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KapKacaMH, TaK 4TO JIB€ WM Oojiee MEeNTHIHBIX LENH 3aMKHYThl MEXIy TOYKaMHU MPHUCOEAWHEHUS K
Kapkacy. B wactHOCTH, M300peTeHHe OTHOCHUTCS K MENTHIAM, KOTOPbIE SBIAIOTCS BBICOKOA((MHUHHBIMU
CBSI3BIBAIONIMMH HEKTMH-4 CcOoeqMHEHHWAMH. [300peTreHne Takke OTHOCHTCSI K KOHBIOTaram
JICKapCTBEHHOTO CPEJCTBA, COJCPXKAILUM YKa3aHHbIE TENTHIbl, KOHBIOTUPOBAaHHBIM C OJHOM
WA HECKOJIbKUMH J(PGEKTOPHBIMA W/HIN (YHKIHOHANBHBIMHA TPYIIaMH, K (papMareBTHIECKIM
KOMIIO3UIIMSM, COJEpKAIIMM YyKa3aHHbIE MNENTHIHBIE JIMTaHABl, W K KOHBIOTaraM JIEKapCTBEHHOTO
CpPEICTBa U K MPUMEHEHHIO YKa3aHHbBIX MENTUAHBIX JIMTAaHJOB U KOHBIOT'aTOB JIEKAPCTBEHHOTO CPE/ICTBA
U TIPENYNPEXICHUS, TMONABICHUS MM JIEICHHUS 3a00JIeBaHUS WM HAapyIIECHHS, OIMOCPELyeMOro
HEKTHHOM-4.
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OIIMCAHUE U30BPETEHUA
2420-565937EA/042

BUNUKIMYECKHUE NENTUIHBIE JIMT'AHABbI, CHEHHIU®UYHBIE K HEKTHHY-4

OBJIACTH U3OBPETEHUA

Hacrosimee n3o0pereHne OTHOCUTCS K MOJHUIENTHAAM, KOTOPbIE KOBAJIEHTHO CBSI3aHBI C
MOJIEKYJISIPHBIMUA KapKacaMi, TaK YTO IBE WM Oojiee MENTUAHBIX MMETJIH 3aMKHYThI MEXKIY
TOUKaMHU TPHCOENUHEHHs K Kapkacy. B wuacTHOCTH, M300peTeHHe OTHOCHTCS K IEeNTHAAM,
KOTOpbIE TPENCTABISAIOT COOOH BbICOKOA((UHHBIE areHThbl, CBsA3bIBArOIIME HEKTHH-4. Takke
n300peTeHNe OTHOCUTCS K KOHBIOraTaM JIEKapCTBEHHBIX CPEICTB, COAEPIKAIIMM yKa3aHHbIE
NEeNTUbl, KOHBIOTMPOBAHHBIE C ONHOM WM  HECKONbKUMH 3(pdekTopHpiMH  W/umu
(YHKIIMOHAIBPHBIMYU TPYNIaMH, K (papMarieBTUYECKHM KOMITO3ULIUSM, COAEPIKALIUM yKa3aHHbIE
NEeNTUIHbIE JIMTaHIbl U KOHBIOTAThl JIEKAPCTBEHHBIX CPEACTB, M K NPUMEHEHHIO YKa3aHHBIX
NEeNTUAHBIX JIMTAHJOB U KOHBIOTATOB JIEKAPCTBEHHBIX CPEACTB ISl MpenyNpeKaeHMUs,
NIOAABJICHUS MJIH JIEYCHUsI 3a00JI€BaHMSI WIIN HAPYIIEHHs1, ONIOCPEy eMOT0 HEKTHHOM-4.

YPOBEHb TEXHUKH, K KOTOPOMY OTHOCHUTCA U3OBPETEHHE

I{uknuyeckne menTuAbl CIOCOOHBI  CBSI3BIBATBCS € BBICOKOH adduHHOCTBIO U
ceu(pUIHOCTBIO ¢ OETKOBBIMU MULIEHSIMH U, TAKUM 00pa30M, OHH SIBJISTFOTCS IPUBJIEKATEIbHBIM
KJIACCOM MOJIEKYJI JUIsl pa3pabOTKH TepaneBTUIeCKUX CPEACTB. B nelicTBUTENbHOCTH, HECKOIBKO
LUKINYECKUX TMEeNTHIOB YK€ YCIEUIHO HCMOJNb3yeTCsl B KJIWHUKE, HAalpuMep, TaKuX Kak
aHTHOAKTepUANIbHBII MENTHJ BAHKOMHULMH, WMMYyHOAENPECCHBHOE JIEKAPCTBEHHOE CPEICTBO
LUKJIOCTIOPUH WJIM JIEKAPCTBEHHOE CPENCTBO MPOTHB 3JIOKAYECTBEHHON OIMYyXOJH OKTPEOTHI
(Driggers et al. (2008), Nat Rev Drug Discov 7 (7), 608-24). Xopolire CBS3bIBAIOIIHE CBOWCTBA
SIBJIIIOTCSL  PE3yJIbTATOM OTHOCUTENIbHO OOJIBIION TMOBEPXHOCTH B3aUMOACHCTBUS MEXKIY
NEeNTUAOM W MHUIICHBIO, a TaKKe CHH)KEHHOW KOH(OPMALMOHHOW T'HOKOCTU LUKIMYECKHX
cTpykTyp. Kak mpaBuiio, MaKpOLUKIIBI CBS3BIBAKOTCS C TOBEPXHOCTSIMHU Pa3MePOM HECKOJIBKO COT
KBaJIpaTHBIX aHI'CTPEM, Kak Hampumep, Lukinnyeckuil nentuasbiii antaronuct CXCR4 CVX15
(400 A2; Wu et al. (2007), Science 330, 1066-71), nukamdeckuii mentus ¢ MotusoM Arg-Gly-
Asp, cBsi3pIBaromuiicst ¢ maTerpuHOM 0VP3 (355 A2) (Xiong ef al. (2002), Science 296 (5565),
151-5) mnu UMKIMYECKUH MEeNTUAHBIH MHIHOUTOpP yHawH-1, CBS3BIBAIOIIUKNCS C aKTHBATOPOM
TIa3MHHOTeHa ypokuHasHoro tumna (603 A2; Zhao et al. (2007), J Struct Biol 160 (1), 1-10).

Bcenencteue nukindeckoil KOHQUIypauuy, MEeNTHAHbIE MAKPOLMKJIIBI SIBJSIFOTCS MEHEe
HOKHUMHU, YeM JIMHEHHbIE ENTHABL, YTO PUBOIUT K MEHBIIEH [TOTEPE SHTPOIHHU IPH CBSI3bIBAHUN
C MUIIEHSMH M obecreurnBaeT Oonee BBICOKYIO ap(UHHOCTh CBSI3bIBAHUS. Y MEHBLICHHAS
'HOKOCTh TaKXKe€ MPUBOAUT K (PUKCALUH CIEUU(PUYHBIX K MULICHH KOH(pOPMAlMi, MOBBIIAS
ceun(PUIHOCTh CBS3BIBAHHUSI [0 CPABHEHUIO C JIMHEHHBIMH MENTHIAMH. JTOT 3(QeKT
NPOMJUTIOCTPUPOBAH C TOMOINBID MOIIHOTO W CEJIEKTHBHOIO HMHIHOUTOpPa MAaTPUKCHOHN
MetajutonporenHassl 8 (MMP-8), KOoTOpBIi yTpauuBa ero CeeKTUBHOCTh OTHOCUTENBHO IPYTHX
MMP, korna ero komibuo packpsiBanu (Cherney ef al. (1998), J Med Chem 41 (11), 1749-51).
BbrnaronpusiTHele CBOHCTBA CBSA3BIBAHMSI, KOTOPBIE JOCTUTAJIICH OCPEICTBOM MAaKPOLMKIJIN3ALUH,

SABJIAKOTCS €€ Oonee BBIPA>KE€HHBIMU B MOJIMIHUKIIMYECKUX MENTUAAX, UMCIOIIUX Oouee OJJHOI'0



NENTHUIHOTO KOJIbIIA, KAaK HAIPUMep, B BAHKOMHIIMHE, HU3WHE H aKTHHOMULIMHE.

PaznuyHble BccaenoBaTeNnbCKue KOMaH bl paHee MPOBOANIIH CBSI3bIBAHUE TIOJIHITECIITHIOB
C OCTaTKaMHU IMCTENHAa C CHHTETHYECKOW MOJeKyJsipHOH cTpykTypoi (Kemp and McNamara
(1985), J. Org. Chem; Timmerman ef al. (2005), ChemBioChem). Meloen u komneru
UCTIONB30BaIN  Tpuc(OpoMMeTH)OeH30J1 W PONCTBEHHBIE MOJIEKYJIbI Uit OBICTPOH U
KOJINYE€CTBEHHON KPUCTAJUIN3ALUN MHOXECTBA MENTHIHBIX METENb HA CHHTETUYECKUX KapKacax
I CTPYKTypHOH wumuTaimun OenkoBbix mnosepxHocTedl (Timmerman ef al. (2005),
ChemBioChem). OmmcaHnbl criocoObl MONyUYeHHs! JEKAPCTBEHHBIX COeNMHEHNNH-KaHIUAATOB, I7e
yKa3aHHbIE COCTUHEHHUs MOJyYaroT MyTeM CBSI3bIBAHUS LIUCTEHMHCONEPIKAIIUX TOJHUIIENTHIOB C
MOJIEKYJISIPHBIM KapkacoMm, Hampumep, Takum kak TATA (1,1',1"-(1,3,5-tpuasunan-1,3,5-
Tpun)Tpunporn-2-en-1-on, Heinis ef al. Angew Chem, Int Ed. 2014; 53:1602-1606).

beimu paspaboraHbl KOMOMHATOpHBIE IOAXOABI HAa OCHOBE (PAroBoro AHCILIEs IS
NOJy4eHUsT M CKPUHHUHra KPYNHBIX OuONMMOTEK OWIUKIMYECKOX MENTHUAOB IPOTUB
npexcrasisiromux uHTepec mumneHed (Heinis ef al. (2009), Nat Chem Biol 5 (7), 502-7 u WO
2009/098450). B kpaTkoM H3JI0KE€HHH, KOMOMHATOpHBbIE OMOJMOTEKM JMHEHHBIX MENTHIOB,
COIEPIKABIINX TPU OCTATKA LIMCTEMHA U JIB€ OOJACTH M3 IIECTH CiTydaiHbIX aMHMHOKHCIOT (Cys-
(Xaa)s-Cys-(Xaa)s-Cys), sKCMOHUpOBaIM Ha (pare W MOABEPrajid LUKJIU3ALUU TOCPEICTBOM
KOBAJICHTHOT'O CBSI3bIBAHUS OOKOBBIX LIeTIe LINCTENHA C HU3KOMOJIEKYJIIPHBIM KapKacoOM.

CYOIHOCTDb U30BPETEHUA

CornacHO mepBOMy acHeKkTy M300peTeHMs] NpeayCMaTpPUBAETCsS NENTHIHBIN JIMTaHd,
cneun(UYHbIN K HEKTHHY-4, COAep KallMi MOJUNENTH, COASPKALIMI MO0 MEHbIIeH Mepe Tpu
OCTaTKa LMCTEMHA, Pa3JeJCHHBbIX 10 MEHbIIEH Mepe ABYMS MOCJIEAOBATENIbHOCTIMH METIH, U
MOJICKYJISIPHBIH KapKac, KOTOpBIA 0Opa3yeT KOBaJEeHTHBbIE CBS3M C OCTaTKaMH LUCTEHHA
MOJIUMENTHIA, TAK YTO Ha MOJEKYJSIPHOM Kapkace oOpa3yercsi MO MeHbIIeH Mepe IBe
TIOJTUTIENITHIHBIX TTETIIH.

CornmacHo crienyromeMy acrmeKkTy H300peTeHHs, NPEeAyCMaTPUBAETCS KOHBIOTAT
JIEKApCTBEHHOTO CPE/CTBA, COAEPKALIMH MENTHIHBINA JIMTAHA, KaK OMpPEEeNIEHO B HACTOSIIEM
ONMUCAaHWH, KOHBIOTUPOBAHHBIA C OJHOM WIM HECKOJbKUMH 3((EKTOPHBIMU  W/WIN
(YHKIIMOHAILHBIMU TPy IIITAMH.

CornacHo crienyrouieMy acrekTy H300peTeHws], peaycMaTpuBaeTcs: (papmaneBTudeckast
KOMITO3UIIMS], COAepIKallasi MEeNTUAHBIA JIUTaH A WM KOHBIOTAaT JIEKAPCTBEHHOI'O CPENCTBA, KakK
ONpENeNIeHO B HACTOALIEM OIMCAHWM, B KOMOWHAIMM C OJHUM WJIH HECKOJbKUMH
(apMaLIeBTHUECKH TPUEMIIEMBIMH SKCIIUTTHEHTAMH.

CornacHo crnenyromeMy acrieKkTy H300peTeHus], IPeayCMaTPUBAETCS IENTHIHBINA JIUTaH/
WIA KOHBIOTAT JIEKAPCTBEHHOI'O CPEACTBA, KaK OMNpPENENIEHO B HACTOSIIEM OIHMCAHUH, IS
NPUMEHEHUST ISl TIPEAYTPEKACHHUS, MTOJABICHUSI UK JIedeHUs1 3a00IeBaHUsl WM HapyLICHHUS,
OMOCPENYyEeMOrO HEKTUHOM-4.

KPATKOE OITMCAHUE YEPTEXENU

Korna oHM mpHCYTCTBYIOT Ha dYepTeXkKaX, IUIAHKH MOTPEUIHOCTH COOTBETCTBYIOT

CTaHAapTHOH ommOKe cpennero 3HaueHus (SEM).



®ur.1-7: Kpussie obbema omnyxonu nocie seeaenns BCY7683, BCY7825, BCY7826,
BCY8245, BCY8253, BCY8254 u BCY8255, cooTBeTcTBEHHO, caMkaM Mbieli BALB/c nude,
UMEIOINM KceHoTpaHncmiantaT NCI-H292.

®ur.8-10: Kpussie o6pema onyxonu nocie seenerns BCY8245, BCY8253 u BCY8255,
COOTBETCTBEHHO, caMkaM Mbiiel Balb/c nude, nmeromum kcenorpancmnantar NCI-H292.

®ur.11-15: Kpussie o0bema onyxonu nociie Beeaerust BCY7825, BCY8245, BCY8253,
BCY8254 wu BCYS8255, coorBerctBeHHo, camkam wMbineid CB17-SCID, wumeromum
kceHoTpaHcmianrtatr HT-1376.

®ur.16-18: Kpusbie oobema onyxonu nocie Beenenuss BCY8245, BCY8253 uBCY8255,
COOTBETCTBEHHO, camKkaM Mbieit CB17-SCID, numeromum kcenorpancmiantar HT-1376.

®ur.19-21: Kpussie oobema onyxonu nocie seenenuss BCY8245, BCY8253 uBCY8255,
COOTBETCTBEHHO, caMKkaM Mbiiel Balb/c nude, nmeromum kcenorpancmianrar Panc2.13.

dur.22-24: Kpusbie oobema onyxonu nocie Beenenuss BCY8245, BCY8253 uBCY8255,
COOTBETCTBEHHO, caMKaM Mbitieli Balb/c nude, nmeroninm kcenorpanciantatr MDA-MB-468.

®ur.25-28: Kpuseie oobema omyxonu nocne Beenenus BCY8549, BCY8550, BCY8783
u BCY8784, coorsercTBerHO (¢ BCY8245 B kauecTBe KOHTpOIs1) camkaM Mblieit BALB/c nude,
uMerouM kceHotpancmiantat NCI-H292.

®ur.29: Crparerus reiTupoBanus sl HelituHa-4 B MosnouHoi xenese (T-47D u MDA-
MB-468).

®ur.30: Ctparerus refituposanus 1y HektuHa-4 B NCI-H292 u NCI-H322.

®ur.31 u 32: Crparerus reiitupoBanusi ansg HektuHa-4 B NCI-H526 u HT1080,
COOTBETCTBEHHO.

®ur.33-37. Crparerusi redTUpOBaHUS ANl HEKTUHA-4 TpPU pake MOYEBOTO Iy3bIPs
(HT1376; ¢ur.33), pake mosouHoii sxene3sl (MDA-MB-468; ¢ur.34), pake 000104HON 1 PsIMOH
kuku (HT-29; ¢ur.35A u HCT-116; ¢ur.35B), pake nerkoro (AS549; ¢ur.36A, NCI-H292;
¢ur.36B, NCI-H358; ¢ur.36C u NCI-526; ¢ur.36D) u pake mNOMKETyAOUHON IKEJIE3bl
(Panc02.13; ¢wur.37), COOTBETCTBEHHO.

®ur.38-41: Kpussie odrema onyxonu nocie seenenust BCY8242, BCY8245, BCY8253
u BCY8255, coorBercTBeHHO, camkaMm Mbimel Balb/c nude, umerommm KCeHOTpaHCIUTAHTAT
AS549.

®dur.42-45: Kpussie odvema onyxonu nocie seenenust BCY8242, BCY8245, BCY8253
u BCY8255, coorBercTBeHHO, camkaMm Mbimeid Balb/c nude, umerommM kCeHOTpaHCIUTAHTAT
HCTI116.

®dur.46-49: Kpussie odvema onyxonu nocie seeneHust BCY8242, BCY 8245, BCY8253
u BCY8255, coorBercTBenHO, camkam Mbimeir CB17-SCID, nmeromum kcenotpancruianrat HT-
1376.

®ur.50-53: Kpussie odvema onyxonu nocie seeneHust BCY8242, BCY8245, BCY8253
u BCY8255, coorBercTBeHHO, camkaMm Mbimeid Balb/c nude, umerommM kCeHOTpaHCIUTAHTAT
MDA-MB-468.

®ur.54-57: Kpusslie odvema onyxonu nocie seeneHust BCY8242, BCY8245, BCY8253



u BCY8255, coorBercTBeHHO, camkaM Mbitei Balb/c nude, umeromnm kcenorpancmiantat NCI-
H292.

®ur.58-59: Kpuseie obwvema omnyxonmu mnocne Beenenus BCY8245 u BCY8255,
COOTBETCTBEHHO, caMKkaM Mbiiel Balb/c nude, nmeromum kcenorpancmnantar NCI-H526.

®ur.60-63: Kpusbie o0pema omyxomu nociie Beenenus BCY8242, BCY8245, BCY8253
u BCY8255, coorBercrBeHHo, camkaMm Mbimeid Balb/c nude, umerommm kCeHOTpaHCIUTAHTAT
Panc2.13.

®ur.64: Kpusrie o0bema onyxonu nocie Beenenus BCY8245, BCY8781 wnu BCY 8245
B komOuHarun ¢ BCY 8234 camkam mbieit BALB/c nude, nmeronm kcenorpancmianratr MDA -
MB-468.

®ur.65: Kpusble 00vema onyxounu nocine seegennst BCY8245 ornenvHo min BCY8245 B
komOuHamu ¢ BCY8234 camkam mbiueli BALB/c nude, umeromum kceHoTpaHncmantat MDA -
MB-468.

®ur.66-71: Kpussie 00bema onyxosu B KceHOTpaHcIuiantatax Lu-01-0412, LU-01-0007,
CTG-1771, CTG-1171, CTG-1106 u CTG-0896 PDX.

®ur.72: DdpdexrusHocts BTB009 (T.e. BCYB245) koppenmpyer ¢ skcmpeccueil B
kceHorpancuianratax CDX/PDX. KceHoTpaHCIUIAaHTATBI C MAaJIOH/OTCYTCTBHEM HKCIPECCUH
HEKTHUHA-4 JIEeMOHCTPUPYIOT CHMKEHHYIO CKOPOCTb pPOCTa OmyXxoju. KceHoTpaHCIIaHTaThl,
3KCIPECCUPYIOLINEe HEKTHH-4, TEMOHCTPUPYIOT perpeccuro omyxonu. Monenu xak PDX, Tak u
CDX BKJIFOU€HBI B 3TOT aHAJIN3, BEJIMYMHBI OOOOILIEHBI U3 Pa3IMYHBIX OTYETOB.

®ur.73: Knerku MDA-MB-468 skcrpeccupyroT HEKTHH-4 U JE€MOHCTPUPYET
NpoJIOHTHpoBaHHOe yrep:kanue MMAE B onyxomu.

®ur.74 HCS - ananu3 gaHHBIX Ha KJeTouHOU JuHIT MDA-MB-468.

ITOJAPOBHOE OITMCAHUE U30BPETEHUA

B onHOM BapuaHTe OCyIeCTBIICHHUS yKa3aHHbIE ITOCJIEIOBATEIbHOCTH MeTeNb COepIkar 3,
6, 7, 8 wiu 9 amuHOKHUCJIOT. B crieayroomeM BapuaHTe OCYLIECTBJICHUS YyKa3aHHbBIC
MOCJIEIOBATENIBHOCTH TI€TeNb coaep:kat 3, 6, 7 unu 9 aMuHOKUCIOT. B cnepyromem BapuaHTe
OCYIIECTBJIEHHUS YKa3aHHBIE MTOCIEA0BATEIbHOCTH METENb COAEPKAT 3 WM 9 aMHUHOKUCIIOT.

B cnenpyroiem BapuaHTe OCYIIECTBJIEHMsI YKa3aHHbIE IOCIEAOBATENbHOCTU I€TeNb
COJZIep>KaT TPU OCTAaTKa LIUCTENHA, Pa3Ae€eHHBIX ABYMsl [1OCJIEN0BATEIbHOCTSMH I€TeNb, OAHA U3
KOTOPBIX COCTOUT U3 3 aMMHOKHUCIIOT, a Ipyrasi U3 KOTOPbIX COCTOUT U3 9 aMUHOKUCIIOT.

B cnenpyroiem BapuaHTe OCYILECTBJIEHMsI YKa3aHHbIE IIOCIEAOBATENbHOCTU I€Telb
COJZlep>KaT TPU OCTaTKa LIUCTENHA, Pa3AeEeHHBIX ABYMsl I1OCJIE0BATEIbHOCTAMH N€TeNb, OAHA U3
KOTOPBIX COCTOUT U3 3 aMMHOKHUCIIOT, & Ipyrasi U3 KOTOPbIX COCTOUT U3 8 aMUHOKHUCIIOT.

B cnenpyroieM BapuaHTe OCYIIECTBJIEHMsI YKa3aHHbIE IOCIEAOBATENbHOCTU I€TeNb
COJZIep>KaT TPU OCTAaTKa LIUCTENHA, Pa3Ae€eHHbIX ABYMsl I1OCJIE0BATEIbHOCTAMH NeTeNb, OAHA U3
KOTOPBIX COCTOUT U3 7 aMMHOKHUCIIOT, & Ipyrasi U3 KOTOPbIX COCTOUT U3 3 aMUHOKHCIIOT.

B cnenpyroliemM BapuaHTe OCYIIECTBJIEHMsI YKa3aHHbIE IIOCIEAOBATEIbHOCTU I€TeNb
CoIep KaT TPU OCTATKA LUCTEHHA, Pa3NIEIEHHBIX IBYMs MOCIENOBATENIbHOCTSMH TETENb, 00€ U3

KOTOPBIX COCTOAT U3 6 aMUHOKHCJIOT.



B opgHOM BapuwaHTe OCYINECTBICHHS YKa3aHHBIA MENTUAHBIA JIMTAHI COIEPIKUT
AMUHOKHUCJIOTHYIO MOCJIEAOBATEIbHOCTD, BEIOPAHHYIO U3:

Ci-P/A/Hyp-F/Y-G/A-Cyi-X1-X,-X3-W/1-Nal/2-Nal-S/A-X,-P-I/D/A-W/1-Nal/2-Nal-Cy;
(SEQ ID NO: 38);

Ci-W/A-P-L-D/S-S/D-Y-W-Cy;-X5-R-1-Cy; (SEQ ID NO: 39);

Ci-V-T-T-S-Y-D-Cy-F/W-L/V-H/R/T-L-L/G-G/Q/H-Cy; (SEQ ID NO: 40);

Ci-X6-X7-Xg-Cij-Xo-X10-X11-X12-X13-X14-X15-X16-X17-Ciii (SEQ ID NO: 41); n

Ci-W/A/Y-P/A-L-D/S/A-S/D/P/A-Y-W/1-Nal-C;-Xs-R/HArg/A-I-Cy; (SEQ ID NO: 42);

rue:

X1-X5 0003Ha4arOT JFO00M aMUHOKHUCIIOTHBIN OCTaTOK, BKJIOYask MOAU(PUIIUPOBAHHBIE U
HENPUPOIIHbIE AMUHOKHUCIIOTBI,

X o6o3nauaer: Gly; Pro wnu menpuponnoe npoussogHoe Pro, BeIOpaHHOE U3 a3eTUaNHA
(Aze), runpokcurnponuna (HyP), 4-amuno-npomuna (Pro(4NH)), oxcazonuanH-4-kapOOHOBOM
kucnotel (Oxa), okraruapouHnoikapbonoBoii kuciotsl (Oic) wmu 4,4-nudropnponuna (4,4-
DFP); Ala wnn HenpuponHoe npousBogHoe Ala, BBIOpaHHOE M3 aMHHOM3OMACISIHOM KHCIIOTBI
(Aib), unu capkosuH (Sar);

X; obosHauaer: Phe wmm HenmpupomnHoe mnpousBogHoe Phe, BriOpanHoe wu3 3-
metundpennnanannaa (3MePhe), 4-metundenunananuna (4MePhe), romopenunananuna (HPhe),
4.4-oudennnananuna (4,4-BPA) vnu 3,4-nqurunpoxkcudenunananuda (DOPA); Tyr; unu Ala unu
HernpupoaHoe npousBogHoe Ala, BeiOpanHoe u3 1-HadTrnananuna (1-Nal), 2-Hadrunananuna (2-
Nal) wnu 2-nupununananusa (2Pal);

Xg obosnauaer: Gly; Ala; Asp; Lys uiu HenmpupoaHoe npousBoaHoe Lys, BbIOpaHHOE 13
anetrmnsuHa (KAc wim Lys(Ac)); Phe; Glu; Gln; Leu; Ser; Arg, uiu UHCTEMHOBYIO KHUCIOTY
(Cya);

Xy b0 oTcyTCTBYeT, MO0 0OO03HauaeT: Met WM HENMPUPOMHOE MPOU3BOAHOE Met,
BbIOpaHHOe U3 MertnoHUHCYJbGoHAa (Met(02)); GIn wmum HenpupomHoe mnpomsBonuoe Gin,
BbIOpaHHOe u3 romornytamuHa (HGIn); Leu win HenpupomHoe npousBoaHoe Leu, BbIOpaHHOE 13
romonetininia (HLeu) wnu Hopnetinuna (Nle), Lys; Ile; Tper-Oytunananun (tBuAla), wiu
romocepuH-metii (HSe(Me));

Xi0 obosHauaer: Pro, Lys wnm HempupomHoe mnpousBogHoe Lys, BbiOpaHHOE W13
anetrmnsuHa (KAc wiu Lys(Ac)); Arg win HeNMpUpPOAHOE MPOU3BOIHOE Arg, BRIOpaHHOE U3 2-
aMUHO-4-TyaHUOUHMACHsTHOH — kucnotel  (Agb),  romoaprumauna  (HArg) wmu N-
metmiromoaprununa;, Glu;, Ser; Asp; Gln; Ala; rugpokcunponun (HyP);, wim muctenHOBYyIO
kuciory (Cya);

Xi1 obosHauaer: Asn WIM HENPUPOIHOE MPOU3BOAHOE Asn, BbIOpaHHOe U3 N-
metunacnaparuna;, Thr; Asp; Gly; Ser; His; Ala wiu HenpupoagHoe npoussoanoe Ala, BeiOpaHHOe
u3 tuenmnanannHa (Thi), 2-(1,2,4-tpuason-l-un)ananuna (1,2,4-TriAz) wmm Oera-(4-
tuaszojmn)anannia (4ThiAz); Lys unmu nucrenHoByro kucioty (Cya);

X1, obo3Havaer: Trp wiu HempupoaHOe pou3BoaHoe Trp, BeIOpaHHOE U3 a3aTpunrodaHa

(AzaTrp), S5-¢rop-L-tpuntopana (SFTrp) mmm meruntpunrodana (TrpMe), wim Ala wmm



HenpupoaHoe npousBogHoe Ala, BeiOpanHoe u3 1-Halitunananusa (1-Nal) nnn 2-HadTrnanannna
(2-Nal);

X3 obo3HavgaeT: Ser WM HENPUPOAHOE NMPOU3BOAHOE Ser, BHIOPAHHOE U3 rOMOCEpUHA
(HSer); Ala; Asp nim Thr;

X4 0603Ha4aet: Trp unu HempupoxHoe npoussogHoe Trp, BIOpaHHOE U3 a3aTpuntodaHa
(AzaTrp); Ser; Ala nnu Henpupomnoe mpomsBogHoe Ala, BeiOpanHOe U3 2-(1,2,4-Tpmazon-1-
wn)ananuna (1,2,4-TriAz), 1-napTunananuna (1-Nal) wnu 2-nadrunananuna (2-Nal); Asp; Phe
WM HerpupoaHoe npousBonHoe Phe, BeiOpannoe u3 3,4-nurunpokcudenunananuda (DOPA);
Tyr;

2

Thr wnmu Henpupomnoe mnpomsBogHoe Thr, BeIOpaHHOe 13 N-METHITPEOHMHA,
TETPAruaPONUpPaH-4-TPONAHOBY O KHCIIOTY (THP(O)); WIH IHOKCO-4-
TeTparuapoTronupanmtykcycHyto kuciory (THP(SO2));

X15 obo3Hauaet Pro wnm Henpupoaroe npousBogHoe Pro, BeiOpanHOe U3 azetuanna (Aze),
MUNEeKOIMHOBON KUCoThI (Pip) nnu okcasonuaua-4-kapooHoBoit kucnotel (Oxa);

X16 obOosHauaer: Ile wmm Hempupomnoe mnpousBopHoe lle, BbIOpanHOe u3 N-
metmmsoneiinnHa (NMelle); Ala unm HenmpuponmHoe mnpousBogHoe Ala, BbiOpaHHOe u3 3-
mukiorekcuinanannHa  (Cha) wmm  mmknonponmnananmHa (Cpa); Pro wnm  HempuponHoe
npousBogHoe Pro, BeiOpanHOe u3 ruapokcunpoauna (HyP); Asp; Lys, LHUKIONEHTHITIHLIMH
(C5A);  Terparuppornupan-4-nponanosyto  kucnory  (THP(O));  wnmum  AuMOKCO-4-
TeTparuapoTruonupanmykcycayto kucinory (THP(SO2));

X17 obo3navaer: Trp wnu HenpupogHOEe npousBoaHoe Trp, BHIOpaHHOE U3 a3aTpunTodaHa
(AzaTrp) wmu 5-¢ptop-L-tpunrodana (SFTrp), Phe; Tyr; 1-nadprtunananun (1-Nal), wim 2-
HadTunananuH (2-Nal);

Hyp o6o3nagaer ruppokcunponus, 1-Nal obo3Hauaer |-HadTunananun, 2-Nal
obosHavaer 2-HadrunanmanuH, HArg obosznauaer romoapruamH u C;, C; u Cj obo3Hadaer
NIepPBbIiA, BTOPOW M TPETUH OCTAaTKH LUCTEMHA, COOTBETCTBEHHO, WJIM WX (hapMaLeBTHUECKU
NPUEMIIEMYIO COJIb.

B onHOM BapuaHTe OCYIIECTBIIEHHs YKa3aHHBIE MOCIEIOBATEILHOCTU NIETEIb CONEPIKAT
TPH OCTaTKA [UCTENHA, PA3IEJIEHHBIX 1By Ml [TOCJIEIOBATEIbHOCTSIMU TI€TEJb, IEPBAst U3 KOTOPBIX
COCTOUT W3 3 aMUHOKHCJIOT, M BTOpPAasi U3 KOTOPBIX COCTOUT U3 9 aMHUHOKHUCIIOT, U yKa3aHHBIN
NEeNTUAHBIN JTUTaHA CONEPKUT aMUHOKHUCIIOTHYIO TIOCIIEI0BATEIbHOCTD, BBIOPAHHYIO U3:

Ci-X6-X7-X3-Ci-Xo-X0-X11-X12-X13-X14-X15-X16-X17-Ciii (SEQ ID NO: 41);

rae Xe¢-X17 SBISAIOTCA TAKUMHU, KaK ONMPEIENICHO B HACTOSILIIEM OMUCAHUU.

B oxgHOM BapuaHTe ocyecTBieHUs1 Xg 0003Ha4aeT: Pro nim HeNpuUpoaHOE MPOU3BOAHOE
Pro, BeiOpanHOe u3 azerunuHa (Aze), rugpokcunpojuna (HyP), 4-amunonponuna (Pro(4NH)),
okcazonuauH-4-kapboHoBo# kucnotsl (Oxa), okraruaponHaoakapoonoBoi kuciotel (Oic) wmum
4,4-mudropnponuna (4,4-DFP). B cnenyromem BapuaHTe OCyIIecTBIeHUs1 Xq 0003HaudaeT Pro.

B onnOM BapmanTe ocymectsienus X; obo3Hadaer: Phe nnm HenpupoaHoe nponsBogHOe
Phe, BoiOpanHoe u3 3-merwidenmnanannna (3MePhe), 4-merundenmnanannna (4MePhe),
romo()eHuIaJaHuHA (HPhe), 4 4-OndennnanaHnaa (4,4-BPA) WIH 3.4-

muruapokcupenmnanaanHa (DOPA); Ala i Henpupoanoe npoussonHoe Ala, BeiOpanHoe u3 1-



HapTunanannaa (1-Nal), 2-napTunananmna (2-Nal) wnnmm  2-nupupmnananuHa (2Pal). B
CJIEAYIOLIeM BapHaHTE OCYIIEeCTBIeHHs X; oOo3Hauaer Phe wnmm 1-madrunananun (1-Nal). B
CJIEZyIOLIEeM BapHaHTe OCyIIecTBIeHNs1 X; 0003Hauaer 1-HadTunananus (1-Nal).

B omHoM BapmanTe ocymecTBieHus Xg oOo3HadaeT Asp, Arg, Lys wiM HUCTEHHOBYIO
kuciory (Cya). B cinenyroiem Bapuante ocymectsiieHust Xg obo3Hadaer D-Asp, D-Arg, D-Lys
wm D-Cya. B cneayromem Bapuante ocymectsiieHus: Xg o0o3nagaer D-Asp.

B onHOoM BapuaHTe ocyiecTBieHus: Xy o0o3HavyaeT: Met Wim HEMPUPOIHOE MPOU3BOAHOE
Met, BeiOpanHOe 3 MeTHOHHHCYJIbGoHA (Met(02)); mnu Leu mnmu HEMpUpOIHOE MPOU3BOAHOE
Leu, BeiOpannoe u3 romoneiinnaa (HLeu) wnu Hoprneiinmuaa (Nle). B cnenyromem Bapuante
ocyecTBieHust Xo obozHadaer Met wnu Leu. B cienyromem BapuaHTe OCyLIeCTBIEHHS Xo
obo3Hauaet Met.

B onmHoM BapuaHTe ocyiuecTBieHus: X 0003Ha4aeT Arg Wiy HEMPUPOIHOE MPOU3BOJHOE
Arg, BBIOpaHHOE U3 2-aMHHO-4-TyaHUIUHMACISTHON KUCIOTHI (Agb), romoaprununa (HArg) wiu
N-mermnromoapruiusia;, win 1nuctenHoByro kuciaory (Cya). B cnenyromem BapuaHTte
ocyuiecTBieHus Xy o0o3nauyaeT romoaprunus (HArg) wmm mpcrennoyto kucioty (Cya) (Takyro
kak D-Cya). B cnenyromem BapuaHTe ocyuiectieHus X, o0o3Hadaer romoaprunud (HArg). B
AJIbTEPHATUBHOM BapHAHTE OCYLIECTBJIEHHS X o 0003HAYAET JIN3HUH.

B oxgHOM BapuanTe ocyecTBieHus X, 0003Ha4aeT: Asn WK HEPUPOAHOE IPOU3BOJHOE
Asn, BbiOpanHoe u3 N-Merunacnaparuna, Asp win His; win nucrenHosyo kucnory (Cya). B
CNENyIOLIeM BapuaHTe OCylLlecTBIeHHs X;; oOo3HauaeT Asn, Asp, His wium LOUCTEMHOBYIO
kucioty (Cya) (takyro kak D-Cya). B cnenyromem Bapuante ocymecTBiieHHs] Xi; 00O3Ha4YaeT
Asp.

B onHoMm BapuaHTe ocyuiecTBieHus: X1, 0003Hadaet: Trp win HEMPUPOIHOE MPOU3BOAHOE
Trp, BbiOpanHoe wu3 aszarpuntopana (AzaTrp), S-drop-L-tpunropana (SFTrp) wmm
meruntpunrodana (TrpMe). B cienyromem BapuanTe ocymectsieHus X, odo3Haudaer Trp.

B oxgHOM BapuaHTe ocyiecTBieHus X3 0003HAYaeT Ser Wik HEMPUPOIAHOE MPOU3BOAHOE
Ser, BeiOpanHOe U3 romocepuna (HSer). B cinenyromem BapuaHTe ocyecTBieHus X 3 0003Ha4aeT
Ser.

B onHoM BapuaHTe ocyuecTBieHust X 4 00o3Hauaer Thr win HenpupoIHOE MPOU3BOIHOE
Thr, BeiOpanHoe U3 N-mMeTuiTpeoHnHa. B cienyromem BapraHTe OCYIECTBICHHs X4 0003HAYaeT
Thr.

B onrOM BapuanTe ocyuecTBieHus X;s o0o3Haqdaer Pro.

B oxgHOM BapuaHTe ocyiecTBieHus1 X1 00o3HavaeT: lle ninm HenmpupoaHOEe MPOU3BOAHOE
Ile, BeiOpannoe U3 N-metmmmsosneinunaa (NMelle); wiu Pro wim HenpupoaHoe mpousBoaHoe Pro,
BbiOpanHoe u3 runpokcunponuHa (HyP). B crnenyromem BapuaHTe OCyILIeCTBIEHUS Xig
obo3Hauaer: lle; unu Pro min HenmpuponHoe npousBoaHoe Pro, BIOpaHHOE U3 THAPOKCHIIPOIHHA
(HyP). B cnenyromem BapuanTe ocyiecTBieHHs X s 00o3Havaer lle, Pro wimm ruppokcunponmnna
(HyP). B cnenyromem BapuaHTe ocyliecTBiIeHUs1 X, 0003Ha4yaeT runpokcunponuH (HyP).

B onrOM BapuanTe ocymectsieHus X ; 0003HadaeT Trp Ml HENPUPOAHOE MPOU3BOAHOE

Trp, BeiOpanHoe U3 azarpunrtodana (AzaTrp) umm S-¢prop-L-tpunrodana (SFTrp). B cnenyromem



BapHaHTE OCYIIECTBJICHUs X7 obo3Haqaet Trp.

B cnepyromem BapuaHTe OCYLIECTBJICHUS YKAa3aHHBbIE MOCJIEIOBATEIBHOCTU IETEJb
coaepKaT TPU OCTaTKAa LIMCTENHA, PA3CJICHHBIX JBYMs MOCIEA0BATEIbHOCTIMU NETENb, NEPBas
M3 KOTOPBIX COCTOMT U3 3 aMHUHOKHCIJIOT M BTOpasi U3 KOTOPBIX COCTOMUT U3 9 aMUHOKHUCIOT, U
yKa3aHHbBIN MENTUIHBIN JIUTAHT COAEPKUT aAMHHOKHCIIOTHYIO TTOCIIEIOBATEIbHOCTD, BEIOPAHHYIO
U3:

Ci-P-X7-X3-Cyi-Xo-HArg/Lys-X;1-W-S-T-P-X4-W-Cy;; (SEQ ID NO: 213);

rae X7, Xg, Xo, X1 1 X6 ABISAIOTCS TAKUMH, KaK ONPEAETIEHO B HACTOSIIIEM OMUCAHUMU.

B cnepyromem BapuaHTe OCYLIECTBJICHUS YKAa3aHHbIE MOCJIEIOBATEIbHOCTU IIE€TEIb
coaep:KaT TPU OCTaTKa LIMCTEUHA, PA3JEJICHHBIX ABYMS MIOCIEA0OBATEIbHOCTIMU NETENb, NEPBas
13 KOTOPBIX COCTOMT U3 3 aMHUHOKMCIJIOT M BTOpasi U3 KOTOPBIX COCTOMUT U3 9 aMUHOKHCIOT, U
yKa3aHHbBIN MENTUIHBIN JIUTAHT COAEPKUT aMHHOKHUCIIOTHYIO TTOCIIE0BATEIbHOCTD, BEIOPAHHYIO
U3:

Ci-P-X7-Xg-Cﬁ-X9-HAI'g-X11-W-S-T-P-X16-W-Cm (SEQ ID NO: 204),

rae X7, Xg, Xo, X11 ¥ X6 ABJIAIOTCS TAKUMH, KaK OMPEEJIEHO B HACTOSIIIEM OMUCAHUM.

B cnenyromem BapuaHTE OCYLIECTBJEHHUs YKa3aHHBbIE IIOCJIENIOBATENIBHOCTH IETENb
coaep:KaT TPU OCTaTKa LIMCTEHHA, PA3[ICJICHHBIX ABYMs MIOCIEAOBATEIbHOCTIMU NETENb, NEPBast
U3 KOTOPBIX COCTOUT U3 3 aMUHOKMCIIOT U BTOpasi U3 KOTOPBIX COCTOUT U3 9 aMHUHOKHCIOT, U
yKa3aHHbINA NENTUIHBIHN JIMTAH COAEPKUT aMHHOKHUCIIOTHYIO TIOC/IE0BATEIbHOCTD, BEIOPAHHYIO
U3:

C;-P-F/1-Nal-dD/dR-C;;-M/L-HArg/Lys-N/H/D-W-S-T-P-I/P/HyP-W-C;; (SEQ ID NO:
214).

B cneayromem BapuaHTe OCYLIECTBJICHUS YKa3aHHBbIE IOCJIEIOBATEIbHOCTH IETEJb
coaepkaT TPU OCTaTKa LIMCTEHHA, Pa3/IeJICHHbIX JABYMs MOCJEA0BATEIbHOCTIMU NETENb, MEpPBast
M3 KOTOPBIX COCTOMT M3 3 aMHUHOKHCIJIOT M BTOpasi U3 KOTOPBIX COCTOUT U3 9 aMUHOKUCIIOT, U
yYKa3aHHbBIN MENTUIHBIN JIUTAHT COAEPKUT AMHUHOKHCIIOTHYIO TIOCIIEOBATEIbHOCTD, BEIOPAHHYIO
u3:

C;-P-F/1-Nal-dD/dR-C;-M/L-HArg-N/H/D-W-S-T-P-I/P/HyP-W-Cy; (SEQ ID NO: 205).

B oaHOM BapuaHTe OCYILIECTBJICHHS YKa3aHHbBIC MOCJIEI0BATEIbHOCTH METENb COEPIKAT
TPU OCTaTKa LIUCTEHHA, PA3JEJEHHbIX JIBYMsl MIOCJIEIOBATENbHOCTSMHU ME€TEJIb, IEPBAs U3 KOTOPBIX
COCTOMT M3 3 aMUHOKHCJIOT U BTOpasi U3 KOTOPBIX COCTOUT W3 8 aMHHOKHUCJIOT, U yKa3aHHbBII
MENTUIHBIN JIUTaH] COAEPKUT AMIUHOKHCIIOTHYEO TIOCJIEIOBATEIbHOCTD, BHIOPAHHYIO H3!

Ci-X¢-X7-X3-Ci-X10-X11-X 12-X13-X14-X15-X16-X17-Ciii (SEQ ID NO: 206)

rae Xe¢-Xg U X0-X17 SBISAIOTCA TAKUMH, KaK OMPEICJICHO B HACTOSLIEM OMUCAHUU.

B oaHOM BapuaHTe OCYLIECTBJICHMS YKa3aHHbBIE MOCJIEI0BATEIbHOCTU METENb CONEPIKAT
TPU OCTaTKA LIMUCTEWHA, PA3JEJIEHHbIX By Msl IOCJIEIOBATENbHOCTSMHU ME€TEJIb, IEPBAsi U3 KOTOPBIX
COCTOMT M3 3 aMUHOKHCJIOT U BTOpasi U3 KOTOPBIX COCTOUT M3 8 aMUHOKHUCJIOT, U yKa3aHHbII
MENTUIHBIN JIUTaH] COAEPKUT AMIUHOKHCIIOTHYEO TIOCJIEIOBATEIbHOCTD, BHIOPAHHYIO H3:

C;-P-1-Nal-D/Cya-C;-M-HArg/Cya-D/Cya-W-S-T-P-HyP-W-C;; (SEQ ID NO: 207).

B ognom BAPUAHTE OCYLIECTBJICHUA YKA3aHHBIC MOCIECAOBATCIbHOCTH METECIb COACPKAT



TPU OCTaTKa UCTEHHA, Pa3/ICJICHHBIX JIBYMs MIOCJIEIOBATEIbHOCTSIMH TETEJTb, TIEPBasi U3 KOTOPBIX
COCTOMT M3 3 aMUHOKMCJIOT U BTOpasi U3 KOTOPBIX COCTOUT M3 9 aMHHOKHUCJIOT, U yKa3aHHbBIN
MIENTUIHBIA JIUTaH] COOEPKUT AMHHOKHCIIOTHYO TIOCJIeIOBATEIbHOCTD, BIOPAHHYIO H3:

Ci-P/A/Hyp-F/Y-G/A-Cy-X1-X,-X53-W/1-Nal/2-Nal-S/A-X,-P-I/D/A-W/1-Nal/2-Nal-Cy;
(SEQ ID NO: 38);

rrae X;-X4 obo3Hauyaer mo00i aMUHOKUCIIOTHBIN OCTATOK, BKIIFOYast MOIU(UIIPOBAHHBIE
U HeNpUpPOAHbIE aMHHOKUCIOTHI, Hyp obo3Hadaer ruppokcumnponus, 1-Nal obo3nauaer 1-
HadTunananny, 2-Nal obo3nauaer 2-madrunananus, u C;, Cy u Cy; 0003HAUArOT MepBbIH, BTOPOI
U TPETUH OCTaTKU LIUCTEHHA, COOTBETCTBEHHO, M X (DapMalleBTUUECKH MPUEMIIEMYO COJIb.

B oxgnom Bapmante ocymectsinenust X; Boiopan uz M, Npg, HLeu, I, Q u Nle; rne Npg
npeacrasisier coboil reoneHtwnruuuH, HLeu mnpeacraBmser coboii romonednuH u Nle
NpeACTaBIsieT COOON HOpJIEHIINH.

B onHoMm BapuanTe ocymectsienus X, BeiOpan uz K, R, S, D, HArg, K(Ac) u A; rne HArg
npezacrapisier coboii romoaprunuH, K(Ac) mnpencraBiser coboi N-ameTwyuimsuH, u A
npucyTcTByeT b0 B L-, miubo B D- n3odopme ananuHa.

B oxgnom BapuanTe ocymectsienus X; BbiOpan u3 N, D, Hu A; rne A npucytctByer 1ubo
B L-, mu6o B D-uzodopme ananuHa.

B onnom BapuanTe ocyuectsienus Xy BbiOpan u3 W, D, T u A.

B oxgHOM BapuaHTe OCYyIECTBIEHHs YKa3aHHbIE MOCIEI0BATEIbHOCTH TETENb CONepKaT
TPU OCTaTKa IUCTENHA, Pa3/IEJICHHbIX IBYMs IIOCJIEI0BATEIbHOCTSIMH I€TEJIb, IIePBasi U3 KOTOPIX
COCTOMT M3 7 aMHUHOKHCJIOT U BTOpasi U3 KOTOPBIX COCTOUT M3 3 aMUHOKHCIIOT, U yKa3aHHBIN
MENTHIHBIN JIUTaH] COOEPKUT AMHUHOKHUCIOTHYIO TIOC/IEI0BATEIbHOCTD, BHIOPAHHYIO H3!

Ci-W/A/Y-P/A-L-D/S/A-S/D/P/A-Y-W/1-Nal-C;-Xs-R/HArg/A-I-Cy; (SEQ ID NO: 42);

rne Xs o0Oo3HayaeT Jr0OOH aMHHOKHCIOTHBIA ocTaTok, 1-Nal oOo3Havaer 1-
HadTunananud, HArg obo3nadaer romoaprunut u C;, C; u Cjj; 0003HA4YarOT MePBbIiA, BTOPOH U
TPETHI OCTATKH [IUCTENHA, COOTBETCTBEHHO, WJTH UX (hapMalleBTHYECKU TPUEMIIEMYIO COJb.

B ogHoM BapuaHTe ocyecTBiieHus Xs Boiopan u3 A, dA, G, dD, N, Eu P.

B ogHOM BapuaHTe OCYINECTBJICHHS YKa3aHHbIE MOCIEIOBATEIPHOCTH TETENb COMEPIKAT
TPH OCTaTKa UCTEHHA, Pa3IEJICHHBIX JIBYMsI MIOCJIEIOBATEIbHOCTSIMH ETETb, TIEPBasi U3 KOTOPBIX
COCTOMT M3 7 aMHUHOKHCJIOT U BTOpasi U3 KOTOPBIX COCTOUT M3 3 aMHUHOKHUCJIOT, U yKa3aHHbBIN
MIENTHUIHBIN JIUTaH] COAEPKUT AMIUHOKHCIIOTHYEO TIOCJIEIOBATEIbHOCTD, BHIOPAHHYIO H3!

CI-W/A-P-L-D/S-S/D-Y-W-CH-Xs-R-I-Cm (SEQ ID NO: 39),

rine Xs 00o3Ha4vaeT 1000 aMUHOKUCITOTHBIN OcTaToK, U C;, C;; u Cj;; 0003HAYAIOT NEPBBIH,
BTOPOH M TPETHIl OCTATKH IIMCTEUHA, COOTBETCTBEHHO, WIN MX (DapMaleBTUYECKU MPUEMIIEMYIO
COJIb.

B onnoM BapuanTe ocymectsienus Xs Boiopan u3z A, G, D u N.

B oxgHOM BapuaHTe OCYINECTBJICHHS YKa3aHHBIE MOCIEIOBATEIBHOCTH TMETENb COMEPKaT
TPU OCTATKA LIUCTEWHA, Pa3IeJICHHBIX JBYMs MMOCJIEOBATEIbHOCTSMH MeTeb, 00€ U3 KOTOPBIX
COCTOST U3 6 AMUHOKHUCJIOT, M YKA3aHHBIM MENTHIHBIA JIMTAHA COAEP’KUT aMUHOKHCJIOTHYIO

NIOCJIEIOBATEIBHOCTD, BEIOPAHHYIO U3:
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Ci-V-T-T-S-Y-D-Cy-F/W-L/V-H/R/T-L-L/G-G/Q/H-Cy; (SEQ ID NO: 40);

rne C;, C; m Cy o0003HA4YArOT mMepBbIH, BTOPOH U TPETUH OCTAaTKH LHCTEWHA,
COOTBETCTBEHHO, WK UX (PapMaleBTUIECKHU MPUEMIIEMYTO COJIb.

B cnenyromem BapuanTe ocymecTtsienus nentuanbii gurann Ci-P/A/Hyp-F/Y-G/A-Cy-
X1-X,-X3-W/1-Nal/2-Nal-S/A-X-P-1/D/A-W/1-Nal/2-Nal-Cy; (SEQ ID NO: 38) comepskur
AMUHOKHUCJIOTHYIO TTOCJIEAOBATEIbHOCTD, BhIOpaHHyto 13 robdoii uz SEQ ID NO: 1-30:

CiPFGC;MKNWSWPIWC;;; (SEQ ID NO: 1);

C{PFGC;MRNWSWPIWCj; (SEQ ID NO: 2);

CPFGCy(Npg) KNWSWPIWC;; (SEQ ID NO: 3);

CPFGCy(HLeu) KNWSWPIWCy; (SEQ ID NO: 4);

CPFGC{IKNWSWPIWCy; (SEQ ID NO: 5);

CiPFAC;MKNWSWPIWC;; (SEQ ID NO: 6);

CPFGC;QKNWSWPIWC; (SEQ ID NO: 7);

CPFGC;MKNWSDPIWCy; (SEQ ID NO: 8);

CPFGC;MKNWSWPI(1-Nal)Cy; (SEQ ID NO: 9);

Ci(Hyp)FGC;MKNWSWPIWC;; (SEQ ID NO: 10),

CiPYGC;MKNWSWPIWCy; (SEQ ID NO: 11);

CiPFGC;MSNWSWPIWCy; (SEQ ID NO: 12);

C,PFGC;MDNWSWPIWC;; (SEQ ID NO: 13);

CiPFGC;M(HArg)NWSWPIWC;; (SEQ ID NO: 14);

CiPFGC;MKDW SWPIWC;;; (SEQ ID NO: 15);

CiPFGC;MKHW SWPIWC;;; (SEQ ID NO: 16);

CPFGC;MKN(1-Nal)SWPIWCy; (SEQ ID NO: 17);

CPFGC;MKN(2-Nal)SWPIWCy; (SEQ ID NO: 18);

CiPFGC;MKNWSTPIWC;; (SEQ ID NO: 19);

CiPFGC;MKNWSWPDWC;j; (SEQ ID NO: 20);

CPFGC;MKNWSWPI(2-Nal)Cy; (SEQ ID NO: 21);

CPFGC;M(HArg)NWSWPIWC;; (SEQ ID NO: 22);

CPFGC;M(K(Ac))NWSWPIWCy; (SEQ ID NO: 23);

CiPFGC;MKNWSAPIWC;; (SEQ ID NO: 24);

CiPFGC;MKNWSWPAWC;; (SEQ ID NO: 25);

CiAFGC;MKNWSWPIWCy; (SEQ ID NO: 26);

CiPFGC;MANWSWPIWC;;; (SEQ ID NO: 27);

CiPFGC;MKAWSWPIWC;;; (SEQ ID NO: 28);

CPFGCy(NIe)KNWSWPIWCy; (SEQ ID NO: 29); u

CiPFGC;MKNWAWPIWC;y; (SEQ ID NO: 30);

rie C;, C; um Cy o0003HA4YarOT mMepBbIH, BTOPOH U TPETUH OCTaTKH LHCTEWHA,
COOTBETCTBEHHO, WK UX (DapMaEBTUYECKH MPUEMIIEMYO COJIb.

B cnenyromem BapuanTe ocymectsienus nentuanbiil gurann Ci-P/A/Hyp-F/Y-G/A-Cy-
X1-X,-X3-W/1-Nal/2-Nal-S/A-X-P-1/D/A-W/1-Nal/2-Nal-Cy; (SEQ ID NO: 38) comepskur
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AMHHOKHCJIOTHYIO MOCJI€A0BATEIbHOCTD, BHIOPAHHYIO H3:
A-(SEQ ID NO: 1)-A (nanee obo3nagaemoii kak 80-09-02-N002 umun BCY428);
FI-A-(SQ ID NO: 1)-A (mnanee oboznauaemoii kak 80-09-02-N006);
Ac-(SEQ ID NO: 1) (nanee oboznagaemoii kak 80-09-02-N008 uyu BCY7390);
Ac-[dD]-(SEQ ID NO: 1) (nanee obo3nauaemoii kak BCY7600),
A-(SEQ ID NO: 2)-A (nanee obo3nagaemoii kak 80-09-02-N003 umun BCY429);
(1-Nal)A-(SEQ ID NO: 1)-A (nanee oboznauaemoii kak 80-09-02-N009 wiu BCY7420);
(2-Nal)A-(SEQ ID NO: 1)-A (nanee oboznauaemoii kak 80-09-02-N010 i BCY7421);
(33DPA)A-(SEQ ID NO: 1)-A (manee oboznauaemoii kak 80-09-02-NO11 niu BCY7422);
(44BPA)A-(SEQ ID NO: 1)-A (nanee obo3znauaemotii kak 80-09-02-N012 wiu BCY7521);
Ac-(SEQ ID NO: 3) (mnanee oboznagaemotii kak 80-09-02-N017);
Ac-(SEQ ID NO: 4) (nanee obo3nagaemotii kak 80-09-02-N018);
Ac-(SQ ID NO: 5) (nanee oboznauaemoii kak 80-09-02-N019 unu BCY7537);
Ac-(SEQ ID NO: 6) (nanee oboznagaemoii kak 80-09-02-N020),
Ac-(SEQ ID NO: 7) (nanee oboznauaemoii kak 80-09-02-N021 unu BCY7539);,
Ac-(SEQ ID NO: 8) (nanee oboznauaemoii kak 80-09-02-N022 unu BCY7540);,
Ac-(SEQ ID NO: 9) (nanee oboznauaemoii kak 80-09-02-N023),
Ac-(pCoF)-(SEQ ID NO: 1) (nanee obo3Hauaemotii kak 80-09-02-N044);
Ac-(SEQ ID NO: 10) (nanee obo3nauaemoii kak 80-09-02-N045);
Ac-(SEQ ID NO: 11) (nanee o6o3Hauaemoii kak 80-09-02-N046 unu BCY7657);,
Ac-(SEQ ID NO: 12) (nanee obo3Hadaemoii kak 80-09-02-N047 unu BCY7658);,
Ac-(SEQ ID NO: 13) (nanee obo3Hauaemoii kak 80-09-02-N048 unu BCY7659);,
Ac-(SEQ ID NO: 14) (nanee obo3nauaemoii kak 80-09-02-N049);
Ac-(SEQ ID NO: 15) (nanee o6o3Hauaemoii kak 80-09-02-NO50 unu BCY7661);,
SDN-(SEQ ID NO: 15)-A (nanee obo3nauaemoii kak BCY3387);
Ac-(SEQ ID NO: 16) (nanee obo3Hauaemoii kak 80-09-02-NO51 unu BCY7662);,
Ac-(SEQ ID NO: 17) (nanee obo3nauaemoii kak 80-09-02-N052);
Ac-(SEQ ID NO: 18) (nanee obo3nauaemoii kak 80-09-02-N053);
Ac-(SEQ ID NO: 19) (nanee o6o3Hauaemoii kak 80-09-02-N054 unu BCY7665);,
Ac-(SEQ ID NO: 20) (nanee obo3Hadaemoii kak 80-09-02-N0S55 unu BCY7666);,
Ac-(SEQ ID NO: 21) (nanee obo3nauaemoii kak 80-09-02-N056);
A-(SEQ ID NO: 1)-TNK (nanee o6o3naqaemoii kak 80-09-02-T01-NOO1 wyu BCY3385);
A-(SEQ ID NO: 1)-TN(HArg) (manee obo3znauaemoii kak 80-09-02-TO1-NOO3 wmu
BCY7281);
A-(SEQ ID NO: 1)-TN(D-K) (manee obosnauaemoii kak 80-09-02-TO1-NOO4 wmu
BCY7282);
A-(SEQ ID NO: 22)-TNK (nanee obo3nauaemoii kak 80-09-02-T01-NOO5);
A-(SEQ ID NO: 23)-TNK (nanee obo3nauaemoii kak 80-09-02-T01-NO06);
Ac-(SEQID NO: 1)-TNK (manee oboznagaemoii kak 80-09-02-TO1-NO11 uymu BCY7391);
A-(SEQ ID NO: 24)-TNK (nmanee oboznauaemoii kak 80-09-02-T01-NO12 unmu BCY7342);,
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A-(SEQ ID NO: 25)-TNK (nanee oboznauaemoii kak 80-09-02-T01-NO14 unmu BCY7344),
A-(SEQ ID NO: 1)-ANK (nanee obo3nauaemoii kak 80-09-02-T01-NO16 win BCY7346);,
A-(SEQ ID NO: 1)-[dAINK (manee obo3nagaemoii kak BCY7367),

A-(SEQ ID NO: 1)-TAK (manee o6o3nagaemoii kak 80-09-02-T01-NO17 wyu BCY7347);
A-(SEQ ID NO: 1)-T[dA]K (manee obo3Hauaemoii kak BCY7368);

A-(SEQ ID NO: 1)-TNA (nanee o6o3nauaemoii kak 80-09-02-T01-NO18 wyu BCY7348);
A-(SEQ ID NO: 1)-TN[dA] (manee obo3Hauaemoii kak BCY7369),

Ac-[pCoPhe]-(SEQ ID NO: 1) (manee obo3nauaemoii kak BCY7656);

A-(SEQ ID NO: 6)-TNK (nanee o6o3nauaemoii kak 80-09-02-T01-N020 wnu BCY7354);
A-(SEQ ID NO: 26)-TNK (nanee oboznauaemoii kak 80-09-02-T01-N022 unu BCY7352);,
A-(SEQ ID NO: 27)-TNK (nanee oboznauaemoii kak 80-09-02-T01-N026 unu BCY7356);,
A-(SEQ ID NO: 28)-TNK (nanee oboznauaemoii kak 80-09-02-T01-N027 unu BCY7357);,
A-(SEQ ID NO: 29)-TNK (nanee oboznauaemoii kak 80-09-02-T01-N041 unu BCY7372);,

A-(SEQ ID NO: 30)-TNK (nanee obo3nagaemoii kak 80-09-02-T01-N042 unu BCY7424).

B crenyromem Bapuante ocyiuectsienus: nentuanbii jurann Ci-P/A/Hyp-F/Y-G/A-Cy-
X1-X5-X3-W/1-Nal/2-Nal-S/A-X,-P-1/D/A-W/1-Nal/2-Nal-Cy; (SEQ ID NO: 38) comepwur
AMHHOKHUCJIOTHYO TMOCJIEA0BATEIbHOCTD, BHIOPAHHYO H3:

A-(SEQ ID NO: 1)-TNK (manee obo3Hauaemoii kak 80-09-02-T01-NOO1 wu BCY3385);

Ac-(SEQ ID NO: 1) (nanee obo3nauaemoii kak 80-09-02-N008 uymu BCY7390); u

Ac-(SEQ ID NO: 1)-TNK (nanee obo3nauaemoii kak 80-09-02-T01-NO11 v BCY7391).

B HacTosiiem onrcanuu B TabuIE 3 TPUBOASTCS JaHHbBIE, KOTOPBIE IEMOHCTPUPYIOT, YTO
MENTHIHbIE JIMTAHBI COTIACHO 3TOMY BapHaHTY OCYINECTBJICHHIO AEMOHCTPHPOBAIN XOPOIIUE
ypoBau (<100 HM) CBsI3bIBaHUSI C HEKTMHOM-4 YeJIOBEKAa, O YeM CBUIECTEJIbCTBYIOT JAHHbBIE
CBSI3BIBAHUSA, NIOJyUeHHbBIE C UCcToIb30oBaHeM SPR.

B cnenyromem BapuaHTe ocyuiectBieHus: nentunnbiii urana Ci-W/A-P-L-D/S-S/D-Y-
W-Ci-X5-R-I-Cy; (SEQ ID NO: 39) comepuUT aMHHOKUCJIOTHYIO TOCJIEIOBATENIbHOCTD,
BbIOpanHyto u3 mrodoit 3 SEQ ID NO: 31-34: CCWPLDSYWC;ARIC; (SEQ ID NO: 31);

CiAPLDDYWC;GRICy; (SEQ ID NO: 32);

CiAPLDDYWC;DRICy; (SEQ ID NO: 33); u

CiAPLSDYWCNRICy; (SEQ ID NO: 34);

rne C;, C; and Cj oOo3HA4arOT TEpBBIA, BTOPOW U TPETUH OCTATKU LHCTEWHA,
COOTBETCTBEHHO, WK WX (DapMaleBTUYECKH MPUEMIIEMYO COJIb.

B cnenyromem BapuaHTe ocymiectBieHus: nentunabiii urang Ci-W/A-P-L-D/S-S/D-Y-
W-Ci-X5-R-I-Cyz (SEQ ID NO: 39) comepXuUT aMHHOKHUCJIOTHYIO TIOCJIEIOBATEIbHOCTD,
BBIOPAHHYIO U3:

A-(SEQ ID NO: 31)-A (nanee obozHauaemoii kak 80-10-00 umn BCY488);

A-(SEQ ID NO: 32)-A (manee obo3Hauaemoii kak BCY432);

DDW-(SEQ ID NO: 32)-A (nanee oboznagaemoii kak 80-10-11-TO1 wnu BCY433);

VDW-(SEQ ID NO: 33)-A (nanee oboznagaemoii kak 80-10-12-TO1 wu BCY462);,
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QKW-(SEQ ID NO: 34)-A (nanee obo3naqaemoii kak 80-10-13-T01 w BCY3400);
Q[HArg]W-(SEQ ID NO: 34)-A (manee obo3nauaemoii kak BCY7278);,
Q[K(Ac)|W-(SEQ ID NO: 34)-A (nanee oboznauaemoii kak BCY7280);

[Ac]QKW-(SEQ ID NO: 34) (nanee obo3nagaemoii kak BCY7392);

Q[dK]W-(SEQ ID NO: 34)-A (nanee obo3nauaemoii kak BCY7426),

Ac-AKW-(SEQ ID NO: 34) (nanee obo3nauaemoii kak BCY7622),

Ac-QAW-(SEQ ID NO: 34) (nanee obo3nauaemoii kak BCY7623),

Ac-QKA-(SEQ ID NO: 34) (nanee oboznauaemoii kak BCY7624);

Ac-[dAJKW-(SEQ ID NO: 34) (nanee obo3nauaemoii kak BCY7634),

Ac-Q[dAIW-(SEQ ID NO: 34) (nanee obo3znauaemoii kak BCY7635),

Ac-QK[dA]-(SEQ ID NO: 34) (nanee obo3nauaemoii kak BCY7636);

Ac-Q[dD]W-(SEQ ID NO: 34) (nanee obo3znauaemoii kak BCY7993),

Ac-QK[1Nal]-(SEQ ID NO: 34) (nanee obo3nauaemoii kak BCY7996);

Ac-QKJ[2Nal]-(SEQ ID NO: 34) (nanee obo3Hauaemotii kak BCY7997); u

Ac-(SEQ ID NO: 34) (nanee obo3nauaemoii kak BCY8044).

B cnenyromem Bapuante ocyuiectBieHus nentunnbiii gurana Ci-W/A-P-L-D/S-S/D-Y-
W-Ci-X5-R-I-C; (SEQ ID NO: 39) comepKUT aMHHOKHCIOTHYHO IOCIEI0BATEIbHOCTD,
BBIOPAHHYIO U3

[Ac]QKW-(SEQ ID NO: 34) (nanee obo3nayaemoii kak BCY7392).

B Hacrosiimem onucaHuy B Ta0nuLe 3 MPUBOASATCS JaHHBIE, KOTOPbIE IEMOHCTPUPYIOT, YTO
MEeNTHIHBIE JIMTAHIbI COTJIACHO 3TOMY BapHaHTy OCYIIECTBJICHHIO IEMOHCTPUPOBAM XOPOIIHE
ypoBHH (<100 HM) CBsI3bIBaHUSI C HEKTMHOM-4 YeJOBEKa, O YeM CBUIECTEJIbCTBYIOT IAHHbBIE
CBSI3BIBAHUSA, NIOJIyUeHHbBIE C UCToIb30oBaHneM SPR.

B cnenyromem BapuanTe ocyuiectsiaeHus: nentuaHbiil urann Ci-W/A/Y-P/A-L-D/S/A-
S/D/P/A-Y-W/1-Nal-C-Xs-R/HArg/A-I-Cy; (SEQ ID NO: 42) comep>KuT aMUHOKHCJIOTHYIO
NOCJIEIOBATEIbHOCTD, BBIOPAHHYIO U3

CWPLDPYWCGRIC (SEQ ID NO: 43);

CYPLSPYWCERIC (SEQ ID NO: 44);

CWPLDDYWCPRIC (SEQ ID NO: 58);

CAPLSDYWCN[HATrg]IC (SEQ ID NO: 65);

CAALSDYWCNRIC (SEQ ID NO: 103);

CAPLADYWCNRIC (SEQ ID NO: 104);

CAPLSAYWCNRIC (SEQ ID NO: 105);

CAPLSDYWCARIC (SEQ ID NO: 106);

CAPLSDYWCNAIC (SEQ ID NO: 107);

CAPL[dAIDYWCNRIC (SEQ ID NO: 108),

CAPLS[dATYWCNRIC (SEQ ID NO: 109);

CAPLSDYWC[dA]JRIC (SEQ ID NO: 110);

CAPLSDY[1Nal]CNRIC (SEQ ID NO: 153); u

CAPLSDYWCI[dD]JRIC (SEQ ID NO: 154).
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B cnenyromem BapuanTe ocymectsiaeHus: nentuaabii gurann Ci-W/A/Y-P/A-L-D/S/A-
S/D/P/A-Y-W/1-Nal-Cy-Xs-R/HArg/A-I-Cy;; (SEQ ID NO: 42) comepXKUT aMHUHOKHCJIOTHYIO
MOCJIEIOBATEIbHOCTD, BEIOPAHHYIO U3

A-(SEQ ID NO: 43)-A (manee obo3Hauaemoii kak BCY430);

A-(SEQ ID NO: 44)-A (nanee obo3Hauaemoii kak BCY431);

A-(SEQ ID NO: 58)-PQA (manee o6o3nauaemoii kak BCY3401);

QKW-(SEQ ID NO: 65)-A (nanee obo3nauaemoii kak BCY7279);,

Ac-QKW-(SEQ ID NO: 103) (nanee oboznauaemoii kak BCY7625);

Ac-QKW-(SEQ ID NO: 104) (nanee oboznauaemoii kak BCY7627);

Ac-QKW-(SEQ ID NO: 105) (nanee oboznauaemoii kak BCY7628);

Ac-QKW-(SEQ ID NO: 106) (nanee oboznauaemoii kak BCY7631);

Ac-QKW-(SEQ ID NO: 107) (nanee oboznauaemoii kak BCY7632);

Ac-QKW-(SEQ ID NO: 108) (nanee oboznauaemoii kak BCY7639);

Ac-QKW-(SEQ ID NO: 109) (nanee obo3nauaemoii kak BCY7640),

Ac-QKW-(SEQ ID NO: 110) (nanee obo3nauaemotii kak BCY7643),

Ac-QKW-(SEQ ID NO: 153) (nanee obo3nauaemoii kak BCY7998); u

Ac-QKW-(SEQ ID NO: 154) (nanee obo3nauaemoii kak BCY8000).

B cnenyromem Bapuanrte ocyiectsienus nentunnsiil iurang Ci-V-T-T-S-Y-D-Cy-F/W-
L/V-H/R/T-L-L/G-G/Q/H-C;z; (SEQ ID NO: 40) copmepXUT  aMHUHOKHCIOTHYIO
NOCJIeIOBATEIbHOCTD, BRIOpaHHY0 U3 moooii u3 SEQ ID NO: 35-37:

C,VTITSYDCFLHLLGCy; (SEQ ID NO: 35);

C,VTTSYDC;WVRLGQC;; (SEQ ID NO: 36); u

CiVITSYDC;WVTLGHC; (SEQ ID NO: 37);

rie C;, C; and Cj; oOo3HA4arOT TEPBBIA, BTOPOW M TPETUH OCTATKU LIMCTEWHA,
COOTBETCTBEHHO, MJIH UX (hapMal€BTHUECKU TIPUEMIIEMYIO COJIb.

B cnenyromem Bapuante ocyuiectienus: nentunaHbid gurang Ci-V-T-T-S-Y-D-Cy-F/W-
L/V-H/R/T-L-L/G-G/Q/H-C;z; (SEQ ID NO: 40) copmepXUT  aMHUHOKHCIOTHYIO
MOCJIEIOBATEIbHOCTD, BEIOPAHHYIO U3

A-(SEQ ID NO: 35)-A (manee obo3nauaemoii kak 80-11-00 umu BCY471);

A-(SEQ ID NO: 36)-A (manee obo3Hauaemoii kak 80-11-01 umu BCY472); u

A-(SEQ ID NO: 37)-SRF (nanee ob6oznagaemoii kak 80-11-08-TO1 uu BCY3406).

B crnenyromem Bapuante ocymectienus: nentuaHbiid gurang Ci-V-T-T-S-Y-D-Cy-F/W-
L/V-H/R/T-L-L/G-G/Q/H-C;3; (SEQ ID NO: 40) copmepXuUT  aMHUHOKHCIOTHYIO
MOCJIEIOBATEILHOCTD, BEIOPAHHYIO U3

Ac-(SEQ ID NO: 37)-SRF (nanee oboznauaemoii kak BCY7393).

B cnenyromem Bapuante ocyuectsieHus: nentuaHblil gurang Ci-Xg-X;-Xg-Ci-Xo-Xo-
X11-X12-X13-X14-X15-X16-X17-Ciii - (SEQ  ID  NO: 41) comepkur aMHHOKHCIIOTHYIO
MOCJIEIOBATEIBHOCTD, BEIOPAHHYIO U3

CPFGCMETWSWPIWC (SEQ ID NO: 45);

CPFGCMRGWSWPIWC (SEQ ID NO: 46),
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CPFGCMSGWSWPIWC (SEQ ID NO: 47);
CPFGCMEGWSWPIWC (SEQ ID NO: 48);
CPFGCMEDWSWPIWC (SEQ ID NO: 49);
CPFGCMPGWSWPIWC (SEQ ID NO: 50);
CPFGCMKSWSWPIWC (SEQ ID NO: 51);
CPFGCMKTWSWPIWC (SEQ ID NO: 52);
CPFGCMKGWSWPIWC (SEQ ID NO: 53);
CPFGCQEHW SWPIWC (SEQ ID NO: 54);
CPFGCIKSWSWPIWC (SEQ ID NO: 55);
CPFGCQEDW SWPIWC (SEQ ID NO: 56);
CPFGCMSDWSWPIWC (SEQ ID NO: 57);
CPFGCM[HArgINWSWPIWC (SEQ ID NO: 59);
CPFGCMIK(Ac)INWSWPIWC (SEQ ID NO: 60);
CPFGCMIK(AC)][SWSWPIWC (SEQ ID NO: 61);
CPFGC[NIe]KSWSWPIWC (SEQ ID NO: 62);
CPFGCM[HArg]SWSWPIWC (SEQ ID NO: 63);
CPFGCM[dK]SWSWPIWC (SEQ ID NO: 64);
CP[dA]JGCMKNWSWPIWC (SEQ ID NO: 66);
CPF[dA]CMKNWSWPIWC (SEQ ID NO: 67);
CPFGCM[dAINWSWPIWC (SEQ ID NO: 68);
CPFGCMK[dAJWSWPIWC (SEQ ID NO: 69);
CPFGCMKN[dJAJSWPIWC (SEQ ID NO: 70);
CPFGCMKNWSWP[dAJWC (SEQ ID NO: 71);
C[dAJFGCMKNWSWPIWC (SEQ ID NO: 72);
CPFGC[tBuAla]KNWSWPIWC (SEQ ID NO: 73);
CPFGC[HLeu]KNWSWPIWC (SEQ ID NO: 74);
CPFGCMKNWSWPI[1Nal]C (SEQ ID NO: 75),
CPF[dD]CM[HArgINWSWPIWC (SEQ ID NO: 76);
CPF[dA]CM[HArgINWSWPIWC (SEQ ID NO: 77);
CP[3MePhe]GCMKNW SWPIWC (SEQ ID NO: 78);
CP[4MePhe]GCMKNW SWPIWC (SEQ ID NO: 79),
CP[HPhe] GCMKNWSWPIWC (SEQ ID NO: 80);
CPF[dD]CMKNWSWPIWC (SEQ ID NO: 81);
CPFGC[Hse(Me)[KNWSWPIWC (SEQ ID NO: 82);
CPFGCMKNJ[AzaTrp]SWPIWC (SEQ ID NO: 83);
CPFGCMKNWSFPIWC (SEQ ID NO: 84);
CPFGCMKNWSYPIWC (SEQ ID NO: 85);
CPFGCMKNWS[1Nal|PIWC (SEQ ID NO: 86);
CPFGCMKNWS[2Nal[PIWC (SEQ ID NO: 87),
CPFGCMKNWS[AzaTrp]PIWC (SEQ ID NO: 88);
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CPFGCMKNWSW[Aze]IWC (SEQ ID NO: 89);
CPFGCMKNWSW|Pip]IWC (SEQ ID NO: 90);
CPFGCMKNWSWPIFC (SEQ ID NO: 91);
CPFGCMKNWSWPIYC (SEQ ID NO: 92);
CPFGCMKNWSWPI[AzaTrp]C (SEQ ID NO: 93);
CGFGCMKNWSWPIWC (SEQ ID NO: 94),
C[Aze[FGCMKNWSWPIWC (SEQ ID NO: 95);
CPF[K(Ac)]CMKNWSWPIWC (SEQ ID NO: 96);
CPFGCLKNWSWPIWC (SEQ ID NO: 97);
CPFGC[MetO2]KNWSWPIWC (SEQ ID NO: 98);
CPFGCMPNWSWPIWC (SEQ ID NO: 99);
CPFGCMQNWSWPIWC (SEQ ID NO: 100);
CPFGCMKNWSWPPWC (SEQ ID NO: 101);
CP[2Pal|GCMKNWSWPIWC (SEQ ID NO: 102);
CPFGCMKNJ1Nal]SWPIWC (SEQ ID NO: 111);
CPFGCMKNJ[2Nal]SWPIWC (SEQ ID NO: 112);
CPFGCMKNWSWPI[2Nal]C (SEQ ID NO: 113);
C[HyP]JFGCMKNWSWPIWC (SEQ ID NO: 114);
CPF[dD]CM[HArgINWSTPIWC (SEQ ID NO: 115);
CPF[dD]CM[HArg][dK]JWSTPIWC (SEQ ID NO: 116);
CPF[dD]CM[HArg]NWSTPKWC (SEQ ID NO: 117):
C[Pro(4NH)]F[dD]CM[HArg]NWSTPIWC (SEQ ID NO: 118);
CPF[dD]JCMKNWSTPIWC (SEQ ID NO: 119);
CPF[dK]CM[HArg]NWSTPIWC (SEQ ID NO: 120);
CPF[dD]CK[HArg]NWSTPIWC (SEQ ID NO: 121);
CPF[dD]CM[HArg]KWSTPIWC (SEQ ID NO: 122);
C[Oxa]F[dD]CM[HArg]NWSTPIWC (SEQ ID NO: 123);
CPF[dD]CM[HArg][Thi]WSTPIWC (SEQ ID NO: 124);
CPF[dD]CM[HArg][4ThiAzZ]WSTPIWC (SEQ ID NO: 125);
CPF[dD]CM[HArg][124TriAzZ]WSTPIWC (SEQ ID NO: 126);
CPF[dD]CM[HArg]NWS[124TriAz]PIWC (SEQ ID NO: 127);
CPF[dD]CM[HArg]NWST[Oxa]IWC (SEQ ID NO: 128);
CP[DOPA][dD]JCM[HArg]NWSTPIWC (SEQ ID NO: 129):
CPF[dD]CM[HArg]NWS[DOPAJPIWC (SEQ ID NO: 130);
CPF[dD]CM[HArg]NWS[THP(SO2)]PIWC (SEQ ID NO: 131):
CPF[dD]CM[HArgINWSTP[THP(SO2)]WC (SEQ ID NO: 132);
CPF[dD]CM[HArg]N[SFTrp]STPIWC (SEQ ID NO: 133):
CPF[dD]CM[HArg]NWSTPI[5SFTrp]C (SEQ ID NO: 134):
CPF[dD]CM[HArg]NWS[THP(0)]JPIWC (SEQ ID NO: 135);
CPF[dD]CM[HArg]NWSTP[THP(0)]WC (SEQ ID NO: 136);
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C[44DFP]F[dD]CM[HArg]NWSTPIWC (SEQ ID NO: 137);
C[Oic]F[dD]CM[HArg]NWSTPIWC (SEQ ID NO: 138);
CPF[dFJCM[HArg]NW STPIWC (SEQ ID NO: 139);
CPF[dE]CM[HArg]NWSTPIWC (SEQ ID NO: 140);
CPF[dQ]CM[HArg]NWSTPIWC (SEQ ID NO: 141);
CPF[dL]CM[HArg]NWSTPIWC (SEQ ID NO: 142);
CPF[dS]CM[HArg]NWSTPIWC (SEQ ID NO: 143);
CPF[dD]CM[HArg]NW[HSer]TPIWC (SEQ ID NO: 144);
CPF[dD]CM[HArg]NWSTP[CSA]WC (SEQ ID NO: 145);
CPF[dD]CM[HArg]NWSTP[Cpa]WC (SEQ ID NO: 146);
CPF[dD]CM[HArg]NWSTP[Cha]WC (SEQ ID NO: 147);
CPF[dD]C[HGIn][HArg]NWSTPIWC (SEQ ID NO: 148);
CPF[dD]C[CSA][HArgINWSTPIWC (SEQ ID NO: 149);
CPF[dD]CM[HArg|N[Trp(Me)]STPIWC (SEQ ID NO: 150);
CPF[dD][NMeCysM[HArgINWSTPIWC (SEQ ID NO: 151);
CPF[dD]C[HArg]NWS[NMeThr]PIWC (SEQ ID NO: 152);
CP[INal][dD]CM[HArgINWSTPIWC (SEQ ID NO: 155),
CP[2Nal][dD]CM[HArgINWSTPIWC (SEQ ID NO: 156),
CP[44BPA][dD]CM[HArg]NWSTPIWC (SEQ ID NO: 157);
CPF[dD]CM[HArg]INWSTPPWC (SEQ ID NO: 158);
CPF[dD]CM[HArg]NWSTP[HyP]WC (SEQ ID NO: 159);
CPF[dD]CL[HArg]NWSTPPWC (SEQ ID NO: 160);
CPF[dD]CL[HArg]NWSTPIWC (SEQ ID NO: 161);
CPY[dD]CM[HArg]NWSTPIWC (SEQ ID NO: 162);
C[Aib]F[dD]CM[HArg]NWSTPIWC (SEQ ID NO: 163),
C[Sar]F[dD]CM[HArg]NWSTPIWC (SEQ ID NO: 164);
CPF[dR]JCM[HArg]NWSTPIWC (SEQ ID NO: 165);
CPF[dD]CM[HArg]NWSTPKWC (SEQ ID NO: 166);
CP[1Nal][dD]JCM[HArg]NWSTP[HyP]WC (SEQ ID NO: 167);
CP[1Nal][dD]CM[HArg][HWSTP[HyP]WC (SEQ ID NO: 168):
CP[1Nal][dD]JCM[HArg]DWSTP[HyP]WC (SEQ ID NO: 169);
CP[1Nal][dD]JCM[HArg]DWSTPIWC (SEQ ID NO: 170);
CP[1Nal][dRJCM[HArg]NWSTP[HyP]WC (SEQ ID NO: 171);
CP[1Nal][dRJCM[HArg]HWSTP[HyP]WC (SEQ ID NO: 172);
CPF[dD]CM[NMeHArg]NWSTPIWC (SEQ ID NO: 173);
CPF[dD]CM[HArg][NMeAsn]WSTPIWC (SEQ ID NO: 174),
CPF[dD]CM[HArg]NWS[NMeThr]PIWC (SEQ ID NO: 175);
CPF[dD]CM[HArg]NWSTP[NMelle]WC (SEQ ID NO: 176);
CP[1Nal][dD]CM[HArg][Cya]WSTP[HyP]WC (SEQ ID NO: 177);
CP[1Nal][dD]CM[Cya]DWSTP[HyP]WC (SEQ ID NO: 178);
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CP[1Nal][DCya]CM[HArg]DWSTP[HyP]WC (SEQ ID NO: 179);

CP[1Nal][dD]CM[HArg]DWDTP[HyP]WC (SEQ ID NO: 180);

CP[2Nal][dD]CM[HArg]DWSTP[HyP]WC (SEQ ID NO: 181);

CP[1Nal][dD]CM[HArg]DWTTP[HyP|WC (SEQ ID NO: 182);

CP[1Nal][dD]CM[HArg]DW[HSer|] TP[HyP]WC (SEQ ID NO: 183);

CP[1Nal][dD]CM[HArg]DW[dS]TP[HyP]WC (SEQ ID NO: 184);

CP[1Nal][dD]CM[HArg]DWSSP[HyP|WC (SEQ ID NO: 185);

CP[1Nal][dD]CM[Agb]DWSTP[HyP]WC (SEQ ID NO: 186),

CP[1Nal][dD]JCMPDWSTP[HyP|WC (SEQ ID NO: 187);

CP[1Nal][dD]CM[HyP]DWSTP[HyP|WC (SEQ ID NO: 188);

CP[1Nal][dR]CM[HArg]DWSTP[HyP|WC (SEQ ID NO: 189);

CP[1Nal][dR]CM[HArg]DWDTP[HyP|WC (SEQ ID NO: 190);

CP[2Nal][dR]CM[HArg]DWSTP[HyP|WC (SEQ ID NO: 191);

CP[1Nal][dR]CM[HArg]DWTTP[HyP]WC (SEQ ID NO: 192);

CP[INal][dR]CM[HArg]DW[HSer]TP[HyP]WC (SEQ ID NO: 193),

CP[INal][dR]CM[HArg]DW[dS]TP[HyP]WC (SEQ ID NO: 194);

CP[1Nal][dR]CM[HArg]DWSSP[HyP]WC (SEQ ID NO: 195);,

CP[INal][dR]CM[Agb]DWSTP[HyP]WC (SEQ ID NO: 196);

CP[1Nal][dR]CMPDWSTP[HyP]WC (SEQ ID NO: 197);

CP[1Nal][dR]CM[HyP]DWSTP[HyP]WC (SEQ ID NO: 198);

CP[1Nal][dD]CL[HArg]DWSTPIWC (SEQ ID NO: 199);

CP[1Nal][dD]CL[HArg]DWSTP[HyP]WC (SEQ ID NO: 200);

CP[1Nal][dR]CL[HArg]DWSTP[HyP]WC (SEQ ID NO: 201);

CP[1Nal][dR]CL[HArglHWSTP[HyP|WC (SEQ ID NO: 202);

CP[1Nal][dR]CM[HArg]DWSTPIWC (SEQ ID NO: 203);

CP[1Nal][DCya]CM[Cya]DWSTP[HyP]WC (SEQ ID NO: 208);

CP[1Nal][DCya]CM[HArg][Cya]WSTP[HyP]WC (SEQ ID NO: 209),

CP[1Nal][dD]CM[Cya][Cya]WSTP[HyP]WC (SEQ ID NO: 210),

CP[1Nal][dK]CM[HArg]DWSTP[HyP]WC (SEQ ID NO: 211);

CP[1Nal][dD]JCMKDWSTP[HyP]WC (SEQ ID NO: 212);

CP[1Nal][dD]CM[HArg]D[dW]STP[HyP][dW]C (SEQ ID NO: 215); u

CPFGCM[HArg]DWSTP[HyP]WC (SEQ ID NO: 216).

B cnenyromem BapuanTe ocymectsieHus: nentuaHbiil qurang Ci-Xg-X7-Xg-Ci-Xo-X -
X11-X12-X13-X14-X15-X16-X17-Ciii - (SEQ  ID  NO: 41) comepXur aMHHOKHCIIOTHYIO
MOCJIEIOBATEIPHOCTD, BRIOPAHHYIO U3

CP[1Nal][dD]CM[HArg]DWSTP[HyP]WC (SEQ ID NO: 169).

B onHOM BapuaHTe OCYIIECTBIIEHUS MENTUAHBIN JIUTAH] 10 U300PETEHUIO MPEACTABIISET
co0Oll  menTUAHBIA  JIMraHA, OTJAWYHBIA OT AaMHHOKHMCJIIOTHOM  ITOCJIENOBATEIbHOCTH
CP[1Nal][dD]CM[HArg]DWSTP[HyP]WC (SEQ ID NO: 169).

B cnenyromem BapuanTe ocyuectsiaeHus: nentuaHbiil gurang Ci-Xg-X7-Xg-Ci-Xo-X -
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X11-X12-X13-X14-X15-X16-X17-Ciii - (SEQ  ID  NO: 41) comepXur aMHHOKHCIOTHYIO

MOCJIeIOBATEIbHOCTD, BEIOPAHHYIO U3
DDA-(SEQ ID NO: 45)-A (nanee obo3nauaemoii kak BCY3386);
DTA-(SEQ ID NO: 46)-A (nanee obo3Hauaemoii kak BCY3388);
DSE-(SEQ ID NO: 47)-A (nanee obo3nauyaemoii kak BCY3389);
HDA-(SEQ ID NO: 48)-A (nanee obo3nauaemoii kak BCY3390);
MDT-(SEQ ID NO: 49)-A (nanee oboznauaemoii kak BCY3391);
DPG-(SEQ ID NO: 50)-A (manee obo3nauaemotii kak BCY3392);
HDS-(SEQ ID NO: 51)-A (manee obo3nauaemotii kak BCY3393);
(D-H)DS-(SEQ ID NO: 51)-A (nanee obo3nauaemoii kak BCY7272);
A-(SEQ ID NO: 52)-TDK (nanee oboznauaemotii kak BCY3394);
A-(SEQ ID NO: 53)-LKD (nanee oboznauaemotii kak BCY3395);
A-(SEQ ID NO: 54)-TTA (nmanee obo3nagaemotii kak BCY3396);
A-(SEQ ID NO: 55)-QME (nanee o6o3nauaemoii kak BCY3397);
A-(SEQ ID NO: 56)-LSE (nanee o6o3nauaemoii kak BCY3398),
A-(SEQ ID NO: 57)-STD (nanee o6o3nayaemoii kak BCY3399);
A-(SEQ ID NO: 59)-TNK (nanee ob6o3nauaemoii kak BCY7265),
Ac-(SEQ ID NO: 59) (nanee o6o3nauaemoii kak BCY 7660),
A-(SEQ ID NO: 60)-TNK (nanee obo3nagaemoii kak BCY7266);
Ac-(SEQ ID NO: 60) (nanee obo3Hadaemoii kak BCY7616);,
HDS-(SEQ ID NO: 61)-A (nanee obo3nayaemotii kak BCY7273);
HDS-(SEQ ID NO: 62)-A (nanee obo3nauaemoii kak BCY7274);
HDS-(SEQ ID NO: 63)-A (nanee obo3nayaemoii kak BCY7275);
HDS-(SEQ ID NO: 64)-A (nanee obo3nauaemoii kak BCY7276);
A-(SEQ ID NO: 66)-TNK (nanee oboznagaemoii kak BCY7349);
A-(SEQ ID NO: 67)-TNK (nanee oboznagaemoii kak BCY7350);
Ac-(SEQ ID NO: 67) (nanee obo3nauaemoii kak BCY7538);
A-(SEQ ID NO: 68)-TNK (nanee oboznagaemoii kak BCY7359);
A-(SEQ ID NO: 69)-TNK (nanee oboznagaemotii kak BCY7360);
A-(SEQ ID NO: 70)-TNK (nanee oboznagaemoii kak BCY7361);
A-(SEQ ID NO: 71)-TNK (nanee oboznagaemoii kak BCY7365);
A-(SEQ ID NO: 72)-TNK (nanee oboznagaemoii kak BCY7370);
Ac-(SEQ ID NO: 73) (nanee obo3Hauaemoii kak BCY7535);
Ac-(SEQ ID NO: 74) (nanee obo3nauaemoii kak BCY7536);
Ac-(SEQ ID NO: 75) (nanee obo3nauaemoii kak BCY7541);
[B-Ala][Sars]-(SEQ ID NO: 76) (nanee obo3Hauaemoii kak BCY7556);
Ac-[B-Ala][Sars]-(SEQ ID NO: 76) (nanee obo3na4qaemoii kak BCY7558);
[B-Ala][Sars]-(SEQ ID NO: 77) (nanee obo3Hauaemoii kak BCY7557);
Ac-[B-Ala][Sar;5]-(SEQ ID NO: 77) (nanee obo3na4gaemoii kak BCY7559);
Ac-(SEQ ID NO: 78) (nanee obo3nauaemoii kak BCY7580);
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Ac-(SEQ ID NO: 79) (nanee obo3nauaemoii kak BCY7581);

Ac-(SEQ ID NO: 80) (manee obo3Hauaemoii kak BCY7582);

Ac-(SEQ ID NO: 81) (manee obo3Hauaemoii kak BCY7584);

Ac-(SEQ ID NO: 82) (nanee obo3nauaemoii kak BCY7585);

Ac-(SEQ ID NO: 83) (manee obo3Hauaemoii kak BCY7588);

Ac-(SEQ ID NO: 84) (nanee obo3nauaemoii kak BCY7589);

Ac-(SEQ ID NO: 85) (manee obo3nagaemoii kak BCY7590);

Ac-(SEQ ID NO: 86) (nanee obo3nauaemoii kak BCY7591);

Ac-(SEQ ID NO: 87) (nanee obo3nauaemoii kak BCY7592);

Ac-(SEQ ID NO: 88) (nanee obo3nauaemoii kak BCY7593);

Ac-(SEQ ID NO: 89) (nanee obo3nauaemoii kak BCY7594);

Ac-(SEQ ID NO: 90) (manee obo3nauaemoii kak BCY7595);

Ac-(SEQ ID NO: 91) (nanee obo3nauaemoii kak BCY7596);

Ac-(SEQ ID NO: 92) (nanee ob6o3nauaemoii kak BCY7597);

Ac-(SEQ ID NO: 93) (nanee ob6o3nauaemoii kak BCY7598);

Ac-(SEQ ID NO: 94) (nanee ob6o3nauaemoii kak BCY7607),

Ac-(SEQ ID NO: 95) (nanee ob6o3nauaemoii kak BCY7608);

Ac-(SEQ ID NO: 96) (nanee ob6o3nauaemoii kak BCY7611),

Ac-(SEQ ID NO: 97) (nanee obo3navaemoii kak BCY7612);,

Ac-(SEQ ID NO: 98) (nanee obo3nauaemoii kak BCY7613);

Ac-(SEQ ID NO: 99) (nanee obo3nadaemoii kak BCY7614),

Ac-(SEQ ID NO: 100) (nanee oboznauaemoii kak BCY7615);

Ac-(SEQ ID NO: 101) (nanee oboznauaemoii kak BCY7618);

Ac-(SEQ ID NO: 102) (nanee oboznagaemoii kak BCY7620);

Ac-(SEQ ID NO: 111) (nanee oboznauaemoii kak BCY7663);

Ac-(SEQ ID NO: 112) (nanee oboznauaemoii kak BCY7664);

Ac-(SEQ ID NO: 113) (nanee oboznagaemoii kak BCY7667);,

Ac-(SEQ ID NO: 114) (nanee oboznagaemotii kak BCY7668);

Ac-(SEQ ID NO: 115) (nanee oboznagaemotii kak BCY7765);

(SEQ ID NO: 115) (nanee oboznauaemoii kak BCY7793);

(MeO-dPEG12)(SEQ ID NO: 115) (nanee obo3nauyaemoii kak BCY8087),

(xapOoxkcudayopecueun )(SEQ ID NO: 115) (nanee obo3nagaemotii kak BCY8208);

(PEG3)(PEG3)(SEQ ID NO: 115) (nanee oboznauaemoii kak BCY7815);

(MeO-dPEG12)(PEG3)(PEG3)(SEQ ID NO: 115) (nanee obo3naqaemoii kak BCY8094),

Ac-DDD-(SEQ ID NO: 115) (nanee obo3nagaemotii kak BCY8028);

Ac-[dD][dD][dD]-(SEQ ID NO: 115) (nanee obo3nauaemoii kak BCY8029),

[B-Ala][Sar10]-(SEQ ID NO: 115) (nanee obo3nauaemoii kak BCY7814);

Ac-(SEQ ID NO: 116) (nanee oboznagaemotii kak BCY7816);

Ac-(SEQ ID NO: 116) (MeO-dPEG12), cesizanHol ¢ D-Lys6 (nanee obo3HauaeMoi Kak
BCY8084),
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Ac-(SEQ ID NO: 117) (nanee oboznagaemotii kak BCY7817);

Ac-(SEQ ID NO: 118) (nanee oboznauaemoii kak BCY7818;

Ac-(SEQ ID NO: 118) (MeO-dPEG12), ceszannoi ¢ Pro(4NH)1 (manee obo3Hagaemoit
kax BCY8086);

Ac-(SEQ ID NO: 119) (nanee oboznagaemotii kak BCY7819;

Ac-(SEQ ID NO: 119) (MeO-dPEG12), ceszanHoi ¢ LysS (manee obo3HauaemMoil Kak
BCY8088);

Ac-(SEQ ID NO: 120) (nanee oboznagaemotii kak BCY7820;

Ac-(SEQ ID NO: 120) (MeO-dPEG12), ceszanHoii ¢ D-Lys3 (nanee o0o3HauaeMoil Kak
BCY8089);

Ac-(SEQ ID NO: 121) (nanee oboznauaemoii kak BCY7821);

Ac-(SEQ ID NO: 121) (MeO-dPEG12), ceszanHoii ¢ Lys4 (manee obo3HauaemMoil Kak
BCY8090);

Ac-(SEQ ID NO: 122) (nanee oboznagaemoii kak BCY7822);

Ac-(SEQ ID NO: 122) (MeO-dPEG12), cesizanHoii ¢ Lys6 (nanee obo3HayaeMoil Kak
BCY8091);

Ac-(SEQ ID NO: 123) (nanee oboznagaemoii kak BCY7876);

Ac-(SEQ ID NO: 124) (nanee oboznagaemoii kak BCY7877);

Ac-(SEQ ID NO: 125) (nanee oboznauaemoii kak BCY7879);

Ac-(SEQ ID NO: 126) (nanee oboznauaemoii kak BCY7881);

Ac-(SEQ ID NO: 127) (nanee oboznauaemoii kak BCY7883);

Ac-(SEQ ID NO: 128) (nanee oboznauaemoii kak BCY7884);

Ac-(SEQ ID NO: 129) (nanee oboznauaemoii kak BCY7886);

Ac-(SEQ ID NO: 130) (nanee oboznauaemoii kak BCY7887);

Ac-(SEQ ID NO: 131) (nanee oboznauaemoii kak BCY7889);

Ac-(SEQ ID NO: 132) (nanee oboznagaemoii kak BCY7890);

Ac-(SEQ ID NO: 133) (nanee oboznauaemoii kak BCY7891);

Ac-(SEQ ID NO: 134) (nanee oboznauaemoii kak BCY7892);

Ac-(SEQ ID NO: 135) (nanee oboznauaemoii kak BCY7894);

Ac-(SEQ ID NO: 136) (nanee oboznagaemotii kak BCY7895);

Ac-(SEQ ID NO: 137) (nanee oboznagaemotii kak BCY7896);

Ac-(SEQ ID NO: 138) (nanee oboznauaemotii kak BCY7897);

Ac-(SEQ ID NO: 139) (nanee oboznagaemotii kak BCY7902);

Ac-(SEQ ID NO: 140) (nanee oboznagaemotii kak BCY7903);

Ac-(SEQ ID NO: 141) (nanee oboznagaemotii kak BCY7904);

Ac-(SEQ ID NO: 142) (nanee oboznagaemotii kak BCY7906);

Ac-(SEQ ID NO: 143) (nanee oboznagaemotii kak BCY7907);

Ac-(SEQ ID NO: 144) (nanee oboznagaemotii kak BCY7908);

Ac-(SEQ ID NO: 145) (nanee oboznagaemotii kak BCY7911);

Ac-(SEQ ID NO: 146) (nanee oboznagaemotii kak BCY7912);
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Ac-(SEQ ID NO: 147) (nanee oboznagaemotii kak BCY7913);

Ac-(SEQ ID NO: 148) (nanee oboznagaemotii kak BCY7914);

Ac-(SEQ ID NO: 149) (nanee oboznagaemotii kak BCY7915);

Ac-(SEQ ID NO: 150) (nanee oboznauaemoii kak BCY7916);

Ac-(SEQ ID NO: 151) (nanee oboznauaemoii kak BCY7973);

Ac-(SEQ ID NO: 152) (nanee oboznauaemoii kak BCY7979);

Ac-(SEQ ID NO: 155) (nanee oboznauaemoii kak BCY8030);

Ac-(SEQ ID NO: 156) (nanee oboznauaemoii kak BCY8031);

Ac-(SEQ ID NO: 157) (nanee oboznauaemoii kak BCY8032);

Ac-(SEQ ID NO: 158) (nanee oboznauaemoii kak BCY8036);

Ac-(SEQ ID NO: 159) (nanee oboznauaemoii kak BCY8037);

Ac-(SEQ ID NO: 160) (nanee oboznauaemoii kak BCY8038);

Ac-(SEQ ID NO: 161) (nanee oboznauaemoii kak BCY8039);

Ac-(SEQ ID NO: 162) (nanee oboznagaemoii kak BCY8040);

Ac-(SEQ ID NO: 163) (nanee o6o3nagaemoii kaxk BCY8041);

Ac-(SEQ ID NO: 164) (nanee oboznagaemoii kak BCY8042);

Ac-(SEQ ID NO: 165) (nanee oboznagaemoii kak BCY8042);

Ac-(SEQ ID NO: 166) (nanee oboznagaemoii kak BCY8085);
Ac-[B-Ala][Sar5]-(SEQ ID NO: 167) (nanee oboznauaemoit kak BCY8120);
Ac-(SEQ ID NO: 167) (nanee oboznauaemoii kak BCY8124);
Ac-[B-Ala][Sars]-(SEQ ID NO: 168) (nanee oboznauaemoii kak BCY8121);
Ac-(SEQ ID NO: 168) (nanee oboznauaemoii kak BCY8125);
Ac-[B-Ala][Sar;5]-(SEQ ID NO: 169) (nanee oboznauaemoii kak BCY8122);
Ac-(SEQ ID NO: 169) (nanee oboznauaemoii kak BCY8126);

(SEQ ID NO: 169) (nanee oboznauaemoii kak BCY8116);
®nyopecuenn-(SEQ ID NO: 169) (nanee obo3nauaemoii kak BCY8205);
[B-Ala][Sar10]-(SEQ ID NO: 169) (nanee obo3Hauaemoii kak BCY8234);
[PYA][B-Ala][Sar10]-(SEQ ID NO: 169) (nanee obo3nauaemotii kak BCY8846);
Ac-[B-Ala][Sars]-(SEQ ID NO: 170) (nanee oboznauaemoii kak BCY8123);
Ac-(SEQ ID NO: 170) (nanee oboznagaemotii kak BCY8127);

(SEQ ID NO: 170) (nanee oboznauaemoii kak BCY8206);

Ac-(SEQ ID NO: 171) (nanee oboznagaemotii kak BCY8128);

(SEQ ID NO: 171) (nanee oboznauaemoii kak BCY8207);
[B-Ala][Sar10]-(SEQ ID NO: 171) (nanee obo3nauaemoii kak BCY8232);
Ac-(SEQ ID NO: 172) (nanee oboznagaemotii kak BCY8129);

Ac-(SEQ ID NO: 173) (nanee obo3nagaemotii kak BCY8153);

Ac-(SEQ ID NO: 174) (nanee oboznagaemotii kak BCY8154);

Ac-(SEQ ID NO: 175) (nanee oboznagaemotii kak BCY8157);

Ac-(SEQ ID NO: 176) (nanee oboznagaemotii kak BCY8158);

Ac-(SEQ ID NO: 177) (nanee oboznagaemotii kak BCY8161);
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Ac-[B-Ala][Sar10]-(SEQ ID NO: 177) (nanee obo3Hauaemoii kaxk BCY8278);
Ac-(SEQ ID NO: 178) (nanee oboznagaemotii kak BCY8162);
Ac-[B-Ala][Sar10]-(SEQ ID NO: 178) (nanee obo3Hauaemoii kak BCY8277);
Ac-(SEQ ID NO: 179) (nanee oboznauaemoii kak BCY8163);
Ac-[B-Ala][Sar10]-(SEQ ID NO: 179) (nanee obo3nauaemoii kak BCY8276);
[B-Ala][Sar10]-(SEQ ID NO: 179) (nanee obo3Hauaemoii kak BCY8269);

Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
[B-Ala][Sar10]-(SEQ ID NO: 189) (nanee obo3Hauaemoii kak BCY8235);
Ac-(SEQ ID NO:
Ac-(SEQ ID NO:

180) (manee obozHauaemoii kak BCY8174);
181) (manee obo3Hauaemoii kak BCY8175);
182) (manee obo3Hauaemoii kak BCY8176);
183) (manee obo3Hauaemoii kak BCY8177);
184) (nanee obo3Hauaemoii kak BCY8178);
185) (manee obo3Hauaemoii kak BCY8180);
186) (nanee obo3Hauaemoii kak BCY8181);
187) (nanee obo3nauaemoii kak BCY8182);
188) (manee obo3nauaemoii kak BCY8183);
189) (nanee obo3nauaemoii kak BCY8184);

190) (nanee obo3Hauaemoit kak BCY8185);
191) (nanee obo3Hauaemoit kak BCY8186);

Ac-(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:

192) (nanee obo3Hauaemoii kak BCY8187);

193) (nanee obo3Hauaemoii kak BCY8188);

194) (nanee obo3Hauaemoii kak BCY8189);

195) (nanee obo3Hauaemoii kak BCY8191);

196) (nanee obo3Hauaemoii kak BCY8192);

197) (nanee obo3Hauaemoii kak BCY8193);

198) (nanee obozHauaemoii kak BCY8194);

199) (nanee obo3Hauaemoii kak BCY8211);

200) (manee obo3Hauaemoii kak BCY8212);

Ac-(SEQ ID NO: 201) (nanee oboznagaemoii kak BCY8213);

Ac-(SEQ ID NO: 202) (nanee oboznagaemoii kak BCY8214);
[B-Ala][Sar10]-(SEQ ID NO: 202) (nanee obo3Hauaemoii kak BCY8231);
Ac-(SEQ ID NO: 203) (nanee oboznagaemotii kak BCY8215);
Ac-[B-Ala][Sar10]-(SEQ ID NO: 208) (nanee obo3nauyaemoii kak BCY8279),
Ac-[B-Ala][Sar10]-(SEQ ID NO: 209) (nanee obo3nauaemoii kak BCY8280);
[B-Ala][Sar10]-(SEQ ID NO: 209) (nanee obo3Hauaemoii kak BCY8273);
Ac-[B-Ala][Sar10]-(SEQ ID NO: 210) (nanee obo3nauaemoii kak BCY8281),
Ac-(SEQ ID NO: 211) (nanee oboznauaemoii kak BCY8831);
[B-Ala][Sar10]-(SEQ ID NO: 212) (nanee obo3Hauaemoii kak BCY8238);
(SEQ ID NO: 215) (nanee oboznauaemoii kak BCY11415);
[PYA][B-Ala][Sar10]-(SEQ ID NO: 215) (nanee obo3znagaemoii kak BCY11942); u
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(SEQ ID NO: 216) (nanee oboznauaemoii kak BCY11414).

B cnenyromem BapuanTe ocyuectsieHus: nentuaHbiil gurana Ci-Xg-X7-Xg-Cii-Xo-X -
X11-X12-X13-X14-X15-X16-X17-Ciii - (SEQ  ID  NO: 41) comepkur aMHHOKHCIIOTHYIO
MOCJIEIOBATEIbHOCTD, BEIOPAHHYIO U3

Ac-[B-Ala][Sar;5]-(SEQ ID NO: 169) (nanee oboznauaemoii kak BCY8122);

Ac-(SEQ ID NO: 169) (nanee oboznauaemoii kak BCY8126);

(SEQ ID NO: 169) (nanee oboznauaemoii kak BCY8116);

Onyopecuens-(SEQ ID NO: 169) (nanee obo3Hauaemoit kak BCY8205); u

[B-Ala][Sar10]-(SEQ ID NO: 169) (nanee obo3Hauaemoii kak BCY8234).

B omHOM BapuaHTe OCYIIECTBJICHHUS MENTHIHBINA JTUTAH M0 U300PETEHUIO MPEACTABISET
co00i1 menTUIHBIN JTUTAH, OTJIMYHBIA OT AMHUHOKHUCJIOTHOM MOCIEN0BATEIbHOCTH

[B-Ala][Sar10]-(SEQ ID NO: 1) (nanee obo3nauaemoii kak BCY8234);

Ac-[B-Ala][Sar;5]-(SEQ ID NO: 1) (nanee oboznauaemoii kaxk BCY8122);

Ac-(SEQ ID NO: 1) (nanee oboznauaemoii kaxk BCY8126);

(SEQ ID NO: 1) (nanee obo3nauaemotii kak BCY8116);

dnyopecuens-(SEQ ID NO: 1) (nanee ob6o3nauaemoii kak BCY8205); u

[PYA][B-Ala][Sar10]-(SEQ ID NO: 1) (nanee o6o3Hauaemoii kak BCY8846).

B cnenyromem Bapuante ocymectsienust nentuaHbiil qurann Ci-Xg-X7-Xg-Ci-Xo-X0-
X11-X12-X13-X14-X15-X16-X17-Ciii - (SEQ ID  NO: 41) conmepXuT aMHUHOKHUCJIOTHYIO
NOCJIeIOBATEIbHOCTD, BBIOPAHHYIO U3

[B-Ala][Sar10]-(SEQ ID NO: 169) (nanee obo3Hauaemoii kak BCY8234).

B cnenyromem BapuanTe ocymectsieHuss nentuaHbiil qurang Ci-Xg-Xq-Xg-Cii-Xo-X0-
X11-X12-X13-X14-X15-X16-X17-Ciii - (SEQ  ID  NO: 41) comepXuT aMHHOKHCIOTHYIO
MIOCJIEIOBATEIbHOCTD, BEIOPAHHYIO U3

Ac-[B-Ala][Sars]-(SEQ ID NO: 77) (nanee obo3na4yaemoii kak BCY7559);

Ac-(SEQ ID NO: 101) (nanee oboznauaemoii kak BCY7618);

Ac-(SEQ ID NO: 115) (nanee oboznauaemoii kak BCY7765);

(SEQ ID NO: 115) (nanee oboznauaemoii kak BCY7793);

Ac-(SEQ ID NO: 155) (nanee oboznauaemoii kak BCY8030);

Ac-(SEQ ID NO: 160) (nanee oboznagaemotii kak BCY8038);

Ac-[B-Ala][Sars]-(SEQ ID NO: 167) (nanee oboznauaemoii kak BCY8120);

Ac-[B-Ala][Sars]-(SEQ ID NO: 168) (nanee oboznauaemoii kak BCY8121);

Ac-[B-Ala][Sar5]-(SEQ ID NO: 169) (nanee oboznauaemoii kak BCY8122);

Ac-[B-Ala][Sar5]-(SEQ ID NO: 170) (nanee oboznauaemoii kak BCY8123);

Ac-(SEQ ID NO: 167) (nanee oboznauaemotii kak BCY8124);

Ac-(SEQ ID NO: 168) (nanee oboznauaemoii kak BCY8125);

Ac-(SEQ ID NO: 169) (nanee oboznagaemotii kak BCY8126);

Ac-(SEQ ID NO: 170) (nanee oboznagaemotii kak BCY8127);

Ac-(SEQ ID NO: 171) (nanee obo3nagaemotii kak BCY8128);

Ac-(SEQ ID NO: 172) (nanee oboznagaemotii kak BCY8129);
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Ac-(SEQ ID NO: 177) (nanee oboznagaemotii kak BCY8161);

Ac-(SEQ ID NO: 178) (nanee oboznagaemotii kak BCY8162);

Ac-(SEQ ID NO: 179) (nanee oboznauaemotii kak BCY8163);

Ac-(SEQ ID NO: 187) (nanee oboznauaemoii kak BCY8182);

Ac-(SEQ ID NO: 188) (nanee oboznauaemoii kak BCY8183);

Ac-(SEQ ID NO: 189) (nanee oboznauaemoii kak BCY8184);

Ac-(SEQ ID NO: 196) (nanee oboznauaemoii kak BCY8192);

Ac-(SEQ ID NO: 197) (nanee oboznauaemoii kak BCY8193);

Ac-(SEQ ID NO: 198) (nanee oboznauaemoii kak BCY8194);

Ac-(SEQ ID NO: 199) (nanee oboznauaemoii kak BCY8211);

Ac-(SEQ ID NO: 200) (nanee oboznauaemoii kak BCY8212);

Ac-(SEQ ID NO: 201) (nanee oboznauaemoii kak BCY8213);

Ac-(SEQ ID NO: 202) (nanee oboznauaemoii kak BCY8214);

Ac-(SEQ ID NO: 203) (nanee oboznagaemoii kak BCY8215);
Ac-[B-Ala][Sar10]-(SEQ ID NO: 179) (nanee obo3Hauaemoii kak BCY8276);
Ac-[B-Ala][Sar10]-(SEQ ID NO: 178) (nanee obo3Hauaemoii kak BCY8277);
Ac-[B-Ala][Sar10]-(SEQ ID NO: 177) (nanee obo3Hauaemoii kak BCY8278);
Ac-[B-Ala][Sar10]-(SEQ ID NO: 208) (nanee obo3nauaemoii kak BCY8279),
Ac-[B-Ala][Sar10]-(SEQ ID NO: 209) (nanee obo3nauqaemoii kak BCY8280); u
Ac-[B-Ala][Sar10]-(SEQ ID NO: 210) (nanee obo3na4yaemoii kak BCY8281).

B Hacrosiimem onucaHuu B Ta0nuLe 3 TPUBOASTCS JaHHBIE, KOTOPbIE IEMOHCTPHUPYIOT, YTO

]_
]-
]-
]-

MENTHIHbIE JIMTAHBI COTIACHO 3TOMY BapHaHTy OCYINECTBJICHHIO IEMOHCTPHPOBAN XOPOIIUE
ypoBHH (<100 HM) CBsI3bIBaHHSI C HEKTMHOM-4 YeJOBEKa, O YeM CBUIECTEJIbCTBYIOT IAHHbBIE
CBSI3BIBAHUSA, TIOJyUEHHbBIE C UCToIb30BaHeM SPR.

B cnenyromem BapuanTe ocymectsieHus: nentuaHbiil qurana Ci-Xg-Xq-Xg-Ci-Xo-X -
X11-X12-X13-X14-X15-X16-X17-Ciii - (SEQ  ID  NO: 41) comepXur aMHHOKHCIOTHYO
MOCJIEIOBATEIbHOCTD, BRIOPAHHYO U3

Ac-(SEQ ID NO: 155) (nanee oboznauaemoii kak BCY8030);

Ac-[B-Ala][Sars]-(SEQ ID NO: 167) (nanee oboznauaemoii kak BCY8120);

Ac-[B-Ala][Sars]-(SEQ ID NO: 168) (nanee oboznauaemoii kak BCY8121);

Ac-[B-Ala][Sars]-(SEQ ID NO: 169) (nanee oboznauaemoii kak BCY8122);

Ac-[B-Ala][Sar5]-(SEQ ID NO: 170) (nanee oboznauaemoii kak BCY8123);

Ac-(SEQ ID NO: 167) (nanee oboznagaemotii kak BCY8124);

Ac-(SEQ ID NO: 168) (nanee oboznauaemotii kak BCY8125);

Ac-(SEQ ID NO: 169) (nanee oboznagaemotii kak BCY8126);

Ac-(SEQ ID NO: 170) (nanee obo3nagaemotii kak BCY8127);

Ac-(SEQ ID NO: 171) (nanee oboznagaemoii kak BCY8128);

Ac-(SEQ ID NO: 172) (nanee oboznagaemotii kak BCY8129);

Ac-(SEQ ID NO: 177) (nanee oboznagaemotii kak BCY8161);

Ac-(SEQ ID NO: 178) (nanee oboznagaemotii kak BCY8162);
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Ac-(SEQ ID NO: 179) (nanee oboznagaemotii kak BCY8163);

Ac-(SEQ ID NO: 187) (nanee oboznagaemotii kak BCY8182);

Ac-(SEQ ID NO: 188) (nanee oboznagaemoii kak BCY8183);

Ac-(SEQ ID NO: 189) (nanee oboznauaemoii kak BCY8184);

Ac-(SEQ ID NO: 196) (nanee oboznauaemoii kak BCY8192);

Ac-(SEQ ID NO: 197) (nanee oboznauaemoii kak BCY8193);

Ac-(SEQ ID NO: 198) (nanee oboznauaemoii kak BCY8194);

Ac-(SEQ ID NO: 199) (nanee oboznauaemoii kak BCY8211);

Ac-(SEQ ID NO: 200) (nanee oboznauaemoii kak BCY8212);

Ac-(SEQ ID NO: 201) (nanee oboznauaemoii kak BCY8213);

Ac-(SEQ ID NO: 202) (nanee oboznauaemoii kak BCY8214);

Ac-(SEQ ID NO: 203) (nanee oboznauaemoii kak BCY8215);

Ac-[B-Ala][Sar10]-(SEQ ID NO: 179) (nanee obo3nauaemoii kak BCY8276),

Ac-[B-Ala][Sar10]-(SEQ ID NO: 178) (nanee obo3Hauaemoii kak BCY8277);

Ac-[B-Ala][Sar10]-(SEQ ID NO: 177) (nanee obo3Hauaemoii kak BCY8278);

Ac-[B-Ala][Sar10]-(SEQ ID NO: 208) (nanee obo3Hauaemoii kak BCY8279);

Ac-[B-Ala][Sar10]-(SEQ ID NO: 209) (nanee obo3Hauaemoii kaxk BCY8280); u

Ac-[B-Ala][Sar10]-(SEQ ID NO: 210) (nanee obo3nauyaemoii kak BCY8281).

B Hacrosiimem onucaHuu B TaOnuLe 3 MPUBOASATCS JaHHBIE, KOTOPbIE IEMOHCTPUPYIOT, YTO
NEeNTUIHBIE JIMTAHABI COTJIACHO 3TOMY BApPHAHTY OCYLIECTBJICHUIO JEMOHCTPUPOBAN XOPOLINE
ypoBau (<10 HM) CBsI3bIBaHMS C HEKTHHOM-4 4YeJiOBEKa, O YeM CBHUIETEIbCTBYIOT JAHHbBIE
CBSI3BIBAHUSA, TIOJyUeHHbBIE C UCToIb30BaHeM SPR.

B ongHOM BapwaHTE OCYLIECTBIIEHHs TENTHIHBIA JIMTaHI COMEPKUT aMHHOKHCIIOTHYIO
MIOCJIEIOBATEIbHOCTD, BEIOPAHHYIO U3

A-(SEQ ID NO: 1)-A (nanee obo3nayaemotii kak 80-09-02-N002 unu BCY428);

FI-A-(SQ ID NO: 1)-A (nanee oboznauaemoii kak 80-09-02-N006);

Ac-(SEQ ID NO: 1) (nanee oboznagaemoii kak 80-09-02-N008 uymu BCY7390);

Ac-[dD]-(SEQ ID NO: 1) (nanee obo3nauaemoii kak BCY7600),

A-(SEQ ID NO: 2)-A (nanee obo3nayaemoii kak 80-09-02-N003 unun BCY429);

(1-Nal)A-(SEQ ID NO: 1)-A (nanee obozHauaemoii kak 80-09-02-N009 wnu BCY7420);

(2-Nal)A-(SEQ ID NO: 1)-A (nanee obozHauaemoii kak 80-09-02-N010 v BCY7421);

(33DPA)A-(SEQ ID NO: 1)-A (nanee oboznagaemoii kak 80-09-02-NO11 wiu BCY 7422);

(44BPA)A-(SEQ ID NO: 1)-A (nanee obo3nauaemotii kak 80-09-02-N012 wiu BCY7521);

Ac-(SEQ ID NO: 3) (nanee oboznagaemotii kak 80-09-02-N017);

Ac-(SEQ ID NO: 4) (nanee oboznagaemotii kak 80-09-02-N018);

Ac-(SQ ID NO: 5) (nanee oboznauaemoii kak 80-09-02-N019 unu BCY7537);

Ac-(SEQ ID NO: 6) (nanee oboznagaemotii kak 80-09-02-N020);

Ac-(SEQ ID NO: 7) (nanee oboznagaemoii kak 80-09-02-N021 uymu BCY7539);

Ac-(SEQ ID NO: 8) (nanee oboznagaemoii kak 80-09-02-N022 uymu BCY7540);

Ac-(SEQ ID NO: 9) (nanee oboznagaemotii kak 80-09-02-N023);
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Ac-(pCoF)-(SEQ ID NO: 1) (nanee obo3nagaemoii kak 80-09-02-N044);

Ac-(SEQ ID NO: 10) (nanee obo3nauaemoii kak 80-09-02-N045);

Ac-(SEQ ID NO: 11) (manee o6o3nagaemoii kak 80-09-02-N046 wnu BCY7657);,

Ac-(SEQ ID NO: 12) (nanee obo3Hauaemoii kak 80-09-02-N047 wiu BCY7658);,

Ac-(SEQ ID NO: 13) (manee obo3Hagaemoii kak 80-09-02-N048 wiu BCY7659);,

Ac-(SEQ ID NO: 14) (nanee obo3nauaemoii kak 80-09-02-N049);

Ac-(SEQ ID NO: 15) (nanee obo3nagaemoii kak 80-09-02-NO50 wmu BCY7661);,

SDN-(SEQ ID NO: 15)-A (manee obo3nauaemotii kak BCY3387);

Ac-(SEQ ID NO: 16) (nanee obo3nauaemoii kak 80-09-02-NO51 wu BCY7662);,

Ac-(SEQ ID NO: 17) (nanee obo3nauaemoii kak 80-09-02-N052),

Ac-(SEQ ID NO: 18) (nanee obo3nauaemoii kak 80-09-02-N053);

Ac-(SEQ ID NO: 19) (nanee obo3nauaemoii kak 80-09-02-N054 wnu BCY7665);,

Ac-(SEQ ID NO: 20) (manee obo3Hauaemoii kak 80-09-02-N055 unu BCY7666);,

Ac-(SEQ ID NO: 21) (nanee ob6o3nauaemoii kak 80-09-02-NO56);

A-(SEQ ID NO: 1)-TNK (manee obo3Hauaemoii kak 80-09-02-T01-NOO1 umu BCY3385);

A-(SEQ ID NO: 1)-TN(HArg) (manee obo3nauaemoii kak 80-09-02-T01-NOO3 wu
BCY7281),

A-(SEQ ID NO: 1)-TN(D-K) (manee obo3znauaemoii kak 80-09-02-TO1-N004 wu
BCY7282);

A-(SEQ ID NO: 22)-TNK (nanee obo3nauaemoii kak 80-09-02-T01-NOO5);

A-(SEQ ID NO: 23)-TNK (nanee obo3nauaemoii kak 80-09-02-T01-N006);

Ac-(SEQID NO: 1)-TNK (nanee obo3nagaemoii kak 80-09-02-TO1-NO11 umu BCY7391);

A-(SEQ ID NO: 24)-TNK (nanee oboznauaemoii kak 80-09-02-T01-NO12 unmu BCY7342);,

A-(SEQ ID NO: 25)-TNK (nanee obo3nauaemoii kak 80-09-02-T01-NO14 unu BCY7344),

A-(SEQ ID NO: 1)-ANK (nanee obo3nauaemoii kak 80-09-02-T01-NO16 wnu BCY7346),

A-(SEQ ID NO: 1)-[dAINK (nanee obo3nauyaemoii kak BCY7367),

A-(SEQ ID NO: 1)-TAK (nanee o6o3nauaemoii kak 80-09-02-T01-NO17 wnu BCY7347);

A-(SEQ ID NO: 1)-T[dA]K (manee obo3Hauaemoii kak BCY7368),

A-(SEQ ID NO: 1)-TNA (nanee o6o3nauaemoii kak 80-09-02-T01-NO18 wymu BCY7348);

A-(SEQ ID NO: 1)-TN[dA] (nanee obo3Hauaemoii kak BCY7369),

Ac-[pCoPhe]-(SEQ ID NO: 1) (nanee obo3nauaemoii kak BCY7656);

A-(SEQ ID NO: 6)-TNK (nanee o6o3naqaemoit kak 80-09-02-T01-N020 wyu BCY7354);

A-(SEQ ID NO: 26)-TNK (nanee oboznauaemoii kak 80-09-02-T01-N022 uymu BCY7352);,

A-(SEQ ID NO: 27)-TNK (nanee oboznauaemoii kak 80-09-02-T01-N026 uymu BCY7356);,

A-(SEQ ID NO: 28)-TNK (nanee oboznauaemoii kak 80-09-02-T01-N027 umu BCY7357);,

A-(SEQ ID NO: 29)-TNK (nanee oboznauaemoii kak 80-09-02-T01-N041 unmu BCY7372);,

A-(SEQ ID NO: 30)-TNK (nanee oboznauaemoii kak 80-09-02-T01-N042 unu BCY 7424),

A-(SEQ ID NO: 31)-A (manee obo3Hauaemoii kak 80-10-00 umun BCY488);

A-(SEQ ID NO: 32)-A (manee obo3Hadaemoii kak BCY432);

DDW-(SEQ ID NO: 32)-A (nanee oboznagaemoii kak 80-10-11-TO1 wniu BCY433);
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VDW-(SEQ ID NO: 33)-A (nanee oboznagaemoii kak 80-10-12-TO1 umu BCY462);,
QKW-(SEQ ID NO: 34)-A (nanee obo3naqaemoii kak 80-10-13-T01 w BCY3400);
Q[HArg]W-(SEQ ID NO: 34)-A (nanee oboznauaemoii kak BCY7278);
Q[K(Ac)]W-(SEQ ID NO: 34)-A (nanee obozHauaemoii kak BCY7280);
[Ac]QKW-(SEQ ID NO: 34) (nanee obo3nagaemoii kak BCY7392);
Q[dK]W-(SEQ ID NO: 34)-A (nanee obo3nauaemoii kak BCY7426),
Ac-AKW-(SEQ ID NO: 34) (nanee obo3nauaemoii kak BCY7622),
Ac-QAW-(SEQ ID NO: 34) (nanee obo3nauaemoii kak BCY7623),
Ac-QKA-(SEQ ID NO: 34) (nanee oboznauaemoii kak BCY7624);
Ac-[dA]JKW-(SEQ ID NO: 34) (nanee obo3nauaemoii kak BCY7634),
Ac-Q[dAIJW-(SEQ ID NO: 34) (nanee obo3nauaemotii kak BCY7635),
Ac-QK[dA]-(SEQ ID NO: 34) (nanee obo3nauaemoii kak BCY7636);
Ac-Q[dD]W-(SEQ ID NO: 34) (nanee obo3znauaemotii kak BCY7993),
Ac-QKJ1Nal]-(SEQ ID NO: 34) (nanee o6o3Hauaemotii kak BCY7996);
Ac-QKJ[2Nal]-(SEQ ID NO: 34) (nanee obo3Hauaemoti kak BCY7997);
Ac-(SEQ ID NO: 34) (nanee ob6o3nauaemoii kak BCY8044);

A-(SEQ ID NO: 43)-A (nanee obo3nauaemotii kak BCY430);

A-(SEQ ID NO: 44)-A (nanee obo3Hauaemoii kak BCY431);

A-(SEQ ID NO: 58)-PQA (nanee o6o3Hauaemoii kak BCY3401),
QKW-(SEQ ID NO: 65)-A (nanee obo3nauaemoii kak BCY7279);,
Ac-QKW-(SEQ ID NO: 103) (nanee obozHauaemoii kak BCY7625);
Ac-QKW-(SEQ ID NO: 104) (nanee obozHauaemoii kak BCY7627);
Ac-QKW-(SEQ ID NO: 105) (nanee oboznauaemoii kak BCY7628);
Ac-QKW-(SEQ ID NO: 106) (nanee oboznauaemoii kak BCY7631);
Ac-QKW-(SEQ ID NO: 107) (nanee oboznauaemoii kak BCY7632);
Ac-QKW-(SEQ ID NO: 108) (nanee oboznauaemoii kak BCY7639);
Ac-QKW-(SEQ ID NO: 109) (nanee oboznauaemoii kak BCY 7640);
Ac-QKW-(SEQ ID NO: 110) (nanee oboznauaemoii kak BCY7643);
Ac-QKW-(SEQ ID NO: 153) (nanee oboznauaemoii kak BCY7998);
Ac-QKW-(SEQ ID NO: 154) (nanee oboznauaemoii kak BCY8000);
A-(SEQ ID NO: 35)-A (manee obo3nauaemoii kak 80-11-00 umu BCY471);
A-(SEQ ID NO: 36)-A (manee obo3nauaemoit kak 80-11-01 umu BCY472);
A-(SEQ ID NO: 37)-SRF (nanee oboznauaemoii kak 80-11-08-T01 wu BCY3406);,
Ac-(SEQ ID NO: 37)-SRF (nanee oboznauaemotii kak BCY7393);
DDA-(SEQ ID NO: 45)-A (nanee obo3nauaemoii kak BCY3386);
DTA-(SEQ ID NO: 46)-A (nanee obo3nagaemoii kak BCY3388);
DSE-~(SEQ ID NO: 47)-A (nanee obo3nauyaemoii kak BCY3389);
HDA-(SEQ ID NO: 48)-A (nanee obo3nauaemoii kak BCY3390);
MDT-(SEQ ID NO: 49)-A (nanee oboznauaemoii kak BCY3391);
DPG-(SEQ ID NO: 50)-A (manee obo3Hauaemoii kak BCY3392);
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HDS-(SEQ ID NO: 51)-A (nanee obo3nauaemotii kak BCY3393);
(D-H)DS-(SEQ ID NO: 51)-A (nanee obo3nauaemoii kak BCY7272);
A-(SEQ ID NO: 52)-TDK (nanee oboznagaemoii kak BCY3394);
A-(SEQ ID NO: 53)-LKD (nanee oboznagaemotii kak BCY3395);
A-(SEQ ID NO: 54)-TTA (nmanee obo3nagaemoii kak BCY3396);
A-(SEQ ID NO: 55)-QME (nanee obo3nauaemotii kak BCY3397);
A-(SEQ ID NO: 56)-LSE (nanee oboznagaemoii kak BCY3398);
A-(SEQ ID NO: 57)-STD (nanee oboznauaemoii kak BCY3399);
A-(SEQ ID NO: 59)-TNK (nanee oboznagaemotii kak BCY7265);
Ac-(SEQ ID NO: 59) (nanee obo3nauaemoii kak BCY7660);,

A-(SEQ ID NO: 60)-TNK (nanee oboznagaemotii kak BCY7266);
Ac-(SEQ ID NO: 60) (manee obo3nauaemoii kak BCY7616);
HDS-(SEQ ID NO: 61)-A (nanee obo3nauaemotii kak BCY7273);
HDS-(SEQ ID NO: 62)-A (nanee o6o3Hauaemotii kak BCY7274),
HDS-(SEQ ID NO: 63)-A (nanee obo3nauaemotii kak BCY7275);
HDS-(SEQ ID NO: 64)-A (nanee o6o3Hauaemotii kak BCY7276),
A-(SEQ ID NO: 66)-TNK (nanee ob6o3nauaemoii kak BCY7349),
A-(SEQ ID NO: 67)-TNK (nanee ob6o3nauaemoii kak BCY7350);
Ac-(SEQ ID NO: 67) (nanee obo3nauaemoii kak BCY7538);

A-(SEQ ID NO: 68)-TNK (nanee obo3nagaemoii kak BCY7359);
A-(SEQ ID NO: 69)-TNK (nanee obo3nagaemoii kak BCY7360);
A-(SEQ ID NO: 70)-TNK (nanee obo3nauaemoii kak BCY7361);
A-(SEQ ID NO: 71)-TNK (nanee obo3nagaemoii kak BCY7365);
A-(SEQ ID NO: 72)-TNK (nanee oboznagaemotii kak BCY7370);
Ac-(SEQ ID NO: 73) (nanee obo3Hauaemoii kak BCY7535);

Ac-(SEQ ID NO: 74) (nanee obo3nauaemoii kak BCY7536);

Ac-(SEQ ID NO: 75) (nanee obo3Hauaemoii kak BCY7541);,
[B-Ala][Sars]-(SEQ ID NO: 76) (nanee obo3Hauaemoii kak BCY7556);
Ac-[B-Ala][Sars]-(SEQ ID NO: 76) (nanee obo3na4qaemoii kak BCY7558);
[B-Ala][Sars]-(SEQ ID NO: 77) (nanee obo3Hauaemoii kak BCY7557);
Ac-[B-Ala][Sar;s]-(SEQ ID NO: 77) (nanee obo3na4daemoii kak BCY7559);
Ac-(SEQ ID NO: 78) (nanee obo3Hauaemoii kak BCY7580);

Ac-(SEQ ID NO: 79) (nanee obo3Hauaemoii kak BCY7581);

Ac-(SEQ ID NO: 80) (nanee obo3nauaemoii kak BCY7582);

Ac-(SEQ ID NO: 81) (nanee obo3nauaemoii kak BCY7584);

Ac-(SEQ ID NO: 82) (nanee obo3nauaemoii kak BCY7585);

Ac-(SEQ ID NO: 83) (nanee obo3nauaemoii kak BCY7588);

Ac-(SEQ ID NO: 84) (nanee obo3nauaemoii kak BCY7589);

Ac-(SEQ ID NO: 85) (nanee obo3nauaemoii kak BCY7590);

Ac-(SEQ ID NO: 86) (nanee obo3nauaemoii kak BCY7591);
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Ac-(SEQ ID NO: 87) (nanee obo3Hauaemoii kak BCY7592);

Ac-(SEQ ID NO: 88) (nanee obo3nauaemoii kak BCY7593);

Ac-(SEQ ID NO: 89) (nanee obo3nauaemoii kak BCY7594);

Ac-(SEQ ID NO: 90) (manee obo3nauaemoii kak BCY7595);

Ac-(SEQ ID NO: 91) (nanee obo3nauaemoii kak BCY7596);

Ac-(SEQ ID NO: 92) (nanee obo3nauaemoii kak BCY7597);

Ac-(SEQ ID NO: 93) (nanee obo3nauaemoii kak BCY7598);

Ac-(SEQ ID NO: 94) (nanee obo3nauaemoii kak BCY7607);

Ac-(SEQ ID NO: 95) (nanee obo3nauaemoii kak BCY7608);

Ac-(SEQ ID NO: 96) (nanee obo3nauaemoii kak BCY7611);

Ac-(SEQ ID NO: 97) (nanee obo3nauaemoii kak BCY7612);

Ac-(SEQ ID NO: 98) (nanee obo3nauaemoii kak BCY7613);

Ac-(SEQ ID NO: 99) (nanee obo3nauaemoii kak BCY7614);

Ac-(SEQ ID NO: 100) (nanee oboznagaemoii kak BCY7615);

Ac-(SEQ ID NO: 101) (nanee obo3nagaemoii kak BCY7618);

Ac-(SEQ ID NO: 102) (nanee oboznagaemoii kak BCY7620);

Ac-(SEQ ID NO: 111) (nanee oboznagaemoii kak BCY7663);

Ac-(SEQ ID NO: 112) (nanee oboznagaemoii kak BCY7664);

Ac-(SEQ ID NO: 113) (nanee oboznauaemoii kak BCY7667);

Ac-(SEQ ID NO: 114) (nanee oboznauaemoii kak BCY7668);

Ac-(SEQ ID NO: 115) (nanee oboznauaemoii kak BCY7765);

(SEQ ID NO: 115) (nanee oboznauaemoii kak BCY7793);

(MeO-dPEG12)(SEQ ID NO: 115) (nanee obo3nauaemoii kak BCY8087),

(Kapboxkcugayopecueun )(SEQ ID NO: 115) (nanee obo3nagaemotii kak BCY8208);

(PEG3)(PEG3)(SEQ ID NO: 115) (nanee obo3Hauaemoii kak BCY7815);

(MeO-dPEG12)(PEG3)(PEG3)(SEQ ID NO: 115) (nanee obo3nauyaemoii kak BCY8094),

Ac-DDD-(SEQ ID NO: 115) (nanee obo3nagaemotii kak BCY8028);

Ac-[dD][dD][dD]-(SEQ ID NO: 115) (nanee obo3nauyaemoii kak BCY8029),

[B-Ala][Sar10]-(SEQ ID NO: 115) (nanee obo3nauaemoii kak BCY7814);

Ac-(SEQ ID NO: 116) (nanee oboznagaemotii kak BCY7816);

Ac-(SEQ ID NO: 116) (MeO-dPEG12), cesizanHol ¢ D-Lys6 (nanee o0o3HauaeMoil Kak
BCY8084),

Ac-(SEQ ID NO: 117) (nanee oboznagaemotii kak BCY7817);

Ac-(SEQ ID NO: 118) (nanee oboznauaemoii kak BCY7818;

Ac-(SEQ ID NO: 118) (MeO-dPEG12), cesizannoti ¢ Pro(4NH)1 (manee obo3Hadaemoi
kax BCY8086);

Ac-(SEQ ID NO: 119) (nanee oboznauaemoii kak BCY7819;

Ac-(SEQ ID NO: 119) (MeO-dPEG12), ceszanHoi ¢ LysS (manee obo3HauaemMoil Kak
BCY8088);

Ac-(SEQ ID NO: 120) (nanee oboznauaemoii kak BCY7820;
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Ac-(SEQ ID NO: 120) (MeO-dPEG12), cesizanHoii ¢ D-Lys3 (nanee obo3HauaeMoit Kak
BCY8089);

Ac-(SEQ ID NO: 121) (nanee oboznagaemotii kak BCY7821);

Ac-(SEQ ID NO: 121) (MeO-dPEG12), ceszanHoi ¢ Lys4 (manee obo3HauaemMoil Kak
BCY8090);

Ac-(SEQ ID NO: 122) (nanee oboznauaemoii kak BCY7822);

Ac-(SEQ ID NO: 122) (MeO-dPEGI12), ceszanHoi ¢ Lys6 (manmee obo3HauaemMoil Kak
BCY8091);

Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac-(SEQ ID NO:
Ac-(SEQ ID NO:
Ac-(SEQ ID NO:
Ac-(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:

123) (manee obo3Hauaemoii kak BCY7876);
124) (nanee oboznauaemoii kak BCY7877);

2

125) (nanee oboznauaemoii kak BCY7879);

2

126) (nanee oboznayaemoii kak BCY7881);

2

127) (nanee obo3Hauaemoii kak BCY7883);
128) (nanee obo3nauaemoii kak BCY7884);
129) (nanee obo3nauaemoii kak BCY7886);
130) (nanee ob6o3nauaemoii kak BCY7887);
131) (nanee obo3Hauaemoit kak BCY7889);
132) (nanee obo3Hauaemoit kak BCY7890);
133) (nanee obo3Hauaemoit kak BCY7891);
134) (nanee obozHauaemoii kak BCY7892);

>

135) (nanee obo3Hauaemoii kak BCY7894);

b

136) (nanee obo3nauyaemoii kak BCY7895);

b

137) (nanee obo3nauaemoii kak BCY 7896);

b

138) (nanee obo3nauyaemoii kak BCY7897);

2

139) (nanee obo3nauyaemoii kak BCY7902);

2

140) (nanee obozHauaemoii kak BCY7903);

2

141) (nanee obozHauaemoii kak BCY7904);

2

142) (nanee oboznauaemoii kak BCY7906);

2

143) (nanee obozHauaemoii kak BCY7907);,
144) (nanee obozHauaemoii kak BCY7908);
145) (nanee obozHauaemoii kak BCY7911);
146) (nanee obozHauaemoii kak BCY7912);
147) (nanee obozHauaemoii kak BCY7913);
148) (nanee obosnauaemoii kak BCY7914);
149) (nanee obozHauaemoii kak BCY7915);
150) (nanee obozHauaemoii kak BCY7916);
151) (nanee obosnauaemoii kak BCY7973);
152) (nanee obozHauaemoii kak BCY7979);
155) (nanee obozHauaemoii kak BCY8030);

156) (nanee obozHauaemoii kak BCY8031);
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Ac-(SEQ ID NO: 157) (nanee oboznagaemotii kak BCY8032);

Ac-(SEQ ID NO: 158) (nanee oboznagaemotii kak BCY8036);

Ac-(SEQ ID NO: 159) (nanee oboznagaemotii kak BCY8037);

Ac-(SEQ ID NO: 160) (nanee oboznauaemoii kak BCY8038);

Ac-(SEQ ID NO: 161) (nanee oboznauaemoii kak BCY8039);

Ac-(SEQ ID NO: 162) (nanee oboznauaemoii kak BCY8040);

Ac-(SEQ ID NO: 163) (nanee oboznauaemoii kak BCY8041);

Ac-(SEQ ID NO: 164) (nanee oboznauaemoii kak BCY8042);

Ac-(SEQ ID NO: 165) (nanee oboznauaemoii kak BCY8042);

Ac-(SEQ ID NO: 166) (nanee oboznauaemoii kak BCY8085);
Ac-[B-Ala][Sar;5]-(SEQ ID NO: 167) (nanee oboznauaemoii kak BCY8120);
Ac-(SEQ ID NO: 167) (nanee oboznauaemoii kak BCY8124);
Ac-[B-Ala][Sars]-(SEQ ID NO: 168) (nanee oboznauaemoii kak BCY8121);
Ac-(SEQ ID NO: 168) (nanee oboznagaemoii kak BCY8125);
Ac-[B-Ala][Sars]-(SEQ ID NO: 169) (nanee o6o3nagaemoii kak BCY8122);
Ac-(SEQ ID NO: 169) (nanee oboznauaemoii kak BCY8126);

(SEQ ID NO: 169) (nanee obo3nauaemoii kak BCY8116);
dnyopecuens-(SEQ ID NO: 169) (nanee obo3nauaemotii kak BCY8205),
[B-Ala][Sar10]-(SEQ ID NO: 169) (nanee obo3Hauaemoii kak BCY8234);
[PYA][B-Ala][Sar10]-(SEQ ID NO: 169) (nanee obo3nauaemoii kak BCY8846);
Ac-[B-Ala][Sars]-(SEQ ID NO: 170) (nanee oboznauaemoii kaxk BCY8123);
Ac-(SEQ ID NO: 170) (nanee oboznauaemoii kak BCY8127);

(SEQ ID NO: 170) (nanee oboznauaemoii kak BCY8206);

Ac-(SEQ ID NO: 171) (nanee oboznauaemoii kak BCY8128);

(SEQ ID NO: 171) (nanee oboznauaemoii kak BCY8207);
[B-Ala][Sar10]-(SEQ ID NO: 171) (nanee obo3Hauaemoii kak BCY8232);
Ac-(SEQ ID NO: 172) (nanee oboznauaemoii kak BCY8129);

Ac-(SEQ ID NO: 173) (nanee oboznauaemoii kak BCY8153);

Ac-(SEQ ID NO: 174) (nanee oboznauaemoii kak BCY8154);

Ac-(SEQ ID NO: 175) (nanee oboznagaemotii kak BCY8157);

Ac-(SEQ ID NO: 176) (nanee oboznagaemoii kak BCY8158);

Ac-(SEQ ID NO: 177) (nanee oboznagaemotii kak BCY8161);
Ac-[B-Ala][Sar10]-(SEQ ID NO: 177) (nanee obo3nauaemoii kak BCY8278),
Ac-(SEQ ID NO: 178) (nanee oboznauaemotii kak BCY8162);
Ac-[B-Ala][Sar10]-(SEQ ID NO: 178) (nanee obo3nauaemoii kak BCY8277),
Ac-(SEQ ID NO: 179) (nanee oboznauaemotii kak BCY8163);
Ac-[B-Ala][Sar10]-(SEQ ID NO: 179) (nanee obo3nauaemoii kak BCY8276),
[B-Ala][Sar10]-(SEQ ID NO: 179) (nanee obo3nauaemoii kak BCY8269);
Ac-(SEQ ID NO: 180) (nanee oboznagaemotii kak BCY8174);

Ac-(SEQ ID NO: 181) (nanee oboznagaemotii kak BCY8175);
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Ac-(SEQ ID NO: 182) (nanee oboznagaemotii kak BCY8176);

Ac-(SEQ ID NO: 183) (nanee oboznagaemotii kak BCY8177);

Ac-(SEQ ID NO: 184) (nanee oboznagaemoii kak BCY8178);

Ac-(SEQ ID NO: 185) (nanee oboznauaemoii kak BCY8180);

Ac-(SEQ ID NO: 186) (nanee oboznauaemoii kak BCY8181);

Ac-(SEQ ID NO: 187) (nanee oboznauaemoii kak BCY8182);

Ac-(SEQ ID NO: 188) (nanee oboznauaemoii kak BCY8183);

Ac-(SEQ ID NO: 189) (nanee oboznauaemoii kak BCY8184);

[B-Ala][Sar10]-(SEQ ID NO: 189) (nanee oboznauaemoii kak BCY8235);

Ac-(SEQ ID NO: 190) (nanee oboznauaemoii kak BCY8185);

Ac-(SEQ ID NO: 191) (nanee oboznauaemoii kak BCY8186);

Ac-(SEQ ID NO: 192) (nanee oboznauaemoii kak BCY8187);

Ac-(SEQ ID NO: 193) (nanee oboznauaemoii kak BCY8188);

Ac-(SEQ ID NO: 194) (nanee o6o3nagaemoii kak BCY8189);

Ac-(SEQ ID NO: 195) (nanee o6o3nagaemoii kaxk BCY8191);

Ac-(SEQ ID NO: 196) (nanee oboznauaemoii kaxk BCY8192);

Ac-(SEQ ID NO: 197) (nanee o6oznauaemoii kak BCY8193);

Ac-(SEQ ID NO: 198) (nanee oboznagaemoii kak BCY8194);

Ac-(SEQ ID NO: 199) (nanee oboznauaemoii kak BCY8211);

Ac-(SEQ ID NO: 200) (nanee oboznauaemoii kak BCY8212);

Ac-(SEQ ID NO: 201) (nanee oboznauaemoii kak BCY8213);

Ac-(SEQ ID NO: 202) (nanee oboznauaemoii kak BCY8214);

[B-Ala][Sar10]-(SEQ ID NO: 202) (nanee obo3Hauaemoii kak BCY8231);

Ac-(SEQ ID NO: 203) (nanee oboznauaemoii kak BCY8215);

Ac-[B-Ala][Sar10]-(SEQ ID NO: 208) (nanee obo3nauaemoii kak BCY8279),

Ac-[B-Ala][Sar10]-(SEQ ID NO: 209) (nanee obo3na4aemoii kak BCY8280);

[B-Ala][Sar10]-(SEQ ID NO: 209) (nanee obo3Hauaemoii kak BCY8273);

Ac-[B-Ala][Sar10]-(SEQ ID NO: 210) (nanee obo3nauaemoii kak BCY8281);

Ac-(SEQ ID NO: 211) (nanee oboznagaemoii kak BCY8831);

[B-Ala][Sar10]-(SEQ ID NO: 212) (nanee obo3nauaemoii kak BCY8238);

(SEQ ID NO: 215) (nanee oboznauaemoii kak BCY11415);

[PYA][B-Ala][Sar10]-(SEQ ID NO: 215) (nanee obo3nagaemoii kak BCY11942); u

(SEQ ID NO: 216) (nanee oboznauaemoii kak BCY11414).

B crmemyrommem  BapuaHTE — OCYIIECTBJIEHHsI  MENTHAHBIA  JIMTAHA  COMEPIKUT
AMHUHOKHUCJIOTHY O TIOCJIEA0BATENIbHOCTD, BHIOPAHHY O H3!

A-(SEQ ID NO: 1)-TNK (nanee o6o3naqaemoii kak 80-09-02-T01-NOO1 wyu BCY3385);

Ac-(SEQ ID NO: 1) (nanee oboznagaemoii kak 80-09-02-N008 uyu BCY7390);

Ac-(SEQID NO: 1)-TNK (nanee oboznagaemoii kak 80-09-02-TO1-NO11 uyu BCY7391);

[Ac]QKW-(SEQ ID NO: 34) (nanee obo3nagaemotii kak BCY7392);

Ac-[B-Ala][Sars]-(SEQ ID NO: 77) (nanee obo3na4qaemoii kak BCY7559);



Ac-(SEQ ID NO:
Ac-(SEQ ID NO:

34

101) (nanee obozHauaemoii kak BCY7618);
115) (nanee obozHauaemoii kak BCY7765);

(SEQ ID NO: 115) (nanee oboznauaemoii kak BCY7793);

Ac-(SEQ ID NO:
Ac-(SEQ ID NO:

155) (nanee obozHauaemoii kak BCY8030);
160) (nanee obozHauaemoii kak BCY8038);

Ac-[B-Ala][Sars]-(SEQ ID NO: 167) (nanee oboznauaemoii kak BCY8120);
Ac-[B-Ala][Sar;]-(SEQ ID NO: 168) (nanee oboznauaemoii kak BCY8121);
Ac-[B-Ala][Sar;5]-(SEQ ID NO: 169) (nanee oboznauaemoii kak BCY8122);
Ac-[B-Ala][Sar;]-(SEQ ID NO: 170) (nanee oboznauaemoii kak BCY8123);

Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac-(SEQ ID NO:
Ac-(SEQ ID NO:
Ac-(SEQ ID NO:
Ac-(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:

167) (nanee obo3Hauaemoii kak BCY8124);
168) (nanee obo3Hauaemoii kak BCY8125);
169) (nanee obo3Hauaemoii kak BCY8126);
170) (nanee obo3Hauaemoii kak BCY8127);
171) (nanee obo3nauyaemoii kak BCY8128);
172) (nanee ob6o3nauaemoii kak BCY8129);
177) (nanee ob6o3nauaemoii kak BCY8161),
178) (nanee obozHauaemoit kak BCY8162);
179) (nanee obo3Hauaemoii kak BCY8163);
187) (nanee obo3Hauaemoii kak BCY8182);
188) (nanee obo3nauaemoii kax BCY8183);
189) (nanee obo3Hauaemoii kak BCY8184);
196) (nanee obo3Hauaemoii kak BCY8192);
197) (nanee obo3Hauaemoii kak BCY8193);
198) (nanee obozHauaemoii kak BCY8194);
199) (nanee obo3Hauaemoii kak BCY8211);
200) (manee obo3Hauaemoii kak BCY8212);
201) (manee obo3Hauaemoii kak BCY8213);
202) (nanee obozHauaemoii kak BCY8214);
203) (nanee obo3Hauaemoii kak BCY8215);

Ac-[B-Ala][Sar10]-(SEQ ID NO: 179) (nanee obo3Hauaemoii kak BCY8276);
Ac-[B-Ala][Sar10]-(SEQ ID NO: 178) (nanee obo3Hauaemoii kak BCY8277);
Ac-[B-Ala][Sar10]-(SEQ ID NO: 177) (nanee obo3Hauaemoii kak BCY8278);
Ac-[B-Ala][Sar10]-(SEQ ID NO: 208) (nanee obo3Hauaemoii kak BCY8279);
Ac-[B-Ala][Sar10]-(SEQ ID NO: 209) (nanee obo3naqaemoii kak BCY8280); u
Ac-[B-Ala][Sar10]-(SEQ ID NO: 210) (nanee obo3nauaemoii kak BCY8281).

B HacTosiiem onricannu B TabJuiie 3 MpUBOASITCS JaAHHBIE, KOTOPBIE IEMOHCTPUPYIOT, YTO

MENTUHBIE JIMTAHAbI COIJIACHO 3TOMY BAPHUAHTY OCYILIECTBJIECHUIO AEMOHCTPUPOBAIM XOPOLINE
ypoBHHU (<100 HM) CBSI3BIBAaHHSI C HEKTUHOM-4 YEJOBEKa, O YE€M CBHIETEIbCTBYIOT IaHHbIE
CBSI3bIBAHUs, NOJyUEHHbIE C Hcnob3oBaHueM SPR.

B cneayromem  BapuaHTe — OCYLIECTBJICHMSI NENTUAHBIA  JIMTAHA  COIAEPIKUT
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AMHUHOKHUCJIOTHY O TIOCJIEA0BATENIbHOCTD, BHIOPAHHY O H3!

Ac-(SEQ ID NO: 155) (nanee oboznagaemotii kak BCY8030);

Ac-[B-Ala][Sar5]-(SEQ ID NO: 167) (nanee oboznauaemoii kak BCY8120);

Ac-[B-Ala][Sar;5]-(SEQ ID NO: 168) (nanee oboznauaemoii kak BCY8121);

Ac-[B-Ala][Sar;5]-(SEQ ID NO: 169) (nanee oboznauaemoii kak BCY8122);

Ac-[B-Ala][Sar5]-(SEQ ID NO: 170) (nanee oboznauaemoii kak BCY8123);

Ac-(SEQ ID NO: 167) (nanee oboznauaemoii kak BCY8124);

Ac-(SEQ ID NO: 168) (nanee oboznauaemoii kak BCY8125);

Ac-(SEQ ID NO: 169) (nanee oboznauaemoii kak BCY8126);

Ac-(SEQ ID NO: 170) (nanee oboznauaemoii kak BCY8127);

Ac-(SEQ ID NO: 171) (nanee oboznauaemoii kak BCY8128);

Ac-(SEQ ID NO: 172) (nanee oboznauaemoii kak BCY8129);

Ac-(SEQ ID NO: 177) (nanee oboznauaemoii kak BCY8161);

Ac-(SEQ ID NO: 178) (nanee oboznaqaemoii kak BCY8162);

Ac-(SEQ ID NO: 179) (nanee obo3nagaemoii kak BCY8163);

Ac-(SEQ ID NO: 187) (nanee o6o3nayaemoii kak BCY8182);

Ac-(SEQ ID NO: 188) (nanee obo3nagaemoii kak BCY8183);

Ac-(SEQ ID NO: 189) (nanee oboznagaemoii kak BCY8184);

Ac-(SEQ ID NO: 196) (nanee oboznauaemoii kak BCY8192);

Ac-(SEQ ID NO: 197) (nanee oboznauaemoii kak BCY8193);

Ac-(SEQ ID NO: 198) (nanee oboznauaemoii kak BCY8194);

Ac-(SEQ ID NO: 199) (nanee oboznauaemoii kak BCY8211);

Ac-(SEQ ID NO: 200) (nanee oboznagaemoii kak BCY8212);

Ac-(SEQ ID NO: 201) (nanee oboznauaemoii kak BCY8213);

Ac-(SEQ ID NO: 202) (nanee oboznauaemoii kak BCY8214);

Ac-(SEQ ID NO: 203) (nanee oboznauaemoii kak BCY8215);

Ac-[B-Ala][Sar10]-(SEQ ID NO: 179) (nanee obo3nauaemoii kak BCY8276),

Ac-[B-Ala][Sar10]-(SEQ ID NO: 178) (nanee obo3nauaemoii kak BCY8277),

Ac-[B-Ala][Sar10]-(SEQ ID NO: 177) (nanee obo3nauaemoii kak BCY8278),

Ac-[B-Ala][Sar10]-(SEQ ID NO: 208) (nanee obo3nauaemoii kak BCY8279),

Ac-[B-Ala][Sar10]-(SEQ ID NO: 209) (nanee obo3nauqaemoii kak BCY8280); u

Ac-[B-Ala][Sar10]-(SEQ ID NO: 210) (nanee obo3naqaemoii kak BCY8281).

B Hacrosiem onucaHuy B Ta0uie 3 MPUBOIATCS JaHHBIE, KOTOPbIE IEMOHCTPUPYIOT, YTO
NENTUIHBIE JIMTAHIbI COTJIACHO 3TOMY BapHAHTY OCYIIECTBICHUIO JEMOHCTPUPOBAIN XOPOIIUE
ypoBHH (<10 HM) CBsI3bIBaHHS C HEKTHHOM-4 4YeJiOBEKa, O YeM CBHUJETEIbCTBYIOT JAHHBIC
CBSI3bIBAHUS, NIOJyUEHHbIE C HCnoab3oBaHeM SPR.

B anpTepHaTMBHOM BapHWaHTE OCYINECTBJIEHHS TENTHIHBIA JIMTAHI COMEPIKUT
AMHUHOKHUCJIOTHY O TIOCJIEI0BATENIbHOCTD, BHIOPAHHY O H3!

[B-Ala][Sars]-(SEQ ID NO: 76) (nanee obo3Hauaemoii kak BCY7556);

[B-Ala][Sar10]-(SEQ ID NO: 115) (nanee obo3nauaemoii kak BCY7814);
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[B-Ala][Sar10]-(SEQ ID NO: 169) (nanee obo3Hauaemoii kak BCY8234);

[B-Ala][Sar10]-(SEQ ID NO: 202) (nanee obo3Hauaemoii kak BCY8231);

[B-Ala][Sar10]-(SEQ ID NO: 171) (manee obo3Hauaemoii kak BCY8232);

[B-Ala][Sar10]-(SEQ ID NO: 189) (nanee obo3Hauaemoii kak BCY8235);

Ac-(SEQ ID NO: 211) (nanee oboznagaemoii kak BCY8831);

[B-Ala][Sar10]-(SEQ ID NO: 179) (nanee obo3Hauaemoii kaxk BCY8269); u

[B-Ala][Sar10]-(SEQ ID NO: 209) (nanee obo3Hauaemoii kak BCY8273).

B nacrosimem onvcanny B Tabnuie 4 MpUBOASATCS JaHHBIE, KOTOPbIE IEMOHCTPUPYIOT, UTO
NEeNTUIHbIE JINTAHABI COTJIACHO 3TOMY BApHAHTY OCYLIECTBIECHUIO JEMOHCTPHUPOBAIN XOPOILINE
ypoBaH (<100 HM) CBsI3bIBaHHSI C HEKTHMHOM-4 YEJOBEKa, O YeM CBUIECTEJIbCTBYIOT IAHHBIC
CBSI3BbIBAHUs, NIOJyUEHHBIE C UCcNoIb30oBaHueM SPR.

B cnemyromem  BapuaHTe  OCYLIECTBJIEHHMsI  NENTUAHBIA  JIUTAHA  CONEPIKUT
AMHHOKHUCJIOTHYIO TTOCJI€0BATENbHOCTD, BBIOPAHHYIO 3!

[B-Ala][Sar10]-(SEQ ID NO: 169) (nanee obo3Hauaemoii kak BCY8234);

[B-Ala][Sar10]-(SEQ ID NO: 202) (nanee obo3Hauaemoii kak BCY8231);

[B-Ala][Sar10]-(SEQ ID NO: 171) (nanee obo3Hauaemoii kak BCY8232);

[B-Ala][Sar10]-(SEQ ID NO: 189) (nanee obo3Hauaemoii kak BCY8235);

Ac-(SEQ ID NO: 211) (nanee oboznagaemoii kak BCY8831);

[B-Ala][Sar10]-(SEQ ID NO: 179) (nanee obo3Hauaemoii kak BCY8269); u

[B-Ala][Sar10]-(SEQ ID NO: 209) (nanee obo3Hauaemoii kak BCY8273).

B Hacrosiimem onucaHuu B Ta0nuLe 3 TPUBOASTCS JaHHBIE, KOTOPbIE IEMOHCTPHUPYIOT, YTO
NEeNTUIHBIE JIMTAHABI COTJIACHO 3TOMY BapHAHTY OCYLIECTBICHUIO JEMOHCTPUPOBAIN XOPOLINE
ypoBau (<10 HM) CBs3bIBaHMS C HEKTHHOM-4 4YeJOBEKAa, O YeM CBHUIETEIbCTBYIOT JAHHbBIE
CBSI3BIBAHUSA, TIOJyUEHHbBIE C UCToIb30BaHeM SPR.

Ecnu He onpeneneHo MHadve, BCe TEXHUYECKHE M HAYUYHBIC TEPMUHBI, UCIOJIb3yEMbIC B
HACTOSIIIEM ONHMCAHUH, OOJIAAIOT TEeM K€ 3HAYeHHEM, KOTOpOoe OOBIMHO IOAPa3yMEBAIOT
CHELUATHUCTBI B JAHHOW 00JIaCcTH, HAMIPUMEp, B OONACTH MENTHIHOW XHUMUHU, KYJbTHBHPOBAHUS
KJETOK M (ParoBoro nucCIuies, XUMHHM HYKJIEMHOBBIX KHCJIOT U Owoxumun. Hcmomb3yror
CTaHIAPTHBIE TEXHOJOTMU MOJIEKYJISIPHOW OHMOJNOrHH, CIOCOOBI T€HETHKH W OMOXMMHYECKHE
criocobsl (cMm. Sambrook ef al., Molecular Cloning: A Laboratory Manual, 3rd ed., 2001, Cold
Spring Harbor Laboratory Press, Cold Spring Harbor, NY; Ausubel ef a/., Short Protocols in
Molecular Biology (1999) 4™ ed., John Wiley & Sons, Inc.), KOTOpble BKJIIOUEHbI B HACTOSIIEE
OIHCAHNE B KAYECTBE CCHUIOK.

Homeunxnamypa

Hywmepanus

IIpu yka3aHUM Ha MOJIOKEHHUSI aMHUHOKHUCIIOTHBIX OCTATKOB B MENTHIAX 10 U300pETEHHIO
ocratku nucrenHa (C;, Cy m Cj) HCKIIOUEHBI M3 HYMEpAlHH, IMOCKOJIBbKY OHHU SIBJISFOTCS
WHBAPUAHTHBIMH, M, TAKUM 00pa3oM, HyMepalusi aMHHOKHUCIOTHBIX OCTATKOB B MENTHAAX IO
H300pETEHUIO SIBJISIETCS TAKOH, KaK YKa3aHO HIDKE:

Ci-P1-F2-G3-Cii-My-K5-Ng-W7-Sg-Wo-Po-111-W15-Cii (SEQ ID NO: 1).
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Jns meneii HACTOSIIErO ONMMCAHWS NPHUHUMAETCS, YTO BCE OMLIMKIMYECKUE ITETTHIbI
muKM3oBaHel ¢ momoupto  TBMB  (1,3,5-tpuc(6pommerun)denson) wmm  1,1,1"-(1,3,5-
TpuasuHaH-1,3,5-tputmn)rpunpon-2-eH-1-ona  (TATA) ¢ oOpazoBaHmeM Tpex3aMeLIeHHOM
crpyktyphl. Huknuzauus nocpeactsom TBMB u TATA npoucxogut no C;, Cy; u Cyi.

Monekysipabiii dopMar

N- nmu C-KOHIEBBIE YIJIMHEHUS] K OMIMKINYECKON HEeHTPAJIbHOH MOCIIeNOBATEIbHOCTH
no0aByieHbl C JIEBOI WM C MPABOIH CTOPOHBI OT IOCJIEAOBATENBHOCTH, OTAENEHHbIE Ae(prcoMm.
Hanpumep, N-xonmeBast xsoctoBast 4acth fAla-Sario-Ala obo3nauaeTcs cieayomum o0pa3oMm:

BAla-Sar;o-A-(SEQ ID NO: X).

HHBepTUpPOBaHHbBIE MENTUIHBIE TOCIEIOBATEIbHOCTH

C yuerom omumcanus B Nair ef al (2003) J Immunol 170(3), 1362-1373,

npeayCcMaTpuBacTCA, UTO NENTUAHBIC TOCIIEAOBATCIIbHOCTH, ONNTMCAHHBIC B HACTOALLIEM OINMNMCAHUH,

Tak)ke MOTYT OBbITh TNPUMEHUMBIMH B UX PETPO-HHBEPTHUpOBaHHOU Qopme. Hampumep,
MOCJIeIOBATEILHOCTD MepeBopaunBaetcs (T.e. N-koHel craHOBUTCST C-KOHILIOM U Ha000pOT) U MX
CTEepEeOXUMHUsI aHAJIOTUYHO Takke mepeBopaunBaeTcs (T.e. D-aMuHOKUCIOTHI craHOBsiTCs L-
AMHHOKHCJIOTAMH U HA000pOT).

Ilenmuonsie ruzanowt

IlenTuaHelli TUraHn, Kak yKa3aHO B HACTOSLIEM ONMHCAHHM, OTHOCHUTCS K TENTUAY,
KOBAJICHTHO CBSI3aHHOMY C MOJIEKYJISIPHBIM KapkacoMm. Kak mpaBuiio, Takue menTHabl COAEPKUT
aBe Win 0ojiee PeakLMOHHOCIIOCOOHBIX TPy (T.€. OCTATKOB LIUCTEHMHA), KOTOPbIE CHOCOOHBI
00pa30BBIBATh KOBAJEHTHBIE CBS3U C KApKacoOM, W IMOCJIENOBATEIbHOCTb, KOTOPAsi 3aMbIKAETCS
MEXY YKa3aHHbIMH PEaKIMOHHOCIIOCOOHBIMU TIPYIIIIAMH, HA3bIBAETCS TMOCIIEN0BATEIbHOCTHIO
METJIN, TIOCKOJIbKY OHA (JOPMHpPYET METJII0, KOTAa MEeNTU CBsI3aH ¢ KapkacoM. B naHHOM ciydae,
MENTHABI COAEPIKaT MO MEHbIIEeH Mepe TPU OCTaTka HUCcTerHa (0003HAYaeMbIX B HACTOSIIEM
omucanuu kKak C;, Cy; u Cy;;), u 00pa3yroT Mo MeHbIIIeH Mepe IBe TETJIU Ha KapKace.

Ilpeumymecmea nenmuonsix 1uzanooe

OnpeneseHHble OUIUKINYECKHE TMENTHIbI MO HACTOSIIEMY H300PETEHUI0 HUMEKOT Psif
MPEUMYIIECTBEHHBIX CBOWCTB, KOTOPBIE MO3BOJISIIOT PACCMATPUBATH UX B KAYECTBE MOIXOMSIINX
nOMOOHBIX JIEKAPCTBEHHOMY CPEACTBY MOJIEKYJl [JIl WHBEKLIHUOHHOIO, WHIAJISLUOHHOTO,
IJIA3HOTO, TEePOPaJbHOrO WJIM MECTHOTO BBelIeHHUs. Takue NpeuMyINeCTBEHHbIE CBOHCTBA
BKJTFOYAOT:

- BunoBas mepekpecTHasi peaKTHMBHOCTb. JTO SIBIISIETCS TUIUYHBIM TPeOOBAHUEM TSI
JOOKJTMHUYECKOU (PapMaKOAMHAMHUKY 1 (HapMaKOKUHETUIECKON OLIEHKH;

- Y CTOMYHUBOCTD K AEHCTBUIO MPOTea3. bulMknyeckue nenTuaHbIE TUraHabl B U1€ATbHOM
ciy4ae JO/DKHBI JIEMOHCTPUPOBATh YCTOWYMBOCTH K TPOTEa3aM IUIa3Mbl, 3THUTETUATBHBIM
("3asikopeHHBIM Ha MeMOpaHe'") TpoTeas’aM, KEJNYJOYHbIM U KHIIEYHBIM MPOTEa3aM,
MOBEPXHOCTHBIM TIPOTEa3aM JIETKUX, BHYTPHUKJIETOYHBIM MpoTeazaM U T.M. CTaOWIbHOCTH K
pOTea3aM JTOJKHA COXPAHITHCS MEXKITY Pa3TMYHBIMHA BUAAMHE, YTOOBI OCHOBHbIE OMIIMKTHIECKUE
KaHIUAATBl MOKHO ObLIO pa3paboTaTh B MONEJSIX HAa KUBOTHBIX, & TAKKE€ C YBEPEHHOCTHIO

BBOJUTDH YCTIOBEKY,
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- XKenaembiii npodune pactBopumoctu. OH sBisiercss (YyHKIMEH COOTHOLICHHUS
3apSKEHHBIX M THAPOQMIBHBIX MPOTUB THAPOPOOHBIX OCTATKOB M BHYTPH/MEKMOJIEKYJISIPHOTO
oOpasoBanust H-cBsizeli, KOTOpOE SIBJISIETCS] BAJKHBIM IS LIEJIEH COCTaBJICHHUS H BCACBIBAHUS,

- OnTtuManpHOE BpeMsl TOJYXXKH3HM B IUIa3Me. B 3aBHCHMOCTH OT KIMHHYECKOTO
NOKA3aHUS U PEKUMa JIEUEHHUsI MOKET MOTPeOOBaThCs pa3padoTKa OMIIUKIMYECKOTO NeNTHAA IS
KPaTKOBPEMEHHOTO BO3JEHCTBHS B YCJIOBUSIX KOHTPOJISI OCTPOTO COCTOSIHHSI WM pa3padoTka
OMLIMKIMYECKOTr0 MeNTHAa C YCWIEHHBIM YAEpKaHHEM B KPOBOTOKE U, TakuM o00pasom,
SBJISIOLIETOCsS. ONTUMAJBHBIM ISl KOHTPOJsT Oojiee XPOHUYECKHX OOJE3HEHHBIX COCTOSIHUH.
Hpyrumu (akropamy, ONPEneSIIOIUMHI JKEIaeMOe BpeMsl MOJYXXU3HH B IUJIa3Me, SIBISIFOTCS
HEOOXOIMMOCTb B JUUINTENIbHOM MaKCHUMAaJIbHOW TepameBTU4YecKol 3((EeKTHBHOCTH NPOTHUB
COITYTCTBYIOIIEH TOKCHKOJIOTHH BCJIEICTBHE AJINTEIBHOTO BO3IEHCTBHSI CPEACTBA; U

- CenextuBHoctb. OmpeneneHHble NENTUAHBIE JIMTAHABI 1O  HU300pPETEHHUIO
JI€MOHCTPHUPYIOT BBICOKYIO CEJIEKTUBHOCTh OTHOCUTENBHO JPYTUX HEKTHHOB.

Dapmayeemuuecku npuemiemsle colu

Byner moHsTHO, 4TO cojeBble (OpMBI BXOAAT B 00BeM H300peTeHHs M yKa3aHHE Ha
HENTUIHBIE JIUTAH bl BKJIIOYAET CONeBble (POPMBI YKa3aHHBIX JINTAHIOB.

Conu 1o HacrosieMy H300PETEHHI0 MOXKHO CHHTE3HPOBATh U3 UCXOAHOTO COEITUHEHUS,
KOTOPO€ COMAEP’KUT OCHOBHYKO WJIM KHCJIOTHYI 4YacTb, OOIIENPUHSTBIMU XUMHYECKUMH
criocobamu, TAKMMH Kak criocoObl, onucannblie B Pharmaceutical Salts: Properties, Selection, and
Use, P. Heinrich Stahl (Editor), Camille G. Wermuth (Editor), ISBN: 3-90639-026-8, Hardcover,
388 pages, August 2002. Kak mpaBmiio, Takie COJU MOXKHO TMOJy4YaTh MyTeM peakuuu (hopm
CBOOOJHOW KHCJIOTHI MJIH OCHOBAHUS 3TUX COCTUHEHUN C COOTBETCTBYIOIIMM OCHOBAHUEM WIIU
KHCJIOTOH B BOZE WJIM OPIraHUYECKOM PACTBOPUTEIIE, HITH B UX CMECH.

KucnotHo-anauTHBHbIE COH (MOHO- WJIM TUCOJIH) MOTYT ObITh OOpa30oBaHbl C LTUPOKUM
IUANa3oHOM KHCJIOT, KaK HEOPraHWYeCKHX, TaK W OPTraHWYeCKUX. [Ipumeprl KHUCIOTHO-
AJTUTHBHBIX COJIEH BKJIIOYAIOT MOHO- MU TUCOJH, OOPa30BaHHBIE C KHCIOTOW, BBIOPAHHOW U3
TPyNnbl, COCTOSILUEW W3 YKCYCHOH, 2,2-AMXJIOPYKCYCHOW, aQUIMHMHOBOHM, aJIbTMHOBOM,
ackopOuHoBoM  (Hampumep, L-ackopOunHOBOI), L-acmaparnHoBO#, OeH30JICYJIb()OHOBOIM,
OeHzoltHOH, 4-aneraMunoOeH30iHOH, OyTaHoBoH, (+) kamdopHoii, kamdop-cyTbhoHOBOH, (+)-
(18)-kampop-10-cynbhoHOBOM, KaTPUHOBOH, KaIPOHOBOH, KAMPUIOBOH, KOPHUYHOM, JTMMOHHOM,
L{UKJIAMOBOH, JOJELUIICEPHOH, sTaH-1,2-11ucy b OHOBOM, 3TaHCYJIb()OHOBOM, 2-
THIPOKCHATAHCYIb)OHOBOW, MypaBbUHOH, (yMapoBOH, TrajakTapoBOH, TIe€HTHU3WHOBOW,
TJIFOKOTENITOHOBOH,  D-IJIFOKOHOBOW,  TUIFOKYPOHOBOH  (Hampumep,  D-IimroKypoHOBOI),
IJIyTAMHUHOBOH (HarpuMep, L-riyTaMHUHOBOM), 0-OKCOTJIyTapOBOH, TIIMKOJIEBOH, THIITYPOBOH,
rajoreHBOIOPOIHOMN (Hampumep, OpPOMHICTOBOIOPOIHOM, XJIOPUCTOBOAOPOIHOM,
HOOMCTOBOJOPOAHON), M30THOHOBOH, MojouHOW (Hampumep, (+)-L-momounoii, (+)-DL-
MOJIOYHOH), JTaKTOOMOHOBOM, MaJIeMHOBOMH, s004HOH, (-)-L-s01m04nHO0#, ManoHOBOH, (+)-DL-
MUHIAIBHOH, MeTaHCYJb(pOHOBOH, HadTaInH-2-CynbhOHOBOH, HadTaIHH-1,5-11CYyTBGOHOBOM,
I-runpokcu-2- Ha(pTOWHON, HUKOTHHOBOH, a30THOH, OJIEMHOBOH, OPOTOBOW, INaBEJIEBOM,

MaJbMUTHHOBOM, aMOBOH, docdopHoi, IIPOMHOHOBOM, MUPOBUHOTPAJHOMN, L-
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MUPOTJyTAMHUHOBOH,  CAUIUJIOBOH, 4-aMUHOCAJIUIMIIOBOM, Ce0allMHOBOH, CTEapHUHOBOM,
STHTAPHOM, CEpHOH, AUraJuIoBOH, (+)-L-BUHHOKAaMEHHOH, THOLIMAHOBOM, IM-TOJIYOJICYIb()OHOBOMA,
VHICLWIEHOBOH M BaJEPHAHOBOM KHCIIOT, a TAaKK€ AalWJIMPOBAHHBIX aMHUHOKHCIOT H
KaTHOHOOOMEHHBIX CMOJL.

OnHa KOHKpeTHasi Tpymma CoJed COCTOUT M3 cosiel, oOpa3oBaHHBIX M3 YKCYCHOM,
XJIOPUCTOBOAOPOAHON, HOMUCTOBOIOPONHOH, (ocHOpHOM, a30THOW, CEepHOW, JIMMOHHOM,
MOJIOYHOH, STHTAPHOH, MaJIEMHOBOM, sIOJIOYHON, H30THOHOBOH, (hyMapoBO, OEH30IICY Ib( OHOBOH,
TONyOJICYIb()OHOBOW,  CepHOM,  MeTaHCyJab(pOHOBOH  (Me3wnar),  3TaHCYJIb(POHOBOM,
Ha(TaTMHCY Ib()OHOBOM, BaJIepUAHOBOM, IPOMTUOHOBOH, Oy TAHOBOM, MaJIOHOBOM, IIFOKYPOHOBOH
U J1akTOOMOHOBOW KuCIOT. OnHONW KOHKPETHOW CONBIO sIBIsieTcss ruapoxijopun. Jpyroi
KOHKPETHOM COJIbIO SIBJISIETCS alleTar.

Ecnu coennneHue siBisieTCSl aHUOHHBIM WM UMeeT (yHKIMOHAJIBHYIO IPYIITy, KOTOpast
MoskeT ObITh aHnOHHOH (Hanmpumep, -COOH moxer npencrasisats coboit -COQO), Torna conp
MoxeT ObITh 00pa3oBaHa C OPraHUYECKUM MJIM HEOPraHWYECKUM OCHOBAaHHEM C 00pa3oBaHHEM
NOAXONALIEro KaTHoHa. IIpuMeprl MOAXOASIINX HEOPTaHUYECKUX KATHOHOB BKJIIOYAKOT, HO HE
OIpaHMYHMBAIOTCSI MMH, HOHBI IIEJNOYHBIX MeTaioB, Takue kak Li*, Na® m K*, kxaruons
I[EJIOYHO3EMEIbHBIX METAJUIOB, Takue kak Ca’" u Mg?*, u npyrue KaTHoHbI, Takue kak Al3" win
Zn*. IlpuMepbl MOXOASIUX OPraHUYECKUX KATHOHOB BKJIIOYAIOT, HO HE OIPAHUYMBAIOTCS UMY,
uoH ammonus (T.e. NHy") u 3amernennsie noHbsl ammonusi (Hanpumep, NH;R*, NH,R,*, NHR;™,
NRy"). IIpumepamu HEKOTOPBIX MOAXOASIINX 3aMEIIEHHBIX HOHOB aMMOHHUS SIBJISIFOTCSI MOHBI,
o0pa3oBaHHbIE u3: METHJIAMHHA, STUJIAMHHA, IUSTUIAMUHA, MPONHUJIAMHHA,
OULHKJIOTEKCUIAMUHA,  TPUITWIAMHHA, OyTWJIAMWHA, OSTWICHIUAMHHA, OTAHOJAMHUHA,
OUATAHOJIAMUHA, TMUIEpa3uHa, OeH3wiaMuHa, (eHWIOeH3WIaMUHA, XOJHHA, MErJyMUHA U
TPOMETaMHMHA, a TaKKe€ AaMHHOKHCIOTHI, TaKHe Kak JM3HMH U apruHuH. llpumepom
pacmpoOCTPAaHEHHOTO YeTBEPTHYHOTO HOHA aMMOHHUS siBJisieTcst N(CHj3),™.

Korna nmentunbl no n300peTeH o coaepkat GyHKUUOHATBHYK aMUHOTPYTIITY, OHU MOTYT
00pa3oBbIBATh YETBEPTHYHBIE COJM AMMOHHS, HAMPUMEp, MyTEM PEAKIUU C AJKHIUPYIOIIUM
areHTOM B COOTBETCTBHH CO CIOCOOaMHM, U3BECTHBIMH CIIELUAIUCTY B JaHHOW oOjactu. Takue
YEeTBEPTHYHBIE COSIUHEHHSI AMMOHUS BXOZSAT B 00bEM H300pETEHHS.

Moouuyuposannsie npouszeoonsie

Byner moOHSTHO, 4TO MOIU(HULMPOBAHHBIE MPOWU3BOAHBIC MENTHIHBIX JMIAHAOB, Kak
OTPENEICHO B HACTOSILEM OIHMCAHWH, BXOAAT B 0OBeM Hacrosiero usodpereHus. [Ipumepsr
TAKUX TOAXOMALINX MOIU(PULIHPOBAHHBIX IPOU3BOAHBIX BKJIIOYAIOT ONHY WM HECKOJBKO
mMonupUKaIyii, BBIOpaHHBIX U3. N-KOHIEBBIX U/ Wil C-KOHLIEBBIX MOMU(UKALIHIA, 3aMEHbI OJTHOTO
WIA HECKOJIbKUX AaMHHOKHCIIOTHBIX OCTATKOB OJHHUM WJIH HECKOJBKUMH HETPHPOIHBIMU
AMHHOKHCJIOTHBIMH OCTaTKaMU (TakOW KakK 3aMeHa OJHOTO WJIM HECKOJbKHX MOJISIPHBIX
AMHHOKHCJIOTHBIX OCTATKOB OJTHOW WJIM HECKOJIbKMMH U30CTEPUIECKIMHU HITH H303JIEKTPOHHBIMU
AMHHOKHCJIOTAMH, 3aM€Ha OIHOTO WJIM HECKOJBKHUX HETOJSIPHBIX aMUHOKHCIOTHBIX OCTATKOB
APYTUMHU HETPUPOIHBIMH H30CTEPUYECKHIMU WM  H303JIEKTPOHHBIMH  aMHUHOKHCIIOTaMH);

MPUCOCIMHEHNs] CINEUCEPHON TIPYNINbl, 3aMEHbl OJHOTO WJIH HECKOJbKHX IOJBEPKEHHBIX
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OKHCJIEHHI0 aMUHOKHCIIOTHBIX OCTATKOB OJHUM WJIM HECKOJIbKUMH YCTOHYMBBIMU K OKHUCIIEHHIO
AMUHOKHUCJIOTHBIMU OCTaTKaMH;, 3aME€Hbl OJTHOTO WJIM HECKOJbKUX aMHUHOKHCJIOTHBIX OCTaTKOB
aJlaHUHOM, 3aMEHbI OTHOTO MJIM HECKOJIBKUX OCTaTKOB L-aMMHOKHUCIIOT OJJHUM UJIM HECKOJIbKUMU
octatkamu D-amuHokucnor; N-aJKWJIUpOBaHUS OAHOM WM HECKOJBKUX aMHAHBIX CBSI3€H B
OMLIMKIIMYECKOM TENTHIHOM JIMTaH/E, 3aMEeHbl OIHOW WJIM HECKOJIbKMX TMENTHIHBIX CBsi3ed
CyppOTraTHOH CBA3BIO, MOAN(UKALNH JJIMHBI TIENTHAHOTO OCTOBA; 3aMEHBI BOJOPOAA Ha ajb(a-
yIJIEpOAE OJHOTO WJIM HECKOJIbKMX aMUHOKUCJIOTHBIX OCTATKOB APYTrOM XUMHUYECKOH IpyIIIOH,
MOIU(HUKAIMM AMUHOKUCIIOT, TaKMX KaK LUCTEHH, JIU3WMH, TJyTamaTr/acrapTaT W THPO3HH,
MOOXOASIINM aMHHOM, THOJIOM, KapOOHOBOW KHCJIOTOH M pearupyrmuMu ¢ (HEeHOIOM
peareHTaMu sl (PYHKIMOHAJIHM3ALMM YKa3aHHBIX aMHUHOKHCIIOT, ¥ BHECEHHs WJIM 3aMEHbl Ha
AMHHOKHUCJIOTBI, KOTOPbI€ BHOCST OPTOTOHAJbHBIE PEAKLMOHHO-CIIOCOOHBIE I'PYIIIbI, KOTOPBIE
NPUTOAHBI A (YHKIMOHAIN3ALUH, HAIPUMED, COAEPIKaIlNe a3UHbIE WIN AJIKHHOBbIE TPYIIIbI
AMHHOKHUCJIOTBI, KOTOpBIE IMO3BOJSIOT (PYHKLHUOHAJIH3ALMIO MTOCPEACTBOM COAEPIKAIINUX AJKUH
WJIU a3U]] YaCTE€U, COOTBETCTBEHHO.

B oxgHOM BapumaHTe OCyLIeCTBIEHHS MOAW(DHUIMPOBAHHOE NMPOU3BOJHOE BKIIOYaeT N-
KOHLEeBY n/mnu C-KOHLEBYI Moaudukauuio. B cienyromeM BapuaHTe OCYINECTBICHUS, TIe
MOAM(UIIPOBAHHOE MPOU3BOIHOE BKIIFOUAET N-KOHLEBYIO MOAHU(DHUKALNIO C MCHOJIb30BAHUEM
NOAXOASIIEH pearnpyomei ¢ aMHHO XUMUUECKON rpymiibl, 1/nin C-KOHLEBYIO MOAHDUKALIHIO C
UCIIOJIb30BAHUEM IOIXOMAIIEH pearnpyromeil ¢ kapOoKCH XUMHUYeckol rpynnsl. B crenyromem
BapHaHTE OCYLIECTBICHMs yKa3aHHas N-koHIeBas win C-KoHIeBas MOAM(DHKALNS BKIFOYAET
npucoenuHenue 3pdekTopHoit rpynmbl, BKIOYAsi, HO HE OTPAHUYHMBASICh UMH, IUTOTOKCUYECKOE
CPEICTBO, PAIUOXENATOP WK XpOMOGop.

B cnenyromem BapuaHTe OCYLIECTBICHHS MOIU(PHUIIMPOBAHHOE MPOU3BOAHOE CONEPIKUT
N-koHueByro Momudukanuro. B ciemyroineM BapuaHTE OCYIIECTBIECHHS IN-KOHIIEBast
MouduKanms BKIFOYaeT N-KOHLEBYIO alleTHIbHYIO rpymnmy. B 3ToM BapuaHTe OCyINeCTBICHUS
N-koHLIeBasi Tpymma mucrenHa (rpymnmna, oOo3Hadaemass B HacTosmeM omnucaHuu kak C)
KOIIUPYETCs] YKCYCHBIM AHTHAPUAOM WIM JAPYTUMH MOAXOMSALIMMH peareHTaMu B XOfe
NENTUIHOTO CUHTE3a, YTO NMPUBOAUT K MOJIEKYJIE, KOTOPasi SIBJISETCS aleTUIMPOBaHHON Ha N-
KOHIIE. DTOT BAPUAHT OCYIIECTBIICHUS] O0ECTIEYNBAET MPEHMYINECTBO yIAJCHUS TOTEHIIHATbHON
TOYKM PpACHO3HaBaHMs JUIsl AMMHONENTHIA3 U YCTPAHAET BO3MOXKHOCTb J€rpajaluu
OMLIMKJIMYECKOTO TEeNTUIA.

B anpTepHaTHBHOM BapuUaHTE OCYLIECTBICHHsT N-KOHLEBAsS MOMU(PUKALUS BKIIOYAET
NPUCOCIUHEHNE MOJIEKYJSIPHOM CHEWCepHON Tpymnmbl, KOTOpas oO0Jierdaer KOHBIOTALIUIO
3¢ dexTopHBIX rpymn U coxpaneHne 3¢ HEeKTUBHOCTH OUIMKITHYECKOTO MENTH/Ia B OTHOIIEHUH €r0
MULIEHH.

B cnenyromem BapHaHTe OCYLIECTBICHHS MOIU(PUIMPOBAHHOE MPOU3BOAHOE CONEPIKUT
C-xoneByro Momudukammoo. B cnenyromem BapuaHte ocymecTBieHus C-KOHLEBas
MomuQUKaIMs BKIIOYAET aMHOHYK rpynmy. B sTom Bapmante ocymectBieHus: C-KOHIEBYIO
rpynmy nuctenHa (rpymma, obo3HadaeMasi B HacTosimeM onucaHud Kak Ci;) CHHTE3UPYIOT B

KaueCTBC aMHJa B XOAEC MNENTHUAHOIO CHHTE3a, YTO MPUBOAUT K MOJICKYJIE C C-KOHLIGBI:;IM



41

aMHUIUPOBAaHMEM. OTOT BApUAHT OCYINECTBJICHUS OOECleYnBaeT NPEHMYINECTBO YIAJICHHUS
NOTEHINAJbHONH TOYKM pPACIO3HABAHM KapOOKCHIIENTHIA30d M CHIDKAeT TNOTEHUHAT K
MPOTEOIUTUUECKON AeTpagaiy ONLUKINYECKOTO MENTHA.

B onHOM BapuaHTe ocyiecTBIeHHs MOAN(PULINPOBAHHOE TPOU3BOAHOE COMEPIKHUT 3aMEHY
OJTHOTO WJIN HECKOJBKHX aMHHOKHCIOTHBIX OCTATKOB Ha OJUH WJIM HECKOJBKO HEMPUPOIHBIX
AMHHOKHCJIOTHBIX OCTaTKOB.

ANBTEPHATUBHO MOXKHO HCIIOJIb30BaTh HENPHPOJHBIE AMUHOKHCIIOTHI, HMEOIIUE
OrpaHHUYEHHbIE OOKOBbIE L€ AMHUHOKUCIIOT, TaK YTO NPOHUCXOAUT KOH(POpPMAIMIOHHOE U
IPOCTPAHCTBEHHOE NPENSATCTBOBAHKE MPOTEOJIUTHUECKOMY TUAPONU3Y OvKalined nenTuaHoN
CBsI3U. B wacTHOCTH, 5TO Kacaercss aHaJOroB IpPOJHMHA, OO0ObeMHBbIX OokoBbIX mHemnel, Ca-
IBYX3aMEIEHHbIX IPOU3BOMIHBIX (HampuUMep, AaMHHOM3OMAacisHas kucinora, Aib), u
LIUKJIOAMHHOKHUCIIOT, IIPUYEM ITPOCTBIM NTPOU3BOIHBIM SIBJISIETCS] aMUHOLIMKJIIONPONTHIIKapOOHOBAs
KUCJIOTA.

B opHOM BapmaHTe OCYIIECTBICHUS MOAUDUIMPOBAHHOE IPOM3BOAHOE BKIIKOYAET
NPUCOEANHEHUE  CNEeHCepHOM rpynnel. B criedyroomeM  BapuaHTe — OCYIIECTBIIEHHS
MOAM(UIIPOBAHHOE MPOM3BOAHOE BKJOUAET NPUCOENUHEHUE CHelcepHOW rpynmbl K N-
koHueBomy 1uctenny (C;) n/unmu C-xorueomy muctenny (Cip).

B onHOM BapuanTe ocymecTBIeH!sI MOAU(UIIPOBAHHOE IIPOU3BOIHOE CONEPIKUT 3aMEHY
OJTHOTO MJIN HECKOJIbKUX IMOJBEP>KEHHBIX OKUCIEHUI0 AMUHOKHCIIOTHBIX OCTATKOB HA OIVH WU
HECKOJIbKO YCTOMYMBBIX K OKHMCJIEHHIO aMHUHOKHCIIOTHBIX OCTaTKOB. B cienyromem BapuaHTe
OCYIIECTBJICHUs] MOAM(DHULIMPOBAHHOE MPOU3BOAHOE COAECPIKHUT 3aMEHy OCTaTKa TpunrodaHa Ha
OCTaTOK Ha(THJIAJTaHWHA WM aJlaHWHA. OTOT BApPUAHT OCYINECTBJICHUS OOeCreYrBaeT
NPEUMYLIECTBO  yJydileHuss mnpoduist ¢papMaLeBTHUECKOW CTAOMIBHOCTH IOJyYE€HHOTO
OMLIMKITMYECKOTO NMENTUAHOTO JINTAHAA.

B onHOM BapuaHTe OCyLIecTBIEHH MOAH(PHLIMPOBAHHOE MPOU3BOTHOE COAEPIKHUT 3aMEHY
OJTHOTO WJIM HECKOJbKUX 3apsUKEHHBIX aMHUHOKHCIOTHBIX OCTATKOB HAa OOUH WJIM HECKOJIbKO
ruApOopOOHBIX AMHHOKHCJIOTHBIX OCTATKOB. B  aJbTepHATHBHOM BapHaHTE OCYINECTBIICHUS
MOIU(PHUIMPOBAHHOE MPOU3BOAHOE COAEPIKUT 3aMEHY OJHOTO WJIM HECKOJBKHX TUapo(OOHBIX
AMHHOKHCJIOTHBIX OCTATKOB Ha OJWH WJIM HECKOJBKO 3aPsKEHHBIX aMHHOKHUCIIOTHBIX OCTAaTKOB.
[IpaBribHBIA OanaHC MEXAY 3apsHKCHHBIMA M TUAPO(GOOHBIMH OCTaTKAMHU SIBJISIETCSI BAKHOM
XapAaKTEPUCTUKOW  OWIMKJINYECKHX NeNTUAHBIX JurasaoB. Hampumep, ruapodoOHbIe
AMHUHOKHCJIOTHBIE OCTaTKH BJIHMSIOT HA CTETIEHb CBSA3bIBAHMS O€IKaMH TUIA3MBbl, H, TAKUM 00pa3oM,
HA KOHLIEHTPALMIO CBOOOMHOHM NMOCTYMHOH (ppakuuu B miia3Mme, B TO BpeMsl KakK 3apsDKEHHbBIE
AMHUHOKHUCJIOTHBIE OCTATKH (B YACTHOCTH, APTMHUH) MOTYT BJIUSITh HA B3AaMMOACHCTBUE NENTHIA C
dbochomunmunabIMH MeMOpaHaAMH Ha TIOBEPXHOCTSX KieTOK. KoMmMOWHAamus 3THUX IBYX THUIIOB
MOKET BJHATb Ha BpeMs TMOJYXXH3HH, OOBEM pacHpeneNeHHss W SKCIO3ULHI0 MENTHIHOTO
JIEKApCTBEHHOTO CPENCTBA, U MOXET ObITh MOAU(HUIIMPOBAHA B 3aBUCUMOCTH OT KJIMHHYECKOTO
KOHEYHOTo pe3yibrata. Kpome Toro, npaBuibHOE KOMOMHHPOBAHUE U KOJUYECTBO 3aPSKEHHBIX
npoTHB TUAPO(HOOHBIX aMHHOKHCIIOTHBIX OCTATKOB MOXKET CHIDKATh pasfpakeHne B 00JacTu

HUHBCKINH (eCJ'II/I NENTUAHOE JICKAPCTBEHHOC CPEACTBO BBOAAT HO)IKO)KHO).
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B onHOM BapuanTe ocyiecTBICHHUs] MOAUGULIPOBAHHOE IPOU3BOIHOE CONEPIKUT 3aMEHY
OHOTO WJIM HECKOJBbKHX OCTATKOB L-aMHMHOKMCJIOT Ha OAMH HWJIM HECKOJbKO OCTaTKOB D-
aMHHOKHCIIOT. [lomararoT, 4TO 3TOT BapUAHT OCYIUECTBJICHUS YBEJIUYUT MPOTEOJUTUYECKYIO
CTaOMJIBHOCTD MOCPECTBOM MPOCTPAHCTBEHHOIO MPEMSITCTBOBAHHS M BCICACTBUE CKIOHHOCTH
D-amunoKuCTOT K cTabmnmm3zaunu koHpopmanmii B-usrundos (Tugyi ef al (2005) PNAS, 102(2),
413-418).

B opHOM BapuaHTe OCYIIECTBICHUS MOAU(DHUIMPOBAHHOE MPOM3BOAHOE BKIIFOYAET
ylajeHHue KaKUX-JHOO aMHUHOKHCIIOTHBIX OCTATKOB M 3aMEHy Ha allaHUH. OJTOT BapUaHT
OCYLIECTBJIEHUs O0eCleunBaeT NPEUMYLIECTBO YCTPAHEHHUs] MOTEHLHUAIBHOTO Yy4acTKa(OB)
MPOTEONUTUYECKON aTaKHU.

Crnenyer OTMETUTb, YTO KaKAas M3 BBIIICYTNOMSIHYTHIX MOAMU(DUKALMKA CIyXKHUT JUIs
HaMepeHHOro mnoBbleHust 3¢dexkTuBHOCTM wnnamM  crabunbHOCTH mnenTtuaa. JlanmbHelee
NOBbILIeHHE 3P (PEKTUBHOCTH HA OCHOBE MOAMGPUKALMN MOXKET OBITh JOCTHTHYTO MOCPEICTBOM
CJIEAYFOIUX MEXaHU3MOB!

- Bxmouenne ruppooOHBIX wYacTeil, KOTOpble HMET THAPOPOOHBIH >PdekT u
obecrieunBaroT Oo0JIee HI3KKUE KOHCTAHTBI CKOPOCTH JUCCOLHALINH, TaK YTOOBI JOCTHUranach Oosee
BbICOKast apPUHHOCTB;

- BxuroueHmne 3apspKeHHBIX TPYMI, KOTOPbIE OCYINECTBISIIOT MOHHBIE B3aUMOAEHCTBHS
JajbHEro AEHCTBUS, UYTO MPUBOAUT K Ooyiee OBICTPBIM KOHCTAHTaM CKOPOCTH aCCOLMALINU M K
6osee Bbicokoit addunHOCTH (CcM., Harpumep, Schreiber et al, Rapid, electrostatically assisted
association of proteins (1996), Nature Struct. Biol. 3, 427-31); u

- BkirodyeHue IOMOJHUTENHHOTO OrpaHUuYEHHs B TENTH, HANPUMEpP, MOCPENCTBOM
HaJIeXKAIIero OrpaHuYeHusi OOKOBBIX IIereil aMHHOKHCJIOT, TaK YTO CHIDKEHHE SHTPOIMUH
SIBJISIETCS] MUHHUMAJIbHBIM TIPH CBSI3bIBAHHH MHILIEHHU, OTPAaHHUYEHHsI TOPCHOHHBIX YIJIOB OCHOBHOM
LeNy, TaK YTO CHIDKEHHWE SHTPOIHH SIBJISIETCS MHUHHUMAJbHBIM TPH CBSI3bIBAHHM MHIIEHH, H
BHECEHHsI JOTOHUTEbHBIX LIUKIU3ALUIA B MOJIEKYJTY TI0 HICHTHYHBIM MPUIHHAM.

(mnnst o630pa cm. Gentilucci ef al, Curr. Pharmaceutical Design, (2010), 16, 3185-203, u
Nestor ef al, Curr. Medicinal Chem (2009), 16, 4399-418).

H3omonnvie sapuanmoi

Hacrosiimee wu300peTeHre OTHOCUTCS KO BCeM (papMaLeBTHYECKH TMPHEMIIEMbIM
(pamMo)M30TOMHO MEYEHHBIM MENTHIHBIM JIMFAaHIaM M0 U300PETEHHUIO, T1€ OJUH WU HECKOJIBKO
aTOMOB 3aMEHEHbl aTOMaMH, UMEIOLIMMH TO K€ aTOMHOE YHCJIO, HO aTOMHYIO Maccy WIH
MacCOBOE YHCJIO, OTJMYHbIE OT aTOMHOW MAacChl WM MAacCOBOIO HHCJA, BCTPEUAIOLIUXCS B
NpUpOne, W K TMENTHAHBIM JIUTAaHAaM M0 H300pPETeHHI0, K KOTOPBIM MPUCOSIUHEHbI METasll-
XeNaTHPYoIue Trpynmbl (HasbiBaeMble "53¢ (GeKTOpHBIMU"), KOTOpPbIE CIIOCOOHBI YyIEP’KUBATh
COOTBETCTBYIOLIME (Pagvo)U30TOMNbl, W K TMENTHIHBIM JIMFAHAAM MO HW300pETeHUIo, TI7e
omnpezesieHHble (DYHKLUUOHAIbHbIE TPYMIbl KOBAJEHTHO 3aMEHEHbl COOTBETCTBYIOIIUMH
(panno)M30TONaMHU HITH U30TOMHO MEUEHHBIMU ()Y HKIIOHAJIbHBIMHU TPy IIAMH.

ITpuMepbl HW30TOMOB, NPUTOAHBIX [JJisi BKIKOUEHHS B TENTHIHbIC JIMTAHIBI IO

M300peTeHNI0, BKIIFOUAOT U30TOIBI Bogopoxa, Takue kak “H (D) u *H (T), yriepona, Takue Kak
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1C, BC u 1*C, xn0pa, Takue kak *°Cl, ¢pTopa, Takue kax '8F, fiona, Takue kak 12’I, 1231 u 311, asora,
takue kak PN u N, kucnopona, takue kak 0, 170 u 1¥0, pocdopa, Takue kak 2P, cepbl, Takue
kak 3°S, menm, takue kak ®*Cu, rammus, takue kak ©’Ga wimm %Ga, urrpus, Takue kak °Y, u
JroTelwst, Takue Kak ’Lu, u BUCMyTa, Takue Kak 2’Bi.

OmnpeneneHHble U30TOMTHO MEYEHHbBIE MENTHIHBIE JIMTAH/IbI TI0 H300PETEHHIO, HATIPUMED,
NENTUIHBIE JINTAHIbL, BKIOYAIOIIHE PAIUOAKTHBHBIN M30TOM, SIBISIFOTCS MPUTOTHBIMH B
UCCIIENOBAHUSX paCTpeneNieHHsl JIEKAPCTBEHHBIX CPEACTB W/HIIKH CyOCTPATOB B TKAHIX U IS
KJIMHUYECKOW OIIEHH HaJW4Yusi W/WIH OTCYTCTBHMSI MHIIEHH HEKTHHA-4 Ha MOPaKEHHBIX
3abosieBaHreM TKaHsX. [IenTUIHbIE TUraHIbI TI0 H300PETEHUIO, KPOME TOTO, MOTYT UMETD [IEHHBIE
IMACHOCTHYECKHE CBOMCTBA, TIOCKOJIbKY HMX MOYKHO HCIIONB30BaTh JJIsl JETEKIUH HIIH
uneHTuUKAIMA  00pa3oOBaHMS KOMIUIEKCA MEKIYy MEYEHbIM COEIWHEHHEM | JIPyTUMH
MOJIEKY IaMH, TIENTHAAMH, OekaMu, (epMEHTaMH WITH perenTopamMu. B crocobax neTeKmMu Win
UIeHTU(DHUKAIIMHA MOTYT HUCIIONIB30BATHCSI COEAMHEHHS, KOTOPbIE MEUEHBI Ar€HTAMH JIJISi MEYEHHSI,
TAaKUMHM KaK pPaJauoOM30TOINbI, (epMEHThI, (IIyOpECEHTHbIE BEIECTBA, JIFOMUHECLIIEHTHBIE
BelleCTBa (HAMpUMep, JIOMHHOJN, [POM3BOAHBIE JIFOMHHOJA, JHOLUU(PEPUH, OSKBOPUH |
momdepasza) u T.1. OCOOSHHO MPUTOIHBIMU JJIsI STOU LEJH SIBJISTIOTCS] pAAHMOAKTHBHBIE U30TOIIBI
tputuii, T.€. *H (T), u yrnepona-14, t.e. *C, BBUAY MX MPOCTOTHI BKJIIOYEHHUS M JOCTYITHbIX
CPEACTB IETEKLINH.

3ameHa Ha Oojiee TshKelble M30TOIIbI, TakKe Kak neitepuii, T.e. 2H (D), MmoxeT obecneynTh
OTpENENIEHHbIE TEPANIEBTHYECKUE TPEUMYIIECTBA B pe3yJibTaTe OObInei MeTaboIMYecKoi
CTaOMIBHOCTH, HAIPUMED, YBEIMYEHHOrO BPEMEHH IONYKU3HU (R VIVO WM CHUXKEHUS
TpeOyeMBIX JTO3UPOBOK, U, TAKUM O0Pa3OM, OHA MOKET ObITh MPEANOYTUTENBHON B HEKOTOPBIX
00CTOSITENNbCTBAX.

3aMeHa Ha MO3UTPOHHO-aKTUBHBIE U30TONLI, Takke kKak ''C, 18F, 150 u BN, moxer ObITh
MOJIE3HOW B MCCIIEZIOBAHUSIX C HCIOJIb30BAHHUEM MO3HTPOHHO-3MHCCHOHOU ToMorpaduu (PET)
IUISL M3y YEHHsI 3aHSITOCTH MULIEHH.

H30TONHO MEUYEHHbIE COEMUHEHHs TMENTHIHBIX JIMTAHIOB MO HM300PETEHHIO, TIIAaBHBIM
00pa3oM, MOKHO IOJIy4aTh OOIIENPUHATHIMU CIIOCOOaMH, U3BECTHBIMU CIIEMAIMCTaM B JIaHHOM
00JIaCTH, WJIHA MTOCPENCTBOM MPOLECCOB, aHAJIOTHYHBIX MPOLIECCAM, OMUCAHHBIM B MPHJIaraeéMbIX
NpUMepax, ¢ UCIOIb30BAHUEM MOAXOAIIETO H30TOITHO MEUEHHOTO PEAreHTa BMECTO HEMEUEHOTO
peareHTa, UCIOJIb3yEMOr0O PaHee.

Moanexyaspustit kapkac

B omHOM BapHaHTe OCYIIECTBIEHUS MOJIEKYJISIPHBIN KapKac CONEPKUT HEAPOMATUIECK U
MOJIEKYJIIPHBIM ~ Kapkac. YNOMHHAHHE B HACTOSIIEM ONMCAHWH "HEAPOMATHYECKOIO
MOJIEKY JIIPHOTO Kapkaca" OTHOCHTCS K JIFOOOMY MOJIEKYJISIPHOMY KapKacy, Kak ONpeNeNieHO B
HACTOSIIIIEM ONMCAHWH, KOTOPBIA HE CONEPKUT apOMaTHUYECKYI (T.€. HEHACHIIEHHYIO)
KapOOIMKJINIECKYIO HITH FETEPOLMKITHYECKYHO KOJIBLIEBYIO CHCTEMY .

IMogxonsiue MpUMepbl HEAPOMATHUYECKHI MOJIEKYJISIPHBIX KapKaCOB ONMCaHbI B Heinis et
al (2014) Angewandlte Chemie, International Edition 53(6) 1602-1606.

Kak ormeuanoce B BBINICYKA3aHHBIX JOKYMECHTAx, MO.]'IGKy.]'ISIprIfI KapkaC MOXKET
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NPEACTABIATh COOOH HHU3KOMOJEKYJISIPHOE COCOUHEHHE, TaKoe KaK HH3KOMOJIEKYJSIPHOE
OpPTaHUYECKOE COeTUHEHHE.

B onmHOM BapmaHTe OCYIIECTBJICHHUSI MOJIEKYJISIPHBIN KapKac MOXKET MPEACTaBIATb COOOM
MaKkpOMOJIeKyJly. B OmHOM BapHwaHTe OCYLIECTBIECHHS MOJIEKYJISIPHBIM KapKac MPEACTaBIISIET
€000 MaKpOMOJIEKYJTy, COCTOSIIYIO M3 AMUHOKHCIIOT, HYKJIEOTHOB WIJIH YTJIEBOIOB.

B omHOM  BapmaHTe  OCYLIECTBIEHHMsS  MOJEKYJSIPHBIM  Kapkac  CONEPIKUT
PEaKIMOHHOCTIOCOOHBIE TPYIINBL, KOTOpPbIE CIOCOOHBI pearupoBarb € (YHKIHOHAJIBHON
rpynmoi(amu) NOJHUIENTHIA, 00pa3yst KOBAJEHTHBIE CBSI3H.

MonexyIspHbIH KapKac MOXET COAepKaTb XUMHUYECKHE TIPYMIbL, KOTOpPble O0pa3yroT
CBSI3b C NENTHUAOM, TaKWe€ KaK aMHUHBI, THOJbI, CIHMPTHI, KETOHbI, aJbAETHIbL, HHUTPHIIBL,
KapOOHOBBIE KUCJIOTHI, CIOXHBIE 3(HUPHI, aJIKEHBI, AIKUHBI, a3HU/bl, AHTUIPHUbI, CYKLIUHUMHUIBL,
MaJIEMHUMMUIbI, ATKAITAJIOT€HUIbI U AlMJIraJOreHUIbL.

IIpumepom of-HeHaACHIIEHHOTO KapOOHUJICOAepsKaliero coenuHenus sipisiercss 1,1',1"-
(1,3,5-rpuasunan-1,3,5-rpurmn)punpon-2-eH-1-ou (TATA) (Angewandte Chemie, International
Edition (2014), 53(6), 1602-1606).

Spexmopnsie u pynkyuonaivnsvie zpynnot

B cooTBercTBUM CO CIEAYIOIUM aCIEKTOM H300PETeHNUs IPeayCMaTPUBAETCSI KOHBIOTAT
JIEKapCTBEHHOT'O CPEACTBA, COAEP KALIMM MENTUAHBIN JIMTaHM, KaK OINpPENeNeHO B HACTOSLIEM
ONMCAHWY, KOHBIOTUPOBAHHBIH C OJHOW WM HECKONbKUMU 3(pdexkropHbIMH  W/WiH
(yHKLMOHAIBHBIMH TPYIIIIAMH.

D¢ dexropHbie W/unu GyHKIMOHATBHBIE TPy Bl MOTYT OBITH IPUCOEAMHEHBI, HATPUMED,
K N- w/umu C-KOHIIAaM MOJIMIIENTHAA, K AMUHOKHCIIOTE B TIOJHIIENITHAE WIA K MOJIEKYJIIPHOMY
KapKacy.

Monxonsimue 3¢ ¢ekTopHbIe TPYIIBI BKIKYAT aHTUTENIA U UX YaCTH WU (hparMeHThl.
Hanpumep, s¢dexropHast rpynmna MOXKET BKJIIOUATh KOHCTAaHTHYHO oOjacTe jerkoit nernu (CL)
antutena, nomeH CH1 Tsokenoii nenu antutena, nomeH CH2 Tsokesnol nienu aHTUTENa, TOMEH
CH3 Ttspkenoil nenu aHTHTENa WM JIIOOYI0 MX KOMOWHAIMIO, B JIOTIOJIHEHHE K OJHOMY WIIH
HECKOJIbKUM JIOMEHaM KOHCTaHTHOH oOjactu. DddexTopHas rpymnma Takke MOXKET COIAep:KaTh
HIAPHUPHYIO 00JIACTh aHTHUTENA (TaKyH Kak 00acTh, OOBIMHO HAXOMASINASICS MEXIY JOMEHAMU
CH1 u CH2 monekys IgG).

B cnenyromem BapuaHTe OCYIIECTBIEHHsI 3TOrO acmekra u3o0pereHust 3¢¢exTopHast
IpyIIia B COOTBETCTBHH C HACTOSLINM H300peTeHHEM MpeacTaBisieT coboi Fc-o0macTe MoeKy bl
IgG. IlpeumymecTBeHHO, KOHCTPYKUMs TNENTHAHBIA JauraHn-3¢gdexkropHas rpymma B
COOTBETCTBUH C HACTOSIIIUM H300PETEHHEM COAEPIKHUT MM COCTOUT U3 CIIUTOH KOHCTPYKLHH
NeNTUAHBIN JTurana-Fc, nMeromei BpemMs oy Ku3HH tB, cocTaBisroIiee CyTKUA WK Oosee, 1Boe
CyTOK miu Oojiee, 3 cyTok win Ooiee, 4 cyTok wiu Oojee, 5 cyTok win 6ojiee, 6 CyTOK Uitk Ooee
wi 7 cytok win Oonee. Hanbonee npenmyInecTBeHHO, MENTUAHBIA JIUTAaHI B COOTBETCTBUU C
HACTOSIIIUM U300PETEHNEM CONEPKUT HIIM COCTOUT U3 CIUTON KOHCTPYKLWH MENTHIHBIN JINTAH/-
Fc, nMmeromeit Bpemst Moy KU3HH, COCTABIISIIOINEE CYTKH HIIH OoJiee.

QDyHKUMOHANBHBIE TPYIBl BKJIIOYAKOT, TJIABHBIM O0pa3oM, CBSI3bIBAIOIIHE TPYIIIHI,
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JIEKapCTBEHHbIE CPEACTBA, PEAKLMOHHOCTIOCOOHBIE TPYMIMbl [JIsi MPUCOCAMHEHUS JAPYTHX
CTPYKTYpP, (PYHKIMOHAJbHBIE TPYIIIbI, KOTOPbIE CIIOCOOCTBYIOT 3aXBaTy MAaKpPOLMKIHYECKHUX
NEeNTUIOB B KJIETKHU H T.II.

CrocoOHOCTh MEeNTUIOB MPOHMKATH B KJIETKH MO3BOJHMT TENTHAAM IPOTHB
BHYTPUKJIETOYHbIX MHIICHEH ObITh 3((peKTHBHbIMU. MHUILEHH, JOCTYIHBIE Ui MENTHAOB,
o0nafaromux CrnoCOOHOCTBIO NPOHUKATh B KJETKH, BKJIOYAOT (AKTOPbl TPAHCKPHUIILIUH,
BHYTPUKJIETOYHbIC CHUTHAJbHbIE MOJICKYJIbI, TaKHe KaK THPO3MHKHMHA3bl, M MOJIEKYJIbI,
BOBJICUCHHbIE B aMONTOTHYECKHH NyTh. MOYHKUMOHAJIBHBIE TPYIIIbL, KOTOPbIE MO3BOJSIOT
NPOHUKHOBEHHE B KJIETKH, BKJIIOYAIOT NENTHIbI MJIM XUMHYECKHE TPYIIIbI, KOTOPbIE MOTYT OBITh
NpUCOeNUHEeHbl OO K mentuay, Jubo K MOJEKyJsIpHOMY Kapkacy. [lenmTupbl, Takue Kak
nenTuabl, npoucxomsmue n3 VP22, Tat BUY, 6enka romeodokca Drosophila (Antennapedia),
ornucansl, Harmpumep, B Chen and Harrison, Biochemical Society Transactions (2007) Volume 35,
part 4, p821; Gupta et al. in Advanced Drug Discovery Reviews (2004) Volume 57 9637.
ITpumMepbl KOPOTKHUX MENTHUAOB, JJIsI KOTOPBIX MOKA3aHO, YTO OHU SIBJISIOTCS 3((PEKTHBHBIMU B
OTHOLICHUH NEPEeHOca Yepe3 Mla3MaTuYecKue MeMOpaHbl, BKIFOUAIOT MENTHI eHeTpaTuH u3 16
aMUHOKHUCIOT U3 Oenka Drosophila Antennapedia (Derossi ef al (1994) J Biol. Chem. Volume 269
p10444), "monenbnblii ampunatiuueckuii nentun” u3 18 ammuokucnor (Oehlke er al (1998)
Biochim Biophys Acts Volume 1414 pl127) u aprunun-Ooratsie obnactu Oenxka TAT BHUY.
HenenTuaHble MOAXOABI BKIIOYAIOT MPUMEHEHHE HU3KOMOJIEKYIIPHbIX MUMeTHKOB min SMOC,
KOTOpbIe MOTYT ObITh O€3 Tpyaa npucoenuHeHsl k oOrnomosekyiaam (Okuyama ef al (2007) Nature
Methods Volume 4 pl53). [Jpyrue XuUMHUECKHE CTpATErHMH MAJIsi TPUCOCAMHEHUS TPYIII
T'yaHUIUHHS K MOJIEKYJIaM TaK>Ke TIOBBIIAIOT MpOHUKHOBeHUe B KieTkH (Elson-Scwab ef al (2007)
J Biol Chem Volume 282 p13585). HuskoMoekyIsipHble COSIUHEHUs, TAKHE KaK CTEPOUJBbI,
MOKHO JJOOABJISITh K MOJIEKYJIIPHOMY KapKacy IJisl TIOBBILIEHHSI TIOTJIOLIEHUS KJIETKAMH.

OnuH U3 KIaccoB (DYHKLMOHABHBIX TPYII, KOTOPblE MOTYT ObITh MPHCOEIMHEHBI K
MENTUIHBIM JIMTAH/aM, BKJIOYAaeT aHTUTEJIa U UX CBsi3bIBarOIINe (parMeHThl, Takue kak Fab, Fv
WIH ONHOZOMEHHble (parMeHThl. B 4YaCTHOCTH, MOKHO HCIOJB30BATh AHTUTENA, KOTOpPbIE
CBSI3BIBAIOTCS C O€JIKaMH, CIIOCOOHBIMH YBEIMYMBATH BPEMsI MOJTYKU3HHU MENTHIHOTO JUTaHa if
Vivo.

B 0oHOM BapuaHTe OCYINECTBICHHUS CTPYKTYpa MENTUAHBIN JTUraHa-3¢HexTopHas rpymnma
10 M300PETEHHNIO MMEET BPeMsl MOy KU3HH tf, BBIOpaHHOE U3 TPYIIIBL, COCTOSIIIEH u3: 12 yacoB
win Oonee, 24 yacoB wiu Oosiee, 2 CyTok wiu Ooee, 3 cyTok wiu Oonee, 4 cyTok wiu donee, 5
cyTok wiu 6osee, 6 CyTok wiu Oonee, 7 cyTok uiu Oonee, 8 cyTok wiu 6ojiee, 9 cyTok wiu doee,
10 cyTok wiu Oonee, 11 cytok wnu Oonee, 12 cytok unu Oonee, 13 cytok uimu Oonee, 14 cyTok
wi Oonee, 15 cyrok wim Oonee mnm 20 cytok uim Oojee. [IpenMyIIeCTBEHHO CTPYKTypa
NEeNTUAHBIA JUraHa-3(pQeKTopHasi TPynna WM KOMIO3ULHS MO H300PETEHUIO HMEET BpeMsl
nony>ku3HY tf B quamaszoHe ot 12 no 60 wacoB. B crienyromeM BapuaHTe OCYIIECTBICHHS OHA
UMeeT BpeMsi MONYXKH3HU tP, COCTaBisifolee CyTKHM Wid Oojee. B crenmyromem BapuaHTe
OCYILECTBJIEHHs] OHO HAXOAUTCA B AMAna3oHe oT 12 10 26 4acos.

B 0oHOM KOHKPETHOM BapHaHTe OCYIIECTBJICHHs H300peTeHust (PyHKIMOHAIbHAS TPYIINa
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BbIOpaHa M3 XelaTopa METaJUIOB, KOTOPBIM MPUrOAeH Uil OOpa3OBaHUS KOMIUIEKCa C
PamMoON30TONIAaMH METAJIJIOB, HMEIOLTUMH MEIULIMTHCKOE 3HAUCHUE.

Bo3mosxabie 3¢ peKkTopHbIE TPYIIIBI TAKKE BKIIFOYAOT (PEPMEHTBI, HAPUMED, TAaKHUE KaK
kapOokcunentuaasza G2, 1l IPUMEHEHUs B Tepanuu (pepMeHT/TIPOJIEKapCTBO, TAE MENTHIHBINA
nuraHn 3amensier antutena B ADEPT.

B 0HOM KOHKpPETHOM BapHaHTe OCYIIECTBIEHHs H300peTeHns (yHKIIHOHAIbHAS TPyIIa
BbIOpaHa M3 JIEKAPCTBEHHOT'O CPENCTBA, TAKOTO KaK IUTOTOKCHYECKOE CPENCTBO AJISI TEParuu
3J10KavecTBeHHOI onyxoiu. [Toaxoasimue npuMepbl BKIIOYAOT: AIKITHPYIOINE CPEACTBA, TAKUE
KaK LUCIUIATHH W KapOOIUIaTWH, a TaKXKe OKCAJIUIUIATHH, MEXJOPITaMHH, LHUKiIopochamun,
xjopamOy, udochaMua, aHTUMETaOONUTBI, BKIFOYAs AHAJIOTH MYPHUHOB a3aTHONPUH U
MEpPKANTONMyPUH WM AaHAJOTM IUPUMUANHOB, PACTUTENIbHBIE AJKAJOWAbl U TEPIIEHOMIH,
BKJIYAIOLIME aJKajouabl OapBHHKA, Takue KaK BHHKPUCTUH, BHUHONIACTUH, BHUHOPENOMH U
BUHJI€3MH; NMOJO(UIIOTOKCUH U €ro NPOU3BOAHBIE STOMO3UA U TEHUIIO3U/;, TAaKCaHbI, BKJIOUAs
NAKJIUTAKCE, IEPBOHAYAIBHO U3BECTHBIM KaK TaKCOJ; MHTHOUTOPBI TOMOM30Mepa3bl, BKIIOYAsI
KaMIITOTELMHbI: UPUHOTEKAH U TOTIOTEKaH, U MHrHOUTOpHI TuMA 11, BKIIFOUast aMCakpyH, STOMO3U,
stonoszuaa pocdar u renunozun. Creayroimue CpeACTBa MOTYT BKIIOYATh IPOTHBOOIYXOJIEBbIE
aHTUOMOTHKH, KOTOPBIE BKJIIOYAIOT MMMYHOJENPECCAHT AAKTUHOMHLUH (KOTOPBIN HCHIONB3YIOT
I TPAHCIUIAHTALMK TOYeK), JHOKCOPYOHUIMH, SMupyOULnH, OJCOMULUH, KaJTMXEaMULUHBI U
apyTHe.

B OnHOM KOHKpPETHOM BapHaHTEe OCYIIECTBJIEHUS M300pPETeHUs IMTOTOKCHYECKOEe
CpPEeACTBO BHIOPAHO U3 MAMTAH3UHOUAOB (Takux kKak DM 1) nin MOHOMETHIIAy pUCTATUHOB (TaKHX
kak MMAE).

DMI1 npencrasnisier co0Oi HUTOTOKCHYECKOE CPEACTBO, KOTOPOE MpEnCcTaBjsieT coOoi

THUOJICOAIepKalllee IPOM3BOAHOE MaliTAH3MHA U UMEET CIEAYIOLYI0 CTPYKTPY:

B Hacrosiiem onucaHny B Ta0nuie 4 MpenCTaBIeHbl JaHHBIE, KOTOPbIE TEMOHCTPUPYIOT
3¢ eKThI MENTUIHOTO JINTaHa, KOHBIOTHPOBAHHOTO C TOKCHUHOM, copep:kammm DM 1.
Monomerunaypucratrun  E =~ (MMAE)  npencraBisier  co0OMl  CHHTETHUYECKOE

AHTHHEOIUIACTUYECKOE CPEICTBO U UMEET CIEAYIOIYIO CTPYKTYPY:
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B Hacrosiiem onucanuu B Ta0nuie 4 NpencTaBieHbl JaHHbIE, KOTOPbIE TEMOHCTPUPYIOT
3((deKThl MENTUIHBIX JUTaHI0B, KOHBIOTUPOBAHHBIX C TOKCUHOM, conepskamuM MMAE.

B eme ogHOM IOMOSHHUTENPHO KOHKPETHOM BAapUAaHTE OCYINECTBICHUS H300pETEeHUsI
LIUTOTOKCHYECKOE CPEACTBO BbIOpaHO u3 MoHOoMeTHnaypucratuaa E (MMAE).

B opHOM BapuaHTe OCYINECTBJIEHUS ILIUTOTOKCHYECKOE CPENCTBO CBA3aHO C
OMIMKJINYECKUM TEeNTHUAOM paclIeIUIieMON CBSA3bIO, TAKOH KaK HHUCYJNb(pHUIHAS CBS3b MIH
qyBCTBUTEJIbHASI K JIEHCTBUIO MpOTea3 CBsA3b. B crienyrolieM BapuaHTe OCYIIECTBJICHUS IPYIIIbI,
cocemHhe ¢ OUCYJNbQUAHONW CBSA3BIO, MOAMMUIMPYIOT ST KOHTPOJS IPENsTCTBOBAHUS
auCynbQUIHONH CBSI3U W TIOCPEACTBOM 3TOTO CKOPOCTH PACLIEIUIEHUS M COMYTCTBYIOIIETO
BBICBOOOKIEHHSI LIMTOTOKCHYECKOTO CPEICTBA.

B onyb6nukoBaHHO# paboTe mokazaHa BO3MOKHOCTb MOAM(UKALIUN 4YyBCTBUTEIBHOCTH
IuCcynbGUIHOW  CBA3M K  BOCCTAHOBJICHHMIO TyTEM  BHECEHHSI  MPOCTPAHCTBEHHOTO
MPEnsITCTBOBAHUS C JI000M cTopoHbl aucyabdunnoi cesa3u (Kellogg ef al (2011) Bioconjugate
Chemistry, 22, 717). bonee BbICOKasi CTENEeHb MPOCTPAHCTBEHHOTO MPENSTCTBOBAHMS CHIKAET
CKOPOCTb BOCCTAHOBJICHHS TOCPEACTBOM BHY TPUKJIETOYHOTO Ty TATUOHA, & TAK)KE BHEKJIETOYHBIX
(cHCTEeMHBIX) BOCCTAHOBHTEJICH, BCJIEICTBHE YEro IMNPOUCXOIUT YMEHBIICHHE MPOCTOTHI, C
KOTOPOI TOKCHHBI BBICBOOOKAAETCS, KAK BHYTPH, TaK U CHAPY KU KIeTKH. Takum oOpa3om, BEIOOP
ONTUMAJIbHOW  CTaOMJIBHOCTH  JIUCYJbpUIa B  KPOBOTOKE (KOTOpass MHUHHUMH3HPYET
HekesarenbHble 1mobouHble 3((ekTbl TOkcHHA) MPOTUB 3(P(HEKTUBHOIO BBICBOOOKACHUS BO
BHYTPHKJIETOYHOH cpene (KOTOpoe MaKCHMHU3HMPYET TepaneBTHUeCKUil 3(p¢eKT) MOKeT OBbITh
OOCTUTHYT IMyTEM TINATEJbHOTO BBIOOpPA CTETNEHU MPEMSATCTBOBAHHS C KaKAOW W3 CTOPOH OT
IUCY b UITHON CBSI3H.

IIpensTcTBOBaHME C JIFOOOH U3 CTOPOH AHUCYJIb(QUIHON CBSI3U MOAYJIHPYIOT MOCPEACTBOM
BHECEHMsI OJHOW WJIM HECKOJBKUX METHJIBHBIX TPYII JIMOO Ha HALENUBAIOLIEH CTPYKType (B
JAHHOM Cilydae, OHMIMKINYECKOM TMenTHzae), JUOO Ha CTOPOHE TOKCHHA MOJIEKYJISIPHOU
KOHCTPYKLIUH.

B onHOM BapmaHTe OCYIIECTBIEHHSI LIMTOTOKCHYECKOE CPEACTBO U JIMHKEP BBIOPAHBI U3

Mr0ObIX KOMOMHAIMH 13 TeX, uTo onmcanbl B WO 2016/067035 (LIMTOTOKCHYECKHE CPEACTBA H UX
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JIMHKEPBI BKJIFOUYEHBI B HACTOSIIIEE OMMCAHNE B KQUECTBE CCHUIOK).

B onHOM BapuaHTe OCYLIECTBJIEHUS JUHKED MEXIY YKa3aHHbIM LUTOTOKCUYECKUM
CPEACTBOM M YKa3aHHbIM OWLMKIMYECKAM TENTHAOM COAEPKUT OOWUH WM HECKOJbKO
AMUHOKHUCJIOTHBIM OCTaTKOB. IIpumepbl MOAXOASIIMX aMHUHOKHCJIOTHBIX OCTATKOB B KauecTBE
nonxonsmux JuHkepoB Bkiro4aroT Ala, Cit, Lys, Trp u Val.

B onHOM BapmaHTe OCYIIECTBIIEHHS] LITOTOKCHYECKOE CpencTBo BeiOpaHo u3 MMAE nu
yKa3aHHBbIA KOHBIOTAT JIEKAPCTBEHHOTO CPEACTBA, KPOME TOTO, COAEPIKUT JIMHKEP, BHIOPAHHBIH
u3: -PABC-Cit-Val-rnyrapuna- nmn -PABC-uuknoOytun-Ala-Cit-BAla-, rne PABC o3nauaert n-
amuHoOeH3mwinkapbamar. IlonHbie neranu, kacaromuecss UUKIOOYTHIICONEPIKALIEro JIMHKEPa,
moryT ObITh HalineHol B Wei ef al (2018) J. Med. Chem. 61, 989—1000. B cnenyrouiem Bapuanrte
OCYIIECTBJIEHUS LIATOTOKCHYECKOe cpeacTBo BhiOpaHo u3 MMAE u nuHKep mpencrasisieT coooi
-PABC-Cit-Val-riayrapui-.

B anbTepHaTHUBHOM BapHaHTE OCYLIECTBJIEHUS IUTOTOKCUYECKOE CPECTBO MPEACTABIISAET
coboii DM1 u yka3aHHBIH KOHBIOTAT JIEKAPCTBEHHOTO CPEACTBA, KPOME TOTO, COAEPKUT JINHKED,
KoTopbIii mpencrasnsier coboit -SPDB-(SOs;H)-, rne SPDB o3Hauaer N-cykumHumMunui 3-(2-
NUPUIWIAUTHO )IPOITHOHAT.

B onHOM BapuaHTe OCYLIECTBJIEHHsS LIUTOTOKCHYECKOE CPENCTBO MPENCTABISIET COOOM
MMAE, ounukigeckuii nentun Bbiopan u3 BCY 7556, kak onpeneneHo B HACTOSIIEM OITUCAHUH,
u nuHKep BbiOpaH u3 -PABC-Cit-Val-rnyrapuna-. ot BDC usBecTeH B HacTOSAIIEM ONMUCAHUH
kak BCY7683. B HacrosiiieM ONMUCAaHUM TPHUBOIATCS JAHHBbIE, KOTOPbIE IE€MOHCTPUPYIOT
npeBocxogHoe cBsi3biBaHue BCY7683 ¢ HeKTHHOM-4 dYeNoBEKa B aHAIM3€ CBSI3bIBAHHS C
ucnoyib3oBanueM SPR, kak mokaszano B Tabmuue 4. Otor BDC Takke mpomaeMOHCTPUPOBAI
XOpOIIYI MPOTHUBOOITYXOJIEBYI0 aKTUBHOCTb B MOJIETIH HEMEJKOKJIETOYHOIO paka JIETKOro, Kak
MOKa3aHo B mpumepe 1.

B anbTrepHaTHBHOM BapHaHTE OCYIIECTBJIEHUS IUTOTOKCUYECKOE CPENCTBO MPEACTABIISET
coboit MMAE, Ounmknnueckuii nentua Beiopan u3 BCY7814, kak onpeneneHo B HACTOSIIEM
onucaHuu, ¥ TuHKep BbiOpaH u3 -PABC-Cit-Val-riyrapuna-. 3ror BDC u3BecteH B HacTosimem
onucanun kak BCY7825. B mHacrosimeMm oOnucaHUM TPUBOASTCS JAaHHbIE, KOTOpbIE
JEMOHCTPUPYIOT MpeBocxogHoe cBsizbiBaHue BCY7825 ¢ HexkTMHOM-4 uenoBeka B aHalu3e
CBsI3bIBaHUsI C HCHojb3oBaHHeM SPR, kak mokazaHo B Ttabmune 4. Otor BDC Takke
IIPOAEMOHCTPHUPOBAI XOpOIIYIO IPOTUBOOITYXOJIEBY IO aKTHBHOCTb B MOJIENH
HEMEJIKOKJIETOUYHOIO paka JIErkoro, Kak IOKa3aHO B mpumepe 1, u B MOJeNM paka MOUYEBOIO
My3bIpsi, KaK [IOKA3aHO B puMepe 2.

B anbTepHaTHBHOM BapHaHTe OCYIIECTBJIEHUS [IUTOTOKCUYECKOE CPEICTBO MPEACTABIISAET
cobori DM1, OGuumknuueckuii mentupn BeiOpaH u3 BCY7814, kak ompeneneHo B HACTOSIIEM
onucaHuy, U JuHKep BbIOpaH u3 -SPDB-(SO3;H)-. 3tor BDC n3BecTeH B HACTOSIIEM OMUCAHUN
kak BCY7826. B HacrosieM ONUCAHWM TIPUBOASATCS [AHHBIE, KOTOPBbIE AEMOHCTPUPYIOT
npeBocxogHoe cBs3biBaHue BCY7826 ¢ HekTHHOM-4 deNOBEKa B aHANIM3€ CBSI3BIBAHHS C
ucnoyb3oBanueM SPR, kak mokaszano B Tabmuue 4. Otor BDC Takke mpomaeMOHCTPUPOBAI

XOpOoLyr NPpOTHUBOOIYXOJIEBYIHO dKTUBHOCTE B MOJACTIN HEMECIIKOKJIICTOUHOI'O paKa JICTKOro, Kak
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MOKa3aHo B mpumepe 1.

B anprepHAaTHBHOM BapHaHTE OCYLIECTBICHHS IUTOTOKCUYECKOE CPEICTBO MPENCTABIISET
coboit MMAE, Ouumknnueckoil nentun BoiOpan u3 BCY8234, xak ompeneneHo B HACTOSIIEM
onucaHny, U tuHKep BbiOpaH u3 -PABC-Cit-Val-rinyrapuna-. 3ror BDC usBecteH B HacTosimem

onucanuu kak BCY8245 u cxeMaTI/Iqu 1/1306pa>1<aeTc:ﬂ KakK:

OHy
oy Efw X ”\f] &w’i W%mﬂ Mm*"w@%w

}"‘ E;\N”QU

BCY8245

U TaKKe MOXeT ObITh O0Jiee NeTalbHO H300paKeH Kak:
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B HaCTOAIECM OIIMCaHUH MNpEACTABJIICHBI  JTAHHBIC, KOTOPBIE  ACMOHCTPUPYIOT

npeBocxogHoe cBsizbiBaHHe BCY8245 ¢ HEKTHHOM-4 4YejOBeKa B aHAJIU3€ CBSA3BIBAHUS
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nocpencteoM SPR, kak mokasano B Tabnuie 4. 1ot BDC Takke npoaeMOHCTPUPOBAJI XOPOILIYEO
IIPOTUBOOITYXOJIEBYIO aKTUBHOCTh B MOJIEJIM HEMEJIKOKJIETOYHOIO PaKa Jerkoro, Kak MokKa3aHo B
npuMepe 1, B Mojenu paka MOYEBOIO IMy3bIps, KaKk MOKAa3aHO B IpuMepe 2, B MOJAENU paka
MOJIKENTy JOYHOM JKeje3bl, KaK [M0Ka3aHOo B pUMeEpe 3, U B MOJIENIU paka MOJOYHOMN >KeJe3bl, Kak
MOKa3aHO B mpumepe 4.

B anbTrepHaTHBHOM BapHaHTE OCYLIECTBJIEHUS IUTOTOKCUYECKOE CPENCTBO MPEACTABISAET
coboit MMAE, Ounuknnueckuii nentu BeiOpaH u3 BCYS8231, kak onpeneneHO B HACTOSIIEM
onucanny, U nuHkep BbiOpaH u3 -PABC-Cit-Val-rnyrapuna. tor BDC usBecten B Hacrosimem
onucanun kak BCY8253. B HacrosieM ONuUCAaHUM NPUBOAATCS JAaHHbIE, KOTOpbIE
JEMOHCTPUPYIOT MpeBocxogHoe cBsizbiBaHue BCY8253 ¢ HexkTMHOM-4 4enoBeKa B aHalu3e
CBsI3bIBaHUs C wHcnojb3oBaHueM SPR, kak mokazano B Ttabmume 4. Otor BDC Takke
IIPOAEMOHCTPUPOBAI XOpOLIYHO NPOTUBOOIYXOJIEBY IO aKTUBHOCTb B MOJIENH
HEMEJIKOKJIETOUYHOTI' O PaKa JIETKOro, KaK MOKa3aHo B IpuMepe 1, B MOZIeIH paka MOUEBOTIO My 3bIps,
KaK MTOKa3aHo B IpuMepe 2, B MOZAENN paka MOKeNTy A0YHOM JKeJe3bl, Kak IOKa3aHo B Ipumepe 3,
U B MOZIEJIM Paka MOJIOYHOM jkKeJie3bl, KaK MOKa3aHO B puMepe 4.

B anbTepHaTHBHOM BapHaHTE OCYLIECTBJIEHUS] IUTOTOKCUYECKOE CPEICTBO MPEACTABIIAET
coboit MMAE, Ourmkmmueckuii nentun BoiOpan u3 BCY8232, kak ompeneneHo B HACTOSIIEM
onucanuy, u muHKep BoIOpaH u3 -PABC-Cit-Val-rayrapuna-. Oror BDC u3BecteH B HacTOsIIEM
ornucannn kak BCY8254. B HacTroslleM ONHCAaHUU TPUBOASTCS JAHHBIE, KOTOpbIE
JIEMOHCTPUPYIOT MpeBocxonHoe cBsizbiBaHue BCY8254 ¢ HekTMHOM-4 uenoBeka B aHaiu3e
CBsI3bIBaHUsI C HCHojb3oBaHreM SPR, kak mokazaHo B Ttabmune 4. Oror BDC Takke
MIPOAEMOHCTPHUPOBAI XOpOIIYIO MPOTHBOOITYXOJIEBY IO aKTHBHOCTb B MOJIEJH
HEMEJIKOKJIETOYHOIO paka JIErkoro, Kak MOKa3aHO B mpumepe 1, U B MOJeNH paka MOUYEBOIO
My3bIpsi, KaK [MOKA3aHO B IpUMepe 2.

B anbTrepHaTHBHOM BapHaHTE OCYIIECTBJIEHUS IUTOTOKCUYECKOE CPENCTBO MPEACTABIISET
coboit MMAE, Ounuknudeckuii nmentuz BeiOpaH u3 BCY8235, kak onpeneneHo B HACTOSIIEM
onucannu, U JuHKep BbiOpaH u3 -PABC-Cit-Val-rnyrapuna. tor BDC usBecteHn B HacTosimem
onucanun kak BCY8255. B HacrosimeM oOnucaHUM NPUBOASTCS JAaHHbIE, KOTOpbIE
JEMOHCTPUPYIOT MpeBocxogHoe cBsizbiBaHue BCY8255 ¢ HexkTMHOM-4 uenoBeka B aHalu3e
CBsI3bIBaHUsI C HCHojb3oBaHHeM SPR, kak mokazaHo B Ttabmune 4. Otor BDC Takke
IIPOAEMOHCTPHUPOBAI XOpOIIYIO IPOTUBOOITYXOJIEBY IO aKTHBHOCTb B MOJIENH
HEMEJIKOKJIETOUHOTI O PaKa JIErkoro, Kak oKa3aHo B IpuMepe 1, B MOJiesH paka MOU€BOTIo My 3bIps,
KaK MOKA3aHO B IpUMepe 2, B MOZENIN PaKa MOKEIy JOUYHOM JKelle3bl, KaK OKa3aHo B mpuMepe 3,
Y B MOJIEJIM paKa MOJIOUYHOM >KeJIe3bl, KaK MOKa3aHo B pumMepe 4.

B anbTepHaTHBHOM BapHaHTE OCYLIECTBJIEHUS LIUTOTOKCUYECKOE CPEICTBO MPEACTABISAET
coboit MMAE, Ounmknnueckuii nentua Beiopan n3 BCY8234, kak onpeneneHo B HACTOSIIEM
onuicaHuu, W JuHKep BbiOpaH u3 -PABC-umknobytun-(B-Ala)-. Oror BDC wu3BecTeH B
Hactosimem onucanuu kak BCY8549. B HacrositeM onucaHuM NMPUBOISATCS aHHBIE, KOTOPbBIE
JEMOHCTPUPYIOT MpeBocxogHoe cBsizbiBaHue BCY8549 ¢ HexkTMHOM-4 uenoBeka B aHalu3e

CBsSI3bIBAHUS C HCIIONB30BaHHEM SPR, kak mokaszaHo B Ta0juLe 4.
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B anbTrepHaTHBHOM BapHaHTE OCYLIECTBJIEHUS IUTOTOKCUYECKOE CPECTBO MPEACTABISAET
coboit MMAE, Ounuknndeckuii ety BeiOpaH n3 BCY8831, kak onpeneneHO B HACTOSIIEM
omucanuu, u juHKep BbIOpaH 3 -PABC-Cit-Val-rimytapuna u JIMHKEP-IUTOTOKCHYECKOE
CPEICTBO CBsI3aHbl C OMIMKINYECKMM nentuaoM B mosnokeHuu Lys3. Otor BDC usBecten B
HactosimeMm onucanuu kak BCY8550. B HacrositiieM onucaHuu NMpPUBOISATCS aHHbBIE, KOTOPbIE
JEMOHCTPUPYIOT MpeBocxofgHoe cBsizbiBaHue BCY8550 ¢ HexkTMHOM-4 uenoBeka B aHalu3e
CBSI3bIBAHUS C UCIIOJIb30BaHMeM SPR, kak mokazaHo B Tabjuie 4.

B anbTepHaTHBHOM BapHaHTE OCYLIECTBJIEHUS IUTOTOKCUYECKOE CPECTBO MPEACTABISAET
coboit MMAE, Ounmknnueckuii nentu BeiOpaH u3 BCY8269, kak omnpeneneHO B HACTOSIIEM
onucanuy, u nuHKep BbiOpaH u3 -PABC-Cit-Val-rinyrapuna-. 3ror BDC usBecteH B HacTosiem
onucanun kaxk BCY8783. B HacrosimeM ONUCAHUM NPUBOAATCS JAaHHbIE, KOTOpbIE
JEMOHCTPUPYIOT MpeBocxogHoe cBsizbiBaHue BCY8783 ¢ HekTMHOM-4 4eloBeKa B aHaIu3e
CBsI3BIBAHUSA ¢ UcTiofib3oBaHueM SPR, kak nmokasano B Tabnuue 4. Itor BDC Takske 3¢ exkTuBHO
BBI3bIBAJI PEIPECCUI0 OMYyXOJIeH B MOJENHM HEMEJKOKJIETOYHOrO paka JIETKOro, Kak MOKa3aHO B
npumepe 5.

B anbTepHaTHBHOM BapHaHTE OCYLIECTBJIEHUS] IUTOTOKCUYECKOE CPEICTBO MPEACTABIIAET
coboit MMAE, Ourmkmmueckuii nentun BoioOpan u3 BCY8273, kak ompeneneHo B HACTOSIIEM
onucanuy, u muHKep BoIOpaH u3 -PABC-Cit-Val-rayrapuna-. Oror BDC u3BecteH B HacTOsIIEM
ornucanun kak BCY8784. B HacTroslleM ONHCAaHUU TPUBOASTCS JAHHBIE, KOTOpbIE
JIEMOHCTPUPYIOT MpeBocxonHoe cBsizbiBaHue BCY8784 ¢ HekTMHOM-4 uenoBeKa B aHalu3e
CBsI3BIBAHUS ¢ UCTIONb30BaHHEM SPR, kak nokazaHo B Tabnuue 4. 3tor BDC Takske 3¢ pekTuBHO
BBI3bIBAJI PEIPECCUI0 OMYXOJE B MOJEIN HEMEJKOKJIETOYHOIO paka JIETKOro, Kak MOKa3aHO B
npumepe 5.

B cnenyromemM BapuaHTe OCYLIECTBJICHUS OMLIMKIMUECKUH KOHBIOrAT JIEKAPCTBEHHOTO
cpenctBa BeIOpaH w3 jodoro m3: BCY7683, BCY7825, BCY7826, BCY8245, BCY8253,
BCY8254, BCY8255, BCY8549, BCY8550, BCY8783 u BCY8784. B cnenyroiiem BapuaHTe
OCYIECTBJICHUsS] OULMKINYECKUHA KOHBIOTAT JIEKAPCTBEHHOTO CPEACTBA BBIOpAH M3 JIOOOro U3
BCY7683, BCY7825, BCY7826, BCY8245, BCY8253, BCY8254, BCY8255, BCYS8783 u
BCY8784. B cnenyroiem BapuaHTe OCYLIECTBICHHS OUIIMKIINIECKHIA KOHBIOTAT JIEKAPCTBEHHOTO
cpeacrea mpexacrasisier coboit BCY8245. Konwrorar nekapcrBeHHoro cpeacrsa BCY8245
MPOAEMOHCTPUPOBAJ  JIYUIIYK J0303aBHCHMYIK0 IPOTHUBOOIYXOJIEBYIO AKTUBHOCTb, Kak
IIPOAEMOHCTPUPOBAHO B AAHHBIX, OMMCAHHBIX B HACTOSLIEM OMUCAHUM.

B opgHoM BapuaHTe OCYLIECTBIIEHHS KOHBIOTAT JIEKAPCTBEHHOIO CPEACTBA SIBISETCS
ormuaabM 0T BCY 8245 w/unmu BCY8549.

Cunme3s

ITenTunel Mo HACTOAIEMY H300PETEHHIO MOYKHO M3TOTABJIMBATH CHHTETUYECKUM IyTEM
CTaHIAPTHBIMU CHOCOOAMH C TOCIENYIOLEH peakuueil ¢ MOJEKYJSIPHbIM KapKacoM in Vitro.
Korna 3710 oCcymecTBIIsitoT, MOJKHO UCTIONIB30BATh CTAHIAPTHYIO XHMHIO. DTO IO3BOJISIET OBICTPOE
KpyIHOMacIITabHOE TOJTyYeHHE PACTBOPHUMOIO MaTepHaa AJisi JATbHEHIITNX SKCIIEPUMEHTOB WITH

NOATBCPKACHUS. Takue crmocoObl MOXKHO MMPOBOAWTD C UCTTIOJIB30BAHUEM O6H_Iel'IpI/IH$ITOI\/'I XHUMUHN,
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TAKOH Kak xumust, onvucanHHas B Timmerman ef al (6viuse).

Takum oOpa3om, u300peTeHHe TakKe OTHOCHTCS K MPOU3BOJACTBY MOJHUIMENTUIAOB WU
KOHBIOraTOB, OTOOPAHHBIX, KaK OMHUCAHO B HACTOSIIIEM OMUCAHHHU, I7I€ MPOU3BOACTBO BKIFOYAET
HeoOsi3aTeNbHbIE TOTIOJHUTENbHBIE CTaauK, Kak OOBSCHEHO Hibke. B ONHOM BapuaHTe
OCYIIECTBJIEHUS] OTH CTAJAUU MPOBOMIST AJisi KOHEYHOTO MOJUINENTHIA/KOHBIOTATa, MOJyUYeHHOTO
MOCPEICTBOM XUMHUYECKOTO CUHTE3A.

Heo0si3aTenbHO aMHUHOKUCIIOTHBIE OCTATKH B MPEIACTABISIIOIIEM HHTEPEC MOJUIMEITHIE
MO3KHO 3aMEHSITh MIPU MOy YeHUH KOHBIOTATa MK KOMILIEKCA.

IMenTuapl Takke MOXHO YIUIMHSITh, HATPUMEp, MyTEeM BKJIIOUEHUS, HATPUMEDP, OPYyTroit
METJIU U, TAKMM 00pa3oM, BHECEHHUS] MHOKECTBEHHOM Crielu(pUIHOCTH.

JInst yATMHEeHUs ENTHAA €r0 MOXKHO MPOCTO Y UTMHAThD XUMUYECKH Ha ero N-KOHIIE HJIH
C-xOHLIe WM B METJSIX C UCMOJB30BAHUEM OPTOrOHAIBHO BBICTYMAKOIIUX OCTATKOB JIU3HHA (U
aHAJIOTOB) C TMOMOIIBI) CTAaHIAPTHOW TBepaoda3sHONW XMMUU WM XUMUU B (hase pacTBopa.
CrannmaptHble  crocoObl  (OHMO)KOHBIOTAIIMM  MOXKHO — KCIIOJB30BaTh i OOeCredeHust
AKTUBUPOBAHHOTO WM akTuBUpyeMoro N- ujan C-KOHLA. AJIBTEPHATUBHO BCTABKH MOXKHO
BHOCUTh MyTE€M KOHACHCALMM (PPArMEHTOB WJIM HATUBHOTO XHWMHYECKOTO JIMTHPOBAHMS,
Harpumep, kak onucano B (Dawson ef al. 1994. Synthesis of Proteins by Native Chemical
Ligation. Science 266:776-779), uiau nocpeactsoM (EepMEHTOB, HAMIPUMEP C HCIOIb30BAHUEM
cyoTmmurassl, kak onucano B (Chang ef al Proc Natl Acad Sci U S A. 1994 Dec 20; 91(26):12544-
8 wiu B Hikari ef al/ Bioorganic & Medicinal Chemistry Letters Volume 18, Issue 22, 15 November
2008, Pages 6000-6003).

AJIBTEPHATUBHO MENTHIBI MOYKHO YIJIMHSATH WK MOAU(DHUIIMPOBATH IMyTEM NallbHEHIIE
KOHBIOTAIlMKM dYepe3 AUCYJNbQUIHbIE CBSI3H. OJTO HMEET MIOIMOJHHUTEJIbHOE IPEUMYIIECTBO,
COCTOSIIIIEE B ITO3BOJICHUH ITEPBOMY U BTOPOMY IMENTHIAM JUCCOLMMPOBATD APYT OT APyra Mmocie
TOTO, KaK OHM OKa3bIBAIOTCS B BOCCTaHABJIMBAIOIIEH cpene B KieTke. B 3ToM ciyuae,
MOJIEKyIsipHbIi Kapkac (Hanpumep, TATA) MOKHO MPUCOETUHSITH B XOI€ XMMUYECKOTO CHHTE3a
NEPBOrO MENTHAA, YTOOBI OH pearupoBaj C TPEMsl TPyINIaMH I[MCTEHHA, 3aT€M MOKHO
NPUCOETUHSITD AOMOJHUTEIbHBIN UCTEUH WM THOJ K N- uan C-KOHIly MepBOro MenTHia, Tak
9TOOBI 3TOT LUCTEMH WJIM THOJI PEArdpoOBall TOJHKO CO CBOOOIHBIM LIUCTEMHOM HJIH THOJIOM
BTOPOrO TenTuaa, oOpasysi CBSI3aHHBIA TUCYJIb(QHUIHON CBSI3bI0 KOHBIOTAT OWIIMKIHYECKUI
NENTUI-TIENTH]T.

Cxonnble crocoObl B paBHOM CTETMEHU MPUMEHUMBI JIJIsi CHHTE3a/TIPUCOETUHEHHST IBYX
ONLIMKJTMYECKUX u oucnenudraecKux MaKpOLMKJIOB, MOTEHUATBHO co3aaBast
TeTpacneruHuIecKyr0 MOJIEKYIy.

Bosee Toro, nmpucoenuHeHust Qpyrux QyHKIHOHAIBHBIX TPy WK 3(HEKTOPHBIX TPYIII
MOKHO TPOBOIUTH aHAJOTHYHBIM O0pPa3OoM C HCMOJb30BAHHEM COOTBETCTBYIOIIEH XUMHUH,
OCYIIECTBIIsIsA pucoenuHerre Ha N- win C-KOHIIe HITH TOCPENCTBOM OOKOBBIX Iierneid. B ogHOM
BapHUaHTE OCYIIECTBJIEHUs] MMPUCOETUHEHNE MPOBOMAT TaK, YTO HE MPOHCXOIUT OJIOKMPOBAHUS
AKTUBHOCTH JIFOOOM U3 CTPYKTYDP.

(Dapmaueemu HeCKUe Kkomnouuuu
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B coorBercTBMM CO CIEAYIOIIMM aCMEKTOM H300pETeHHsl MpenyCMaTPUBAETCS
dapmaneBTHUECKAsT KOMIIO3WLMS, COAEp’Kalias MENTHIHBIA JIMraHx WIH  KOHBIOTAT
JIEKApCTBEHHOTO CPEACTBA, KK OMPEIENIEHO B HACTOSIIEM OITMCAHNH, B KOMOWHALIMH C OTHUM WJIH
HECKOJIbKUMH (papMaLeBTHUECKH MPUEMIIEMBbIMU SKCIUTUEHTAMH.

I'maBHpIM 00pa3oM, MNeNTHAHBIE JHMraHAbI 1O HACTOSIIEMY H300PETEHHI0O MOTYT
UCTIONB30BAaTbCSl B OYMILICHHOW (Qopme BMmecte ¢ (PapMaKOJOTHUECKH MPHUEMIIEMBbIMU
SKCLUUIMHUEHTAaMH WM HocuTenssMu. Kak mpaBmiio, 3T SKCUUITUEHTHI HWJIK HOCUTENN BKIIFOYAIOT
BOJIHBIE HJIM CIIMPTOBBIE/BOIHBIE PACTBOPBI, SMYJBCHH WM CYCHEH3UH, BKIIOYas COJEBOH
pactBop w/win 3a0ydepeHHbie cpenbl. [lapeHTepanbHbie HOCUTENN BKIIFOYAIOT PACTBOP XJIOPHIA
HATpUsi, PacTBOpP AEKCTPO3bl PuHrepa, pacTBop AEKCTPO3bI M XJIOPUA HATPUSI M JIAKTATHBIN
pactBop Punrepa. [logxonsmue pusnonorndecku-npueMieMble aIbIOBaHThI, €CIIH HEOOXOIUMO
NOJ/IeP>KUBATH MOJUIENTUAHBIN KOMILIEKC B CyCIIE€H3UH, MOTYT ObITh BBIOPAHBI U3 3ar'y CTUTENEH,
TAKUX KaK KapOOKCHMETHIILIEIUTION03a, OJUBUHUIIITUPPOJIUAOH, KENATHH U aJIbTMHATHI.

BHyTpuBeHHBIE HOCHTENIM BKJIOYAIOT JKUAKOCTH U CPEACTBA JUIsL BOCIIOJHEHHS
IIUTATENIbHBIX BEIIECTB U BOCIOJIHEHUS AJIEKTPOJIUTOB, TAKHE KaK CPEICTBAa Ha OCHOBE PacTBOPa
nekcTpo3sl Punrepa. Takke MOT'YT IPHCYTCTBOBATh KOHCEPBAHTHI U Ipyrue N00aBKH, TAKUE KaK
IPOTUBOMUKPOOHBIE CPEICTBA, AaHTUOKCUAAHTBI, XEJIATHPYIOIINE areHThl U HHEePTHBIE ra3bl (Mack
(1982) Remington's Pharmaceutical Sciences, 16th Edition).

IlenTuaHble TUraHABl MO HACTOSIIEMY M300PETEHHIO MOJKHO HCIIONB30BATH B KAYECTBE
BBOJUMBIX MO OTAEIBHOCTH KOMIO3MLIMHA MJIM COBMECTHO C APYruMHU cpexctBamu. OHU MOTyT
BKJIFOYAaTh aHTUTENa, (pParMeHThl AaHTUTE W  pa3IUYHblE HMMYHOTEPANEeBTUYECKUE
JIEKapCTBEHHbIE CPENICTBA, TAKUE KaK LIUKJIOCTIOPUH, METOTPEKCAT, aipHAMHULIUH HJTU [IUCIUIATHH,
U UMMYyHOTOKCHHBL. PapmarieBTHUECKHEe KOMIIO3UIIMU MOTYT BKJIFOYATh "KOKTEMIN" pa3IMuHBbIX
LUTOTOKCUYECKUX WJIH JIPYTHX CPEICTB COBMECTHO C OEJNIKOBBIMHU JIMTAHAAMH IO HACTOSIILIEMY
u300peTeHNI0, WM Jake KOMOWHALMSMH BBIOPAHHBIX MOJHUIENTHIOB B COOTBETCTBHH C
HACTOSIIUM  HU300peTeHreM, OONaJaroIluMU  Pa3IMYHOW CHelU(UIHOCTBIO, TAKUMH Kak
MOJIUTENTH/IbI, OTOOPAHHBIE C UCTIOJNIb30BAHHUEM PA3JIMYHBIX JIMTAHJOB-MHUIICHEH, U UX MOTYT
OOBEUHSATD UM He OOBbEAMHATD TIEPEl BBEACHUEM.

ITyts BBeneHMs papMaeBTUIECKUX KOMITO3ULIHUN MO N300PETEHUIO MOXKET MPEICTABIISTh
co0oit 000l U3 MyTei, IIMPOKO U3BECTHBIX CPEIHUM CIEIUAINCTAM B JaHHOW obnactu. J{is
TEparuy TENTUAHbIE JIMTaHABl O H300PETEHHI0 MOXKHO BBOAMTH JIOOOMY MAIMEHTY B
COOTBETCTBUH CO CTAHAAPTHBIMHU crioco0amu. BBeneHne MoXKHO POBOAUTH ITOCPEICTBOM JIFOOOTO
NOAXONALIET0 TMyTH, B TOM YHCJIE TMAPEHTEPAJbHO, BHYTPUBEHHO, BHYTPUMBILIEUHO,
BHYTPHOPIOIINHHO, TPAHCAEPMAIIBHO, JIETOYHBIM Iy TEM HJIH TAK)KE B COOTBETCTBYIOLINX CITyHastx
nyTeM IpsIMON MH(Y3UH C UCTIONIb30BaHMEM KaTerepa. IIpennournurensHo, papmaneBTHUECKHE
KOMITO3UIIMH COTJIACHO M300PETEHHI0 MOXKHO BBOIWTH MOCPEICTBOM MHTrajsimuu. J{o3upoBka u
94acTOTa BBEJEHHSI 3aBUCST OT BO3PACTA, MOJIA M COCTOSHUSI TALIMEHTA, COMY TCTBYIOINETO BBEICHHUS
OPYTUX JIEKAPCTBEHHBIX CPEICTB, MPOTHUBOIIOKA3aHUHA U JAPYTHX MapaMeTPOB, KOTOPBIE TOJIKEH
YUUTHIBATH KJIMHULIUCT.

IlenTunHbpIe JUTaHAbI MO HACTOSIIEMY H300PETEHHIO MOXKHO JIMO(DHIN3UPOBATH IS



55

XpaHEHMs] U BOCCTAHABJIMBATH B TMOAXOMAIIEM HOCHTENE mepen npuMeHeHueM. IlokasaHo, 4To
3TOT crocod siBnsieTcst 3((HEKTUBHBIM, W MOKHO HCIIOJIb30BATh M3BECTHBIC B JAHHOW 00JacTu
croco0bl THOGUIN3ALNN U BOCCTaHOBJIEeHUs. CrienuanncraM B JaHHOW 00JacTu OyAeT MOHSATHO,
9T0 JHOPWIN3ALUS U BOCCTAHOBIIEHHE MOTYT NPUBOIUTH K PA3IMYHON CTENEHH MOTepU
AKTUBHOCTH, Y 4TO JUJIS KOMIIEHCALIMH 3TOTO YPOBHU MOTYT OBITh YBEJTUYCHBI.

Komnosnuuu, conepramue NenTUAHbIE JIUTAHBI 10 HACTOSINEMY H300pETEeHHIO WIIH UX
KOKTEHJIb, MOXXHO BBOAWTBH Ui NMPOQHIAKTUYECKOTO W/WINM TEpaneBTHYECKOro JieueHus. B
OTIPENIEICHHBIX TEPANEBTUUECKUX MPUMEHEHHUAX IOCTATOYHOE KOJMYECTBO JJIsl JOCTHXKEHUS T10
MEHBIIIeH Mepe YaCTUYHOTO WHTHMOUPOBAHMUS, TIONABJICHHSI, MOIYJIUPOBAHUS, YHUUTOXKEHUS WU
HEKOTOPOTO IPYToro MOANAIOINErocs: ONPEAEIeHHIO TTapaMeTpa MOy BEIOPAHHBIX KIIETOK
ompeneystoT Kak  "tepamneBrudecku-apdexrtuBHas posza". KonmdecrBa, TpeOyembie s
JIOCTIDKEHUS] 5TOW JO3MPOBKH, 3aBHCAT OT TSDKECTH 3a00NeBaHUs M OOIIEro COCTOSIHHUS
COOCTBEHHOW MMMYHHO!H CHCTEMBbI NALIMEHTA, HO, KaK NMPaBUJIO, OHU HAXOAATCS B AHANa3OHe OT
0,005 no 5,0 Mr BRIOpAaHHOTO MENTHUAHOTO JIMTAHAa Ha KHJIOTPAMM MAacChl Teja, mpudeM Oosee
YacTO MCHOJB3YIOT A03bl OT 0,05 mo 2,0 mr/kr/mosa. nst mpoduiiakTH4ecKuxX NpHMEHEHUH
KOMITO3HMLIMY, COAEp’KAaIfe MEeNTHIHbIE JHMIaHAbl IO HACTOSAIIEMYy HW300PETeHUI0 W HX
KOKTEHJIH, TaKKe MOKHO BBOJIUTH B CXOAHBIX MJIM HECKOJIBKO 0OJIee HU3KUX JO3UPOBKAX.

Komnosuuuio, copepxkallyl0 NENTUAHBIM JMraHx B COOTBETCTBHM C HACTOSLIUM
nu300peTeHneM, MOYKHO HCIOJIb30BaTh B MPOPUIAKTUYECKUX U TEPATIeBTUYECKUX YCIOBUSIX AJIS
CHOCOOCTBOBAHUSI W3MEHEHMIO, WHAKTHBALMH, YHUYTOXEHUIO WM YAAJCHHIO BBIOPAHHOMN
MOMYJIIUKM  KJIETOK-MUIIeHeH y MJjekonuTamero. Kpome Toro, mnenTHOHbIE JIMTAHIBL,
OMUCAHHBIE B HACTOSIIIIEM OMUCAHUU, MOYKHO UCTIOIB30BATh SKCTPAKOPTIOPATIBHO HIH i1 Vilro Ajist
CEJIKTUBHOTO YHHUYTOXKEHHsI, UCTOLICHHUS MM HHOTO 3(P(PEKTUBHOIO YyNAJCHUsS MOMYJISILUA
KJIETOK-MULIEHEN U3 TreTepOreHHON COBOKYMHOCTH KJIETOK. KpOBb OT MJIEKOMUTAIOIIETO MOYKHO
KOMOUHHMPOBATh HKCTPAKOPIIOPAJIHLHO C BBIOPAHHBIMH TMENTHIHBIMU JIUTAHIAMH, U TPU 3TOM
HE’KeJIaTeNIbHbIe KJIETKH YOMBAIOT MM MHBIM 0Opa30M H3BJIEKAIOT M3 KPOBH ISl BO3BPALICHUS
MJIEKOITUTAOLIIEMY B COOTBETCTBHH CO CTAHAAPTHBIMHU CIIOCOOAMHU.

Coemecmnoe 66edeHue ¢ OOHUM WU HECKONbKUMU OPYZUMU MeEPAnesmudecKumu
cpedcmeamu

B 3aBHCHMOCTH OT KOHKPETHOT'O COCTOSIHUSI HUTH 3a00JIEBAHHSI, TOJIBEPTacMOro JIUCHUIO,
TAK)K€ B KOMITO3ULMH IO HACTOSIIIEMY M300PETEHHUI0 MOTYT MPUCYTCTBOBATH JAOMOJHHUTEIbHbIE
TEPareBTUYECKHE CPENCTBA, KOTOPbIE OOBIMHO BBOIST VISl JICYEHHS 3TOTO COCTOSHUS. Takum
o0pa3oM, B OHOM BapHaHTE OCYINECTBJICHHs (papMaleBTHUECKas KOMIIO3MIUS, KPOME TOroO,
COIEPKUT OJHO HJIM HECKOJBKO TEepPAnmeBTHYECKHX cpencTB. Kak HCHOonb3yIOT B paMKax
n300peTeHNs], AOMOJHHUTENbHbBIE TEPANeBTUYECKHE CPEACTBA, KOTOPbIE OOBIMHO BBOAST MJIS
JeUeHUsT KOHKPETHOro 3a0OJIeBaHMSI WJIM COCTOSIHHSI, HW3BECTHBI KaK '"MOIXOASALINE JUIs
3a00JIeBaHMSI WJTH COCTOSIHHSI, TTOJIBEPTaeMOro JICUEHUIO" .

B HekOTOpPBIX BapHaHTax OCYLIECTBICHHS HACTOsIEE H300PETEHHEe OTHOCUTCS K CIIOCO0Y
JIeYeHHsT ONMMCAHHOTO 3a00JIeBaHUSI WM COCTOSTHHS, BKJIFOUAKOLIEMY BBEICHUE TMAIUCHTY,

HYXJAOMEMYCsS B 3TOM, B(I)q)eKTI/IBHOFO KOJIMYECTBA COCAUMHCHHA, OIMHMCAHHOI'O B HACTOALICM
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OMUCAaHWH, WM ero (apMaleBTUYECKH TPUEMIIEMONH CONM, M COBMECTHOE BBEICHUE
OJHOBPEMEHHO WJIM TIOCJIEAOBATENbHO 3(()EKTUBHOIO KOJHYECTBA OIHOTO WIIM HECKOJIBKHX
JIOTIOJIHUTEIIbHBIX TEPANeBTUYECKUX CPEACTB, TAKUX KaK CPEACTBA, ONHCAHHBbIE B HACTOSILEM
ONMUCaHNH. B HEKOTOpPBIX BapHMAaHTaX OCYINECTBJICHUS CIIOCOO BKIIIOYAET COIMYTCTBYOIIEE
BBEJIEHUE OJHOTO JONOJHUTEIBHOTO TEepaneBTUYECKOro CpelncTBa. B HEKOTOpBIX BapHaHTax
OCYIIECTBJIEHUs] CIMOCOO BKJIFOYAET COMYTCTBYIOLIEE BBEACHHE [IBYX JOMOJHHUTEIbHBIX
TepareBTUUECKHe CpeicTBA. B HEKOTOPBIX BapHaHTaX OCYINECTBJIECHUs] KOMOMHALINS OMHUCAHHOTO
COEIMHEHUs] U JOMNOJHUTEIbHOTO TEpPANeBTUYECKOrO CpEeACTBA WIM CpPEACTB AEHCTBYET
CHUHEPTUYHO.

CoenuHeHne 1o HaCTOALIEMY H300PETEHHUIO TAK)XKE€ MOXKHO HCIIOJIb30BaTh B KOMOWHAIIMU
C U3BECTHBIMHU TEPaNeBTUUECKUMHU MPOLECCAMHU, HAIPUMEpP, BBEIEHUEM T'OPMOHOB WJIH JIy4€BOI
Tepanueil. B omnpeneneHHbIX BapuUaHTax OCYLIECTBJIEHHs NPENyCMAaTPUBAEMOE COEAUHEHUE
UCTONB3YIOT B KAaueCTBE PAAMOCEHCHOMIM3UPYIOIEro CpPEACTBAa, OCOOEHHO ISl JIEUEeHUs
OIyXOJe, KOTOpbIe AEMOHCTPUPYIOT HU3KYH 4yBCTBUTEIBHOCTD K JIy4€BON TEPAIIUU.

CoenuHeHne MO HACTOSIIEMY HW300pPETEHHIO MOXKHO BBOAUTH OTHENBHO WU B
KOMOMHAIMM C OAHUM MJIM HECKOJbKMMH JPYTUMH TEpAIeBTUUYECKHMU COEIUHEHUSIMH, |
BO3MOJKHasi KOMOMHUPOBAHHAsI Tepamnusi npuHUMaeT Gopmy GUKCHPOBAHHBIX KOMOMHAIMH, WIIH
BBE/ICHHE COCIMHEHHs 10 M300PETeHUI0 M OAHOTO MJIM HECKOJBKUX APYIHX TEePareBTHYECKHUX
COCIMHEHUN SBJIAETCA MOOYEPEAHBIM WIM MNPOBOAMUMBIM HE3aBUCUMO Jpyr OT Apyra, Wiu
IPOBOAAT KOMOMHUPOBAHHOE BBEACHNE (PUKCHPOBAHHBIX KOMOWHALNI ¥ OHOTO MJIM HECKOJIBKUX
APYyTUX TepameBTHYeCKUX coeanHeHuil. CoenquHeHMe TIO HACTOSIIEMy H300peTeHHIO,
aNbTEPHATUBHO MM JOMOJHUTEIBbHO, MOKHO BBOIHUTH, B YACTHOCTH, Ul TEPAlUU OIMYXOJU B
KOMOMHAIIMM C XUMHOTEpamuel, Jy4eBOH Tepanueil, HMMyHOTepanuii, (oToTepanuei,
XUPYPrHYECKUM BMEIIATENIbCTBOM, WJIM HMX KOMOMHanued. B paBHOW cTemeHH BO3MOXKHA
JOJITOBPEMEHHAsI Tepamnusi, TAkXKe KaKk U abIOBAHTHAs T€Panus, B KOHTEKCTE IPyTUX CTpaTeruii
JIeYEHHs, KaK OTMHMCAHO BbIe. /IpyrMMu BO3MOXKHBIMH CIIOCOOAMH JICUEHUS SIBJISTFOTCS] TePATTUs
ISl TONJEpKaHUsl COCTOSIHUS —MAlMeHTa IIoCle  PEerpeccud OMyXOoidu WIM  Jaxe
XUMHUONPO(UIAKTHUECKAS TePAIHsi, HAPHMEP, Y MALHEHTOB, UMEFOIIUX PHCK.

OnHO UM HECKOJIBKO JIPYTUX TEParneBTHUECKUX CPENCTB MOXHO BBOJUTH OTHAEIBHO OT
COCOMHEHUS] WM KOMIIO3UIMM 10 H300PETeHHI0 B KadeCTBE pEKHUMa MHOTOKPATHOTO
JO3UPOBaHUs. AJIBTEPHATUBHO OJHO WM HECKOJIbKO JPYTHX TEepPameBTHUECKUX CPENCTB MOTYT
OBITh YaCTHIO OJHOKPATHOH TO3UPOBAHHOM (POPMBI, CMELIIAHHOH C COEIMHEHHEM T10 HaCTOSIIEMY
u300pEeTEHNI0 B €IMHYI0 KOMMNO3ULMIO. IIpu BBEAEHWH B Ka4yeCTBE PEeKMMa MHOTOKPATHOTO
JO3UPOBAHUSI OAHO WMJIM HECKOJbKO APYTHUX TEepaneBTUYECKUX CPEACTB U COEJUHEHUH Wiu
KOMITO3UILIUI IO HM300pPETEeHHUI0 MOXKHO BBOJIWUTH OJHOBPEMEHHO, IIOCJIEAOBATENbHO WM B
npeaenax HEKOTOPOro Nepuoaa BpEMEHHU IPYT OT Apyra, HalpuMep, B nipenenax 1, 2, 3,4, 5,6, 7,
8,9,10,11,12,13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23 unu 24 yacoB apyr OT Apyra. B HeKOTOphIX
BApUAHTAaX OCYIIECTBJIEHUs] OAHO WJIM HECKOJNbKO JPYIMX TepaneBTUYECKUX CpPeICTB U
COEIMHEHNE MM KOMIIO3ULIMIO 10 M300PETeHHI0 BBOAAT B KAUECTBE PEKUMAa MHOTOKPATHOTO

JIO3UPOBaHUS B Iipeenax Oonee 24 4acoB APYT OT ApyTa.
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Kak ncnonp3yroT B pamkax H300peTeHHs, TepMHUH "KOMOMHALW'", "KOMOMHHPOBAHHBINA"
U CXOIHBIE TEPMHHBI OTHOCATCSI K OJHOBPEMEHHOMY WJIM TOCIIEIOBATENbHOMY BBEACHUIO
TEPareBTUYECKUX CPENICTB B COOTBETCTBHH C HACTOSALINM H300peTeHneM. Hanpumep, coennHeHune
[0 HACTOSIIIEMY H300PETEHHI0O MOKHO BBOOUTH C OHMM WM HECKOJBKUMH JPYyTHMH
TEPANeBTUYECKUMHU CPEACTBAMH OJHOBPEMEHHO WJIM TIOCJIENOBATENbHO B  Pa3feNIbHBIX
€IMHUYHBIX JO3UPOBAHHBIX (pOpPMax HIIM BMECTE B €IUHON €IMHUYHOW NO3MPOBAHHOHN (opme.
Takum oOpasom, Hacrosimee H300pEeTeHHE OTHOCUTCS K €OWHOW EOWHHYHON TO3UPOBAHHOMN
dbopme, comepkaleil COeAMHEHUE M0 HACTOSLIEMY M300PETEHUIO, OTHO MUJIM HECKOJBKO JIPYTHX
TEPaNeBTUYECKUX CPEACTB M (papMaleBTUYECKH NPUEMJIEMBIH HOCHUTENb, aJbIOBAHT WM
HaIOJIHUTEIb.

KonmuecTBo coenvHeHHs MO HM300pETEHMI0O M OJHOTO WJIM HECKOJNBKUX JPYTHX
TEPaNeBTUYECKUX CPeACTB (B KOMIO3HMIMAX, KOTOpbIE COAEpKaT  JOMOJHHUTENIbHOE
TEPareBTUYECKOE CPEACTBO, KaK ONUCAHO BBIIIE), KOTOPbIE MOXKHO KOMOMHHDPOBAaTh C
MarepuanaMi HOCUTEJeH JJIsl MONy4YEeHUs] eJUHUYHOW NO3UPOBAHHOW (POPMBI, BapbUPYETCS B
3aBHCUMOCTH OT XO3MHA, IOJIBEPraeMoro JICYEHHWIO, M KOHKPETHOrO Crocoda BBENEHHS.
ITpenmodrurenbHO, KOMITO3ULIUS 11O M300PETEHHIO NOJKHA OBITh COCTaBJIEHA TaK, YTOOBI MOKHO
6bu10 BBOAUTD 103UPOBKY 0,01-100 MI/KT Macchl Tesa/CyTKH COEAMHEHNUS 110 N300PETEHNUIO.

B xomnosunusix, KOTOpble COAEpXkKAT OAHO WM HECKOJIBKO APYTUX TeparneBTUYEeCKUX
CPEACTB, OAHO MJIN HECKOJIBKO IPYTHX TEPANEBTUIECKUX CPEICTB U COSIMHEHHE 110 H300PETEHHIO
MOTYT JeHCTBOBATh CHUHEPruueckw. TakuM oOpa3oM, KOJIMYECTBO OIHOIO MIIM HECKOJIbKHX
APYTUX TEPATIeBTUYECKHUX CPEICTB TAKUX KOMITO3HLIHUSAX MOKET ObITh MEHBLINM, Y€M KOJIUYECTBO,
KOTOpoe TpedyeTrcss B MOHOTEpanuud C HCIOJb30BAHMEM TOJBKO 3TOTO TEPAaNeBTUYECKOrO
cpeactBa. B Takux KOMMO3MLMSIX MOKHO BBOIUTH 103upoBKy 0,01-1000 MKI/Kr Maccel
TEJa/CyTKH OTHOTO UJIM HECKOJBKUX APYTUX TEPANIEBTHYECKUX CPEACTB.

KonmuyecTBO  OZHOTO WM HECKONBKHX  JPYTUX  TEPANeBTHYECKHUX  CPENCTB,
NPUCYTCTBYIOIIUX B KOMITO3ULIHSX [0 HACTOSLIEMY H300PETEHHUIO, MOXKET ObITh HE OOJIBIINM, UeM
KOJINYECTBO, KOTOPOe 0OBIMHO ObI BBOAMJIOCH B KOMITO3HLIUH, CONEPIKAIIEH STO TepareBTUIECKOe
CPEICTBO B KayeCTBE EIMHCTBEHHOIO AKTUBHOIO BEHIECTBA. [IpEANOYTHUTENIbHO KOJIHYECTBO
OHOTO WJIM HECKOJIbKHX JAPYTHUX TEePaneBTHUECKUX CPENCTB B ONHCAHHBIX B HACTOSIIEM
OMHMCAHUM KOMIIO3UIUSAX HAXOOUTCS B JauanasoHe npudmmsurensHo oTr 50% mo 100% ot
KOJIN4ECTBA, OOBIYHO MPHUCYTCTBYIOLIETO B KOMIIO3HLINH, COAEPIKALIEH 3TO CPEICTBO B KAYECTBE
€IMHCTBEHHOT'O TEPANIeBTUYECKH AKTUBHOTO BELIECTBA. B HEKOTOPBIX BAPHAHTAX OCYIIECTBICHUS
OJTHO WJIM HECKOJIBKO APYTUX TEPANEBTHYECKHX CPEICTB BBOISAT B JO3HPOBKE MPHUOIH3UTEIHHO
50%, mpubmmsurensHo 55%, nmpubnmsurensHo 60%, mpuOIM3UTENBbHO 65%, NMPUOIH3UTEIBHO
70%, npubmmsurensro 75%, npudbmusurensHo 80%, mpubmmsutenbHO 85%, MpUOIM3UTETBHO
90% wnu npubausuTenpHo 95% OT KomMuecTBa, 0OBIMHO BBOAMMOTO JUIA 3TOro cpeactea. Kak
UCTIOJIB3YIOT B paMKax HM300peTeHUs, BhIpaskeHHe "OOBIYHO BBOIUMBIN" O3HAYAET KOJHUYECTBO
onoopenHoro FDA TepanmeBTHUECKOrOo CpEACTBA, MPENOCTaBIsIEeMOE Il O3UPOBAHMS B
COOTBETCTBUH € 000peHHBIM FDA BKJIaAbIIeM WIIH SIPIBIKOM.

CoenuHeHns1 MO HACTOSIIEMY H300PETEHUIO WIH HX (hapMaleBTHUECKHE KOMITO3ULIHU
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TaKKe€ MOXKHO BKJIFOYAaTh B KOMIIO3ULIMM IJIi HAHECEHHUs] TMOKPBbITUS Ha HMILIAHTHPYEMOe
MEIULIMHCKOE YCTPOWCTBO, Takoe KaK TPOTe3bl, MCKYCCTBEHHBbIC KJAMAHbL, COCYAHCTbHIE
TPaHCIUIAHTAThL, CTEHTbl M KareTepbl. COCYIUCTbIE CTEHTBI, HAMpPUMEpP, HCIOIB3YIOT ISt
NPEOOJeHUsT pecTeHo3a (TIOBTOPHOE CYIKEHHE COCYIHMCTOH CTEHKH IOCHEe MOBPEXKICHHS).
OnHako, NALMEHTHI C UCTIONIB30BAHUEM CTEHTOB HJIH IPYTHUX UMIUIAHTUPYEMBIX YCTPOHCTB UMEIOT
puck obOpa3zoBaHHMs TPOMOOB WM AKTHBALUH TPOMOOLIMTOB. DTH HeEKenaTeNbHble 3(PPEeKTh
MOXKHO TpPeaynpekaaTh WM CMsrdaTb MyTeM MPEIBAPUTEBHOIO TOKPBITHS YCTPOWCTBA
(dapMaLieBTHUECKH MPUEMIIEMON KOMITO3UIMEH, coaeprKaleii MHruOuTop KuHasbl Jlpyrum
BapUAHTOM OCYLIECTBJICHHS HACTOSIIEr0 U300PETeHHUS SIBJIIOTCS UMILIAHTHPY EMbIE YCTPOICTBA,
HOKPBIThIE COEAMHEHUEM COTJIACHO HACTOSIIEMY M300pPETEHHIO.

Jpyeue unnrocmpamuensie mepanesmuyeckie cpeocmea

B HEKOTOpPBIX BapHaHTaX OCYIIECTBICHUS OJHO HJIM HECKOJBKO APYTHX TePANEeBTHYECKHUX
CPEZCTB MPeNCTaBIsA0T co00M nHrudutop nonu-ADP-pubozononumepasel (PARP). B HekoTopbix
BapuaHTax ocyuiectienus uHruourop PARP BriOpan u3 onanapuda (Lynparza®, AstraZeneca),
pykamapuba (Rubraca®, Clovis Oncology), Hupamapuba (Zejula®, Tesaro), Tamazomapuda
(MDV3800/BMN 673/LT00673, Medivation/Pfizer/Biomarin); Benunaputa (ABT-888, AbbVie),
u BGB-290 (BeiGene, Inc.).

B HEKOTOpPBIX BapHaHTaX OCYIIECTBICHUS OJHO MJIM HECKOJIBKO APYTHX TePANEeBTHYECKHUX
CPEACTB MPEeACTaBISIOT coboit mHruburop apeanermnasel ructoHoB (HDAC). B Hekotopeix
BapuaHTax ocyuiectsienusi uaruourop HDAC BeiOpan u3 BopuHOcTata (Zolinza®, Merck),
pomunencuHa (Istodax®, Celgene), mnanoOunocrata (Farydak®, Novartis), OenuHocraTa
(Beleodaq®, Spectrum Pharmaceuticals), satunocrara (SNDX-275, Syndax Pharmaceuticals)
(NCT00866333); u ungamuna (Epidaza®, HBI-8000, Chipscreen Biosciences, KuTait).

B HEKOTOpPBIX BapraHTaX OCYIIECTBIEHHUS OJHO MM HECKOJIBKO APYTHX TePAEBTHUECKHUX
cpeacts mpenctaBysitoT cobort mHrnbmrop CDK, Ttakoii kak wmurubmrop CDK4/CDK6. B
HEKOTOpBIX BapuaHTax ocymectieHusi uaruoutop CDK 4/6 BbiOpan u3 mnanpOoumkinda
(Ibrance®, Pfizer); pubouuknuda (Kisqali®, Novartis); abemarnukimba (Ly2835219, Eli Lilly) u
tpunanukimbda (G1T28, G1 Therapeutics).

B HEKOTOpPBIX BapHaHTaX OCYLIECTBIEHHUs OMHO MM HECKOJBKO APYTHX TePANEBTHUSCKHUX
CPEACTB TPEACTaBISIIOT coOoi  wmHruoOutop ¢ocharnannurosuton-3-kunassl  (PI3K). B
HEKOTOpBIX BapwaHTax ocymectsienus naruourop PI3K BeiOpan u3 upenamucubda (Zydelig®,
Gilead), anmmemucuba (BYL719, Novartis), Ttacemmcuda (GDC-0032, Genentech/Roche),
nuktuaucuda (GDC-0941, Genentech/Roche); komannucuba (BAY806946, Bayer); nysenucuda
(panee IPI-145, Infinity Pharmaceuticals); PQR309 (Piqur Therapeutics, IIsefinapusi) u
TGR1202 (panee RP5230, TG Therapeutics).

B HEKOTOpPBIX BapHaHTaX OCYILIECTBICHHUs OMHO MM HECKOJBKO APYTHX TePANeBTHUECKHUX
CPEACTB TMPEACTABJSIOT COOOH TepameBTHUYECKHE CpeACTBA HAa OCHOBE IUIATHUHBI, TaK¥Ke
Ha3biBaeMble TiaTuHaMu. Ilnatusbl BebBatoT cuuBanue JIHK, Tak 4TO OHU HMHrHOMpYOT
permapanuio JIHK w/unm curres JIHK, B OCHOBHOM B OBICTPO pemponyLIUPYIOIIHNXCS KieTkax. B

HEKOTOPBIX BapUaHTaX OCYyHICCTBIICHHUS TEPANCBTUYCCKOE CPEACTBO HA OCHOBEC IUIATUHBI BbI6paHO
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u3 mucmiatuaa (Platinol®, Bristol-Myers Squibb); kapborutatuna (Paraplatin®, Bristol-Myers
Squibb; Taxxke Teva; Pfizer); okcamumiatuna (Eloxitin® Sanofi-Aventis); HenmamiaTuaa
(Aqupla®, Shionogi), muxornarnHa (Poniard Pharmaceuticals) u carpamnarura (JM-216,
Agennix).

B HEKOTOpPBIX BapHaHTAX OCYILIECTBICHHUs OMHO HJIH HECKOJBKO APYTHX TePANEeBTHUSCKHUX
CPEACTB TMPEACTABJSIIOT COOOH COEAMHEHHE TaKCaHa, KOTOPOE BBI3bIBAET HAPYLICHHE
MHUKpPOTpyOOUEeK, KOTOpble HEOOXOAMMBI MJisi JeNieHHs KJIETOK. B HEeKOTOpbhIX BapHaHTaX
OCYIECTBJICHUs] COENMHEHHE TakcaHa BblOpaHo u3 makuutakcena (Taxol®, Bristol-Myers
Squibb), nouerakcena (Taxotere®, Sanofi-Aventis; Docefrez®, Sun Pharmaceutical), csizanHOTO
¢ anpOymuHOM makiurakcena (Abraxane®; Abraxis/Celgene), kabasurakcena (Jevtana®, Sanofi-
Aventis) u SID530 (SK Chemicals, Co.) (NCT00931008).

B HEKOTOpPBIX BapHaHTaX OCYIIECTBICHUS OJHO HJIM HECKOJBKO APYTHX TePANEeBTHYECKHUX
CPEACTB MPENCTABISIOT COOOW HYKJICO3MAHBIM MHTUOUTOP WM TEPareBTHYECKOE CPEICTBO,
KOTOpOE NpensTcTByeT HopMmaibHOMy cuHTedy JIHK, cuHresy Oenka, pernuMkanuu KJIETOK WIH
UHBIM 00pa30M UHTHOUPYeET ObICTPONPOTU(EPUPYIOLIHE KIETKH.

B HeKOTOpBIX BapHaHTAX OCYLIECTBJIEHHUS HYKJIEO3WAHbIH WHTHOUTOp BbIOpaH U3
TpabekTenuHa (TryaHuAMH-aJKUIHpyromee cpenctso, Yondelis®, Janssen Oncology),
MexjopsTamuHa  (ankunupyromee cpeactBo,  Valchlor®,  Aktelion  Pharmaceuticals),
BuHkpuctuHa (Oncovin®, Eli Lilly, Vincasar®, Teva Pharmaceuticals, Marqibo®, Talon
Therapeutics);, Temo3zoaomuna (PONEKAPCTBO AJKHIIUPYIOIIEro cpencra S-(3-merunrpuaszes-1-
win)-umunaszodn-4-kapookcamuna (MTIC) Temodar®, Merck); nHbekKLIMOHHOTO HIUTapaOrHa (ara-
C, antumerabonuueckuii anajnor uutuauHa, Pfizer); momycTuHa (amkwimpyrouiee CpencTso,
CeeNU®, Bristol-Myers Squibb; Gleostine®, NextSource Biotechnology), azamuruanna
(MMPUMHUIVUHHYKJICO3UAHbI  aHajor nutuamHa, Vidaza®, Celgene), omanerakcuHa
MenecyKIuHata (CIoxHbIi 3¢up uedanorakcuna) (MHruOUTOp cuHTe3a OenkoB, Synribo®; Teva
Pharmaceuticals); acnaparunasel Erwinia chrysanthemi (pepMeHT aJisi HCTOLIEHHs acriaparvuHa,
Elspar®, Lundbeck, Erwinaze®, EUSA Pharma); spuOynuHa wesunara (MHMHOUTOD
MUKPOTPyOOUEeK, AHTUMHTOTHYECKOE CpEeACTBO Ha ocHoBe TyOyimnHa, Halaven®, Eisai);
kabasurakcesa (MHIMOUTOP MUKPOTPYOOUEK, AHTHMUTOTHYECKOE CPEACTBO HA OCHOBE TyOyIHHa,
Jevtana®, Sanofi-Aventis); kamamerpuHa (uHrUOWTOp THMHOWIATCUHTa3bl, Xeloda®,
Genentech); OeHmaMyCTHHA (OuyHKIHUOHATEHOE MIPOU3BOHOE MEXJIOpPITAMHUHA,
npeanonokuTesbHo Gopmupyromee mexuenouensle cimeku JJHK, Treanda®, Cephalon/Teva),
ukcabenuaoHa (TIONyCHHTETHUECKHH aHAJOr SMOTWIOHa B, HHrHOMTOp MHKPOTPyOOUeK,
AHTUMHUTOTHYECKOE CPEACTBO Ha ocHoBe TyOynmHa, Ixempra®, Bristol-Myers Squibb);
HenmapaOuHa (IPOJIEKAPCTBO aHAjoOra JAe30KCHIYAaHO3WMHA, HYKJICO3UAHbIA MeTaboIn4ecKuit
UHTHOUTOP, Arranon®, Novartis);, kjopadabuna (mponekapcTBO UHTHOUTOpA
pUOOHYKJICOTHIPENYKTa3bl, KOHKYPEHTHbIH WHruOuTop aesokcurnuruauHa, Clolar®, Sanofi-
Aventis), u TpudaypuaruHa U TUOUpaLMiIa (HYKJICO3WAHBIA aHAJNOT HA OCHOBE THMHUIWHA U
uHrnourop Tumuanapochopunaszel, Lonsurf®, Taiho Oncology).

B HEKOTOPBIX BapHUaHTaX OCYLICCTBIICHUSA OAHO UJIN HECKOJIBKO APYTUX TCPANICBTHUICCKHUX
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CPENCTB TPEICTABISIFOT cO0O0iM MHrHOuTOp KuHA3bl wim aHtaroHucT VEGF-R. OnmoOpenHbie
uHrnouropel VEGF u uHruOuWTopel KMHA3, MPUTOAHBIE B paMKaxX HACTOSLIETO H300pETeHHS,
BKIrOUaroT: Oepammzymad (Avastin®, Genentech/Roche), MoHOKIIOHATBHOE AHTHTENO TPOTHB
VEGF; pamyuupymabd (Cyramza®, Eli Lilly), antureno nporus VEGFR-2 u ziv-apaubepuenr,
takke n3pecTHeld Kak VEGF Trap (Zaltrap®; Regeneron/Sanofi); uaruburoper VEGFR, Takue
kak peropadenud (Stivarga®, Bayer), Banmeranu® (Caprelsa®, AstraZeneca); akCUTHHHO
(Inlyta®, Pfizer); n nenBatunu® (Lenvima®, Eisai), nuaruOuropsr Raf, Takue xak copadernd
(Nexavar®, Bayer AG u Onyx); nabpadenud (Tafinlar®, Novartis) u Bemypaderud (Zelboraf®,
Genentech/Roche);  uaruburoper  MEK, Takme  kak  kobumerann®  (Cotellic®,
Exelexis/Genentech/Roche); Tpamernnn® (Mekinist®, Novartis); HHTHOUTOPBI TUPO3UHKUHA3BI
Ber-Abl, takme kaxk umatuHHO (Gleevec®, Novartis); Hunotunu6® (Tasigna®, Novartis);
nacatuanO (Sprycel®, BristolMyersSquibb); Gocytunu® (Bosulif®, Pfizer); u nonatuHHO
(Inclusig®, Ariad Pharmaceuticals); naruburops! Her2 u EGFR, Takue kak repurnnutd (Iressa®,
AstraZeneca), spnorunu® (Tarceeva®, Genentech/Roche/Astellas); namatuau® (Tykerb®,
Novartis), adaruaud (Gilotrif®, Boehringer Ingelheim); ocumepTnHuO (HaLeneHHbIH Ha
axktuBupoBanubiii EGFR, Tagrisso®, AstraZeneca), u Opuratuau® (Alunbrig®, Ariad
Pharmaceuticals); unruoutopsr c-Met u VEGFR2, takue kak xabo3anutu® (Cometriq®,
Exelexis); u My IbTHKHHA3HbIE HHTHOUTOPBI, Takue Kak cyHUTHHHO (Sutent®, Pfizer); nazonannd
(Votrient®, Novartis), uaruouropst ALK, Takue kak kpuzorunud (Xalkori®, Pfizer); nepuruanutd
(Zykadia®, Novartis); wu anexktunu0O (Alecenza®, Genentech/Roche); uHruOuTOpHI
TUpO3UHKUHA3bl bpyToHa, Takme kak uOpytuHHO (Imbruvica®, Pharmacyclics/Janssen);, wu
uHruOuTopsl perenropa Flt3, rakue kak munoctayput (Rydapt®, Novartis).

Hpyrue uHruOutops! kuHas U antaroHuctel VEGF-R, koTopble HaxomsaTcsi Ha CTaguu
pa3pabOTKU U MOTYT MCIIOIb30BAThCS B PAMKAaX HACTOSILIETO H300PETeHHS, BKIIOYAIOT: THBO3AHHUO
(Aveo Pharmaecuticals); Barananu0 (Bayer/Novartis); ayuutanud (Clovis Oncology); noBuTuHHO
(TKI258, Novartis); unayanu® (Chipscreen Biosciences); CEP-11981 (Cephalon); nunuganud
(Abbott Laboratories); nepatunu® (HKI-272, Puma Biotechnology); pamotunu® (Supect®,
IYS511, II-Yang Pharmaceuticals, S. Korea); pykcomutuau® (Jakafi®, Incyte Corporation);
PTC299 (PTC Therapeutics), CP-547,632 (Pfizer); ¢poperunnd (Exelexis, GlaxoSmithKline);
kBu3apTHHUO (Daiichi Sankyo) u motecann6 (Amgen/Takeda).

B HEKOTOpPBIX BapHaHTaX OCYLIECTBICHHUs OJHO MM HECKOJIBKO APYTHX TePAEeBTHUECKHUX
cpencTs npeacTasisiroT codor marnouTop mTOR, KOTOpBIE HHTHONpPYET MPOTUQEPALIHIO KIETOK,
aHTMOTeHe3 M 3aXBaT IJIFOKO3bl. B HEKOTOPBIX BapwaHTax ocymectBieHuss nHruounrop mTOR
npezncrasisier coboii 3seponumyc (Afinitor®, Novartis); Temcuponumyc (Torisel®, Pfizer); u
cuponumyc (Rapamune®, Pfizer).

B HEKOTOpPBIX BapHaHTaX OCYILIECTBICHHUs OMHO MM HECKOJBKO APYTHX TePANeBTHUECKHUX
CPEACTB MPEACTABJISIOT co00H MHruOuTop mporeacoM. OnoOpeHHbIe MHTHOUTOPBI MPOTEACOM,
NPUTOAHBIE B paMKaxX HACTOSLIEro M3o0pereHus:, BKmodaroT bopresomud (Velcade®, Takeda),
kapdumzomud (Kyprolis®, Amgen); u nkcazomud (Ninlaro®, Takeda).

B HEKOTOPBIX BapHUaHTaX OCYLICCTBIICHUSA OAHO UJIN HECKOJIBKO APYTUX TCPANICBTHUICCKHUX
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CPEACTB MPEACTaBIAOT COOOi aHTaroHUCT (akrTopa pocTa, TaKOW Kak AaHTarOHUCT
TpomborurapHoro ¢akropa pocta (PDGF), nnu snupepmansHoro ¢gakropa pocta (EGF) wnu ero
perenropa (EGFR). OnoGpennsie antaronuctsl PDGF, KOTOpbIE MOKHO HCIIONB30BATh B PAMKAX
HacTosmero wuszoOperenus;, BkmodaroT onaparymad (Lartruvo®; Eli Lilly). OnoOpennsie
anraronuctsl EGFR, koTOpBlE MOXXHO HCHONB30BaTh B PaMKaxX HACTOSINErO H300peTeHHS,
BrirovaroT: nerykcumad (Erbitux®, Eli Lilly); neumtymymad (Portrazza®, Eli Lilly),
naautymymad (Vectibix®, Amgen); u ocumepTunuO (HaneneHHbIi Ha akTuBupoBaHHbl EGFR,
Tagrisso®, AstraZeneca).

B HEKOTOpPBIX BapHaHTaX OCYIIECTBICHUs OMHO HJIM HECKOJIBKO APYTHX TePANEBTHUECKHUX
CPEACTB MPECTABIISIOT CO00i MHrUOUTOp apomaTasbl. B HEKOTOPBIX BapUaHTaX OCYIIECTBICHUSI
UHruOUTOp apomMaTasbl BeIOpaH u3: sk3emectaHa (Aromasin®, Pfizer); anacrazona (Arimidex®,
AstraZeneca) u nektposoja (Femara®, Novartis).

B HEKOTOpPBIX BapHaHTaX OCYIIECTBICHUS OJHO MJIM HECKOJIBKO APYTHX TePANeBTHUECKHUX
CPEACTB TPENCTABISIIOT cOoOOW aHTAaroHHCT Kackama hedgehog. OmoOpeHHBIE WHTHOUTOPBI
kackana hedgehog, KoTOopble MOXHO HCIIONB30BaTh B pPaMKaxX HACTOSINEro H300peTeHws,
BkirovaroT: conupern6 (Odomzo®, Sun Pharmaceuticals); u Bucmonmern® (Erivedge®,
Genentech), o6a st jeueHus 6a3aIbHO-KJIETOUHOM KAPILIHOMBI.

B HEKOTOpPBIX BapHaHTaX OCYIIECTBICHUS OJHO MJIM HECKOJIBKO APYTHX TePANEeBTHYECKHUX
CPEACTB MpPEACTaBBIOT coOol MHruoOuTop (QonueBoll kuciaoTbl. OnoOpeHHbIE HHTHOUTOPBI
(onreBoi KUCIOTHI, IPUTOJHBIE B PAMKaX HACTOSINEr0 M300pETeHMs], BKIIOYAIOT IEMETPEKCe
(Alimta®, Eli Lilly).

B HEKOTOPBIX BapraHTaX OCYIIECTBIEHHUs OJHO MM HECKOJBKO APYTHUX TePAEBTHUECKUX
CPeNCTB MPeACTaBISIIOT coboit uHruoutop peuentopa 4 CC-xemokunoB (CCR4). Haxonsuuecs
Ha ctaguu uccienosanuii HHrHOUTOpel CCR4, koTOpBIE MOTYT OBITH MPHUIOAHBIMU B pPaMKax
Hacrosimero u3o0OpereHus, BKIo4yaroT Moramynusymad (Poteligeo®, Kyowa Hakko Kirin,
SAnonwst).

B HEKOTOpPBIX BapHaHTaX OCYIIECTBIEHHUs OJHO MM HECKOJIBKO APYTHUX TePAEeBTHUECKHUX
CPEICTB MPEeACTaBIIOT cobol mHrndourop mszonurparaeruaporenassl (IDH). Haxonsmmecs Ha
cTaauu ucciaenoBanusi tHruouTopsl IDH, KOTOpBIE MOKHO MCIONB30BATh B PAMKAX HACTOSIIETO
u3obperenus, BkiovaoT: AG120 (Celgene, NCT02677922); AG221 (Celgene, NCT02677922,
NCTO02577406); BAY 1436032 (Bayer, NCT02746081); IDH305 (Novartis, NCT02987010).

B HEKOTOpPBIX BapHaHTaX OCYLIECTBICHHUs OJHO MM HECKOJIBKO APYTHUX TePAeBTHUECKHUX
CPENCTB MPEACTABISIOT cOOOW MHrHOUTOp apruHasbl. Haxonsimuecs Ha CTaluy HCCIIeTOBAHUN
UHTHOUTOPBI apriHa3bl, KOTOPbIE MOXKHO HCIIOJIb30BaTh B PAMKaX HACTOSIIErO H300pEeTeHUs,
BouaroT: AEB1102 (nmerunupoBaHHas pekoMOWHaHTHas apruHasa, Aeglea Biotherapeutics),
KOTOPBII HaxoauTcs B (aze | KIMHUYECKUX MCIBITAHUI MPOTHUB OCTPOrO MUEJIOMIHOTO JIEHK03a
u Muenoaucruiactuaeckoro cuaapoma (NCT02732184) u conuanbix onyxoneit (NCT02561234),
u CB-1158 (Calithera Biosciences).

B HEKOTOpPBIX BapHaHTaX OCYLIECTBICHHUs OMHO HJIH HECKOJBKO APYTHX TePANEBTHUECKHUX

CPENCTB MPEICTABISIFOT cOO0M MHrHOUTOpP riyTaMuHa3bl. Haxonsiuecss Ha CTaAMKM UCTIBITAHUH
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UHTHOUTOPBI TNy TAMUHA3bI, KOTOPbIE MOXKHO UCTIOJIb30BATh B PAMKAX HACTOSILIETO H300peTeHus],
BkirouaroT CB-839 (Calithera Biosciences).

B HEKOTOpPBIX BapHaHTaX OCYILIECTBICHHUs OJHO HJIH HECKOJIBKO APYTHX TePANEBTHUSCKHUX
CPEACTB NMPEACTABISIIOT COO0IT aHTUTEJIO, KOTOPOE CBSI3BIBAETCS C Oy XOJIEBBIMI AHTUTECHAMH, T.€.
OenKaMu, SKCIPECCUPYEMbIMU Ha MOBEPXHOCTH OMYXOJEBbIX KJETOK. OmoOpeHHble aHTHTeNa,
KOTOpBIE CBS3BIBAIOTCSI C OIMYXOJIEBBIMU aHTHICHAMH, KOTOPBIE MOYKHO MCIOJIb30BAaTh B PaMKax
HacTosALIero u3oOpereHusi, Bkmo4aroT: purykcumad (Rituxan®, Genentech/Biogenldec),
oparymymad (antureno nporus CD20, Arzerra®, GlaxoSmithKline); oGunyTy3ymab (anTHTENO
nporus CD20, Gazyva®, Genentech), nbpurymomad (antureno mporus CD20 u uttpmii-90,
Zevalin®, Spectrum Pharmaceuticals); naparymymad (antureno mpotuB CD38, Darzalex®,
Janssen Biotech), nunytykcumab (antuteno nporus rukoiunuga GD2, Unituxin®, United
Therapeutics), Tpacty3ymab (antureno nporus HER2, Herceptin®, Genentech); anorpacty3zymad
smran3uH (antureno mnporuB HER2, cnutoe ¢ smramsuHom, Kadcyla®, Genentech); wu
nepty3ymMad (antuteno mpotuB HER2, Perjeta®, Genentech), u OpeHrykcumald BemoTHH
(xonbrorar antuteno npotuB CD30-nekapcTBeHHOe cpencTBo, Adcetris®, Seattle Genetics).

B HEKOTOpPBIX BapHaHTaX OCYIIECTBICHUS OJHO MJIM HECKOJIBKO APYTHUX TePANeBTHYECKUX
CPEACTB TPENCTABISIIOT Cco0OH uHruourop Ttomomsomepasel. OnoOpeHHbIE WHTHOUTOPBI
TOMOM30MEpa3, MPHUIOAHbIE B pPaMKaX HACTOSIIEr0 H300peTeHHs, BKIIOYAIOT. HPUHOTEKAH
(Onivyde®, Merrimack Pharmaceuticals); Tomorekan (I'mkamtua®, GlaxoSmithKline).
Haxonsmuecst Ha CcTaguyl WCHBITAHMA HWHCHOUTOPBI  TONMOM30MEpPAa3, KOTOPBIE MOKHO
UCITIOJIb30BAaTh B PaMKaX HACTOSILIEro M300peTeHus, BKIOYAaroT mukcaHTpoH (Pixuvri®, CTI
Biopharma).

B HEKOTOpPBIX BapraHTaX OCYIIECTBIEHHUs OJHO WM HECKOJBKO APYTHUX TEPANEBTHUECKUX
CPENCTB TPEACTABISIOT COO0N MHMHOMTOpP aHTHAMNONTOTHYEeCKUX OenkoB, Takux kak BCL-2.
OnoOpeHHbIE aHTHAMONTOTHYECKHE CPEICTBA, KOTOPbIE MOMKHO HCIIONB30BaTh B paMKax
HACTOSALIEro H300peTeHus, BKIOYAOT. BeHeTokynake (Venclexta®, AbbVie/Genentech) wu
omunatymomalb (Blincyto®, Amgen). [Ipyrue TepameBTHYECKHE CPENCTBA, HAIlEIEHHbIE Ha
amonToTU4ecKrue OeNKM, KOTOpble TMPOLLIH KJIMHUYECKHE HCIbITAHUS W KOTOPbIE MOIYT
UCTIONB30BAThCSl B PaMKaxX HACTOSIIIEr0 H300peTeHus, BKIOYAKT HaBuTOkiIakc (ABT-263,
Abbott), naruburop BCL-2 (NCT02079740).

B HEKOTOpPBIX BapHaHTaX OCYLIECTBICHHUs OJHO MM HECKOJIBKO APYTHX TePAEeBTHUECKHUX
CPECTB MPEACTaBISIOT COOOW MHIMMOUTOP peLenTopoB aHAporeHoB. Ono0peHHbIe HHTHOUTOPBI
peLenTopoB AaHAPOTeHOB, MPHUIOAHbIE B pPaMKaX HACTOSIEr0 H300pETeH s, BKIHOYAIOT
su3anyTamuy (Xtandi®, Astellas/Medivation); ogoOpeHHBIE HHTHOUTOPBI CHHTE3a aHIPOTEHOB
BKrOUaroT abuparepon (Zytiga®, Centocor/Ortho); omoOpeHHBI aHTarOHHCT peLenTopa
roHanotrponuH-prm3uHr ropmona (GnRH) (nerapanukc, Firmagon®, Ferring Pharmaceuticals).

B HEKOTOpPBIX BapHaHTaX OCYLIECTBICHHUs OMHO HJIH HECKOJBKO APYTHX TePAreBTHUECKHUX
CPEACTB TPEACTABIIIOT COOOH CeNeKTHUBHBIH MOAYJSATOp penentopoB 3ctporeHa (SERM),
KOTOPBIH MPENATCTBYET CUHTE3Y WIJIM aKTUBHOCTH 3¢TporeHoB. Onobpennsie SERM, npuronbie

B paMKaX HACTosIIero u3odpereHus, Bkmodarot panokcuden (Evista®, Eli Lilly).
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B HekoTOpBIX BapHaHTaX OCYIIECTBICHUS OHO WIH HECKOJIBKO APYTHX TEPANEBTUIECKUX
CPENCTB MPEACTABJSIIOT CO0OW WMHTHOUTOP pe3opOuuu koctu. OnoOpeHHOEe TepareBTHYECKOe
CPENCTBO, KOTOPOE MHTUOMPYyeT pe30opOIui0 KOCTH, MPencTaBisieT coboi aeHocymad (Xgeva®,
Amgen), anrtureno, koropoe cs3biBaeTcsi ¢ RANKL, mnpemsTcTBYsl CBSI3BIBAHHIO C €O
peuentopoM RANK, HaxomsmuMcsi Ha TIOBEPXHOCTH OCTEOKJIACTOB, UX MPEAIIECTBEHHUKOB, U
OCTEOKJIACT-TIOJJOOHBIX THTaHTCKUX KJIETOK, KOTOPbIE OINOCPEAYIOT MATOJOTHI0 KOCTeH NpHu
COJIMJIHBIX OITyXOJISIX C KOCTHBIMH MeTacrazamu. Jlpyrue onoOpeHHble TeparneBTHYeCKHe
CPeNCTBa, KOTOPbIE WHTHOUPYIOT Pe30pOIUI0 KOCTH, BKJIIOYAOT OuchOCPOHATHI, Takhe Kak
3oJieIpoHOBast kuciora (Zometa®, Novartis).

B HexoTOpbIX BapuaHTaxX OCYINECTBICHUS OHO WM HECKOJIBKO APYTHX TEPANEBTUIECKUX
CPEeZICTB MPEACTABISIOT COO0H MHIMOUTOP B3aUMOAEHCTBUS MEKY ABYMS IIEPBUYHBIMU OeIKaMH-
cynpeccopamu p53, MDMX u MDM2. Haxonsiuecs: Ha CTaiuy UCTIBITAHUN HHTHOUTOPBI OEJIKOB
cympeccuu pS3, KOTOpble MOXKHO HCIIONIB30BATh B pAMKAaX HACTOSIIEr0 H300pETeHNs], BKIIOYAIOT
ALRN-6924 (Aileron), clumTelii menTua, KOTOPbId paBHOI()()EKTUBHO CBSA3bIBAET U HAPYLIAET
B3aumozeiicteie MDMX nu MDM2 ¢ p53. ALRN-6924 B HacTosiee BpeMst HAXOAUTCS HAa CTauu
KJIMHUYECKHUX UCIIBITAaHUN 17151 eueHuss AML, pa3BepHyTOro MUeaoauCIIaCTUIECKOrO CHHAPOMA
(MDS) u nepugepuueckoii T-knerounoit mumdomer (PTCL) (NCT02909972; NCT02264613).

B HexoTOpBIX BapUaHTax OCYIECTBJIEHHUs OJJHO UM HECKOJIBKO TEPANIEBTHUECKUX CPEICTB
IPEeACTaBISIIOT co0OH MHruomrop Tpancopmupyomero ¢akropa pocra-oera (TGF-Gera wmn
TGFp). Haxopsiimuecst Ha cTamuu ucnbiTaHui MHrHOUTOPBI OenkoB TGF-0eta, kKOTOpbIe Takke
MOKHO HCIIOJIb30BaTh B paMKax Hacrosiero usobOperenus, Bkiao4aroT NIS793 (Novartis),
antureno npotuB TGF-Oera, Haxopsmieecs Ha CTaOUM HCTBITAHUN B KJIMHUKE IS JICYCHUS
PA3INYHBIX 3JI0KAYECTBEHHBIX OMyXOJIEH, BKITFOUAsl PaK MOJIOYHOH JKeJie3bl, JIETKOTrO, IEYEHOYHO-
KJIETOYHBbIH pak, pak OOOAOYHOH M TPSIMOW KHUINKH, paK TOMKEIyJIOUYHOH >Kee3bl, pak
npeacrarenbHol kene3bl U pak mouku (NCT 02947165). B HEKOTOpbIX BapuUaHTax
ocymectsieHust uaruourop 6enxkos TGF-6era npencrasnsier coboii ¢ppesommmymad (GC1008;
Sanofi-Genzyme), KOTOpbIH MPOXOAWT HCHbITaAHMS s JiedueHus: menanombl (NCT00923169);
noyeuHokyeTouHoro  paka (NCT00356460); ®  HEMEJNKOKJIETOYHOTO paka  JIErKOro
(NCT02581787). Kpome TOro, B HEKOTOPbIX BapHUAHTAX OCYLIECTBIEHHs IOMOJHUTEIbHOE
TEPareBTUYECKOE CPEACTBO mpexacraBisier coboit noBymky mnsi TGF-OGera, kak ommcaHo B
Connolly eral. (2012) Int’1 J. Biological Sciences 8:964-978. OnHo TepaneBTHYECKOE HCIIBITAHKE,
B HACTOSIIEE BPEMsl MPOXOSIIee KIMHUYSCKUE UCTIBITAHUS ISl JICUEHUsI COJUIHBIX OMyXOJIeH,
npeacrasisier M7824 (Merck KgaA - panee MSB0011459X), kotopoe mpencraBisieT coOoi
oucnerduueckoe coennnenne anruteno nporus PD-L1/mosymxka ms TGFB (NCT02699515);
u (NCT02517398). M7824 cocTout U3 MONHOCTBIO yenoBeueckoro IgGl-anturena nporus PD-
L1, cmutoro ¢ BHekseTouHbIM noMmeHoM penenrtopa II TGF-Oera wenmoBeka, KOTOpBIA
¢dysxmonmnpyer kak "nosymka" niust TGFp.

B HeKOTOpBIX BapHaHTax OCYINECTBIICHHU, OJHO UM HECKOJIBKO APYTUX TEPANEBTUIECKUX
cpencTs BeIOpaHbl U3 riemOarymymad BepotrH-MoHOMeTmnaypuctatnHia E (MMAE) (Celldex),

anturena nportus rimkonporenHa NMB (gpNMB) (CRO11), cmmuroro ¢ OUTOTOKCHYECKHUM
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MMAE. gpNMB mnpencraBnsier coboii Oenok, CBEpXIKCIPECCHPEMBIH MHOXECTBOM THIIOB
OmyxoJyiel, KOTOpBI acCOMHUPOBAH CO CIIOCOOHOCTBIO  3JIOKAUYECTBEHHBIX KJETOK K
METaCTa3uPOBAHHMIO.

B HeKOTOpBIX BapHaHTax OCYINECTBIICHHUs, OJHO WM HECKOJIBKO APYTUX TEPANEBTUIECKUX
CpenCTB MPEICTABIISIIOT co0oii aHTHNPOIU(EepaTHBHOE COEIIMHEHHE. Takue
aHTUINPOIU(EPATUBHBIE COECAMHEHUS] BKJIIOYAIOT, HO HE OrPAaHMYMBAIOTCS WMHU. HHTHOUTOPBI
apomaras; aHTUACTPOTe€HbI, HHrHOMTOPBI TOmouszomepasbl I, mHrubutoper Tonomsomepassl II;
aKTUBHBIE B OTHOLIEHHH MHUKPOTPYOOUEK COENMHEHHs, aJKWJIHPYIOIIUE COEIHMHEHUS,
UHTUOUTOPHI AealeTHIa3bl THCTOHOB, COEAMHEHMs], KOTOPbIE HHAYLUPYIOT MPOLECCHI KIETOYHON
nuddhepeHINPOBKY, HHIHOUTOPBI HUKIOOKCUTeHa3bl, HHruouropsl MMP; nnrudutopst mTOR;
AHTUHEOIIACTUYECKUE AHTHUMETaOONUThI, COENWHEHMs IUIATUHBL, COEAMHEHMs, HalleJIeHHbIe
HA/CHIKAIOIME AKTUBHOCTh KHHA3 O€JKOB WJIM JIMIHMAOB M APYTrHe€ AHTUAHTHOTEHHbIE a
COEIIMHEHUs, COENMHEHHs], KOTOpblE HALEJEeHbl HA, CHIKAIOT WIM HWHTUOMPYIOT aKTUBHOCTH
docdaras OenkoB WIM JUNHAOB, AarOHUCTHI TOHAJOPENNHA, AHTHAHAPOTEHBI, WHTUOUTOPBI
METHOHUHAMUHOMENITHIa3bl; HHIHOUTOPbl MAaTPUKCHON METaJUIONpPOTEeHnHAa3bl, OUCHOCHOHATH,
MoAM(PUKATOPbl OMOJNIOTMYECKOTO OTBETA; AHTHNPOIU(EPATHBHbIE AHTHTENA, WHTHOUTOPBI
rernapaHasbl, HHITHOUTOPBI OHKOTeHHBIX M30(opM Ras; MHrHONTOpBI TeoMepasbl; HHTHOUTOPBI
IIPOTEACOM; COEIMHEHUs, UCIOJb3yeMble AJISI JIEUEHUs] NeMaTOJIOTHYECKUX 3JI0KaueCTBEHHBIX
OIyXOJIeH; COeqMHEHMsI, KOTOPbIE HAlleJeHbl Ha, CHIKAIOT WM MHIHOMPYIOT akTUBHOCTD Flt-3;
unruduroper Hsp90, takue xak 17-AAG (17-ammunamusorennanamunus, NSC330507), 17-
DMAG (17-guMmerunaMuHOITHIAMUHO- 1 7-nemeTokcu-renganamunea, NSC707545), IPI-504,
CNF1010, CNF2024, CNF1010 or Conforma Therapeutics; remozonomun (Temodal®); Genkosbie
UHTUOMTOpPHl KHHE3MHOB BepeTeHa BpauleHus, Takue kak SB715992 wmu SB743921 or
GlaxoSmithKline, unn nenramunus/xnoprnpomasud ot CombinatoRx; naruduropst MEK, Takue
kak ARRY 142886 or Array BioPharma, AZds244 ot AstraZeneca, PD181461 or Pfizer u
JIEHKOBOPHH.

Tepmun "uHruOUTOp apomarasbl’, KaKk UCHOJB3YIOT B PAMKax U300pETEHHs], OTHOCUTCS K
COEIMHEHUI0, KOTOPOE HHTMOUPYET MPOAYIUPOBAHHE SCTPOTEHOB, HAIIPUMED, KOHBEPTHPOBAHNE
CyOCTpaToOB aHAPOCTEHAMOHA M TECTOCTEPOHA B 3CTPOH U 3CTPAAMOJ, COOTBETCTBEHHO. TepMUH
BKJIFOYAET, HO HE OrPAaHUYMBAETCS HMH, CTEPOHIbI, OCOOCHHO aTaMeCTaH, SK3eMeCTaH U
dopMecTaH H, B YaCTHOCTH, HECTEPOUABL, OCOOEHHO AaMHHOTIIYTETUMHJ, POTJIETUMHUL,
MUPUAOTIY TETHMHI, TPHUIJIOCTAH, TECTOJIAKTOH, KETOKOHA30JI, BOPO30J1, (haapo30J1, aHACTPO30J U
JIEKTPO30JI. DK3eMeCTaH BBIMYCKAETCS B MPONAKy IMOJ TOPrOBbIM Ha3BaHueM Aromasin™.
@opMecTaH BBIYCKAETCSI B MPOIAXy IMOA TOProBbiM HasBaHuweMm Lentaron™. ®anposon
BBIMyCKAETCST B MPOAaXy MOA TOproBbiM HaszBanuem Afema™. Anactposon Bbimyckaercsi B
nponaky mox ToproBbiM HasBaHueM Arimidex™. JIekTpo30J1 BBITYCKAETCS B MPOMAXy MO
ToproBeiMu HazBaHusiMEu Femara™ wmnn Femar™. AMuHOrIyTETUME BBIMYCKAETCS B TIPOAAKY
nox TtoproBeiM HasBaHueMm Orimeten™. KomOunanmss mo u300peTeHHIo, CcomepsKamas
XUMHOTEPANIEBTUYECKOE CPEACTBO, KOTOPOE NPEACTaBsieT CoOOM HMHrHOUTOpP apoMarasbl,

SIBJIIETCST  OCOOEHHO HpHFOHHOfI JJIA JICUCHUA OHYXOHeﬁ, MOJIOKUTCJIBHBIX IO pPELCIITOpaM
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TOMOHOB, TaKHUX KaK OIMyXOJIA MOJIOYHOH JKeJe3bl.

Tepmun "aHTHUACTpPOreH", Kak HCIONB3YIOT B paMKax H300pEeTEeHUs, OTHOCHUTCSA K
COEIMHEHUI0, KOTOPOE SIBJISIETCS] aHTArOHHUCTOM 3(dekTa 3CTPOreHOB Ha YPOBHE PELIENTOPOB
scTporeHa. TepMHH BKJIIOUAeT, HO HE OrPAaHMYMBAETCS HMH, TaMOKCH(eH, (yJBeCTpaHT,
panokcugen u panokcupena rugpoxiaopus. TamokcudeH BoIyCKaeTcs B MPOAAXKY IO TOPrOBBIM
HazBaHneM Nolvadex™. PanokcudeHa ruapoxyiopua BBIMYCKAETCS B MPOIAXKY IMOA TOPTOBBIM
HazBaHneM Evista™. ®ynBecTpaHT MOXKET BBINYCKAThCS IO TOProBbiM HaszBanueM Faslodex™.
KomOunanuss mo wu300peTeHHI0, CcoAepskamas XUMHOTEPANeBTUYECKOE CPEACTBO, KOTOPOe
NpencTaBasieT CcoOONH  aHTUACTPOreH, SBSIETCS OCOOEHHO MPUTOAHOW AN JIEUYEHUs
MOJIOXKHUTEJBHBIX MO PELENTOPaM 3CTPOr€HOB ONMYXOJIeH, TAKUX KaK OIyXOJIH MOJIOYHOMN JKeJIe3bl.

Tepmusn "anTnanaporeH", Kak UCIOJB3YIOT B paMKax H300pETEHHsI, OTHOCUTCS K JIFOOOMY
BEIIIECTBY, KOTOPOE CIIOCOOHO MHIMOMpPoBaTh Ononorudeckue 3¢p¢GeKThl aHIPOre€HHBIX TOPMOHOB,
U BKJIIOYAaeT, HO He orpaHu4uBaercss umu, Oukanytamupn (Casodex™). Tepmun "aronucr
TOHAJIOpeIMHA", KaK UCTIONB3YIOT B PAMKaxX H300pEeTeHHs, BKIIIOYAET, HO HE OrPAHUYNBAETCS UMH
abapenuKc, ro3epesiuH M To3epeiiMHa ameTaT. | 03epenuH MOXKHO BBOAUTH IIOJ] TOPTOBBIM
HasBaHueM Zoladex™.

Tepmun "uaruOurop Ttomomzomepassl [, Kak HCHONB3YIOT B paMKax H300peTeHus,
BKJIFOYAET, HO HE OTPaHNYUBAETCS] UMH, TONOTEKAH, TUMATEKaH, UPUHOTEKAH, KAMIITOTEL[H U €ro
aHAJIOTH, 9-HUTPOKAMITOTELIMH U MAKPOMOJIEKYJIIPHBINA KOHBIOTAT KamnTorennHa PNU-166148.
HpuHoTekaH MOXKHO BBOAMTH, HampuMep, B (popme, B KOTOPOH OH BBINYCKAETCS B MPOIAXKY,
Harpumep, Noa ToproeeiM Haszeanuem Camptosar™. TomoTekaH BBITyCKA€TCs B MPOIAXKy TOJ
TOproBeiM HaszBanuem Hycamptin™,

Tepmun "unruburop tomomsomepasbl II", kak HCMONB3YIOT B paMKax H300peTeHUs,
BKJIFOYAET, HO HE OrPAaHUYMBACTCS UMM, aHTPALMKINHBI, TAKUE KaK JOKCOPYOHIMH (BKIIOUas
JIMTIOCOMAJIBHBIN cocTaB, Takoil kak Caelyx™), nayHopyOuuuH, snupyOuiMH, unapyoOuliH u
HEMOPYOHLIMH, aHTPAXHHOHBI MHTOKCAHTPOH H JIO30KCAHTPOH, M MONO(IIOTOKCHHBI STOMO3U U
TEHUTIO3U]. JTOIMO3U BBIYCKAETCS B MPONAKy TMOX TOProBbiM HasBaHueMm Etopophos™.
TeHuno3ua BBIMYCKAETCsS B MPOAAXKY MO TOPTOBBIM HazBaHueM VM 26-Bristol. Jlokcopyonumx
BBINYCKAETCST B TMPOAAXY TMOX TOproBeiM HasBanueM Acriblastin™ wmn  Adriamycin™.
DnupyOULIMH BBIMYCKAETCsI B TIPOAAKY MO TOProBbiM HasBaHueM Farmorubicin™. MpapyOuuun
BBIyCKAETCS B MPOIAKy MO TOProBbiM HasBaHHeM Zavedos'™. MUTOKCAHTPOH BBIMYCKAETCS B
NPOJAXKy MOA TOPrOBbIM Ha3zBaHHueM Novantron.

Tepmun "akTUBHOE B OTHOIIEHHMH MHKPOTPYOOYEK CpPEACTBO" OTHOCHTCS K
CTa0MIM3UPYIOLINM MHUKPOTPYOOUKH COENMHEHHSIMH, NeCTa0WIN3UPYIOIHM MHKPOTPYOOUYKH
COCOMHEHUSIM M WHIHOUTOpaM TMOJHMEPHU3ALMH MHUKPOTYOYJIMHA, BKJIIOYAKOLINM, HO HeE
OTrPaHHUYMBAIOLINMCS HMH. TaKCaHbl, TAKME KaK MAKJIUTAKCeJ M JOLETAKCelN, aJKaJOUIbI
OapBUHKA, TaKHe KaK BUHOJACTUH WJIM BUHOJNACTHHA CyJb(paT, BHHKPUCTHH WIM BHHKPHUCTHHA
cynabdar, U BUHOPENIOWH, IUCKOAEPMOJUIBI, KOXUIMH W SMOTHJIOHBI U WX IPOU3BOIHBIC.
IMaknurakcen BBIMYCKAETCS B MPOHaKy Mox ToproBbiM HasBanuem Taxol™. Jlouerakcen

BBIIYCKAETCST B TMPOAAXY IOX TOProBeiM HasBaHueMm Taxotere™. BunOnmactuna cynbdar
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BBIMyCKAETCSI B MPOIAXKY IMOJ TOProBbIM HasBaHueM Vinblastin R P™. Bunkpuctun cynbdar
BBIIyCKAETCsI B MPOJAsKy MO TOPrOBbIM HaszBaHueM Farmistin™.,

TepmuH "ankunupyroriee CpeicTBO", Kak UCIONB3YIOT B paMKaxX H300pETEHHs], BKIIOYAET,
HO He OrpaHMuuBaercs umy, nukiopochamun, npochamun, Mendanan WM HUITPO3OMOUEBUHY
(BCNU wmu I'maanen). LHuknodpocdamun BeITyCKaeTcss B MPOAAKY MO TOPTrOBbIM HAa3BAHUEM
Cyclostin™. Mpochamuz BeiryckaeTcst B mpomaky mox ToprouiM Hazaruem Holoxan™.

Tepmun "uHrHOUTOPHI AeaneTwa3bl rucToHOB" Wik "uHruoutropsl HDAC" oTHOCHTCS K
COEIMHEHUsIM, KOTOpble MHIHOMPYIOT JealeTHja3y TUCTOHOB M KOTOpble 00janaroT
aHTUNPOIU(EPaTUBHON aKTHUBHOCTHIO. OHM BKIIOYAIOT, HO HE OrPAaHUYUBAETCA HMH,
CyOepOonIaHmTUATUAPOKCAMOBY O KUCIOTY (SAHA).

TepmuH "aHTHHEOTUTACTUYECKUI aHTUMETA00IUT" BKJIFOYAET, HO HE OTPAHUYUBAETCS UMH,
5-propypaunn mnu 5-FU, xanenurabus, remuntabun, anemerunupyromue JTHK coennnenus,
TaKMe Kak 5-a3allUTHIUH U JeLUTa0NH, METOTPEKCAT U 31aTPeKcaT, U aHTaroHUCTHI (oIneBoit
KUCIIOTBI, Takhe Kak rnemerpekcen. KanmeuuTaOWH BbINYCKAaeTCS B MPOAAXKY IOA TOPTOBBIM
HasBanneM Xeloda™. TemiuuraOuH BBIYCKAETCSI B MPONAXKy IMOJ TOPrOBbIM Ha3BaHUEM
Gemzar™,

Tepmun "coennHeHNE MIATUHBI", KAK UCTIONB3YIOT B paMKax M300pEeTeHH s, BKIIOYAET, HO
HE OrpaHMYMBAETCS HWMH, KapOOIUIaTMH, LUC-TUIATHH, LUCIUIATUHYM W OKCAJIMIUIATHH.
KapOomnnatud MOXXHO BBOAMTH, HaIpumep, B (GopMe, B KOTOPOI OH BBINYCKAETCS B MPOIAKY,
HanpuMep, Moj ToprouiM HazeanueMm Carboplat™. OkcanumiaTiH MOXKHO BBOAUTb, HATIPUMED,
B (opme, B KOTOpOI OH BBINYyCKAETCS B MPOAAXKY, HANPUMEp, MOJ TOPTOBBIM HA3BAHHEM
Eloxatin™,

Tepmun "coenuHeHuUs, HalleJEHHbIE HA/CHUKAIOLINE aKTHBHOCTb KHHA3bl OEJIKOB WM
JUMWUAOB, WIM AaKTUBHOCTh (ocdarassl O€IKOB WM JIMIKUAOB, WIA JONOJHHUTEIbHBIC
AHTHAHTHOTEHHbIE COEIMHEHUs"', KaK HCIOJNB3YIOT B paMKaxX H300peTeHHs, BKJIOYAET, HO He

OrpaHu4YuBacTCd HMU I/IHFI/I6I/ITOpr IMPOTCUHTHUPO3UHKHHA3 w/unu CEPUHOBBIX 150050051

>
TPEOHMHOBBIX KMHA3, MJIM HHTHOUTOPBI KHHA3 JIMITUIOB, TAKUE KaK: a) COeNMHEHHSI, HAlleJIEHHbIE
Ha, CHIKAIOIIUE WM UHTHOUPYIOIHE AKTUBHOCTh PELENTOPOB TPOMOOIMTAPHOTO (haKTOpa pocTa
(PDGFR), Takme Kak COEOUHEHMS, KOTOpBbIC HALEJICHbl HA, CHIKAIOT WJIM WHTHOUPYIOT
aktuBHOCT PDGFR, ocobenno coenunenns, koropsie uHruOupyot penentop PDGF, takue kak
npousBogHOe N-peHun-2-nupuMuauHaMuHa, Takue kak umatuaud, SU101, SU6668 u GFB-111;
b) coenuHeHUs, HallEJIEHHbIE HA, CHIKAMOIIUE WJIM WHTHOMPYIOLINE aKTHBHOCTb PELENTOPOB
¢dudbpodbnactHoro (aktopa pocra (FGFR), ¢) coenuHeHus, HaleleHHbIE HA, CHIDKAIONINE WU
UHTUOMPYIOIIHE aKTUBHOCTh peLentopa HHCyIuHononooHoro ¢akropa pocta I (IGF-IR), Takue
KaK COENWHEHMs, KOTOpble HALEJIEHbl HA, CHIKAIT WIH HHrHOUpYroT aktuBHOCTH IGF-IR,
0COOEHHO COEAMHEHUs, KOTOpble WHTHOMPYIOT aKTHBHOCTh KWHa3bl peuentopa IGF-I, wmm
aHTHTENa, KOTOpPbIe HAlleJIeHbl Ha BHEKJIETOUHbIH aoMeH penentopa IGF-1 wnm ero gaxTopsl
pocTa; d) coeqrHeHNs], HalleIeHHbIE Ha, CHIYKAIOIIHE WJIM HHTHOUPYIOLIHE aKTHBHOCTh CEMEHCTBA
peuenTopHbIX THpo3UHKMHA3 Trk, mim nHrnOuTOps! 3¢ prHa B4; €) coennHeHus, HalleIeHHbIE Ha,

CHIDKAIOIINE WIIN MHTHOUPYIOIIHE aKTHBHOCTh CEMENCTBA PELeNTOPHBIX THPO3UHKHHA3 AXI; f)
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COEIMHEHUs], HALCJICHHbIE HAa, CHIDKAIOIINE WM HHTHOMPYIOIINE aKTUBHOCTb PELeNTOPHON
TUPO3UHKWHA3bl Ret; g) coenanHeHUWs, HaLEJIEHHbIE HA, CHIDKAOIIUWE WM HHTHOMPYOIIUe
aKTUBHOCTH peuentopHoii TuposunknHasel Kit/SCFR, Takue kax mmatunu®; h) coenmneHws,
HAlleJICHHbIE Ha, CHIDKAIOIIHE UITH HHTMOUPYIOLINE aKTUBHOCTD PELIENITOPHBIX THPO33UHKNHA3 C-
kit, koTopsie siBysItOTCS YacThio cemerictBa PDGFR, Takue kak coennHEeHHsI, KOTOpPbIE HAIleJIEHbBI
HA, CHWKAIOT WJIM HHTHOMPYIOT aKTUBHOCTh CEMENCTBAa PELeNnTOpPHBIX THUpo3uHKuHA3 c-Kit,
0COOEHHO COEeNUHEHMs, KOTOpble MHruOupyroT peuentop c-Kit, Takme kak HMaTUHHO, 1)
COEIMHEHUs], HalleJICHHbIE HA, CHIDKAIOLINE WJIM WHTHOUPYIOIUE aKTUBHOCTD IMpPEICTaBUTENEH
cemeticTa c-Abl, ux nponykrsl ciusHus reHoB (HarpuMep, kuHaza BCR-Abl) u myTanTsl, Takne
KaK COEIMHEHMs, KOTOpble HALEJIeHbl Ha, CHIDKAIOT WJIH HWHTUOMPYIOT AKTUBHOCTH
npezncraBuTeneil cemeiicTBa c-Abl M UX MPOAYKTHI CIUSHUS ME€HOB, TaKUe KaK MPOU3BOAHOE N-
beHnn-2-nMpuMUINHAMHUHA, Takoe Kak WMaTMHUO wuian HuwiotuHu® (AMNI107); PD180970;
AG957; NSC 680410; PD173955 ot ParkeDavis; unu nacatuan6 (BMS-354825); j) coenunenus,
HalleJIeHHble HAa, CHIDKAIOINE WM HHIHOMPYIOLIME aKTUBHOCTb IPENCTABUTENEH CEeMENCTB
CepUHOBBIX/TpeoHNHOBBIX kuHA3 npoterHkuHasbl C (PKC) u Raf, mpencraBureneit cemeiicTs
MEK, SRC, JAK/pan-JAK, FAK, PDK1, PKB/Akt, RassMAPK, PI3K, SYK, TYK2, BTK u TEC,
W/WM TpencTaBUTeNIeH CeMelcTBa LUKIMH-3aBUCUMBbIX KuHa3 (CDK), BkO4as mpoH3BOIHBIE
CTaypOCIOPUHA, TAKUE KaK MUAOCTAYPHH, IPUMEPHI ClieAyouX coeanHennii Bxmodaror UCN-
01, cadunron, BAY 43-9006, 6puocrarun 1, nepudosun; mumodo3un; RO 318220 u RO 320432,
GO 6976; Isis 3521; LY333531/LY379196; coenunenust nzoxuHosuHoB, FTI; PD184352 wnn
QANG697 (uarudurop P13K) unu AT7519 (uaruburop CDK); k) coennHeHus1, HaleJIeHHbIE Ha,
CHIDKAIOIINE MITH HHTUOUPYIOLIHE AKTHBHOCTh HHTHOUTOPOB MPOTEUHTHPO3MHKHHA3BI, TAKHE KaK
COEIMHEHUs, KOTOPbIE HAlleJIeHbl HA, CHIKAIOT WM HHTCHOUPYIOT aKTUBHOCTb MHTHOHUTOPOB
NPOTEUHTUPO3MHKUHA3, BKJtOYast umatuanba mesunar (Gleevec™) mnu tpdocTun, Takoi Kak
Tyrphostin A23/RG-50810; AG 99; Tyrphostin AG 213; Tyrphostin AG 1748; Tyrphostin AG
490; Tyrphostin B44; Tyrphostin B44 (+) snantuomep; Tyrphostin AG 555; AG 494; Tyrphostin
AG 556

aUruapoxkcueHmw)MeTiia |aMuHo j Oen3oino  kucinotel, NSC 680410, amadoctun), 1)

, AG957 wu amadoctuH  (amamMaHTWIOBBIA  CIoXHBIA — 3dpup  4-{[(2,5-
COeIMHEHUs], HalleJIEHHbIe HA, CHUKAIOIINE WM WHTHOUPYIOUIHE aKTUBHOCTH PELENTOPHBIX
TUPO3UHKWHA3 ceMeiicTBa snuaepManbHoro (akropa pocta (EGFR; ErbB2, ErbB3, ErbB4 B
Ka4eCTBE TOMO- WJIM FeTEPOANMEPHI) U UX MyTaHTbI, TAKUE KaK COSAMHEHUs, KOTOPbIe HALIEJICHbI
Ha, CHIDKAIOT WM MHTHOWPYIOT aKTHBHOCTb CEMEHCTBA PELENTOPOB SMUAEPMANILHOTO (hakTopa
pocta, OCOOEHHO COeNMHEHUs, OeNIKM I aHTUTENA, KOTOpPble MHTUOMPYIOT MpenCTaBUTENeH
cemeiicTa penentopHbix Tupo3uHkuHa3 EGF, takue kak penentop EGF, ErbB2, ErbB3 u ErbB4
unn ces3biBatorest ¢ EGF unm poncreennsiMu EGF nuranmamm, CP 358774, ZD 1839, ZM
105180; tpactysymab (Herceptin™), uetykcumad (Erbitux™), Upecca, Tapuesa, OSI-774, Cl-
1033, EKB-569, GW-2016, E1.1, E2.4, E2.5, E6.2, E6.4, E2.11, E6.3 wnu E7.6.3, u npon3BoaHbIE
7H-iuppono-[2,3-d|mupuMunuHa, m) COENWHEHUs, HAleJNeHHbIE Ha, CHIDKAIOUINE WU
WHTHOWPYIOIIHE aKTHBHOCTD perenTtopa c-Met, Takne Kak COeIMHEHUs, KOTOpPbIe HAllEIeHbI Ha,

CHIDKAIOT WJIM WHTUOHMPYIOT aKTUBHOCTH C-Met, 0COOCHHO COeNUHEHHs, KOTOPble HHTHOUPYIOT
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KMHA3HYIO0 aKTUBHOCTH peuentopa c-Met, Wi aHTUTeNa, KOTOPbIe HALIEJIEHbl HA BHEKJIETOYHBIN
nomeH c-Met nim cesizpBatoTest ¢ HGF, n) coennHeHusi, HaueJIeHHbIE HA, CHIDKAIOIINE WIIH
UHTUOMPYIOIIHEe KHHA3HYIO aKTHBHOCTh OJJTHOTO MJTM HECKOJIBKUX NpencTaBuTenel cemeiicts JAK
(JAK1/JAK2/JAK3/TYK2 w/unu pan-JAK), Bkimrouasi, HO He orpaHnuuBasice umu PRT-062070,
SB-1578, Oapuuutuau®, nakputuHUO, MomenotwHHO, VX-509, AZD-1480, TG-101348,
TOQanUTUHUO, W PYKCOJUTHHUO, O) COEAWHEHMs, HAlleJEHHblE HA, CHIDKAIOIIUE WM
UHruOMpyroIe KnHa3Hy o akTuBHOCTb PI3-kunas3s! (PI3K), Bkirouast, HO He OrpaHUYMBAsICh UMU
ATU-027, SF-1126, DS-7423, PBI-05204, GSK-2126458, ZSTK-474, Oynapaucu0,
nukrpenucud, PF-4691502, BYL-719, nakromucud, XL-147, XL-765 u unenanucu0d; u;, u p)
COEIMHEHUs, HalleJICHHbIE Ha, CHIKAIOLIME WJIM HHIUONPYIOIHe CUTHAIbHBIE () eKThI KaCKaI0B
oenka hedgehog (Hh) nnn peuenropa smoothened (SMO), Bkiro4asi, HO He OrPaHUYHBASICH UMU
LUKJIOPAMUH, BUCMOAETUO, UTpakoHas3od, spucmonerud u IP1-926 (capuneruo).

Tepmun "unrudurop PI3K", xak HCIIONB3YIOT B paMKax M300peTeHHUs], BKIIOYAET, HO HE
OrpaHUYHMBAETCS UMHU, COSAMHEHHsI, 00Iaqaoe HHIHONTOPHOH aKTUBHOCTBIO MPOTHB OHOTO
WIN HECKOJNbKHX (EePMEHTOB cemeicTBa (oChaTUAMIMHO3UTON-3-KUHA3hl, BKJIOUAs, HO He
orpanmumBasice umu PI3Ko, PI3Ky, PI3KS, PI3Kp, PI3K-C20, PI3K-C2p, PI3K-C2y, Vps34,
p110-a, p110-B, p110-y, p110-3, p85-a, p85-B, p55-y, p150, p101 u p87. [Ipumepbl UHTHOUTOPOB
PI3K, mpuromHeIx B pakax HaCTOSIIEro M300pETeHHUs], BKIIOYAIOT, HO HE OIPAHUYHBAIOTCS UMHU
ATU-027, SF-1126, DS-7423, PBI-05204, GSK-2126458, ZSTK-474, Oynapaucuo,
nukTpenucud, PF-4691502, BYL-719, nakronucu®, XL-147, XL-765 u ugenanucud.

Tepmun "unrudurop Bcl-2", kak HCMONB3YIOT B paMKaxX W300peTeHHs], BKJIFOYAET, HO HE
OTPaHUYMBAETCS] UMH, COENMHEHHs], OOJIaarouIie aKTHBHOCThIO MHruOMpoBaHusi Oenka 2 B-
kJieTouHoU umpomsl (Bcl-2), Bkitouas, HO He orpanuuuBasch umu, ABT-199, ABT-731, ABT-
737, anoroccunoJ, oomue nHruouTopsl Bel-2 or Ascenta, KypkyMuH (M €ro aHAJIOTH), TBOIHbBIE
unruouroper  Bcl-2/Bcl-xL  (Infinity Pharmaceuticals/Novartis Pharmaceuticals), I'enacenc
(G3139), HA14-1 (u ero ananoru; cm. WO 2008/118802), HaBuTOKIaKC (1 ero aHaymory, cMm. US
7390799), NH-1 (Shenayng Pharmaceutical University), obaToknakc (u ero ananoru, cMm. WO
2004/106328), S-001 (Gloria Pharmaceuticals), coenunenus cepunt TW (Univ. of Michigan) u
BEHETOKJIAKC. B HEKOTOPBIX BapHaHTaxX OCYyINeCTBJIEHUs HHrHOuTOp Bcel-2 mpencrasisier coboi
HU3KOMOJICKYJSIPHOE TEPareBTHUECKOE CPEeACTBO. B HEKOTOpPBHIX BapHAHTax OCYINECTBIICHUS
uHruourop Bcl-2 npencrasnser coboit menTHIOMUMETHK.

Tepmun "uarundutop BTK", kak ncnonb3yroT B paMKax H300peTeHUs], BKIIFOYAET, HO HE
OTrPaHUYMBAETCSI WMH, COEOMHEHHs, OOJamarollie HHIHOUTOPHOH aKTUBHOCTBEO IPOTHUB
tupo3uHknHa3bel bpytona (BTK), Bxirouasi, HO He orpaHnunBasich uMu, AVL-292 u ubpytunud.

Tepmun "uarundurop SYK", kak MCHONB3YIOT B paMKax H300peTEHUs], BKIIFOYAET, HO HE
OTPaHHUYMBAETCSI WMH, COEOMHEHHs, OOJamarollie WMHIHOUTOPHOH aKTUBHOCTBIO IPOTHUB
THpo3uHKKHA3kI cene3eHkH (SYK), Bkirovast, Ho He orpannunBasice umu, PRT-062070, R-343, R-
333, Dkcemnanp, PRT-062607 u pocramarunud.

JononHurensHble npuMepsl nHrnOupyromux BTK coennHeHnit 1 COCTOSTHUMA, KOTOpbIE

MOXHO JICUUTh TaKUMH COCIUHCHHUAMH B KOM6I/IHaHI/II/I C COCAWHCHUAMU II0 HACTOALIECMY
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uzobpereHnio, MoryT ObiTh Haiimensl B WO 2008/039218 u WO 2011/090760, monHOe
CoZiepKaHNe KOTOPBIX BKJIFOUEHO B HACTOSIIEE ONMICAHNE B KAUECTBE CCBIJIOK.

JononHurensHble puMepsl nHruoupyromux SYK coennHeHui 1 COCTOSTHHM, KOTOpbIE
MOKHO JIEYUTh TAaKUMH COEIUHEHMSMH B KOMOMHALIMM C COEOUHEHMSMH IO HACTOSILIEMY
u3zobpereHuro, MoryT ObiTh Hatimersl B WO 2003/063794, WO 2005/007623 u WO 2006/078846,
MIOJTHOE COAiePKaHUe KOTOPBIX BKJIFOYEHO B HACTOSIIEE OMMCAHHIE B KAYECTBE CCHUIOK.

JononHuTtensHble puMepsl HHruOupyomux PI3K coennHeHmid U COCTOSHUM, KOTOpbIE
MOJKHO JIEYUTh TAaKUMH COEIUHEHMSMU B KOMOMHALIMM C COEOUHEHMSMH IO HACTOSILIEMY
u3zobpereHunro, MoryT ObITh Haiinensl B WO 2004/019973, WO 2004/089925, WO 2007/016176,
US 8138347, WO 2002/088112, WO 2007/084786, WO 2007/129161, WO 2006/122806, WO
2005/113554 u WO 2007/044729, momHOe conep’kaHHe KOTOPBIX BKJIIOYEHO B HACTOsIIEE
OTHCAaHNE B KAYECTBE CCHUIOK.

JononHurenbHble npumMepbl HHruoupyromux JAK coenuHeHni U COCTOSIHUMN, KOTOpbIE
MOKHO JIEYUTh TAaKUMHU COCAMHEHHMSMH B KOMOHMHAILMM C COCOMHEHHSMH IO HACTOSILIEMY
u3o0pereHuto, MoryT ObiTh Hatimersl B WO 2009/114512, WO 2008/109943, WO 2007/053452,
WO 2000/142246 u WO 2007/070514, nonHoe conepKaHue KOTOPBIX BKJIIOYEHO B HACTOSIIEE
OIHCAaHNE B KAYECTBE CChUIOK.

JIOTIOTHUTEIbHBIE AHTHAHTUOT€HHbIE COSMHEHMSI BKJIIOYAIOT COSANHEHHUS, 00IaaroInue
APYTMM MEXaHW3MOM HUX aKTHBHOCTH, HAIPUMeEp, HE CBS3aHHBIM C MHTHOMPOBAHHEM KHHA3bI
OenkoB min aunuaoB, Hanpumep, Tamunomun (Thalomid™) u TNP-470.

ITpumepsl MHrUOMTOPOB MPOTEACOM, MPHUTONHBIX JJIsi MPUMEHEHUs B KOMOWHALUU C
COEIMHEHUSIMU IO W300PETEHHUI0, BKIJIIOYAIOT, HO HE OrPAaHUYMBAKOTCS HMH, OOpTe30MHO,
nucyibdpupam, snuramiokarexus-3-rauiat (EGCG), camuHocnopamun A, kappumzomud, ONX-
0912, CEP-18770 u MLN9708.

CoenuHeHwus, KOTOPbIE HALIEJICHBI HA, CHUKAIOT WM HHTHOUPYIOT aKTUBHOCTH (ocdaras
OeJIKOB WJTH JINITU/IOB, TIPEICTABIIIIOT COOOM, HanpuMep, HHrHOUTOpsI pocharasel 1, Gocdarassl
2A umn CDC2S5, Takue kak OKaJaukoBasi KUCJIOTA WK €€ TIPOU3BOAHOE.

CoenuHeHwusi, KOTOpbIE UHAYLUPYIOT Mpouecchl TudGepeHINPOBKH KIETOK, BKIIIOYAIOT,
HO HE OTPaHUYHMBAIOTCS UMH, PETUHOEBYIO KHCIOTY, O-, Y- HJIU O-TOKO(GEpON WK O-, Y- WIH O-
TOKOTPHUEHOJL.

TepMuH MHrHOUTOP LMKIOOKCHUI€HA3bl, KaK HCIHOJB3YIOT B pPaMKax H300peTeHwus,
BKJIFOYAET, HO HE OrpaHu4yuBaercs uMH, HHrHOUTOpbl COX-2, S-aNKuI3aMeleHHyr 2-
apuIaMUHO(DEHUITYKCYCHYIO KHCIIOTY W NPOM3BOAHBIE, Takve Kak wnenekokcuO (Celebrex™),
podexokcud (Vioxx ™), 5Topukokcud, BaibIeKOKCHO HITH 5-alIKuII-2-apruiaMUHOD EHIITY KCY CHAsT
KHCJIOTa, Takas Kak S-meTmn-2-(2'-xnop-6'-¢propaHannHo)peHMITyKCyCHas KUCJIOTa, |
JFOMHUPAKOKCHO.

Tepmun "O6ucdocdonaTel”, Kak UCMOMB3YIOT B PaMKax H300pPETEHUs, BKIKOYAET, HO HE
OTPaHHUYMBAETCSI HWMH, JTPUAOHOBYIO, KIOAPOHOBYIO, THJIYIPOHOBYIO, IaMHIPOHOBYIO,
AJICHAPOHOBYIO, HMOAHIPOHOBYIO, PH3EIPOHOBYID U 30JEIPOHOBYIO KHCIOTY. ODTHUAPOHOBAs

KHCJIOTa BBIMYCKAETCS B MPOJAKy TMOX TOproebiM HazeaHueM Didronel ™. KnoxpoHoBsast kuciora
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BBIIYCKAETCST B MMPONAXy MOA TOproBbiM HasaHueMm Bonefos™. TunynponoBas kuciora
BBIIYCKAETCST B TMPOAaxy mox TtoproBeiM HaspanuweMm Skelid™. TlamupponoBasi kuciora
BBIIYCKAETCST B TMPOAAXY Mox ToproBeiM HaszBanumem Aredia™. AsnenapoHoBas Kuciora
BBIIYCKAETCST B MPONAKy IO TOProBbiM Ha3BaHueMm Fosamax™. MGaHmpoHOBas KHCIIOTa
BBIIYCKAETCST B TMPOAAXY IO TOProBeIM HasBaHueMm Bondranat™. PusenponoBasi kuciora
BBIIYCKAETCST B MPOJAXy MmoA TOproBeiM HasBanueM Actonel™. 3onenpoHoBas kuciora
BBIyCKAETCsI B MPOJAKy MO TOProBeiM HasBanuem Zometa™. Tepmun "unrudburoper mTOR"
OTHOCHUTCSI K COEIMHEHHSIM, KOTOpble MHIMOMPYIOT MHUIIEHb PAlaMHULMHA Y MIIEKOIMHUTAIOLINX
(mTOR) u xoropeie 00Jamar0T aHTUNPONU(EPATUBHON AKTUBHOCTBIO, TAKHE KaK CHPOJIHUMYC
(Rapamune®), s3seponumyc (Certican™), CCI-779 u ABT578.

Tepmun "MHrHOUTOp renapaHasbl’, Kak HCHOJIB3YIOT B paMKaxX H300peTeHHsI, OTHOCUTCS K

COCAMHCHUAM, KOTOpPhBIC HanCJICHbI Ha CHMKAKOT 58]0 I/IHFI/I6I/IpYIOT Acrpaganuro

>
remapuHcysbdpata. TepMuH BkIO4Yaer, HO He orpaHuuuBaercss wumu, PI-88. Tepmun
"Moau(puKaTOp OMONOrHYECKOro OTBeTa", KaK UCTOJIB3YIOT B paMKax H300pETEHHsI, OTHOCUTCS K
auM(poKUHAM UK UHTEPGEPOHAM.

Tepmun "unruOurop oHkoreHHsix m3opopm Ras", Takux kak H-Ras, K-Ras unn N-Ras,
KaK MCHOJB3YIOT B PaMKaxX H300pETEHHs, OTHOCUTCS K COEIMHEHUSIM, KOTOpblE HalleJeHbl Ha,
CHIDKAIOT WJIM MHIHOMPYIOT OHKOT€HHYKO AaKTHBHOCTb Ras, Hampumep, HHIuOUTOp
"papuesuntpancdepassr”, Takoii kak L-744832, DK8G557 wiu R115777 (Zarnestra™). Tepmun
"UHruOMTOp TENIOMEpasbl”, KaK MCIOIB3YIOT B paMKax M300pETEeHHs], OTHOCUTCS K COSTUHEHUSIM,
KOTOpbIe HAalleJIeHbl Ha, CHWKAIOT WM WHTUOMPYIOT aKTHBHOCTH Tesomepas. CoenuHeHws,
KOTOpbIE HALleJeHbl HA, CHUWKAIOT WU WHTUOMPYIOT AaKTMBHOCTb TEJIOMEpa3, B HYACTHOCTH,
NPEACTABISIIOT COOOH COeNMHEHHs], KOTOpble WHTHOMPYIOT PELenTop TeJoMepas, TaKue Kak
TEJIOMECTaTHH.

Tepmur "WHrHOUTOP METHOHWHAMMHONENTHAA3BI', KaK HCIOJB3YIOT B paMKax
n300peTeHNs], OTHOCUTCS K COEMHEHHSIM, KOTOPbIE HALEJICHbI Ha, CHIDKAIOT MJIH UHTUHOUPYIOT
AKTUBHOCTh METHOHWHAMUHONENTHAa3bl. COeNMHEeHHs], KOTOPbIe HALleJeHbl HAa, CHIKAIT WIN
UHTUOMPYIOT AKTUBHOCTh METHOHHHAMUHONENTHAA3BL, BKIFOYAIOT, HO HE OTPAHUYHBAIOTCS HIMH,
OeHraMu Wi ero MPOU3BOIHOE.

Tepmun "uHrubUTOp MpoTEacOM", KaK UCIONB3YIOT B PAMKaX U300pETEHHsI, OTHOCHTCS K
COEIMHEHUSIM, KOTOPbIE HALENEHbl HA, CHIDKAIOT WM HHIHOUPYIOT AKTHBHOCTb IPOTEACOM.
CoenuHennsi, KOTOpbIE HAlleJeHbl HA, CHIDKAIOT WJIM HMHTHOUPYIOT aKTHBHOCTH MPOTEACOM,
BKJIOYAIOT, HO He orpaHn4uBaroTcs umu, bopresomud (Velcade™) u MLN 341,

Tepmun "HHrHOUTOP MAaTPUKCHON MeTayutonporenHasel” uinn (mHrudbutop "MMP"), kak
UCTIONB3YIOT B PAMKaxX H300peTeHNs, BKIFOUAET, HO HE OTPAaHIMYUBAETCS IMU, UHTHOUTOPHI B BUIE
KOJUTAT€HOBBIX NENTUAOMHUMETUKOB M HE MENTHIOMHUMETHKOB, MPOHM3BOIHBIE TETPALMKIINHA,
HarpuMep, TUAPOKCAMATHBIH WHTHOUTOP-NENTHAOMHUMETHK OaTHMMAacTaT M €ro IepopajibHO
OnonoctynHelii aHanmor mapumactat (BB-2516), mpunomactatr (AG3340), meracrat (NSC
683551) BMS-279251, BAY 12-9566, TAA211, MMI270B nnu AAJ996.

TepMI/IH "COGI[I/IHGHI/UI, HCIIOJIb3Y €EMBIC IJIs JICUCHUA T€MATOJOTUICCKUX 3JIOKAUECTBECHHBIX
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OMyXoJieil", KaKk HCIOJIb3YIOT B paMKax M300peTeHUs], BKIIOUAET, HO He OTPAHHYUBAETCS UMM,
uHruouTopel  FMS-mono0HBIX THPO3MHKHMHA3, KOTOPBIE MPEACTABISIFOT COOOH COENUHEHMS,
HAIleJICHHbIE HA, CHIDKAIOLINE WM WHTHOWPYIOIIME aKTUBHOCTh penentopoB FMS-nmonoGHOM
tuposunkuHasel (Flt-3R); uaTepdepon, 1-B-D-apabunodypancunuurosun (ara-c) u Oucynbdas;
u uHruouropel ALK, KOTOpBIE NpencTaBisIFOT cOOOH COenMHEHHs, KOTOpble HaleJeHbl Ha,
CHIDKAIOT MJTM MHTHOUPYIOT KaHA3y aHAIUIACTHYECKOH JTHMM(OMBI.

CoenuHeHusi, KOTOpble HAleJNieHbl HA, CHIDKAIOT WJIH HMHTCHOUPYIOT aKTHBHOCTD
peuentopoB FMS-nonoOnoi TtuposusakuHasbl (FI1t-3R), B wacTHOCTH, mpeacTaBisIOT coOOMH
COEIMHEHUs, OeNKW WM aHTHUTeNa, KOTOpble HHIHOMPYIOT NPEACTABUTENs CceMeiicTBa
peuenTopHbix kuHas Flt-3R, takue xak PKC412, MunoctaypuH, Npou3BOAHOE CTAypOCIIOPUHA,
SU11248 u MLNS518.

Tepmun "unruduropsr HSP90", kak HCMONB3yIOT B paMKax H300peTeHHs], BKIIOYAET, HO
HE OrPaHUYMBAETCS UMM, COENMHEHMs, HALleJIEHHbIE HA, CHIDKAIOIME WIM HHTHOUpYOIne
cobcrBennyo ATP-a3nyto akrusHocTh HSPOO, nerpanupyrolnyro, HalleJeHHY IO Ha, CHIDKAIOIIY IO
win  uHruoupyromyno Oenku-kiueHtel HSPO0 depes yOMKBUTHHOBBIH MyTh INPOTEACOM.
CoenuHeHys, HalleJIEHHbIE HA, CHIDKAIOUIME WM WHrHOMpyrommue coOctBeHHyr ATP-asHyio
aktuBHOCTE HSP90, B 4acTHOCTH, MPEenCTaBisIIOT COOOH COeqUHEHUs, OeNIKM HIIN aHTHTENa,
kKoTopble HMHrHOUpyroT ATP-asnyto aktuBHoctb HSPOO, Ttakme kak 17-ammunamuso,17-
nemerokcurengaHaMuiiuH (17AAG), NpoW3BOAHOE TeNAaHAMUIIMHA, IPyTUe POJACTBEHHBIE
reJJaHaMULMHY COeMHeHus, panuiukon 1 uaruoutopst HDAC.

Tepmun "anTunposaudepaTrBHble aHTUTENA", KAK UCHOJB3YIOT B paMKax HU300peTeHwus,
BKJIFOYAET, HO He orpaHuuuBaercs umu, Ttpactysymad (Herceptin™), TpactysymaG-DMI,
spbutykc, Geparmzymad (Avastin™), purykcumab (Rituxan®), PRO64553 (aHTUTENO MPOTUB
CD40) u antureno 2C4. Ilom aHTHUTENaMu TMOAPA3YMEBAIOT WHTAKTHBIE MOHOKJIOHAJIbHBIE
aHTHTEJNA, MOJIUKJIOHAIbHBIC aHTUTENA, MYJIBTHCIIEU(PHUECKHUEe aHTUTENa, 0Opa30BaHHbIC U3 110
MEHbIIEH Mepe 2 WHTAaKTHBIX AaHTHTEN, W (PAarMEHTbl AHTHUTEJ NPU YCJIOBHM, YTO OHHU
JIEMOHCTPHUPYIOT JKeJaeMyr0 OHOJIOTHYECKYI0 aKTHBHOCTb.

JIns jedeHus: OCTPOro MHENOMIHOro Jeiko3a (AML) coemuHeHUs MO HACTOSIIEMY
n300pEeTEeHNI0 MOXKHO HCIOJb30BATh B KOMOHMHAIMM CO CTaHOAPTHBIMH CIIOCOOAMH TEparuu
JeiiKo3a, OCOOEHHO B KOMOHMHAIIH CO CIOCO0AMU TEPAITNH, UCTIONb3YEeMbIMU ISt JieueHust AML.
B uacTHOCTH, COEAMHEHHs] MO HACTOSIIEMY H300pPETEHHI0 MOXKHO BBOOUTH B KOMOHMHAIIUH,
Hampumep, ¢ wuHruOuTopamu (¢apHesunTpaHchepaspl W/WIH  APYTUMH  JIEKAPCTBEHHBIMHU
CpeacTBaMH, MPUTrOAHBIMH 11 JieueHus: AML, Takumu kak JlayHopyOuuuH, AnpuaMuiyg, Ara-
C, VP-16, Tenunosun, MurokcanTtpoH, Mnapyouuun, Kapbornatua u PKC412.

Jpyrue mnpoNMBOJIEHKO3HBIE COEOWHEHHUs BKJIOYAKOT, Hampumep, Ara-C, ananor
NUPUMHUZINHA, KOTOPBI MpEACTaBisieT COOOH NPOM3BOOHOE NE€30KCHUIUTHAMHA C 2'-
anbaruapokcupudosoii (apadbunosun). Taxke BKIIOYEH aHAJOr TypHHA TUIIOKCAHTHH, O-
mepkanronyput (6-MP) u ¢piynapadbuna ¢pocdar. CoenuHeHNs, KOTOPBIE HALIEJIEHBI HA, CHIKAIOT
WJIH UTHTUOUPYIOT aKTHBHOCTh HHTHOUTOPOB neareTmiasbl ructonoB (HDAC), Takue kak OyTupar

Hatpusi U cybOepownanmnmuaruapokcamonast kucinora (SAHA), HMHruOuMpyrOT aKTUBHOCTh
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(bepMeHTOB, M3BECTHBIX Kak peaueTwnasbl TrHCTOHOB. KonkperHole uHruomropst HDAC
Brirouator MS275, SAHA, FK228 (panee FR901228), TpumxoctaTuH A W COEIUHEHHS,
ommcannble B US 6552065, BkrOYasi, HO HE OrpaHUYHMBAsICh UMHU, N-rHIpokcu-3-[4-[[[2-(2-
meTmi- 1 H-ungon-3-mn)-atwn |amuso |metwn | dpermn |-2E-2-nponeHamun, WJIN ero
bapmanieBTHUECKH TpUeMIIEMYI0 cosib, 1 N-ruapokcu-3-[4-[(2-runpokcustun){2-(1 H-unnon-3-
W1)3TI |-aMuHO |MeTwn |permn|-2E-2- nponeHamua, uian ero (papMaleBTHIECKH MPHEMIIEMYIO
COJIb, OCOOEHHO JIAaKTaT. AHTArOHUCTHI PELIETITOPOB COMATOCTATHHA, KAaK HCIIONB3YIOT B PaAMKax
n300peTeHNs, OTHOCATCS K COEOMHEHHUSM, KOTOpbIE HALEJIEeHbl HA, BO3IEHCTBYIOT HAa WIH
UHTUOMPYIOT pPELEeNnTOp COMATOCTaTHHA, TakUM Kak okTpeorun, u SOM230. Ilomxoamsl
NOBPEXKIAEHNUST OMYXOJEBBIX KIJIETOK OTHOCSATCSA K TaKUM IIOAXOAaM, KaK HOHU3UPYOIIee
nsnydenue. TepMHH "HMOHU3MpYIOLee H3JIy4deHHe", yIOMHMHAEeMblil BbIlll€ U Jajee, O3HadaeT
MOHU3UPYIOMYIO PAaAMALIUI0, KOTOpasi BCTPEYAETCs B KAUECTBE JIMOO AJIEKTPOMArHUTHBIX JIyuei
(TakMX Kak PEHTI€HOBCKHE JIyYd M TraMMa-ly4H), JuOo vactull (Takux kak anbpa- u Oera-
yactuipl). MoHM3nyomas paaranus npenycMaTpuBaeTcs B, HO He OTPaHUYUBAsCh MU, JIy4eBOH
Tepanuu U u3BecTHa B nmaHHON oOmactu. Cm. Hellman, Principles of Radiotherapy, Cancer,
Principles and Practice of Oncology, Devita et al., Eds., 4" Edition, Vol. 1, pp. 248-275 (1993).

Taxoke BKIIFOUEHBI coequHeHus], csi3biBatoiue EDG, u pubOHYKI€0THAHbIE HHTHOUTOPBI
penykra3. Tepmun "coennnenus, csizpiBatromne EDG", kak HCIONB3YIOT B paMKax U300peTeHusl,
OTHOCHTCS K KJIACCY MMMy HOZIETIPECCAHTOB, KOTOPbIE MOAYJIUPYIOT PELUPKYJISILIUIO TUM(OLIUTOB,
takux kak FTY720. Tepmun "puOOHYKJIEOTHIHbIE WHTHOMTOPBI peaykTas" OTHOCUTCS K
MUPUMHUIMHOBBIM HJIH Ty PUHOBBIM HYKJICO3MIHBIM aHAJIOTaM, BKIIFOYas, HO HE OrPaHUYMBASICh
umu, paynapabuH w/unu uuro3uHapaduHozua (ara-C), 6-TuoryaHuH, S-hTopypaiui, KiaapuOuH,
6-mepkanronypuH (ocobenHo B komOmHaumu ¢ ara-C mporuB ALL) Wuiu NEHTOCTaTHH.
PubonykneoruaHple  MHTHOMTOPBI  PEeOyKTa3, B  YaCTHOCTH, NPEACTaBJSIIOT  COOOM
TUIPOKCUMOYEBUHY WIHM NPOU3BOAHBIE 2-ruapokcu-1 H-uzonnnon-1,3-1uoHa.

Taxke, B 4aCTHOCTH, BKJIFOUEHBI COEAMHEHUs], OCJIKM MJIM MOHOKJIOHAJIbHbIE AHTHTENA
nporus  VEGF, takme «kak: 1-(4-xnopaHunnHo)-4-(4-mupuaunmerwi)Praiasud WIH - €ro
(dapMaLieBTHUECKH TpuemsieMasl Cojb, |-(4-xyopaHuIuHO)-4-(4-mupuauamer)raiasuHa

- Endostatin™;

2 2

cykimHatr; Angiostatin™ aMHIbl AHTPAHWIOBOW kuchoT, ZD4190; Zdg474;
SU5416; SU6668; oeBanusymabd; uimu anturesa nporus VEGF unun anTuTena mpoTuB perentopa
VEGF, takue xak rhuMAb u RHUFab, antamep nporuB VEGF, Takoii kak Makyros;
unruouropel FLT-4, uaruOuropsr FLT-3, IgGl-antureno nporus VEGFR-2, anrunozum (RPI
4610) u beBarusymab (Avastin™),

doroguHaMUYecKast Tepanus, KaKk HCIOJb3YIOT B PaMKax H300pEeTEeHHUsi, OTHOCHUTCS K
TEparuy, B KOTOPOW HCHOJB3YIOTCSl OIpENeeHHblE XMMHUYECKHE BEINECTBAa, W3BECTHBIE Kak
(oToceHCHOMMM3aTOpPDI, sl JICYSHHs WM MPEOyNPEeKACHUS 3JI0KAYEeCTBEHHBIX OIMyXOJeH.
[Tpumeprl POTOOMHAMUYECKOH TEpanmuy BKIFOYAIOT JIEYCHWE COCIUHEHUSIMH, TaKUMH Kak
Visudyne™ u noppumep Hatpwmii.

AHTrHOCTATHUECKHE CTEPOUABI, KaK HCTIONB3YIOT B PaMKax H300pETEHHsI, OTHOCATCS K

COCOIUHCHUAM, KOTOPBIC 6.]'IOKI/Ipy1-OT HUIn I/IHFI/I6I/Ipy10T AHT'MOIr€HE3, HAIpUMEP, TAKUM Kak
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AaHEKOpPTaB, TPUAMLMHOJOH, THAPOKOPTU30H, 11-0-3mUruapoKopTHU30J, KOpPTEKCOJoH, 170-
T'UJPOKCUIIPOTeCTEPOH, KOPTHUKOCTEPOH, AE€30KCUKOPTUKOCTEPOH, TECTOCTEPOH, O3CTPOH U
JI€KCAMETa30H.

HNmMnnanTaTtsl, copepkaliue KOPTUKOCTEPOUbl, OTHOCUTCS K COEAUHEHMSIM, TaAKUM Kak
(bIyOLIMHOJIOH U IEKCAMETA30H.

Jlpyrue XxuMuoTepaneBTHUECKHe COEANHEHUs] BKIHOYAIOT, HO HE OIPAaHUYUBAIOTCS UMHU:
pacTUTENbHbIE ANKAJIOHbl, TOPMOHAJbHbIE COCOMHEHUS M AaHTArOHUCTBL, OHOJIOrMYeCcKHe
MOIU(PHUKATOPBI OTBETA, MPEANIOUTUTENBHO JTUM(OKUHBI UM MHTEP(EPOHBI, aHTUCMBICIOBBIE
OJIMTOHYKJICOTHIBI WJIW OJIMTOHYKJIeoTUuaAHble npousBoaHble;, KIPHK win MuPHK; unu npoune
COEJIMHEHUs WM COEIUHEHUS C IPYTUM WM HEU3BECTHBIM MEXaHU3MOM JEeHCTBUSI.

CTpykTypa axkTHUBHBIX COEIMHEHHH, WACHTU(PUIMPOBAHHBIX MOCPEICTBOM HOMEPOB
KOJIOB, T€HEPUYECKUX WM TOPIOBbIX HA3BAHHUI, MOXKET OBbITh B35Ta W3 TEKYIIEro H3AaHUS
crangaptHoro crpaBouHuka "The Merck Index" mnu n3 6a3 maHHBIX, HAPUMeEp, MEKIY HAPOIHBIX
NaTEeHTOB (HAIIpUMep, MeXXIyHapOaHbIX myOmukanuii IMS).

Hnmocmpamuenvie cpeocmea UMMyHOOHKON02UU

B HexoTOpBIX BapuaHTax OCYLIECTBJICHHUS, OAHO UIH HECKOJIBKO JPYTHX TEPANeBTHUECKUX
CPEACTB NPEACTABISIIOT COOOH CPEeACcTBO MMMYHOOHKOJOrnu. Kak HMCrIome3yloT B pamkax
u300peTeHus], TEPMHUH "CPEICTBO UMMYHOOHKOJIOTHH" OTHOCUTCS K CPEACTBY, KOTOPOE SIBJISIETCS
5(GQpEeKTUBHBIM JUIA YCWIEHMS, CTUMYJISILUM W/WIM aKTHBALMM HMMYHHBIX OTBETOB Y
UHIUBUAYYMOB. B HEKOTOpbIX  BapuaHTaXx  OCYLIECTBJIEHHUs  BBEIEHHE  CPEACTBA
UMMYHOOHKOJIOTHH C COEAMHEHHEM M0 HM300pPETeHUI0 HMeeT CHUHEepPruyecKuili s¢dext mnpu
JIEUEHUH 3JI0KaUe€CTBEHHOM OMyXOJIH.

CpencTtBO ~ MMMYHOOHKOJIOTHM ~ MOXET  MpPEACTaBJsITh  COOOH,  Hampumep,
HU3KOMOJICKYJSIDHOE ~ JICKAPCTBEHHOE  CPEACTBO, AHTUTENO WM OHOJOrMYecKoe WU
HU3KOMOJICKYJISIpHOe  cpeAcTBO. [lpumepsl OHOJOrHMYECKHMX CPEACTB HMMMYHOOHKOJIOTHH
BKJIFOYAIOT, HO HE OTPaHUYUBAIOTCS UMH, BAKLIMHBI IPOTUB 3JI0KAUE€CTBEHHOI OMyXOJIU, aHTUTENA
U LUTOKWHBL B HEKOTOPBIX BapHAaHTaX OCYLIECTBICHHUS AHTHUTENO IMPENCTaBIsET COOOH
MOHOKJIOHAJIbHOE€ aHTUTEN0. B HEeKOTOphIX BapHaHTAaxX OCYIIECTBIEHUs MOHOKJIOHAJIbHOE
AHTHUTEJIO SABJIAETCS I'YMAHU3UPOBAHHBIM HJIH YEJIOBEUECKHM.

B HekoTOpBIX BapHaHTaxX OCYILECTBIEHHUs] CPEACTBO MMMYHOOHKOJOIHMM MPEACTaBIsET
co0oii (1) arOHUCT CTUMYJIMPYIOIIEro (B TOM YHCIE KOCTHMYJIMPYIOIIEro) perentopa wuin (ii)
AHTArOHUCT WHTUOMTOPHOTrO (B TOM YHCJIE KOMHTHMOMTOPHOrO) curHaja Ha T-kierkax, oba u3
KOTOPBIX MPUBOJS K YCHUIICHUIO aHTHIeHCTIe(puecKiX T-KJIE€TOYHBIX OTBETOB.

OnpeneneHHble  CTUMYJHPYIOIIHE WU WHTUOWTOPHBIE  MOJEKYJBl  SIBJSIFOTCS
NpeAcTaBUTENsIMU cyniepcemerictBa uMMyHorioOynuHoB (IgSF). OnanM BaskHBIM ceMeHCTBOM
MeMOPaHOCBSI3aHHBIX JINTAHIOB, KOTOpbIE CBSI3BIBAIOTCS C KOCTHMYJIMPYIOLUIMMH — WIIH
KOWHTHOUTOPHBIMU PELIENITOPAMH, SIBJIIETCS ceMelcTBO B7, kotopoe Bkitouaer B7-1, B7-2, B7-
H1 (PD-L1), B7-DC (PD-L2), B7-H2 (ICOS-L), B7-H3, B7-H4, B7-H5 (VISTA) u B7-H6.
Jpyrum  cemMeicTBOM  MeMOpaHOCBSI3aHHBIX ~ JIMTAHIOB, KOTOpBIE  CBSI3BIBAOTCS  C

KOCTHMYJIUPYIIUMH WK KOUHTHOUTOPHBIMHU PELENTOPaMH, sIBJIsIETCsl ceMeiicTBO Mosekya TNF,
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KOTOPBIE CBSI3BIBAIOTCSI C PAClO3HABAEMBIMHU MpPEACTaBUTENSIMU cemeiicTBa peuentopos TNF,
kotopoe Bkitogaer CD40 u CD40L, 0X-40, OX-40L, CD70, CD27L, CD30, CD30L, 4-1BBL,
CD137 (4-1BB), TRAIL/Apo2-L, TRAILR1/DR4, TRAILR2/DRS, TRAILR3, TRAILR4, OPG,
RANK, RANKL, TWEAKR/Fn14, TWEAK, BAFFR, EDAR, XEDAR, TACI, APRIL, BCMA,
LTBR, LIGHT, DcR3, HVEM, VEGI/TL1A, TRAMP/DR3, EDAR, EDA1, XEDAR, EDA2,
TNFR1, mumdorokcun o/ TNFB, TNFR2, TNFa, LTBR, numporokcun alf2, FAS, FASL, RELT,
DR6, TROY u NGFR.

B HekoTOpBIX BapmaHTaX OCYILIECTBIEHMS CPEACTBO MMMYHOOHKOJIOTHH IPEICTABISET
co0OM LIMTOKMH, KOTOPBII MHrubupyer aktuBaumio T-kierok (aampumep, IL-6, IL-10, TGF-B,
VEGF u apyrue MMMyHOCYNPECCHBHbIE LMTOKHHBI) WM ILUTOKWUH, KOTOPBI CTUMYJUpYET
aKTUBALMIO T-KJI€TOK, AJIsl CTUMYJISILIUM UMMYHHOTO OTBETA.

B HekoTOpbIX BapuaHTax OCYIIECTBICHUS KOMOMHALUSA COEAMHEHUs 10 U300PETEHUI0 U
CpeICTBa HMMMYHOOHKOJIOTUH MOXET CTHMYJIHUPOBaTh T-KJE€TOUHBIE OTBETHL. B HEKOTOpBIX
BapUAHTaX OCYLIECTBJICHHs CPEICTBO MMMYHOOHKOJIOTHH MPEACTaBIseT CoOOM: (1) aHTAarOHUCT
Oenka, KOTOpbIIl HHrUOUpPyeT akTUBaLMIO T-KJI€TOK (HanpuMep, HHIHOUTOPBI UMMYHHOH TOYKH
KoHTpoJsi), Takoi kak CTLA-4, PD-1, PD-L1, PD-L2, LAG-3, TIM-3, ranektun-9, CEACAM-1,
BTLA, CD69, ranextun-1, TIGIT, CD113, GPR56, VISTA, 2B4, CD48, GARP, PD1H, LAIR]1,
TIM-1 u TIM-4; unu (i1) aroHuct Oenka, KOTOPBIH CTUMYJIUPYET aKTUBALHIO T-KJI€TOK, TAaKOH KaK
B7-1, B7-2, CD28, 4-1BB (CD137), 4-1BBL, ICOS, ICOS-L, 0X40, OX40L, GITR, GITRL,
CD70, CD27, CD40, DR3 u CD28H.

B HekOTOpBIX BapuaHTaX OCYLIECTBJCHHS CPEICTBO MMMYHOOHKOJIOTHH IPENCTABISET
co0Ol aHTaroHUCT MHTHOUTOPHBIX perentopoB Ha NK-kjeTkax MM arOHHCT aKTUBHPYHOLIHX
peuentopoB Ha NK-kierkax. B  HeEKOTOpbIX BapuaHTax OCYINECTBJIEHUS CPEACTBO
UMMy HOOHKOJIOTHH TipeacTasiisier codoi antaronuct KIR, Takoit kak nupuiaymad.

B HEKOTOpBIX BapuaHTaX OCYLIECTBICHHS CPEICTBO MMMYHOOHKOJIOTHH IPENCTABISET
co0oli CpencTBO, KOTOPOE HHIMOMPYET WM MCTOLIaeT MaKpo(dark MJIM MOHOLMTBI, BKJIFOYAsi, HO
He orpaHudmuBasch umu, aHtaroHUCTel CSF-1R, Takme kak anTutena-anraroHucTel CSF-1R,
BKirouast RG7155 (WO 2011/70024, WO 2011/107553, WO 2011/131407, WO 2013/87699, WO
2013/119716, WO 2013/132044) unu FPA-008 (WO 2011/140249; WO 2013/169264; WO
2014/036357).

B HekoTOpBIX BapHaHTaX OCYIIECTBJICHUS CPEACTBO MMMYHOOHKOJIOTHMH BBIOPaHO M3
CPEICTB-arOHUCTOB, KOTOPBIE CBS3BIBAIOT IIOJIOKUTENIbHBIE KOCTUMYJIHPYIOIIHE MOJIEKYJIBL,
OJIOKHPYIOIMUX CPEACTB, KOTOpbIE OCNAONSIOT Tmepefady CUrHajda dYepe3 WHrHOMTOpHbBIE
peLenTopbl, AHTArOHUCTOB M OJJHOTO UJIH HECKOJIBKUX CPEICTB, KOTOPbIE CHCTEMHO Y BEINYHBAIOT
94aCcTOTy IMPOTHBOOITYXOJIEBBIX T-KJIETOK, KOTOpbIE OOXOAAT Pa3InYHbIE UMMYHOCYTIPECCUBHBIC
KackaZbl B MUKPOOKPYXEHHUHU OMyXOoyu (Hampumep, OJOKHPYIOT CBS3BbIBAHHE HHTHOUTOPHOTO
perenropa (Hampumep, B3aumoneiictBus PD-L1/PD-1), ucromaroT win uHruOupyor Treg
(Hampumep, ¢ UCTOJIB30BAHHEM MOHOKJIOHANBHOrO aHtHTena nporuB CD25 (Hampumep,
naknu3yMad) WM MMOCPENCTBOM HCTOLICHHUSI C UCIOJIBb30BAHUEM TPaHYJ C AHTHUTEIOM IPOTHUB

CD25 ex vivo), uarnbupyrot merabonmdeckne ¢epmeHTsl, Takue kak IDO, mnm obpamaror



75

BCISITH/TIPETISITCTBYIOT UCTOIIEHUIO JSHEPruM T-KJIETOK) M CPEACTB, KOTOPbIE 3amyCKaroT
AKTUBALMIO BPOXKAEHHOTO HMMYHHUTETA W/IITH BOCTIAJIEHHE B OOJIACTSIX OIyXOJIH.

B HekoTOpBIX BapuaHTaxX OCYILECTBJEHHUsS] CPEACTBO MMMYHOOHKOJOTHMM MPEACTaBIsAET
coboii antaroanct CTLA-4. B nHekoTopsIx BapmaHtax ocymectsieHus antaroHuct CTLA-4
npezncrasisier coboi anTuteno-anraronucT CTLA-4. B HEKOTOPBIX BapuaHTaX OCYINECTBICHUS
anrureno-antaronnct CTLA-4 mpencraBmsier coboit  YERVOY  (umunmmmymal) —wnum
TpeMennMymao.

B HekoTOpBIX BapuaHTax OCYILECTBIEHHUs] CPEACTBO MMMYHOOHKOJOIMM NPEACTaBISAET
coboii antaronuct PD-1. B HekoTOphIX BapuaHTax ocyluecTBieHus: aHTtaroHuct PD-1 BBOmAT
NOCPENCTBOM MH(QY3UH. B HEKOTOPBIX BapuaHTax OCYLIECTBIEHHS CPEICTBO UMMYHOOHKOJIOTUU
IpeAcTaBisieT cOOOH aHTUTENO UIIH €r0 aHTUI€HCBS3BIBAIOLIYIO YacTh, KOTOPBIE CIIeU(pUIECKH
CBSI3BIBAIOTCS C peLenTopoM Oenka 3amporpamMupoBaHHod cmeptd 1 (PD-1) m unrubupyror
akTUBHOCTb PD-1. B HEKOTOpBIX BapuaHTax OCyIUECTBJIEHHsI aHTaroHuct PD-1 npencrasisier
coboii aHTuTeno-aHtaroHUCT PD-1. B HEKOTOpBIX BapHaHTax OCYINECTBJIEHUS aHTUTENO-
anraronuct PD-1 npencrasnsier coboiri OPDIVO (auBonyma®), KEYTRUDA (nemOposizymab)
win MEDI-0680 (AMP-514; WO 2012/145493). B HekoTOpBIX BapuaHTaX OCYIIECTBICHUSI
CpPeICTBO MMMYHOOHKOJIOTHH MOXKET MpeacTaBisaTh codoit muaunuzymad (CT-011). B HekoTopbIx
BapUAHTAX OCYIIECTBJIECHHUS CPEICTBO UMMy HOOHKOJIOTHH MPEACTABIISAET COO0H peKOMOUHAHTHBIH
Oenok, cocrosituii U3 BHeKJeToyHOro nomena PD-L2 (B7-DC), cnutoro ¢ Fe-uacteio IgGl,
HasbiBaeMblii AMP-224.

B HekoTOpBIX BapHaHTaxX OCYINECTBIEHHUS CPEACTBO MMMYHOOHKOJOTHH TMPEACTaBISET
coboii antaromuct PD-L1. B HekOoTOpbIX BapuaHTax OCyLIecTBIeHHs aHTaroHuct PD-L1
npeacTasisier coOol aHtuTeno-aHTaroHucT PD-L1. B HeKoTOpbIX BapuaHTax OCYINECTBIICHUS
antureno nporuB PD-L1 mpencrasmser coboit MPDL3280A (RG7446; WO 2010/077634),
aypsanymad (MEDI4736), BMS-936559 (WO 2007/005874) u MSB0010718C (WO
2013/79174).

B HekoTOpBIX BapuaHTaxX OCYILECTBIEHHUs] CPEACTBO MMMYHOOHKOJOTHMM MPEACTaBISET
coboii antaronuct LAG-3. B HEKOTOpBIX BapHaHTax OCyLIeCTBJeHHs aHTaroHuct LAG-3
npeacrasisier cobol aHTHTeN0-aHTaroHuCT LAG-3. B HEKOTOPBIX BapuUaHTax OCYIIECTBICHUS
anrureno npotuB LAG3 npencrasisier coboit BMS-986016 (WO 2010/19570, WO 2014/08218),
wi IMP-731 wiu IMP-321 (WO 2008/132601, WO 2009/44273).

B HekoTOpBIX BapHaHTaxX OCYILECTBIEHHUs] CPEACTBO MMMYHOOHKOJOIHMM MPEACTaBIsSET
coboii aroanct CD137 (4-1BB). B HekoTopbIx BapuaHTax ocyiectBieHus: aronuct CD137 (4-
1BB) npencrassier coboii antuteno-aroHuct CD137. B HEKOTOPBIX BapUaHTaX OCYLIECTBICHHUS
anrureno npotuB CD137 npencrasisier codoii ypenymad uimu PF-05082566 (WO 2012/32433).

B HekoTOpBIX BapuaHTaxX OCYILECTBIEHHUs] CPEACTBO MMMYHOOHKOJOIMM MPEACTaBIsSET
coboii aronnct GITR. B nekoropeix Bapmantax ocymectsienus aroHuct GITR mpencrasnser
coboii antureno-aronuctT GITR. B HeKOTOpBIX BapHMaHTaX OCYIIECTBJICHHS aHTHUTENO NMPOTUB
GITR mpencrasnsier codori BMS-986153, BMS-986156, TRX-518 (WO 2006/105021, WO
2009/009116), nnmu MK-4166 (WO 2011/028683).
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B HekoTOpBIX BapuaHTaxX OCYILECTBJEHHUs] CPEACTBO MMMYHOOHKOJOIHMM MPEACTaBIsSET
coboii aHTaroHuct wuHAonamuH (2,3)-muokcureHassl (IDO). B HEKOTOpBIX BapuaHTax
ocymectByieHus: antaroHuct IDO BeiOpan wu3: smakagoctata (INCB024360, Incyte),
unnokcnmona (NLG-8189, NewLink Genetics Corporation); kanmanutubda (INC280, Novartis),
GDC-0919 (Genentech/Roche); PF-06840003 (Pfizer); BMS:F001287 (Bristol-Myers Squibb);
Phy906/KD108 (Phytoceutica); ¢epmenTa, kotopblii paspymaer kunypeHuH (Kynase, Kyn
Therapeutics); u NLG-919 (WO 2009/73620, WO 2009/1156652, WO 2011/56652, WO
2012/142237).

B HekoTOpBIX BapHaHTax OCYILECTBIEHHUs] CPEACTBO MMMYHOOHKOJOIMM NPEACTABISAET
coboii arornct OX40. B HekoTOpBIX BapuaHTax ocylnecTBieHus: aroHncT OX40 npexncrasiser
coboii antuteno-aroHuct OX40. B HEKOTOPHIX BapHUaHTAaX OCYLIECTBIEHHS AHTHUTENO MPOTUB
0X40 npencrasmisier codoit MEDI-6383 nnu MEDI-6469.

B HexoTOpBIX BapuaHTax OCYILECTBIEHHUs CPEACTBO MMMYHOOHKOJOIMM NPEACTABISAET
coboii antaronuct OX40L. B HexoTOpbIX BapuaHTax ocyuiecTBieHuss aHtaroHuct OX40L
npencTapisier codol antuteno-aHTaroHucT OX40. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUSI
antraronuct OX40L nmpencrasinsier coboit RG-7888 (WO 2006/029879).

B HexoTOpBIX BapHaHTax OCYILECTBIEHHUs CPEACTBO MMMYHOOHKOJOIMHM NPEACTABISAET
coboit aronnct CD40. B HekoTopeIx BapuaHTax ocyinectsieHus aronuct CD40 mpeacrasinser
coboii antureno-aronuct CD40. B  HEKOTOpPBIX BapuUaHTAaX OCYINECTBJIEHUS CPEICTBO
UMMYHOOHKOJIOTHH TipeAcTaBisier coboii  antaronuct CD40. B HEKOTOpBIX BapuUaHTax
ocymectBieHus: aHtaroHuct CD40 mnpencraBisier coboit antuteso-anraronuct CD40. B
HEKOTOpBIX BapUaHTaX OCyLIecTBIeHUss aHTUTeno mnpotuB CD40 mnpencrasiser coOoi
JyKaTyMyMal WIu anery3ymao.

B HekoTOpBIX BapHaHTaxX OCYINECTBJEHHUsS CPEACTBO MMMYHOOHKOJOTHM MPEACTaBISET
coboii aronrct CD27. B HeKOTOpBIX BapuaHTax ocyuiectsieHus: aroauct CD27 mpexncrasiser
coboii antureno-aronuct CD27. B HEKOTOpPBIX BapHaHTaX OCYLIECTBICHHS aHTHTENO MPOTUB
CD27 npencrapinsieT coOol BapIHiIyMal.

B HekoTOpBIX BapuaHTaxX OCYILECTBIEHHUs] CPEACTBO MMMYHOOHKOJOIHMM MPEACTaBISET
coboit MGA271 (mportus B7H3) (WO 2011/109400).

B HekoTOpBIX BapHaHTaxX OCYILECTBIEHHUs] CPEACTBO MMMYHOOHKOJOIHMM MPEACTaBIsET
coboit abaroBomab, anmekarymymad, adyTysymad, amemrty3ymad, aHatymomad MmadeHaTokc,
anoyuzymad, aresonumad, aBenymad, buHatymomad, BMS-936559, karymakcomad, nypsanymad,
SMUKAAOCTAT, SMpaTy3ymMad, WHAOKCUMOJ, WHOTY3yMad O3arOMHUIHMH, HHTEIyMyMao,
unmwmmMyMad, wucatykcnmmad, samOponmusymadb, MEDI14736, MPDL3280A, nHuBonymad,
o0uHyTy3yMab, okapaty3ymad, odatymymad, ojatatymad, memOponusymad, muauiau3ymad,
PUTYKCUMAO, THLMIINMYMA0, caMann3yMad uitk TpeMeanmymad.

B HekoTOpBIX BapuaHTaxX OCYILECTBIEHHUs] CPEACTBO MMMYHOOHKOJOIHMM MPEACTaBIsSET
co0ol IMMYHOCTHUMYJIHpYyILIee cpenacTso. Hanpumep, antuTena, OIOKUpPYIOIINE HHTHOUTOPHYIO
cucremy PD-1 u PD-L1, MoryT BICBOOOKAATh aKTUBHPOBAHHbIE PEAKTHBHBIE B OTHOLICHUH

OnyXxoJjiu T-KJ'IGTKI/I, A B KJIMHUYECKHX MCIBITAHUIX OBLIO MOKa3aHO, 4YTO OHU HWHAYLUUPYIOT
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JUTATENIbHBIE TIPOTUBOOITYXOJIEBbIE OTBETHI BO BCE OONBLIEM KOJIMYECTBE T'MCTOJOTHYECKUX
00pa3loB ONyXOJH, BKJIOYAs HEKOTOPBIE THUIBI OIMyXOJeH, KOTOpble OOBIMHO HE CUHTAKOTCS
qyBCTBUTEJIbHBIMU K IMMyHOTepanuu. Cwm., Hanpumep, Okazaki, T. ef al. (2013) Nat. Immunol.
14, 1212-1218; Zou et al. (2016) Sci. Transl. Med. 8. bbuto nmokasano, 4ro anTuTeNno npotus PD-1
HuBoayMabd (Opdivo®, Bristol-Myers Squibb, Taxke m3BectHoe kak ONO-4538, MDX1106 u
BMS-936558), obnagaer mOTEHUHAIOM K MOBBIIEHUIO OOIIel BbDKUBAEMOCTH Y MALEHTOB CO
cBeTNIoKJIeTOYHBIM pakoM 1ouku (RCC), y KOTOPBIX MPOU30IIIIO MPOrpeccupoBaHue 3a00IeBaHus
B XOJI€ WUJIU MOCJIE MPEALIECTBYOIEeH aHTUHAHTUOT€HHON TEpPauu.

B HekoTOpbIX BapHaHTaX OCYINECTBIIEHHs MMMYyHOMOYJHUPYIOIIEE TeparneBTHIEeCKOe
cpenactBo  cneunpuYecKH HMHAYLHUPYET aIoNTo3  OIMyXOoJeBbIX KieTok. OnoOpeHHbIE
UMMy HOMOJY JIUPYIOIINE TePANeBTUYECKHE CPEACTBA, KOTOPhIE MOXKHO HCIIOJIb30BaTh B PAMKax
Hacrosimero nzobpereHusi, BkroudaroT: nomanupomun (Pomalyst®, Celgene), nenamumommn
(Revlimid®, Celgene); unrenon medyrat (Picato®, LEO Pharma).

B HexkoTOpBIX BapmaHTax OCYLIECTBIEHMS CPEIACTBO MMMYHOOHKOJIOTHM IPEICTABISET
co00ll BaKIMHY MPOTHUB 3JI0KAYECTBEHHOW OINMYyXOJH. B HEKOTOPBIX BapHaHTaxX OCYIIECTBICHUSI
BaKLMHA MPOTHB 3JIOKAYECTBEHHON omyxonu BbeiOpaHa wu3. cunyJjeiuena-T (Provenge®,
Dendreon/Valeant Pharmaceuticals), koTopsiii 0q00peH ayisi jeueHHs OeCCHMIITOMHOTO WJIH
UMEIOIIEr0 MHUHHMMAJbHbIE CHUMITOMBI METACTa3UPYIOIIEro KacTPaLMOHHO-PE3UCTEHTHOTO
(ropMoH-pe(pakTepHOr0) paka NPEACTaTeNbHOH JKeNe3bl, M TAJIUMOIeH JiareprapernBek
(Imlygic®, BioVex/Amgen, panee u3BectHbili kak T-VEC), renetudecku MOnu(pUIMPOBAHHAS
OHKOJINTUYECKasi BUPYCHAsl Tepamnusi, OmoOpeHHas IJisi JICYeHHs Hepe3eKTaOeNbHOW KOXKHOWM,
MIOJIKO’KHOM MEJIAHOMBI U €€ Y3JIOBBIX 04aroB. B HEKOTOPBIX BapHAHTAX OCYIIECTBIICHUS CPEICTBO
UMMy HOOHKOJIOTHH BBIOPAHO U3 OHKOJIMTHYECKOH BUPYCHOM TepaIiy, TAKOH KaK MeKCAaCTHMOTeH
nesarmpensek (PexaVec/JX-594, SillaJen/panee Jennerex Biotherapeutics), BUpyC OCIIOBaKLIMHBI
¢ nepexrom tTumuannkuHazbl- (TK-), Mogudunmposannsii ms sxcnpeccun GM-CSF, npotus
MEeYeHOYHO-KJIeTOUHOH KapiuHOMbI (NCT02562755) u menanomer (NCT00429312); nenapeopen
(Reolysin®, Oncolytics Biotech), BapuaHT pecnupaTOpHOro KHIIEYHOrO Op(aHHOTO BHpyCa
(peoBHpyC), KOTOpbIH HE PEIUTUIHPYETCS B KIETKaX, KOTOpble He sBsitoTcs RAS-
AKTUBUPOBAHHBIMH, TPOTUB MHOTOYHCJICHHBIX 3JIOKAUYECTBEHHBIX OMYXOJeH, BKIOUas pak
obonmouHoi u npsimoit kumku (NCT01622543); pak npencrarensHoil xkenesbl (NCT01619813);
IUTOCKOKJIETOUHBbIH pak rojoBel U men (NCTO1166542); aneHOKapIUHOMY MOIKENTyJOYHON
xene3bl (NCT00998322); u Hemenkokierounbii pak Jerkoro (NSCLC) (NCT 00861627);
sHageHotymupeB (NG-348, PsiOxus, panee wusBectHbiii kak ColoAdl), anmeHoBUpYC,
MOIU(HUIMPOBAHHBIA CHIOCO0AMH HMH)XXEHEPHH I 3KCIpecchu mnosHopasmepHoro CD80O u
¢parment anturena, cneuuduuHsii Kk Oenky CD3 T-kieroyHOro peuenTopa, MPOTHB paka
suganka (NCT02028117); MeTacTasupyrOLUIMX WM Pa3BEPHYTHIX SMUTEIHAIBHBIX OIyXOJEH,
TAKUX Kak pak OOOAOYHON M TNpPsIMOH KHIIKH, PaK MOYEBOTO IMy3bIPs, IUIOCKOKJIETOYHAS
KapIMHOMa TOJOBBI W Imen U pak cimoHHOW kene3pl (NCT02636036); ONCOS-102
(Targovax/panee Oncos), aneHoBupyc, MoaudumupoBanHbiid 1151 skcnpeccun GM-CSF, npoTtus

menanombl (NCT03003676); u mepuroHealbHOTO 3aboJieBaHUs, paka OOOMOYHONW U TPSIMOH
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kumkn win paka smyanka (NCT02963831); GL-ONC1 (GLV-1h68/GLV-1h153, Genelux
GmbH), BupyCBl OCIIOBAKIIMHBI, MOAUPULIPOBAHHBIE CITOCOOAMH MH)KEHEPUU ISl SKCIIPECCUU
Oera-ramakro3unasel (Oera-gal )/0era-rroKy poHuaa3el uian Oeta-gal/cummnopTepa Honuaa HaTPUs
yenoBeka (hNIS), COOTBETCTBEHHO, KOTOpBIE WCCIEAOBAINCH MPOTHB IMEPUTOHEATHHOTO
kapuuHomaro3a (NCT01443260); paka ¢annonuesoii TpyOsl, paka siuanuka (NCT 02759588);
wm CGO0070 (Cold Genesys), aneHosupyc, momuduuupoBanHbiii ansi skcnpeccun GM-CSF,
NpOTHB paka MoueBoro my3eipst (NCT02365818).

B HEKOTOPBIX BapHaHTaxX OCYINECTBJIEHHUS CPENCTBO UMMYHOOHKOJIOTUH BBIOpaHO n3: JX-
929 (SillaJen/formerly Jennerex Biotherapeutics), Bupyca koposbeit ocnbl ¢ aedpexrom TK u
¢dakTopa pocra KOpOBbEH OCIBI, MOAU(PHUIMPOBAHHOTO MAJISI 3KCIPECCUN LMTO3UHI€3aMUHA3HI,
KOTOpasi CIIOCOOHAa KOHBEPTHPOBATh IPOJEKAPCTBO S-(PTOPLUUTO3MH B LUTOTOKCUYECKOE
nexkapcTBeHHOe cpeactBo S-¢propypammi, TGOl u TGO2 (Targovax/formerly Oncos),
UMMYyHOTEPANIeBTUUECKUX CPEACTB HAa NENTUAHONH OCHOBE, HALENIEHHBIX Ha CIy4au TPYAHO
nonparomuxcs  jgedenmo  myrtaumid RAS; w TILT-123 (TILT  Biotherapeutics),
CKOHCTPYHPOBAHHOTO afieHoBUpYyca, obo3Hauaemoro: AdS/3-E2F-delta24-hTNFa-IRES-hIL20; u
Bupyca BesukyssipHoro cromatura (VSV) VSV-GP (ViraTherapeutics), MmoguduippoBaHHOro
ans skcenpeccun riamkonporenHa (GP) Bupyca numdormrapHoro xopuomenunruta (LCMYV),
KOTOPBIH MOXKET ObITh Aajee MOAM(UIIMPOBAH JJIsl SKCIIPECCHH AHTUT€HOB, NMPEeIHA3HAYEHHBIX
1JI1 MHAY KUK oTBeTa anTureHcnenupuaeckux CD8* T-kierok.

B HekoTOpBIX BapuaHTax OCYLIECTBIEHUS CPEIACTBO MMMYHOOHKOJIOTHM IPEICTABISAET
coboii T-kneTky, MOOU(PUIMPOBAHHYIO JJISI SKCIIPECCHU XMMEPHOTrO PErenTopa aHTHIeHa WU
CAR. T-knerku MOTU(PUIIUPOBAHHBIE ISl SKCIIPECCHU TAKOTO XUMEPHOTO pPELenTopa aHTUIeHa,
Ha3biBatoT CAR-T-knerkamu.

CAR KOHCTPYHPYIOT TakK, YTOOBI OHH COCTOSUIM M3 CBSI3bIBAIOIIUX JTOMEHOB, KOTOPBIE
MOTYT MPOUCXOAWUTH M3 MPHUPOIHBIX JIMTAHIOB, OJHOLENIOYEYHBIX BapHaOENbHBIX (HparMeHTOB
(scFv), mpoucxopsmmx U3 MOHOKJIOHAJIBHBIX AHTHTEN, CEH(PUIHBIX K aHTUT'€HAM KJIETOYHOH
MOBEPXHOCTH, CIIUTBIX C SHIAOAOMEHAMH, KOTOPbIE MPEACTABISIFOT COOOH (DyHKIIMOHAIBHBINA
koHel T-knerounoro penenrtopa (TCR), Takumu kak curaainbHblii qomeH CD3-3era uz TCR,
KOTOpBII CcnocoOeH TeHepHupoBaTh CHUrHa aktuBauuu B T-mumdonurax. Ilpu cBsispiBaHMM
anturena Takue CAR compsiraroTcsi ¢ SHIOTEHHBIMH KacKagaMH Tiepefaddl CUTHaja B
3¢ (eKTOpHON KIIeTKE W TEHEPUPYIOT AKTUBUPYIOIIHUE CHUTHAJbL, CXOIHBIE C CHTHAJIAMH,
uHULMHpyembpiMu komiekcom TCR.

Hamnpuwmep, B HekoTOpbIX BapuanTax ocyiectsienuss CAR-T-kierka npencrasisier coboit
OITHY U3 KJIeTOK, onrcanHbiX B maTteHTe CIIIA 8906682 (BKJIIFOUEHHOM B HACTOsIIIEE OMUCAHKE B
Ka4eCTBE CCBUIKH B NIOJHOM 00beMe), B koTopoMm ommcanbl CAR-T-knerkn, MoguduuupoBaHHbIE
TaK, 4TOObI OHHM COJEP’KAIM BHEKJIETOUHBIH JOMEH, WUMEIOINUH aHTUT€HCBS3BIBAIOIINN JOMEH
(Takoli Kak TOMeH, KOTophIi cBsi3piBaeTcsi ¢ CD19), cnuTelil ¢ BHYTPUKIETOYHBIM CHUTHAJIBHBIM
JOMEHOM 3€Ta-LeTH PeLenTOPpHOro koMriekca T-kinerounoro anturena (takum kak CD3-3era).
ITpu sxcnpeccun B T-kietke CAR cnocoOeH k mepeHaneanBaHu0 PacliO3HABAHHS AHTHICHA Ha

OCHOBE CIeu(pUIHOCTH CBs3bIBaHUsI aHTUTeHA. B ciydae CD19 anturen skcmpeccupyercss Ha
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3JI0KauecTBeHHbIX B-kietkax. B Hacrosimee Bpemsi mpoBomsaT Oonee 200 KIMHUYECKUX
ucneltaHuii ¢ ucnonpzoaHueM CAR-T npu  1IHMpOKOM  AMana3oHe  MOKa3aHUM.
[https://clinicaltrials.gov/ct2/results?term=chimeric+antigent+receptors&pg=1].

B HeKOTOpBIX BapMaHTax OCYINECTBIEHHs HMMMYHOCTHMYJHPYIOIIEE CPEACTBO
npeacTasisier co00i akTUBAaTOpP OPPaHHOTO PELENnTOpa Y, POACTBEHHOIO PETUHOEBOH KHCIOTE
(RORyt). RORyt mpencrasnsier coboii GakTop TPAHCKPHUIIHH, UMEIOIIUN KIFOUEBYIO POJIb B
muddepenumrposke u noxgaep:kanun noarpynn s¢dexropos 17 tuma, CD4+ (Th17) u CD8+
(Tc17) T-xnetok, a Taxxke B quddepeHposke sxcnpeccupyomux 1L-17 cyOnomynsauii kineTok
BPOXKIEHHOTO UMMYHHUTETa, Takux kKak NK-kieTku. B HEKOTOpBIX BapuaHTax OCYINECTBIICHHUS
aktuBarop RORyt npencrasisier coboit LYC-55716 (Lycera), KOTOpBIi B HACTOAILIEE BpeMs
INPOXOIUT OLEHKY B KIWHUYECKUX HCHBITAHUAX JUIA JIEYeHHMs COJMIOHBIX —OIyXoJseid
(NCT02929862).

B HekoTOpBIX BapMaHTax OCYIIECTBIEHHs HMMMYHOCTHMYJIHPYIOIIEE CPEACTBO
npezacrasisier coboit aroHucT wiu aktuBarop toll-momobuoro pernenropa (TLR). IMoaxonsiuue
axtuBaropsl TLR Bxurouarot aronuct uinu aktusarop TLRY, takoii kak SD-101 (Dynavax). SD-
101 npexncrasisier coboit ummy HocTuMyJmpyromuii CpG, KOTOPbI TPOXOAUT UCCIESTOBAHUS IS
B-knerouHoit, GpommukyasipHoit u apyrux aumdom (NCT02254772). ArOHUCTBI HITH aKTHBATOPBI
TLRS, kOTOpble MOXHO HCIIOJNB30BAaTh B pAaMKaX HACTOSINEr0 H300pETEeHHs, BKJIIOYAIOT
moronumon (VTX-2337, VentiRx Pharmaceuticals), KOTOpbIii NPOXOAMT HUCHBITAHUS MAJIS
TUIOCKOKJIETOYHOTO paka royiossl u men (NCT02124850) u paka siuunuka (NCT02431559).

Jlpyrue cpenctBa MMMYHOOHKOJIOTHMH, KOTOpbIE MOXKHO HCIIOJNB30BaTh B paMKax
HACTOALIEro u300peTeHus], BKModaT: ypenymad (BMS-663513, Bristol-Myers Squibb),
MOHOKJIOHaJIbHOE aHTuTeNo npotus CD137; Bapaunymad (CDX-1127, Celldex Therapeutics),
MOHOKJIOHaJIbHOEe ~ aHTuTejo mnpotuB CD27; BMS-986178  (Bristol-Myers  Squibb),
MOHOKJIOHaJIbHOE aHTHTeNno npotus OX40; mupuinymad (IPH2102/BMS-986015, Innate Pharma,
Bristol-Myers Squibb), MmoHokoHaMBHOE aHTHTENO poTHB KIR; MOHanmu3ymab (IPH2201, Innate
Pharma, AstraZeneca), MoHOKJIOHaNIbHOE anTHTENO MpoTHB NKG2A; annexanukcumab (GS-5745,
Gilead Sciences), antuteno nporus MMP9; u MK-4166 (Merck & Co.), MOHOKJIOHATIBHOE
antureno npotus GITR.

B HEKkoTOpBIX BapuaHTaX OCYLIECTBICHHS MMMYHOCTHMYJIMPYIOIIEE CPEACTBO BBIOPAHO
u3 3yotysymada, mMudamypTuaa, aroHWCTa WM aktuBatopa toll-momoOHoro penentopa u
axtusaropa RORyt.

B HekoTOpBIX BapuaHTax OCYIIECTBJICHHS MMMYHOCTHCMYJIUPYIOIIEE TEPAeBTUUECKOE
CPEeICTBO MpPEACTaBIsieT COOOH peKOMOMHAHTHBIN UHTEpselikuH 15 yenoseka (rhlL-15). thIL-15
TECTHPYETCS] B KJIMHUKE B KAaUeCTBE TEPAlMU MEJAHOMBbl M IOYEYHOKJIETOYHOIO paka
(NCT01021059 u NCTO01369888) u mneiikozoB (NCT02689453). B HekOoTOpBIX BapuUaHTax
OCYIIECTBJIEHUS] MUMMYHOCTUMYJIUPYIOIEE CPENCTBO TMPEACTaBIsieT COOOH pPeKOMOWHAHTHBIN
uHTepyeiikuH 12 uenoeka (thIL-12). B HekoTOpbIX BapuaHTaX  OCYINECTBIICHHUS
UMMy HOTEPAIeBTUUECKOe CPencTBO Ha ocHOBe IL-15 mpencrasnsier coboii rereponumepHsrii IL-

15 (hetIL-15, Novartis/Admune), CIUTBI KOMIUIEKC, COCTOSIIMHA M3 CHHTETUYECKOH (hOpMBI
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sHporeHHoro IL-15 B komrmuiekce ¢ pacTBOpUMBIM CBsi3biBaroIuM IL-15 Genkom anbga-ensro
peuenropa IL-15 (IL15:sIL-15RA), KOTOpBIi NPOXOAUT TECTHPOBAHWE B KIMHHYECKUX
UCTIBITAHUAX (a3pl | AT MENaHOMBI, MOYEYHOKJIETOYHOIO PaKa, HEMEJKOKJIETOYHOTO paka
JETKOTO U TUIOCKOKJIETOYHOW KapuuHOMbl rojioBsl u men (NCT02452268). B HekoTopbIx
BAPMAHTAX OCYULIECTBIECHUS PEKOMOMHAHTHBIM wWHTepieknH 12 dgemoseka (rhlL-12)
npencrasisier codoit NM-IL-12 (Neumedicines, Inc.), NCT02544724 wnu NCT02542124.

B HexkoTOpBIX BapHMaHTaX OCYIIECTBJIEHUS CPEICTBO MMMYHOOHKOJOTMH BBIOPAHO M3
cpencts, onucanHbix B Jerry L. Adams ef al., "Big opportunities for small molecules in immuno-
oncology", Cancer Therapy 2015, Vol. 14, pages 603-622, conepxaHne KOTOPOH BKJFOYEHO B
HACTOsIIIee ONHMCAHHWE B KAa4yecTBE CCBUIKM B IIOJIHOM OObeMe. B HEKOTOpBIX BapuaHTax
OCYIIECTBJIEHUS] CPECTBO MMMYHOOHKOJIOTUH BBIOPAHO M3 NMPUMEPOB, ONMUCAHHBIX B TaOnuue 1
Jerry L. Adams ef al. B HeKOTOpbIX BapHaHTaX OCYLIECTBJIEHHs CPEACTBO MMMYHOOHKOJOTHU
npeAcTaBsieT CcoOOH  HU3KOMOJIEKYJISIPHOE — COEAMHEHHE, HAlleJIeHHOE Ha  MHUIIEHb
MMMYHOOHKOJIOTHH, BBIOPAHHYIO U3 MUIIEHEH, NpuBeaeHHbIX B Tabnune 2 Jerry L. Adams et al.
B HeKOTOpBIX BapMaHTaX OCYINECTBIICHHS CPEACTBO MMMYHOOHKOJIOTHU MPEACTAaBISET COOOH
HHU3KOMOJIEKYJIIPHOE COEMHEHHEe, BBIOPAaHHOE U3 COeAMHEHUH, IPUBEACHHBIX B TabuLe 2 Jerry
L. Adams et al.

B HexoTOphIX BapuaHTaX OCYLIECTBJIECHUsI CPEACTBO MMMYHOOHKOJIOTHHM BBbIOpPAHO U3
HHU3KOMOJIEKYJIIPHBIX CPEICTB MMMYyHOOHKoJoruu, onucaHubix B Peter L. Toogood, "Small
molecule immuno-oncology therapeutic agents", Bioorganic & Medicinal Chemistry Letters 2018,
Vol. 28, pages 319-329, comep:kaHre KOTOPOU BKJKOYEHO B HACTOSIIEE OMHCAHME B KAa4YeCTBE
CCBUIKM B TOJHOM oO0ObeMe. B  HEKOTOpbIX BapHaHTaX OCYLIECTBJIEHHUS CPEIACTBO
UMMy HOOHKOJIOTHH MPEACTABIISIET COOOH CPEACTBO, HALIEIEHHOE Ha KaCKabl, ONMCaHHbIe B Peter
L. Toogood.

B HeKkoTOpBIX BapHaHTaX OCYIIECTBJICHUS CPEACTBO MMMYHOOHKOJOTMHM BBIOPAHO M3
cpencts, onucanHbix B Sandra L. Ross ef al., "Bispecific T cell engager (BiITE®) antibody
constructs can mediate bystander tumor cell killing", PLoS ONE 12(8): e0183390, conep»anue
KOTOPOH BKJIFOUEHO B HACTOSLIEE OMUCAHHIE B KAYECTBE CCHUIKH B TIOJTHOM 00beMe. B HEKOTOpbIX
BAPHAHTAX OCYINECTBJICHUS] CPEACTBO MMMYHOOHKOJIOTHH IPENCTABISET COOOH KOHCTPYKLHUIO
aHTHTENa, TPEACTABISIONY0 coboii Oumcnenmduueckuii aktuBarop T-knerok (BITE®). B
HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS KOHCTPYKLHMS aHTHUTENA, TNPENCTaBISIIomas CcoOoi
oucnermduueckuii aktuBarop T-kinerok (BiTE®), mnpencrasnsier coboil  KOHCTPYKLHIO
oucnermduueckoro anrtutena CD19/CD3. B  HeKOTOpBIX BapUaHTaX OCYIIECTBIICHHUS
KOHCTPYKLUSl aHTUTeNa, MpPEACTaBIsomas cobol Oucneundpudecknii akTuBatop T-KIeTOK
(BiTE®), npencraBusier coboili koHCTpykimro Oucnernupuyeckoro anturena EGFR/CD3. B
HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS KOHCTPYKLMS aHTHUTENA, MPENCTaBISIIomas coOoi
oucnermduueckuii aktuBarop T-kaerok (BiTE®), aktuBupyer T-knerkun. B HexoTophix
BapHUAHTAX OCYLIECTBICHUS KOHCTPYKLUS aHTUTENA, IPEACTaBISIOINas coboit Oncnenndudeckuit
aktuBarop T-knerok (BITE®), aktuBupyer T-kieTku, KOTOpblEe BBICBOOOMKAAIOT LIUTOKHHBIL,

UHIYIHUPYIOLUINE aKTUBALMIO BHYTpUKIeTO4HOH Mosekynbl aaresun 1 (ICAM-1) u FAS Ha
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KJIETKAaX-CBUJETENNIX. B HEKOTOphIX BapHaHTax OCYLIECTBJIEHUS KOHCTPYKLMS aHTUTENa,
npencrasisiomas codoit Ooucnenmpuueckuit aktuBarop T-kierox (BiTE®), akrtusupyer T-
KJIETKH, KOTOpbIE BbI3bIBAIOT HHAYLMPOBAHHBIN JIM3UC KIETOK-CBUAeTeNneil. B HexkoTopeix
BapHAHTaxX OCYLIECTBJIEHUS KJIETKU-CBUAETENN HAXOATCS B COJUAHBIX OMyXousax. B HEKOTOphIX
BApPUAHTAX OCYINECTBJICHUS JIM3MPYEMble KIEeTKU-cBuaerenn Haxoxsrcs BOmm3um BiTE®-
akTuBUpyeMbIX T-kierok. B HEKOTOpbIX BapuaHTax OCYILECTBICHMsI KIETKU-CBUAETEIN
BKJIFOUAIOT 3JI0KAYECTBEHHbIE KJIETKHM, HETATUBHBbIE IO OIyXOJE€aCCOLMMPOBAHHOMY AHTUIEHY
(TAA). B HekoTOpbIX BapuUaHTax OCYINECTBJICHUS KJeTKH-cBuaerenu BkiodaroT EGFR-
HEraTUBHbIE 3JI0KAUE€CTBEHHbIE KJIETKH. B HEKOTOpBIX BapHaHTax OCYLIECTBJIEHUS CPENCTBO
UMMYHOOHKOJIOTUH TPEACTaBIsieT cOO0 aHTUTeNo, koTopoe Onokupyer cuctemy PD-L1/PD1
w/umn CTLA4. B HEKOTOpbIX BapuUaHTaX OCYLIECTBIEHUS CPEACTBO HMMMYHOOHKOJIOTUH
NpeACTaBIsieT COOON MOABEPTHYTYIO SKCIIAHCHHU eX Vivo HHQUIBTPUPYIOIIYIO OMyXoib T-KIeTky.
B HexkoTOpBIX BapmaHTax OCYLIECTBIIEHHsS CPEICTBO MMMYHOOHKOJIOTMH HPEACTaBIsET COOOM
KOHCTPYKLHUIO OHcrenuduueckoro aHTUTeNna Wiau xumepHble perentopbl antureHoB (CAR),
KOTOpBIE MPSIMO CBA3BIBAIOT T-KJIETKM C OINyXO0JI€acCOUMMPOBAHHBIMU ITOBEPXHOCTHBIMU
antureHamu (TAA).

Hnnrocmpamuenvie uneubumopvl UMMYHHOU MOYKYU KOHMPOJIA

B HexoTOpBIX BapHaHTax OCYILECTBIEHHUs CPEACTBO MMMYHOOHKOJIOIMM NPEACTABISAET
co00it ”HrHONTOP UMMYHHOM TOYKH KOHTPOJIS, KAK ONHUCAHO B HACTOSIIEM OIHCAHHH.

Tepmun "MHrHMOMTOp TOUYKHM KOHTPOJSA", KaK HCHOJB3YIOT B pPaMKaX H300peTeHus,
OTHOCHUTCSI K CPEACTBaM, IPUTOIHBIM JUISl MPEenyNpPeKAeHHs YCKOIb3aHUs 3JI0Ka4eCTBEHHBIMU
KJIETKAMU HMMYHHOH cucTteMbl mnauueHTa. OIMH U3 OCHOBHBIX MEXaHM3MOB HapyILIEHHUS
IIPOTUBOOITYXOJIEBOTO MMMYHHUTETa H3BECTEH Kak "ucToimeHue T-kieTok", KOoTopoe SIBIsSeTCs
Pe3yJIbTaTOM JJIUTEIBHOTO BO3ACHCTBUSI AaHTHICHOB, BBI3BIBAIOLIETO AKTHBALIMIO HHIHOUTOPHBIX
peuenTopoB. ITH UHTMOUTOPHBIE PELIETITOPHI CIYKAT B KAYECTBE MMMYHHBIX TOUEK KOHTPOJIS ISt
npenynpexXaeHns HEKOHTPOIUPYEMbIX HMMYHHBIX peakLui.

PD-1 u KOMHrHOWTOpHBIE pPELENTOPHI, TAKUE KaK AHTUTeH 4 IUTOTOKCUYECKHX T-
mamponuroB (CTLA-4, B- u T-numdouurapusiii arrenyarop (BTLA; CD272), nomen 3 T-
KJIETOYHOrO UMMyHOTrJI00yimHa 1 mMynuHa 3 (Tim-3), Genok reHa 3 akTuBauuu JTUMQOLUTOB
(Lag-3; CD223) u npyrue, 4acToO YKa3bIBAlOT B KA4ECTBE PETYJSITOPOB TOUKH KOHTposst. OHu
BBICTY[IAIOT B KaueCTBE MOJIEKYJSAPHBIX "CTpakeil', KOTOpble MO3BOJSIIOT BHEKJIETOUHOMN
UHPOPMALIUU OTPENETSITh, JOJKHO JIH MPOUCXOAUTh MPOTPECCUPOBAHHUE KJIIETOYHOrO LIUKJIA U
IOPYTUX BHYTPHUKJIETOUHbIE CUTHAJIbHBIE TIPOLIECCHI.

B HEKOTOpBIX BapHaHTax OCYIIECTBJICHUS WHTHOMTOP HMMMYHHOH TOYKH KOHTPOJI
npencrapisier coboii  antuteno k PD-1. PD-1 cBszeiBaeTcss ¢ penentopom  Oenka
3anporpaMMHUpPOBaHHON kjerouHoi cmeptu 1 (PD-1) nmist mpemoTBpalneHus CBA3BIBAHHS
perienitopa ¢ MHrHOUTOPHBIM Juranaom PDL-1, Takum oOpa3om, mpeomoseBasi CIIOCOOHOCTH
OMyXOJIeH NOAABIATh NPOTUBOOMYXOJIEBbIII HMMYHHBIN OTBET XO35IMHA.

B omgHOM acnekTe WHTUOWTOP TOYKH KOHTPOJSI MPEACTaBIsieT cOOOW OHMOJOrmueckoe

TEPAINeBTUUECKOE CPENICTBO HITH HI3KOMOJIEKYJIIPHOE COeANHEHNe. B 1pyromM acniekTe MHHrHOUTOD
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TOUYKH KOHTPOJIS TPEACTABIsIET OO0 MOHOKJIOHAJIBHOE AaHTUTEJIO, T'YMaHU3UPOBAHHOE AHTUTEIO,
MOJTHOCTBIO 4YEJIOBEYECKOE AHTUTENIO, CIHUTHIM OeJOK WM MX KOoMOmHammioo. B cienyromem
aCTIEKTE€ MHTHOUTOP TOYKH KOHTPOJISI HHTUOMPYET OeJIOK TOUKU KOHTPOIs, BbIOpanHbiid n3 CTLA-
4, PDL1, PDL2, PD1, B7-H3, B7-H4, BTLA, HVEM, TIM3, GAL9, LAG3, VISTA, KIR, 2B4,
CD160, CGEN-15049, CHK 1, CHK2, A2aR, nurannoB cemelictBa B-7 nin ux komOuHauuu. B
JOTIOTHUTENIbHOM acCleKTe MHTMOWTOpP TOYKM KOHTPOJSI B3aUMOZIEHCTBYET C JIMTAHIOM Oelka
TOYKHU KOHTpOJs, BeiOpanubiM n3 CTLA-4, PDL1, PDL2, PD1, B7-H3, B7-H4, BTLA, HVEM,
TIM3, GAL9, LAG3, VISTA, KIR, 2B4, CD160, CGEN-15049, CHK1, CHK2, A2aR, nurannos
cemelictea B-7 wmnm wux xomOmHaumu. B omgHOM acnekte HHTHOUTOP TOYKM KOHTPOJIS
NpeAcTaBIsieT Cco0OW HMMYHOCTUMYJIHPYIOLIEE CPencTBO, T-KiIeTouHbl (akTop pocTa,
MHTEPJICHKNH, aHTUTENO, BAKIIMHY WIM UX KOMOMHaLWI0. B cienyromem acnekTe WHTEpIeHKUH
npeacrasisier coboit IL-7 wmmm IL-15. B KOHKpETHOM acmekTe HHTEpIEHKUH SBISIETCS
TJIMKO3UIINPOBaHHBIM [L-7. B MOMOTHUTEEHOM acrekTe BaKIMHA MPeACTaBisieT cOO0H BaKLIMHY
Ha OCHOBE JIeHAPUTHBIX Ki1eTok (DC).

HNHruOUTOphl TOYKH KOHTPOJISI BKIIFOYAKOT JIFOOOE CPEenCcTBO, KOTOpPOEe OJIOKUPYET HIIH
UHTHOUPYET CTATUCTUYECKU 3HAYMMBIM 00pa30M MHIHMOUTOPHBIE KACKaJbl HMMYHHOH CHCTEMBI.
Taxkue MHrHOMTOPBI MOTYT BKJIOYATh HU3KOMOJIEKYJISIPHbIE MHIHOUTOPBI MJIM MOTYT BKJIFOYATh
aHTUTENA WM MX aHTUTEHCBSI3BbIBAIOINE (PparMeHThbl, KOTOpPbIE CBSA3BIBAIOT U OJIOKUPYIOT WIH
UHTHOUPYIOT PeLenToOpbl UMMYHHOH TOYKH KOHTPOJIS, WJIM AHTUTENA, KOTOPBIE CBS3BIBAIOT U
OJNIOKMPYIOT ~WJIW UHTHOMPYIOT JIMTAHABl PEHEeNTOPOB HMMYHHOH TOYKH  KOHTPOJISL.
HnmocTpaTuBHBIE MOJIEKY JIBI TOYKH KOHTPOJIS,, HA KOTOPBIE MOJKHO MPOBOUTH HALICTHBAHKE JIJIsI
OJIOKMPOBAaHUSI WJIM UHTMOUPOBAHUS, BKIIIOYAKOT, HO He orpaHuuuBatotcst umu, CTLA-4, PDL1,
PDL2, PDI1, B7-H3, B7-H4, BTLA, HVEM, GAL9, LAG3, TIM3, VISTA, KIR, 2B4
(npunamnexut cemeiictBy mosiekys CD2 u skcnpeccupyercss Ha Bcex NK, v, u CD8%(af) T-
kyetkax namsiti), CD160 (takke obo3Hauaembiii kak BYSS), CGEN-15049, kuna3er CHK1 u
CHK?2, A2aR u paznuunsle nuranasl cemeiictsa B-7. Jluranasl cemeiictBa B7 Bkiro4aroT, HO He
orpannuuBatorcs umu, B7-1, B7-2, B7-DC, B7-H1, B7-H2, B7-H3, B7-H4, B7-HS, B7-H6 u B7-
H7. UHruOurtopsl TOYKH KOHTPOJS BKJIIOYAIOT AHTUTENA WJIM HX AHTHICHCBSI3bIBAIOIIUE
(bparMeHThI, IpyrHe CBs3bIBarOIIHe Oejiku, OMOJOTHYECKHe TeparieBTHYeCKHe CPENCTBA WU
HU3KOMOJICKYJSIDHBIE COEAMHEHHs], KOTOPBIE CBSI3BIBAIOT U OJIOKHPYIOT WJIH WHTHOUPYIOT
aKTUBHOCTH omHoro uiau Heckoiabkux u3 CTLA-4, PDL1, PDL2, PD1, BTLA, HVEM, TIM3,
GAL9, LAG3, VISTA, KIR, 2B4, CD 160 u CGEN-15049. UnirocTpaTUBHbIE HHTHOUTOPBI
UMMYHHOW TOYKH KOHTpOJIs BKIOYarOT Tpemenumymad (Onokupyromee CTLA-4 anTHTENO),
MOHOKJIOHaJIbHOE aHTHTeNo npotus OX40, PD-L1 (anTureno nporus B7-HI; MEDI4736), MK-
3475 (6nokarop PD-1), Husonyma0 (antureno mporus PD1), CT-011 (anTureno nporus PD1),
MOHOKJIOHAJIbHBIE aHTHTENO NpoTuB BYSS, AMP224 (antuteno nporus PDL1), BMS-936559
(arTureno nporus PDL1), MPLDL3280A (antuteno nmpotus PDL1), MSB0010718C (anTuTeno
nporus PDLI) n ununumymad (uaruOurop touku koHTposst npotuB CTLA-4). Jluranner Oenkos
TOYKH KOHTPOJISI BKJIFOUAIOT, HO He orpaHnunBatorcs umu PD-L1, PD-L2, B7-H3, B7-H4, CD28,
CD86 u TIM-3.
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B ompeneneHHbIX BapHaHTaX OCYINECTBJCHUS MHMMOMTOP MMMYHHOH TOYKH KOHTPOJISI
BbIOpaH m3 aHtaroHucra PD-1, antaronmcra PD-L1 u antaromucra CTLA-4. B HekoTOphIX
BapUAHTAX OCYILNECTBJICHUS MHTHOUTOP TOYKM KOHTPOJISI BbIOpAH M3 TPYIIIbI, COCTOSIIECH M3
HuBonymaba (Opdivo®), unmmmumymadba (Yervoy®) u mnembpommsymada (Keytruda®) B
HEKOTOPBbIX BapHAHTAX OCYLIECTBJIECHHS WHCHOUTOP TOYKU KOHTPOJIS BBIOpAH 3. HHUBOJIyMada
(anturena npotus PD-1, Opdivo®, Bristol-Myers Squibb); nemOponuzymada (aHTUTENO TPOTHB
PD-1, Keytruda®, Merck); nmunumymada (antureno nporus CTLA-4, Yervoy®, Bristol-Myers
Squibb); nypsanymaba (antureno mpotuB PD-L1, Imfinzi®, AstraZeneca) u are3onmusymada
(antureno mpotus PD-L 1, Tecentriq®, Genentech).

B HekoTOpBIX BapuaHTax OCYLIECTBJICHHS WHTHOUTOP TOYKH KOHTPOJSI BBIOpaH U3
rpynmel, cocrosmed u3  snambOponmsymadba (MK-3475), wHuBomymaba (BMS-936558),
nupuusymada (CT-011), AMP-224, MDX-1105, MEDI4736, MPDL3280A, BMS-936559,
unumymabda, mupiaymada, [IPH2101, nemOponusymada (Keytruda®) u tpemenumymada.

B HeKOTOpBhIX BapuaHTax OCYLIECTBICHHs MHIMOMTOP HMMYHHOW TOYKH KOHTPOJIS
npencrasisier codoii: REGN2810 (Regeneron), antureno nporus PD-1, nporectupoBaHHoe y
nainueHToB ¢ 0OaszanpHO-KieTouHou kapumHomoit (NCT03132636); NSCLC (NCT03088540),
KOKHOH IyIockokjierouHoit kapumHomoint (NCT02760498); mumdpomoit (NCT02651662); u
menaHomoit (NCTO03002376); mumummzymad (CureTech), Taxxke wusBectHeii kak CT-011,
aHTUTENO, KOTOpoe cCBsi3biBaeTcs ¢ PD-1, mpoxopsimee KIMHUYECKHE HCIIBITAHHUS TPOTHB
muddy3HOil KpyNmHOKIETOUHOW B-kieToyHoit JUMPOMON W MHOXKECTBEHHOH MHEIOMON;
aBenymad (Bavencio®, Pfizer/Merck KGaA), Takske uzectsiii kak MSB0010718C), moiHOCTBIO
yenoseueckoe IgGl-antureno mporus PD-L1, mpoxopnsinee KIMHUYECKHE HUCTBITAHUS TpPU
HEMEJIKOKJIETOYHOM pake JIETKOTro, KapLMHOME M3 KJIETOK MepKes, Me30TeIMOME, COJIUIHBIX
OMyXOJIsIX, paKke MOYKH, paKe sSUYHHKA, paka MOYEBOrO My3bIpsi, paKe TOJIOBBI U IEH U pake
xenyaka, wia PDROO1 (Novartis), ”HTHOUTOPHOE aHTUTENIO, KOTOpPOe CBsibiBaeTcsi ¢ PD-1,
NPOXOslIee KIMHUYECKHE HCIBITAHHS TPH HEMEJKOKIETOYHOM paKe JIETKOTrO, MeEJIaHOME,
TPOHHOM HETaTUBHOM PaKe MOJIOYHOMH JKeJIe3bl U PA3BEPHYTHIX WJIM METACTA3UPYFOLINX COTHIHBIX
omyxoysix. Tpemenumymad (CP-675,206; Astrazeneca) mnpeacraBisieT COOOH IOJHOCTBIO
4yeJioBeYeckoe MOHOKJOHanpHOe aHturteno mnpotus CTLA-4, koropoe uHcclIenoBaHO B
KJIMHUYECKUX HCIBITAHUSX TMPU Psife MOKa3aHWid, BKJIIOYAsi ME30TEIMOMY, pak O0O0OHOYHOU H
NpSIMON KHIIKH, PaK TMOYKU, PaK MOJIOYHOMW JKENe3bl, paK JIETKOr0 U HEMEJKOKJIETOYHbIH pak
JIETKOTO, aI€HOKAPLIMHOMY IPOTOKOB ITOJIKEJTYyTIOUYHON JKEJIE3bl, paK IMOKENTyJOUYHON KEeJe3bl,
r'epMUHOT€HHBIH PaK, MIOCKOKJIETOUHBIN PaK FOJIOBBI U LIEH, IEYEHOUHO-KIETOYHYIO KAPLITHOMY,
paK MpenCcTaTeNbHON Kee3bl, paKk SHAOMETPHS, METACTA3UPYIOIIHUN paK B MEUEHH, PAK MEUEHH,
KPYIHOKJIETOYHYI0 ~ B-kierounyro  gumpomy, pak SUYHHKA, paK I[IEHKH  MaTKH,
METACTAa3UPYIOIUN aHAIUIACTUYECKUM pak ILIUTOBUJHOM JKeNe3bl, paKk ypoTenus, pax
¢annonueBoil TPyObl, MHOKECTBEHHYIO MHEJIOMY, PaK MOYEBOIO My3bIpsi, CAPKOMY MSITKHX
TkaHel u menaHomy. AGEN-1884 (Agenus) mpexacrasnsier codoit antutesno mpotuB CTLA4,

KOTOpOe HaxomuTcs B paze | KIMHUYECKUX MCIBITAHUN U PA3BEPHYTHIX COJIMIHBIX OIyXOJeH
(NCT02694822).
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B HexoTOpBhIX BapHaHTaxX OCYLIECTBIEHHS HHTHOUTOP TOYKH KOHTPOJISI MPENCTABISET
coboii nHrubmurop Oenka 3, coxmepskamero qoMeH T-KJIETOYHOrO MMMYHOTJIOOYJIMHA M MYIIMHA
(TIM-3). Huruburopsr TIM-3, KOTOpBIE MOXHO HCHOJB30BATh B pPAMKAaX HACTOSINErO
nu3o0perenus, BkmodaroT TSR-022, LY3321367 u MBG453. TSR-022 (Tesaro) npexacrasisier
coboii antureno mporuB TIM-3, KOTOpoe MPOXOAMT WCHBITAHMS IPH COJUIAHBIX OMYXOJSIX
(NCTO02817633). LY3321367 (Eli Lilly) npencrasnsier coboii antureno nporus TIM-3, kotopoe
OPOXOIUT HCHbITaHUS mpu conuaHbx omyxomsax (NCT03099109). MBG453 (Novartis)
npezacTasisier codol antuTeno npotus TIM-3, KOTOpO€e MPOXOAUT UCIIBITAHUS TIPH PA3BEPHY THIX
350KkavecTBeHHbIX onyxoisix (NCT02608268).

B HeKoTOpBhIX BapHaHTaxX OCYLIECTBJIEHHsS HHTHOUTOP TOYKH KOHTPOJIS IPENCTABISET
coboii unrudurop T-knerounoro ummyHopeunenrtopa ¢ gomeHamu Ig u ITIM, umm TIGIT,
UMMYHHOTO penenropa Ha ompexneneHHbIX T-kierkax u NK-kmerkax. HMuaruburopsr TIGIT,
KOTOPBIE MOKHO HCTIOJB30BaTh B pPaMKaX HACTOsIIEro m3o0peTeHws, BKIO4aroT BMS-986207
(Bristol-Myers Squibb), monoknonansHOe antureno npotu TIGIT (NCT02913313); OMP-
313M32 (Oncomed); u moHokoHaIbHOE anTUTENO poTuB TIGIT (NCT03119428).

B HEKOTOpBIX BapuaHTaX OCYINECTBJIEHUS WHTUOUTOP TOUKU KOHTPOJIS NPEACTABISET
coboii uHrubutop Oenka rena 3 akrtuBauuu JumpormtoB (LAG-3). Muruburoper LAG-3,
KOTOpbIE MOXHO HCIOJIB30BATh B paMKaX HACTOSLIEro u3o0peTeHus, Bkitoyaror BMS-986016 u
REGN3767 n IMP321. BMS-986016 (Bristol-Myers Squibb), amtureno mporus LAG-3,
NPOXOIUT HCHbITaHWA Tpu rmodnactome u rimocapkome (NCT02658981). REGN3767
(Regeneron) Taxke npencrasisier coboi antuteo npotuB LAG-3 U NpOXOIUT UCTIBITAHUS TIPU
3nokadecTBeHHbIX omyxomsix (NCT03005782). IMP321 (Immutep S.A.) mpexncrasisier co0oit
ciuteiii Oenok LAG-3-Ig, xoropwlii npoxoaut ucnbitanusi npu: menaHome (NCT02676869),
anenokapruuHoMe (NCTO02614833); u  MeTacTasupyrolleM pake MOJIOYHOW  JKeJie3bl
(NCT00349934).

HWHruOuTOphl TOYKH KOHTPOJIS, KOTOPBIE MOKHO HCIIOJNB30BaTh B PAMKAX HACTOSIIIETO
u3zobperenus, BKMOUaroT aroHUCTel OX40. Aronuctst OX40, KOTOpBIE HCCIEAYIOTCS B
KJIMHUYECKUX HCMbITaHusX, BKIrodaroT: PF-04518600/PF-8600 (Pfizer), anTuTENno-aroHuCT
0X40, npu meractazupyrouiem pake nouku (NCT03092856) u pa3sBepHYTHIX 3JI0KaUECTBEHHBIX
omyxoyisix W HoBooOpasosanusix (NCT02554812; NCT05082566); GSK3174998 (Merck),
antureno-aronuct 0X40, naxoxnsmeecs: B ¢a3e 1 kmuHnueckux ucnbiranuii (NCT02528357);
MEDIO0562 (Medimmune/AstraZeneca), antureno-aroruct OX40, npu pa3BepHYTHIX COIHIHBIX
onmyxojsix (NCT02318394 wu NCT02705482), MEDI6469, antuteno-aroanct OX40
(Medimmune/AstraZeneca), y MalHEHTOB C pakoM OOOMOYHOH ¥ TPSAMON  KUIIKU
(NCT02559024), pakom wmomouHor xkene3bl (NCT01862900), pakom TOJNOBBI W IIEH
(NCTO02274155) n MeTacTa3upyoImuM pakom npeacrarenbHoi sxkene3sl (NCT01303705); u BMS-
986178 (Bristol-Myers Squibb) antureno-aroauct OX40, npu pa3BepHYTHIX 3JI0KAUECTBEHHBIX
onyxousix (NCT02737475).

WHruOuTOpsl TOUYKH KOHTPOJIS,, KOTOPBIE MOKHO HCIIONB30BATh B PAMKAX HACTOSIIETO

u3o0perenus;, Bko4aroT aroHuctel CD137 (Takke HaswBaemblii 4-1BB). Aronucter CD137,
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KOTOpbIE UCCIEAYIOTCS B KIIMHUYECKUX HCTIBITAHUSX, BKIIOYAIOT. yrommiymad (PF-05082566,
Pfizer) antureno-aronucr CD137, npu nuddy3Hoit kpynHOKIeTOUHONH B-Kierounoi mimpome
(NCT02951156) m mpu pa3BepHYTHIX 3JIOKAYECTBEHHBIX OMYyXOJAX M HOBOOOPA30BAHMSX
(NCT02554812 u NCT05082566); ypenymad (BMS-663513, Bristol-Myers Squibb), aatureno-
aronuct CD137, npu menanome u paxe koxku (NCT02652455) u rmuoGnacToMe U riimocapkomMe
(NCT02658981).

WHruOuTOpsl TOUYKM KOHTPOJIS,, KOTOPBIE MOXKHO HCIIONB30BaTh B PAMKAX HACTOSIIETO
n300perenus, BKIOUaroT aroHUCTel CD27. Aronuctsl CD27, KOTOpbIe POXOAST UCCIEIOBAHUS
B KJIMHUYECKHUX HCHbITaHUAX, BKmouaroT: Bapiuiaymad (CDX-1127, Celldex Therapeutics),
anTureno-aronuct CD27, npu MIOCKOKJIETOYHOM paKe TOJIOBBI H e, KapLIMHOME SIUYHHKA, pake
000IOYHON M TPSMON KHIIKH, NMOYEYHO-KJIeTOYHOM pake u riamobmacrome (NCT02335918);
mmpomax (NCT01460134); u rmuome u acrpountome (NCT02924038).

WHruOuTops! TOUYKM KOHTPOJIS,, KOTOPBIE MOXHO HCIIONB30BaTh B PAMKAX HACTOSIIETO
n300peTeHNs], BKJIOYAIOT arOHUCTBI TIIOKOKOPTUKOMI-MHIAYLUPYEMBIX pPELenTopoB (akropa
Hekposa onyxoau (GITR). Aronuctsr GITR, koTopble MPOXOAST UCCIENOBAHUS B KIMHUYECKUX
ucnbitanusax, BkimoudatoT. TRXS518 (Leap Therapeutics), antureno-aronuct GITR, npu
3JI0OKaYeCTBEHHON MeJIAaHOME U IPYTUX 3JI0KaUeCTBEHHBIX CONMUIHBIX onmyxoysax (NCT01239134 u
NCT02628574), GWN323 (Novartis), antureno-aronuct GITR, mpu COMUAHBIX OMyXONsiX H
mumpome (NCT02740270); INCAGNO1876 (Incyte/Agenus), antureno-aronuct GITR, mpu
Pa3BEPHYTHIX 3710KauecTBeHHBIX omyxoJisix (NCT02697591 u NCT03126110); MK-4166 (Merck),
anrureno-aronuct GITR, mnpu comupsabix omyxomsix (NCT02132754) u  MEDII873
(Medimmune/AstraZeneca), rekcamepHyro Mojsekyay-aroHuctT GITR-nuranga ¢ Fc-momeHom
IgG1 denoBeka, mpu pa3BepHYTHIX COMUAHBIX omyxosix (NCT02583165).

HUHruOuTOpBl TOYKH KOHTPOJIS, KOTOPBIE MOXKHO HCIIOJNB30BaTh B PAMKAX HACTOSILIETO
n300peTeHus], BKIFOYAOT arOHUCThl HHAyuupyemoro koctumyiisitopa T-knetok (ICOS, takke
u3BecTHbIN kKak CD278). Aronuctel ICOS, KOTOpBIE MPOXOAST MCCISIOBAHUS B KIMHHYECKHX
ucnbITanusx, BmovaroT. MEDI-570 (Medimmune), aatuteno-aroauct ICOS, npu mumpomax
(NCT02520791); GSK3359609 (Merck), antuteno-aronuct ICOS, B daze 1 (NCT02723955); u
JTX-2011 (Jounce Therapeutics), antureno-aronuct [COS, B paze 1 (NCT02904226).

WHruOuTOpsl TOYKH KOHTPOJIS, KOTOPBIE MOKHO HCIIOJNB30BATh B PAMKAX HACTOSIIETO
n300peTeHus], BKIIOYAT HHIHOUTOphI IgG-monoOHeIx penentopoB kmuiepHbIX KieTok (KIR).
Hurudutopsr KIR, kKoTOpbIe MPOXOIAT UCCIIENOBAHMS B KIMHUYECKUX HCIIBITAHUSX, BKIFOYAOT:
mapunymad (IPH2102/BMS-986015, Innate Pharma/Bristol-Myers Squibb), antureno mpotus
KIR, mnpu mefikozax (NCT01687387, NCT02399917, NCT02481297, NCT02599649),
MHOXecTBeHHOH Mmuenome (NCT02252263) u mumdome (NCTO01592370), IPH2101 (1-7F9,
Innate Pharma) npu muenome (NCTO01222286 u NCT01217203); u [PH4102 (Innate Pharma),
antuteno npotus KIR, koTopoe CBA3bIBAETCs C TpeMsl AOMEHAMU JJIMHHON IUTOIIA3MAaTHYECKON
xBoctoBoi yactu (KIR3DL2), mpu mumdpome (NCT02593045).

WHruOuTOpsl TOUYKH KOHTPOJIS,, KOTOPBIE MOKHO HCIIONB30BATh B PAMKAX HACTOSIIETO

n300pereHus], BKIHOYaoT HHruoutopel CD47, KOTOpble MHIHOMPYIOT B3aMMOIEHCTBHE MEKIY
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CDA47 u perymupyrommm curHan oenkom anbda (SIRPa). Maruduropsr CD47/SIRPa, koTopsie
NPOXONAT HCCIIEAOBAHUS B KJIWHUYECKUX HCHbITaHUsAX, BkmodaroT: ALX-148 (Alexo
Therapeutics), Bapuant-anraronuct (SIRPa), koropsrii cesseiBaetcst ¢ CD47 u mpensitcTByeT
onocpenyemoii CD47/SIRPa nepenaue curnana, B paze 1 (NCT03013218); TTI-621 (SIRPa-Fc,
Trillium Therapeutics), pacTBOPUMBIH PEKOMOMHAHTHBIN CIUTBIA OEJOK, TMONYyYEHHBIH IMyTeM
curmBaHus N-koHuesoro CD47-cesizpiBatomero nomena SIRPa ¢ Fc-nomenom IgG1 uenosexa,
JEeNCTBYIOIUN nocpeacTBOM cBsizbiBaHusl CD47 uenoseka, U MPENATCTBYIOLIMHM JOCTaBKE €ro
cursHaia "He morjiomare” MakpodaraMm, B KIMHHUECKUX ucnbITaHusAX ¢asbl 1 (NCT02890368 u
NCT02663518); CC-90002 (Celgene), antureno nporus CD47, mpu neiikozax (NCT02641002);
u HuS5F9-G4 (Forty Seven, Inc.), mpu HOBOOOpa3oBaHuss 0OOAOYHON U NPSMOHM KUIIKH M IPU
comunauplx omyxoisix (NCT02953782), octpom wmuenounHoMm neiikoze (NCT02678338) u
mmpome (NCT02953509).

WHruOuTops! TOUYKM KOHTPOJIS,, KOTOPBIE MOXHO HCIIONB30BaTh B PAMKAX HACTOSIIETO
u3o0perenus, BkimodaroT uHruoOutopsl CD73. HMuruburoper CD73, KOTOpble MpPOXOIST
UCCJIeIOBAHMs B KIMHUYECKHX HCHBITAHUsIX, BKMo4yaroT: MEDI9447 (Medimmune), aHTHTENO
npotuB CD73, mpu comumnbix omyxossix (NCT02503774), u BMS-986179 (Bristol-Myers
Squibb), antuteno nporus CD73, npu conuanbix onyxoisix (NCT02754141).

WHrubutopsl TOYKM KOHTPOJISI, KOTOPBIE MOYKHO HCIIOJB30BaTh B PaMKax HACTOSIIETO
n300peTeHus], BKIIIOYAIOT arOHUCTHI Oenka-cTuMyisitopa reHoB uHrepdeponos (STING, takke
U3BECTHBIN Kak TpaHcMmeMOpaHHbiii Onok 173, wnmu TMEMI173). Aronuctel STING, kotopsie
NPOXONAT HCCIIENOBAaHMS B KJIMHUYECKHX WCHBbITAaHUSX, BKmovaT. MK-1454  (Merck),
CHHTETUYECKUH LMKIMYECKUH IUHYKIEOTH, SIBJSIIOLIUICS aroHHCTOM, Tpu JuMdome
(NCT03010176); u ADU-S100 (MIWS815, Aduro Biotech/Novartis), CcUHTeTHYECKUI
LUUKIMYECKUH AUHYKJICOTHN, sBIstOmmicsS aronuctoM, B (ase 1 (NCT02675439 wu
NCT03172936).

HWHruOuTOphl TOYKH KOHTPOJIS, KOTOPBIE MOKHO HCIIOJNB30BaTh B PAMKAX HACTOSIIIETO
u3obperenus, BkimodaroT uHruOutopsl CSFI1R. Huruburopsr CSFIR, koTopele mpoxonsT
UCCIIEIOBAHMS B KIIMHUYECKUX UCTIBITAHUSX, BKIIOUArOT: nekcaaptiuaud (PLX3397, Plexxikon),
Hu3KoMonekyJsipHelid uHruourop CSFIR, mpu pake 000mouHOW M MNpsIMOH KHIIKH, pake
MOJDKETYAOYHON JKeJe3bl, METaCTa3HPYIOIMUX U Pa3BEPHYTHIX 3JI0KAYECTBEHHBIX OMYXOJSIX
(NCT02777710) u MenaHOMe, HEMEJIKOKJIETOYHOM PaKe JIETKOT0, INIOCKOKJIETOYHOM PAaKe T'OJIOBBI
U IIeH, JKeJTyTOYHO-KUIIedHoH crpoManbHoi onyxonn (GIST) u pake suuanka (NCT02452424);
u IMC-CS4 (LY3022855, Lilly), antureno nporus CSF-1R, npu pake nomkeny 04HOMN jKeIe3bl
(NCT03153410), menarome (NCT03101254) u conmunubix onyxousix (NCT02718911); u BLZ945
(metunamun  4-[2((1R,2R)-2-ruipOKCULIMKIIOT€KCHIIAMUHO )O€ H30THA30JI1-0-UJIOKCH | TP U H-2 -
kapOOHOBOM KucnoTHI, Novartis), mepopanbHo noctynHbiil uHruourop CSF1R, npu pasBepHyThIX
comunHbx onyxoisix (NCT02829723).

WHruOuTOpsl TOYKH KOHTPOJIS,, KOTOPBIE MOKHO HCIIONB30BaTh B PAMKAX HACTOSIIETO
u3o0perenus, BrmoyaroT uHruoutope! penentopa NKG2A. Uuaruburopsl peuenropa NKG2A,

KOTOpPBIC TMPOXOAAT HCCICAOBAHUA B KIMHHUYCCKUX MHCIBITAHUAX, BKJIIHOYAIOT MOHaJ'II/ISYMa6
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(IPH2201, Innate Pharma), antureno nporus NKG2A, npu HOBOOOpa30BaHUSX T'OJOBBI U IIEU
(NCT02643550) u xporndeckom numdorurapHoM serikoze (NCT02557516).

B HeKoTOpBIX BapuaHTax OCYIIECTBIEHHSI HHTHOUTOP MIMMYHHOM TOUKH KOHTPOJIS BBIOpaH
U3 HUBOJyMada, memOponnsymaba, unmmmumymada, aBeiaymada, aypsanymada, are3onm3ymada
W U3y Mada.

Tepaneemuueckue npumenenus

bunuknnueckmMe mnenTHAbl MO W300pETEHHI0O OCOOEHHO MPHMEHHMBI B KAaueCTBE
CBS3BIBAIOLIUX HEKTUH-4 COCUHEHUN.

Hektun-4 mnpencrasnser co0oOi MOJEKYJTy ITOBEPXHOCTH, KOTOpas MPUHAIIIEKUT
CeMENCTBY OENKOB HEKTMHOB, KOTOpOE BKJIIOUYaeT 4 mpencraBuresss. HeKTHHBI NMpencTaBisOT
co0OM MOJIEKyJIbl KJIETOYHOH aire3uy, KOTOpble HrPAIOT KIIOUEBYIO POJb B PA3JIMYHBIX
OMONIOrNYeCKUX TpoLeccax, TAKUX KakK NOJSIpHOCTb, mpoiudepanys, auddepeHUnpoBKa U
MUTpaLys, AJisl SIUTENNAIbHbIX, SHAOTEINAIbHBIX, UMMYHHBIX U HEHPOHAJIbHBIX KJIETOK, B XO7€
pa3sBUTUS U B3pOCJON ku3HU. OHU BOBJIEYEHBI B HECKOJBKO IMATOJIOTMYECKUX IPOLIECCOB Y
yesoBeka. OHU ABJSIFOTCS OCHOBHBIMHU PELIENITOPAMH ISl TIOJIMOBHUPY €A, BUPYCA IPOCTOTO reprieca
U BUpyca Kopu. MyTanmu B renax, kogupyoumx HektuH-1 (PVRL1) unn vextun-4 (PVRLA4),
BBI3BIBAKOT CUHAPOMBI SKTOAECPMAIbHON TUCIITIA3UH, aCCOLIMMPOBAHHbBIE C JPYTUMH AHOMAJIUSIMU.
Hextun-4 skcmpeccupyercss B Xone 3MOPHOHANIBHOTO Pa3BUTHS. BO B3pOCHBIX TKaHSAX €ro
sKCIpeccusi Oosee OrpaHUYeHa, YeM SKCIpeccHsl APYrHX NpencraBuTenei cemericrsa. Hexrun-4
npeacTaBisier coOOH aCCOLMMPOBAHHBIN ¢ OMyXOJbto aHTUreH B 50%, 49% u 86% kapuuHOM
MOJIOUHOH >KeJIe3bl, SUYHUKA U JIETKOTO, COOTBETCTBEHHO, B OCHOBHOM Ha OIyXOJISIX C IJIOXUM
nporHo3oM. Ero skcnipeccust He 0OHapy KHBaeTCsl B COOTBETCTBYOIIIMX HOPMAIIbHBIX TKaHsX. [Ipu
OIyXOJISIX MOJIOYHOM KeJie3bl HEKTUH-4 3KCIPECCUPYETCsl B OCHOBHOM B TPOMHBIX HETaTUBHBIX U
ERBB2+ xapumHomax. B CBIBOPOTKE MAalIMEHTOB C 3TUMHU 3JIOKAYECTBEHHBIMU OMYXOJISIMH
JETeKUHsI PACTBOPUMBIX (HOPM HEKTHHA-4 aCCOLMHMPOBAHA C IUIOXMM MPOTHO30M. YPOBHHU
CBIBOPOTOUHOTO HEKTHHA-4 BO3pACTalOT B XOA€ METAaCTaTUUYEeCKOro IPOTrPecCUpOBaHUs U
CHIDKAIOTCS TIOCJIE JICYCHUSI. DTH Pe3yJIbTaThl YKA3bIBAIOT HA TO, YTO HEKTUH-4 MOXET OBITh
HAJIeKHON MUINEHBIO JUIsl JIEYEHUS] 3JIOKAYECTBEHHOHW omyxosu. Takum oOpa3oMm, Ha ypOBHE
TEXHHUKH OIMMCAHO HECKOJIbKO aHTHTEN MPOTHB HekTHHA-4. B wactHOCTH, DHpOPTYMad BEnOTHH
(ASG-22ME) mnpencraBisier coOO KOHBIOTaT aHTUTENO-JIeKapcTBeHHOe cpenctso (ADC),
HalleJIeHHbIM Ha HEKTHH-4 U B HACTOslIlee BpeMsl OH MPOXOAUT KIMHUYECKHE WCIBITAHUS JJIs
JieYeHHUs MALUEeHTOB, CTPAJAIOINX OT CONUAHBIX OMyXOJeH.

[MonunenTuaHble TUraHbl, BEIOPAHHBIE B COOTBETCTBUH CO CIIOCOOOM MO HACTOSIIEMY
n300pETEHNI0, MOJKHO UCTIOIB30BATh B TEPAIIEBTUUECKUX U MPOPHIAKTHUECKUX TPUMEHEHUSX 171
VIVO, AMAaTHOCTUYECKUX NIPUMEHEHUSAX [71 VIIro WU in VIVo, IPUMEHEHUSIX AJIs1 aHAJIU30B U PEareHTOB
in vitro, u T.n. JluraHgpl, UMEKOIUE OINpPENeeHHbIE YPOBHH CIEHU(PUUIHOCTH, SBISIFOTCS
NPUTOJHBIMU B IPUMEHEHUSX, KOTOpble€ BOBJIEKAIOT TECTUPOBAHHE HA HE SIBISIOIIUXCS
YeJIOBEKOM JKMBOTHBIX, IJle SBJSETCS >KeNaTesNbHOM IMepeKpecTHas pPeakTUBHOCTb, WU B
JUATHOCTUYECKUX TPHUMEHEHUsSIX, I/le NMEePEeKPECTHYI PEaKTUBHOCTb B OTHOIIEHUH I'OMOJIOTOB

WM TIApajioroB HEOOXOAMMO TINATENbHO KOHTPOJHPOBATh. B HEKOTOPBIX MPUMEHEHUSIX, TAKHX
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KaK MPUMEHEHHs B BAaKILMHAX, CIMOCOOHOCTh MHAYLMPOBAaTh MMMYHHBIH OTBET Ha 3a/laHHbBIE
AVANa30OHbl AHTHUI€HOB MOKHO HCHOJB30BAaTh sl afanTaluuy BakLWHBI K OINPEAEICHHBIM
3a00JIEBaHMSIM U TTATOTEHAM.

ITo cyiiecTBy 4MCTbIE MENTHUAHbIE IUTAH/IBI C TOMOT€HHOCTBIO 1O MeHbIlel Mepe 90-95%
SBIIIIOTCSL ~ NPENNOYTHTEIbHBIMH Ul BBEICHHWS  MIIEKONHUTAKOLIEMy, M HauOouee
MPEINOYTUTENBHON Tt (hapMalleBTHUECKUX MPUMEHEHHH SIBJISIETCSI TOMOT@HHOCTh 98-99% wmu
Ooree, 0cOOEHHO KOTra MIIEKOTUTAIOIINM SIBJISIETCS YesoBeK. [Tocne OYMCTKH YaCTHYHO MITH 10
TOMOT'€HHOCTH TPU JKEJIAHUM BbIOPAHHbIE TIOJUNENTHABI MOXHO  HCIONb30BaTh B
JIUAarHOCTUYECKUX WJIM TEPANEeBTUYECKUX LENsIX (B TOM YHCNE 3KCTPAKOPIIOPAJNbHO) WM IS
pa3paboTKU U MPOBEAECHUS MPOLEAYP aHAIN3a, UMMYHO(DIIyOpPECIIEHTHOrO OKpPAIIUBAHUS H T.IL.
(Lefkovite and Pernis, (1979 and 1981) Immunological Methods, Volumes I and II, Academic
Press, NY).

B cootBercTBUM CO ClIENYIOINUM aCIIEKTOM U300pETEHNUs IPeNy CMAaTPUBAETCS ENTHUIHbIH
JIUTaH WX KOHBIOTaT JIEKAPCTBEHHOIO CPEACTBA, KAaK ONPEAENICHO B HACTOSIEM ONUCAHUY, IS
NPUMEHEHHsT U TMPEeayNPexXIeHNs, MOAABICHNS WIH JIeUeHUsl 3a00JeBaHMsI WM HAPYLICHUS,
OMOCPEAYEMOr0 HEKTUHOM-4.

B cooTBeTrcTBHM €O CIEAYIOIIMM acleKTOM H300peTeHus MpeayCcMaTpHUBaeTCs CHocod
NpenyTIPeKACHUs, TMOJABIEHHs WM JieueHHs 3a00JeBaHUSI WM HApPYLIEHUS, OMOCPEAYeMOro
HEKTUHOM-4, KOTOpBII BKJIOYAaeT BBEIEHUE MALMEHTY, HYXKIAKOLIEMyCs B 3TOM, KOHBIOTraTa
3¢ (eKTOpHOM TPYMITBI U JIEKAPCTBEHHOTO CPEACTBA MENTUAHOIO JIMTAHAA, KaK OMPENeeHO B
HACTOSILIIEM ONHUCAHUU.

B opHOM BapuWaHTe OCYINECTBJIEHHsS HEKTHH-4 TIPEACTaBJsieT COOOW HEKTHUH-4
MJIEKONUTarowero. B crnenyroueM BapuaHTe OCYINECTBJICHHS HEKTUH-4 MIIEKONMUTAIOLIErO
NPEeACTaBIsIET COOOM HEKTHH-4 YeIOBeKa.

B omHOM BapuaHTe OCyINECTBJIEHUS 3a00JE€BaHHWE WM HApPYyIICHHE, OIOCpeIyeMoe
HEKTHHOM-4, BBIOPaHO W3 BUPYCHBIX HH(EKIMH, CUHAPOMOB SKTONEPMAJbHON TUCILIA3HUH U
APYTrUX AHOMAJuH, KapLUUHOMBI MOJIOYHOW >KeJe3bl, SIMYHUKA U JIETKOTrO, MPOrpeCcCUpOBAHUs
METACTa30B U COJUAHBIX OIMyXOJIEH.

B crenyromem BapuaHTe OCyLIeCTBICHUs 3a00I€BaHNE UM HApPYIIEHHE, OMOCPEIyeMoe
HEKTHHOM-4, BBIOPAHO M3 3JI0KAYE€CTBEHHOMN OMyXOJIH.

ITpuMeps! 3710Ka4eCTBEHHBIX OMyXoyed (M MX TOOPOKAYECTBEHHBIX AHAJIOIOB), KOTOpPbIE
MOKHO JIeUuTh (WM HMHTHOMPOBATBH), BKJIIOYAIOT, HO HE OrPAHUYUBAIOTCS HMH, OIyXOJH
SMUTENATBHOTO TPOUCXOKACHUST (aJleHOMbI M KAapLUUHOMBI PAa3JIMYHBIX THUIIOB, BKIIFOYAs
aJ€HOKAPLIMHOMBI, IUIOCKOKJIETOYHBIE KAPLUHOMBIL, NEPEXOAHO-KJIETOYHbIE KAPLIUHOMBI U IPyTHe
KapLUHOMBI), TAKH€ KaK KapPLIUHOMBI MOYEBOIO IMy3bIPsi U MOUYEBBIBOASALINX MyTEH, MOJOYHON
JKEJe3bl, KEJTyJOUHO-KUIIEYHOrO TpakTa (BKJIFOYAs MHUILIEBOJ, JKENYIOK (TacTpaibHasi), TOHKHHA
KHIIEYHUK, TOJCTbIH KHIIEYHHK, TPSMYI0 KUIIKY M aHyC), NMEeYeHHU (II€YeHOYHO-KIETOUHAs
KapIUHOMA), SKETYHOTO My3bIPs M JKENYEBBIBOISIIECH CHUCTEMBI, 3K30KPHHHBIC KapLIMHOMBI
MODKETYAOYHOM KeJNe3bl, MOYKH, JIETKOro (HampuMep, aaeHOKAPLHMHOMBI, MEIKOKJIETOYHbIE

KapOUHOMBI  JIETKOTIO, HEMECJIKOKJICTOYHBIC  KAPUUHOMBI  JICTKHUX, 6p0onaaneonﬂprIe
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KapIUHOMBI U ME30TEJIMOMBI), TOJIOBBI M IIeH (HAmpUMep, 3JIOKAUeCTBEHHBIE OIYXOJU SI3BIKA,
POTOBOH TOJIOCTH, TOPTAHHU, TJIOTKH, HOCOTJIOTKHM, MHHJAJEBHIHBIX JKEJE3, CIFOHHBIX JKeJe3,
HOCOBOH TIOJIOCTH M OKOJIOHOCOBBIX Ma3yX), SIMYHUKA, (pajuionueBbIx TPyO, OPIOLIMHBI, BarWHB,
BYJIbBBI, TOJIOBOTO WJI€HA, IIEWKH MATKH, MHOMETPHS, SHIAOMETPHs], IIUTOBHIHOU >KEJIE3bl
(marmmpumep,  QONNMKYJSIpHAsS ~— KapUMHOMA  IMWTOBHOHOW  JKEJe3bl),  HAAINOYEYHHKOB,
NPEACTATENbHONW JKeNe3bl, KOKM M CMEKHBIX OpraHoB (HampuMep, MellaHoMa, Oa3ajbHO-
KJIETOYHAsl KapLMHOMA, IUIOCKOKJIETOUHAsl KapIMHOMA, KEepaTOaKaHTOMA, AWUCIUIATHYECKUIN
HEBYC), T€MaTOJIOTWYECKHE 3JI0KAYeCTBEHHbIE OMyXouu (T.e. JIeHKo3bl, JUMQPOMBI) U
NPEA3I0KAYeCTBEHHbIE  I'€MATOJIOTHYECKHEe  HApPYIIEHWs W HAapyLIeHWs IOTPaHUIHON
3JI0KQ4€CTBEHHOCTH, BKJIIOYAsl I€MAaTOJOTMYECKHE 3JI0KAYECTBEHHBIE OIYXOJH U POJCTBEHHbIE
COCTOSIHUS TUM(POUTHOTO MPOUCXOXKIAEHUS (HAIIpUMep, OCTpbIil TuMdoruTapHsIii neikos [ALL],
xpoHudeckuil mumdounrtapHsiii jeiiko3 [CLL], B-knerounsie mumdomsl, Takue kak nquddysHas
KpynHokJjieTouHasi B-kinerounas numdoma [DLBCL], domnmukynspuas mumdoma, numdoma
bepkurra, mumdoma U3 KIeTOKk MAaHTHHHOMN 30HbI, T-Ki1eTOYHbIe TMM(OMBI U JIEHKO3bI, TUM(OMBI
u3 HaTypanbHbix KwuiepoB [NK], numdpoma XoOKKHMHA, BOJIOCATOKIETOYHBIN JIEHKO3,
MOHOKJIOHAJIbHAsl TaMMaraTusi HEyTOYHEHHOr'O 3HAYEHHUs, IUIA3Mal[UTOMa, MHOKECTBEHHAas
MHEJIOMa M IOCTTPAHCIUIAHTALMOHHbIE  JuMbonponudepaTHBHbIE  HAPYLICHUs), |
reMaTOJIOTHUYECKHUE 3JI0KaUeCTBEHHbIE OIyXOJIU U POACTBEHHBIE COCTOSIHUSI MUEJIOUHOTO POCTKA
(HampuMep, OCTPBIN MUENIOTeHHBIH Jieliko3 [AML], XxpoHuyeckuit MuenoreHHsii jeiiko3 [CML],
XPOHHYECKUI MHEJIOMOHOIMTapHbId Jieiiko3 [CMML], runep303uHOGWIBHBIA CHHIPOM,
muenonposudepaTuBHble HAPYIICHUS, TaKHEe KAaK HCTHHHAS TOJHLMTEMHs], 3CCEHLUATIbHAs
TpoMOOLUTEeMUST W MEpBUYHBIA  MHenopuOpo3,  muenonponupepaTuBHbIA  CHHIPOM,
MUEJIOMUCTUIACTUYECKHI CHHAPOM M TPOMHUENIOLHUTAPHBIN JIEHKO03);, OMyXOJH ME3eHXUMHOIO
MIPOUCXOXKIICHMs], HApUMeEp, CAPKOMBbl MATKMX TKAaHEHW, KOCTeW WM Xpslled, Takue Kak
OCTEOCAPKOMBI, (PUOPOCAPKOMBI, XOHAPOCAPKOMBI, PAOIOMHOCAPKOMBIL, JIEHOMHOCAPKOMBI,
JIMIOCAPKOMBI, aHTHOCAPKOMBI, capkoma Kanomwm, capkoma FOuHra, CHHOBHAJIbHBIE CAPKOMBI,
SMUTETUOUAHBIE CAPKOMBI, eIy JOYHO-KHUIIEYHbIE CTPOMAIIbHBIE OMYXOJIH, JOOPOKAYeCTBEHHbIE
U 3JIOKQYEeCTBEHHBIE THUCTHOLMTOMBI, M BO3BBILIAIOMIASCS JepMaToGuOpOCcapKoMa; OIyXOJU
LEHTPAJIbHON WU Tepu(epuueckoil HEPBHON CUCTEMBbI (HAPUMEpP, aCTPOLIUTOMBI, TJTHOMBI U
IJTHOONACTOMBI, MEHUHTHOMBI, 3MEHAMMOMBI, MHHHUAJbHBIE ONYXOJNHW W IIBAHHOMBI),
SHIOKPHUHHBIE OMYyXOJH (HAMpPUMeEp, OMyXOJH THUIOQu3a, OMYXOJH HAAMOYEUHHUKOB, OIYXOJIH
OCTPOBKOBBIX KJIETOK, OIMYXOJH TapalfUTOBUAHON JKeJIe3bl W MeNyJUIpHas KapLHUHOMA
IIIUTOBHIHON JKeJIe3bl); ONMYyXOJH IJla3a M MPHIEKAINX TKaHel (Harmpumep, peTHHOOIacToMa),
repMHUHOTEHHbIE H TpodobracTudyeckne OMyxoiau (HANmpUMep, TEepaToOMbl, CEMUHOMBI,
IUCTEPMHUHOMBI, XOPHOHAIEHOMBI U XOPUOKAPLIUHOMBI), U MEAUATPHYECKUE U SMOPHOHAIbHBIC
omyxonu (Hampumep, MenyJuiodbmacroma, HelpobiacToma, onyxojib BuibMca U MPUMHUTHBHBIE
HEMPOIKTONEPMAJIbHbBIE OMYXOJIN);, WIN CUHAPOMBI, BPOXKIEHHBIE WJIM HHbIC, KOTOPBIE NENAI0T
MAlMEHTa TPENPACIIONOKEHHBIMH K 3JIOKAYECTBEHHBIM OMYXOJsIM (HampuMep, NHUTMEHTHas
Kceponepma).

B cnenyromem BapuaHTE€ OCYINECTBJIEHHUS 3JIOKAYECTBEHHAs OINyXOJIb BbIOpaHa U3
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reMOTIO3THIECKOH 3JI0KaYeCTBEHHOW OITyXOJIM, HANpUMep, BBIOPAHHOW H3. HEXOIKCKHHCKOH
mumpomer (NHL), mumdomer bepkurra (BL), MmHOKecTBeHHOH Muenaombl (MM), XpOHHUYECKOTO
B-mumdoruraproro neiikoza (B-CLL), octporo B- u T-numdoruraproro neiikoza (ALL), T-
knerounoir mMmpomel (TCL), octporo mmenoupnoro neiikoza (AML), BomocaTokiIeTOYHOrO
neiikosa (HCL), mumdombr Xomxkuna (HL) n xporndaeckoro muenonnHoro neiikosa (CML).

B crnepyromem BapuaHTe OCYIIECTBJICHHUS 3JI0KAUECTBEHHAsl OMYXOJb BBIOpaHA M3 paka
JETKOro (HarmpuMep, HEMENKOKIETOUYHbIH pak JIeTKOro), pak MOYEBOro Iy3bIps, pak
MOMKEITYy JIOYHOM KeJle3bl U paKk MOJIOYHOMU >keye3bl. B HacrosmeM onucanuu B npumepax 1-5
NPUBOIATCS TAHHBIE, KOTOPBIE JEMOHCTPUPYIOT, YTO BBIOpAHHBIE OMIMKINYECKHE KOHBIOTATHI
JEKapCTBEHHOTO CPEACTBA IO H300pETEeHMI0 AEMOHCTPHPOBAIN  MPOTHUBOOMYXOJEBYIO
AKTUBHOCTb B 3TUX MOAEJSAX 3JI0KaUe€CTBEHHON OMyXOJIH.

YHoMuHaHNUE B HACTOSIIEM OMMCAHUU TEPMHHA "TIpenynpexaeHrue" BOBIEKAaeT BBEIEHUE
3alIUTHON KOMIO3MLIMHU 10 MHAYKUUH 3a0oneBaHus. "IlomaBneHue" OTHOCHUTCS K BBEIEHMIO
KOMITO3HMLIMH TIOCIIE€ MHAYLIHPYIOMIEro COOBITHS, HO IO KJIMHUYECKOTO MOsBICHHs 3a00/IeBaHus.
"JleueHne" BOBJEKAE€T BBEJNEHHE 3aLIUTHON KOMIIO3MLIMU IOCJE TMPOSBIEHUS CHMITOMOB
3ab0neBaHusL.

MopenpHble CUCTEMBbl HA SKUBOTHBIX, KOTOPBIE MOYKHO HCHOJb30BaTh IJIsl CKPUHHUHIA
3¢ PEeKTUBHOCTH MENTUAHBIX JUTAHAOB B OTHOLIEHWH 3aLIUTHI OT WMJIM JICYEHUs 3a00JeBaHMs,
ABJSIFOTCS foCTynHbIMU. Hacrosimee m3obperenue o0neryaer nCroib30BaHNE MOZIEIbHBIX CHCTEM
Ha JKUBOTHBIX, YTO IIO3BOJSIET pPa3paOOTKy IOJUNENTHAHBIX JIMTAHOOB, KOTOPBIE MOTYT
MEPEKPECTHO pearupoBaTh C MHIICHSIMU M3 YeJOBEKa M JKUBOTHBIX, Uil OOecredeHus
BO3MOKHOCTH MPUMEHEHUs] MOJiesiel Ha JKUBOTHBIX.

Bbonee Toro, B HacTOsIIIEM ONMUCAHUU MPEACTABJIEHbI JaHHbIE, KOTOPbIE TEMOHCTPUPYIOT
aCCOLMALIMIO MEXy BapbupoBaHueM kojmuectBa konuil (CNV) u skcnpeccueit reHa HeKTHHA-4
U3 MHOKECTBA THUIOB omyXosied. Takum o0pa3oMm, COTJIaCHO CIENYIOIIEeMy aCleKTy H300peTeHHs,
NpeayCMaTPUBAETCS CIOCO0 MPenynpekAeHUs, MONABICHUS WINA JICUEHUs 3JI0Ka4eCTBEHHOH
OIyXOJIM, KOTOPBIA BKJIFOYAE€T BBEIACHHE MAIMEHTY, HYXJAKOLIEMyCsl B 3TOM, 3(QpeKTOpHON
IPYMITBI U KOHBIOTATA JIEKAPCTBEHHOT'O CPEICTBA, NPEACTABIISIIOIEr0 COO0H MeNTHAHBIN JIUTraH I,
KaK OINpENeJeHO B HACTOSIIEM OIMCAHWHU, TA€ YKA3aHHBIH NMALUEHT WACHTH(QHIHMPOBAH Kak
UMEOIIUH yBeTUYeHHOe BapbrpoBanue uncia konuid (CNV) HekTrHa-4.

B onmHOM BapuaHTe OCYLIECTBICHHsS 3JIOKAYECTBEHHAs OIYXOJb BbIOpaHa U3
3JIOKAQUYECTBEHHBIX OMyXOJeH, MIEHTU(QHULUHUPOBAHHBIX B HACTOSIIEM OIMCAHMU KaK HUMEOIIUE
yBenuueHHoe CNV HekTuHa-4. B crnenyromeM BapwaHTE OCYINECTBIICHUS 3JIOKAYECTBEHHAS
ONyXOJIb BBIOpaHa W3 3JIOKAYECTBEHHBIX OINyXOJIeH, WACHTU(PHUIHPOBAHHBIX B HACTOSIIEM
onucaHuu kak uMmeromue ysenanueHHoe CNV HekTuHa-4, a UIMEHHO. paka MOJIOYHOMW JKEJE3bl,
MaTK{, MOYEBOIO Iy3bIpsi, a€HOKAPLIMHOMBI JIETKOTO, MJIOCKOKJIETOYHOTO paka JIETKOro, paka
HICHKU MATKH, TOJIOBBI M IIEH, MOJKETYAOYHON KeJIe3bl, IUTOBHIHON KeJie3bl, 000IOUHON U
NpsIMOM  KHUIIKH, THMOMBI, CapKOMBI, CBeTJIOKJeTouHo kapruHombl mnodek (RCC), paka
IIPECTaTENbHOM JKeNe3bl U XKeyIKa.

H300peTenne TOMOTHUTENBHO OMICAHO HIDKE C ITOMOIIBIO CIEAYIOMNX IPUMEPOB.
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Hpumepot

Cokpauiennvie 0603nauenus

1,2,4-TriAz: 3-(1,2,4-tpuazon-1-un)ajsanuH
INal: 1-HadTrunananua

2FuAla: 2-pypunasanus

2MePhe: 2-meTundeHunasaHuH

2Nal: 2-HadTrnananuH

2Pal: 2-nupununanaHnuH

3,3-DPA: 3,3-nudennnananns

3MePhe: 3-meTnndennnanaHuH

3Pal: 3-nmupununanaHuH

4,4-BPA: 4,4-6udennnananux

4,4-DFP: 4 4-nudropnponux

4MePhe: 4-meTundenunanaHuH

4Pal: 4-nupuaunasaHuH

4ThiAz: Gera-(4-THasonui)anaHuH

SFTrp: S-¢pTop-L-tpunrodan

Agb: 2-aMHHO-4-TyaHUAMHOMACIISTHAsT KUCJIOTA
Aib: aMuHOM3OMACTISIHAST KUCJIOTA

AzaTrp: azarpunrodan

Aze: azeTunuH

C5A: UMKJIOMEHTUIITTULITH

Cha: 3-uukorekcuianaHuH

Cpa: uukionponuiagaHuH

Cya: uucrenHOBas KMCIOTa

DOPA: 3,4-nquruapokcudeHunanaHuH
HArg: romoapruaux

HGIn: romornytamus

Hleu: romoneiinmx

Hphe: romodennnananux

Hse(me): romocepunr(Me)

HSer: romocepun

HyP: rugpoxcunponux

Lys(Ac): nusun(anerwn)

Met(0O2): meTHOHUHCYIb(HOH

Nle: HOpIeHIMH

Oic: okTaruapoONHAOIKApPOOHOBAS KHCIIOTA
Oxa: okcazonuanH-4-kapOOHOBAsI KUCIIOTA
pCoPhe: mapa-kapbokcudeHmnaIannHa

PheOPhe: 4-peHokcndpennnananuy
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Phg: penunrnuma

Pip: nunekonuHOBast KUCIOTA

Pro(4NH): 4-amuHONIpONTNH

tBuAla: Tper-OyTunananus

TetraZ: TeTpazonanaHuH

Thi: Tnenu-ananux

THP(O): TerparuaponupaH-4-npornuoHoBast KHCIOTa

THP(SO2): nrokco-4-TeTparugpoTHONUPAHUITYKCY CHAsl KUCIIOTa
Trp(Me): meTuntpuntodan

MatepuaJbl 1 cnoco6bl

Cunmes nenmuoos

Cunte3 menTuznoB ObLT OCHOBAH Ha XMMMHU Fmoc ¢ ucrnonb3oBaHHEM YCTpOMNCTBa IUis
cuHTe3a nentunoB Symphony, npoussoaumoro Peptide Instruments, u ycTpoiicTsa s cCHHTE3a
Syro II or MultiSynTech. Ucnonp3oBanu crangaptaeie Fmoc-amunokucnors! (Sigma, Merck) ¢
NOAXOMSIIMMH 3aIUTHBIMH IPYyNIIaMyi OOKOBBIX LETeH: KOrna 3T0 ObLIO IPUMEHUMO, B KaJKAOM
clly4ae HCIHOJb30BAJIM CTaHAAPTHBIE YCJIOBUS NPUCOEAMHEHHUs, 3a KOTOPBIMH CJIEI0BAJIO
yAaJIeHUE 3alUTHBIX TPy C UCIOJIBb30BAHUEM CTAHIAPTHON METOAOJOTUH.

ANbTepHATUBHO, MENTHbI OYHUINAIU C ucroib3oBaHueM BOXKX u nmocne BblgeneHus ux
mMoauuIpoBaIn nocpeacTsoM 1,3,5-rpuakpunomnrekcaruapo-1,3,5-rpuasuna (TATA, Sigma).
Jns aToro nuHenHbI nentua pasdasisuim 50:50 mocpenctom MeCN:H,O Brutots 10 ~35 mi,
nobGassin ~500 Mk 100 MM TATA B aueTOHUTPUIIEC U PEAKLIMIO HAYMHAJIH TOCPEICTBOM S5 MII
1 M NH4,HCO; B H,O. Peakumnu mo3Bossiiu npoTekath B TeueHue ~30-60 MUH TpH K.T., U
TMOPUIN3HPOBATIM TOCE 3aBepiueHust peakuuu (Ha ocHoBe naHHbIXx MALDI-MS). Ilocne
3aBepiIeHus | MJI K peakMOHHOM cMecH nobasisuii | M MoHoruapar ruapoxsiopuaa L-ipcrenna
(Sigma) B H,O Ha ~60 MuH npu K.T. 1u1s ramenus Jrodoro n3dbsirka TATA.

IMocne nuodumnmzanmu MOAU(PHUIMPOBAHHBIA MENTHI OYHWINAIHM, KaK OINHCAHO BBIIIE,
3amensii Luna C8 Ha xomonky Gemini C18 (Phenomenex), u 3amensis kuciory Ha 0,1%
TpudTopykcycHyro kucnory. OumniienHble (pakuuy, copep:kasmue mpaBwibHbli TATA-
MOIU(HUIMPOBAHHBIA MaTepual, OOBEIUHSIH, JTUOQWIHN3UpoBaTu U Aepkaimu npu -20°C mns
XPaHEHUsI.

Bce aMHHOKHCIIOTBI, €CJTH HET WHBIX YKa3aHUH, UCTIONb30BaJH B L-KOHpUTyparusx.

B HeKkoTOpBIX Cilydasx MenTHUABl KOHBEPTUPYIOT B aKTUBUPOBAHHBIE AHUCYJIbPUABI IEpeN
NPUCOCIUHEHUSI K CBOOOAHON THOJNBHOW TPyIIe TOKCHHA C HCIIOJIb30BAHHEM CIIENYIOIIEro
cnioco0a; pactop 4-metwn(cykunHuMunui 4-(2-nupuguntuo)nenradoara) (100 MM) B cyxom
DMSO (1,25 momn. 3kB.) nobassinn k pactsopy nentuaa (20 mM) B cyxom DMSO (1 mod. 3kB.).
Peakunonnyro cMmech xopomo nepemermnsaiu u nodasisuiu DIPEA (20 moo. 3xB.). MOHUTOpUHT
peaxuuu npoBoawiH nocpenctsom LC/MS no 3aBepineHus.

HonyueHne OMIMKINYECKUX KOHBIOTATOB NENTUA-IEKAPCTBEHHOE CPENICTBO

Ionyuyenue BCY7826

Ycnosust paznenenns: dasza A:0,075% TFA B H,O, daza B:MeCN
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Crnoco0 paznenenwusi: 18-48-55 mun, RT=53,5 mun

PaznenurenbHas kononka : Luna 200*25mm 10 mxm, C18, 110A 1 Gemin150*30 mm, C18,
S mxm, 110A, noncoenunenue, S0°C

Crnocob pacreopenust: DMF

Hucrora pasnenenus: 95%

IMenTun cuHTE3UPOBAJIM MOCPENCTBOM TBepaodasHoro cunreza. Ucnonb3oBanu 1,11 r AMugHOM
cmonbl Puaka MBHA (sub: 0,45 mmons/r). K cmecH, comepskaBiieit aMuiHy0 cMosly PuHka
MBHA (0,5 mmons, 1,11 1, 0,45 mmonb/r) u Fmoc-Cys(Trt)-OH (0,87 1, 1,5 monb, 3,0 3kB.)
nobGasysmt DMF (20 mu), 3atem nobasmsumun DIC (3,0 3xB.) 1 HOAt (3,0 5kB.) 1 nepemermnBamu
B Teuenne 1 u. Jlna nebnmokupoBanus wucnonb3oBaiu 20% munepuaua B DMF. [lpyrue
AMHUHOKHCJIOTBI CBSI3bIBAIN C UCTIONB30BaHUEM 3,0 5kB. akTuBupyromux pearentos, DIC (3,0 5kB.)
u HOAt (3,0 3xB.) B DMF (20 mu1). MOHUTOpPUHT peakuuy MPOBOJMIA MOCPENCTBOM LIBETHOH
peakuuy ¢ HUHTHAPUHOM WJIM LIBETHOW peakuuu ¢ TerpaxiopoMm. Ilocne 3aBepiueHus cuHTesa
nenTuaHyo cMoiy npomeiaiu DMF <3, MeOHX*3, a 3atem cymmmm npu 6apbotuposanuu N, B
teyenne Houu. Ilocne storo mentumHyro cmoiny obpabaremamu 92,5% TFA/2,5% TIS/2,5%
EDT/2,5% H,0 B Teuenue 3 u. [Tentua npequnmuTHPOBATH XOJOIHBIM H3OMPOMIIOBBIM 3 UPOM
(200 mim) w wuenrpudyruposamm (3 mmH npu 3000 o6/muH). IIpoBommiam mnpoOMbIBaHHE
U30TPOITHIIOBBIM 3(HPOM JIBa TOMOJHUTENbHBIX pa3a (200 mur). HeounimeHHbIH nenTHy CyIIITN
B BakyyMe B TedyeHue 2 4. Mcrmosibp30Baid HEOUYHMINEHHBbIH menTupa (T.e. TOCHe OTIIeTUICHUS
NeNTHAa W TPEHUNUTAINA C HU30NPONMMIIOBBIM 3PHUPOM, NPELUNHUTAT JUOQUIM3HPYIOT s
yAaleHuss OCcTaTOYHOro wusomnponmioBoro 3¢upa u TFA), pacTBopsuin nuoQHUIN3NPOBAHHBIHN

nopourok (0,5 mmods) B 500 M ACN/H,0 (50:50), u nobasnsimn S mor 100 MM TATA. JloGaBisiiu
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10 mn 6ukap6onaTta ammonusi B H,O (1 M) n nepemernmnBanu B Tedenue 1 4. [Tocne 3aBepuieHns
UKITN3ALUN peakiio Heodxoanmo Obu10 racuth 10,0 5kB. mucrenHa otHocutesibHO TATA. K
pacTBOpy H00aBIIsLM IO MeHbIIeH Mepe S Mi1 1 M mucTenHa, nmepeMernBaii U OCTABIISTH CTOSTh
B T€UEHHE OTHOTO Yaca. PacTBOp MMOPHIN3NPOBAIN U TIOJIYYEHUS] HEOUHIIEHHOTO MPOAYKTA.
Heounmenneiii nponykr ouninanu npenapatusaoiit HPLC u muodunusuposanu ¢ nonydeHuem

npoaykra BCY7814 (144,1 mr, uncrota 97,1%; Bbixoxa 9,6%) B Buae 0€J10ro TBEPIOTrO BEIIEeCTBA.

(Ycnosus anannsa HPLC)
Yerpotictso - Agilent 1200 HPLC-BE(1-614)

I'paguent 20-50-20 +3 muH

Kononka Gemini-NX C18 5 mxm 110A 150%4,6 mm

A: H,0 (0.1% TFA)
IMonBuwxkHast dhaza

B: CH3CN

CkopocTb nmoToka 1 mL/Min

JInvuHa BOJIHBI 220/254 nm
Temneparypa
CYLINJIBHOTO 30°C
mkada
[f»k 5
ji {\ “\/NL | j‘\ CISO3H  _
HS_ o~ Ao HAC EIOH 40°C  ~F ~g-S~~~~gy  DIEA 12-DCE
1 2
, @;Lq,ﬁxj N ,J@W DM1, DMF - DM1-SO3H-SPDB
SO.H
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BCY00007826

K pacteopy BCY7814 (61,80 mr, 21,29 mxmons, 1,1 3xB.) B DMA (4 mut) nobasisuiu DIEA
(7,50 mr, 58,05 mxmoib, 10.11 Mk, 3,0 sxB.) u DM1-SO3H-SPDB-NHS. Cmech nepemermnnbaiu
npu 25°C B Teuenue 16 u. LC-MS nponemoncrpuposana, ytro DMI1-SO3H-SPDB-NHS
U3PaCXOI0BAJICS TOJHOCTBIO, U OOHAPY)KMBAJICSI OOMH MUK C JKETaeMbIM m/z. PeakimoHHYyIO
cMech mpsiMo oummanu mnocpenctsom mnpenapatuBHoii HPLC (ycnosusi TFA). Coenunenune
BCY7826 (0,0242 r, 6,31 mMkmomb, Bbixon 32,63%, uuctora 99,7%) nony4anu B Buae Oeoro
TBEpIOro BeuiecTa. Bpems yaepxannsa=13,99 muH, BeisiBiIeHHas Macca=1254,1 (M/3+1)

IHonyuyenue BCY8549

Ycnosust paznenenns: Paza A:0,075%TFA B H,0, ¢aza B:MeCN

HOSu .
EDCI ‘
0
“~OH
S0O4H
BCYD0007814
My F
o N\
N._/
o
50,;H 0
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Crnoco0 paznenenwusi: 18-48-55 mun, RT=53,5 mun

PaznenurenbHas kononka : Luna 200*25mm 10 mxm, C18, 110A 1 Gemin150*30 mm, C18,
S mxm, 110A, noncoenunenue, S0°C

Crnocob pacreopenust: DMF

Uucrora pasnenenus: 95%

BCY8234 cunresuposanu TOCPEACTEOM TBEeproda3zHOro CHHTesa
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Lonyuenue coeounenus 2

p-Ala-BCY8234

-

_p-Ala-BCY8234

IlenTun cuHTE3UPOBANIU ¢ UCTIOJIB30BAHUEM CTAHIAPTHOW XUMHUHU Fmoc.

1) Aobasutre DCM B emkocTb, conepskamyto cmony CTC (5 mmons, 4,3 1, 1,17 MMounb/T)

u Fmoc-Cit-OH (2,0 r, 5 mmons, 1,0 3kB.) npu 6apbotupoBaruu N,

2) Kanensno no6asurs DIEA (4,0 5kB.) 1 mepeMeniath B TeUEHHE 2 YacOB.

3) Hobasute MeOH (5 mi) 1 nepemernats B TeueHne 30 MHH.

4) Courb 1 ipombite DMF 5 pas.

5) Hobasuts 20% nunepunus/DMF 1 no3BonsTh npoTekaTh peakuuu B TeueHue 30 MUH.

6) Caute u npomeitb DMF 5 pas.

7) JobGasuth pactBop Fmoc-aMUHOKHCIIOTEI U epeMeniath B TeueHne 30 CeKyH, 3aTeM

nobasuth Oydep ans akTuBauuu npu dapooruposanuu N, B TedeHHe NPUOIH3UTEIBHO 1 Haca.

8) IloBropuTh yKa3aHHbIe BbIle CTaAuH 4-7 NJIT TPUCOSIUHEHUS TOCIENYOLIINX

AMHUHOKHCIIOT.
Ilpumeuanue:
# Marepuansl PeareHThl 1151 NpHCOeIMHEHHUSA
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1 Fmoc-Cit-OH (1,0 3xB.) DIEA (4,0 5kB.)

I-3TOKCHKapOOHMITINKIIOOy TAHKAPOOHOBAS
2 HATU (2,85 3xB.) u DIEA (6,0 5xB.)
kucnota (3,0 3kB.)

20% nunepuaud B8 DMF ucnonp3oBanu A ynaneHus 3aliuTHON rpynmnel Fmoc B Teuenue
30 MuH. MOHUTOPHHT PEaKIUU MPUCOENNHEHHSI IPOBOIIIIN ITOCPENCTBOM TECTA C HUHTHIAPHUHOM,
u cMouty nmpombiBaiii DMEF 5 pas.

PacmensieHne 1 04HCTKA MENTHAOB:

1) Hobasurs Oydep nmust pacmeruienus (20%TFIP/80%DCM) B konby, comep:Kamyro
NEeNTH] ¢ 3alUINeHHONH OOKOBOH Iembl0, NMPU KOMHATHOH TeMIlepaTtype M IepeMelluBaTh B
TeueHue | Jaca aBa pasa.

2) IlpodunbrpoBath U coOpaTh GUIBTPAT.

3) KonuenTpuposaTh 1is1 y1alneHus: pAaCTBOPUTEIISL.

4) HeounieHHbIi nenTun TMOPUIN3UPOBATh C MOJy4YeHHeM KOHeYHOro npoaykra (1,4 r,
BbIXOJ 85,0%).

lonyuenue coeounenus 3

K pactBopy coequnenusi 2 (1,65 r, 5,01 mmonb, 1,0 3xB.) B DCM (30 mu1) u MeOH (15 mn)
nobGasysimn EEDQ (2,48 1, 10,02 mmonb, 2,0 5kB.) u (4-amunodenun)meranon (740,37 wmr, 6,01
mmonb, 1,2 »5kB.). Cwmecp mnepememmBamun mnpu 15°C B Ttewenme 16 u. LC-MS
NPOJEMOHCTPUPOBAJIA, YTO COEOUHEHHE 2 H3PACXOAOBAJIOCH ITOJHOCTBIO, M OOHApPY KUBAJICS
TOJIbKO OJWH OCHOBHOM ITHK C >kejaeMor BenuuuHor m/z. TLC mokasana, 4uro coeguHEeHHE 2
U3PacX00BaJIaCh MOJHOCTHIO M 00PA30BBIBATIOCH MHOYKECTBO HOBBIX IATEH. PEaKIIMOHHYIO CMECh
KOHLIEHTPUPOBAJIM TPHU MOHMKEHHOM JABJICHUU Ui YAAJICHHsS PACTBOPHUTENSI C TMOJYYSHHEM
ocratka. Ocrarok ouummanu ¢aii-xpomatorpadueit Ha cunukarene (ISCO®; 80 SepaFlash®
Silica Flash Column, smoenT: rpaguent 0~15 DCM/MeOH npu 60 mi/mun). Coenunenue 3 (1,3
r, 2,99 MmO, BbIXoA 59,72%) monydasu B BUIE JKeJITOrO TBEPAOrO BEIIECTBA.

Lonyuenue coeounenus 4

K pactBopy coenunenus 3 (1,3 r, 2,99 mmons, 1,0 3xB.) B DMF (10 mun) nobasnsiiu DIEA
(2,32 1, 17,95 mmonsb, 3,13 mi, 6,0 3xB.) u ouc(4-uutpodenun)kapbonar (3,64 r, 11,97 mmons,
4,0 skB.). Cmech nepemermBanu npu 15°C B treuenne 1 u. LC-MS nponemoHcTpupoBaia, 4To
COEIMHEHNE 3 M3PACXOA0BAIOCH MOJHOCTHIO, M OOHAPYIKUBAJICS TOJBKO OIHMH OCHOBHOH UK C
xKenaeMor BenmnanHOM m/z. Octatok ounany npenapatusaoil BOXKX (HeiTpanbHble yCI0BUS).
Coenunenne 4 (1,0 r, 1,67 mmonb, BeiIxonm 55,74%) monydanud B BHJIE JKEJITOrO TBEPIOrO
BELIECTBA.

lonyuenue coeounenus 5

K pactBopy coenunenus S (250,53 wmr, 417,84 mxons, 1,5 5kB.) B DMF (5 mu) noGassinu
HOBt (56,46 wr, 417,84 mkonb, 1,5 3xB.) u DIEA (108,01 mr, 835,68 mkonb, 145,56 mkn, 3,0
5kB.), MMAE (0,200 r, 278,56 Mxmounb, 1,0 5kB.). Cmech nepemernnanu npu 35°C B Teuenue 12
4. LC-MS nponemoncTpupoBania, ¥to MMAE u3pacxonoBaioch MOJHOCTBIO, H OOHAPY KHBAJICS

TOJIbKO OMH OCHOBHOH MUK C JKeJIAeMOW BEJIMYHHON M/z. PeakinOHHYI0 CMECh MPSIMO OUUIIAIIH
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npemnaparsHoit BOXX (meiitpanbhbie ycnosusi). Coenunenue S (0,180 r, 152,74 MKMOJIb, BBIXOJ
54,83%) nony4anu B BUE KEJNTOrO TBEPAOTO BEIIECTBA.

lonyuenue coeounenus 6

K pactBopy coenunenus 5 (0,170 r, 144,26 mxmons, 1,0 3xB.) B THF (5 M) u H,O (5 mn)
nobasmsui LIOH. H,O (12,11 mr, 288,51 mMxmons, 2,0 5kB.). Cmech nepememusaiu npu 15°C B
tedenue 1 4. LC-MS nponeMoHCTpupoBaia, 4TO COEAMHEHUE S5 U3PACX00BANIOCh NOJHOCTHIO, U
OOHAPY>KUBAJICS TOJBKO OJMH OCHOBHOW IMHK C KeJlaeMou BeanmuuHou m/z. JloBoxunu no PH=7
nocpeacrsoM AcOH u THF ypananu npu NOHWKEHHOM JaBJIEHUU C IOJYYEHHEM OCTaTKa.
Octarox ounmanu npenapatusHoi BOXKX (melitpanbubie ycnosusi). Coenunenne 6 (0,185 r
HEOYMIIEHHbII MaTepua) MoJyydaiy B BUAE JKEJITOrO TBEPAOTo BELIECTBA.

lonyuenue BCY8549

K pactBopy coeaunenus 6 (0,100 r, 86,93 mxmonsb, 1,0 5xB.) B DMA (4 M) noGasnsinu
HOSu (10,00 wmr, 86,93 mxmons, 1,0 sxB.) u EDCI (16,66 mr, 86,93 mkmonsb, 1,0 3xB.). ITocne
obpaszoBanus cioxHoro a3¢upa NHS nobassiu -Ala-BCY8234 (525,98 mr, 173,85 mxmosb, 2,0
skB.) u DIEA (33,70 mr, 260,78 Mkmounb, 45,42 Mk, 3,0 5kB.). Cmech nepemerrBanu npu 15°C
B TeueHue 4 4. LC-MS nponemoHcTpupoBania, 4To coeiluHeHHEe 6 U3pacXx0of0BalIOCh MOJTHOCTBHIO,
1 OOHAPY KUBAJICS TOJIBKO OJMH OCHOBHOM MUK C YKeJIaeMOW BeJIMIMHON m/z. PeakIIMoHHYI0 CMeCh
npsMo ounanu nocpenctsoM npenaparusHoit BOXX (ycnosust TFA). Coenunenne BCY8549
(0,0528 r, 12,15 mxmoib, Beixoa 13,98%, uucrora 95,70%) nonydanu B Buae Oeoro TBEpAOro
BemiecTBa. Bpems ynep:kanus=11,48 mun. O6HapyxenHas macca=1386,4 (M/3+H).

Honyuyenne BCY8245

Ycnosus paznenenns: @aza A:0,075%TFA B H,0, ¢aza B:MeCN

Crnocob pasnenenus: 18-48-55 mun, RT=53,5 Mun

PaznenurenbHas komonka : Luna 200*25mm 10 mxm, C18, 110A 1 Gemin150*30 mm, C18,
5 mxm, 110A, noncoenunenue, S0°C

Crnocob pacreopenust: DMF

Uucrora pasaenenus: 95%

BCY8234 cunTe3npoBayii mocpeacTBOM TBEPIO(a3HOro CHHTE3A.

Cxema peaxyuu BCY8245 npeocmagnena nusice:
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lonyuenue coeounenus 3

Coennaenne 3 CUHTE3UPOBAJIU CLIOCOOOM TBEPAO(A3HOTO CHHTE3A.

llonyuenue coeounenus 4

K pacrBopy coenunenus 3 (1,3 r, 3,23 mmods, 1,0 5xB.) 8 DCM (10 mi1) 1 MeOH (5 mun)
nobGasysmn EEDQ (1,60 1, 6,46 mmonb, 2,0 5kB.) u (4-amuHodenmn)meranon (517,16 mr, 4,20
mMmonb, 1,3 »9kB.). Cwmecp mnepememmBamun mnpu 20°C B Ttewenme 16 u. LC-MS
NPOJEMOHCTPUPOBAJIA, YTO COECOUHEHHE 3 M3PACXOAOBAJIOCH ITOJHOCTBIO, M OOHApPY KUBAJICS
TOJBKO OAWH OCHOBHOW MUK C JXEeJaeMOW BeIMYMHOW m/z. PacTBOpuTens ynamsuiu mpu
NOHIKEeHHOM aaBieHnn. OcraTtok ounmmanu ¢udi-xpomatorpadueii va cunukarene (ISCO®; 40
r SepaFlash® Silica Flash Column, smoent: rpaauent 0~15 DCM/MeOH npu 40 mu/mMuH).
Coenunennie 4 (0,950 r, 1,87 mmounb, Bbixon 57,94%) monydajaud B BHIE >KEJITOrO TBEPIOIO
BEIIIECTBA.

Lonyuenue coeounenus 5

K pacrBopy coenunenus 4 (0,950 r, 1,87 mmonsb, 1,0 3xB.) B DMF (5 mu) noGasmsiiu DIEA
(1,21 1, 9,36 mmonsb, 1,63 mi, 5,0 5kB.) u 6uc(4-aurpodenun)kapoonar (2,28 r, 7,49 mmons, 4,0
5kB.). Cmecp nepememmBanu npu 20°C B Teuenue | u. LC-MS mnpomemoHCTpHpOBasa, 4TO
CoeMHeHNe 4 M3PACXOA0BAIOCH MOJHOCTHIO, M OOHAPYIKUBAJICS TOJBKO OJHMH OCHOBHOMH MUK C
JKEJIAaeMOH BEJIMYMHON m/z. PEaKIIMOHHYIO CMeCh MPSIMO OYMIIANN IOCPEACTBOM MPENapaTUuBHON
BOXX (metitpansablie ycnosusi). Coenunenune S (0,400 r, 594,64 mxmonsb, Beixon 31,77%)
NOJIyYaJTu B BHJIE O€JIOro TBEPJIOTO BELIECTBA.

lonyuenue coeounenus 6

K pactBopy coenunenns 5 (0,200 r, 297,32 mxmons, 1,0 5kB.) B DMF (5 M) noGasisinu
HOBt (52,23 wr, 386,51 mxmonb, 1,3 5kB.) u DIEA (115,28 mr, 891,95 mxmons, 155,36 mkd, 3,0
3kB.), MMAE (192,12 wmr, 267,59 mxmounb, 0,9 3kB.). Cmech nepememuBaiu rpu 20°C B TeueHue
16 u. LC-MS mnpoaeMOHCTpHUpOBasia, YTO COEAMHEHHE S M3pacXo[0BajlOCh MOJHOCTBIO, U
OOHAPY3KUBAJICS TOJBKO OJMH OCHOBHOM IMHK C JKeJIaeMOW BEJIMYMHON m/z. PEakIIMOHHYIO CMECh
IPSIMO OYHILAIH MTOCPEnCTBOM npenapatuBHoit BOXX (umelitpanbublie yenosus). Coenunenue 6
(0,160 r, 127,84 mxmoib, Bbixoa 43,00%) monydaiu B Buae O€JIOro TBEpAOro BEIECTBA.

lonyuenue coeounenus 7

K pactBopy coenunenus 6 (0,160 r, 127,84 mxmons, 1,0 3xB.) B THF (3 M) u H,O (3 mn)
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nobasnsuim LIOH. H,O (26,82 mr, 639,21 mxmons, 5,0 5kB.). Cmech nepemermusaiu npu 20°C B
tedeHue 1 4. LC-MS nponeMoHcTpupoBaia, 4To coeiMHEHNE 6 U3pacXo0BalIOCh MOJHOCTHIO, U
OOHapy KUBAJICSA TOJBKO OIAMH OCHOBHOW MUK ¢ enmaemoil BennunHoil m/z. THF ynamsmu npu
NOHWXEHHOM JaBlieHnH U nosomwu 1o pH=7 mocpencrsom AcOH, cmech nropuin3npoBaiy.
Coenunenne 7 (0,130 r, 105,05 mxmomnb, Beixox 82,17%) mony4anu B BUIE O€NOro TBEPAOTO
BELIECTBA.

Lonyuenue coeounenus 8

K pactBopy coenunenus 7 (36,27 mr, 315,15 mxmons, 3,0 5xB.) B DMA (6 mn) u DCM (2
mi1) pobasisuin EDCI (60,41 mr, 315,15 mxmons, 3,0 2kxB.). Cmech nepemernuamu nipu 15°C B
tedenue 3 4. LC-MS nponeMoHCTpupoBaia, 4TO COEAMHEHNE 7 U3PacX00BaNOCh NOJHOCTHIO, U
OOHapy KUBAJICS TOJNBKO OJUH OCHOBHOM MHK C jkeJaeMoi BexnuuHoi m/z. DCM ynansnu npu
NOHI)KEHHOM JIaBJIeHUH. PeakIMOHHYI0 CMeCh MPSIMO OYHINAIN MOCPEACTBOM IpenapaTUBHON
BOXX (uefitpanmbabie ycnosusi). Coenunenue 8 (0,095 r, 71,18 mxmonb, BbxOn 67,76%)
NOJTydasu B BUe O€Ioro TBEpAOro BELIeCTBa.

Ilonyuenue BCY8245

K pactBopy BCY8234 (66,41 mr, 22,48 mxkmoub, 1,0 5kB.) B DMA (4 M) no6asssiin DIEA
(8,72 mr, 67,44 mxmonb, 11,75 mxi, 3,0 5kB.) u coenunenue 8 (0,030 r, 22,48 mxmodb, 1,0 5kB.).
Cwmecsp nepememusanu rnpu 20°C B teyenue 16 4. LC-MS nponemoncTpuposana, uro BCY8234
U3PACXOMOBAJICSA IOJHOCTBIO, M OOHAPY)KMBAJICS TOJBKO OJUH OCHOBHOH NHK C JKeJaeMoi
BEJIMYMHON m/z. PeakIMOHHYI CMEeCh MPSIMO OUYHMINAIU MOCPENCTBOM mpernaparuBHOil BOXKX
(ycnoBust TFA). Coenunenne BCY8245 (0,0427 r, 10,16 mxmonb, Bbixon 45,19%, uucrora
99,30%) mnony4yanmu B Bume Oenoro TBEpAOro BemecTBa. Bpems ynpepkanusi=11,.7 MuH.
Haiinennas macca=1043,9 (M/4+H).

Cnenyromue OWLMKIMYECKHE KOHBIOTATHI JICKAPCTBEHHBIX CPEACTB  IMOJIyYasH
aHanornyHo BCY8245:

LCMS
Hcnonb3oBa
Macirab
HHOE
(konmuyect
KOJIUYECTBO
BO Bexo | Bexo | Uucro
MMAE-
UCIIOJIb3Y e n(mr) | 1(%) |Ta(%) BoisBnennas | RT (mun)
PABC-vc-
MOTO Mmacca
riyTapar-
HeNTHAA) yrap (ucTuHHAS
BCY Ne NHS Macca)
1285,1=M/3+ | 14,52
BCY7683 H
60 25 20,5 28,39 | 99,6 (3852.58)
1374,9=M/3+ | 12,18
BCY7825
84 35 341 (3122 990 |H
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(4122.85)
1406,7=M/3+ | 10,34

BCY8253 H
123 50 541 (33,17 | 96,9 |(4219.95)
1405,6=M/3+ | 10,35

BCY8254 H
76 34 364 33,70 | 99,4 | (4214.94)
1405,7=M/3+ | 10,54

BCY8255 H
123 50 425 |2594 | 96,4 |(4215.93)
1058,0=M/4+ | 12,08

BCY8550 H
68 30 50,1 |52,28 |992 |(4227.1)
1404,1=M/3+ | 12,76

BCY8783 H
61 30 47,1 | 48,18 | 96,8 | (4209.89)
14153=M/3+ | 13,50

BCY8784 H
34 20 23,1 |34,74 | 95,7 | (4245.94)

2 >

BUOJIOTUYECKUWE JAHHBIE

Amnanuz IPSIMOT'O CBSI3BIBAHUS HEKTHHA-4

Ad(PUHHOCTP MENTHUAOB MO H300pETeHHI0 B OTHOIIEHHH HekTuHa-4 dvenoseka (Ki)
OTpENeNsUTd ¢ MCIOJIb30BaHUEM (DJIyOPECHIEHTHOIO aHajH3a MOJIIPH3ALUU B COOTBETCTBUU CO
cnocobamu, ormcanHbiMH B WO 2016/067035. Tlentuabl mo m300peTeHmto ¢ 1y OpeCueHTHON
meTkoit (nubo ¢uyopecuenn, nubo SIGMA, nubGo Alexa Fluor488™, Fisher Scientific)
pazbasmsuu 1o 2,5 HM B PBS ¢ 0,01% tween 20 unu 50 MM HEPES ¢ 100 MM NaCl u 0,01%
tween pH 7.4 (0ba ynomuHaroTcs kak Oydep 11 aHaau3a). 970 KOMOMHUPOBAJIU C TUTPOBAHHEM
Oenka B ToM ke Oydepe s aHamM3a, 4TO U IS MeNTUAA, ¢ mojy4deHueM 1 HM nentuna B o0mem
o0beme 25 MK B 384-JIyHOUHBIX IUTAHLIETAX C YEPHBIMU JIYHKAMH U JTHOM, HU3KHM CBSI3bIBAHHEM
U HU3KUM OOBEMOM, KaK MpaBWIIO, BKIIOYAromeM 5 Mk Oydepa s ananmuza, 10 Mxi Oenka, a
3areM 10 MkJ (iyopecieHTHOTrO nenTtuaa. Mcnonb3oBaHue cepuiiHbIe pa3BEACHUSI OIUH K IBYM
IUTS TIOJTy9eHUs! 12 pasIuuHBIX KOHLIEHTPAUUH ¢ MAKCUMaJIbHBIMHI KOHIICHTPALUSIMU B THAIIA30HE
or 500 HM nans U3BECTHBIX BBICOKA(P(HUHHBIX CBS3BIBAOIINX coeanHeHui 1o 10 MxM mms
HU3K0a(pPUHHBIX CBA3BIBAIOIINX COSTUHEHNH U aHAJIN3a CENIEKTUBHOCTH. M3MepeHne mpoBoauin
Ha BMG PHERAstar FS, oOopymoBannom ontmueckum wmopayiem "FP 485 520 520" ¢
BO30ykneHneM npu 485 HM U PETUCTPUPYIOIIEM NapajjIelbHOE M MEPIEHANKYJSIPHOE

ucnyckanue npu 520 um. PHERAstar FS Opin ycranosnen Ha 25°C ¢ 200 mpoMBIBaHHSIMH Ha
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JYHKY U 3aJ€p>KKOH MO3ULMOHUPOBaHUs, coctaBjsitomieit 0,1 cCekyHapl, MpUYeM HU3MEpPEHHE B
KQXIOH JIyHKE NPOBOAWIN ¢ uHTepBanaMu 5-10 muHyT B Tedenune 60 munyT. KoadourueHnt
YCUJICHUs], UCIIOJIb30BAHHBIN U aHAIN3a, ONPENessn 1 KaKIOH METKU B KOHLE 60 MUHYT,
KOr7a B JyHKe He ObLio Oenka. /laHHBIE aHAIM3UPOBANN C HCMONb3oBaHHEeM Systat Sigmaplot
Bepcun 12.0. Bennmuunsl mP anmpokcuMupoBaiu K BeIOMPaeMOMY NPOU3BOJIBHO KBAJPATHOMY
ypaBHeHUI0O Ui nodydeHuss BenuuumHel Kd:  f=ymin+(ymax-ymin)/Lig*((x+Lig+Kd)/2-
sqrt((((x+Lig+Kd)/2)"2)-(Lig*x))). "Lig" mnpencraBisuia coOoi ONpeAeNeHHYI0 BEJTUYHHY
KOHLEHTPALUU UCTIOJIb30BAHHON METKHU.

KoOHKYPEHTHBIN aHaJN3 CBsI3bIBAaHUS HEKTUHa-4

Ilentuner  0e3  (QuyopecueHTHOM  METKH  TECTHPOBAIM B KOHKYPEHIMH C
ACPFGCHTDWSWPIWCA-Sar6-K(Fl) (SEQ ID NO: 217) u (Kd=5 M - onpeneneHHas c
UCTIONBb30BAHUEM OINMCAHHOTO BBILIIE MPOTOKOJNA). pa30aBisId 10  COOTBETCTBYIOIIEH
KOHILIEHTpaluu B Oydepe A aHannu3a, Kak OMUCAHO B MIPSIMOM aHAJIN3€ CBSI3bIBAHUS C MAKCUMYM
5% DMSO, 3aTem nonBepraiu cepuiiHOMy pasBeneHuro 1 k 2. B miaHier 1o0aBisiif msITh MKJT
pasbaBneHHoro mnentunaa, 3ateM 10 MK HekTHHa-4 dYenoBeka, a 3ateMm nobasisuid 10 MK
¢dnyopecuenTHoro nenruaa. M3MepeHus mpOBOAMIM, KaK Ui aHAIM3A MPSIMOTO CBSI3bIBAHUS,
OOHAKO KOI(p(PULMEHT YCHUJICHUs] ONpelessIi 10 MepBOro H3MepeHHs. AHajIM3 TaHHBIX
npoBomuin B Systat Sigmaplot Bepcum 12.0, rme BemuuumHbl MP anmpokcUMUpOBaNIU K
BBIOMPAEMOMY ITPOM3BOJIBHO KyOHUECKOMY YPaBHEHHIO C MOJy4eHHeM BendnHbl Ki:

f=ymin+(ymax-ymin)/Lig*((Lig*((2*((Klig+Kcomp+Lig+Comp-Prot*c)"2-
3*(Kcomp*(Lig-Prot*c)+Klig*(Comp-Prot*c)+Klig*Kcomp))*0,5*COS(ARCCOS((-
2*(Klig+tKcomp+Lig+Comp-Prot*c)"3+9*(Klig+Kcomp+Lig+Comp-Prot*c)*(Kcomp*(Lig-
Prot*c)+Klig*(Comp-Prot*c)+Klig*Kcomp)-27*(-
1*Klig*Kcomp*Prot*c))/(2*((((KligtKcomp+Lig+Comp-Prot*c)*2-3*(Kcomp*(Lig-
Prot*c)+Klig*(Comp-Prot*c)+Klig*Kcomp))*3)"0,5)))/3))-(Klig+tKcomp+Lig+Comp-
Prot*¢)))/((3*Klig)+((2*((KligtKcomp+Lig+Comp-Prot*c)*2-3*(Kcomp*(Lig-
Prot*c)+Klig*(Comp-Prot*c)+Klig*Kcomp))*0,5* COS(ARCCOS((-
2*(Klig+tKcomp+Lig+Comp-Prot*c)*3+9*(Klig+Kcomp+Lig+Comp-Prot*c)*(Kcomp*(Lig-
Prot*c)+Klig*(Comp-Prot*c)+Klig*Kcomp)-27*(-
1*Klig*Kcomp*Prot*c))/(2*((((KligtKcomp+Lig+Comp-Prot*c)*2-3*(Kcomp*(Lig-
Prot*c)+Klig*(Comp-Prot*c)+Klig*Kcomp))*3)"0,5)))/3))-(KligtKcomp+Lig+Comp-
Prot*c)))).

Bce ms "Lig", "KLig" u "Prot" npencrasisiiu coOoii onpeneneHHble BETMYHHBI, CBSI3aHHbIE
¢: KoHIeHTpauuei guyopecuentaoro nenruaa, Kd guyopecueHTHOro nentuaa u KOHLUEHTpauen
HEKTHHA, COOTBETCTBEHHO.

AHajin3 cBA3BLIBAHUS HEKTHUHA-4 ¢ Ucnoab3oBaHueM Biacore

DkcnepumenTsl Biacore mposomwu auisi onpeneienus Benuunn k, (M-lct), ky (¢1), Kp
(HM) MOHOMEPHBIX NMENTHUAOB, CBA3BIBAIOIINXCS C OEKOM HEKTHHOM-4 denoBeka (T0oJTy4YeHHbIM
ot Charles River).

HexTun-4 yenoseka (ocratku Gly32-Ser349; NCBI RefSeq: NP_112178.2) ¢ curHanbHOMH
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nocienosatebHOCTEI0 gp67 m C-xonueBoli FLAG-merkoit knmonmposamun B pFastbac-1 u
OaKyJIOBHpPYC, TOJyYEHHBINH C MCTIOJNb30BAHUEM CTaHIAPTHBIX MPOTOKOJOB Bac-to-Bac™ (Life
Technologies). Kietku Sf21 B xommuectse 1x10° mur! B cpene Excell-420 (Sigma) mpu 27°C
uHpuumposamn npu MOI 2 ucxogueiM BupycoMm P1 u cyneprarant cobupanu depe3 72 gaca.
CynepHaTaHT moABepraiu CBS3bIBAHUIO MapTHsAMHU B TeueHne 1 waca mpu 4°C ¢ ad¢unHON
araposHoii cmonoii nporuB FLAG M2 (Sigma), npomsisanu PBS, a 3atem cmony nepeHocuin Ha
KOJIOHKY U TiiareiabHO npombiBaian PBS. Benok smroupoBanu ¢ ucnonp3oBanuem 100 mr/mi
nentuna FLAG. DnroupoBaHHbIi 60K KOHLIEHTPHPOBAJU 10 2 MJI U 3arpy>Kajd B KOJOHKY S-
200 Superdex (GE Healthcare) 8 PBS mpu 1 mi/mun. ®@pakaumn od0bemMoM 2 M cobupanu u
¢bpakuuu, cogepxasinre OEJIOK HEKTUH-4, KOHIICHTPUPOBAIH 10 16 Mr/mit.

benox cnyuaitaeiM obpazom OumotuHmnupoBamu B PBS ¢ ucnonp3oBaHuem peareHTa
cynbho-NHS-LC-LC-6uotur EZ-Link™ (Thermo Fisher) B COOTBETCTBHHM C MPOTOKOJIOM,
NPEeAJIOKEHHBIM U3roTOBUTENEM. belok TimarenbHo obecconuBany Al yAaJIeHNs He CBSI3aHHOTO
OMOTHHA C UCNOJIBb30BAaHUEM LIEHTPHU(YKHBIX KOJIOHOK B PBS.

JIns aHanmu3a CBSA3BIBAHUWS MENTHAA MCIOJIb30BaNU yCcTpoicTBo Biacore 3000 ¢ uumnom
CM5 (GE Healthcare). CtpenTaBuanH MMMOOWIM3OBBIBAJIM HA YHIE C HCIOJb30BAHHEM
CTaHAapTHOH XxuMuu npucoeannerns: amuaoB rpu 25°C ¢ HBS-N (10 MM HEPES, 0,15 M NaCl,
pH 7,4) B kauectBe mnoaBmwkHOro Oydepa. B KpaTkoM H3JIOKEHUN TOBEPXHOCTb U3
KapOOKCUMETHIIAEKCTPAaHA aKTHBHPOBAIN MOCPEACTBOM HHXXEKTHPOBAHUS B TEUEHHE 7 MUHYT
cootHomenust 1:1 0,4 M 1-3Tun-3-(3-IUMETHIAMHUHONPOIHI)KAPOOAUUMU  THIAPOXJIOPHT
(EDC)/0,1 M N-ruppokcucykuuaumua (NHS) mpu ckopoctu moroka 10 wmxin/muH. Jlnst
yJIaBJIMBAaHUSA CTpenTaBuanuHa Oenok pa3bdasisum o 0,2 mr/mi B 10 MM anerate Hatpusi (pH 4,5)
U yJIaBIMBAIU IyTeM HWHXeKTupoBaHus 120 MkJ1 cTpenTaBUIWHA HAa AaKTHBUPOBAHHYIO
NOBEPXHOCTh unmna. OCTaTOUHbIE aKTUBUPOBAHHBIE IPYTIbI OJIOKUPOBAIM WH)KEKTUPOBAHHEM B
teyenue 7 MuHyT 1 M stanHonamunba (pH 8,5) 1 OMOTHHHIIMPOBAHHOTO HEKTHUHA-4, YJIOBJIECHHOTO
Ha ypoBHe 1200-1800 RU. Bydep 3amensuin Ha PBS/0,05% Tween 20 u cepuro pasBeneHuit
NEeNTHUIOB MONTy4Yain B 3ToM Oydepe ¢ koHeuHoH koHUeHTpauueit DMSO 0,5%. MakcumanbHast
KOHLIeHTpauus nentuaa cocrasisna 100 HM ¢ 6 TONONHUTENBHBIMY 2-KPATHBIMU Pa3BEIECHUSIMU.
Anamus ¢ ucnonpzoBanueM SPR mposommmu npu 25°C mpu ckopoctu moToka S0 MKJI/MUH ¢
accouuanuen B Teuenue 60 cexyna u aqucconuanueid mexay 400 u 1200 cexyHa B 3aBUCUMOCTH
OT WHOWBUAYAJBHOrO Mentuaa. B naHHble BHOCWIM mompaBky Ha 3¢ dekTsl obdbema mocie
uckmodenust DMSO. Jlns Bcex AaHHBIX NMPOBOAWIM JIBOHHOE CPAaBHEHHUE C WHXXEKTHPOBAHHUEM
MYCTbIX PACTBOPOB M ASTAJOHHOW IMOBEPXHOCTHIO C MHCIIOJIB30BAHMEM CTaHAAPTHBIX METOIUK
o0paboTku, u 00pabOTKy JMdaHHBIX W KHHETHYECKYI) aNMpPOKCHMALUI TMPOBOAMIN C
UCTIONIb30BaHNEM MporpamMmuoro odecriedenusi Scrubber, Bepcust 2.0c (BioLogic Software).
JlaHHBIE anNONpPOKCHMMHUPOBAJIM C HCHOJB30BAHUEM MPOCTOM MOAEAM CBs3biBaHusA 1:1,
noryckaroeit 3¢ eKTh mepeHoca Mace, KOraa 3To Heecoo0pasHo.

OmnpeneneHHble MENTHIHBIC JHUTAHIBI 10 H300PETEHHIO TECTHPOBAIH B YIIOMSHYTHIX
BBILIIE AHAIN3aX CBSI3bIBAHUS HEKTHHA-4, U Pe3yJIbTaThl IPEACTaBICHbI B Tabmume 1:

Taﬁ.nnua 1: I[aHHble 0 KOHKYPC€HTHOM CBA3SBIBAHHH AJISI OTACJIbHBIX NENTHAHBIX
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JIUTAHJ0B MO U300pPeTeHHI0

Ha3sanue nentupa | [locsienoBaTesibHOCTD Monexyaspust | Ki
H Kapkac (uM)

80-09-02-N006 FI-A-(SQ ID NO: 1)-A TATA 5,0

BCY488 (80-10-00) | A-(SEQ ID NO: 31)-A TATA 208

BCY462 (80-10-12- TATA

TO1) VDW-(SEQ ID NO: 33)-A 269

BCY3400 (80-10-13- TATA

TO1) QKW-(SEQ ID NO: 34)-A 72

BCY471 (80-11-00) | A-(SEQ ID NO: 35)-A TATA 888

BCY472 (80-11-01) A-(SEQ ID NO: 36)-A TATA 502

BCY3406 (80-11-08- TATA

TO1) A~(SEQ ID NO: 37)-SRF 30
(Kapboxcudayopecuenn)(SEQ ID NO: | TATA

BCY8208 115) 745

rae "A" obo3Hauyaer L-ananuH u "a" oOo3Havaer L-amaHuH U * OTHOCHTCS K CpeaHEMY
3HAYEHHIO JUIS 2 IKCIIEPHMEHTOB
Taﬁ.rmua 2: Haﬂﬂble KOHKYPE€HTHOIo CBA3ZBIBAHUA AJiAA OTACJIBHBIX NENTHAHBIX

JIUTAHJ0B M0 U300PeTEeHHI0

Bunuka Ne K; (MmxM) KonnuyecTBo 3xciepuMeHTOB
BCY428 0,061 34
BCY429 0,0426 2
BCY430 0,3103 7
BCY431 0,412 2
BCY432 1,096 3
BCY433 0,0694 2
BCY3385 0,0286 13
BCY3386 0,0802 2
BCY3387 0,2343 2
BCY3388 0,1293 2
BCY3389 0,0998 7
BCY3390 0,3019 7
BCY3391 0,1981 2
BCY3392 0,0363 2
BCY3393 0,1729 3
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BCY3394 0,1016 2
BCY3395 0,0174 2
BCY3396 0,1024 2
BCY3397 0,0332 2
BCY3398 0,1639 2
BCY3399 0,4099 2
BCY3400 0,047 3
BCY3401 0,1536 2
BCY7265 0,0383 2
BCY7266 0,041 2
BCY7272 0,041 2
BCY7273 0,084 2
BCY7274 0,0905 2
BCY7275 0,0433 2
BCY7276 0,3256 2
BCY7278 0,069 2
BCY7279 0,0444 2
BCY7280 0,219 2
BCY7281 0,0229 2
BCY7282 0,0265 2
BCY7342 0,3097 2
BCY7344 0,0398 2
BCY7346 0,0649 2
BCY7347 0,0361 2
BCY7348 0,0206 2
BCY7350 0,01 2
BCY7352 0,1318 2
BCY7354 0,884 1
BCY7356 0,0434 2
BCY7357 0,0452 2
BCY7359 0,1605 2
BCY7360 0,0682 2
BCY7365 0,2819 2
BCY7367 0,0263 2
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BCY7368 0,023 2
BCY7369 0,0778 2
BCY7370 0,1445 2
BCY7372 0,0726 2
BCY7390 0,0171 20
BCY7391 0,0133 2
BCY7392 0,0272 5
BCY7393 0,232 1
BCY7420 0,0636 2
BCY7421 0,0285 2
BCY7422 0,0579 2
BCY7424 0,562 1
BCY7426 0,069 1
BCY7521 0,2237 2
BCY7535 0,064 2
BCY7536 0,069 2
BCY7537 0,0384 2
BCY7538 0,0085 2
BCY7539 0,0468 2
BCY7540 0,3567 2
BCY7541 0,0765 2
BCY7556 0,0261 2
BCY7557 0,0225 2
BCY7558 0,0219 6
BCY7559 0,017 2
BCY7580 0,0135 2
BCY7581 0,0194 2
BCY7582 0,0379 2
BCY7584 0,0135 2
BCY7585 0,0185 2
BCY7588 0,342 1
BCY7589 0,0345 2
BCY7590 0,0385 2
BCY7591 0,18 1
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BCY7592 0,0374 2
BCY7593 0,028 2
BCY75%4 0,073 2
BCY7595 0,2189 2
BCY7596 0,353 1
BCY7597 0,169 1
BCY7598 0,0749 2
BCY7606 0,034 1
BCY7607 0,077 1
BCY7608 0,042 1
BCY7611 0,205 1
BCY7612 0,064 1
BCY7613 0,0444 2
BCY7614 0,021 1
BCY7615 0,0284 2
BCY7616 0,051 1
BCY7618 0,013 1
BCY7620 0,246 1
BCY7622 0,031 1
BCY7623 0,021 1
BCY7624 0,571 1
BCY7625 0,141 1
BCY7627 0,101 1
BCY7628 0,023 1
BCY7631 0,019 1
BCY7632 0,123 1
BCY7634 0,024 1
BCY7635 0,0152 4
BCY7636 0,522 1
BCY7639 0,49 1
BCY7640 0,086 1
BCY7643 0,019 1
BCY7656 0,0719 2
BCY7657 0,0232 2
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BCY7658 0,0336 2
BCY7659 0,0779 2
BCY7660 0,0262 2
BCY7661 0,0294 2
BCY7662 0,0148 2
BCY7663 0,0255 2
BCY7664 0,07 2
BCY7665 0,0241 2
BCY7666 0,0814 2
BCY7667 0,0273 2
BCY7668 0,4236 2
BCY7765 0,0087 22
BCY7793 0,042 1
BCY7815 0,032 1
BCY7816 0,036 1
BCY7817 0,014 1
BCY7819 0,012 1
BCY7820 0,01 1
BCY7821 0,084 1
BCY7822 0,027 1
BCY7876 0,0592 2
BCY7877 0,0095 2
BCY7879 0,0125 2
BCY7881 0,0144 2
BCY7883 0,1893 2
BCY7884 0,223 1
BCY7886 0,015 2
BCY7887 0,0214 2
BCY7889 0,0581 3
BCY7890 0,0989 4
BCY7891 0,005 2
BCY7892 0,0095 2
BCY7894 0,1263 2
BCY7895 0,0491 4
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BCY7896 0,044 2
BCY7897 0,166 1
BCY7902 0,004 1
BCY7903 0,041 1
BCY7904 0,008 1
BCY7906 0,006 1
BCY7907 0,01 1
BCY7908 0,02 1
BCY7911 0,013 1
BCY7912 0,009 1
BCY7913 0,016 1
BCY7914 0,062 1
BCY7915 0,02 1
BCY7916 0,045 3
BCY7973 0,004 1
BCY7979 0,191 1
BCY7993 0,038 1
BCY7996 0,021 1
BCY7997 0,022 1
BCY7998 0,135 1
BCY8000 0,06 1
BCY8028 0,0619 3
BCY8029 0,0778 3
BCY8030 0,0025 7
BCY8031 0,0036 3
BCY8032 1,064 1
BCY8036 0,0075 3
BCY8037 0,0056 3
BCY8038 0,008 5
BCY8039 0,0214 3
BCY8040 0,0108 3
BCY8041 0,0391 3
BCY8042 0,0204 3
BCY8043 0,0088 3
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BCY8044 0,1698 2
BCY8084 0,0264 2
BCY8085 0,0151 2
BCY8087 0,0179 2
BCY8088 0,0089 2
BCY8089 0,008 2
BCY8090 0,057 1
BCY8091 0,023 2
BCY8094 0,0289 2
BCY8120 0,003 2
BCY8121 0,004 2
BCY8122 0,003 2
BCY8123 0,0045 2
BCY8124 0,0035 4
BCY8125 0,0031 4
BCY8126 0,0027 6
BCYS8127 0,0024 4
BCY8128 0,0022 4
BCY8129 0,0031 4
BCY8153 0,035 1
BCY8154 0,008 1
BCYS8157 0,005 1
BCYS8158 0,177 1
BCY8161 0,004 1
BCY8162 0,003 1
BCY8163 0,003 1
BCY8174 0,0123 2
BCY8175 0,0035 2
BCY8176 0,0035 2
BCY8177 0,0175 2
BCY8178 0,083 1
BCY8180 0,003 2
BCY8181 0,0035 2
BCY8182 0,002 2
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BCY8183 0,002 2
BCY8184 0,0032 4
BCY8185 0,0261 2
BCY8186 0,006 2
BCY8187 0,005 2
BCY8188 0,02 2
BCY8189 0,1658 2
BCY8191 0,0045 2
BCY8192 0,005 2
BCY8193 0,003 2
BCY8194 0,0035 2
BCY8211 0,0045 2
BCY8212 0,003 2
BCY8213 0,0035 2
BCY8214 0,0063 2
BCY8215 0,003 2

OmnpeneneHnble OMIMKIMIECKHE TENTH/IbI IO H300PETEHUIO TECTUPOBAJIN B yTIOMHHAEMOM
BbIlIe aHanu3e SPR, u pe3ynbTaThl NpencTaBiieHbl B Ta0UIE 3

Ta6auna 3: {annbie SPR 1151 oTae/1bHBIX NeNTHAHBIX JIUTAHI0B M0 H300PETEHHIO

Kd cormacao SPR pas | n
Bunuka Ne yesiopeka (HM)
BCY428 333,52 4
BCY3385 87,37 3
BCY7390 40,31 5
BCY7391 59,8 3
BCY7392 35,7 3
BCY7393 1383,33 3
BCY7559 14,9 2
BCY7618 17,6 1
BCY7765 24,94 15
BCY7793 47 1
BCY8030 1,71 1
BCY8038 44,53 3
BCY8120 0,67 1
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BCY8121 0,53 1
BCY8122 0,89 1
BCY8123 2,66 1
BCY8124 0,69 1
BCY8125 0,52 1
BCY8126 1,07 4
BCY8127 1,84 3
BCY8128 1,06 3
BCY8129 0,87 3
BCY38l61 0,94 1
BCY8162 4,3 1
BCY8163 0,61 1
BCY8182 0,96 1
BCY8183 0,56 1
BCY8184 0,56 1
BCY8192 1,81 1
BCY8193 1,3 1
BCY8194 1,9 1
BCY8211 7,32 1
BCY8212 2,42 1
BCY8213 1,95 1
BCY8214 0,54 1
BCY8215 1,62 1
BCY8276 0,86 1
BCY8277 5,99 1
BCY8278 1,92 1
BCY8279 3,31 1
BCY8280 2 1
BCY8281 6,11 1
BCY8831 2,14 1
BCY8238 3,88 1
BCY8116 0,372 1

N=CpCAHCE KOJITNICCTBO SKCIICPUMECHTOB

Onpenenenable OWULMKINYECKHE TENTHIBI

N0 W300pETEeHHI0 KOHBIOTHPOBAIU C
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LIUTOTOKCHYECKUMHU CPEICTBAMU U TECTHPOBAJTU B ONMCAHHOM Bbile aHanu3e SPR, u pe3yibraTsl
npeACTaBIeHbI B TaOmuIE 4:

Ta6auna 4: lannsie SPR a5 oraeapnsix BDC no uzo6perennio

Bunukianyeckun
KOHBIOTAT Kd COIJIACHO
JIeKAPCTBEHHOI 0 SPR Anas
cpeacrsa (BDC) Ne | Ilentug yesgoseka (HM)
BCY7683 MMAE-PABC-Cit-Val-Glutapun-BCY7556 27,10 (n=1)
BCY7825 MMAE-PABC-Cit-Val-Glutapun-BCY 7814 11,60 (n=1)
BCY7826 DMI1-SPDB(SO;H)-BCY7814 12,10 (n=1)
BCY 8245 MMAE-PABC-Cit-Val-Glutapun-BCY 8234 5,12 (n=4)
BCY8253 MMAE-PABC-Cit-Val-Glutapun-BCY 8231 6,22 (n=4)
BCY8254 MMAE-PABC-Cit-Val-Glutapun-BCY 8232 4,11 (n=1)
BCY8255 MMAE-PABC-Cit-Val-Glutapun-BCY8235 8,58 (n=4)
BCY8549 MMAE-PABC-1uknobytun-(B-Ala)-BCY 8234 1,44 (n=1)
MMAE-PABC-Cit-Val-Glutapun-(Lys3)-
BCY8550 BCY8831 0,27 (n=1)
BCY8783 MMAE-PABC-Cit-Val-Glutapun-BCY 8269 0,804 (n=1)
BCY8784 MMAE-PABC-Cit-Val-Glutapun-BCY8273 0,662 (n=1)

Heeneooeanus in vivo

B xaxxnom u3 npumepos 1-5 u 9 1151 KaXKA0ro UCCIeI0BAHUS UCTIOIb30BAJIN CIEAYIOIYIO
METOOJIOTHIO

TecTupyeMble ¥ NOJ0KUTEIbHBIE KOHTPOJIbHBIE 06Da3LIbI

Homep Qusuueckoe onucanue | Monexyiapnas Yucmoma Yenoeusn
macca Xpanenus
BCY7683 | JIuodumusupoBaHHbII 3852,59 99,6% XpaHeHue npu
MOPOLIOK -80°C
BCY7825 | JIuodumusnpoBaHHbII 4122,85 98,40% XpaHeHue npu
MOPOLIOK -80°C
BCY7826 | JIuodunusupoBaHHBII 3821,83 99,70% XpaHeHue npu
MOPOLIOK -80°C
BCY8234 | JInodumusnpoBaHHbII 2954,34 98,1% XpaHeHue npu
MOPOLIOK -80°C
BCY8242 | JIuodunusnpoBaHHBII 6346,46 97,40% XpaHeHue npu
MOPOLIOK -80°C
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BCY8245 | JIuodumusnpoBaHHbII 4173,85 99,60% XpaHeHue npu
MOPOLIOK -80°C
BCY8253 | JInodpumusnupoBaHHbII 4218,96 97,00% XpaHeHue npu
MOPOLIOK -80°C
BCY8254 | JIuodpunusnupoBaHHbII 4213,96 99,40% XpaHeHue npu
MOPOLIOK -80°C
BCY8255 | JIuodpunusnpoBaHHbII 4214,97 99,40% XpaHeHue npu
MOPOLIOK -80°C
BCY8549 | JIuodpunusnupoBaHHbII 4157,81 95,70% XpaHeHue npu
MOPOLIOK -80°C
BCY8550 | JIuodpunusupoBaHHbII 4228,98 99,20% XpaHeHue npu
MOPOLIOK -80°C
BCY8781 JInopunuznpoBaHHBIN 4173,85 99,0% XpaHeHue npu
MOPOIIOK -80°C
BCY8783 | JIuopunusnpoBaHHBIN 4209,91 96,80% XpaHeHue npu
MOPOIIOK -80°C
BCY8784 | JInopunuanpoBaHHBIN 4245,96 95,70% XpaHenue npu
MOPOLIOK -80°C

IKcnepumenmaibible CROCOOBL U MEMOOUKU
(i) Hab1ro0enus

Bce npouenypsl, kacarouyecs: CoepKaHusl )KUBOTHBIX, YXO/la U JICUCHHUS] B UCIIbITAHUS

MPOBOJMIIN B COOTBETCTBHH C PyKOBOACTBOM, O00pEeHHBIM HCTHTY IHOHAIbHBIM KOMHTETOM T10
yxony u ucnosb3oBaHuo KUBOTHBIX (IACUC) WuXi AppTec, B COOTBETCTBHUHU C PYKOBOACTBOM
MexnyHapOaHOU accolualueil ONeHKH M aKKPEOUTAlMU J1adOpaTOPHBIX HCCIENOBAHUN Ha
xKUBOTHBIX (AAALAC). B MOMEHT CTaHZApTHOTO MOHHUTOPHHIA >XHBOTHBIX KaX/bli IEHb
NPOBEPSIM B OTHOIIEHUH KaKUX-TUOO 3(PPEKTOB pOCTa OMYyXOJH H JICUEHHsS HA HOPMAJIbHOE
NOBEJICHHE, TAKO€ KAaK JBUTATEbHAS AKTUBHOCTb, YIMOTPEOJICHHWE NHIMH W BOABI (TOJBKO
MOCPEICTBOM OCMOTPA), yBEJIMUEHNE/CHIKEHIE MAacChl TeJIa, MOTY CKHEHUE a3/ IIepCcTH U JTF000H
ApyToi aHOMaNbHBIN 3¢ (eKT, yKkazaHHbIH B poTokoie. CMepTh U HaOM0gaeMble KIMHUYECKHIE
NPU3HAKH PETUCTPHPOBAIN HA OCHOBE KOJIMYECTB )KMBOTHBIX B KaKIOW MOATPYIIIIE.

(i1) U3MepeHre onyXxoJu U KOHEYHBIE PE3VIILTATHL

OCHOBHBIM pe3yJIbTaTOM ObLT HAOMIOEHNE, MOJKET JIU OBITh 3aMEIJIEH POCT OIMYXOJIH WIH
MOTYT JIi MbIH ObITh BbUleueHbl. OOBEM OMyXONM H3MEpsUIM TPU pa3a B HEAETI0 B IBYX
M3MEPEHUSIX C MCIONB30BAHMEM TOJIIHHOMEPA, U O0BEM BBIPAKAJIU B MM> C HMCIOJb30BAHUEM
dopmynsl: V=05 a x b2, rne a u b npencraBisitoT coOOM JUIMHHBIN U KOPOTKUI JHAMETPBI
OIYXOJIM, COOTBETCTBEHHO. 3aTeM pa3Mep OMyXOJH HCIIOJIb30BAJIH AJISi BHIUUCICHUN BEJTHMYHHBI

T/C. Bennmuuna T/C (B mpoLeHTax) sIBJISIETCS] MPU3HAKOM MPOTHBOOIYX0JIEBOH 3¢ (HhEeKTHBHOCTH,



117

T u C npexncraBnsroT codoil cpenHre oObEMBbI TPYIIT JISYEHUSI B KOHTPOJIS,, COOTBETCTBEHHO, B
IAHHBIA JEHD.

TGI Beramcisim 11 Kaxxaou rpynmsl ¢ ucrnonszoBaaneM Gopmynsl: TGI (%) = [1-(Ti-Ty)/
(Vi-Vo)] x100; T; npencrapnsier coOoit cpeqHuii 00beM OIMyXOJId B IPYIIE JICYSHUS] B JaHHBIN
nenb, T, mpencrasnsier coOol cpenHuil 0OBEM OMyXOJM B TPYIE JIEUEHHs B JI€Hb Hadaja
aeueHust, Vi npeacTasisieT coboil cpenHuii 00beM ONyXOJiIH B KOHTPOJIBHON IpyIIe HOCUTENS B
ToM e neHb ¢ T, u V npencrasnsier coO0# cpenHuii 00BEM OMyXOJIH B IPYTIIE HOCUTENS B IEHb
HayaJa JIeYeHHUs.

(ii1) CraTucTUYEeCKUN aHaJINU3

CymMapHasi CTaTHCTHKA, BKIIFOUAsl CpeIHee 3HAUSHHUE U CTAHIAPTHYIO OLIHOKY CPEeIHEro
3HaueHus (SEM), npenocrasieHa s oObeMa ONMyXOJU B KaKAOW IPyNre B KaXIbI MOMEHT
BPEMEHH.

CratucTuyeckuii aHanu3 pasiuuuii B 0ObeMe OMyXOJM CPeau TPy MPOBOMMIH JUIS
JaHHBIX, TOJYYEHHBIX B HAWTYUIINI TePAeBTHYECKUH MOMEHT BPEMEHH TOCIIE TIOCNIETHEH 103BI.

Onnocroponuuit ANOVA npoBoawny st CpaBHEHHs 00beMa OMyXOJIH CPey TPy, U,
KOTZa TMOJy4aju 3HaYMMYI0 F-CTaTHCTHKY (COOTHOLICHHE NUCTIEPCHUU JIEYEHUs] M UCIIEPCUH
OMOKHM), CPAaBHEHUS MEXAy TIPyINIIaMH IPOBOJWIN C HCIIONb30BaHHEM Kpurepusi I efimca-
Xosemna. Bee nannble ananusuposanu ¢ ucnonbzoBanueM GraphPad Prism 5.0. Cratucruuecku
3HAYUMbIM cuntanu P < 0,05.

Hpumep 1: Tect 3¢ PexTuBnocTh in vivo BCY7683, BCY7825, BCY7826, BCY 8245,
BCY8253, BCY8254 wu BCYS8255 npu neuyenun wmbimeid BALB/c nude ¢
kceHoTpanciantatoM NCI-H292 (moaesib HemenkokaeTouHoro paka Jjierkoro (NSCLC))

1. 3agaga uccaenoBaHus

3amadeli uccinenoBaHusi Obula OLEHKA MPOTHUBOOMYXOJIEBOH 3(P(GEKTUBHOCTH in Vivo
BCY7683, BCY7825, BCY7826, BCY8245, BCY8253, BCY8254 u BCY8255 npu nedenun
mMonesbHbIX Mbiieit BALB/c nude ¢ kcenorpancmiantatom NCI-H292.

2. Cxema 3KCIIEpUMEHTA

Oobem
Ho3a MyTs
I'pynna | JIeuenue n AO3HPOBAHUSA Cxema
(mMr/kr) A03MPOBAHHUSA
(MKa/T)
1 Hocurens 3 |- 10 6/8 biw
2 BCY7683 3 | 5/3* 10 6/8 biw/qw**
3 BCY7825 311 10 6/8 biw
4 BCY7825 313 10 6/6 biw
5 BCY7825 313 10 6/8 qw
6 BCY7826 311 10 6/6 biw
7 BCY7826 313 10 6/6 biw
8 BCY7826 313 10 6/6 qw
9 BCY8245 3 | 1/3/52 10 6/6 qw
10 BCY8253 3 | 1/3/5a 10 6/6 qw
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11 BCY8254 3 | 1/3/5a 10 6/6 qw
12 BCY8255 3 | 1/3/5a 10 6/6 qw
13 BCY8245 3 | 3 mr/kr 10 6/8 qw
14 BCY8245 3 | 3 mr/kr 10 6/8 biw
15 BCY8245 3 | 5 mr/kr 10 6/6 qw
16 BCY8253 3 | 3 mr/kr 10 6/6 qw
17 BCY8253 3 | 3 mr/kr 10 6/8 biw
18 BCY8253 3 | 5 mr/kr 10 6/8 qw
19 BCY8255 3 | 3 mr/kr 10 6/6 qw
20 BCY8255 3 | 3 mr/kr 10 6/6 biw
21 BCY8255 3 | 5 mr/kr 10 6/6 qw

[Ipumedanue: n: KOJUYECTBO >KUBOTHBIX; OOBEM JO3HPOBAHHS. OOBEM IO3UPOBAHUS
JOBOIMJIM HA OCHOBE MAacchl Teja u3 pacyera 10 MKI/T.

*JlozupoBka BCY 7683 Obuta cHuKeHa 10 3 MI/KT € 7 CYTOK.

** CxeMy Jle4eHHsI KOPPEKTHPOBAIIU, UCXO/SI U3 MAaCChI TeJa B IEHb BBEIEHUSI.

3. MarepuaJbl

3.1 JKusommnuie u yciosus cooepicanus

3.1.1. )KuBotHble

Bua: Mus Musculus

Jlunwst: Balb/c nude

Bospact: 6-8 Henenb

Ilon: camku

Macca tena: 18-22 r

KomnuectBo >kuBOTHBIX: 12 wmbimeidn masi tectupoBanusi BCY7683, 21 wmbimb s
BCY7825 u BCY7826, 18 mbimeit g BCY8245, BCY8253, BCY8254 u BCY8255 mmoc
3aracHble

IMocTasmuk skuBoTHBIX: Shanghai LC Laboratory Animal Co., LTD.

3.1.2. YcnoBus copeprkaHus

Mpimeli copepkaid B WHANBUAYAJIbHO BEHTHJIMPYEMBIX KJIETKAX MPU TMOCTOSTHHOM
TEMIEPATyPe U BIAKHOCTH MO 3 KMBOTHBIX B KKIOU KJIETKE.

- Temnieparypa: 20~26°C.

- Bnaxxaocts 40-70%.

Kunerku: nsrorosnensl u3 noirnkapbonara. Pazmep cocrasisier 300 mm* 180 Mmx 150 mm.
MarepuaioMm NOICTHIIKY OBITH CEPALIEBIHBI KYKYPY3HBIX TOYATKOB, KOTOPbIE 3aMEHSLTH JIBA pa3a
B HEJIEJIIO.

Paunon: JXuBoTHble wMenu CBOOOAHBIA AOCTYN K CTEPUIM3OBAHHOMY OOJydeHUEM
CyXOMY IpaHyJMPOBAHHOMY KOPMY B XOJ€ BCErO NMEepUOAA UCCAEAOBAHMUS.

Bona: *KrBOTHBIE UMEJTH CBOOOIHBIN JOCTYT K MUTHEBOH BOJIE.

Unentudukanus knetok: MneHTU(UKALUOHHBIE SIPJIBIKYU JUTS KQXKIOH KIETKH CONepIKaiu
CIEeNYIOIIYI0 MWH()OPMAIIHMIO: KOJIHMYECTBO JKUBOTHBIX, TOJI, JIMHUS, AaTa IMOJyYEeHHs, JICYCHHE,

HOMCEDP UCIIBITAHWA, HOMEP I'PYIIIIbI U JaTa Ha4alJia UCIIbITAHUA.
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HI[GHTI/I(bI/IKaLII/IH JKUBOTHBIX:. JKUBOTHBIX MapKUPOBAJIM KOOAUPOBAHHUEM HaA yIIax.

3.2 Tecmupyemuvie u nonoscumenvHvie KOHMPOIbLHbIE 0OPA3YbI

4. CnocoObl u Oponucaypbl SKCIIECPHUMCHTA

4.1 Kynsmusuposanue xiemox

Onyxonesbie kjetku NCI-H292 nopnepxuBaloT B cpene,

armochepe 5% CO2 B Bozayxe. OnyxoneBble KJIETKH CTAHAAPTHBIM 00pa3oM CyOKYJIBTUBUPYIOT

nBa pasa B Hememo. Kierky, pacTymmue B SKCHOHEHIMANIbHOH ¢ase pocra, coOHparT H

IOTIOJIHEHHOH!

NOoACHUTBIBAOT AJIA MHOKYJISIOHUUN OITY XOJIN.

4.2 Hnoxynayus onyxonu

Kaxxmoit MbIlTn HHOKYJIMPYIOT TIOAKOKHO B MpaBblil 00k omyxosnesbie kieTkn NCI-H292
(10x10°) B 0,2 mut PBS muist pasButust onyxonu. JKHBOTHBIX Clly4aiiHbIM 00pa3soM pacipenesisitoT
Ha TPYNIbI U JIeYeHNe HAYMHAIOT, KOTAA CPeAHUNA 00BEM OINYXOJIM JOCTUTAET NMPUOIU3UTEIBHO

158-406 mm>. BBeneHne TecTHpyeMbIXx 00Opa3lOB M KOJMYECTBA JKMBOTHBIX B Ka)KIOW TPyIIIe

MPpEeaACTaBJICHBI B cneny}omeﬁ TaOJIUIE CXEMBI 9KCIICPHUMEHTA.

4.3 Honyuenue cocmasa mecmupyemo2o oopaszya

Jleuenue | {o3za(mr/mu) Cocras
Hocurenp | -- 2,5% DMSO0,10% Kolliphor, 50 MM Hepes, pH 7
PactBopurs 2,25 mr BCY7683 B 112 mxn DMSO, 3arem
05 pazbaBuTh 22,5 Mk ucxogHoro pacreopa 20 mr/min BCY 7683
’ nocpencrsom 90 Mk Kolliphor, 45 mxn 1 MM Hepes u 742,5
BCY7683
BOJIBL
03 PazbaButh pactBop s nosuposanusi 0,5 mMr/mi Oydepom u3
’ 2,5% DMSO, 10% Kolliphor u 50 MM Hepes, pH 7.
Jleuenue Ho3za(mr/mu) Cocras
Hocurens -- 25 MM ructuaus, 10% caxaposa, pH=7
Bydep TSt .
10% Kolliphor,50 MM Hepes, pH=7
COCTaBJICHUS
. PactBopure 3,2 mr BCY7825 B 3,2 mn Oydepa mns
COCTaBJICHUS
BCY7825
03 Pazb6asuts 270 Mkt BCY7825 B koHUeHTpamu 1 Mr/mi B
’ 630 Mk Oyepa st COCTaBICHHUS
o Pazbasute 90 mxn BCY7825 B xoHueHtpauuu 1 mr/mi B
’ 810 mkx Oydepa 11t COCTaBICHUS
BCY7826 bygep ans | 25 MM ructuaus, 10% caxaposa, pH=7

10%

MHAKTHUBUPOBAHHOW HAarpeBaHHEeM OHMOPHOHAJIBHONW Tensube cbhiBOpoTkoi, mpu 37°C B
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COCTaBJICHUS
PactBopure 3,2 mr BCY7826 B 3,2 mu Oydepa mns
: COCTaBJICHUS
Pazbasuts 270 Mkt BCY7826 B koHLeHTpamu 1 Mr/mi B
0 630 Mk Oydepa st COCTaBICHHS
Pazbasute 90 mxn BCY7826 B koHueHTpauuu 1 mMr/mi B
o1 810 Mk Oydepa 1n1st COCTaBICHUS
Tectupyembiii | Konu.
Cocras
o0pa3zen (Mr/mur)
Hocurens - 25 MM ructuaus, pH 7, 10% caxaposza
1 Pacteopurs 1,61 mr BCY8245 B 1,604 M Oydepa (HocuTens)
PazbaButrs 90 Mkn ucxomHoro pactBopa 1 mr/min BCY8245
o1 nocpenctsom 810 mxi Oydepa (HocUTeEb)
BCY8245 Pazbasute 270 mxn ucxomgHoro pactsopa 1 mr/mun BCYS8245
% nocpenctsom 630 Mk Oydepa (HocUTeb)
PazbaButh 450 mka ucxomgHoro pactsopa 1 mr/mn BCY8245
o nocpenctsom 450 mki Oydepa (HocuTeb)
1 Pacteopurs 1,15 mr BCY8253 1,116 ma Oydepa (Hocutennb)
PazbaBute 90 Mkn ucxomgHoro pacteopa 1 mr/ma BCY8253
o1 nocpencteoM 810 Mkt Oydepa (HocUTEND)
BCY8253 PazbaButh 270 Mka ucxomgHoro pactsopa 1 mr/mn BCY8253
% nocpencteom 630 Mk Oydepa (HOCUTEND)
PazbaButh 450 Mka ucxomgHoro pactsopa 1 mr/mn BCY8253
0 nocpencteom 450 Mkt Oydepa (HoCUTEND)
1 Pacteopurs 1,80 mr BCY8254 1,789 ma Oydepa (Hocurenn)
PazbaBure 90 Mk mcxomHoro pactsopa | mr/mn BCY8254
o1 nocpencteoMm 810 Mkt Oydepa (HocUTeNb)
BCY8254 Pazbasute 270 Mka ucxomgHoro pactsopa 1 mr/mn BCY8254
o nocpencteoM 630 Mkt Oydepa (HOCUTEND)
PazbaBute 450 Mkn ucxomgHoro pactsopa 1 mr/mn BCY8254
0 nocpencteoM 450 Mkt Oydepa (HocUTeENb)
BOYS25S . PactBoputs 1,30 mr BCY8255 1,192 ma 50 MM cmecu
anerar/ykcycHas kuciota, pHS, ¢ 10% caxaposoi




121

PazbaButre 90 Mkn mcxomHoro pactsopa 1 mr/mi BCY8255

0,1 nocpencteom 810 mxn 50 MM cmecu amnerar/yKCycHas
kucnota, pHS, ¢ 10% caxaposoii
Pazbasute 270 mka ucxomgHoro pacteopa 1 mr/mn BCY8255
0,3 nocpencteom 630 mxn 50 MM cmecu anerar/yKCycCHas
kucnota, pHS, ¢ 10% caxaposzoii
PazbaButp 450 mka ucxomgHoro pacteopa 1 mr/mun BCY8255
0,5 nocpencteom 450 mxn 50 MM cmecu anerar/yKCcycHas
kucnota, pHS, ¢ 10% caxaposzoii
TecTupyembiii | Konu.
Cocras
o0pa3zen (Mr/mu)
Hocwurens - 25 MM ructuaus, pH 7, 10% caxaposa
Pacteopurs 10,56 mr BCY8245 B 10,518 My rucTUIMHOBOTrO
BCY8245 1
Oydepa
PazbaBute 400 mxn ucxomnoro pactsopa 1 mr/min BCY8245
BCY8245 0,5
nocpenctsom 400 MKJI THCTUAMHOBOTO Oy depa
PazbaButh 240 mka ucxomgHoro pacteopa 1 mr/min BCY8245
BCY8245 0,3
nocpencTsoM 560 MKJI THCTUIAMHOBOTO Oydepa
PactBoputs 11,35 mr BCY8253 B 11,010 My rUCTUAMHOBOTO
BCY8253 1
Oydepa
Pazbasuts 400 Mkt 1 mr/min ucxomnoro pactsopa BCY8253 400
BCY8253 0,5
MKJI THCTHIMHOBOTO Oydepa
PazbaBute 240 mka ucxomHoro pacteopa 1 mr/mu BCY8253
BCY8253 0,3
nocpencTeoM 560 MKJI THCTUIAMHOBOTO Oydepa
BCY8255 1 Pacteoputs 10,78 Mr BCY8255 B 10,715 mu aneratHoro Oy depa
PazbaButre 400 mxa umcxomHoro pacteopa 1 mr/mim BCYS8255
BCY8255 0,5
nocpencteoM 400 Mkt anietaTHoro Oydepa
PazbaBute 240 mka ucxomHoro pacteopa 1 mr/mim BCYS8255
BCY8255 0,3

2

nocpencTeoM S60 Mk anieTaTHoro Oydepa

1. TuctngunoBeiii 6ydep: 25 MM eucmuoun, pH7, 10% caxaposa

2. Aueratnbiii Oydep: SO0 MM anerar/ykcycHas kucnota, pH 5, 10% caxaposa

3. Ucxomnsie pactBopel BCY8245(1 mr/mu), BCY8253(1 mr/mm) u BCY8255(1 mr/mu)

pacripenessiiii B UHAUBUAY aJIbHbIe MPOOHPKHU 1 XpaHu npu -80°C

4.4 Bzamue obpazyos
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B xoH1e nccnenoBanusi NpOBOAWIIM B3ITUE TUIa3Mbl yepe3 S MuH, 15 muH, 30 muH, 60 MuH
1 120 MuH nocJse nocieaHero 103UpOBAHUS.

S. PesyabTartel

5.1 Kpusvie pocma onyxonu

Kpussie pocra omyxonu npeactasieHsl Ha ¢ur. 1-10.

5.2 Pecucmpayus obvema onyxonu

Cpennnii 06beM OIMyXOJIM ¢ TEYCHHEM BPEMEHHU y camok Mbiineit Balb/c nude, nmeromux
kceHoTpancruianTat NCI-H292, npencrasnen B Tabnumax HIKe:

Tabauna S: Perncrpanus od0beMa onyxoJu ¢ Te4eHHeM BpeMeHH

CyTku nocJie Ha4aJIa JeyeHust
Jleuenue

0 2 4 7 9 11 14 16

Hocurenn, biw 1754  321+£28 40751 538+35 620+£27 712+60 879+88 --

BCY7683,
176+1
5/3 MF/KF,l 16218 97+16 8817 72414  58+16 4749 -

biw/qw

Tabuauua 6: Perucrpanus o0bema onyxoJiu ¢ Te4eHHeM BpeMeHH

CyTkH nocJie Ha4YaJIa JeYeHHus
Jleuenue

0 2 5 7 9 12 14

Hocureb,
bi 158+11 22747 302425  398+47 452447 558446  718+79
4

BCY7825,

1 mr/kr, 15611 214420 332431 444446  505+£62  605+£52  754+66
biw

BCY7825,

3 Mr/kr, 159+28 195+29 119+30 102+35 103£35  65+21 73+24

biw
BCY7825,
3 mMr/kr, 157+17 179+22 162+18 179420 146+23 10948 11625

qw
BCY7826,
1 mr/xr, 157£15 22343 297413 350+10 449469  530+71  625+111

biw
BCY7826,
3 mr/kr, 158+27 171+£32 121+25 110+29 99+22 87+£16 91+£19

biw
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BCY7826,
3 mr/kr, 157£10  183£14 215432 284435 319433  247+14

qw

298+16

Tabauna 7: Perucrpanus o0beMa onyXxoJu ¢ Te4eHHeM BpeMeHH

CyTKH mocJjie Ha4YAJIa JeYeHust
Jleuenue

16 19 21

Hocurenan, biw  895+160 1026+175 1107£210

BCY7825,
1 mr/xr, 890+126 982133 1063+139

biw

BCY7825,
3 mr/kr, 87426 8128 8029

biw

BCY7825,
3 mr/kr, 130+30 133+28 17734

qw

BCY7826,
1 mr/xr, 671109  731+144 774151

biw

BCY7826,
3 mr/kr, 88+19 75423 93433

biw

BCY7826,
3 mr/kr, 33313 378+19 425425

qw
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Tabauua 8: Perncrpanus o6beMa onyxoJiu ¢ TedeHHeM BpeMeHH

Tleuenue 0 2 4 7 9 11 14 16
Hocurean, qw 41077 51669 627¢61  931£141 11184225 12084257 14954365  1743+419
BCY8245,

1/3/5 mr/kr, qw 40465 39142 542414 721£136 7624115 60795 614+89 62693
BCY8253

1/3/ mr/xr, qw 40115 420+34 53626 789471 713+29 50365 637413 70840
BCY8254

1/3/5 mr/xr, qw 408465 442+48 60171 737476 T4T+73 56547 54353 50926
BCY8255,

1/3/5 mr/xr, qw 40862 482+50 58239 750+111 77196 69858 670483 76159
Tleuenne 18 21 23 25 28 30 32 35
Hocurens, qw 1950+551 2149+639

BCY8245,

1/3/5 mr/xr, qw 611493 654+152 7324139 7554132 7134114 762165 968290 11194216
BCY8253

1/3/5 mr/xr, qw 65895 697:£140 685110 737481 930100 965+163 10204185 129326
BCY8254

1/3/5 mr/xr, qw 623443 68497 740482 771158 84055 856129 88380 1004171
BCY8$255, 838127 856163 1003£170 1058211 11034233 11824258 12594226 13204267
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1/3/5 mr/kr, qw
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Tabauna 9: Perncrpanus o0beMa oOnyxoJiu ¢ Te4eHHeM BpeMeHH

CyTKH nocJjie HA4AJIa JJedYeHust
Jleuenue

0 2 4 7 9 11 14

HOCHTE/Ib, W 161+2 270+14  357+14  448+17 570x16 72036  948+61

BCY8245,
160£5 22011  266+15  218+23  167+10 161+36  149+43
3 mr/kr, qw

BCY8245,

162+13 243+19 211£12 101+£11 100+8 87+7 65+3
3 mr/kr, biw

BCY8245,

160+£9 176+7 19143 105+8 82+3 91+14 83+8
S mr/kr, qw

BCY8253,

162+7 187+9 176+£20  159+15 14748 114+13 9843
3 mr/kr, qw

BCY8253,

162+14 17449 149+7 70+2 68+6 58+2 49+5
3 mr/kr, biw

BCY8253,

161£10 161+9 121+9 9743 7946 8248 6849
S mr/kr, qw

BCY8255,

162+8 195+14  160+5 123+1 108+5 104+3 100+9
3 mMr/kr, qw

BCY8255,

162+15 204+16 14811 132+16 102+20 106+£38  96+35
3 mr/kr, biw

BCY8255,

164+8 171+8 103+9 10145 89+11 87+32 97+44
S mr/kr, qw

5.3 Auanuz uneubuposanusi pocma onyxonu

Ckopocts uHruOupoBanusi pocra omyxonu mis BCY7683, BCY7825, BCY7826,
BCY8245, BCY8253, BCY8254 u BCY8255 B monenu ¢ kcenorpancmiantarom NCI-H292 na
14 cyTKH BBIMUCIISTA HA OCHOBE U3MEPEHUsI 00beMa OMyXOJTH.

Ta6auna 10: AHanu3 HHrHOUPOBAHUS POCTA OMYXOJIH

3nauenue P 1no
Oo0bem onyxoun

Jleuenune T/C (%) TGI (%) cpaBHeHu0 c
()2
HOCHTEJIeM
Hocurean, biw 879+88 - - -
BCY7683,
479 5.3 1184 p<0,001

S mr/kr, biw/qw

a. Cpennee 3Hauenue + SEM.
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b. UnrubupoBanue pocta OMyXOJM BBIYUCISIOT MyTeM AEJSHHs CPEIHEro Mo rpyIine
o0beMa OMyXOJIH AJIsi TPYIIIIbI JISYSHHUS Ha CPEAHUH MO TpyTIre 00beM OMyXOJH IJIsi KOHTPOJIbHOM
rpymmsl (T/C).

Ta6auua 11: AHanu3 HHrHOMPOBAHHS POCTA ONMYXO0JIH

Oobem ONyX0.1u
Jleuenune T/C? (%) TGI (%) 3Hayenue P
(mm)?

Hocurenas, biw 1107£210 - - -

BCY7825,1

1063+139 96,0 43 p>0,05
mr/kr, biw
BCY7825,

80+29 7,3 108.3 p<0,001
3 mr/kr, biw
BCY7825,

177+£34 16,0 97,9 p<0,001
3 mr/kr, qw
BCY7826,

774+151 70,0 34,9 p>0,05
1 mr/kr, biw
BCY7826,

93433 8.4 106,9 p<0,001
3 mr/kr, biw
BCY7826,

425425 38,4 71,7 p<0,01

3 mr/kr, qw

Tabnauna 12: AHanu3 HHrHOUPOBAHUSA POCTA OIYXOJIH

3nauenue P 1no
O0bem omyxoun

Jleuenune T/C? (%) TGI (%) cpaBHeHHIO c

(mm?)?

HOCHUTEJIEM

Hocureas, qw 2149+639 -- -- -
BCY8245, 6544152 30,4 85.7 $<0,05
1/3/5 mr/kr, qw
BCY8253 6974140 32.4 83.0 <0,05
1/3/5 mr/kr, qw
BCY8254 684497 31.8 84.1 $<0,05
1/3/5 mr/kr, qw
BCY8255, 8564163 39.8 74,2 $<0,05

1/3/5 mr/kr, qw

a. Cpennee 3Hauenue + SEM.

b. MarndupoBanue pocra OMYXOJU BBIYHUCISIOT IMYyTEM JEJECHUS CPEOHEro IO TpyIie
o0BeMa OITyXOJIH IJIsl TPY B JISUEHUS] HA CPEIHUI 10 TpyIine 00beM OMyXOJIH ISl KOHTPOJIbHON
rpymmel (T/C).
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Ta6auna 13: AHanu3 HHrHOUPOBAHHS POCTA ONMYXO0JIH

3uauenue P 1no
O0bem omnyxouiu

Jleuenue T/C* (%) TGI (%) cpaBHeHuw c

(m)?

HOCHTeJIeM

Hocureas, qw 948+61 -- - -
BCY8245,

149+43 15,8 101,4 p<0,001
3 mr/kr, qw
BCY8245,

65+3 6,9 1122 p<0,001
3 mr/kr, biw
BCY8245,

83+8 8,8 109,8 p<0,001
S mr/kr, qw
BCY8253,

98+3 10,4 108,1 p<0,001
3 mMr/kr, qw
BCY8253,

49+5 5,2 1143 p<0,001
3 mr/kr, biw
BCY8253,

68+9 7,2 111,9 p<0,001
S mr/kr, qw
BCY8255,

100+9 10,6 107,9 p<0,001
3 mMr/kr, qw
BCY8255,

96+£35 10,1 108,5 p<0,001
3 mr/kr, biw
BCY8255,

97+44 10,2 108,5 p<0,001

S mr/kr, qw

a. Cpennee 3Hauenue + SEM.

b. MarnbupoBanue pocra OMyXOJH BBIMHUCISIOT MYyTEM JEJICHUS CPEOHEro IO TpyImie
o0BeMa OIyXOJIH IJIsl TPY B JISUEHUS HA CPEIHUI 10 TpyIine 00beM OMyXOJIH ISl KOHTPOJIbHON
rpymmsl (T/C).

6. O0o01IeHne U O0CYKIEHUE PE3YIBLTATOB

B »TOM wuccnenoBaHMM OLEHHBAJIN TepaneBTHUECKYO 3¢p¢exkruBHOocT BCY7683,
BCY7825, BCY7826, BCY8245, BCYS8253, BCYS8254 wu BCY8255 B wMomenu c
kceHoTpaHcruianTatoM NCI-H292. M3mepeHHbIe 00beMBI OMYXOJH BO BCEX IPYMIAX JICUEHHS B
pa3IUYHBIE MOMEHTBI BPEMEHH MpencTaBieHbl Ha ¢ur.1-10 u B Tabnumax 5-13

Cpennuii pasmMep OMyXOJH y MBIIIEH, KOTOPBIM BBOIMIIA HOCUTEND, HocTurai 879 mm? Ha
14 cytkun. CY7683 B mo3ze 5 MI/mpOAEMOHCTPUPOBANT OBICTPYHO) PErpeCcCHI0 OMyXOJIH MOCIe
JIeYeHUs], OJHAKO JICYEHHE MHAYLMPOBAJIO BBIPAXKEHHOE CHUXKEHHE MACChI TeJld, B PE3yJIbTaTe

4ero JO3MPOBAHME NMPEKpalaid Ha 3 CYTKH U AOBOAWIM A0 3 Mr/kr Ha 7 cyTku. Hakower,
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BCY7683 (TV=47 wmwm3, TGI=1184%, p<0,001) umen OUYEBHIHYIO MPOTHBOOIMYXOJEBYIO
3¢} (eKTUBHOCTD M BCE MBIIIH BbDKWIIN 10 KOHLA JIEUEHUSI.

Cpennuii pa3mep OMyXOJH Y MBIIIEH, KOTOPBIM BBOIMIM HOCHTEND, noctur 1107 mm® Ha
21 cytku. BCY7825 B nose 1 mr/kr (TV=1063 mm?, TGI=4,3%, p>0,05) He UHIyUHUPOBA
HHUKAKOW MPOTHBOOMyX0JeBoi akTuBHOCTH, BCY7825 B mo3e 3 mr/kr biw (TV=80 m m’,
TGI=108,3%, p<0,001) u 3 mr/kr qw (TV=177 mm?, TGI=97,9%, p<0,001) BbI3bIBAIl PErPECCHIO
OIyXOJIU M MPOAEMOHCTPHUPOBAJ BBIPAYKEHHYIO IPOTHBOOIYXOJIEBYIO aKTUBHOCT.

BCY7826 B moze 1 mr/kr (TV=774 mm3, TGI=34,9%, p>0,05) He umeNn 3aMeTHOI
POTHBOOIMYX0JeBoi aktuBHOCTH, BCY7826 B no3e 3 mr/kr biw (TV=93 mm3, TGI=106,9%,
p<0,001) u 3 mr/kr (TV=425 mm?, TGI=71,7%, p<0,01) qw obecre4nBa 3aBUCUMYO OT YaCTOTHI
JIO3UPOBAHUS MIPOTUBOOIYXO0JIeBYI0 akTUBHOCTh. Cpenn Hux BCY7826 B nose 3 mr/kr biw u
HZYLIMPOBAJI 3aMETHYIO PETPECCUIO OIYXOJIH.

BCY8245, BCY8253, BCY8254 u BCYS8255 B noze 1 mr/kr He obecnedyuBa
3HAYUTENIHON MPOTHUBOONYXOJEBOH AKTHBHOCTH, BCE YEThIpE TECTUPYEeMbIX oOpasua
IPOJEMOHCTPUPOBAIM 3aMETHYIO IPOTHUBOOIYXOJEBYI0 AaKTUBHOCTb IIOCJIE YBEJWYEHUs
IO3UPOBKU 10 3 MI/KT ¢ 7 CyTOK, OfHAKO 3(QEeKTHBHOCTH Jajee He IMOBBIIANACH ITOCIE
yBENMUEHHUsT JO3UPOBKM 10 S5 wmr/kr Ha 21 cytkm. B a3tom wmccnemoBanum Bce U3
IPOTECTUPOBAHHBIX KUBOTHBIX IIPOJIEMOHCTPUPOBAIN HEU3MEHHOE CHUKEHHIE MACChl TeJIa B XOJe
peXxrMa AO3UPOBAHMUS, 5TO MOXET OBbITb CJIEACTBHEM OIyXOJIEBOW HArpy3KU U TOKCUYHOCTH
TECTHPYEMBbIX 00pPa3LIOB.

BCY8245 B nose 3 mr/kr, qw (TV=149 mm3, TGI=101,4%, p<0,001), 3 mr/kr, biw (TV=65
MM, TGI=112,2%, p<0,001) u 5 mr/kr, qw (TV=83 mm3, TGI=109,8%, p<0,001) umen
3HAYUTEJbHYIO IPOTHBOOIYXOJIEBYIO aKTUBHOCTb.

BCY8253 B nose 3 mr/kr, qw (TV=98 mm3, TGI=108,1%, p<0,001), 3 mr/kr, biw (TV=49
m M, TGI=114,3%, p<0,001) u 5 mr/kr, qw (TV=68 mwm3, TGI=111,9%, p<0,001) umen
3HAYUTEJbHYIO IPOTHBOOIYXOJIEBYIO aKTUBHOCTb.

BCY8255 B nose 3 mr/kr, qw (TV=100 mm3, TGI=107,9%, p<0,001), 3 mr/kr, biw (TV=96
M M3, TGI=108,5%, p<0,001) u 5 mr/kr, qw (TV=97 mm’, TGI=108,5%, p<0,001) umen
3HAYUTEJBbHYIO IPOTHBOOIYXOJIEBYIO aKTUBHOCTb.

Bce u3 nporecTrpoBaHHBIX 00pa3loB B 03¢ 3 MT/KT, qW, 3 MT/KT, biw u 5 Mr/kr, qw
NPOEMOHCTPUPOBATIN CPABHUMYIO TPOTHBOOMYXOJIEBYK) AaKTHBHOCTh, 3(P(EKTHBHOCTH HE
MOBBIIIAJACH J1aJIee MOCTIe YBEIUUYCHUS TO3UPOBKHU HITH YaCTOTHI TO3UPOBAHMSL.

B stom wuccnemoBaHum >KMBOTHBIE, KOTOphiM BBOmIM BCYS8253 B mose S5 wr/kr,
NPOIEMOHCTPUPOBAJIH CPEIHEE CHIDKEHHE Macchl Tena Oonee 15% Ha 9 CyTkH, y MbIIIeH B IPyTHX
rpymIax Macca Teja COXpaHsulach XOPOLIO.

Hpumep 2: Tect 3¢ PexTuBHOCcTH in vivo BCY7825, BCY8245, BCY8253, BCY8254 u
BCY825S5 npu neyenun mbimeii jedyenne CB17-SCID ¢ kcenorpancniiantatom HT-1376
(Moaesib paka MO4eBOro Mmy3bipsi)

1. 3agaga uccaenoBaHus

3amadeli MCCIENOBAHUS SIBSIETCSl OLIEHKA MPOTHUBOOMYXOJEBONH 3P PEKTUBHOCTH il ViVo
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TecTUpyeMbIx o0Opasios npu jedeHnn Moimeir CB17-SCID ¢ kcenotpancmianrarom HT-1376.

2. Cxema SKCIIepUMeEHTA

O6bem Myt
Ho3a
I'pynna | Jleuenune n Ao3uposBaHu | no3uposaH | Cxema
(mr/kr)
s1 (MKJ/T) usi
1 Hocurens 3 -- 10 B/B qw
2 BCY7825 3 1 Mr/kr 10 B/B qw
3 BCY7825 3 3 mMr/kr 10 B/B qw
4 BCY8245 3 1/32 mr/xr | 10 B/B qw
5 BCY8253 3 1/32 mr/xr | 10 B/B qw
6 BCY8254 3 1/32 mr/xkr | 10 B/B qw
7 BCY8255 3 1/32mr/kr | 10 B/B qw
8 Hocurens 5 -- 10 B/B qw
9 BCY8245 3 3 Mr/kr 10 B/B qw
10 BCY8245 3 3 mr/kr 10 B/B biw
11 BCY8245 3 5 mMr/kr 10 B/B qw
12 BCY8253 3 3 mr/kr 10 B/B qw
13 BCY8253 3 3 mr/kr 10 B/B biw
14 BCY8253 3 5 mMr/kr 10 B/B qw
15 BCY8255 3 3 mr/kr 10 B/B qw
16 BCY8255 3 3 Mr/kr 10 B/B biw
17 BCY8255 3 5 mr/kr 10 B/B qw

1 Mr/Kkr B TeueHHe NepBOi HEAENTH U 3 MI/KT' B TEUEHHUE MOCIESNYIOIUX 2 HEAETb

3. Marepuansl

3.1 XKusomnvie u ycnosus cooepocanusi

3.1.1. XKuBoTHbIe

Bun: Mus Musculus

Jlunus: CB17-SCID

Bospact: 6-8 Henenb

ITon: camxu

Macca tena: 18-22 r

KonnuectBo xKUBOTHBIX: 21-41 MBIIIB MUIFOC 3aM1aCHbIE

IMoctaBuuk sxuBoTHBIX: Shanghai LC Laboratory Animal Co., LTD.

3.1.2. YcnoBus copepxaHus

Mpimeii copep;kaau B WHAUBHUAYAJIBHO BEHTHWIMPYEMBIX KJIETKAaX MPU IMOCTOSHHOU
TEMIIEPaTyPe U BJIAKHOCTH C 3 WU 5 )KUBOTHBIMU B KAXKIOU KIIETKE.

- Temnieparypa: 20~26 °C.

- Bnasxxnocts 40-70%.

Knerku: nsrorosnens! u3 noirnkapbonara. Pazmep cocrasisier 300 mm* 180 Mmmx 150 mm.
Martepuanom NOACTHIKY OBUTH CEPALIEBUHBI KYKY PY3HBIX ITOYATKOB, KOTOPBIE 3aMEHSLIH ABa Pa3a

B HEIOCJIIO.
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Paunon: JXuBorHble wMenu CBOOOAHBIA AOCTYN K CTEPWIM3OBAHHOMY OOJydeHHUEM
CYyXOMY IpaHyJMPOBAHHOMY KOPMY B XOJ€ BCErO NMEePUOAA UCCIEAOBAHMUS.

Bona: *krBOTHBIE UMEJTH CBOOOIHBIN JOCTYT K MMUThEBOH BOJIE.

Unentudukauus kinetok: MneHTH(UKALUOHHBIE SIPJIBIKYU TSI KQXKIOH KIIETKH CONepIKaiu
CIIeNYIOIIYI0 MH(POPMAIIHMIO: KOJIHMYECTBO JKUBOTHBIX, TOJI, JIMHUS, AaTa IMOJYyYCHHS, JICYCHHE,
HOMEp MCIMBITAHUS, HOMEP TPYIIbl U JaTa HavaJla UCIBbITAHUS.

UnenTudukanys KUBOTHBIX: »KUBOTHBIX MAPKHUPOBAIN KOJUPOBAHUEM Ha YIIaX.

4. CnocoObl u Oponcaypbl SKCIICPHUMCHTA

4.1 Kynsmueuposanue xiemox

Knerku onyxonu HT-1376 nogaep:xuBanu in vifro B Ka4€CTBE KyJIBTYPbI B BUZI€ MOHOCJIOS
B cpene EMEM, nononnenHoi 10% MHaKTHBUPOBAHHON HarpeBaHUEM SMOPHOHAIBLHOM TesTubeit
ceiBopotkol, mpu 37°C B atmochepe 5% CO2 B Bozayxe. OmyxoJieBble KIETKH CTaHIAPTHBIM
0o0pa3oM CyOKyJIbTUBHPOBAJIN [[BA pa3a B HENEJIO MocpencTBoM obpaborku TpurncuHoM-EDTA.
Knerku, pactymue B SKCIOHEHLMANBHOH (aze pocra, COOMpasd M TMOACYUTBHIBAIH IS
MHOKY/JISILIUHU OIyXOJIH.

4.2 Huokynayus onyxonu

Kasxnoi MpIy MOAKOXHO MHOKYJIMPOBAJM B MpaBblii 00k onyxonessle kieTkn HT-1376
(5%10%) B 0,2 mxt PBS ¢ matpuresem (1:1) st popmuposanust omyxosu. JKUBOTHBIX CITydaiiHbIM
00pa3oM pacrpesensuid Ha TPYIIbL, KOrga CpeaHuii o0beM omyxoiu mocturai 153-164 mm?.
Benenue Tectipyembix 00pa3LoB M KOJIMYECTBA )KUBOTHBIX B K&KAOH IpyIIe MpeACTaBIeHbI B
TabJIUIEe CXeMBbI SKCIIEPUMEHTA.

4.3 Ilonyuenue cocmasa mecmupyemo2o oopasya

Tectupyembiii | Konu.

Cocras
o0pazen (Mr/mn)
Hocurens - 25 MM ructunus, pH 7, 10% caxaposa

PazbaBute 90 mka umcxomHoro pactesopa 1 mr/mn BCY7825
BCY7825 0,1 )

nocpencrsoM 810 mxi 10% Kolliphor, 50 MM Hepes, pH 7

PazbaButh 270 Mk ucxogHoro pactsopa 1 mr/mun BCY7825
BCY7825 0,3 )

nocpencraoM 630 mxi 10% Kolliphor, 50 MM Hepes, pH 7

PazbaButh 90 Mk ncxogHoro pactsopa 1 mr/min BCY8245 810
BCY8245 0,1

MKJ Oydepa (HocuTeb)

PazbaBute 270 mxa ucxomgHoro pactsopa 1 mr/mum BCY8245
BCY8245 0,3

630 mkx Oydepa (HocuTennp)

PazbaButh 90 Mk ncxomgHoro pactsopa 1 mr/min BCY8253 810
BCY8253 0,1

MKJ Oydepa (HocuTeb)

PazbaBute 270 mxn ucxomgHoro pactsopa 1 mr/mun BCY8253
BCY8253 0,3

630 mkx Oydepa (HocuTenns)
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PazbaButh 270 MKJI HCXOIHOTO pacTBOpa

1 mr/mt BCY8254

2

560 mkn aneratHoro Oydepa

BCY8254 0,3
630 mkx Oydepa (HocuTennp)
PazbaBute 900 mxx mcxomgHoro pacrsopa 1 mr/mim BCY8255
BCY8255 0,1
810 mxux Oydepa (HOCHTED)
PazbaBute 270 mxa ucxogHoro pacrsopa 1 mr/mum BCY8255
BCY8255 0,3
630 mkx Oy¢epa (HocuTens)
TecTupyembiii | Konu.
Cocras
o0pa3zen (Mr/ma)
Hocurens - 25 MM ructuaus, pH 7, 10% caxaposa
Pazbasute 400 mka ucxomHoro pactBopa 1 mr/ma BCYS8245
BCY8245 0,5
400 Mk ructunuHOBOTrO Oy epa
PazbaBute 240 My ucxomgHoro pactsopa 1 mr/mu BCY8245
BCY8245 0,3
560 Mk rucTuanHOBOTO Oy depa
Paz6asute 400 mMkn ucxomgHoro pacrsopa 1 mr/mn BCY8253
BCY8253 0,5
400 MKJ TUCTUIUHOBOTO Oyepa
PazbaBute 240 Mkn ucxomgHoro pacrsopa 1 mr/mn BCY8253
BCY8253 0,3
560 Mk rucTuanHOBOTO Oy depa
PazbaButh 400 Mk ucxomHoro pactsopa 1 mr/ma BCY8255
BCY8255 0,5
400 Mk aneraTHoro oydepa
PazbaButh 240 mka ucxomHoro pactsopa 1 mr/ma BCY8255
BCY8255 0,3

1. TuctununoBblid Oydep: 25 MM eucmuoun, pH7, 10% caxaposa

2. Aueratubiii Oydep: 50 mM ayemam/yxcycnas kucioma, pH 5, 10% caxaposa

4.4 Baamue obpazyos

B koHI11e uccnenoBanus MPOBOAWIM B3SITHUE IJIA3Mbl B rpynnax 3, 4, 5, 6 u 7 yepes3 S MuH,
15 muH, 30 mun, 60 MuH 1 120 MUH KOCIE TOCAEHETO N03UPOBaHUsl. B3sTHe muasMsl B rpynmnax
11, 14 u 17 npoBoaunu yepe3 S muH, 15 mun, 30 mun, 60 MuH 1 120 MUH TOCIIE TOCAEAHETO 103
uposanusi. M3sneuenne onyxonu B rpynnax 11, 14 u 17 nposoaunu yepes 2 4 nocie nocaeqHero

noszuposaHus. M3snedenue onyxonu B rpynmnax 8, 9, 10, 12, 13, 15 u 16 npoBoaunu vyepes 2 4 i

OCJI€ TOCNIEAHETO NO3UPOBAHUSA.

5. Pe3ynbTarsl
5.1 Kpusvie pocma onyxonu

Kpusbie pocra onyxonu npeacrasieHsl Ha ¢ur.11-18.

5.2 Pecucmpayus obvema onyxonu

Cpennuii oObeM OImyxoiu ¢ TedeHneM BpeMeHH y camok Meieit CB17-SCID, nmeromux

kceHoTpancruianTat HT-1376, npencrasnen B Tabnunax 14 u 15.
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I'pynn CyTkH nocje HayaJa jJeqyeHHs

Jleuenune
a 0 2 4 7 9 11 14 16 18 21
1 Hocurens, qw 168+37  220+47 274456  391£73 442475 503482  576+£84  649+81  801+84 884481

BCY7825,
2

1 mr/kr, qw 165£26 222442  2804+36 385431 431+21 478+31 546+17  636+£37  603+94 772101
3 BCY7825,

3 mr/kr, qw 165+23 195£26  209+£12  307£24 365421 35815  412+13 423+£19  467+14 545+9
‘ BCY8245,

1/3 mr/kr, qw 164+16 184+12 20614 265421 291+£10  281+£28  335+16  354+11 309+19 347+14
s BCY8253,

1/3 mr/kr, qw 163+£37  201+47  240+42  333+£49  358+19  305+£28 370433 38641 348+15 448+19
¢ BCY8254,

1/3 mr/kr, qw 162+17 15618  200+£22  305+£28  338+55 326433 419436 429442 453434 539+75
. BCY8255,

1/3 mr/kr, qw 162428  198+40  257+43  352+49 375481 332422  385+45 440412 514+144  549+149

Ta6auua 9: Perucrpanus o6beMa OnmyxoJiu ¢ Te4eHHeM BpeMeHH
CyTKH nmocJjie HA4aJIa JedeHust
I'pynna Jleuenue
0 5 7 9 12 14

8 Hocurens, qw 15316 266430 398+41 529456 721+76 908+91 1069+90

BCY8245,
9 153+£26 254+53 298+69 398+61 468+73 502+67 603+76

3 mr/kr, qw
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BCY8245,

10 154430 248+58 203+15 273+45 356+50 391+£53 407+£53
3 mr/kr, biw
BCY8245,

11 153£15 237+41 228+36 317£31 394420 438+31 465+33
S mr/kr, qw
BCY8253,

12 153+12 209+9 269+8 343+£29 447433 466125 533+29
3 mr/kr, qw
BCY8253,

13 153+13 214433 246+18 286+23 364+41 400+33 442445
3 mr/kr, biw
BCY8253,

14 153£15 217+49 231+49 308+£36 360+44 401+£70 442462
S mr/kr, qw
BCY8255,

15 153122 23343 28446 358+£27 476+40 486165 538+59
3 mr/kr, qw
BCY8255,

16 153£21 233+33 218423 298+45 336+42 365431 390+40
3 mr/kr, biw
BCY8255,

17 152+17 233+30 290+4 338+10 40626 459+68 516+64

S mr/kr, qw
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5.3 AHann3 THrHOUPOBAHUS POCTA OMYXOJIH

CxopocTh MHTMOMPOBaHHUSI POCTa OIMYXOJH JUI TECTUPYEMBIX OOpas3lOoB B MOZIETH C
kceHoTpaHcruianTatroM HT-1376 BeMUCIAIN HA OCHOBE U3MEpPEHHs 00beMa OnyXoiu Ha 21 cyTku
MIOCJI€ Ha4yaJja JICUYEeHUs

Ta6auna 16: AHanu3 HHTrHOMPOBAHHS POCTA ONMYXO0JIH

3nauenne P no

O6bem T/CP TGI
I'pynna Jleuenune CPABHEHHIO c
omyxosu (Mmm3?)? (%) (%)
HOCHTeJeM
1 Hocurean, qw 884+81 -- -- --
BCY7825,
2 772+101 87,3 15,2 p>0,05
1 mr/kr, qw
BCY7825,
3 54549 61,6 46,9 p<0,05
3 mr/kr, qw
BCY8245,
4 347+14 39,2 74,5 p<0,001
3 mMr/kr, qw
BCY8253,
5 448+19 50,6 60,2 p<0,01
3 mr/kr, qw
BCY8254,
6 539475 60,9 47,4 p<0,05
3 mMr/kr, qw
BCY8255,
7 549+149 62,1 45,9 p<0,05

3 mMr/kr, qw

a. Cpennee 3Hauenue + SEM.

b. MarnbupoBanue pocra OMyXOJU BBIMHUCISIOT MYyTEM JEJICHUS CPEOHEro Mo TpyIie
o0BeMa OIyXOJIH IJIsl TPYIIIBI JISYUEHUS] HA CPEIHUI 10 TpyIine 00beM OMyXOJIH ISl KOHTPOJbHON
rpymmsl (T/C).

Ta6nauna 17: AHanu3 HHrHOUPOBAHUS POCTA OIMYXOJIH

3uauvenne P no

O6bem T/CP TGI
I'pynna Jleuenue CPABHEHHIO c
onmyxosu (Mm®)? (%) (%)
HOCHTEJIeM
8 Hocureas, qw 1069+90 - -- -
BCY8245,
9 603+76 56,4 50,9 p<0,01
3 mMr/kr, qw
BCY8245,
10 407£53 38,1 72,3 p<0,001

3 mr/kr, biw

11 BCY8245, 465+33 43,5 66,0 p<0,001

2 2
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S mr/kr, qw

BCY8253,

12 533+29 49,8 58,5 p<0,01
3 mr/kr, qw
BCY8253,

13 442445 41,3 68,4 p<0,001
3 mr/kr, biw
BCY8253,

14 442+62 41,4 68,5 p<0,001
S mr/kr, qw
BCY8255,

15 538+59 50,3 58,0 p<0,01
3 mr/kr, qw
BCY8255,

16 390+40 36,5 74,1 p<0,001
3 mr/kr, biw
BCY8255,

17 516164 483 60,3 p<0,01
S mr/kr, qw

a. Cpennee 3Hauenne + SEM.

b. MurubupoBaHue pocta OMyXOJH BBIYUCISIOT MyTEM JEJCHUS CPEOHEro Mo TpyIie
o0beMa OIMyXOJIH ISl TPY b JISUEHUS] HA CPETHUI 1O rpyIine 00beM OMyXOJIH IJIsi KOHTPOJbHOMH
rpynmsi (T/C).

6. O60011eHNe U OOCYIKIECHUE PE3YIbTATOB

[pynmer 1-7
B sTOM wuCCnenoBaHWM OLIEHMBAJU TEPANeBTUUECKYIO 3(P(PEKTUBHOCTh TECTUPYEMBIX

00pa3noB B Mozaenu ¢ kceHoTpaHcuiantatoM HT-1376. M3mepeHHble 00BEMBI OIyXOJIH BO BCEX
rpyMIax JICYSHUs B pa3INYHbIe MOMEHTBI BpeMeHH nipeacTaBieHbl Ha ¢ur.11-15 u B Tabnumax 14
uls.

Cpennuii pasMep OIMyXOJIH Y MBbILIEH, KOTOPBIM BBOIUIIA HOCUTEND, NOCTUral 884 Mm> Ha
21 cytkn. BCY7825 B no3e 1 mr/kr (TV=772 mm3, TGI=15,2%, p>0,05) He MMeJ 3HAUUTENBHOI
npoTHBOOMyx0JeBoi akTuBHOCTH, BCY 7825 B no3e 3 mr/kr (TV=545 mm?, TGI=46,9%, p<0,05)
MMeJl 3HAYUTEIbHYI0 IPOTUBOONYXOJIEBYH) AKTUBHOCTD.

BCY8245, BCY8253, BCY8254 u BCYS8255 B no3e 1 MI/KT UMeN 3HAYUTENbHYIO
NPOTHBOOIYXOJIEBYIO aKTUBHOCTb, W Jyumnas >¢pdexktuBHOCT, Obuta OOHapy)keHa mocie
MIOBBIIIEHUSI TO3UPOBKH 110 3 MI/KT € 7 CYTOK.

B sTOM HccnenoBaHuM HEKOTOPBIE MBIIIH, KOTOPBIM BBOJAWJIN TE€CTUPYEMBIE M3AENUs B
n03e 3 MI/KT UMeJTH CHIKeHHe Macchl Teia Oonee 10%, omHa MbIb, koTopoi BBonmiu BCY8255
B 03¢ 3 Mr/kr, Obuta HaliieHa MepTBOH Ha 16 CyTKH, MBI B TPyNIax HOCHUTENS U | MI/Kr
BCY7825 coxpansiiu Maccy Tena XOpOLIO.

['pynner 8-17

B 3TOM unccnenoBaHWM OLEHUBAIM TEPANEBTUUECKYIO 3(P(PEKTUBHOCTD TECTUPYEMBIX

o0pa3noB B Mozaenu ¢ kceHoTpaHcruianTatoM HT-1376. M3mepeHHbIE 00BEMBI OIyXOJIH BO BCEX
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IpyIIax JIEYSHUs B Pa3INIHbIE MOMEHTBI BpEMEHH NpeAcTaBiIeHbl Ha ¢ur. 16-18 u B Tabnunax 16
ul7.

BCY8245 B nose 3 mr/kr, qw (TV=603 mm3, TGI=50,9%, p<0,01), 3 mr/kr, biw (TV=407
M M3, TGI=72,3%, p<0,001) u 5 mr/kr, qw (TV=465 m m’, TGI=66,0%, p<0,001) umen
3HAYUTEJbHYIO POTHBOOITYXOJIEBYIO aKTUBHOCTb.

BCY8253 B nose 3 mr/kr, qw (TV=533 mm3, TGI=58,5%, p<0,01), 3 mr/kr, biw (TV=442
M M3, TGI=68,4%, p<0,001) u 5 mr/kr, qw (TV=442 m m’, TGI=68,5%, p<0,001) umen
3HAYUTEJbHYIO IPOTHBOOITYXOJIEBYIO aKTUBHOCTb.

BCY8255 B nose 3 mr/kr, qw (TV=538 mm?3, TGI=58,0%, p<0,01), 3 mr/kr, biw (TV=390
M m, TGI=74,1%, p<0,001) u 5 mr/kr, qw (TV=516 m m?, TGI=60,3%, p<0,01) umen
3HAYUTENbHYIO IPOTUBOOITYXOJIEBYIO AKTHUBHOCTh

B stom nccnenosannn BCY 8245 n BCY8253 B 1o3e 5 MI/Kr qw BbI3BaJl CHU)KEHUE MAcChl
Tena y *KUBOTHBIX Oojiee 10% B xoze pexumMa JedeHus.

IIpumep 3: Uccnenosanue 3¢ppexrusnoctu in vivo BCY8245, BCY8253 u BCY8255
npu Jgedenuu mbimeil Balb/c nude ¢ kcenorpancmianratrom Panc2.13 (mozens paka
NOJK ey A0YHOI KeJjie3bl)

1. 3aj1a4a uccaenoBaHus

3agaueil UCCIENOBAHNUS SIBJISIETCS OLICHKA i1 VIVO TIPOTHUBOOITYXOJIE€BOH 3P (PEKTHBHOCTH
TeCTUPYeMbIX 00pa3uoB npu jeueHnu Mbiieii Balb/c nude ¢ xcenorpancmianratom Panc2.13.

2. Cxema 3KcrepuMeHTa

Oobem MMyTs
Ho3a
I'pynna Jleuenne n ao3uposBaHu | no3uposa | Cxema
(mMr/kr)
s (MKJ/T) HHUSA
1 Hocurens 5 -- 10 B/B qw
2 BCY8245 3 3 Mr/kr 10 B/B qw
3 BCY8245 3 3 Mr/kr 10 B/B biw
4 BCY8245 3 5 mr/kr 10 B/B qw
5 BCY8253 3 3 Mr/kr 10 B/B qw
6 BCY8253 3 3 Mr/kr 10 B/B biw
7 BCY8253 3 5 mr/kr 10 B/B qw
8 BCY8255 3 3 Mr/kr 10 B/B qw
9 BCY8255 3 3 Mr/kr 10 B/B biw
10 BCY8255 3 5 mr/kr 10 B/B qw

3. Marepuajabl

3.1 )KuBoTHbIE U YCJIOBHS COAEPKAHUSI
3.1.1 KuBoTHbIe

Bun: Mus Musculus

Jlunust: Balb/c nude

Bospacr: 6-8 Henenb

ITon: camku

Macca tena; 18-22 r



138

KonnuecTso KUBOTHBIX: 41 MBIIIb MUIFOC 3aNIaCHBIE

ITocraBuuk sxuBoTHBIX: Shanghai LC Laboratory Animal Co., LTD.

3.1.2. Ycnosus copepxaHus

Mpbieli copepkaid B HMHAWBUAYAJIbHO BEHTHJIMPYEMBIX KJETKaX IPHU MOCTOSIHHOMN
TEMIIEPATyPE U BJIAKHOCTU C 3 WU 5 )KUBOTHBIMU B KaXKIOU KIIETKE.

- Temneparypa: 20~26°C.

- Bnasxxnocts 40-70%.

Knerku: nsrorosnens! n3 noiunkapbonara. Pazmep cocrasisier 300 mm* 180 Mmmx 150 mm.
Marepuanom NOACTUIKY OBUIH CEPALIEBUHBI KYKY PY3HBIX ITOYaTKOB, KOTOPbIE 3aMEHSIJIN Ba Pa3a
B HEJEJIIO.

Paunon: JXuBorHble mMenu CBOOOAHBIA AOCTYN K CTEPWIM30BAHHOMY OOJIyUeHHEM
CYyXOMY I'PaHyJIMPOBAaHHOMY KOPMY B XOJI€ BCETO MEPUOAA UCCIETOBAHU.

Bona: »xuBOTHBIE NMeTH CBOOOIHBIN AOCTYT K MUThEBOH BOJE.

Unenrudpukanus knerok: UneHTHUKAIMOHHBIE SIPIIBIKU AJIs1 KAKION KJIETKU COAepIKaH
CIIEAYIOMY HH(POPMAIMIO: KOJNYECTBO JKUBOTHBIX, TOJI, JIMHHS, JaTa IMOJYYEHUs, JEeYeHUE,
HOMeEp UCHBITAHUsI, HOMEp IPyIIbl U AaTa Havajla UCTIbITAHUS.

WnenTndukarnys *KUBOTHBIX: XXKMBOTHBIX MaPKHPOBAJIN KOAHUPOBAHHEM HA YIIaX.

4. Cnoco0bl ¥ Npoueaypbl IKCHEePHMEHTA

4.1 Kyn1bTHBHpOBaHHE KJIETOK

Onyxonessle knetku Panc2.13 nmopnepxkusaroT B cpene RMPI1640, nononunenHoi 15%
WHAKTHBHPOBAHHOW HArpeBaHUEM 3MOPHUOHAIBHON Tessiubeil ChIBOPOTKOH M 10 emuHuUIy/Min
PeKOMOMHAHTHOTO UHCYJIMHA YesioBeka, mpu 37°C B atmochepe 5% CO2 B Boznyxe. OnyxoseBbie
KJIETKH CTaHJApTHbIM 00pa3oM CyOKyJbTUBHPYIOT 1Ba paza B Hexenro. Kierku, pacrtymmue B
SKCIIOHEHLMAILHOMU (ha3e pocTa, COOUPAIOT U MOACYUTHIBAIOT JJIsI MHOKYJISILIUK OITY XOJIH.

4.2 UHoKYyJsIIIUS1 ONYXO0JIH

Kasxnoli Mplm MogKOKHO HHOKYJIMPOBAJIU B MPaBbIil OOK omyxoJeBble kieTkn Panc2.13
(5%10°) ¢ matpurenem (1:1) B 0,2 mu PBS st passutust onyxonu. 41 KUBOTHOE CIIy4ailHbIM
00pa3oM pacrpenessiid Ha MPYIIbL, KOrua cpeanuii oobem onmyxounu gocturan 149 mm®. Beenenue
TECTHPYEMbIX O0pa3LOB M KOJMYECTBA KUBOTHBIX B KKIOW TIPYIINE MPEACTABICHbI B TaOIHUIIE
CX€MbI SKCIIEPUMEHTA.

4.3 Ilonyuenue cocmasa mecmupyemo2o oopasya

Tectupyembiii | Konn.

Cocras
o0pazen (Mr/mur)
Hocurens - 25 MM ructunus, pH 7, 10% caxaposa

Pazbasuth 400 Mxa ucxonHoro pacrsopa 1 mr/min BCY 8245 400
BCY8245 0,5

MKJI THCTUIHOBOTO Oydepa

Pazbasuth 240 Mkn ucxonnoro pacrsopa 1 mr/mu BCY 8245 560
BCY8245 0,3

MKJI THCTUITHOBOTO Oydepa
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Pazbasute 400 Mk ucxonnoro pactsopa 1 mr/man BCY8253400
BCY8253 0,5

MKJI THCTUAHOBOTO Oydepa

Pazbasutk 240 Mk ucxonsoro pactsopa 1 mr/man BCY8253560
BCY8253 0,3

MKJI THCTUAHOBOTO Oydepa

Pazbasute 400 Mk ncxonHoro pacrsopa 1 mr/min BCY8255 400
BCY8255 0,5

MKJI a1leTaTHOTO Oydepa

PazbaButh 240 Mk ucxonHoro pacrsopa 1 mr/min BCY8255 560
BCY8255 0,3

MKJI arieTaTHOTO Oydepa

3. I'mctununoBbIi Oybep: 25 MM eucmuoun, pH7, 10% caxaposa

4. Aueratubiii Oydep: 50 MM ayemam/ykcycnas kucioma, pH 5, 10% caxaposa

4.4 Bzamue obpazyoe

B xoH11e uccnenoBanus OIMyXOJIU BO BCCX I'pyIIax U3BJICKAJIN UEPE3 2 4 IIOCJIe MOCIIEIHETO

AO3UPOBAHUS.

5. Pe3ynbTarhl
5.1 Kpuewvie pocma onyxonu

Kpussle pocra onyxomnu npencrasiesa Ha ¢ur.19-21.

5.2 Pecucmpayus odvema onyxonu

Cpennuii 0ObeM OMyXoJiu ¢ TeUEHHEM BPEeMEHHU y caMOoK Mbiirei Balb/c nude, nmeromux

KceHoTpaHcruaHTat Panc2.13, npencrasieH B Tabnuie 18.

Ta6nuna 18: Perucrpanus 00bemMa 0nmyxoJiv ¢ Te4eHHEM BpeMeHHU

CYTKI/I NOCJIE Ha4vaJia JICUCHUA

I'pynna. Jleuenue
0 2 4 7 9 11 14
14941  202+1 321+1 41042 47943 545+1
1 Hocurens, qw
2 24049 7 7 2 7
BCY8245, 14943 160+3  191+3  215+£5 24246  259+5  271+£5
2 3 Mr/kr, qw 4 3 9 3 2 9 4
BCY8245, 148+4  170+£3  204+5 2165 23645 24146  231+5
. 3 mr/kr, biw 6 8 7 6 9 0 7
BCY8245, 14941  180+1 23143 24243  248+4  231+£3  238+4
! 5 mr/kr, qw 8 1 3 4 0 7 0
BCY8253, 14941  176+2 2304£2  253+2 27442 3031 324+2
: 3 Mr/kr, qw 9 0 5 0 7 8 1
BCY8253, 14944  175£3 21746  216+£5 22246 213+6 21946
° 3 mr/kr, biw 2 9 1 9 4 4 8
7 BCY8253, 148+7 15948 195+5 190+£5 173+£1 168+l  170+2
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5 mr/kr, qw 1 2 3

BCY8255, 15043 18443 23445 267+5 27745 29745 31045
° 3 mr/kr, qw 5 9 2 2 4 5 8

BCY8255, 14944  186+4  233+5 247+£5  256+£5 24444 25144
’ 3 mr/kr, biw 1 3 2 3 4 4 4

BCY8255, 15042  1804+2 223+3 23943 22443  200+1  209+1
10 5 mr/kr, qw 7 7 7 9 1 8 9

5.3 Ananuz uneubuposanus pocma onyxonu

CxopocTb MHrHMOMPOBaHUSI POCTA OIMYXOJH U TECTUPYEMBIX OOpa3lOB B MOIENTH C
KCceHoTpaHcIulaHTatoM Panc2.13 BeIYHMCISUIM HA OCHOBE M3MepeHust oObeMa Omyxomu yepes 14
CYTOK IIOCJIE Havaja JICYEHHUs.

Tabauna 19: Ananu3 HHrHOMPOBAHHSA POCTA ONMYXO0JIH

3uauenue P no

O6bem T/CP TGI
I'pynna Jleyenune CPABHEHHIO c
onyxoau (Mm3)? (%) (%)
HOCHTeJIeM
1 Hocurenan, qw 545+17 - - -
BCY8245,
2 271454 49,6 69,2 p<0,01
3 mr/kr, qw
BCY8245,
3 231457 423 79,1 p<0,001
3 mr/kr, biw
BCY8245,
4 238440 43,6 77,5 p<0,001
S mr/kr, qw
BCY8253,
5 324421 59,3 55,9 p<0,01
3 mr/kr, qw
BCY8253,
6 _ 219+68 40,2 82,2 p<0,001
3 mr/kr, biw
BCY8253,
7 170423 31,1 94,5 p<0,001
5 mr/kr, qw
BCY8255,
8 310+£58 56,8 59,5 p<0,01
3 Mr/kr, qw
BCY8255,
9 251+44 46,0 74,3 p<0,001
3 mr/kr, biw
BCY8255,
10 209+19 38,2 85,1 p<0,001

5 mr/kr, qw
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a. Cpennee 3Hauenue + SEM.

b. MarnbupoBanue pocra OMYXOJU BBIYHUCISIOT MYyTEM JEJCHUS CPEOHEro IO TpyIie
0o0BeMa OITyXOJIH IJIsl TPY B JISUEHUS] HA CPEIHUI 10 TpyIine 00beM OMyXOJIH ISl KOHTPOJIbHON
rpymmsl (T/C).

6. O6o01IeHne U O0CYKIEHUE PE3YILTATOB

B 3TOM unccnenoBaHUM OLIEHUBANIM TEPANEBTUUECKYIO 3(P(PEKTUBHOCTD TECTUPYEMBIX
00pa3noB B MozienH ¢ KceHoTpaHcmuiantatoM Panc2.13. M3mepeHHble 00BEMBI OITyXOJIU BO BCEX
rpymnIax JEeYeH!s B pa3INIHble MOMEHTBI BpEMEeHH IpeacTaBieHbl Ha ¢ur.19-21 u B Tabnumax 18
ulo.

BCY8245 B nose 3 mr/kr, qw (TV=271 mm?3, TGI=69,2%, p<0,01), 3 mr/kr, biw (TV=231
mm3, TGI=79,1%, p<0,001) u 5 wmr/kr, qw (TV=238 wmm?, TGI=77,5%, p<0,001) umen
3HAYUTENIbHYO POTUBOOIYXOJIEBYIO AKTUBHOCTb.

BCY8253 B nose 3 mr/kr, qw (TV=324 mm?, TGI=59,8%, p<0,01), 3 mr/kr, biw (TV=219
TGI=82,2%, p<0,001) u S wmr/kr, qw (TV=170 mm3’, TGI=94,5%, p<0,001) wumen

SHAYUTCIIHY O IPOTHBOOITYXOJICBYIO aKTUBHOCTD 3aBUCHUMBIM OT NO3bI UJIU YaCTOThI JO3UPOBaHUA

MM,
obpazom.

BCY8255 B nose 3 mr/kr, qw (TV=310 mm?, TGI=59,5%, p<0,01), 3 mr/kr, biw (TV=251
mm?, TGI=74,3%, p<0,001) u 5 wmr/kr, qw (TV=209 mm?, TGI=85,1%, p<0,001) wumen
3HAYUTENbHYIO IPOTUBOOIYXOJIEBYIO aKTUBHOCTb.

B sTOM nccinenoBaHuM XKMBOTHBIE BO BCEX IPYMIIAX 5 MIV/KI QW TepsUIH B CpenHeM Oosee
15% wmaccel Tena, ocobenHo xuBoTHbIe B rpynmnax BCY8253 u BCY8255 5 mr/kr, kotopeie
yTpaunuBaiu 6osee 20% Macchl TeIa B XO/I€ PEKUMA JICUSHHS.

Ipumep 4: UccnegoBanue r¢ppexrusnocru in vivo BCY8245, BCY8253 u BCY8255
npu Jedennu mpimeii Balb/c nude ¢ kcenorpancniianrarom MDA-MB-468 (mogens paka
MOJIOYHOH 7KeJie3bl)

1. 3agada uccaenoBaHus

3anmadeli UCCIENOBAHUS SIBJSIETCSl OLICHKA 771 ViVO TIPOTUBOOMYXOJEBOH 3P PEKTUBHOCTH
BCY8245, BCY8253 u BCY8255 mpu neuennu meimei Balb/c nude ¢ kceHOTpaHCIUIaHTaTOM
MDA-MB-468.

2. Cxema 3KCIIEpUMEHTA

O6bem Myt

I'pynn Ho3a
Jleuenue n Ao3upoBaHu | no3upoBaH | Cxema

a (mr/kr)

s (MKJ/T) usi
1 Hocurens 5 -- 10 B/B qw
2 BCY8245 3 3 Mr/kr 10 B/B qw
3 BCY8245 3 3 Mr/kr 10 B/B biw
4 BCY8245 3 5 mr/kr 10 B/B qw
5 BCY8253 3 3 Mr/kr 10 B/B qw
6 BCY8253 3 3 mMr/kr 10 B/B biw
7 BCY8253 3 5 mr/kr 10 B/B qw
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8 BCY8255 3 3 Mr/kr 10 B/B qw
9 BCY8255 3 3 mMr/kr 10 B/B biw
10 BCY8255 3 5 mr/kr 10 B/B qw

3. Marepuasl
3.1 JKusomnvie u ycnosus cooeporcanus

3.1.1 XKuBoTHble

Bun: Mus Musculus

JIunus: Balb/c nude

Bospact: 6-8 Henenb

Ilon: camku

Macca tena: 18-22 r

KonuuecTBo KMBOTHBIX: 41 MBILIb NJIFOC 3aNIaCHBIE

ITocraBuuk sxuBoTHbIX: Shanghai LC Laboratory Animal Co., LTD.

3.1.2. Ycnosus conepskaHus

Mpblieli copepxaid B HMHAWBUAYAJIbHO BEHTHJIMPYEMBIX KJIETKAaX IPHU MOCTOSHHON
TEMIIEpPaType U BIAXKHOCTH € 3 WU 5 KUBOTHBIMU B Ka)KJIOM KJIETKE.

- Temneparypa: 20~26°C.

- Brnaxxnocts 40-70%.

Knerku: nsrorosnens! u3 nonukapoonara. Pasmep cocrasnser 300 Mmx 180 Mmm* 150 Mm.
Martepuanom NOACTHIKU ObUTH CEPALIEBUHBI KYKYPY3HBIX ITOYATKOB, KOTOPbIE 3aMEHSLTH JBa pasa
B HEJEJIIO.

Pauvon: JXuBoTHble uMeNnu CBOOOAHBIA AOCTYN K CTEPUIM30BAHHOMY OOJydEeHUEM
CYyXOMy I'paHyJIMPOBAaHHOMY KOPMY B XOZI€ BCErO Mepuoja UCCIeI0BaHUS.

Bopna: »1BOTHBIE UMEJTH CBOOOIHBINM AOCTYT K MUTbEBOI BOJE.

Unentudukanus kinetok: UneHTH(UKATNOHHBIE SIPIBIKU ISl KAKION KIIETKH COAEPIKAIIH
CNEAYIOUYI0 MH(POPMALHMIO: KOJHYECTBO KMBOTHBIX, IMOJI, JIMHUS, JaTa MOJNYYEHHs, JeUeHHE,
HOMEp HCHBITAHUS, HOMEp IPYIIIbl U aTa Havajla UCTIbITaHUsL.

Wnentudrkanus ;KHBOTHBIX . JKUBOTHBIX MAPKHUPOBAJIH KOIUPOBAHUEM HA YIIIaX.

4. CnocoObl u npoueaypbl SKCIIECPHUMCHTA

4.1 Kynsmusuposanue xiemox

Omnyxonesble KIeTKU nonaep:kuBain B cpene Jledibosurma L-15, momomuennoit 10%
WHAKTHBUPOBAHHOW HArpeBaHHEeM OHMOPHOHAJIBHOW Teystubeil chiBOpoTKoi, mpu 37°C B
armocepe 5% CO2 B Bosmyxe. OmnyxojeBble KJIETKH CTaHAAPTHBIM  00Opasom
CyOKyJIbTUBHPOBAJIM 1Ba pas3a B Henemo. Kierku, pactymue B 5KCOHEHIMAIBHOH (pase pocra,
cOOMpaTH U MOACYUTHIBAIN JUJIsI HHOKYJISILIUU OITYXOJTH.

4.2 Hnoxynayus onyxonu

Kasknoli MpIIIM MOAKOKHO MHOKYJMPOBAJIU B MpaBblii OOK omyxojesble KiaeTkn MDA-
MB-468 (10x10%) B 0,2 mn PBS, nononuennoit 50% matpuresnem, 1t GOPMHUPOBAHHST OITYXOJIH.
41 >XMBOTHOE CIy4YaiHbIM 00pa30M pacmpenessulid Ha TPYMIbL, KOTaa CPenHuil 00beM OmyXou

nocruran 196 mm®. BBezieH#e TeCTHPYEMbIX 00Pa3LOB U KOJMYECTBA )KMBOTHBIX B KQKIOH TPyIIIe
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NpEaACTaBJICHLI B Ta6m/1ue CXEMbI SKCTICPUMCHTA.

4.3 Honyuenue cocmasa mecmupyemozo oopasya

2

Tectupyembiii | Konn.

Cocras
o0pazen (Mr/mun)
Hocurens - 25 MM ructuaus, pH 7, 10% caxaposa

PactBoputs 10,56 mr BCY8245 B 10,518 My ruCTUIUHOBOTO
BCY8245 1

Oydepa

PazbaButre 400 Mk mcxomHoro pactsopa 1 mr/mn BCY8245
BCY8245 0,5

nocpenctsoM 400 MKJI THCTUAMHOBOTO Oydepa

PazbaButp 240 mxn ucxonmHoro pactsopa 1 mr/mn BCY8245
BCY8245 0,3

nocpencTsoM 560 MKJI THCTUANHOBOTO Oydepa

PactBoputs 11,35 mr BCY8253 B 11,010 Mi1 ructuginHOBOIO
BCY8253 1

Oydepa

Paz6asuth 400 MKt ncxonHoro pacrsopa 1 mr/mia BCY8253 400
BCY8253 0,5

MKJI THCTUAMHOBOTO Oydepa

Pazbasuth 240 Mk ucxonHoro pacrsopa 1 mr/min BCY8253 560
BCY8253 0,3

MKJI THCTUAMHOBOTO Oydepa

PactBoputs 10,78 mr BCY8255 B 10,715 mn aueraTtHoro
BCY8255 1

Oydepa

Pazbasuts 400 mMxs ucxonHoro pacreopa 1 mr/ma BCY8255 400
BCY8255 0,5

MKJI arieTaTHOro Oydepa

PazbaButs 240 Mka ucxonHoro pacreopa 1 mr/ma BCY8255 560
BCY8255 0,3

MKJI arieTaTHoro Oydepa

1. TucrununoBslii Oydep: 25 MM eucmuoun, pH7, 10% caxaposa
2. Aueratneiii 6ydep: 50 MM ayemam/ykcycnas kucioma, pH 5, 10% caxaposa
3. Hcxoonvie pacmeoper BCY8245(1 me/mn), BCY8253(1 me/mn) u BCYS8255 (1 me/mn)

pacnpeoensnu 8 unousUOyanvHvie npooupku u xpanuau npu -80°C

4.4 Bzamue obpazyos

Ha 21 cyTku uccnenosanust NpOBOAWIM B3sITHE IUIa3Mbl B rpynmnax 2, S u 8 uepe3 5 MuH,

15 mun, 30 muH, 60 MuH 1 120 MuH nocne nocaenHero ao3uposanus. Onyxonu B rpynmnax 1, 3, 6

1 9 u3Bnekanu 4depe3 2 4 mocie nocieaHero no3uposaHus. JKuoTHeIX B rpymnme 4, 7 u 10

MPOAOJIKAIIU COepKaTh B TeueHue 21 cyTok 6e3 Kakoro-amudo JO3UPOBAHUSI M OMyXOJH B 3THX

rpymnmnax u3BJeKaiu Ha 42 CyTKH.

5. Pe3ynbTartsl
5.1 Kpusvie pocma onyxonu

Kpusble pocta omyxonu npeacTaBieHbl Ha Gur.22-24.
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5.2 Pecucmpayus obvema onyxonu
Cpennuii 0ObeM OMyxosu ¢ TeUEHHEM BPEMEHH y caMoK Mbirei Balb/c nude, nmeromux

kceHoTpaHcruiantar MDA-MB-468, npencrasien B Tabnumax 20 u 21.
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Tabauua 20: Perucrpaunusi o0bema onyxoJiv ¢ TedeHuemM BpeMeHu (cytku ¢ 0 mo 21)

CYTKI/I IIOCJIC Ha4daJia JICUCHUA

I'pynna Jleuenue
0 2 4 7 9 11 14 16 18 21
1 Hocurtens, qw 19946 21749 235415 274+14  291+14 314420 348424  374+33  398+39  447+39
BCY8245,
2 194£12 192+26 184420 131+20 113£17 104413 94425 81+23 87+23 85+31
3 Mr/kr, qW
BCY8245,
3 195433 193+27 154420 103+20 83=x16 67+14 49+11 45+14 32+12 22+4
3 mr/kr, biw
BCY8245,
4 199428 19311 135+4 98+5 58+5 4945 47+2 37+4 3543 2943
5 mr/kr, qw
BCY8253,
5 195+17 190+24 162+21 160+£28 138433 139+£32 13625 10624 104+18 109+19
3 mr/kr, qw
BCY8253,
6 ) 199434  198£13  150+£21 11911  102+14  69+13 70+5 4615 33+5 29+7
3 mr/kr, biw
BCY8253,
7 198428  188+£32 142432  150£20  95+13 69+13 67+13 47+8 42+5 40+8
5 mr/kr, qw
BCY8255,
8 198+18  191£15  172+24  148£18 139413 114422 140413 128422  141+18 136431
3 Mr/kr, qW
BCY8255,
9 ) 197£36 190+28 154+18 109+11 90+13 67+3 64+7 5148 4145 311
3 mr/kr, biw
BCY8255,
10 194£29 156+25 121+19 109+14 75+14 5548 66+5 4345 37+1 42+2

5 mr/kr, qw




Tabauua 21: Perucrpauusi o0bema onyxoJin ¢ TedeHuem spemeHu (CyTku ¢ 23 no 42)
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CYTKI/I IIOCJIC Ha4daJia JCUCHUA

I'pynmna  Jleuenue
23 25 28 32 35 39 42

BCY8245,

4 3545 48+5 377 28+6 2444 28+6 26+6
5 mr/kr, qw
BCY8253,

7 4547 56+8 60£19 4542 41+10 48+15 50£20
5 mr/kr, qw
BCY8255,

10 4144 57£7 48+8 3949 39+6 38+9 3448

5 mr/kr, qw
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5.3 Ananuz uneubuposanusi pocma onyxonu

CxopocTh HMHTHOMpPOBaHHMS POCTA OIMYXOJMH JUIsI TECTHPYEMbIX OOpa3loB B MOJIENH
kceHoTpaHcruianTata MDA-MB-468 BbuuCIsAIN Ha OCHOBE U3MepeHHst 00beMa onmyxoiu Ha 21
CYTKH IOCJI€ HAYaJIa JICYEHUs].

Tabauna 22: AHanu3 HHTrHOUPOBAHHS POCTA ONMYXO0JIH

O0bem T/CP 3nayunue P mo
I'pynna Jleuenne TGI (%)
OIYXOJIH (%) CPABHEHHIO c
(Mm3)? HOCHTeJIEM
1 Hocureasn, qw 447739 -- -- --
2 BCY8245, 85431 18,9 1442 p<0,001
3 mMr/kr, qw
3 BCY8245, 22+4 4.9 169,8 p<0,001
3 mr/kr, biw
4 BCY8245, 2043 6,6 168,4 p<0,001
S mr/kr, qw
5 BCY8253, 109+19 24.4 134,7 £<0,001
3 mMr/Kkr, qw
6 BCY8233, 20+7 6,6 168,3 p<0,001
3 mr/kr, biw
7 BCY8253, 40+8 8.9 163,9 <0,001
S mr/kr, qw
8 BCY8255, 136431 30,4 125,1 p<0,001
3 mMr/Kkr, qw
9 BCY8255, 311 6,9 166,83 p<0,001
3 mr/kr, biw
10 BCY8255, 4242 9.5 161,3 p<0,001

S mr/kr, qw

a. Cpennee 3Hauenue + SEM.

b. MarnbupoBanue pocra OMYXOJH BBIMHUCISIOT MYyTEM JEJICHUS CPEOHEro IO TpyIie
o0BpeMa OIyXOJIH IJIsl TPY B JISYEHUS] HA CPEIHUI 10 TpyIine 00beM OMyXOJIH ISl KOHTPOJIbHON
rpymmsl (T/C).

6. Ob6o01IeHne U O0CYKIEHUE PE3YIBLTATOB

B 3TOM unccnenoBaHWM OLIEHUBAIM TEPANEBTUUECKYIO 3(P(PEKTHBHOCTD TECTUPYEMBIX
00pa3noB B Mojenu ¢ KceHoTpaHcuiantatoM MDA-MB-468. M3mepeHHbIe 00BEMBI OIyXOJIH BO
BCEX TPYIIax JICYCHHs B PA3JIMUHbIE MOMEHTBl BPEMEHH MpencTaBiieHbl Ha ¢ur.22-24 u B
tabnumax 20-22.

BCY8245 B nose 3 mr/kr, qw (TV=85 mm?, TGI=144,2%, p<0,001), 3 mr/kr, biw (TV=22
mm3, TGI=169,8%, p<0,001) u 5 wmr/kr, qw (TV=29 mm?, TGI=168,4%, p<0,001) umen

SHAUUTCIIbHY0 MNPOTHUBOOIYXOJICBYH0O AKTHBHOCTH 3dBUCHUMBIM OT O03bl WM 4YaCTOTBI OO03bI

obpaszom.
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BCY8253 B nose 3 mr/kr, qw (TV=109 mm3, TGI=134,7%, p<0,001), 3 mr/kr, biw (TV=29
mm3, TGI=168,3%, p<0,001) u 5 wmr/kr, qw (TV=40 mm?, TGI=163,9%, p<0,001) umen
3HAYUTEJbHYIO NPOTUBOOMYXOJEBYI0 AKTHMBHOCTb 3aBHUCHMBIM OT O3Bl HJIM YaCTOTBHI JIO3bI
oOpaszom.

BCY8255 B nose 3 mr/kr, qw (TV=136 mm?, TGI=125,1%, p<0,001), 3 mr/kr, biw (TV=31
mm3, TGI=166,8%, p<0,001) u 5 wmr/kr, qw (TV=42 mm?, TGI=161,3%, p<0,001) umen
3HAYUTEJbHYI0 NPOTUBOOMYXOJEBYI) AKTHMBHOCTb 3aBHUCHMBIM OT JO3bl HJIM YaCTOTBHI JO3bI
oOpaszom.

Jlo3upoBaHue B rpymnmax S5 MI/Kr npekpamais ¢ 21 cyTok, OmyXoJu He JeMOHCTPUPOBAITU
HUKAKOro pelyANBa B XO€ MOHUTOPUHTA B TE€YEHUE JTOTIOJHUTENBHBIX 3 HEENb.

B sTom nccnenosannu BCY8253 u BCY8255 5 Mr/kr BbI3bIBAIIN BBIPAXKEHHOE CHIDKEHUE
Macchl Tena, cpenu Hux Mbimb 10-1 B rpynme 5 mr/kr BCY8253 Obuta Halinena meptBoii Ha 20
CYTKH.

Ipumep S: Tect 3¢ PpexTurocTn BCY8549, BCY8550, BCY8783 u BCY8784 in vivo
npu JedeHun Mmbimed BALB/c nude ¢ kcenorpancmiantatom NCI-H292 (mopean
HeMeJIKOKJIeTOUHOro paka jgerkoro (NSCLC))

1. 3aj1a4a uccaenoBaHus

3agaueil UCCIENOBAHNUS SIBJISIETCS OLICHKA i1 VIVO TIPOTHUBOOITYXOJIE€BOH 3P (PEKTHBHOCTH
BCY8549 npu neuenun meieii Balb/c nude ¢ kcenorpancmanratom NCI-H292.

2. Cxema 3KcrepuMeHTa

O6bem MyTs
I'pynn Ho3a
Jleuenne n aosunpoBanu | nozuposan | Cxema
a (mr/kr)
s (MKJI/T) ust
1 Hocwurens 4 -- 10 B/B qw
2 BCY8549 3 3 10 B/B qw
3 BCY8550 3 3 10 B/B qw
4 BCY8783 3 3 10 B/B qw
5 BCY8784 3 3 10 B/B qw

3. Marepuael
3.1 XKusomnvie u ycnosus cooepocanusi

3.1.1. )KuBoTHbIE

Bun: Mus Musculus

Jlunust: Balb/c nude

Bospact: 6-8 Henenb

ITon: camku

Macca Tena: 18-22 r

KonuiecTBo )KUBOTHBIX: 43 MBILIH IUTFOC 3aNIaCHbIE

ITocraBuuk >xuBoTHBIX: Shanghai Lingchang Biotechnology Experimental Animal Co.
Ltd

3.1.2. YcnoBus copepxaHus
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Mpineii copep;kaau B WHAUBHUAYAJIBHO BEHTHWIIMPYEMBIX KJIETKAaX MPU IMOCTOSTHHOU
TEMIIEPATyPe U BJIAKHOCTH C 3 UM 4 )KUBOTHBIMU B KAXKIOU KIIETKE.

- Temneparypa: 20~26°C.

- Bnasxxnocts 40-70%.

Knerku: nsrorosnens! n3 noiukapbonara. Pazmep cocrasisier 300 mm* 180 Mmmx 150 mm.
Martepuanom NOACTUIKY OBUTH CEPALIEBUHBI KYKY PY3HBIX ITOYATKOB, KOTOPbIE 3aMEHSIJIH ABa Pa3a
B HEJEJIIO.

Paumon: JXuBorHble mMenu CBOOOAHBIA AOCTYN K CTEPWIM30BAHHOMY OOJydeHHEM
CYyXOMY I'PaHyJIMPOBAaHHOMY KOPMY B XOJI€ BCETO MEePHUOAA UCCIETOBAHU.

Bona: »uBOTHBIE NMEJTH CBOOOIHBIN AOCTYT K MHUThEBOH BOJE.

Unentudpukanus knerok: UneHTHUKAIMOHHBIE SIPIBIKU AJIs1 KAKION KIETKU COAepIKaIH
CJIEAYIOUIYI0 MH(POPMALMIO: KOJHUYECTBO JXKMBOTHBIX, IOJI, JIMHUS, JaTa IMOJY4YEHHs, JEeUeHHe,
HOMED UCIMBITAHUS, HOMEP IPYIIIbI U AaTa Ha4aja UCTIbITAHMUS.

Wnentudurkanus ;kuBOTHBIX: JKUBOTHBIX MAPKHUPOBAJIHM KOIUPOBAHUEM Ha yIlaxX.

4. CrnocoObl ¥ IPOLEAYPEI SKCHEPUMEHTA

4.1 Kynemusuposanue Kiemox

Onyxonessie knerku NCI-H292 nonnep:kuBanu in vifro B KadecTBe KyJbTYpbl B BUJE
MoHocnoss B cpene RPMI-1640, nomonneHHoit 10% HMHAKTUBHPOBAHHOM HarpeBaHHEM
SMOPHOHANBHOI Tesstubeli ChIBOpOoTKOH, pu 37°C B armochepe 5% CO2 B Bo3nyxe. OnyxoJeBbie
KJIETKH CTaHIaPTHBIM 00pa30oM CyOKyJIbTHBUPOBAJIH JIBA Pa3a B HEEIIO MOCPENCTBOM 00pabOTKH
tpunicuHoM-EDTA. Knerku, pactyume B SKCIOHEHUMANIbHOW (ase pocrta, cobupanu u
MOJICYUTHIBAIIH JUIsI THOKYJISILIUU OTTYXOJIH.

4.2 Hnoxynayus onyxonu

Kasxno#i MbILTH OJKOKHO HHOKYJIUPOBAJH B MPaBbIid OOk omyxosiesbie kieTku NCI-H292
(10x10%) B 0,2 M1 PBS 1151 pa3Butust OmyxoJjid. 43 >KMBOTHBIX CITy4aiiHbIM 00pa3oM pacrpenesisiim
Ha TPYIbL, KOTHa CpexHuii o0beM omyxonu nocturan 168 mm’. BBemeHue TeCTHPYEMBIX

o6pa3u013 N KOJHUYECTBa >KHWUBOTHBLIX B Ka}IQZ[Oﬁ rpymre npeacTaBJICHbBI B Ta6m/1ue CXE€MbI

SKCIIEPUMEHTA.
IosyueHune cocTaBa TecCTHPYeMOro oopasua
Konu.
Jleuenue Cocras
(mr/mun)
Konu.
Jleuenue Cocras
(mr/mu)
Hocurens -- 25 MM ructunus, pH 7, 10% caxaposa
PacteBoputs 2 mr BCY8549 nocpenctsom 1914 mxn 6ydepa mis
BCY8549 1
HOCHUTEIS
PazbaBute 240 Mkn ucxoxmnoro pactsopa 1 mr/mnm BCY8549
BCY8549 0,3
nocpencteoM S60 Mkt Oydepa st HocuTest
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Pacteoputs 1,1 Mr BCY8550 B 1091 Mk 10% Kolliphor, 50 MM
BCY8550 1

Hepes, pH 7

PazbaBute 240 mkn ucxoxmHoro pactsopa 1 mr/mm BCY8550
BCY8550 0,3 )

nocpencrsoM 560 mxia 10% Kolliphor, 50 MM Hepes, pH 7
BCY8783 1 Pacteoputs 1 Mr BCY8783 B 968 Mk Oydepa st Hocurens

PazbaBute 240 Mk ucxonsoro pactsopa 1 mr/ma BCY8783 560
BCY8783 0,3

MKJI Oydepa 11st HOCUTes
BCY8784 1 Pacteoputs 1,2 Mr BCY8784 B 1148 mkn Oydepa st HocuTens

PazbaButh 240 Mk ucxonHoro pactsopa 1 mr/ma BCY8784 560
BCY8784 0,3

MKJI Oydepa IJ1st HOCUTeNst

4.4 Bzamue obpazyoe

B koHI1e nccnenoBanys MPOBOAWIIN B3sITHE TUIa3Mbl MBILIEH B rpymnmnax 2 u 3 yepe3 5 MuH,
15 muH, 30 MuH, 1 4 1 2 4 nocse nocaeqHero 103MPOBAHMS.

5. Pe3ynbTarhl

5.1 Kpuewvie pocma onyxonu

Kpussle pocta onyxoiu npencrasieHsl Ha ¢pur.25-28.

5.2 Pecucmpayus obvema onyxonu

Cpennuii 0ObeM OMyxoJiu ¢ TeUEHHEM BPEeMEeHHU y caMOK Mbiiiei Balb/c nude, nmeromux
kceHotpancruantat NCI-H292, npencrasnen B Tabmmue 23.

Tabnauua 23: Perucrpanusi 00bemMa 0nmyxoJiv ¢ Te4eHHeM BpeMeHHU

I'pynn CyTkH nocJie HaYaJa JedeHus
Jleuenne

a 0 2 4 7 9 11 14

. Hocurenn, 168+1 297+4 36245 4606 548+6 697+10 84315
qw 6 8 8 2 9 2 2
BCY8549, 16843 18743  164+£3  2054+5 23445

2 240+98  251+66
3 mr/kr, qw 0 6 1 0 7
BCY8550, 16741  208+2 23741 32443  421+£3

3 489+44  545£77
3 mr/kr, qw 8 1 6 5 5
BCY8783, 16742  182+2 161+4  137+1 135£2

4 97+20 97+19
3 mr/kr, qw 8 7 0 9 2
BCY8784, 16743 165+2 111£1  121+1

5 123£8 99410 9447
3 mr/kr, qw 6 8 9 2

5.3 Auanuz uneubuposanusi pocma onyxonu
CxopocTh MHTMOMPOBaHHUSI POCTa OIMYXOJH Ui TECTUPYEMBIX OOpas3lOB B MOZIEITH C
kceHoTpaHcruianTatoM NCI-H292 Beramcnsiin Ha OCHOBE M3MepeHHst oObema omyxonu Ha 14

CYTKHU MOCJIC HaYaJia JICHCHUS.
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Tabauna 24: AHanu3 HHrHOMPOBAHHS POCTA OMYXO0JIH

Oobem
T/CP
I'pynna Jleuenue OIyXO0JIH %) TGI (%) 3nauenue P
(1]
(mm)?
1 Hocurean, qw 843+152 -- -- --
BCY 8549,
2 251+66 29,8 87,7 p<0,05
3 mr/kr, qw
BCY8550,
3 545477 64,7 43,9 p>0,05
3 mr/kr, qw
BCY8783,
4 97£19 11,5 110,3 p<0,01
3 mr/kr, qw
BCY8784,
5 94+7 11,1 110,8 p<0,01
3 mr/kr, qw

a. Cpennee 3Hauenne + SEM.

b. MurubupoBaHue pocta ONMyXOJH BBIYHCISIOT MyTEM JEJICHUS CPEIHEro Mo rpyrie
o0beMa OIMyXOJIH ISl TPY b JISUEHUS] HA CPEIHUI 10 rpyIine 00beM OMyXOJIH IJIsl KOHTPOJIbHOMH
rpymmsi (T/C).

6. OGo0IIIeHHe U 00CYIKIEHHE PE3VIILTATOB

B »TOM HccnenoBaHuM OLEHUBAIH TepaneBTHUeCKY0 3¢ dexkTuBHOcTE BCY B Momenu ¢
kceHoTpancruiantatoM NCI-H292. U3mepenHblii 00beM OMyXou BO BCEX TPYIIax JEUSHHs B
pa3IUYHbIE MOMEHTBI BPEMEHH MpecTaBieH Ha ¢ur.25-28 u B Tabnuuax 23 u 24.

Cpennuii pasMep OMyXOJIH y MBbILIEH, KOTOPBIM BBOIUIIM HOCUTEND, NOCTUTal 843 MM> Ha
14 cytku. BCY8549 B no3e 3 MI/Kr mpOIEMOHCTPUPOBAJT 3HAYUTEIBHYIO MPOTHBOOMYXOJIEBYIO
aKTUBHOCTB. B 5TOM HccnenoBaHny y BCeX MBIIIEH XOPOLIO COXpaHslach Macca Tena.

[pumep 6: UcciienoBaHue acconuanum Mexay BapbupoBaHuem yuciaa konuii (CNV)
H JKCIpeccHed reHa HEKTHHA-4 /151 MHOKeCTBA THIIOB ONyXO0JIeH

Cnocobwt

1. Beibpate Bce uccienoBanus Ha cBioPortal (http://www.cbioportal.org/) u nposectu
MOUCK AJIs1 HEKTUHA-4.

(a) YganuTe npeaBapuTeNbHbIC UCCITEIOBAHMUS.

(b) Ortmenutrp BBHIOOP HCCIEAOBAHUI C MEPEKPBHIBAIMUMUCA OOpa3namMu  Uis
NpeAOTBpALleHNs CMeleHsT BbIOOpkH (Ha ocHoBe mnpenynpexkaeHus cBioPortal) - Bcerma
ocTaBJATh uccrneaosanust PanCancer, eciu ecTh Takasi BO3MOKHOCTb.

(c) UccnenoBanusi, oToOpaHHbIe IS aHamu3a (Tadnuma 25).

Tabauua 25: Uccnenosanusi, npoanajusuposannbie u3 cBioPortal, u ucciaexyemsie

IJIEMEHTDbI

HaszBanue ucciiegosanue DJIeMeHThI
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Pak wmonounoit kenessr (METABRIC,
Nature 2012 & Nat Commun 2016)

Okcnpeccuss MPHK (Mukpoumn)

HuBa3zuBHas KapLUUHOMA MOJIOYHOM JKeJIe3bl

Oxcnpeccuss MPHK, HopmanusoBanHas 1o

(TCGA, PanCancer Atlas) napTusiM/ o0 beTMHEHHAST u3 Illumina
HiSeq RNASeqV2 syn4976369

Kapunnoma osHpoomerpust Tena Matku | Jkcnpeccus MPHK, HopmanusoBanHas 1o

(TCGA, PanCancer Atlas) napTusiM/ 00 beTUHEHHAST u3 [llumina

HiSeq RNASeqV2 syn4976369

Kapuunoma yporenusi MOYEBOroO My3bIpst

(TCGA, PanCancer Atlas)

RSEM (HOpManu3oBaHHasi 1O MapusM U3

HiSeq RNASeqV2)

AJneHOKapLuuHOMA JIETKOro (TCGA, | Oxcrpeccusst MPHK, RSEM (HopManm3oBaHHast
PanCancer Atlas) no nmapusim u3 [llumina HiSeq RNASeqV2)
ITnockoknerounass  kapuuHoma  1meiiku | RSEM  (Hopmanu3oBaHHass 1O TNapusiM U3
matku (TCGA, PanCancer Atlas) [llumina HiSeq RNASeqV2)

Ilnockoknerouynass kapuuHoma Jierkoro | Dkcmpeccuss MPHK, HopmanmuzoBaHHasi 1o
(TCGA, PanCancer Atlas) napTusM/o0beTUHEHHAST u3 Illumina

HiSeq RNASeqV2 syn4976369

IImockokmeTouHas KapuuHOMa TOJIOBBI H

e (TCGA, PanCancer Atlas)

MPHK Expression, RSEM (HOpMmanu3oBaHHas

no naptusim u3 [llumina HiSeq RNASeqV2)

AJIlEHOKapLMHOMA MOKeNy JOUHOM kene3bl | JDxcrpeccusi MPHK, HopmanmuzoBanHasi 1o

(TCGA, PanCancer Atlas) napTusiM/o0beTUHEHHAST u3 Illumina
HiSeq RNASeqV2 syn4976369

Kapuuaoma mutosuanoii skenessl (TCGA, | Dxcnpeccust MPHK, HopmanusoBanHas 1o

PanCancer Atlas) napTusiM/ 00 beAMHEHHAST u3 [Mlumina

HiSeq RNASeqV2 syn4976369

AI[GHOKapLII/IHOMa TOJICTOIO KHIONCYHHKA

(TCGA, PanCancer Atlas)

RSEM (HOpManu3oBaHHAast MO MApTUSIM U3

[Mlumina HiSeq RNASeqV2)
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Tumoma (TCGA, PanCancer Atlas) Oxcnpeccuss MPHK, HopmanusoBaHHas 1o
napTusiM/ 00 beAMHEHHAST u3 [Nlumina
HiSeq RNASeqV2 syn4976369

Capkoma (TCGA, PanCancer Atlas) Okcnpeccuss MPHK, Hopmanm3oBanHast 10
napTusiM/ 00 beAMHEHHAS u3 [Nlumina
HiSeq RNASeqV2 syn4976369

AnenokapumHoma  ckenyaka — (TCGA, | Oxcnpeccuss MPHK, HopmanusoBanHas 110

PanCancer Atlas) napTusiM/ 00 beAMHEHHAS u3 [Nlumina

HiSeq RNASeqV2 syn4976369

AneHokapLUMHOMA MPEACTaTeNbHOM JKeJe3bl

(TCGA, PanCancer Atlas)

Okcnpeccuss MPHK, RSEM (Hopmanu3oBaHHas
no naptusim w3 [llumina HiSeq RNASeqV2)

XpomogoOHas
(TCGA, PanCancer Atlas)

AACHOKapUMHOMAa TIOYKH

Oxcnpeccuss MPHK, RSEM (HOpManu3zoBaHHast
no naptusim u3 [llumina HiSeq RNASeqV2)

AnenokapunHoma npsmoit kumku (TCGA,

PanCancer Atlas)

Okcnpeccuss MPHK, HOpmanusoBaHHass 1o

napTUsAM/00beAMHEHHAS [Nlumina

HiSeq RNASeqV2 syn4976369

5163

MeracTasupyrommii  pak NpeacTaTelbHON

Okcnpeccusi/ynasmuBanue MPHK (RNA Seq

xene3pl, SU2C/PCF  Dream  Team | RPKM)

(Robinson et al., Cell 2015)

®deoxpomanuroMa U maparanrivoma | Okcnpeccuss MPHK, HopmanuszoBaHHas 1o

(TCGA, PanCancer Atlas) napTusiM/o0beTUHEHHAST u3 Illumina
HiSeq RNASeqV2 syn4976369

Ceernokierounass  kapumHoma  nouku | Jkcnpeccuss MPHK, RSEM (HopmanuzoBanHas

(TCGA, PanCancer Atlas)

no maptusim u3 [llumina HiSeq RNASeqV2)

AJlEeHOKapLMHOMA MPEACTaTEIbHOM Kene3bl | Jkcnpeccust MPHK
(Fred Hutchinson CRC, Nat Med 2016)
AnenokapumHoMa obonmounoit u mpsimoit | RNA Seq RPKM

kukH (TCGA, Nature 2012)
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Cepo3Hast LMCTaZ€HOKApLUHOMA SIMYHHUKA

(TCGA, PanCancer Atlas)

Oxcnpeccuss MPHK, HopmanusoBanHas 1o

napTusiM/ 00 beAMHEHHAST [Nlumina

HiSeq RNASeqV2 syn4976369

us3

IMamwisipras kapuuHoMa nouku (TCGA,

PanCancer Atlas)

Okcnpeccuss MPHK, RSEM (HopmanuzoBaHHas
no naptusim u3 [llumina HiSeq RNASeqV2)

Huskomuddepenunposrnas rimoma

rosnioBHoro mo3ra (TCGA, PanCancer Atlas)

RSEM (HOpManu3oBaHHass MO NAapTUsIM U3

[llumina HiSeq RNASeqV2)

AnenokapumHoma numesoga (TCGA, | RSEM  (HopManm3oBaHHast 10 TMapTUsiM U3
PanCancer Atlas) Illumina HiSeq RNASeqV2)
Kapunnoma  nammoueunnkoB (TCGA, | RSEM (HopManu3oBaHHasi 1O TapTUSIM U3
PanCancer Atlas) [llumina HiSeq RNASeqV2)

Myastudopmuas rmobnacroma (TCGA,

Oxcnpeccuss MPHK, RSEM (HOpManu3zoBaHHas

PanCancer Atlas) no naptusim u3 [llumina HiSeq RNASeqV2)
AneHoKkapLHOMA INpeicTaTeabHOM xkene3bl | Dxcnpeccust MPHK

(MSKCC, Cancer Cell 2010)

Kapuunocapkoma MaTKHu (TCGA, | Oxcrpeccuss MPHK, Hopmanu3oBaHHasi IO
PanCancer Atlas) napTusiM/ 00 beAMHEHHAST u3 [Mlumina

HiSeq RNASeqV2 syn4976369

Octpeiii  mMuenougubiii  Jeiiko3 (TCGA,

Okcnpeccuss MPHK, RSEM (HopmanuzoBaHHas

PanCancer Atlas) no naptusim u3 [llumina HiSeq RNASeqV2)

Koxnass wmenmanoma (TCGA, PanCancer | Oxcnpeccus MPHK, Hopmanu3oBaHHas 1O

Atlas) napTusiM/ 00 beAMHEHHAST u3 [Mlumina
HiSeq RNASeqV2 syn4976369

Mesorennoma (TCGA, PanCancer Atlas) Okcnpeccuss MPHK, HOpmanm3oBaHHast 1o
napTusiM/ 00 beAMHEHHAST u3 [Mlumina

HiSeq RNASeqV2 syn4976369

Xonanruokapuuaoma (TCGA, PanCancer

Atlas)

RSEM (HOpManu3oBaHHast MO TAapTUsIM U3

[Mlumina HiSeq RNASeqV2)
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ITegnaTpuyeckuii  OCTPbIA  JTUMQOUTHBIN

neiikos - ¢paza II (TARGET, 2018)

Hextun-4: MPHK

RPKM)

3KCTPECcCcusi (RNA-Seq

Huddysznas B-

kaerouHass sumdoma (TCGA, PanCancer

Atlas)

KPYITHOKJIETOYHAsI

Okcnpeccuss MPHK, RSEM (HopmanuzoBaHHas
no naptusim u3 [llumina HiSeq RNASeqV2)

3HL[I/IK.]'IOHGI[I/I$I JIMHUNA 3JIOKAYeCTBEHHBIX

kierok (Novartis/Broad, Nature 2012)

Okcnpeccuss MPHK (Mukpoumn)

(TCGA, PanCancer Atlas)

VYBeanpHas menanoma (TCGA, PanCancer | Oxcnpeccuss MPHK, Hopmanm3oBanHast 10
Atlas) napTusiM/00beAMHEHHAS u3 [Nlumina
HiSeq RNASeqV2 syn4976369
Ilennarpuueckast ~ omyxonb  Bunbmca | Hexktun-4:  skcrpeccuss  MPHK  (RNA-Seq
(TARGET, 2018) RPKM)
Onyxonu MyskCKuUX MOJOBBIX  kieTok | Dxcnpeccuss MPHK, HOpmanusoBaHHass 1o
(TCGA, PanCancer Atlas) napTUsAM/00beAMHEHHAS 13 [Nlumina
HiSeq RNASeqV2 syn4976369
ITeueHouHO-keTOYHas kapuuHoMa neuenu | Hextun-4:  skcmpeccuss  MPHK,  RSEM

(Hopmanu3oBaHHasi 1o maptusiMm u3 Illumina

HiSeq RNASeqV2)

2. Okcnoptupoarb CNV u nannsie skcripeccuu PHK u3 cBioPortal.

3. IlporectupoBats, acconuupoBanbl u CNV Ha 3HAUUMBIX YPOBHSIX C U3MEHEHUSIMU

skcnpeccun MPHK nnst HextuHa-4 (log2 He mpuMeHsIcs).

(a) Ilpoeectu Henmapamerpuueckuii Tect Kpyckana-Yomnmca B GraphPad Prism (7.04) u

R/R studio (nopor mist 3Haunmoctu: p<0,01).

(1) GraphPad Prism: co3nate Tabaumy u3 cToNOLOB, MPOBECTH HEMAPAMETPUIECKUIN TECT

6e3 mogbopa unu GopMUPOBaHUS TAp U HE MPEAToarasi rayCCoOBO pacrpeneieHue.

(i1) ITakeTs! mporpaMm, UCHob3yemMbie B R:

1. XLConnect
2. dplyr

3. Kpurepuii cymmsbl panros Kpyckana-Yonnuca: kpurepuit Kpyckana.

4. BHecTH TONpPaBKY HAa MHOXECTBEHHBIE CpPaBHEHHUs (BKJIIOYAash BCE BO3MOXKHBIC

cpaBHeHwsI, naxxe ecu n=1 B npenesax rpymmsl) B R/Rstudio ¢ ucnonszoBanuem kpurtepus JlanHa

(moporoBoe 3HaueHue 1t 3HaYnMocTH: p<0,025).

(a) xpurepuii JlaHHa co cmocoboM MHOXKECTBAHHBIX CpaBHEHHI = "bonferonni".

Pezynomamot




156

PesynbraTer npencraenensl B Tabmuie 26 Hmke. Cpenu 41 obmenoctymHoro Habopa
nanHblx TCGA, B koTopeix onmcanbl kak fgaHHele CNV, Tak u mansble skcnpeccun MPHK
HEKTHHA-4 JUIs OMyXOJIeH, CYIeCTBYeT MHOKECTBO NTOKA3aHUH, Tie ObLIIM OMMUCAHBI CIIydau MO0
NPUPOCTA YUCNAa KOMUH HEeKTHHa-4 (2-3 kormm), nudo ux amrumdukamuu (>3 konmil). Kpome
TOr0, OBUIO MPOIEMOHCTPUPOBAHO, YTO OTHAEIbHBIE CIyYal UMEIOT MEJIKUe fenenuu (< 2 Konui)
C penKHMHU COOOIIEHUSIMU 00 OMyXOJISAX, COAEpPKAIUX KPYITHBbIE IEJEeLUH, COOTBETCTBYIOIINE
norepe Oosee yem 1 konmu nim OuaiuenpHOI notepe HekTnHA-4. Coobmennst 06 0OHapyKeHUN
amrudukanu HanoOoiee 4acTo ObUTH IS paka MOJIOYHOH xkenesbl (10-22%), paka MoueBOro
ny3bIpst (20%), paka nerkoro (5-7%) 1 me4eHOYHO-KJIETOYHOU KapuuHOMBI (8%). ITokazanusmy,
rae Haubosee yacto OOHapyskuBajach aMmrmmdukanus, Oblm XpoModoOHash OMyxojb IMOYeK
(77%), ceetrnokierounas kapumaoma mnouku (RCC) (6,5%), capkoma (10%), pak Tosicroro
kumeyHnka (10%), pak ronosel u 1meu (7%) U IJIOCOKJIETOYHBIM pak JIErKOro. JTH JaHHbIE
YKa3bIBalOT HA TO, YTO cyliecTByeT auanazoH CNV B nmpenenax u cpeiu ONyXoJeBbIX MTOKA3aHUM
U pa3HoOoOpa3ue MaTTepHOB YHCIa KON Cpey pa3IMYHbIX OMyXOJIeH.

B nomnonnenne k CNV B mpenenax HaOopa manHbix TCGA cpenuHHBIH ypOBEHb
skcnpeccun MPHK HekTHHa-4 Ha OIMyXOJib OXBAaThIBAET AMANa3oH npubmmsutenbHo 210 Takum
oOpa3omM, yuuTbiBas auana3oH yposHeil skcnpeccun MPHK Hektuna-4 u CNV, HaOmonaembie
cpeau W B TIpenenax THUIIOB OIyXOJiel, MPOBOAWIM CTaTUCTUYECKOE TECTHUPOBAHUE MJIs
UeHTU(UKAIIMN TOTEHIUANBHBIX accouuannii Mexxay yposHsimu HektnHa-4 MPHK 1 CNV nost
HEKTHHa-4 B TpeAesaXx HMHAMBHIAyaJbHbIX HAa0OpoB naHHbIX/mokazaHuii TCGA. Onyxonu B
COOTBETCTBUH C TIOKA3aHUSIMHU OTHOCHIIM K | U3 5 KJ1acCoB:

a) KpynHas nenenus;

b) Menkas nenenus,

¢) Junnounnas;

d) IMpupocr; nnu

€) AMIUIU(pUKALHS.

3arem mposonwin TecT Kpyckana-Younuca Uit ONpeneieHusi TOrO, Pas3jHyajiich JIH
pacnpenenenus BenuuuH skcripeccuu MPHK Ha knacce mexny knmaccamu (P < 0,01). {nst Habopos
nauHbiXx TCGA ¢ P <0,01 u st ugeHTH(UKAIIIT TOTO, KaKKHe KJIacChl OTIIMYAIUCh IPYT OT APYTa,
NPOBOIWIN  AMOCTEPUOPHOE TECTUPOBAHME IOCPEACTBOM BBIYHCICHHS Z-CTATUCTHKU C
BBIYUCJIEHHBIMH  CKOPPEKTUPOBaHHBIMH 3HaueHmssiMu P (Bonferonni). [lnsg mpocToThI
UHTEPIPETANN PACCMATPHUBAJIH MONAPHbIE CPABHEHHSI TPOTHB AUILIOUAHBIX HAa MOKAa3aHUE (XOTs
ObUIM BKJIIOUEHBI BCe 3HaueHus P ans momapHeix cpaBHeHmit). 18/41 mccnenosanuii TCGA
ynosnerBopsin P <0,01 must tecta Kpyckana-Yommuca u P < 0,025 nns Boudepponn mns
CPaBHEHHI MNPHPOCT NPOTHB ITUILIOUAHOTO WM aMIUTU(QHUKAIUA TMPOTHB IUILUIOHIHOTO,
yKasbiBasl Ha accoumanuu ysenudeHHOH skcnpeccun MPHK nextuna-4 MPHK ¢ yBenndyeHHBIM
KOJIMYECTBOM KOMUN HekTuHa-4. OTtu 18 uccrenosaHuil cooTBeTCTBOBAIM 14 HE3aBUCUMBIM
THCTOJIOTHSIM OITY X OJIH:

MOJIOYHOH  JKeJNe3bl, MAaTKH, MOYEBOTO IMY3bIps, AACHOKAPLUHUHOMBI  JIETKOTO,

IUIOCKOKJIETOYHOMN KapOHUHOMBI JIETKOTO, IMEeNKH MAaTKH, I'OJIOBBI U LICH, HOHX(GHYHOHHOﬁ JKEJIC3HhI,
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00OIOYHON M MPSIMON KHIIKH, TAMOMBI, CAPKOMBI, CBETJIOKJIETOUHOH KapunHOoMbI ok (RCC)
U JKeJTy JIKa.

Kpowme Toro, 6 uccnenosanuii uMenu CHUKEHHYHO dkcnpeccuro MPHK, accounnposanHyo
CO CHIDKEHHMEM uncia Komuid. Yerblpe W3 3TUX IWIECTH HCCIEAOBAHUM HE TOJBKO
IIPOAEMOHCTPUPOBAIN accoluanuio Mexay cHukeHneM CNV u CHUKEHHOW 3Kcmpeccuei, HO
Takke coobmuiu o yeenudennn CNV, acCOLMUPOBAHHBIM C BBICOKOUW SKCIIPECCHEH:

JKeJyAKA, TNIOCKOKJIETOUHBIH JIETKOT0, TOJICTOrO KMIIEYHUKA U LIUTOBUHOM JKeJe3bl.

Mexnay Tem, Ui ABYX IOKa3aHUH, XpoMO(OOHBIN pak MOYKH U PaK MPENCTaTeIbHOM
JKeJe3bl, OMUCAaHBbl TOJBKO accoluauuu co cHkeHueM CNV U HU3KHM  conep:kaHueM
TpaHckpunta. Kpome TOro, cymecTtBoBajO OTAENbHOE HCCIEAOBAHME paka MpPEeACTaTeIbHON
JKene3bl (MeracTasupyromuil pak npencrarenbHoi xenesbl, SU2C/PCF Dream Team (Robinson
et al., Cell 2015)), koTopoe mokaszajo NPUPOCT YHUCIA KOIMUH, aCCOLMUPOBAHHBIN C BBICOKON
JKcIpeccuel! (OTHOCUTENBHO AUIIOUIHOTO).

Otn Habmonenus cHkenust CNV B onyxodiu U yBennueHus ypoBHei sxcnpeccun MPHK
MOTYT OTPa)KaTh MEXaHHU3M JUUIs SKCIIPECCHH OeJIka HEKTHHA-4 B OIMyXOJH MPH T€X MOKA3aHHSX,
IPU KOTOPBIX HAOMIOAANINUCH Takue accorpanuy. O4eBUIHO, CYLIeCTBYIOT nokaszaHust, rae CNV,
MO-BUMMOMY, He BJIUAIU Ha ypoBHU 3kcnpeccu MPHK B mporuosupyemMom natrepHe, Takue Kak
NEYCHOYHO-KJIETOYHass  KapuuHOMa. bbUIO NPOAEMOHCTPUPOBAHO, YTO AOKJIMHUYECKAs
3¢ PEKTUBHOCTB i1 VivO ONIPENeNIeHHBbIX OUIMKINYECKIX KOHBIOTATOB JIEKAPCTBEHHOTO CPEACTBA
NPOTHB HEKTHHa-4 KOppeIupyeT C OJKCIpeccueil Oenka HEKTHHA-4 TpH  ONpeneseHUn
nocpencreoM [HC. Takum o6pazom, eciiu CNV HekTHHA-4 B OMyXOJIH aCCOLUHPOBAH C YPOBHSIMHU
MPHK 1 mporHo3upyeMbIMH YPOBHSIMHU 3KCIIPECCHU OEJIKOB, POPMAITBHO SIBJISIETCS BO3MOKHBIM,
YTO MALMEHThl C OMyXOJISIMH, COAEPIKALIMMH YBEJIHMYEHHE KOJHMUYECTBA KOMHH (MIPUPOCT WU
ammndukanusi), OoJiee BEPOSTHO MOIYT OTBeYaTh HAa OWIUKINYECKHE KOHBIOTAThI
JIEKAPCTBEHHOI'O CpPEJCTBA TMPOTHB HEKTHHA-4 Mo wu300pereHuto. Eciu Obl MOXHO OBLIO
UICHTUPHUIMPOBATh MALMEHTOB ¢ yBenudueHHbIM CNV HekTHHa-4, TOrna 3Ty WH(OpMALIUIO
MOKHO OBLIO OBI HCIIONB30BaTh JJIsl BbIOOpA MALMEHTOB JUISL JICYCHUS OUIMKINYECKUMHU

KOHBIOTaTaMH JIEKAPCTBEHHOTO CPEACTBA MPOTHB HEKTHUHA-4 1O N300PETEHUIO.
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Tabauua 26: Pe3yabTaTbl HCCIEA0BAHUS ACCOLUMALMH MEXKAYy BapbuHpoBaHueM umcjaa konueii (CNV) u 3kxcnpeccueili reHa st

HEKTHHA-4
KonudectBo oOpasuos/rpymma (n=X) Kpurepnii IlomapHoe cpaBHeHUe, Z-CTaTUCTHKA
Kpycxkana- (CKOppeKTUpOBaHHOE  3HA4YE€HUE D),
Yonnuca Bboudepponn
Haszan | Dnementbl | Kpynn | Meak | Aunjoun | Hpup | AmMmiaudu | Cratucer | 3nave | Kpynna | Jlunnon | [lunnou | Amn
ue as as HbIH ocT Kanus HKA HHEp |9 AHBIA - | AHBIA - | JH(
uccjieno AejienH | geJery Kpyckan aeneums | meakasi | Ilpupoc | ukan
BaHUs s usi a- - aejaenmsi | T usi-
Yoaauca AUTLIIOHU] AHILI
HbIH OMJIH
bIH
Pax Oxcrpeccust | 0 11 745 706 404 380,4 <2,2e- | N/A -
mojiouHo | MPHK 16 0,568782 | 11,89096 | 18,85
i (Mukpouum) (1,0000) | (0,0000) | 085
HKeJe3bl * (0,00
(META 00)*
BRIC,
Nature
2012 &
Nat
Commun

2016)
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WnBazus
Hast
KapLIMHO
Ma
MOJIOYHO
%
JKeJIe3bl
(TCGA,
PanCanc

er Atlas)

Dxcrnpeccust
MPHK,
HOPMaJI30B
aHHas 1o
napTusiM/o0b
eMHEeHHAs
u3 Illumina
HiSeq RNA
SeqV2
syn4976369

13

244

640

97

2195

<2,2e-
16

N/A

1,186089
(0,7068)

12,30176
(0,0000)

*

12,07
432
(0,00
00)*

Kapuuno
Ma
SH/IOMET
pusi Tena
MaTKH
(TCGA,
PanCanc
er Atlas)

DKcrpeccusi
MPHK,
HOPMAaJIU30B
aHHasI o
napTusim/oob
eMHEeHHAst
u3 Illumina
HiSeq RNA
SeqV2
syn4976369

274

210

18

76,392

<2,2e-
16

N/A

1,130854
(0,7743)

7,274308
(0,0000)

*

5,601
260
(0,00
00)*

Kapuuno
Ma

yporenu

RSEM
(HOpMaTM30B

aHHasd no

16

171

145

70

67,078

1,80E-
14

N/A

0,060907
(1,0000)

3,323839
(0,0027)

8,054
269
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A napusiMm U3 * (0,00
moueBor | HiSeq RNA 00)*
o my3bIpsi | SeqV2)
(TCGA,
PanCanc
er Atlas)
AneHoka | Jxcrpeccusi 129 332 33 59,578 7,24E- | N/A -
punHoma | MPHK, 13 0,237200 | 6,244156 | 6,247
nerkoro | RSEM (1,0000) | (0,0000) | 228
(TCGA, | (HOpmanu3oB * (0,00
PanCanc | annas no 00)*
er Atlas) | mapusim  u3

[llumina

HiSeq RNA

SeqV2)
ITnockox | RSEM 115 147 6 51,372 4,08E- | N/A -
JerovyHa | (HOpMaiu3oB 11 1,093749 | 6,170067 | 3,815
s aHHAs o (0,8222) | (0,0000) | 296
KapUUHO | mapusM U3 * (0,00
Ma [llumina 04)*
HIeHKH HiSeq RNA
MaTKU SeqV2)

(TCGA,




161

PanCanc

er Atlas)

ITmockok
JIETOYHA
A
KapLUHO
Ma
JIETKOTO
(TCGA,
PanCanc

er Atlas)

Dxcrpeccust
MPHK,
HOPMaJI30B
aHHas o
napTusiM/o0b
eMHEeHHas
u3 Illumina
HiSeq RNA
SeqV2
syn4976369

22

199

222

23

42,128

3,77E-
09

N/A

2,819759
(0,0144)

*

3,034709
(0,0072)

*

4,860
629
(0,00
00)*

ITnockox
JIETOYHA
ST
KapLHO
Ma
T'OJIOBBI U
meu
(TCGA,
PanCanc

er Atlas)

MPHK
Expression,
RSEM
(HOpManu30B
aHHast o
NapTusiM U3
[llumina
HiSeq RNA
SeqV2)

32

330

122

37,81

3,10E-
08

N/A

1,736867
(0,2472)

4,848550
(0,0000)

*

3,033
083
(0,00
73)%
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Anenoka
pLHMHOMA
MOJUKEITY
JIOYHOM
JKeJe3bl
(TCGA,
PanCanc

er Atlas)

Dxcrpeccust
MPHK,
HOPMaJI30B
aHHas 1o
napTusiM/o0b
eMHEeHHAs
u3 Illumina
HiSeq RNA
SeqV2
syn4976369

105

50

36,863

4,92E-
08

N/A

1,333193
(0,5474)

4,388701
(0,0000)

*

4,166
401
(0,00
01)*

Kapuuno
Ma

U TOBHT
HOM
JKeJe3bl
(TCGA,
PanCanc
er Atlas)

DKcrpeccusi
MPHK,
HOPMAaJIU30B
aHHasI o
napTusim/oob
eMHEeHHAst
u3 Illumina
HiSeq RNA
SeqV2
syn4976369

451

26

31,882

1,19E-
07

N/A

2,486724
(0,0193)

*

5,021279
(0,0000)

*

N/A

AneHoka
puUHOMA

TOJICTOI'O

RSEM
(HOpMaTM30B

aHHasd no

40

266

80

31,309

7,32E-
07

N/A

3,811621
(0,0004)

2,987223
(0,0084)

1,759
508
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KULIEYH | mapTusiM U3 * * (0,23
uKa [llumina 55)
(TCGA, | HiSeq RNA
PanCanc | SeqV2)
er Atlas)
Tumoma | Dkcopeccusi 0 95 22 2 26,213 2,03E- | N/A N/A -
(TCGA, | mPHK, 06 4962115 | 1,567
PanCanc | HOpManu3oB (0,0000) | 541
er Atlas) | annHas o * (0,17
napTusiM/o0b 55)
eUHEeHHAst
u3 [llumina
HiSeq RNA
SeqV2
syn4976369
Capkoma | Dkcrpeccust 22 120 74 14 26,831 6,39E- | N/A - -
(TCGA, | mPHK, 06 0,410850 | 4,582047 | 3,106
PanCanc | Hopmann3oB (1,0000) | (0,0000) |262
er Atlas) | annHas o * (0,00
napTusiM/o0b 57)*
eIMHEeHHast

u3 [llumina

HiSeq RNA
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SeqV2
syn4976369

AneHoka
pLMHOMA
KETy KA
(TCGA,

PanCanc

er Atlas)

Dxcrpeccust
MPHK,
HOPMaJI30B
aHHas o
napTusiM/o0b
eMHEeHHas
u3 Illumina
HiSeq RNA
SeqV2
syn4976369

11

253

134

19,096

0,0002
611

N/A

2,835658
(0,0137)

*

2,921683
(0,0104)

*

0,265
333
(1,00
00)

AJleHOKa
pLMHOMA
npeacTar
eJIbHOM
JKeJIe3bl
(TCGA,
PanCanc

er Atlas)

Dxcnpeccust
MPHK,
RSEM
(HOpManu30B
aHHasI o
apTusIM = U3
[llumina
HiSeq RNA
SeqV2)

15

437

29

19,125

0,0007
426

2,532734
(0,0566)

3,202764
(0,0068)

*

1,351661
(0,8824)

0,509
151
(1,00
00)
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Xpomod
oOHast
aieHOKa
puuHOMa
HIOYKH
(TCGA,
PanCanc

er Atlas)

Dxcrpeccust
MPHK,
RSEM
(HOpMann30B
aHHast 1o
nmapTusiM = U3
[Mlumina
HiSeq RNA
SeqV2)

50

14

13,851

0,0009
823

N/A

3,609735
(0,0005)

*

0,058395
(1,0000)

N/A

AneHoka
pLMHOMA
PsIMOM
KULIKH
(TCGA,
PanCanc

er Atlas)

Dxcrpeccusi
MPHK,
HOPMAaJIU30B
aHHAsI o
napTusiM/oob
eMHEeHHAst
u3 Illumina
HiSeq RNA
SeqV2
syn4976369

11

91

33

14,056

0,0028

N/A

1,050760
(0,8801)

2,951363
(0,0095)

*

1,809
506
(0,21
11)

Meracta
3UPYIOL
Uil pak

npencTatT

Dxcnpeccusi/
yJIaBJIMBAHUE

MPHK (RNA

75

37

12,336

0,0063
17

N/A

0,040058
(1,0000)

3,420479
(0,0019)

*

0,362
109
(1,00
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enpHOll | Seq RPKM) 00)
JKEJIe3Bl,
SU2C/P
CF
Dream
Team
(Robinso
n et al,
Cell
2015)
deoxpo | Dkcnpeccusi 14 123 19 11,573 0,0089 | N/A - -
marutom | MPHK, 98 1,271308 | 2,597791 | 2,201
a U | HOpMaJIU30B (0,6109) | (0,0281) | 970
naparaHr | aHHast no (0,08
JaroMa napTusiM/o0b 30)
(TCGA, | enunHeHHas
PanCanc | u3 Illumina
er Atlas) | HiSeq RNA

SeqV2

syn4976369
Ceetniok | Dkcnpeccust 22 297 32 11,314 0,0101 | N/A - -
neroyna | MPHK, 4 0,748380 | 2,996852 | 1,502
ST RSEM (1,0000) | (0,0082) | 464




KapuuHO | (HOpMaHu30B * (0,39
Ma aHHast o 89)
HOYKH napTusiM U3

(TCGA, | Illumina

PanCanc | HiSeq RNA

er Atlas) | SeqV2)

AneHoka | Jkcnpeccus 59 66 N/A -

puuHoma | MPHK 0,677737 | 0,409530 | 3,028
npencTar (1,0000) | (1,0000) | 793
€JIbHOM (0,00
JKeJe3bl 74)*
(Fred

Hutchins

on CRC,

Nat Med

2016)

Anenoka | RNA Seq 153 34 N/A -

pumHoma | RPKM 0,062894 | 1,860678 | 2,514
o0ono4H (1,0000) | (0,1884) | 653
oi u (0,03
npsIMOH 57)
KHUIIKH

(TCGA,




168

Nature

2012)

CeposHa
s
UCTae
HOKapuu
HOMa
SAUYHHUKA
(TCGA,
PanCanc

er Atlas)

Dxcrnpeccus
MPHK,
HOPMaJI30B
aHHas o
napTusiM/o0b
eMHEeHHas
u3 Illumina
HiSeq RNA
SeqV2
syn4976369

75

117

93101

0,0254

N/A

1,589035
(0,3362)

2,168253
(0,0904)

0,062
706
(1,00
00)

[Tannnns
pHast
KapIHHO
Ma
MOYKU
(TCGA,
PanCanc

er Atlas)

Dxcnpeccust
MPHK,
RSEM
(HOpManu30B
aHHasI o
apTusIM = U3
[llumina
HiSeq RNA
SeqV2)

19

239

15

9,1134

0,0278

1,607764
(0,3237)

0,569938
(1,0000)

2,552083
(0,0321)

N/A
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Huskomu | RSEM 11 462 32 4,769 0,1895 | N/A -

bdepenn | (HopManu3oB 0,462462 | 1,718955 | 1,261
UPOBHHA | aHHast o (1,0000) | (0,2569) | 960

A IIMOMA | MApTUsIM U3 (0,62
rosioBHO | Illumina 09)
ro mosra | HiSeq RNA

(TCGA, | SeqV2)

PanCanc

er Atlas)

Anenoka | RSEM 8 78 86 4,267 0,234 | N/A -

purHOMA | (HOPMAaJU30B 0,747441 | 0,768855 | 1,756
NUILEBO | aHHAsI no (1,0000) | (1,0000) |911
a napTusiM = U3 (0,23
(TCGA, | Illumina 68)
PanCanc | HiSeq RNA

er Atlas) | SeqV2)

Kapuuno | RSEM 9 54 11 4,0298 0,2583 | N/A -

Ma (HOpManu3oB 0,157281 | 0,131234 | 1,984
HajAMoue | aHHas o (1,0000) | (1,0000) | 800
YHUKOB | MApTUsIM U3 (0,14
(TCGA, | Illumina 15)
PanCanc | HiSeq RNA

er Atlas) | SeqV2)
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Mynbtu | Dxcnpeccust 115 27 2,6252 0,2691 | N/A - N/A
¢dopmuas | MPHK, 0,180194 | 1,593755
rmrnobna | RSEM (1,0000) | (0,1665)
croma (HOpMaNM30B
(TCGA, | annas no
PanCanc | maptusim u3
er Atlas) | Illumina

HiSeq RNA

SeqV2)
AneHoka | Jxcrpeccusi 78 4 2,181 0,3361 | N/A N/A
punHoma | MPHK 1,423206 | 0,454433
npeacTar (0,2320) | (0,9743)
€JIbHOM
JKeJe3bl
(MSKC
C,
Cancer
Cell
2010)
Kapuuno | Dxcnpeccust 14 37 3,308 0,3465 | N/A -
capkoma | MPHK, 0,104285 | 0,539065 | 1,764
MaTKU HOpPMAaJIU30B (1,0000) | (1,0000) |353
(TCGA, | annas o (0,23
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PanCanc | maptusam/o0n 30)
er Atlas) | ennHeHHas

u3 Illumina

HiSeq RNA

SeqV2

syn4976369
Octpeblii | Dxcnpeccust 0 163 2 0,82638 |0,3633 | N/A N/A 0,909052 | N/A
muenonn | MPHK, (0,1817)
HBIN RSEM
JeUKo3 (HOpMaNU30B
(TCGA, | annas no
PanCanc | maptusim u3
er Atlas) | Illumina

HiSeq RNA

SeqV2)
Koxnast | Dxcrpeccus 19 146 189 3,6483 0,4557 | - - -
menanoMm | MPHK, 0,898187 | 1,116994 | 1,235317 | 0,900
a HOPMaJIM30B (1,0000) | (1,0000) | (1,0000) | 287
(TCGA, | annas o (1,00
PanCanc | maptusim/o0b 00)
er Atlas) | enuHeHHas

u3 [llumina

HiSeq RNA
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SeqV2

syn4976369
Me3zoren | Dkcrnpeccust 56 23 2,3747 0,4984 | N/A -
uoma MPHK, 1,426445 | 0,418206 | 0,143
(TCGA, | HOpManHn30B (0,4612) | (1,0000) | 440
PanCanc | aHHas o (1,00
er Atlas) | maptusim/o6b 00)

eMHEeHHas

u3 Illumina

HiSeq RNA

SeqV2

syn4976369
Xonauru | RSEM 13 18 1,3058 0,5205 | N/A N/A - 1,121
OKapUUH | (HOpMaIu30B 0,653051 | 055
oma aHHast o (0,7706) | (0,39
(TCGA, | nmaptusm wu3 34)
PanCanc | Illumina
er Atlas) | HiSeq RNA

SeqV2)
Ienuarp | Hextun-4: 66 10 2,2337 0,5253 | N/A - -
WYECKUH | 3KCTIpeccusi 0,133399 | 0,504875 | 1,375
octpeiii | MPHK (1,0000) | (1,0000) | 728
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mumpou | (RNA-Seq (0,50
THBIN RPKM) 67)
JENKO3 -

daza 1II

(TARGE

T, 2018)

Hupdy3 | Dxenpeccus 2 25 9 1 1,4939 0,6837 | N/A -
Hast MPHK, 0,374642 | 1,170326 | 0,405
kpynHok | RSEM (1,0000) | (0,7256) | 844
JeTovyHa | (HOpMau30B (1,00
s B- | annas no 00)
KJIETOYH | MapTHsAM U3

ast [llumina

mumdom | HiSeq RNA

a SeqV2)

(TCGA,

PanCanc

er Atlas)

OHIMKIIO | DKCIpeccust 112 396 319 49 1,9013 0,7539 | - - -

e JTHst MPHK 0,398204 | 0,562427 | 0,847920 | 0,379
JUHUN (MHUKpOUHI) (1,0000) | (1,0000) | (1,0000) | 251
3JI0Ka4ec (1,00
TBEHHBIX 00)
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KJIETOK
(Novartis
/Broad,
Nature

2012)

VYBeanbH
ast
MEJIaHOM
a
(TCGA,
PanCanc

er Atlas)

DKcrpeccusi
MPHK,
HOPMaJI30B
aHHas o
napTusiM/o0b
eMHEeHHAs!
u3 Illumina
HiSeq RNA
SeqV2
syn4976369

72

0,067914

0,7944

N/A

N/A

0,260603
(0,3972)

N/A

ITenuatp
n4eckast
OMyXOJIb
Bunbmca
(TARGE
T, 2018)

HexTun-4:
JKCIIPECCHs
MPHK
(RNA-Seq
RPKM)

50

46

0,78538

0,853

N/A

0,165021
(1,0000)

0,815915
(1,0000)

0,090
701
(1,00
00)
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Omnyxon | Okcrpeccust 76 67 0 0,14279 |0,9311 | N/A - N/A
u MPHK, 0,366969 | 0,061216
MYy>KCKU | HOpMaJIU30B (1,0000) | (1,0000)
X aHHAas 1o
MOJIOBBIX | MapTUsiM/00b
KJIETOK | €lMHEeHHasl
(TCGA, |u3 Illumina
PanCanc | HiSeq RNA
er Atlas) | SeqV2

syn4976369
[Teuenou | Hextun-4: 89 224 34 0,2908 0,9618 | N/A
HO- SKCIIPECCUsT 0,082418 | 0,188961 | 0,363
kiaeroydn | MPHK, (1,0000) | (1,0000) | 341
ast RSEM (1,00
KapuUuHO | (HOpMaiu3oB 00)
Ma aHHast o
NEeYeHU | MapTHsAM U3
(TCGA, | Illumina
PanCanc | HiSeq RNA
er Atlas) | SeqV2)
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IIpumep 7: AHaIu3 IKCNpeccUH HEKTHHA-4 B 6 KJI€TOYHBIX JHHUSX

1. 3agada uccnemoBaHus

3anmaueil uccrenoBaHus ObUla OIEHKA 3KCIPECCUU HEKTHHA-4 B O KIETOYHBIX JIHHUSX

MOCPEICTBOM MPOTOYHON LIUTOMETPHUH, BKIIFOUAs 2 KJIIETOYHBIX JIMHUU PaKa MOJIOYHOHN KeJe3bl
(T-47D, MDA-MB-468), 3 knetounsix JuHAN paka jerkoro (NCI-H292, NCI-H322, NCI-H526)

u 1 xnerounytro nuaUIO pudpocapkomsl (HT-1080)).

2. Cxema mauenu
IMauens qast FCM B T-47D, MDA-MB-468, NCI-H292, NCI-H322 u HT-1080

Dayopoxpom ycToi HN3oTunnyeckuu IManean
PE - Hsorununueckuii koutposns | Hektun-4
ITanens nns NCI-H526
®Dayopoxpom | Ilycroit HN3oTununuyecku IHanenn
H3otunuueckui
PE - Hextun-4
KOHTPOJIb
BV421 JXusple/morudume JXussle/morudmme JXussle/morudurme
3. Marepuan
3.1. Obpa3zen
IlepeueHb KJIETOUHBIX JIMHUM
Tun
[Tosoxenn | Knerouns! | 30xauectBe | [locraBmu | CeoiictBa | KyabrypanbHas
e e JIUHUHU HHOH K KyJbTYypbl | cpeaa
ONMyX0JIH
RPMI-1640+0,2
Pax monounoii | ATCC- NPUKIIETUIS | €AMHULBY/ MJT
1 T-47D
Keesbl HTB-133 Io1Iasics ObI4bETrO
uHcynuHat10%FBS
5 MDA-MB- | Pak monousnoii | ATCC- Ipuknerss | Cpena JleiiGoBurtna
468 Keesbl HTB-132 I011asics L-15+10%FBS
Ilpuxnennsa | RPMI-
3 NCI-H292 | Jlerkoro 91091815
I011asics 1640+10%FBS
Ilpuxnerna | RPMI-1640+2 MM
(4 NCI-H322 | Jlerkoro 95111734
FOLIAsICS rnytamua+10% FBS
Oxkpyribie
by RPMI-
5 NCI-H526 | Jlerkoro CRL-5811 KJIaCTephbl B
1640+10%FBS
CYCIEH3UH
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EMEM+2 MM
rnytamuat1%
dubpocapkom | ECACC- MIPUKJIETUIS
6 HT1080 HEOCHOBHBIE
a 85111505 FOLIAsICSA
AMHUHOKHCJIOTBI
(NEAA)+10% FBS
3.2. PeareHTsl
AHTHTeNa 1 HabOp A MPOTOUHO-LIUTOMETPUIECKOTO aHAIH3a
Karanoxubrit
dayopecuenuusi | Mapkep HocraBumuk | Kommentapuii
HOMeEp
PE HexTun-4 FAB2659P R&D AAAQ0217021
H3oTunnueckuii
Or BICY-
PE KOHTPOJIbHBIN IC0041P R&D
20161117A
IgG2b

DPBS (Corning-21-031-CV)

bydep mns oxpammusanus (eBioscience-00-4222)

bydep s pukcaunn (BD-554655)

3.3. Yempoicmea

Hentpugyra Eppendorf S810R

IIporounsiii muromerp BD FACS Canto (BD)

4. CiocoObl 1 POLIey pbl SKCTIEPUMEHTA

4.1. Bzamue obpaszyos

Cobpatb KJIETOYHBIE JIMHUH, PAcTyIlHe B SKCIIOHEHLMaNIbHOU (pase pocra. ITogcumrarhb
KJIETKH  TOCPEACTBOM  TIE€MOLIMTOMETpa C  OKpallMBaHHEM  TPUIMAHOBBIM  CHHUM.
Hentpudyruposars kietku npu 400xg B Tedenne 5 muH npu 4°C, MPOMBITH KJIETKH J1Ba pasa
Oy hepoM mist OKpaIIUBaHUS U CyCIIEHAUPOBATD KIETKH B Oydepe mist okpamusanus 10 1x107/m.

4.2. Oxpawiueanue anmumenom

1) Pacnpenenutrp anukBotamMu 100 MKJ CyCNEH3WH KJIETOK B KaXIYH JIYHKY 96-
JyHOYHOTO V-00pa3HOro IUTaHIIETA.

2) JobaBUTh M3OTUMHYECKHUH KOHTPOJIb WJIM AaHTUTENAa K CYCHEH3HH KJIETOK H
uHKyOupoBath B TeueHne 30 muH npu 4°C B TEMHOTE.

3) IIpomBbITh KJIeTKH 2% mocpeacTBoM LeHTpudyruposanus npu 400Xg B Te4eHUE S MUH
nipu 4°C U CIUTH CYyNIePHATAHT.

4) PecycniennupoBath kietku ¢ 100 mxa ¢ukcupyromero Oydepa u uHKyOHpOBaTh B
tedenue 30 muH npu 4°C B TeMHOTe.

5) IIpoMBITh KJIETKH 2% MOCPEencTBOM HeHTpudyrupoBanus npu 300xg B TeueHue 5 MUH
npu 4°C U yanuTb CynepHaTaHT.

6) PecycnennupoBats kinetku B 400 Mk Oydepa 1i1st OKpalTnBaHUS.

7) Ilpoananusuposate nanuele FACS ¢ ncnonp3oBaHHEM MPOrPaMMHOTO OOECTICYSHHUS
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FlowJo V10.

4.3. AHanu3 NaHHBIX

Bce nmannpie FACS ananusupoBaiu mocpeacTBoM mporpammHoro obecrneuenusi Flowjo
V10 u Graphpad Prism nim nporpammuoro odecneuenust Excel.

5. PesynbTartel

5.1 Ctparerust reATUpOBaHUs JIsl TAaHENU

Crparerus redTUpOBaHMS Il HEKTUHA-4 TIpeAcTaBiIeHa Ha ¢ur.29-32.

5.2. AHanu3 naHHbIX

5.2.1. XKu3HecnnocOOHOCTh KIIETOUHBIX JINHUI

JKu3HecrmocoOHOCTD KJIETOYHBIX JIMHUI ObllIa TAKOH, KaK ITOKa3aHO HUIKE.

Tun KoaunuecTBo
Kaerounas
Ne 3JI0KaYecTBeHHOH [/KH3HecnmocoOHOCTh [KH3HECIOCOOHBIX
UTHHHS
ONYXO0JIH KJIETOK/ MHJIJIMOH
1 T-47D Mounounoit xene3bl 98,1 8,6
MDA-MB-
2 Monounoii xene3br (98,7 5,3
468
3 INCI-H292  [lerxoro 98,7 10,4
4 INCI-H322  [lerxoro 98,5 6,6
5 INCI-H526  [Ierkoro 79,9 4.0
6 HT1080 dubpocapkoma 98,0 14,7

5.2.2. TlonoxurenbHasi SKCIPECCUst HEKTUHA-4 B KJIETOYHBIX JIMHUSIX

ITonoxurenbHas skcripeccust 1 MFI HekTHHa-4 B 6 KJI€TOYHBIX JIMHUSAX COOTBETCTBOBAJA

MEPEYHIO.
Kierounast MFI-

Ne HexTun-4 MFI-nanean
TTHHUS H30THIIHYECKHUHI

1 T-47D 99,0% 132 1808

2 MDA-MB-468 99,0% 184 2324

3 INCI-H292 97,9% 180 729

4 INCI-H322 99,1% 145 1655

5 INCI-H526 0,21% 104 91,3

6 HT1080 1,53% 134 134

6. Obcysxnenne
Dkcnpeccust HeKTHHA-4 OblTa BBICOKOH B KJIETKaX paka MoJIOUHOH skene3sl T-47D (99,0%),
MDA-MB-468 (99,0%) u knerkax paka jgerkoro NCI-H292 (97,9%), NCI-H322 (99,1%). B NCI-

H526 u HT-1080, He 6bu10 00HapYyKE€HO SKCIPECCHUH HEKTHHA-4.
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[pumep 8: Ananu3 3Kcnpeccun HekTHHAa-4 B 9 kierouHbix JuHHax CDX
NMOCPEACTBOM NPOTOYHOIN IUTOMETPUH

1. 3apaua uccjenoBaHus

3amadeii 5TOro NpoeKTa SBISIETCS OLIEHKA TOBEPXHOCTHOH sKcnpeccuu HekTuHa-4 (PVRL-
4) B 9 KJIETOYHBIX JIMHUSX, BKIIFOYast 1 KJIETOYHYIO JIMHUIO paka MOJIOuHOH skene3bl (MDA-MB-
468), 4 xnerounbIx uHNK paka jJerkoro (NCI-H292, NCI-H358, NCI-H526, A549), 1 kneTounyo
JUHUIO paka ToxkesynodHoi skenesbl (Panc02.13), 2 kJI€TOYHBIX JUHUH paka OOOHOYHOU U
npsimoit kumku (HCT-116, HT-29) u 1 knerounyto nuHuio paka modesoro ny3sips (HT1376).

2. Cxema naHenu

ITanens ot FCM B 9 KJIETOYHBIX JIMHUASIX

Dayopoxpom ycToi HN3oTunnyecknu Manean
M3z3oTunuueckuit

PE - Hektun-4
KOHTpOJbHbIHN [gG2b

BV421 JKussie/morudmmue JKusbie/morudinue JKusnie/morudmme

3. Marepuaisl

3.1 O6pasupl

IlepeueHb KJIETOUHBIX JIMHUM

Tun
ITon
Kaerounas | 310kauec CaoiicTBa
o2Ke MocraBmuk KyasTtypansHnas cpeaa
JIMHSA TBEHHOM KYJbTYPBbI
HHe
ONMyX0.IH
Mouesoro | ATCC-CRL- IIpukpens
1 HT1376 EMEM+10% FBS
Iy 3bIpsi 1472 FOLIASICS
MDA-MB- Monouno IMpukperuis | JlefiGoBura L-
2 ATCC-HTB-132
468 1 Kene3bl FOLIAsICSA 15+10%FBS
O6onouno
151 151 IIpuxpens
3 HCT-116 ATCC-CCL-247 RPMI 1640+10% FBS
PsIMOI FOLIASICS
KUIITKA
O6onouno
151 u ITpuxpenns
4 HT-29 ATCC-HTB-38 MakKost 5a+10% FBS
PsIMOI IOLIASICS
KUIITKA
IIpuxpenns
5 A549 Jlerkoro | ATCC-CCL-185 F-12K+10% FBS
I011asiCsA
6 NCI-H292 Jlerkoro | ECACC- Cycnensuo | RPMI 1640+10% FBS
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91091815 HHast
ECACC- IIpukpens
NCI-H358 Jlerkoro RPMI 1640+10% FBS
95111733 FOLIasICSI
ATCC-CRL- IIpuxpenns
8 NCI-526 Jlerkoro RPMI 1640+10% FBS
5811 IOLASICS
IMomxeny RPMI-1640+15% FBS+5
ATCC-CRL- MPUKPEIIs
0 Panc02.13 JTOYHOMN MKT/MJT HWHCYJIMHA
2554 IOLIASICS
JKEJIE3bI YeNoBeKa
3.2. PeareHtsl
1) DPBS (Corning, 21-031-CV)
2) Tpuncun 0,25% (Invitrogen- 25200072)
3) Bydep nns oxpammBanus (eBioscience, 00-4222)
4) bydep nns puxcauuun (BD, 554655)
5) AuTHTENO
Karanoxupl
®ayopecuenuuss | Mapkep . MocraBmuk | Kommenrapuii
il Homep
PE Hexrun-4 FAB2659P R&D AAAQ00217021
PE IgG2b mblm IC0041P R&D
BV421 JKusble/morubmue | L34964 Invitrogen -

3.3. Yempoiicmea

enrpudyra Eppendorf 5810R

IIporounsii muromerp BD FACS Canto (BD)

4. Cnioco0bI 1 mpoueaypbl IKCePUMEHTA

4,1 KyabTHBHPOBaHHE KJIETOK

Pa3mopakuBaHue KJIeTOK

1) Ouucruts 3amopokeHHble (uiakoHbl 70% COHPTOM M OBICTPO PA3MOPO3UTH (HITAKOHBI
Ha BojsiHOM Oane mpu 37°C.

2) LlenTpudyrupoBarsb CyCIEeH3UI0 KIETOK Npu npudausutensbHo 1000 o6/MuH B TeueHue
5 MUHYT, yIaIUTh CyNIEPHATAHT U JOOABUTH MPEABAPUTENILHO HATPETYIO CPeNy BO (pJIAKOHBI.

3) MukyOupoBathb KyibTUBHpPYeMble (hiakoHbl B HHKyOaTope rpu 37°C, ¢ 5% CO,.

IMaccupoBaHue KJIeTOK

1) Harpets cpeny u TpurncuH Ha BoxsiHON O6ane npu 37°C.

2) Y nanuth KyJIbTypalibHYIO CPEAy U OMOJIOCHYTh KJIeTOUHbIN ciioii DPBS.

3) HobaButk 5 mi 0,25% pacTBopa TpPUIICHHA B KOJIOY U pa30aBUTh TPUIICHH 5 MJT CPEIbL.

4) HentpudyruposaTs cycreHsuto kietok npu 1000 06/MHH B Te4eHHEe S5 MUH.

5) Hobauth 15 Mn cBexeld cpenbl M PECYCIEHAMPOBATH KIETKH IOCPEICTBOM
OCTOPOKHOTO MHUITETHPOBAHMSL.

6) J1o6aBUTH COOTBETCTBYIOIIYIO CYCIIEH3UIO KJIETOK B HOBBIE KYJIbTYpPaJbHbIE (DITAKOHBI.
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7) UukyOunpoBath KyJibTypasbHble ¢uiakoHbl B HHKyOaTope npu 37°C ¢ 5% CO,.

4.2. B3situe o0pa3uoB

Cobpatrpb KJI€TOUYHBIE JIMHUH, PAcTyIlHMe B SKCIIOHEHUHaNbHOU (pase pocra. Ilogcumrarh
KJIETKH C OKPALIMBaHNEM TPHUIIAHOBBIM CUHUM. LlenTpudyruposats kinerku npu 400Xg B TedeHNE
5 muH npu 4°C, pOMBITE KJIETKH [1Ba pa3a Oypepom IJIst OKpaIIuBaHUs M CY CIEHIUPOBATD KJIETKU
B Oy(epe must okpammBanust 10 5x 10%/mut.

4.3. OxpaminBaHHe AHTHUTEJIOM

Pacnpenenuts anuksoramu 100 MKJI CyCHEH3UM KJIETOK B KaXAYHO JyHKY 96-1yHOYHOIrO
V-o6pasHoro maHiera. J[00aBUTh H30TUITHYECKUI KOHTPOJIb WIIM AHTUTENA K CYCITIEH3UHU KJIETOK
U nHKyOupoBath B TeueHue 30 muH npu 4°C B TemHOTe. [IpOMBITH KJI€TKH 2 pa3a mOCPEnCTBOM
ueHtpudyruposanuss npu 400xg B Teuenme S5 mumH npu 4°C W CIUTH CyIEepPHATAHT.
Pecycnennuposars kinetku B 300 mxn Oydepa mist okpammBanusi. [IpoaHanu3upoBats JaHHBIE
FACS c ucnionp3oBanmnem nporpammuaoro odecrnieuenus: FlowJo V10,

4.4. Ananus oanmnsix

Bce nannbie FACS ananu3upoBaiu mocpeacTBOM mporpammHoro obecrneuenust Flowjo
V10 u Graphpad Prism nim nporpammuoro obecneuenust Excel.

S. Pe3yabTaTsl

5.1. CTparerus reiiTHpOBaHUs JJIsl AHEJIU

Crpaterus rediTHpOBaHMs JIs1 HEKTHHA-4 npencTasieHa Ha ¢ur.34-37.

5.2. Ananu3 oanmnvix

ITonoxurenbHas sxcripeccust 1 MFI HexkTnHa-4 B 9 KJI€TOUYHBIX JIMHUSAX COOTBETCTBOBAJA

MIEPEYHIO.
No [Crerosmas HexTun-4 MEL- _  MFI-nanean
UTHHHUS W30 THIMHYECKUH
1 HT1376 92,4% 36,2 803
2 MDA-MB-468 97,1% 28,9 460
3 HCT-116 1,85% 14,5 15,6
4 HT-29 40,0% 20,5 88,3
S A549 1,07% 20,5 21,6
6 NCI-H292 71,1% 22,9 149
7 NCI-H358 90,1% 26,5 361
8 INCI-526 1,22% 8,33 12,1
0 Panc02.13 51,9% 36,2 128

6. Obcyxnenne
Jkcnpeccust HeKTHHA-4 ObLTa BHICOKOH B KJIETOYHOM JIMHUM paka MoueBoro my3bipss HT-
1376 (92,4%), paka monouHoi xene3bl MDA-MB-468 (97,1%) u paka nerkoro NCI-H358

(90,1%). Dxcnpeccust HekTUHA-4 ObUTa yMepeHHON B KieTouHbIX JuHIsIx HT-29 (40,0%), NCI-
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H292 (71,1%) u Panc02.13 (51,9%). B HCT-116, A549 u NCI-526 He Obu10 OOHapy:»KeHO

SKCIpeCCHn HeKTHHa-4. T AAHHBIC TAKKE MOXHO HCIIOJIb30OBATH B KAYCCTBEC OPUCHTHpA AJIA

BBIOOpA MOZENH JJIsl UCCIIeIOBaHUM 3((HEKTUBHOCTH.

Hpumep 9: HccaenoBanus 3pPpekTHBHOCTH in Vivo

Hpumep 9.1: Uccnenosanue 3¢(PpeKTHBHOCTH in vivo TeCTHPYEMbIX 00pa3loB NpH

JedyeHun mbimer Balb/c nude ¢ kcenoTpancniianTatom AS49

1. 3agauya uccaeoBaHus

3amaueii MCCIENOBAaHUS SIBISIETCSl OLIEHKA 771 ViVO TIPOTUBOOMYXOJEBOH 3(PPEKTUBHOCTH

TEeCTUPYEMBbIX 00pa3loB mnpu JiedueHnn Mbimeil Balb/c nude ¢ kceHoTpancmianTatom AS549.

2. Cxema 3KcnepuMeHTa

Ob6bem IyTs

I'pynn Hosa
Jleuenue n no3upoBaHus | no3upoBaH | Cxema

a (Mr/kr)

(Mx/T) usi
1 Hocurens 5 -- 10 B/B qw
2 BCY8242 3 3 mr/kr 10 B/B qw
3 BCY8242 3 3 mr/kr 10 B/B biw
4 BCY8242 3 5 mMr/kr 10 B/B qw
5 BCY8245 3 3 mr/kr 10 B/B qw
6 BCY8245 3 3 mr/kr 10 B/B biw
7 BCY8245 3 5 mr/kr 10 B/B qw
8 BCY8253 3 3 mr/kr 10 B/B qw
9 BCY8253 3 3 Mr/kr 10 B/B biw
10 BCY8253 3 5 mr/kr 10 B/B qw
11 BCY8255 3 3 Mr/kr 10 B/B qw
12 BCY8255 3 3 Mr/kr 10 B/B biw
13 BCY8255 3 5 mr/kr 10 B/B qw

3. Marepuajbl

KuBoTHbBIE U YCJI0BHS COAEPRAHUS

3.1.1. ’ KuBoTHBIe

Bux: Mus Musculus

Jlunus: Balb/c nude

Bospact: 6-8 Henenb

Ilon: camku

Macca tena: 18-22 r

KomnuecTBo ;KMBOTHBIX: 41 MBI TUTFOC 3aacHbIE
3.1.2. YcaoBus coaepranust

Mpineii copep;kaau B WHAUBHUAYAJIBHO BEHTHWIMPYEMBIX KJIETKAaX IPU MOCTOSHHOU

TEMIIEPaTyPe U BJIAKHOCTH C 3 WU 5 )KUBOTHBIMU B KAXKIOU KIIETKE.

- Temneparypa: 20~26°C.
- Bnasxxnocts 40-70%.

Knerku: nsrorosnensl u3 noinkapbonara. Pazmep cocrasisier 300 mm* 180 Mmmx 150 mm.
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Martepuanom NOACTHIKY OBUTH CEPALIEBUHBI KYKY PY3HBIX ITOYATKOB, KOTOPBIE 3aMEHSIIH Ba Pa3a
B HEZIEIIO.

Paunon: JXuBorHble mMenu CBOOOAHBIA JOCTYN K CTEPWIM3OBAHHOMY OOJydeHUEM
CYXOMY I'PaHyJIMPOBAaHHOMY KOPMY B XOJI€ BCETO MEPHOAA UCCIETOBAHU.

Bona: *krBOTHBIE UMEJTH CBOOOIHBIN JOCTYT K MMUTHEBOH BOJIE.

Unentudukanus kinerok: UneHTHUKAINOHHBIE SIPIBIKU AJIs1 KAKIOH KIETKU COAEPIKaIIH
CIEAYIOUYI0 WH(POPMALMIO: KOJMUYECTBO JKMBOTHBIX, IOJI, JIMHUS, JaTa IMOJYYEHHs, JEeUeHHE,
HOMeEp MCHbITAHUs, HOMEp IPYIIbl U AaTa Havajla UCTIbITAHUSI.

Wnentudurkanus ;kHBOTHBIX: JKUBOTHBIX MapKHUPOBAJIM KOIUPOBAHUEM Ha YIIIaxX.

4. Cnioco0bI M poLeAyPbI IKCIEPUMEHTA

4.1. KyabTHBHpPOBAHHE KJIETOK

Onyxonesble kineTkn AS549 nopaepKuBaldu in Vifro B KadeCTBE KyJbTypbl B BHUAE
moHocnos B cpene F-12K, nononnenHoii 10% nHaKTUBUPOBAHHOW HarpeBaHUEM 3MOPHOHAIBHON
Tensubel cbiBopoTkoil, mpu 37°C B atmochepe 5% CO2 B Boszmyxe. OmyxoseBble KIETKH
CTaHAAPTHBIM 00pa3oM CyOKyJBTHBHUPOBAIM ABAa pasa B HEIOENIO IOCPENCTBOM OOpabOTKH
tpunicuHoM-EDTA. Knerku, pactymme B 3KCOHEHIManbHOW (ase pocra, cobOupanu u
MOJICYUTHIBAIIH JJIs1 THOKYJISILIUU Oy XOJIH.

4.2. MHOKYyASIUMS OMYXO0JIH

Kaxnoil MblIIIN MOJKOKHO MHOKYJIHMPOBAJIM B IPaBblii OOK omyxonesble KieTku AS549
(5%10°) B 0,2 M PBS muist pasButust onyxosu. 41 )UBOTHBIX CIIy4YaiiHbIM 00Pa30M pacrpenesisiim
Ha TPYIbL, KOTAa cpexHuii oObeM omyxomu nocturan 158 mm’. BBemeHue TecTUpPyeMbIX

o6pa3u013 N KOJHYECTBa >KHBOTHBIX B Ka}I(LIOﬁ rpymnre npeacTaBJICHbI B Ta6m/1ue CXE€MbI

SKCIIEPUMEHTA.
4.3. IlosryuyeHue cocTaBa TeCTUPYeMOro oopasua

Tectupyemsiii | Konm.

CoctaB
obpaszery (mr/min)
Hocurens - 25 MM ructunus, pH 7, 10% caxapoza

PazbaBute 510 Mka ucxomgHoro pacteopa 20 mr/mn BCY8242
BCY8242 0,5

19,886 mu ructuauHOBOTO Oydhepa

Pazbasuth 480 Mkn ucxomgHoro pactesopa 0,5 mr/mu BCY8242
BCY8242 0,3

320 Mk ructuauHOBOTO Oydepa

Pazbasuth 400 Mk ucxonHoro pacrsopa 1 mr/mu BCY 8245 400
BCY8245 0,5

MKJI THCTUITHOBOTO Oydepa

PazbaButh 240 Mkn ucxonnoro pacrsopa 1 mr/min BCY 8245 560
BCY8245 0,3

MKJI THCTUIHOBOTO Oydepa

Pazbasute 400 Mk nucxonnoro pacrsopa 1 mr/min BCY8253 400
BCY8253 0,5

MKJI THCTUIHOBOTO Oydepa
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Pazbasuth 240 Mka ucxonsoro pacrsopa 1 mr/min BCY8253 560
BCY8253 0,3

MKJI THCTUAHOBOTO Oydepa

Pazbasute 400 Mk nucxonHoro pacrsopa 1 mr/min BCY8255 400
BCY8255 0,5

MKJI arleTaTHOTO Oydepa

PazbaButk 240 Mk ucxonsoro pacrsopa 1 mr/ma BCY8255 560
BCY8255 0,3

MKJI arleTaTHOTO Oydepa

1. 'uctununoBbIA Oydep: 25 MM eucmuoun, pH7, 10% caxaposa

2. Aueratnsiii Oydep: 50 MM ayemam/ykcycnas kucioma, pH, 5 10% caxaposa

4.4. B3situe o0pa3uoB

B koH1IEe nccaeaoBaHus OMyXOJIU BCEX IPYII, KpOMe rpyni 2, 3 U 4, U3BJIEKanu 4epes 2 9
nocjie mocjenHero aosuposanusi. Omyxonu B rpymmax 2, 3 u 4 u3Biekann 0e3 Kakoro-iudo
T O3UPOBAHUS

S. Pe3yabTaTnl

5.1. Kpusble pocta onyxoJiu

Kpussle pocra onyxomnu npencrasieHa Ha Gur.38-41.

5.2. Perucrpanusi 06bemMa onyxoJiu

Cpennuii 0ObeM OIyXoJu ¢ TEYEHHEM BpeMeHH y caMok Mbimiei Balb/c nude, nmerormunx
KCeHOoTpaHCIuaHTaT AS49, npeacrasieH B Tadnuue 27.

Ta6nuna 27: Perucrpanusi 00bemMa 0ONMyxoJiv ¢ Te4eHHeM BpeMeHHU

I'pymm CyTku nocjie Havaa JeueHust
Jleuenue

a 0 2 5 7 9 12 14

1 Hocurens, qw  158+13 235424 278426 346+39 387435 471+45 568+49
BCY8242,

2 157£13 21519 221412 257428 282432 329+6  356+26
3 mr/kr, qw
BCY8242,

3 ) 158+10 224429 189+38 205+44 232455 239441 261441
3 mr/kr, biw
BCY8242,

4 157£16 189423 169+17 182+30 191439 162433 191429
5 mr/kr, qw
BCY8245,

5 157+10 208+15 197425 257+40 293+41 341+£54 356+53
3 mr/kr, qw
BCY8245,

6 ) 15714 183+27 158+16 184+6  182+8 190£15 194+£27
3 mr/kr, biw
BCY8245,

7 15714 179+22 147£10 172423 173+£24 204+36 228433

5 mr/kr, qw

8 BCY8253, 158+10 19749 17744 22544 24645  268+11 323430
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3 mr/kr, qw

BCY8253,

9 ) 158+£12 20749 168+9  210+15 219+17 234+10 247+11
3 mr/kr, biw
BCY8253,

10 158+7 203+18 149+7 199+£20 187+15 178£15 2036
5 mr/kr, qw
BCY8255,

11 158+9  199+15 181+10 243+1 2618 293+4  337+£15
3 mr/kr, qw
BCY8255,

12 ) 158+14 180+17 155+£19 193+36 179+28 199+27 227434
3 mr/kr, biw
BCY8255,

13 158+£14 17716 153£19 206+25 201+42 183+44 205432

5 mr/kr, qw

5.3. AHanu3 HHrHOUPOBAHHS POCTA OIMYXOJIU

CkopocTh MHrHOMPOBAaHUSI POCTA OIMYXOJHM sl TECTUPYEMBIX OOpa3LOB B MOJENHU C
KCEHOTPAHCIUIAHTATOM AS549 BBIUUCISUIN Ha OCHOBE M3MEpEeHUsi o0beMa ONyxojiu Ha 14 CyTkH
NOCJIe Havaja JICYEeHHU .

Tabauua 28: AHa U3 HHrHOHMPOBAHHUS POCTA OMYXOJIH

3Hayenue P 1o
O6wvem onyxoma  T/CP TGI

I'pynma Jleuenune CPaBHEHUIO c
(mmy? (%) (o)
HOCHUTEJIEM

1 Hocurens, qw 568+49 - -- --
BCY8242,

2 356+26 62,7 51,6 p<0,05
3 Mr/kr, qw
BCY8242,

3 ' 261+41 46,0 74,9 p<0,01
3 mr/kr, biw
BCY8242,

4 191+29 33,6 91,7 p<0,001
5 mr/kr, qw
BCY8245,

5 356+53 62,8 51,4 p<0,05
3 Mr/kr, qw
BCY8245,

6 ' 194+27 34,2 90,8 p<0,001
3 mr/kr, biw
BCY8245,

7 228+33 40,2 82,6 p<0,001
5 mr/kr, qw
BCY8253,

8 323430 56,8 59.8 p<0,01

3 Mr/kr, qw
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BCY8253,

9 ‘ 247+11 43 4 78,3 p<0,001
3 Mr/kr, biw
BCY8253,

10 203+6 35,7 89,2 p<0,001
5 mr/kr, qw
BCY8255,

11 337+15 59,4 56,4 p<0,01
3 Mr/kr, qw
BCY8255,

12 ‘ 227434 39,9 83,4 p<0,001
3 mr/kr, biw
BCY8255,

13 205432 36,1 88,5 p<0,001

5 mr/kr, qw

a. Cpennee 3Hauenue £ SEM.

b. MurnbupoBanue pocra ONYXOJH BBIYUCISIOT IyTEM JEJIEHUS CPEIHEro o TpyIie
o0beMa OMyXOJIH ISt TPYIIIBI JISYEHUS] Ha CPEAHUI 10 Tpy e 00beM OMyXOJH 11 KOHTPOJIbHOM
rpymmsl (T/C).

6. O0o6meHue u 00CyKAeHHE Pe3yJbTATOB

B sTOoM mccnemoBaHMM OLEHMBAIM TEPANEBTUYECKYIO 3((EKTHBHOCTb TECTHUPYEMBIX
00pasLoB B MOAENIH C KCeHOTpaHCIIaHTatoM AS549. M3mepeHHble 00bEeMBI ONMYyXOJIH BO BCEX
rpyMIax JICYeHUs: B pa3InYHble MOMEHTBI BpeMeHH npeacTaBieHbl Ha (ur.38-41 u B Tabmuiax 27
u 28.

Cpennuii pasMep OMyXOJIH y MBILIEH, KOTOPBIM BBOIUIIA HOCUTEND, OCTUral 568 MM> Ha
14 cytku. BCY8242 B noze 3 mr/kr, qw (TV=356 mm3, TGI=51,6%, p<0,05), BCY8242 B no3e 3
mr/krbiw (TV=261 mm?, TGI=74,9%, p<<0,01) u 5 mr/kr, qw (TV=191 mm? TGI=91,7%, p<0,001)
UMeJl 3HAYUTEJbHYI MPOTHBOOMYXOJIEBYK) AKTUBHOCTb 3aBHCHMBIM OT JO3bl WJIM YacCTOTbI
JO3UPOBAHUS OOPA3OM.

BCY8245 B nose 3 mr/kr, qw (TV=356 mm3, TGI=51,4%, p<0,05), 3 mr/kr, biw (TV=194
mm3, TGI=90,8%, p<0,01) u 5 wmr/kr, qw (TV=228 wmm3’, TGI=82,6%, p<0,001) umen
3HAYUTEJbHYI TPOTUBOOIYXOJIEBYI) AaKTHBHOCTh 3aBHCUMBIM OT JO3bl HJIM YaCTOTBI
JO3UPOBAHUS OOPA3OM.

BCY8253 B nose 3 mr/kr, qw (TV=323 mm3, TGI=59,8%, p<0,01), 3 mr/kr, biw (TV=247
mm3, TGI=78,3%, p<0,001) u 5 wmr/kr, qw (TV=203 wmm?, TGI=89,2%, p<0,001) umen
3HAYUTEJbHYI TPOTHUBOOITYXOJEBYI0 AaKTHBHOCTh 33aBHCHMBIM OT JO3bl WM YaCTOTBI
J03UPOBAHUS 0Opa3oM

BCY8255 B nose 3 mr/kr, qw (TV=337 mm3, TGI=56,4%, p<0,01), 3 mr/kr, biw (TV=227
mm3, TGI=83,4%, p<0,001) u 5 wmr/kr, qw (TV=205 mm?, TGI=88,5%, p<0,001) umen
3HAYUTENbHYI TPOTHUBOOITYXOJEBYI0 AaKTHBHOCTh 33aBHCHMBIM OT JO3bl WM YaCTOTHI
J03UPOBAHUS OOPA3OM.

B stom uccnenoBanum kuBOTHBIE, KOTOphIM BBOAMIM BCY8242 B no3e 3 mr/kr biw u 5

mr/kr qw, BCY8253 u BCY8255 B no3e 5 mr/kr qw tepsuu B cpenaeM donee 10% maccol Tena B
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xone pexkxuma jedeHus. JKusotHele B rpynne BCY8245 xopoio coxpansnu Maccy tena. B stoii
KJIETOYHOW JIMHUM, KOTOpas JEMOHCTPUPYET MHHUMAIBHYIO SKCIPECCUI0 HEKTHHa-4 B
uccinenposanusix FACS, poct omyxomu cuaepxkuBancs mnocpenctsom BCY8245, onnako He
MPOUCXOAMJIA PErpeccusi OMyXOJIM, MOATBEPKIAs, YTO MJII ONTHUMAIbHOH 3((EeKTHBHOCTU
TpedyeTcst ONoCcpeIOBaHIE MULICHBIO.

Hpumep 9.2: Uccnenoanue 3¢(PpeKTHBHOCTH in vivo TeCTHPYEMbIX 00pa3lLoB NpH
JedyeHun Mmbimer Balb/c nude ¢ kcenorpancnianrarom HCT116

1. 3apaua uccjenoBaHus

3amadeii UCCIENOBAaHUS SIBISIETCS OLIEHKA MPOTHUBOOMYXOJIEBON 3(PPEKTUBHOCTH i ViVo
TEeCTUPYEMbIX 00pa3LoB npu JieueHnn Mbieii Balb/c nude ¢ kcenorpancmuiantarom HCT116.

2. Cxema 3KcniepuMeHTa

Ob6bem ITyTs

I'pymn Ho3za
Jleuenne n JO3UPOBAHUS nosupoBan | Cxema

a (mr/kr)

(MKJ1/T) usi
1 Hocurens 5 -- 10 B/B qw
2 BCY8242 3 3 10 B/B qw
3 BCY8242 3 3 10 B/B biw
4 BCY8242 3 5 10 B/B qw
5 BCY8245 3 3 10 B/B qw
6 BCY8245 3 3 10 B/B biw
7 BCY8245 3 5 10 B/B qw
8 BCY8253 3 3 10 B/B qw
9 BCY8253 3 3 10 B/B biw
10 BCY8253 3 5 10 B/B qw
11 BCY8255 3 3 10 B/B qw
12 BCY8255 3 3 10 B/B biw
13 BCY8255 3 5 10 B/B qw
4 BCY8245 3 5 10 B/B qw

3. MarepuaJbl

3.1. 7)KuBoTHbIe U YCJIOBHS COAEP:KAHHUS

3.1.1. ’KuBoTHbIe

Bun: Mus Musculus

Jlunus: Balb/c nude

Bospact: 6-8 Henenb

Ilon: camku

Macca tena: 18-22 r

KonnuectBo KUBOTHBIX: 41 MBIIIb MUIFOC 3aNIaCHBIE

3.1.2. YcaoBus coaepraHus

Mpineii copep;kaau B WHAUBHUAYAJIBHO BEHTHJIMPYEMBIX KJIETKAX MPU IMOCTOSIHHOU
TEMIIEPATyPe U BJIAKHOCTH C 3 WU 5 )KUBOTHBIMU B KAXKIOU KJIETKE.

- Temneparypa: 20~26°C.



188

- Bnasxxnocts 40-70%.

Knerku: nsrorosnens! u3 noinkapobonara. Pazmep cocrasisier 300 mm* 180 Mmmx 150 mm.
Marepuanom NOACTUIKY OBUTH CEPALIEBUHBI KYKY PY3HBIX ITOYATKOB, KOTOPBIE 3aMEHSIIH ABa Pa3a
B HEJEJIIO.

Paunon: XXuBorHble mMenu CBOOOAHBIA AOCTYN K CTEPWIM3OBAHHOMY OOJydeHHUEM
CYXOMy I'paHyJIMPOBAaHHOMY KOPMY B XOZI€ BCETO NeproJa UCCIEA0BAHNUS.

Bona: *kiBOTHBIE UMEJTH CBOOOIHBIN JOCTYT K MMUThEBOH BOJIE.

Unenrudukanus kinerok: UneHTHUKAIMOHHBIE SIPIBIKU AJIs1 KAKIOH KIETKU COAEPIKaIIH
CJIEAYIOUYI0 WH(POPMALMIO: KOJHMUYECTBO JKMBOTHBIX, IOJI, JIMHUS, JaTa IMOJY4YEHHs, JEeUeHHE,
HOMeEp UCIHbITAHUs], HOMEp IPYIIbl U AaTa Havajla UCTIbITAHUSL.

Wnentudurkanus ;kuBOTHBIX: JKUBOTHBIX MapKHUPOBAJIM KOIUPOBAHUEM Ha yIIaxX.

4. Cnoco0bI B IpoLeAyPbI IKCIEPUMEHTA

4.1 KyabTUBHPOBaHHE KJIETOK

Knerku HCT116 nopnepxxuBanu B cpepe, nononHeHHOH 10% MHaKTUBHUPOBAHHOM
HarpeBaHueM SMOPHOHAIBHOM TeNsTubei ChIBOPOTKOM, pu 37°C B atmocdepe 5% CO2 B Bo3ayxe.
OmnyxoneBble KJIETKH CTAaHIAPTHBIM 00pa3oM CyOKyJIbTHBHPOBAIU J1Ba pa3a B Hexemo. Kietky,
pacTyiiue B SKCHOHEHIMANBbHOW (haze pocTa, cOOMpaIM W TMONCUUTHIBAIU JUISI HMHOKYJISILIUH
OIyXOJIH.

4.2. UHOKYJISILUA ONYXO0JIH

Kasknoli MbILIH MOAKOKHO MHOKYJIMPOBAU B MpaBbiii 00k onyxoJesbie kiaetku HCT116
(5,0x10%) B 0,2 Myt PBS pusist pasButust onyxosiu. 41 5KHBOTHOE Clly 4aiiHbIM 00pa3oM pacrpenesisiim
Ha TPYIbL, KOTAa CpexHuii o0beM omyxonu nocturan 166 mm’. BBemeHue TeCTHPYEMbBIX
00pa3loB M KOJNMYECTBA S>KMBOTHBIX B KAXKAOH TPYIE TMPEACTaBICHbl B TaOJHUIE CXEMbI
SKCIIEPUMEHTA.

4.3. IlosryuyeHue cocTaBa TeCTUPYeMOro oopasua

Tectupyemsiii | Konm.

Cocras
obpaszery (mr/mn)
Hocurens - 25 MM ructunus, pH 7, 10% caxapoza

PazbaBute 510 Mka ucxomgHoro pacteopa 20 mr/mn BCY8242
BCY8242 0,5

19,886 mu ructuarHOBOTO Oydhepa

Pazbasuth 480 Mkn ucxomgHoro pactesopa 0,5 mr/mu BCY8242
BCY8242 0,3

320 Mk rucTuauHOBOTO Oydepa

PazbaBute 400 mMxn ucxomuoro pactsopa 1 mr/mun BCY8245
BCY8245 0,5

nocpencteoM 400 MKJI THCTHIUHOBOTO Oydepa

PazbaBute 240 mxn ucxomuoro pactsopa 1 mr/min BCY8245
BCY8245 0,3

nocpencTsoM 560 MKJI THCTHIUHOBOTO Oydepa

Pazbasuth 400 Mk nucxonxoro pacrsopa 1 mr/min BCY8253 400
BCY8253 0,5

MKJI THCTUITHOBOTO Oydepa
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Pazbasuth 240 Mka ucxonsoro pacrsopa 1 mr/min BCY8253 560

BCY8253 0,3

MKJI THCTUAHOBOTO Oydepa

Pazbasute 400 Mk nucxonHoro pacrsopa 1 mr/min BCY8255 400
BCY8255 0,5

MKJI arleTaTHOTO Oydepa

PazbaButk 240 Mk ucxonsoro pacrsopa 1 mr/ma BCY8255 560
BCY8255 0,3

2

MKJI arleTaTHOTO Oydepa

1. 'uctununoBbIA Oydep: 25 MM eucmuoun, pH7, 10% caxaposa

2. Aueratnsiii Oydep: 50 MM ayemam/ykcycnas kucioma, pH 5, 10% caxaposa

4.4. B3situe o0pa3uoB

B xoHue uccnenosanust Ha 14 cytku onmyxonu u3 rpynm 1, 2, 5, 8 u 11 ussnexanu s

FFPE. Ins rpynn 4, 7, 10 u 13 nposoaunu B3siTHE Mm1a3mel yepes S MuH, 15 mun, 30 mun, 60 MuH

u 120 Mun nocne nozuposanus. Onyxoau Takxke U3BleKanu u xpanunu npu -80°C.

S. Pe3yabTaTnl

5.1. KpuBble pocTa onyXxomu

Kpussle pocta onmyxoiu npencraBieHsl Ha ¢pur.42-45.

5.2. Perucrpanusi 06bemMa onyxoJiu

Cpennuii 0ObeM OMyxoJiu ¢ TeUYEHHEM BPEeMEHHU y caMOK Mbiiei Balb/c nude, nmeromux

kceHorpancruantatr HCT116, npencrasien B Tabnuue 29.

Ta6nuna 29: Perucrpanus 00bemMa 0nmyxoJiv ¢ Te4eHHEM BpeMeHHU

I'pymm CyTku nocjie Havyaa JeueHust
Jleuenue

a 0 2 4 7 9 12 14
Hocwuren,

1 16612 219421 323+29 397+28 488+36 630+49 769+71
qw
BCY8242,

2 1663 20116 219429 280+14 319+17 3754£23 492+19
3 mr/kr, qw
BCY8242,

3 ) 16616 212417 213+17 208+30 202433 195+£25 201+28
3 mr/kr, biw
BCY8242,

4 167+24 203+16 168+10 186+9 211+£5 2018  206+7
5 mr/kr, qw
BCY8245,

5 167£11 209+13 227+17 269+33 324439 348+27 425428
3 mr/kr, qw
BCY8245,

6 ) 166£18 229+40 215442 213+49 213+48 206+£55 197+50
3 mr/kr, biw
BCY8245,

7 166£35 20142 176+15 183+17 17016 125+£18 134+12

5 mr/kr, qw
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BCY8253,

8 16610 210£11 254431 288+8 305+£3 316+13 35446
3 mr/kr, qw
BCY8253,

9 ) 167£15 20043 17511 186£8 19548  197£17 19949
3 mr/kr, biw
BCY8253,

10 16637 179+37 1434£31 150+£41 115+£28 90+£30 92429
5 mr/kr, qw
BCY8255,

11 16618 221+12 209+14 294+26 354437 437451 498+52
3 mr/kr, qw
BCY8255,

12 ) 167432 220+£52 182442 191+44 217+46 221+53 178+40
3 mr/kr, biw
BCY8255,

13 166+35 183+51 128+27 141+£27 142+24 132+£10 13745
5 mr/kr, qw

5.3. AHanu3 HHrHOUPOBAHHS POCTA OIMYXO0JIU

CkopocTh MHrHOMPOBAaHUSI POCTA OIMYXOJHM JJISI TECTUPYEMBIX OOpa3sLOB B MOJENHU C

kceHorpancruianratoM HCT116 Bbruucisuin Ha OCHOBE M3MepeHust 00beMa ONyxoiu Ha 14 cyTKH

nocJie Havaja JICHCHUA.

Ta6nauna 30: AHanM3 HHrHOUPOBAHHSA POCTA OIMYXOJIH

I'pymna  Jleuenue O6bem omyxomu T/Cb (%) TGI (%) 3nauenue P
(Mn)?

Hocwuren,

1 769+71 -- - -
qw
BCYS8242,

2 492419 64,0 459 <0,001
3 mr/kr, qw
BCYS8242,

3 201428 262 94,1 <0,001
3 mr/kr, biw
BCYS8242,

4 206+7 26,7 935 <0,001
5 mr/kr, qw
BCYS8245,

5 425428 55,2 57,1 <0,001
3 mr/kr, qw
BCYS8245,

6 ‘ 197450 25.6 94,9 <0,001
3 mr/kr, biw
BCYS8245,

7 134=12 17.4 105,2 <0,001

5 mr/kr, qw
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BCY8253,

8 354+6 46,0 68,8 p<0,001
3 mr/kr, qw
BCY8253,

9 ' 199+9 25,9 94,7 p<0,001
3 mr/kr, biw
BCY8253,

10 92+29 12,0 1122 p<0,001
5 mr/kr, qw
BCY8255,

11 498+52 64,7 449 p<0,001
3 mr/kr, qw
BCY8255,

12 _ 178+40 23,1 98,3 p<0,001
3 mr/kr, biw
BCY8255,

13 13745 17,8 104,9 p<0,001
5 mr/kr, qw

a. Cpennee 3Hauenne + SEM; b. UHrubupoBanue pocra OMyXOJH BBIYUCISIIOT MyTEM
IeJIeHNs] CPeHero Mo rpymnmne odbemMa OMyXOJU AJIsl TPYIIIbI JISYEHHsI Ha CPEAHUH MO IpyIine
o0beM onyxounu it KOHTpospHO# rpymnmsl (T/C).

6. O0o6meHue u 00CyKAeHHE Pe3yJbTATOB

B sTOoM mccnemoBaHMM OLEHMBAIM TEPANEBTUYECKYIO 3((EKTHBHOCTb TECTHUPYEMBIX
oOpasuoB B Mogenu ¢ kceHotpaHcmiantatom HCT116. M3mepeHHble 00beMbl OMyXOJIH BO BCEX
rpyMIax JISYeHUs: B pa3INYHbIe MOMEHTBI BpEMEHH NpeACTaBIeHbl Ha (hur.42-45 u B Tabmumax 29
u 30.

Cpennuii pasmep OMyX0JIHM MBI, IPUHUMABIIEH Jleuenne gocturan 769 mm® Ha 14 neHb
nocsie Hayana neucenust. BCY8242 B noze 3 mr/kr, qw (TV=492 mm3, TGI=45,9%, p<0,001), 3
mr/kr, biw (TV=201 mm?, TGI=94,1%, p<0,001) u 5 mr/kr, qw (TV=206 mm?, TGI=93,5%,
p<0,001) uMen 3HAYUTENBHYIO NPOTHUBOOMYXOJIEBYK) AKTUBHOCTb 3aBUCHMbBIM OT JO3bl WU
YaCTOThI TO3UPOBAHUS O0PA3OM.

BCY8245 B nmoze 3 mr/kr, qw (TV=425mm? TGI=57,1%, p< 0,001), 3 wmr/kr, biw
(TV=197 mm?, TGI=94,9%, p<0,001) u 5 mr/xr, qw (TV=134 mm?, TGI=105,2%, p<0,001) umen
3HAUUTEJIbHYIO [POTHUBOOINYXOJEBYI0 AKTUBHOCTb 3aBHUCHUMBIM OT JO3bl MJIM YacTOThbI
JO3UPOBAHUS 0OPA3OM.

BCY8253 B mose 3 wmr/kr, qw (TV=354 mm? TGI=68,8%, p< 0,001), 3 mr/kr, biw
(TV=199 mm?, TGI=94,7%, p<0,001) u 5 mr/kr, qw (TV=92 mm3, TGI=112,2%, p<0,001) umen
3HAUUTEJIbHYIO IPOTHUBOOINYXOJEBYI0 AKTUBHOCTb 3aBHUCHUMBIM OT J03bl WM YacCTOThI
JO3UPOBAHUS OOPa3OM.

BCY8255 B nose 3 wmr/kr, qw (TV=498 mm?, TGI=44,9%, p< 0,001), 3 wmr/kr, biw
(TV=178 mm?, TGI=98,3%, p<0,001) u 5 mr/xr, qw (TV=137 mm?, TGI=104,9%, p<0,001) umen
3HAUUTEJIbHYIO IPOTHUBOOINYXOJEBYI0 AKTUBHOCTb 3aBUCHUMBIM OT J03bl WJIM YacCTOThI
J03UPOBAHUS 0OPa3OM.

B »TOM mccienoBaHNM JKUBOTHBIE BO BCEX TPyImax S MI/Kr qw tepsuu B cpenaeM 10%
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Macchl Tena, ocodeHHo kuBoTHbIE B rpymmnax BCY8253 u BCY8255 5 mr/kr, koTopsle Tepsun
6onee 20% maccol Tesa, BCY8253 u BCY8255 3 mr/kr biw Takyke BbI3Bajl CHH)KEHUE MACCHI Tela
15% B x0n€ pexxuma JedeHusl.

B 3TOi1 KJ1€TOYHOM TMHUY, KOTOPasi AEMOHCTPUPYET MUHUMAJIBHY O S3KCIPECCUIO HEKTHHA-
4 B uccneposanusix FACS, poct onyxonu caepskusaics nocpeactsom BCY8245, onHako He
MPOUCXOAMJIA PErpeccusi OMyXOJIM, MOATBEPKIAs, YTO MJIi ONTHUMAaIbHOH 3((EeKTHBHOCTH
TpeOyeTcsi OrocpeIOBaHIe MUIICHBIO.

Ipumep 9.3: Uccnenoanue 3¢(peKTHBHOCTH in vivo TeCTHPYEeMbIX 00pa3loB NpH
Jgeyenun mbimed CB17-SCID ¢ kcenoTpancniiantarom HT-1376

1. 3apaua uccjaenoBaHus

3anmadeli UCCIENOBAaHUS SIBJSIETCS OLIEHKA MPOTHUBOOMYXOJIEBON 3(PPEKTUBHOCTH i ViVo
TecTupyeMbIx oOpa3ios npu seueHnu Mbimeid CB17-SCID ¢ kcenotpancmianrarom HT-1376.

2. Cxema 3KcnepMMEHTa

Obbem ITyTe

I'pymn Ho3za
Jleuenue n JO3UPOBAHUS nosuposan | Cxema

a (mr/kr)

(MK/T) usi
1 Hocurens 5 -- 10 B/B qw
2 BCY8242 3 3 mr/kr 10 B/B qw
3 BCY8242 3 3 mr/kr 10 B/B biw
4 BCY8242 3 5 mr/kr 10 B/B qw
5 BCY8245 3 3 Mr/kr 10 B/B qw
6 BCY8245 3 3 Mr/kr 10 B/B biw
7 BCY8245 3 5 mr/kr 10 B/B qw
8 BCY8253 3 3 Mr/kr 10 B/B qw
9 BCY8253 3 3 Mr/kr 10 B/B biw
10 BCY8253 3 5 mr/kr 10 B/B qw
11 BCY8255 3 3 Mr/kr 10 B/B qw
12 BCY8255 3 3 Mr/kr 10 B/B biw
13 BCY8255 3 5 mr/kr 10 B/B qw
4 BCY8245 3 - 10 B/B qw

3. MarepuaJbl

3.1 )KuBoTHbIe U YCIOBHS COAEPKAHUS

3.1.1. )KuBoTHbIE

Bun: Mus Musculus

JIuaus: CB17-SCID

Bospacr: 6-8 Henenb

ITon: camku

Macca Tena: 18-22 r

KonuiecTBo )KUBOTHBIX: 41 MBILIb MJIIOC 3aNIaCHbIE
3.1.2. YcnoBus copepxaHus

Mpineii copep;kaad B WHAUBHUAYAJIBHO BEHTHWIMPYEMBIX KJIETKAX MPU IMOCTOSHHOU



193

TEMIIEPATyPE U BJIAKHOCTH C 3 WU 5 )KUBOTHBIMU B KAXKIOU KIIETKE.

- Temneparypa: 20~26°C.

- Bnasxxnocts 40-70%.

Knerku: nsrorosnens! n3 noiukapbonara. Pazmep cocrasisier 300 mm* 180 Mmmx 150 mm.
Marepuanom NOACTUIKY OBUTH CEPALIEBUHBI KYKY PY3HBIX ITOYATKOB, KOTOPBIE 3aMEHSIIH Ba Pa3a
B HEJEJIIO.

Paunon: JXuBorHble mMenu CBOOOAHBIA AOCTYN K CTEPWIM30BAHHOMY OOJydeHHEM
CYyXOMy I'paHyJIMPOBAaHHOMY KOPMY B XOZI€ BCETO NepUOJa UCCIEA0BAHNUS.

Bona: »uBOTHBIE MeJTH CBOOOIHBIN AOCTYT K MUThEBOH BOJE.

Unenrudukanus knerok: UneHTHUKAIMOHHBIE SIPIBIKU AJIs1 KAKION KIETKU COAEpIKaIH
CJEAYIOUYI0 WH(POPMALMIO: KOJHMUYECTBO JXMBOTHBIX, IOJI, JIMHUS, JaTa IMOJY4YEHHs, JEeUeHHe,
HOMeEp UCHbITAHUs], HOMEp IPYIIbl U AaTa Havajla UCTIbITAHUSL.

Wnentudurkanus ;kuBOTHBIX: JKUBOTHBIX MAPKHUPOBAJIM KOIUPOBAHUEM Ha yIIax.

4. Cnoco0bI M IpoLeAyPbI IKCIEPUMEHTA

4.1 KynbTHBHpOBaHHE KJIETOK

Knerkn onyxomu HT-1376 mnopnepxusator B cpene EMEM, nononnenHoit 10%
MHAKTUBHPOBAHHOI HAarpeBaHueM SMOPHOHAJIBHOH Tensubel ChIBOPOTKOH, mpu 37°C B
armocgepe 5% CO2 B Bo3ayxe. OnyxoseBble KIETKH CTAaHIAPTHBIM 00pa3oM CyOKYyJIbTHBUPYIOT
aBa pasa B Henmemo. KieTku, pacTyuque B SKCIOHEHIUANBHOW (hase pocra, COOMparOT U
MOJCYUTHIBAIOT AJI1 NHOKYJIALIUU OMyXOJIH.

4.2 NHOKYJISILIUS OMYXO0JIH

Kasxnoli Mbly moKoKHO MHOKYJIMPOBAJIU B MpaBbli 00K omyxosesbie kieTku HT-1376
(5%10°%) ¢ matpurenem (1:1) B 0,2 mu PBS st passutust onyxonu. 41 5KUBOTHOE CITy4aiiHbIM
00pa3oM pacpenessiid Ha MPY b, KOrjaa cpeanuii oobem omyxounu gocturan 153 mm®. Beenenue
TECTHPYEMbIX 00pa3LOB M KOJHMYECTBA KUBOTHBIX B KaKIOW TPYIINE MPEACTaBICHbI B TaOIUIe
CXEMBbI SKCTIIEpUMEHTA.

4.3. IloryuyeHue cocTaBa TeCTUPYyeMOro oopasua

Tectupyemsiii | Koni.

CoctaB
obpazery (mr/mn)
Hocurens - 25 MM ructunus, pH 7, 10% caxapoza

Pazbasute 510 Mka ucxomgHoro pacteopa 20 mr/mn BCY8242
BCY8242 0,5

19,886 mu ructuauHOBOTO Oyhepa

Pazbasute 480 Mkn nucxomgHoro pacreopa 0,5 mr/mu BCY8242
BCY8242 0,3

320 Mk ructuauHOBOTO Oydepa

PazbaBute 400 mMxn ucxomuoro pactsopa 1 mr/mn BCY8245
BCY8245 0,5

nocpencreoM 400 MKJI THCTHIUHOBOTO Oydepa

PazbaBute 240 mxn ucxonmuoro pactsopa 1 mr/min BCY8245
BCY8245 0,3

nocpenctsoM 560 MKJI THCTHIUHOBOTO Oydepa
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Pazbasute 400 Mxa nucxonHoro pacrsopa 1 mr/min BCY8253 400
BCY8253 0,5

MKJI THCTUAHOBOTO Oydepa

Pazbasuth 240 Mka nucxonsoro pacrsopa 1 mr/min BCY8253 560
BCY8253 0,3

MKJI THCTUAHOBOTO Oydepa

Pazbasute 400 Mk nucxonHoro pacrsopa 1 mr/min BCY8255 400
BCY8255 0,5

MKJI arleTaTHOTO Oydepa

PazbaButh 240 Mk ucxonxoro pacrsopa 1 mr/ma BCY8255 560
BCY8255 0,3

MKJI arleTaTHOTO Oydepa

5. I'mctununoBsI Oydep: 25 MM eucmuoun, pH7, 10% caxaposa

6. Aueratnslii Oydep: 50 MM ayemam/ykcycnas kucnoma, pH 5, 10% caxaposa

4.4. B3saiTue o0pa3uos

B xoHue uccnenoBanys NpOBOAMIIN B3ATHE Ta3Mbl B rpynnax 7, 10 u 13 uepes 5 mun, 15

muH, 30 muH, 60 MuH 1 120 Mun nocne nociaenHero no3uposanus. Onyxons B rpynnax 7, 10 u 13

U3BJIEKaJIN Yepes 2 4 1ocie nocjaenHero nosuposanus. Onyxons B rpynmax 1, 5,6, 8,9, 11 u 12

U3BJIEKaJU Yepes 2 4 Mociie nocieanero nosuposanus. Omyxonu B rpymnmna 2, 3 u 4 uspiexanu 0e3

KaKOro-udo TO3UPOBAHUSI.

S. Pe3yabTaTnl

5.1. Kpusbie pocta onmyxouu

Kpusbie pocta onyxonu npeactasieHbl Ha Gur.46-49.

5.2. Perucrpanus o0bema omyxoJiu

Cpennuii oObeM OnmyxoJu ¢ TedeHueM BpeMeHn y camok Meiiieit CB17-SCID, umeromux

kceHotpancruantat HT-1376, npencrasnen B Tabmune 31.

Tabnuna 31: Perucrpanusi 00bema onyxoJiv ¢ Te4eHHeM BpeMeHHU

I'pynn CyTkH nocJjie HayaJIa JeyeHus
Jleuenne
a 0 2 5 7 9 12 14
153+1 266+3 398+4 52945  721+7 908+9  1069+9
1 Hocureas, qw
0 1 6 6 1 0
BCY8242, 153+1 271€2  376+3  473+7  530+8
2 231+1 570+92
3 mr/kr, qw 7 1 1 0 1
BCY8242, 153+1 245+3 35443  378+3  391+£5
3 220+8 428+66
3 mr/kr, biw 5 7 5 8 2
BCY8242, 152+1 20241 249+2 361+£5 37243 38944
4 459+34
S mr/kr, qw 3 4 2 4 7 0
BCY8245, 153+2 25445 298+6 398+6 468+7 50246
5 603+76

3 mMr/kr, qw

6 3 9 1 3 7
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BCY8245, 15443 24845 203+1 273+4 3565 39145

6 407+£53
3 mr/kr, biw 0 8 5 5 0 3
BCY8245, 153+1 23744 22843 31743 39442 43843

7 465+33
S mr/kr, qw 5 1 6 1 0 1
BCY8253, 153+1 34342 44743 46642

8 209+9  269+8 533429
3 mMr/kr, qw 2 9 3 5
BCY8253, 153+1 21443 246+1 2862 3644 40043

9 442445
3 mr/kr, biw 3 3 8 3 1 3
BCY8253, 153+1 21744  231+4 308+£3 360+4 40147

10 442+62
S mr/kr, qw 5 9 9 6 4 0
BCY8255, 153+2 35842 47644 48646

11 233+3 28446 538+59
3 mMr/kr, qw 2 7 0 5
BCY8255, 153+2 23343  218+2  298+4  336+4 36543

12 390+40
3 mr/kr, biw 1 3 3 5 2 1
BCY8255, 152+1 23343 338+1 406+2 45946

13 290+4 516+64
S mr/kr, qw 7 0 0 6 8

5.3. AHanu3 HHrHOUPOBAHHUS POCTA OIMYXO0JIH

CkopocThb MHTMOMPOBAaHUSI POCTa OIMYXOJHU Ui TECTUPYEMbIX OOpa3lOoB B MOZIEIH C
kceHoTpaHcuianTatoM HT-1376 BBIMUCSAIN HA OCHOBE U3MEpEeHHs 00beMa OnyXoiu Ha 14 cyTku
NOCJIE Havaja JICYECHHUs.

Tabauna 32: AHanu3 HHrHOUPOBAHUS POCTA OIMYXOJIH

3aauenue P no

O6bem T/CP TGI
I'pynna Jleuenue CPABHEHHIO c
onyxouu (Mmm3)* (%) (%)
HOCHTeJIeM
1 Hocurean, qw 1069+90 -- -- -
BCY8242,
2 570+£92 53,3 54,5 p<0,01
3 mr/kr, qw
BCY8242,
3 428+66 40,1 70,0 p<0,001
3 mr/kr, biw
BCY8242,
4 459434 43,0 66,4 p<0,001
S mr/kr, qw
BCY8245,
5 603+76 56,4 50,9 p<0,01

3 mMr/kr, qw

6 BCY8245, 407+£53 38,1 72,3 p<0,001

3 2
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3 mr/kr, biw

BCY8245,

7 465433 43,5 66,0 p<0,001
S mr/kr, qw
BCY8253,

8 533+29 49,8 58,5 p<0,01
3 mr/kr, qw
BCY8253,

9 442445 41,3 68,4 p<0,001
3 mr/kr, biw
BCY8253,

10 442462 41,4 68,5 p<0,001
S mr/kr, qw
BCY8255,

11 538+59 50,3 58,0 p<0,01
3 mr/kr, qw
BCY8255,

12 390+40 36,5 74,1 p<0,001
3 mr/kr, biw
BCY8255,

13 516164 48,3 60,3 p<0,01
S mr/kr, qw

6. O600meHue u 00CyKAeHHE Pe3YJIbTATOB

B 3TOM uccnenoBaHuM OLIEHUBANIM TEPANEBTUUECKYIO 3(P(PEKTUBHOCTh TECTUPYEMbIX
00pa3uoB B Mozaenu ¢ kceHoTpaHncmanTatoM HT-1376. M3mepeHHble 00BEMBI OIyXOJIH BO BCEX
IpyMIax JIEYSHUs B Pa3INYHbIe MOMEHTBI BpEMEHH TpeACcTaBIeHbl Ha (ur.46-49 u B Tabaumax 3 1
u32.

Cpennuii pasmMep ONYXOJH Yy MbIIIEH, KOTOPbIM BBOOWIM HOCUTENb, nqocturan 1069 mm3
Ha 14 cytkn. BCY8242 B nosze 3 mr/kr, qw (TV=570 mm?, TGI=54,5%, p<0,01), 3 mr/kr, biw
(TV=428 mm?, TGI=70,0%, p<0,001) u 5 mr/kr, qw (TV=459 mm?*, TGI=66,4%, p<0,001) umen
3HAUUTEJIbHYIO IPOTUBOOIYXOJIEBYIO aKTUBHOCTb.

BCY8245 B nose 3 mr/kr, qw (TV=603 mm3, TGI=50,9%, p<0,01), 3 mr/kr, biw (TV=407
mm3, TGI=72,3%, p<0,001) u 5 wmr/kr, qw (TV=465 mm?, TGI=66,0%, p<0,001) umen
3HAUUTEJIbHYIO IPOTHBOOIYXOJIEBYIO aKTUBHOCTb.

BCY8253 B nose 3 mr/kr, qw (TV=533 mm3, TGI=58,5%, p<0,01), 3 mr/kr, biw (TV=442
mm3, TGI=68,4%, p<0,001) u 5 wmr/kr, qw (TV=442 mm?, TGI=68,5%, p<0,001) umen
3HAUUTEJIbHYIO IPOTHBOOIYXOJIEBYIO aKTUBHOCTb.

BCY8255 B nose 3 mr/kr, qw (TV=538 mm?3, TGI=58,0%, p<0,01), 3 mr/kr, biw (TV=390
mm3, TGI=74,1%, p<0,001) u 5 wmr/kr, qw (TV=516 mm? TGI=60,3%, p<0,01) umen
3HAUUTEJIbHYIO IPOTHBOOIYXOJIEBYIO aKTUBHOCTb.

B stom nccnenosannun BCY8242 B nose 3 mr/kr biw U 5 MI/Kr qw BbI3bIBaJl CHI)KEHUE
macchl Tena 6onee 10% u 20% coorBercrBenHo, BCY8245 u BCY8253 B nmoze 5 mr/kr qw
BBI3bIBAJIA CHU)KEHHE MACChI Teja *KUBOTHOTO Oosiee 10% B Xone peskuma JIeUeHHs!.

Hpumep 9.4: UccnenoBanue 3¢(PpeKTHBHOCTH in Vivo TeCTHPYeMbIX 00pa3lLoB NpH
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JedyeHun mbimed Balb/c nude ¢ kcenoTpancniiantatamu MDA-MB-468

1. 3apaua uccijenoBaHus

3amadeli MCCIENOBAaHUS SIBISIETCSl OLIEHKA 71 ViVO TIPOTUBOOMYXOJEBOH 3(PPEKTHBHOCTH
TeCTUpyeMbIX 00pasnoB npu jeduenun Mbiei Balb/c nude ¢ kcenorpancmianrarom MDA-MB-

468.

2. Cxema 3KcnepuMeHTa

Ob6bem IyTs

I'pymn Ho3sa
Jleuenue n JO3UPOBAHUS nosupoBan | Cxema

a (mr/kr)

(Mx/T) us
1 Hocurens 5 -- 10 B/B qw
2 BCY8242 3 3 Mr/kr 10 B/B qw
3 BCY8242 3 3 mr/kr 10 B/B biw
4 BCY8242 3 5 mr/kr 10 B/B qw
5 BCY8245 3 3 mMr/kr 10 B/B qw
6 BCY8245 3 3 mr/kr 10 B/B biw
7 BCY8245 3 5 mr/kr 10 B/B qw
8 BCY8253 3 3 mr/kr 10 B/B qw
9 BCY8253 3 3 mr/kr 10 B/B biw
10 BCY8253 3 5 mr/kr 10 B/B qw
11 BCY8255 3 3 Mr/kr 10 B/B qw
12 BCY8255 3 3 Mr/kr 10 B/B biw
13 BCY8255 3 5 mr/kr 10 B/B qw
4 BCY8245 3 ~ 10 B/B qQw

3. Marepuajbl

3.1. )KuBoTHbIE U YCJIOBHS COAEPKAHHUS

3.1.1. ’KuBoTHbIe

Bun: Mus Musculus

Jlunus: Balb/c nude

Bospact: 6-8 Henenb

ITon: camxu

Macca tena: 18-22 r

KonnuectBo XUBOTHBIX: 41 MBIIIb MUIFOC 3aNIaCHBIE

3.1.2. YcaoBus coaepxaHust

Mpineii copep;kaau B WHAUBHUAYAJIBHO BEHTHWIMPYEMBIX KJIETKAaX IPU IMOCTOSHHOU
TEMIIEPaTyPe U BJIAKHOCTH C 3 UM 5 )KUBOTHBIMU B KAXKIOU KIIETKE.

- Temneparypa: 20~26°C.

- Bnasxxnocts 40-70%.

Knerku: nsrorosnensl u3 noinkapbonara. Pazmep cocrasisier 300 mm* 180 Mmmx 150 mm.
Martepuanom NOACTHIKY OBUTH CEPALIEBUHBI KYKY PY3HBIX ITOYATKOB, KOTOPBIE 3aMEHSIIH ABa Pa3a
B HEJEJIIO.

Paunon: JXuBoTrHble wMenu CBOOOAHBIA AOCTYN K CTEPUIM3OBAHHOMY OOJydeHUEM
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CYXOMy I'paHyJIMPOBAaHHOMY KOPMY B XOJZI€ BCETO Meprojia UCCIEI0BaHNUS.

Bona: *krBOTHBIE UMEJTH CBOOOIHBIN JOCTYT K MUTHEBOH BOJIE.

Unenrudukanus kinertok: UneHTHUKAINOHHBIE SIPIBIKA IS KAKIOH KIETKU COAEPIKaIIH
CJIEAYIOMYI0 WH(POPMALHIO: KOJMYECTBO JKMBOTHBIX, IOJI, JIMHUS, JaTa IMOJYYEHHs, JEeUeHHE,
HOMeEp UCHbITAHUS, HOMEp I'PYIIbl U AaTa Havajla UCTIbITAaHUsL.

Wnentudurkanus ;kHBOTHBIX: JKUBOTHBIX MapKHUPOBAJIHM KOIUPOBAHUEM Ha YIIIaxX.

4. Cnoco0blI M MpoLeAyPbI IKCIIEPHMEHTA

4.1. KyabTHBHpPOBAHHE KJIETOK

OmnyxoneBble KJIETKH TmonnepkuBaiu B cpene Jleibosurua L-15, nomomnennoit 10%
MHAKTHUBUPOBAHHOW HarpeBaHHeM »JSMOpPHOHANBHON Testubell chpiBOpoTkod, mnpu 37°C B
atmocepe 5% CO2 B BOosmyxe. OmnyxoneBble KIETKH CTaHAAPTHBIM  00pazom
CyOKyJIbTUBHPOBAJIU [Ba pas3a B Henemo. Kierku, pactyimue B 5KCIOHEHIMANbHOH (paze pocrTa,
coOMpaIH U MOACYUTHIBAIHN JUIsI UHOKYJISILIUU OITYXOJIH.

4.2. MHOKYyIsILMS OMYXOJIH

Kaxnoil MbILIM MOJKOKHO WHOKYJIMPOBAJIM B MPaBblii OOK omyxoseBble kiaeTku MDA-
MB-468 (10x10°) 8 0,2 M PBS, nononsensom 50% martpurenem, st OPMUPOBAHHUS OTTYXOJIH.
41 XMBOTHBIX CiTy4aiiHbIM 00Opa30oM pachpenessuIl Ha TPYIIIbl, KOrTa CPeaHU 00beM OmMyXOJIH
nocruran 196 mv>. BeeneHre TecTupyeMbix 00pasiioB U KOJUYECTBA )KMBOTHBIX B KQYKIOU IPyTIe
IPEe/ICTAaBJICHBI B TAOJINIIE CXEMBI SKCIIEPUMEHTA.

4.3. IlosrydyeHue cocTaBa TECTHPYEMOro o6pa3ua

Tectupyemsiii | Konm.

Cocras
obpazery (mr/mn)
Hocurens - 25 MM ructuaus, pH 7, 10% caxaposa

PazbaBute 510 mka ucxomgHoro pacteopa 20 mr/mn BCY8242
BCY8242 0,5

19,886 mu ructuauHOBOTO Oydhepa

Pazbasuth 480 Mkn ucxomgHoro pactesopa 0,5 mr/mu BCY8242
BCY8242 0,3

320 Mk ructTuguHOBOTO Oydepa

PazbaBute 400 mMxn ucxomnoro pactsopa 1 mr/mu BCY8245
BCY8245 0,5

nocpencreoM 400 MKJI THCTHIUHOBOTO Oydepa

PazbaBute 240 Mk ucxomuoro pactsopa 1 mr/mun BCY8245
BCY8245 0,3

nocpencTsoM 560 MKJI THCTHIUHOBOTO Oydepa

Pazbasuth 400 Mka ucxonnoro pacrsopa 1 mr/mu BCY8253 400
BCY8253 0,5

MKJI THCTUIHOBOTO Oydepa

PazbaButh 240 Mk ucxonHoro pacrsopa 1 mr/min BCY8253 560
BCY8253 0,3

MKJI THCTUIHOBOTO Oydepa

Pazbasute 400 Mk ucxonHoro pacrsopa 1 mr/ma BCY8255 400
BCY8255 0,5

MKJI arleTaTHOTO Oydepa
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Pazbasuth 240 Mkn ucxonHoro pacrsopa 1 mr/ma BCY8255 560
BCY8255 0,3

2

MKJI arleTaTHOTO Oydepa

1. 'uctununoBbIHA Oydep:25 MM ructumus, pH7, 10% caxaposa
2. Aueratnbiii Oydep: S0 MM anerat/ykcycnas kucnota, pH 5, 10% caxaposa

3. Ucxonnbie pactBopsl BCY8242(0,5 mr/mi), BCY8245 (1 mr/mun), BCY8253 (1 mr/min) u

BCY8255(1 mg/mn) pacripenensian B UHAUBUAYAIbHbIE TPOOUPKHU U XpaHUIH npH -80°C

4.4. B3satue o0pa3uos

Ha 21 cyTku uccnenoBaHusi IPOBOAUIIN B3STHE IUIa3Mbl B rpymmnax 5, 8 u 11 uepes 5 mun,
15 mun, 30 muH, 60 muH u 120 MuH nocne nocienHero no3uposanus. Onyxonu B rpynnax 1, 6, 9
u 12 u3Bnexanu yepes 2 9 rnocine nocneaHero ao3uposanus. Onyxonu B rpynme 3 u3Bjiekainn 0e3
Kakoro-nmubo pozupoBanusi. Mplmeit B rpynme 2 ymepiusisuid. JKuBoTHeIx B rpynmnax 4, 7, 10 u
13 mponmomkanu comepkaTh B TEYEHHE MAONOJHHUTENbHbIX 21 cyTok 0e3 Kakoro-iaubo
JO3UPOBAHUS, U OMYXOJIM B 3TUX IPYyNINax U3BJIEKaIU HA 42 CYTKHU.

S. Pe3yabTaTnl

5.1. Kpusble pocTa onyxoJiu

Kpussle pocra onyxoiu npencrasieHsl Ha ¢pur.50-53.

5.2. Perucrpanusi o6bemMa onyxoJiu

Cpennuii 0ObeM OIyXoJu ¢ TeYeHHEM BpeMeHH y caMok Mbimier Balb/c nude, nmerormunx
kceHoTpaHcuiantar MDA-MB-468, npencrasien B Tabnuie 33 u 34.

5.3. AHanu3 HHrHOUPOBAHHUS POCTA OIMYXOJIH

CkopocThb MHTMOMPOBAaHUSI POCTA OIMYXOJHU Ui TECTUPYEMbIX OOpa3lOoB B MOZIEIH C
KceHoTpaHcuiantaToM MDA-MB-468 BbIUKCISIIM Ha OCHOBE U3MEPEHUs1 00beMa omyxoJiu Ha 21

CYTKH ITOCJIC HavaJia JICHCHUA.
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Tabauua 33: Perucrpaunusi o0bema onyxoJiv ¢ TedeHueM BpeMeHu (cytku ¢ 0 mo 21)

CyTku nocjie Ha4aJIa Je4eHust
I'pynna Jleuenue

0 2 4 7 9 11 14 16 18 21
1 Hocurens, qw 199+6 21749 235+15 274+14  291+14 314+20  348+£24  374+33 398+39  447+£39
BCYS8242,
2 192411 188+17 178+10 190+11 16613 144+16 133£10 121£11 114+13 122+10
3 mr/kr, qw
BCY8242,
3 194429 192420 179+23 137+£12 9447 5945 47+7 3716 28+3 1643
3 mr/kr, biw
BCY8242,
4 193124 186+30 133+£20 112+13 80+14 66+16 61+17 45+11 42+6 40+£5
S mr/kr, qw
BCY8245,
5 194+12 192426 184+20 131£20 113£17 104+13 94425 81+23 87+23 85431
3 mr/kr, qw
BCY8245,
6 195433 193+27 154420 103+£20 83=£16 67+14 49411 45+14 32412 2244
3 mr/kr, biw
BCY8245,
7 199428 193411 13544 98+5 58+5 4945 47+£2 37+4 3543 29+3
S mr/kr, qw
BCY8253,
8 195+17 190+24 162421 160+28 138433 139432 136425 106424 104+18 109+£19
3 mr/kr, qw
BCY8253,
9 199+34 198+13 150+21 119+11 102+14 69+13 70+5 46+5 33+5 20+7
3 mr/kr, biw
BCY8253,
10 198+28 188+32 142432 150+20 95413 69+13 67+13 47+8 4245 40+8

5 mr/kr, qw




201

BCY8255,
11 198+18  191+15 172424  148+18 139413 114422  140+13  128+£22  141£18  136+31
3 mr/kr, qw
BCY8255,
12 197436 190428  154+18 10911  90+13 67+3 64+7 5148 41£5 31«1
3 mr/kr, biw
BCY8255,
13 194429  156+25  121£19 10914  75+14 5548 66£5 4345 37+1 4242
S mr/kr, qw
Tabauua 34: Perucrpanusi 00bema onyxoJiv ¢ TedeHHeM BpeMeHH (CYTKH ¢ 23 no 42)
CyTkHu nocJie Ha4aJIa Je4eHHus
I'pynna Jleuenue
23 25 28 32 35 39 42
BCY8242,
4 4344 68+10 577 5243 5542 58+2 5545
S mr/kr, qw
BCY8245,
7 35+£5 4845 37+7 28+6 2444 28+6 26+6
S mr/kr, qw
BCY8253,
10 4547 56+8 60+£19 4542 41£10 48+£15 50420
S mr/kr, qw
BCY8255,
13 414 577 48+8 39+9 39+6 38+9 34+£8

S mr/kr, qw
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Tabauua 35: AHaIM3 HHTHOMPOBAHHS POCTA OMYXOJI

O0bem T/CP 3navyenue P mo
I'pynna Jleuenne TGI (%)
OMyX0JIH (%) CPaBHEHHIO €
(Mm3)? HOCHTeJIEM
1 Hocurens, qw 447739 -- -- --
2 BCY8242, 122+10 27,2 128,2 p<0,001
3 Mr/kr, qw
BCY8242,
3 3 Mr/kr, biw 16+3 3,6 171,8 p<0,001
4 BCY8242, 4045 9.0 1615 p<0,001
5 mr/kr, qw
5 BCY8245, 85+31 18,9 144,2 p<0,001
3 mr/kr, qw
6 BCY8245, 20+4 49 169,8 p<0,001
3 mr/kr, biw
7 BCY8245, 2943 6,6 168,4 p<0,001
5 mr/kr, qw
8 BCY8253, 109£19 24.4 134,7 $<0,001
3 Mr/kr, qw
BCY8253,
9 3 /e biw 2947 6,6 1683 p<0,001
10 BCY8253, 40+8 8.9 163,9 p<0,001
5 mr/kr, qw
11 BCY8255, 136431 30,4 1251 p<0,001
3 Mr/kr, qw
BCY8255,
12 3 /it biw 31£1 6,9 166.8 p<0,001
13 BCY8255, 4242 9,5 1613 p<0,001

5 mr/kr, qw

a. Cpennee 3Hauenue + SEM.

b. MarndupoBanue pocra OMYXOJH BBIYHUCISIOT MYyTEM JEJCHUS CPEOHEro IO TpyIie
0o0BeMa OITyXOJIH JJIsl TPY B JIEYEHUS HA CPEIHUI 10 TpyIine 00beM OMyXOJIH ISl KOHTPOJIBHON
rpymmsl (T/C).

6. O600meHue 1 00CyKAeHHE Pe3yJIbTATOB

B 3TOM unccnenoBaHWMM OLIEHWBAIM TEPANEBTUUECKYIO 3(P(PEKTUBHOCTh TECTUPYEMBIX

00pa3noB B Moenu ¢ KceHoTpaHcantatoM MDA-MB-468. 13MepeHHbIe 00BEMBI OMyXOJIH BO
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BCEX TpYIIax JIEYEHHs B PA3IMUHbIE MOMEHTBI BpPEMEHH MpencrasieHsl Ha ¢ur.50-53 u B
tabnumax 33-35.

Cpennuii pa3mMep OIMyXOJH y MBIIIEH, KOTOPHIM BBOIMIIA HOCUTEND, HOCTUTal 447 MM> Ha
21 cyrku. BCY8242 B noze 3 mr/kr, qw (TV=122 mm?, TGI=128,2%, p<0,001), 3 mr/kr, biw
(TV=16 mm?, TGI=171,8%, p<0,001) u 5 mr/kr, qw (TV=40 mm3, TGI=161,5%, p<0,001) umen
3HAYUTEIbHYI0 POTHBOOITYXOJIEBYIO0 AKTUBHOCTD 3aBUCHMBIM OT YaCTOTHI HJIH JJO3bI 00pa3oM.

BCY8245 B nose 3 mr/kr, qw (TV=85 mm?, TGI=144,2%, p<0,001), 3 mr/kr, biw (TV=22
mm3, TGI=169,8%, p<0,001) u 5 wmr/kr, qw (TV=29 mm?, TGI=168,4%, p<0,001) umen
3HAYUTEIbHYI0 POTUBOOITYXOJIEBYIO AKTUBHOCTD 3aBUCHMBIM OT YaCTOTHI MJIH JJO3bI 00pa3zoM

BCY8253 B nose 3 mr/kr, qw (TV=109 mm3, TGI=134,7%, p<0,001), 3 mr/kr, biw (TV=29
mm3, TGI=168,3%, p<0,001) u 5 wmr/kr, qw (TV=40 mm?, TGI=163,9%, p<0,001) umen
3HAYUTENbHYI0 IPOTUBOOITYXOJIEBYIO aKTUBHOCTD 3aBUCHMBIM OT YaCTOTHI MJIH JIO3bI 00pa3zoM

BCY8255 B noze 3 mr/kr, qw (TV=136 mm?, TGI=125,1%, p<0,001), 3 mr/kr, biw (TV=31
mm3, TGI=166,8%, p<0,001) u 5 wmr/kr, qw (TV=42 mm?, TGI=161,3%, p<0,001) umen
3HAYUTENIbHYI0 MPOTHBOOITYXOJIEBYI0 aKTUBHOCTb 3aBHCHMBIM OT YaCTOTHI HJIH A03bI 00pa3oM

Jlo3upoBaHue B rpymnax 5 Mr/Kr npekpamaiiu ¢ 21 CyTok, OnyXoJu He IEeMOHCTPHUPOBAJIH
HUKAKOIO PELMNBA B XOJI€¢ MOHUTOPUHIA B TE€YEHHUE AOMOIHUTENbHBIX 3 HENETIb.

B srom mccnemoBanuu BCY8242, BCY8253 u BCY8255 B 1m03e 5 MI/KI BBI3BIBAJIM
BBIPA’KEHHOE CHIDKEHHME MAcChl TeJla KUBOTHOTO, cpeau Hux mbiib 10-1 B rpynme BCY8253 5
MI/KT ObLTa HaliieHa MepTBOM Ha 20 CYTKH.

B 510l KJI€TOUHON JMHUH, KOTOPasi IEMOHCTPUPYET BBICOKYIO SKCIIPECCUI0 HEKTUHA-4 B
uccnenoanmsix FACS, BCY8245 Be3bIBaeT perpeccuro OMyxoJiy, IOATBEPKAas ONpenesieMyto
MUIIEHBIO TPUPOY ONTHMAIBHOM 3((EKTUBHOCTH.

Mpumep 9.5: UccnenoBanue 3¢(PpeKTHBHOCTH in Vivo TeCTHPYEMbIX 00pa3LoB MpH
Jedyenun mbimer Balb/c nude ¢ kcenoTpancniiantarom NCI-H292

1. 3agaya uccaeroBaHusA

3anadeli NCCIeIOBAHMS SIBJISIETCS OLIEHKA 771 ViVO IPOTUBUBOOITYXOJIEBOH 3PP EKTUBHOCTH
TEeCTUPYEMBIX 00pa3loB npu JiedeHnn Mbieii Balb/c nude ¢ kcenorpancmnantatom NCI-H292.

2. Cxema 3KcniepuMeHTAa

Ob6pem IIyTs

pymm Ho3a
Jleuenne n JO3MPOBAHUS nosuposan | Cxema

a (Mr/kr)

(MKI/T) ust
1 Hocurens 5 -- 10 B/B qw
2 BCY8242 3 3 mr/kr 10 B/B qw
3 BCY8242 3 3 mr/kr 10 B/B biw
4 BCY8242 3 5 Mr/kr 10 B/B qw
5 BCY8245 3 3 mr/kr 10 B/B qw
6 BCY8245 3 3 mr/kr 10 B/B biw
7 BCY8245 3 5 Mr/kr 10 B/B qw
8 BCY8253 3 3 Mr/kr 10 B/B qw
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9 BCY8253 3 3 Mr/kr 10 B/B biw
10 BCY8253 3 5 mr/kr 10 B/B qw
11 BCY8255 3 3 Mr/kr 10 B/B qw
12 BCY8255 3 3 Mr/kr 10 B/B biw
13 BCY8255 3 5 mr/kr 10 B/B qw
4 BCY8245 3 -- 10 B/B qw

3. MarepuaJbl

3.1. 7)KuBoTHbIe U YCJAOBHS COAEPKAHHUS

3.1.1. ’KuBoTHbIe

Bun: Mus Musculus

JIunus: Balb/c nude

Bospact: 6-8 Henenb

Ilon: camku

Macca tena: 18-22 r

KonnuecTBo kMBOTHBIX: 4] MbIlIb MIIFOC 3aM1aCHBIE

3.1.2. YcaoBusi cogepmRaHus

Mpblieli copepxaid B HHAWBUAYAJIbHO BEHTHJIMPYEMBIX KJIETKAaX IPHU MOCTOSHHON
TEMIIEPaType U BIAXKHOCTH € 3 MU 5 KUBOTHBIMH B Ka)KJIOM KJIETKE.

- Temneparypa: 20~26°C.

- Brnasxxnocts 40-70%.

Knerku: usrorosiensl u3 nonukapboHara. Pazmep cocrasisier 300 Mmx 180 MMx 150 Mm.
Marepuanom NOACTHIKU ObUTH CEPALIEBUHBI KYKYPY3HBIX TOYATKOB, KOTOPbIE 3aMEHSLTH JBa pasa
B HEJEJIIO.

Pauvion: JXuBoTHble uMeNnu CBOOOAHBIA AOCTYN K CTEPUIM30BAHHOMY OOJyYE€HUEM
CYyXOMy I'paHyJIMPOBAHHOMY KOPMY B XOZIe BCETO MepHoja UCCIEI0BaHMS.

Bona: *kMBOTHBIE UMEJTH CBOOOIHBIN AOCTYM K MUThEBOM BOJIE.

Unentudpukanus kietok: UneHTHUKAINOHHBIE SIPIIBIKU IS KAKION KIIETKH COAEPIKaIIH
CNEAYIOMYI WH(POPMALHMIO: KOJHYECTBO JKMBOTHBIX, IMOJI, JIMHUS, JaTa IMOJNYYEHHs, JEeUeHHE,
HOMEp HCHbITAHUS, HOMEp I'PYIIIbl U AaTa Havajla UCTIbITaHHsI.

Unentudrkanus ;KHBOTHBIX . JKUBOTHBIX MAPKHUPOBAIH KOIUPOBAHUEM Ha YIIIaX.

4. Crioco0blI M MpoLeAyPbI IKCIIEPHMEHTA

4.1. KyabTHBHpOBaHHE KJIETOK

Onyxonessie knetku NCI-H292 nopnepsxuBanu in vifro B KauecTBe KyJBTYpbl B BUAE
MoHocioss B cpene RPMI-1640, nononneHHod 10% MHAaKTUBUPOBAaHHONW HarpeBaHHUEM
SMOPHOHANBHOM Testubeli chBOpOoTKOH, mpu 37°C B atmochepe 5% CO2 B Bo3nyxe. OnyxoseBble
KJIETKH CTaHAAPTHBIM 00pa30M cyOKyJIBTHBUPOBAJIH /IBA Pa3a B HEEIIO MOCPECTBOM 00pabOTKH
tpunicuHoM-EDTA. Knerkn, pactymme B SKCIOHCHIMANIbHOW (pase pocrta, cobupanu
MOJICYUTBIBAIIH JJIs1 MHOKYJISILIUU Oy XOJIH.

4.2. UHoKyIsILUS ONYXO0JIH

Kaskno#i MbILTH NOKOKHO HHOKYJIMPOBAIH B TIPaBblid OOk omyxosnesble kieTku NCI-H292
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(10x10) 8 0,2 Mt PBS nuist pa3Burtust omyxouti. 41 )UBOTHOE Ciy4daifHbIM 00pa3oM pacrpenesisiim
Ha TPYIbL, KOTAa CpexHuii o0beM omyxonu nocturan 162 mm’. BBemeHue TecTHPYeEMBIX
0o0pa3loB M KOJNMYECTBA JKUBOTHBIX B KAXKAOH TPYINE NPEACTaBICHbl B TaOJHUIE CXEMbI
SKCIIEPUMEHTA.

4.3. IlosryyeHue cocTaBa TeCTHPyemMoOro oopasua

Tectupyemsiii | Konm.

Coctas
oOpaszery (mr/mn)
Hocwurens - 25 MM ructuaus, pH 7, 10% caxapoza

PazbaBute 510 Mka ucxomgHoro pacteopa 20 mr/mn BCY8242
BCY8242 0,5

19,886 mu ructupnHOBOTO Oydhepa

PazbaBute 480 Mkn ucxogHoro pacrsopa 0,5 mr/man BCY8242
BCY8242 0,3

320 mxu ructuguHOBOTO Oydhepa

Paz6aBute 400 Mka ucxomHoro pactsopa 1 mr/ma BCY8245
BCY8245 0,5

nocpenctsom 400 MKJI THCTUAMHOBOTO Oydepa

Paz6aBute 240 Mka ucxomHoro pactsopa 1 mr/ma BCYS8245
BCY8245 0,3

noCpencTBoM 560 MKJI THCTUAMHOBOTO Oydepa

Paz6asute 400 MK ncxoxHoro pactsopa 1 mr/min BCY8253 400
BCY8253 0,5

MKJI THCTUAMHOBOTO Oydepa

PazbaButh 240 Mk ucxonHoro pacrsopa 1 mr/miu BCY8253 560
BCY8253 0,3

MKJI THCTUMHOBOTO Oydepa

Pazbasuth 400 Mk ucxonnoro pacrsopa 1 mr/mu BCY8255 400
BCY8255 0,5

MKJI alleTaTHOTO Oy depa

PazbaButh 240 Mk ucxonHoro pacrsopa 1 mr/mu BCY8255 560
BCY8255 0,3

MKJI a1leTaTHOro Oydepa

1. T'uctunuHoBbIi Oydep:25 MM ructumnus, pH7, 10% caxaposa
2. Aueratnbiii Oydep: SO MM anerar/ykcycHas kuciota, pH 5, 10% caxaposa

3. Ucxonnbie pactBopsl BCY8242(0,5 mr/min), BCY8245 (1 mr/mun), BCY8253 (1 mr/min) u

BCY8255(1 mg/mn) pacnipenensiv B UHAUBUAY AJIbHbIE TPOOUPKHU U XpaHWTH npH -80°C

4.4. B3aTue o0pa3uoB

B xoHLEe nccnenoBaHus ONMyXOJib BO BCEX Ipymnnax, 3a UCKIK4YeHueM rpynm 2, 3 u 4
U3BJICKAJIN Yepe3 2 4 mociie mociaeaHero no3uposanus. Omnyxonu B rpynnax 2, 3 u 4 u3BJIeKad
6e3 KaKoro-1mbo J03UPOBAHMSL.

S. PesyabTaThbl

5.1 Kpusbie pocta onyxo.uu

Kpusbie pocra onyxonu npeacrasieHbl Ha Gur.54-57.

5.2. Peructpanusi o0bemMa onyxoJiu
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Cpennnii 00beM OIMyXO0JIM ¢ TEYSHHEM BPEMEHHU y camok Mbiieit Balb/c nude, nmeromux
kceHoTpancruianTat NCI-H292, npencrasnen Ha ¢ur.36.

Tabauna 36: Perucrpanusi o0bemMa onyxoJiv ¢ Te4eHHEeM BpeMeHHU

I'pymm CyTku nocjie Havyaia JeueHust
Jleuenue

a 0 2 4 7 9 11 14

1 Hocurens, qw  161+2  270+£14 357+14 448£17 57016 720+£36 948+61
BCY8242,

2 1601 214413 197£15 159+£2  175£7 11948 92410
3 mr/kr, qw
BCY8242,

3 ) 162+12 22149 17617 146+£36 131+£49 79+£25  73+28
3 mr/kr, biw
BCY8242,

4 1638 18518 133+4  145+18 131x12 91+5 81+5
5 mr/kr, qw
BCY8245,

5 160+5  220+11 266+15 218+23 167+10 161+£36 149443
3 Mmr/kr, qw
BCY8245,

6 ' 162+13  243+£19 211£12 101+11 100+£8  87+7 65+3
3 mr/kr, biw
BCY8245,

7 160£9  176£7 191£3 10548 8243 91+14 8348
5 mr/kr, qw
BCY8253,

8 162+7 18749 17620 159+15 147+8 114£13 98+3
3 mr/kr, qw
BCY8253,

9 ) 162+14 174£9  149+£7 70+£2 68+6 5842 49+5
3 mr/kr, biw
BCY8253,

10 161£10 161£9 121£9 9743 79+6 8248 68+9
5 mr/kr, qw
BCY8255,

11 162+8  195+14 160+5 123+1 108+5 104+3 100+9
3 mr/kr, qw
BCY8255,

12 ) 162+15 204+16 148+11 13216 102+20 106+£38 96+35
3 mr/kr, biw
BCY8255,

13 164+8 17148 103+£9 101+£5 89+11 87£32  97+44

5 mr/kr, qw

5.3. AHanu3 HHrHOHPOBAHHUS POCTA OMYXOJIH

CxopocTh MHrMOMPOBaHHUSI POCTa OIMYXOJH Ui TECTUPYEMBIX OOpas3IlOB B MOIEIH C
kceHoTpancruianratoM NCI-H292 Brrauciisiiiu Ha OCHOBe U3MepeHus: obbeMa onyxoJu yepes 14
CYTOK IOCJIe Hayuaja JIeYeHHUsI.

Tabauna 37: AHanu3 HHTrHOUPOBAHHS POCTA ONMYXO0JIH
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O6bem 3navyenne P mno
T/CP
I'pynna Jleuenune OIyXO0JIH %) TGI (%) cpaBHeHHIO c
(1]
(Mmm3)2 HOCHTEJIEM

1 Hocureas, qw 948+61 - - -
BCY8242,

2 92+10 9,7 108,6 p<0,001
3 mr/kr, qw
BCY8242,

3 73+28 7,7 111,4 p<0,001
3 mr/kr, biw
BCY8242,

4 81+£5 8,6 110,4 p<0,001
S mr/kr, qw
BCY8245,

5 149+43 15,8 101,4 p<0,001
3 mr/kr, qw
BCY8245,

6 6543 6,9 1122 p<0,001
3 mr/kr, biw
BCY8245,

7 83+8 8,8 109,8 p<0,001
S mr/kr, qw
BCY 8253,

8 98+3 10,4 108,1 p<0,001
3 mMr/kr, qw
BCY8253,

9 49+5 52 1143 p<0,001
3 mr/kr, biw
BCY8253,

10 68+9 7,2 111,9 p<0,001
S mr/kr, qw
BCY8255,

11 100+£9 10,6 107,9 p<0,001
3 mr/kr, qw
BCY8255,

12 96+35 10,1 108,5 p<0,001
3 mr/kr, biw
BCY8255,

13 97+44 10,2 108,5 p<0,001

S mr/kr, qw

a. Cpennee 3Hauenue + SEM.

b. MarnbupoBanue pocra OMYXOJH BBIMHUCISIOT IMYTEM JEJCHUS CPEOHEro IO TpyIie
0o0BeMa OITyXOJIH IJIsl TPY B JISUEHUS HA CPEIHUI 10 TpyIine 00beM OMyXOJIH sl KOHTPOJIbHON
rpymmsl (T/C).

6. O600meHue u 00CyKAeHHE Pe3YJIbTATOB

B 3TOM unccnenoBaHuUM OLEHUBAIM TEPANEBTUUECKYIO 3(P(PEKTHBHOCTh TECTUPYEMBIX

o0pa3uoB B Mozenu ¢ kceHoTpanciuiantatoM NCI-H292. M3mepeHHble 00BbEMBI Oy XOJIH BO BCEX
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IpyIIax JIEYSHUs B Pa3INIHbIE MOMEHTBI BpEMEHH NpeACTaBIeHbIl Ha (ur.54-57 u B Tabnunax 36
u37.

Cpennuii pa3mMep OIMyXOJH y MBIIIEH, KOTOPHIM BBOIMIIA HOCUTEID, HOCTUTal 948 MM> Ha
14 cytkn. BCY8242 B nose 3 mr/kr, qw (TV=92 mm?, TGI=108,6%, p<0,001), 3 mr/kr, biw
(TV=73 mm?, TGI=111,4%, p<0,001) u 5 mr/kr, qw (TV=81 mm3, TGI=110,4%, p<0,001) umen
3HAUYUTEJIbHYIO IPOTUBOOIYXOJIEBYIO aKTUBHOCTb.

BCY8245 B nose 3 mr/kr, qw (TV=149 mm?, TGI=101,4%, p<0,001), 3 mr/kr, biw (TV=65
mm3, TGI=112,2%, p<0,001) u 5 wmr/kr, qw (TV=83 wmm?, TGI=109,8%, p<0,001) umen
3HAYUTEJIbHYIO IPOTUBOOIYXOJIEBYIO aKTUBHOCTb.

BCY8253 B nose 3 mr/kr, qw (TV=98 mm?, TGI=108,1%, p<0,001), 3 mr/kr, biw (TV=49
mm3, TGI=114,3%, p<0,001) u at 5 mr/kr, qw (TV=68 mm?, TGI=111,9%, p<0,001) umen
3HAYUTEJIbHYIO IPOTUBOOINYXOJIEBYIO aKTUBHOCTb.

BCY8255 B nose 3 mr/kr, qw (TV=100 mm?, TGI=107,9%, p<0,001), 3 mr/xr, biw (TV=96
mm3, TGI=108,5%, p<0,001) u at 5 mr/kr, qw (TV=97 mm?, TGI=108,5%, p<0,001) umen
3HAYUTEJIbHYIO IPOTUBOOINYXOJIEBYIO aKTUBHOCTb.

Bce u3 tectupyembix oOpasuoB B mo3e 3 Mr/kr, qw, 3 wr/kr, biw u 5 Mr/kr, qw
IPOJEMOHCTPUPOBAIN CPABHUMYIO IIPOTHBOOIYXOJIEBYIO aKTHBHOCTD, 3()(EKTHBHOCTD Aajiee He
MOBBIIANACH IPU MOBBILIEHUH JO3UPOBKHU MU YACTOTHI JO3UPOBAHUS.

B stom wuccnenoBaHum >KUBOTHBIE, KOTOpbiM BBOAMaM BCY8253 B nmoze 5 wr/kr,
MIPOAEMOHCTPUPOBAJIU CpeHee CHIDKEeHNE Macchl Tena 15% Ha 9 CyTKH, MBILIH B IPYTUX IPYIIIax
XOPOILO COXPAHSIN MaccCy Teja.

B 51061 K1€TOUHON NMHUH, KOTOPasi IE€MOHCTPUPYET BBICOKYIO SKCIIPECCUI0 HEKTUHA-4 B
uccnenosanmsix FACS, BCY8245 BrI3bIBaeT perpeccuro OMyxoJiy, HOATBEPKAas ONpeesieMyto
MUIIEHBIO TPUPOIY ONTHMAIBHOMN 3((EKTUBHOCTH.

Hpumep 9.6: UccnenoBanue 3¢(PpeKTHBHOCTH in Vivo TeCTHPYEMbIX 00pa3LoB NpH
JedyeHun mbimei Balb/c nude ¢ kcenorpancnnantarom NCI-HS26

1. 3apaua uccjenoBaHus

3amadeli UCCIENOBAHUS SIBJISIETCSl OLICHKA 771 ViVO TIPOTUBOOMYXOJEBOH 3P PEKTHBHOCTH
TEeCTUPYEMBIX 00pa3loB npu JiedeHnn Mbieii Balb/c nude ¢ kcenorpancmiantatom NCI-HS526.

2. Cxema 3KcniepuMeHTAa

O6bem Myt

I'pynn Ho3a
Jleuenune n A03HPOBAHHUS no3upos | Cxema

a (mr/kr)

(MKN/T) aHus
1 Vehicle 3 -- 10 v qw
2 BCY8245 3 3 10 v qw
3 BCY8245 3 3 10 v biw
4 BCY8245 3 5 10 v qw
5 BCY8255 3 3 10 v qw
6 BCY8255 3 3 10 v biw
7 BCY8255 3 5 10 v qw
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3. MarepuaJbl

3.1. 7)KuBoTHbIe U YCJAOBHS COAEP:KAHHUS

3.1.1. ’KuBoTHbIe

Bun: Mus Musculus

JIunus: Balb/c nude

Bospact: 6-8 nenenb

Ilon: camku

Macca tena: 18-22 r

KonnuectBo xKUBOTHBIX: 21 MBIIIb MUIFOC 3aNIaCHBIE

3.1.2. YcaoBus coaepraHust

Mpbleli copepkaiu B HHAWBUAYAJIBbHO BEHTHJIMPYEMBIX KJIETKAaX IpPHU MOCTOSHHOMN
TEeMIIepaType U BIAXXHOCTH MO 3 KUBOTHBIX B KaJKIOU KIIETKE.

- Temneparypa: 20~26°C.

- Bnaxxnocts 40-70%.

Knerku: nsrorosnens! u3 nonukapoonara. Pasmep cocrasnsier 300 Mmx 180 Mmm* 150 Mm.
Marepuanom NOACTHIKY ObUTH CEPALIEBUHBI KYKYPY3HBIX IIOYATKOB, KOTOPbIE 3aMEHSUTH BA pa3a
B HEJIEJIIO.

Paumon: JXuBoTHble MMenu CBOOOAHBIM IOCTYN K CTEPUIM30BAHHOMY OOJydYeHHEM
CYyXOMy I'paHyJIMPOBAHHOMY KOPMY B XOZ€ BCETO NEepUOAa UCCIEAOBAHUS.

Bopna: »HBOTHBIE UMEJTH CBOOOIHBIN AOCTYT K MUThEBOM BOJE.

Unentudukanus kinetok: UneHTHUKAUOHHBIE SIPIIBIKU JJIs1 KAKIOW KIIETKU COAEPIKaIIH
CNEAYIOUIYI0 MH(POPMALIMIO: KOJHYECTBO KMBOTHBIX, IMOJI, JIWHUS, JaTa MOJYYESHHs, JeUeHHe,
HOMEp HCHBITAHHUS, HOMEp IPYIIIbl U 1aTa Havajla UCTIbITAHHSI.

Unentudukanus ;kHBOTHBIX . JKUBOTHBIX MAPKHUPOBAJIH KOIUPOBAHUEM HA YIIIaX.

4. Cioco0bI 1 mpoueaypbl IKCEPUMEHTA

4.1 KyabTUBHpOBaHHE KJIETOK

Knerku NCI-H526 nopnepxusanu B cpene, nonogHeHHONW 10% WHaKTHBUPOBaHHOMN
HarpeBaHUEM SMOPUOHABHOM TeNsubeli chiBopoTkoi, pu 37°C B atmochepe 5% CO, B Bo3myxe.
OmnyxoJeBble KJIETKH CTAaHIAPTHBIM 00pa3oM CcyOKyJIBTUBUPOBAIM ABA pa3a B Henemo. Kierkw,
pacTymue B SKCIIOHEHIMAIBbHON (hase pocTa, COOMpaNd M TMOACYHUTHIBAIN JUISI MHOKYJISLIHH
OIyXOJIH.

4.2. UHOKyAsI U ONYXO0JIH

Kasknoii MbILTH OJKOKHO HHOKYJIMPOBAJH B TPaBblid 00k omyxosesble kieTku NCI-H526
(5,0x10°) B 0,2 M1 PBS pusist pasButust onyxouu. 21 ;KUBOTHOE CIly 4aiiHbIM 00pa3oM pacripenesisiim
Ha TPYIbL, KOrHa cpexHuii oObem omyxomu nocturan 181 mm’. BBemeHue TecTHpyeMbIX
0o0pa3loB M KOJNMYECTBA >KMBOTHBIX B KAXKAOH TPYINE TNPEACTaBICHbI B TaOJHUIE CXEMbI
SKCIIEPUMEHTA.

4.3. llorydyeHue cocTaBa TeCTHPYeMOro oopa3ua
Tectupyemsiii | Konm.

CoctaB
obpaszery (mr/m)
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Hocurens - 25 MM ructuaus, pH 7, 10% caxaposa

PazbaBute 400 mMxn ucxomuoro pactsopa 1 mr/man BCY8245
BCY8245 0,5

nocpenctsoM 400 MKJI THCTHAUHOBOTO Oydepa

PazbaBute 240 mxn ucxomuoro pactsopa 1 mr/man BCY8245
BCY8245 0,3

nocpenctsoM 560 MKJI THCTHIUHOBOTO Oydepa

Pazbasute 400 Mk nucxonHoro pacrsopa 1 mr/min BCY8255 400
BCY8255 0,5

MKJI arleTaTHOTO Oydepa

PazbaButk 240 Mk ucxonsoro pacrsopa 1 mr/ma BCY8255 560
BCY8255 0,3

MKJI arleTaTHOTO Oydepa

1. 'uctunuHoBbIH Oydep:25 MM ructuaun, pH7, 10% caxaposa

2. Aueratnsiii Oydep: 50 MM anerar/ykcycHas kucnorta, pH 5, 10% caxaposa

4.4. B3saitue o0pa3uos

B xonue uccienosanus Ha 14 cyTku Bce onmyxonu ussnekanu 1yt FFPE.

S. Pe3yabTaTnl

5.1. Kpusble pocTa onyxoJiu

Kpussle pocra onyxoiu npexacrasieHnbl Ha ¢ur.58 u 59.

5.2. Perucrpanus o0bemMa omyxoJiu

Cpennuii 0ObeM OMyxoJsiu ¢ TeUEHHEM BPEeMEeHHU y caMOK Mbiiiei Balb/c nude, nmeromux
kceHotpancruantat NCI-H526, npencrasnen B Tabmmue 38.

Ta6nuna 38: Perucrpanus 00bemMa onmyxoJiv ¢ Te4eHHEM BpeMeHHU

Ipymn CyTku mocie Havaja JeueHHsl
Jleuenue
a 0 2 4 7 9 12 14
Hocwurens, 18143  262+5 431+9 72911 1076£15 1365420
1 563£72
qw 2 6 0 5 5 8
BCY8245, 18043 256+5 403+7 1019+15
2 545+68 657+£83 120579
3 mr/kr,qw = 2 1 2 5
BCY8245, 18244 232+4 308+7 440+11 530+12 1109+25
3 ‘ 810+197
3 mr/kr, biw 3 9 9 2 1 0
BCY8245, 180+5 2096 23647 383+11 375+11
4 365£79  476+103
5 mr/kr, qw =~ 2 6 2 9 5
BCY8255, 18243 264+6 364+8 1146+12
5 537£97 610+£80 8424103
3 Mr/kr, qw 0 3 8 5
BCY8255, 18142 264+4 31345
6 393+62 440+67 5204£76 715+£163

3 mr/kr, biw 9 6 6
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BCY8255, 182+£3 227+5 25646
7 38190 395+£76 474100 704+101
5 mr/kr, qw 5 7 3

5.3. AHanu3 HHrHOHPOBAHHUS POCTA OMYXOJIH

CxopocTh MHTMOMPOBAaHUSI POCTa OIMYXOJH JUI TECTUPYEMBIX OOpas3IlOB B MOZIENTH C
kceHoTpaHcruianTatoM NCI-HS526 Bermcnsiin Ha OCHOBE M3MepeHHsi oObema omyxonu Ha 14
CYTKH IOCJIE HAYaJIa JICYEHUS].

Tabauna 39: AHanu3 HHTrHOMPOBAHHS POCTA ONMYXO0JIH

I'pynna  Jleuenue O6bem onyxomn  T/CP (%) TGI (%) 3uauenune P
(mm)?

1 Hocurean, qw 1365+208 -- -- --

2 BCY8245, 120579 88.3 134 p>0,05
3 mMr/kr, qw

3 BCY8245, 11094250 81,3 216 p>0,05
3 mr/kr, biw

4 BCY8245, 476103 349 75,0 p<0,01
S mr/kr, qw

5 BCY825, 1146125 84,0 185 p>0,05
3 mr/kr, qw
BCY8255,

6 7154163 52.4 549 »>0,05
3 mr/kr, biw
BCY8255,

7 704£101 51,5 55.9 »<0,05

S mr/kr, qw

a. Cpennee 3nauenue + SEM;

b. MarnbupoBaHue pocra OMYXOJH BBIYHUCISIOT MYyTEM JEJICHUS CPEOHEro IO TpyIie
o0BeMa OIyXOJIH JJIsl TPY B JISYEHUS] HA CPEIHUI 10 TpyIine 00beM OMyXOJIH ISl KOHTPOJIbHON
rpymmel (T/C).

6. O00o0meHue u 00CyKAeHHE Pe3yJIbTATOB

B 3TOM unccnenoBaHUM OLEHUBAIM TEPANEBTUUECKYIO 3(P(PEKTUBHOCTH TECTUPYEMBIX
o0pasuoB B Mozenu ¢ kceHoTpanciuiantatoM NCI-H526. U3mepeHHbIe 00BEMBI Oy XOJIH BO BCEX
rpymmax JeueHus B pa3jIMuyHble MOMEHTBI BpEMEHH npencTaBieHsl Ha ¢ur.58 u 59 u B Tabnumax
38 u 39.

Cpennuii pasmMep ONMyXOJIH Y MBILIEH, KOTOPbIM BBOAMIM HOCUTEND, nocTurai 13653 na 14
cyTku mocie Havaja seuenusi. BCY8245 B nose 3 mr/kr, qw (TV=1205 mm?, TGI=13,4%, p>
0,05) u 3 wmr/kr, biw (TV=1109 mm3, TGI=21,6%, p>0,05) mponeMOHCTPUPOBAT HEOOJBIIYIO
MPOTHBOOIYXOJIEBYI0 akTUBHOCTh, BCY8245 B nose 5 mr/kr, qw (TV=476 mm?, TGI=75,0%,
p<0,01) nponeMOHCTpHPOBaJ 3HAYUTEIBHYIO POTHBOOMYXOJIEBYIO AKTHUBHOCTb.

BCY8255 B nose 3 mr/kr, qw (TV=1146 mm?, TGI=18,5%, p>0,05) nponeMOHCTPUPOBAJI
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HEeOOJIBIIYIO MPOTUBOOIYXONIEBYO akTUBHOCTb. BCY8255 B moze 3 mr/kr, biw (TV=715 mm?,
TGI=54,9%, p> 0,05) umen yMepeHHYK MPOTHBOOIYXOJEBYKD aKTHBHOCTb, HO 0e3
craTucTudeckoi 3Haunmocti. BCY8255 B nose 5 mr/kr, qw (TV=704 mm?, TGI=55,9%, p<0,05)
UMeEJl 3HAUNTENbHYIO TPOTHBOOIYXOJIEBYIO AKTHBHOCTb.

B stom uccaenoBanun, BCY8245 B no3e 5 mr/kr biw BbI3bIBa CHUXKEHHE MACChI T€Ja
KHUBOTHBIX Oosee 10%, BCY8255 3 mr/kr biw u 5 MI/kr qw BbI3BIBaJIM CHIDKEHHE MAacChl TeJa
JKUBOTHBIX Oosiee 15% B xozme peknma JieueHusl.

B 5T0i1 K/1€TOUYHOM TMHUH, KOTOPasi AEMOHCTPUPYET MUHUMAJIbHY O SKCIIPECCUIO HEKTHHA-
4 B uccnenosanusix FACS, poct onyxonu caepskusaics nocpenctsomM BCY8245, onHako He
NPOMCXOJNNIA PETPECcCHsi OIMYyXOJH, IOATBEPKAAs ONOCPENOBAHHE MHILEHBIO ONTHMAJIbHON
s¢pdexTuBHOCTH.

Ipumep 9.7: Uccnenoanue 3¢(peKTHBHOCTH in vivo TeCTHPYEMbIX 00pa3loB NpH
JedyeHun mbimed Balb/c nude, ¢ kcenorpancnaanrarom Panc2.13

1. 3apaua uccjaenoBaHus

3amaveil UCCIENOBAHMUS SIBJISIETCS OLICHKA i VIVO TIPOTHBOOIYXOJIEBOH 3P (PEKTHBHOCTH
TECTHPYEMbIX 00pa3LoB MpH JeueHnn Meiiei Balb/c nude ¢ kceHoTpancmnantarom Panc2.13.

2. Cxema 3KcriepUMeHTA

Obbem [TyTe

I'pynn Ho3za
Jleuenue n JO3UPOBAHUS nosuposan | Cxema

a (mr/kr)

(MK/T) usi
1 Hocurens 5 -- 10 B/B qw
2 BCY8242 3 3 mr/kr 10 B/B qw
3 BCY8242 3 3 mr/kr 10 B/B biw
4 BCY8242 3 5 Mr/kr 10 B/B qw
5 BCY8245 3 3 mr/kr 10 B/B qw
6 BCY8245 3 3 mr/kr 10 B/B biw
7 BCY8245 3 5 Mr/kr 10 B/B qw
8 BCY8253 3 3 Mr/kr 10 B/B qw
9 BCY8253 3 3 mr/kr 10 B/B biw
10 BCY8253 3 5 mr/kr 10 B/B qw
11 BCY8255 3 3 Mr/kr 10 B/B qw
12 BCY8255 3 3 mr/kr 10 B/B biw
13 BCY8255 3 5 mr/kr 10 B/B qw
4 BCY8245 3 -- 10 B/B qw

3. MarepuaJbl

3.1. 7)KuBoTHbIe U YCJAOBHS COAEPKAHHUS
3.1.1. ’KuBoTHbIe

Bun: Mus Musculus

Jlunus: Balb/c nude

Bospacr: 6-8 Henenb

Ilon: camxu
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Macca tena: 18-22 r

KonnuecTBo XUBOTHBIX: 41 MBIIIb MUIFOC 3aNIaCHBIE

3.1.2. YcaoBus coaepraHus

Mpbieli copepkaid B HMHAWBUAYAJIbHO BEHTHJIMPYEMBIX KJETKaX IPHU MOCTOSIHHOMN
TEMIIEPATyPE U BJIAKHOCTU C 3 WU 5 )KUBOTHBIMU B KaXKIOU KIIETKE.

- Temneparypa: 20~26°C.

- Bnasxxnocts 40-70%.

Knerku: nsrorosnens! n3 noiunkapbonara. Pazmep cocrasisier 300 mm* 180 Mmmx 150 mm.
Marepuanom NOACTUIKY OBUIH CEPALIEBUHBI KYKY PY3HBIX ITOYaTKOB, KOTOPbIE 3aMEHSIJIN Ba Pa3a
B HEJEJIIO.

Paunon: JXuBorHble mMenu CBOOOAHBIA AOCTYN K CTEPWIM30BAHHOMY OOJIyUeHHEM
CYyXOMY I'PaHyJIMPOBAaHHOMY KOPMY B XOJI€ BCETO MEPUOAA UCCIETOBAHU.

Bona: »xuBOTHBIE NMeTH CBOOOIHBIN AOCTYT K MUThEBOH BOJE.

Unenrudpukanus knerok: UneHTHUKAIMOHHBIE SIPIIBIKU AJIs1 KAKION KJIETKU COAepIKaH
CIIEAYIOMY HH(POPMAIMIO: KOJNYECTBO JKUBOTHBIX, TOJI, JIMHHS, JaTa IMOJYYEHUs, JEeYeHUE,
HOMeEp UCHBITAHUsI, HOMEp IPyIIbl U AaTa Havajla UCTIbITAHUS.

WnenTndukarnys *KUBOTHBIX: XXKMBOTHBIX MaPKHPOBAJIN KOAHUPOBAHHEM HA YIIaX.

4. Cnoco0bI 1 npoueaypbl IKCIePUMEHTA

4.1. Kyi1bTHBHpOBaHHE KJIETOK

Onyxonessle knetku Panc2.13 nmopnepxkusaroT B cpene RMPI1640, nononunenHoi 15%
WHAKTHBUPOBAHHOW HArpeBaHHEeM >MOPHOHAIBHOW TeNsYbel ChIBOPOTKOM, W 10 emuHuIy/miun
peKoMOMHAHTHOTO MHCYJIMHA YesioBeka mpu 37°C B atmocdepe 5% CO2 B Boznyxe. OnyxoseBbie
KJIETKH CTaHJApTHbIM 00pa3oM CyOKyJbTUBHPYIOT 1Ba paza B Hexenro. Kierku, pacrtymmue B
SKCIIOHEHLMAILHOMU (ha3e pocTa, COOUPAIOT U MOACYUTHIBAIOT JJIsI MHOKYJISILIUK OITY XOJIH.

4.2. UHOKYyASILUS ONYXOJIH

Kasxnoli Mplm MogKOKHO HHOKYJIMPOBAJIU B MPaBbIil OOK omyxoJeBble kieTkn Panc2.13
(5%10°) ¢ matpurenem (1:1) B 0,2 mu PBS st passutust onyxonu. 41 KUBOTHOE CIIy4ailHbIM
00pa3oM pacrpenessiid Ha MPYIIbL, KOrua cpeanuii oobem onmyxounu gocturan 149 mm®. Beenenue
TECTHPYEMbIX O0pa3LOB M KOJMYECTBA KUBOTHBIX B KKIOW TIPYIINE MPEACTABICHbI B TaOIHUIIE
CX€MbI SKCIIEPUMEHTA.

4.3. llorydyeHue cocTaBa TeCTHPYeMOro oopa3ua

Tectupyemsiii | Konm.

CoctaB
obpazery (mr/mi)
Hocurens - 25 MM ructunus, pH 7, 10% caxaposa

Pazbasute 510 Mka ucxomgHoro pacteopa 20 mr/mn BCY8242
BCY8242 0,5

19,886 mu ructuauHOBOTO Oydhepa

Pazbasute 480 Mkn nucxomgHoro pacrtesopa 0,5 mr/min BCY8242
BCY8242 0,3

320 Mk rucTuauHOBOTO Oydepa
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PazbaBute 400 mMxn ucxomuoro pactsopa 1 mr/min BCY8245
BCY8245 0,5

nocpencreoM 400 MKJI THCTHIUHOBOTO Oydepa

PazbaBute 240 mxn ucxomuoro pactsopa 1 mr/mun BCY8245
BCY8245 0,3

nocpenctTsoM 560 MKJI THCTHIUHOBOTO Oydepa

Pazbasute 400 Mk nucxonHoro pacrsopa 1 mr/min BCY8253 400
BCY8253 0,5

MKJI THCTUAHOBOTO Oydepa

PazbaButh 240 Mka nucxonxoro pacrsopa 1 mr/ma BCY8253 560
BCY8253 0,3

MKJI TUCTUAHOBOTO Oydepa

Pazbasute 400 Mk nucxonnoro pacrsopa 1 mr/ma BCY8255 400
BCY8255 0,5

MKJI a1leTaTHOTO Oydepa

PazbaButh 240 Mk nucxonxoro pacrsopa 1 mr/min BCY8255 560
BCY8255 0,3

MKJI aLeTaTHoro Oydepa

3. I'mctununoBeii Oydep:25 MM ructuaun, pH7, 10% caxaposa

4. Aueratubiii Oydep: S0 MM auerat/ykcychas kucnota, pH 5, 10% caxapoza

4.4. B3situe o6pasuos

B xoHLe uccnenoBaHus ONMyXONM BO BCEX Ipylmnax, 3a MCKJIOUYEHUeM rpymnm 2, 3 u 4,

U3BJIEKAJN Yepe3 2 4 1ocie nocieaHero ao3uposanus. Onyxonu B rpynnax 2, 3 u 4 u3Bjiekanu

6e3 KaKoro-1ubo J03UPOBAHMSI.

S. PesyabTaTbl

5.1. Kpusbie pocta onmyxoJsn

Kpusbie pocta onyxonu npeacrasieHbl Ha Gur.60-63.

5.2. Perucrpanusi o0bema omyxoJin

Cpennuii 00beM OIMyXOJIK ¢ TEYEHHEM BPEMEHHU y caMok Mbiieit Balb/c nude, nmerormux

KceHoTpaHcIuanTat Panc2.13, npencrasien B Tabnure 40.

Ta6nauna 40: Perucrpanusi o0bemMa onyxoJiv ¢ Te4eHHeM BpeMeHHU

I'pynn CyTkHu nocJie Ha4YaJIa JeYeHHs
Jleuenue

a 0 2 4 7 9 11 14

1 Hocurean, qw 149412 202412 24049  321+17 410427 479+£32 545417
BCY8242,

2 149431 172433 201446 240+40 275+49 293448 334449
3 mr/kr, qw
BCY8242,

3 148+10 169+6  192+1  226+13 245+14 223+11 227422
3 mr/kr, biw
BCY8242,

4 1494£37 172432 190+£38 2114£37 214437 199431 218441
S mr/kr, qw

5 BCY8245, 149434 160+£33 1914£39 215+53 242462 259+59 271454
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3 mr/kr, qw

BCY8245,

6 148+46 170£38 204457 216+£56 236+£59 241+60 231+57
3 mr/kr, biw
BCY8245,

7 149+18 180+11 2314£33 242434 248+40 231+£37 23840
S mr/kr, qw
BCY8253,

8 149+£19 176+20 230+£25 253+£20 274427 303+£18 324421
3 mr/kr, qw
BCY8253,

9 149442 175+£39 217+61 216+£59 222+64 213+64 219+68
3 mr/kr, biw
BCY8253,

10 148+7  159+8  195£5  190+£5  173£11 168+£12 170+23
S mr/kr, qw
BCY8255,

11 150+35 184+39 234452 267+52 27754 297455 310+58
3 mr/kr, qw
BCY8255,

12 149+41 186+43 233452 247453 256+54 244444 251444
3 mr/kr, biw
BCY8255,

13 150+£27 180+27 223437 239439 224431 200+18 209+19

S mr/kr, qw

5.3. AHanu3 HHrHOUPOBAHHUS POCTA OIYXOJIH

CkopocThb MHTMOMPOBAaHUSI POCTA OIMYXOJHU Ui TECTUPYEMbIX OOpa3lOB B MOIEITH C
KCEHOTpaHCIUTaHTaTOM Panc2.13 BBIYHCIISIN Ha OCHOBE M3MEpeHusi o0beMa omyxoju 4depes 14
CYTOK MOCJIE Ha4aJa JIeYeHUsl.

Tabnuna 41: AHanM3 HHTrHOUPOBAHUS POCTA OIMYXOJIH

3aauenune P no

O6bem T/CP TGI
I'pynna Jleuenue CPABHEHHIO c
onyxouu (Mmm3)* (%) (%)
HOCHTeJIeM
1 Hocureas, qw 545+17 - - -
BCY8242,
2 334+49 61,2 53,2 p<0,01
3 mr/kr, qw
BCY8242,
3 227422 41,6 80,0 p<0,001
3 mr/kr, biw
BCY8242,
4 218+41 40,0 82,4 p<0,001
S mr/kr, qw
BCY8245,
5 271454 49,6 69,2 p<0,01

3 mr/kr, qw
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BCY8245,

6 231+57 423 79,1 p<0,001
3 mr/kr, biw
BCY8245,

7 238+40 43,6 77,5 p<0,001
S mr/kr, qw
BCY8253,

8 324421 59,3 55,9 p<0,01
3 mr/kr, qw
BCY8253,

9 219+68 40,2 82,2 p<0,001
3 mr/kr, biw
BCY8253,

10 170+23 31,1 945 p<0,001
S mr/kr, qw
BCY8255,

11 310+58 56,8 59,5 p<0,01
3 mr/kr, qw
BCY8255,

12 251+44 46,0 743 p<0,001
3 mr/kr, biw
BCY8255,

13 209+19 382 85,1 p<0,001
S mr/kr, qw

a. Cpennee 3HaueHue + SEM.

b. MurnbupoBaHue pocra OMyXOJH BBIYHCISIOT MyTEM JEJICHUS CPEOHEro Mo TpyIie
o0beMa OIMyXOJIH IJIsl TPY B JISYUEHUS HA CPEIHUI 1O TpyIine 00beM OMyXOJH JIsl KOHTPOJbHON
rpymmsi (T/C).

6. O000meHue u 00CyKAeHHE Pe3YJIbTATOB

B 3TOM uccnenoBaHWUM OLIEHUBANIM TEPANEBTHUECKYIO 3(P(PEKTUBHOCTh TECTHPYEMbIX
00pa31oB B MOzeNH ¢ KceHOTpaHcIuianTatoM Panc2.13. M3mepeHHble 00BEMBI OIYyXOJU BO BCEX
rpyIIax JEYSHUs B Pa3INIHbIe MOMEHTBI BpEMEHH NpeAcTaBiIeHbl Ha (hur.60-63 u B Tabmumax 40
n4l.

Cpennuii pasmMep OMyXOJIH y MBbILIEH, KOTOPBIM BBOIUIIA HOCUTEND, OCTUTA 545 MM® Ha
14 cytkn. BCY8242 B nosze 3 wmr/kr, qw (TV=334 mm?, TGI=53,2%, p<0,01), 3 mr/kr, biw
(TV=227 mm?, TGI=80,0%, p<0,001) u 5 mr/kr, qw (TV=218 mm*, TGI=82,4%, p<0,001) umen
3HAYUTENBHYIO POTUBOOIYXOJEBYK) AKTUBHOCTb 3aBUCUMBIM OT O3Bl U YaCTOTBI JO3UPOBAHUS
obpaszom.

BCY8245 B nose 3 mr/kr, qw (TV=271 mm3, TGI=69,2%, p<0,01), 3 mr/kr, biw (TV=231
mm3, TGI=79,1%, p<0,001) u 5 wmr/kr, qw (TV=238 wmm?, TGI=77,5%, p<0,001) umen
3HAYUTENIBHYIO IPOTUBOOMYXOJIEBYIO AKTUBHOCTb.

BCY8253 B nose 3 mr/kr, qw (TV=324 mm3, TGI=59,8%, p<0,01), 3 mr/kr, biw (TV=219
mm3, TGI=82,2%, p<0,001) u 5 wmr/kr, qw (TV=170 mm?, TGI=94,5%, p<0,001) umen

SHAUUTCIIbHYO MPOTHUBOOIYXOJICBYI0 dKTUBHOCTD 3aBUCUMBIM OT A03bI U 4aCTOTBI AO3UPOBAHUA

obpaszom.
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BCY8255 B nose 3 mr/kr, qw (TV=310 mm3, TGI=59,5%, p<0,01), 3 mr/kr, biw (TV=251
mm3, TGI=74,3%, p<0,001) u 5 wmr/kr, qw (TV=209 mm?, TGI=85,1%, p<0,001) umen
3HAYUTEJIbHYIO IPOTUBOOIYXOJIEBYIO aKTUBHOCTb.

B 3TOM nccnenoBaHnu KUBOTHBIE BO BCEX TPYIIAX S MI/KT W TEPSUTH B CpeaHEM Ooree
15% wmaccel Tena, ocobenHo >xuBoTHbele B rpynmax BCY8253 u BCY8255 5 mr/kr, koropeie
Tepsu Oonee 20% Macchl TeJa B XO/I€ PEKUMA JICUSHHS.

B >5TOl KN€TOYHON JMHUM, KOTOpPAasi AEMOHCTPUPYET TOJBKO YMEPEHHYIO 3KCHPECCHUIO
HekTuHa-4 B uccinenosanusix FACS, poct omyxomu craepxkusaercs nocpeactsoM BCY 8245,
OJIHAKO OIyXOJIb PErPECCUH OIYyXOJIU HE MPOUCXOAUT.

Ipumep 9.8: Uccnenosanue 3¢(peKTHBHOCTH in Vivo TeCTHPYEMbIX 00pa3loB MpH
JedyeHur mbimed Balb/c nude ¢ kcenorpancnaantatom MDA-MB-468

1. 3agaya uccaenoBaHus

3anmadeli UCCeNOBaHUs SIBJSIETCS OLIEHKA 771 ViVO TIPOTUBOOIYXOJEBOH 3(PPEKTUBHOCTH
BCY8781 n BCY8245 n BCY8234 B komOunauuu ¢ BCY8234 npu neuenun mbimeii Balb/c nude
¢ kceHoTpaHcIutantatoM MDA-MB-468 1151 onpeneneHus poyiy, KOTOPYIO CBsI3bIBAHHE MHILEHU
UTpaeT B ONTHMAIbHON 5()h(HEeKTUBHOCTH.

2. Cxema 3KcriepUMeHTA

I'pynna | Jleuenue Aoaa N flyre Cxema
(mMr/kr) A03MPOBAHHUSA

1 Hocurens -- 4 B/B Qw, 3 weeks
2 BCY8245 0,3 4 B/B Qw, 3 weeks
3 BCY8245 1 4 |s/B Qw, 3 weeks
4 BCY8245 3 4 B/B Qw, 3 weeks
5 BCY8781 0,3 4 |s/s Qw, 3 weeks
6 BCY8781 1 4 |8/ Qw, 3 weeks
7 BCY8781 3 4 B/B Qw, 3 weeks
8 BCY8245+BCY8234 1+300 4 B/B Qw, 3 weeks
9 BCY8245+BCY8234 3+300 4 B/B Qw, 3 weeks

IIpumeuanue: N, KOJTUYECTBO )KUBOTHBIX B KAXKIOM IPyIIIe.
3. MarepuaJbl

3.1. )KuBoTHbIe U YCJAOBHS COAEP:KAHHUS

3.1.1. ’KuBoTHbIe

Bun: Mus Musculus

Jlunus: Balb/c nude

Bospacr: 6-8 Henenb

Ilon: camku

Macca tena; 18-22 r
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KonnuecTBo KUBOTHBIX: 36 MBILIEH IUIIOC 3aMIaCHbIE

3.1.2. YcaoBus coaepxraHus

Mpieli copepkalu B HHAWBUAYAJIbHO BEHTHJIMPYEMBIX KJETKaX IpPHU MOCTOSIHHOMN
TEMIIEPATYPE U BJIAKHOCTH C 4 KUBOTHBIMH B KaXKIOU KIIETKE.

- Temneparypa: 20~26°C.

- Bnasxxnocts 40-70%.

Knerku: nsrorosnens! n3 noinkapbonara. Pazmep cocrasisier 300 mm* 180 Mmmx 150 mm.
Marepuanom NOACTUIKY OBUIH CEPALIEBUHBI KYKY PY3HBIX ITOYaTKOB, KOTOPbIE 3aMEHSIJIH ABa Pa3a
B HEJIEJIIO.

Paunon: XXuBorHble uMenu CBOOOAHBIA JOCTYN K CTEPWIM30BAHHOMY OOJyue€HHEM
CYyXOMY I'PaHyJIMPOBAaHHOMY KOPMY B XOJI€ BCETO MEPHUOAA UCCIETOBAHU.

Bona: »xuBOTHBIE METH CBOOOIHBIN AOCTYT K MHUThEBON BOJIE.

Unenrudpukanus knerok: UneHTHUKAIMOHHBIE SIPIIBIKU IS K&KION KIETKU COAepIKaH
CJIEAYIOUIYI0 MH(POPMALMIO: KOJHUYECTBO JKMBOTHBIX, IOJI, JIMHUS, JaTa IMOJY4YeHHs, JEeUeHHe,
HOMeEp UCIBITAHUsI, HOMEp IPyIIbl U AaTa Havajla UCTIbITAHUS.

HnenTudukanys *KUBOTHBIX: YXMBOTHBIX MAPKHPOBAJIN KOAHPOBAHHEM HA YIlIaX.

4. Cnoco0b1 1 mpoueaypbl IKCIePUMEHTA

4.1. Kyi1bTHBHpOBaHHE KJIETOK

OmnyxoneBble KJIEeTKH nojaepkusanu B cpene Jleiibosurua L-15, momonnennoi 10%
WHAKTHBUPOBAHHOW HAarpeBaHHeM »SMOpPHOHANBHON Tejsiubell ChiBOpoTKOH, mnpu 37°C B
armocdepe 0% CO, B Bo3nyxe. OnyxoJieBble KJIETKH CTAHAAPTHBIM 00pa3oM CyOKyJIbTUBUPOBAIIU
aBa paza B Hemenmro. KieTku, pacTymime B OSKCIIOHEHUHMANbHOW (hase pocTa, coOupainu u
MOACUUTBIBAJIN JI1 UHOKYJISILUU Oy XOJIH.

4.2. UHOKYyASILUS ONYXOJIH

Kaxnoli MpIlIM NOAKOKHO MHOKYJHPOBAIU B MpaBblii OOK omyxoJjesble kiaeTkn MDA-
MB-468 (10x10°) B 0,2 M PBS, nononsenHom 50% martpurenem, st GOPMUPOBAHMS OITYXOJIH.
36 JKUBOTHBIX CITy4alHBIM 00pa30M pacCHpenessuli Ha TPYIIbI, KOra CpenHuil 00beM OmmyXoJu
nocrurain 186 mm®. BBezieHI€e TECTHPYEMBIX 00Pa3LOB U KOJMYECTBA )KMBOTHBIX B KQ)KIOM rPyIIIe

NMpEACTABJICHLI B Ta6m/1ue CXEMbI OKCIICPUMECHTA.

4.3. llosrydyeHue cocTaBa TeCTHPYeMOro oopa3ua
TecTupyembi Konu.
Yucrora Cocras
i o0pasen (mMr/mur)
Hocurens - - 25 MM ructunus, pH 7, 10% caxapoza
. PactBopurs 5,0 wmr BCY8245 B 497 wn
TUCTUAMHOBOTO Oydepal
BCY8245 99,4% PazbaBute 36 MK HCXOOHOrO pacTBopa 1 wmr/mi
0,03 BCY8245 mnocpeactBom 1164 MKJI T'HMCTUAMHOBOIO
Oydepa
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PazbaBute 120 Mk mcxomHOro pactsopa 1 mr/mi

0,1 BCY8245 mnocpeacrsom 1080 MKJI T'MCTUAMHOBOIO
Oydepa
PazbaBute 360 MK MCxomHOro pactBopa 1 mr/mi
0,3 BCY8245 mnocpenctsom 840 MK TMCTUAMHOBOIO
Oydepa

PactBopurs 2,5 mr BCY8781 B 49,5 mxn DMSO,

pa3baBuTh 2,426 M rucTHIUHOBOTO Oydepa

Paz0aBute 36 MK HCXOmHOro pactBopa 1 wmr/mi
0,03 BCY8781 mocpeactsom 1164 MKJI THMCTUAWHOBOIO
Oydepa

BCY8781 99,0% PazbaButh 120 MKI HCXOQHOTO pacTtBopa 1 Mr/mi

0,1 BCY8781 mocpeacrsom 1080 MKJI T'MCTUAMHOBOIO
Oydepa

Pa3zbaBute 360 MKJI HCXOOHOrO pactBopa 1 Mr/mi

0,3 BCY8781 mnocpeactBom 840 MKJI THCTHIUHOBOTO

Oydepa
PactBopure 147 wmr BCY8234 B 4,807 wn

BCY8234 98,10% | 30

THCTUANHOBOTO Oydepa

1. 25 MM cucmuoun, pH 7, 10% caxaposa

4.4. B3saitue o0pa3uos

Ha 21 cyTku uccnenosanus onyxonu B rpynmnax S, 6, 7, 8 u 9 ussnekanu nis FFPE. B
KOHLIE UCCIeA0BaHus onyxonu B rpynne 3 ussnekanu 11 FFPE.

S. Pe3yabTaThbl

5.1. KpuBas pocra onyxo.Jiu

KpuBast pocta omyxoJu npencrapiieHa Ha ¢ur. 64.

5.2. Perucrpanusi o0bema onmyxoJin

Cpennuii 00beM OMyXoJIu ¢ TEUEHHEM BPEMEHH y caMOK Mbirei Balb/c nude, nmeromux
kceHoTpaHcruianTar MDA-MB-468, npencrasieH B Tabnunax 42-44.

5.3. AHanu3 HHrHOHPOBAHHUSI POCTA OMYXOJIH

CxkopocTh MHTMOMPOBAaHHUSI POCTa OIMYXOJH JUIA TECTUPYEMBIX OOpas3IlOB B MOEITH C
KceHoTpaHcIuTaHTaToM MDA-MB-468 BbIMUCISUTN HA OCHOBE U3MEPEHUSI 00beMa OMyXOJTH Yepes3
21 cyTku nocsue Havaa JeUYEHHUs!.

6. O000meHue u 00CyKAeHHE Pe3yJIbTATOB

B 3TOM unccnenoBaHWMM OLEHUBAIM TEPANEBTUUECKYIO 3(P(PEKTUBHOCTh TECTUPYEMBIX
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00pa3noB B Mojenu ¢ KceHoTpaHciantatoM MDA-MB-468. 13mepeHHbIe 00BEMBI OMyXOJIH BO
BCEX IPYMIAX JICUEHHs B Pa3JIMYHbIE MOMEHTBI BPEMEHH MpeCTaBieHbl Ha GUr.64 u B Tabmumax
42-45.

Cpennuii pasmep OIMyXOJIH y MBIIIEH, KOTOPBIM BBOIUIIA HOCUTEND, nocTurai 420 Mmm® Ha
21 cyrkn. BCY8245 B nose 1 mr/kr, qw (TV=204 mm3, TGI=92,1%, p<0,001), 3 mr/kr, qw
(TV=27 wmw?, TGI=164,9%, p<0,001) wumMen 3HAYUTEIBHYIO 3aBHCUMYK OT 03y
IPOTHBOOITYXO0JIeBYI0 akTHBHOCTh. BCY8245 B no3e 0,3 mr/kr qw uinu biw He 1eMOHCTPUPOBA
HUKAKOH POTUBOOIYXOJIEBOW aKTUBHOCTH.

BCY8781 B nose 0,3 mr/kr, qw (umu biw) (TV=283 mm?, TGI=58,3%, p<0,05), 1 mr/kr,
qw (TV=232 mm?, TGI=80,1%, p<0,01), 3 mr/kr, qw (TV=91 mm?, TGI=139,4%, p<0,001) umen
3HAYUTEIbHYI0 IPOTUBOOITYXOJIEBYIO aKTUBHOCTD 3aBUCHMBIM OT J103bI 00pa3oM.

BCY8245 B noze 1 mr/kr, qw u 3 mr/kr, qw B komOuHaiuu ¢ BCY8234 (cBoOonHbIi OT
TOKCMHAa pPOACTBEHHBIH mentun) B no3e 300 Mr/kr, qw HMeNd 3HAYUTENBHYIO
IPOTHBOONYX0JeBYI0 akTuBHOCTE (TV=242 mm?, TGI=75,4%, p<0,01). Ilo cpaBHeHHIO C
BCY8245 ornmensno, BCY8234 B nosze 300 mr/kr ObUT aHTAarOHHCTOM IPOTHBOOIYXOJEBOM
aktuBHOCTH BCY8245 B nose 3 mr/kr (p<0,001). t10 cHmkeHue 3GpPeKTHBHOCTH MOCPEICTBOM
KOHKYPEHIIMH CO CBOOOJHBIM OT TOKCHHA NENTHIOM NEMOHCTPUPYET BaXKHOCTbH CBSI3bIBAHUSI
MHIIEHN AJIs1 ONTUMaNbHOH 3¢ ¢exTruBHOCTH. OTBET B BUAe 3P PEKTUBHOCTH, HAOIIOAAEMBbIH IS
He cBsi3biBaroiiero BTC, BCY8781, Obu1 cpaBHMMBIM ¢ OTBeTOM, HaOmonaembim 1i1st BCY 8245 B
NPUCYTCTBUHM M30BITKA CBOOOAHOTO OT TOKCHHA CBSI3BIBAIOLIETO MENTHAA. JTO MOATBEPIKIAET
NPEUMYLIECTBA OMOCPENYEMOr0 MHUIIEHBIO CBS3BIBAHHS IJIs1 ONTUMAJIBHON 3P eKTHBHOCTH.

I'pynny HoOcuTens: pasnessuid Ha JBe IPymmbl Ha 32 CYTKH W BBOOWIM I03Y S5 MI/KT
BCY8781 umu 5 mr/kr BCY8245, cOOTBETCTBEHHO, OMyXOJIH MPOAEMOHCTPHUPOBAIH 3aMETHYIO
perpeccuro nocje OAHOKPATHON A03bI.

B xonme mocienyroinero MOHUTOPUHTA MbIIIH, KOTOpbiM BBOAWIH BCY 8245 1 mr/kr qw,
MIPOAEMOHCTPUPOBAIN OTUYETIUBBIM PELUIUB OIMyXOJH, B TO BPEMsI MBILIH, KOTOPBIM BBOAMIU

BCY8245 3 mr/kr qw, He TPOIEMOHCTPUPOBAIA HUKAKOTO PELIUANBA Oy XOJIH.
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Tabauua 42: Perucrpauusi 00bema onyxoJiv ¢ TedeHueM BpeMeHu (cytku ¢ 0 mo 21)

I'pynna Jleuenue

CyTKI/I mocCJji€e HAYAJIA JICYCHUA

0 2 4 7 9 11 14 16 18 21

1 Hocurean, qw 182+15 196+18 217+£18 260+15 283+19  302+26 335127 362428  386+31 420437
BCY8245

2 188+21 189+19 211+21  235+28 252425  253+33  275+26  2774£27  295+£26  300+27
0,3 mr/kr, qw
BCY8245

3 185+21  187+£22  183+22  190+£28  205+£29  195+27  201+25 197422  218+24  204+19
1 mr/kr, qw
BCY8245

4 181+14  171£17 16310 141+21 113+£16  92+5 6614 58+2 4142 27+1
3 mr/kr, qw
BCY8781

5 184+14  187+12 20449 245+17 262424 272421 277424 290429 297+41 283423
0,3 mr/kr, qw
BCY8781

6 184+12 17516  188+21 20625 223+£26  213+29  202+31 200+24 211+34 232432
1 mr/kr, qw
BCY8781

7 184+15  179+17 180+20 177£27 170+£21 142421  124+13  108+12  107+8 91+7
3 mr/kr, qw
BCY8245+BCY8234

8 184+15  189+22 194428  212+30 221434  2214+£39  223+36  211+£38  221+51 242467
1+300 mr/kr, qw
BCY8245+BCY8234

9 184+16  178+57 193+36  197+46  179+44  138+41 137+£32 11424 110424 99+18
3+300 mr/kr, qw

Tabauua 43: Perucrpanusi 00bemMa onyxoJiv ¢ TedeHHeM BpeMeHH (cyTkH ¢ 23 no 32)

I'pynna  Jleyenmue

CyTKH nocJjie HAYAJA JICYCHHUSA
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23 25 28 30 32

1 Hocurens, qw 434+£35 460+38 504+32 535446 548+51

BCY8245
2 284+14 268+10 254415 240+21 241432

0,3 Mmr/kr, qw

BCY8245
3 200+16 199+13 210+6 221+14 239+16

1 mr/kr, qw

BCY8245
4 2243 1943 20+3 15+£2 15+1

3 mr/kr, qw

Tabauua 44: Perucrpanusi 00bema onyxoJiv ¢ TedeHueM BpeMeHH (cyTkH ¢ 35 o 91)
I'pynna 1, Hocurener qw, I'pymma 1, nHocurens qw, I'pynma I'pynmna 4,
I'pynna 3 BCY8245,
CyTku nosuposanHblii ¢ BCY8781 nosuposannsiii ¢ BCY8245 BCY8245, s BCY8245,
MI/KT, QW
5 mr/kr Ha PG-D32 5 mr/kr Ha PG-D32 MI/KT, QW 3 Mr/kr, qw

35 389+19 455+81 237433 255415 19+£2
37 326+26 373492 246+40 292+19 162
39 248+18 247+48 248+37 304+36 14+1
42 149+14 134+18 245+48 314+42 14+2
44 135420 108+3 251448 327442 18+4
46 129+8 79+3 248+61 342455 19+4
49 1201 63+8 250165 356+59 20+4
51 134+6 62+5 264168 374+71 18£5
53 144+2 53+12 268+81 381+87 2244
56 161£1 52+13 271487 416104 21+4
58 166+7 58+0 267495 433+113 2045



60
64
67
71
74
78
81
84
88
91

169+10
17610
19145

194+18
186=+1

203+11
212420
224451
230+60
242475

61+7
71+23
66+14
735
82+4
90+8
104+17
110+1
106+7
110+3
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270+108
276+132
269+137
280+155
295+167
313+194
291+192
301+194
277+194
293+209

464+119
532+154
550+162
565+170
594+173
612+195
639+206
695+234
743+236
771£240

18+6
23+6
23+5
24+7
27+8
23+6
2748
3447
3247
26+6
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Tabauna 45: AHanu3 HHrHOUPOBAHHS POCTA ONMYXO0JIH

3HaveHue Kon
I'pynn Oobem  T/C° TGl P mo
Jleuenne A no
a onyxomn (%) (%) CpaBHEeHH
CPABHEHHIO
(Mmm3)? 10 c
¢ BCY8245
HOCHTEJIEM
1 Hocwureasn, qw 420+£37 - -- - --
BCY8245
2 300+27 71,4 52,7 p>0,05
0,3 Mr/kr, qw
BCY8245
3 204+£19 48,6 92,1 p<0,001
1 mr/kr, qw
BCY8245
4 27+1 6,5 164,9 p<0,001
3 mMr/kr, qw
BCY8781
5 283+23 674 58,3 p<0,05
0,3 mr/kr, qw
BCY8781
6 232432 552 80,1 p<0,01
1 mr/kr, qw
BCY8781
7 91+7 21,6 139,4 p<0,001
3 mMr/kr, qw
BCY8245+BCY82
8 34 242467 578 75,4 p<0,01 p>0,05
1+300 mr/kr, qw
BCY8245+BCY82
9 34 99+18 23,5 135,9 p<0,001 P<0,001

3+300 mr/kr, qw

a. Cpennee 3Hauenue + SEM.

b. MarndupoBanue pocra OMYXOJU BBIMHUCISIOT MYyTEM JEJICHUS CPEOHEro IO TpyIie
0o0BeMa OIyXOJIH IJIsl TPY B JISUEHUS HA CPEIHUI 10 TpyIine 00beM OMyXOJIH ISl KOHTPOJIbHON
rpymmel (T/C).

Hpumep 9.9: UccnenoBanue 3¢(PpeKTHBHOCTH in Vivo TeCTHPYeMbIX 00pa3loB MpH
JedyeHun mbimei Balb/c nude ¢ kcenorpancniantatom MDA-MB-468

1. 3aga4a uccaenoBaHus

3amadeli MCCIENOBaHUsS SIBISIETCSl OLIEHKA 71 ViVO TIPOTUBOOMYXOJEBOH 3(PPEKTHBHOCTH

BCY8245 otnenpHo wim B komOuHaumu ¢ BCY8234 mpu nedenun wmbimei Balb/c nude ¢
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kceHoTpaHcruiantatom MDA-MB-468.

2. Cxema 3KcnepuMeHTa

Ho3a IyTs

I'pynna | Jleuenue N Cxema
(mMr/kr) A03MPOBAHHSA

1 Hocurens -- 5 B/B Qw, 3 Hegenu

BCY8245 1 5 B/B Qw, 3 Hegenu
3 BCY8245 3 5 B/B Qw, 3 Hegenu
+

4 BCY8245+ BCY8234 | 50 > B/B Qw, 3 Henei

=300

IIpumeuanue: N, KOJTUYECTBO )KUBOTHBIX B KAXKAOM IPyIIIe.

3. MarepuaJbl

3.1 ’)KuBoTHbBIE H YCJI0BHS COACPKAHUS

3.1.1. 7 KuBoTHbIe

Bun: Mus Musculus

JIunus: Balb/c nude

Bospacrt: 6-8 Henenp

ITon: camku

Macca Tena: 18-22 r

KonuuecTBo kUBOTHBIX: 20 MBILIEH IUIHOC 3aMIACHBIE

3.1.2. YcaoBus coaepRaHust

Meleli comepaiu B HHIWBUAYAJIbHO BEHTHJIMPYEMBIX KJIETKaX IpPHU TOCTOSIHHOMN
TEMIIEPATyPe U BIAKHOCTH C 5 KUBOTHBIMH B Ka3KIOU KJIETKE.

- Temnieparypa: 20~26°C.

- Brnasxxnocts 40-70%.

Knerku: nsrorosnens! u3 nojukapbonara. Pazmep cocrasisier 300 mm* 180 Mmmx 150 mm.
Martepuanom NOACTHIKY ObUTH CEPALIEBUHBI KYKY PY3HBIX TOYATKOB, KOTOPBIE 3aMEHSLIH JBa Pasa
B HEJEJIIO.

Pauvon: JXuBoTHble uMenu CBOOOAHBIA JOCTYN K CTEPUIM30BAHHOMY OOJyYE€HUEM
CYXOMY I'paHyJIMPOBAaHHOMY KOPMY B XOJi€ BCETO NEPHUOAA UCCIETOBAHUS.

Bona: *KrBOTHBIE UMEJTH CBOOOIHBIN JOCTYM K MUThEBOH BOJIE.

Unenrudukanus kietok: UneHTHUKATNOHHBIE SIPIBIKY JJIs1 KAKION KIIETKH COAEPIKaIIH
CJIEAYIOUYI0 WH(POPMALHMIO: KOJHMYECTBO JKMBOTHBIX, IMOJI, JIMHUS, NaTa IMOJYYEHHs, JECUeHHE,
HOMeEp UCHbITAHUS, HOMEp I'PYIIbl U AaTa Havajla UCTIbITAaHUsI.

Wnentudukanus ;KHBOTHBIX . JKUBOTHBIX MAPKHUPOBAIH KOIUPOBAHUEM Ha YIIIaX.

4. Crioco0blI M MpoLeaAypbl IKCIIePHMEHTA

4.1 KyabTUBHPOBaHHE KJIETOK

Omnyxonesble KIeTKH monaep:kuBainn B cpene Jlefibosurma L-15, momomuennoit 10%
WHAKTHBUPOBAHHOW HAarpeBaHHEeM OHMOPHOHAJIBHONW Tenstubeil chiBOpoTKoi, mpu 37°C B
armocdepe 0% CO, B Bo3nyxe. OnyxoJeBble KIETKH CTAHAAPTHBIM 00pa3oM CyOKyJIbTUBHPOBAIIN

naBa pasa B Hexemo. KueTku, pactymme B 3KCIOHEHIMANbHOH (ase pocra, cobupanu u
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MOACYUTHIBAJIN AJI1 HHOKYJISILIUU Oy XOJIH.

4.2. UHoKyIsILUs ONYXO0JIH

Kasknoli MBI NOAKOKHO MHOKYJMPOBAJIU B MpaBblii OOK omyxojesble kiaeTkn MDA-
MB-468 (10x10%) B 0,2 M1 PBS, nononHenHoM 50% matpurenem, st GOPMUPOBAHUST OITYXOJIH.
20 KMBOTHBIX CIy4YaiHBIM 00pa30M pacrpenessyii Ha TPYIIbI, KOTAa CPeAHUN 00beM OmyXOoiu
nocruran 464 mm®. BBezieHe TeCTHPYEMbIX 00Pa3LOB U KOJMYECTBA )KMBOTHBIX B KQKIOH rPyIIe
NPEACTABJIECHbI B TAOJIUIIE CXEMbI YKCIIEPUMEHTA.

4.3. IlosryyeHue cocTaBa TecCTUPyemMoro oopasua

TecTtupyembi Konu.
Yucrora Cocras
i oOpasen (Mr/mur)
Hocurens - - 25 MM ructunus, pH 7, 10% caxapoza
. Pacteopure 5,0 mMr BCY8245 B 4985 wmn
THCTUIMHOBOTO Oydepa
PazbaBute 140 Mk 1 HCXOmHBIA pacTBOP MI/MI
0,1 BCY8245 nocpeactBom 1260 MKJI THCTHUAMHOBOIO
BCY8245 99,7%
Oydepa
Pa3zbaBute 420 MK MCXOOHOro pactBopa 1 mr/miu
0,3 BCY8245 mnocpencrBom 980 MKJ THCTHIWHOBOTO
Oydepa
PactBopure 147 wmr BCYS8234 B 4,807 wmn
BCY8234 98,10% | 30
TUCTUIUHOBOTO Oydepa

1. 25 MM cucmuoun, pH 7, 10% caxaposa

4.4. B3aTue o0pa3uos

B xoHue uccnenosanus onyxoau B rpynmne 3 ussnekanu A FFPE.

S. PesyabTaTbl

5.1. KpuBas pocra onyxo.Jiu

Kpusas pocra onmyxonu npencrasyieHa Ha Gur.65.

5.2. Peructpanusi o0bema onmyxoJin

Cpennuii 0ObeM OMyXoJIu ¢ TeUEHHEM BPEMEHH y caMOK Mbirei Balb/c nude, nmeromux
kceHoTpaHcruiantar MDA-MB-468 npencrasieH B Tabnuuax 46-48.

5.3. AHanu3 HHrHOHPOBAHHUSI POCTA OMYXOJIH

CkopocTh MHTMOMPOBAaHUSI POCTa OIMYXOJH Ui TECTUPYEMBIX OOpas3IlOoB B MOIEITH C
KceHoTpaHcIuTaHTaToM MDA-MB-468 BbIMUCIISUTN HA OCHOBE U3MEPEHUSI 00beMa OMyXOJTH Yepes3
28 cyTOK Mocyie Havyana JIeYeHusl.

6. O600meHue u 00CyKAeHHE Pe3yJIbTATOB

B 3TOM unccnenoBaHWUM OLEHUBANIM TEPANEBTUUECKYIO 3(P(PEKTUBHOCTD TECTUPYEMBIX
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00pa3noB B Mojenu ¢ KceHoTpaHciantatoM MDA-MB-468. 13mepeHHbIe 00BEMBI OMyXOJIH BO
BCEX IPYMIAX JICUEHHs B Pa3JIMYHbIE MOMEHTBI BPEMEHH MPeCTaBIeHbl Ha GUr.65 u B Tabmumax
46-49.

ITepBOHaUaIBHBIN pa3Mep OMYXOJH HAMEPEHHO OBLT OOJIBbIIIE, YEM HCIIONIb30BAJICS PAHBLIE
it onpenenenust Toro, aemMoHctpupyer au BCYS8245 s¢dexkTuBHOCT mpu 3TOM OOJIbIIEM
pasmepe. CpenHuii pasMep OMyXOJH y MbIIIEH, KOTOPbIM BBOIMIIA HOCHTEIb, 1OCTUTAT 773 MM?
Ha 28 cytku. BCY8245 B nose 1 mr/kr, qw (TV=384 mm*, TGI=126,6%, p<0,001) u 3 mr/kr, qw
(TV=50 mm’, TGI=234,6%, p<0,001) umesn 3HAYMTEIHHYIO MPOTHBOOIYXOJEBYI0 AKTUBHOCTH
3aBHCHMBIM OT 103bI 0Opa3oMm Ha 28 cyTtku. Cpeam HUX, MbIIH, KOTOpbIM BBOAMIN BCY8245,
703a 3 MI/Kr qW IPOAEMOHCTPUPOBAJa HEKOTOPBIH PELUIUB OMyXOJH TOCHE NPEKpaLIeHUs
JIeYEeHUs1, TOMIOJIHUTENIHO AJO3UPOBAaHKE C 76 CYTOK HE MIPUBEJIO K MOJHOU PErpeCCUH Oy XOJIH.

BCY8245 B nmosze 3 mr/kr qw B komOunammu ¢ BCY8234 300 mr/kr qw umenu
3HAYUTEJIbHYIO MPOTHBOOMYXO0JeBY0 akTuBHOCTH (TV=55 mm?, TGI=234,0%, p<0,001) Ha 28
CYTKH, U OMyXOJH HE MPOAEMOHCTPUPOBAIN HUKAKOTO PELIMIMBA B XOA€ BCETO MOHUTOPHHTIA.

Mpnuu B rpynne Hocutensi, KotopsiM BBoamiu 10 mr/kr ADC npotuB HekTHHA-4 w5
mr/kr BCY8245 u mbimm B rpynme 2 (BCY8245, 1 mr/kr, qw), KOTOPbIM BBOOWJIN 5 MI/KT
BCY8245 mna PG-D28, mnpomemoHcTpupoBamu 3()(EeKTUBHYIO pEerpeccHr0 OINyXOJH B
nocjaeAyolue 3 Henenaw, MOCJIe 4Yero OMyXOJdu NPOJAEMOHCTPUPOBAIN IOBTOPHBIM POCT B
nocjaeayoumue 4 Hefenau nocie NPeKpalleHus BBEIEHHs JIEKAPCTBEHHOTO CPECTBA.

BCY8245 6b11 criocobeH obecneynTsh perpeccuo onyxosei npubamusurenbHo 450 My, a
TakK)ke MPHU BBEJIEHUH B TPYIINE, B KOTOPOH paHee BBOIUIN HOCHUTENb, B OMYXOJISIX C HauYaJbHbIM

00beMOM MPUOIU3UTENBHO 770 MM
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Tabauua 46: Perucrpaunusi o0bema onyxoJin ¢ tedeHuem spemeHu (Cytku ¢ 0 no 28)

I'pynna Jleuenue

CyTKI/I mocCJjie HAYAJA JICYCHUA

0 2 5 7 9 12 14 16 19 21 23 26 28
529 548 574 602 632 659 686 706 741 769 773
1 Hocurean, qw 46689  494+94
+106 +109 £117 =£130 =£133 £129 <133 +£145 +148 +157 +155
BCY8245 453 474 446 461 460 433 412 430 421 382 384
2 466+22  480+24
Imr/kr, qW +29  £25 £31 4£34  £28 37 £32  £32  £34  £37 +41
BCY8245 388 333 284 168 129 93 83 71 60 49 50
3 464+28  451+24
3 mr/kr, qw +25 £30 £26 £24 £20 £23  £17 £19 £17  £17 17
BCY8245+BCY8234 401 380 309 205 150 125
4 467+45  457+46 95+3 90+5 78+5 66+4 5545
(3+300) mr/kr, qw +47  +42 £25 49 +9 +5
Tabauua 47: Perucrpanusi 00bema onyxoJiv ¢ TedeHueM BpeMenH (cyTku ¢ 30 mo 75)
I'pynna 2,
I'pynna 1, Hocureab, I'pynma 1, Hocurean, BCY8245,
Cytku mocje I'pynna 3, I'pynna 4,
AO3HPOBAHHbIH B /J03HMPOBAHHBIN B 1Imr/kr, c
Hayajaa BCY8245, 3 BCY8245+BCY8234
KoJIHYecTBe S MI/KI KoJu4YecTBe S MI/Kr 3ameHOil HA
JeYeHHs MI/Kr, qW 3+300 mr/kr, qw
BCY8781 BCY8245 na PG-D28 Smr/kr Ha PG-
Ha PG-D28 D28
30 700457 625+27 351442 44+18 49+8
33 537+88 477+31 213429 43+20 33+10
35 443470 405+65 151+18 44+20 31+£10
37 297+71 237436 98+16 50+24 31+£10
40 203+64 148+33 89+17 55+29 36+14
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42 161+47 142433 95+16 66+32 40+13
44 139+50 132469 1034+20 71+£33 35+11
48 103£35 146100 106421 80+36 43+14
51 114445 171£122 103+21 91+43 45+18
55 108+44 227+166 104420 108+53 42+13
56 119+50 264+182 120423 125458 43+12
62 118+50 288+206 145429 146+70 40+£12
65 129455 316+212 163431 147+74 4114
68 124451 347+215 1734£32 155481 46+13
72 142+62 368+242 180+£36 170+89 45+20
75 14650 3854245 196+40 223+115 43+19

Tabsuna 48: Perucrpauusi 00bemMa onyxoJiu ¢ TeueHHeM BpeMeHH (cyTKH ¢ 79 mo 103)

CyTkH nocjie Ha4aJj1a JedeHus
I'pynna Jleyenne

79 82 86 89 93 96

100

103

BCY 8245
3 221+118 198+107  185£105 180£102 155491 166+95
3 mr/kr, qw

2214119

250+125
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Tabauna 49: AHanu3 HHrHOUPOBAHHSA POCTA ONMYXO0JIH

3nauenue P

Oobem
I'pynna  Jleuenue T/C* (%) TGI (%) 1o
OIyXO0JIH
CPABHEHHIO €
(m)?
HOCHTeJIeM
1 Hocureasn, qw T73+155 -- -- -
BCY8245
2 384+41 49,7 126,6 p<0,001
Imr/kr, qw
BCY8245
3 50+17 6,4 234.,6 p<0,001
3 mr/kr, qw
BCY8245+BCY8234
4 5545 7,1 234,0 p<0,001

3+300 mr/kr, qw

a. Cpenunee 3Hauenne + SEM.

b. UHrubupoBanue pocra OMyXOJM BBIYUCISIOT MyTEM AEJEHUS] CPEIHEro IO IpyIine
o0beMa OMyXOJIH It TPYIIIBI JISYEHUS Ha CPEAHUH 110 TpyIIe 00beM OIyXOJIH JIJIsI KOHTPOJIbHOM
rpymmsi (T/C).

Mpumep 10: ucnoiranus PK in vivo.

KuBotHpiM ¢ kceHoTpHaHcrulantatoMm MDA-MB-468 wunbeuuposanu BCY8245
(BT8009) B no3e 3 mr/kr. B pa3nuuHbie MOMEHTBI BpEMEHH JKUBOTHBIX YMEPIIBIISUIN U IPOBOIWIN
B3SITHE TJIA3MbI M U3BJICUEHUE OMyXOJIeH, U X OBICTPO 3amMopaxkuBayin. OOpa3Lbl aHATM3UPOBAIIU
B otHomeHnn MMAE. Vposuun B masme BT8009 (BCY8245) B3sTBI M3 HCTOPUYECKHX
uccnenosanuii PK. Konnenrpaumn MMAE B mnasme, MMAE B onyxomnu, u BT8009 B miazme
npeacrasiaensl Ha ¢(ur.73. MMAE 3anepkuBajcsi B OINyXOJH JOJbINE, Ye€M B IUIA3Me,
MOATBEPKJasi TUIOTE3y, YTO CHUCTEMHAasl HKCIIO3MALMs SIBJISETCS] 3HAYUTENIbHO MEHBIIEH, 4eM
3KCHO3ULUSA B OMYXOJH.

Hpumep 11: Ananuz HCS

Anamuz HCS wucnonb3oBanu B uccinenoBanuu cs3biBaHuss BDC mpotuB HekTuHaA-4.
KuneTkn nHKyOHpOBaJIH C TECTHPYEMBIM BEIIIECTBOM, a 3aTE€M MPOMBIBAJIH. J{€TEKIINIO POBOAMIH
nocpencteoM (uyopecnentaoro antutena k MMAE. Kinerku MDA-MB-468 neMOHCTpUPYIOT
YMEPEHHYIO 3KCrpeccuto HekTuHa-4, mpudemM 20000 kJIeTOK naBajiv HAWJTydIIne U300pakeHHs.
Knerku NCI-H292 neMOHCTPpUPYIOT HU3KYIO 3KCIPECCHUIO B 3TOM aHanuse, aerekunss MMAE
Obuta HU3KOM maske st 20000 KieTok.

Hannasie HCS va xnerouHoli iuanu MDA-MB-468 npencrasnens! Ha ¢ur.74 u B Tabnuie
50.

Tabauna S0
Tectupyemoe MakcumanbHast Kd (#1M) Ucropuueckas  Kd

BELIECTBO UHTEHCUBHOCTb (HM)
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(bayopecueHIN
ADC npotus | 33,63 0,2 0,28+0,07
HEKTHHa-4
BCY8245 13,34 3,52 5,18
BCY8781 3,15 >10000 >10000
MMAE 2,95 >10000 >10000

ADC nporus HekTuHa-4 u BCY8245 ynep:xuBanuce B KIETKaX U KOJIOKAIU30BAIUCH C
memOpaHHbIM ~ kpacuteniem. BCY8781 u MMAE mnpogeMOHCTpUpOBAIM  MHUHUMAJIbHOE
yaepxkanue. Kd nis Bcex coennnenuii Ha kiaeTouHo JuHnn MDA-MB-468 corinacoBbIBAIUCH C
ucropuueckumu JaHHbIMU. ADC npoTuB HekTuHa-4 MPOAEMOHCTPUPOBAN MOANAIOLIYHOCS
oOHapyxeHH0 adGUHHOCTH CBsI3bIBaHUSA Ha KierouHod juHMM MDA-MB-468. BCY8425
IPOIEMOHCTPUPOBAJI OJJHOPA3PANHYI0 HAHOMOJIIpHYIO apPuHHOCTL ¢ Bmax Huxe, uem y ADC
NPOTUB HEKTHHAa-4. JTa CHIWKEHHAsi MaKCUMaJIbHAsl HHTEHCUBHOCTh (PJIyOPECHEHIINN SIBIISIETCSI
cnencrteueM Toro, uto ADC npotus HekTuHa-4 nmeer cootHomenne MMAE u nekapcTBeHHOTroO
cpencrtsa 4, B To BpeMms kak BCY 8245 umeer coornomenne MMAE u nekapcTBEHHOTO CpeacTBa
1. BCY8781 npoaeMOoHCTpUpOBaJ TOJIBKO O4€Hb cl1adyio ah(UHHOCTD CBSI3bIBAHHS HA KJIETOYHOM
muann MDA-MB-468, B 10 Bpemss kak MMAE mnpaktuuecku He MPOAEMOHCTPHPOBAI
noanaroueiics ooHapykeHno aQGUHHOCTH CBSI3bIBAHMS Ha KieTouHOH ruHnn MDA -MB-468.

Hpumep 12: DddexTuBnocts in vivo BCY8245 B aByx mopensx PDX gas paka
JIErKOro

Lleap

Ouenutp 3¢dextuBHocts BCY8245 B wmomenn PDX  jand  MIOCKOKJIETOYHOTO
HEMEJIKOKJIETOYHOTO paKa U aJleHOKAPIIMHOMBI (002 HEMEIKOKJIETOYHbIE KAPLITHOMBI).

KuBOTHBIE

Bun: Mus Musculus

Jlunus: Balb/c nude

Bospact: 6-8 Henenb

ITon: camku

Macca tena: 18-22

TecTupyemble cpencrsa

BCY8245 u ADC npotus HekTuHa-4 nnu BCY8781

JKHUBOTHBIE 10 UCCIIETOBAHUS

Kaxnoli MBI MOAKOKHO MHOKYJHPOBAIU B NpaBbiii 60k ¢parmenT omyxomu LU-01-
0007 wnu LU-01-0412 (~30 mm?) miist popmupoBanust omyxouti. JKUBOTHBIX CITy4aiiHbIM 00pa3oM
pacrpeaessiv Ha TPYIIbL, KOTAa cpenHuii oobem omyxonu gocturai 161 mm? (LU-01-0007) wnu
147 mm? (LU-01-0412).

Ipuorcuznennsvle uzmepeHuss U KOHEUHble Pe3yibmanbl

JKVWBOTHBIX TPOBEPsUIM KakKOble CYTKH B OTHOIIEHUHM Kakux-IHOO 3¢¢ekToB pocra

OonyxojM " JICUCHUA Ha HOPMAJIBHOC MOBCACHHUE, TAaKOC€ KaK [ABUTraTCJIbHAsA AKTHUBHOCTD,



232

ynotpebyieHne MUIMU W BOABI (TOJIBKO MOCPEACTBOM OCMOTpA), YBEIHMUEHUE/CHUKEHHE MacCChl
TeNa, NMOTYCKHEHHE TIJa3/mepcTd W JroOoH npyroil aHomanmbHbId 3(@dexT, yka3aHHbIH B
nporokosie. Cmepts U HabOmOAaeMble KIMHUYECKHWE TMPHU3HAKH PETUCTPHUPOBAIN HAa OCHOBE
KOJINYECTB )KUBOTHBIX B KQXKJOW MOATPYIIIIE.

OCHOBHBIM pe3yJIbTATOM ObUIO HAOOJEHHE, MOKET JIU OBITh 3aMeJIeH POCT OMyXOJIH
WJIA MOTYT JIU MBI OBITh BbUIeueHbl. OOBEM OMyXOIH U3MEPSUTH TPH pa3a B HEHENIO B IBYX
M3MEPEHHSIX C UCIOJBb30BAHHEM TOJIIHHOMEPA, U O0BEM BBIPAXKAIA B MM’ C HCIIOJb30BAHHEM
bopmyasr: V=0,5 a x b%, rme a u b npeacTaBsOT cOOON UTHHHBIN U KOPOTKHI AHAMETPHI
OIyXOJIH, COOTBETCTBEHHO. 3aTEM pa3Mep OIyXOJH HMCIOIb30BAJN JJIsI BBIUUCICHUI BETMUNHBI
T/C. Bennuuna T/C (B mpoLeHTax) sIBJISIETCS] IPU3HAKOM MIPOTUBOOIYX0JIEBOH 3¢ (HEeKTUBHOCTH,
T u C npencraBnsroT coboil cpenHue 0ObeMBbI TPYII JIEYEHUSI U KOHTPOJIS,, COOTBETCTBEHHO, B
JIAHHBIN JEHD.

TGI Berumcisinm ayis Kaxaoi rpynmnsl ¢ ucronszoBanueM popmyisl: TGI (%) = [1-(Ti-Ty)/
(Vi-Vy)] x100; T; npencrasisier coboit cpenHuii 00beM OMyXOJH B TPYIIIe JICUSHHS B JaHHBIN
nenb, Ty mpencrasiser coboil cpenHuil 0ObeM ONMyXOJM B TPyIIE JieUeHHs B JEHb Hadaya
JedeHusi, Vi npencrasisier coOol cpenHuil 00beM OMyXOJId B KOHTPOJIBHOW IPYIIIe HOCUTENS B
TOM ke neHb ¢ Ty, u Vj npencrasiser coOol cpenHuii 00beM OMyXOJH B IPYIIIe HOCUTENS B I€Hb
HauaJja JeYeHHUs.

Pe3yibTaThl 3TUX UCTIBITAHUI IPEACTABICHBI HA GUr.66 u 67.

Lu-01-0412 (¢ur.66): BCY8245 obecneunBan 3aBUCUMYIO OT 103bI 3} ()EeKTUBHOCTL B
stoit Mmogenu PDX co CHIJKEHHEeM CKOPOCTH pOCTa OMyXOJH mpu 1 MI/KT W, HO BBIPAXKEHHOM
perpeccueil Omyxoiud B JA03€¢ 3 MI/KI W JO HMCXOAHOro ypoHs. Ilocne mnpexpauieHus
no3upoBanusi (21 cyTku) 5/6 KMBOTHBIX MPOAEMOHCTPHPOBAIN OTCYTCTBHE MOBTOPHOT'O POCTA
onyxonmu BIJIOTh 10 105 cyTok mocne Havana wucciaepoBaHus. OOHO  KMBOTHOE,
JEMOHCTPUPYIOIIee MOBTOPHBIA pocT, orBeyaso Ha 3 Mr/kr BCY8245 u nponeMOHCTPUPOBAJIO
BOCCTaHOBJIEHHE perpeccun a0 wucxonHoro ypoHsA. He cesseiBatomuit BDC BCY8781
obecrnieunBayl CTaOWIbHOE 3a00JieBaHME B J03€ 3 MI/KI U NPU NPEKPAINEHHH IO3MPOBAHUS
OIMyXOJIb OBICTPO POCJIA C TOH K€ CKOPOCTHIO, KaK M B TPYIIIE, B KOTOPOH BBOIMIM HOCHTEb,
MOATBEPKIasi MOBBIMIEHHYIO 3()()EeKTUBHOCTD, KOTOPYIO MPHUAAET 3THM CPEICTBAM CBSI3bIBAHUE
HekTHHAa-4. bonbinne onyxonu (rpymnma, B KOTOPOH BBOIMIM HOCUTEINb) PErPECCUPOBAJIH B OTBET
Ha ogHokpaTHyto 103y BCY8245 unu BCY8781.

LU-01-0007 (¢pur.67): BCYB245 obecneunBan CBS3aHHYIO C 1030H 3(PQPEKTUBHOCTD,
npuueM | Mr/kr qw obecrnednBania cTabuIbHOE U 3 MI/KT oOecrednBaia MOJHYK PErpecCcHro.
JlozupoBaHue HEOOXOAMMO OBLIO MPOIOIKATE A0 S6 CYTOK IJIsl JOCTHKEHUS TIOJTHON perpeccuu
(xorma mo3upoBaHHe Npekpamany). He mponcxonusio moBTOPHOrO pocTa OMyXOJIH B 3TOH IpyIine
nocje 3Toro (BIUIOTh A0 126 cytok mocne Hawyana uccrnepoBanus). ADC mpoTuB HexTHHA-4
obecrieunyi cxomaHywo creneHb 3ddextuBHocTu. ['pynma crabuibHOro 3adoneBanus 1 Mr/kr
OTBEYaJIa Ha TIOBBIIIEHUE NO3UPOBaHuUs (3 1 5 MI/KT), yKa3bIBasi Ha TO, 4TO HU3KUeE 1036 BCY 8245
HE MPHUBOIST K Pa3BUTHIO PE3UCTEHTHOCTH.

Hpumep 13: Ouenka in vivo BCY8245 B mopensix PDX ¢ HU3KHUM naccCHpPOBaHHEM Y
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MbIIOIEH ¢ I/IMMyHO}_]e(l)I/IHI/ITOM ¢ PAKOM MOJIOYHOMI R€JIE€3bl, MUIIEBOAA U MOYEBOI'0 MMy3bIPHA
YesI0BeKAa.

Llenp

OueHuTh TPOTHBOOMYXOJIEBYI0) aKTUBHOCTh OWIIMKIIMYECKOTO CPEenCTBA B Moaessix Low
Passage Champions TumorGraft Models y mbimeli ¢ “MMyHOIEPHUIUTOM C PAKOM MOJIOYHOM
JKeJIe3bl, MUIIEBOAA U MOYEBOIO My3bIPsl YEJIOBEKa.

TecTupyemas cucrema

Bun: mbims

Junaus: Athymic Nude-Foxnlnu (¢ nmmyHOzeduiuTom)

Ucrtounnk: Envigo: Manuananonuc, Unanana

Ilon: camku

Llenesoli BO3pacT mpu Havajae AO3UPOBAHMS: [0 MEHbIIEH Mepe 6-8 Henelnb
Llenesast macca pu Havaje NJO3UPOBAHUS. IO MEHbILIEH Mepe 18 rpamMmoB
Ilepuon akkiuMaTu3auuu: 3 CyTOK

CxeMa dKCIIiepUMEHTa

KusoTHble 10 uccaenopanusi: Korga 1octaToyHOE KOJIUYECTBO JKUBOTHBIX JOCTUTAIOT
1,0-1,5 cM?, omyxou U3BJIEKAIOT JJIs PEMMILIAHTALIMH YKUBOTHBIM 10 MCCenoBanusi. JKMBOTHbIM
710 MCCJIEIOBAHUS TPOBOASAT OAHOCTOPOHHIOI UMILIAHTALIMIO B JIEBBIH OOK (pparMeHTOB OMyXOJIH,
U3BJICUCHHBIX W3 HCXOAHBIX >KUBOTHBIX. KaXIOMy KMBOTHOMY MPOBOAST WUMIUIAHTALUU M3
KOHKPETHOMN MapTUHU MACCUPOBAHUS U IOKYMEHTUPYIOT.

Hccaenyembie KMBOTHbIE: OOBEMBI OMyXOJeil 0 HMCCIEAOBAHUS PETHCTPUPYIOT IS
Ka)KIOr0 SKCIIEPUMEHTA, HAUMHAsI Yepe3 OT CEMHU A0 AECSITH CYTOK mocyie uMrianTanuu. Korga
OIyXOJIM AOCTUTAIOT cpenHero oobema 150-300 MM3, KUBOTHBIX OyayT moabupaTh Mo o0beMy
OTYXOJIM B TPYIIIbI JIEYSHUS WJIU KOHTPOJIS JJIsi IPUMEHEHUs ISl TO3UPOBAHUSI U IO3UPOBAHUE
HA4YMHAIOT Ha CyTKH 0.

TecTtupyembie cpeacTaa

BCY8245 u KOHBIOTAT aHTHUTENO-JIEKAPCTBEHHOE CPEICTBO TMPOTHB HEKTHHA-4 TI0
CPaBHEHHMIO C KOHTPOJIEM B Bujae HOcUTeNiss. MoskeT ObITh BKJIFOYEHO CTaHIAPTHOE CPENCTBO
nouetakcen. Bee cpeacrtsa noasieskar JO3UPOBAHUIO (W BHY TPUBEHHBIM Iy TEM, J103bl YKa3aHbI HA
rpadukax.

Ipmx3HeHHbIE U3MEPEHMS

¢ PpexTHBHOCTL B OTHOIEHHH 00bema omyxou: OObEeMbl OMyXOJU HU3MEPSIOT /IBa
pasa B Henemo. KoHeuHbIi 00beM OMyXO0Ju ONPEnessitoT B IEHb OKOHYaHUs cchenopanus. Ecnu
BO3MOYKHO, KOHEYHBIH O0OBEM OIMYXOJIH ONPENEIISIOT, €CIIH )KUBOTHOE CUUTAIOT YMHUPAFOIIUM.

P PeKTHBHOCTH B OTHOLIEHHH MACCHI :KUBOTHOT0: JKMBOTHBIX B3BELINBAIOT JIBA Pa3a
B Henemo. KoHeunyro Maccy OnpenensitoT B €Hb, KOTa UCCIEAOBAHUE AOCTUIae€T KOHEUYHOIO
pes3yJibTaTa, WU €CJIU JKUBOTHOTO OMPEAesoT KaK YMUparolllee, €CId BO3MOKHO. JKHBOTHBIM,
J€MOHCTPUPYIOIINM CHIDKEeHHE Macchl Tena >10% o cpaBHeHMIo ¢ 0 cyTkamu, NpeaoCTaBIsIOT
DietGel® 0e3 orpanmyenwii. JIro0oe KHUBOTHOE, NEMOHCTPUPYIOIIEE CYMMAapHOE CHUKECHHE

Maccel Tesna >20% B TedueHue 7 CYyTOK, WIM €CJIM MBILIb JEMOHCTPUPYET CyMMapHOe CHMKEHUE
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Macchl Tesia >30% 1o cpaBHEHHIO ¢ CyTKaMu 0, CHUTAIOT YMUPAIOLIUM U YMEPIIBJISIOT.

AHanns3 NaHHBIX

ToxkcuuHOCTH cpeacTBa: HaunHas HA O CYyTKH JKMBOTHBIX HAOMIOMAIOT KaX/ble CYTKU U
B3BELIMBAIOT JIBA Pa3a B HEAEIIO C MCIMOJb30BAHUEM LH(POBBIX BECOB; JAHHBIE, BKIIOYAIOIINE
WMHIMBUAYAJIBbHYIO U CPEIHIOI Maccy B rpammax (cpenHsis macca = SEM) u cpegHee nponeHTHOe
u3MeHeHne Maccel mpotus 0 cyTok (%ovDO0) peructpupyroT muis kaxxaon rpynmsl 1 %vDO0 HaHOCAT
Ha rpauk rmociue 3aBepiuieHus ucciaenoBanus. CMepTH JKUBOTHBIX PETUCTPUPYIOT KaKIble CYTKH
1 0003HAYAIOT KaK CBsI3aHHbIE C JieKapcTBeHHbIM cpencTBoM (D), Texuuueckue (T), cBA3aHHBIE €
onyxoJbio (B), min mHenssectHbie (U), UCXOAS U3 CHIKEHHSI MACCHI M ITPOCTOTO OCMOTPA; TPYTIIIbI
€IMHCTBEHHOTO CpeNCTBAa WM KOMOWHALMM CO CpenHuM 3HaueHueM %vDO >20% w/wmu
cMepTHOCTH >10% cuHMTarOTCs TPyNmaMu 03 BbIIe MAaKCUMAJIbHO NepeHocuMoin no3bl (MTD)
IJIsl 3TOTO JIEYEHUs] MO OLIEHUBAEMOMY pekuMy. MakcumaiabHOe cpenHee 3HaudeHue %vDO
(MakcUMaJbHOE CHIDKEHHE MAcChl) Ml KaXKIOW TPYNNbl JIEYEHHs PETUCTPUPYIOT TIpU
3aBEPLIEHUH UCCIIEAOBAHUS.

Db hexTUBHOCTD CpesicTBa

HNuruéuposanue pocra omyxouu - Haunnas Ha O cyTKU pa3sMepsl OMyXOJIed U3MEpPSIIOT
IBa pa3a B HEAENI0 IOCPENCTBOM LHM(POBOrO TONLIMHOMEPAa W JAHHbIE, BKJOUAIOIIUE
WHIUBHIyaJbHbIE U CPEAHUE OLEHEeHHble O0BeMbl omyxonei (cpemauii TV + SEM)
PErHCTPUPYIOT IS KAXKAOH IPyMIIbl, 00BEM OIMYyXOJIH BBIMUCISIOT C UCIIOIB30BAHIHEM (HOPMYJIbI
(1): TV= wupuna2xonunax0,52. Tlocne 3aBeplIeHUs UCCIIEAOBAHHS BBIUUCISIOT MPOLIEHTHOE
uHruouposanue pocra onyxonu (%TGI) u peructpupyrot ans kaxnou rpymnmsl jedeHus (T)
npotuB KoHTPOJIs (C) ¢ ucmonb30BaHUEM MepBOHAUYAIbHBIX (1) M KOHeUHBIX (f) pasmMepoB onyxou
no ¢opmyne (2); %TGI=1 - (Tf-Ti) / (C{-Ci). UHauBuIyanpHbIX MBbIMIEH, AJIsT KOTOPBIX
3apeructpupoBaH oOwvem omyxomu <30% ot pasmepa Ha cyTku O B TeUeHHE JABYX
NOCJIEIOBATEIBHBIX W3MEPEHUH, CYHUTAIOT 4acTHuHO oTBevaromumu (PR). MHauBuayanbHBIX
MBILIEH, JIUIIEHHBIX Maabnupyembix omyxouneit (0,00 MM® B TedeHHe ABYX MOCIENOBATEIbHBIX
u3MepeHuit), kmaccuGuIupyroT Kak nmosHocThio oTBevaromux (CR); CR, xoropasi coxpaHsieTcs
0 KOHLIA HWCCJIEIOBAHMs, CUUTAETCsl CBOOOMHBIM OT omyxonu BbokuBaHueM (TFS). Bpews
yasoeHust omnyxonu (DT) ompenenstoT uist TPyNI BBEIEHUS HOCHTENSI C HCIOJIb30BAHUEM
dopmyast DT = (Df - Di) * log2 / (logT VT - logTVi), rne D=cytku u TV=00bem onyxonu. Bece
JaHHbIE, IOJYYECHHbIC B 3TOM UCCIIEAOBAHUH, 00padaThIBAIOT B 3JIEKTPOHHON (POpPME U XPAHSAT Ha
PE3EPBHON CEPBEPHOI CUCTEME.

Pe3ynbTaTel 3TUX UCCIENOBAHUI MpeacTaByieHbl Ha ¢pur.68-71.

BCY8245 Obut mporecTupoBaH B 4HeThIpex Moaesssx PDX ¢ HHU3KMM MacCHpOBAHHEM,
COOTBETCTBYIOIUX paky MoueBoro ny3bipst (CTG-1771), scTporeH- u mporecTepoH-HEraTHBHOMY
Her2-nosutuBHomy paky wmojyouHoi kene3bl (CTG-1171), TpoWHOMY HETaTUBHOMY pPaKy
mognouHo# xkene3bl (CTG-1106) u paky mumesoma (CTG-0896). Bo Bcex u3 »tux Monenei
BCY8245 nponeMOHCTpUPOBAI MPEBOCXONHYIO 3 (PEeKTHBHOCTD, 00ECTIEYNBAIOIIYIO PETPECCUI0
ONMyXOJH, WU B TPEeX W3 UEThIpeX CJyyaeB TIOJHYI0 pErpeccHur0 [0 HCXOAHOIO YPOBHS.

O¢pdextuBrocTh Oblma cpaBHUMONW ¢ ADC BO Bcex ciyuasix W Obuta Jydined WJIM pPaBHOU
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nouetakceny SOC. Bo Bcex monpensix BCY 8245 nydine nepeHOCHIICS, YeM JOLETAKCEN.
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®OPMYJIA U3OBPETEHUSA

1. Tlentupsblii nura"n, crnenuUUHBIA K HEKTHHY-4, CONEpKAIlUN IOJUNENTUN,
COZEp KA 110 MEHbLIEH Mepe TP OCTATKA LUCTEHHA, Pa3AeNeHHbIX [0 MEHbIIEH Mepe IBYMs
NOCJIEIOBATEIBHOCTSMU TI€TENb, U MOJIEKYJSIPHBIA KapKac, KOTOPBIH 00pa3yeT KOBaJEHTHbBIE
CBSI3U C OCTaTKAMHU LIUCTEHMHA IMOJUMENTHAA, TAK YTO Ha MOJIEKYJIIPHOM KapKace o0pasyercs 1o
MEHbIIEH Mepe ABE MOJUNENTUAHBIX LEeTH.

2. IlenTuaHblii mvrady 1o 1.1, rae ykasaHHble NOCJIEN0BATEIbHOCTH METENb COAEpXKaT 3,
6, 7, 8 unu 9 aMHUHOKUCIIOT, Hanpumep, 3, 6, 7 unu 9 aMUHOKHUCIIOT, B YaCTHOCTH, 3 Wik 9
AMHHOKHCIJIOT.

3. Ilentuanelii jgurana no m.l wunm 2, rae yKasaHHBbIM MOCIEAOBATENBHCOTH IETENb
cofiepKaT TPU OCTATKa LIUCTEHHA, Pa3AeeHHbIX ABYMS MOCIE0OBATEIbHOCTAMHU NETENb, OHA U3
KOTOPBIX COCTOUT U3 3 aMUHOKHCIIOT, a APYyTas U3 KOTOPBIX COCTOUT U3 9 aMUHOKHCIIOT.

4. Ilentuasbid uraga 1o n.l wnu n.2, rae yka3saHHbIM NENTUAHBIN JUraHf COAEPKUT
AMHMHOKHCJIOTHYIO MOCJI€A0BATEIbHOCTD, BHIOPAHHYIO H3:

Ci-P/A/Hyp-F/Y-G/A-Cy-X;-X,-X5-W/1-Nal/2-Nal-S/A-X,4-P-I/D/A-W/1-Nal/2-Nal-Cy;
(SEQ ID NO: 38),

Ci-W/A-P-L-D/S-S/D-Y-W-C;-Xs-R-I-Cy; (SEQ ID NO: 39);

Ci-V-T-T-S-Y-D-C;-F/W-L/V-H/R/T-L-L/G-G/Q/H-Cj; (SEQ ID NO: 40);

Ci-X6-X7-Xs-Cii-Xo-X10-X11-X12-X13-X14-X15-X16-X17-Ciii (SEQ ID NO: 41);

Ci-W/A/Y-P/A-L-D/S/A-S/D/P/A-Y-W/1-Nal-C;;-X5-R/HArg/A-I-Cy;; (SEQ ID NO: 42);

rae:

X1-X5 0003HaYArOT JFOOOM aMUHOKHCIIOTHBIN OCTaTOK, BKJIFOYas MOAU(PUIIUPOBAHHBIE U
HETPUPOHbIE AMHUHOKHUCIIOTHI,

X oboznavaet: Gly; Pro wiu HenpuponHoe mpou3BonHoe Pro, BEIOpaHHOE U3 a3eTHINHA
(Aze), runpokcumnponuna (HyP), 4-amuno-npomuna (Pro(4NH)), okcazonunuH-4-kapOOHOBO
kucinotsl (Oxa), okraruppouHaonkapboHoBoit kuciotel (Oic) wiu 4,4-nudpropnponuna (4,4-
DFP); Ala wnu HenpuponHoe npom3BogHOe Ala, BEIOpaHHOE M3 aMUHOU3OMACISTHOW KHCIJIOTBI
(Aib), wnu capkosuH (Sar);

X; obosHauaer: Phe wmm Henpupomnoe mpousBonHoe Phe, BwiOpanHoe wu3 3-
metundennnananuna (3MePhe), 4-metundennnanannna (4MePhe), romodenunananuna (HPhe),
4,4-oudennnananuna (4,4-BPA) vnu 3,4-ngurunpoxcudenmnananansa (DOPA); Tyr; unu Ala nnn
HenpupoaHoe npousBoaHoe Ala, BeiOpanHoe n3 1-HadTrnananuna (1-Nal), 2-Hadrunanannna (2-
Nal) wnu 2-mupununananusa (2Pal);

Xg obosnauaer: Gly; Ala; Asp; Lys unu HenpuponHoe npousBoaHoe Lys, BeiOpaHHOE 13
anetrmnsuHa (KAc wm Lys(Ac)); Phe; Glu; Gln; Leu; Ser; Arg, win HUCTEMHOBYIO KHUCIIOTY
(Cya),

Xy b0 oTCyTCTBYET, OO OOO3HauaeT: Met WM HENMPHPOIHOE MPOU3BOAHOE Met,
BbIOpaHHOEe W3 MeTHOHHHCYJIbGoHa (Met(02)); Gln wmnum HempupomHoe mnpomsBogHoe Gln,
BbIOpanHoe u3 romoraytamuaa (HGIn); Leu nnn menpuponnroe npoussonHoe Leu, BeiOpanHoe 13

romonietininHa (HLeu) wnu Hopnetinuua (Nle), Lys; Ile; Tper-Oytunananun (tBuAla), wmu
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romocepun-metrun (HSe(Me));

Xi0 obosHauaer: Pro;, Lys wnmm Hempupomnoe mnpousBogHoe Lys, BbiOpaHHOE W3
anetrmmnsuHa (KAc wim Lys(Ac)); Arg win HenmpupoaHOE MPOU3BOIHOE Arg, BEIOpaHHOE U3 2-
aMHUHO-4-TYaHUAMHMACIAHON  kucnotel  (Agb), romoaprunmHa (HArg) wmmm N-
metmiromoaprununa;, Glu;, Ser; Asp; Gln; Ala; rugpokcunponun (HyP);, wim nucrenHoByrO
kuciory (Cya);

Xi1 obosHauaer: Asn WIM HENPUPOIHOE MPOW3BOAHOE Asn, BblOpaHHOEe U3 N-
metmnacnaparuna, Thr; Asp; Gly; Ser; His; Ala wiu nenpupongHoe npoussoanoe Ala, BbiOpanHOe
n3 tuenHmnananuHa (Thi), 2-(1,2,4-tpuazon-l-um)amanuna (1,2,4-TriAz) wmm Oera-(4-
tuazonun)ananuHa (4ThiAz); Lys nnu uucrennosyto kucioty (Cya),

X1, obo3nagaer: Trp nnu HenpupogHOe npousBoaHoe Trp, BIOpaHHOE U3 a3aTpunTodana
(AzaTrp), S-¢rop-L-tpuntopana (SFTrp) umm meruntpunrodana (TrpMe), mnu Ala wnum
HenpupoaHoe npousBoaHoe Ala, BeiOpanHoe u3 1-Halitunananusa (1-Nal) unu 2-HadTunananuna
(2-Nal);

X153 obo3Hayaer: Ser WM HENPHUPOAHOE NMPOU3BOAHOE Ser, BHIOPAHHOE W3 rOMOCEpUHA
(HSer); Ala; Asp wnu Thr;

X14 o603Ha4aet: Trp uiam HempupoaHoe npousBoaHoe Trp, BeIOpaHHOE U3 a3aTpunTodaHa
(AzaTrp); Ser; Ala wnm HenmpuponHoe mpousBogHoe Ala, BeiOpanHoe u3 2-(1,2,4-Tpuason-1-
un)ananuna (1,2,4-TriAz), 1-napTunananuna (1-Nal) wnu 2-Hadrunananuna (2-Nal); Asp; Phe
WM HeNpHupoAHoe npousBoaHoe Phe, BoiOpanHoe u3 3,4-gurunpokcudenmnanannda (DOPA);
Tyr;

2

Thr wmu Henpupomnoe mnpomsBogHoe Thr, BeiOpaHHOe 13 N-METHITPEOHHHA,
TETParuapONUpaH-4-TIPONaHOBY IO KHUCJIOTY (THP(O)); WK JHMOKCO-4-
TeTparuapoTHonupanmtykcycHyro kuciory (THP(SO2));

X5 obo3Hauaet Pro wim HenpupoaHoe npousBoHoe Pro, BeiOpaHHOe 13 azeTuanHa (Aze),
MUIEeKOJIMHOBON KUCIOTHI (Pip) mnm okcazonuana-4-kapOooHoBO# kucinoTel (Oxa);

X6 obOo3Hauaer: Ile wnmm HenmpuponmHoe mnpousBoxHoe Ile, BrIOpaHHOe u3 N-
metmmzogeiiimaa (NMelle), Ala wnmu HenmpupomHoe mpousBomHoe Ala, BbiOpaHHOE H3 3-
mukiorekcunanannia  (Cha) wmm  uuknonpornmnananmbHa (Cpa); Pro wim  HenmpupomHoe
npounsBogHoe Pro, BeiOpanHOe M3 ruapokcunponnaa (HyP); Asp; Lys, HUKIONEHTHATIHLINH
(C5A);  Terparupponmpan-4-nponanosyto  kucnory  (THP(O));,  wm  numokco-4-
TeTparuapoTHonupanmtykcycHyto kuciory (THP(SO2));

X7 o6o3Havaer: Trp wiu HempupoaHOe pou3BoaHoe Trp, BEIOpaHHOE U3 a3aTpunrodaHa
(AzaTrp) wmu S-¢prop-L-tpunrodana (SFTrp), Phe; Tyr; 1-naptunananun (1-Nal), wim 2-
HadTunananuH (2-Nal);

Hyp o6o3nagaer ruppokcunponus, 1-Nal oOo3Hauaer I|-HadTunananus, 2-Nal
obosHavaer 2-HadrunanmannH, HArg obosznauaer romoapruamH u C;, C; u Cy obOo3Hadaer
NepPBbIA, BTOPOH W TPETUH OCTATKU LUCTEHHA, COOTBETCTBEHHO, MM €ro (apMaleBTHUYECKH
npuemiieMasi CoJb.

5. IlenTuaHbli JUraH 0O M4, rae yKa3aHHbIE MTOCNIEIOBATEIBHOCTH METENb COAEPKAT

TPHU OCTATKa HUCTCHUHA, PA3ACJICHHBIX ABYMS MOCJICAOBATCIIBHOCTAMMU METCIb, MEPBAsi U3 KOTOPBIX
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COCTOUT W3 3 aMUHOKHCIIOT, M BTOpPasi U3 KOTOPBIX COCTOUT U3 9 aMHUHOKHUCIIOT, U yKa3aHHBIN
NENTUAHBIN JTUTaHA CONEPKUT aMUHOKHCIIOTHYIO TIOCIIEOBATEIbHOCTD, BBIOPAHHYIO U3!

Ci-X6-X7-X3-C;i-Xo-X0-X11-X12-X13-X14-X15-X16-X17-Cyii (SEQ ID NO: 41);

rae Xe¢-X17 SBJISAOTCA TAKUMHU, KaK ONPENENICHO B M.4.

6. IlenrunHbIi TUrasdg 0o 1.4 Wi 1.5, rue:

X o0o3Hagaer: Pro mnn HenpuponHoe nponsBogHoe Pro, BeiOpanHoe u3 azeTunuHa (Aze),
ruapokcunponuHa (HyP), 4-amunonponuna (Pro(4NH)), okcazonuann-4-kapOOHOBOW KHCIOTHI
(Oxa), okrarugponsgonkapoonosoii kucnotsl (O1ic) win 4,4-qudropnponnsa (4,4-DFP)m, Takoe
Kak Pro; w/unu

X7 oOosHauaer: Phe wnu Henpupomnoe mnpousBonHoe Phe, BbiOpannoe wu3 3-
merundpennnanannta (3MePhe), 4-merundenunanannna (4MePhe), romopennnananuna (HPhe),
4,4-Oudpennnananuna (4,4-BPA) wmn 3,4-nurunpoxcudenunanannsa (DOPA); Ala wmm
HenpuponHoe npoussoaHoe Ala, BeiOpannoe u3 1-HadpTunananuna (1-Nal), 2-nadTunananuna (2-
Nal) unu 2-nupununananuxa (2Pal), Takoe kak Phe unu 1-Hadtunananus (1-Nal), B yacTHOCTH,
1-nadrunananus (1-Nal); w/nnn

Xg obozHavaer Asp, Arg, Lys mim uucrenHopyro kucnory (Cya), Takue kak D-Asp, D-
Arg, D-Lys nnu D-Cya, B wactHocTH, D-Asp; w/unu

Xo oOo3Hauaer: Met WM HENpPUPOAHOE MpPOM3BOAHOE Met, BbBIOpaHHOE W3
metroHuHCYIbpoHa (Met(02)); wiu Leu wnu HenpupoaHoe npousBogHoe Leu, BrIOpaHHOE U3
romodeiunHa (HLeu) unn Hopnetinuna (Nle), Takoe kak Met unu Leu, B wactHocTu Met; w/unu

X1o obo3HauaeT Arg MM HENPUPOAHOE MPOU3BOAHOE Arg, BHIOpaHHOE U3 2-aMHHO-4-
I'yaHUJUHOMACIHSTHOM KUCIOTHI (Agb), romoapriuannaa (HArg) wnu N-MeTHITOMOapruHUHA, WIH
ucrenHoByro kucioty (Cya), Takue kak romoapruaut (HArg) win mucrenHosast kucnora (Cya)
(raka kak D-Cya), B yactHocTH, romoapruauH (HArg); w/vunu

Xi1 obo3Hauaer: Asn WIM HENPUPOJHOE MPOU3BOAHOE Asn, BbIOpaHHOe u3 N-
MeTunacnaparuia; Asp; wiu His; uian nuctennoByro kucioty (Cya), Takoe kak Asn, Asp, His wu
nuctenHoBas kuciora (Cya) (Takas kak D-Cya), B 4acTHOCTH, ASp; W/WjH

X1, obo3znavaer: Trp wnm HenpupogHOe npousBoaHoe Trp, BIOpaHHOE U3 a3aTpunTodana
(AzaTrp), 5-pTop-L-tpunrodana (SFTrp) unu merunrpunrodana (TrpMe), Takoe kak Trp; u/unmu

X13 obo3Hauaer Ser WM HENMPHPOAHOE MPOU3BOAHOE Ser, BHIOpAHHOE M3 TOMOCEPHHA
(HSer), Takoe kak Ser; w/umu

X4 obosnawaer Thr wnm HenmpupomHoe mnpousBogHoe Thr, BeiOpanHOe u3 N-
METHJITHPOHWHA, Takoe Kak Thr;, w/umu

X5 obo3nauaer Pro; w/unu

Xi6 obOo3Hauaer: lIle wnmm HempuponmHoe mnpousBoxHoe lle, BriOpanHOe u3 N-
metmmsojeinaa (NMelle); wnun Pro wnm HenmpupomHoe npousBonHoe Pro, BeIOpaHHOE W3
rugpokcunponuHa (HyP), takoe xak lle; mnm Pro wnm Henmpupomnoe npoussogHoe Pro,
BbIOpanHOe n3 ruapokcunponnaa (HyP), B wactnocty, lle, Pro wnu rugpokcunponuna (HyP),
6oree koHKpeTHO, ruapokcurnponud (HyP); n/unn

X17 obo3HauaeT Trp mnm HeMpUpPOIHOE NMpou3BonHOE TTp, BBIOpaHHOE U3 a3aTpunTodana



239

(AzaTrp) unm S-¢prop-L-tpuntodana (SFTrp), Takoe kak Trp.

7. Ilentupsblil auraHn no JroOoMy W3 mm.4-0, rie yKa3aHHbIE MOCIIENIOBATEIBHOCTH
NeTesb COAEP>KaT TPU OCTATKA LUCTEHHA, PAa3AEIE€HHbIX ABYMs MOCIENOBATENbHOCTIMU METEIb,
nepBasi U3 KOTOPBIX COCTOUT U3 3 aMMHOKUCIIOT U BTOpasi U3 KOTOPBIX COCTOUT U3 9 aMHUHOKUCIIOT,
U YKA3aHHbII NENTUAHBIM JIMTAHI COEAPXKUT AMHHOKMCIOTHYHO IIOCJIEOBATEIbHOCTD,
BBIOPAHHYIO U3:

Ci-P-X7-X3-Cyi-Xo-HArg-X; -W-S-T-P-X6-W-Cy;; (SEQ ID NO: 204);

rae X7, Xg, Xo, X1 1 X6 ABISAOTCSA TBKUMH, KaK ONPEAENICHO B 1.4 WK 1.6.

8. IlenTunHelii nurang no groOoMy u3 mm4-7, rae ykasaHHbIE MOCIIENOBATEIbHOCTH
NeTesb COAEPKaT TPU OCTATKA LUCTEHHA, PAa3AEIEHHbIX ABYMs MOCJIENOBATENbHOCTIMU IE€TEIIb,
nepBasi U3 KOTOPBIX COCTOUT U3 3 aMMHOKUCIIOT U BTOpasi U3 KOTOPBIX COCTOUT U3 9 aMHUHOKHCIIOT,
U YKA3aHHbI NENTUAHBIM JIMTAHI COAEPKUT AMHHOKMCIOTHYHO IIOCJIEAOBATEIbHOCTD,
BBIOPAHHYIO U3:

C;-P-F/1-Nal-dD/dR-C;-M/L-HArg-N/H/D-W-S-T-P-I/P/HyP-W-Cy; (SEQ ID NO: 205).

9. Ilenrunubiii uradn mo .4, rae nentuaHblil Jurain Ci-Xg-X7-Xg-Cii-Xo-X0-X11-X2-
X13-X14-X15-X16-X17-Ciii (SEQ ID NO: 41) comep>XUT aMUHOKHCIOTHYIO IOCJIENOBATEIbHOCTD,
BBIOPAHHYIO U3

CPFGCMETWSWPIWC (SEQ ID NO: 45);

CPFGCMRGWSWPIWC (SEQ ID NO: 46),

CPFGCMSGWSWPIWC (SEQ ID NO: 47);

CPFGCMEGWSWPIWC (SEQ ID NO: 48);

CPFGCMEDWSWPIWC (SEQ ID NO: 49);

CPFGCMPGWSWPIWC (SEQ ID NO: 50);

CPFGCMKSWSWPIWC (SEQ ID NO: 51);

CPFGCMKTWSWPIWC (SEQ ID NO: 52);

CPFGCMKGWSWPIWC (SEQ ID NO: 53);

CPFGCQEHWSWPIWC (SEQ ID NO: 54);

CPFGCIKSWSWPIWC (SEQ ID NO: 55);

CPFGCQEDWSWPIWC (SEQ ID NO: 56);

CPFGCMSDWSWPIWC (SEQ ID NO: 57);

CPFGCM[HArgINWSWPIWC (SEQ ID NO: 59);

CPFGCMIK(Ac)INWSWPIWC (SEQ ID NO: 60);

CPFGCM[K(AC)][SWSWPIWC (SEQ ID NO: 61);

CPFGC[NIe]KSWSWPIWC (SEQ ID NO: 62);

CPFGCM[HArg]SWSWPIWC (SEQ ID NO: 63);

CPFGCM[dK]SWSWPIWC (SEQ ID NO: 64);

CP[dA]JGCMKNWSWPIWC (SEQ ID NO: 66);

CPF[dA]CMKNWSWPIWC (SEQ ID NO: 67);

CPFGCM[dAINWSWPIWC (SEQ ID NO: 68);

CPFGCMK[dATWSWPIWC (SEQ ID NO: 69);
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CPFGCMKN[dA]SWPIWC (SEQ ID NO: 70);
CPFGCMKNWSWP[dAJWC (SEQ ID NO: 71);
C[dAJFGCMKNWSWPIWC (SEQ ID NO: 72);
CPFGC[tBuAla]JKNWSWPIWC (SEQ ID NO: 73);
CPFGC[HLeu]KNWSWPIWC (SEQ ID NO: 74);
CPFGCMKNWSWPI[ INal]C (SEQ ID NO: 75);
CPF[dD]CM[HArg]NWSWPIWC (SEQ ID NO: 76);
CPF[dA]JCM[HArg]NWSWPIWC (SEQ ID NO: 77);
CP[3MePhe] GCMKNWSWPIWC (SEQ ID NO: 78);
CP[4MePhe] GCMKNWSWPIWC (SEQ ID NO: 79);
CP[HPhe] GCMKNWSWPIWC (SEQ ID NO: 80);
CPF[dD]JCMKNWSWPIWC (SEQ ID NO: 81);
CPFGC[Hse(Me)[KNWSWPIWC (SEQ ID NO: 82);
CPFGCMKN[AzaTrp]SWPIWC (SEQ ID NO: 83):
CPFGCMKNWSFPIWC (SEQ ID NO: 84);
CPFGCMKNWSYPIWC (SEQ ID NO: 85);
CPFGCMKNWS[1Nal[PIWC (SEQ ID NO: 86);
CPFGCMKNWS[2Nal [PIWC (SEQ ID NO: 87);
CPFGCMKNWS[AzaTrp]PIWC (SEQ ID NO: 88):
CPFGCMKNWSW[Aze]IWC (SEQ ID NO: 89);
CPFGCMKNWSW/[Pip]IWC (SEQ ID NO: 90);
CPFGCMKNWSWPIFC (SEQ ID NO: 91);
CPFGCMKNWSWPIYC (SEQ ID NO: 92);
CPFGCMKNWSWPI[AzaTrp]C (SEQ ID NO: 93);
CGFGCMKNWSWPIWC (SEQ ID NO: 94);
C[Aze]FGCMKNWSWPIWC (SEQ ID NO: 95);
CPF[K(Ac)][CMKNWSWPIWC (SEQ ID NO: 96);
CPFGCLKNWSWPIWC (SEQ ID NO: 97);
CPFGC[MetO2]JKNWSWPIWC (SEQ ID NO: 98);
CPFGCMPNWSWPIWC (SEQ ID NO: 99);
CPFGCMQNWSWPIWC (SEQ ID NO: 100);
CPFGCMKNWSWPPWC (SEQ ID NO: 101);
CP[2Pal]|GCMKNWSWPIWC (SEQ ID NO: 102);
CPFGCMKN[1Nal]SWPIWC (SEQ ID NO: 111);
CPFGCMKN[2Nal ][SWPIWC (SEQ ID NO: 112);
CPFGCMKNWSWPI[2Nal]C (SEQ ID NO: 113);
C[HyPJFGCMKNWSWPIWC (SEQ ID NO: 114);
CPF[dD]CM[HArg]NWSTPIWC (SEQ ID NO: 115);
CPF[dD]CM[HArg][dK]WSTPIWC (SEQ ID NO: 116);
CPF[dD]CM[HArg]NWSTPKWC (SEQ ID NO: 117):
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C[Pro(4NH)]F[dD]JCM[HArg]NWSTPIWC (SEQ ID NO: 118):
CPF[dD]JCMKNWSTPIWC (SEQ ID NO: 119);
CPF[dK]CM[HArg]NWSTPIWC (SEQ ID NO: 120);
CPF[dD]CK[HArg]NWSTPIWC (SEQ ID NO: 121);
CPF[dD]CM[HArg]JKWSTPIWC (SEQ ID NO: 122);
C[Oxa]F[dD]CM[HArg]NWSTPIWC (SEQ ID NO: 123);
CPF[dD]CM[HArg][Thi]l WSTPIWC (SEQ ID NO: 124);
CPF[dD]CM[HArg][4ThiAzZ]WSTPIWC (SEQ ID NO: 125);
CPF[dD]CM[HArg][124TriAzZ]WSTPIWC (SEQ ID NO: 126);
CPF[dD]CM[HArg]NWS[124TriAz]PIWC (SEQ ID NO: 127);
CPF[dD]CM[HArg]NWST[Oxa]IWC (SEQ ID NO: 128);
CP[DOPA][dD]CM[HArg]NWSTPIWC (SEQ ID NO: 129);
CPF[dD]CM[HArg]NWS[DOPA]PIWC (SEQ ID NO: 130);
CPF[dD]CM[HArgINWS[THP(SO2)]PIWC (SEQ ID NO: 131);
CPF[dD]CM[HArgINWSTP[THP(SO2)]WC (SEQ ID NO: 132);
CPF[dD]CM[HArgIN[SFTrp]STPIWC (SEQ ID NO: 133);
CPF[dD]CM[HArgINWSTPI[SFTrp]C (SEQ ID NO: 134);
CPF[dD]CM[HArgINWS[THP(O)]PIWC (SEQ ID NO: 135);
CPF[dD]CM[HArgINWSTP[THP(O)]WC (SEQ ID NO: 136),
C[44DFP]F[dD]CM[HArgINWSTPIWC (SEQ ID NO: 137);
C[Oic]F[dD]CM[HArgINWSTPIWC (SEQ ID NO: 138);
CPF[dF]CM[HArg]NWSTPIWC (SEQ ID NO: 139);
CPF[dE]CM[HArg]NWSTPIWC (SEQ ID NO: 140);
CPF[dQ]CM[HArg]NWSTPIWC (SEQ ID NO: 141);
CPF[dL]CM[HArg]NWSTPIWC (SEQ ID NO: 142);
CPF[dS]CM[HArg]NWSTPIWC (SEQ ID NO: 143);
CPF[dD]CM[HArg]NW[HSer]TPIWC (SEQ ID NO: 144);
CPF[dD]CM[HArg]NWSTP[C5ATWC (SEQ ID NO: 145);
CPF[dD]CM[HArgINWSTP[Cpa]WC (SEQ ID NO: 146);
CPF[dD]CM[HArg]NWSTP[Cha]WC (SEQ ID NO: 147);
CPF[dD]C[HGIn][HArg]NWSTPIWC (SEQ ID NO: 148);
CPF[dD]C[C5A][HArg]NWSTPIWC (SEQ ID NO: 149):
CPF[dD]CM[HArg]N[Trp(Me)]STPIWC (SEQ ID NO: 150):
CPF[dD][NMeCys]M[HArg]NWSTPIWC (SEQ ID NO: 151);
CPF[dD]C[HArg]NWS[NMeThr]PIWC (SEQ ID NO: 152);
CP[1Nal][dD]CM[HArg]NWSTPIWC (SEQ ID NO: 155);
CP[2Nal][dD]CM[HArg]NWSTPIWC (SEQ ID NO: 156);
CP[44BPA][dD]CM[HArg]NWSTPIWC (SEQ ID NO: 157):
CPF[dD]CM[HArg]NWSTPPWC (SEQ ID NO: 158);
CPF[dD]CM[HArg]NWSTP[HyP]WC (SEQ ID NO: 159);
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CPF[dD]CL[HArg]NWSTPPWC (SEQ ID NO: 160);
CPF[dD]CL[HArg]NWSTPIWC (SEQ ID NO: 161);
CPY[dD]CM[HArg]NWSTPIWC (SEQ ID NO: 162);
C[Aib]F[dD]CM[HArg]NWSTPIWC (SEQ ID NO: 163);
C[Sar]F[dD]CM[HArg]NWSTPIWC (SEQ ID NO: 164);
CPF[dR]CM[HArg]NWSTPIWC (SEQ ID NO: 165);
CPF[dD]CM[HArg]NWSTPKWC (SEQ ID NO: 166);
CP[1Nal][dD]JCM[HArg]NWSTP[HyP]WC (SEQ ID NO: 167);
CP[1Nal][dD]CM[HArg]HWSTP[HyP]WC (SEQ ID NO: 168):
CP[1Nal][dD]CM[HArg]DWSTP[HyP]WC (SEQ ID NO: 169);
CP[1Nal][dD]CM[HArg]DWSTPIWC (SEQ ID NO: 170);
CP[1Nal][dR]CM[HArg]NWSTP[HyP]WC (SEQ ID NO: 171);
CP[1Nal][dR]CM[HArg]HWSTP[HyP]WC (SEQ ID NO: 172);
CPF[dD]CM[NMeHArg]NWSTPIWC (SEQ ID NO: 173);
CPF[dD]CM[HArg][NMeAsn]WSTPIWC (SEQ ID NO: 174);
CPF[dD]CM[HArg]NWS[NMeThr]PIWC (SEQ ID NO: 175);
CPF[dD]CM[HArg]NWSTP[NMelle]WC (SEQ ID NO: 176);
CP[1Nal][dD]CM[HArg][Cya]WSTP[HyP]WC (SEQ ID NO: 177);
CP[1Nal][dD]CM[Cya]DWSTP[HyP]WC (SEQ ID NO: 178);
CP[1Nal][DCya]CM[HArg]DWSTP[HyP]WC (SEQ ID NO: 179),
CP[1Nal][dD]CM[HArg]DWDTP[HyP]WC (SEQ ID NO: 180);
CP[2Nal][dD]CM[HArg]DWSTP[HyP]WC (SEQ ID NO: 181);
CP[1Nal][dD]CM[HArg]DWTTP[HyP]WC (SEQ ID NO: 182):
CP[1Nal][dD]CM[HArg]DW[HSer] TP[HyP]WC (SEQ ID NO: 183);
CP[1Nal][dD]CM[HArg]DW[dS]TP[HyP]WC (SEQ ID NO: 184);
CP[1Nal][dD]CM[HArg]DWSSP[HyP]WC (SEQ ID NO: 185);
CP[1Nal][dD]CM[Agb]DWSTP[HyP]WC (SEQ ID NO: 186);
CP[1Nal][dDJCMPDWSTP[HyP]WC (SEQ ID NO: 187);
CP[1Nal][dD]CM[HyP]DWSTP[HyP]WC (SEQ ID NO: 188);
CP[1Nal][dR]CM[HArg]DWSTP[HyP]WC (SEQ ID NO: 189);
CP[1Nal][dR]CM[HArg]DWDTP[HyP]WC (SEQ ID NO: 190);
CP[2Nal][dR]CM[HArg]DWSTP[HyP]WC (SEQ ID NO: 191);
CP[1Nal][dR]CM[HArg]DWTTP[HyP]WC (SEQ ID NO: 192);
CP[1Nal][dR]CM[HArg]DW[HSer] TP[HyP]WC (SEQ ID NO: 193);
CP[1Nal][dR]CM[HArg]DW[dS]TP[HyP]WC (SEQ ID NO: 194);
CP[1Nal][dR]CM[HArg]DWSSP[HyP]WC (SEQ ID NO: 195);
CP[1Nal][dR]CM[Agb]DWSTP[HyP]WC (SEQ ID NO: 196);
CP[1Nal][dR]CMPDWSTP[HyP]WC (SEQ ID NO: 197);
CP[1Nal][dR]CM[HyP]DWSTP[HyP]WC (SEQ ID NO: 198);
CP[1Nal][dD]CL[HArg]DWSTPIWC (SEQ ID NO: 199);
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CP[1Nal][dD]CL[HArg]DWSTP[HyP]WC (SEQ ID NO: 200);
CP[1Nal][dR]JCL[HArg]DWSTP[HyP]WC (SEQ ID NO: 201);
CP[1Nal][dR]JCL[HArg]HWSTP[HyP]WC (SEQ ID NO: 202);
CP[1Nal][dRJCM[HArg]DWSTPIWC (SEQ ID NO: 203);
CP[1Nal][DCya]CM[Cya]DWSTP[HyP]WC (SEQ ID NO: 208),
CP[1Nal][DCya]CM[HArg][Cya]WSTP[HyP]WC (SEQ ID NO: 209);
CP[1Nal][dD]CM[Cya][Cya]WSTP[HyP]WC (SEQ ID NO: 210);
CP[1Nal][dK]CM[HArg]DWSTP[HyP]WC (SEQ ID NO: 211);
CP[1Nal][dD]JCMKDWSTP[HyP]WC (SEQ ID NO: 212),
CP[1Nal][dD]CM[HArg]D[dW]STP[HyP][dW]C (SEQ ID NO: 215); u
CPFGCM[HArg]DWSTP[HyP]WC (SEQ ID NO: 216);

TaKyI0 Kak:

CP[1Nal][dD]JCM[HArg]DWSTP[HyP]WC (SEQ ID NO: 169);

B YACTHOCTH:

DDA-(SEQ ID NO: 45)-A (nanee obo3Hauaemyto kak BCY3386);
DTA-(SEQ ID NO: 46)-A (nanee o6o3nayaemyto kak BCY3388);
DSE-(SEQ ID NO: 47)-A (nanee obo3Hauaemyto kak BCY3389);
HDA-(SEQ ID NO: 48)-A (nanee obo3Hauaemyto kak BCY3390);
MDT-(SEQ ID NO: 49)-A (nanee oboznayaemyro kak BCY3391);
DPG-(SEQ ID NO: 50)-A (nanee obo3Hayaemyto kak BCY3392);
HDS-(SEQ ID NO: 51)-A (nanee obo3nayaemyto kak BCY3393);
(D-H)DS-(SEQ ID NO: 51)-A (nanee obo3Hadaemyro kak BCY7272);
A-(SEQ ID NO: 52)-TDK (nanee obo3nauaemyro kak BCY3394);
A-(SEQ ID NO: 53)-LKD (nanee obo3nauaemyro kak BCY3395);
A-(SEQ ID NO: 54)-TTA (nmanee oboznauaemyto kak BCY3396);
A-(SEQ ID NO: 55)-QME (nanee obo3nauaemyto kak BCY3397);
A-(SEQ ID NO: 56)-LSE (nanee obo3nagaemyto kak BCY3398);
A-(SEQ ID NO: 57)-STD (nanee oboznauaemyro kak BCY3399);
A-(SEQ ID NO: 59)-TNK (nanee obo3nauaemyro kak BCY7265);
Ac-(SEQ ID NO: 59) (nanee obo3Hauaemyro kak BCY7660);
A-(SEQ ID NO: 60)-TNK (nanee obo3nauaemyro kak BCY7260);
Ac-(SEQ ID NO: 60) (nanee obo3Hauaemyro kak BCY7616);
HDS-(SEQ ID NO: 61)-A (nanee obo3Hauaemyro kak BCY7273);
HDS-(SEQ ID NO: 62)-A (nanee obo3Hauaemyto kak BCY7274);
HDS-(SEQ ID NO: 63)-A (nanee obo3Hauaemyto kak BCY7275);
HDS-(SEQ ID NO: 64)-A (nanee obo3nauaemyto kak BCY7276);
A-(SEQ ID NO: 66)-TNK (nanee oboznauaemyro kak BCY7349);
A-(SEQ ID NO: 67)-TNK (nanee oboznauaemyro kak BCY7350);
Ac-(SEQ ID NO: 67) (nanee obo3Hauaemyro kak BCY7538);
A-(SEQ ID NO: 68)-TNK (nanee oboznauaemyro kak BCY7359);
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A-(SEQ ID NO: 69)-TNK (nanee oboznauaemyro kak BCY7360);
A-(SEQ ID NO: 70)-TNK (nanee obo3nauaemyro kak BCY7361);
A-(SEQ ID NO: 71)-TNK (nanee oboznauaemyro kak BCY7365);
A-(SEQ ID NO: 72)-TNK (nanee oboznauaemyro kak BCY7370);
Ac-(SEQ ID NO: 73) (nanee obo3nauaemyro kak BCY7535);

Ac-(SEQ ID NO: 74) (nanee obo3nauaemyro kak BCY7536);

Ac-(SEQ ID NO: 75) (nanee obo3nauaemyro kak BCY7541);
[B-Ala][Sars]-(SEQ ID NO: 76) (nanee obo3Hauaemyo kak BCY7556);
Ac-[B-Ala][Sar;5]-(SEQ ID NO: 76) (nanee obo3nauaemyto kak BCY7558);
[B-Ala][Sars]-(SEQ ID NO: 77) (nanee obo3Hauaemyto kak BCY7557);
Ac-[B-Ala][Sar;5]-(SEQ ID NO: 77) (nanee obo3nagaemyto kak BCY7559);
Ac-(SEQ ID NO: 78) (nanee obo3nauaemyro kak BCY7580);

Ac-(SEQ ID NO: 79) (nanee obo3nauaemyto kak BCY7581);

Ac-(SEQ ID NO: 80) (nanee obo3nauaemyto kak BCY7582);

Ac-(SEQ ID NO: 81) (nanee obo3nauaemyto kak BCY7584);

Ac-(SEQ ID NO: 82) (nanee obo3nauaemyto kak BCY7585);

Ac-(SEQ ID NO: 83) (nanee obo3nauaemyto kak BCY7588);

Ac-(SEQ ID NO: 84) (nanee obo3nauaemyto kak BCY7589);

Ac-(SEQ ID NO: 85) (nanee obo3nauaemyto kak BCY7590);

Ac-(SEQ ID NO: 86) (nanee obo3nauaemyro kak BCY7591);

Ac-(SEQ ID NO: 87) (nanee obo3nauaemyro kak BCY7592);

Ac-(SEQ ID NO: 88) (nanee obo3nauaemyto kak BCY7593);

Ac-(SEQ ID NO: 89) (nanee obo3nauaemyro kak BCY7594);

Ac-(SEQ ID NO: 90) (nanee obo3nauaemyro kak BCY7595);

Ac-(SEQ ID NO: 91) (nanee obo3nauaemyro kak BCY7596);

Ac-(SEQ ID NO: 92) (nanee obo3nauaemyro kak BCY7597);

Ac-(SEQ ID NO: 93) (nanee obo3nauaemyro kak BCY7598);

Ac-(SEQ ID NO: 94) (nanee obo3nauaemyro kak BCY7607);

Ac-(SEQ ID NO: 95) (nanee obo3nauaemyro kak BCY7608);

Ac-(SEQ ID NO: 96) (nanee obo3nauaemyro kak BCY7611);

Ac-(SEQ ID NO: 97) (nanee obo3nauaemyro kak BCY7612);

Ac-(SEQ ID NO: 98) (nanee obo3Hauaemyro kak BCY7613);

Ac-(SEQ ID NO: 99) (nanee obo3Hauaemyro kak BCY7614);

Ac-(SEQ ID NO: 100) (nanee oboznauaemyro kak BCY7615);
Ac-(SEQ ID NO: 101) (nanee oboznauaemyro kak BCY7618);
Ac-(SEQ ID NO: 102) (nanee oboznauaemyro kak BCY7620);
Ac-(SEQ ID NO: 111) (nanee oboznauaemyro kak BCY7663),
Ac-(SEQ ID NO: 112) (nanee oboznauaemyro kak BCY7664),
Ac-(SEQ ID NO: 113) (nanee oboznauaemyro kak BCY7667),
Ac-(SEQ ID NO: 114) (nanee oboznauaemyro kak BCY7668);
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Ac-(SEQ ID NO: 115) (nanee oboznauaemyro kak BCY7765);,

(SEQ ID NO: 115) (nanee oboznauaemyro kak BCY7793);

(MeO-dPEG12)(SEQ ID NO: 115) (nanee obo3nagaemyro kak BCY8087);

(Kap6oxkcugnyopecueun)(SEQ ID NO: 115) (nanee oboznauaemyro kak BCY8208),

(PEG3)(PEG3)(SEQ ID NO: 115) (nanee obo3Hadaemyro kak BCY7815);

(MeO-dPEG12)(PEG3)(PEG3)(SEQ ID NO: 115) (nanee oboznauaemyro kak BCY8094);

Ac-DDD-(SEQ ID NO: 115) (nanee oboznagaemyro kak BCY8028);

Ac-[dD][dD][dD]-(SEQ ID NO: 115) (ganee obo3nayaemyto kak BCY8029);

[B-Ala][Sar10]-(SEQ ID NO: 115) (nanee oboznauaemyto kak BCY7814);

Ac-(SEQ ID NO: 116) (nanee oboznauaemyro kak BCY7816);

Ac-(SEQ ID NO: 116) (MeO-dPEGI12) linked to D-Lys6 (manee obo3HauaeMyro Kak
BCY8084),;

Ac-(SEQ ID NO: 117) (nanee oboznauaemyro kak BCY7817);,

Ac-(SEQ ID NO: 118) (nanee oboznaqaemyro kak BCY7818;

Ac-(SEQ ID NO: 118) (MeO-dPEG12) linked to Pro(4NH)1 (nanee o6o3HavaemMyro Kak
BCY8086);

Ac-(SEQ ID NO: 119) (nanee o6o3naqaemyro kak BCY7819;

Ac-(SEQ ID NO: 119) (MeO-dPEG12) linked to Lys5 (manee obo3nauaemyro Kak
BCY8088);

Ac-(SEQ ID NO: 120) (nanee oboznauaemyto kak BCY7820;

Ac-(SEQ ID NO: 120) (MeO-dPEG12) linked to D-Lys3 (manee obo3HauaeMyro Kak
BCY8089);

Ac-(SEQ ID NO: 121) (nanee oboznauaemyro kak BCY7821);

Ac-(SEQ ID NO: 121) (MeO-dPEG12) linked to Lys4 (manee o0o3Ha4aeMyr Kak
BCY8090);

Ac-(SEQ ID NO: 122) (nanee oboznauaemyro kak BCY7822);

Ac-(SEQ ID NO: 122) (MeO-dPEG12) linked to Lys6 (manee obo3HauaemMyr Kak
BCY8091);

Ac-(SEQ ID NO: 123) (nanee oboznauaemyro kak BCY7876);

Ac-(SEQ ID NO: 124) (nanee oboznauaemyro kak BCY7877),

Ac-(SEQ ID NO: 125) (nanee oboznauaemyro kak BCY7879);

Ac-(SEQ ID NO: 126) (nanee oboznauaemyro kak BCY7881);

Ac-(SEQ ID NO: 127) (nanee oboznauaemyro kak BCY7883);

Ac-(SEQ ID NO: 128) (nanee oboznauaemyro kak BCY7884);

Ac-(SEQ ID NO: 129) (nanee oboznauaemyro kak BCY7886);

Ac-(SEQ ID NO: 130) (nanee oboznauaemyro kak BCY7887);

Ac-(SEQ ID NO: 131) (nanee oboznauaemyro kak BCY7889);

Ac-(SEQ ID NO: 132) (nanee oboznauaemyro kak BCY7890);

Ac-(SEQ ID NO: 133) (nanee oboznauaemyro kak BCY7891);

Ac-(SEQ ID NO: 134) (nanee oboznauaemyro kak BCY7892);
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Ac-(SEQ ID NO: 135) (nanee oboznauaemyro kak BCY7894);

Ac-(SEQ ID NO: 136) (nanee oboznauaemyro kak BCY7895);

Ac-(SEQ ID NO: 137) (nanee oboznauaemyro kak BCY7896);

Ac-(SEQ ID NO: 138) (nanee oboznauaemyro kak BCY7897);

Ac-(SEQ ID NO: 139) (nanee oboznauaemyro kak BCY7902);

Ac-(SEQ ID NO: 140) (nanee oboznagaemyto kak BCY7903);

Ac-(SEQ ID NO: 141) (nanee oboznagaemyto kak BCY7904);

Ac-(SEQ ID NO: 142) (nanee oboznagaemyto kak BCY7906);

Ac-(SEQ ID NO: 143) (nanee oboznagaemyto kak BCY7907);

Ac-(SEQ ID NO: 144) (nanee oboznagaemyto kak BCY7908);

Ac-(SEQ ID NO: 145) (nanee oboznagaemyto kak BCY7911);

Ac-(SEQ ID NO: 146) (nanee oboznagaemyto kak BCY7912);

Ac-(SEQ ID NO: 147) (nanee oboznagaemyto kak BCY7913);

Ac-(SEQ ID NO: 148) (nanee oboznagaemyto kak BCY7914);

Ac-(SEQ ID NO: 149) (nanee o6oznaqaemyto kak BCY7915);

Ac-(SEQ ID NO: 150) (nanee o6o3nayaemyto kak BCY7916);

Ac-(SEQ ID NO: 151) (nanee o6o3nayaemyto kak BCY7973);

Ac-(SEQ ID NO: 152) (nanee o6oznagaemyto kak BCY7979);

Ac-(SEQ ID NO: 155) (nanee o6oznagaemyto kak BCY8030);

Ac-(SEQ ID NO: 156) (nanee oboznagaemyto kak BCY8031);

Ac-(SEQ ID NO: 157) (nanee obo3nagaemyto kak BCY8032);

Ac-(SEQ ID NO: 158) (nanee obo3nagaemyto kak BCY8036);

Ac-(SEQ ID NO: 159) (nanee oboznagaemyto kak BCY8037);

Ac-(SEQ ID NO: 160) (nanee oboznagaemyto kak BCY8038);

Ac-(SEQ ID NO: 161) (nanee oboznagaemyto kak BCY8039);

Ac-(SEQ ID NO: 162) (nanee oboznagaemyto kak BCY8040);

Ac-(SEQ ID NO: 163) (nanee oboznagaemyto kak BCY8041);

Ac-(SEQ ID NO: 164) (nanee oboznauaemyro kak BCY8042);

Ac-(SEQ ID NO: 165) (nanee oboznauaemyro kak BCY8042);

Ac-(SEQ ID NO: 166) (nanee oboznauaemyro kak BCY8085);
Ac-[B-Ala][Sar5]-(SEQ ID NO: 167) (nanee oboznauaemyro kak BCY8120);
Ac-(SEQ ID NO: 167) (nanee oboznauaemyro kak BCY8124);
Ac-[B-Ala][Sar;]-(SEQ ID NO: 168) (nanee oboznauaemyro kak BCY8121);,
Ac-(SEQ ID NO: 168) (nanee oboznauaemyro kak BCY8125);
Ac-[B-Ala][Sar;5]-(SEQ ID NO: 169) (nanee oboznauaemyro kak BCY8122);
Ac-(SEQ ID NO: 169) (nanee oboznauaemyro kak BCY8126);

(SEQ ID NO: 169) (nanee oboznauaemyro kak BCY8116);
@nyopecuens-(SEQ ID NO: 169) (nanee obo3Hadaemyro kak BCY8205);
[B-Ala][Sar10]-(SEQ ID NO: 169) (nanee oboznauaemyro kak BCY8234);
[PYA][B-Ala][Sar10]-(SEQ ID NO: 169) (nanee obo3nauaemytro kak BCY8846);
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Ac-[B-Ala][Sar;]-(SEQ ID NO: 170) (nanee oboznauaemyro kak BCY8123);
Ac-(SEQ ID NO: 170) (nanee oboznauaemyro kak BCY8127);

(SEQ ID NO: 170) (nanee oboznauaemyro kak BCY8200);

Ac-(SEQ ID NO: 171) (nanee oboznauaemyro kak BCY8128);

(SEQ ID NO: 171) (manee oboznauaemyro kak BCY8207);
[B-Ala][Sar10]-(SEQ ID NO: 171) (nanee oboznauaemyro kak BCY8232);
Ac-(SEQ ID NO: 172) (nanee oboznagaemyto kak BCY8129);

Ac-(SEQ ID NO: 173) (nanee oboznagaemyto kak BCY8153);

Ac-(SEQ ID NO: 174) (nanee oboznagaemyto kak BCY8154);

Ac-(SEQ ID NO: 175) (nanee oboznagaemyto kak BCY8157);

Ac-(SEQ ID NO: 176) (nanee oboznauaemyto kak BCY8158);

Ac-(SEQ ID NO: 177) (nanee oboznagaemyto kak BCY8161);
Ac-[B-Ala][Sar10]-(SEQ ID NO: 177) (nanee obo3Hauaemyro kak BCY8278);
Ac-(SEQ ID NO: 178) (nanee oboznaqaemyro kak BCY8162);
Ac-[B-Ala][Sar10]-(SEQ ID NO: 178) (nanee obo3Hauaemyto kak BCY8277),
Ac-(SEQ ID NO: 179) (nanee o6o3nayaemyro kak BCY8163);
Ac-[B-Ala][Sar10]-(SEQ ID NO: 179) (nanee obo3Hauaemyto kak BCY8276);
[B-Ala][Sar10]-(SEQ ID NO: 179) (nanee obo3Hauaemyto kak BCY8269);
Ac-(SEQ ID NO: 180) (nanee oboznagaemyto kak BCY8174);

Ac-(SEQ ID NO: 181) (nanee oboznauaemyto kak BCY8175);

Ac-(SEQ ID NO: 182) (nanee obo3nagaemyto kak BCY8176);

Ac-(SEQ ID NO: 183) (nanee oboznagaemyto kak BCY8177);

Ac-(SEQ ID NO: 184) (nanee oboznagaemyto kak BCY8178);

Ac-(SEQ ID NO: 185) (nanee oboznagaemyto kak BCY8180);

Ac-(SEQ ID NO: 186) (nanee oboznagaemyto kak BCY8181);

Ac-(SEQ ID NO: 187) (nanee oboznagaemyto kak BCY8182);

Ac-(SEQ ID NO: 188) (nanee oboznauaemyto kak BCY8183);

Ac-(SEQ ID NO: 189) (nanee oboznauaemyro kak BCY8184);
[B-Ala][Sar10]-(SEQ ID NO: 189) (nanee obo3nauaemyro kak BCY8235);
Ac-(SEQ ID NO: 190) (nanee oboznauaemyro kak BCY8185);

Ac-(SEQ ID NO: 191) (nanee oboznauaemyro kak BCY8186);

Ac-(SEQ ID NO: 192) (nanee oboznauaemyro kak BCY8187);

Ac-(SEQ ID NO: 193) (nanee oboznauaemyro kak BCY8188);

Ac-(SEQ ID NO: 194) (nanee oboznauaemyro kak BCY8189);

Ac-(SEQ ID NO: 195) (nanee oboznauaemyro kak BCY8191);

Ac-(SEQ ID NO: 196) (nanee oboznauaemyro kak BCY8192);

Ac-(SEQ ID NO: 197) (nanee oboznauaemyro kak BCY8193);

Ac-(SEQ ID NO: 198) (nanee oboznauaemyro kak BCY8194);

Ac-(SEQ ID NO: 199) (nanee oboznauaemyro kak BCY8211);

Ac-(SEQ ID NO: 200) (nanee oboznauaemyro kak BCY8212);
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Ac-(SEQ ID NO: 201) (nanee oboznauaemyro kak BCY8213);

Ac-(SEQ ID NO: 202) (nanee oboznauaemyro kak BCY8214);

[B-Ala][Sar10]-(SEQ ID NO: 202) (nanee obo3Hauaemyo kak BCY8231);

Ac-(SEQ ID NO: 203) (nanee oboznauaemyro kak BCY8215);

Ac-[B-Ala][Sar10]-(SEQ ID NO: 208) (nanee obo3Hauaemyto kak BCY8279);

Ac-[B-Ala][Sar10]-(SEQ ID NO: 209) (nanee obo3Hauaemyto kak BCY8280);

[B-Ala][Sar10]-(SEQ ID NO: 209) (nanee obo3nauaemyo kak BCY8273);

Ac-[B-Ala][Sar10]-(SEQ ID NO: 210) (nanee obo3Hauaemyto kak BCY8281);

Ac-(SEQ ID NO: 211) (nanee oboznagaemyto kak BCY8831);

[B-Ala][Sar10]-(SEQ ID NO: 212) (nanee obo3Hauaemyro kak BCY8238);

(SEQ ID NO: 215) (nanee oboznauaemyto kak BCY11415);

[PYA][B-Ala][Sar10]-(SEQ ID NO: 215) (mnanee obo3nagaemyto kak BCY11942); u

(SEQ ID NO: 216) (nanee oboznauaemyto kak BCY11414);

OoJiee KOHKPETHO:

Ac-[B-Ala][Sars]-(SEQ ID NO: 169) (nanee obo3nauaemyto kak BCY8122);

Ac-(SEQ ID NO: 169) (nanee o6o3naqaemyro kak BCY8126);

(SEQ ID NO: 169) (nanee obo3Hauaemyto kak BCY8116);

dnyopecuens-(SEQ ID NO: 169) (nanee obo3nauaemyto kak BCY8205); u

[B-Ala][Sar10]-(SEQ ID NO: 169) (nanee obo3Hauaemyto kak BCY8234);

0COOEHHO:

[B-Ala][Sar10]-(SEQ ID NO: 169) (nanee obo3Hauaemyro kak BCY8234).

10. IlentupHeiii  jurasg 1o 14, KOTOPbIH  CONEPXKUT  AMUHOKHCJIOTHYIO
NIOCJIEIOBATEIbHOCTD, BBIOPAHHYIO U3

A-(SEQ ID NO: 1)-A (obo3nagaemotii kak 80-09-02-N002 umu BCY428);,

FI-A-(SQ ID NO: 1)-A (o6o3nauaemoii kak 80-09-02-N006);

Ac-(SEQ ID NO: 1) (obo3Hauaemoii kak 80-09-02-N008 wiu BCY7390);

Ac-[dD]-(SEQ ID NO: 1) (o6o3nauaemoii kak BCY7606);

A-(SEQ ID NO: 2)-A (obo3nagaemotii kak 80-09-02-N003 unmu BCY429);,

(1-Nal)A-(SEQ ID NO: 1)-A (o6o3Hauaemoii kak 80-09-02-NO09 unu BCY 7420);

(2-Nal)A-(SEQ ID NO: 1)-A (o6o3Hauaemoii kak 80-09-02-NO10 wmu BCY7421);

(33DPA)A-(SEQ ID NO: 1)-A (o6o3Hauaemoti kak 80-09-02-NO11 umn BCY7422);

(44BPA)A-(SEQ ID NO: 1)-A (o6o3nadaemoii kak 80-09-02-NO12 umu BCY7521),

Ac-(SEQ ID NO: 3) (obo3nauaemoii kak 80-09-02-N017);

Ac-(SEQ ID NO: 4) (obo3Hauaemoii kak 80-09-02-N018);

Ac-(SQ ID NO: 5) (obo3Hauaemoii kak 80-09-02-N019 wnu BCY7537);,

Ac-(SEQ ID NO: 6) (ob6o3nauaemoii kak 80-09-02-N020);

Ac-(SEQ ID NO: 7) (obozHauaemoii kak 80-09-02-N021 wiu BCY7539);

Ac-(SEQ ID NO: 8) (obo3nauaemoii kak 80-09-02-N022 wnu BCY7540);

Ac-(SEQ ID NO: 9) (o6o3nauaemoii kak 80-09-02-N023);

Ac-(pCoF)-(SEQ ID NO: 1) (o6o3nauaemotii kak 80-09-02-N044);
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Ac-(SEQ ID NO: 10) (o603Hauaemoti kak 80-09-02-N045);

Ac-(SEQ ID NO: 11) (o6o3nauaemoti kak 80-09-02-N046 unmu BCY7657);
Ac-(SEQ ID NO: 12) (o6o3nauaemoti kak 80-09-02-N047 unmu BCY 7658);
Ac-(SEQ ID NO: 13) (o6o3nauaemoti kak 80-09-02-N048 unmu BCY 7659);
Ac-(SEQ ID NO: 14) (o60o3nayaemoii kak 80-09-02-N049);

Ac-(SEQ ID NO: 15) (o6o3nauaemoti kak 80-09-02-NO50 uymu BCY7661);
SDN-(SEQ ID NO: 15)-A (o6o3nauaemoii kak BCY3387);

Ac-(SEQ ID NO: 16) (o60o3nagaemoti kak 80-09-02-NO51 unmu BCY7662);
Ac-(SEQ ID NO: 17) (o60o3nayaemoii kak 80-09-02-N052);

Ac-(SEQ ID NO: 18) (o6o3nauaemoii kak 80-09-02-N053);

Ac-(SEQ ID NO: 19) (o603nauaemoti kak 80-09-02-N054 unmu BCY7665);
Ac-(SEQ ID NO: 20) (o603nauaemoti kak 80-09-02-NO55 unmu BCY 7666);
Ac-(SEQ ID NO: 21) (o6o3nauaemoii kak 80-09-02-N056);,

A-(SEQ ID NO: 1)-TNK (o6o03Hauaemoii kak 80-09-02-T01-NOO1 unu BCY3385);
A-(SEQ ID NO: 1)-TN(HArg) (o6o3Hauaemoii kak 80-09-02-T01-NOO3 unu BCY7281);
A-(SEQ ID NO: 1)-TN(D-K) (o603nayaemoii kak 80-09-02-T01-N004 unu BCY7282),
A-(SEQ ID NO: 22)-TNK (o6o3nauaemoti kak 80-09-02-T01-NOO5);

A-(SEQ ID NO: 23)-TNK (o6o3nauaemoti kak 80-09-02-T01-N006);

Ac-(SEQ ID NO: 1)-TNK (o6o3na4yaemoii kak 80-09-02-TO1-NO11 wu BCY7391);
A-(SEQ ID NO: 24)-TNK (o603Ha4aemoii kak 80-09-02-T01-N012 unu BCY7342);
A-(SEQ ID NO: 25)-TNK (o603Ha4aemoii kak 80-09-02-T01-N014 unu BCY7344);
A-(SEQ ID NO: 1)-ANK (o6o3nagaemoii kak 80-09-02-T01-NO16 uiu BCY7346),
A-(SEQ ID NO: 1)-[dAINK (o6o3nauaemoii kak BCY7367);

A-(SEQ ID NO: 1)-TAK (o6o3nauaemoti kak 80-09-02-T01-NO17 unu BCY7347),
A-(SEQ ID NO: 1)-T[dA]K (ob6o3Hauaemoii kak BCY7368);

A-(SEQ ID NO: 1)-TNA (o6o3nauaemoti kak 80-09-02-T01-NO18 wnu BCY7348);
A-(SEQ ID NO: 1)-TN[dA] (o6o3Hauaemoii kak BCY7369),

Ac-[pCoPhe]-(SEQ ID NO: 1) (o6o3Hauaemoii kak BCY7656);

A-(SEQ ID NO: 6)-TNK (o6o3nagaemoti kak 80-09-02-T01-N020 wnu BCY7354);,
A-(SEQ ID NO: 26)-TNK (o6o3Ha4aemoii kak 80-09-02-T01-N022 unmu BCY7352);
A-(SEQ ID NO: 27)-TNK (o603Ha4aemoii kak 80-09-02-T01-N026 umu BCY7356);
A-(SEQ ID NO: 28)-TNK (o603Ha4aemoii kak 80-09-02-T01-N027 unmu BCY7357);
A-(SEQ ID NO: 29)-TNK (o603Hauaemoii kak 80-09-02-T01-N041 umu BCY7372);
A-(SEQ ID NO: 30)-TNK (o603Ha4aemoii kak 80-09-02-T01-N042 unu BCY7424);
A-(SEQ ID NO: 31)-A (o6o3nagaemoii kak 80-10-00 uin BCY488);

A-(SEQ ID NO: 32)-A (o6o3nagaemoii kak BCY432);

DDW-(SEQ ID NO: 32)-A (o6o3Hauaemotii kak 80-10-11-T01 wnu BCY433);
VDW-(SEQ ID NO: 33)-A (o6o3nagaemoii kak 80-10-12-T01 wiu BCY462);
QKW-(SEQ ID NO: 34)-A (o6o3naugaemoti kak 80-10-13-TO1 umu BCY3400);
Q[HArg]W-(SEQ ID NO: 34)-A (o6o3Hauaemoii kak BCY7278);
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Q[K(Ac)]W-(SEQ ID NO: 34)-A (ob6o3Hauaemoii kak BCY7280);
[Ac]QKW-(SEQ ID NO: 34) (o6o3nauaemoii kak BCY7392);
Q[dKIW-(SEQ ID NO: 34)-A (o6o3nauaemoii kak BCY7426);,
Ac-AKW-(SEQ ID NO: 34) (o6o3nauaemoii kak BCY7622);
Ac-QAW-(SEQ ID NO: 34) (o6o3nauaemoii kak BCY7623);
Ac-QKA-(SEQ ID NO: 34) (o6o3nauaemoii kak BCY7624),
Ac-[dAJKW-(SEQ ID NO: 34) (o6o3nauaemotii kak BCY7634),
Ac-Q[dA]W-(SEQ ID NO: 34) (o6o3nauaemoii kak BCY7635);,
Ac-QK[dA]-(SEQ ID NO: 34) (obo3Hauaemoii kak BCY7636);
Ac-Q[dD]W-(SEQ ID NO: 34) (o6o3nauaemoii kak BCY7993);
Ac-QKJ[1Nal]-(SEQ ID NO: 34) (obo3nauaemoii kak BCY7996);
Ac-QKJ[2Nal]-(SEQ ID NO: 34) (obo3nauaemoii kak BCY7997);
Ac-(SEQ ID NO: 34) (o6o3nauaemoii kak BCY8044);

A-(SEQ ID NO: 43)-A (nanee obo3nauaemotii kak BCY430);
A-(SEQ ID NO: 44)-A (nanee obo3Hauaemotii kak BCY431);
A-(SEQ ID NO: 58)-PQA (nanee obo3Hauaemoii kak BCY3401);
QKW-(SEQ ID NO: 65)-A (nanee obo3Hauaemoii kak BCY7279);
Ac-QKW-(SEQ ID NO: 103) (nanee obo3nauaemoii kak BCY7625),
Ac-QKW-(SEQ ID NO: 104) (nanee obozHauaemoii kak BCY7627);
Ac-QKW-(SEQ ID NO: 105) (nanee obozHauaemoii kak BCY7628);
Ac-QKW-(SEQ ID NO: 106) (nanee obozHauaemoii kak BCY7631);
Ac-QKW-(SEQ ID NO: 107) (nanee obozHauaemoii kak BCY7632);
Ac-QKW-(SEQ ID NO: 108) (nanee oboznauaemoii kak BCY7639);
Ac-QKW-(SEQ ID NO: 109) (nanee oboznauaemoii kak BCY 7640);
Ac-QKW-(SEQ ID NO: 110) (nanee oboznauaemoii kak BCY7643);
Ac-QKW-(SEQ ID NO: 153) (nanee oboznauaemoii kak BCY7998);
Ac-QKW-(SEQ ID NO: 154) (nanee oboznauaemoii kak BCY8000);
A-(SEQ ID NO: 35)-A (o6o3Hauaemoit kak 80-11-00 wmu BCY471);
A-(SEQ ID NO: 36)-A (ob6o3Hauaemoii kak 80-11-01 wmu BCY472);
A-(SEQ ID NO: 37)-SRF (obo3Hauaemoii kak 80-11-08-T01 wnu BCY3406);,
Ac-(SEQ ID NO: 37)-SRF (ob6o3nauaemoii kak BCY7393);
DDA-(SEQ ID NO: 45)-A (nanee obo3nauaemoii kak BCY3386);
DTA-(SEQ ID NO: 46)-A (nanee obo3Hauaemoii kak BCY3388);
DSE-~(SEQ ID NO: 47)-A (nanee obo3nauaemoii kak BCY3389);
HDA-(SEQ ID NO: 48)-A (nanee obo3nauyaemoii kak BCY3390);
MDT-(SEQ ID NO: 49)-A (nanee oboznauaemoii kak BCY3391);
DPG-(SEQ ID NO: 50)-A (nanee obo3nauaemotii kak BCY3392);
HDS-(SEQ ID NO: 51)-A (nanee obo3nauaemotii kak BCY3393);
(D-H)DS-(SEQ ID NO: 51)-A (nanee obo3naqaemoii kak BCY7272);
A-(SEQ ID NO: 52)-TDK (nanee oboznagaemotii kak BCY3394);
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A-(SEQ ID NO: 53)-LKD (nanee oboznagaemotii kak BCY3395);
A-(SEQ ID NO: 54)-TTA (nanee oboznagaemoii kak BCY3396);
A-(SEQ ID NO: 55)-QME (nanee obo3nauaemotii kak BCY3397);
A-(SEQ ID NO: 56)-LSE (nanee oboznauaemoii kak BCY3398);
A-(SEQ ID NO: 57)-STD (nanee oboznauaemoii kak BCY3399);
A-(SEQ ID NO: 59)-TNK (nanee oboznagaemoii kak BCY7265);
Ac-(SEQ ID NO: 59) (nanee obo3nauaemoii kak BCY7660);

A-(SEQ ID NO: 60)-TNK (nanee oboznagaemotii kak BCY7266);
Ac-(SEQ ID NO: 60) (manee obo3nauaemoii kak BCY7616);
HDS-(SEQ ID NO: 61)-A (nanee obo3nauaemotii kak BCY7273);
HDS-(SEQ ID NO: 62)-A (nanee obo3nagaemotii kak BCY7274);
HDS-(SEQ ID NO: 63)-A (nanee obo3nagaemotii kak BCY7275);
HDS-(SEQ ID NO: 64)-A (nanee obo3nagaemotii kak BCY7276);
A-(SEQ ID NO: 66)-TNK (nanee obo3nauaemoii kak BCY7349),
A-(SEQ ID NO: 67)-TNK (nanee obo3nauaemoii kak BCY7350);
Ac-(SEQ ID NO: 67) (nanee ob6o3nauaemoii kak BCY7538);

A-(SEQ ID NO: 68)-TNK (nanee ob6o3nauaemoii kak BCY7359);
A-(SEQ ID NO: 69)-TNK (nanee ob6o3nauaemoii kak BCY7360),
A-(SEQ ID NO: 70)-TNK (nanee obo3nauaemoii kak BCY7361);
A-(SEQ ID NO: 71)-TNK (nanee obo3nagaemoii kak BCY7365);
A-(SEQ ID NO: 72)-TNK (nanee obo3nagaemoii kak BCY7370);
Ac-(SEQ ID NO: 73) (nanee obo3Hadaemoii kak BCY7535);

Ac-(SEQ ID NO: 74) (nanee obo3Hauaemoii kak BCY7536);,

Ac-(SEQ ID NO: 75) (nanee obo3Hauaemoii kak BCY7541);,
[B-Ala][Sars]-(SEQ ID NO: 76) (nanee obo3Hauaemoii kak BCY7556);
Ac-[B-Ala][Sar;5]-(SEQ ID NO: 76) (nanee obo3nauaemoii kak BCY7558);
[B-Ala][Sars]-(SEQ ID NO: 77) (nanee obo3nauaemoii kak BCY7557);
Ac-[B-Ala][Sar;5]-(SEQ ID NO: 77) (nanee obo3na4yaemoii kak BCY7559);
Ac-(SEQ ID NO: 78) (nanee obo3Hauaemoii kak BCY7580);

Ac-(SEQ ID NO: 79) (nanee obo3Haqaemoii kak BCY7581);

Ac-(SEQ ID NO: 80) (nanee obo3Hauaemoii kak BCY7582);

Ac-(SEQ ID NO: 81) (nanee obo3naqaemoii kak BCY7584);

Ac-(SEQ ID NO: 82) (nanee obo3Hauaemoii kak BCY7585);

Ac-(SEQ ID NO: 83) (nanee obo3nauaemoii kak BCY7588);

Ac-(SEQ ID NO: 84) (nanee obo3nauaemoii kak BCY7589);

Ac-(SEQ ID NO: 85) (nanee obo3nauaemoii kak BCY7590);

Ac-(SEQ ID NO: 86) (nanee obo3nauaemoii kak BCY7591);

Ac-(SEQ ID NO: 87) (nanee obo3nauaemoii kak BCY7592);

Ac-(SEQ ID NO: 88) (nanee obo3nauaemoii kak BCY7593);

Ac-(SEQ ID NO: 89) (nanee obo3nauaemoii kak BCY7594);
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Ac-(SEQ ID NO: 90) (nanee obo3Hauaemoii kak BCY7595);

Ac-(SEQ ID NO: 91) (nanee obo3nauaemoii kak BCY7596);

Ac-(SEQ ID NO: 92) (nanee obo3nadaemoii kak BCY7597);

Ac-(SEQ ID NO: 93) (nanee obo3nauaemoii kak BCY7598);

Ac-(SEQ ID NO: 94) (nanee obo3nauaemoii kak BCY7607);,

Ac-(SEQ ID NO: 95) (nanee obo3nauaemoii kak BCY7608);

Ac-(SEQ ID NO: 96) (nanee obo3nauaemoii kak BCY7611);

Ac-(SEQ ID NO: 97) (nanee obo3nauaemoii kak BCY7612);

Ac-(SEQ ID NO: 98) (nanee obo3nauaemoii kak BCY7613);

Ac-(SEQ ID NO: 99) (nanee obo3nauaemoii kak BCY7614);

Ac-(SEQ ID NO: 100) (nanee oboznauaemoii kak BCY7615);

Ac-(SEQ ID NO: 101) (nanee oboznauaemoii kak BCY7618);

Ac-(SEQ ID NO: 102) (nanee oboznauaemoii kak BCY 7620);

Ac-(SEQ ID NO: 111) (nanee oboznagaemoii kak BCY7663);

Ac-(SEQ ID NO: 112) (nanee obo3nauaemoii kak BCY7664);

Ac-(SEQ ID NO: 113) (nanee oboznagaemoii kak BCY7667);

Ac-(SEQ ID NO: 114) (nanee oboznauaemoii kak BCY7668);

Ac-(SEQ ID NO: 115) (nanee oboznagaemoii kak BCY7765);

(SEQ ID NO: 115) (nanee obo3nauaemoii kak BCY7793);

(MeO-dPEG12)(SEQ ID NO: 115) (nanee obo3nauaemoii kak BCY8087),

(Kapboxcugayopecueun)(SEQ ID NO: 115) (nanee obo3nagaemotii kak BCY8208);

(PEG3)(PEG3)(SEQ ID NO: 115) (nanee obo3Hauaemoii kak BCY7815);

(MeO-dPEG12)(PEG3)(PEG3)(SEQ ID NO: 115) (nanee obo3nayaemoii kak BCY8094),

Ac-DDD-(SEQ ID NO: 115) (nanee obo3nagaemotii kak BCY8028);

Ac-[dD][dD][dD]-(SEQ ID NO: 115) (nanee obo3nauaemoii kak BCY8029),

[B-Ala][Sar10]-(SEQ ID NO: 115) (nanee obo3nauaemoii kak BCY7814);

Ac-(SEQ ID NO: 116) (nanee oboznauaemoii kak BCY7816);

Ac-(SEQ ID NO: 116) (MeO-dPEG12), cesizanHol ¢ D-Lys6 (nanee o0o3HauaeMoi Kak
BCY8084),

Ac-(SEQ ID NO: 117) (nanee oboznagaemotii kak BCY7817);

Ac-(SEQ ID NO: 118) (nanee oboznagaemoii kak BCY7818;

Ac-(SEQ ID NO: 118) (MeO-dPEG12) cesizanHoii cPro(4NH)1 (nanee obo3Ha"aeMoit kak
BCY8086);

Ac-(SEQ ID NO: 119) (nanee oboznauaemoii kak BCY7819;

Ac-(SEQ ID NO: 119) (MeO-dPEG12) cesizanHoi cLysS (mamee obo3HauaeMoul Kak
BCY8088);

Ac-(SEQ ID NO: 120) (nanee oboznauaemoii kak BCY7820;

Ac-(SEQ ID NO: 120) (MeO-dPEG12) cBsizannoli cD-Lys3 (manee obo3HadaeMol Kak
BCY8089);

Ac-(SEQ ID NO: 121) (nanee obo3nagaemotii kak BCY7821);
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Ac-(SEQ ID NO: 121) (MeO-dPEGI12) cesizanHoi cLys4 (mamee obo3HauaeMoOu Kak
BCY8090);

Ac-(SEQ ID NO: 122) (nanee oboznagaemoii kak BCY7822);

Ac-(SEQ ID NO: 122) (MeO-dPEGI12) cesizanHoi cLys6 (mamee obo3HauaeMoOu Kak
BCY8091);

Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac-(SEQ ID NO:
Ac-(SEQ ID NO:
Ac-(SEQ ID NO:
Ac-(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:
Ac~(SEQ ID NO:

123) (nanee obozHauaemoii kak BCY7876);
124) (nanee oboznauaemoii kak BCY7877);

2

125) (nanee oboznauyaemoii kak BCY7879);

2

126) (nanee oboznayaemoii kak BCY7881);

2

127) (nanee oboznayaemoii kak BCY7883);

2

128) (nanee oboznauaemoii kak BCY7884);

2

129) (nanee oboznauyaemoii kak BCY 7886);

2

130) (nanee obo3Hauaemoii kak BCY7887);
131) (nanee ob6o3nauaemoii kak BCY 7889);
132) (nanee obo3nauaemoii kak BCY7890);
133) (nanee obo3nauaemoii kak BCY7891);
134) (nanee obo3Hauaemoii kak BCY7892);
135) (nanee obo3Hauaemoit kak BCY7894);
136) (nanee obo3Hauaemoit kak BCY7895);
137) (nanee obozHauaemoii kak BCY7896);

>

138) (nanee obo3nauaemoii kak BCY7897);

b

139) (nanee obo3nauyaemoii kak BCY7902);

b

140) (nanee obo3nauyaemoii kak BCY7903);

b

141) (nanee obozHauaemoii kak BCY7904);

2

142) (nanee obozHauaemoii kak BCY7906);

2

143) (nanee obozHauaemoii kak BCY7907);

2

144) (nanee obozHauaemoii kak BCY7908);

2

145) (nanee oboznauaemoii kak BCY7911);

2

146) (nanee obozHauaemoii kak BCY7912);,
147) (nanee obozHauaemoii kak BCY7913);
148) (nanee obosnauaemoii kak BCY7914);
149) (nanee obozHauaemoii kak BCY7915);
150) (nanee obozHauaemoii kak BCY7916);
151) (nanee obosnauaemoii kak BCY7973);
152) (nanee obozHauaemoii kak BCY7979);
155) (nanee obozHauaemoii kak BCY8030);
156) (nanee obosnauaemoii kak BCY8031);
157) (nanee obozHauaemoii kak BCY8032);
158) (nanee obozHauaemoii kak BCY8036);

159) (nanee obozHauaemoii kak BCY8037);
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Ac-(SEQ ID NO: 160) (nanee oboznagaemoii kak BCY8038);

Ac-(SEQ ID NO: 161) (nanee oboznagaemotii kak BCY8039);

Ac-(SEQ ID NO: 162) (nanee oboznagaemoii kak BCY8040);

Ac-(SEQ ID NO: 163) (nanee oboznauaemoii kak BCY8041);,

Ac-(SEQ ID NO: 164) (nanee oboznauaemoii kak BCY8042);

Ac-(SEQ ID NO: 165) (nanee oboznauaemoii kak BCY8042);

Ac-(SEQ ID NO: 166) (nanee oboznauaemoii kak BCY8085);
Ac-[B-Ala][Sars]-(SEQ ID NO: 167) (nanee oboznauaemoii kak BCY8120);
Ac-(SEQ ID NO: 167) (nanee oboznauaemoii kak BCY8124);
Ac-[B-Ala][Sars]-(SEQ ID NO: 168) (nanee oboznauaemoii kak BCY8121);
Ac-(SEQ ID NO: 168) (nanee oboznauaemoii kak BCY8125);
Ac-[B-Ala][Sar;]-(SEQ ID NO: 169) (nanee oboznauaemoii kaxk BCY8122);
Ac-(SEQ ID NO: 169) (nanee oboznauaemoii kak BCY8126);

(SEQ ID NO: 169) (nanee obo3nauaemotii kak BCY8116);
dnyopecuens-(SEQ ID NO: 169) (nanee obo3nauaemotii kak BCY8205),
[B-Ala][Sar10]-(SEQ ID NO: 169) (nanee obo3Hauaemoii kak BCY8234);
[PYA][B-Ala][Sar10]-(SEQ ID NO: 169) (nanee obo3nauaemoii kak BCY8846);
Ac-[B-Ala][Sars]-(SEQ ID NO: 170) (nanee obo3Hauaemoit kak BCY8123);
Ac-(SEQ ID NO: 170) (nanee oboznauaemoii kak BCY8127);

(SEQ ID NO: 170) (nanee oboznauaemoii kak BCY8206);

Ac-(SEQ ID NO: 171) (nanee oboznauaemoii kak BCY8128);

(SEQ ID NO: 171) (nanee oboznauaemoii kak BCY8207);
[B-Ala][Sar10]-(SEQ ID NO: 171) (nanee obo3Hauaemoii kak BCY8232);
Ac-(SEQ ID NO: 172) (nanee oboznauaemoii kak BCY8129);

Ac-(SEQ ID NO: 173) (nanee oboznauaemoii kak BCY8153);

Ac-(SEQ ID NO: 174) (nanee oboznauaemoii kak BCY8154);

Ac-(SEQ ID NO: 175) (nanee oboznauaemoii kak BCY8157);

Ac-(SEQ ID NO: 176) (nanee oboznauaemoii kak BCY8158);

Ac-(SEQ ID NO: 177) (nanee oboznagaemoii kak BCY8161);
Ac-[B-Ala][Sar10]-(SEQ ID NO: 177) (nanee obo3nauaemoii kak BCY8278),
Ac-(SEQ ID NO: 178) (nanee oboznagaemotii kak BCY8162);
Ac-[B-Ala][Sar10]-(SEQ ID NO: 178) (nanee obo3nauaemoii kak BCY8277),
Ac-(SEQ ID NO: 179) (nanee oboznagaemotii kak BCY8163);
Ac-[B-Ala][Sar10]-(SEQ ID NO: 179) (nanee obo3nauaemoii kak BCY8276),
[B-Ala][Sar10]-(SEQ ID NO: 179) (nanee obo3Hauaemoii kak BCY8269);
Ac-(SEQ ID NO: 180) (nanee oboznauaemotii kak BCY8174);

Ac-(SEQ ID NO: 181) (nanee oboznauaemotii kak BCY8175);

Ac-(SEQ ID NO: 182) (nanee oboznauaemotii kak BCY8176);

Ac-(SEQ ID NO: 183) (nanee oboznagaemotii kak BCY8177);

Ac-(SEQ ID NO: 184) (nanee oboznagaemotii kak BCY8178);
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Ac-(SEQ ID NO: 185) (nanee oboznagaemotii kak BCY8180);

Ac-(SEQ ID NO: 186) (nanee oboznagaemotii kak BCY8181);

Ac-(SEQ ID NO: 187) (nanee oboznagaemoii kak BCY8182);

Ac-(SEQ ID NO: 188) (nanee oboznagaemoii kak BCY8183);

Ac-(SEQ ID NO: 189) (nanee oboznauaemotii kak BCY8184);

[B-Ala][Sar10]-(SEQ ID NO: 189) (nanee oboznauaemoii kak BCY8235);

Ac-(SEQ ID NO: 190) (nanee oboznauaemoii kak BCY8185);

Ac-(SEQ ID NO: 191) (nanee oboznauaemoii kak BCY8186);

Ac-(SEQ ID NO: 192) (nanee oboznauaemoii kak BCY8187);

Ac-(SEQ ID NO: 193) (nanee oboznauaemoii kak BCY8188);

Ac-(SEQ ID NO: 194) (nanee oboznauaemoii kak BCY8189);

Ac-(SEQ ID NO: 195) (nanee oboznauaemoii kak BCY8191);

Ac-(SEQ ID NO: 196) (nanee oboznauaemoii kak BCY8192);

Ac-(SEQ ID NO: 197) (nanee o6o3nagaemoii kak BCY8193);

Ac-(SEQ ID NO: 198) (nanee oboznauaemoii kak BCY8194);

Ac-(SEQ ID NO: 199) (nanee o6o3nayaemoii kak BCY8211);

Ac-(SEQ ID NO: 200) (nanee obo3nagaemoii kak BCY8212);

Ac-(SEQ ID NO: 201) (nanee oboznagaemoii kak BCY8213);

Ac-(SEQ ID NO: 202) (nanee oboznauaemoii kak BCY8214);

[B-Ala][Sar10]-(SEQ ID NO: 202) (nanee obo3Hauaemoii kak BCY8231);

Ac-(SEQ ID NO: 203) (nanee oboznauaemoii kak BCY8215);

Ac-[B-Ala][Sar10]-(SEQ ID NO: 208) (nanee obo3nauaemoii kak BCY8279),

Ac-[B-Ala][Sar10]-(SEQ ID NO: 209) (nanee obo3nauaemoii kak BCY8280),

[B-Ala][Sar10]-(SEQ ID NO: 209) (nanee obo3Hauaemoii kak BCY8273);

Ac-[B-Ala][Sar10]-(SEQ ID NO: 210) (nanee obo3nauyaemoii kak BCY8281);

Ac-(SEQ ID NO: 211) (nanee oboznagaemoii kak BCY8831);

[B-Ala][Sar10]-(SEQ ID NO: 212) (nanee obo3Hauaemoii kak BCY8238);

(SEQ ID NO: 215) (nanee oboznauaemoii kak BCY11415);

[PYA][B-Ala][Sar10]-(SEQ ID NO: 215) (nanee obo3nauaemoii kak BCY11942); u

(SEQ ID NO: 216) (nanee oboznauaemoii kak BCY11414).

11. Tlenrugueiii gurasa mo Jrdomy u3 nim.1-10, rme MoNeKyIsIpHbIN Kapkac BbIOpaH W3
1,1',1"-(1,3,5-rpuasunan-1,3,5-rpuni)rpurnpon-2-eH-1-ona (TATA).

12. TenruHbiii turadn no rodomy u3 . 1-11, rae dpapmanesTudecku npuemiiemMas Cob
BbIOpaHa 13 CBOOOIHON KUCIIOTHI WJIH COJIA HATPUS, KaJIHsl, KaJIbLIMsI, aMMOHHUSI.

13. Ilentunneiii nurang no modomy w3 mm.l-12, roe HekTHH-4 TpeacTaBisieT coOoit
HEKTUH-4 YeoBeKa.

14. Konbrorar JIeKapCTBEHHOTO CPE/ICTBA, COAEPIKALINIA MENTHUAHBIA JIMTAHA O JIF0OOMY
u3 mm.1-13, KOHBIOTUPOBAaHHBIH C OFHOH WIM HECKOJIBKUMH 3(PPEKTOpHBIMH W/WIN
(byHKIIMOHAILHBIMU TPy IITTAMH.

15. KoHbrorar ekapCTBEHHOIO CpeACTBa MO I.14, KOHBIOTMPOBAHHBIA C OAHUM WIH



256

HECKOJIbBKUMH LIUTOTOKCUYECKUMHU CPEICTBAMHU.

16. KoHbIOrar j€KapCTBEHHOIO CpPEACTBA MO M.15, rae ykasaHHOE€ LUTOTOKCHYECKOE
cpenctso BeiOpano u13 MMAE wi DM, B wactaoctn, MMAE.

17. Konbproratr jeKapCTBEHHOIO CpeacTBa Mo 1.16, rae LUTOTOKCUYECKOE CpPEACTBO
npencrasisier coboli MMAE wu yka3aHHBI KOHBIOTAT, KPOME TOTO, COIEPIKHUT JIFHKED,
BbIOpanHbii u3: -PABC-Cit-Val-rinyrapuna- nimn -PABC-nmknoOytuin-Ala-Cit-f Ala-, Takoro kak
-PABC-Cit-Val-rinyrapun-, rne PABC o0o3Havaer n-amMmuHOOeH3MIKapOamar.

18. Konbproratr nekapCTBEHHOrO CpeacTBa Mo 1m.16, rae LUTOTOKCUYECKOE CPENCTBO
npezncrasisier codoit DM1 u yka3aHHBIH KOHBIOTAT, KPOME TOTO, COAEPKUT JINHKEP, KOTOPBIH
npencrasiusier coboit  -SPDB-(SOsH)-, rome SPDB o6osnawaer N-cykuuHUMUauia 3-(2-
NUPUAWIAUTHO)IPOITHOHAT.

19. KonbroraT JI€KapCTBEHHOTO CPEACTBa MO JtoOoMy u3 . 14-18, koTophlil BRIOpaH U3
moboro u3: BCY7683, BCY7825, BCY7826, BCY8245, BCY8253, BCY8254, BCY8255,
BCY8549, BCY8550, BCY8783 u BCY8784, takux kak: BCY7683, BCY7825, BCY7826,
BCY8245, BCY8253, BCY8254, BCY8255, BCY8783 u BCY8784, B uactHoctu BCY8245.

20. dapmaneBTUYECKas! KOMIIO3ULIMS, KOTOPasi CONEPIKUT NMENTUAHBIH JIUTAHT 110 TI0OOMY
u3 . 1-13 uimM KOHBIOTaT JIEKApPCTBEHHOTO CpeAcTBa no Jirobomy u3 m. 14-19 B komOuHanuu ¢
OZTHUM HJTH HECKOJIBKMMH (hapMalleBTUYECKU TPHEMIIEMBIMH SKCIIUITUEHTAMU.

21. ®apmanesTuyeckas KOMIO3uLus no n.20, KoTopasi, KpoOMe TOro, COAEPKUT OJHO WU
HECKOJIBKO TEPaNeBTUYECKUX CPEACTB.

22. KoHBIOTAT JIEKApCTBEHHOT'O CPEACTBA MO JIoOoMy m3 mi. 14-19, myis npuMeHeHust Tst
NPEAyNPEKACHUs, TOAABICHUs] WIHM JIeYeHUs] 3a00JieBaHMs WM HAPYIICHUs, OMOCPENyEeMOro
HEKTUHOM-4.

23. Crnocob mpenynpeskaeHusi, TMOAaBJICHHs WA JICYeHUsT 3JI0KAYECTBEHHOW OIMyXOJIH,
KOTOPBIN BKJIIOUAET BBEACHHE MALMEHTY, HY KAAOIEMyCsl B 3TOM, KOHBIOraTa JIeKapCTBEHHOTO
cpenctsa no yodomy u3 1. 14-19, rae yka3aHHbIA MAlMEeHT HASHTU(UIUPOBAH KaK UMEFOIIHUI
yBeIU4YeHHOE BapbrpoBanue uncia ko (CNV) HekTrHa-4.

ITo noBepeHHOCTH
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