbLE, I[IPU pa3HbIX aTOMAx, B
pPa3HbIX KOHACHCHUPOBAHHBIX KOJIbLAX, pPa3HbIX CIHUPOUUKIINYECKHUX KOJbLAX, U Ka)KI[beI
3aMECTUTECJIb HeO65[3aTeJ'IbHO MOXKET 6I:>ITb uHeIM. Ecam mecTo MPUCOCANHEHUA KOJIbLIAa K
OCTaJIbHOM 4acTH MOJIEKYJIbl HE OrpaHUYUBACTCA OOAHUM aTOMOM (HJ'IaBaI-OH_IHﬁ SaMeCTI/ITeJ'Ib),
MECTO TPUCOCOUHEHUS MOXKET HAXOAWTbCA Tpu JOOOM aroMe KOjblla, W B Clydae
KOHJIEHCUPOBAHHOT'O KOJbLIA WJIM CHHPOLIMKIMYECKOrO KOJbIA, JIOOOM aToMe J00ro us3
KOHACHCHUPOBAHHBIX KOJICLl WK CIIUMPOLHUKIINYCCKUX KOJICL], MPU YCJIOBHUU CO6J'IIOI[CHI/15[ mpaBuUJI

XUMHYECKOM BajieHTHOCTU. Eciu KOJIbLIO, KOHACHCUPOBAHHBIC KOJIbIla UJIHW CIIUPOLUHUKIINYCCKUEC
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KOJIbLIa COAEp>KaT OUH WJIM HECKOJBbKO NeTepOoaTOMOB B KOJbLIE U KOJIbLO, KOHJEHCUPOBAHHBIE
KOJIbLIa WJIM CHHUPOLMKINYECKHE KOJIbLA TOKa3aHbl C OJHUM HJIM HECKOJbKUMHM IUIaBAIOIIUMU
3aMeCTUTEISIMU (B TOM YHcie, 0€3 OrpaHHYeHUs, MECTAMU TPUCOEAMHEHUs K OCTAJIbHOHN 4acTu
MOJIEKYJIbI), TUIABAIOINME 3aMECTHTENN MOIYT ObITh NPUCOEAMHEHBI K rerepoaromaMm. Ecmu
reTepoaToOMbl B KOJIbLIE TOKa3aHbl COEIMHEHHBIMM C OJHUM MM HECKOJNbKUMH aTOMaMHU
BOJIOpOJAa (HampuMep, a30T B KOJbIIE C JBYMs CBSI3IMU C aTOMaMM KOJIbLIA U TPETbEH CBSI3BIO C
BOJIOPOZIOM) B CTPYKTYpe WU (GOopMyJie C MIABAOIUM 3aMECTUTENIEM U MIPU 3TOM TeTepoaTOM
COEMHEH C IUIABAIOIIUM 3aMECTUTENIeM, HEOOXOAUMO MOHMMATh, YTO 3aMECTUTENIb 3aMEHSET

BOJIOPOJ, TIPH YCIIOBUHU COOJTIOIEHUSI MPABUIT X UMHUYECKOH BaJIEHTHOCTH.

[0033] /IBa mm Gonee 3amecTuTeNeil HEOOA3aTENLHO MOTYT OBITh COSTUHEHBI C 00pa30BaHHEM
ApPWIBHOM, FeTepOAPUIIbHON, LUKIOAIKWIBHON WIM IeTepOLUKIOANKUIbHON rpynn. Takue Tak
Ha3bIBa€MbIE KOJBIIEOOpA3YIONINEe 3aMECTUTENIM KaK MPaBWJIO, HO He O0s3aTeNbHO, OBIBAIOT
MPUCOEIMHEHbl K LUKJINYECKOM OCHOBHOM CTpPykType. B ogHOM BapuanTe peanusauuu
n300peTeHnst KOJIbLEeOOpa3yIoIIHNe 3aMECTUTENN IPUCOEANHEHBI K CMEKHBIM YJI€HAM OCHOBHOM
cTpykTypbl. Hampumep, nBa KoJabeoo0pa3yomux 3aMEeCTHTENS, TPUCOEAMHEHHBIE K CMEKHBIM
YJIieHaM LHMKJINYEeCKOH OCHOBHOH CTPYKTYpBL, OOpPa3yiOT CTPYKTYPY € KOHAEHCHPOBAHHBIMH
KonplaMu. B apyroMm BapuaHTe peanusanii H300peTeHHs KOJbLeoOpasyromue 3aMeCTUTENN
NPUCOEINHEHbI K OJHOMY YJIEHy OCHOBHOH CTpykTyphl. Hampumep, nBa konplieoOpa3yromux
3aMECTHUTENsI, TNPUCOEAMHEHHbIE K OJHOMY UYJIEHY IMKJIMYECKOW OCHOBHOW CTPYKTYpBI,
00pa3yIoT CHHPOLMKINYECKYO CTPYKTypy. Elle B ogHOM BapuaHTe peanusaniu M300peTeHHs

KOJIbIIEO0pa3yIOLIHe 3aMECTUTENN IPUCOSTMHEHBI K HECMEXHBIM WIEHAM OCHOBHOH CTPYKTYPBI.

[0034] [IBa 3amecTuTeNss NMPU CMEXKHBIX aTOMax ApHJIbHOTO WM TeTepOapHIIbHOIO KOJbLA
Heo0sA3aTeNbHO MOryT 00pasoBbiBaTh KoJbLo (opmyibl -T-C(O)-(CRR")-U-, rne T u U
HE3aBUCUMO TIPEACTABISIIOT co00M -NR-, -O-, -CRR'- uin oquHapHYO CBs3b, U ( PABHO LEIOMY
yrciy ot 0 no 3. B anpTepHaTHBHOM BapHaHTE, JIBa 3aMECTHTENS] MPHU CMEKHBIX aToMax
ApUJIBHOTO HJTH TeTePOAPUIIBHOTO KOJIbIA HEOOSI3aTeIbHO MOTYT OBITh 3aMEHEHBI 3aMECTHTEIIEM
¢dopmynsl -A-(CH,)-B-, rne A u B HesaBucumo npencrasisitor coboit -CRR'-, -O-, -NR-, -S-, -
S(O) -, -S(O),-, -S(O),NR'- unu onuHapHYO CBsI3b, U I PaBHO LejaoMy uucay oT 1 no 4. OanHa u3
OIMHAPHBIX CBs3eH B OOPAa30BAaHHOM TAaKHUM CIIOCOOOM HOBOM KOJIbIIE HEOOS3aTENIbHO MOXKET
OBbITh 3aMEHEeHa ABOWHOMN CBSI3bI0. B anbTepHATHBHOM BapHaHTE, 1Ba 3aMECTHTEIS IPU CMEKHBIX
aToMax apUJIbHOTO WM Te€TEePOapUIIbHOTO KOJIbIA HEOOs3aTeNbHO MOTYT OBITh 3aMEHEHBI
3amectureneM popmyinbl -(CRR')-X'- (C"R"R™)q4-, rae s u d He3aBHCUMO paBHBI LIEJIBIM YHCIIAM
or 0 mo 3, u X' mpexacrasnsier coboit -O-, -NR'-, -S-, -S(O)-, -S(O),- mmu -S(O),NR'-.

3amecturern R, R, R" u R" mnpenmoururenprHO M HE3aBUCHMO BBIOMPAIOT W3 BOAOPOIA,
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3aMCIICHHOTO WJIM HE3aMCIICHHOTO aJIK1Jia, 3aMCIICHHOTO HUJIM HE3aMCIICHHOTO T€TEPOAJIK1A,
3aMCIICHHOIrO HMJIKM HE3aMCIICHHOIO NUKIOAJIKWIIA, 3aMCIICHHOIO HWJIM HE3aMCIICHHOI'O
rETCPOLUKIIOANIKWIIA, 3aMCIICHHOI0 WJIM HE3aMCIICHHOTO apujia MW 3aMCUICHHOI0 HWJIn

HE3aMCIICHHOI'O reTepoapuiia.

[0035] Kak wucnonb3yercs B HACTOALIEM JOKYMEHTE, TEPMHUHBI «Tre€TepoaToM» WU
«rerepoaTtoM B Koible» BKimouarT kuciaopon (O), asor (N), cepy (S), docdhop (P), 6op (B),

MbIIbsK (AS) 1 kpemHuii (Si).

[0036] «I'pynma 3amecTuTeNs», KaK HCIOJNB3YETCS B HACTOSIIEM IOKYMeHTe O0O3Ha4aer

TPYIIY, BBIOPAHHYIO U3 CIEAYIOIIHUX (PparMeHTOB:

(A) okco, ranoreH, -CFs, -CN, -OH, -NH,, -COOH, -CONH,, -NO,, -SH, -SO,ClL, -SO3H, -
SO4H, -SO,NH,, —NHNH,, —ONH,, -NHC(O)NHNH,, -NHC(O)NH,, -NHSO:H,

NHC(O)H, -NHC(O)OH, -NHOH, -OCF;, -OCHF,, He3aMelleHHbII aJIKWUJI, He3aMeIlleHHbIH
reTepOAJIKWI,  HE3aMEIICHHBIH  [HKJIOAJNKIWI,  HE3aMEIIeHHbI  TIeTepPOLIMKIIOANIKHIIL,

HE3aMELIEHHbIN apuJl, HE3aMEeLCHHBIN IreTepoapu, U

(B) amkui, reTepoanKui, LMKIOAJIKWI, TETePOLUKIOATKII, apijl M T[eTepoapl,
3aMCIICHHBIC 10 MEHbIIEN MEPE OAHUM 3aMECTUTEIIEM, BbI6paHHbIM us:
(1) okco, ramorena, -CF;, -CN, -OH, -NH;, -COOH, -CONH,, -NO,, -SH, -SO,Cl, -
SOsH, -SO4H, -SO,NH,, —-NHNH,, —-ONH,, -NHC(O)NHNH,, -NHC(O)NH,, -
NHSO:H, -NHC(O)H, -NHC(O)OH, -NHOH, -OCFj3, -OCHF,, He3aMeIleHHOrO aJKuJa,
HE3aMEIEHHOTO0  TeTepOalIKMila, HEe3aMEINeHHOrO  IMKJIOAJKWIA, HEe3aMELIEHHOTrO
reTePOLIMKIIOATKIIIA, HE3aMEIIEHHOTO apujia, He3aMELIEHHOTO reTepoapuia, u
(i1) ankwia, reTepoaiKuia, IUKIOAJTKUIA, T€TePOLIMKIIOANKIIA, apuiia U reTepoapua,
3aMCIICHHBIX I10 MEHbIIEH MEPE OAHUM 3aMECTUTEIIEM, BbI6paHHbIM u3s:
(a) okco, ranorena, -CF3, -CN, -OH, -NH,, -COOH, -CONH,, -NO,, -SH, -SO,(lI, -
SOsH, -SO4H, -SO,NH,, -NHNH,, —ONH,, -NHC(O)NHNH,, —-NHC(O)NH,, -
NHSO,H, -NHC(O)H, -NHC(O)OH, -NHOH, -OCF;, -OCHF,, He3ameleHHOro
aKWJia,  HE3aMEIIEHHOr0  TIeTepOoasKhia,  HEe3aMELICHHOTO  LMKJIOAJIKUIIA,
HE3aMEIEHHOTO TeTePOLMKIOANKIIA, HE3aMEIEHHOr0 apuiia, He3aMeIleHHOTO
rerepoapuia, u
(b) ankwia, reTepoaNkwia, UUKIOAIKUIA, TETEPOLUKIOANKWIA, apuia WA
reTepoapuiia, 3aMelleHHbIX M0 MEHbIIEH Mepe OIHUM 3aMECTUTENIEM, BHIOPAHHBIM
u3: okco, rajoreHa, -CFs, -CN, -OH, -NH,, -COOH, -CONH;, -NO,, -SH, -SO,(lI, -
SOsH, -SO4H, -SO,NH,, -NHNH,, —ONH,, -NHC(O)NHNH,, -NHC(O)NH,, -

12



NHSO,H, -NHC(O)H, -NHC(O)OH, -NHOH, -OCF;, -OCHF,, He3ameleHHOro
QJIKWJA,  HE3aMELUICHHOTO  TIeTepOoaKuia,  HE3aMEIIEHHOrO  LUKJIOAJIKHUIIA,
HE3aMELICHHOIO TeTePOLMKIIOAIKIIA, HE3aMEIIEHHOIO apujia M HE3aMEIIeHHOrO

rerepoapuia.

[0037] «3amecTurens OrpaHHYEHHOTO pa3Mepa» WU «IPYIIA 3aMECTUTENs OrPaHUYEHHOIO
pasmepay, KaKk HCIOJIb3YeTCsl B HACTOSIIIEM TOKYMeHTe 0003Ha4aeT rPpyIiy, BHIOPAHHYIO U3 BCEX
3aMECTHUTENIeH, OMMUCAHHBIX BBIIIE JIJISI «TPYIMIbI 3aMECTUTENIS), TIe KaKIbIi 3aMeIleHHbIA TN
HEe3aMEIIeHHbIN aJIKUJI MPeCTaBiIsieT co0O0M 3aMeleHHbId i He3amemeHHbiin C-Cyo ankui,
KaXKJIbI 3aMELIEeHHBI WM HE3aMELICHHbIH T'eTePOAJIKHII MPENCTABISET COOOH 3aMeIleHHbIH
W HE3aMEUIEeHHBIN 2-20-4JIeHHBIA TeTePOaNKU, KaXKIbld 3aMEIIEHHbIH W He3aMEeIIEeHHBIH
IUKJIOAJIKUJT TIPEACTaBNIsieT COOOM 3amerneHHbId win He3amelleHHbIH C3-Cg LUKIIOANKUI, |
KOXKABIH 3aMEIIeHHbI WM HE3aMEIIeHHbIH TeTEpOILUKIIOANIKAI MPEACTaBIsAeT COOOM

3aMEIIeHHBIA WM HE3aMEIIEeHHbIN 3-8-4JIEHHBIN TeTePOLIMKIIOAIKIIL.

[0038] «Huzwmmuit 3aMecTUTeNb) WIN «IPyINIa HU3LIETO 3aMECTUTENs», KaK HUCIONb3YeTCs B
HACTOSIIIEM JTOKYMeHTe O0O3Ha4yaeT rpymnmy, BHIOPAHHYIO M3 BCEX 3aMECTHTEJIeH, OMUCAHHBIX
BBIIIE /Ui «TPYIIbl 3aMECTUTENS», A€ KaKAbl 3aMELIEHHBbIN WM HE3aMEIIeHHBIM aJKuiI
npencTasisier coOol 3aMmemeHHbld nian HedamerneHHb C1-Cg amKui, KaKIbli 3aMeIleHHBbIH
WIN HE3aMEIIEeHHbIH TeTepOaIKUI MPEACTaBIsieT COOON 3aMeIeHHbIN NI He3aMeIleHHbIH 2-8-
YJIEHHBINA TeTEePOAJIKUI, KaKIbIA 3aMELIEHHBIM WM HE3aMELIEHHbIN LUKJIOAJIKWII MPEACTABIISIET
coboli 3amerneHHbI Wi He3amelleHHbI C3-C; IUKIOANKUI, W KaKIbId 3aMEIIEeHHbIA HUJIH
HE3aMELICHHbIH reTepOLUKIIOATKIII MPEACTABIAET COOON 3aMEIeHHbIN I He3aMEeLIeHHbIH 3-

7-4JIeHHBIN TeTePOLUKIIOATKHUIL.

[0039] B HekoTOpBIX BapuUaHTAX pealu3ali H300peTeHHs Kaxaas 3aMelleHHas TpyIra,
ONHMCAaHHAsl B COENMHEHUSX B HACTOSAINEM NOKYMEHTE, 3aMeleHa 0 MEHBbLIEH Mepe OHOU
rpymnmnoi 3amectutelnisi. bojee KOHKPETHO, B HEKOTOPBHIX BapHAaHTaX peaH3alud H300peTeHHs
KOKIbIM 3aMELICHHbIA QJKWJ, 3aMELICHHBbIN TIeTepOaNKW, 3aMEIICHHbIA LUKJIOAJIKUIL,
3aMELIeHHBIM NeTePOLMKIOANKII, 3aMEIIEeHHbIN apuJil, 3aMELEHHBIN IeTepoapul, 3aMeIEeHHbIN
AJKWUJIEH, 3aMEINECHHbI TIEeTePOANKWICH, 3aMELIEHHBbIH  LMKJIOAIKWIEH, 3aMELICHHBIN
reTePOLMKIIOATIKMIICH, 3aMEIEeHHbIN apujIeH W/UIHM 3aMELIeHHbII reTepoapuiieH, OMUCAHHBINA B
COCIMHEHMSIX B HACTOSALIEM JAOKYMEHTE, 3aMelleH [0 MEHbIIEeH Mepe OJHOW TIpyNmnou
3aMecTHTeNsl. B Ipyrux BapmaHTax peaju3anuy M300peTeHHs 0 MeHbIIEH Mepe OIlHA MIIH BCe
yYKa3aHHbIE TPYMIbI 3aMELIEHbI IO MEHBIIEH MepPe ONHOU IPYIMIION 3aMECTUTENS] OTPAHUYEHHOTO
pasmepa. B nmpyrux BapuaHTax peanu3alud HU300peTEeHHs] IO MEHbIIeH Mepe OJHAa WM BCe

yKa3aHHbIE IPYIIIbI 3aMELIEHbI 110 MEHbIIEH Mepe OJHON IPyNIION HU3LIETO 3aMECTUTEIIS.
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[0040] B ppyrux BapuaHTax peaju3allii COEIWHEHHMH COIJIACHO HACTOSINEMY JOKYMEHTY,
KOKABIH 3aMEUICHHBIH WM HE3aMEUIEHHBbIH aJKUJI MOXKEeT OBITh 3aMEIIeHHBIM WU
He3aMmelleHHbIM C1-Cpp alKuiIoM, KaxAbli 3aMEIEHHbIH WIM HE3aMEIlEeHHBIH T'eTepOaKuI
NpeAcTaBysieT OO0 3aMeInNeHHbIH WM He3aMeLIeHHbIH 2-20-uJeHHbIH reTepoaKul, KasKabli
3aMEIIeHHBbIH WJIM He3aMEINEeHHbIH LHMKJIOAJKUI TPEACTaBIsieT COOOH 3aMeLIeHHbIH WIn
HesamemeHHbil  C3-Cg  HUKIOANKWI, W/HWIM KaXKIbli 3aMEIIeHHBbIH WIHM He3aMeIeHHbIH
reTepPOLIMKIIOANIKA TIPEACTaBisieT CcOOOH 3aMelleHHbIH WM He3aMEIleHHbIH 3 -8-4JIeHHbIH
reTepOLUKIOANKII. B HEKOTOPBIX BapUaHTaX pean3aliyd COSAUHEHUN COTJIACHO HACTOSIIEMY
OOKYMEHTY, KaKAbIH 3aMEINeHHBbIH WM HE3aMEIUEeHHbIH aJKWJIEH NpPEeACTaBisieT CcoOoit
3aMeleHHbIi uan HeaMmeleHHbI Ci-Cyy alKuiieH, KaKabli 3aMeIleHHbI I He3aMellleHHbIH
reTepOAJIKUIEH TMPEACTABIsieT COOOW 3aMEINeHHbI WM He3aMelleHHbIH 2-20-4JIeHHbIH
reTePOANIKIIICH, KaXKAbl 3aMEIICHHBbIM WM HE3aMEIIEHHbIH LUKJIOAJIKUJIEH TPEICTABIISCT
coboii 3amerneHHbIl Wi He3amereHHbIH Ci3-Cg IUKIOANKUIEH, W/HIN KaKIbIi 3aMeIeHHbIH
WIH HE3aMEIIEHHBbI TeTEePOLUKIOANKUICH TIPEACTaBiIseT Co0OW  3aMeIleHHbIH  Wid

He3aMeIleHHbIH 3-8-4JIeHHBIN reTepOLMKIOaNIKIIIEH.

[0041] B HexoTOpBIX BapHaHTAaX pealu3aluyd H300PETeHUsT KaXKIbI 3aMEIIeHHbIH WU
HEe3aMeIIeHHbIN aJIKII MpeacTaBisier coboll 3amerneHHblii i HesamewmeHHbld C-Cg amku,
KaXKIIbI 3aMELIeHHbI WM HE3aMEIIEHHbIH I'eTepOAKUJ MPEACTaBisieT cOOON 3aMelIeHHbIH
WIM HE3aMEIlEeHHbIN 2-8-uJieHHbIN TeTepoankuil, KaXk[Ablil 3aMeLIeHHbIH WM He3aMeLleHHBIN
LUKJIOAJIKUJI TIPEICTABIISIET COOO0M 3aMelneHHbId Win He3amelneHHbli C3-Cy MUKIOamKuI u/uim
KQKIbI 3aMEIIEHHBI WM HE3aMEUICHHBI TeTepPOLMKIOANKUI  TPEACTaBIseT COOOM
3aMELIeHHbIM WM HE3aMEIEeHHbIN 3-7-4JIeHHBIM I'eTepOLUKIOANKII. B HEKOTOpPBIX BapuaHTax
peanu3anuy U300pETEHUs] KaXKIbIi 3aMEINeHHbIN UM HEe3aMEINEeHHbIN aJKUJIEH MPENCTaBIsET
coboii 3amemneHHblii uiau  He3ameleHHbIH Ci-Cg  ankuieH, KakIblii 3aMEIIeHHbIH UM
HEe3aMEIIeHHbIN TeTepOaJIKUJIeH MPEACTaBisieT cOOOH 3aMelleHHbIH WM He3aMeIleHHbIN 2-8-
YJIEHHBIA TETePOANKUIICH, KaXKIAbIH 3aMEIICHHbI WM HE3aMELIEHHBbIM LUKJIOAIKUIICH
npeacTaBisier coOOM 3aMelleHHbI uin He3aMeleHHbIH C3-Cy MUKIOANKUIISH, W/ KaXKIbIi
3aMeIeHHbIA UM He3aMEeIEHHBIN reTePOLIUKIIOANKIIICH MPECTaBIIeT COOOM 3aMeIeHHbIH UITH

HE3aMELLEeHHbIN 3-7-4JIEHHbIN reTePOLUKIOAIKUIICH.

[0042] Hexkoropble COoegWHEHHs TO NAHHOMY H300PETEHUIO COAEpPKAT ACUMMETPUYECKHE
aToMbl yrieposaa (ONTHUECKHE WM XHPAIbHbIE LEHTPBI) WM JBOWHBIC CBSI3U; YHAHTHOMEPHI,
panemMarsl, TUacTepeoMephl, TAYyTOMEPBI, TEOMETPHUYECKHE N30MEPHI, CTEPEON30MepHBIE (POPMBI,
KOTOpbIE MOTYT OBITH OIpEAeNieHbl, B TEPMUHAX aOCOMOTHON crepeoxumud, kak (R)- wmu (S)-

wn Kak (D)- wnu (L)- ayis aMUHOKHUCIIOT, B OTAEJbHBIE U30MEePbl HAXOASTCS B Ipeneax oobema
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HacTosiero n3oopererus. CoeqUHEHNUs 10 JAHHOMY H300pPETEHUIO HEe BKIJIIOYAIOT T€, KOTOpbIE
W3BECTHBI B JAHHOW OOJIACTH TEXHMKHM KaK CIUIIKOM HecTaOWJbHBIE IJIsI CHHTE3a W/WUIIH
BeIeneHns. Hacrosiimee n300peTeHne BKIIOYAET COCOUHEHUS B PALEMMYECKONH U ONTHYECKU
akTuBHON ¢opmax. Ontudecku aktuBHble (R)- u (S)- mm (D)- u (L)-uzomeprl Moryt ObITH
HOJTy4YeHbI C IPUMEHEHHEM XUPAIbHBIX CHHTOHOB WJIM XUPAJbHBIX PEAreHTOB JIN00 pa3aeseHbl ¢
NIPUMEHEHUEM TPAJULMOHHBIX MeTOAuK. Ecnn coennHenus, onucaHHble B JaHHOM JOKYMEHTE,
comepkaT one(UHOBBIE CBSA3M MM APYrHe LEHTPbl FeOMETPUYECKOH aCUMMETPHHU, U €CJIU He
yKa3aHO WHOE, NPEAyCMaTPUBAETCs, YTO COequHeHHs BKIO4YaloT E u Z reomerpuueckue

HU30MEpBI.

[0043] Kax wucnonp3yercss B HACTOSIIEM JOKYMEHTE TEPMUH «U30Mepb» 00O3Haudaer
COEMHEHUs] C OJMHAKOBBIM KOJHYECTBOM U BHIOM aTOMOB H, TAKHMM 00pa3oM, ¢ OIUHAKOBOM
MOJIEKYJISIPHOH Maccoi, HO OTJIMYAIOIINECS C TOUYKH 3PEHUsI CTPYKTYPHOMH MOCIIE0BATEIbHOCTU

WA KOHQUTYPALIUU aTOMOB.

[0044] Tepmun «TayToMep», KaKk UCMONB3YETCS B HACTOSIIEM JOKYMEHTe 0003HAYaET OJUH U3
OBYX WM OoJiee CTPYKTYPHBIX H30MEPOB, KOTOPbIE CYLISCTBYIOT B PABHOBECHH, U KOTOPBIE

JIETKO TIPEBPAINAIOTCS U3 OTHOU U30MEPHOH (POPMBI B APYTYIO.

[0045] [lns crenmanmcra B NAaHHOW 00JacTH TEXHUKH OyleT OYEBHUAHO, YTO HEKOTOPBIE
COCIUHEHHs] TI0 HACTOSIIEeMYy H300PETeHHIO MOTYT CYIIEeCTBOBaTb B TAayTOMEPHBIX (opmax,
npuYeM BCe Takue TayToMepHble (OPMbI COEAMHEHUI HAXOmATCS B Tpenenax oObema

N300peTeHws.

[0046] Ecnu He yka3zaHO MHOE, CTPYKTYpbI, NMPUBEACHHBIE B HACTOSINEM IOKYMEHTE, TaKXkKe
BKJIFOYAIOT BCE CTEPEOXUMHUUECKUE (POPMBI CTPYKTYPBI; T.€. KoHPuUrypauuu R u S mis kaxxaoro
ACUMMETPUYECKOro LeHTpa. Takum 00pa3om, OIMHAPHBIE CTEPEOXHUMHYECKUE U30MEPBI, a TAKKE
OHAHTUOMEPHBIE U AUACTCPCOMEPHBIC CMECHU HJaHHDbIX COeI[I/IHeHPIfI, B LCJIOM IMNPHU3HAHHBIC
CTa6I/IJIbHI:>IMI/I criequanucraMu B I[aHHOfI O6.]'IaCTI/I TEXHUKHU, HaAXOOATCA B IMpEAciiax 061:eMa

N300peTEHHSI.

[0047] Ecnu He yka3aHO WHOE, CTPYKTYPBI, NMPUBEICHHBIE B HACTOSIIEM JTOKYMEHTE, TaKXKe
BKJIFOYAIOT COENMHEHUs], KOTOPbIE OTJIMYAIOTCS TOJBKO HAIWYHUEM OIHOTO WJIM HECKOJBKHX
U30TOMUYEeCKN OOOrameHHbIX aToMOB. Hanpumep, coenMHEeHNs TPEICTaBICHHON CTPYKTYPBI, 32
HCKJTFOUEHHUEM 3aMEHbI BOJIOPOIa AeUTEepUEM WJIN TPUTHEM, WU 3aMEHbI yIJIeponia BC- m Me-

0OOTaIeHHBIM YTIIEPOIOM, HAXOJSITCS B Mpeesiax 00beMa HACTOSIIETr0 H300PETeHHUS.

[0048] CoenuneHus nmo HacTosimeMy H300pPETEHHIO MOTYT TaKXe COMAEepKaTb HENPUPOAHBIE

NpOoNnopurur aTOMHBIX HU30TOMNOB AJIsI OAHOI'O0 WIIM HECKOJBbKHUX aTOMOB, U3 KOTOPbIX COCTOST
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Takue coennHeHus. Hampumep, coennHeHUs: MOTYT OBITh PaAMOMEUEHHBIMH PaJUOAKTHBHBIMU
O N 125

w3oTonamu, Hanpumep, Takumu kak tpuruii (H), ion-125 (‘*I) mmn yraepon-14 (M'C). Bee

W30TONHbIE BapUallMM COENWHEHWH I10 HACTOSALEMY H300pPETEHUI0, PaJNOAaKTHBHbIE WIIH

HEepaauOaKTHBHbBIE, HAXOMATCS B Ipeeax o0beMa HaCTOSIIEro n300peTeH sl

[0049] CumBOaX «~~-» 00O3HAUAET MECTO NPHUCOSTUHEHUS] XUMHYECKOro (parmeHTa K

OCTAJIbHOM YaCTH MOJIEKYJIbI MJIH XUMUYECKOH POPMYJIBI.

[0050] CnoBa B eOMHCTBEHHOM 4YHCJIE€ B JaHHOM JOKYMEHTe TaKke OOO3HAYarT W
MHOKECTBEHHOE 4uCyio. KpoMe TOro, «3aMelIeHHbIi» B HACTOSIIEM JOKYMEHTE O3HA4YaeT, 4To
yKa3aHHask TPyIIa MOKET OBITh 3aMelIeHAa OJHHMM MJIM HECKOJbKUMH W3 JIFOOOr0 WM BCEX
yKa3aHHbIX 3amectuteneil. Hampumep, ecnu rpynmna, Takas Kak aJKUIbHAs WM T€TePOapUIIbHAS
rpynmna, «3ameineHa He3zamelleHHbIM C-Cyy ankuiomM unu He3amelleHHbIM 2-20-4JIeHHBIM
TeTEPOATKUIIOM», TO TPYIIA MOXKET COAEpKaTh ONUH HIJIM HECKOJNbKO He3amemeHHbIX Ci-Cag

AJIKUJIOB M/WJIH OJMH HJIM HECKOJIbKO HE3aMCIICHHBIX 2-20-4IeHHBIX reTCPOAIKHUIIOB.

[0051] Kpome ToOro, ecmu ¢parMeHT 3aMelleH 3aMecTuTeieM R, rpymma MoxkeT ObITh
obo3HaueHa kak «R-3amemenHas». Ecmu ¢parment sBisercs R-3amemenHbM, (parmMeHT
3aMelleH 10 MEeHbLIeH Mepe OTHUM 3aMecTuTeneM R, u kaxapiii 3amectutens R Heobs3aTenpHO
apnsercs ApyruM. Ecinu koHkpeTHas rpynna R npucyTcTByeT B OMHMCaHUU XMMHUYECKOTO Kjlacca
(takoro kak @opmyna (1)), cMMBOJ TATUHCKOTO anaBUTa MOKET MPUMEHSITHCS JJIS1 PA3IMUCHUS
KaX0H U3 BCTpevaroluxcs KOHKpeTHeIX rpynn R. Hampumep, ecin mpucyTCTByeT HECKOJIBKO
3aMECTHUTENIEHN RB, TO KaKIbIA 3aMECTUTED R moxHo Pa3INYUTh Kak R" A, R13B, R13C, RP y
7.1, rae kaxeii w3 R4, R1PE RS R u ra. snsercs taxum, kak OIIpeAesIeHO B 00beMe

13
onpeneneHusi R~ u HeoOsA3aTeTbHO UHBIM.

[0052] Onwucanue coenMHEHWH MO HACTOSINEMY M300PETEHHMIO OTrPAHHMYEHO NPHHLIMIIAMH
00pa3oBaHUs XUMHUYECKHX CBsI3€H, M3BECTHBIMHU CIIELUAIUCTAM B JAHHOW OOJIACTH TEXHUKU.
CoOOTBETCTBEHHO, €CITU TPYIINa MOXKET OBITh 3aMeIlleHa OJHUM HJIH HECKOJIbKHMH M3 MHOXKECTBA
3aMEeCTHTEJIeH, TaKOe 3aMeIeHHe BBIOMPAIOT TAKUM 00pa3oM, YTOOB! BBIMOJHSINCH MPHHLUTIBL
o0pa3oBaHUs XUMHYECKUX CBsi3ell M OBUIM TONyYeHBbl COSNUHEHMs, KOTOpbIE HE SIBISIFOTCS
HeCTaOMIIbHBIMH TIO CBOEH NPUPOAE W/WIM HM3BECTHbI OOBIYHOMY CIELUANUCTY B JaHHOH
o0NacTH Kak BEpOSTHO HeCTaOWJbHBIE NMPH OOBIYHBIX YCJIOBUSX, TAKUX KaK BOIHAs Cpena,
HeWTpallbHast Cpeda H HEKOTOpble W3BeCTHble (usmonorndyeckne yciosus. Hampumep,
TeTePOLUKJIOATKIII WM TeTepoapui IMPHUCOECAUHAIOT K OCTAJIbHOW YacTH  MOJIEKYJIbI

MOCPEACTBOM I€TEpPOATOMA KOJIbLIAa B COOTBETCTBUH C INPUHOUIIAMN o6pa3013aH1/1;{ XUMHUYCCKHX
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CB$I3€I\/'I, HU3BCCTHBIMU CIICOHaJIUCTaM B HaHHOﬁ obnactu TCXHUKH, TaKUM O6p&30M uzberas

HecTaOMITbHBIX 10 CBOEH NMPUPOAE COSAMHEHHI.

[0053] Tepmun «dapmManeBTUUYECKH TpUEMJIEMble COJIM» BKJOYAeT COJM aKTHUBHBIX
COCMHEHHH, KOTOpble TOJYYeHbl C OTHOCHTEIbHO HETOKCHYHBIMH KHCJIOTAaMU WU
OCHOBAHUSIMH, B 3aBHCHMOCTH OT KOHKPETHBIX 3aMECTHUTEJIeH, HalJeHHBIX B COEIMHEHUSX,
ONMUCAHHBIX B HACTOSIIEM JOKyMeHTe. Eciu coemuHeHHMs MO HACTOSLIEMY H300pETeHHIO
COZIEPKAT OTHOCUTENIBHO KHUCJIble (DYHKIMOHANbHbIE TPYMIMbl, MOKHO TMOJYYHTh OCHOBHO-
aIIUTUBHBIE COJIU MyTE€M MPHUBENEHUS B KOHTAKT HEUTPaNbHOW (POPMbI TAKMX COSOUHEHHH C
JOCTATOYHBIM KOJIMYECTBOM II€JIEBOIO CHOBAHHS, B HEPA3BEJCHHOM BHUJE WM B MOIXOISIIEM
WHEPTHOM pacTtBoputene. [Ipumepnl (apManeBTHUECKH MNPUEMIIEMBIX OCHOBHO-aIUTHBHBIX
COJIel BKJIFOYAIOT COJIM HATPUsI, KaJlvsl, KaJbLUs, aMMOHUSI, OPTaHMYECKONH aMUHOTPYIIBI WU
MarHus WIA MOAOOHBIe CONMM. ECIU COenMHEHUs MO HACTOSIIeMy HW300pPETeHHIO COAepiKat
OTHOCHUTEJIbHO OCHOBHBIE (DYHKIMOHAJIbHBIE TPYMIbI, KUCIOTHO-aJUTHUBHBIE COJIM MOKHO
MOJIYYUTh TPUBEACHUEM B KOHTAKT HEUTPAIbHOU (DOPMBI TAKUX COETUHEHHH C JOCTATOYHBIM
KOJIMYECTBOM KEJIATEIbHONW KUCJIOTBI, B HEPA3BEACHHOM BHUJE WJIM B MOAXOMASINEM HHEPTHOM
pacrBopurene. Ilpumepbl (apManeBTHUECKH MPUEMJIEMbIX KHCJIOTHO-aAJAUTUBHBIX COJIEH
BKJTIOYAIOT TMOJIyY€HHBbIE ¢ HEOPTraHUYECKHUMH KHUCJIOTAMH, TAKUMH KaK XJIOPUCTOBOIOPOIHAs,
OpoMoBOIOpOIHAS, a30THasl, yTOJIbHAs, MOHOTHJIPOKCHYTOJIbHAS, tdhocdopHasi,
MoHorupokcudochopHasi, nuruapokcudochopHas, cepHasi, MOHOTUIPOKCUCEPHAsI,
HonoBonoponHas uiH GpochopHbIe KUCIOTHI U T. I1., @ TAKXKE COJIH, MOJyY€HHbIE C OTHOCUTEJIBHO
HETOKCHMYECKUMHU OpPraHMYeCKUMH KHCJIOTaMH, TaKUMHU KakK yKCyCHas, IPOIMHUOHOBAs,
U30MaCIsiHAS, MAJICMHOBAs, MAaJIOHOBasi, O€H30iHas, siHTapHas, cyOepoBas, QymapoBas,
MOJIOYHAsi, MaHzenoBasi, (raneBasi, OeH30JCYIb()OHOBAS, H-TONUICYJIb(OHOBAS, JIMMOHHAS,
BUHHAs, I[aBeJieBasi, METaHCYJIbHOHOBAs U T. M. Takke BKIFOYEHBI COJM aMHUHOKHCIIOT, TaKHe
KaK apruHaT W T. 0., U COJIM TaKUX OPTaHUYECKUX KHUCJIOT, KaK TJIIOKYPOHOBAs WU
rajlakTypOHOBAsi KUCJIOTHI U T. 1. (cm., Hanpumep, Berge et al., «Pharmaceutical Salts», Journal
of Pharmaceutical Science, 1977, 66, 1-19). HekoTopbsle KOHKPETHBIE COETUHEHHS II0
HACTOSIIIEMY H300pETEHUI0 CONEPIKaT OCHOBHBIE M KUCJOTHBIC (DYHKIMOHAIBHBIE TPYIIIBI, YTO

MO3BOJIACT COCANHECHHUAM IMPEBPALIATBCA B OCHOBHO- UJIW KUCJIOTHO-aAAUTHUBHBIE COJIN.

[0054] Takum oOpa3zom, COENMHEHHs MO HACTOSLIEMY H300PETEHHIO MOTYT CYILIECTBOBATh B
dopme corel, TakUX Kak CONMM C (papMaLeBTHYECKH MpHeMIIeMbIMH Kucioramu. Hacrosiee
n300peTeHne BKJFOYAET Takue conu. lIpumepbl Takux CoJiell BKIHOYAOT TUAPOXIOPUIBL
ruapoOpoMunbl, CynbhaTel, METaHCYJIb(OHATHI, HUTPATBHL, MajeaThl, AaleTaThbl, IUTPATHI,

¢dbymapatel, TapTrparbl (Hampumep, (+)-tapTpartbl, (-)-TapTpaThl MM UX CMECH, B TOM YHCIE
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palleMHYecKue CMeCH), CYKIMHATBhI, O€H30aThl M COJH C AMHHOKHCIOTAMH, TaKHAMH Kak
TJIyTAMUHOBAsl KUCJIOTA. YKa3aHHbIE COJIM MOTYT OBbITh MOJY4YeHBI CHOCOOAMM, WU3BECTHBIMHU

crnenuajaucraM B JIAaHHOM 00J1aCTH TEXHUKH.

[0055] Heiirpanbable GOpMbI COETUHEHUN NPENNOYTUTENBHO PEreHEepUPYIOT NPHUBEIEHUEM
COJIM B KOHTAKT C OCHOBAHMEM WJIM KHUCJIOTOW U BBIIEICHUEM POAUTENbCKOTO COECIUHEHUs
o0bI4HBIM criocoOoM. Ponmutenbckas GopMa COSOMHEHHs OTIMYAETCS OT PAa3JIMYHBIX COJIEBBIX
¢dbopM HEKOTOPHIMU (PU3UYECKUMHU CBOWCTBAMH, TAKUMH KaK PAaCTBOPUMOCTh B TOJSIPHBIX
pPacTBOPUTEISIX.

[0056] Kpome coneBbix (opMm, B HACTOSAIEM H300pPETEHUU NPEIIAralOTCs COEIMHEHUS,
KOTOpbIe HaxomsTcs B opme mposiekapeTsa. [IponekapcTBa COETMHEHNH, OMTMCAHHBIX B TAHHOM
IOKYMEHTE, BKIIFOYAIOT COEIUHEHHSI, KOTOPBIE JIETKO MOAAIOTCS XUMHUECKUM MOIH(DUKALIUSM B
(pU3NONOTHUECKUX YCIOBUSX € OOpa3OBaHUEM COEAMHEHHH IO HACTOSIIEMY H300PETEHHIO.
JIOTIOJTHUTENBHO, TPOJIEKAPCTBA MOTYT OBITh NPEBPALICHbI B COCAMHEHHUS IO HACTOSIIEMY
N300pETEHNI0 XUMHUYECKUMH WM OMOXMMHUYECKMMH criocodamu B cpene ex vivo. Hampumep,
NPOJIEKAPCTBA MOTYT MEIJICHHO IMPEBPAILATHCS B COSNUHEHHs 10 HACTOALIEMY H300PETEHHIO
IPY TIOMEIIEHNH B pe3epByap TPAHCAEPMAIBHOTO IIACTBIPS C MOAXOMAINM (PEPMEHTOM WU
XUMHYECKUM PEareHTOM.

[0057] Hexoropele coOeaMHEHUs] IO HACTOSALIEMY H300PETEeHMI0 MOTYT CYINEeCTBOBATb B
HECOJIbBATUPOBAHHBIX (OpMax, a TaKkKe B COJbBATHPOBAHHBIX (POpMax, BKIIIOYAs THAPATHBIE
¢dopmbL. B nenom conpBaTHpoBaHHBIE (POPMBI SKBUBAJIEHTHBI HECOJIBBATUPOBAHHBIM (hopMaM U
BKJIIOUEHbI B 00BEM HacToslero u3oOpereHus. HekoTopele COEOMHEHHUs 1O HACTOSIIEMY
n300pEeTEHHIO MOTYT CYLIECTBOBATh B HECKOJIBKUX KPUCTAIUIMYECKUX HITH aMOpHBIX popmax. B
nesnoM Bce (usuueckue (GopMbl SIBISIOTCS SKBHUBAJIEHTHBIMH C TOYKH 3PEHUS] MPUMEHEHHS],
NPEAYCMOTPEHHOTO HACTOSIIUM H300pETeHUEM, U BKIIFOUEHbI B 00BEM JAHHOTO U300PETEeHUsI.
[0058] B nanHOM HOKYMEHTE TEPMHUH «COJIb» 0003HAYAET COJIM COSOUHEHHH ¢ KUCIOTOW WU
OCHOBaHHEM, TPUMEHseMbIe B CIIOCO0axX MO HACTOsIEeMy H300peTeHHto. WILToCTpaTHBHBIMU
NpUMEpPaMH MPUEMJIEMBIX COJIEH SIBIIIOTCS COJM MHUHEPAJbHBIX KUCIIOT (XJIOPHCTOBOAOPOAHOM
KUCJIOTBI, OPOMOBOIOPOIHON KHUCIOTHI, (POCHOPHON KHUCIOTHI W T.M.), COJNU OPTaHUYECKUX
KUCTOT (YKCYCHOM KHUCJIOTBI, TPOMUOHOBOH KHUCJIOTBI, TJIyTAMHHOBOH KHUCJIOTBI, JTUMOHHOM
KUCJIOTBI | T.I1.), COJIM YETBEPTHYHOTO aMMOHHUSI (METHIIHOANIHAS, STHIHOANIHAS H T. II.).
[0059] TepmuHBI «JIeUeHHE» HITH «Teparus» 0003HAYAIOT JIOObIE TOKA3aTeNH yCIeXa B JICUSHUU
Wi OOJIerYeHNH TOBPEXKACHMs, 3a00JIeBaHUs, MATOJIOTMU WM COCTOSHHSL, BKJFOYasl JFOOON
OOBEKTUBHBIM UM CYOBEKTHBHBIN MapameTp, HAIpUMep, CMITdeHNne, PEMUCCHIO; YMEHBIICHNE
CUMITOMOB WM TOBPEXKIEHUS, JY4YLIYI0 IEPEHOCUMOCTb MALUEHTOM MATOJOTUU HWJIH

COCTOAHUS, 3aMENJICHUE CKOPOCTU ACTCHEPALIMN WIH CHUKCHNUS, YMEHBIICHUEC NMHBAJTUAU3AallUN B
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KOHEYHOH TOYKE [EereHepaliy;, IMOBBIIIEHHE (PU3NYECKOTO MM MEHTAJIBHOTO OJaromnoyqus
nanueHTa. JledeHue wim o0JerdeHrue CUMIITOMOB MOXKET ObIThb OCHOBAHO Ha OOBEKTHUBHBIX WU
CyOBEKTHUBHBIX napamerpax; BKJIFOYast pe3ybTaThl MeIULITHCKOTO OCMOTpA,
HEMPONCUXUATPUIECKUX TECTOB W/WIIM NCUXUATPUUYECKYIO OLEHKY. TepMHH «JiedeHHe» U ero
COYETaHMs] BKJIOYAIOT TPENOTBPAIIECHUE MOBPEXKIEHMs, IAaTOJOTHH, COCTOSHUS — WJHU
3aboseBaHus.

[0060] «<DddexTHBHOE KONMMYECTBO» — OTO KOJUYECTBO, JOCTATOYHOE ISl JOCTHIKEHUS
3asiBICHHOHN Lienu (Hampumep, noctwkenue dpdekra, s KOTOPOro MPOU3BOIUTCS BBEACHHUE,
JeueHne 3a00JIeBaHNUs], CHIXKCHUE aKTUBHOCTH (DEPMEHTA, YMEHBLICHUE OJJTHOTO WJIM HECKOJIBKHIX
CHUMIITOMOB 3a00JIEBaHMsI WJIM COCTOSIHUS, CHW)KEHHE YPOBHS AKTUBHOCTH KHHAa3bl B KJIETKE
(mampumep, JAK2, Src, STAT3, ABLI, T35 wmyranr ABL1, TYK2, Aurora A,
nukmH3aBucuMoin kuHasbl i GSK-3B). ITpumepom «3((eKTHBHOrO KOJUYECTBA» SIBIISETCS
KOJIMYECTBO, JOCTATOYHOE, YTOOBI CIIOCOOCTBOBATH JICUEHHIO, NPEAOTBPAIICHUIO  HIIH
YMEHBIICHUIO CHMIITOMa WM CHMIITOMOB 3a0ONIeBaHMs, KOTOPOE TaKXKe Ha3bIBAIOT
«TepaneBTUIeCKU 3P PEKTHBHBIM KOIUIECTBOMY. «Y MEHBIIEHHE» CUMIITOMA WJIH CUMITOMOB (1
rpaMMaTHYECKHE SKBHBAJIEHTHI 3TOH (hpa3pl) 0003HAUAET YMEHBIIEHHE TSKECTH WM YaCTOTHI
NPOSIBJIEHUs] CHUMINTOMA(-OB) WM yCTpaHeHue cumnroma(-oB). TouHble KonudecTBa OyayT
3aBHCETh OT LIEJIN JIEYeHUs] U OyIyT OUEBHIHBI AJIS CIIELUANCTA B AHHON OOJACTU TEXHHUKH C
NPUMEHEHHEM H3BECTHBIX CIoco0oB (cm., nanpumep, Lieberman, Pharmaceutical Dosage
Forms (vols. 1-3, 1992); Lloyd, The Art, Science and Technology of Pharmaceutical
Compounding (1999); Pickar, Dosage Calculations (1999); u Remington: The Science and
Practice of Pharmacy, 20th Edition, 2003, Gennaro, Ed., Lippincott, Williams & Wilkins).
[0061] «KoHTpoNb» MM «KOHTPOJBHBINA 3KCIEPUMEHT» UCIIONb3YETCSl B COOTBETCTBUU C €T0
NPOCTBIM OOBIYHBIM 3HAYEHHEM M O0O3HA4YaeT 3KCIEPUMEHT, B KOTOPOM CYOBEKTBI HIIH
peareHTl B OKCIEPUMEHTE pPACcCMATPHUBAIOTCA KaK MapPAUICTbHBIA  SKCIIEPUMEHT, 3a
UCKJIFOYEHHEM TIPOITyCKa MPOLEAYPhI, peareHTa Wik MePeMEeHHON SKCIeprMeHTa. B HEKOTOpbhIX
oOpasuax KOHTPOJb UCIONB3YeTC B Ka4deCTBe CTAaHAAPTa CPAaBHEHHsS TIPU  OLICHKE
SKCIIEPUMEHTATIBHBIX 3(PPEKTOB.

[0062] «IIpuBeneHue B KOHTAKT» HCIOJB3YETCS B COOTBETCTBUHU C €0 MPOCTHIM OOBIYHBIM
3HaYeHHeM M 00O3HAYaeT MpOLEecC, B KOTOPOM IO MEHbLIEH Mepe ABYM pa3HbIM OOBEKTaM
(HampuMep, XMMHUYECKUM COEIWHEHHSIM, BKIIFOUas OMOMOJIEKYJbI, MJIHM KJIETKaM) MO3BOJSIOT
IOCTaTOYHO MPHUOJIM3UTHCS APYT K APYTY, 4TOOBI BCTYIIUTh B PEAKIIHIO, B3AUMOEHCTBOBATh UIIH
¢usnuecku compukacatecsi. OmHAKO CleAyeT IMOHUMAaTh, YTO pPE3YJIbTUPYIOIIUN MPOIYKT

peakuuu MoXeT ObITh 00pa3oBaH HEMOCPENCTBEHHO B pe3yJbTaTe pEaKIUuH MeEeXIy
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n00aBIeHHBIMHI PEAreHTaMH WIM U3 MPOMEXKYTOYHOTO COETUHEHHUS M3 OTHOTO WJIM HECKOJIbKUX
no0aBIeHHBIX PEAr€HTOB, KOTOPBIE MOTYT OOPa30BHIBATHCS B PEAKLINOHHONW CMECH.

[0063] Tepmun «npuBeneHUE B KOHTAKT» MOXKET BKJIIOUATh MPEAOCTaBJIEHUE IBYM O0BbEKTaM
BO3MOXXHOCTH BCTYIIaTh B PEAKIIMIO, B3aMMOAEHCTBOBATh WM (PU3UYECKH CONPUKACATHCA, MPU
5TOM OOBEKTBI MOTYT HPEACTABISTh COOOH COENUHEHUE, ONMMCAHHOE B HACTOSIIEM TOKYMEHTE, U
6enok wim pepment (Hanpumep, JAK, JAK2, TYK?2, c-Src, ABL1, T3151 myrant ABL1, Aurora
A, GSK-3f3, CDK). B BapuaHTax peaju3anuud U300peTeHUs] MPUBEACHUE B KOHTAKT BKJIFOYAET
NPEAOCTABIICHHNE COEAMHEHWIO, OMHCAHHOMY B  JAaHHOM JIOKYMEHTE, BO3MOXKHOCTH
B3aUMOJICIICTBOBATh C O€NKOM MM ()EPMEHTOM, KOTOPBIH YYacTBYEeT B CUTHAJIBHOM IyTH
(manmpumep, nyta STAT3).

[0064] Kax ompenensiercs B  JaHHOM  JOKYMEHTE, TEPMHUHBI «HUHTHOHUPOBAHHE,
«UHTHOMPOBATH», «UHTHOMPYIOLIMI» M TOAOOHBIE CO CCHUIKOM Ha B3aMMOJAEHCTBHE OENOK-
UHruOUTOp 0003HAYAIOT OTPHULIATENIbHOE BIUSHIE (HAIPUMEp, CHIDKAIOIEe) Ha aKTUBHOCTD MJIH
¢ynkumto Oenka (Hampumep, yMmeHblieHue (ocopunupoBanus Apyroro Oenka KHHA30M)
OTHOCHTENIbHO aKTUBHOCTH WIN (PyHKLUMHU Oenka (HampuMep, KHHa3bl) B OTCYTCTBHE HHIHOUTOPA
(HarpuMep, WHrUOWTOpPAa KWHA3bl WM HWHTHOMPYIOLIEro KWHAa3y coequHeHus). B BapuaHTax
peanm3auny u300peTeHus MHruOupoBaHue (MoaaBieHHe) 0003HAYaeT YMEHBLICHHE TSDKECTH
3a0oneBaHusT WJIM CHMITOMOB 3a0oneBaHus. B BapuaHTax peanusanuu H300peTEHUs
UHruOupoBaHue O0OO3HAUAET YMEHBIIEHWE AaKTMBHOCTH NyTH T[epeJadyd CHUrHala HIn
CHUTHAJIBHOTO TNYTHU (HampuMep, YMEHbLIEHHEe aKTUBHOCTH myTH, Bkirodaromero JAK, JAK?2,
TYK2, c-Src, ABL1, T315I myrant ABLI1, Aurora A, GSK-3B, CDK, STAT wunu STAT3).
Takum ob6pa3om, MHrHOMpOBaHME BKJIOYAET, MO MEHBIIEH Mepe YaCTUYHO, YaCTHMYHOE WU
NOJIHOE OJIOKUPOBAHME CTUMYJLSILMM, YMEHbIICHHE, TNPENyNpeKIeHHe WIH 3aIepiKKy BO
BPEMEHHU AaKTHBALWW WJIM WHAKTHBALWH, AECEHCHOWIN3ALWMU WIH PErysIlMd B CTOPOHY
YMEHBIICHUSI TepeJadyd CUTrHaja MWid (EePMEHTHOW AaKTUBHOCTM WJIM KOJH4YecTBa Oenka
(mampumep, JAK, JAK2, TYK2, c-Src, ABL1, T315I myraut ABL1, Aurora A, GSK-33, CDK,
STAT wnu STAT3). B Bapuantax peanusanuu uzooperenus JAK, JAK2, TYK2, c¢-Src, ABLI1,
T3151 mytant ABL1, Aurora A, GSK-3f3, CDK, STAT wnmu STAT3 npencrasisitoT codoit Oeok
YeJIOBEKa.

[0065] Tepmun «monymsaTop» OOO3HA4YaeT KOMIIO3UIIMIO, KOTOpas YBEJIUYUBAET MU
YMEHBIIAET YPOBEHb MOJEKYJbI-MUIIEHH WIH (YHKIHIO MOJIEKYJIbl-MHUIIEHH (HAIpUMeD,
MUIIeHb MOkeT ObITh KuHa3ol (takon kak JAK, JAK2, TYK2, c-Src, ABL1, T3151 myrtant
ABLI1, Aurora A, GSK-3B, CDK), u ¢yHKkuus Moxer coctosith B (ochopummupoBaHun
MOJIEKYJIbI, HJIH MHUIIeHb MOXeT ObITh KnHa3zol (Hampumep, JAK, JAK2, TYK2, ¢-Src, ABLI,

T3151 myrant ABLI1, Aurora A, GSK-38, CDK), u ¢ysHkius moxer ObiTh (yHKIMENH Ha
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NOCJIENYIOUINX CTagusiX curHanbHoro mytH, B ToM uucie STAT wnmm STAT3). B Bapumanrtax
peanu3aluyd U300pETeHUs] MOAYJISITOP KHUHA3bl MPENCTaBisieT COOOW COeAMHEHHE, KOTOpOe
CHI)KAeT aKTUBHOCTh KWHA3bI B KJIeTKe. MOAYIISITOP KHHA3bl MOXKET CHIDKATh AKTUBHOCTH OHOU
KUHA3bl, HO BBI3bIBATH MOBBILIEHHE (DEPMEHTHON aKTUBHOCTH APYTOM KHHA3BI, YTO MPUBOAUT K
YMEHBIICHHUIO WA YBEJHUEHHUIO, COOTBETCTBEHHO, pOCTa U Mposudepaiiy KieTok. B BapuanTax
peanuzauuu M300peTeHHsT KUHA3HBIH MOIYJSTOp 3a00jeBaHUs — 3TO COENUMHEHHEe, KOTOpOe
YMEHBIIAET TSHKECTh OHOTO WJIM HECKOJIbKUX CUMITOMOB 3a00JIeBaHUs, CBSI3aHHOTO C KUHA30M
(Hampumep, paka).

[0066] «ITammienT» WM «CyOBEKT, HYKOAKOIIMICS B 3TOM» O0O3HAYaeT KUBOW OpPraHU3M,
CTPAJarOIINiA OT WJIU CKJIOHHBIH K PA3BUTHIO 3a00JIEBAHUS WM COCTOSHHS, KOTOPOE MOKHO
JICUUTh BBEACHHEM COEIUHEHHUS WU (PapMaleBTUYECKOW KOMIO3WIIMH, MPEIIOKEHHBIMU B
HAcTosIeM JOKyMeHTe. HeorpanumumBaromme mnpuUMEPbl BKJIFOYAIOT 4YEJIOBEKAa, OPYTUX
MJIEKOIMUTAIOIINX, >KBAYHBIX JKUBOTHBIX, KPBIC, MbIlIeH, codak, 00e3bsiH, KO3, OBEI], KOPOB,
OJIEHS, a TaKKe IPYruX S>KUBOTHBIX, HE OTHOCSINMXCS K MIJIEKONMUTAIINNM. B BapuaHTax
peanu3anny N300pETEHHsI MALUEHT SIBJISIETCS YEJIOBEKOM.

[0067] «bone3Hby WK «COCTOSIHUE» 0D03HAYAET COCTOSIHUE OBITHSI MU COCTOSIHUE 37JOPOBBSI
nanpieHTa WM CcyObeKkTa, TMOMJIekKAINero JICYSHUIO COeANMHEeHueM, (papMareBTHIeCKOU
KOMIIO3UIMEeH WM CrocoOOM, TPEUIOKEHHBIM B HACTOSIIEM JOKyMeHTe. B BapmaHTax
peanuzauuu u3oOpereHust 3abojeBanne — 5TO 3aboieBaHHe, CBS3aHHOE C (HAMpUMep,
BBI3BAHHOE) aKTUBU3UPOBAHHON WMJIM CBEPXAKTUBHOW KUHA30W WJIM aHOMAJIbHON aKTHBHOCTBHIO
KMHA3bl, KaK ONHCAHO B JAaHHOM JAOKyMeHTe. B Bapuantax peanuzanuu H300peTeHHs
3aboneBaHne — 3TO 3a0ojeBaHUE, CBsS3aHHOE C (HANpUMeEp, XapaKTepHU3YIOLIeecs)
WHTMOUPOBAHHOW KHHA30M WJIM CHH)KEHHON AaKTHBHOCTBIO KHHa3bl (HAalpuMep, pakK co
camwkeHHbIM ypoBHeM JAK, JAK2, TYK?2, c-Src, ABL1, T3151 myranta ABL1, Aurora A, GSK-
3B wmm axtuBHOCTREO CDK wmjM yMeHbIIEHHOW aKTUBHOCTBIO TMEpenavyd CUTHalia B MyTSX,
srmovaromux JAK, JAK2, TYK2, ¢-Src, ABL1, T3151 myrant ABLI1, Aurora A, GSK-38,
CDK, STAT wnu STAT3). Ilpumepsl 3a005eBaHMiA, paCCTPOICTB WM COCTOSIHUN BKJIFOUAIOT, HO
HE OrPAaHMYMBAIOTCS WMH, PaK, PakK JIETKOTO, PaKk MOJIOYHOM >KEJie3bl, PaKk SIMYHHUKA, JIEHKO3,
auM@oMy, MeNlaHOMY, paK TOJKENTyJOYHOUN >KeJie3bl, CapKOMy, pPaK MOYEBOTO MY3bIps, pak
KOCTH, paK MO3ra, pak IeHKH MaTKH, pak 0OOJOYHOW KUIIIKH, paK MHUIIEBOMAA, PAK KeNyKa, pak
MEYeHW, paK TOJIOBBI M IMIEH, paK [IOYKH, MHUEJOMYy, pakKk I[IUTOBUIHON Kele3bl, pak
MPENCTATENbHON >KeJe3bl, METAaCTa3UPYIOUIUMH pak WM KapUuHOMY. B HEKOTOpBIX cCiydasix
«3aboJeBaHNe» WM «COCTOSIHHE» O0O3HauaeT pak. B HEKOTOPBIX JOMOJHUTENBHBIX CIydasix
«pak» 0003HAYaeT BUBI paka M KaPIIHHOMBI, CAPKOMBI, aA€HOKAPIIUHOMBI, JIUM(OMBI, JIEHKO3BI,

MCJIaHOMBI U T.II. YCJIOBCKA, B TOM YHCJIC COJHMIHBIC U J'II/IM(I)OI/II[HI:IG BUABI paKa, pakK IOYKH,
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MOJIOYHOM KeJe3bl, JIETKOTr0, MOYEBOT0O My3bIpsi, 000JOYHON KHUINKH, SUYHUKA, TPEICTATEIbHOMN
JKEJe3bl, MOJKEITYAOYHON JKEJIE3bl, KEIyAKa, MO3ra, rOJIOBbl U IIEH, KOXHU, MATKH, SsIMYKa,
IJIHOMY, PaK MUIIEBOAA, PaK IMEYEHH, BKIIOYAs IelaToKapluHOMY, JUM(OMY, BKIIOUas OCTPYIO
mim¢poOnactHyro  B-nmumpomy,  HexomkkuHckue — gumpomsl  (Hampumep,  bepkwurra,
MEJIKOKJIETOUHBIE U KPYITHOKJIETOUHBIE JTuMpoMmbI), tumdpomy XOmKKUHCA, JIEHKO3 (B TOM YHCIe
OMJI, OJIJT u XMJI) w/unu MHOKECTBEHHYIO MUEJIOMY .

[0068] B nmanHOM HOKyMEHTEe TEPMHH «pak» 00O3HA4YaeT BCE BHUJbI paka, HOBOOOpPa3OBaHUM
UM 3JIOKAYECTBEHHBIX OIyXOJel, HaWAEHHBIX y MJEKOMUTAIINUX, B TOM YHUCIE JIEHKO3,
auM(pOMy, KapLUUHOMBI M CapKOMBI [IpuMepsl paka, KOTOPBIH MOXHO JIEYHTh COSTUHEHHEM,
(dapmManeBTHYECKOH KOMIO3HMLMEH WM CHOCOOOM, MPEIJIOKEHHBIM B JIAHHOM JOKYMEHTE,
BKJIFOYAIOT JIMM(POMY, CAPKOMY, PaK MOUYEBOTO My3bIPs, paK KOCTH, OMYyXOJIb MO3Ta, PaK LICHKH
MAaTKH, pak 0OOZOYHON KHIIKH, PaK MUIIEBOMA, PAK JKENYJIKa, PaK IOJOBbI M IIEH, PAK IOYKH,
MHEJIOMYy, paK LIUTOBUIHOHN >KENE3bl, JIEWKO3, paK MPEACTATENIbHON JKeNe3bl, PaK MOJOYHOU
JKene3bl (Hampumep, 3CTporeHoBbili penentop (OP)-monoxurenbHbid, JP-oTpHLIaTETHHBIN,
PE3UCTEHTHBI K XHUMHOTEPANMM, PE3UCTEHTHBIM K repuentuHy, HER2-nonoxuTenpHbIH,
PE3UCTEHTHBI K JOKCOPYOWIIMHY, PE3WCTEHTHbI K TaMOKCH(EHy, KapIUHOMa IpPOTOKOB,
700ysApHasl KapLUHOMA, MEPBUYHBIN, METACTATHUECKHUIl), paK SUYHHKA, PAK IMOIKETyJOYHON
JKEJIe3bl, paK MeueHH (Hampumep, MeYeHOYHO-KIETOUHAs KapLUUHOMA), PaK JIETKOTro (Harmpumep,
HEMEJIKOKJIETOYHAass ~ KapUUHOMa  JIETKOTO,  IJIOCKOKJIETOYHAs  KapLUHOMA  JIETKOrO,
aZCHOKapLUMHOMA, KPYIHOKJIETOYHAas KapLUMUHOMA JIETKOrO, MEJKOKJIETOYHAasl KapLuHOMa
JIETKOTO, KapLUUHOHWJ, CapKoOMa), MyJbTH(GOPMHYIO TIHOONACTOMY, TJIHOMY WIH MEJIaHOMY.
JlononHUTEeNbHBIE MPUMEPBl BKJIKYAIOT PAaK IMUTOBUAHOW JKENE3bl, SHAOKPUHHOW CHCTEMBI,
MO3ra, MOJIOYHOM >KeJIe3bl, IMEeHKH MATKH, 00OJOYHOM KHUIIKH, TOJOBBI M IIEH, IT€YEHH, MMOYKH,
JIErKOr0, HEMEJKOKJIETOYHBIA PaK JIETKOro, MEJIAaHOMY, ME3OTEINOMY, PaK SMYHHUKA, CAPKOMY,
paK KeJIyaKa, MaTKU WIH MeayJiodnacTomy, 601e3Hb XOMKKUHCA, HEXOIKKUHCKYIO JIUM(OMY,
MHOKECTBEHHYI0 MHUEJIOMY, HeHpobiacroMy, TIIHOMY, MyJbTH(GOPMHYIO TrianodiacToMmy, pak
SUYHHUKA, PabJOMHUOCAPKOMY, TEPBUYHBIA TPOMOOLUTO3, MEPBUYHYIO MAaKpOIrJIOOYIHHEMHUIO,
NEepPBUYHBbIE OMYXOJM MO3ra, paK, 3J0KAaYeCTBEHHYIO WHCYJIMHOMY MOJKEIYJOYHOU >KEJe3bl,
3JI0KaUYE€CTBEHHBIM KapLUHOMJ, PAK MOYEBOrO MY3bIps, MPEAPAKOBOE IMOPAXKEHUE KOXKHU, PAK
AndKa, JTUMQOMY, pak IIUTOBHIHOW JKeJe3bl, HeWpoOlacToMy, pak MHUINEBOMA, pPak
MOUYEIOJIOBOr0 TPAKTA, 3J0KAYECTBEHHYIO TMIEPKAJIbLUEMHIO, PaK 3HIOMETPHUs, PaK KOpPBI
HAJIMOYEUHUKOB, HOBOOOPA30BaHMsI SHIOKPUHHOTO HIIH SK30KPHHHOTO OT/ENa TOKENTyI0OUHON
JKEJe3bl, MEAYJUIAPHbIA paKk IIMTOBUIHON >KEJE3bl, MEAYJUISIPHYIO KapLUUHOMY IMMTOBUIHON
JKENe3bl, MEJAHOMY, pak OOOMOYHOW M MpPSIMOH KHUIUKH, NAaNMUBIPHBIA pPaK LIUTOBUAHOM

JKEJIC3bI, MEYCHOYHO-KIICTOUHYIO KapUUHOMY, pakK COCKa MOJIOYHOM  JKeJIe3bI l'[emKeTa,
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GUIIONAHYIO LIUCTOCAPKOMY, JIOOYJSIPHYIO KapLMHOMY, KAPLIMHOMY IPOTOKOB, paK 3BE3A4aThIX
KJIETOK TMOKENyJJOUHOM KeNe3bl, paK 3BE3A4aThbIX KJIETOK IEUEHU WM paK MNpeAcTaTelbHOU
JKENe3bl.

[0069] Tepmun «ieiliko3» B IIUPOKOM CMbICIEe OOO3HAYaeT  MPOrPECCHPYIOLIHE,
3JI0KaYeCTBEHHbIE 3a00JI€BaHMs KPOBETBOPHBIX OPraHOB M, Kak IPABHJIO, XapPaKTEPU3YETCs
HapylleHHeM npojudepanun U pa3BUTUS JICHKOLUUTOB U HX IPEKYPCOPOB B KPOBU U KOCTHOM
mosre. Kak mnpaBuiio, Jeiko3 KIMHUYECKH Kiaccupuuupyercss Ha ocHoBaHuu (1)
NPONOJIKUTEIBHOCTH M XapakTepa 3a0ofieBaHHMs — OCTpOe WiIM XpoHudeckoe;, (2) Buma
BOBJICYEHHBIX KJIETOK, MHEJOUAHBIN (MUENOreHHbIH), TMMQOUIHBIH (JIUM(POTEHHBIH) WM
MOHOLMTApPHBIA; U (3) YBEJMYEHUS WIM OTCYTCTBHS YBEIMYCHHS KOJHUYECTBA AHOMAJbHBIX
KJIETOK —JIEHKeMHUYEeCKH Win anefikemMuueckuii (cyOnelikemudeckuii). Ilpumeps! JeiKo30B,
KOTOpbIE MOKHO JICUYHTh COEJUHEHHEM, (HapMaLeBTUYECKON KOMIO3WLIMEH HIH CriocoboMm,
NPEJIOKEHHBIM B HACTOALIEM TOKYMEHTE, BKIFOYAIOT, HAIPUMEpP, OCTPbIH HETMM(OLUTAPHBINA
JEWKO3, XPOHUYECKUH JUMQPOLUTAPHBIA JIEHKO3, OCTPBIH T'PaHYJOLUTAPHBIA JIEHKO3,
XPOHUYECKUIN TPaHYJOLMUTAPHBIN JIEHKO3, OCTPbIA MPOMHENIOLUMUTAPHBIN JIEHKO3, T-KJI€TOYHBII
JIEMKO3 B3POCIHBIX, AJCHKEMUYEeCKHH JIEWKO3, JICHKOLUTEeMIYeCKUN JIelHKo3, 0a30(ribHbIHI
neiiko3, HenupdepeHIMPOBaHHBIA JICHKO3, KOPOBUN JIEHKO3, XPOHHYECKUN MHEIOLUTAPHBIN
JIENKO3, reMaTofepMaTo3, SMOPUOHAIIBHBIN JIEHKO3, 303MHOMUIBHBIN JIEHKO3, Jeiiko3 I'pocca,
BOJIOCATO-KJIETOYHBIN  JIEMKO3, TeMOONAaCTHBIA  JIEHKO3, T'eMOLMTOONACTHBIA  JIEHKO3,
TUCTUOLIMTAPHBIA JIEMKO3, JIEWKO3 CTBOJIOBBIX KJIETOK, OCTPbIA MOHOLIMTapHBIM JIEUKO3,
JIEHKOTIEHMYECKUH JIEHKO3, TMM(ATHIECKU JIeHK03, TMM(OOIACTHBIN JeHKO03, TUM(POLUTAPHBIH
Jelko3, JUM(OreHHbIH JIeHKo3, JUMQpOUAHBIN JeHKo3, JuMdocapkoMa KIETOYHBIH JIEHKO3,
JIEWKO3 TYYHBIX KJETOK, MErakapuOLUTAPHBIA JIEMKO3, MHKPOMHEIOONACTHBIA JIEHKO3,
MOHOIIUTAPHBIN JIEHKO3, MHUEIOONACTHBIM JICHKO3, MHUEJIOUUTAPHBIN JIEWKO3, MHEIOUTHBINA
IPaHyJIOUUTAPHBINA JIEMKO3, MHEJIOMOHOLMTAPHBIN Jeiko3, jeiiko3 Heremu, neHko3 KIETOK
IJ1a3Mbl, MHOXXECTBEHHYK) MHEJIOMY, IUIA3MALUTAPHBIA JIEMKO3, MPOMHUEIOLMUTAPHBIN JIEHKO3,
Jeiko3 ¢ kiaerkamu Punepa, netiko3 IIunmuara, 1eiKko3 CTBOJIOBBIX KJIETOK, CYyOIeHKeMUYeCK it
neiko3 i HenuGepeHIupPOBaHHBIN JIEHKO3.

[0070] Tepmun «capkoma» B LejoM 0DO3HAYAET OMyXOJb, KOTOPAsi COCTOUT M3 CYOCTaHIIWH,
nonoOHOH >MOPHOHANIBHON COENMHHUTEIbHOW TKAHW, W, KaK MPABUJIO, COCTOUT U3 ILUIOTHO
YIIaKOBAaHHBIX KJIETOK, MHKOPIIOPUPOBAHHBIX B BOJIOKHUCTYIO HJIM T'OMOTE€HHYIO CyOCTaHLIHIO.
CapkoMBbl, KOTOpBIE MOXKHO JIEYHTb COEOUHEHUEM, (papManeBTUYECKOH KOMITO3UIMEH WIH
crIoco0OM, MPEIOKEHHBIM B JAHHOM JAOKYMEHTE, BKIFOYAIOT XOHIPOCapKomy, pudpocapkomy,
TMM(pOCapKOMy, MENaHOCAPKOMY, MHKCOCAPKOMY, OCTEOCapKOMy, capkoMmy Abemerw,

3JI0KAY€CTBEHHYK JIMIIOMY, JIUIIOCAPKOMY, a/bBEOJIIPHYIO CapKOMy MSATKUX  TKaHeEH,
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amMeNIo0NIaCTHYI0  CapKOMy, OOTPHOHMIHYIO CapKOMy, CapKOMy XJIOPOMY, XOPHOCapKOMY,
SMOPHOHANBHYIO CapKOMY, CapKOMY OIyXxoJjb BuibMca, capkomy 3HIOMETpHs, CTPOMAIbHYIO
capkomy, capkomy FOwunra, capkomy cCBs30K, (pUOPOOIACTHYIO CAPKOMY, T'MIAHTOKJIETOYHYIO
CapKOMy,  TpaHyJIOLUTapHYIO  CapKOMy,  capkoMy  XOIJKKMHCA,  HAMONATHYECKYIO
MHO’KECTBEHHYIO MTUTMEHTHPOBAHHYIO F€MOPPArn4ecKyo capkoMy, UMMyHOOJACTHYIO CApKOMY
B-kieTok, nuMpoMy, HMMyHOOIACTHyR0 capkomy T-KIeTOK, capkoMy MeHcena, capkomy
Kamomm, capkomy  kjerok  Kymdepa, aHruocapkomy,  JEHKOCAPKOMY,  CapKOMY
3JIOKAYECTBEHHYI0 ME3E€HXHMMOMY, MapOCTEaNbHYI0 CapKOMy, PETHKYJOLHMTAPHYIO CapKOMY,
capkoMy Payca, NTHCTOBHUIHYIO LMCTOCAPKOMY, CUHOBHAJBHYIO CApKOMYy WM OCTEOT€HHYIO
CapKOMY C COCYIUCTHIM KOMIIOHEHTOM.

[0071] Tepmur «memaHoMa» OO0OO3HA4YAaET OMYXOJb, PA3BUBAOIIYIOCS M3 MEJIAHOLMTAPHOU
CUCTCMbI KOXHU H APYIrux OpPraHoB. Me.]'IaHOMbI, KOTOpPBIC MOKHO JICHUTH COCAUHCHHEM,
dapmanieBTHYECKOH KOMIO3MLMEH WM CHOCOOOM, MPEIJIOKEHHBIM B JIAHHOM JIOKYMEHTE,
BKJIIOYAIOT, HAIpUMEp, aKpPaJbHYIO JIEHTUTHHO3HYIO MENAHOMY, aMeJaHOTUYECKYI0 MEJNaHOMY,
nOOpOKAUECTBEHHYI0 IOBEHMJIBHYIO MeJaHoMy, MenaHomy Kayamana, wmemanomy S91,
MenaHoMmy [lapaunra-Ilaccu, IOBEHWIBHYHO MENAHOMY, MEJAaHOMY THIA 3JI0KaueCTBEHHOIO
JIEHTUTO, 3JIOKAYECTBEHHYIO MEJaHOMY, Y3JIOBAaTYI0 MEJNAaHOMY, MOAHOITEBYID MEJNAHOMY WM
MOBEPXHOCTHYIO PaCHpOCTPAHSIOLIYIOCS MEJIAHOMY .

[0072] Tepmun «KapLUHOMA» o00O3Ha4aeTr  3JI0KaUeCTBEHHOE HOBOOOpasoBaHue,
BO3HHKAIOI[EE M3 SIUTENHANBHBIX KJIETOK, KOTOpPO€ HMeeT TEHACHLHUIO K HWHQHIbTpALu
OKPY’)KaIOIIMX TKaHeHl M 0Opa3OBaHMIO MeETAcTa3oB. [IprMMepbl KapLHHOM, KOTOpPBIE MOXHO
J€YUTh COEOUHEHUEM, (papMaleBTHYeCKOH KOMITO3ULMEH WM CrocoOOM, MpenIoKeHHbIM B
AaHHOM ONOKYMECHTE, BKIIFOYANOT, HAIPpUMEP, MCAYJIIIPHYIO KapUUHOMY H.[I/ITOBI/I,I[HOﬁ JKEJIE3hI,
CEMEWHYI0 MENYJULIPHYIO KapUUHOMY UIMTOBUAHON Ke€Je3bl, ALUUHAPHYIO KapLHUHOMY,
AlMHO3HYK KapLUHOMY, AaJ€HOKHCTO3HYIO KapLHUHOMY, aJ€HOUAO-KHCTO3HYH KapLUHOMY,
AACHOMATO3HYIO KAapUHHOMY, KAPIHUHOMY KOpPbI HAAIIOYCYHUKOB, aJIbBCOJIAPHYH) KapLUHOMY,
AJIbBEOJISIPHO-KJIETOYHYIO KapLUHOMY, 0a3aibHO-KJIETOYHYIO KapLUUHOMY, 0a3ajbHOKJIETOUHYIO
KapuuHOMy,  0a3aJOMOHYK  KapUWHOMY,  0a3aJbHO-IJIOCKOKJIETOYHYK)  KapLHUHOMY,
OpPOHXOABBEONISIPHYIO KapLUUHOMY, OPOHXUOJIIPHYIO KapILHHOMY, OPOHXOTE€HHYIO KapLHHOMY,
MO3TOBUIHYIO KapLUHOMY, XOJAaHTHOLEJUIIOIPHYIO KapLUUHOMY, XOPHOHUYECKYIO KapLIMHOMY,
KOJUTOU/IHYIO KapLUHOMY, YIPENoA0OHYI0 KapLUHOMY, KapLIMTHOMY KOPITyCa, PEIIeTYaTOBUIHYIO
KapLUUHOMY, PaCIpPOCTPAHEHHYIO KapLUUHOMY IUIEBPBI, KOKHYIO KapLUHUHOMY, LHMIMHIPUYECKYIO
KapquHOMY, KAapOUHOMY C HUJIHMHAPUYCCKUMU KIICTKAMH, KAPUUHOMY IIPOTOKA, KAPUHUHOMY
IPOTOKOB, KapLMHOMY AypyM, SMOPHOHAIBHYIO KapLHMHOMY, SHIE(AJOUAHYIO KapLUHOMY,

SMUACPMOHUIHYIO  KApLUUHOMY,  OIUTEIHAIbHO-aJCHOUAHYI0  KapIUHOMY, 3K30(HUTHYIO
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KapUUHOMY, KapUMHOMY U3 $13BbI, (PUOPO3HYIO KapLUUHOMY, CIN3€00pa3yIOMIYI0 KapLHUHOMY,
KOJUIOMIHYIO KApLUHUHOMY, THTAHTOKJIETOYHYIO KapLHHOMY, THTAHTOKJIETOYHYIO KapLUHOMY,
KENE3UCTYI0 KapLUUHOMY, (ommukysoMy, O0a3albHO-KJIETOYHYIO KapLUHOMY, T€MaTOHIHYIO
KapIHOMY, TIEY€HOYHO-KJIETOUHYIO KapLUHOMY, KapLMHOMY C KjieTkamu [ IopTiie, THaTuHOBYIO
KapLUUHOMY, TUINEePHEPPOHIHYI0 KapLUHOMY, MJIAJEHUYECKYI0 3MOpPHUOHANBHYI KapLHUHOMY,
KapLUUHOMY in situ, WHTPASMUAEPMAIBHYI KapIMHOMY, WHTPA’THTEIHATBHYIO KapLUHOMY,
kapuuHoMy Kpowmmexepa, xapuuHoMy KjeTok KynbuMIIKOro, KpyMHOKJIETOYHYIO KapILHOMY,
YeueBULIICOOPA3HYI KAapLIUHOMY, JICHTUKYJSIPHYIO KapLUHUHOMY, JIMIIOMATO3HYIO KapLUHOMY,
JOOYJAPHYIO KapPIHHOMY, JHM(OSMUTENHANBHYI0 KAapUUHOMY, MEAYJULIPHYIO KapLUHOMY,
MENYJUIPHYIO KapLUHUHOMY, MEJIAHOTHYECKYI0 KapIHMHOMY, KapLUHOMY MOJUIE, CIH3HCTYIO
KapIHHOMY, KapIHHOMY MYLHUIAPYM, CIM3UCTOKJIETOUHYIO KapLUUHOMY, MYKOSMUIAEPMOUTHYIO
KapLUUHOMY, KapUMHOMY CJIHM3UCTOH, CIM3UCTYI0 KapUMHOMY, MHKCOMATO3HVIO KapLUHOMY,
Ha30(apuHreambHyl0  KapIUHOMY, OBCSHO-KJIETOYHYIO KApLUUHOMY, OCCH(ULHPYIOIIYIO
KapIUHOMY, OCTE€OHIHYK) KapUWHOMY, NANWUSIPHYID KapUHHOMY, TEPUIIOPTATIbHYIO
KapIMHOMY, TPEMHBA3UBHYIO KApLHMHOMY, KapIHUHOMY IIHJIOBUIHBIX KJIETOK, Pa3MSITYCHHYIO
KapIUHOMY, TMOYEYHO-KJIETOYHYI0 KApLUUHOMY TMOYKH, KapIUHOMY pPEe3ePBHBIX KIJIETOK,
CapKOMAaTO3HYIO KapLUHOMY, KApLIUHOMY CIM3UCTON OOOJIOYKH HOCOBOH IMOJIOCTH, CKUPPO3HYIO
KapIHOMY, KapIIHTHOMY MOIIOHKH, KaPIIMHOMY NEPCTHEBUIHBIX KJIETOK, MPOCTYIO KapLIHHOMY,
MEJIKOKJIETOYHYIO0 KapILMHOMY, COJIAHOUAHYIO KapLHMHOMY, pak H3 C(epuuecKux KIETOK,
BEPETEHOKJIETOUHYI0  KapUMHOMY, TIy0O4aTyl0  KapLUHOMY, CKBAaMO3HYIO  KapLHUHOMY,
IUIOCKOKJIETOYHYIO ~ KapLUUHOMY, JIGHTOYHYK KapLUHOMY, KapLUMHOMY C COCYAMCTBIM
KOMIIOHEHTOM, KapLHWHOMY C COCYAHCTBIM KOMIIOHEHTOM, NEePEeXOJHOKJIETOUHYIO KapLHHOMY,
TyOepO3HYI KapUMHOMY, TYOYJSIpHBIA pak, TyOepo3HbIii pak, OOpodaBYaTBIi pak WM
BOPCHHYATYIO KAPLIUHOMY.

[0073] TepmuH «CBSI3aHHBIN» WM KCBSI3AHHBINM C» B KOHTEKCTE CyOCTaHIIUU MM aKTHBHOCTHU
cyOcraHimy win (QyHKUOUYW, CBsi3aHHOH ¢ 3a0oneBaHueM (HampuMep, CBsI3aHHOE C OelKoM
3a0oneBaHne, pakK, CBS3aHHBIA C AHOMAJIbHOW AaKTUBHOCTBKO KHHA3bl), O3HAYaeT, 4YTO
3aboneBanue (HanpUMep, pakK) BbI3BAHO (TIOJTHOCTHIO UJTH YaCTUYHO) WIJIM CUMITTOM 3a00JIeBaHMUSI
BbI3BaH (TIOJHOCTBIO WJIM YACTHYHO) CyOCTaHIMEW WIM aKTUBHOCTBIO CyOCTaHIMH JHOO
¢dbyuknueit. Hanpumep, pak, CBs3aHHBIA ¢ aHOMAaJIbHOM AKTUBHOCTBHIO WJIM (DYHKIMEW KWHA3bI,
MOXET MPEICTABIATh COOOH pakK, KOTOPBIH BO3HUKAET B Pe3yJIbTaTe (TIOJIHOCTHIO WJIH YaCTUYHO)
WIH WHBIM OOpa3oM XapaKTepHU3YeTCsl aHOMAJIbHOW AaKTUBHOCTBIO MM (DyHKUIMEH KHHA3bI
(Hammpumep, akTHBHOCTD (pepmeHTa, Oenok-0eTkoBOe B3aMMOACHCTBUE, CUTHAIBHBIN MyTh), WJIH
pak, mpH KOTOPOM KOHKPETHBIM CHUMITOM 3a00JieBaHUs BBI3BAH (TIOJHOCTHIO WJIM YaCTHYHO)

aHOMAJIbHOW AaKTUBHOCTBIO MM (QyHKIHMeH  kuHa3pl. Kak wucrmonb3yercs B HACTOSILIEM
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IOKYMEHTE TO, YTO ONHMCAHO KaK CBS3aHHOE C 3a00JieBaHMEM, €CJIM 3TO Kay3aJbHBIA AareHT,
MOXeT ObITh MUIIEHBIO NPH JieueHnu 3aboneBanusi. Hanpumep, pax, CBA3aHHBIA C aHOMAJIbHON
AKTUBHOCTBIO WM (PYHKIMEH KWHA3bl, WM pPaK, CBSI3aHHBI C KHHA30H, MOXHO JIEYUTH
MOZYJIATOPOM KHHA3bl MJIM UHTUOUTOPOM KHMHA3bl, B ClIy4ae, 7€ MOBBIIIEHHAs! aKTUBHOCTD WU
(byHKIMA KUHA3BI (HAIPUMEP, aKTUBHOCTh CUTHAJIBHOTO MYTH) BBI3bIBAET PaK.

[0074] TepmuH «CUTHAJIBHBIN MyThY, KAK HUCHOJIB3YETCS B HACTOALIEM IOKYMEHTe 0003HaYaeT
CEepHIO B3aUMOAEHCTBUH MEXY KIETOYHBIMU M HEOOS3aTeIbHO BHEKJIETOYHBIMU KOMIIOHEHTAMU
(Harpumep, OeNKU, HYKJIEWHOBBIE KHCIOTBI, MOJIEKYJIbI HEOOJBIIOTO pasMepa, UOHBI, JTUITHIBI),
KOTOpasi pacIpoOCTPaHseT U3MEHEHUE B OJHOM KOMITOHEHTE Ha OJMH WM HECKOJBKO IPYTUX
KOMIIOHEHTOB, YTO, B CBOKO OY€PEIIb, MOXKET COMPOBOXKAATHCS H3MEHEHHUEM B JTOTIOJTHUTENIbHBIX
KOMIIOHEHTaX, KOTOpOe HeoOs3aTeIbHO PpACHpPOCTPAHSETCS HA  JPyrHe KOMIIOHEHTBI
CHUTHaJIbHOTO NyTu. Hampumep, CBsI3bIBaHHWE KHMHA3bl C COSNWHEHHEM, OMHMCAHHBIM B JAHHOM
IOKYMEHTE, MOKET MPHUBOAWTH K H3MEHEHHIO OJHOTO WIIM HECKOJNBKHUX OeNoK-OenKOBbIX
B3aUMOZEHCTBUH KWHA3bl, MPUBOAS K M3MEHEHUsIM B pOcCTe, mposindepauuy UiIH BbDKUBAHUH
KJIETOK.

[0075] «DapmaneBTUYECKH MPUEMIIEMOE BCIIOMOTATEIbHOE BEIEeCTBO» M «(papMameBTUIeCcKu
NpUEMJIEMBI  HOCHUTENb» OOO3HA4YaIOT CYOCTaHLMIO, KOTOpas CIIOCOOCTBYET BBEIEHHIO
aKTUBHOTO areHra cyObekTy u ero abcopObumm CcyOBEeKTOM M MOXKET OBITh BKIIIOYEHA B
KOMIIO3UIIMK  TIO0  HacTosmeMy  u3o0pereHmo  0Oe3 CYLIECTBEHHBIX  MOOOYHBIX
TOKCHKOJIOTHYeCKUX 3¢ deKkToB y nanuenta. Heorpannuusaromue npumeps! papManeBTHIECKU
IpUEMJIEMBIX BCIIOMOTATENIbHBIX BelecTB BKIOYAOT Boay, NaCl, ¢pusnonormueckue pacTBopsl
HaTpusl XJopuma, pactBop PuHrepa ¢ nakratom, (uU3MONOrHMYECKMHi pPacTBOpP cCaxaposbl,
(PU3HMONOTHUECKUIT PACTBOP TIUIFOKO3bI, CBS3YIOIIUE AreHTHI, 3alOJIHUTENH, Ae3HHTErPaHThI,
CMa3bIBAIOIIME AareHThI, MOKPBITHS, TOACIACTUTENH, apOMAaTU3aTOPBI, COJIEBbIE PACTBOPHI
(Hampumep, pacTBOp PuHrepa), CupThl, Macia, KEJATHHBI, YIJEBOIbI, HANPUMEp JAKTO3Y,
aMHJIO3y WM Kpaxmayd, 3QUpPbl  SKUPHBIX  KHCJOT,  T'HAPOKCHMETHIILEILTFONIO3Y,
NOJIMBHHWJIIUPPOJIUINH, KPACUTENU U T.I. Takue mpenapaTsl MOTYT OBITh MPOCTEPIIIN30BAHBI
U, TIPU JKEJaHWH, CMELIAHbI CO BCIIOMOTAaTEJIbHBIMH areHTaMH, TaKUMH KaK CMa3bIBAIOLIHE
areHThl, KOHCEPBAHTBIL, CTAOWIIN3ATOPBI, YBIAKHUTENH, SMYJIbIaTOPbL, CONM JJISl BIMSHHS Ha
OCMOTHYECKOE JaBlieHHe, Oydepbl, KpacHTeIW H/WIN apoMaTHdeckue CyOCTaHUMH U T.IL,
KOTOpblE HE B3aMMOJIEHCTBYIOT HEXKEJIATeNbHbBIM OOpPa3OoM C COENMHEHUSIMH IO JaHHOMY
n3o0perenno. Crnenuanucty B JaHHOH OOJACTH TEXHUKH OyJeT MOHATHO, 4YTO JApYIHe
(apMarieBTHYECKHE€ BCIIOMOTATENbHbBIE BEINECTBA SIBJIIOTCS NPUTOAHBIMH B COOTBETCTBHUHU C

HACTOSIIIM H300PETeHUEM.
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[0076] Tepmun  «mpemapar»  BKJIIOYaeT  pPELENTYpPy  AKTUBHOTO  COEAUHEHMs]  C
MHKATCYJUPYIOIIUM MAaTepHajoM, KaK HOCHTENb, OOECIEeYMBAIOLINI Karcyjly, B KOTOPOH
AKTUBHBIN KOMIIOHEHT, C APYTUMH HOCUTENSIMU WIH O€3 HUX, OKPY)KEH HOCHTEJEM, KOTODBIH,
TakUM 00pa3oM, HaxXOAUTCA B COYEeTaHMM ¢ HUM. Kpome TOro, BKJIIOUEHBI callle M MaCTHIIKHU.
TabneTku, MOPOIIKYM, KANCyJbl, MUIIOJNH, CAllle U MACTWIKA MOTYT NPUMEHSTHCS B Ka4eCTBE
TBEPABbIX TO3UPOBAHHBIX JIEKAPCTBEHHBIX (YOPM, IPUTOIHBIX AJIs IEPOPATBHOTO BBEACHUS.
[0077] Kak wucnonb3yercss B HACTOSIIEM JOKYMEHTE TEPMUH «BBeAeHHe» OO0O3Ha4aer
nepopasibHOe BBEACHHE, BBEACHUE B (POPME CYNIO3UTOPHSI, MECTHBII KOHTAKT, BHYTPHBEHHOE,
NapeHTepaIbHOE, HHTpAaNepuTOHEealbHOE, BHYTPUMBILLIEYHOE, BHYTPHOYaroBoe,
MHTpaTeKaJbHOEe, HHTPAaHA3aJIbHOE WU MMOAKOKHOE BBEAESHHE, WIIM UMILJIAHTALIUIO0 YCTPOHCTBA C
3aMEeIJIEHHBIM  BBICBOOOXKICHHEM, HANPUMEP MUHU-OCMOTHYECKOTO HACOCa, CYOBEKTy.
BBenenne ocymecTBISIOT JIFOOBIM CITOCOOOM, BKJIFOYASI TTAPEHTEPATbHBIA U TPAHCMYKO3aJIbHBIN
(Hanpumep, OyKKaJbHBIA, CyOJNMHTBAJIbHBINA, MajaTaIbHbIN, THHTUBAJbHBIA, HA3aJIbHBIN,
BarMHAJIBHBIA, PEKTANbHBIN WM TpaHCAepMaibHbIN). [lapeHTepanbHOE BBENEHUE BKIIOYAET,
Hanpumep, BHYTPUBEHHOE, BHYTPUMBILIEYHOE, B apTepUONy, MHTpajepMajbHOE, MOJKOXKHOE,
UHTPAIEPUTOHEATbHOE, WHTPABEHTPHUKYJSIPHOE U HMHTPaKkpaHuajbHOe. Jlpyrme crocoOsl
BBEJICHUS BKJIIOYAIOT, HO HE OFPaHUYUBAIOTCSA UMM, IPUMEHEHUE JINIIOCOMANIbHBIX MPENapaTos,
BHYTPUBEHHYIO HH(Y3HIO, TPAHCAEPMaJIbHbIE IJIACTBIPH U /1. 1.

[0078] «BBOauUTh COBMECTHO» O3HAYAET, YTO KOMITO3ULUIO, OMTMCAHHYIO B JAHHOM JIOKYMEHTE,
BBOAAT OJHOBPEMEHHO, HENOCPEACTBEHHO Iepe] WIM HEMOCPEACTBEHHO I0CJe BBEIEHUs
OJHOTO WM  HECKOJbKUX JOMOJHUTEIBbHBIX TEPAleBTUUECKUX CPEACTB, HaIpUMED,
NIPOTUBOPAKOBOM Tepanuy, TAaKOM Kak XUMHOTEpaIlusi, TOPMOHAJIbHAs Tepanusi, paauoTepanus
win uMMmyHotepanus. COeqUHEHHEe MO JaHHOMY H300PEeTEHHIO MOJKHO BBOJAWTBH TMALIUEHTY
OTAEeNbHO uiu mnapajuienpHo. [lapannenbHoe BBeneHHE BKJIIOYA€T OJHOBPEMEHHOE WM
NIOCJIEIOBATENIbHOE BBEICHUE COCIUHEHUs, MHIANBUIYAJbHO WM B KoMOuHaimu (Oonee dem
OIHO COelMHEeHHe WM areHt). Takum oOpa3om, mpenapaThl TaKKe MOTYT ObITh OOBEIMHEHBI,
NpU JKEJIaHWUHW, C OPYTMMU aKTHBHBIMH CYOCTaHIUSMH (HAampuMep, € LEJIbI0 YMEHbLICHHUS
MeTabOJIMYECKOTO PA3JIOKEHHS).

[0079] CoenuneHus, omnucaHHble B HACTOALIEM JIOKYMEHTE, MOIYT IPUMEHATHCS B
KOMOWHALIMU JPYT C IPYIroOM, C APYTUMH aKTHBHBIMH areHTaMH, W3BECTHBIMH KaK TMPUTONHbIC
IUISL JIedeHust 3a00JIeBaHMUs, CBA3aHHOTO C KJIETKAMH, SKCIPECCUPYIOLINMH KOHKPETHYIO KHHA3Y,
KaK OINHCAHO B JAHHOM JOKYMEHTE, UJIH C JOTOJHUTENbHBIMU areHTaMH, KOTOPbIE MOTYT OBITh
Hea(ppekTUBHBI caMu TI0 cede, HO MOTYT CIIOCOOCTBOBATh IEWCTBUIO AKTHBHOIO areHTa.

[0080] B BapuanTax peanu3aluu HU300pETEHUS COBMECTHOE BBEACHHE BKJIIOUAET BBEICHHE

OHOrO aKTUBHOIO areHTa B npenenax 0,5, 1,2, 4,6, 8, 10, 12, 16, 20 unu 24 yacoB OT BBECHUS
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BTOPOTO aKTHUBHOTO areHTa. COBMECTHOE BBEJIEHHE BKIJIIOYAET BBEICHUE JIBYX AKTHBHBIX ar€HTOB
OITHOBPEMEHHO, MOYTH OZHOBPEMEHHO (Hampumep, B mpexnenax okojo 1, 5, 10, 15, 20 wmm 30
MHUHYT OIMH OT JPYroro) WM IOCIEeNOBaTENbHO B JIIOOOM nopsiake. B BapuanTax peanusanuu
n300peTeHNsI COBMECTHOE BBEJIEHHE MOXKET ObITh OOECIIEYeHO BBEAECHUEM B OJJUH Ipernapar, T.€.
HOJTyYeHHEM €IHHON (hapMaleBTHUECKON KOMIO3UINH, COAepKaleil o0a akTUBHBIX areHTa. B
APYI'HX BapUaHTAX peajn3aliy U300peTeHHs] aKTUBHbBIE areHThl MOTYT ObITb BBEICHBI B Pa3HbIE
npenapatsl. B BapuanTax peanuzanuy U300peTeHHs] aKTUBHBIE W/MJIM BCIIOMOTaTENIbHBIE areHThI
MOTYT OBITh COEIMHEHBI WJIK KOHBIOTHPOBAHBI PYT C APYTOM.

[0081] Kommosummm mnoO HACTOSAEMY HW300PETEHHUI0 MOXKHO BBOJAHMTH TPAHCACPMAIIBHO,
NPUMEHSITh MECTHO, BBOIHTH B AIIUIMKATOPBI, PACTBOPHI, CYCIEH3UH, SMYJIbCUHU, TEJIH, KPEMBI,
Ma3H, KJIEH, Kejle, KpacKd, MOPOIIKH W a’po3onu. Ilpemaparel s mepopabHOTO BBEIEHHS
BKJIFOUAIOT TaOJIETKH, MIUTIOJIH, MOPOLIOK, APake, KaINCyJbl, XKUAKOCTH, MACTUJIKH, Calle, TeH,
CHPOTIBL, JKUAKUE CYCNEH3UH, CYCHEH3UH U T.I., PUTOIHBIC IJIsI MPOTJIATHIBAHHUS MALlUEHTOM.
Teepable nexkapcTBeHHBbIE (POPMBI BKIIFOYAIOT TOPOIIKH, TAOJETKH, MMUJIFOJIM, KaICyJbl, Calle,
CYNIO3UTOPUN M JIUCHEPTUpyeMble TpaHyibl. JKumkue nekapcTBeHHbIE (OPMBI BKIHOYAIOT
pacTBOPBI, CYCHEH3MH U 3MYJbCHH, HAIPUMEP BOAHbBIE WM BOJIHbIE/TIPOITMICHTJINKOIEBbIE
pactBopel. KoMmo3unuu mo HacTosmeMy H300pETeHHI0 MOTYT AOIOJHHUTEIBHO CONEPKaTh
KOMITOHEHTHI 1JIs1 00€eCTIedeHrs] IPOJIOHTUPOBAHHOIO BBICBOOOXKIeHUsT n/uian komdopra. Takue
KOMITIOHEHTBHI BKJIFOUAIOT BBICOKYIO MOJIEKYJISIPHYIO MacCy, MyKOMHMETHYECKHE aHUOHHBIE
NOJIMIMEPBI, JKETUPYIOLIUe TNOJHCAaXapuabl M TOHKO H3MENbYeHHbIe CyOCTpaThl HOCUTEINS
JIEKapCTBEHHOTO cpencTsa. bonee monpoOHO 3T KOMIOHEHTHI 00cysknatTest B natentax CLIA
NeNe 4911920; 5403841; 5212162 u 4861760. Conep:kaHue yKa3aHHBIX IIATEHTOB BKIJIIOYEHO B
JAaHHBIH JOKYMEHT B MOJIHOM 00beMe MOCPENCTBOM CChUIKH ISl BCEX LENEH.

[0082] Kommosummm mo HacTOsIIIEMY H300PETEHHIO TaKXKe MOXKHO BBOIUTH B (opme
Mukpochep sl MEAJIEHHOTO BBICBOOOKIEHUs] B opranusme. Hampumep, Mukpochepbl MOKHO
BBOJIUTh BHYTPUKOXXHOH WHBEKIHMEH CONEpKAIUX JIEKAPCTBEHHOE CPEIACTBO MHUKpocdep,
KOTOpbIE MEIUICHHO BBICBOOOXKIAIOT AKTUBHBIM MHIPEAHEHT MOoAKokHO (cM. Rao, J. Biomater
Sci. Polym. Ed. 7:623-645, 1995; B ¢opme mpenapaToB OuopasiaaraeMoro, MPUTOAHOTO IS
UHBEKIHH Tens (cM., Hanpumep, Gao Pharm. Res. 12:857-863, 1995); wnu B opme Muxpocdep
IUTS TIEpOpaNIbHOTO BBeneHus (cMm., Hanpumep, Eyles, J. Pharm. Pharmacol. 49:669-674, 1997).
B BapuanTax peannzauny n300peTeHus mpenapaThl KOMIO3ULNI MO HACTOSAIIEMY H300PETEHHIO
MOYKHO BBOJUTH C IPUMEHEHHEM JIUIIOCOM, KOTOPBIE CIUBAIOTCS C KJIETOUYHOW MEMOpPaHOHW MU
NOJMAIOTCST SHIOLMUTO3Y, M.€. C TPUMEHEHHWEM JIMTaHI0B pEeLenTopa, NMPUCOCAMHEHHBIX K
JMIIOCOME, KOTOpBI€ CBS3BIBAIOTCS C BHEIIHUMHU OENKOBBIMU pPELeNTOpaMu Ha MeMOpaHe

KJIETKHU, YTO MNPUBOAUT K SHAOLHUTO3Y. C IMOMOINBIO JIUIIOCOM, 0COOEHHO eciiu IMMOBECPXHOCTDb
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JMIOCOMBI HECET JIMTaHAbl PelenTopa, cHeuupudHble M KIETOK-MULICHEH, W HHBIM
CHocO0OM TNPEUMYIIECTBEHHO HAIEJIEHHbIX HAa KOHKPETHBIH OpraH, MOXHO C(OKYyCHpPOBATb
IOCTaBKY KOMIIO3ULIUH HACTOALIEr0 U300peTeHus B LieneBble KieTku in vivo. (Cwm., nanpumep,
Al-Muhammed, J. Microencapsul. 13:293-306, 1996; Chonn, Curr. Opin. Biotechnol. 6:698-
708, 1995; Ostro, Am. J. Hosp. Pharm. 46:1576-1587, 1989).

[0083] dapmaueBTHUECKHE KOMIIO3ULUH, TMPEIJIOKEHHbIE B HACTOSIIEM H300peTEeHUH,
BKJIFOYAIOT KOMITO3UIIMM, B KOTOPBIX AKTUBHBIM WHIPEOUEHT (HAMpPUMEpP, COEAUHEHMUS],
OMHUCAHHbIE B JAHHOM JOKYMEHTE, B TOM YHCJE MX BAPUAHTHI PEATH3ALMH) COACPIKHUTCS B
TeparneBTHYeCKU 3(P(HEKTUBHOM KOJIMYECTBE, M.€, B KOJUUECTBE, 3PPEKTUBHOM ISl TOCTHIKEHUS
HaME4YeHHOU nenn. PakTHuecKoe KOoIM4ecTBO, S(P(HEKTUBHOE IUIsi KOHKPETHOTO NMPUMEHEHUS,
Oynmer 3aBUCETb, Cpedu Npoue20, OT COCTOSHHS, MOJUIekKalero JiedeHuro. [Ipu BBeneHUH B
crioco0ax JiedeHus1 3a00JeBaHUsl TaKue KOMITO3ULMH OYAYyT COAEPKATh KOJIMYECTBO AKTHBHOTO
UHrpenuenTa, 3Q(GEeKTUBHOE AN IOCTIKEHUS JKEJIaeMOro pe3yJibTaTa, HalpuMmep, NyTeM
MOZYJIMPOBAHUSI AKTHBHOCTH MOJIEKYJIbI-MHUIIEHH, TAKOW KaK KMHA3a, OMMCAHHAS B HACTOSIIEM
IOKYMEHTE, W/WIN YMEHBIIEHHs, YCTPAaHEHMs WM 3aMEMJIEHUs] Mporpecca CHMIITOMOB
3aboneBanust (Hampumep, pocta paka win oOpa3oBaHUsi Metacta3oB). OmnpeneneHue
TepaneBTHYeCK! 3(PPEKTHBHOTO KOIMUECTBA COENUHEHHS 110 JAHHOMY M300PETEeHHI0 HAaXOMUTCS
B KOMIIETEHIIMH CIIELHAIUCTOB B JAHHOH OONACTH TEXHHKH, OCOOEHHO B CBETE MOAPOOHOTrO
OTHCAHUA B HACTOSIIEM JJOKYMEHTE.

[0084] J[lo3br m wacToTa (OgHA WJIM HECKOJNBKO J03) BBEAEHHS MIIEKONMHUTAIOLIEMY MOTYT
BAPBUPOBATBCS B 33aBUCHUMOCTH OT MHOXeECTBa (PaKTOpOB, HAmpUMep, CTpajgaer Ju
MIIEKOTIUTAaIoIIee ApyruM 3a0ojieBaHueM, a Takxke Crocoda BBENEHHS, pPa3MepoB, BO3pAcTa,
TI0J1a, COCTOSIHUS 3[I0POBBSI, MACChI TeJla, MHAEKCA MACcChl TeJla U MUTAHUS PELUNTHMEHTA; TIPHUPOIBI
U BBIPQ)KEHHOCTH CHMIITOMOB IOJJIEKAINEro JieueHHIo 3aboyieBaHus (HampuMmep, paka, paka
JIETKOTO, paka MOJIOYHOM JKeJe3bl, paka sIMYHHKA, JIEHK03a, MEJJAaHOMBI, paKa MOKeTyAOYHOMI
JKeJIe3bl WIH pakKa MPEACTaTeNbHOW JKeJe3bl), BHAa KOHKYPHUPYIOLIETrO JICYCHUs, OCIOKHEHHUI
3a0oneBaHus, TMOMJIEKAINErO JICUEHHIO, WJIM JPYyrUX MEIUIUHCKUX mpobnem. [lpyrue
TEpANeBTHYECKHE CXEMbI JIH areHThl MOTYT NMPHUMEHSThCS B COYETAHHH CO crocodamMu u
COeMHEHUsIMH TI0 u300pereHmnto 3asButeneil. Koppekuuss u onepupoBaHHe Ha3HAYEHHBIMU
n03aMu (HampuMep, 4acToTa U MPOJOJLKUTENBHOCTD) HAXOMATCS B KOMIIETEHLIUN CIIEIIHAJIFCTOB
B JIAaHHOH 00JTACTH TEXHUKH.

[0085] /[lns mro0oro coenuHeHMs, OMMCAHHOTO B JAaHHOM JOKYMEHTE, TEPaleBTUYECKU
3¢ pekTHBHOE KOJUYECTBO MOXKET OBITh M3HAYAIBHO OMPEAESIEHO Ha OCHOBAHHH AHAJIM30B B
KyJbType KieToK. llemeBble KOHIEHTpamuu OyAyT TaKUMHM KOHLIEHTPALMSIMA aKTHBHOTO

coenuHeHwUsI(-1), KOTOpbIE Tat0T BO3MOKHOCTh PEaIM30BaTh CIIOCOOBI, OMMUCAHHBIE B HACTOSIIEM
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JIOKYMEHTE, COIJIACHO pe3yJbTaTaM H3MEpPEeHHs C NPHUMEHEHHEM CIOCOOOB, ONMHMCAHHBIX B
HACTOSAIIEM JJOKYMEHTE WJIM U3BECTHBIX B TAHHOW O0JNACTH TEXHUKH.

[0086] Kaxk xopowo u3BeCTHO B JaHHOH OONACTH TEXHHUKH, TeparneBTU4decku 3(P(eKTUBHbIE
KOJIMYECTBA JJII NPUMEHEHUs y YelOBeKa TaK)Ke€ MOTYT OBbITh ONpEeAeNeHbl HA >KHBOTHBIX
mozessix. Hampumep, mo3a aist 4enoBeka MOXKET ObITh YCTaHOBJIEHA TaKMM 00pa3oM, 4YTOOBI
AOCTUYb KOHLIEHTPALUHU, KOTOpasi OKa3anach 3((EeKTUBHOM 11 )KUBOTHBIX. J[03BI AJIs yenoBeka
MOTyT OBITH CKOPPEKTHUPOBAHBI C IIOMOINBI) MOHHUTOPHHIa 3(p(EKTHBHOCTH COEIMHEHUH C
KOppeKLHeH 103bl B CTOPOHY MOBBILICHUS MJIN CHIDKEHHS, KaK OMUCAHO BbIle. Koppekuus 1036t
IV TOCTWDKEHHWsS] MakcuManbHOH 3(dexTuBHOCTH y yenoBeka Oasupyercss Ha crocodax,
OIMCAHHBIX BBILIE, U IPYTHUX CIIOCO0AX, HAXOMAIMXCS B KOMIETEHIIUH OOBIYHOTO CIIELIUAIHUCTA.
[0087] J[lo3bl MOryT BapbuUpOBAaTBCS B 3aBUCUMOCTH OT TMOTPEOHOCTEH mNalWeHTa u
NPUMEHSIEMOT0 CoefuHeHMs. J{03a, KOTOPYK BBOIST MALMEHTY B KOHTEKCTE€ HACTOSIIETO
n300peTeHns, AOJDKHA OBITh JOCTATOYHOH, YTOOBI CO BPEMEHEM BBI3BATH OJIATONIPHSTHBIA
TEPANeBTHUECKUI OTBET y NAalMEeHTa. YPOBEHb J03bl TaKKe OYAET ONpPEeAessITbCS HATHIHEM,
NPUPOAOH M CTENeHbI0 JOOBIX HeOMaronpusaTHeIX MOoOOUYHBIX 3¢dexToB. OnpeneneHue
NOAXOMAIINX A03 JJIsl KOHKPETHOW CHUTYallM HAXOOUTCS B KOMIIETEHIMH TNPAKTHKYIOILIETO
cneunanucta. Kak nmpaBuio, jedeHne HAYMHAKOT ¢ MEHBLINX /103, KOTOPbIE HIDKE ONTHMAJIbHOM
T03bI COEMHEHMs. B nanpHelmem 103bI MOBBIIIAIOT MAJIEHPKUMH IIAaraMy A0 TeX IOp, MOKa He
OyzeT TOCTUTHYT ONTUMAJIBbHBIA 3PPEKT B COOTBETCTBYIOINUX OOCTOATENbCTBAX.

[0088] VYpoBenb 1036l M HHTEPBAJIBI MOTYT OBITh MOAOOpPAaHBl WHIMBHUAYAJIBHO, YTOOBI
obecneynTb YpOBHH BBEICHHOI'O COeNUHEHUs, 3Q(eKTUBHBIE NMPU KOHKPETHOM KIMHUYECKOM
COCTOSIHMM,  MOJUIeKAINeM  JICYEHHIO. OJTO  O0eCEeYHMT  TEpaneBTUYECKYIH)  CXEMy,
COOTBETCTBYIOLIYIO TSDKECTH MATOJOTHYECKOTO COCTOSIHUSL UHIUBUAYYMA.

[0089] C wucnonp3oBaHWEM YKa3aHUM, TPHUBENCHHBIX B HACTOALIEM JOKYMEHTE, MOYKHO
CIUTAaHUPOBATh S(PPEKTUBHYIO MPOPUIAKTUYECKYIO WM TEPANEBTHUECKYIO CXEMYy JICUSHHS,
KOTOpasi He MPUBOAMT K CYIIECTBEHHOH TOKCHYHOCTH, HO Bce eine 3 (eKTHBHA ¢ TOUKU 3pEHUsI
JEYeHHUs KIWHUYECKUX CHMITOMOB, TPOSIBJIIIOLIMNXCS Y KOHKPETHOro TMalueHTa. Takoe
IUIAHUPOBAHUE JOJDKHO BKJIFOYATh TILIATENbHBIH BBIOOP AKTUBHOIO COCOUHEHHS MyTeM
PacCMOTpPEHHUS TaKUX (PaKTOPOB, KaK AKTUBHOCTh COSUHEHUSI, OTHOCUTENIbHAst OMOOCTYITHOCTb,
Macca Tela TMAalMeHTa, HAJIW4YhNe U THKECTb HeOJaronpusiTHBIX MOOOUYHBIX 3 (HEKToB,

NPEANOYTUTENBHBIN CIIOCOO BBECHUS U MPO(PHITE TOKCHYHOCTH BBIOPAHHOTO areHTa.

[0090] «IIpoTHBOpPAKOBBII areHT» UCHOJB3YEeTCs] B COOTBETCTBHH C €r0 MPOCTHIM, OOBIYHBIM
3HaUYE€HHEM U O0O3HAYaeT KOMIO3UIHMIO (HAampuMep, COEIUHEHHUE, JIEKAPCTBEHHOE CPENCTBO,

AHTArOHHCT, UHTUOUTOP, MOAYJIATOP), 00JaNaA0INyI0 aHTHHEOIUTACTUYECKUMHI CBOWCTBAMU WU
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CIOCOOHOCTBIO TIOAABIATH POCT WIJIM THponudepanuio KIeTok. B BapuaHTax peanusanuu
n300peTeHNsT TMPOTHBOPAKOBBIM areHT SBJSETCS XUMHOTEPANeBTUYECKHM CpPeACTBOM. B
BApUAHTAX pealu3aluyd  HU300pETeHUs NPOTHBOPAKOBBIM  areHT  sBISETC  areHTOM,
UICHTU(QULINPOBAHHBIM B HACTOALIEM JOKYMEHTE KaK IMPUTOAHBIN JJIsI CIIOCOOOB JIUEHUs paka.
B BapmanTax peanuzanyu u300peTeHHs MPOTHBOPAKOBBIM SIBJISIETCS] areHT, ompoOpeHHbiii FDA
WM TOAOOHBIM PEryJIATOPHBIM OpraHoM apyroi crpansl, kpome CIIIA, nns jedeHus: paka.
ITpuMepsl MPOTHBOPAKOBBIX Ar€HTOB BKIIFOYAIOT, HO HE OTPAHMYHBAIOTCS UMM, WHTHOUTOPBI
MEK (wampumep, MEK1, MEK2 wm MEK1 u MEK2) (manpumep, XL518, CI-1040,
PD035901, cenymernnn6/AZD6244, GSK1120212/rpamernnund, GDC-0973, ARRY-162,
ARRY-300, AZD8330, PD0325901, U0126, PD98059, TAK-733, PD318026, AS703026, BAY
869766), ankmnupyroomue areHtsl (nanpumep, umknodochamun, udochamun, xiopamOyuw,
Oycynbdan, wendanaH, MeEXJIOpPITAaHAMHUH, YPaMyCTHH, THOTENA, HUTPO3OMOUEBHHBI,
NPOM3BOJHBIE MIIPUTHOTO a30Ta (HAmpuUMep, MEXJIOpITaMuH, nukiodochamun, xmopamOyLu,
MmendanaH), 3TUICHUMUH W METHJIMENaMHUHBI (HampuMep, TeKCaMEeTHIMENIaMUH, THOTENa),
ankuicynbpoHatsl (Hampumep, Oycyib(aH), HUTPO3OMOUYEBHHBI (HANpUMeEpP, KapMYCTHUH,
JIOMYCTHH, CEMYCTHH, CTPENTO30LHUH), TpHa3eHbl (aekapOa3nH)), aHTUMETA0OIHUTHI (Hanpumep,
5-azaTHonpuH, JIeHKOBOpWH, KameuuTaOuH, (QaynapabuH, reMOUTaOMH, MNEMETPEKCen,
panTUTpeKcen, aHaJOru (PONMEBOM KHCIOTHI (HAIpUMeEp, METOTPEKCAT) WM MUPUMHINHOBBIE
aHayioru (Hapumep, Gpropypanii, GIOKCYPUANH, [UTApaONH), TyPHUHOBBIE aHAJIOTH (HAIpUMED,
MEpKaITONYPHH, TUOTYAaHUH, MEHTOCTaTHH) # m.0.), PAaCTUTEJbHbIE alKaJouabl (Hanpumep,
BUHKPHUCTUH, BHHOJNACTHH, BHUHOPENbOWH, BHHAE3WH, MNOMOPHIIOTOKCHUH, TMaKJIUTaKCel,
AoLeTaKceNn # m.0.), MHTHOMTOPBI TONOW30MeEpasbl (Hanpumep, WMPUHOTEKAH, TOIOTEKaH,
amcakpus, stono3un (VP16), stonosuna ¢ocdar, TeHUnosun u# m.o.), TPOTUBOOIYXOJIEBbIE
aHTUOMOTHKHN  (Hanpumep, NOKCOPYOWULIMH, anpUaMHULIMH, JAayHOPYOWLIUH, SMHUPYOHLIUH,
AKTUHOMHIIMH, OJI€OMHMLIMH, MUTOMHUILIH, MUTOKCAHTPOH, TUIMKAMULIUH # 1M.0.), COeIUHEHHS Ha
OCHOBE IUIATUHBI (Hanpumep, UUCIUIATHH, OKCAJOIUIATHH, KapOOIUIATHH), AaHTPaLEHAHOH
(HampuMep, MHTOKCAHTPOH), 3aMELIeHHbIe MOYEBHHBI (HANpUMep, T'HIPOKCHUMOUYEBHHA),
NPOHM3BOJHBIE METWITHAPAa3UHA (Hampumep, NMpoKapOa3swH), areHThl, MOAABISIOMNE (YHKIIHIO
HAJIMOYEUHUKOB (HAIpUMep, MUTOTaH, AMUHOTJIYTETUMHN), STTUIOAOPMIIIOTOKCUHBI (HAIIpuMep,
STOMO3U), AaHTUOMOTHKHU (HAMIPUMED, NAYHOPYOHUIINH, JOKCOPYOUINH, OJIEOMUIINH), (PePMEHTBI
(marmpumep, L-acmaparmHasa), WHTHOMTOPBI TNPOBEAECHUS CHTHAJA MUTOT€H-aKTUBUPYEMOH
nporenHkuHa3on (Hampumep, U0126, PD98059, PD184352, PDO0325901, ARRY-142266,
SB239063, SP600125, BAY 43-9006, BoptmannuH wumn LY294002, wunruburopsr Syk,
uHruouropel mTOR, anTuTeNna (Hanmpumep, PUTYKCaH), TOCCHIIOJN, TeHaceHC, nmonudeHon E,

xynop¢y3uH, TpaHc-perruHoeBylo kucnoty (TPK), Opuocratun, poncTBeHHbIN (pakTopy Hekposa
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omyxonu Jjurana, uHaynupyoomuid anonto3d (POHOJIMA), 5-aza-2'-ne30KCHLUTHANH, TPaHC-
PETHHOEBYIO KHCJIOTY, IOKCOPYOWIIMH, BHUHKPUCTHH, 3TOMO3WA, TeMUUTAaOWH, HWMaTUHUO
(Gleevec.RTM.), renmanamunus, 17-N-ammnamuHo-17-ne3merokcurenganamMund (17-AAQG),
¢dnaBormpunon, LY294002, 6oprezomud, Tpactysymad, BAY 11-7082, PKC412, PD184352, 20-
snu-1,25 puruapoxcuButamMuH D3; S-sturmMimyparmi, abuparepoH; aknapyOuuuH; anuidyises;
aIeLUIICHON; aJoceNie3uH; annecneiikud, antaroHuctsl ALL-TK; antperamuH; amOamMyCTHH;
aMHIOKC, aMH(OCTHH, aMHHOJIEBYJHMHOBYIO KHCJIOTY, aMpyOHILIMH, aMCaKpWH, aHarpesun;
aHaCTPO30J, aHAporpadoNuA; HHIHOUTOPBl AHTMOTeHe3a;, aHTaroHuct D; anTtaronuct G;
AHTAPENIMKC,  AHTHU-IOPCATM3UPYIOLINI  MopdoreHeTndeckuii  Oenok-1;  aHTHAHIPOTEH,
KapLUUHOMY TPEACTATENbHON KeNe3bl, AHTUICTPOTeH, AHTUHEOIUIACTOH, AHTHUCMBICIOBBIC
OJIUTOHYKJIEOTH/IbI, A(UIUKOJIMH TJIUIUHAT, MONYJSATOPbl TeHa AaronTo3a;, PpPeryJsiTopb
anonrosa, amypuHoByro Kkucnory, ara-CDP-DL-PTBA; aprunHunaesamuHasy, a3yJakpHH;
aTaMeCTaH, aTPUMYCTUH, AKCHHACTaTHMH |, AKCMHACTaTUH 2; aKCHUHACTaTHUH 3, a3aceTpOH,
A3aTOKCHUH, a3aTHPO3WH, npousBomHbie OakkartuHa III; Oamanon; GarumacrtaT, aHTAarOHUCTHI
BCR/ABL,; OeH30XJIOpUHBI, O€H30MJICTaypOCTIOPHH, MPOU3BONIHBIE OeTa-lakTaMa, OeTa-aleTuH,;
Oeraxnamunue B; OerynmuHoByro kucnoty;, unruoutop bFGF; Oukanmyrammn, OusaHTpeH;
oucasupunuHIICiepMuH, OucHadua, OuctpareH A; Ouceneswn; Oneduar, OpOMUPHUMUH,
OynorutaH, OyTuOHHMHA CyJb(QOKCUMHUH, Kanbuunorpuos, kaiadoctun C; mPOU3BOAHBIE
KaMIITOTELINHA, KaHaPHUIIOKC IL-2; KareuTaonH; KapOOKCaMUI-aMUHO-TPHA30IT,
kapOokcuamunorpuazon, CaRest M3; CARN 700, uHruOutop wu3 Xpsiua, KapCesesuH,;
uHruouropel kazenHkuHasbl (MKK); kacraHocmepMuH; nekponuH B; HeTpOpenukc; XJIOpUHBL,
XJIOPXHUHOKCAJIUH CYJIb()OHAMUIT, LIUKATPOCT; HUC-MOPPUPHH; KIAAPHOUH;, aHAJIOTH KiIoMu(peHa,

KJIOTPUMA30JI;, KOJUIMCMULIMH A, KOJUIMCMHUIIMH  B;

2

koMOperacratTuH  A4;  aHayor
KOMOpeTacTaTHHa, KOHAreHuH, kpamOecuunuH 816; kpucHaTor, KpunToUIUH 8; MPOU3BOIHbIC
kpunropuimHa A; KypauuH A; [HMKJIONMEHTAHTPAXWHOHBI, IHKJIOMJIATAM, I[UIIEMHULIIH;
urapabun okdocdar, HUTOTUTUYECKUN (GaKTOp, IUTOCTATHH, NAKJIUKCUMAO, nenuTabuH;
OeTHOPOOUIEMHUH B  1mecnopenuH; [OeKcameTa3oH, JAekcudochamuzi;, AeKCpPa3OKCaH,
JeKCBepanaMuii, [AMA3UXOH;, MAWAEMHUH B; JAMIOKC, JAWUITUIIHOPCIIEPMHUH, TUTHAPO-5-
a3aUMTHONH,  9-IMOKCAMHMLUMH, AU(QEHHT  CIOMPOMYCTHH,  JOKO3aHOJN,  JOJIACETPOH,
nokcudaypunus, nposjokcuden; apoHaOuHON, nyokapMuuuH SA; >0CeNeH; 3KOMYCTHH;
saendocuH; sapekoniomad; 3QIOpHUTHH, 3JIeMeH; SMUTeyp; STUPYyOULIMH, STTPUCTEPHUT; AHAJIOT
SCTPaMYCTHHA, aTOHUCTBI 3CTPOTeHa; aHTATOHHUCTBI ACTPOreHa; STAHUIA30J1, 3Tono3uaa gocdar;
sk3eMecrtaH; ¢aapo3oi; ¢daszapabun; dpenpernnun, gunrpactum; ¢uHacTepun; (HIABOMHPUAOIN,
¢bne3anactuH; ¢ayactepoH, ¢uynapabun;, ¢ropmayHopyOuimHa ruapoxyiopun; GpopdeHuMeKc;

dbopmectan; GpocTpusrH;, GOTEMYCTHH, TaAOJUHIS TeKcadUPHH, TaJUTUs HUTPAT, TaJoUUTaOuH,;
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TaHUPEJIMKC, WHIUOUTOPBI KENATUHA3bL, reMIUTaOuH, MHIHOUTOPBI TIIYTaTHOHA; Terncyibdam;
XeperyJinH, TeKcaMeTujIeHa OucaneTaMul; TUNepULiiH; HOAHIPOHOBYIO KUCJIOTY, UAApyOHIIHH;
unokcudeH; UAPaMaHTOH, WIMOGO3MH, WJIOMACTaT, HMHIAA30aKPUAOHBI, HMHUXHUMOL;
UMMYHOCTHUMYJIUPYIOIIME IENTHIbL, HHCHOUTOP pelenTopa WHCYJIMHOMONOOHOro (akTopa
pocra-1;  aroHuctbl  uHTepdepoHa;  MHTEpPEpOHBL,  HHTEpJEHKUHbI,  HOOEHryaH,
fioponokcopyOHLuH; UIIOMEAHO, 4-; UPOILIAKT, UP30IJIaJIUH; M300€Hra3our;
W30TOMOTIMKOHAPUH B; wutaceTpoH;, [KkacrmiakuHOAuA, karajganua F; mamemnapur-N
TPHALIETAT, JIAHPEOTU;, JICHHAMUIUH, JIEHOTPACTHM, JIEHTHHAHA Cyab(}ar; JIenToJCTaThH,
JaeTpo3os;  (akTop  MONABJCHUs  JieliKo3a,  JIeHKOUMTapHBIH  anmbda-uHTEepdHEpoH,
JEUNPOIUA+ICTPOreHTIPOreCTEPOH; JIEUNPOPEINH; JEBAMU30J, JUAPO30JI;, JUHEUHBIA aHAJoT
NOJIMAMUHA;, JIMNO(UIIBHBIN IHUCAXapUOHBIH NEeNTUA;, JUNOQUIbHBIE COSNUHEHHs IUIATHUHBL,
JU330KJIMHAMHL 7, JoOariaThH; JIOMOPHLMH, JIOMETPEKCOJ, JIOHWOAMHH, JIO30KCAHTPOH;
JIOBAaCTATHH, JIOKCOPUOWH; JYPTOTEKAaH, JYTeTHs TeKcapupuH, IM30QWUINH, JIUTHYECKHE
NEeNTUAB], MalTaH3WH, MaHHOCTAaTUH A; MapHUMacTaT, Ma3OIpOKOJ, MACIHUH, HHTHOUTOPHI
MAaTPUJIN3WHA, WHTUOUTOPBl MATPUYHOM  METAJJIONPOTEMHA3bl, MEHOrapwui, MepOapoH;
MeTepeNNH, METHOHHMHAa3a;, Mmeroknonpamun, uarudbutrop MIF; mudenpucton;, mmnredosus,
MHUPHUMOCTHM, paccorjiacoBaHHas apyxuenodeuHass PHK; mMuTOryasoH, MUTONAKTON, aHAJIOTH
MHUTOMHMLIMHA,  MWUTOHapUA,  MHUTOTOKCHH, (akrtop pocra  (pudOpobdracToB-canopuH,
MHUTOKCAHTPOH, MO(}apOTeH, MOJrPaMOCTUM, MOHOKJIOHAJbHOE AaHTUTENO, XOPUOHUYECKHH
TOHAIOTPONUH 4YesioBeKa; MoHodochopmn yunug A+sk KIEeTOYHONW CTEHKH MHUKOOAKTEpHH,
MOITUIAMOJT; UHTUOUTOP reHa MHOKECTBEHHOM JIEKAPCTBEHHOHN YCTOMYMBOCTH, Teparnuio Ha Oase
OHKOCYyIpeccopa IUPOKOTo CIEeKTpa ACUCTBUs-1; MPOTUBOPAKOBBIN areHT Ha 0ase MIPUTHOTO
a30Ta, MHKAnepokcua B; 3KCTpaKT KJIETOYHOH CTEHKH MHKOOAKTepuil, MUPHUANOpoH, N-
aneTwiauHAINH, N-3aMelneHHble OeH3aMuabl, HadapesauH, HArPECTUIl, HAIOKCOHTTIEHTA30LIHH,;
HANaBUH, HA(TEPIHH, HAPTOTPACTUM, HENAIUIATHH, HEMOPYOMLIMH, HEPHIPOHOBYIO KHCIOTY,
HEUTPAbHYI SHAOMENTHAA3y, HWIyTAMHI;, HH3AMHLWH, MOIYJSTOPBI OKCHIA a30Ta;
HUTPOKCUAHBI AHTUOKCHIAHT;, HUTPYJUIHH, (6-O€H3WITYaHUH, OKTPEOTHI, OKHUIICHOH;
OJIUTOHYKJICOTHUIBI, OHANIPUCTOH; OHJAHCETPOH, OHAAHCETPOH, OPALIMH; MePOPATBHBIA HHIYKTOP
LIUTOKMHOB,  OpPMAIUIaTHH,  O3aTEPOH;  OKCAJIUIUIATHH, OKCAYHOMHIUH, TNaJlayaMHH;
NAJIbMUTOMJIPU30KCHH, TAMHUIAPOHOBYIO KHCJOTY, IMAaHAKCUTPUOJN, NaHoMH(eH, mapabakTHH,;
NAa3eJUTMIITHH, Teracnaprasy, IelIe3nH, IeHTO3aH TMOJUCYib(ar HATpHd; NEHTOCTATHH,;
neHTpo3os; mnepduybpon; mepdocdamun; NEPULTWIOBBIA  cHPT, (EHA3UHOMHUIIMH,
¢dennnanerar, uHruOuTopel  (ocdarazp;, NUIMOAHWS, NWJIOKAPIIUHA  THUAPOXJIOPHUL;

wianetdH B; uHrHOuWTOp akTHUBaToOpa

2

NUpapyOuINH, MUPUTPEKCUM, IUIALETHH A,

2

IJIa3MHUHOT'CHA, TUIATUHOBBIM KOMIUICKC, COCAUHCHHA IIJIAaTHUHBI, HJ'I&THHO-TpPIElMPIHOBbII’I
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KOMIUIEKC, Tmopbumep HaTpud, NOPGUPOMHUIMH, TNPEAHU3OH, TMPOMMI OUC-aKPUMIOH,
npocTarjaHauH J2; HHrUOUTOPHI IPOTEACOMBI, UMMYHOMONYJIATOP Ha Oa3e Oenka A; MHTHOUTOD
MHKpPOAJIbraj, HUHIUOUTOPBI

nporenHkuHasel  C;  uHruOuropsl  nporenHkuHassl  C

2 2

nporeuHTHpo3uH(pocdarasp;,  HMHrHOUTOPHl  (Pocopunazbl  NMypUHOBBIX  HYKJIEO3UIOB;
NypIYPHHBL,  MUPA30JOAKPUAMH,  KOHBIOTAT  NUPUAOKCIJIMPOBAHHOTO  IeMOrJoOuHa-
NOJMOKCUITUJICHA,  AQHTAroHWCThl  raf,  panTurpekcan;  paMOCTepOH,  MHIHOMTOPBI
bapHe3unporenHTpanchepasbl ras; UHTHOUTOPBI ras; UHTUOUTOP ras-GAP;
JIeMETWINPOBaHHbIN perennTuH, peHuss Re 186 stugponar, pusokcun;, pubdosumser, RII
peTUHAMHI, POTJIETHMHA, POXUTYKHH, POMYPTHI;, POXUHHUMEKC, pyOmrnHoH Bl; pyOokcui;
cadpunrox;, cenronuH;, SarCNU; capkoduton A; caprpamoctum; mumetuku Sdi 1; ceMycTuH;

BBIICJICHHBI W3 CTApPEIOIUX KJIETOK HWHruburop I;

2

CMBICJIOBBIE  OJIMTOHYKJICOTHIBL,
UHTUOUTOPBI TIEpeaaydl CHTHAJA, MOAYJIATOPHI Mepeavd CUrHana, OeJoK, CBSI3bIBAIOIIUICS C
OHOLIENIOYEYHBbIM aHTHIeHOM, cHu3o(dypaH, coOy30kcaH, HaTpusi OOpoKanTar; HaTpUs
¢dennnanerar, conBepost, OEJIOK, CBA3BIBAIOIIUIICA C COMATOMEINHOM, COHEPMHUH, Crap(o30By0
KUCJIOTY, CIUKaMULUH D, CHHPOMYCTHH, CIUJICHONEHTHH, CIIOHTUCTATHH |, CKBaJAMUH,
UHTUOUTOpP CTBOJIOBBIX KJIETOK, HHTHOMUTOPBI JEJIEHHUS CTBOJOBBIX KJIETOK, CTHITHAMUL,
UHTUOUTOPBI CTPOMENM3HHA;, CYJIb(QUHO3UH, CBEPXAKTUBHBIH AHTArOHHUCT BAa30AKTUBHOIO
KUIIEYHOTO NenTuaa; CYpamaucTy, CYpaMuH, IIBaiH30HWH; CHHTETHYECKHUE
IJIMKO3aMHUHOTJIMKAHBL, TAJUIMMYCTHH, TaMOKCHU(EH MeTHOAUA;, TaypOMYCTHH, Ta3apoTeH,;
TEKOrajaH HaTpui, Tteradyp; TeTypanupwiIni, HMHIUOUTOPHI TEJIOMEpasbl, TEeMONOpPQUH,
TEMO30JIOMHUJ], TEHHIIO3H], TETPaxXJIOPACKAOKCHA, TETPA3OMHH; TaJHOJNACTUH, THOKOPAJIHH;
TPOMOOIIO3THH, MHMETHK TPOMOOIOSTHHA, THMai(pa3uH, aroHHCT pPELenTopa THUMOIO3THHA,
TUMOTPHHAH, THUPEOTPOIHBIA TOPMOH;, OJIOBA STHJIITHOMYPIYPHUH, THUPANa3aMUH, THUTAHOLIEHA
OUXJIOpUA; TOTICEHTHH, TOPEeMHU(EH; TOTHIIOTEHTHBIN (PAKTOP CTBOJIOBBIX KJIETOK, HHIHOUTOPBI
TPAHCIALIMY, TPETUHOWH, TPHALETIIYPUINH, TPULUPUOUH, TPUMETPEKCAT, TPHUIITOPEIIUH,
TPOIMHUCETPOH, TYPOCTEPHI, UHTHOMTOPBI TUPO3WHKWHA3BL, THpdocTuHbl, uHrHOMTOpHl UBC,
yOeHuMekc;, (akTop TMOmABIEHHS POCTA, BBINEJIEHHBIH W3 YPOTCHUTAJIBHOTO CHHYCA,
AHTArOHUCTOB peleNnTopa YpPOKWHA3bl, BAalpeOTH, BAPHUOJMH B, cHCTeMy BeKTOpa,
SPUTPOLMTAPHYIO TE€HHYIO TEpalui; BEJApe30), BEPaMHH, BEPAUHBL, BePTENOpPQUH,
BUHOPENbOWH, BHUHKCANTHH, BUTAKCHH, BOPO3OJ, 3aHOTEPOH, 3€HMIUIATHH, 3HJIACKOpO;
[IUHOCTATUH CTHUMaJIaMep; aJfpUaMHULIMH; TaKTHHOMULNH, OJE€OMHUINH, BUHOJNACTHH, LINCILIATHH,
ALMBULIMH, AaKJApYOHLMH, aKOAa30jia THAPOXJIOPHI;, AKPOHHUH, aJ0CETe3MH, aJeCleHKUH,
aNTpeTaMHH;, aMOOMMLIMH, aMETAaHTPOHA aleTaT, aMHUHOITYTETHMUM, aMCaKpHH, aHAaCTPO30JI;
AaHTPAMULIMH, AaclaparuHasy, acHepiiiH, a3aluTHIWH, a3eTena, a30TOMHUIMH, OaTHMacTar;

Oenszonemna;, Owukamyramun, OWCAHTPEH THAPOXJIOpHUN;, OucHadua AUMe3HsaT, OHNCENe3HH,;
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OneomuimHa cynbdar; OpexwmHap HaTpuii, OponupumuH, OycynbpaH, KaKTHHOMHIIVH,
KaJIyCTepPOH, KapaleMHJ; KapBeTHMep; KapOOIUIaTHH, KapMyCTHH, KapyOHLMHA THIAPOXJIOPHL,
Kapcene3uH; Lene(pUHIO;, XJIOpaMOyLI, MPOJEMHLNH, KJIAAPUOWH, KPHUCHATOJNA ME3HJIAT,
nukiopochamua;, nurapaOuH, pAakapOasuH, MAayHOPYOWIIMHA THUAPOXJIOPUA, IeLUUTaOWH;
OEKCOPMAIUIATHH, Je3aryaHWH;, JAe3aryaHnHa  Me3WIaT, [Ua3uXHOH, JOKCOPYOHIIMH,
JIOKCOPYOHMIIMHA THAPOXJOPHUI, APOJOKCH(EH; APONOKCHU(EeHa LUTPaT, IPOMOCTAHOJIOHA
NPOMHMOHAT, JAya30MHULUH, JAaTpPeKcaT, S(QJOPHUTHHA TUAPOXJIOPUA, BJIb3AMUTPYLIHH,;
SHJIOTUIATHH, SHIPOMAT;, STUIPONHIANH, STUPYOUIIMHA THAPOXIOpHL; 3pOyI0301;, 330pyOULInHA
TUAPOXJIOPHI;, 3CTPAMYCTHH;, 3CTpaMyCcTHHA (ochaT HATPUS, FITAHHUIA30J, STOMO3UI; STOMO3UAA
dochar; stompun; danposona runpoxiopun, Gazapadbun, GeHperrHUn, (IOKCYPUIUH,
baynapabuna docdar; dropypaumn, ¢ropuutabun; GockumoH, (GOCTPUILMH HATPHIL
reMiuTaOuH, reMUUTa0uHA TUAPOXJIOPHI, TMAPOKCUMOYEBHHA;, HMAAPyOULIMHA THIPOXJIOPHL,
udochamun; nnmodosnx; uHTepneiikud 11 (Bkirodas pekoMOWHaHTHbIA uHTEpneiikuH I nmm
rlL.sub.2), untepdepon anbda-2a;, nuarepdepoH anvda-2b; narepdepon ampdpa-nl; uaTepdepoH
anbpa-n3; wuHTephepon Oera-la; wuHTEpPepoH ramma-lb; wunporyaTHH, HUpPHUHOTEKAHA
TUAPOXJIOPU;, JIAHPEOTHAA aleTaT, JEeTPO30J;, JEHITPONNAa aleTar; JIMapo30ja THAPOXJIOPHL,
JIOMETPEKCOJI HATPHUil, JIOMYCTHH; JIO30KCAHTPOHA THAPOXJIOPHUI, MA30MPOKOJ; MAaWTaH3HH,
MEXJIOpITAMHHA THAPOXJIOPHI, MeErecTposia aleraT, MeJIeHrecTposia arerar; Meidanay;,
MEHOTapWJ, MEPKaNTONyPHH, METOTPEKCaT, METOTPEKCAT HATPUH, METONPHUH, MeTypenemny,
MHUTHUHIOMUJ; MUTOKAPLIUH, MUTOKPOMUH, MUTOTWJIIMH, MUTOMAJILIMH, MUTOMHLIUH, MHTOCIIED;
MHTOTaH, MUTOKCAHTPOHA THIPOXJIOPUA; MUKO(EHOJIOBYIO KHCIOTY, HOKOZA30J1, HOraJaMHILIMH,
OpPMAIUIaTHH, OKCHCYPaH; Ieracrnaprasy; MeJIMOMULINH, NeHTaMyCTHH, MEeIUIOMULIMHA CyJb(]arT;
nepdochamua; MUMOOPOMAH; MUMOCYJIb(AH, MUPOKCAHTPOHA THUAPOXJOPUM, TUIHKAMHILIVH,
UIoOMeCTaH; nopduMep HaTpHii; MOPPUPOMHULIMH, TPEIHUMYCTHH, MTPpOKapOa3rHa THAPOXJIOPHI,
NyPOMULIMH, MyPOMHIIMHA THAPOXJIOPHI, MUPa3odypHH; PUOOMpPUH, POrIeTUMHI, caduHro,
cahuHroNa TUAPOXJOPHI, CEMYCTHH, CHMTpaseH; crnapdo3aT HaTpui, CHap30OMHUILIMH,
CIUPOTePMaHUsl THAPOXJIOPHI, CIMPOMYCTHH, CIHMPOIUIATHH, CTPENTOHUTPUH, CTPENTO3OLIMH,
synoeHyp;, TaJM3OMHLMH, TeKOrajaH HaTpuii; Teragyp, TEJIOKCAHTPOHA THUIPOXJIOPHULI;
TeMONOp(GUH, TEHWUIIO3UM, TEPOKCUPOH; TECTOJAKTOH;, THAMHIPHH, THUOTYaHWH, THOTENA;
THA30(ypUH, THUPA3aMUH, TopeMHu(EeHa LUTPAT, TPECTOJIOHA aleTar, TpuuupudOuHa ¢ocdar;
TPUMETpEKCaT, TPHUMETPEKcaTa TIJIIOKYPOHAT, TPUITOPENHH, TyOyj030ja THIPOXJIOPHULI;
UMPUTHBIN YpaLWI, ypenena, BarpeoTun; BeprenopduH, BUHOIACTHHA Cyib(aT, BUHKPHCTHHA
cynb(dat, BUHAE3WH, BHHAE3MHA Cyibdar, BUHENMUANHA Cyiab(ar, BUHIVIMIUHATA CYJIb(]aT;
BUHJIEYpO3HHA CyJib(aT, BUHOpEJIbOMHA TapTpaT, BUHPO3UAMHA CyJb(aT, BUH3OJUAMHA

cynbdar, BOPO30J;, 3€HUIUIATMH, LMHOCTATHH, 30pyOMIIMHA TUAPOXJIOPUM, areHThl JJIs
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OCTaHOBKM KJIeTOK B ¢azax G2-M w/mnu MonynupoBaHHUs 0Opa3oOBaHUS MM CTaOMIIBHOCTH
muKpoTpyOouek (Hampumep, Taxol.TM (r.e. mnakimrakcen), Taxotere. TM, coenuHeHwus,
cozeprKalire TaKCaHOBBIM ckeneT, 3pOyno3on (T.e. R-55104), monacrarunr 10 (T.e. DLS-10 u
NSC-376128), wmuBoOynuH wm3stHoHat (T.e. kak CI-980), Bunkpuctun, NSC-639829,
auckonepmonun (t.e. kak NVP-XX-A-296), ABT-751 (Abbott, T.e. E-7010), antoprupTuHsI
(Hanpumep, anToprupTUH A U anToprupTuH C), CHOHIUCTATHHBI (HaNpUMep, CIIOHTUCTATHH |,
CHOHTMCTATHH 2, CIHOHTMCTATHH 3, CHOOHTHCTATUH 4, CHOOHTHCTATUH 5, CIIOHTHMCTaTHUH O,
CTIOHTUCTATHH 7, CIIOHTUCTATUH 8 W CHOHTUCTaTUH 9), nemanoruHa ruapoxjopun (t.e. LU-
103793 u NSC-D-669356), snotunons! (Hanpumep, SNOTUIIOH A, snoTwiioH B, snotuion C (T.e.
ne3okcynoTiiion A wi dEpoA), snotunon D (1.e. KOS-862, dEpoB u ne3okcusnotuion B),
snotwiioH E, smotunon F, snorunon B N-okcun, smorrnon A N-okcun, 16-a3za-snorwion B, 21-
amuHO3nIOTHIIOH B (T.. BMS-310705), 21-runpokcusnoTiiion D (T.e. ne3okcusnoTwiod F u
dEpoF), 26-¢Topanorunon, aypuctatiud PE (T.e. NSC-654663), cobmunorus (t.e. TZT-1027),
LS-4559-P (Pharmacia, Tt.e. LS-4577), LS-4578 (Pharmacia, te. LS-477-P), LS-4477
(Pharmacia), LS-4559 (Pharmacia), RPR-112378 (Aventis), BuHkpuctuHa cynbpat, DZ-3358
(Daiichi), FR-182877 (Fujisawa, T.e. WS-9265B), GS-164 (Takeda), GS-198 (Takeda), KAR-2
(Axkanemuss Hayk Benrpum), BSF-223651 (BASF, te. ILX-651 u LU-223651), SAH-49960
(Lilly/Novartis), SDZ-268970 (Lilly/Novartis), AM-97 (Armad/Kyowa Hakko), AM-132
(Armad), AM-138 (Armad/Kyowa Hakko), IDN-5005 (Indena), xpunrtopuuun 52 (t.e. LY-
355703), AC-7739 (Ajinomoto, T.e. AVE-8063A u CS-39.HCI), AC-7700 (Ajinomoto, T.e.
AVE-8062, AVE-8062A, CS-39-L-Ser. HCI u RPR-258062A), ButuneByamun, TyOyJamsuH A,
KaHazeH3ou, nenraypeunut (T.e. NSC-106969), T-138067 (Tularik, .e. T-67, TL-138067 u TI-
138067), COBRA-1 (MuctutyT Xbto3a [lapkepa, T.e. DDE-261 u WHI-261), H10 (Kan3acckwuii
Tl'ocynapcrBennblii  yHuBepcuter), HI16 (Kanzacckmit ['ocynmapCTBEHHBIN YHUBEPCUTET),
onkouuauH Al (t.e. BTO-956 u DIME), DDE-313 (Uuctutyt Xbto3a [Tapkepa), GUmKbsiHOIUT
B, naynumamun, SPA-2 (Muacturyr Xsto3a Ilapkepa), SPA-1 (MuctutyT Xbio3a [lapkepa, T.€.
SPIKET-P), 3-IAABU (Cytoskeleton/Illkona memuumubl Ha rope Cunaii, T.e. MF-569),
HapKo3WH (Takke m3BecTHBIM kKak NSC-5360), nackanmu, D-24851 (Asta Medica), A-105972
(Abbott), remuacrepnun, 3-BAABU (Cytoskeleton/IIIkona menumuusl Ha rope Cunaid, T.e. MF-
191), TMPN (I'ocynapCTBEHHBIII YHHBEPCUTET APH30HBI), BAHAIOLEHA alleTUJIALlETOHAT, 1-
138026 (Tularik), moncarpon, uHanouuH (T.e. NSC-698666), 3-IAABE (Cytoskeleton/IIIkona
menunuHbl Ha rope Cunaii), A-204197 (Abbott), T-607 (Tuiarik, T.e. T-900607), RPR-115781
(Aventis), oayeyrepoOuHbl (TakMe Kak JE3METHIRJIEYTePOOWH, He33THIDJIEYTepOOHH,
n303JIeyTepoOnH A u Z-3neyTtepoOuH), kapubaitosun, kapudaiionns, raauxouapud B, D-64131

(Asta Medica), D-68144 (Asta Medica), nuazonamun A, A-293620 (Abbott), NPI-2350
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(Nereus), rtakkamononun A, TUB-245 (Aventis), A-259754 (Abbott), aumoszocratus, (-)-
¢enmnaructua (t.e. NSCL-96F037), D-62638 (Asta Medica), D-62636 (Asta Medica),
muocesepuH B, D-43411 (Zentaris, T.e. D-81862), A-289099 (Abbott), A-318315 (Abbott), HTI-
286 (1.e. SPA-110, conb Tpudropanerar) (Wyeth), D-82317 (Zentaris), D-82318 (Zentaris), SC-
12983 (NCI), pecBepactatuna ¢ocdar natpuii, BPR-OY-007 (HaumonanbHble Hay4dHO-
UCCIIeIOBATENbCKUE MHCTUTYTHI 310poBbsi) U SSR-250411 (Sanofi)), crepouns! (nanpumep,
JeKcaMeTa3oH), (UHACTEpPH, WHTUOUTOPBI apoMarasbl, arOHUCTbI T'OHAJOTPOITHOTO T'OPMOHA
(I'TT), TakWe Kak TO3EPENUH WM JICUNPOJHA, aAPEHOKOPTHKOCTEPOUIbl (HAmpuMep,
NPEAHU30H), MPOTeCTHHBbI (HAIpUMep, TUAPOKCHIIPOTECTEPOHA KarpoaT, MErecTpoyia arerar,
MEIPOKCUIIPOTreCTEPOHA arerar), 3CTPOTeHbI (Hampumep, OU3TUIICTHIIBO3CTPOI,
STUHWISCTPAIANON), aHTUICTPOreH (Hampumep, TaMOKCH(EH), aHApPOreHbl (Hampumep,
TECTOCTEPOHA MPOMHOHAT, (PIYOKCUMECTEpOH), aHTHAHApOoreH (Hampumep, GIyTamMun),
UMMYHOCTUMYJIATOPBl  (nanpumep, Oamwnna Kanbmerre-XXepena (BLDK), neBamuson,
UHTEpNeHKNH-2, anbda-uHTepPEepoH U T.A.), MOHOKJIOHAJIbHBIE AaHTHUTENA (Hanpumep,
MOHOKJIOHanbHble aHTuTena npotus CD20, npotus HER2, nporus CDS52, nmpotus HLA-DR u
nporuB VEGF), "MMyHOTOKCHHBI (Hanpumep, KOHBIOTAT MOHOKJIOHAJIIBHOTO aHTUTENA MPOTHB
CD33-kanuxeaMMLIMHA,  KOHBIOTaT  MOHOKJIOHAJbHOrO  aHtuTena  mnporus  CD22-
NICEBJOMOHATHOTO 3K30TOKCHHA U T.J.), PAIUOMMMYHOTEPANUIO (Hanpumep, MOHOKIOHAIBHOE

111In, Y um P owu T.A.), TPUNTOJIUL,

antureno mnpotus CD20, KOHBIOIMpOBaHHOE C
TOMOXapPHUHITOHUH, JaKTMHOMHIIMH, JOKCOPYOHIIMH, 3MUPYOHINH, TOMOTEKAH, MTPAKOHA30JI,
BUHIE3MH, LEePUBACTATHH, BHUHKPHCTUH, JE30KCHAACHO3WMH, CEPTPAJMH, IUTABACTATHH,
UPUHOTEKAH, KJI0(a3HMMUH, S-HOHMJIOKCUTPUIITAMUH, BemypadeHuO, nabpadenud, spaoTuHuo,
re¢puturnO, naruoutopsl EGFR, TapreTupoBaHHYIO TEPANUIO WK TEPANIeBTUYECKOE CPENCTBO,
HAlleJICHHOEe Ha penentop snuaepMmanbHoro (akropa pocra (EGFR) (mampumep, reputHHUO
(Iressa ™), spnoturu® (Tarceva ™), uerykcumad (Erbitux™), nanmatuau® (Tykerb™),
naautymymad  (Vectibix™),  Banmeranun®  (Caprelsa™),  adarunu6/BIBW2992,  CI-
1033/kaneptunnd, nepatuHu®/HKI-272, CP-724714, TAK-285, AST-1306, ARRY334543,
ARRY-380, AG-1478, naxomutunu0/PF299804, OSI-420/nesmerumspnorunud, AZD8931,
AEE726, nenutuant/EKB-569, CUDC-101, WZ8040, WZ4002, WZ3146, AG-490, XL647,

PD153035, BMS-599626), 3opadernsd, nMaTuHUO, CYHUTHHHO, Na3aTHHUO WM OJOOHBIE.

[0091] «XumMuOTEpanmeBTUYECKOE  CPEACTBO» WM  «XUMHOTEPANEBTHUYECKUN  areHT»
UCTIONIB3YeTCSI B COOTBETCTBHHM C €ro TMPOCThIM, OOBIYHBIM 3HAU€HHEM U O0O3HAYaeT
XUMHUYECKYI0  KOMITO3WLIMIO WM  COEAWHEHHWe, OOJajarolee aHTHHEOIUTACTUYSCKUMHU

CBONCTBAMHM WJIM CLIOCOOHOCTBIO MOAABIIATH POCT WIIH NMPOJH(Epannio KIETOK.
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[0092] JlonmosHUTENBHO, COEAMHEHUS, OMMCAHHBIC B HACTOSIIEM JIOKYMEHTE, MOKHO BBOJUTH
C TPaAMLMOHHBIMH HMMYHOTEPANeBTHYECKUMH AareHTaMM,  KOTOpble BKJIKOYAKOT, HO HE
OTPAaHUYMBAIOTCS 3THUM, HMMYHOCTHMYJATOPBl (nanpumep, Oaumia Kanpmerra-XKepena
(BPIDK), neBamuzomn, uHTEpIEHKUH-2, anbpa-uHTEP(HEPOH # M.0.), MOHOKJIOHAJIbHBIE aHTUTENA
(nanpumep, moHOKIOHaNbHBIE aHTUTeNna nporus CD20, mporus HER2, nporus CDS52, npotus
HLA-DR u mnporus VEGF), uMMyHOTOKCHHBI (Hanpumep, KOHBIOTAT MOHOKJIOHAJIBHOTO
aturena nporuB CD33-xanmnxeamMuIHA, KOHBIOIaT MOHOKJIOHAJIBHOTO AHTUTENA IPOTUB
CD22-nceBIOMOHATHOTO SK30TOKCHMHA ¥ Mm.0.) W PaIuOMMMYHOTEpamnuio (Hanpumep,

111
MOHOKJIOHaJIbHOE aHTuTeNo npoTuB CD20, koHbrOrupoBaHHoe ¢ In, Y wu 1311, um.o.).

[0093] B pomonHUTENHHOM BapHaHTE peau3alih U300PETEHUs] COSMUHEHUs, ONMUCAHHBIC B
HACTOSIIEM JIOKYMEHTE, MOJKHO BBOJUTh C TPAAUIHUOHHBIMH pPaTUOTEPATIEBTHYSCKUMU
areHTaMH, KOTOpPbIE BKJIIOYAIOT, HO HE OTPAHUYUBAIOTCS 3TUM, PATUOHYKJIHJIBI, TAaKHe KaK YIsc,
64 67 8 86x, 87 105 111 iy, 117 14 153 166 177 1

Cu, ¥Cu, ¥sr, %Y, ¥y, %y, 'Rn, "MAg, "Mn, "'"™Sn, "PPm, *Sm, 'Ho, ""Lu, "™Re,
126 211 2121

Re, © At u "~ “Bi, HeoOs3aTeIbHO KOHBIOTHPOBAHHBIC C AHTUTENIAMH MPOTHUB OIYXOJIEBBIX

2

AHTHUI'CHOB.

L KoMnosuiuu

[0094] B mHacrosiieM OOKYMEHTE NpPEAJIOKEHbl COEIUHEHUs, HIH UX (apMaleBTUIECKH

npuemMieMast Cojib, UMeroLiee GopMyy:

[0095] B coemunennu dopmyasr (I) L npencranser coboil CBsi3b, 3aMELICHHBIA WU
HE3aMEIIeHHbIN aJKUJIeH, JMOO 3aMeIeHHBbI WM He3aMEeIIeHHbIH TIeTepOaJIKUIIEH. R'
npencTasisieT coO0l BOAOPOI, TaJlOTeH, —CX13, —OCX13, -CN, -OH, -NH,, -COOH, —C(O)OR4, -
CONH,, -NO,, -SH, -NHNH,, —NR2R3, —OR4, —SR4, 3aMeIeHHbIN WM He3aMeIleHHbIN aIKHII,
3aMCLICHHBIM WM HE3aMELIEHHbIH TIeTePOANKWI, 3aMELUECHHBbI WIHM HEe3aMeLIeHHbIN
LUKJIOAJKUJI, 3aMELIEHHbIH WIH HE3aMELIEHHbI TeTePOLMKIIOANIKNWN, 3aMELIEHHbIH WU
HE3aMELICHHbIH apui, JUOO 3aMEelLIeHHbIH WM He3aMeIleHHBbI reTepoapuil. X' HesaBucuMoO
NPEACTaBJsIET COOON TaJioreH. R* u R* nesaBucumo NPEACTaBISIIOT COOOH 3aMELIeHHbIH Win

HE3aMELIEHHbIM aJKWI, 3aMELIEHHbIM WM HEe3aMELICHHBbI T[eTEePOAKUJI, 3aMEIUEHHbIA WU
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HE3aMELIEHHbIM  LMKJIOAJKWJ, 3aMEIUCHHbIA WJIM HE3aMELIEHHbI  TeTePOLMKIIOATIKUIL,
3aMELIeHHBIM WA HE3aMELIEeHHBIN apwJl, 3aMELLEHHbIN I HE3aMELIEHHBbIN TeTepoapul, Uiu R*
1 R’ HeoBs3aTenbHO COENMHEHBI M BMeECTE 00pa3yroT 3aMeIIeHHbIH WM He3aMeIIeHHBbIH
reTepOLMKIIOANKIII, OO 3aMEeLIeHHBbIH W He3aMEeUICHHbIH TIeTepOapul R* NPEACTABIIAET
coOOli 3aMeEIleHHBbI WM HE3aMEIIEHHbIM aJIKHJI, 3aMELIEHHbId WJId He3aMeLEHHbII
reTepoaNIKWI,  3aMELIEHHBbII WM  HE3aMELIeHHBbIM  LUKJIOAJKWI, 3aMELIEHHbIH WU
HE3aMEIIeHHbI  TeTEPOLMKIOANKII, 3aMELIEHHbIM WM He3aMeUleHHbI  apuii, JH0o
3aMELIeHHbI WM HEe3aMEIlEeHHbIH TeTepOoapul. R’ u R® mesaBucumo NPEACTABIISIIOT COOOM
BOZOPOX, ranoret, -CX%, -OCX%, -CN, -OH, -NH,, -COOH, -C(O)OR’, -CONH,, -NO», -SH,
—NHNH,, —NR7R8, —OR9, —SR9, 3aMeIIeHHbI WM He3aMeIeHHbIN AJKHII, 3aMeIleHHbI HJIN
HE3aMELIECHHbI TeTepOaKII, 3aMELICHHbI WM HE3aMEUICHHbIH LUKJIOAJIKUJ, 3aMELIeHHbII
WA He3aMEIIeHHbI TeTepPOLMKIIOANKIII, 3aMEIIEHHbI WM He3aMelIeHHbIH apwi, Judo
3aMELLIECHHBIN WM HE3aMELIEHHbIN reTepoapu. X? He3aBHCHMO MpeCTaBsieT coOOM rajoreH.
R’ u R® mesaBucumo MPENCTaBJSIFOT CcOOOW 3aMEIIeHHBIH WM He3aMeIEeHHBIA aJIKWI,
3aMCLICHHBbIM WM HE3aMELIEHHbIM TIeTePOANKW, 3aMELUECHHBbI WIHM He3aMeLIeHHbIN
LUKJIOAJIKUJI, 3aMELIEHHbIM WIM HE3aMELIEHHbI TeTEPOLMKIOANIKNAN, 3aMELIEHHbIH WU
HE3aMELICHHbIH apwil, JUOO 3aMEeIeHHBbIH MM HEe3aMEeIeHHBIN reTepoapul, WM R’ u R®
HeoOs3aTeIbHO COEOUHEHBl U BMeCTe OOpa3yloT 3aMEIleHHbI WIH He3aMeIleHHBIN
reTepOLIUKIIOANIKIII, JTUOO 3aMELIEeHHBbIH WM He3aMEeLIEHHBbIH TeTepOoapull. R’ MPEACTABIIAET
coOoli 3aMeleHHBbI WM He3aMEIIeHHbIM aJKWI, 3aMelleHHbIH WIH He3aMeIleHHbIH
reTepoANIKWI,  3aMELIEHHBbII WJIM  HE3aMELIeHHBbIM  LUKJIOAJKWI, 3aMELIEHHbIH WU
HE3aMELICHHbI  TeTEePOLMKIOANKII, 3aMEIIEeHHbI WM  He3aMeIeHHbIH apui, Jubo

3aMELLEeHHbBIN TN HE3aMELIEHHbIN FreTepoapul.

[0096] B mHacrosimeM HOOKYMEHTE TMPEUIOKEHbI COENMHEHUs, WiIH (PapMaleBTUIECKU

npuemiemMasi CoJib, UMeroLiee GopmMyy:

[0097] B coemmnenuu ¢opmynnl (I) L mpencrasnsier coboi CBsi3b WM 3aMELICHHBIA WU
He3aMEIIEeHHbIN aJIKIJICH. R! npencrasisier coO0H BOIOPOA, TaJIOTEH, —CX13, —OCX13, -CN, -OH,
-NH,, -COOH, -C(O)OR", -CONH,, -NO,, -SH, -NHNH,, -NR’R’, -OR", -SR*, 3amemenusiit

VI HE3aMELIEHHbIN aJKWJI, 3aMEIIEHHbIN WM HE3aMEIEeHHbIN IeTepOaIkul, 3aMELEHHbIA WIN
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HE3aMELIEHHbIM  LMKJIOAJKWJ, 3aMEIUCHHbIA WJIM HE3aMELIEHHbI  TeTePOLMKIIOATIKUIL,
3aMEeIEeHHbIA WJIM HEe3aMEIIEeHHbIH apuil JINOO 3aMEeIeHHBIN WU He3aMeIEHHBbIA TeTepOoapull.
X' nesaBucumo IpeACTaBiIsieT COOON TrajioreH. R* u R’ HesaBucmmo NPEACTaBISIIOT COOOi
3aMELIECHHBIM WJIM HE3aMEIUECHHBbIM aJKuJj, 3aMELICHHBbIM WMJIM HE3aMEIUEHHBIN TIeTepOasKUII,
3aMEIeHHbIl WM  He3aMeIleHHbIM [UKJIOAJKWI, 3aMEIIeHHbIM WM He3aMeleHHbIN
reTepOLMKIIOANIKIIL, 3aMELLEHHBIN UM HE3aMEeIleHHbINH apuJjl, 3aMELEHHbIN WM HE3aMEeLEHHBIH
reTepoapul, Uiu R” 1 R® HeoBs3aTeNIbHO COEMHEHDbI U BMECTE 00pa3yroT 3aMeleHHbIH WU
HE3aMELIEHHbIM TeTEePOLMKIIOATKIII WM 3aMELICHHBbIM WM HEe3aMEUIEHHbIH TeTepoapul. R*
npencTaBisier coOOM  3aMEINeHHbI WM HEe3aMEINeHHbIH  aJKWI, 3aMEIleHHbIH Wiu
HE3aMELIEHHbI TeTepOaKII, 3aMELICHHbI WM HE3aMEUICHHbIH LUKJIOAJIKUJ, 3aMEIIeHHbII
WM HEe3aMEeLIeHHbI TeTePOLUKIIOANIKIII, 3aMEINeHHbI WM He3aMelIeHHbIH apui Jnbo
3aMELIeHHBI WM HE3aMEIlEeHHBI reTepOoapul. R’ u R® mesaBucnmo NPEACTABISIIOT COOOMH
BOZOpOX, ranoret, -CX%, -OCX%, -CN, -OH, -NH,, -COOH, -C(O)OR’, -CONH,, -NO», -SH,
—NHNH,, —NR7R8, -OR9, —SR9, 3aMeNIeHHbIA WK HE3aMEIeHHbIN AJKHII, 3aMEIleHHbIN NN
HE3aMELIEHHbI TeTepOaKWI, 3aMELIECHHbI WIN HE3aMELICHHbIH LHUKJIOAJIKUJ, 3aMELICHHbII
WIA HEe3aMEeUIeHHBIH TeTepPOLUKIIOANIKIII, 3aMEIIeHHbI WM He3aMeLeHHbIH apwil J0o
3aMELLECHHBIN WM HE3aMELICHHbINH reTepoapu. X? He3aBHCHMO MpeCTaBsieT cOOOM rajioreH.
R’ u R® mesaBucumo MPENCTaBJSIFOT CcOOOW 3aMEINeHHBIH WM He3aMEIEeHHBbIH aJIKWI,
3aMELICHHBIM WJIM HE3aMELIEHHbIH TIeTePOANKWI, 3aMELIECHHBbI WIM HEe3aMELICHHbIN
LUKJIOAJIKUJI, 3aMELIEHHbIM WIM HEe3aMELICHHbI TeTePOLMKIOANIKWII, 3aMELIECHHbIM WIN
HE3aMeIeHHbIH apui JHOO 3aMELICHHBIH WM He3aMELICHHBbIH TIeTepoapmii, WIN R’ u R®
HeoOsI3aTeNIbHO COENMHEHbI U BMecTe OOpa3ylOT 3aMeleHHbI WIM He3aMEeLICHHbIH
reTepPOLIMKIIOANIKAI JIUOO 3aMeIeHHbI WM He3aMEINeHHbIH reTepoapull. R’ MPEACTABIIET
coOoli 3aMeIleHHBbI WM HE3aMEINeHHbIM aJKWI, 3aMEIIeHHbIH WIH He3aMeIeHHbIH
reTepPOANIKWI,  3aMELIEHHbIM WJIM  HE3aMEUIEHHbIH  [MKJOAJKWI, 3aMELUECHHBbIM WU
HE3aMELICHHBIH reTepOLUKIOAKIII, 3aMEIICHHBIN WM HE3aMELICHHbIH apuil IN0O 3aMeIeHHbIN

WJIM HE3aMELIEHHbIN reTepoapu.

[0098] B Bapuwanrtax peanusanuu uszoOpereHus L mpencraBisieT cCOOOW 3aMEINEHHBIN WU
He3aMelleHHbIN ajkwieH. L Moxker ObITh HE3aMEIIEHHBIM alKWJIeHOM. L MoxeT ObITh
neszamereHHbIM Ci-Cy ankunenoM. L Moxker ObITh HesamereHHbM Ci-Cy ankunenoM. L Moxer
ObITh He3aMeleHHbIM C; anmkuieHoM. L MoskeT ObITh He3aMelIeHHbIM METHJICHOM. B BapuaHTax
peanm3anmu n3oOperenus L npencrasnser coboil cBsi3b. B BapuaHTax peannzanuu n300peTeHus

o 47 9 o
L HezaBuCHUMO MpeaACTaBJIACT coboit CBsA3b, UJIN R -3aMCIICHHBIN UJIM HE3aMECIICHHBIN aJIKHUJICH.
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[0099] R nesasucumo npencrasisier codboi okco, ranoreH, -CFs, -CN, -OH, -NH,, -COOH, -
CONH,, -NO,, -SH, -SO,Cl, -SOsH, -SO4H, -SO,NH,, -NHNH,, ~-ONH,, -NHC(O)NHNHo,,
~NHC(O)NH,, -NHSO,H, -NHC(O)H, -NHC(O)OH, -NHOH, -OCF;, -OCHF,, R™-
3aMELIECHHBIM WM HE3aMEUIEHHbINH aJIKWI, R*-3amelneHHbI MM He3aMeleHHBbI reTepOaIKuUII,
R48-3aMemeHHb11‘/'1 WA HE3aMEINEeHHbIH ITUKIOATKHII, R4S-3aMemeHan71 WIN He3aMeIleHHbIN
reTePOLUKIIOAKIIL, R*-3amemeHHbIil WM He3aMeIIeHHbIi apun 1mbo R*™-3amemennpii wm

He3aMeLIEHHbIN reTepoapul.

[0100] R* nesasucumo npencrasisier codboii okco, ranoreH, -CFs, -CN, -OH, -NH,, -COOH, -
CONH,, -NO,, -SH, -SO,Cl, -SOsH, -SO4H, -SO,NH,, -NHNH,, —-ONH,, -NHC(O)NHNH,,
~NHC(O)NH,, -NHSO.H, -NHC(O)H, -NHC(O)OH, -NHOH, -OCFs;, -OCHF,, R™¥-
3aMELLIECHHBIN WM HE3aMEUIEHHbIA aJIKWI, R*-3aMmerneHHbI 1M He3aMeleHHbIH reTepOAIKHUII,
R49—3aMeLueHHblﬁ WM He3aMEIeHHBIM ITMKJIOAIKHIL, R49—3aMemeHan‘/'1 WIA He3aMeElleHHBIN
reTEPOLIMKIIOANIKHUIL, R*¥-3aMelenHbIil WM He3aMeLeHHBIH apui1 unu R¥-zamemennpiii mm

HE3aMELIECHHbIN reTepoapu.

[0101] B Bapuanrax peammsarmn msobperennss R' mpencrasmser coGoii ramoren, -CX's, -
0OCX's, -CN, -OH, -NH,, -COOH, -C(0)OR*, -CONH,, -NO,, -SH, -NHNH,, -NR’R?, -OR", -
SR4, 3aMELLIECHHBIN WU HE3aMEILECHHBIN aJKWI, 3aMEIICHHbIN WJIM HE3aMELIEHHbIN IeTePOAKUIL,
3aMECILIECHHBbIM WM  HE3aMELICHHbIM LUKJIOAIKWI, 3aMEIICHHbI WJIW HEe3aMELIeHHbIN
reTEepOLMKIIOANIKII, 3aMEIIeHHbIH WM He3aMELIeHHbI apuil Ju0O 3aMelLIeHHbIH WIH
He3aMeIeHHbI rerepoapui. B BapuaHtax peanuzauuu H300peTeHUs X' HesaBucuMO
npencrasisier codoli -F. B BapmanTax peanmsaunn n3oOpereHus X' HezaBucuMO IIPEICTABIIAET
coGoii -Cl. B BapranTax peanusauun u3obperennss X' He3aBUCHMO MpeicTaBiseT coboil -1 B
BapHAHTaX pean3aly U300peTeHus X' HesaBucumo npencTasisier codoit -Br. B BapmuaHTax
peammsaun  uzoOperennss R' mpencrasmser coGoii -NR’R’. B Bapuanrtax peanusanuu
nsobperennst R' npencrasisier coboii samernennbiii ankmwt. R' mosxker 6brrb 3amemmenasv C-Cy
ankwioM. B BapuaHTax peanuszanuu U300peTEHUs R npencrasisier codoli 3amernennbiii Ci-Cy
ankmn. R' Moxer GbITh 3aMmelneHHbIM STHIOM. B BapUAHTAX peaJH3alud HU300pEeTeHUs R'
npeacTaBisier coOOH 3aMelleHHbI MeTms. B BapmaHTax peanm3anuu H300peTeHHs R' me

SIBJIIETCS] BOJIOPO/IOM.

[0102] B BapumanTax peanuszanuud U300peTEHUS R' Hesasrcumo npeacTaBisieT cobol BOAOPO,
rajoreH, -CFs, -CN, -OH, -NH,, -COOH, -CONH,, -NO,, -SH, -NHNH,, -OCF3;, -OCHF,, R
3aMeIeHHBINA MM He3aMEIeHHbIN aJIKHII, Rzo—saMemeHan‘/'I WJIM HE3aMELLEHHBIN TeTepOaIKUI,

20 o o 2 o o
R -3aMCIICHHBIN HWJIM HE3aMCIICHHbBIM ITUKJIOAJIKHII, R O-SaMeH_IeHHbII/I WK HE3aMCIICHHbIN
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rETCPOLUKIIOANIKNII, R O-SaMeH_IeHHbII/I HJIN HE3aAMCIICHHBIM apuil aubo R 0-3aMeH.[eHHbII/I 501051

HE3aMELIECHHbIN reTepoapu.

[0103] B BapuanTax peanusarmu u3ooperenns R' HesaBucumo npexcrasisier coboii rasores,
-CF3;, -CN, -OH, -NH,, -COOH, -CONH,, -NO,, -SH, -NHNH,, -OCF3;, -OCHF,, R*-
3aMEIIeHHbIM UJIM HE3aMEIeHHbIN aJIKuJI, R*°-3aMeLieHHbIN WM He3aMeleHHbIi reTePOANIKUII,
R*’-3aMelneHHbIl WM He3aMelleHHbI LIUKJIOAJTKUJI, R*-3aMelnenHblli WIM He3aMeLeHHBbI
reTePOLIMKIIOAKHIII, R*"-3aMeleHHbI WiIH He3aMeIleHHbIiT apun b0 R*-3amerneHHbIii wim

HE3aMELIEHHbIN reTepoapul.

[0104] R? nesasucumo npencrasisier codboi okco, ranoreH, -CFs, -CN, -OH, -NH,, -COOH, -
CONH,, -NO,, -SH, -SO,Cl, -SOsH, -SO4H, -SO,NH,, -NHNH,, ~-ONH,, -NHC(O)NHNH,,
~NHC(O)NH,, -NHSO.H, -NHC(O)H, -NHC(O)OH, -NHOH, -OCFs, -OCHF,, R*-
3aMELLIECHHBIN WM HE3aMELIEHHbIA aJIKWI, R*!'-3aMelleHHbI 1M He3aMeleHHbIH reTepOAIKHUII,
RZl—saMemeHan‘& WIM He3aMEIeHHBIM ITMKJIOAIKHII, RZl—saMemeHan‘/'I WIA He3aMeElleHHBIN
reTEPOLIMKIIOANIKHUIL, R*'-3aMermieHHbIil WIH He3aMeIleHHBbIT apun mbo R*'-3amernenHbIii mm

HE3aMELIECHHbIN reTepoapu.

[0105] R?! nesaBucumo npencrasisier cobol okco, ranoreH, -CFs, -CN, -OH, -NH,, -COOH, -
CONH,, -NO,, -SH, -SO,Cl, -SOsH, -SO4H, -SO,NH,, -NHNH,, ~-ONH,, -NHC(O)NHNHo,,
~NHC(O)NH,, -NHSO,H, -NHC(O)H, -NHC(O)OH, -NHOH, -OCF;, -OCHF,, R™-
3aMEIIeHHBbII M He3aMeleHHbIH ankm, R**-3aMeIeH bl MM He3aMeIeHHbIH reTepOaTKu,
Rzz-SaMemeHHbIﬁ W1 HE3aMEIEeHHbIM ITUKIOAIKHII, RZZ-SaMeHleHHbIﬁ WIN He3aMeIleHHbIN
reTepOLUKIIOANIKIIL, R*-3aMelIeHHbIN WIH He3aMeIleHHbI apui nubo R*-3amelneHHbIil win

HE3aMELEeHHbIN reTepoapul.

[0106] B Bapmantax peanmsanmu w300pereHns R HE3aBHCHMO MpPEICTABIsET COGOI
3aMEIIEHHBIH MM HE3aMELleHHbI atkiil. R’ HE3aBUCHMO MOKET OBITh 3aMEIIEHHBIM HJIH
HezameleHHbIM C-Cg aIKUIoM. R’ He3aBUCHMO MOKET OBITH samerrieHHbIM C-Cg aJIKUIoM. R?
HE3aBUCHMO MOJKET ObITh HezamemeHHbM Ci-Cg ankmioM. R’ HE3aBHCHMO MOXKET ObITh
3aMeIeHHBIM WM HezamelneHHbM Ci-Cy ankmnom. R” HE3aBUCHMO MOKET GbITh 3aMELIEHHBIM
Cy-C4 ankuiaoMm. R? HE3aBUCHMO MOXET GbITh HesameleHHbIM C1-C4 anKuioMm. R® He3aBUCHMO
MOkeT ObITh 3amereHHsM —OH unmn "HezamemenusiM Ci-Cy ankuiiom. R? HE3aBHCHMO MOKET
OBITh 3aMELIEHHBIM WM HE3aMEIEHHBIM METHIOM. R’ HE3aBHCHMO MOJKET OBITh 3aMEIIEHHBIM
VM HE3aMELIEHHbIM STHIOM. R’ HE3aBHCHMO MOJKET OBITb 3aMEIEHHBIM WM HE3aMEIIEHHBIM
npornwioM. B Bapuantax peanuzannn U300peTeHUS R* HesaBHCHMO MPEICTaBIIsIeT COOOU R*-

o - 23 % o
3aMCIICHHBIM MJIW HE3aMCIICHHbIN aJIKHMJIL, R -3aMCILICHHBIN WUJIM HE3aMCUICHHBIU I'€TCPOAJIKUIL,
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R -3aMCIICHHBIN HWJIM HE3aMCIICHHBIM ITUKJIOAJIKHII, R -3aMCIICHHbBIN HJIM HE3aMCIICHHBIN
23 “ o 23 o

rETCPOLUKIIOAIKNII, R -3aMCIICHHBIN WJIM HE3aMCIICHHBIM apujl ambo R -3aMCIICHHbIN HJIN

HE3aMELIEHHbIN reTepoapu.

[0107] B BapuanTax peanu3aluy H300pETEHUS R* MpeaCTaBisieT COOOM 3aMeleHHBIH HIIN
He3zaMmereHHbIn Ci-Cyy ajIKuiL R® MOKET GbITb R23-3aMeH.IeHHI>IM i HezameleHHbIM C1-Cyg
ankmiom. R> MokeT GbITh 3aMeleHHbIM Wi HesamemeHHbM C;-Cio ankuiom. R* MoskeT GbITh
R®.samemennbiv mmm HesamemennbiM Ci-Cio ankuioM. R MOXET GbITh 3aMELIEHHBIM M
HezameleHHbIM C1-Cg ankuiaoMm. R? MosKeT ObITh R23—3aMeH_IeHHbIM niu HesamereHHbIM C1-Cg
ankmioM. R? MoxkeT GbITh 3aMeleHHbIM Wi HesamemeHHbiM C-Cs ankunom. R? MOKeT GbITh

23
R -3amermenuniM mwin HesamerneHHbIM C1-Cs aTKumoMm.

[0108] B BapuanTax peanu3anuu U300peTEHUs R? MPEICTaBIIsIeT COOOW 3aMeleHHBIA W
He3aMelleHHbI  2-20-4JieHHbI TreTepoaNKulL. R? moxer ObiTh R™-3aMelIeHHBIM M
He3aMeIeHHbIM  2-20-4JIeHHBIM ~TeTePOANKHIOM. R’ MOXET ObITh 3aMELICHHBIM WK
He3aMeleHHbIM 2-10-4leHHBIM TeTepoankmioM. R* Moxker Obith R™-3aMelieHHbIM WiTH
HE3aMEIeHHbIM  2-10-4JIeHHBIM TeTepoankunoM. R® MoxeT ObiTh 3aMELICHHBIM  HIIH
HE3AMEIEHHbIM 2-8-UJICHHBIM TeTePOAIKIIOM. R” Moxker ObiTh R™-3aMelIeHHBIM MM
HE3AMEIEHHBIM  2-8-UJICHHBIM TeTepoalKMIOM. R® MOXeT ObITh 3aMEIEHHBIM N
HE3AMEIEHHBIM 2-6-UJICHHBIM TeTePOATKIIOM. R” Moxker ObiTh R>-3aMelleHHbIM MM

HE3aMEIEHHBIM 2-6-4JIEHHBIM FeTepOATKUIIOM.

2 . .
[0109] B Bapuanrtax peanuzauuu uzoOpereHusi R mpexacrasiser coOoil 3aMeINeHHBIA WM
o o 2
He3aMeleH bl 3-20-4MeHHbll  LUKIoanKiml. R”  Moxker Obth  R™-3aMelieHHbIM — WiIH
2
He3aMelleHHbIM  3-20-4JIeHHbIM LUKJIOAJKHJIOM. R” MOkeT ObITb 3aMEIIeHHbIM WU
2 23
He3aMeIIeHHbIM  3-10-4JieHHBIM IUKJIOATKUIOM. R~ MokeT ObITh R™-3aMeleHHbIM WM
2
He3aMelleHHbIM  3-10-4JleHHBIM [UKJOAJKHJIOM. R” MOkeT ObITb 3aMEIIeHHbIM WJIH
2 23
HE3aMEIIeHHbIM 3-8-4JIEHHbIM LUKJIOATKUIOM. R~ MoxkeT ObITh R™-3aMeIeHHbIM UM
2
HE3aMEIIeHHbIM  3-8-UJIeHHbIM LHKJOAJKWIOM. R” Moxer OBbITh 3aMEIIEHHBIM WU
2 23
HE3aMEIIeHHbIM 3-0-4JIEHHbIM IUKJIOATKUIOM. R~ Moxker ObiTb R™-3aMeleHHBIM WM
2
HE3aMEIICHHbIM  3-0-uJieHHbIM LHKJOAJKWIOM. R”~ Moxker OBbITh 3aMEIIEHHBIM WU
2 2
HE3aMEIIEHHbIM S-4IEHHbIM LUKIOATKHIOM. R® MokeT ObiTh R™-3aMeIleHHbIM WK
2
HE3aMEIIeHHBIM S-4JIEHHBIM LUKJIOANKIIIOM. R™ MOXKeT ObITh 3aMeIeHHBIM HITH He3aMEIIeHHbIM
2 23
6-4JIEHHBIM [UKJIOAIKWIOM. R™ MokeT ObiTh R™7-3aMelieHHbIM WiTH He3aMEIIeHHbBIM O-4JIEHHBIM

MUKJIOAJIKHIJIOM.
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[0110] B BapuanTax peanusanuu uzoOpereHuss R™ mpencraBisier coOOl 3aMeINeHHBbIN WU
. o 2
He3aMelleHHbIN 3-20-4JeHHbIH TeTepOoLMKIoanKuiI. R” mMoxker ObITh R23—3aMeI_HeHHbIM AU
2
He3aMeIIeHHbIM 3-20-4JIEHHBIM TeTePOLUKIOATKMIOM. R” MoxeT ObITh 3aMelIeHHBIM WJIH
2 23
He3aMeIIeHHbIM 3-10-4IeHHbIM reTeponnKIoaIKmIoM. R™ Moxker ObiTh R™-3aMemmeHHbIM WiH
2
He3aMeUIeHHbIM 3-10-4JieHHBIM Te€TePOLMKIOATKUIOM. R~ MokeT ObITh 3aMEIeHHBIM WIIN
2 23
HE3aMELICHHbIM 3-8-4JICHHBIM Te€TePOLMKIOAIKIIOM. R™ Moxer ObiTb R™-3aMelieHHbIM TN
HE3aMEIEeHHbIM 3-8-4YJICHHBIM T'e€TEePOLMKJIOATKHIIOM. R> Moxker ObITh 3aMEIEHHbIM WJIU
2 23
HE3aMEIIEHHbIM 3-0-4JIeHHBIM TeTePOLMKIOANKIIOM. R™ Moxker ObiTh R™-3aMeleHHbIM WJIH
2
HE3aMEIIEHHbIM 3-0-4YJIEHHbIM TeTEPOLUKIOATKUIOM. R” MoOXeT ObITh 3aMelIeHHBbIM WJIH
2
HE3aMEIIEHHbIM S-YJIeHHBIM T€TE€POLUKIOANKHIOM. R™ MokeT ObITh R23—3aMeH.[eHHbIM 153051
2
HE3aMEIIeHHbIM S-4YJIEHHBIM Te€TEepPOLUKIIOANKIIOM. R~ MokeT OBbITh 3aMELICHHBIM WJIH
2
HE3aMEIIeHHbIM O-YJIeHHBIM T€TEePOLUKIOANKHIOM. R™ MoxkeT ObITh R23—3aMeH.[eHHbIM WA

HE3aMEIICHHbIM 6-4JIeHHBIM rETCPOLUKIIOATKHUIIOM.

[0111] B BapuanTax peanu3anuu H300peTEHUs R* MPENCTaBisieT COOOW 3aMeIeHHBIA W
He3aMeIleHHbIN 5-10-ueHHbIN apuil. R? MoskeT GbITh R23—3aMeH_IeHHbIM WA HE3aMENIEHHBIM 5-
10-4JieHHBIM apHUIIOM. R* MOeT GbITh 3aMEILeHHbIM WIH He3aMELLEHHbIM 5-8-4IeHHbIM aApUJIOM.
R Moxer GbITh R*-3aMeIeHHbIM HTH HE3aMELIEHHBIM 5-8-uIeHHBIM apuUJIOM. R* MOXKeT GbITh
3aMELIEHHBIM WJIH HE3aMEIIEHHBIM O-UJIEHHBIM apUJIOM. R* moxer GbITh R*-3aMelreHHbIM mitn

HE3aMECIICHHBIM 6-4JIeHHBIM APUJIOM.

[0112] B BapuanTax peanuzauuud HU300pETEHUS R* npezacTaBisieT coOOH 3aMEIeHHBIH HITH
He3aMeIleHHbI  5-10-uneHHbI  rerepoapui. R®* moxer Obrh R™-3aMemeHHbIM  HiH
He3aMeLIeHHbIM  S5-10-4JIeHHbIM  reTepoapuioM. R> Moxer ObITh 3aMELICHHBIM MK
HE3aMEIeHHbIM 5-8-UJIeHHBIM TeTepPOapUIIOM. R? Moxer ObiTh R¥-3amemieHHbIM wIH
HE3aMEIeHHbIM  5-8-4JIEHHBIM TeTepOapuiIOM. R® Moxer ObITh 3aMEIIEHHBIM MM
HE3aMEILIECHHbIM O-4JICHHbBIM T€TEPOAPUIIOM. R> wmoxer Obtb R™-3amerneHHbIM i

HE3aMCIICHHbIM 6-4JIeHHBIM rerepoapuIoM.

[0113] R mesaBucumo npencrasisier coboi okco, ranoreH, -CFs, -CN, -OH, -NH,, -COOH, -
CONH,, -NO,, -SH, -SO,Cl, -SOsH, -SO4H, -SO,NH,, -NHNH,, —-ONH,, -NHC(O)NHNH,,
~NHC(O)NH,, -NHSO,H, -NHC(O)H, -NHC(O)OH, -NHOH, -OCF;, -OCHF, R*-
3aMEIeHHbIN UM HE3aMEIEHHBIM aJKuI, R*-3aMelneHHbI 1M He3aMeLeHHbIH reTepOAIKHUII,
R**-3aMeleHHbIl MM He3aMeEILEHHbIIT LUKJIOAJKHUIL, R*-3aMeleHHbI WM He3aMeLeHHBbIH
reTEPOLIMKIIOAIKHUIL, R**-3aMelieHHbI WIH He3aMeIleHHbI apun nubo R*-3amernenHbIii mm
HE3aMELIECHHbI TIeTepoapu. R* HesaBuCHMO MOKeET npencraBisath coboit —OH. R*

o o 23
HE3aBUCUMO MOXKET MPEACTABJIATDH coboii HEC3aMCIICHHBIM MCTHIJI. R’ He3aBHCHUMO MOXKET OBITh
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R™'-3aMeIeHHbIM WM HE3aMEINEeHHBIM TeTepoankuioM. R™ He3aBHCHMO MOXET OBbITH R*-
23 24

3aMEILEHHbIM WM HEe3aMEI[eHHBbIM aJKWIOM. R™ HEe3aBUCUMO MOXET ObITh R™'-3aMeleHHbIM

wiu HezametnieHHbIM C-Cy4 alIKHIom.

[0114] R* HesaBucumo npencrasisier codoit okco, ranores, -CF;, -CN, -OH, -NH,, -COOH, -
CONHa,, -NO», -SH, -SO.Cl, -SO3H, -SO4H, -SO,NH,, -NHNH,, -ONH,, -NHC(O)NHNHo,,
~NHC(O)NH,, -NHSO,H, -NHC(O)H, -NHC(O)OH, -NHOH, -OCFs;, -OCHF,, R¥-
3aMELLIECHHBIN WJIN HE3aMEUIEHHbINH aJKuI, R”-3aMelleHHbIH HIN He3aMeLeHHbI reTePOAIKIUI,
RZS—SaMeLHeHHbIﬁ WIN He3aMEIeHHbIN ITHMKJIOAIKHIL, R25—3aMeLueHan‘/'1 WIA He3aMelleHHbIN
reTEPOLIMKIIOAIKHUIL, R*-3aMeleH bl WIH He3aMeIleHHBbIT apun mbo R*-3aMeIneH bl win

o 24 o
He3aMelIeHHbIH reTepoapuii. R He3aBHCHMO MOKET npeacTaBisaTh codoit —OH.

[0115] B BapmanTax peanuszauuu U300peTEHUS R® HesaBucuMo NpPENCTaBIsAeT COOOMH
3aMEIIEHHBIH MM He3aMEINeHHbl ankiil. R° HE3aBUCHMO MOKET OBbITh 3aMEINEHHBIM HJIH
neszamewmenapm Ci-Cs ankmnom. R HezaBrcumo mosxeT 6bith 3amemennbiM Ci-Cg ankmiom. R
HE3aBUCHMO MOJKET ObITh HezamemeHHbM C;-Cy ankmioMm. R® HE3aBHCHMO MOXKET ObITH
3aMeIneHHbIM WM HezamerneHHbM C;-Cy ankmnom. R’ He3aBucMo MoKeT GbITh 3aMeLeHHbIM
Ci-C, ankmiom. R® HezaBucnmo moxer Gbitb HesamewmennbM Ci-Cy ankmnom. R® Heszasucumo
MoskeT ObITh 3amemeHHbiM —OH mmm Hesamewmennbim Ci-Cy ankmiom. R® HesaBrcumo mosker
ObITh 3aMELIEHHBIM WM HE3aMELIEHHBIM METHIOM. R® HE3aBHCHMO MOJKET GbITh 3aMeIeHHbIM
VM He3aMELIeHHbIM STHIOM. R’ He3aBHCHMO MOKET ObITh 3aMEIEHHBIM WM HE3aMEIIEHHBIM
nponwioM. B BapuaHTax peanuzanuy M300peTeHUs R® HesaBucumo npeacTaBysier coOoit R*-
3aMEIeHHbIN WM He3aMEeIEeHHbIN ajIKWI, R?*-3aMeleHHbIH MM He3aMeLeHHbIH reTePOANIKUI,
R*-3aMeleHHbIl MM HE3aMELIEHHbIIT LUK JIOAJIKHUIL, R¥-3aMeleHHbI WM He3aMelleHHbIH
reTePOLIMKIIOAKHUII, R*°-3aMeleHHbI WIH He3aMeIleHHBbIiT apun 6o R*-3amernenubIii wim

HE3aMELIEHHbIN reTepoapul.

[0116] B BapuanTax peanu3anuu H300peTEHUs R’ MPeNCTaBisieT COOOM 3aMeleHHbIA W
He3zaMmeleHHbIH C1-Coyg aJIKUIL R® moxer 6bITh R26—3aMeH_IeHHbIM i HezameleHHbM C1-Cyg
ankmioM. R® Moker GbITh 3amemeHHbM mim HesamemenabM Ci-Co ankunom. R® Moker GbITh
R%*-samemennpv mwm HesamemeHHbM Ci-Cio ankmioM. R MOxeT GbITh 3aMeLIeHHBIM MM
HezamewmeHHbIM C1-Cg alKkuiom. R> MosKeT ObITH R26—3aMeH_IeHHbIM niu HesamewmeHHbM C1-Cg
ankmioM. R® Moxker GbITh 3amemeHHbIM wiin HesamemmeHHbM C-Cs ankmnom. R Moker GbiTh

26
R*"-3amermenuniM mwin HesamerneHHbIM C1-Cs aKuimoMm.

3 . .
[0117] B BapuanTax peanusanuu u3oOpereHus R° mpencraBisier coOOH 3aMeINeHHBbIN WU

. . 3 26
He3aMelleHHbIH 2-20-uneHHblii retepoankmwil. R™ Moxker ObiTh R™-3aMerneHHbIM  win
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HE3aMCIICHHBIM
HE3aMCIICHHBIM
HE3aMEIICHHBIM
HE3aMEIICHHbIM
HE3aMCIICHHbIM

HE3aMCIICHHBIM

3
2-20-4IeHHbIM TeTepoaNKWiIoM. R’ MoxeT ObITh 3aMeleHHBIM

3 26
2-10-uneHHbIM retepoankmiioM. R° Moxker ObiTh R™-3amemmeHHbIM

3
2-10-uneHHbIM rerepoankmioM. R’ MoxkeT ObIThb 3aMeIleHHBIM

3 26
2-8-uneHHBIM reTepoankmwioM. R° wmoxer ObiTb R™-3aMerneHHBIM

2-8-4JIeHHBIM

re€TCPOAIKHUIIOM.

R3

MOXKET  OBITh 3aMCIICHHBIM

2-6-4JIeHHBIM TeTEPOANIKIIIOM. R’ Moxer 6brb R*-3amemeHHbiM

HE3aMCELICHHbIM 2-6-4JIEHHBIM reTepoaIKUIOM.

[0118]
He3aMelleHHbIN
HE3aMCIICHHbBIM
HE3aMCIICHHbBIM
HE3aMCIICHHbBIM
HE3aMCIICHHbBIM
HE3aMCILICHHbBIM
HE3aMCILICHHbBIM
HE3aMCILICHHbBIM

HE3aMCIICHHbIM

3-20-uJleHHBIA LUKJIOATKUIL.

3-20-4JIeHHBIM  LIUKJIOAJIKUAJIOM.

R3

3 . .
B Bapuantax peanuzarnuu uzoOpereHuss R” mpencrasisier coOoil 3aMeleHHbIH

R3

26
MOxkeT ObvlThb R -3aMCIICHHBIM

MOKET OBITb 3aMELICHHBIM

3 26
3-10-ujleHHBIM LUKJIOAIKWIOM. R° MoxkerT ObITb R™-3aMereHHbIM

3-10-uIeHHBIM  LUKJIOAJIKUAIOM.

R3

MOJKET OBITb 3aMCIICHHBIM

3 26
3-8-ujieHHBIM LUKJIQUIKWIOM. R~ wMoxer ObIThb R™-3aMenieHHBIM

3-8-4IeHHBIM

MUKJIOAJIKHIIOM.

R3

MOJKET OBITb 3aMCIUICHHBIM

3 26
3-6-ujJIeHHBIM LUKJIOUIKWIOM. R~ wMoxer ObIThb R™-3aMenieHHbIM

3-6-4JIEHHBIM

3
5-4JIeHHBIM MUKJIOAJIKHIIOM. R

MUKJIOAJIKHIIOM.

R3

MOJKET OBITb 3aMCIICHHBIM

26
MOxkeT ObiThb R -3aMCIICHHBbIM

HJIN

HJIN

HJIN

NI

HJIn

HJIn

50)051

501051

50)051

HJIN

50)051

J50)051

HJIN

HJIN

HJIN

HJIN

3
HE3aMCIICHHBIM 5-4JIeHHBIM ITHKJIOAJIKHIIOM. R’ moxet ObITh 3aMCIICHHBIM HUJIM HE3aMCIICHHbIM

3 26
6-4JIEHHBIM MUKJIOAJIKHMJIOM. R’ moxer 6bITb R -3aMCIICHHBIM HWJIM HE3aMCIICHHbBIM 6-4JIeHHBIM

MUKJIOAJKHJIOM.

[0119]
He3aMeIleHHbIH
HE3aMCIICHHBIM
HE3aMCIICHHbBIM
HE3aMCIICHHbBIM
HE3aMCIICHHbBIM
HE3aMCIICHHbBIM
HE3aMCIICHHbBIM
HE3aMCIICHHbIM
HE3aMCIICHHbBIM
HE3aMCILICHHbBIM

HE3aMCIICHHbIM

3-20-4JIEHHBIM TEeTEPOLUKIIOATKUIIOM. R’

3-10-4eHHBIM TeTepPOLUKIOATKHUIIOM. R’

B BapuaHTax peanmuzanuy H300peTEHHUS R’ npezacTaBisier coOOH 3aMeleHHbIH

. 3
3-20-4yieHHBIN TreTepolMKIoankmi. R” Moxker ObITh R*-3amelieHHbIM

MOXET OBITh 3aMCLICHHBIM

3 26
3-10-4JieHHBIM TeTepOLMKIOANKIIOM. R™ MokeT ObITh R™-3aMerneHHbIM

MOXET OBITh 3aMCEIICHHBIM

3-8-4JIeHHBIM TETEePOLIMKIIOATKHIIOM. R* mosxer Gbire R*°-3amerneHHbIM
3-8-4JIeHHBIM TeTEPOLUKIIOATKHUIIOM. R® Moxer GbITH 3aMeLIEHHBIM
3-6-4JIeHHBIM TETEePOLMKIOATKHIIOM. R® moxer Gbire R*°-3amerneHHbIM
3-6-4JIeHHBIM TeTEPOLUKIIOATKHUIIOM. R® Moxer GbITH 3aMeELICHHBIM

3 26
S-4JIeHHBIM TeTepOHUKIOATKIIOM. R” Moxker ObiTh R™-3amemeHHBIM

3
5-4JI€HHBIM reTCPOLUKIIOATKHUIIOM. R MOXKET OBITb 3aMCIICHHBIM

HE3aMCIICHHbIM 6-4JIeHHBIM reTCPOLUKIIOATKHUIIOM.
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3 26
6-4JICHHBIM TeTEPOLUKIIOANKUIOM. R” Moxer ObiTh R™-3amemmeHHbIM

HJIn

HJIn

501051

NN

50)051

HJIN

50)051

HNJIN

50)051

HJIN

J50)050

HJIN



[0120] B BapuanTax peanu3aluu U300peTEHUS R’ MPEICTaBIsIeT COOOW 3aMeleHHBIA W
He3aMeIleHHbIH 5-10-4eHHbIH apui. R* Moxer GbiTh R*°-3aMeIIeHHbIM W He3aMELEeHHBIM 5-
10-uneHHBIM apUIIOM. R’ MOKET GbITh 3aMEIEHHBIM HIIH HE3AMELIEHHBIM 5-8-u/IeHHbIM apUIIOM.
R’ mMoxer GbiTh R*-3aMeIeHHbIM HTH HE3aMEIIEHHBIM 5-8-uIeHHBIM apUJIOM. R’ mMoxer GbITh
3aMELEHHBbIM WA HE3aMELICHHbIM 6-UJIEHHBIM apUJIOM. R mMoxer Gbith R*-3aMerneHHbIM mn

He3aMeIeHHbIM O-4JIEHHbIM ApUIIOM.

3 . .
[0121] B BapuanTax peanusanuu u3o0OpereHuss R° mpexncraBisieT coOOH 3aMeIlNeHHBbIN WU
. o 3 2
He3aMeUleHHbIH  5-10-uneHHpli  rerepoapwin. R”  wmoxer Obitb R 6_3aMerneHHbIM MM
3
He3aMeUIeHHbIM  5-10-ujeHHbIM rerepoapwioM. R’ MoxkeT ObITh 3aMEIIEHHBIM  HJIH
3 26
HE3aMELICHHbIM S5-8-uJIeHHbIM rerepoapuioM. R° wmoxer ObiTh R7-3aMemmeHHbIM N
3
HE3aMELICHHbIM  S5-8-uJieHHBIM rerepoapuioM. R’ wMoxer ObITh 3aMEINEHHBIM — HJIH
3 26
HE3aMELICHHbIM O-4JIeHHbIM reTepoapmyioM. R° wMoxker Obitb R™-3aMemeHHbIM — WH

HE3aMELIEHHbIM O-4YJICHHBIM I'€TepOapUIIOM.

[0122] R?® mesaBucumo npencrasisier codboi okco, ranoreH, -CFs, -CN, -OH, -NH,, -COOH, -
CONH,, -NO,, -SH, -SOCl, -SO3H, -SO4H, -SO.NH,, -NHNH,, —-ONH,, -NHC(O)NHNH,,
-NHC(O)NH,, -NHSO;H, -NHC(O)H, -NHC(O)OH, -NHOH, -OCF;, -OCHF,, R”-
3aMEIIeHHbIN WM HE3aMEIIEHHbIN aJKWI, R*’-3aMeLeHHbIH 1M He3aMeLeHHbIi reTepOaIKuUII,
R*’-3aMeleHHbIl MM He3aMeleHHbIIT LIUKJIOATKHUIL, R¥-3aMeleHHbIH WM He3aMeLleHHBbIH
reTEPOLIMKIIOAKHUIL, R*’-3aMeIIeHHbIH WIH He3aMEIIeHHBbI apuin nubo R*-3amernenHbIil mm
HE3aMEILEeHHbI TeTepoapull. R*  HesaBHCHMO MOXKeT npeacTapsTh cobori —OH. R*
HE3aBHCHMO MOJKET OBITh HE3aMEIEHHBbIM METHIOM. R He3aBHCHMO MOeT Obrtb R
3aMELIEHHBIM WJIM HE3aMEIIEHHbIM TeTePOAIKUIIOM. R* uesaBucumo Mmoxer 6bitb R?-
3aMELIEHHbIM WM HEe3aMeLIeHHbIM ankmioM. R He3aBHCHMO MOkeT GbITh R*-3aMelieHHbIM

ninn HesamerneHHbIM C1-C4 aKuimoMm.

[0123] R? nesaBucumo npencrasisier codboi okco, ranoreH, -CFs, -CN, -OH, -NH,, -COOH, -
CONH,, -NO,, -SH, -SO,Cl, -SOsH, -SO4H, -SO,NH,, -NHNH,, ~-ONH,, -NHC(O)NHNH,,
~NHC(O)NH,, -NHSO.H, -NHC(O)H, -NHC(O)OH, -NHOH, -OCFs, -OCHF,, R*-
3aMELLECHHBIN WM HE3aMEUIEHHbIA aJKuI, R*®-3aMelleHHbI 1M He3aMeleHHbIH reTepOAIKHUII,
R28—3aMemeHan‘/'1 WM He3aMEIeHHBIM ITMKJIOAIKHIIL, Rzg—saMemeHan‘/’I WIA He3aMelleHHBIN
reTEPOLIMKIIOATIKHUIL, R*-3aMeieHHbI WIH He3aMeIleHHbI apun nubo R*-3amernenublii mm

o 27 o
He3aMeIlIeHHbIH retepoapuii. R™ He3aBHCHMO MOKET MpeacTasisiTh codoit —OH.

2 3
[0124] B BapmanTax peanusanuu nzodpereHuss R” u R’ coennnens! BMecTe ¢ oOpa3oBaHuEM

3aMECIICHHOI'O NI HE3aMCIICHHOI'O reTepoOUUKIIOAJIKHIIA 100 3aMECIICHHOIO HUIn
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He3aMeleHHoro rerepoapria. R* um R’ Moryr GuiTh cOemMHEHBI BMeCTe ¢ OOpPa3OBAHHEM
3aMELIEHHOr0 WJIM HE3aMELIEHHOr0 IeTePOLMKIOAIKIIIA. R* u R’ MOTYT OBITh COEIUHEHBI
BMeCTe C 00pa30BaHUEM 3aMELICHHOTO MM HE3aMEIIEHHOr0 3-8-4JIeHHOTO reTepOLUKIIOATKIIIA.
R* u R’ Moryr GbiThb COENMHEHBI BMeCTE C OOPA30OBAHHEM 3aMEIIEHHOrO 3-8-4IIEHHOTO
rerepormknoankuia. R* u R® Moryr GbiTh COeMHEHB BMECTE ¢ OOPa30BAHHEM 3aMEIIEHHOTO
WIM HE3aMEIEHHOrO 5-7-4JI€HHOIO TIeTepOLMKIOANKUIIA. R* u R’ MOTyT OBITH COETUHEHBI
BMeECTe ¢ 00pa30BaHUEM 3aMELIEHHOTO 5-7-4J€HHOTO reTePOIHKIIOATKUIIA. R*u R’ MOTYT OBITh
COEMHEHbl BMECTe C OOpa30oBaHWEM 3aMELIEHHOTO WM HE3aMEIIeHHOrO 4-4JIeHHOTO
rereporkoankmia. R* u R® MoryT GbiTh COeMHEHBI BMECTE ¢ 0OPa3sOBaHHEM 3aMELIEHHOrO
WJIM HE3aMEIIEHHOr0 S-4JIEHHOTO MeTepPOLMKIOATKHIIA. R* u R’ MOTYT OBITh COCHEHBI BMECTE

C O6paSOBaHI/IeM 3aMeIIeHHOT0 UM He3aMEIeHHOr O O-1IEHHOTO FrETCPOLUKIIOANIKHUIIA.

[0125] R*> u R® MOTYT OBITh COEIMHEHBI BMECTe C OOpa3OBaHHEM R*_3amemennoro wim
HE3aMEIEHHOIr0 TeTePOLNKIIOANKIIIA. R*u R’ MOTYT OBITh COETUHEHBI BMECTE C OOpa30BaHUEM
R*-3aMeLIEHHOrO Wi He3aMELIEHHOTO 5-7-4IeHHOrO reTePOLUKJIOATKHUIA. R*uR’ MOTYT OBITh
COeIUHEHBI BMECTe ¢ OOpa3oBaHUEM R*-3aMeIleHHOr0 MM HE3aMEIIEHHOrO 4-4IEHHOTO
reTePOLIMKIIOAIIKAIIA. R* u R’ MOTYT OBITb COEOUHEHBI BMECTe C OOpa3oBaHUEM R*-
3aMEIIEHHOr0 WJIM HE3aMEIIEHHOrO S-7-4JICHHOTO TeTepOLUKIIOANKUIA, TAe R* HesaBrcumo
npencTaBisier coOOl 3aMeIleHHBI WIM He3aMeUICHHBbIH aJKWI WM 3aMEIIeHHbIH WId
HE3aMELIEHHbINA IeTePOANIKHUIL. R*> u R’ MOTYT OBITh COEMHEHBI BMECTE ¢ 0Opa3oBaHUEM R*-
3aMELIEHHOr0 5-7-4JI€HHOTO TeTEePOLMKIIOANKIIA, TTe R* HesaBucumo npezacTasisier coOoi
3aMeleHHbIM WM He3ameleHHbi C1-Cg ankuin nudo 3aMeleHHbIH WM He3aMEIEeHHbIN 2-8-

YJIEHHBIA FETEPOATIKUIL.

[0126] B BapmanTax peanuzauuu U300peTEHUS R* u R? coennmers BMecTe ¢ oOpazoBaHueM
3aMEIICeHHOTO WJIM HE3aMEIEHHOrO MUPPOIHINHIIA. B BapuanTax peamusanun n300peTeHus R?
u R? coenumens! BMecte ¢ 00pa3oBaHUEM 3aMEIEHHOTO WM He3aMEIIeHHOTO MuIepasuHmia. B
BapHAHTaX peau3aluu U300peTeHHS R® u R® coennuens! Bmecre ¢ o0Opa3oBaHHEM R%-
3aMEIIeHHOTO WJIM HEe3aMeIeHHOro MUPPOoIuanHIIIa. B BapuaHTax peanusanuu n300peTeHus R*
u R’ coenmHeHsl BMecTe oOpazoBaHUEM R*-3aMeIEHHOr0 WM  HEe3aMEIIeHHOrO
NunepasuHumIA. R™ sBisieTcss TAKNM, KaK OIMCAHO B HACTOALIEM NOKYMEHTE, B TOM YMCJIE JJIs
BAPMAHTOB pealu3alud u300peTeHus. B BapuaHTax peamusauuu H300pETEHUS R* u R’

24
COeMHEeHbI BMeCTe ¢ oOpa3oBaHreM R™'-3aMemeHHOro nin He3aMemeHHOTo (hTaTuMUIHIIA.

4 - 2
[0127] B Bapmanrtax peanmusauuu uzodOpereHus: R* HezaBucumo mpexncrasysier codoit R e
o - 2 o o
3aMCIICHHBIM MJIM HE3aMCIICHHBIN aJIKHMIJI, R 9-3aMeH_IeHHbII/I UM HE3aMCIICHHBIN T'€TCPOAJIKUIL,

29 o o 2! 9 o
R -3aMCIICHHBIN HWJIM HE3aMCIICHHBIM ITUKJIOAJIKHII, R 9-321M6H.I€HHI:II/I WK HE3aMCIICHHbIU
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2 o o o
rETCPOLUKIIOANIKNII, R 9-321M6H.[6HHI:;II/I HJIN HE3aAMCIICHHBIM apuil 1100 R29-3aMeH_IeHHbII/I 501051

HE3aMELIEHHbIN reTepoapu.

[0128] R? nesaBucumo npencrasisier codboit okco, ranores, -CFs, -CN, -OH, -NH,, -COOH, -
CONHa, -NO,, -SH, -SO,Cl, -SOsH, -SO4H, -SO.NH», -NHNH», ~-ONH,, -NHC(O)NHNHo,,
~NHC(O)NH,, -NHSO,H, -NHC(O)H, -NHC(O)OH, -NHOH, -OCFs;, -OCHF,, R»-
3aMeIleHHbIA WM He3aMeIeHHbIN aJIKHIIL, R*°-3amelneHHbIi WM HE3aMeleHHbIi reTepOoaKuI,
R3O—3aMeLueHan71 WIN He3aMEIEHHBIM IIHMKJIOATKHII, R30—3aMeLueHHb1ﬁ WIA He3aMelleHHbIN
reTePOLIMKIIOAIKHUII, R*-3aMerienHbIil WiIH He3aMelleHHbIiT apun b0 R*’-3amernenublii wim

HE3aMELIEHHbIN reTepoapul.

[0129] R*® mesaBucumo npencrasisier codboi okco, ranoreH, -CFs, -CN, -OH, -NH,, -COOH, -
CONH,, -NO,, -SH, -SO,Cl, -SOsH, -SO4H, -SO,NH,, -NHNH,, ~-ONH,, -NHC(O)NHNH,,
~NHC(O)NH,, -NHSOH, -NHC(O)H, -NHC(O)OH, -NHOH, -OCFs;, -OCHF, R’-
3aMELLECHHBIN WM HE3aMELIEHHbIA aJIKWI, R*!'-3amerneHHbI 1M He3aMeleHHBbIH reTepOAIKHUII,
R31—3aMemeHan‘/'1 WM HE3aMEIEHHBIM ITMKJIOAIKHII, R31—3aMemeHan‘/'1 WIA He3aMeEIleHHBIN
FeTEPOLIMKIIOANIKHUIL, R*'-3amemennbiii 1M He3aMeIIeHHBbIT apun nubo R*!-3amernenublii mm

HE3aMELIECHHbIN reTepoapu.

[0130] R’ HE3aBUCHMO MOKET MPEICTAaBIISITh COOOH rajioreH, —CX23, —OCX23, -CN, -OH, -NH,,
-COOH, -C(O)OR’, -CONH,, -NO,, -SH, -NHNH,, -NR'R®, -OR’, -SR’, 3amewmennbiii mwm
HE3aMEIIeHHbIN AaJIKWJ, 3aMEIIEeHHBbIN WM HEe3aMELIeHHbI TIeTepOasKWiI, 3aMELIEHHBbIH WU
HE3aMEIICHHbIN  LUKJIOAJKWJ, 3aMEINECHHbII WM HE3aMELIEHHBbI TIeTepOLUKIIOAIKUI,
3aMeIeHHbIH WM He3aMeIeHHbII apui1 JIn0O 3aMeLIeHHbIH WM He3aMelleHHbIH rerepoapui. B
BapHAHTaX peau3aluu U300peTeHus R’ He3aBHCHMO npencrasisier coboit -F. B BapuanTax
peammsauny usoGperenns R’ Hesasucumo npexcrasiser coboii -Cl. B BapuaHTax peanusanuu
n300peTeHus R’ HesaBHCHMO npezncrasisier codoli -1. B BapuaHTax peanusanuu H300peTeHus R’
HE3aBHCHMO MpencTasisier coboii -Br. B BapuanTax peanm3auuu u3o0peTeHHs X* HE3aBHCHMO
npencrasisier coboii -F. B BapuanTax peanmusanuu u3o0peTeHUs X* He3aBHCHMO MPEACTABIIAECT
coGoii -Cl. B BapuaHTax peanusanun u3obpereHnss X- He3aBUCHMO MpeCTaBiseT coboii -1 B
BapHAHTaX pear3alii U300peTeHUs X* He3aBHCHMO npencTasisier codoit -Br. B BapmaHTax

5 . T8
peanuzauuu n3odperenust R™ npencrasnser codboii —NR'R”.

[0131] B Bapuanrtax peanmsaumu usobperenmst R mpexcrasmser coGoit —C(O)OCHs. B
BapHaHTaX peajn3aluu H300peTeHHs R’ npencrasisier coboii -OCH3. B BapuanTax peanuzanmu
m3obperenns R’ npencrasmsier coboit -OCH(CH3),. B BapuanTtax peannsauun nzodperenns R’

-~ 5 -
npencrasisier codoit -CN. B Bapmanrax peanmsanun msoOperenuss R™ mpencrasisier coOol -
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NO,. B Bapmantax peanm3anuu H300peTCHHS R’ npencrasisier coboii -NH,. B BapuanTax
peanuzauuu  U300peTeHHS R’ npencrasisier coboit rajmoreH. B BapuaHTax peanuzanuu
n300peTeHns R’ HesaBHCHMO npezncrasisier coboil Bomopoxa. B BapmaHTax peanuzaunuu
n300peTeHus R’ He3aBHCHMO npencrasisier coOOll He3aMmelleHHBbI MeTwi. B BapuaHTax
peanuzauuu  M300peTeHUs R’ HesaBHCHMO npexacrasisier coboit -OCFs. B BapuanTax
peanuzauuu U300peTeHus R® HE3aBHCHMO npezncrasisier coboit -NHAc. B Bapuanrtax
peanu3anuu u300peTeHust R’ HesaBuCHMO npencrassier coboit —OH. B BapuanTax peanuzanuu
u300peTeHus R’ NpeCTaBIsieT OO0 He3aMEIIeHHBIN aJIKII. R® MOXeT GbITh He3aMeLIEHHbIM
Ci-Cs anmkwiom. B BapuaHTax peanuszanuud = U300peTEHUS R’ npencrasisier  coboi
Hezamemenublii C-Cs4  ankui. R’ MoxkeT ObITH HE3aMEIEHHbIM 3TUJOM. B BapuaHTax
peanu3anuu  U300peTEHHUSI R’ MpencTaBisieT CoOOM He3aMelleHHbIM MeTwi. B BapuaHTax
peanu3anuy H300peTeHus R’ HesaBUCHMO npencrasisier coboit Bonopon, rajoreH, -CFs, -CN, -
OH, -NH,, -COOH, -CONH,, -NO,, -SH, -NHNH,, -OCF;, -OCHF,, R*-3amemennbiii uu
He3aMeIeHHbIH anki, R*-3aMeleH bl I He3aMeleHHbIi reTEPOAIKUII, R*-3amerenHbIii
WM HE3aMEILLECHHBIN LMKJIOAIKUI, R*-3aMelleHHbI WK He3aMeleHHbI reTepOLNKIOANKHAIL,
R**-3aMeIleHHbIl WM He3aMeIIeHHbIit apun b0 R**-3aMeIleHH bl WIH He3aMeIleHHBbI
rerepoapmyl. B BapmaHTax peanuzauuu HM300peTEHUs R’ HesaBHCHMO npencTaBisieT coOoit
ranoren, -CF;, -CN, -OH, -NH,, -COOH, -CONH,, -NO,, -SH, -NHNH,, -OCF;, -OCHF,, R**-
3aMELICHHbIN WM HE3aMEIIEHHbBIN aJKWI, R*-3aMelneHHbIH 1M He3aMeLeHHbIH reTepOaIKuUII,
R**-3aMelneH bl WIH He3aMelleHHBbI LIUKJIOAJIKHIL, R*-3amelneHHbIl MM He3aMeLeHHbII
reTePOLUKIIOANIKIIL, R**-3aMeleHHbIN WM He3aMeIIeHHbIi apun b0 R**-3amermeHnbiii wim
He3aMeIleHHbI rerepoapwi. B BapmanTax peanusauuu u300peTeHUs R’ He sBisieTcs

BOZIOPOJIOM.

[0132] Kaxnaprii R>? HesaBucumo npencrassier codoit okco, rajore, -CFs;, -CN, -OH, -NH,, -
COOH, -CONH,, -NO,, -SH, -SOCl, -SOsH, -SO4H, -SO.NH,, -NHNH,, —-ONH,,
-NHC(O)NHNH,, —-NHC(O)NH,, -NHSO.H, -NHC(O)H, -NHC(O)OH, -NHOH, -OCFs;,

OCHEF,, R33—3aMemeHan71 T He3aMeIeHHbIM aJIKHII, R33—3aMemeHHbH‘/'1 WIN He3aMEIEHHBIN
reTepOaTKuII, R*-3ameleHHblii WM HesaMeleHHbII LIUKJIOAJIKHAJI, R*-samermennbiii  wim
HE3aMEIECHHbIN IeTEePOLUKIOATIKAI, R*-3amemennbIii Wik He3aMeleHHbIi apun ubo R*-

3aMELLECHHbBIN WM HE3aMELIEHHbINA MeTEPOapHIL.

[0133] Kaxngpri R>? nezasucumo npencrasisier codoit okco, rajores, -CFs, -CN, -OH, -NHa, -
COOH, -CONH,, -NO,, -SH, -SO,Cl, -SOsH, -SO4H, -SO,NH,, —-NHNH,, —ONH,,
—NHC(O)NHNH,, —NHC(O)NH,, -NHSO,H, -NHC(O)H, -NHC(O)OH, -NHOH, -OCFj;,

34 o o 34 o o
OCHF,, R™-3amelneHHbI WJIH HE3aMeEIIeHHbIH alKmI, R -3aMeIeHHbIN HIH He3aMelleHHbII
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34 o o 34 o
rETCPOAJIKHAIIL, R -3aMCHICHHbBIM HWJIM HE3aMCIICHHBIN ITHKJIOAJIKHIIL, R -3aMCIICHHbIN HWJIN
o 34 o < 34
HE3aMCIICHHBIN T€TCPOLUKIIOAJIKUII, R -3aMCILICHHBIN WM HE3aMCIICHHbIU apuJl nmubo R™-

3aMELLIECHHBIN WM HE3aMELIEHHbIN FeTepOapull.

[0134] R® He3aBUCHMO MOXKET MPEICTaBIISITH COOOH rajioreH, —CX23, -OCX23, -CN, -OH, -NH,,
-COOH, -C(O)OR’, -CONH,, -NO,, -SH, -NHNH,, -NR'R®, -OR’, -SR’, 3amemennsiii mm
HE3aMEIIEHHbIN aJKWI, 3aMEIIEHHbIH WM HE3aMEIIECHHbIH TeTePOAJIKWI, 3aMELEeHHbIH WIH
HE3aMeIeHHbIN  I[UKJIOAJKWJ, 3aMEINEeHHbI WM He3aMeIlEeHHBbIH TIeTepOLUKIOATKUIL,
3aMEIIeHHBIA WM He3aMEeLIeHHBIH aprl JTHOO0 3aMELeHHbIH TN He3aMeLeHHbIH reTepoapil. B
BapHAHTAX peau3aluu H300peTeHus R® HesaBHCHMO npencrasisier coboii -F. B BapuanTax
peamsaunn usoGperenns R® Hesasucumo npexcrasmsier coGoii -Cl. B BapuanTax peanusanuu
nso6perenns R® HesaBncimo mpencrasiser coboii -1 B BapuanTax peanmsarn nsobperenns R°
HE3aBUCHMO IpencTaBisier coboii -Br. B BapuanTax peanmzaunu u3o0peTeHHs X* HE3aBHCHMO
npencrasisier coboit -F. B BapuanTax peanmusanuu u3oOpeTeHus X* HE3aBHCHMO MPEACTABIIAECT
coGoii -Cl. B BapraHTax peanusanun u306peTeHnss X- He3aBUCHMO MpeACTaBiseT coboii -1 B
BapHWAHTaX pear3ali U300peTeHus X* He3aBHCHMO npencTasisier codoit -Br. B BapmaHTax

6 " T8
peanuzauuu n3odperenust R” npencrasnser codoii —NR'R”.

6 .
[0135] B Bapmanrtax peanmsanuu usodOperenus R° mnpencrasmisier coboit —C(O)OCH;. B
6 .
BapHaHTax peanusanuu uzodbperenus R° npencrasisier coboii -OCH;3. B BapuanTax peanusanun
6 .
msobperenns R® npencrasmusier coboit -OCH(CH3),. B BapuanTax peammsauun usodperenns R°
npexcrasmser coboit -CN. B BapuanTtax peanmsauuu usobperennst R® npencrasisier coGoii -
6 .
NO,. B BapuanTax peanuzauuu u3odpereHuss R” mpencrasnser coboit -NH,. B BapuanTax
peanu3anuu  U300peTEHHMSI RS npencrasisier coOoii rajmoreH. B BapuaHTax peanusanuu
6 .
uzobperennss R° HesaBucumo mpencrasisier coboii Bomopon. B BapmaHTax peanuzanuu
6 o .
n3o0perennst R° HezaBuCHMMO mpencraBisieT coOOM He3aMelleHHbId MeTwi1. B BapmaHTax
6 .
peamm3armu  m3o0perenuss R° HesaBucumo mpencrasnsier coborr -OCFs;. B BapmanTax
6 .
peamm3armu  u3oOpereHuss R° HesaBucumo mnpencrasisier coboii -NHAc. B BapuanTax
6 .
peanusanuu m3odperenus: R” HezaBucumo npencrasisier codoit —OH. B BapuanTax peanusanuu
6 . .
uszobperenust R” mpexncrapnsier co00i He3aMEIEHHbIN aJTKUJI. R® MoeT GbITh He3aMeLIEHHbIM
C-Cg  ankmnom. B BapmaHTax peanmzanud  M300pETEHHS RC NpeACTaBIsieT  coOOH
. 6
HezamemienHbiii C;-C4 ankmin. R° MoxkeT ObITh HeE3aMEIIEHHBIM STHJIOM. B BapuwaHTax
6 . .
peamm3armu n3o0pereHus R° mpencraBnser coOoil He3aMmelleHHbI MeTwia. B BapuaHTax
6 .
peanusaunu m3o0pereHus R° HesaBucumo mnpexacrapisier codoi Bogopon, ranore, -CFs, -CN, -
OH, -NHa, -COOH, -CONH,, -NO,, -SH, ~-NHNH,, -OCF;, -OCHF,, R*-3amemennpiii uiu

“ 35 u o 35 o
HC3aMCIICHHbBIN aJIKHJI, R -3aMCLICHHbIN UJIN HE3aMCHICHHBIN T'€TCPOAJIKUII, R -3aMCIICHHbIN
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WM HE3aMEIeHHBIM MUKIOAIKHUIL, R35—3aMeLueHHbH‘/'I WM HE3aMEILLECHHBIN TeTePOLIMKIOATKNIL,
R35—3aMemeHHbH‘i WIH HE3aMEeUICHHBIH apui Judo R35—3aMeLueHan71 WIA He3aMelleHHbIN
rerepoapwil. B BapmaHTax peanuzauuu HM300peTeHUs R® HesaBucumMO npencTaBisieT coOoit
raores, -CFs, -CN, -OH, -NH,, -COOH, -CONH,, -NO,, -SH, -NHNH,, -OCF3, -OCHF,, R*-
3aMeIeHHbIN WM He3aMEIeHHbIN aJIKWI, R35-3aMeLueHan‘/'1 UM HE3aMELIEHHBIN T'eTepOasIKuI,
R*’-3aMelueHHbIl WM He3aMelleHHbIi LIUKJIOAJTKUJI, R¥-3amelneHHbil 1M He3aMeLEHHbII
reTePOLIMKIIOAKHIII, R**-3aMelieHHbI WIH He3aMeIleHHBbIiT apun 6o R*-3amernenHbIii wim
He3aMeIlIeHHbIN reTepoapwl. B BapuaHTax peaju3anuu U300peTeHHs R’ u R® mesaBucumo
NPENCTaBISIIOT co0oi Bomopon. B BapuwanTax peanusaumu H300peTEHHs R® me smasercs

BOZIOPOJIOM.

[0136] Kaxngprii R>® nesaBucumo npencrasisier codoit okco, rajores, -CFs;, -CN, -OH, -NH,, -
COOH, -CONH,, -NO,, -SH, -SO)Cl, -SOsH, -SO4H, -SO,NH,, -NHNH,, —-ONH,,
-NHC(O)NHNH,, —-NHC(O)NH,, -NHSO,H, -NHC(O)H, -NHC(O)OH, -NHOH, -OCF;, -
OCHEF,, R36—3aMemeHan‘/'1 T He3aMeIeHHbIM aJIKHII, R36—3aMemeHHbH‘/'1 WIA He3aMeEIEeHHBIN
reTepOaKul, R*-3amelneHHbIi WM He3aMeLEHHbII LIUKJIOAJIKAJL, R*-3amermennpiii  wim
HE3aMEILIEHHbIN IeTEePOLUKIOATIKAIL, R*-3amelenHnbIii WM He3aMeleHHbIi apun o R*-

3aMELLECHHBIN WM HE3aMELICHHbIN FeTepOapull.

[0137] Kaxnapii R*® HesaBucumo npencrasisier codoit okco, rajores, -CFs, -CN, -OH, -NHa, -
COOH, -CONH,, -NO,, -SH, -SO)Cl, -SOsH, -SO4H, -SO,NH,, -NHNH,, -ONH,,
-NHC(O)NHNH,, -NHC(O)NH,, -NHSO,H, -NHC(O)H, -NHC(O)OH, -NHOH, -OCF;, -
OCHF,, R*’-3amewennblii win He3aMeLeHHbIi AJIKWUJIL, R -3amelneHHbIH WM He3aMelLeHHBbIH
reTePOaIKIII, R¥-3ameleHHbIl WM He3aMeL(EHHbII LIUKJIOAJIKHUJI, R¥-3amemmennbiii wm
HE3aMEILEHHbIN IeTepPOLUKIOATIKNI, R -3aMelneHHbIii WM He3aMeleHHbIi apun o RY-

3aMELLECHHbBIN WM HE3aMELIeHHbIN reTepoapull.

[0138] B BapumanTax peanusanuu U300peTeHUs R’ HesaBHCHMO npeacTaBsieT coOO BOAOPO,
okco, rajores, -CFs, -CN, -OH, -NH,, -COOH, -CONH,, -NO,, -SH, -SO,Cl, -SO;H, -SO4H, -
SO,NH,, —-NHNH,, -ONH,, -NHC(O)NHNH,, -NHC(O)NH,, -NHSO,H, -NHC(O)H, -
NHC(O)OH, -NHOH, -OCF;, -OCHEF,, R38—3aMemeHan‘/'1 WIN He3aMEIEHHBINA aJIKUIL, R®.
3aMECILICHHBbIM WJIM HE3aMEIICHHBIN TeTepOaKUI, R*®-3ameleHHbl WM He3aMeleHHBbI
LIUKJIOAJIKHII, R*-3amelneHHbI Win HesaMelLeHHbII reTePOLNKIIOANKHAIL, R*®-3amernennprii win

) 38 o o
HE3aMCIICHHBIN apUJl oo R -3aMCIICHHBIN UJIN HE3AMCIICHHBIN I'€TEPOAPUIL.

[0139] R nesasucumo npencrasisier coboi okco, ranores, -CFs, -CN, -OH, -NH,, -COOH, -
CONH,, -NO,, -SH, -SO,Cl, -SOzH, -SO4H, -SO,NH,, —-NHNH,, -ONH,, —-NHC(O)NHNH,,
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—NHC(O)NH,, -NHSO;H, -NHC(O)H, -NHC(O)OH, -NHOH, -OCFs, -OCHEF,, -S(0O),CHCH,,
-NHS(O),CHCH,, R39—3aMemeHHbH‘/'1 WK He3aMeIleHHbIN aJIKWJI, R39—3aMemeHHbH71 501051
HE3aMELIEHHbI TIeTEePOANIKUIL, R¥-samernennpii wim HesaMereHHbI LIUKJIOAJIKUII, R¥-
3aMELIECHHBIM WIM HE3aMELIEHHbIH IeTePOLMKIOATKWII, R39—3aMemeHan‘/'1 WUJIM He3aMeIleHHbIH
apun nubo R*-3amermennbii  win HE3aMELIEHHBII TreTepoapuil. R*® HesaBucumo mosker
npeacrasysTe coboir —OH. R*® HesaBucHMO MOkeT GbITh HE3aMeLIEHHbIM MeTHioM. R
HE3aBUCHMO MOKET ObITh R°-3aMEIIEHHBIM WM HE3aMEIIEHHBIM reTePOANIKUIIOM. R
HE3aBUCHMO MOXKET ObITh R°-3aMEIIEHHBIM MM HE3aMELIeHHBIM aiKuioM. R HesaBucuMo

3
MOKET ObITb R 9—3aMeH_[eHHbIM nu HesamerneHHbM C1-Cy anKuimoMm.

[0140] R* nesasucumo npencrasisier codboi okco, ranoreH, -CFs, -CN, -OH, -NH,, -COOH, -
CONH,, -NO,, -SH, -SO,Cl, -SOsH, -SO4H, -SO,NH,, -NHNH,, ~-ONH,, -NHC(O)NHNH,,
-NHC(O)NH,, -NHSO,H, -NHC(O)H, -NHC(O)OH, -NHOH, -OCF;, -OCHF,, -S(O),CHCH,,
-NHS(O),CHCH,, R40—3aMeLueHan‘/'1 WIH He3aMeIIEeHHbIN aJIKKI, R40—3aMeLueHan‘/'1 501051
HE3aMELIECHHbI TeTEePOANTKUIL, R*-samernennbii win HesaMelleHHbIIT LIUKJIOAJIKHI, R*-
3aMELIECHHBIM WM HE3aMELIEHHbIH TeTEePOLMKIOATKIII, R*-3amelneHHbI WiH He3aMeIeHHbIH

4 o o
apu1 1160 R*-3amerneHHbIil 1M He3aMeIeHHbII reTepoapHiL.

[0141] B BapmanTtax peanuzanuu U300peTeHUs R® HesaBuciMO npencTasisieT cobo BOAopo,
okco, rajiores, -CFs, -CN, -OH, -NH,, -COOH, -CONH,, -NO,, -SH, -SO-Cl, -SO3H, -SO4H, -
SO,NH,, —NHNH,, -ONH,, -NHC(O)NHNH,, -NHC(O)NH,, -NHSO,H, -NHC(O)H, -
NHC(O)OH, -NHOH, -OCF;, -OCHF,, R41-3aMeLueHHblﬁ WM He3aMeIlleHHbIA aJIKHI, R
3aMEIIeHHbI WM  HE3aMELIeHHBbIM TeTepOoasKul, R*-3aMelieHHbIl WM He3aMeIleHHBbI
LIUKJIOAJIKHUJI, R*-3ameleHHbI WM He3aMeLEHHbII TETEePOLINKJIOANIKHIII, R*'-3amernenHbIii win

o 41 - o
HE3aMEICHHBIN apUnJI oo R -3aMCIICHHBIN WM HE3AMCIICHHBIU I'CTEPOAPUIL.

[0142] R* mesaBucumo npencrasisier codboii okco, ranoreH, -CFs, -CN, -OH, -NH,, -COOH, -
CONH,, -NO», -SH, -SO,Cl, -SOsH, -SO4H, -SO,NH,, -NHNH,, ~-ONH,, -NHC(O)NHNH,,
-NHC(O)NH,, -NHSO,H, -NHC(O)H, -NHC(O)OH, -NHOH, -OCF;, -OCHF,, -S(O),CHCH,,
-NHS(O),CHCH,, R42—3aMeLueHan‘/'1 WIH He3aMeIIEHHbIN aJIKKJI, R42—3aMeLueHan71 501051
HE3aMELIECHHbI TeTEePOANTKUIL, R*-3aMelleHHbIl WM  He3aMeLIEHHbII LIUKJIOAJIKUII, R*-
3aMELIECHHBIN WIM HE3aMELIEHHbIH TeTePOLMKIOATKIII, R*-3aMelleHH bl WiIH He3aMeIleHHbIH

4 . o
apui 100 R -3aMereHHbIi WM He3aMeleHHbIH IreTepoapul.

[0143] R* nesasucumo npencrasisier coboi okco, ranoreH, -CFs, -CN, -OH, -NH,, -COOH, -
CONH,, -NO,, -SH, -SO,Cl1, -SOzH, -SO4H, -SO,NH,, —-NHNH,, -ONH,, —-NHC(O)NHNH,,
—NHC(O)NH,, -NHSO,H, -NHC(O)H, -NHC(O)OH, -NHOH, -OCF;, -OCHEF,, -S(O),CHCH,,
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43 . . 43 .

-NHS(O),CHCH,, R™-3amelmeHHBIH WIH He3aMEIeHHbIA alkwi, R -3aMelleHHbI WiIu
o 43 o o

HE3aMEIICHHbII reTepoankmi, R -3aMeIIeHHbI WU HE3aMEIEHHBbIH IHMKJIOATKHUII, R*®.

o o 43 o o

3aMEIIEeHHbIA WM He3aMELICHHBIH I'eTepOLMKJIOANKII, R™-3aMeleHHblll Wi He3aMelUIeHHbBIN

43 . .
apui 1100 R™-3aMeleHHbli WM He3aMelleHHbIH reTepoapul.

[0144] B Bapuantax peammsauuu uzobperenus R u R® coennuens! BMecTe ¢ obpazoBaHueM
3aMEIEHHOT0 WM  HE3aMEIEHHOTO  TeTepOLMKIOANKMIA JIMOO  3aMELIeHHOrO MM
HesamelenHoro rerepoapuia. R’ u R® moryr Gbith coemmHeHsl BMecTe ¢ 0GpasOBaHHEM
3aMELIEHHOr0 WJIM HE3aMELIEHHOI0 IeTepOLUKIOAIKUIIA. R’ u R® MOTYT OBITh COEIUHEHBI
BMeECTe C 00pa30BaHUEM 3aMELICHHOTO HJIH HE3aMELIEHHOTO 3-8-4JICHHOTO TeTePOLMKIIOATKIIIA.
R’ u R® moryr GbiTh coenMHEHbI BMecTe ¢ OOPA3OBAHHEM 3aMELIEHHOrO 3-8-4lIEHHOTO
rerepormkoankmia. R’ u R® Moryt 6bith coeuHeHs BMeCTe ¢ 06pasoBaHHEM 3aMELEHHOrO
I HE3aMEIIeHHOro 5-7-uieHHoro rerepoumknoankima. R’ u R® moryr 6wrre coemmmens
BMECTe ¢ 0OPA30BAHNEM 3aMELIEHHOTO 5-7-4JIeHHOr0 reTepoLHKIoankia. R’ 1 R® MOTYT OBITh
COGNMHEHBI BMECTE ¢ 00pasoBaHneM R -3aMemeHHOro 5-7-4IeHHOro reTepOLKIOANKIIA, TIe
R*® sBusieTcst TakmM, Kak OMHCAHO B HACTOAmEM AokyMente Bbime. R’ u R® moryr Gbirh
COEIMHEHBI BMECTE ¢ 00pasoBaHneM R>-3aMemeHHOro 5-7-uIeHHOro reTepOLKIOANKIIA, TIe
R*® mHesaBucumo mpencrausier coGoif  3aMEINEHHBI WM HE3AMELICHHBIH ANk JIHGO
3aMELICHHbI WM HE3aMELIEHHBbIN IeTepOaKuil. R’ u R® MOTYT OBITh COEIUHEHBI BMECTE C
oOpa3oBaHUEeM R*-3amelneHHOro 5-7-4IeHHOro TeTEPOLMKIIOANKIIA, Ie R*® nesaBmcimo
npezacTaBysier co0ol 3aMelneHHbli win HezamerneHHbid C1-Cg aNKuia WK 3aMeIeHHbIH HITH
HE3aMELIeHHbIH 2-8-4JIeHHbII TIeTepOaKuIL. R" u R MOTyT OBITH COEIMHEHbI BMECTE C
06pa3oBaHMEM 3aMEIIEHHOrO WM He3aMeLEHHOro mupponuauamia. R’ u R® moryr GbITh

COCINHCHBI BMECTE C O6p&30BaHI/IeM 3aMECIICHHOIO UM HE3AaMCIIEHHOI'O MUIICPpa3vuHUWIIA.

[0145] B BapuanTax peanusanuu U300peTeHuUs R’ Hesasucumo npeacTasisier codoi BOAOPO,
okco, rajiores, -CFs, -CN, -OH, -NH,, -COOH, -CONH,, -NO,, -SH, -SO,Cl, -SO;H, -SO4H, -
SO,NH,, —NHNH,, -ONH,, -NHC(O)NHNH,, -NHC(O)NH,, -NHSO,H, -NHC(O)H, -
NHC(O)OH, -NHOH, -OCF;, -OCHEF,, R44—3aMeLueHan‘/'1 WIM He3aMEIEeHHBbIA aJIKuI, R*-
3aMECLICHHBbI WM HE3aMEIICHHBIN TeTepOaKuI, R*-3amelleHHbIl WM  He3aMelleHHBbIH
LIUKJIOAJIKHJI, R*-3amelieHHbI WIH He3aMeLeHHbII reTEePOLNKIIOANKHAIL, R*-3amernenHprii wim

. 44 o .
He3aMeIIeHHbIH aput Tubo R™'-3aMelneHHbIi Wiin He3aMeIeHHbBIN TeTepOaprLl.

[0146] R* nesasucumo npencrasisier coboi okco, ranoreH, -CFs, -CN, -OH, -NH,, -COOH, -
CONHa,, -NO», -SH, -SO,Cl, -SO;H, -SO4H, -SO,NH,, -NHNH,, —ONH,, -NHC(O)NHNH,,
~NHC(O)NH,, -NHSO,H, -NHC(O)H, -NHC(O)OH, -NHOH, -OCF;, -OCHF, R¥-

o o 45 % o
3aMCIICHHBIM HMJIM HE3aMCIICHHbIN aJIKHUJIL, R -3aMCLICHHBIN WUJIM HE3aMCIICHHBIU I'€TCPOAJIKUIL,
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45 o o 45 o <

R -3aMCIICHHBIN HWJIM HE3aMCIICHHbBIM ITUKJIOAJIKHII, R -3aMCIICHHbBIN HJIM HE3aMCIICHHBIN
45 “ o 45 o

rETCPOLUKIIOAIKNII, R -3aMCIICHHBIN WJIM HE3aMCIICHHBIM apujl aubo R -3aMCIICHHbBIN WJIN

HE3aMELIEeHHbIN reTepoapu.

[0147] R* nesasucumo npencTasisier codoit okco, ranorel, -CF;, -CN, -OH, -NH,, -COOH, -
CONHa,, -NO», -SH, -SO.Cl, -SO3H, -SO4H, -SO,NH,, -NHNH,, -ONH,, -NHC(O)NHNHo,,
~NHC(O)NH,, -NHSO,H, -NHC(O)H, -NHC(O)OH, -NHOH, -OCFs;, -OCHF,, R*-
3aMELLIECHHBIN WJIN HE3aMEUIEHHbINH aJKuI, R*-3aMmelneHHbIH 1IN He3aMeLeHHBbI reTepOAIKHUII,
R46—3aMeLueHan71 WIN He3aMEIeHHbIN ITHMKJIOAIKHIL, R46—3aMeLueHan‘/'1 WIA He3aMelleHHbIN
reTEPOLIMKIIOAIKHUIL, R*-3ameleHHbIil WIH He3aMeLeHHBbIH apui mbo R*-3amermennblii mm

HE3aMELIEHHbIN reTepoapu.

[0148] Kaxngprii Rzz, RZS, RZS, R31, R34, R37, R40, R43, R* u R¥ nesasucumo MPEACTABIIAET
coboii Bomopox, okco, rajoreH, -CFs, -CN, -OH, -NH,, -COOH, -CONH_, -NO,, -SH, -SO.Cl, -
SO:H, -SO4H, -SO,NH,, -NHNH,, —-ONH,, -NHC(O)NHNH,, -NHC(O)NH,, -NHSO,H, -
NHC(O)H, -NHC(O)OH, -NHOH, -OCFs, -OCHF,, He3aMellleHHBIH aJKWJI, He3aMeIleHHBIH
reTepoasKu, He3aMelLeHHbIN LUKJIOAJIKUJL, HE3aMEeIIeHHbBIN reTePOLIMKJIOAKILL,

HEe3aMEILEeHHbIN apyJl UM HE3aMELeHHbIN TeTepoapull.

[0149] B BapmanTax peanusanuu m3o0pereHus coequnenune Gopmyasl (I) mpencrasisier coboit

coenunenue popmyel (1I):

(10).

[0150] Coenunenuss wnmm ux (apMaleBTHUECKH MPUEMIIEMbIe COJIM, TPEIJIOKEHHbIE B
HACTOSIIIEM JTOKYMEHTE, MOTYT COJIEepPKaTh MPOTOHUPOBAHHBIN KaTHOH a30Ta. COeNMHEHUs WITH
ux (hapMaleBTHUECKH IMPUEMIIEMbIe COJIU, TPEJIOKEHHbIE B HACTOSIIEM JIOKYMEHTE, MOTYT

COACPKATH MHOKCCTBO IPOTOHUPOBAHHBIX KATUOHOB a30Ta.

[0151] B Bapmanrax peanusaunu nu3odpereHusi, coequnenne Gopmysl (I) umeer hopmyy:
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(1277),

N NH+ OH
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/ Br /
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Br Br H+
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N >
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(1284), (1285),
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Br o/
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o (1286), o

(1287),

(1289),
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(1502) nmm (1502p),
BKJIFOYAsI €ero (papManeBTHIECKH MPUEMIIEMbIE COJIH.

[0152] B Bapmanrax peanusannu u3odperenus: coequHerue Gopmysl (I) umeer hopmyy:

(XNH5), o (XNH6),

(XNH6p), 0 (XNH7),

(XNHT7p), O (XNH9),
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NH,* Br / /
2 o0sY
N
HN H
(XNH9p), 0 (XNH10),
N+ N
~——H*
oI N— o/ " oH
Br / Br /
=0 oPaY
(L L
HN H HN H
o (XNH10p), 0 (XNH12) WoTH
/
o OH
Br /
@ ha¥
7 N
HN H
o (XNH12p),

BKJIFOUAsl UX (papMalieBTUYECKH ITPHEMIIEMbIE COJIH.

[0153] B Bapuantax peanusanuu U300pETEHUS COENMHEHHE MpeAcTaBieHo (gopmynoi 1276
win (papMaleBTHUECKH PUEMIIEMON COJIBIO0 YKa3aHHOW CTPYKTYpbl. B BapmanTax peanusanmu
u300peTeHnst COeUHEeHNE MPencTaBieHo Gopmysiol 1277 unu GpapMareBTHYECKH MPUEMIIEMOM
CONBI0 YKa3aHHOW CTPYKTypbl. B BapmanTax peanmsauuu u300peTeHHs COEAMHEHHE
npencraBieHo Qopmynoi 1278 wunu  papManeBTHYECKH TPUEMIIEMON COJIbIO YKa3aHHOU
CTPYKTYphL. B BapuaHTax peanu3anuu U300peTeHus: COeAuHEHHe npeacTapieHo Gopmysioii 1279
win ($apMaleBTHUECKH MPUEMIIEMON COJIbIO YKA3aHHOW CTPYKTYypbl. B BapmaHTax peanusaniu
u3o0peTeHus coennHeHne npeacrasyieHo Gopmysion 1280 wim ¢papmarieBTHUECKU TPUEMIIEMON
COJBI0 YKa3aHHOW CTPYKTYpel. B Bapmantax peanuzauud H300pETEHHs] COENUHEHHE
npencrasieHo Qopmynoir 1281 wunmm  papManeBTUYECKH TPHEMIIEMOW COJIbIO  YKa3aHHOU
CTPYKTYpHL. B BapuaHTax peanusanuu U300peTeHus: COeAUHEHHe npeacTapieHo Gopmysioii 1282
Wi ($apMaleBTHUECKH MPUEMIIEMON COJIBI0 YKa3aHHOW CTPYKTYpbl. B BapmaHTax peanusanmu
n300peTeHns CoOeMHEeHne npencTaBieHo Gopmynoi 1283 nnm dpapManeBTHUECKH PUEMIIEMON
COJBI0O YKa3aHHOM CTPYKTypel. B Bapmantax peannzauuu H300pETEHHs] COENUHEHHE
npencrasieHo Qopmynoir 1284 wunm  papManeBTUYECKH TPUEMIIEMOH COJIBEO  YKa3aHHOU
CTPYKTYpHL. B BapuaHTax peanusanuu n300peTeHus: COeAMHEeHNEe peacTasieHo Gopmyioit 1285

win (papMaeBTUYECKH NMPHEMJIEMON COJBIO YKa3aHHOH CTPYKTyphl. B BapmaHTax peanuzanuu
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u3o0peTeHns coennHeHne npeacrasieHo Gopmyson 1286 wim ¢papmMaeBTHUECKH TPHEMIIEMON
COJIBI0 VKa3aHHOW CTPYKTypbl. B BapwaHtax peanuzauud H300pETeHUsT COSAHMHEHHE
npencrasieHo Qopmynoir 1287 wunu  papmaneBTUYECKH TMPUEMJIEMONM COJIBI0  YKa3aHHOM
CTPYKTYpHL. B BapuaHTax peanusanuu n300peTeHus: COeANHeHNe npeacrasieHo Gopmynoi 1288

Wi (papMaleBTHUECKH TPUEMIIEMON COJIbIO YKa3aHHOW CTPYKTypbl. B BapuaHTax peanu3anuu

n300peTeHnst COoeqMHEHHe mpeacraBieHo ¢opmyiaoi 1289, B  BapmanTax peanusanuu
u300peTeHusi coenuHeHHe TmpencrasieHo Qopmysoi 1501, B BapuaHTax peanuszanuu
u3o0pereHnst coeAnHeHUe TmpencTtaBieHo ¢opmynoi 1501p. B BapuaHTax peanu3aniu
nu3o0pereHnst coenMHeHWe mnpencraBieHo Qopmynoir 1502, B BapmaHTax peanu3aniu
uzo0peTeHust coenuHeHue mnpexacrasneHo (Gopmynoi 1502p. B BapuwaHTax peanuzanuu
n3o0pereHnst coenuHeHue mnpenctasieHo Qopmynoit XNHS wimm  dapmaneBrudecku
NpUEeMJIEMON CONBIO  YKa3aHHOH CTPYKTypel. B Bapmantax peanm3anmuu H300peTeHUs

coenuHeHne mnpeacrapieHo (opmynold XNHO wunmu ¢papManeBTHUECKU MPHEMIIEMONU COJIBIO
YKa3aHHOH CTPYKTypbl. B BapmaHTax peanu3aunu H300pPETEHUS COEOUHEHHE MPEINCTABICHO
dopmynoit XNHOp mnm ¢apmManeBTUIeCKH NPUEMIIEMON COJIbIO YKa3aHHOH CTPYKTypbl. B
BapUAHTAX peajn3aluyd H300peTeHus COeNMHEeHHe npeactaBieHo ¢opmynoii XNH7 wmm
dapMarieBTUYECKH TPUEMIIEMON COJIBI0 YKa3aHHOW CTPYKTypbl. B BapmanTax peamusanmu
nu3obpeTeHus npencrasieHo ¢opmysoit  XNH7p dapmaneBTHYECKU

COCIUMHECHUC 50851

NpUEeMJIEMON CONBIO YKa3aHHOM CTPYKTypel. B Bapmantax peanmzanmuu H300peTeHUs
coenuHeHne mnpexacrasieHo (opmysnod XNHO wunu ¢apmaneBTUYeCKH MPUEMIIEMON COJIBIO
yKa3aHHOW CTPYKTypel. B BapmaHtax peanusanuu U300peTEHUs] COENUHEHHE IPENCTABICHO
dopmynoii XNHOp unm QapmaneBTHYeCKH NPUEMIIEMOI CONBIO YKa3aHHOH CTPYKTypbl. B
BapUAHTAX peaju3alu H300peTeHus coenuHeHne npeacrasieHo (opmynoir XNHI10 wmm
(bapManieBTUYECKH TPUEMIIEMON COJIBI0 yKa3aHHOW CTPYKTypbl. B BapmaHTax peaiu3anuu
u3o0peTeHnsi coeArHeHue TmpencrasieHo ¢opmynoii XNHI10p wiu  (dapmaneBTHUeCKU
NpUEeMJIEMON COJIBIO  YKAa3aHHOH CTPYKTypel. B BapmaHtax peanm3anuu H300peTeHUs
coenuHeHue mpencrasieHo ¢opmynoin XNHI12 wiu (dapmManeBTHUECKH MPUEMIIEMON COJIBIO
YKa3aHHOH CTPYKTypbl. B BapmaHTax peanuzaunu H300pPETEHUS COEOUHEHHE MPEINCTABICHO

dopmynoit XNH12p nnm ¢papMareBTHUECKH TPUEMIIEMOH COJIBIO YKa3aHHON CTPYKTYPBI.

[0154] B BapuanTax peaju3auu H300pETEHUS COSAMHEHUWE WU ero (apMaleBTHUYECKU

MPUEMIIEMbIE COJIM, KaK OMUCAHO B HACTOSIIEM JOKYMEHTE, MOTYT COAEPKAaTh HECKOJIBKO R% R?,
4 7 p8 P9 P20 P49 1 2

R" R, R°, R”, R"-R", X', X w/mm npyrux nepeMeHHbIX. B Takux BapuaHTaX peaji3aliu

n300peTeHnsT KaXaas epeMeHHasi Heo0s3aTeIbHO MOXKET OTJIHYATHCS OT APYTUX U MOXKET OBbITh

COOTBETCTBYIOIIMM 00pa3oM 00O3Ha4eHa, 4TOOBl OTIMYATh KAXKAYIO Tpymmy, A Oosbliel

. 2 b3 p4 p7 pd 20 4
sicnoctu. Hanpumep, ecnu kaxapii u3 R, R”, R", R", R, R9, R¥R 9, X! wu X? ormuaercst or
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OPYTUX, OHU MOTYT O0O3HAYAThCs, HAPUMED, KaK Rz'l, RZ‘Z, R2‘3, R2‘4, RZ‘S, R2'6, R2'7, RZ'S, R2‘9,
RZ.IO, Rz.u, R2.12’ R2'13, R2'14, RZ.IS, Rz.m, R2'17, RZ.IS, R2'19, Rz.zo, RZ'ZI, Rz.zz, R2'23, R2'24, Rz.zs’
R2.26, R2'27, Rz.zg’ R2'29, R2'30, R2'31, stz, R2'33, R2'34, sts, R2.36, R2'37, stg, R2'39, R2'40, R2‘41,
R2'42, R3'1, R3'2, R3'3, R3'4, R3'5, R3.6’ R3'7, R3.8, R3'9, R3‘10, R3'“, R3'12, R3'13, R3'14, R3'15, R3.16’ R3'17,
R3.18, R3'19, R3'20, R3'21, R3‘22, R3‘23, R3‘24, Rs.zs, R3.26, R3'27, R3.28, R3'29, R3'30, R3'31, R3'32, R3‘33,
R3'34, R3'35, R3.36, R3'37, R3.38’ R3‘39, R3‘40, R3'41, R3'42, R4'1, R4'2, R4'3, R4'4, R4'5, R4.6’ R4'7, R4.8’ R4'9,
R4‘10, R4'“, R4'12, R4'13, R4‘14, R4‘15, R4.16, R4'17, R4.18, R4‘19, R4‘20, R4‘21, R4'22, R4'23, R4'24, R4‘25,
R4.26, R4‘27, R4.28, R4'29, R4‘30, R4'31, R4'32, R4'33, R4'34, R4'35, R4.36, R4‘37, R4.38’ R4'39, R4'40, R4‘41,
R4‘42, R“, R7'2, R7'3, RM, R7'5, R7.6, R7'7, R7.8, R7'9, R7‘10, R7'“, R7'12, R7‘13, R7‘14, R7'15, R7.16, R7‘17,
R718 R7‘19, R7‘20, Rnl, R7'22, R7'23, R7'24, R7'25, R7.26, R7'27, R7.28, R7'29, R7‘30, R7‘31, R7‘32, R7‘33,
R73# R7'35, R7.36, R7‘3?, R7.38, R7‘39, R7'40, R7'41, R7‘42, RS.I, RS'Z, R8.3, R8.4, RS'S, RS‘(’, R8‘7, R8‘8, R8.9,
R&10 RS 11 R8.12, R8.13, R8.14, RS.IS, RS'I(’, R8.17, RS.IS, R8.19, Rg.zo, RS.ZI, Rg.zz, R8‘23, R8.24, Rg.zs,
R826 R8.27, Rg.zs, R8.29, RS.SO, R8.31, R8.32, R8.33, R8.34, RS.SS, R8.36, R8.37, RS.SS, R8.39, R8.40, R8.41,
R842 R91 R92 R93 R94 R95 R96 R97 R98 R99 R910 R911 R912 R913 R914 R915 R916 R917
R9.18, R9'19, R9'20, R9'21, R9'22, R9'23, R9'24, R9'25, R9.26, R9'27, R9.28, R9'29, R9'30, R9'31, R9'32, R9‘33,

R9.34, R9.35, R9.36, R9'37, R9.38, R9.39, R9.40, R9.41, R9.42, RZO.I_R49.1, RZO.Z_R49.2, R20.3_R49.3, R20.4_R49.4,
RZO.S_R49.5, R20.6_R49.6’ R20.7_R49.7, RZO.S_R49.8, R20.9_R49.9, R20.10_R49.10, R20.11_R49.11, R20.12_R49.12,

R20.13_ 49.13, R20.14_R49.14, RZO.IS_R49.15, R20.16_R49.16, R20.17_R49.17, RZO.IS_R49.18, R20.19_R49.19’ RZO.ZO_
R49.20, R20.21_R49.21’ R20.22_R49.22, R20.23_R49.23, R20.24_R49.24, RZO.ZS_R49.25, R20.26_R49.26’ R20.27_R49.27,
RZO'ZS-R49'28, R20.29_R49.29’ R20.30_R49.30, R20.31_R49.31, R20.32_R49.32, R20'33-R49'33, R20.34_R49.34’ R20.35_

R49'35, R20'36-R49'36, R20.37_R49.37, R20‘38-R49‘38, R20'39-R49'39, R20'40-R49'40, R20'41-R49'41, R20.42_R49.42,

XM X112 X138, x4 xS X6 x1T xI8 xM x0T 2 g3 x4 xS yl16 LT
X8 X119 120 5121 5122 123 14§15 5126 5127 128 129 130 y131 x1.32 5133
X134 X135 136 w137 w138 5139 5140 1Al yl42 21 322 23§24 325 §26 w27 28
X290, X210 X2 X212 213 y214 215 W26 32T 218 (219 3220 §220 3222 §223 5224
X225 X2.26, X2V X2 229 X2 231 x232 (233 (234 3235 §236 3237 238 %239 3240
X“l, X4 COOTBeTCTBeHHO, r7ie ONpeneieHue R? MIPUCBANBAETCS Rz'l, RZ'Z, R2‘3, R2‘4, R2‘5, R2‘6,
R27, R28, R29 R0, R21I R212 R213 214 R2I5 R216 R217 R218 R219 R220 p221 p222 p223
R2% R225, R226, R277 R228 R229 R2I0 R231 R232 R233 R2M R235 R236 p237 p23s p23o
R* 40, R> R2'42, OmnpeneeHue R? MIPUCBANBAETCS R3‘1, R3‘2, R3‘3, R3‘4, R3‘5, R3‘6, R3'7, R3‘8, R3‘9,
R310 R3I1 R32 R313 R3IM RIIS R3I6 R3IIT R3S p319 p320 p32l p322 p323 p3 pi2s
R326, R327 R328 R329 R330 R33N R332 R333 R334 p335 p336 p337 p338 p339 p3d0 pial
R**, onpenenenne R* npucsamsaercs R*', R*?, R*?, R*, R*’, R*%, R*, R*® R*, R*'O, R*!,
RH12, RH13 Q414 R4S RAI6 RAIT RAIS QALY R420 pAdl pa22 pd23 pd24 pdds pd6 pa2l

4.2 4.2 4.30 4.31 432 433 4.34 4.35 4.36 437 4.38 4.3 4.40 441 442
R*# R¥P RN R RAZ RYB, RYM, RPS, RIS R R ORVF RO R R

U-)

60



onpenenenne R’ npucsansaercst R™!, R”% R’ R’ R”°, R”®, R/, R”® R™?, RO, R7!, R"2,
R7'13, R7'14, R7'15, R7.16’ R7.17’ R7.18, R7'19, R7'20, R7'21, R7'22, R7'23, R7'24, R7'25, R7'26, R7.27’ R7.28’
R7'29, R7.30, R7'31, R7.32’ R7.33’ R7.34’ R7'35, R7'36, R7'37, R7'38, R7'39, R7'40, R7'41, R7'42, onpeneneHI/Ie
RS HpI/ICBaI/IBaeTCﬂ RS.I’ RS'Z, R8'3, RSA, RS'S, R8'6, R8'7, RS'S, RS'Q, RS.IO’ RS.II’ RS.]Z’ R8.13’ R8.14’
RS.lS’ R8'16, R8'17, RS.IS, R8.19, R&ZO, RS'Zl, RS.ZZ, R8'23, R8'24, RS.ZS, R8'26, R8.27’ R8.28, R8'29, R8'30,
R8'31, R8'32, R8'33, R8'34, R8'35, R8'36, R8'37, R8'38, R8'39, R8'4O, R8'41, R8'42, onpe):[eneHI/Ie R9
IPUCBANBAETCS R9'1, R9'2, R9'3, R9‘4, R9.5, R9.6, R9'7, R9'8, R9'9, R9.10, R9.ll’ R9.12’ R9'13, R9'14, R9.15,
R9'16, R9'17, R9.18, R9'19, R9‘20, R9.21, R9.22, R9'23, R9'24, RQ'ZS, R9'26, R9'27, R9.28’ R9'29, R9'30, R9‘31,
R9'32, R9'33, R9'34, R9435, R9.36, R9'37, R9'38, R9'39, R9'40, R9'41, R9.42

20 4
onpeneneHusi R OR%

2

NPUCBANBAIOTCH R2OLR#1 RO2RA2 RN RA3 R4 R4 RS R4S RA6 pA6 R207 pdoT
RS R4S RVIRHI R210 pA%10 p20IL pA9ll p012 pA12 P03 pAI3 P14 pAL4 RIS,
R4015 R2016 R49.16 R2017 pd9.17 RIS pd9.18 R2019 pa9.19 20 pd920 R2021 pa92l 22 R
R0 R4 R2024 924 2025 RS p2026 pa926 027 pd92T 2028 pAI R2029 R0 P30
R4930 R2031 Q4931 R2032 pd932 p2033 pd933 p2034 pa934 P35 P35 2036 Ra936 37 93T

R20.38_R49.38, R20.39_R49.39’ R20.40_R49.40, R20.41_R49.41 , R20.42_R49.42’ ompeseeHne Xl IPUCBANBAETCS

Xl‘l, X1.2, X1'3, X1'4, XI.S’ X1.6, X”, XI.S, X1'9, X“O, Xl'“, X1.12, X1'13, X1‘14, X1.15, X1.16’ Xl'”,
XI.IS, X1.19, X1.20’ XI.ZI’ XI.ZZ’ X1'23, X1‘24, XI‘ZS, X1.26, X1'27, XI.ZS, X1‘29, X1'30, X1'3l, X1'32, X1‘33,
X1‘34, X1'35, X1'36, X1'37, X1‘38, X1‘39, X1'40, X1‘41, X1‘42, omnpeneseHue X? NIPUCBAUBAETCS XZ'I, XZ'Z,
X2'3, X2'4, Xz.s’ X2'6, X2'7, XZ'S, X2‘9, XZ.IO, XZ'“, Xz.u, X2'13, X2‘14, X2.15, X2.16, X2'17, X2.18’ X2'19,
Xz.zo, X2.21’ Xz.zz’ X2'23, X2'24, Xz.zs, Xz.za, X2‘27, Xz.zg, X2'29, X2'30, X2'31, X2'32, X2'33, X2'34, X2'35,
X2.36’ X2'37, X2.38, X2'39, X2‘40, X2'41, X242

[0155] IlepemenHble, UCTIONB3yEMBIE B MpeAesax ONpeneseHus R*, R’, R*, R’ R®, R’, R*-R",
X', X* w/unu apyrux nepeMeHHbIX, KOTOPbIE MOSBISIOTCS HECKONBKO Pa3 U OTIHYAKOTCS APYT OT
apyra, ToAoOHBIM 00pa3oM MOTYT OBITb COOTBETCTBEHHO OOO3HAYeHbI, YTOOBI OTJIMYATh

KXKIYIO TPyIIy, AJist OONbLIeH SICHOCTH.

[0156] Hwke npuBoauTcs dapMaleBTHUECKast KOMIIO3ULMS, coaepskamas (papManeBTHIeCKH
IPUEMJIEMOE BCIOMOTATENbHOE BEIIECTBO U COEAMHEHHE WIN ero (papMaLeBTHIECKU
NPUEMJIEMYIO COJIb, OTTMCAHHBIE B HACTOALIEM JOKyMeHTe (Hampumep, coenuneHue Gopmysl (I)
wm (1), BkiOYass ero BapWaHThHl peanu3auuu). B BapmaHTax peanm3anuu H300peTeHUs
dapmanieBTHUECKAass KOMIIO3MLMSA CONEPXKUT COEOUHEHHE WM ero  (papMaleBTHYECKH
NPUEMJIEMYIO COJIb, OTMCAHHBIE B HACTOALIEM JOKyMeHTe (Hanpumep, coenuneHue Gpopmys (I)
i (1), BKJTFOUas €ro BapHaHThI peain3alni) B TepaneBTHyeck 3QpPpexTHBHOM KonnvecTse. B
BapUAHTaX peajin3aliy H300peTeHns papMaleBTUIecKast KOMIIO3ULIUS CONEPKUT BTOPOM areHT

(Hampumep,  TepameBTHUECKMH  areHT). B BapmaHtax  peanmsanuM  H300peTeHHs
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bapmanieBTHYECKasE KOMIIO3UIUS CONEPIKUT BTOPOH areHT (HanmpuMmep, TepaneBTHYECKUI areHT)
B TepaneBTudecku 3(p()EeKTUBHOM KoJMuecTBe. B BapuaHTax peanu3aliuv U300pETeHUs BTOPOH
areHT (HampuMmep, TEpaneBTHUECKUI areHT) sBJIeTCs MPOTHBOPAKOBLIM areHToM. B BapmanTax
peanusanuy M300peTeHHss BTOPOH areHT (Hampumep, TepameBTUYECKHH areHT) NpenCTaBIseT

co00l XUMUOTEPANIEBTUUECKOE CPENCTBO.

1I. Cnnoco6bl JIieYeHU s

[0157] B nHacrosiimeM NOKYMEHTE TaKKe Mpeajiaraercst Crocod JieueHus paka y cyObekra,
KOTOPBI HYXKHAeTCs B OTOM, MyTeM BBeneHus CyObekTty 3(dexkTuBHOro KoIM4ecTBa
COCNUHECHHUA MHJIN €ro (bapMaLIeBTI/ILIeCKI/I HpHeMHeMOfI COJIM, ONHMCAaHHBIX B HACTOALICM
AOKYMEHTE, B TOM YHUCIE, HNX BAapUAHTOB peain3allliu. COGI[I/IHGHI/IG MOXXHO BBOJHUTDH, KakK
OMHCAaHO B HACTOSALIEM JOKYMEHTE, B TOM YHCJIE, B BApHUAHTAX peaTH3alUd H300peTeHUs.
Croco®  MOXeT BKJIIOYATh  COMYTCTBYIOLIee BBeneHHE S(P(EKTUBHOTO  KOJMYECTBA
MPOTHUBOPAKOBOI'0 ar€¢Hra, KakKk ONMUCAHO B HACTOAIIEM OOKYMCHTC. B BapHUaHTax pecan3alun

I/1306peTeHI/I$I HpOTI/IBOpaKOBbeI ATCHT ABJACTCA XUMUOTCPANICBTUICCKHUM ar€HTOM.

[0158] Pax moxer ObITh, HampuMep, PaKOM JIETKOrO, PaKOM MOJIOYHOH JKEJe3bl, PaKkoM
SIMYHUKA, JIEHKO30M, JIUM(pOMON, MENaHOMOW, PaKOM TIOIKENyIOYHON >KeNe3bl, CapKOMOH,
PaKOM MOYEBOTO My3bIPs, PAKOM KOCTH, PAKOM MO3ra, paKOM IIEHKH MaTKH, pakoM 0OOZOYHOM
KHIIKH, paKOM MUIIEBOAA, PAKOM KECITYyJAKa, paAKOM IEUYCHHU, PAKOM T'OJIOBBI U LIEH, PAKOM IIOYKH,
MHEJIOMOH, PaKOM IMUTOBHUIHOMN KeJIe3bl HIIH PAKOM MpeAcTaTeNbHON xele3bl. Criocod nedeHuns
paka MoxeT ObITh crocoOoM JieueHus: paka jierkoro. Croco® neueHus paka MOXKET ObITh
criocoOOM JIeYeHHs] paka MOJOYHOW xene3bl. Crocob jieueHus paka MOKeT OBITh CIIOCOOOM
JeyeHus paka sudHuka. Crioco0 JeueHus paka MOXKET ObITh CIOCOOOM JieueHUs: JTUM(OMBL.
Crioco0 nedeHust paka MOKET OBbITh CIIOCOOOM JieUeHUsT paka MOMKeNyI04UHOH keje3bl. Criocod
JIeYeHUs] paka MOXKET ObITh CIOCOOOM JieueHHst MejaHoMbl. Crioco0 jiedeHusi paka MOKET ObITh
crocoboOM JiedeHHsI paka MpeacTarenbHOl skeje3bl. Croco0 JedeHHsl paka MOKET ObITh
criocoOoM JiedeHust capkoMbl. Crioco0 JjieueHHst paka MOXKET ObITb CIIOCOOOM JICUEHHs paka
ModeBoro my3bipsi. Criocol neueHust paka MOKET OBITh CIOCOOOM JieueHus paka koctu. Crocod
JICUEHUS] paka MOXeT OBITh CIIOCOOOM JjieueHus paka mosra. Criocod JiedeHus paka MOXKeT ObITh
criocoOoM nieueHust paka meiiku MaTku. Crocod edeHust paka MOXKET OBITh CIIOCOOOM JIeHeHHUS
paka obomouHoil kummku. Croco® JedeHuss paka MOKeT OBITh CIIOCOOOM JIeUeHUs paka
numeBona. Crmoco0 nedeHuss paka MOXKeT ObIThb CIOCOOOM JiedeHHs: paka skenynaka. Crocod
JIEYeHUs paKa MOXKeT ObITh CIIOCOOOM JiedeHust paka nedeHu. Crocod jJedeHus: paka MOKeT ObITh
crioco0oM JieueHus1 paka royioBsl U 1men. Croco0 JeueHnus paka MOXKeET ObITh CIIOCOOOM JIeUeHHs

paxa nouku. Criocol JiedeHust paka MOKeT ObITh cIocoOoM sieueHust MuesoMbl. Crioco0 eueHus

62



paka MOKeT OBITh CIIOCOOOM JIEYeHHsI MHOKECTBEHHOH MueIoMbl. Criocob JieueHus paka MOKET
ObITb CIIOCOOOM JleUeHUs] paka LIMTOBUIHOW jkene3bl. B BapuaHTax peanusanuy H300peTeHHs
COEAMHEHUs], PACKPBITbIE B JAHHOM OIMCAHWHU, TNpPENJararoTcs B Buae (GapMaleBTHUECKUX
KOMITO3UILINH, COAEp KAalUX COeJUHEHHE U (papMaLeBTHUECKH NMPUEMIIEMOE BCIIOMOTaTeNbHOE

BCIIECCTBO.

[0159] B nHacrosimem AOKYMEHTE TaK)Ke IpeAsaratoTcsi CrocoObl MOAYJIHMPOBAHUS YPOBHS,
aKTUBHOCTH WM (yHKUMH Oejika, CBSI3aHHOTO ¢ 3abojeBaHueM (Hampumep, pakom). Crocod
BKJIFOYA€T MPUBECACHUEC 66JIK3. B KOHTAKT C 3(1)(1)6KTI/IBHI:;IM KOJIMYECTBOM COCOUHCHHUA HUIIU €ro
q)apMaLIeBTI/I“IeCKI/I l'[pPIeMJIeMOfI COJIM, KaK OIMMCaHO B AAHHOM IOOKYMECHTEC, B TOM YHCJIC, OJIA

BAPUAHTOB PEANN3ALNH H300PETEeHUS.

[0160] B Bapuantax peanusanuy U300peTEeHUs] CMOCOO MOIYJIUPOBAHUS BKIIIOUAET BBEIECHUE
5 (EeKTUBHOIO KOJMYECTBA COSNUHEHHS WU €ro (papMaleBTHUECKH MPUEMIIEMOH COJIM, Kak
OIMHCAHO B HACTOSILEM JOKYMEHTE, B TOM YHCIIE, ISl BAPHAHTOB peain3auuu uzodpereHus. B
BapUAHTaX peanu3anuu n3o0pereHuss Oenok BwIOpaH m3 rpymmsbl, cocrosimeil m3 JAK, JAK2,
TYK2, c-Src, ABLI1, T3151 myranta ABL1, Aurora A, GSK-33, CDK, STAT u STAT3. benok
MokeT mpenctaBisite cobori JAK. benok mosker mpencraBnsath coboit Src. benok moker
npeacrasisate cobori GSK-3b. Benmox moxer mnpeacrasuars coboii CDK. benok mosker
npeacrasisTh coboit STAT3. B BapuanTax peanuzanuyu M300peTeHHs CIIOCO0 MOAYJIHUPOBAHUSA
BKJIFOYAET MOJIYJHPOBAHHE PA3IMUYHBIX OenkoB (Hampumep, kuHa3). B BapuanTax peanuzauuu
n300peTeHust crnocod MOAYJIMPOBAHUS BKIIFOYAET MOAYJIMPOBAHUE IBYX, TPEX, YETHIPEX, ISITU

WU IeCTH OEeNTKOB (Hampumep, KUHa3).

[0161] Croco® MoOkeT BKJIHOYATh MOIYJIMPOBAHWE YPOBHs (HAmpuMep, KOJu4ecTBa) Oeka,
CBSI3AHHOTO C 3aboyieBaHueM (Hampumep, pakom). Crocod MOKET BKIJIIOYATh MOIYJIMPOBAHUE
aKTUBHOCTH O€JIKa, CBSI3aHHOTO ¢ 3a0oneBanneM (Hanpumep, pakom). Criocod MOXKET BKIJIOYATH
MoayiupoBaHue (yHKIuM Oenka, CBsi3aHHOro ¢ 3aboneBaHweM (Hampumep, pakom). B
BapUAHTAX peau3alny H300peTeHHs] MOy IUpPOBaHHE MPENCTABIsIeT cOO0i MHrHOUpOBaHUE, U
coenuHeHHe WM ero (apMaleBTHYECKH MpUEMIIeMasi COJib, OMHCAHHbIE B HACTOSLIEM
IOKyMeHTe (B TOM YHCIie, B BAPHAHTAX pean3alii N300peTeHus ) SBISIIOTC HHruouTopamu. B
BapUAHTAX peajH3alul H300pETeHUs] COENMHEHHUs, PACKPbITbIe B HACTOSIIEM IOKYMEHTE,
npeniaraloTcsi B BuAe (hapMaleBTHUECKHX KOMIIO3ULHMMA, COAEpKALIUX COCJUHEHHE U

bapmMareBTUIECKH MPHEMIIEMOE BCITIOMOTaTENIbHOE BEIECTBO.
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II1. BapuaHTHI pea/iu3alMy U306pETEHHS:

[0162] Bapuanr peammsanuu m3obperenuss Pl CoegmHenune wim ero QapManeBTUYeCKU

npuemIieMast CoJib, UMerolee GopMyy:

1
R{
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O\
N
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L npencrasisier coOoii CBSA3b WU 3aMELICHHBII TN HE3aMELICHHbIH aJKUJIEH. R' NIPEACTABIIAET
coGoii Bomopox, ranoren, -CX's, -OCX's, -CN, -OH, -NH,, -C(O)OH, -C(O)OR", -CONHS,, -
NO,, -SH, -NHNH,, —NR2R3, —OR4, —SR4, 3aMEIEeHHbI WM He3aMEIIEHHBbIM aJIKHII,
3aMECLICHHBbIM WM HE3aMELIEHHbIH TIeTePOANKW, 3aMELICHHBbI WIM He3aMELIEHHbIN
LUKJIOAJKUJ, 3aMELIEHHbIH WIM HE3aMELIEHHbIM TeTEPOLMKIIOATIKWI, 3aMELICHHbI WIu
HE3aMELICHHbIH apui, JMOO 3aMELIeHHbIH WM He3aMeIlEeHHBIH reTepoapuil. X' HesaBucuMO
NPEACTaBIsIET COOOH TaJioreH. R* u R® nesaBucumo NPEACTABISIIOT COOOH 3aMEeLIeHHbIH WiH
HE3aMELIEHHbIM aJKWI, 3aMELIEHHbIM WM HE3aMELICHHbI T[eTEePOAKWJI, 3aMEIIEHHbIA WU
HE3aMELIECHHbI  LMKJIOAJKWJ, 3aMELICHHbI WIM HE3aMELIEHHbI TeTePOLMKIIOATIKNIL,
3aMELIEeHHbIA WM He3aMeIIeHHbIN apil, THO0 3aMelleHHbIH UM He3aMEIIeHHbIN reTepoapu,
pu4emM R* u R’ HeoOs3aTenbHO COCNMHEHBI U BMECTE 00pa3yroT 3aMeIIeHHbIH WK
HE3aMELICHHbII TeTepOLUKIIOATKIII, JTUOO 3aMEINEeHHBbIH WM HEe3aMELICHHBIH TreTepOaprl. R*
npencTaBisier  coOOW  3aMEINeHHbI WM HE3aMEINeHHbIH  ajKWiI, 3aMEIleHHbIH Wiu
HE3aMELIEHHbI TeTepOaKII, 3aMELIeHHbI WM HE3aMEUIEHHbIH LUKJIOAJIKUJ, 3aMEIIeHHbII
WA He3aMEIIeHHbI TeTePOLIMKIIOANKIII, 3aMEIEHHbI WM He3aMEIIeHHbIH apuil, Jmoo
3aMELIeHHbI WJIM HE3aMEILEeHHbIH IeTepOoapul. R’ u R® nesaBucnmo NPEACTABISIIOT COOOM
BOZOPOX, raoreH, -CX%, -OCX%, -CN, -OH, -NH,, -C(O)OH, -C(0)OR’, -CONH,, -NO,, -SH,
NHNH,, —NR7R8, —OR9, —SR9, 3aMeIIeHHbIA WM He3aMeIleHHbIA aJKWI, 3aMEIeHHBIM WIJIN
HE3aMELIECHHbI TeTepOaKWI, 3aMELIEHHbI WM HE3aMEUICHHbIH LHUKJIOAJIKUJ, 3aMELIeHHbII
WIA HEe3aMEeUIeHHBIH TeTepPOLUKIIOANIKIII, 3aMEIIeHHbI WM He3aMelIeHHbIH apui Jnoo
3aMELLECHHBIN WM HE3aMELICHHbINA reTepoapu. X? He3aBHCHMO MPeCTaBsieT cOOOM rajioreH.
R’ u R® mesaBucumo MPENCTaBJSIFOT COOOW 3aMEeIIeHHBIH WM HEe3aMeIEeHHbIH aJIKWI,
3aMECILICHHBIM WM HE3aMELIEHHbIH TIeTePOAJKWI, 3aMELICHHBbIM WIM HEe3aMELIEHHbIN
LUKJIOAJKUJI, 3aMELIEHHbI WIH HE3aMELIEHHbI TeTEPOLMKIIOANIKNAN, 3aMELIEHHbIN WIN

HE3aMELICHHbIH apul JU0O0 3aMeIleHHBbIH WM He3aMeLeHHBIH reTepoapuii, IMpuueM R’ u R
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HEoOs3aTeIbHO COENUHEHBI W BMECTe OOpasyloT 3aMEIleHHbI WIH He3aMeIleHHBIN
reTepPOLIUKIOANIKAIT JINOO 3aMEeIeHHBIH WMJIM HEe3aMEIIeHHBIN TreTepoapul. R’ MPEACTABIIAET
coOoli 3aMeIleHHBbI WM HE3aMEIIeHHbIM aJKWI, 3aMelleHHbIH WIH He3aMeIleHHbIH
reTepOANIKWI,  3aMELIEHHbIM WJIM  HE3aMELIEHHBbIM  LUKJIOAJKWI, 3aMEIUCHHBbIA WU
HE3aMELICHHbI  TeTEePOLMKIOANKII, 3aMEIIEeHHbI WM He3aMeIeHHbIH apui, Jubo

3aMELIeHHbIN UM HE3aMEeIEeHHbIN reTepoapull.

[0163] Bapuant peanuzauuu uzobperenusi P2 CoequHeHHe COTJIACHO BapUAHTY pPeaTU3alliu

5 16 .
u3obperenus 1, ormuyaromeecs TeM, uto R” u R” npeacrasmsiror codoit Bopopon.

[0164] Bapuanr peanusauuu uzodperenus P3 CoequHeHue corjiacHO JIOOOMY U3 BapHAHTOB
peanmm3anuu u3odpereHus 1-2, oTanuaromeecs: TeM, 4yTo L npencrasisieT coOol He3aMeIneHHbIH

AJIKHUJICH.

[0165] Bapuanr peanusauuu uzodbperenus P4 CoequHenne corjiacHO JJIOOOMY U3 BapHAHTOB
peanm3anmu u3odperenus 1-3, oramuaromeecs: TeM, 4yTo L npencrasiser coOol He3aMeIneHHbIH

C1-Cg ankuneH.

[0166] Bapwuanr peanusauuu uzodbperenus PS CoequHenne corjiacHO JI0OOMYy M3 BapHAHTOB
peanmsanuu uzodperenus 1-4, ornuuaromeecs: Tem, 4yTo L npencrasiser coOol He3aMeIneHHbIH

C1-C4 ankuneH.

[0167] Bapuanr peanusauuu uzodbperenus P6 Coequnenne corjacHO JJI0O0My M3 BapHAHTOB
peanuzaimu u3o0peTeHus 2-5, oTanyaroIeecs: TeM, 4yTo L npencrasiser coOol He3aMeIleHHbIH

C, anKuieH.

[0168] Bapuant peanuzauuu nuzobperenus P7 CoenuHeHHe COTJIACHO BapUAHTY pPeaH3aliu

u3zobperenus 1, oTuuaromieecs TeMm, 4to L mpencrassier coO0l CBsI3b.

[0169] Bapuanr peanusauuu uzodbperenus P8 CoequHeHue corjiacHO JIOOOMY U3 BapHAHTOB
1 .
peanusanuu u3odperenus 1-7, ornmuyaromieecss TeM, 94to R mpencrasisier coboii ranoreH, -CXs,
4 253 4
-OCX;3, -CN, -OH, -NH,, -C(O)OH, -C(O)OR", -CONHa,, -NO», -SH, -NHNH,, -NR“R", -OR", -
4 o . o o
SR”, 3aMeleHHbIi WM HE3aMEIEHHbIN aJTKUJI, 3aMEIIEeHHbIA WJIK He3aMEIICHHBIN TeTePOaKII,
3aMCLICHHBI WM  HE3aMELICHHbIA LUKJIOAJIKWI, 3aMEIICHHbIH WIW He3aMeLIeHHbIN
TeTEPOLMKIIOATIKIII, 3aMEIICHHbIH WM HE3aMEUICHHbIH apwil JMOO 3aMELIeHHbId HIIH

HE3aMELIECHHbIN reTepoapu.

[0170] Bapwuant peanusauuu uzodbperenus P9 Coenunenne corjiacHO JJI0OOMY M3 BapHAHTOB

1 .
peanuzaunu n3odperenus 1-8, oTmuaromeecs TeM, uto R npexacrasinser codoi -NR’R’.
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[0171] Bapuant peanuzauuu uzooperenust P10 CoenuHenne cornacHo Jr0OOMY U3 BApUAHTOB
peanuzauuu uzobpereHust 1-9, ornnyaromeecs TEM, UYTO R” u R’ HesaBucumo MPEACTABISAIOT
coOoli 3aMelleHHBbI WM He3aMEIIeHHbIM aJIKWj, 3aMelleHHbIH WM He3aMeIleHHbIH
reTepPOANIKWI,  3aMELIEHHbIH WJIM  HE3aMELIEHHbIH  L[UKJIOAJKWI, 3aMELIEHHBbIM WU
HE3aMELICHHBII reTepOLUKIOANKUI, 3aMEIIeHHbIN WM He3aMeLIeHHbIH apuil IH0O 3aMeIeHHbIN

WJIM HE3aMELIEHHBIN reTepoapui.

[0172] Bapuant peanuzauuu uzodperenust P11 CoenuHenne cornacHo JTrOOOMY U3 BApUAHTOB
2
peanmsaun u3o0perenmst 1-10, ommuaromeecs: Tem, uto R* i R® HesaBucumo npencrasmsor

co0O0M 3aMEIEeHHbIN WIN HE3aMELLEHHbIN aJIKUIL.

[0173] Bapuant peanuzanuu n3odperenus P12 CoenuHeHne corjiacHoO JIIOOOMY U3 BAPHAHTOB
2
peanusauuy u3obperernst 1-11, ornuuaromeecs tem, 4to R? i R? He3aBHCHMO MpenCTaBIIsoT

c000i1 3aMemmeHHbId win HezaMmerneHHbI C-Cy ankui.

[0174] Bapwuant peanuzaunu n3odperenus P13 CoennHeHne coryiacHoO JIIOOOMY U3 BapHAHTOB
peanmm3armu u3ooperenus 11-12, ornuuarormeecs: TeM, 4TO R” u R® HesaBucumo MIPENCTABIISIOT

c000i1 3aMereHHbId win HezaMmerneHHbii C-Cy ankui.

[0175] Bapuant peanuzauuu uzooperenus P14 CoenuHenne cornacHo JrOOOMY U3 BapUAHTOB
2
peanmsamn u3o0perenus 1-13, ommuaromeecs: Tem, uto R* i R’ HesaBucuMo mpencTassior

co0oii —OH 3amemennbiii M HesamerneHHbii Ci-Cy ankui.

[0176] Bapuant peanuzauuu uzodperenust P15 CoenuHenne cornacHo Jr0OOMY U3 BApUAHTOB
peanuzarmu uzodperenus 1-15, oTnuyaromieecs TeM, 4YTO R” u R® nesasucumo NPENCTABISAIOT

coboii Hesamerenabiid Ci-Cy ankui.

[0177] Bapuant peanuzauuu uodperenus P16 CoennHeHre corjiacHoO JIIOOOMY U3 BAPHAHTOB
2 3

peammzarmu uzoOperenus 1-9, ornmuaromeecss TeMm, uto R™ m R’ coeamHeHbl BMecTe C

00pa3oBaHHEM 3aMEIIEHHOTO WJIH HE3aMEIEHHOTO TeTEPOIMKIOATKIIA JTHOO0 3aMEIEHHOTO HITH

HE3aAMEILICHHOI'O reTepoapuiia.

[0178] Bapuant peanuzaunu m3odpererus P17 CoennHeHne COrlaCHO BAPHAHTY peau3aliu
2 3
uzobperennst 16, ornmudaromeecsi TeM, 4to R™ m R’ coenuHeHbl BMecTe ¢ oOpa3oBaHHEM

3aMCIICHHOTO UJIN HE3AMEIICHHOI'O Ir€TCPOLUKITIOATKNIIA.

[0179] Bapuant peanuzauuu uzodperenus P18 CoenuHenne coriaacHo 0OOMy M3 BApHAHTOB
peanuzauuu m3o0perenus: 16-17, ornuyaromeecs: TeM, 4TO R* u R’ coemuuenbl BMecTe ¢

o0Opa3zoBaHHEM 3aMeIEeHHOTro WM He3aMmeleHHOro Cs-C7 reTepoLnKIIoatKiia.
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[0180] Bapuant peanusaunu m3odperenus P19 CoennHeHne coriacHo JOOOMY U3 BAPHAHTOB
peanmsaun u3obpererns 16-19, ommuaromeecss Tem, uro R* u R’ coemmuens! Bmecte ¢

oOpazoBanueM 3amereHHOro Cs-C; reTeponunKIOanKia.

[0181] Bapuant peanuzaunu n3odperenus P20 CoeanHenne coryiacHO JIIOOOMy U3 BapHAHTOB
peammzarmu u3oOperenus: 16-19, orauuaroineecs TeMm, YTO R? u R coemumenb BmecTe ¢
o0pa3oBaHneM R*-3amemennoro Cs-C; reTepoOLUKJIOANKIIA, TPUYeM R*  HesaBucHMO
npeacTaBisier coOOM 3aMEINeHHBbIM WM He3aMEIEeHHbIH aiKuil JUO0O 3aMEIleHHbIH WJIH

He3aMeIleHHbIN reTepOoaIKuIL.

[0182] Bapuant peanmzaunu n3obpererus P21 CoennHeHne COrIaCHO BAPHAHTY PeaTU3aLiU

23 . .
uszobperenust 20, oTiHyaroieecss TeM, 9YTo R™ He3aBHUCUMO TpeacTaBiisieT cOOOH 3aMeleHHbIH
unu HesaMeweHHblld C;-Cg anxkun nmudo 3aMelleHHBbI WM He3aMEIEHHBLIA 2-8-ulleHHbIH

reTepOATKIIL.

[0183] Bapuant peanuzannu n3odperenus P22 CoeanHeHHe COTIACHO JIFOOOMY M3 BAPUAHTOB
peanmsauny usoOperenus 16-18, ommuaromeecs Tem, yto R* u R’ coemmuens! Bmecte ¢

o0pa3zoBaHHEM 3aMEIEHHOrO WIIM HE3aMELIeHHOTO MTUPPOJHINHIIIA.

[0184] Bapwuant peanuzaunu n3odperenus P23 CoennHeHHne cOryiacHO JIKOOOMY U3 BapHAHTOB
peanmsarmu u3odperenus 16-18, oriaMuaroimeecss TeM, YTO R* u R’ coemunensl BMecTe ¢

O6pa30BaHI/IeM 3aMCIICHHOI0 UJIM HE3aMCIICHHOT'O MUIICpa3uHUIIA.

[0185] Bapuant peanuzauuu uzooperenusi P24 CoenuHeHne COrnacHo JOOOMY U3 BApUAHTOB

peanuzarmu n3ooperenus 1-23, compeprkaliee MpOTOHUPOBAHHBIM KATHOH a30Ta.

[0186] Bapuant peanuzannu u3odperenus P25 CoennHeHne COracHO JIFOOOMY U3 BAPHAHTOB

peanuzauuu u3odpetenus 1-24, comep:kaiiee MHOKECTBO MPOTOHUPOBAHHBIX KATHOHOB a30Ta.

[0187] Bapuwanr peanmzanuu uzoOperenuss P26  ®apmaneBTudecKas — KOMITO3HIIUS,
comepskamasi (papMaleBTUYECKH MPUEMIIEMOe BCIIOMOTaTeIbHOE BEUIECTBO W COEAMHEHHE

COTJIACHO JIFOOOMY M3 BApPHAHTOB peau3aluu n3ooperenus 1-25.

[0188] Bapuant peanusanuu m3odpererus P27 Crnocob nedeHus: paka y cyObekTa, KOTOPBI
HY>KIAeTCs B 3TOM, MPUYEeM CHoco0 BKJIIOYAIOT BBeAeHHE 3(P(EKTHBHOTO KOJUYECTBA

COEAMHEHUsI COTJIACHO JI0OOMY U3 BapUAHTOB peanu3aunu n3oopererns 1-25.

[0189] Bapuantr peanmsanmmu usoOpereHust P28 CnocoO cornacHO BapHaHTy peau3aluu
n3o0pereHnss 27, OTIMYAIOIIMICS TEM, YTO COENWHEHHME HAaxXOOuUTCs B (papManeBTHUECKOM

KOMITIO3HIIMH, co,nepxcamef/i (I)apMaLIeBTI/ILIeCKI/I MPUEMIIEMOEC BCTIOMOIaTCJIbHOC BEIICCTBO.
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[0190] Bapuanr peanmusauuu uszoOpereHuss P29 Cnocol corimacHo 1r000My W3 BapHaHTOB
peanm3auuy n3obpereHus 27-28, OTINYAOLIUICA TeM, YTO PaK SBJISETCS PAKOM JIETKOTO, PAKOM
MOJIOUHOW  JKeNle3bl, PaKOM SIMYHUKA, JIeHKo30M, JUM(OMOH, MEJTaHOMOH, pakoM
MOJIKENTYJOUHON JKeJie3bl, CAPKOMOMN, PakOM MOYEBOrO My3bIpsi, PaKOM KOCTHU, PAKOM MO3ra,
paKoM IMIeHKH MAaTKH, PaKOM OOOIOYHOHN KHIIKH, PaKOM MHUIIEBOAA, PAKOM KeIyOKa, PAaKOM
MEYEHU, PAKOM TOJIOBBI U LIEH, PaKOM IMOYKH, MHUEJIOMOW, PAKOM IIUTOBUIIHOMN >KEJEe3bl WIH

PaKOM IpeCTaTeNIbHOM JKeJe3blL.

[0191] Bapuanr peanmusauuu uszodperenusi P30 Crnocob coriacHo Jr0O00OMy K3 BapHaHTOB
peammzauuu uzo0pereHus: 27-29, BKIIOYAKOIIUN COMYTCTBYIOINee BBeAeHUE 3(PQPEeKTHBHOTO

KOJINMYECTBA MMPOTUBOPAKOBOT'O arcHTa.

[0192] Bapuant peanusauuu nzobpererust P31 Cnocob monynuposanus kuHasel, JAK, JAK2,
TYK?2, Src, c-Src, ABL1, ABL1 T3151, Aurora kuHa3sel, Aurora A, GSK-3b, CDK, STAT unu
STAT3, npudem croco0 BKJIIOYAET NMpHUBeNeHHE Oenka B KOHTAKT C COCJUHEHHEM COTJIACHO

JF0OOMY M3 BAPUAHTOB pean3auu n3ooperenus 1-25.

[0193] Bapuantr peanusanum usodperenHust P32 Croco® cornmacHO BapHaHTy peau3aliu
n3o0perennss 31, OTIMYAIOIIMKCS TEM, YTO COENUHEHHME HAaxXOOUTCS B (papManeBTHUECKOM

KOMITIO3HIIMH, co,nepxcamef/i q)apMaLIeBTI/ILIeCKI/I MPUEMIIEMOEC BCTIOMOIaTCJIbHOEC BEIICCTBO.

[0194] Bapuanr peanuszaumu uzodperenus P33 Cnoco® mopynupoBaHusi Janus KHHa3bl,
npudeM crnocod BKIHOYAeT MpHUBENEHHE Janus KWHAa3bl B KOHTAKT C COEJHMHEHHUEM COTJIACHO

Jr000My M3 BAPHAHTOB peanu3aunu uzodperenus 1-25.

[0195] Bapuantr peanmzanmu usodperenuss P34 Cnoco0 coracHO BapuaHTy peaH3aliu
u3zo0perennst 33, OTIMYAIOIIMICS TEM, YTO COENUHEHHE HAXOOUTCS B (hapmaleBTHUECKOi

KOMITO3HLIMH, co;[epxcamef/i (bapMaLIeBTI/ILIeCKI/I MPUEMIIEMOE BCIIOMOTIaTE€JIbHOEC BEIICCTBO.

[0196] Bapuantr peanmzanuu wuzoOperenuss 1 CoenuHeHue wuiaM ero (QpapManeBTUYECKU

npuemiieMast CoJib, IMeroLIee GopMyy:

rne L mpencraBisier coOOW CBs3b WM 3aMEIICHHBINH WM HE3aMEIIeHHBINH aJIKUJICH. R

npenacTasisieT coO0H BOAOPO, raJloreH, —CX13, —OCX13, -CN, -OH, -NH,, -COOH, -C(O)OR4, -
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CONH,, -NO,, -SH, NHNH,, —NR2R3, —OR4, —SR4, 3aMeIeHHbIN WM He3aMeIleHHbIH aJIKUIL,
3aMECLICHHBIM WM HE3aMELIEHHbIH TIeTePOANKW, 3aMELICHHBbI WIM HEe3aMELIeHHbIN
LUKJIOAJIKUJI, 3aMELIEHHbIH WIHM HE3aMELIEHHbI TeTEPOLMKIIOANIKNAN, 3aMELIEHHbIH WU
HEe3aMeIIeHHbIN apuil JIMOO 3aMeleHHBbIH WM He3aMELIEHHBIH TreTepoapul X' HesaBucHMO
npencrasiser coboii rajored. R* u R’ He3aBUCHMO MpencTaBIsOT COBOM 3aMELIeHHBIH MK
HE3aMEIUEHHbIN aJKWI, 3aMEIIEHHbIH WM HE3aMEIEeHHbIH TeTePOAJIKWII, 3aMEIEeHHbIH WIH
HE3aMELIEHHbIM  LMKJIOANKWJ, 3aMEIIeHHbII WM HE3aMEIIEHHbIH T'eTePOLMKIIOATKUII,
3aMeIEeHHbIA WM HEe3aMEIIEeHHbIN apuil MO0 3aMelleHHbIH WM He3aMeIEeHHbI TeTepOoapul,
MpUYEM R?> u R’ HeoOs3arenbHO COENUMHEHBI U BMeECTE 00pa3yroT 3aMeIleHHbI WIIH
HE3aMEIIeHHbIN TeTePOLMKIOANKIIT JTHOO 3aMElIeHHbIM WJIM HEe3aMEIEHHBIH TeTepOapulL. R*
npencTaBisieT coOOW  3aMEINeHHbI WM HEe3aMEINeHHBIH  aJKWiI, 3aMEIleHHbIH Win
HE3aMELIEHHbI TNeTepOaKWI, 3aMELICHHbI WM HE3aMEUICHHbIH LUKJIOAJIKUJ, 3aMELICHHbII
WM HE3aMELIeHHBIH TeTePOLUKIIOANIKIII, 3aMEINeHHbI WM He3aMeIIeHHbI apui Jnoo
3aMELIeHHBI WM HE3aMEILEeHHBI IeTepOoapul. R’ u R® mesaBucnmo NPEACTABISIIOT COOOMH
BOZOpOX, ranore, -CX%s, -OCX?%;, -CN, -OH, -NH,, -COOH, -C(O)OR’, -CONH,, -NO», -SH, -
NHNH,, —NR7R8, -OR9, —SR9, 3aMeIIeHHbIA WM He3aMeIIeHHbINA aJKWI, 3aMEIeHHBIM WIJIN
HE3aMELIEHHbI TeTepOaKWI, 3aMELICHHbI WIM HE3aMELIEHHbIH LHKJIOAJIKWII, 3aMELEeHHbIN
WIA He3aMEIIeHHbI TeTePOLMKIIOANIKIII, 3aMEIIEHHbIH WM He3aMeIIeHHbIH apwl, Judo
3aMELLIECHHBIN UM HE3aMELICHHbIN reTepoapu. X? He3aBHCHMO NpeacTaBisieT coOOH rajoreH.
R’” u R® HesaBucumo NPECTaBJIAIOT COOON 3aMEINeHHBbI WM He3aMEeLICHHBIH aJIKHII,
3aMELIEHHbIM WM  HE3aMEIUEHHBbIH TeTEePOANIKWI, 3aMELICeHHBbIM WM  He3aMEeLEeHHbIN
LUKJIOAJKUJ, 3aMELIEHHbII WIM HE3aMELIEHHbI TeTepOLUKIOANKII, 3aMELIEHHbI WIH
HEe3aMELICHHbIH apuj, JUOO 3aMEIIeHHbI MJIM HEe3aMEIIEeHHBI TeTepoapuil, MpuueM R’ u R®
HEOoOs3aTeIbHO COEMUHEHBI W BMeCTe OOpasyrT 3aMElIeHHbIH WIH  He3aMeIleHHbIH
reTepOLIMKIIOANIKUII, JTUOO 3aMelIeHHBIM WM HEe3aMEIIeHHbIH TreTepoapul. R’ MPEACTABIIAECT
coOoli 3aMeIleHHBbI WM HE3aMEIIeHHbIM aJKHI, 3aMeIleHHbIH WIH He3aMeIeHHbIH
reTEpPOANIKWI,  3aMELIEHHbIM WJIM  HE3aMELIEHHbIH  [UKJOAJKWI, 3aMEIUCHHBbIM WU
HE3aMEIICHHbII  TeTEePOLMKIIOAKUJ, 3aMEIIEHHbI WM He3aMeIleHHbI apwii, JHoo

3aMELLECHHBIN WM HE3aMELIEHHbIN reTepoapull.

[0197] Bapuant peanuzauuu uzodOperenHus: 2 CoennHEHHE COTJIACHO BApUAHTY peaH3aliU

5. pb6 .
nu3o0perenns 1, ornuyarommeecs: TeM, uto R™ u R” npencrasmsiror codoit Bomgopon.

[0198] Bapuanr peanmsanuu m3odperenus 3 CoeauHEHHE COTIACHO JIIOOOMY U3 BapHAHTOB
peanmzanuu u3odperenus 1-2, oramuaromeecs: TeM, 4yTo L npencrasniser coOol He3aMeIneHHbIH

AJIKHUJICH.
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[0199] Bapuant peammzaumnu uzodperenust 4 CoenuHeHHe COTJIACHO JFOOOMY W3 BapHUaHTOB
peanuzaimu uzoo0perenus 1-3, ornuuaromeecs TeM, 4To L npencrasisier co0oit He3aMelleHHbIi

C1-Cg ankueH.

[0200] Bapuanr peanmsanuu u3ooOperenus 5 CoeauHEHHE COTJIACHO JIIOOOMY U3 BapHAHTOB
peanuzaimu uzodperenus 1-4, ornuuaromeecs TeM, 4to L npencrasisier co00i He3aMeIleHHbIH

C1-C4 ankuieH.

[0201] Bapwuanr peanuzanuu n3odperenus 6 CoequHEHHE COTJIACHO JIIOOOMY U3 BapHAHTOB
peanmmzarmu u3odperenus 1-5, oTauuaromeecs: TeM, 4yTo L npencrasisier coOol He3aMeIeHHbIH

C, anxuieH.

[0202] Bapuanr peanuzanuu uzodOperenus 7 CoenvHeHUE COTJIACHO BapUAHTAM peaTu3aluu

uszobperenust 1-6, oTuuaromieecst TeM, 4to L mpencrasisieT coO0l CBSI3b.

[0203] Bapwuanr peanmzanuu n3odperenus 8 CoeauHEHHe COTJIACHO JIIOOOMY U3 BapHAHTOB
1 .
peanuzauuu u3odperenus 1-7, ornmuyaromeecs: TeM, 4to R mpencrasisier cobotii ranoreH, -CXs,
4 253 4
-OCXj, -CN, -OH, -NH,, -COOH, -C(O)OR", -CONHa,, -NO,, -SH, -NHNH;, -NR“R”, -OR", -
4 o . N .
SR”, 3aMeleHHbIi WM HE3aMEIEHHbIN aJKWI, 3aMEIIeHHbIN WJIM He3aMEIIeHHBIN TeTepOaKuI,
3aMEIIEHHBbIA MM HE3aMEMIEHHBIM IMKJIOAJKMJI, 3aMeIlleHHBbId WM He3aMelleHHBIN
reTepOLIMKIIOANIKUAJI, 3aMEIIeHHbI WJIM He3aMelIeHHbId apwi, Jub0 3aMeUICHHBIH WJIH

HE3aMELIEHHbIN reTepoapus.

[0204] Bapuant peanuzaumuu u3odpereHus 9 CoenuHeHHe COTJIACHO JFOOOMY W3 BapHUAHTOB

peanuzarmu u3o0perenus 1-8, oTaHyaroeecs: TeM, 4To R npeACTaBysieT co0oM -NR’R®.

[0205] Bapwuant peanusauuu uzodperenus 10 CoenriHeHHe COTIACHO JIOOOMY K3 BapHAHTOB
peanuzauuu u3zodpereHust 1-9, oTnuyaroiieecs TEM, YTO R? u R® nesasucumo MPEACTABIISIOT
coOoli 3aMeIleHHBbI WM HE3aMEIIeHHbIM aJKWI, 3aMEIleHHbIH WIH He3aMeIleHHbIH
reTEPOANIKWJI,  3aMELIEHHbIH WJIM  HE3aMEUIEHHbIH  [UKJOAJKWI, 3aMELUECHHBbI WU
HE3aMEIIeHHbIN  TeTePOIUKIIOAKII, 3aMEIIEHHbI WM He3aMeUIeHHBbI  apwii, JH0o

3aMELLECHHBIN WM HE3aMELIEHHbIN reTepoapull.

[0206] Bapuant peanuzanuu uzobperenusi 11 CoenuHeHue coriacHo 0OOMY M3 BapHAHTOB
2
peamusatuy n3o0pererns 1-10, ommmuaromeecst Tem, uto R” u R® He3aBHCHMO TPeaCTaBIsEOT

co0O0M 3aMEIEHHbIN WIN HE3aMELLEHHbBIN aJIKUIL.

[0207] Bapwuant peanusauuu nzodbperenusi 12 CoennHeHHe COTJIACHO JIOOOMY M3 BapHAHTOB
2
peanmmsanmu nzodperenus 1-11, ornuuaromeecss Tem, uto R™ u R® HesaBucHMO MPENCTABIISIOT

coboli 3amereHHbId uin HesaMmerneHHbid C1-Cg aiku.
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[0208] Bapwuant peanusauuu nzodbperenusi 13 CoeanHeHHE COTIACHO JIOOOMY M3 BapHAHTOB
2
peanusauuy u3obperernst 1-12, ornuyaromeecs TeM, 9To0 R® n R? HE3aBHCHMO MpeaCTaBIIsioT

co00ii 3aMereHHbId Win He3aMmelneHHbIi C-Cy ankui.

[0209] Bapuanr peanusauuu nzodbperenusi 14 CoepnHeHune COrjacHo JIOOOMY M3 BapHAHTOB
peanuzaimu nzodOperenus 1-13, oTnuyaromeecs TeM, YTO R? u R® nesasucumo NPENCTABIISIOT

coboii —OH 3amewenubiii wim HezaMmerneHHbii Ci-Cy ankui.

[0210] Bapwuanr peanusauuu uzodperenus 15 CoenriHeHHe COrJIaCHO JIOOOMY M3 BapHAHTOB
2
peanmm3auuu uzodperenus: 1-14, ornuuaromieecs: Tem, uto R™ u R® HesaBucuMO MPENCTABIISIOT

coboii HesamereHubii Ci-Cy ankul.

[0211] Bapuant peanuzanun nm3odperenus 16 CoenuHeHHe COTJIACHO JIOOOMY M3 BapHUAHTOB
2 3

peanuzaumu uszobperenus: 1-15, orTimuaromeecss Tem, 4to R m R’ coemuHeHBl BMecTe C

00pa3oBaHHEM 3aMEIIEHHOTO WJIH HE3aMEIEHHOTO IreTePOLMKIOANKIIIA THOO0 3aMEIEHHOTO HITH

HE3AMEIICHHOI'O reTepoapuia.

[0212] Bapwuant peanuzanuu uzodperenus: 17 CoeanHeHNEe COTJIACHO BapHaHTaM peau3aluu
2 3
n3o0perenns 1-16, omnmmuaromeecst Tem, 4yro R™ u R’ coennHeHsl BMecTe ¢ 00pa3oBaHUEM

3aMCIICHHOTO UJIN HE3AMECIICHHOI'O Ir€TCPOLUKIIOATKNIIA.

[0213] Bapuant peammuzauuu usodperenus 18 CoennvHeHne COrlaCHO BapHAHTaM peaiu3aliiu
2 3
n3o0perenust 1-17, ornmmuaromeecss tem, 4yro R™ u R’ coennHeHsl BMecTe ¢ 00pa3oBaHUEM

3aMeLeHHOro Wi He3aMmeleHHOro Cs-Cy reTeponuKiIoankmia.

[0214] Bapuant peanusanun n3odperenus 19 CoenuHeHne COrNIaCHO JIOOOMY M3 BapUAHTOB
2 3
peanusauuu u3zoOpereHus: 1-16, oriaumuaromeecss Tem, 4to R um R’ coenuHeHbl BMecTe C

obpazoBaHueM 3ameneHHOro Cs-C; reTeponMKIOaNKuIa.

[0215] Bapuant peanuzanun nzobperenus 20 CoequHeHHE COTJIACHO JIFOOOMY M3 BapHAHTOB
2 3
peanusauuu uszobperenus 1-16, orimuaromeecss Tem, 4to R um R’ coenuHeHbl BMecTe C
23 23
oOpazoBannem R™-zamemennoro Cs-C; rerepouukioankmia, npudeM R™  HezaBUCHMO
NpeAcTaBisier coOOW 3aMEINeHHBbI WM HEe3aMELIeHHBIH KM, JHUOO0 3aMEIeHHBbIH HIIN

He3aMeIIeHHBIN reTepOoaJIKUIL.

[0216] Bapuant peamuzauuu nzobperenus 21 CoequHEHNE COTIIACHO BAPHAHTY PEATH3ALHNU

23 . N
uszobperenust 20, oTHuaromieecss TeM, 4To R™ He3aBHCUMO MpeAcTaBiisieT COOOH 3aMeIeHHbIH
unu HezameweHHblil C;-Cg ankui, aub0 3aMEINeHHBIH WA He3aMEIeHHbIH 2-8-4eHHbIH

reTepOATKIIL
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[0217] Bapuant peanuzanuu uzodpereHus: 22 CoeanHEHUEe COTJIACHO BapHaHTaM pean3aluu
2 3
n3o0perenns 1-16, omnmmuaromeecst Tem, 4yro R™ u R’ coennHeHsl BMecTe ¢ 00pa3oBaHUEM

3aMCIICHHOTO UJIN HE3AMECIICHHOI'O MUPPOJIUINHNIIA.

[0218] Bapuant peanuzaunuu usodperenus 23 CoenvHeHHe COrNIaCHO BAPHAHTAM peain3aliiu
u3o0perenus 1-16, oTiMyaroieecst TeM, 4TO R* u R® coemuHeHsl BMeCTe C oOpa3oBaHueM

3aMEIICHHOI0 NN HE3aMEIICHHOTO MUIIEPAa3UHUIIA.

[0219] Bapuant peanuzaruu uzodpereHus: 24 CoearHeHUe COTJIACHO BapHaHTAM peaTu3alun

u3obperenus 1-23, copeprkaliee NPOTOHUPOBAHHBINA KATHOH a30Ta.

[0220] BapuanT peanuzarnuu uzodpereHus 25 CoearHeHUEe COTJIACHO BapHaHTAM PeaTu3aluu

u3odperenus 1-24, copeprkariee MHOXKECTBO MPOTOHUPOBAHHBIX KATHOHOB a30Ta.

[0221] Bapuant peanmuzauuu nzobperenuss 26 CoeqUHEHNE COTIACHO BAPHAHTY PEATH3aLHNU

u3odperenus 1, nmeromee Gpopmyny:
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BKJTIOYasi €ro (hpapMarieBTU4IeCKH MPUEeMIIEMbIE COJIH.

[0222] Bapuant peanmuzauuu nzobperenuss 27 CoeqMHEHNE COTIACHO BAPHAHTY PEaH3aLHU

u3o0perenus 1, nmeromee Gpopmyny:
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[0223] Bapuant peanuzaunu n3odperenus 28 dapmaneBTHYECKas KOMIIO3UIIMS. COAEpIKaIlast
¢dapmaLeBTHYECKH TNPHEMJIEMOE BCIOMOIATENIbHOE BEIIECTBO U COEOWHEHHE COIJIACHO

BapHaHTaM peanu3anuu u3odperenus 1-27.

[0224] Bapuant peanuzarnuu uzodpereHus: 29 CoearHeHUEe COTJIACHO BapHaHTaM peaTu3aluu
nu3o0perenust 1-28 nisi mMpUMEHEHUsl MPH JICYEHUH paka y CyObeKTa, KOTOPbIH HYXKIAeTCs B

OTOM.

[0225] Bapuant peanmuzauuu nzobperenuss 30 CoeqMHEHNE COTIACHO BAPHAHTY PEATH3ALHNU
nu3o0perennst 29, OoTIMYAKOLIEeCs TEM, YTO COCOMHEHHE BBOIAT CyOBEeKTY B 3(p(dekTuBHOM

KOJIMYECCTBE.

[0226] Bapuant peanuzaunu nsodperenus 31 CoenvHeHNe COrIACHO BAPHAHTAM peaiu3aliu
n3o0perenus 29-30, oTnuyarolieecs TE€M, YTO COCAMHEHHE HAxXOAWUTCS B (papMalieBTUYECKOM

KOMITIO3HUILIMH, co,nepxcamef/'l (bapMaI_IeBTI/ILIeCKI/I MNPpUEMIIEMOEC BCTIOMOTaTCJIbHOC BEIICCTBO.

[0227] Bapuanr peanuzauuu nzodpetenust 32 CoenuHEeHHe COTJIACHO BaApHAHTAM pPeal3alnu
u3o0perenus 29-31, oTMyaroieecss TeM, 4TO PaK sIBJISIETCS PAKOM JIETKOTO, PAKOM MOJIOUHOM
JKeJIe3bl, PAKOM SIMYHUKA, JIEHKO30M, JTUM(OMOIA, METAHOMOH, PaKOM MOKENy TOUHOH JKEJIe3bl,
CapKOMOH, PaKOM MOYEBOTO My3bIPs, PAKOM KOCTH, PAKOM MO3Td, PAKOM LIEHKH MAaTKH, PAKOM
O6OHOHHOﬁ KHIIKH, PAKOM IIHIIEBOMAA, PAKOM KEJIyAKa, paKOM II€YCHH, PAKOM T'OJIOBBI U LICH,

PaKoOM IMOYKH, MUEJIOMOM, paKOM IIUTOBUIHOM KeJe3bl WM PAKOM MPEeACTaTeNbHOMN JKeNe3bl.

[0228] Bapuant peanuzanuu uzodpereHus 33 CoearHEHUE COTJIACHO BapHaHTaM Peaiu3aluu
nu3o0perenns 29-32, OTIMUAIOIIEECs] TEM, YTO COCIUHEHHE BBOISAT COBMECTHO C 3(pdeKTHBHBIM

KOJINMYECTBOM IMPOTHUBOPAKOBOT'O arcHTa.

[0229] Bapwuant peanmzanuu u3odperenus 34 Crnocod monynupoBanusi kuHasel, JAK, JAK?2,
TYK?2, Src, c-Src, ABL1, ABL1 T3151, Aurora kunassl, Aurora A, GSK-3b, CDK, STAT unu
STAT3, npudyem croco0 BKJIIOYAET NMpHUBEAEHHE OeNKa B KOHTAKT C COCAMHEHHEM COTJIACHO

BapHaHTaM peaju3anuu n3odperenns 1-28.
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[0230] Bapuantr peammzaumu uzoOperenuss 35 Cnocod COrnacHO BAapHAHTY peaTU3aALIU
n3o0perenns 34, OTIMYAIOIIUICS TEM, YTO COEIWHEHHME HAaxXOOuTCs B (papManeBTHUECKOM

KOMITIO3HUILIMH, co,nepxcamef/i (I)apMaI_IeBTI/ILIeCKI/I MPUEMIIEMOEC BCTIOMOIaTC€JIbHOC BEIICCTBO.

[0231] Bapuanr peanuzanuu n3odperenus 36 Crocod MoaynupoBaHus Janus KMHA3bI, IPUYEM
croco0 BKIIFOUAET NPHBEAEHHE Janus KMHA3bl B KOHTAKT C COEJMHEHHUEM COITIACHO BapHaHTaM

peanuzamu n3odperenust 1-28.

[0232] Bapuant peammzaumu un3oOpererus 37 Crnocod COrJIaCHO BAapUAHTy peaTH3ALHU
nu3o0perennst 36, OTIMYAIOIIUICS TEM, YTO COENUHEHHE HAXOOUTCS B (hapmaleBTHUECKOi

KOMITIO3HILIMH, coz[epxcamei/i (I)apMaLIeBTI/ILIeCKI/I MPUEMIIEMOE BCIIOMOIaTE€JIbHOEC BEIIECCTBO.

IV.  Ilpumepsl

[0233] HeobxomumMo MOHMMATh, YTO MPUMEPbl W BAPHUAHTHI PEATH3ALUH H300pETEHHS,
OMMCaHHbIE B AAHHOM JOKYMEHTE, IMpelHa3Ha4deHbl TOJbKO AJA LieJiell WIIICTPalMU, U YTO
pa3nuyHble MOAM(UKALMU WIM W3MEHEHHs B CBET€ INPHUBEIEHHBIX NPUMEPOB U BapUAHTOB
peanu3anuu u300peTeHus OyAyT NpEeAoKeHbl CIeLHaIuCTaM B JaHHOW OOJAaCTH TEXHUKU U
JOJDKHBI  PacCMaTPUBATBCST KaK HAXOAINMECs B TMpenesiax MaHHOW 3asBKU U oObema
npuiaraeMoil ¢opmyisl u3oOpereHus. Bce myOnmkauuy, NMaTeHTbl W MATEHTHbIE 3asBKH,
LIUTUPYEMBbIE B HACTOSINEM IOKYMEHTE, TaKUM 00pa3soM BKJIIOUEHBI IMOCPEACTBOM CCBUIKH B

ITOJIHOM 00bEME JIsI BCEX LIENIEH.
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[0234]

ITpumep 1

[0235] Tabauua 1. Onpenenenue 3HaueHuit ICsy SBHUOII ¢ npumeHeHneM KieTok
COJIMAHBIX OMyXOJel u onyxosei kpoBu. AHanusbl MTS BbINOSHEHBI A ONPEAEIeHUs
KM3HECTIOCOOHOCTH KJIETOK, Kak onucaHo s Pur. 2. Kax bl 5KCepuMeHT MPOBOIIIN
yeTbIpeskabl. 3HaueHus1 1Cso (MkM) 5-OpoMUHINPYOHHOB ITPOTHB PAKOBBIX KIIETOK

Coen. | A549 MDA- SKOV3 A2058 DU145 PaCa2 T3151 Alb
Ne nerkoe | MB-231 | sauuHuk | MenaHoma | mpen- HOJKe- MYTaHT
MOJIOYHAsI cTaTeNb- | JIyAO4YHas KCL-22
xKenesa Hast xKenesa CML
Kenesa
1276 0,47 0,30 0,41 0,36 0,42 1,2 0,30
1277 *HO HO HO 1.9 0,77 HO HO
1278 0,60 0,71 0,75 1,7 0,78 2,5 0.5
1279 HO HO HO 2,2 2,0 HO HO
1280 0,84 0,66 1,34 1,6 0,66 0,96 0.86
1281 0,40 0,37 0,75 1,8 0,66 0,44 0,58
1282 0,50 0,78 0,77 HO 0,91 1 HO
1283 HO HO HO HO 2,1 HO HO
1284 0,44 1,0 1,36 HO HO HO HO
1285 HO HO HO HO HO HO HO
1286 0,93 1,36 1,84 HO HO HO HO
1287 HO HO HO HO HO HO HO
1226 HO HO HO HO 3,0 HO HO
1289 0,38 0,40 0,46 1,1 0,69 0,46 0,6
1501 HO HO HO 0,88 0,32 HO HO
1502 HO HO HO 1,7 1,5 HO HO

*HO: He onpenessum

[0236] TIlpuwmep 2
[0237] Taoauua 2. SBUOIT unrndupyrot aktuBHOCTE Src u Janus kuHa3 (JAK) in vitro.
3unauenust ICso (HM) npoTHB AKTUBHOCTH KHHA3BI iR Vilro
€ IpHUMEeHEeHHEeM PeKOMOMHAHTHBIX 0eJ1KOB
Kuna3za 1276 1277 1278 1279 1281 1226 1289
ABLI1 1020 4770 392 1440 2500 432 71,4
ABL1 6580 > 10000 1550 5550 7080 1480 214
(T3151)

AuroraA 954 3310 122 301 2050 366 143
c-Src 34,3 95,4 12,1 69,6 19,7 18,2 3,7
JAK2 526 1250 104 410 264.,0 274 47,6
TYK2 31,6 146 27 62,7 21,0 138 20,1
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[0238] Amnanu3el KMHA3bI BRIIOJIHSIOT C IPUMEHEHHEM PEKOMOMHAHTHBIX OenkoB. Bkparite,
GeNKH, CBEXENPHIOTOBIEHHbIe cyGcTpatel U P-AT®  (koHeuHas —crerupuueckas
aktuBHOCTH 0,01 MxKu/mki) cmemuBatoT B Oydepe peakuun (20 MM HEPES pH 7,5, 10 MM
MgClL, 1 MM OI'TA, 0,02% Brij35, 0,02 mr/mn BCA, 0,1 MM Na3VOs, 2 M ITT) B
npucyrctBuu JIMCO B xauectBe koHTposst uian SBHOIL. Cmecu BBOAAT B peakifio, KOTopast
amarest 120 MUHYT npu KOMHAaTHOH Temmeparype. OOpasipl MepeHoCsIT Ha HOHOOOMEHHYIO
Oymary P81, u ¢punbrpars! mpomMeiBatoT OosbmuM koudecTBoM 0,75% ¢ochopHON KUCIOTHI.

OrnpenenstoT paguoaKTUBHOCTb.
[0239] TIlpumep 3
[0240] OO6muii cniocod moyyenus: S-6poM-HHAMPYOHHA

[0241] Kommepuecku noctymHbiii S-Opom-m3arun (1 3kB.) u 3-auerokcununon (0,8 3kB.)
pPacTBOPSIFOT B METaHOJIE B MPHUCYTCTBUU HaTpus kapOoHarta. CMech MepeMernBarT OKOJIO
3,5 4aca. Ilocne nobaenenuss meraHonbHOW Boabl (1/1) ocamok OTPUIBTPOBBIBAIOT,

IPOMBIBAIOT BOAOH M CYLIAT C MOJIyYeHUEM S-OpoMuHIupyOnHa ¢ Bexogom ~80%.

[0242] 'H SMP (JIMCO-d6, 400 MI'wy, & m.1., J B T'y): 11,12 (2H, ¢, N-H, N'-H), 8,94 (1H,
¢, H-4), 7,66 (1H, n, J = 7,5 Tu, H-4"), 7,60 (1H, T, J = 7,5 T'u, H-6"), 7,45 (2H, m, H-6, 7’),
7,05 (1H, 1, J=7,5Tu, H-5"), 6,86 (1H, 1, J = 8,3 I'y, H-7). MC (a/3, UDP+): m/3: 341, 343
(M+H)+.

[0243] OO6muii cnocod mosryyenust S-6pom-3’-0KCHM-HHANPYOHHA

[0244] 5-BpomunnupyOun (1 5kB.) najee pacTBOPSIIOT B MUPUINUHE B MPUCYTCTBUU M30bITKA
ruapokcuamuaa ruapoxyopuna (10 5kB.) W KUOATAT ¢ OOpPATHBIM XOJOJWJIBHUKOM B
teueHnne 1 uaca 30 wmuHyT. JloOaBneHwe BOABI MOCHE OXJAXKIEHUs, (QUIbTpaus u
NPOMBIBAHHE BOAOW JarOT S-Opom-3’-okcuM-unaupyoun (5-BHMO) ¢ konudecTBeHHBIM

BBIXOOOM.

[0245] 'H SMP (JIMCO-d6, 400 MT'w, & m.1., J B T'w): 13,71 (1H, mc, NOH), 11,85 (1H, c,
N’-H), 10,84 (1H, ¢, N-H), 8,76 (1H, wc, H-4), 8,24 (1H, 1, J = 7,7 T, H-4"), 7,42 (2H, m,
H-6’,7), 7,26 (1H, m, H-6), 7,06 (1H, T, J = 7,7 T, H-5"), 6,84 (1H, 1, J = 8,2 T, H-7). MC
(u/3, UDP+): 356, 358 (M+H)+.

[0246] OO6muii cnocod mosydenust S-0poMUHANPYOUH-3’-(0-0pOMITHI)OKCHUMA

[0247] K pacrBopy 5-BHUO (1 3xB.) B IM®PA nobaBisoT TPUSTHIAMHUH U TUOPOMITaH

(2 5xB.). PeakuMOHHYI0O CMeCh TIEpEMEIINBAIOT B Te4deHHe 24 4acOB MPU KOMHATHOM
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temrepatype. [lanee no0aBisOT BOAY, OCANOK OT(UIBTPOBBIBAIOT U MPOMBIBAIOT BOAOH C

NoJIy4eHueM S-OpoMuHIupyOuH-3’-(0-0pOMITHIT)-OKCUMA.

[0248] 'H SIMP (JIMCO-d6, 400 MI'n, & m.ii., J B ') 11,72 (1H, ¢, N°-H), 10,94 (1H, c,
N-H), 8,80 (1H, n, J = 1,9 I'u, H-4), 8,21 (1H, », J = 7,5 I'n, H-4"), 7,47 (2H, m, H-6", 7°),
7,32 (1H, nn, J = 8,0, 1,9 I'u, H-6), 7,08 (1H, m, H-5"), 6,87 (1H, x, J = 8,0 'y, H-7), 4,89
(2H, T, J=5,6Tu, H-1""), 4,03 (2H, 1, J = 5,6 T'u, H-2). MC (m/3, UDP+): 463, 465, 467
(M+H)+.

[0249] O6mas meToauka noay4eHusi S-0poMuHANPYOHH-3’-(0-3THIAMHH)OKCHMA

[0250] S-BpomunmupyOun-3’-(O-OpoM3THII)OKCUM  pacTBOpstoT B Oe3BogHoM JIM®DA.
J106aBnSOT M30BITOK MOAXOISAIETO aAMIHA (IM3TUIIAMUH, MMUTIEPA3HH, N-MEeTHIITUIICPa3uH, 3-
MeTuiIaMuH-1,2-nponanauon, 1-(2-ruppokcusTIm)nunepasuH U 1-[2-(2-ruapoKCHITOKCH)-
STWI|MUTIEPA3UH), U CMECh HarpeBaroT mpu Temmnepatype 90 °C B MHUKPOBOJIHOBOM PEaKTOpe
CEM Single-Mode (100 Bt) okono 40 munyT. J[o0aBistoT BOAy, OCaOK OTPUIBTPOBBIBAIOT
U MIPOMBIBAIOT BOAOH M I[MKJIOTE€KCAHOM C IOJYYEHHEM COOTBETCTBYIOIIUX MPOU3BOJHBIX C

BeIxOonoM 80-90%.

[0251]

Br

o)
\

'

O 1280

[0252] 'H SIMP (JIMCO-d6, 400 MI'w, & m.n., J B I'n): 11,75 (1H, ¢, N'-H), 10,92 (1H, c,
N-H), 8,86 (1H, 1, J = 2,0 Ty, H-4), 8,16 (1H, 1, J = 7,6 T, H-4"), 7,46 2H, m, H-6’, 7)),
730 (1H, 1, J = 8,2 Ty, H-6), 7,07 (1H, m, H-5"), 6,86 (1H, 1, J = 8,2 Ty, H-7), 4,70 (2H, T, J
=58 Tw H-17), 3,04 (2H, T, J = 5,8 Ty, H-2"), 2,60 (4H, m, H-2", 5°**), 1,68 (4H, m, H-
377, 47°°). MC (m/3, IDP+): 453, 455 (M+H)+.

[0253]

NH

1288
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[0254] 'H SIMP (IMCO-d6, 400 MT'w, § wm.n., J B T'w): 11,73 (1H, ¢, N'-H), 10,90 (1H, c,
N-H), 8,88 (1H, 1, J = 2,0 T'y, H-4), 8,14 (1H, 1, J = 7,6 T, H-4"), 7,45 2H, m, H-6’, 7)),
7,30 (1H, 1, J = 8,2 T, H-6), 7,07 (1H, m, H-5"), 6,86 (1H, 1, J = 8,2 Ty, H-7), 4,70 (2H, T, J
=58 Tw H-17), 2,85 (2H, T, J = 5,8 T, H-2""), 2,69 (4H, m, H-2", 5°°*), 2,49 (4H, m, H-
377, 42°). MC (u/3, IDP+): 453, 455 (M+H)+.

[0255] Oo0masn METOAHuKA MOJTy4eHHUs cOJIH S5-6pomunanpyoun-3’-(0-

3THJIAMHH )OKCHMA

[0256] Kaxnoe aMuHOMPOU3BOMHOE Aajiee pacTBOPsOT B Oe3pogHoM TI'®D, u 2 M pacTBop
HCI-Et;0 nobaBnsitoT 1O KamuisiM 0 HCYE3HOBEHUS OCaJKa, C  IOJy4eHUEeM

COOTBETCTBYIOLEH XJIOPUIHOMN COJIH.

[0257]
Br HY
o\/\N\j
/
N\

0O 1281

Irz

[0258] 'H SIMP (MCO-d6, 400 MT', 8 wm.n., J B Tw): 11,75 (1H, ¢, N’-H), 10,97 (1H, c,
N-H), 9,92 (1H, we, H-1"""), 8,79 (1H, 1, J = 2,0 T'y, H-4), 8,24 (1H, x1, J = 7,8, 0,8 'y, H-
4%, 7,49 (2H, m, H-6’, 7°), 7,33 (1H, an, J = 8.0, 2,0 T'u, H-6), 7,09 (1H, m, H-5), 6,88 (1H,
n,J=18,0 Ty, H-7), 4,91 (2H, m, H-17), 3,86 (2H, M, H-2"), 3,67 (2H, M, H-2"’a, 5°”’a), 3,16
(2H, m, 2°°°b, 5°7°b), 2,03 (2H, M, H-3"a, 4°”’a), 1,86 (2H, M, H-3""’b, 4°°°b).

[0259]

1289

[0260] 'H SIMP (JIMCO-d6, 400 MT'w, & ., J B I'wy): 11,82 (1H, ¢, N>-H), 11,05 (1H, c,
N-H), 9,32 (2H, w, H-1""", 4°), 8,79 (1H, 1, J = 2,0 T, H-4), 8,25 (1H, 1, J = 7,5 T'y, H-4"),
7,48 (2H, m, H-6’, 7°), 7,35 (1H, ax, J = 8,0, 2,0 Ty, H-6), 7,06 (1H, nax, J =75, 4,1, 1,4 T,
H-5"), 6,89 (1H, 1, J = 8,0 Ty, H-7), 4,98 (2H, m, H-1""), 3,70 (2H, m, H-2""), 3,50 (8H,

nepekpbiBarommiics, H-277, 3777 5777 6777).
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[0262] 'H SIMP (400 MI'n, CDCl3) & 11,72 (6, 1H), 10,88 (6, 1H), 8,78 (c, 1H), 8,38 (1, J =
4.8 T, 1H), 8,13 (1, J = 7,4 'y, 1H), 7,58-7,36 (m, 4H), 7,27 (1, J = 2,0, 8,2 T', 1H), 7,20-
7,10 (m, 1H), 7,10-7,01 (m, 1H), 6,83 (1, J = 8,2 T', 1H), 4,72 (t, J = 5,8 'y, 2H), 3,80-3,70
(M, 2H), 3,10-2,96 (m, 2H), 2,35 (c, 3H); *C SIMP (100 MI'n, CDCls) § 170,9, 151,8, 149,1,
145,8, 1454, 138,0, 136,7, 133,5, 128,8, 128,6, 125,7, 124,9, 123,0, 122,5, 122,3, 116,6,
112,9, 112,6, 111,0, 99,3, 75,1, 63,8, 55,9, 42,9; MCBP C1sH»BrNsO, [M+H]* Bbrunciero
504,1030, Haiizero 504,1039.

[0263]

/HD ’ NH

N
O XNH9

[0264] 'H SIMP (400 MI'y, CDCl3) & 11,72 (6, 1H), 10,89 (6, 1H), 8,83 (n, J = 2,0 'y, 1H),
8,15 (1, J = 7,4 ', 1H), 7,48-7,40 (m, 2H), 7,28 (nn, J = 2,0, 8,2 T', 1H), 7,09-7,00 (m, 1H),
6,84 (1, J = 8,2 T'n, 1H), 4,69 (1, J = 5,8 I'ny, 2H), 3,40-3,30 (m, 4H), 2,87 (1, J = 5,6 ', 2H),
2,85-2,70 (m, 3H), 2,70-2,60 (m, 2H), 2,10-2,00 (M, 1H), 1,72 (r, J = 10,2 T, 1H), 0,87 (n, J
= 6,2 ', 3H); °C SIMP (100 MI'y, CDCl3) § 170,9, 151,8, 1458, 145.4, 138,0, 133,4, 128,7,
128,7, 125,7, 1249, 122,3, 116,6, 112,9, 112,6, 111,0, 99,2, 74,9, 61,6, 57,3, 53,9, 50,6, 45,7,
19,9; MCBP C3H4BrNsO, [M+H]" Berauciero 482,1186, Haiineso 482,1183.

[0265]
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\/\ofN /

\ o

NH

O XNH12

[0266] 'H SIMP (400 MI'y, CDCl3) & 11,73 (6, 1H), 10,89 (6, 1H), 8,83 (1, J = 2,0 ', 1H),
8,15 (n, J=7,8T'u, 1H), 7,48-7,40 (M, 2H), 7,28 (nn, J = 2,0, 8,2 T'u, 1H), 7,09-7,01 (m, 1H),
6,84 (o, J = 8,2 I'u, 1H), 4,67 (1, J = 5,6 'y, 2H), 4,34 (1, J =5,2 Ty, 1H), 3,46 (an, J = 6,2,
11,8 T'u, 1H), 2,99 (1, J = 5,8 T'u, 2H), 2,54 (1, J = 6,2 T'u, 2H), 2,3 (¢, 3H); Be samp (100
MIu, CDCls) 6 170,9, 151,8, 145,8, 145.4, 138,0, 133.4, 128,8, 128.,6, 125,7, 124,9, 1224,
116,6, 112,9, 112,5, 111,0, 99,2, 75,4, 60,2, 59,5, 56,5, 43,3; MCBP C,;H,;BrN,O; [M+H]*
BeruncieHo 457,0870, naitneno 457,0863.

[0267] Ilpumep 4

[0268] Onpenenenne npodus kunHa3sl in vitro ansa 1276 n 1289. Cu. @urypy 5. AHanu3bl
KWHA3bl BBIIOJNHSIIOT C TPHMEHEHHEM peKOMOMHAHTHbIX OenkoB. Bkparue, Oenxwy,
CBEXKETPUTOTOBJIEHHBIE CyOCTpaThl U BPATD (xoneuHasi cneruduyaeckast akTuBHOCTH 0,01
mMkKwn/mki) cmemusatot B Oydepe peaxuuu (20 MM HEPES pH 7.5, 10 MM MgCl,, 1 MM
OI'TA, 0,02% Brij35, 0,02 mr/mn BCA, 0,1 MM Na3zVOy, 2 MM ATT) B mpucyrcreun JJMCO
B KauecTBe KOHTPOJs, 1276 unu 1289. Cmecu BBOZAT B peakLuto, koTopas Aautcs 120 MunyT
npu KOMHAaTHOW Temmepatype. OOpasubl mepeHocsST Ha HoHOOOMeHHyro Oymary P81, u
(GunbTpaThl MPOMBIBAIOT OoJbIIUM KosuuecTBOM 0,75% docdopHoii kucnotel. OnpenessitoT
pamnoakTuBHOCTh. 3HadeHus: ICsp OMpenensoT ¢ MOMOIIBK MPOTrPAMMHOIO OOECTeUeHUs

GraphPad Prism.

[0269] Amnamuszst MTS BBINONHAIOT IJIs1 ONpENeNieHusl KU3HeCTOCOOHOCTH KieTok. (.
@urypy 7. PakoBpIMU KiIeTKaMu MeJaHOMBI denoBeka A2058 (A) u paka mpencraTenbHOM
xenesel DU145 (B) (5000/nyHKy) 3aceBaroT 96-IyHOYHBIE IUIAHIIETBI, WHKYOHPYIOT B
teyerre HouH mipu 37 °C u 5% (06/00) CO, u mpuBoasT B KOHTakT ¢ XNH B KOHIEHTpaIuu
0,25 MmxM mmu 1 MxM Ha 48 gacoB. Pacteoputens IMCO npuMeHsFOT B KA4€CTBE KOHTPOJISL.
Kn3HecmocOOHOCTh KJIETOK ONMPENeNsIoT 1O MPEBPAINEHHIO TeTpa3oyus B (OPMa3aHOBBIN
KpacuTeilb, U ONTUYECKYIO IUIOTHOCTb H3MEPSIOT Ha AJuHE BOJHBI 490 HM C MOMOILBIO
aBTOMATU3UPOBAHHOIO YCTPOWCTBA NIl CUUThIBaHUA aHuieTos THUDA, npuuem kaxabii

OKCIIEPHUMEHT OCYLIECCTBIIAOT YCTBIPCIKADI.
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[0270] PakoBbie KJIeTKH HEMEJIKOKJIETOYHOrO paka Jierkoro demoBeka AS49 (5 x 106)
pecycnieHnupyoT B OeccriBOpoTouHOM cpene RPMI1640 u moakoskHO BBOAST B OOK CaMKU
mbin NOD/SCID/IL-2rg(ko)(NSG) B Bo3pacre 5-6 Henenb. Cu. @urypy 8. Korma pazmepst
NaJIBIHPYEMOH OIMyXOJH JOCTUraloT MPUOIU3UTENHHO 70 MM, Mbliieii IeNIaT Ha 1Be TPYIIIbI
(pactBoputens = 10, neuenue = 10). Hanee, 1281 (neBas nmanennb) wiu 1289 (mpaBasi maHenb)
BBOJSIT NEPOPATbHON MHBEKLHeH B noze 25 mr/kr ¢ pacrsopurenem (10% JIMCO + 30%
Solutol + 60% pactBopa HaTpusi XJopHuaa) 2 pasa B CyTKH Ha npoTsukeHud 31 nus. O0bem
OMyXOJIM BBIUUCISIFOT 1O opmyne 1/2a x b, rme a MpenCTaBisieT IIMHHBIN quamerp, u b
npeAcTaBisier KOpoTkud nuamerp. OOBEM OMyXOJM KOPPENUpyeT C MacCOi OIMyXOJIH.
CTaTHCTUYECKYIO0 3HAYMMOCTD PAa3JIMYMA MEXKAY TPyNIIaMHU aHAJIH3UPYIOT C MPUMEHEHUEM t-
tecta CThIOIEHTA C JBYCTOPOHHUM pacrpeneneHueM. 3Hauenuss P wmenee 0,05

pacCMaTpuBarOTCA KaK CTATUCTUYCCKU 3HAYUMBIC.
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D®OPMYVYJIA H30BPETEHUA

1. Coennnenne wim ero papMaleBTUYECKH IpueMyieMasi CoJib, UMerornee GopMyry:
R
e
Br \
0]

rae

L npencraisier co00it CBsI3b UJIM 3aMELIEHHbBIN, WK HE3aMELICHHBIN aJIKHIIEH,

R! NPeICTaBIIsIET COOOM BOIOPO, TaJIOTEH, —CX13, —OCX13, -CN, -OH, -NH,, -COOH, -
C(O)OR?, -CONH,, -NO,, -SH, -NHNH,, -NR’R’, -OR* -SR* samemennbii wm
HE3aMELIEHHbI aJIKWI, 3aMELIEHHbI WM HE3aMELICHHbI TeTEePOAKWJI, 3aMEIIEHHbIA WU
HE3aMELIEHHbIM  LMKJIOAJKWJ, 3aMEIUCHHbIA WJIM HE3aMELIEHHbI TeTePOLIMKIIOATKUIL,
3aMeIeHHbIA WIH He3aMeIeHHBINH apuJl, IN0O 3aMEeleHHbIN WIH He3aMEeIIeHHBIN TeTepOapulT,

X! HezaBucumo MPeNCTaBJIsIeT COOOH rajoreH;

R* u R’ HesaBucumo NPEACTaBISIIOT COOOH 3aMELIeHHbI WM He3aMeINEeHHBIH aJIKUII,
3aMECILICHHBIM WJIM HE3aMELIEHHbIH TIeTePOANKW, 3aMELUECHHBbI WIHM HEe3aMELIeHHbIN
LUKJIOAJKUJI, 3aMELIEHHbIH WIM HE3aMELIEHHbI TeTePOLMKIOANKWI, 3aMEIUCHHbI WU
HE3aMELICHHbIH apui, JUO0 3aMEINEeHHBbIH MIIM He3aMeIlEeHHBbIH reTepoapuil, MpUueM R’ u R’
HeoOs3aTeIbHO COEAMHEHbl BMECTE€ C I[IOJIYYeHHEeM 3aMEIleHHOrO WM He3aMeIeHHOTro
reTePOLMKIIOATIKUIIA, JIUOO 3aMEIIEHHOT'O MJTH HE3aMEIEHHOTO reTepoapuia;

R* NpEeACTaBJsieT COOOM 3aMELICHHbIH HJIM HE3aMEIIEHHbIN KW, 3aMEIICeHHbIH WIN
HE3aMELIEHHbIM TeTepOaK, 3aMELIeHHbIH WM HE3aMEUIEHHbIM LUKJIOAJIKUJ, 3aMEIleHHbII
WM He3aMEIIeHHbI TeTePOLMKIIOANKIII, 3aMEIEHHbI WM He3aMEIIeHHbIH apul, Jubo
3aMELLECHHbBIN WM HE3aMEIICHHbIN TeTepOapulI,

R’ u R® HesaBucumo MPENCTaBJISIFOT COOO0M BOAOPO/I, TaJIOTeH, -CX%, -OCX%;, -CN, -OH,
-NH,, -COOH, -C(O)OR’, -CONH,, -NO,, -SH, -NHNH,, -NR'R®, -OR’, -SR’, 3amemenmsiii
WM HE3aMELIEHHbIN aJKWUJI, 3aMEIIEHHbIN WIH HE3aMELIEHHbIN reTepOaKkuil, 3aMELIEHHbIA WIN
HE3aMELICHHbIM  LMKJIOAJKWJ, 3aMEIICHHbIA WJIM HE3aMELIEHHbIH TeTePOLMKIIOATKUIL,
3aMeIeHHbIA WIH He3aMeLeHHBINA apuJl, IN0O 3aMeeHHbIN WIH He3aMEeIIeHHbBIN TeTepOapulI,

X? He3aBUCHMO MPENCTaBIIsIET COOOH rajoreH;

R’ u R® HesaBucumo NPEACTaBISIIOT COOOH 3aMELIeHHbIH WM He3aMEIEeHHbIN alIKuJ,
3aMELICHHBbIM WM HE3aMELIEHHbIH TIeTePOANKW, 3aMELICHHBbI WIM HEe3aMELIeHHbIN
LUKJIOAJIKUJ, 3aMELIEHHbIH WIH HE3aMELIEHHbI TeTEPOLMKIIOANIKNAN, 3aMELIEHHbIH WU

. . . 7 8
HE3aMELIeHHbIN apui, J1U00 3aMeIleHHbIH MM He3aMeIleHHbIH rerepoapmi, npudeM R™ u R
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HEoOs3aTeIbHO COEAMHEHbl BMECTE€ C IMIOJIYYeHHEM 3aMEIIeHHOrO WM He3aMeIeHHOTrO
reTepOLIMKIIOANIKIIIA, JINOO 3aMEeIIeHHOTO WIH HE3aMEeLIEHHOTO reTepoapuia; u

R’ NpenCcTaBisieT cOOON 3aMEIeHHbIH WM HEe3aMEIEeHHBIH aJIKIII, 3aMELIEHHbIA I
HE3aMELIEHHbI IeTepOaKWiI, 3aMELIEHHbIH WJIH HE3aMELIEHHbIA LUKJIOAIKUI, 3aMELLIEeHHbIi
WIA He3aMEINEeHHbI TeTEePOLMKIOANKUAI, 3aMELIeHHbI WM He3aMeLIeHHbIH apwi, Judo
3aMELIeHHbIN UM HE3aMEeIEeHHbIN reTepoapull.

2. CoequHenye no n. 1, oTnuyaroieecst TeEM, 4TO R uR® MPEICTABIISIFOT COOOH BOIOPO.

3. Coenunenue mo 1. 1, oTnuvaromieecs TeM, 4ro L npencrasisier coO0i He3aMeleHHbIH
AJIKHJIEH.

4. Coequnenue mo 1. 1, oTnuyaromieecs TeM, 4to L mpencrasisier coO0i He3aMeleHHbIH
C,-Cy ankueH.

5. Coenunenue mo 1. 1, oTnu4aroineecs: Tem, 4to L mpeacrasiiseT coO0i He3aMelleHHbIH
C-C4 anxueH.

6. Coequnenue o 1. 1, oTinyaromeecs TeM, 4to L mpencrasisier coO0lH He3aMeleHHbIN
C, ankuneH.

7. Coequrenue 1o 1. 1, oTaudaromeecs: TeM, 4to L npencrapisieT coOO CBS3b.

8. CoenuHenue no 1. 1, OTIUYAKOIIEECS TEM, UTO R! npencrasisier codoi rajoreH, -CXs,
-OCXs, -CN, -OH, -NH,, -COOH, -C(O)OR*, -CONH,, -NO,, -SH, -NHNH,, -NR’R’, -OR*, -
SR4, 3aMELLIECHHBIN WU HE3aMEILEHHBIN KW, 3aMEIICHHbINA WJIM HE3aMELIEHHbIN IeTePOaIKUIL,
3aMeIeHHbIl WM  He3aMeIleHHbIM I[UKJIOAJKWI, 3aMEIIeHHbIH WM He3aMelleHHbIN
TeTepPOLMKJIOAIKIJI, 3aMELIeHHbIH WM He3aMeIUeHHbI apui, Jau00 3aMelIeHHBIH WiIH
HE3aMEILEeHHbIN TeTepoapull.

9. CoenuHenue 10 1. 1, OTJIUYAIOLIEECS TEM, YTO R! npeacTasisier coOoit ‘NR°R?,

10. Coemmnenne o 1. 9, oTnmuaromeecst Tem, 4to R* u R® Hesasucumo NIPEACTABIISAIOT
coOoli 3aMeIleHHBbI WM HE3aMEINeHHbIM aJKWI, 3aMeIleHHbIH WIH He3aMeIleHHbIH
reTEpPOANIKWJ,  3aMELIEHHbIM WJIM  HE3aMEUIEHHbIH  [MKJOAJKWI, 3aMELUECHHBbI WU
HE3aMEIICHHbI  TeTePOIUKIIOAKII, 3aMEIEHHbI WM He3aMeUIeHHBbId  apwii, JHdo
3aMEIIeHHBIN UM HE3aMEIeHHbBINA Te€TePOapIL.

11. Coenunenne no n. 10, oTauYaroLIeecs: TEM, 4YTO R? u R® HesaBucumo MPEACTABISIOT
co00# 3aMEIEHHBIN UIH HE3aMEIIEHHBIN aTKHIL.

12. Coenunenne no n. 11, oTnuyaromieecs: TeM, 4To R* u R® HesaBucimo MPEACTABISIOT
coboit 3ameneHHbd uinn HesaMmerneHHblid C-Cg anku.

13. Coenunenne no m. 12, OTIHYAIOILIEECS TEM, UTO R? u R® HesaBucumo NPEACTABISAIOT

coboli 3amereHHbIi uin HesaMmerneHHbid C1-Cy aku.
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14. Coenunenne no n. 13, oTauYarOLIeeCs: TEM, YTO R? u R® HesaBucimo MPEACTABISIOT
coboit —OH 3amMernennnlii unu HesamerneHHoiil Ci-Cy ankui.

15. Coenunenue o n. 13, oTnuyaromeecs: TeM, 4To R” u R? nesaBucumo NIPEACTABISAIOT
co0oii HezamereHHbIN Ci-Cy4 amkuit.

16. Coenunenne 1o m. 1, OTIMYaArOIIEecss TEM, YTO R?> u R® coennnens: Bmecre ¢
MOJIy4€HHUEM 3aMELICHHOTO WJIM HE3aMEIEHHOTO reTePOLMKIIOATIKIIIA, JTU0O 3aMEIEHHOrO HITH
HE3aMEIEHHOI0 reTepoapuia.

17. Coenunenne mo m. 16, OTIUYAIOINEECsS TEM, YTO R? u R® coenmnens! Bmecte ¢
MOJYyYEHUEM 3aMELIEHHOTO WJIM HE3aMEIIEHHOTO MeTePOLMKIOATKIIIA.

18. Coenunenne mo 1. 17, OTIUYArOIIeecss TEM, YTO R’ u R® coennnens! Bmecte ¢
MOJIy4EHUEM 3aMELIEHHOTO Wi He3aMeleHHOTO Cs-Cy reTepOoLnKIoanKuia.

19. Coenunenne mo 1. 18, oTmuyaromieecss TeM, 4YTO R’ u R® coennnens! Bmecte ¢
nosydeHreM 3aMeieHHOTro Cs-Cy reTepoLnKIoanKuia.

20. Coenunenue mo m. 19, ornuyaroieecs TeM, 4YTO R’ u R® coennnens! Bmecte ¢
MOJyYEHUEM R*-3amemennoro Cs-Cy FEeTEPOLMKIOANKIIIA, TPUYEM R*  HesaBHCHMO
npencTaBisier COOOH 3aMeIleHHBI WM He3aMeUICHHBIH aJKWiI, JIMOO 3aMelIeHHBbId WJIH
HE3aMELIECHHbIN reTepOaIKHIL.

21. Coenunenne no m. 20, OoTIUYArOLIEECs TEM, YTO R* Hesasucumo IIPENCTABIISAET
coboii 3amerneHHbIil uid HesamereHHbI C1-Cy ankui, b0 3aMeLeHHbIH Wi He3aMeIleHHbI
2-8-4JIeHHBIN TeTePOANIKHUIL.

22. CoenuHeHnue 1o m. 16, oTiMyaromeecs TEM, 4YTO R’ u R’ coennHeHs! BMecTe C
MOJIyY€HHEM 3aMELIEHHOI0 WJIM HE3aMELIEHHOTIO MUPPOIUANHNUIIA.

23. CoeguHeHne 1o m. 16, OTIMYAKOIIEECS TEM, YTO R? u R® coenmuens! Bmecte ¢
MOJYyYEHUEM 3aMELIEHHOIO WJIM HE3aMEIIEHHOTO MUNEpa3suHmuia.

24. CoenuHenue 1o 1. 1, comeprkainee MPOTOHUPOBAHHBIN KaTHOH a30Ta.

25. Coenunenue 1o 1. 1, comepskaiiee MHOKECTBO MPOTOHUPOBAHHBIX KATUOHOB a30Ta.

26. Coenunenue o 1. 1, uMmeroiee Gpopmyy:

85



BKJIKO4Yas €ro (I)apMaI_leBTI/ILIeCKI/I MNPUEMIIEMBIC COJIN.
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27. Coenunenue no 1. 1, umeroiee Gopmyy:

o) WU o)

BKJIFOYAsI €ro (papMaleBTHYECKH MPUEMIIEMbIE COJIH.

28. dapmarieBTUYECKas KOMITO3UIIUS, Conmepskamas (hpapMaleBTHYECKU MPUEMIIEMOE
BCIIOMOTIaTEJIbHOE BELIECTBO U COEUHEHNE MO 1. 1.

29. Coenunrenue no m. 1 ans MpUMEHEHUs B JICUEHHH paka y CyOBEKTa, KOTOPBIH
HY>KJIA€TCsI B 3TOM.

30. Coenunenue no m. 29, oTIMYAIOLIEeCs] TEM, YTO YKa3aHHOE COEJUHEHUE BBOIST
yKa3aHHOMY CYOBeKTY B 3()()EeKTHUBHOM KOJIMYECTBE.

31. Coenunenne mno m. 29, OTAMYAOUIEECS] TEM, UYTO YKAa3aHHOE COEAWHEHUE
HAxXOIUTCA B (hapMaLeBTHUECKON KOMIO3HLINY, conlepskameii (papMarieBTUIECKH MPHEMIIEMOe

BCIIOMOTI'aTCJIbHOC BCIICCTBO.
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32. CoenuHeHnne no 1. 29, oTauyaroleecs TeM, YTO YKa3aHHBIN pak SBJSIETCS PakoM
JIETKOTO, PAaKOM MOJIOYHOH >KeJie3bl, PaKOM SIMYHHKA, JIEMKO30M, JIUM(POMON, MeJIaHOMOM,
PaKOM MOJKETYTOYHON JKEJIE3bl, CAPKOMOM, PaKOM MOYEBOTO My3bIPsi, PAKOM KOCTH, PAKOM
MO3Ta, paKOM IIEWKH MAaTKH, PAaKOM OOOJOYHON KHINIKH, PAKOM IMHIIEBONA, PAKOM JKENyIKa,
PaKkoOM IEYEeHH, PaKOM T'OJIOBBI U LIEH, PAKOM MOYKH, MUEJIOMOH, paKOM IIUTOBUIHOM JKEJE3bI
WJIM PAKOM IPEACTATENbHOMN KENE3Hl.

33. CoenunHenue 1o M. 29, oTiHMUarOIIeecs TeM, YTO YKAa3aHHOE COEIWHEHHUE BBOIST
COBMECTHO ¢ 3((HeKTUBHBIM KOJTMUYECTBOM MPOTUBOPAKOBOIO areHTa.

34. Cnocob monynupoBanusi kunasel, JAK, JAK2, TYK?2, Src, c-Src, ABL1, ABL1
T3151, Aurora xunassl, Aurora A, GSK-3b, CDK, STAT wunu STAT3, yka3aHHbIi criocod
BKJIIOYAET MPUBEACHHE OeJika B KOHTAKT C COSNMHEHUEM 110 1. 1.

35. Cnocob mo mn. 34, OTIUYAIOLIUICA TEM, 4YTO COEJUHEHHE HAXOIHWTCS B
(dapMalleBTUYECKOW  KOMITO3ULIMM,  CcoAeprkamned  (apMaleBTHUECKH  MPHEMIIEMOe
BCIIOMOTATEJIbHOE BEIIECTBO.

36. Crioco® monynupoBaHus Janus KHHA3bl, MPUYEM YKa3aHHBIA CIIOCOO BKIFOYAET
MpUBEACHUE YKa3aHHOM Janus KMHA3bl B KOHTAKT C COEIMHEHHEM 1O 1I. 1.

37. Cnocob mo m. 36, OTIUYAIOIIUNCA TEM, 4YTO COEOUHEHHWE HAXOIHWTCS B
(dapMaleBTUYECKOW  KOMITO3ULIMM,  coiepramiedl  ¢apMaleBTHUECKH  MPHEMIIEMOE
BCIIOMOTaTEJIbHOE BELIECTBO.

ITo noeBepennocTn
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