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2420-579943EA/055
KOMIIO3UIIMU HA OCHOBE PEKOMBUHAHTHOT O CJIMTOI'O BEJIKA,
COAEPKAIIET O HEUPET' YJIMH-1 (NRG-1) YEJIOBEKA, I CIOCOBBI HX
INPUMEHEHUSA

ITEPEKPECTHAA CCBIJIKA HA POJICTBEHHBIE 3ABK

[0001] Hacrosimmast 3asBKa HCHpaIIMBaeT NPUOPUTET M MPEUMYIIECTBO COTJIACHO
npenBapurenbHoOl 3asiBke Ha mateHT CIIA Ne 62/656 246, nonmanHo# 11 anpens 2018 rona,
coziep KaHue KOTOPOM MOJTHOCTBIO BKJIFOYEHO B HACTOSLIYIO 3asBKY MOCPEICTBOM CCHUIKH.

BKJIFOYEHHME INOCPEACTBOM CCBIJIKHM I[NEPEYHA
[TOCJIEJOBATEJIbHOCTEM

[0002] Hacrosimasi 3asiBka comep:kutT IlepedeHp MoCenoBaTEIbHOCTENH, KOTOPBIA ObLT
nonaH B ¢opmare ASCII uepe3 cucremy EFS-Web u, Takum 00pa3oM, NMOJHOCTBIO BKJTFOYEH B
HACTOSIIIYIO 3asiBKY MOCPEACTBOM cChUIkU. YkazaHHas korust ASCII, cozmannas 16 mapra 2019
rona, HasbiBaercs SBTI-001-001WO_SeqList.txt u umeer pasmep 31,328 Haiir.

YPOBEHb TEXHUKH

[0003] Hetiperynun (NRG; xeperynun, HRG), Takike W3BECTHBIH Kak TJHAJbHBIN
daxTop pocra (glial growth factor, GGF) u HoBbeli (akrop nuddepeHunpokn (new
differentiation factor, NDF), mpencrasisier coOOH THUN TJHKONMPOTEHHA, MOJIEKYJISIpHAsl Macca
kotoporo cocraBisier 44 k/la. CemeiictBo OenkoB NRG Bkirouaer 4eTbIpe MpPENCTABHUTEIS:
NRG-1, NRG-2, NRG-3 u NRG-4. NRG (Bximouass NRG-1) urpaer ocob0 BakHYK POJb B
pa3BUTHH cepaua. SBISsICh IMTAHAOM THPO3UHKHMHA3HBIX peuenTtopos cemeiictsa ErbB, NRG-1
HETIOCPEICTBEHHO CBsi3bIBaeTcsi ¢ MeMmOpaHocBsizaHHbIM ErbB3 mnu ErbB4, BeBbBas unx
auMepusaimioo ¢ obpasoBanueM komiuiekcoB ErbB2/ErbB4, ErbB2/ErbB3, ErbB3/ErbB3 u
ErbB4/ErbB4 u mnocneayromuii BHYTPUKJIETOUHBIH CUTHAIMHT. Ha JKMBOTHBIX MOIeNsX
skcnpeccust NRG  BbI3bIBaeT NAapakpUHHBIM  CUTHAIMHL, CTHUMYJHUPYIOIIMH pOCT U
i depeHIMPOBKY KIETOK TKaHU CepAlia BO BpeMs SMOpUOTeHe3a, MPU 3TOM yAAJeHHEe JIF0O0ro
u3 ErbB2, ErbB4 unu NRG-1 npuBOIUT K JIeTaJbHOCTH B 3MOpHOHANIbHOM mepuonae. bosee
TOro, OBUIO MOKA3aHO, YTO MPOTHUBOPAKOBAsI TePANMs, MPUBOASINAS K OJIOKUPOBKE CHUTHAJIMHIA
peuenropa ErbB2, BbI3bIBaeT 3HAUUTENbHBIE KapAUOTOKCHUYECKHE MOOOUYHbIE 3(PQEKTHl,
nokasbiBas, 4ro y jmonei ErbB2-onocpenoBaHHbIi CHTHANIMHT SIBJIAETCS CYIIECTBEHHO BAXKHBIM
HE TOJIbKO JUUI Pa3BUTHS, HO M JUIsI TOMEOCTa3a 310pOBOH TKaHH CepALa.

[0004] JlaHHBIE MOKa3bIBaIOT, YTO nepenayda curHana NRG-1 urpaer ponp B pa3BUTUU U
(YHKLMOHUPOBAHUH NIPYTHX CHCTEM OPraHOB, a TAKXKEe B MaTOoreHe3e 3a00JIEBAaHHUI YeNoBEKa
(BryrOYast mm3odpeHuto u pak rojossl u men). NRG-1 umeer mHoro msomepos. Mccnenoanust
Ha MBIIIAX, UMEIOLINX TeHHble MyTalMH (HOKayThl T€HOB), YKa3bIBAIOT HA TO, YTO U30OMEPHI C
pasnuuHbIME N-KOHIEBbIMH y4acTkamMu uin EGF-nmogoOHBIME nOMeHaMHM HMMEIOT pa3Hble
¢yukuum in vivo. Hacrosmee nzodperenue ocHoBaHo Ha m3odopme NRG-1Ba2.

[0005] Duporennsiii NRG-1 cBsi3bIBaeTCS M BBbI3BIBAET CUTHAJIMHI Kak uepe3 ErbB3
(HER3), tak u wuyepe3 ErbB4 (HER4). MHOXeCTBO MNOKIMHHUYECKHMX U KIMHHYECKUX

UCCJIEZIOBAHUN MOKa3ajo TepaneBTudeckuil noreHuuan NRG-1 B OTHOmIEHHMH pa3iIUYHBIX



CEepIeYHO-COCYAUCTHIX CUMIITOMOB, OOYCIJIOBJIEHHBIN TJIaBHBIM 00pa30M €ro B3aUMOJIEHCTBHEM C
skcnpeccupyeMbiM  kapauomuorutamu ErbB4 (HER4). Opnako Tpu ximoueBblx (pakropa
OrPaHUYMBAIOT  KJIMHUYECKOE  MNPHMEHEHHe M 1eleCOOOPa3HOCTh  HCIIOJIb30BAHHUS
pexomOuHanTHOTrO uyenoBedeckoro NRG-1 (rhNRG-1). Bo-nepseix, curnanuar NRG-1 ugepes
HER3 wMoxer CTUMyJIMpoBaTb pa3BUTHE W/WIM IPOTPECCUPOBAHHE paka, BbI3bIBAs
3HAYMUTENIbHbIE OnaceHus npu Jirodom npumeneHnn NRG-1, TpeOyromem 1InMTeIbHOro npuema,
a Tax>ke NMpU NPUMEHEHUH B OTCYTCTBUE cepbe3Horo cepaeuHo-cocyaucroro (CC) pucka. Bo-
BTOpBIX, omocpenoBaHHass NRG-1 rumnepaxtuBanuss HER3 woxer BbI3pIBAaTH HapyllieHHE
LIEJIOCTHOCTH SMHUTENHS JkelyaoyHo-kumevyHoro tpakra (JKKT) u ero romeocrasa, nmpuBoas K
octpoii cBs3anHO# ¢ XKKT TOKCHYHOCTH U, TAKMM 00pa3oM, YIYLICHUIO TEPANEBTHYECKOTO OKHA
st NRG-1. B-tperbux, o0a akTtuBHbIX OenkoBbiX (pparmenta rhNRG-1, maxopsimuxcs Ha
KJIMHUYECKOH CTaNH UCCIICAOBAHUM, MOKA3aIl KOPOTKUI MEPHOA MOJYyBEIEHHS], YTO YKa3bIBAET
Ha BO3MOJKHYIO HEOOXOIUMOCTh MPUMEHEHUS TSKEJIO MEPEHOCUMBIX 7103 U PEKMMOB BBEIEHHSI
IUIE OCTIDKEHMSI JKEJIAaeMOTO TEpareBTUYECKOrO VPOBHS BO3NEHCTBHA. B CBA3M € 3TuUM
CYIIECTBYET HEOOXOOMUMOCTh B OOECIIEUEHHH TEPareBTUYECKOro cpenctsa Ha ocHoBe NRG-1,
KOTOpOE COXpaHseT KIMHWYECKH 3HAUYMMBbIH TEepPaneBTHYECKHH IOTEHLHAl B OTHOLICHUH
Pa3MUYHBIX CEPAEYHO-COCYJUCTBIX CUMITOMOB M O0JaaeT NpPU 3TOM CHIDKEHHBIM PHCKOM
CTHMYJISILIUM OHKOT'€HE3a WJIM MPOTrPECCUPOBAHUS paka, Jydlueld MepeHOCHMOCTBIO CO CTOPOHBI
XKKT u 6onee 6naronpusitHeiM papmakokuaeTnaeckuM (PK) npodunem.

[0006] Hacrosimmee m3o0pereHHe peLIaeT yKa3aHHblE MPOOJIEMbl MyTeM OOeCIeueHHsI
pexomOuHaHTHOrO Oenka, conmepykamero aktuBHbId nomeH TthNRG-1, ciureiii ¢ HER3-
crielnpUIHbIM aHTUTENOM-aHTaroHucToM: curnaiuar HER3 6nokupyercst Takum oOpas3oMm, 4To
CHMKaeTcsl puUCcK OHKOreHHOCTH U TokcuyHocTH ThNRG-1 B orHomenun JKKT, B TO ke Bpems
Kapkac AaHTUTEeNA TMPEAOCTABISET TUIMHMYHBIA JUIsI MOHOKJIOHAJIBHOTO AHTUTENA IEepPUO
HIOJTy BBIBEZIEHHSI MOJIEKYJIbI, oOecrieunBast Oosiee y1o0HOe NO3UPOBAHKUE U BBEIEHHE POAYKTA.

KPATKOE OITMCAHUE U30BPETEHUA

[0007] CornacHO OmHOMY acIeKTy, HacTosmee H300peTeHne OTHOCUTCS K
PEeKOMOMHAHTHOMY CJIHTOMY Oeliky, copepskamiemy (parMeHT KapAHONPOTEKTHBHOTO Oerka
HeriperynuHa-1 (NRG-1), ciauThlii ¢ KapkacoM MOHOKJIOHAJIBHOrO aHTUTeNna (monoclonal
antibody, mAb). CornacHo cBsizanHOMY acnekTy, pparmenT NRG-1 ciut ¢ C-KOHIIOM TSKeNoi
Lenu aHTuTeNa yepes uakep. CoryacHo npyromy cBsizaHHOMY acrekTy, NRG-1 mpucoenuHen k
nuHKepy 4epes nepByro (1-yro) amuHokuciaoty Ha N-konme NRG-1, npenctapnstomyro codoit
aAMUHOKHCJIOTY cepuH (S wiam Ser), COMTaCHO OJHOMY BapHaHTy peau3alud HU300pETEHUs.
CornacHo CBsI3aHHOMY acCIeKTy, (parMeHT MpenCTaBIsAeT COOON aKTUBHBINA (PparMeHT, KOTOPBIA
comepxut akTuBHBIA noMeH NRG-1. CornmacHo ApyroMy CBsSI3aHHOMY acrekTy, mADb siBisieTcs
moHocreruduuaeiM B otHouernn ErbB3 (HER3). CormacHo apyromy CBsI3aHHOMY acIeKTy,
NRG-1 npencrassier codoii m3odpopmy NRG-1B2a.

[0008] CormacHO npyromy acrekTy, H300peTeHHe OTHOCHTCA K (hapMareBTHYECKOU
KOMITO3UIINH, COnepsKallell peKOMOMHAHTHBIA CIMUTBIM O€NOK, KOTOPBIH COAepKHUT (pparMeHT

KapauonpoTekTuBHOro Oenka HeliperyianHa-1 (NRG-1), caurtslii ¢ kapkacoM MOHOKJIOHAJIBHOTO



aatutena nporus HER3, u ¢dapmanesruuecku npuemseMblii HOCUTENb, pa30aBUTENb HIIH
BCIIOMOT'aTeJIbHOE BELIECTBO.

[0009] CormacHo ApyromMy acmekTy, HU300peTeHHe OTHOCUTCS K CIOCOOY JIeUeHHs
3a00NeBaHNsl WM COCTOSIHUS y HYXKJAIOIIEroCss B OTOM CyOBEKTa, BKIIOYAIOIIEMY BBEICHUE
TepaneBTUUeCKH S((EKTHBHOTO KOJIMYECTBA PEKOMOWHAHTHOrO CIHTOrO Oenlka WM
(apmaLeBTHYECKOH KOMITO3ULINY, COAEp Kalleil yKa3aHHBbIH PEeKOMOWHAHTHBIN CIMTBIA OEIoK,
OTHCAHHBIN B HACTOALLEH 3asiBKE.

[0010] CormacHo apyromy acmekTy, H300peTeHHe OTHOCHUTCS K  Crocoly
NPEOTBPALICHUS, UHIMOUPOBAHUS, MONABJICHUS WM 33ePXKKU Havaja PasBUTHUS CEPACYHO-
COCYOUCTOrO 3a0OJieBaHMS MJIH COCTOSIHMS Yy CyOBEeKTa, BKJIIOYAKOLIEMY BBEICHHE
3¢ (HEeKTUBHOrO KOJHMYECTBA PEKOMOMHAHTHOTO CJHMTOrO OeJika, OMUCAHHOTO B HACTOSIIEH
3asiBKe.

[0011] CormacHo ApyromMy acmekTy, HU300peTeHHe OTHOCHUTCS K CHOCOOy JIeYeHHs
ceszanHoro ¢ L[HC 3a0oneBaHusi WM COCTOSIHUSL Y HYXKJAIOLIETOCS B 3TOM CYOBEKTa,
BKJIFOYAIOLIIEMY BBEIEHHE TepPaneBTUYeCKH 3(PPEKTUBHOIO KOJHMYECTBA PEKOMOWHAHTHOTO
ciuToro Oenka.

[0012] CormacHo apyroMy acmekTy, H300peTeHHe OTHOCHUTCS K  crocoly
NPEeOTBPALIECHNS, MTHITMOUPOBAHMUS, TTOIABJICHNS MM 3a/IeP’KKH Hadasia Pa3BUTHsI CBS3aHHOTO C
IMHC 3aboneBaHusi WM COCTOSHUSA y CYyOBEKTa, BKIIOYANOIIEMY BBeAeHHE 3(PPEKTUBHOTO
KOJINYECTBA PEKOMOMHAHTHOTO CIIUTOrO Oerka.

[0013] Cormacuo apyroMy casa3aHHOMy acmnekTy, NRG-1 cBsA3bpIBaeTCs U BbI3BIBAET
curHanuHr yepe3 ErbB4 (HER4). CornacHo npyromy cBsi3aHHOMY acnekTy, mAb uHrubupyer
curHanuHr NRG-1 uepes ErbB3 (HER3).

[0014] CornacHO apyromy acrnekTy, n3o0peTeHHe OTHOCUTCS K Habopy, comepskaiiemy
3(p(PEKTUBHOE KOJUYECTBO PEKOMOMHAHTHOTO CJIMTOTO OeNka COrJIACHO H300pPETeHUI0 WIIN
(apManieBTHYECKOH KOMIIO3MLIMK, COAEpKalLled yKa3aHHBbIM PEKOMOMHAHTHBINA CIIUTBIA OeJiok
COTJIACHO M300PETEHHIO.

[0015] Apyrue mpu3HAKH U MPEUMYINECTBA HACTOSIIET0 N300peTeHus: OyIyT OYeBHIHBI
U3 CIENYIOIEro fajiee MoAPOOHOro ONMUCAaHUs MPUMEPOB U rpaduueckux marepuanoB. OmHAKO
CJIelyeT TOHUMATh, YTO MOAPOOHOE OMUCAaHME WM KOHKPETHBIE MPUMEPHI, IMOKA3bIBAIOIINE
BAPUAHTHl pEATM3aLH HACTOSIIEro HM300pPETeHUs, NMPHUBEOCHBI HMCKIFOUYHUTEIBHO B KadeCTBE
WUTFOCTPALMY, MOCKOJbKY M3 MOAPOOHOrO OMHUCaHHWS W300pETeHHs CIEeLHAINCTaM B JaHHON
o0yacTi TeXHUKU OyIyT OUEBUAHBI PAa3TUYHBbIE BO3MOXKHBIE W3MEHEHHS W MOAW(PUKALUU B
npezeNnax CyIHOCTH 1 00beMa HACTOSIIIEer0 H300PEeTeHNS.

KPATKOE OITMCAHUE YEPTEXEH

[0016] IMonyuuTs OoJiee MOJIHOE MTOHUMAHUE HACTOSIIIETO N300PETEHMSI, & TAKKE YBUAETh
¥ C JIETKOCTBIO OLICHUTh Pa3JIMYHbIE IIEJTU U IIPEUMYLIECTBA HACTOSIIErO H300PETEHHSI MOXKHO CO
CCBUIKOH Ha ClleAyrollee Janee moapoOHOe ONMMCaHWe U Mpuiaraemyro (Gpopmyny u300peTeHHs
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[0017] Ha ®urype 1 noka3zaHO KOHCTPYUPOBAHHE 3KCIPECCUOHHBIX IUIA3MHI JUIS
SKCIPECCUH PEKOMOMHAHTHOTO CIIUTOrO O€JKa, OIMCAHHOTO B HACTOSLIEH 3asBKeE.

[0018] Ha ®@urypax 2A-D cxeMaTUYHO MOKa3aHa CTPYKTypa PeKOMOMHAHTHOTO CIIUTOTO
Oenka, onucaHHOTO B Hacrtosuiel 3asBke. Ha durype 2A cxeMaTH4HO MOKa3aHa MOJEKYJIspHast
crpykrypa ciuroro Oenka mAb mporuB Her3/NRG-1 cornacuo usobperenuto. Ha ®@urype 2B
NIOKa3aHbl pPENpPEe3eHTaTUBHBIE JaHHbIE, MOJYUeHHbIE B pe3ysbTaTe aHaiausza c¢ nomoubso JICH-
ITAAT -3nextpodopesa. Ha @urype 2C nokaszaHsl pe3ysbTaThl aHAJIN3a C MOMOIIBIO BecrepH-
ONMOTTUHra C BBIBJICHUEM C TOMOINBI TMEPBHYHBIX AHTUTEN, CHELU(PUYHBIX B OTHOIICHUH
aktuBHOro ¢parmenta NRG-1, cocrosimmero u3 61 aMuHOKMCIOTHI U copepskamero HER3/4-
cs3biBarolitn 1omeH («NRG-1», R&D Systems, Munneanonuc, Munnecora). Ha @urype 2D
NIOKA3aHbl PE3YyJbTAThI aHAIN3a C TOMOLIBI0 BecTepH-ONOTTHHTA C BBISBICHUEM C IOMOIIBIO
NePBUYHBIX aHTUTEJ, CIIeU(UUHBIX B OTHOIIeHNH IgG.

[0019] Purypa 3 WIIIOCTPUPYET aHAIW3 CBA3BIBAHUS, IOKA3bIBAIOIIMM, UTO
PEKOMOMHAHTHBIN CIMUTBIA OEJIOK, OMHMCAHHBIH B HACTOSIIEH 3asBKe, CBSI3bIBAETCS C OeNKoM
HER3 (kpuBas 1, 3tam 2) 1 MOKET OZHOBPEMEHHO CBSI3bIBATHCS C aHTUTENOM npoTtuB NRG-1
(xpuBasi 1, stam 3). Cnegyer OTMETUTD, YTO B PEKOMOWHAHTHBIN CIIUTBIA OEJIOK, OMHMCAHHBIN B
HACTOsIIEeH 3asiBKe, BBOAWIIM MyTammu Fc nns mopaeneHus s¢¢exropHoit ¢yHkimu Fc
UCXOMHOHN MOCNIEAOBATEIbHOCTH aHTUTeNa, koaupyoomein HER3-cnemmduanoe anTureno, rae
yKa3aHHble MyTallUM MOTYT NPUBOAUTH K CHIXKEHMIO HEXENATeNbHONW LMTOTOKCUYHOCTU B
OTHOLIEHUU HOPMAJIbHBIX TKaHEH, dKCIpeccupyromux peuenrop HER3.

[0020] Ha @urypax 4A-D npencraBieHbl penpe3eHTaTUBHbIE rpadUKy, TTOKA3bIBAIOIINE
CPEIHIOI0 OTHOCUTEJIBHYIO CKOPOCTh pOCTa + cTaHnapTHasi ommoOka cpenHero, SEM (n=3), mis
Pa3MUYHBIX PAKOBBIX KJIETOYHBIX JIMHUN, OOpa0OTaHHBIX CIUTBIM OenkoM mAb mnporus
Her3/NRG-1 unu xoHTposbHbIMU arenTamMu. Ha @urype 4A mnokasaHa cpemHsisi OTHOCHTEbHAs
CKOpPOCTh pocTa KJeTouHOU JuHuu paka kenyaka NCI-N87. Ha ®urype 4B nokasana cpenssis
OTHOCHTEJIbHAsI CKOPOCTh POCTA KJIETOYHOM JIMHUU paka MoJjiouHoM sxene3pl MCF-7. Ha ®@urype
4C mnokazaHa CpefHsisl OTHOCHUTENbHas CKOPOCTb POCTa KIJIETOYHOM JHMHHH paka MOYEBOTrO
ny3plpsg RT-112. Ha ®@urype 4D noka3aHa cpeaHsisi OTHOCUTENbHAST CKOPOCTb POCTa KJIETOYHOU
JMHUU paka MOJIOYHOW skene3bl T47D. PekOMOWMHAHTHBIA CIUTBHIA OENOK, MPENSIOKEHHBIH B
HACTOSILIEH 3asBKe, NEMOHCTPHPYET 3HAYUTENIbHO OOJiee HU3KYK aKTUBHOCTb B CTUMYJISLIHH
nponudepanuy paKoBBIX KJIETOK Mo cpaBHeHHIO ¢ nentuaoM NRG-1 u ciuteim OGenkom mAb
GP120/NRG-1, ucrionb3yeMbIMH B KA4€CTBE KOHTPOJIS.

[0021] Durypsl SA-B WIIOCTPUPYIOT, YTO HECMOTpPsI HAa CHUKEHHBIH MOTEHLUAa B
CTUMYJISILIUM POCTa PAKOBBIX KJIETOK, PEKOMOMHAHTHBIA CIUTHIH O€JIOK, MpPeIIOKEHHBIH B
HACTOSIIEH 3asiBKE, MMOJHOCTBIO COXPaHsIeT CIOCOOHOCTh nHAYLHpoBaTh curHaiudar PI3K/AKT B
KapJUOMHOLIUTAX, JAEMOHCTPHUPYS AKTUBHOCTb, CPaBHUMYK C pekomMOuHaHTHBIM NRG-1 #u
O6enxom cmustHEsT mAb  GP120/NRG-1. ®urypa 5A mnpeacrasmsser coboii rpaduk,
nokassiBatoimii orHomenne pocho-AKT (pAKT) k obmemy AKT (tAKT) B 3aBUCHMOCTH OT
KOHLIEHTpaluy aHtuTena (B HM) B KapAUOMHOLIUTAX 4YeNIOBEKa, IIOJIyYaBLIErO JICUCHUE

PEKOMOMHAHTHBIM OEJIKOM CIHSHUS COMJIACHO H300peTeHn0o U KoHTpoisimu. Purypa 5B



npeacTaBisier co0oil pesynbTaThl aHanm3a (ochopunuposanusi AKT ¢ momompio Becreph-
ONMOTTHHra B KapAMOMHOLIMTAX YeJIOBEeKa, MOJYyYaBLIEro JieUeHHEe PEKOMOMHAHTHBIM OelKkoM
CJIUSTHUS COTJIACHO M300PETEHUI0 U KOHTPOJISIMH.

[0022] Ha ®urypax 6A-C mnokazaHo mpsiMmoe cpaBHeHue numepmsanuun HER2/4 u
HER2/3 B npucyTCTBHM peKOMOWHAHTHOTO CIIUTOrO OeJiKa, OMUCAHHOTO B HACTOALIEH 3asBKE, U
koHTpoJsiell. Ha ®@urype 6A moka3zaH NpUHLMI aHAJIU3a JIs1 BBISBJICHUS] BBI3BAHHOW JIMTAHIIOM
auMepusaimu. Ananmu3z auMepusaiuu  PathHunter, paspaGorannsiii xommanueit Eurofins
DiscoverX (®pumont, KanupopHusi) uUCHONb3yeTcs AN BBISBICHUS BBI3BAHHOW JIUTAHIOM
IMMepH3alMy BYX CyObeOMHML mapbl peuentop-numep. Pepment P-gal pacmiensien Ha 1Ba
¢parmenta, ProLink (PK) u peuentop ¢pepmenta (EA). Bbutn CKOHCTPYHPOBaHBI KJIETKU JJIS
KO3Kcmpeccun Oenka-mumenn 1, ciauroro ¢ goHopom (epmenta PK, u Oenka-mumenu 2,
ciutoro ¢ akuenrtopoMm ¢epmenta EA. Cps3plBaHHE JMraHga ¢ OZHUM O€JIKOM-MHIIEHBIO
BBI3BIBAET €r0 B3aMMOJEHCTBHE C APYTUM OEJIKOM-MULICHBIO, CTUMYJIHPYS KOMILIEMEHTAPHOE
CBsI3bIBaHHME JBYX (parMeHTOB (epMeHTa U TPUBOAA K (PepMEHTATHBHOH pEakUuu C
BBICBOOOKICHUEM XEMITFOMUHECLIEHTHOTO CUTHAJIA, KOTOPBIA BBIABISIETCS KaK OTHOCUTENIbHBIE
enuHunbl  Quyopecuenunu, win OE®. ®urypa 6B mpencrasnser coboil  rpaduk,
WUTIOCTPUPYIOIIHM, YTO PEKOMOMHAHTHBIHN CITUTHIN O€JIOK, MPEAJIOKEHHBIH B HACTOSIIEH 3asBKe,
MoskeT BbI3biBaTh aumepusanmio HER2/HER4 ¢ aktuBHOCTBIO, cpaBHUMOI ¢ NRG-1. @urypa
6C mpencrasisier coOoi rpaduK, WUTFOCTPUPYIOMIUH, YTO PEKOMOMHAHTHBIA CIIUTBHIA OeJoK,
NpeJIOKEHHbIN B HACTOsALIEH 3asBKe, 3HAUUTEIbHO MeHee akTuBeH no cpaBHeHHIO ¢ NRG-1 B
crumysupoBannu  auMepuzaunn  HER2/HER3. VkaszanHble HaOMOOeHHUs] OMOJHHUTEIBHO
NOATBEPKIAOT, YTO PEKOMOWHAHTHBIM CIHUTBIM OENOK, NMpeIoKEeHHBbIH B HACTOSIIEH 3asBKe,
COXpaHseT NOJHOLEHHbIH mnoTeHuuan B crumyssiuuu curHanuara HER2/4 NRG-1 npu
3HAYUTEJIbHOM CHIDKEHUU CTUMYJisiuu curHainunara HER2/3.

[0023] ®urypa 7 nnmoctpupyet ahGUHHOCTD CBA3BIBAHUS CIUTOrO Oenka mAb nportus
Her3/NRG-1 cornacuo uzoOperennto ¢ antureHoM HER3 nyist pasmuyHbIX BHIOB, BKJIFOYAs
4yeloBeka, 00e3bsiHy, KpbICY W MbIllb. PaBHOBecHass KoHCTaHta nuccormanuu (KD),
ompeneneHHas ¢ moMoibio aHammsa BIAcore, cocrasuser 3,13x1071° (uenosex), 3,97x1071°
(0obe3bsna), 2,68x107 (kpbica) u 2,77x10™ (MbIlIb) COOTBETCTBEHHO. JTU JaHHbIE YKA3bIBAIOT,
YTO PEKOMOWHAHTHBIN CIUTBHI OENIOK COrJIaCHO H300pETeHHI0O MMEeT CXOAHYK ah(UHHOCTH
CBSI3bIBaHUS C uejoBedeckuM U 00e3bssiHpuM HER3, Torma xak ero agpuHHOCTH B OTHOIICHUH
HER3 rpe3yHOB (KpBICBHI U MBIIIN) HUKE IPUMEPHO HA OJUH MOPSAOK BEJTHMIMHBI.

[0024] durypa 8 mnpencraBmsier coboil rpaduk, wuROCTpUpyROmUi  3hdexT
pekoMOMHaHTHOrO ciutoro Oenka Ha (pakuuto BeiOpoca (EF) Ha kpbicuHOW Momemu
CUCTOJINYECKOU CEPIeYHON HEAOCTATOYHOCTH, BBI3BAHHON NEPEBA3KON KOPOHAPHOM apTEpUU.

[0025] @uryper 9A-F npencrapnsitor coboli psim u3 6 M300paskeHUH, MOKa3bIBAOIINX
T'HCTONATOJIOTMYECKUE H3MEHEHHUs] B CTPYKType CEepAE€YHON MBIIILbI HA KPBICUHOM MOJENH
CUCTOJINYECKON CEpAEYHOU HEAOCTATOYHOCTH, BBI3BAHHOM MEPEBA3KOH KOPOHAPHOW apTEpHUH.
CepneuHble TKaHU, TpUIEXAlIHMe K OOJNACTH XUPYPrHUECKOrO BMEIIATENbCTBA, COOMpanu u

¢dukcupoBanu B 4% ¢opmanbaerusae, 3aTeM IOTOBUIM NapaUHOBBIE CPe3bl U OKPAIIHUBAJIH C



noMompo remarokcmimHa-303nHa (H&E). Ha ®urype 9A mnoxasaHa ceppedyHas TKaHb OT
JIO’KHO-ONEPUPOBAHHON KOHTPOJBHOM Kpbichl. Ha ®urype 9B mnokasaHa cepaedHas TKaHb OT
KPBICBI MOJENIN CHCTOJIMYECKON CepleYHOM HEeAOCTaTOYHOCTH, MOJy4YaBlIEH JiedeHHe
KOHTPOJIEM, MPENCTAaBIAOLIINM cobol Hocutenb. Ha ®@urype 9C nokazaHo ceppeyHast TKaHb OT
KPBICBI MOJENH CHUCTOJIMYECKONW CepAeYHONH HENOCTATOYHOCTH, IMOJydaBliel JedeHne mADb
GP120/NRG-1 (10 mr/kr). Ha ®urype 9D mnokaszaHa cepaeyHas TKaHb OT KPBICHI MOJAEIH
CHCTOJIMUECKOI CeplieyHOlN HeIOCTaTOYHOCTH, rony4aBiuei jedeane mAb npotus Her3/NRG-1
(1 mr/kr). Ha ®@urype 9E mnokasaHa cepae4yHasi TKaHb OT KPBICHI MOZENH CHUCTOJUYECKON
CepIeYHON HEeIOCTaTOYHOCTH, mojydaBuiei seuenne mAb mpotus Her3/NRG-1 (3 mr/kr). Ha
Qurype O9F mnoka3zaHa cepaedHas TKaHb OT KPBICBI MOJAENM CHUCTOJIMYECKONW CepAeYHOU
HEJOCTATOYHOCTH, Nojydasiiei Jeuenne mAb nporus Her3/NRG-1 (10 mr/kr).

[0026] Durypa 10 mpencraBnser coOol rpaduk, WUTFOCTPUPYIOIIUN OLEHKY i1 Vivo
MPOTHBOOITYX 0JIEBOH aKTUBHOCTH c HCIIOJIb30BaHUEM MOJeNH HOJKOXKHOTO
KCEHOTpaHCIulaHTara kapuuHoMbl FaDu Ha mpermax NOD/SCID.

[0027] ®urypa 11 mpencrasnsier coboil rpaduk, WILTFOCTPUPYIOIIUN U3MEHEHHUS! MaCChI
TeNa Y UMEIOIUX OIMyXOJIM MBIIIEH, MOJMyYaBIINX JeUeHHEe PEKOMOMHAHTHBIM OEJIKOM CIIMSHUS
COTJIACHO M300PETEHHIO U KOHTPOJISIMHL.

[0028] @urypa 12  mpencraBmsier  cobod  rpaduK, — WUTIOCTPUPYOLIHUI
(dapMakoKHeTHUECKUH MpOodIIb PEKOMOMHAHTHOTO CJIMTOrO Oejika y MakakoB-Kpaboenos
(IBaHCKUX MaKaKOB).

ITOAPOBHOE OITMCAHHME

[0029] CornacHo HacTosilIeMy W300pPETEHUI0, PEKOMOWHAHTHBIA CIUTBIA OeJoK,
COZEp KA MOHOKJIOHAJIbHOE aHTUTEJIO, CIUTOE C aKTHBHBIM (PparMEeHTOM H30(pOpMbI Oenka
HeliperyiauHa 1, mpUMeHsieTCsl A JIeUEHUsl Pa3JIMYHBIX CEpAEUYHO-COCYAUCTBIX CUMITOMOB U
3aboneBaHuii LieHTpanbHOH HepBHOM cuctembl (LTHC).

Onpeodenenusn

[0030] Ecnu nHOe He yka3aHO, TEXHUYECKHE W Hay4yHble TEPMHHBI, HUCIIOJIb3yeMbIE B
HACTOSILIEH 3asiBKE, MIMEIOT TAKOE JK€ 3HAYCHUE, KOTOPOe OOBIMHO MOHUMAETCS CIIELIMAIMCTAMH B
TaHHOM 00JIACTH TEXHHUKH, K KOTOPOI OTHOCHUTCS HACTOSLIee N300pETeHUSI.

[0031] B mensix uHTepHpeTallii HACTOSIIEH 3asBKU OyIyT UCTIOIB30BATHCS CIENYIOLIHE
nanee onpeneneHus. Bo Bcex ciydasx NOAXOASIINE TEPMUHBI, UCIOIb3yEeMble B €IMHCTBEHHOM
YHCciie, TAaKXKe BKIIOYAOT MHOXKECTBEHHOE YHCIO, W Haobopor. B ciyuae, xorma moGoe
OTIpeNeNIeHNe, HM3JI0)KEHHOE HIDKE, NMPOTHBOPEUUT KAKOMY-JTHOO JOKYMEHTY, BKIIFOUYEHHOMY B
HACTOSIIYIO 3asBKY IOCPEICTBOM CCBUIKH, OIpPENENICHHE, HM3JIOKEHHOe HIDKe, OyleT HUMETh
NPEeUMYIIECTBEHHYIO CUIY.

[0032] «HeiiperynuH Wiy aHaJIOrd HEHpPEryJIMHa» NPEeACTaBIBIIOT COOOH MOJEKYIbI,
KOTOpbIE MOTYT aKTHBHPOBATH I'€T€POAMMEpPHbIE MPOTEeNH-THpOo3nHKKUHA3bl ErbB2/ErbB4 nmn
ErbB2/ErbB3, Takue xak Bce nzodopmbl HeliperynuHa, otnenbHbiii EGF-nomen HeliperynmHa,
MyTaHTbl HEHpEeryJiuHa H JIOOOH THUIl HEHperyJnH-NMofOOHBIX Te€HHBIX IMPOAYKTOB, KOTOpbIE
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NPUMEHSIEMbIH COTJIACHO HACTOALIEMY H300pPETeHUI0, MPEACTABIsieT COOOHM IMOIUIMENTHUIHBIHN
¢dparmeHT uenoBeueckoro Hevperynuna 1 usodopmer B2, cogepxkammiit EGF-nonoOHbIil nomeH
U peuenrop-cesa3bBaomuii fomeH. COryacHO OJHOMY BapUaHTy peaju3aluu HU300peTeHus,
¢dbparMeHT HeilperyanHa npencrasisier co0oil akTuBHbIN Pparment. Heliperynmun-1 (NRG-1) u
ero m30(opMbl Tak)Ke HM3BECTHBI B JaHHOW oOnacTu TexHMkH kak HeiperynuH 1 (NRGI),
rimuanbHbli paktop pocta (GGF), xeperynun (HGL), HRG, HoBbIl dakrop nuddepenupoBku
(NDF), ARIA, GGF2, HRG1, HRGA, SMDF, MST131, MSTP131 u UHTPOHHBI! TPAHCKPUIIT
NRG1 2 (NRG1-1T2).

[0033] Tepmunnl «ErbB3», «ErbB3 (HER3)», «HER3» OTHOCSTCS K OTHOMY U TOMY JKe
Oenky (MM OJHOMY U TOMY K€ T€HY MPU CChUIKE Ha T€H) U MCTIOJNb3YIOTCS B3aMMO3aMEHSIEMO B
HacTosimeidl  3asBke. COrylaCHO  HEKOTOPBIM — BapHaHTaM  pealn3alud  HU300peTeHus,
PEKOMOMHAHTHBIN CIUTHIH OENOK CONEPKUT YacTh MOHOKJOHAJIBHOTO AHTHTENA, KOTOpas
cneunduyHa B otHomenun ErbB3. ErbB3 (erb-b2 peuenropnas TuposmHkmHaza 3) Takke
u3BecTHa B AaHHOU obnactu TexHuku kak FERLK, LCCS2, ErbB-3, c-erbB3, erbB3-S, MDA-
BF-1, c-erbB-3, p180-ErbB3, p45-sErbB3 u p85-sErbB3.

[0034] CornmacHo OmHOMY BapHaHTy peanu3aluu u300peTeHusi, TepMuHbl «ErbB4y,
«ErbB4 (HER4)», «<HER4» oTHOCATCSI K OMTHOMY M TOMY k€ OeJKy (MJIM OZHOMY H TOMY K€
reHy IPH CChUIKE Ha T€H) M MCIIONB3YIOTCS B3aMO3aMeHsieMO B HacTosieil 3asBke. ErbB4 (erb-
b2 penenTopHasi THPO3MHKUHA3a 4) TaK)kKe M3BECTHA B JaHHOW objacTh TexHWKU kKak ALS19 u
p180erbB4.

[0035] CornmacHo OmHOMY BapHaHTy peanu3aluu u3o0pereHusi, TepMuHbl «ErbB2y,
«ErbB2 (HER2)», «<HER2» oTHOCSTCSI K OTHOMY M TOMY k€ Oenky (WM OJHOMY M TOMY e
TeHy IPH CChUIKE Ha T'€H) U MCIIOJB3YIOTCS B3aMO3aMeHsieMo B Hactosielt 3asBke. ErbB2 (erb-
b2 penenTopHas THPO3MHKHHA3a 2) TakKe€ W3BECTHA B AaHHOW obmactu TexHuku kak NEU,
NGL, TKR1, CD340, HER-2, MLN 19 u HER-2/neu.

[0036] TepMHH «aKTUBHBII» MPU HUCIOJIB30BAHUU B HACTOSIIEH 3asBKE, OTHOCHUTCS K
bparmenTy, obOnanaroieMy OHOJOTHYECKONW AKTHMBHOCTHIO WM OHOJOTHYeCKON (yHKIUEH.
CormacHO HEKOTOPHIM BapUAHTAM peaNU3alUi H300pETEeHUs,, AKTHBHOCTh paBHA WM
npubJIMKeHa K aKTHBHOCTU O€JIKa TUKOTO TUTIA.

[0037] Tepmun «cyOBEKT» MPH HCIOJB30BAHHM B HACTOSLICH 3asBKE BKIIFOYAET, HO HE
OTPAaHUYMBACTCS YKAa3aHHBIMH, MJICKOMUTAIOLIEE, BKJIIOYAs, HANpuUMep, 4YelIOBeKa, He
NPECTaBISIIOIIEro coOON 4enoBeka nmpumara (Hampumep, o0e3bsiHY), MbIIIb, CBUHBIO, KOPOBY,
KO3y, KpPOJIMKA, KPbICY, MOPCKYIO CBHUHKY, XOMSKa, JIOLIanb, OO€3bsiHY, OBLY WU IPYroe
MJIEKOTIMTAIOLIEE, HE MPENCTaBJsIOLUIee COOOM YelNoBeKa, HE MIIEKONUTAIOIEe, BKIFOYAs,
HarpuMep, IMO3BOHOYHOE, HE MPENCTABILSIOIIEee COOONW MIIEKONHTAIOIIee, TaKOe KakK NTHLA
(HampuMep, Kypulla WJIM YTKa) WJIK pbl0a, U HE MNPENCTaBJSIOLIee COOOH MIIEKOIUTAOIIEE
6ecno3BoHouHOE. COryaCHO HEKOTOPBIM BapHAaHTAM pealu3alii H300peTeHusi, CrnocoObl U
KOMIIO3HUIMH COTJIACHO M300PETEHHUIO MPUMEHSIOTCS JJIsl JiedeHus: (MPO(IIakKTHIECKOTO W/ WTH
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TaKXX€ MOXKET OTHOCUTBCA K MAaIEeHTaM, T.€. WHAMBHIAM, OKUAAIOUIUM WIH IOJYyHYaroIluM
METUIIMHCKYIO TOMOIIb.

[0038] TepmuH «¢apmaueBTHUECKHE KOMIIO3ULMN» B HACTOSIIEH 3asBKE O3HA4aeT
KOMITO3ULIMIO, TOAXOMAINYI0 Ay (PapMaleBTUUYECKOrO NPUMEHEHHs y CyObeKTa, BKIIOYas
JKMBOTHOE WM 4esoBeka. dapmalieBTHUECKHE KOMITO3ULIMU B LIEJIOM COnepkaT 3pQeKTUBHOE
KOJIMYECTBO AKTUBHOTO areHtra (HampuMmep, pPEeKOMOMHAHTHBIX CIIUTBIX OEJKOB COTJIACHO
mobpereHno) u  (apMALEBTHYECKH  NPUEMIIEMbIi  HOCUTENb,  pa30aBUTENb WM
BCIIOMOTaTeJIbHOE BeleCTBO (Hampumep, Oydep, axbrOBaHT U T.11.).

[0039] TepmuH <«3(pPEeKTUBHOE KOJUYECTBO» O3HAYAET O3y WM KOJHYECTBO,
JOCTaTOYHOE JUIS MOJyYEHHsI JKeIaeMoro pesyibTara. JKemaeMblil pe3ysbTaT MOXKET BKIIFOYATh
OOBEKTUBHOE HJIM CYOBEKTHUBHOE YJYYIIEHHE y PELHUNHEHTa YKA3aHHOW O3Bl WM KOJIUYECTBA
(HampuMep, JUIMTENbHAS BBDKUBAEMOCTb, CHIDKEHHE KOJNMYECTBA W/WIIM pa3Mmepa OMyXOJieH,
s¢dexTuBHOE penoTBpalieHne 3a00IeBaHUs U T. 1. ).

[0040] «IIpodunakTudeckoe JleueHUe» MPEACTABIsieT COOOHM JiedeHHe, MPOBOAMMOE
CcyOBeKTy, KOTOpPBII HE MPOSBISET MPHU3HAKOB WJIM CHMIITOMOB 3a00JI€BaHHS, MATOJOTHU HIIH
MEIUIIMHCKOTO PACCTPONCTBA WM TMPOSIBISIET TOJBKO pPAaHHUE TMPU3HAKH WIH CHMIITOMBI
3a0oneBaHusl, NMATOJIOTHH WIIM PAcCTPOICTBA, TAKUM O0OPa30OM, YTO JIEUEHHE MPOBOMASAT B LIEJSIX
ocnalneHusi, TPEAOTBPALICHUSI WM CHIDKCHHS pPHCKAa pAa3BUTHS YKa3aHHOTrO 3a0oJeBaHus,
MAaTOJIOTUN WJIM MEIULIMHCKOro paccrpoiicta. Ilpodunaktudeckoe jedeHne AEHCTBYET Kak
NPEBEHTHBHOE JIeUueHHe yKa3aHHOro 3aboseBaHust wim paccrporictBa. «IIpodpumakruueckas
AKTUBHOCTB» IPENCTABISAET COOOM aKTHBHOCTb areHTa, TAKOro KaK PEeKOMOWHAHTHBIM CIUTBIN
0enoKk cornacHo M300pETeHHI0, WM COAEpIKalleld ero KOMITO3UIMH, KOTOpas NMPU BBEIEHHUH
cyOBEeKTy, HE MpOSBISIOIEMY IPU3HAKOB WJIM CUMIITOMOB MAaTOJOTUH, 3a00JNeBaHMs WU
paccTpoiicTBa (MM KOTOPBIN MPOSBISAET TOJNBKO PaHHME NMPU3HAKU WIIM CUMIITOMBI MTATOJIOTHH,
3a00eBaHNsl WIM PAacCTPONCTBA) OOJerdaeT, NMPeNOTBPAIACT WM CHIDKAET PUCK Pa3BUTHS
yYKa3aHHOW TATOJIOTWH, 3a00JieBaHUsT WM  PAacCTPOMCTBA Yy  YKa3aHHOrO CyObekTa.
«[IpopunakTuyeck TPUMEHUMbIT» areHT WM COEAMHEHHE (HampuMep, PeKOMOMHAHTHBIN
CIUTBIA OENOK COTJIaCHO HM300pPETeHUIO0) OTHOCHUTCS K AreHTy WM COEIUHEHHIO, KOTOpOe
NPUMEHHMO JUIsI OOJIerdeHHsi, NMPEJOTBPALLCHHS, JICYCHUS WM CHUKCHUS PUCKA PA3BHUTUS
NIaTOJIOTHH, 3a00JIEBaHUS WIIH PACCTPONCTBA.

[0041] «TepameBTryeckoe JieHeHUE» TPEACTABISIET COOOW JieUeHUE, MPOBOIUMOE
CyOBEKTY, Y KOTOPOrO MPOSIBJISIFOTCS CUMITOMBI HUIM MPU3HAKH MATOJIOTUH, 3a00JI€BaHUS HITH
paccTpoiicTBa, MPU KOTOPOM yKa3aHHOE JICYEHHE MPOBOMAT Ul CHUKEHHUS WIH YCTPAHEHHUS Y
YKa3aHHOTO CyOBEKTa MPU3HAKOB MJIM CUMIITOMOB IMATOJOrHH, 3a00JI€BaHUSI MJIM PacCTPOICTBA.
«TepameBTHueckasi aKTUBHOCTb» TPEACTABIsIET COOOH AKTUBHOCTh areHTa, TaKOro Kak
PEKOMOMHAHTHBIN CIUTBIN O€JIOK COrNIaCHO M300PETEHHI0, WM COIepsKallell ero KOMITO3HUINY,
KOTOpasi MPUBOJUT K YCTPAHEHHUIO WJIM CHIDKCHUIO MPU3HAKOB WM CHMIITOMOB IAaTOJOTHH,
3a00NeBaHNsl UM PACCTPONCTBA MPH BBEACHUU CYOBEKTY, CTPAJaroIleMy TAaKMMHU MPHU3HAKAMU
WM cuUMNTOMaMu. «TepameBTHYeCKH NPUMEHHMbII» areHT WIM COeOUHEHUe (Harmpumep,

PEKOMOMHAHTHBIHN CIUTBIN OEJIOK COrJIACHO N300PETEHUI0) O3HAYAET, YTO YKAa3aHHBIM areHT Uiu



COENMHEHHE TPHUMEHHMO [JIsi CHIDKEHMS, JICYeHUs] MM YCTPAHEHUs TaKUX MPU3HAKOB WU
CHMIITOMOB MMaTOJIOTMH, 3a00JI€BaHUS HJTH PACCTPONCTBA.

[0042] TepmuH «ieueHHEe pakay MPHU UCMOIb30BAHUHU B HACTOSALIEH 3asBKe, €CJIM MHOE He
yKa3aHO, O3Ha4daeT oOpaineHue, oOierdyeHne, TMOAABIEHHE NPOTrPECCUPOBAHUS WU
NPEeNOTBPALICHNE YaCTUYHO MJIM TOJIHOCTBIO POCTA OMYXOJIEH, OMyXOJEeBBIX METACTa30B WIIH
APYTHX BBI3BIBAIOIIMX pPAaK KJIETOK WM HEOIUIACTUYECKUX KJIETOK y cyObekta. TepmuH
«JIeYeHHe TMPU UCTIONBb30BAHUY B HACTOSINEH 3asBKe, €CIIM NHOE He YKa3aHO, OTHOCHUTCS K aKTY
JIeYEHUSI.

[0043] TepMuH «JieueHHE CEPAEUHO-COCYAUCTOrO 3a00NEBAHMS» TPU UCTIOIb30BAHUH B
HACTOSIIEN 3asiBKe, €CJIM WHOE HEe YKa3aHO, O3Ha4aeT MpeNOTBpalleHHe, HWHrHOMpOBaHUE,
NO/IaBJIeHHe, 3alepXKKy, oOpalleHHe WM OOJierdeHHe YaCTHYHO WJIM MOJHOCTBIO Hadvaja
PasBUTHsI  CEPIEYHO-COCYIAMCTOro 3a00jeBaHUsl WJIM  COCTOSIHUSL Y cyObekra  Wid
NPOrPECCUPOBAHUS TPEICYIIECTBYIOIIErO CEPASUHO-COCYIUCTOTO 3a00€BaHMs WIA COCTOSTHHS
WIM ero cuMmnTomMa y cyObekra. HeorpanuymBaromue mpUMepbl CepAeYHO-COCYIAUCTBIX
3a0oneBaHUl, KOTOpBIE MOJXKHO JIEUUTh C TMOMOINBI CIIOCOOOB COTIACHO H300PETEHHIO,
BKJIFOYAIOT XPOHHUUECKYIO CepIaeHHYIO HEIOCTATOYHOCTH/3aCTOHHYIO CepAEUHYIO
HenoctatoyHOCTh (3CH), ocTpyro cepaedHyro HemoCTaTO4YHOCTH/MHGpapkT Muokapaa (M),
CHCTOJIMYECKYIO TUCHYHKLHUIO JIEBOTO JKENYA0YKa, penepPy3noOHHOE TOBPEKICHUE, CBI3AHHOE C
WM, BbI3BaHHYIO XMMHOTEpaNnueil KapAnOTOKCUYHOCTD (Y B3POCIIOro WK peOeHKa), BbISBAHHYIO
paguanyiell KapOUOTOKCHYHOCTb, a TakXke JIeYeHHWE B JOMOJHEHHE K XHUPYPTUUECKOMY
BMELIATENIbCTBY TMPH BPOXISHHOM 3a00jeBaHMM cepaua y neredd. HeorpaHumuusaroiiye
HpPUMEpbl CHMIITOMOB CEPAEYHO-COCYTUCTOrO 3a00JI€BaHMsI BKIIIOYAIOT 3aTPyIHEHHOE JbIXaHUE,
Kamenb, OBICTpHI HAaOOp Beca, OMyXaHHE HOI, TOJIEHOCTONOB U OpPIOIIHOM TOJIOCTH,
TOJIOBOKPY’KEHHE, YTOMIIIEMOCTb, Cl1abOCTh, BEPTUrO, OOJb B TPYAHOW KIeTKe, OOMOpOK
(cunkomy), Ttaxukapauro U Opagukapauto. CrocoObl  OmnpeneseHHs NPOrpecCUPOBAHUS
CepIeYHO-COCYANCTOro 3aboneBanuss U SPPEKTUBHOCTH JieueHUss OYAyT JIETKO TOHSTHBI
CTMIELMANNCTY B JaHHOH oOmacTh TexHUKH. Hampumep, mporpeccupoBaHue pPasIHYHBIX
CEepaeYHO-COCYANCThIX 3a00JIeBaHUIT MOJKHO OMNpENEUTh Ha OCHOBE (pakiu BBIOPOCA,
snextpokapaunorpammbl (DKI), X0ATEpPOBCKOr0 MOHUTOPUPOBAHUS, 3XOKAPIHOIPAMMBI, CTPECC-
TecTa, KopoHaporpaduu, CKAHUPOBAHKSI CEPLIa ¢ TIOMOIIBIO KoMIbloTepHoi Tomorpaduu (KT)
W BU3yaJIM3alUU Cep/Ia C MOMOIIBI0 MAarHUTHOTO pe3onanca (MPT).

[0044] TepMmuH «JieueHHe CBSI3aHHOTO C LeHTpaibHOU HepBHOU cucremoit (IHC)
3a00JieBaHMsI» MPU KCIOJNb30BAHUM B HACTOSINEH 3asBKE, €CIM MHOE HE YKa3aHO, O3Hadaer
cnocod MpenoTBpalleHus, WHTHOUPOBAHUS, TONABJICHHS, 3aJePKKH, OOpalleHHs WIn
o0JierdeHusi YaCTHYHO WJIH TIOJHOCThIO Haudana pa3Butus cszanHoro ¢ [THC 3aboneBanus nnm
cocrosiHusi y cyObekra. Tepmun «iedenue cpsizanHoro ¢ L{HC 3aloneBaHusi» Takke MOMKET
O3Ha4aTh OOpalleHue, 3aMelJICHHe WIH OO0JIerdeHre APYruM O0pa3oM MPenCyIleCTBYIOIIETo
cesizanHoro ¢ I[HC 3a0oneBaHMst WM COCTOSIHUSI WIM €ro cHUMIToMa. HeorpaHuuuBarouive
npumeps! cBsizaHHbIX ¢ LIHC 3a0oneBanuii min COCTOSIHUHN, KOTOPbIe MOKHO JIEYHTh C TIOMOLIBIO

croco0OB COrjIacHO H300peTeHUI0, BKIIIOYAIOT aMuorpoduueckuii 0okoBoit ckiepo3 (ABC),
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6one3ub IlapkuacoHa, Oone3Hp AublLreiiMepa, mapannd besta, STHISTICHIO U 3TIHJICITHYECKIE
npunaaky, cunapoM I'miieHa-bappe, HHCYJIbT, TpaBMaTU4YECKOE MOBPEXIEHUE MO3ra,
MHOKECTBEHHBIN CKJIepo3 miau ux komOuHaimio. Jledenue cesasanHbix ¢ L[HC 3aboneBanmii
MOJKET YJy4llaTh WJIN NPEOTBPALaTh CUMITOMBI, TAKHE KaK TPEMOp, PAJUKUHE3Ns, )KECTKOCTD
MBIILIL], TIOTEPs] PABHOBECHUs, HAPYLIEHHE OCAHKM, W3MEHEHHs] peud, MOTepsl ABUTATEIbHOTO
KOHTPOJIS, Mapajuy, 3aTPyAHEHHOE IJIOTAHUE, MBIIIEYHbIE CYJOPOTH, OSIWICNTHYECKHUE
NPUNAJKH, TOTEPs MAMATU U CIyTAHHOCTb CO3HAHMS.

[0045] TepMuHBI «MOAEHTHYHBII WM IPOLEHTHAS UACHTHYHOCTH» B KOHTEKCTE JBYX
win OoJiee MOCIeNOBATEIbHOCTEH HYKJICUHOBBIX KUCJIOT WM MOJHUIENTHIOB OTHOCSTCS K JIByM
win  Ooyiee TMOCHENOBATEIBHOCTSIM WJIM  CYOIOCIEAOBATENIbHOCTSIM, KOTOPBIE  SIBIISIFOTCSI
OJIMHAKOBBIMH WJIM UMEIOT TOYHO OTpeAeNIeHHbIM MPOLEHT HYKJIEOTHIOB UM AMUHOKHCIOTHBIX
OCTaTKOB, KOTOpbl€ SIBISIOTCS OJUHAKOBBIMU IPHU CPAaBHEHUU U BBIPABHUBAHUU I
MaKCUMaJIbHOTO  COOTBETCTBUS. Jnsa  omnpeneneHuss — MNPOLEHTHONM — WAEHTUYHOCTHU
NIOCJIEZIOBATEIbHOCTH BBIPABHUBAIOT JJISl ONITUMAJIBHOTO CPAaBHEHUsI (HANPUMep, MOKHO BBOJIUTH
NPONYCKH B MEPBYK MOCIEAOBATENBHOCTh AMHHOKHUCIOT WM HYKJIEHHOBBIX KHUCJIOT IS
ONTHUMAJIBHOIO BBIPABHUBAHMS CO BTOPOM MOCJIEAOBATEIBHOCTBK) AMUHOKUCIOT WU
HYKJICMHOBBIX ~KHCJIOT). 3aTeéM NPOBOISIT CpPaBHEHHE AaMHUHOKHCIOTHBIX OCTAaTKOB HIIU
HYKJIEOTUJIOB B COOTBETCTBYHKOILIUX IOJIOXKEHUSIX AMUHOKUCJIOT WIH Hykjgeotunos. Korga
MOJIOXKEHUE MEPBOM IMOCIEA0BATEIbHOCTH 3aHATO TEM € AMHUHOKHMCJIOTHBIM OCTATKOM WM
HYKJIEOTUJOM, YTO U COOTBETCTBYIOLIEE IOJIOKEHUE BO BTOPOU MOCIENOBATENBHOCTH, TOTAA
MOJIEKYJIbl SIBJIIIOTCS WMJEHTHUYHBIMU B YKa3aHHOM MosokeHUH. IIpoLieHTHas MAEHTHYHOCTb
MEXAY JABYMs IOCJIEAOBATENbHOCTSMU MPEACTaBisAeT cOO0H (PYyHKIMIO 4YMCia TOJOXKEHUH,
WIEHTUYHBIX sl 00eux mocienoBareibHocTeil (T.e. % WIEHTUYHOCTH = # WACHTHYHBIX
HoJIOKeHUI/ o01mee # monokeHui (Hampumep, nepexpbiBaronirecs: nonoxkeHus)x 100). CornacHo
HEKOTOPbIM BAapUaHTaM pealn3aliu H300peTeHus, JBe MOCIEAOBATEIBHOCTH HMEIOT
OZIMHAKOBYIO JUIMHY.

[0046] TepMuH «IO CyIIECTBY MAEHTHUYHbIE» B KOHTEKCTE JBYX HYKJIEUHOBBIX KHCJIOT
WIH TOJNUMENTHAOB OTHOCHUTCA K JABYM WM Oojiee  MOCHENOBATEIbHOCTSAM  HIIU
cyOmocie0BaTeIbHOCTSIM, KOTOPbIE HIEHTHYHBI 10 MeHbInel Mepe Ha 90%, Mo MeHbLIelH Mepe
Ha 91%, mo meHbIel Mepe Ha 92%, o meHblei Mepe Ha 93%, o MeHblIel Mepe Ha 94%, 1o
MeHbIlel Mepe Ha 95%, nmo MeHbluel Mepe Ha 96%, no MeHbliel Mepe Ha 97%, MO MeHbLIeH
mepe Ha 98% wnu o MeHbmel Mepe Ha 99% (HampuMmep, Kak ONpeneeHO ¢ HCIOb30BAaHHEM
OJTHOTO M3 CIIOCOOOB, M3JIOKEHHBIX HUKE).

[0047] ITpu uCTIONB30BAHUH B HACTOSIICH 3asBKE TEPMHH «CBSI3BIBAETCSY, «CHIE(UIHO
CBSI3bIBACTCS)» WIIM SIBIIIETCSl «CHEUU(UYHBIM B OTHOIIEHHHM» OTHOCHTCS K H3MEPUMBIM H
BOCIIPOM3BOANMBIM B3aUMOJIEHCTBUSM, TAKUM KaK CBS3bIBAHHE MEXAY MMILIEHBIO U AHTUTENIOM,
KOTOpOE OIpeAesseT Haludhe MUILIEHU B MPUCYTCTBUU TI'€TEPOr€HHOM MOMYyJISILUU MOJIEKYJ,
BKJIFOYasi OMOJIOrHUecKre MOJIEKyJ bl Hanpumep, aHTUTENO, KOTOPOe CIEU(PHIHO CBSI3bIBACTCS
C MUIIEHBIO (KOTOpas MOXKET IMPENCTaBIATh COOOHM 3MUTOI) MPEACTaBIsSeT COOOH aHTHUTENO,

KOTOpOE CBSI3bIBAETCS C YKA3aHHOM MUIIEHBIO ¢ OoJiee BBICOKOH a((PUHHOCTBIO, aBHIHOCHTIO,
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Oonee ynerko w/unau ¢ OOJNbIIEH MPOTOILKUTENBHOCTBIO 0 CPABHEHUIO C €r0 CBSI3bIBAHUEM C
apyrumu  mumieHsMd. COrjjacHO OAZHOMY BapHaHTy pealu3alud H300peTeHHs, CTeleHb
CBSI3bIBAHUS AHTUTENA C HECOOTBETCTBYIOLIEH MHIIEHBIO COCTABIsIET MeHee mpuMepHo 10% ot
CBSI3bIBAHUS AHTHUTENA C MHUINEHBIO, HApUMep, MO pe3yibTaTaM H3MEpPEHHs C ITOMOIIBIO
pamnonmmyHoaHanusa (PUA). CornacHO KOHKDETHBIM BapHaHTaM peau3aluy HU300peTeHus,
AHTUTEJIO, KOTOpPOe CHEeLU(UYHO CBA3BIBAETCS C MHIIEHBIO, UMEET KOHCTAHTY IHCCOLUAINU
(Kd), cocrapmsromnyro < 1 MxM, < 100 eM, < 10 uM, < 1 oM mm < 0,1 HM.

[0048] CormacHO KOHKPETHBIM BapUaHTAM peaju3alid H300pETeHHs], AHTUTEJNO
CHeUrU(pUIHO CBS3BIBAETCS ¢ OEJKOBBIM SMUTONOM, KOTOPBIH SIBISIETCS KOHCEPBATHBHBIM CPEIU
OenkoB 3 pa3HbiXx BHIOB. COriacHO JpyroMy BapHaHTy peaju3aluu H300peTeHus,
creun(pUIHOE CBSA3BIBAHHE MOKET BKIIFOYATh, HO HE TPEOYeT HCKITFOYUTEIBHOTO CBS3bIBAHUS.

[0049] Tlpu wuCHONB30BAHMM B HACTOSINENH 3asiBKe ymnoTpeOJieHHe TepMUHA B
€IMHCTBEHHOM YHCJIE BKJIFOYAIOT CChUIKY HA MHOKECTBEHHOE YHCIIO YKa3aHHOTO TEPMHHA, €CITH
MHOE SIBHO HE CIIEAYET M3 KOHTEKCTa. TakiuM oOpa3oM, HarmpuMmep, CChIIKa Ha KHEHPETYJIHHY» I
«TENTU], HEUPEryJINH» BKIFOYAeT CMECH TaKUX HEUPEryJMHOB, M30(OpM HEeUperyinHa u/uiu
HeWperyInH-MoA00HbIX nojunenTuoB. CChlUTKa Ha JIEKAPCTBEHHYIO (OPMY» HIIU «CIIOCOO»
BKJIFOYAET ONHY WM OoJiee JIeKapCTBEHHBIX (HOPM, COCOOOB W/HIIM 3TAMOB TAKOTO THIA, KaK
OINHMCAHO B HACTOSINIEH 3asBKe W/WIJIM OYEBUIHO CIIEUAINCTAM B JAHHOH OONACTH TEXHUKHU TPH
NPOYTEHUH HACTOSIIIETO H300PETEHHUS.

[0050] TepMuH «ONMUNENTU» OTHOCUTCS K MOJUMEPY AMUHOKHUCIIOT U €10 SKBUBAJIEHTY
U HE OTHOCUTCA K KOHKPETHOH IJIMHE MPOAYKTA, TAaKUM 00pa3oM, «IENTHIbD U «OeIKn»
BKJIIOUEHBI B omnpeaeneHue nomunentuna. OnpeneneHne «IOJUIENTHAbD BKIOYAET TaKKe
«aHTUTENAa», KaK OINpPENeNIeHO B HACTOsIIeN 3asiBKe. «YYacTOK IOJMIENTHAA» OTHOCUTCS K
CErMEHTY TOJIMIENTHA, KOTOPBIH MOXKET CONep KaTh, HAPUMEp, OOUH WK 0ojee TOMEHOB WN
MOTHUBOB (HampuMep, MOJUIENTUIHbIA y4aCTOK aHTUTENa MOXKET COJAep KaTh, HANPUMED, OJUH
win Oojiee ONpenessIoUNX KOMIUIEMEHTAPHOCTh y4acTkoB (complementarity determining
region, CDR). TepmuH «}pparMeHT» OTHOCHUTCS K HaCTH MOJUIENTHAA, MPEANOUYTUTEIbHO
cozepxkaiiel no MeHblueid Mepe 20 unam no MeHbuied Mepe S50 ciaeayromMX APYr 3a APYroMm
AMHHOKHCJIOT YKa3aHHOTO TOJIUTIENTHAA.

[0051] Ecnu wHOe He cjenyer M3 KOHTEKCTa, «IPOM3BOMHOE» MPEACTaBISET COOOM
NOJIMIENTH WIH ero (parMeHT, CoAep:Kalluii OogHy Wiu Oojiee He KOHCEPBATHBHBIX HIIU
KOHCEPBATHUBHBIX AMHUHOKHCIOTHBIX 3aMEH IO CPaBHEHUIO CO BTOPBIM TOJIUIMENTHIOM (TaKKe
Ha3bIBAEMBIM «BapUAHTOMY);, WJIH TOJHIIENTHI WIH €ro (parMeHT, KOTOpbIi Moau(HIHNpPOBaH
NyTeM KOBAJIEHTHOTO TPHUCOEAMHEHHUs] BTOPOH MOJIEKYJIbl, HalpuUMep, MyTeM NPUCOEAMHEHUs
TeTEPOJIOTUYHOTO  TOJHIIENTHAA WJIM TNyTeM  T[JIMKO3WJIMPOBAHMS,  AlEeTUIMPOBAHUS,
dochopunmpoBanuss u 1.4 OnpeneneHne <«IPOU3BOAHOE» TAKXKE BKIIOYAET, HANpUMep,
MOJIMNENTHIBL, COAep:Kallue OIWH Wi Oojiee aHAJOroB aMHUHOKHCIOT (Hampumep,
HETIPUPOIHBbIE AMMHOKHUCIOTHI W T.A.), TOJUNENTHAbl C HE3aMEIIEHHBIMU CBSI3SIMH, & TaKXKe
APYTUMH MOIU(PUKALMSIMH, U3BECTHBIMH B JaHHOW OOJIACTH TEXHUKH, KaK MPUPOAHBIMH, TaK U

HEIIPUPOAHBIMHU.
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[0052] «BblmeneHHBIN» MMOJUMENTUI NPEACTABISET COOOW TMOJUMENTHI, KOTOPBIH
UIEHTUQULUMPOBATM U OTHASNWIN W/WIM BOCCTAHOBWJIM W3 KOMIIOHEHTOB €ro HPUPOAHOIO
okpy>keHHs.. KOMITIOHEHTBI NMpHMeCH W3 €ro NPUPOIHOTO OKPYXKEHMs MPEACTaBIAIT COOOM
Marepuaibl, KOTOpblE MEIIAIOT IHArHOCTUYECKOMY WM TEpaneBTUYECKOMY IPUMEHEHUIO
HOJIMNENTHAA U MOTYT BKJIFOUaTh (PEPMEHTBI, TOPMOHBI M JIpyrue OeIKOBble WM HEeOEeIKOBbIE
pacTBOpbI. BhIneneHHbII MONMUNEeNnTH ] BKIIOYAET BbIIEIEHHOE aHTUTENIO WIN ero ()parMeHT M
IIPOU3BOAHOE.

[0053] TepMuH «mIpUMEpPHO» MPU HUCTOJIB30BAHMH B HACTOSIIEH 3asBKE O3HA4YaeT B
KOJIMYECTBEHHOM BBIPAKEHUH IUIFOC WM MHUHYC 5% WM, COIMNIacCHO JpYyroMy BapuUaHTy
peamuzarmu  u300pereHus, IIOC Wi MuHyC 10% wWiIu, COTIacHO ApPYroMy BapHAHTY
peamMzanu  M300peTeHHs], IUIIOC Wik MUHYC 15% WM, COracHO ApPYyroMy BapHaHTY
peanu3anuu u300peTeHusl, TWIFC Wi MUHYC 20%.

[0054] Ecnu nHOE He yka3aHO, BCE TEXHUUYECKHE U Hay4YHblE TEPMUHBI, UCIOJIb3YEMbIE B
HACTOSIIEH 3asBKEe, UMEIOT TaKOe K€ 3HAaueHHe, KaK OOBIYHO IMMOHMMAETCs CIEeLUAINCTOM B
TaHHOW OOJIACTH TEXHHKH, K KOTOPOH OTHOCUTCs m3oOpereHne. HecmoTpst Ha TO, 4TO JrOOBIE
croco0bl U MaTepHalbl, MOAOOHbIE UM SKBUBAJIEHTHBIE CIOCO0aM M MaTepHasaM, OITMCAHHBIM B
HacTosilel 3asBKe, MOTYT HCIOJNb30BAaThCsl INPU TNMPAKTUYECKOM OCYINECTBICHUM WU IIpU
TECTHPOBAHUHU HACTOSILETO M300PETEeHHs], B HACTOALICH 3asBKE OMUCAHBI MPEANOYTHTEIbHbIC
croco0bl M Marepuaibl. Bce myOnmukaiyy, ynoMsiHYTble B HACTOSIIEH 3asBKE, BKIIIOUEHBI B
HACTOSILIYIO 3asiBKY IIOCPEACTBOM CCBUIKHU B LIEJISIX PACKPBITHS M ONUCAHUS MaTepuaa, B CBA3H C
KOTOPBIM yKa3aHHasI CChIJIKA Obljla LUTUPOBAHA.

Pexombunanmnotit caumlii 6en1ox - Anmumeno

[0055] CornacHo HacrosimeMmy H300pETeHHIO, MPUMEHSETCS PeKOMOWHAHTHBIN CIIUTHIH
Oenok, conmeprkaluii MOHOKJIOHAJIBHOE AaHTUTENO, CIUTOE C (parMeHTOM H30(pOopMbI Oenka
HeliperyiauHa-1 1 TOpUMEHEHHs [JUIsl  JIEYEHHs] PA3JIMYHbIX CEePACYHO-COCYAMCTBIX H
HEBPOJIOTHUECKUX CUMNTOMOB. COrJIaCHO THIHMYHBIM BapHaHTaM peajH3alHuu H300peTeHHUs,
aHTuTeno spisiercs cnenudanbiM B oTHOIIeHnu ERBB3 (HER3).

[0056] IIpu wCHONB30BaHUU B HACTOALIEH 3asiBKE, TEPMHUH «AHTUTEJIO» OTHOCUTCS K
Oenky, conepskamieMy OAMH WM Oojiee TOJHIENTHIOB, MO CYIIECTBY WJIH YaCTUYHO
KOIUPYEMBIX T€HAaMH HMMYHOTJIOOYJIMHA WM (PparMeHTaMd TE€HOB HMMMYHOIJIOOYIIHMHA.
H3BecTHBIE T€Hbl IMMYHOTJIOOYJIMHOB BKJIFOYAOT T'€HbI KOHCTAHTHBIX YYaCTKOB Karma, JsMOa,
anbda, raMma, AENbTa, STCHJIOH U MIO, a Takke OOJbIIOE KOJHYECTBO I'€HOB BaPHAOENbHBIX
YYaCTKOB HMMMYHOTJIOOyinHA. Jlerkue menu kiacCHQUUUPYIOTCS KakK Karma Wi JsiMOza.
Tsoxenble ey KIaCCUPUIUPYIOTCS KaK raMMma, MO, aib(a, AeIbTa WIN SICHIOH U, B CBOIO
ouepenb, ONPENeNsIoT Kiacchl uUMMyHornmoOymuHoB - IgG, IgM, IgA, IgD wu IgE
COOTBETCTBEHHO. THMHMYHASI CTPYKTYpHAs €AMHUIA MMMYHOTIJIOOyJIMHA (HArpuMep, aHTHUTENa)
conepkuT Terpamep. Kaxblil TeTpamep COCTOMT U3 [BYX WACHTUYHBIX Nap MOJIUNENTHUIHBIX
Lenel, rae Kakaas napa UMeeT OOHY «JIEeTKyro» (mpumepHO 25 k/la) ¥ OfHY «TSDKENy» Lenb
(mpumepro 50-70 kJla). N-koHel Kaxxaol Lenu omnpenenseT BapuabeNnbHBIH YYacCTOK,

comepkammii mpumepHo ot 100 mo 110 wmim Oosee aMUHOKHCIIOT, OTBEYAIOIINX TJIABHBIM
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o0pa3oM 3a pacro3HaBaHUE AHTUTEHA. |epMHHBI BapHalenbHbIi yuacTok Jerkoil nernu (VL) u
BapuabenpHbIN yuacTok Tspkenod nemu (VH) OTHOCATCA K YKa3aHHBIM JIETKUM M TSDKEIIBIM
LIETISIM COOTBETCTBEHHO.

[0057] AHTHTENA CYIIECTBYIOT B BHJI€ HHTAKTHBIX UIMMYHOIJIOOYJIMHOB HIIU B BUZIE P
XOPOLIO OXapaKTePU30BAHHBIX (PPAarMEeHTOB, MOJYUEHHBIX IMyTEM IEPEeBAPUBAHUS C MOMOIIBIO
pasnMuHBIX renTuaas. Takum o0pa3oM, HampHMep, MENCHH IepeBapuBAET AHTHTENO HIKE
IUCybQUIHBIX CBs3EH B IIAPHUPHOM ydacTke ¢ mony4deHueM F(ab')2 - numepa Fab, kotopsiit
caMm 1o cede SIBJIETCsI JIETKOM Lenbto, npucoenuneHHor kK VH-CHI ¢ nomomsto aucynb¢uaHon
ces3u. F(ab')2 moker OBITh BOCCTAHOBJEH T@pPH MSTKUX YCJIOBUSIX C  pa3pylIeHUEM
IUCYJIbGUAHON CBS3U B IIAPHUPHOM y4YacCTKe, MPHUBOISIINAM, TAKUM O00pa3oM, K MPEeBPAIIECHHUIO
mimepa F(ab')2 B monomep Fab'. Monomep Fab' mo cymectBy mpeacrasisier coboii Fab ¢
YaCThIO IAPHUPHOTO y4yacTka (aisi Oosiee mogpoOHOTO OMMCAHUS OPYTUX (ParMeHTOB aHTHTEI
cMm. Fundamental Immunology, W. E. Paul, ed., Raven Press, New York (1999)). Torna kak
pasnuuHble (ParMEeHTbl AHTHUTENA ONPEACISIFOTCS Ha OCHOBE IePEBAPUBAHHUS HHTAKTHOTO
aHTUTENA, CIEIMANICTy B JAHHOW OOJIaCTH TEXHMKH OyIeT OYEBUIHO, YTO Takue (pparMeHTsl
Fab’' u T.1. MOryT OBITE CHHTE3HUPOBAHBI de 10VO XUMHUYECKUM IyTEM WM C HCIIOJb30BAaHUEM
merona pekomOuHanTHOH JIHK. Takum 00Opas3om, TEpMUH «aHTUTENO» NPHU HCIOJB30BAHUU B
HACTOSAIIEH 3asBKE TaKXKe BKJIIOYAeT (PparMeHThl AaHTHTENA, JHOO TIOJNyYeHHBIE IyTEM
MoOAU(UKAIMY [EJIOr0 aHTUTeNa, JHOO CHHTE3UPOBAHHBIE de 110VO C NCTIONb30BAaHHEM METOJIOB
pexomOunanTHOH JIHK. AHTHTEna BKIIOYAIOT OAHOLETIOYEYHbIE AHTHTENA, BKJIOUAs
ogHouenovyeunsle Fv-anturtena (sFv unu scFv), B xoTopbix BapmaOenbHbIN y4acTOK TsDKEION
Henu M BapuaOenbHBIN y4YacCTOK JIETKOH Lenmu oObeqUHEHbI BMecTe (IPSAMO WM uepes
NeNTUIHBIN JIMHKEp) ¢ O0pa3oBaHHEM HENPEepBIBHOTO MOJHIENTHAA. AHTHTENA BKJIOYAIOT
OIHOIOMEHHBIE AHTHTENA, KOTOpbIE conmepkaT (parMeHT aHTUTENd, COCTOSIIUA W3 OIHOrO
MOHOMEPHOT'0 BapuabeIbHOro JOMEHA aHTHTENA, KOTOPBIH CIIOCOOEH CBA3BIBATHCS CENIEKTHBHO C
JIOMEHOM aHTHreHa. [Ipumeprl OTHOAOMEHHBIX aHTUTEN BKIOYaoT ¢pparmentel VHH, koTopsie
ObLIM UCXOHO BBIIENIEHBI U3 BEPOIIIOOBBIX.

[0058] JlomeH aHTuTeNa CIUTOro Oejika HEoOS3aTeNbHO CONEPIKUT BCKO WMIIM YacCTh
MOJIEKYJIbl UMMYHOTJIOOYJIMHA U HEOOS3aTEeJIbHO COMEPKUT BECh WJIM YacThb BapuabeIbHOro
y4acTKka UMMyHOMIOOyinHa (T.€. 00nacTh crneun(pUIHOCTH UIsl CBSI3AHHOTO € 3a00JieBaHHEM
AHTUTE€HA) U HEeOoOs3aTeNIbHO COAEPIKUT YYACTOK (YYaCTKH), 3aKOJUPOBAHHBIN TeHOM V W/Hiu
reHoM D w/unu reHowm J.

[0059] Kak obbsicHsiercst Bbime (cM. OmnipenesieHus], BbIIIE), AHTUTENA, HUCIOIb3yeMbIE B
HACTOSIIEH 3asiBKe, HeoOs3aTenbHO BKtouaroT F(ab)2, F(ab')2, Fab, Fab', scFv, onHOmoMeHHbIe
aHTUTENA U T.JA. B 32aBUCHMOCTH OT KOHKPETHBIX TPEOOBaHHMI COTJIACHO BAPHAHTY peaN3aLlUuH
m3o0perenns. CornacHO HEKOTOPbIM BapHAaHTAM peajH3aliid HU300pPETeHUs, HCIIONb3YIOTCS
Oenku cnusHUs, copepkamue gaomeHel IgG. OpHako pApyrue BapuaHTBl pealu3alin
n300peTeHNs BKIIOYAOT albTePHATUBHBIE UMMYHOIJIOOYIUHEL, Takue kKak IgM, IgA, IgD u IgE.
bonee Toro, Bce BO3MOXKHBIE H3OTHIIBI PA3JIUYHBIX MMMYHOIJIOOYJIMHOB TaKK€ BKIIFOUEHBI

COIJIACHO BapHaHTaM pealu3aliy HacTosuiero usodperenus. Takum obpasom, Bce u3 IgGl,
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IgG2, IgG3 u T.A. MpencTaBisAOT COOON BO3MOKHBIE MOJIEKYJIBI B JIOMEHAX CIUTBIX OEJKOB
AHTUTEJIO-UMMYHOCTUMYJISITOP, UCIIOJIB3YEMBIX COTNIACHO M300peTeHunio. [IoMuMO BO3MOKHOCTH
BBIOOpa THMA M W30THIIA UMMYHOIJIOOYJIMHA, Pa3ndHble BAPUAHTHI peaU3alli U300peTEeHUs
BKJIFOYAIOT PA3JIMYHbIE IAPHUPHbIE YYaCTKU (MK MX (PYHKLMOHAJbHbIE SKBUBAJEHTHI). Takue
IIAPHUPHBIE YYaCTKU OOECHEeUMBAIOT MOABHMXKHOCTD MEXIY Pa3IMYHBIMH JAOMEHAMH CIUTBIX
OenkoB aHTUTENO-MMMyHOCTHMYJsiTop. Cwm., Hampumep, Penichet, et al. 2001 «Antibody-
cytokine fusion proteins for the therapy of cancer» J Immunol Methods 248:91-101.

[0060] CormacHo HEKOTOpPbIM BapHaHTAM peanu3anuu H300peTeHus, mAb, KOTOpoe
COIEPKUTCST B PEKOMOMHAHTHOM Oe€JKe CIHSHHUS —COIJIACHO HW300PETeHHIO,  SIBJISETCS
MoHocrneruduuHbiM B oTHowenuu ErbB3 (HER3).

[0061] Yenoseueckwit HER3 (ErbB-3, ERBB3, c-erbB-3, c-erbB3, penentopHas
TUPO3UH-TIPOTENMHKHHA3a erbB-3) komupyeT wieH ceMeicTBa pPEeLEenTOPHbIX THUPO3UHKHUHA3
peneniropoB snuaepMaibHOro ¢gakropa pocra (EGFR), koropoe Takxke BkmrouaeTr HER1 (Takke
m3BectHbIll kak EGFR), HER2 u HER4 (Kraus, M H. et al, PNAS 86 (1989) 9193-9197;
Plowman, G.D. et al, PNAS 87 (1990) 4905-4909; Kraus, M.H. et al, PNAS 90 (1993) 2900-
2904). TlogoOHO  MPOTOTHUIIHOMY  PEUEeNTOpy  JMUAEepMAIbHOrO  (akropa  pocTa,
TpaHcMeMOpanubiii  peuentop HER3 cOCTOMT W3 BHEKJIETOYHOTO JIMTAHJI-CBSI3BIBAOLIETO
nomena (ECD), nomena numepusaumu B mnpepenax ECD, TpancmMeMOpaHHOrO JOMEHa,
BHYTPUKJIETOYHOTO MNpoTenH-Tupo3uHKuHa3Horo npomeHa (TKD) wu C-xoHumeBOro nomeHa
dochopmnnposanms. YkazaHHbI MeMOpaHocBsizaHHbI Oenok HER3  comepxur nomen
ces3piBanus xeperyanHa (HRG) B mpenenax BHEKJIETOYHOTO JOMEHA, HO HE AaKTHUBHBIN
KWHa3HBIA 1OMeH. Takum o0pa3oM, OH MOXKET CBA3bIBaTh YKa3aHHBIN JIMTaHJ, HO HE MepenaeT
CHTHAJ B KJETKYy nocpenctsoM (ocopunupoBanus Oenka. OnHako oH  (opmupyet
reteponumepbl ¢ apyrumu 4ieHamu cemeiictBa HER, koropble o0namaroT KHHA3HOM
aKTUBHOCTBIO. ['eTepomumepusanusi NPUBOAUT K AKTUBALMU OINOCPEIOBAHHOIO PELENTOPOM
CHUTHAJIBHOTO MyTH U TPaHC(HOCHOPUITUPOBAHHIO €r0 BHYTPUKJIETOUHOTO AoMeHa. OOpa3oBaHue
nuMmepa mexay wieHamu cemerictsa HER yBennmuusaer curnanbaeiii norenuuan HER3 u moxer
NPUBOJIUTh HE TOJBKO K JAMBEPCH(HMKALMN CHUTHAJNA, HO TaKXke K aMIUIM(HUKALUN CUTHANA.
Hamnpumep, rereponumep HER2/HER3 unnynmpyer onuH u3 Haubojiee BaXKHBIX MUTOTEHHBIX
curHasioB 4yepe3 nytb PI3K u AKT cpenu unenos cemeiicrea HER (Sliwkowski M. X, et al, J.
Biol. Chem. 269 (1994) 14661-14665; Alimandi M, et al, Oncogene. 10 (1995) 1813- 1821,
Hellyer, N.J, J. Biol. Chem. 276 (2001) 42153-4261; Singer, E., J. Biol.

[0062] CornmacHO OmHOMY BapHaHTy peajH3allid H300pEeTEeHUs], YeJOBEYECKUH OeoK
ERBB3 copepxuT Clenyrlyrd aMHHOKHCJIOTHYH MOCIENOBATEIbHOCTb, MNPEMJIOKEHHYIO B
GenBank AAH02706,1 u onucannyto B SEQ ID NO: 1:

[0063]
MRANDALQVLGLLFSLARGSEVGNSQAVCPGTLNGLSVTGDAENQYQTLYKLYERCE
VVMGNLEIVLTGHNADLSFLQWIREVTGY VLVAMNEFSTLPLPNLRVVRGTQVYDGKF
AIFVMLNYNTNSSHALRQLRLTQLTEILSGGVYIEKNDKLCHMDTIDWRDIVRDRDAEI
VVKDNGRSCPPCHEVCKGRCWGPGSEDCQTLTKTICAPQCNGHCFGPNPNQCCHDECA
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GGCSGPQDTDCFACRHFNDSGACVPRCPQPLVYNKLTFQLEPNPHTKYQYGGVCVASC
PHNFVVDQTSCVRACPPDKMEVDKNGLKMCEPCGGLCPKAF (SEQ ID NO: 1). Cnenyer
noHumMath, 4to nocienoBarenbHocTs ERBB3 (HER3), Ha KOTOpPYIO HaLEJIeHO AHTUTENO B
COOTBETCTBHM CO CIOCOOAMU M KOMIIO3MLMSAMHU COTJIACHO HACTOSIIEMY H300pETEHHI0, MOXKET
NPENCTaBISITh COOO0H N30Mep, rOMOJIOT WK BapuaHT nocienosatensHoctd SEQ ID NO: 1.

[0064] CornacHO OJHOMY BapHaHTy peaju3aluyu n300peTeHus, mAb peKOMOMHAHTHOTO
ciuroro Oenka, MPeayioXKEHHOTO B HACTOSIIEH 3asiBKe, IpeacTasisier codoii mAb nporus Her3,
kotopoe uHruoupyet curHanuHr NRG-1 gepes ErbB3 (HER3).

[0065] CorymacHO KOHKPETHOMY BapHaHTy peanu3anuu u3o0pereHus, mAb, koropoe
CONIEP’KUTCST B PEKOMOMHAHTHOM Oe€JIKe CIIUSHUS COMIACHO M300peTeHUI0, BKIO4YaeT mAb
npotuB Her3. Takue anturena nporus HER3 Moryr BkiIrO4aTh, HO HE OrpaHUYUBAIOTCS
YKa3aHHbIMH, TAaTpuUTymMad, cepubaHTymMad (TOJHOCTBIO uejoBedeckoe mAb), LIM716,
KTN3379, AV-203, REGN1400, GSK2849330 unu MM-141. Takue aHTUTENa TaKXKE MOTYT
ObITb BBIOpaHBI M3 JIFOOBIX W3 CIEAYIOMHX (OpM, BKIOYAas XHUMEpHbIe, OHCTenuQuyHbIE,
HEYEJIOBEUECKHE, TIOJTHOCTHIO YEIOBEUECKUe WM I'YMaHU3UPOBAHHbIE (POPMBI, IPU YCIOBUHU YTO
oHH cBs3bIBatOTCS ¢ yenoedeckuM ERBB3 (HER3) u uHruOupyroT OnocpenoBaHHBI UM
curHauHT. COrJIaCHO HEKOTOPhIM BapUAaHTaM peaM3aliH H300pETeHUs], AHTHTEJO IPOTHB
HER3 umeert uenoBeueckoe MpOUCXOKACHHE.

[0066] CornacHO HEKOTOPBIM BapHAHTAM PeATH3ALIH H300PETeHUsI, TEPMHUH «aHTHTEJION
BKJIFOYAET pas3Nu4Hble (OpPMBI CTPYKTYp aHTUTENAa, BKJIOYas, HO HE OrPaHUYHBASChH
YKa3aHHBIMY, IeJIble aHTHTeNa W (parMeHTbl aHTUTEN. AHTHTENO COIJIACHO H300pETeHHI0
NPEATIOUTUTENBHO MPENCTABIIsAET COOON YeIOBEeYeCKOe aHTUTENO, TYMAHU3UPOBAHHOE AHTHUTEJIO,
XUMEpPHOEe aHTUTENO, WM JPYroe reHeTH4eCKH MOAU(UIMPOBAHHOE AHTHUTEJNO, NMPU YCIOBUU
COXpPAaHEHHsI XapaKTEPHBIX CBOWCTB COIJIACHO H300peTeHnto. «®parMeHTbl aHTHTENa»
BKJIFOYAIOT YaCTh WM MOJHOPAa3MEPHOE aHTHUTENIO, MPENIOYTUTENBHO, er0 BapuabebHbIl JOMEH
WIA TI0 MEHbIIEH Mepe ero aHTHUI€H-CBs3bIBAIOLIMI caiT. IlpuMepnl (pparMeHTOB aHTUTEN
BKJIFOYAIOT JUATelNa, OJHOLIETIOYEUHbIE MOJIEKYJIbl aHTHUTEN U MYJIbTUCTICUU(UYHbIE aHTUTEJNA,
oOpaszoBaHHble M3 (parMeHTOB aHTHTEN. SCFv-aHTHTEna, Hampumep, OMUCAHBI B HCTOYHHKE
Huston, J.S., Methods in Enzymol. 203 (1991) 46-88. Kpome Toro, ¢pparMeHThl aHTHUTEJA
BKJIFOYAOT OJTHOLIETIOUEYHbIE MOJUNENTHIbI, UMEIOLINE XapaKTePUCTUKU JOMeHa VH, 2 UIMEHHO,
CIOCOOHOCTh K aCCOLMALMKM C AOMEHOM VL, MM XapaKTePUCTUKU CBSI3bIBAHUS JIOMEHa VL C
COOTBETCTBYIOLIIM AHTUT€HOM, TA€ VKa3aHHBIH COOTBETCTBYIOIUMH aHTHUIE€H CHOCOOeH
cobuparbcsi BMECTE€ C JIOMEHOM VH B (PYHKUMOHAJIBHBI AHTHI€H-CBSA3BIBAIOIIUN CalT |
o0ecrieunBaTh TaKUM OOpa3OM CBOHCTBA AaHTHTENA COIJIACHO HM300peTeHno. TepMHUHBI
«MOHOKJIOHAJIbHOE ~ aHTHUTEJO» WM «KOMIIO3ULMSI MOHOKJIOHAJIBHOTO aHTHUTENa» IpHU
UCTIOJIb30BAaHUH B HACTOSIIEH 3asBKE OTHOCATCS K TpEnapaTy MOJIEKYJ aHTUTEN, MMEIOLINX
OJIMHAKOBBIM aMHUHOKHUCIIOTHBIM COCTAB.

[0067] CornacHO HEKOTOPBIM BapHaHTaM PeaTU3aLH H300PETeHUs, XUMEPHOE aHTUTEJIO
MOXXHO TIPUMEHSTh B KOMIIO3ULHUSAX U CHOCO0ax, NPEAJIOKEHHbIX B HACTOSINEH 3asiBKe.

CornacHO OnHOMY BapHaHTy pealu3aludl H300PETeHUs], TEPMUH «XUMEPHOE AaHTUTEJIO»
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OTHOCHUTCSI K MOHOKJIOHAJIbHOMY aHTUTENy, COIeprKameMy BapuaOenbHbI y4YacTOK, T.€.
CBSI3bIBAIOLIMI yYaCTOK, OT MBIIHU M IO MEHbLIEH Mepe YacThb KOHCTAHTHOTO Y4YacTKa,
NPOM3OLIEIIErO U3 APYroro MCTOYHHMKA WM BHAA, KaK IPABUJIO, MOJYYEHHOTO C IOMOIIBIO
meronoB pekomOuHanTHOM JIHK. XumepHblie anTHTENa, COEpIKale MBIIINHBIA BapuadeIbHbIN
YUYaCTOK U 4YeJIOBEUECKUI KOHCTAHTHBIHM Y4aCTOK, SIBJISIOTCS 0COO0 MpeArnouTuTenpHbMu. Takue
KPbICHHBIE/UEIOBEYECKNE XUMEpHbIE aHTUTeNa SBJSIIOTCS TPOAYKTOM SKCIIPECCHU T'€HOB
UMMyHoOroOynrnHa, coxepxammx cermeHtsl JIHK, komupyromue BapuaOenbHbIE y4YacTKU
KPBICUHOTO UMMyHornoOynuHa, u cermentel JIHK, koaupyroiine KOHCTAHTHBIHE YYaCTKH
YeJIOBEYECKOro MMMyHOrIoOynmuHa. Jlpyrue (opMbl «XHMEPHBIX aHTUTEN», BKIIOYEHHBIX
COTJIACHO HACTOSLIEMY H300PETEHHIO, TPENCTaBIIIOT COOOH (OPMBI, B KOTOPBIX KJIACC HIIH
noakjgacc Obul MOAM(HUUMPOBAH HMJIM HM3MEHEH IO CPAaBHEHHIO C KJIACCOM WJIM IOJKIACCOM
UCXOHOTO aHTUTeNa. Takhe «XUMEpHbIE» AaHTHTENa TAKKe HA3bIBAIOTCS «AHTHUTEIAMU C
NepPEeKITIOUeHIEeM KilaccoBy. CriocoObl MONy4YeHUs] XUMEPHBIX aHTUTEN BKIFOUAIOT CTAHAAPTHBIE
meronbl pekomOmHanTHOH JIHK u reHHOH TpaHC(EKLUNH, XOpOIIO HM3BECTHbIE B HACTOSIIEE
BpeMsi B aHHOH obnactu Texauku. Cwm., Hanpumep, Morrison, S.L., et al, Proc. Natl. Acad Sci.
USA 81 (1984) 6851-6855; matentsr CLITA Ne 5 202 238 u 5 204 244.

[0068] CormacHO ONHOMY BapUAHTy peaTH3aluu H300peTeHHs, T'YMaHHU3UPOBAHHOE
AHTUTEJIO MOKHO HCIIOJIb30BaTh B KOMITO3MIMAX U CIOCO0AX, MPEAJIOKEHHbIX B HACTOSIIEH
3asBke. CoOryiacHO  HEKOTOPbIM  BapHaHTaM  pealu3auud  H300peTeHus,  TEePMHH
«TYMaHU3UPOBAHHOE AHTUTENIO» WM «TYMAHW3MPOBAHHAS BEPCHsl AHTUTENA» OTHOCHUTCS K
aHTUTEINY, B KOTOPOM KapKac WIH «OIpeAestole kommieMeHTapHocTh yaacTku (CDR)» Obutn
MoauuuIupoBaHbl TakuM oOpa3oM, 4To OHH coaepxxaT CDR-yuactkn wmmmyHOrnoOynnuHa
APYroil cneuu(puUHOCTH MO CPABHEHMIO CO CMELH(UYHOCTHIO MCXOTHOIO MMMYHOIJIOOYJIHMHA.
CornacHo npyrum BapuaHTam peanusauuu uzodperenus, yuactku CDR VH u VL npusuts! B
KapKaCHBIM Y4aCTOK 4YeJIOBEUECKOro aHTUTENA C MOJTy4YeHHEM «TYMAaHU3UPOBAHHOI'O aHTHUTENAy.
Cwm., nanpumep, Riechmann, L., et al, Nature 332 (1988) 323-327; u Neuberger, M.S, et al,
Nature 314 (1985) 268-270. BapuabenpHble KapKaCHbIE YUACTKH TSDKEJION U JIETKOW LM MOTYT
OBITh TIOJIYyYEHBI M3 OJHOW M TOW K€ WJIM M3 Pa3HBIX IOCIEAOBATEIBHOCTEH YEIOBEYECKOTO
antuTena. llociaenoBaTENbHOCTH YEJIOBEYECKOrO aHTHUTENa MOTYT TNPEACTaBIsTH COOOM
NIOCJIEZIOBATEIbHOCTH MPUPOAHBIX YEJIOBEYECKHX aHTHTEN. BapualenbHble KapKaCHbIE YUACTKH
YeJIOBEUECKHX TSKEJIbIX U JIETKUX IIeTel mepednciieHbl, Hanpumep, B ucrounuke Lefranc, M.-P.,
Current Protocols in Immunology (2000) - Appendix IP A,1P,1-A,1P,37, u nocTynHBI B CHCTEME
IMGT - mexnynaponsoii napopmannonaoii cucreMe ImMunoGeneTics information system®
(http://imgt.cines.fr), unu Ha caiite http://vbase.mrc-cpe.cam.ac.uk. HeoOsi3aTenpHO KapKacHBIM
YyYaCTOK MOKeT OBITh MOAM(HULUMPOBAH C IMOMOIIBI JOMOJHHUTENbHbIX MyTammid. Ocobo
npeanoututenbabie CDR coorBercTBytor CDR, nmpencrasisirominM coboi mocenoBaTeIbHOCTH,
pacro3HAOIMEe AaHTUTEHBl, YKa3aHHbIE BbIIIE Ui XHMEPHOTO aHTUTeNa. 1epMuH
«TYMaHU3UPOBAHHOE AHTHTEJNO» NPHU HCIIOJb30BAHUM B HACTOSIIEH 3asBKE TAKXKe BKIOYAET
TaKWe aHTUTENA, KOTOpble ObUTM MOTU(UIMPOBAHBI B KOHCTAHTHOM Y4YacTKe ISl oOecredeHus

CBOMCTB COTJIACHO I/I306peTeHI/IIO, B YaCTHOCTH, B OTHOLICHHHU CBA3bIBAHHA KOMIIOHCHTA
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kommiementa 1q (Clq) wwumm  cesseiBanmst  Fe-penenropa (FcR), nHampumep, nyTtem
«TIEPEKIIFOYEHNS KJIACCOBY, T.€. H3MEHEHUS WM MyTaluuu 4actei Fc (Hanpumep, nepexroyeHns
¢ IgGl na IgG4 w/mmm myrtammu IgGl/IgG4). Ilpennonaraercs, 4TO TEPMHUH «UEIOBEUYECKOE
AHTUTENIO» TPH HCIOJb30BAHMM B HACTOALIEH 3asBKE BKIIOYAET AaHTUTENA, COAepIKallue
BapuaOenbHblE M  KOHCTaHTHbIE YYaCTKH, IMPOMUCXOASINNE U3  IOCJIENOBaTEIbHOCTEN
UMMYHOTJIOOYJIFHA 3apO/IBILIeBON JTMHUY UesioBeka. UenoBeyecKknue aHTHTeNa XOPOIIO H3BECTHBI
B naHHou obnactu TexHuku (van Dijk, M A, and van de Winkel, J.G., Curr. Opin. Chem. Biol. 5
(2001) 368-374). UenoBeueckue aHTUTENA TAKKE MOTYT OBITh TOJYYEeHbI B TPAaHCTEHHBIX
JKHUBOTHBIX (HANpHMeEp, MBbIIIAX), KOTOPbIE CIIOCOOHBI MPH WMMYHH3ALHH MPOAYLHUPOBATH
NOJIHBIN pernepTyap WM BbIOPAHHBIC YEJIOBEYECKHE AHTUTENa B OTCYTCTBHE JHIOTEHHON
NPONYKIMH HUMMYyHOrnoOynuHa. IlepeHoc reHeTmueckod HWHPOpMAUMK HMMYHOTJIOOYJIHHA
3apOABIIICBON JIMHUHM YeJIOBEKa B 3apOABIIIECBYIO JIMHUIO TAKOH MYTAaHTHOW MbIIH Oyaer
NPUBOIUTE K TPOAYKLUH YEJOBEYECKOrO AaHTUTENa MpPH AHTUI€HHOH CTHMYJISILUU (CM.,
Hanpumep, Jakobovits, A, et al, Proc. Natl. Acad. Sci. USA 90 (1993) 2551-2555; Jakobovits,
A, et al, Nature 362 (1993) 255-258; Brueggemann, M.D., et al., Year Immunol. 7 (1993) 33-
40). YesoBeyeckue aHTHTENa TakKKe MOXKHO MOJydaTh U3 OuOaHoTek (paroBoro nucruies
(Hoogenboom, H.R., u Winter, G, J. Mol. Biol. 227 (1992) 381-388; Marks, J.D., et al, J. Mol.
Biol. 222 (1991) 581- 597). lns nmony4eHUs] 4eOBEUECKUX MOHOKIIOHAJBHBIX AHTHTEN TAKXKe
IOCTYTHBI METOIbI B cooTBEeTCTBUU ¢ nctounukamu Cole, A, et al., Monoclonal Antibodies and
Anticancer Therapy, Liss, A.L., p. 77 (1985);, u Boerner, P., et al, J. Inmunol. 147 (1991) 86-
95). Kak y»e ynmoMHHAIOCh Uil T'YMaHU3HPOBAHHBIX aHTUTEN COTJIACHO M300PETEeHHUI0, TEPMUH
«YEJIOBEUECKOE AaHTHUTEJIO» NMPU HCIOJIb30BAHUHM B HACTOSINEH 3asBKE TAaK)Ke BKIIOUAET TaKHe
aHTUTENA, KOTOpble MOAM(PUIMPOBAHBI B KOHCTAHTHOM Y4YacCTKe s OOECHedYeHus CBOMCTB
COTJIACHO U300pPETEeHUIO.

[0069] CormacHo oOmHOMY KOHKPETHOMY BapHaHTy peajiu3allld  HACTOSIIEro
u3o0pereHus, mAb, KOTOPOE COEPIKUTCS B PEKOMOMHAHTHOM O€JIKe CIHSIHUS, TIPEAJIOKEHHOM B
HACTOSILIEH 3aBKe, COAEPIKUT MO MEHbIIEH Mepe OHY MyTallMI0 B JOMEHE Uiu ydactke Fc.

[0070] Ilpenmonaraercsi, YTO TEPMUH KPEKOMOMHAHTHOE YEJIOBEUECKOE AHTHTEJIO)» IMPH
UCITIOJIB30BAHIHM B HACTOSLICH 3asBKE BKJIIOYAET BCE YEJIOBEYECKHE AaHTHUTENa, KOTOpPbIE
NOJIYYEHbI, 3KCIPECCHPOBAHBL, CO3/aHbl WJHM BBIIEJICHBI C IOMOIIBIO PEKOMOWHAHTHBIX
CHocO0OB, TaKME KaK aHTHUTENA, BbIICJICHHbIE U3 KJIETKU-XO35UHA, HanpuMep, kietku NSO uimu
CHO, wmum w3 >XUBOTHOrO (HAmpuMep, MbIIMH), KOTOPOE SIBJISETCS TPAHCTEHHBIM IS
YEJIOBEYECKHMX TI'€HOB HMMMYHOIJIOOYJIMHOB, WJIM  aHTUTENA, OSKCIPECCUPOBAHHBIE C
UCTIOJIb30BAaHIEM PEKOMOHWHAHTHOTO BEKTOpPA HSKCIPECCHH, TPAaHC(HULMPOBAHHOTO B KIETKY-
X03siMHA. Takue peKOMOMHAHTHBIE YEIOBEYECKHE AHTUTENA COACPIKAT MeperpynIHpOBaHHBIC
BapuabeNbHbIE U KOHCTAHTHBIE Y4aCTKU. PeKOMOMHAHTHbIE YEIOBEYECKHE aHTUTENA COTJIIACHO
n300peTeHN0 OBUIM TOABEPTHYTHI 71 VIVO COMATHYECKOW rumepMmyTranud. Takum oOpasom,
AMMHOKHCJIOTHBIE TOCienoBaTenbHocTH yuacTkoB VH m VL pexkomMOmHaHTHOrO aHTtuTena
NPEACTaBISIIOT COOOH IMOCHENOBATEIbHOCTH, KOTOpPblE HECMOTPSI HA TO YTO OTHOCATCS H

MPOUCXOIAT U3 nocnenosarenpHocTed VH m VL 3apoapiiieBoil JMHUM 4YeIOBEKA, MOTYT HE
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CYILECTBOBATH B NMPHUPOJE B IpeneNax pernepryapa aHTUTEN 3apOJbILIEBOI JUHUH YeJIOBEKa in
Vivo.

[0071] CornacHO HEKOTOPHIM BapHaHTaM peasu3alii U300peTeHUs, TEPMUHBI KKOTOPBIH
cBsi3biBaeTcsi ¢ yenoBedeckuM HER3», «xoropeiii cienupuyHO CBA3BIBAETCSA C YEIOBEUECKUM
HER3» wunu «antuteno nporus HER3» sBaAOTCA B3aMMO3aMEHSIEMBIMH U OTHOCATCA K
aHTUTENy, KOTOpOe crieln(UIHO CBSI3bIBAETCS C uenoBeueckuM antureHom HER3 co 3HaueHuem
KD, cocrasmstomum npumepio 4,81x71° monw/n unm mmxe, npu 25°C.  AdduHHOCTH
CBSI3bIBAHUS OTPENESSIeTCs] C TIOMOLIBIO CTAHAAPTHOIO aHayu3a CBsidbiBaHus mpu 25°C, Takoro
KaK METOJl TOBEPXHOCTHOro IMmia3MoHHOro pesoHaHca (BIAcore®, GE-Healthcare Uppsala,
IIBeumst). Takum 00pa3oM, «aHTHTENO, KOTOpoe CBsi3biBaeTcsi ¢ denoBedeckuM HER3», mpu
UCIIOJIB30BAHUH B HACTOSINEH 3asBKE OTHOCHUTCS K AHTUTENy WM KOHKPETHOW €ro 4YacTw,
KOTOpasi CBsI3bIBAaeTCsl ¢ denoBedeckuMm aHtureHoM HER3 ¢ adduHHOCTBIO CBsI3bIBAHUS CO
snauenueM KD B nuanaszone 1,0x107® mons/n - 1,0x10™ mons/n npu 25°C, 1 NpeanouTHTENLHO
co snauenuem KD, coctasnsromum 4,8 1x 10 mons/n unu musxe, npu 25°C.

[0072] CormacHo napyroMy acmnekTy, aHtureno npotuB HER3, conepxaineecs B
PEKOMOMHAHTHOM O€JIKe CIUSIHHSI, OMMCAHHOM B HACTOSIIIEH 3asBKE, COAEPIKUT BapuabeTbHbIN
yuactok Tspkenoit nerm (VH) u Bapuabenbablil yuacrok jerkoit nenm (VL). Cormacao onHOMy
BAPUAHTy peajn3aliyu H300pETeHHs], aHTUTEJO CONepKUT mnocienosarenbHocty VH u VL B
SEQ ID NO: 2 u SEQ ID NO: 3 cooTBETCTBEHHO H 00JIajaeT OJHUM HJTH O0Jiee U3 CISIYOIINX
cBolicTB: nHrubuposanue ocdopunuposannss HER3 B onyxosneBbIx kieTkax, HHTHOMPOBaHUE
dochopmnmnposarnst AKT B onmyxosieBbIX KJeTKaxX, MHIHOMpoBaHue curHajunara depe3 ErbB3
(HER3) u unrubuposanue nponndepau OnyxoJeBbX KJIETOK.

[0073] CormacHOo OgHOMY BapHaHTy peaiu3auuu uzodpereHus, mAb mporus Her3,
NPEAJIOAKEHHOE B HACTOSIILEH 3asiBKE, COAEPKUT AMUHOKUCIIOTHYIO MOCJIEeN0BAaTeNbHOCTh VH,
onucannyo B SEQ ID NO: 2:

Tskenas uenb:

[0074] QVQLQQWGAG LLKPSETLSL TCAVYGGSFS GYYWSWIRQP
PGKGLEWIGE  INHSGSTNYN  PSLKSRVTIS  VETSKNQFSL  KLSSVTAADT
AVYYCARDKW TWYFDLWGRG TLVTVSSAST KGPSVFPLAP SSKSTSGGTA
ALGCLVKDYF  PEPVTVSWNS  GALTSGVHTF PAVLQSSGLY  SLSSVVTVPS
SSLGTQTYIC  NVNHKPSNTK  VDKRVEPKSC  DKTHTCPPCP  APEFLGGPAV
FLFPPKPKDT LMISRTPEVT CVVVDVSHED PEVKFNWYVD GVEVHNAKTK
PREEQYNSTY RVVSVLTVLH QDWLNGKEYK CKVSNKALPA PIEKTISKAK
GQPREPQVYT  LPPSREEMTK NQVSLTCLVK  GFYPSDIAVE  WESNGQPENN
YKTTPPVLDS DGSFFLYSKL TVDKSRWQQG NVFSCSVMHE ALHAHYTQKS
LSLSPGK (SEQ ID NO: 2).

[0075] CormacHo omHOMY BapuaHTy peaim3anuu uzodpereHus, mAb mporus Her3,
NPEIJIOKEHHOE B HACTOSILIEH 3asBKE, COMAEP>KUT AMHHOKHCJIOTHYH) IOCJIENOBAaTEIbHOCTb VL
nocienosareapHocTr SEQ ID NO: 3:

Jlerkasa uenb:



19

[0076] DIEMTQSPDS LAVSLGERAT INCRSSQSVL YSSSNRNYLA
WYQQNPGQPP  KLLIYWASTR  ESGVPDRFSG  SGSGTDFTLT  ISSLQAEDVA
VYYCQQYYST PRTFGQGTKV  EIKRTVAAPS  VFIFPPSDEQ  LKSGTASVVC
LLNNFYPREA KVQWKVDNAL QSGNSQESVT EQDSKDSTYS LSSTLTLSKA
DYEKHKVYAC EVTHQGLSSP VTKSFNRGEC (SEQ ID NO: 3).

[0077] CornacHO OZHOMY BapHaHTy peanusaiuu uzodperenus, anrureno nporus HER3
COTJIACHO HACTOSIEMY H300PETeHHIO COAEPKUT IO MEHblIed Mepe OaHy MyTtaimioo B Fc-
yuactke. COrjacHO APYyromy BapHaHTY pealu3alud H300peTeHHs, 3pejoe aHTHTENO MPOTUB
HER3 (T.e. ¢ OTCYTCTBHEM CHUTHAJbHOTO TMENTHIA) COTJIACHO HACTOSLIEMY HW300PETEHHIO
COIEPKUT IO MEHBbLIEH Mepe OIHYy MyTalul0 B aMUHOKUCHoTax 234, 239, 434 umm ux
KOMOWHAIMK, TJe, COIMJIACHO JPYTMM BapUaHTaM peau3alid H300peTeHHs, MyTaLuH
AMUHOKHCJIOT BKJIFOYAIOT MO MEHbIIEH Mepe OHY U3 CIEAYIOLUX MyTalUi MO TUMY 3aMEHbI:
L234F, S239A, N434A wmm ux xoMmOuHaumto. COriacHO APYroMy BapHaHTy pealn3alvu
u300peTeHnst, MyTauuu aMHHOKUCIOT 234 w/wim 239 mopasnsioT 3¢¢ekTopHble (QyHKIUH
aatutena npotuB HER3. Cormacro npyromy BapuaHTy peanu3alii H300pETEeHUs, MyTaLs
AMHHOKHCJIOTHI 434 yBEIMINBAET BPEMSI TIOJTYBbIBEIEHHS aHTUTENA Y CyOBEeKTa.

[0078] CormacHO HEKOTOPBIM BapUAHTAM peaM3alny U300peTeHus, ONHa Wiu Ooyee
myTtaimi B Fc-ydactke cHmxaroT 3¢dexropnyro ¢pyHkmmo. CorimacHO HEKOTOPBIM BapHaHTaM
peammzanuy  M300peTeHus, CHIDKeHHas 3(¢exTopHas (QYHKLIUS BKIOYAET CHUXKEHHYIO
apdurHOCTD aHTUTeNa npotuB HER3 nns ogroro unm Oonee Fc penenropos. Penenropsr FcR
moryT npenctasisTh coboit FcyRI, FeyRlIla, FeyRIIb, FeyRIlla (158F), FeyRIIla (158V) u Clq.
CornmacHO HEKOTOpPBIM BapHaHTaM peajlu3aluu  H300peTeHusi, CHWkKeHHas adUHHOCTD
BKJIFOYAET MOBBILIIEHHE KOHCTAHTHI AMCCOLMALMM NPUMEPHO Ha 1 MOpPSANOK BEJUYUHBI WUIIH
Gonee. CornacHO HEKOTOPBIM BapHAHTAM pean3aluy n300peTeHus], BBEICHNE OHOM miu Oosee
mytaumii Fc mosbimaer KD anrturena mporus HER3 copepxamero ero ciauroro Oenmka B
ornomenun FcyRI or 2,81x10° M mo 1,03x10® M. CornacHo HEKOTOpPbIM BapHaHTaM
peanu3anuu U300peTeHus, BBEASHHEe ONHON miau Oojee mytaumu Fc mobimaer KD antutena
nporus HER3 conepikamero ero ciuroro 6enka B oTHomenun FcyRIla ot 3,95x107 M no
1,35%10 M. CoriacHO HEKOTOPLIM BapMaHTaM PeaNM3alui U300peTeHNs, BBeIeHUE OHON MK
oosnee myrtauuii Fc moseimaer KD anturena npotus HER3 conep:kamero ero ciuroro Oejka B
ornomenun FcyRIIb or 1,03x107 M mo 1,52x10° M. CormacHo HEKOTOPbIM BapHaHTaM
peanu3anuu U300peTeHus, BBeAeHHe ONHON mian Oojee mytanmii Fc moeeimaer KD antutena
nporus HER3 conep:karero ero cauroro 6eska B otnomenuu FeyRIIla (158F) or 6,37x10® M
n0 1,18x1077 M. CornacHo HEKOTOPbIM BapUAHTAM Peanu3allii M300peTeHHs], BBEIEHHE OHOM
wiu Oonee myraumii Fc mobimaer KD antutena nporus HER3 copmepkamero ero cimToro
6enka B ornomenun FeyRIMMa (158V) ot 3,41 x10®* M 10 9,10x10®* M.

[0079] CornacHO HEKOTOPBIM BapUaHTaM peaH3ali U300PETEeHUs], aHTUTEIO MPOTHB
HER3 wnu conmepkamuii ero pekOMOWHAHTHBIA CIuThI Oenok cBsswiBaercs ¢ FcyRI ¢
PaBHOBECHOH KoHCTaHTOH mucconmamuu (KD), npesbimaromieii mnm pasroit 1,03x107% M.

CornacHO HEKOTOpPBIM BapHaHTaM peanu3aluu uzodpereHus, anrureno nporus HER3 wmm
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CoZepKaLNi €ero PeKOMOMHAHTHBINA CIMTBIM O€JOK COmep>KUT OmHy miu Oonee myrauuii Fc u
ceszpiBaetcs ¢ FeyRIla ¢ KD, npesblmaromeii uin pasHoii 1,35x10 M. CornacHo HEKOTOPBIM
BapuUaHTaM peaim3aimu u3obperenusi, antureno mnporuB HER3 wunu comepkammii  ero
PEKOMOMHAHTHBIN CIUTBIA O€NnoK comepkuT omHy wiu Oonee myrauuii Fc u cBs3piBaercs ¢
FcyRIIb ¢ KD, npesbimatomeii unu pashoii 1,5 x10° M. CornacHo HEKOTOpbIM BapHaHTaM
peamuzarmu u3obOperenusi, antuteno npotuBs HER3 wnu comep:kamuii ero peKOMOMHAHTHBIN
CIUTBIN OeNoK comepkut oxHy wiu Oonee mytaunii Fc u csspiBaercst ¢ FeyRIIIa (158F) ¢ KD,
npesbimaromeli uau pasHoit 1,18x107 M. CornacHo HEKOTOPHIM BapHAHTaM peaau3alluu
u3oOperenust, anrurteno npotus HER3 wnm copeprkaimii ero peKOMOMHAHTHBIN CITUTBIN OEJIOK
comep kUt oxHy wiu Oonee mytauuii Fc u cesispiBaercs ¢ FeyRIlla (158V) ¢ KD, npespiuatomeit
Uy pasHoii 9,10x 1078 M.

[0080] Tepmun «3ddexTopHas GyHKuMsA (GYHKIMM) aHTHTENA» NMPHU HCIIOJB30BAHUU B
HACTOSIIEH 3asiBKE OTHOCUTCS K (pyHKUMH, ocymecTBisiemoil Fc yuactkom (yuactkamu) Ig. Ha
TaKyro (YHKLUIO MOXKET BJIHMATH, HATIPUMED, CBsi3biBaHue 3¢ dekTopHOro y4dactka (yuactkos) Fc
¢ Fc-penentopoM Ha WMMyHHOU KieTke, obOnanaromed (paronuTUYeCKOW WIM JIMTHYECKOU
aKTUBHOCTBIO, WM CBs3bIBaHHE 3¢ dexropHoro yuactka (yuactkoB) Fc ¢ kommoHeHTamMu
CHCTEMBI KOMITJIEMEHTA.

[0081] CornacHo OHOMY BapuaHTy peanu3auuu uzodperenus, antureno nporus HER3
HE BBI3BIBAET AHTUTENIO3aBHCUMYIO KJIETOUHYK 1HTOTOKCHYHOCTh (A3KL[). Tepmun
«aHTUTENO3aBUCHUMAasl  kierouHas murtotokcndHocTh (A3KII)» orHocuTCs K JH3HCY
YEJIOBEYECKNX  KJIETOK-MHUIIEHEH, BBI3BAHHOMY AHTUTEJIOM COIJIACHO H300pETeHHIO0 B
NPUCYTCTBUH 3(PEKTOPHBIX KIETOK.

[0082] CornmacHO OmHOMY BapHaHTy pealu3alii HU300PETEeHUs, aHTUTEJIO COIJIACHO
M300pETeHUIO SIBJISIETCS] TIIMKO3MIIMPOBAHHBIM. COrJIaCHO HEKOTOPBIM BapHAHTAM peasu3aliiu
300peTeHus, TIIMKO3WINPOBAaHUE TpencTaBisieT coboi N-rnukosmnmposanue. CoriacHo
APYTUM BapUaHTaM peaju3alud H300peTeHus, TIMKO3WIUPOBaHUE Mpenctasiser cobor O-
TJIMKO3HMITHP OBAHHE.

[0083] B koHTeKCTe PEeKOMOWHAHTHOTO CJIMTOTO OejiKa, MPemJIOKEHHOTO B HACTOSLIEH
3asBKe, M B COOTBETCTBHHM C HACTOSLIMM H300pETEHHEM, AHTHUTEJA, BXOMSIIHE B COCTaB
PEKOMOMHAHTHOTO OeNKa CJUSHHUS, MOTYT OBITh TOJY4Y€Hbl C MOMOINBI) PEKOMOMHAHTHBIX
MeTonoB. Takue MeTONbI ITUPOKO U3BECTHBI B JAHHOW 00JIACTH TEXHUKH M BKJIFOYAIOT OEJIKOBYIO
SKCIPECCUI0O B MPOKAPHOTHYECKUX WM HYKAPHOTHUECKHUX KIETKaxX C MOCIeAYIOIUM
BBIJICJIEHHEM TIOJIUMIENTHAA AaHTHUTENa M, KaK MpPaBUJIO, OUYUCTKOW 10 (apMaleBTHIECKH
npuemyieMol crenmeHH YHCTOThL. J[msg OenkoBOH SKCHIpPEecCHH HYKJIEWHOBBIE KHCIIOTBHI,
KOIUPYIOIINE JIETKYI0 W TSDKEIYI0 LeMd WIM WX (ParMeHThbl, BCTPAUBAIOT B BEKTOPHI
SKCIPECCUH C MOMOIIBI CTAHAAPTHBIX METOJOB. DKCHPECCHIO OCYIIECTBIISIOT B MOIXOISIINX
NPOKAPUOTUYECKUX HJIM SYKAPUOTHYECKUX KIIETKaxX-Xxo3seBax, Takux kak kierku CHO, kierku
NSO, knerku SP2/0, xnerku HEK293, knerku COS, knetku aposxokeit wiu E. coli, u aaTUTEN0
BOCCTaHABIIMBAIOT M3 YKAa3aHHBIX KJIETOK (M3 CyNepHATaHTa WIM IOCJEe KJIETOYHOrO JIM3HCA).

PexomOuHaHTHAs MPpOAYKIHSA aHTUTEJ XOPOLIO U3BCCTHA COIJIaCHO YPOBHIO TEXHUKU U OITHMCAHA,
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Harpumep, B 0030pHbIX craThsx Makrides, S.C., Protein Expr. Purif. 17 (1999) 183-202; Geisse,
S., et al, Protein Expr. Purif. 8 (1996) 271-282; Kaufman, R.J., Mol. Biotechnol. 16 (2000) 151-
161; Werner, R.G., Drug Res. 48 (1998) 870-880. AHTHTENa MOTYT NMPUCYTCTBOBAaTh B LIEJIBIX
KJIETKaX, B KJIETOYHBIX JIN3aTaxX WM B YACTHYHO OYHMIIEHHON MJIM IO CYLIECTBY YUCTOH (opme.
O4nCTKY OCYIIECTBJSIFOT MAJsl YCTPAHEHHs] APYIHX KIETOYHbIX KOMIIOHEHTOB WM JPYTUX
NpUMecel, Hampumep, APYTUX KJIETOYHBIX HYKJIEHHOBBIX KHCJIOT WM OEJNKOB, C MOMOIIBIO
CTAQHJIAPTHBIX METO/OB, BKIIFOUAsl KOJIOHOYHYIO XPOMATOrpadgio U Apyrue XOpomo H3BECTHbIE B
naHHOU obOnmactu TexHuku merorbl (cM. Ausubel, F., et al, ed. Current Protocols in Molecular
Biology, Greene Publishing and Wiley Interscience, New York (1987)). Dxcnpeccusi B KJIeTkax
NSO onwmcana, Hanpumep, B ucrounuke Barnes, L. M., et al, Cytotechnology 32 (2000) 109-123;
Barnes, L.M., et al, Biotech. Bioeng. 73 (2001) 261-270. BpemeHHasi 5KCIpeccHsi OIMUCaHa,
HarnpuMmep, B ucrounuke Durocher, Y., et al, Nucl. Acids. Res. 30 (2002) E9. KnonuposaHnue
BapradebHBIX TOMEeHOB ommcano B ucrtounnkax Orlandi, R, et al, Proc. Natl. Acad. Sci. USA
86 (1989) 3833- 3837, Carter, P., et al, Proc. Natl. Acad. Sci. USA 89 (1992) 4285-4289;
Norderhaug, L., et al, J. Immunol. Methods 204 (1997) 77-87. IlpeanodruTenpHasi cHCTEMA
BpemeHHOH skcnpeccun (HEK 293) ommcana B ncrounnkax Schlaeger, E.-J. u Christensen, K.,
Cytotechnology 30 (1999) 71-83, u Schlaeger, E.-J., J. Immunol. Methods 194 (1996) 191-199.
MOHOKJIOHAJIbHBIE AHTHUTENA MOIXOASIIUM O0pa3oM OTACTSIIOT W3 KyJbTYPaJbHOW Cpensl C
NOMOIIBI0 CTAHAAPTHBIX NPOLEAYP OUYHUCTKH HMMMYHOTJIOOYJIMHOB, TaKuWX Kak, Hampumep,
OYHMCTKA C MOMOIIBIO CBS3aHHOW ¢ OenkoM A cedaposbl, THAPOKCHATIATUTHAS XpoMaTorpadus,
renb-asekTpodopes, nuanus wim adpdunnas xpomarorpadus. JHK u PHK, xomupyromue
MOHOKJIOHAJIbHBIE AHTUTENA, JIETKO BBIAENSIOT U CEKBEHHUPYIOT C IOMOIIBIO CTaHIAPTHBIX
npouenyp. [ MOpraOMHbIE KJIETKH MOTYT CIYKUTh B KadecTBe ucrounuka takux JJHK u PHK.
ITocne Bbimenenuss JIHK MOXHO BCTpauBaThb B BEKTOpPBI OKCIIPECCHUH, KOTOpBIE 3aTeM
TPaHCULMPYIOT B KJIETKU-xO03sieBa, Takue kak kierku HEK 293, xinerku CHO wmm xietku
MHEJIOMBI, He MPOAYLHPYIOLIHE B APYIOM Cliydae OeIOK MMMYHOTJIOOYJIHMH, JJIsl JOCTHKEHUsI
CHHT€3a PeKOMOWHAHTHOTO MOHOKJIOHAJIBHOTO AHTHTEJA B YKa3aHHBIX KJIETKAX-X035eBax.

[0084] BapuabenbHble IOMEHBI TSKEJOW W JIETKOW LEMH COIJIACHO H300PETEHHIO
OOBEOUHSIIOT C MOCJENOBATEIPHOCTSMH IPOMOTOPHOIO yYacTKa, Yy4YacTKa WHHUIMALUH
TPaHCIISALINY, KOHCTAaHTHOTO  y4YacTKa, 3'-HeTpaHCIUPYEeMOTro  ydYacTKa,  y4acTkKa
NOJIMAICHIJIUPOBAHNS M TEPMHUHALMHM TPAHCKPUIINHM ¢ OOpa30BaHWEM KOHCTPYKTOB BEKTOpa
skcripeccun. KOHCTPYKTBI 3KCMPECCUU TSDKENIONW M JIETKOW LIeNd MOKHO OOBEAMHSITh B OIUH
BEKTOp, KO-TpaHC(PUUMPOBATH, IOCIEAOBATENBHO TPaHCULMPOBATH WM  Pa3lelbHO
TPaHC(ULMPOBATh B KJIETKU-X035€Ba, KOTOPHIE 3aTEM CIMBAIOT C MOJYYEHHEM OIHOHN KJIIETKH-
XO35IMHA, SKCIIPECCUPYIOIIEH 00e LiemnH.

[0085] O4eBumHO, YTO aHTUTENA BBOAAT CYOBEKTy B TepaneBTHYECKH 3(PPEeKTHUBHOM
KOJINYECTBE, KOTOPOE MPEACTABIsieT COOOW KOJNMYECTBO HMHTEPECYIOIEro COEAMHEHUS WIH
KOMOMHAIMU, KoTopass OyneT BhI3bIBaTb OHOJOTMYECKHH WM MEOULMHCKUN OTBET TKAaHHU,
CHCTEMBI, JXMBOTHOT'O WJIM 4YEJIOBEKAa, HCKOMBIH MHCCIIEAOBATENIEM, BETEPHHAPOM, JIEHALIIM

Bpa4yoOM UJIK APYTUM KIIMHHUIHUCTOM.
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Pexombunanmmuuiii caiumpsiil 6ei1ox - Heitpezyiun

[0086] CormacHO OAZHOMY BapHaHTy pealu3alud H300peTeHus, PEKOMOMHAHTHBIN
CIUTBIN O€JIOK, MPeAIOKEHHBIH B HACTOsIIEeH 3asBke, copepkut ¢pparment oenka NRG-1. benku
NRG wmoryr cBsaspiBatbess ¢ peuenropom ErbB4 Ha mnoBepxHOCTH KIIETOK MMOKapna,
HeTPepbIBHO aKTUBUPOBaTh cUrHaibHbIN MyTh PI3K/AKT B kiieTke U MEHSITh CTPYKTYPY KJIIETOK
MHOKap/a, yJIydIiasi TaKuM 00pa3oM (QYHKIIHIO KJIETOK MUOKapAa.

[0087] ITpu ucnonb30BaHUHU B HACTOsIIEH 3asBKke, «Helperynaun» uiu « NRG» orHocuTcs
Kk OejKaM WM MenTuaaM, KOTOpPbIe MOTYT CBsI3bIBaTh W akTuBHUpoBaTh ErbB3, ErbB4 wmu ux
reTepoUMEPbI MJTH TOMOIUMEDPBI, U BKJIFOUaeT n30popMbl HeliperynuHa, EGF-nonoOHbIi nomMeH
HelperyiauHa, nojgunentunabl, conepkamue EGF-nogoOHbI 1OMEeH HeiiperyinHa, MyTaHThI U
NPOM3BOHBIE HEHPETyJIMHA U JO0O0H THIT HEHPETyIUH-MTIONOOHBIX TE€HHBIX MPOIYKTOB, KOTOpPbIE
MOTYT aKTUBHUPOBATh YyKa3aHHBIE BbIME perentopbl. HelperyiawmH Takke BKIIOUYAET OeNKH,
nentuabl, ¢pparmerTsl U coenuHeHnss NRG-1, NRG-2, NRG-3 u NRG-4, kotopsie obnmanaroT
¢ynkumsamu  HeliperynuHa.  CoOracHO — MPENMOYTHTENbHBIM — BapUAaHTAM  pean3aluu
n300peTeHmst, HEHPETryJIMH MPeaCcTaBIsieT co00i OeOK MM MEeNTHA, KOTOPbI MOXKET CBS3bIBATH
u  aktuBupoBath rerepogumepsl ErbB2/ErbB4  wmm  ErbB2/ErbB3, B kauecte
HEOTPAHMYHUBAIOIIETO MPUMEpPA, MENTHUABl COMJIACHO HACTOSINEMY H300PETEHHI0 BKIFOUYAOT
¢dparmenT mzodopmer NRG-1B2, t.e., pparment uz 177-237 aMHHOKUCIIOT, KOTOPBIH CONEPIKUT
EGF-nonoOHbIil  1OMeH, HMEIUA CISIyIIIyI0 aMHHOKHCIOTHYIO TOCIEIOBATEIbHOCTD:
SHLVKCAEKEKTFCVNGGECFMVKDLSNPSRYLCKCPNEFTGDRCQNYVMASFYKAEE
LYQ (SEQ ID NO: 4). NRG 0Oenku corjiaCHoO HacTosIeMy H300PETEHHIO MOTYT aKTHBUPOBATH
yKa3aHHbIE BBbIIIE€ PELENTOPbl W PErylupoBaTb WX OHOJOrudeckue (QyHKIUH, HAMPUMED,
CTUMYJIMPOBaTb CHUHTE3 AaLlETWIXOJIMHOBBIX PELENTOPOB B CKEJIETHBIX MBIIIEYHBIX KJIETKAX,
crumynupoBath auddepeHIpoBKy M BBDKMBAEMOCTb KapauomuorutoB u cuHTes JIHK.
CneunanuctaM B JaHHOM OOJAaCTH TEXHUKHM XOPOLIO M3BECTHO, YTO MYyTalMs OJHOH
AMHMHOKHCJIOTHI B HEKDUTHYHOM YYaCTKE B LIEJIOM HE OyAeT MEHATb OHOJIOrMYECKYH0 aKTHBHOCTb
NIOJIY4€HHOTO B pe3yJsibTare Oenka uiu nojgunentuaa (cM., Hanpumep, Watson et al., Molecular
Biology of Gene, 4th Edition, 1987, Bejacmin/Cummings Pub.co.,p. 224). benku NRG cornacHo
U300pEeTEHNI0 MOTYT OBITh  BBIACJEHBI W3 MNPUPOAHBIX HMCTOYHHKOB, MOIYT  OBIThH
MOAU(UIHMPOBAHBI MOCPEICTBOM TEXHOJOTMH PEKOMOWHALMH, UCKYCCTBEHHOTO CHHTE3a WIIH
OPYTUX CIIOCOOO0B.

[0088] Ilpm wuCHONB30BAaHUHM B HACTOSINEH 3asBKE «IOJOOHBIN 3MUAEPMATBHOMY
¢axTopy pocra nomen» min «EGF-nogoOHbBI TOMEH» OTHOCUTCS K (pparMeHTy MOJHIENTHNA,
3aKOJMPOBAHHOMY I'€HOM HEHperyinHa, KOTOpbIi cBsa3biBaeT U aktuBupyer ErbB3, ErbB4, wnn
€ro reTepoarMephl WIIM TOMOANMEPHI, BKJItoUas rereponumepsl ¢ ErbB2, u crpykrypHO nmonodeH
ces3piBaromieMy peuentop EGF yuacTky, kak omucaHo B MexxayHapomHoil mybsmkammn WO
00/64400, Holmes et al., Science, 256:1205-1210 (1992); narentax CIIIA Ne 5 530 109 u 5 716
930; mcrounmkax Hijazi et al., Int. J. Oncol., 13:1061-1067 (1998); Chang et al., Nature,
387:509-512 (1997), Carraway et al., Nature, 387:512-516 (1997);, Higashiyama et al., J.
Biochem., 122:675-680 (1997); u mexnynapoanoit nybnukamun WO 97/09425, coneprxanue
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KOTOPBIX TMOJHOCTBIO BKJIIOYEHO B HACTOSALIYIO 3asBKY MNOCPENCTBOM CCbUIKH. (COriacHo
KOHKPETHBIM BapuaHTaM peanusauuu u3ooperenus, EGF-nonoOHbIi nOMeH CBs3bIBaeT |
aktuBupyetr rereponumepsl ErbB2/ErbB4  wnu  ErbB2/ErbB3.  CornacHO KOHKpPETHBIM
BapuaHTtaM peajmsauuu u3ooperenus, EGF-momoOHBIN HOMEH COAEpKUT aMUHOKHCIOTHYIO
NIOCJIEZIOBATENIBHOCTh ~ penenTop-cBsasbiBatoiiero  aomeHa NRG-1. CormacHo HEKOTOpBIM
BapuaHTaM peanusauuu uzobperenusi, EGF-nogoOHbIli TOMEH OTHOCHTCS K aMHHOKHCJIOTHBIM
ocratkam 177-226, 177-237 wnmu 177-240 NRG-1. CorjnacHoO KOHKpPETHBIM BapHaHTaM
peammzarmu ~ u3oOperenus, EGF-momoOHBIE  AOMEH  CONEPXKUT  aMHHOKHCIIOTHYIO
NOCJIEZIOBATENIbHOCT ~ PELICNITOP-CBSA3BIBAIOINETO JoMeHa HedperynuHa-2 (NRG-2, Takxke
u3BeCTHOrO B naHHOW obnact TexHukd kak DON1, HRG2 u NTAK). CornacHO KOHKPETHBIM
BapuaHtaM peanu3auuu  u3o0Operenus, EGF-nogoOueiii gomen NRG-2  comep:kur
MOCJIeA0BATEILHOCTh HARKCNETAKSYCVNGGVCYYIEGINQLSCKCPNGFFGQRCL
(SEQ ID NO: 15). CornacHO KOHKpETHbIM BapuaHTaM peanmsanuu u3odperenus, EGF-
NOAOOHBIN TOMEH CONEPIKUT aMUHOKHCIIOTHYIO TIOCIIEIOBATENbHOCTD PELENTOP-CBI3bIBAIOIIETO
nomeHa HediperynuHa 3 (NRG-3, Takxke M3BeCTHOro B AaHHOH oOnactm TexHWKU kak HRG3 u
npo-NRG3). CornacHO KOHKPETHBIM BapHwaHTaM peanusanmu wn3o0perenus, EGF-nonoOHbrit
JIIOMEH NRG-3 COAEPIKUT MOCJIEAOBATEIbHOCTD
HFKPCRDKDLAYCLNDGECFVIETLTGSHKHCRCKEGYQGVRCD (SEQ ID NO: 16).
CornacHO KOHKpPETHBIM BapuWaHTaM peanm3anuu  m3o0perenus, EGF-monobubli nomen
COIEPKUT  AMHUHOKHCJIOTHYIO  IOCJENOBATENbHOCTh  PELENTOP-CBA3BIBAIOIIETO  JOMEHa
HeliperynuHa 4 (NRG-4, Taxke m3BecTHOro B nanHoi obnactu texHuku kak HER4). Cornacuo
KOHKPETHBIM BapuaHTaMm peanu3auuu nzodperenusi, EGF-nogoOubiit nomen NRG-4 conmep:xur
nocnenoBareibHOCTe  HEEPCGPSHKSFCLNGGLCY VIPTIPSPFCRCVENYTGARCE  (SEQ
ID NO: 17). CornacHO KOHKpPETHBIM BapHaHTaM peajmzauun usoOpetenus, EGF-nonoOHblit
JOMEH COZIePKUT aMUHOKUCIIOTHYIO nocienoBarenbHocTh Ala Glu Lys Glu Lys Thr Phe Cys Val
Asn Gly Glu Cys Phe Met Val Lys Asp Leu Ser Asn Pro (SEQ ID NO: 18), kak onmucaHo B
natenTe CIIIA No 5 834 229.

[0089] CornmacHo onmHOMY BapuaHTy peanusauuu uzodpereHusi, Oenok NRG-1,
NPE/ICTABJICHHBIH B PEKOMOMHAHTHOM O€JIKe CIMSHUS, ONHMCAHHOM B HACTOSIIEH 3asiBKe,
npencTasisier codoit msodpopmy NRG-1B2a.

[0090] CormacHO HEKOTOPHIM BapHAHTAM peaTH3alUuu  U300peTeHUs, aKTHUBHBIN
¢parmenT NRG-1 conmepsxut ceszpiBaronmii noMmeH ERBB3/4. CornacHo npyromy CBSI3aHHOMY
BapuaHTy peanmuzanuu u3zobpereHus, NRG-1 cBsi3piBaeTCsl M MHAYLUUPYET CUTHAJIHMHT 4Yepes3
ErbB4 (HER4). CormacHo npyruMm BapuaHTaM peanm3alu u3o0pereHusi, mAb uHrudbupyer
curHamuHr NRG-1 uepe3s ErbB3 (HER3). CormacHo HEKOTOpBIM BapHaHTaM pean3aluu
n300peTeHmst, akTUBHBIN OenkoBbIi pparmeHT NRG-1 conepskut aktuBHbII 1oMeH NRG-1.

Pexombounanmmuwtit ciumotil 6enox - Komnozuuyuu

[0091] CornmacHo OZHOMY BapHaHTy peaNnu3alud H300pEeTeHus, B PEKOMOMHAHTHOM
Oelike CIOUSHUS, ONMMCAHHOM B Hactosiuei 3asBke, NRG-1 ciaut ¢ C-KOHIIOM TSDKEIOW LemnH

anturena npotus HER3 ¢ ucnonbs3osanuem nunkepa. CornacHo Apyromy CBsI3aHHOMY acCIEKTy,
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NRG-1 mpucoennaeH k JuHKepy 4epe3 nepByro (1-yio) amuHokucinoty Ha N-koHie NRG-1,
KOTOpasi, COTJIACHO OJHOMY BAapUaHTy peaju3aluil H300peTeHus, NpPEeAcCTaBisieT CcoOoi
amuHOKuCiOTy cepuH (S wmiuu  Ser). KoOHKpeTHbII peKOMOMHAHTHBIN CIMTBIA  O€JOK,
UCTIONIB3YEMBII B HACTOSIIEM H300pETEHUH, MOXKET ObITh HEO0SA3aTENbHO MOJIYUEH WIN CO3/1aH C
HOMOIIBIO JIFOOOr0 METOa, U3BECTHOTO B AAHHOW OONACTH TEXHUKH (BKJIIOYAs MOJyYeHHE U3
KOMMEpUYECKHMX HCTOYHHKOB). Hampumep, mnocnenoBaTeIbHOCTH HYKJIEHHOBBIX — KHCIIOT,
KOJHMPYIOIINE COOTBETCTBYIOIINH KapKac aHTHTENa, HeOOA3aTeNbHO KJIOHUPYIOT U JIMTUPYIOT B
COOTBETCTBYIOILIME  BEKTOPbI  (HampuMep, BEKTOPbI  OKCOPECCHH,  HAmpumep, IS
NPOKAPUOTUYECKUX HJIM 3YKAPUOTHYECKHX OpraHu3MoB). Kpome TOro, mocienoBaTelbHOCTH
HYKJIEMHOBBIX ~KHCJIOT, Koaupyromue Monekyny wuszopopmbl NRG-1B2a, Heobs3aTenbHO
KJIOHUPYIOT B TOT K€ BEKTOP B COOTBETCTBYIOIIEH OPHUEHTALIMH U MOJOXKEHUU TaKUM 00pas3oM,
9TOOBI SKCIPECCHs] C BEKTOpa MPUBOAMIIA K TMOJYYEHUIO CIMTOrO Oejka aHTHTeNIo-m3odopma
NRG-1B2a. JIns HEKOTOPBIX HEOOsI3aTENbHBIX BAapUAHTOB pEATH3ALHMUA H300PETEHHs TaKXkKe
TpeOyeTcsi MOCTIKCIPECCUOHHAs Moau(puKauus, Harpumep, cOopka CyOBenuHHUI aHTHTENA.
Mertonsl U ypOBEHb TEXHUKH MAJISI YKA3aHHBIX BbIMIE (M MOJOOHBIX) MAHMITYJISILUI XOPOLIO
U3BECTHBI CIIELMAINCTAM B HaHHON oOnactn. Hapnekamue WHCTPYKIMH MOXHO HAa#TH,
HampuMep, B clenyromux ucrounukax: Sambrook et al.,, Molecular Cloning-A Laboratory
Manual (2nd Ed.), Vols. 1-3, Cold Spring Harbor Laboratory, Cold Spring Harbor, N.Y ., 1989, u
Current Protocols in Molecular Biology, F. M. Ausubel et al., eds., Current Protocols (coznannoe
coBMecTHOe npennpusatue mexny Greene Publishing Associates, Inc. u John Wiley & Sons, Inc.,
nononHeHo B xoze 1999). CorjmacHO HEKOTOPBIM aJIbTEPHATUBHBIM BapHAaHTAM peaNN3aLuu
u3obpereHus, nomeH aHturena u usopopmy NRG-1B2a cobuparor mocie skcrnpeccuu
NIOCPEJICTBOM, HANpPHUMeEpP, XUMHUYECKUX crnoco0oB. CoriacHo OIHOMY BapHaHTy pealnu3aluu
m3o0pereHust,  Hacrosmee  u3o0peTeHme  oOecreYMBaeT  KOMIIO3UIMIO,  HAmpHMeD,
(bapMaLeBTUYECKYI0 KOMITO3UIIMIO, COAEPIKAIIYI PEKOMOWHAHTHBIA CIUTBHIH OEJIOK COrJIacHO
HACTOSIIIEMY U300PETEHHIO.

[0092] CormacHO OZHOMY BapHaHTy pealu3auud H300peTeHUs, PEKOMOMHAHTHBIHI
ciuThli  Oenok  ctumysupyer  nposudeparuo, aAu(EGHEpeHUUpPOBKY U BBDKUBAEMOCTb
KapauoMuonuToB. COrIacHO APYroMy BapHaHTy peaju3alii M300peTeHus, peKOMOWHAHTHBIM
ciuThI Oenok crumyiupyer mnponupepannto, auddepeHunpoBKY U BBDKHBAEMOCTb KJIETOK
cepaednoii TkaHu. COTJIacCHO OJHOMY BapHaHTy pealu3aluu U300peTeHus, PeKOMOUHAHTHBIN
cnuThii  Oenok  ctumynupyer nponudpepaiuro, aud@GEepeHIUpPOBKY W BbDKHBAEMOCTH
KapJUOMHOLIMTOB 0€3 CTUMYJSIIMU paka Wwinm omyxoseBoro pocra. CoriacHo apyromy
BApUAHTy pealn3aluy HW300pETeHus, PEKOMOMHAHTHBIM CIUTBI OENOK CTHUMYJIUPYET
nponmudepanuro, auddepeHIUPOBKY © BBDKHUBAEMOCTb KJIETOK CEpAeYHONW TKaHu 0Oe3
CTHMYJISILIH PaKa MITH OMyXOJIEBOTO POCTA.

[0093] CornacHO OJHOMY BapHAaHTy peai3aiuyi U300PETeHNUsI, paK MPEACTaBIsIeT COOOM
anpeHokopTukaidbHyro  kapuuHomy, CIIM/l-accouuupoBannbie  Tunsl  paka, CIIM/I-
aCCOLIMUPOBAHHYIO TMM(pOMY, aHAJIBHBIN pakK, aHOPEKTAJIbHBIN pak, pak aHAJIbHOrO KaHaja, pak

aNMeHANKCa, JeTCKYI acCTPOLIUTOMY MO3Kedka, Oa3abHO-KJIETOUHYH) KAapLUHOMY, PaK KOXHU
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(HeMeTaHOMHBII), PaK MMEeYeHHU, PaK BHETIEUSHOYHOT'O JKETYHOTO MPOTOKA, PaK BHYTPUIIEYEHOYHOTO
JKEJTYHOrO MPOTOKA, PAK MOYEBOIO My3bIPsi, PAK MOYEBBIIEIUTENBHON CUCTEMbBI U MOYEBOIO My 3bIp,
PaK KOCTH U CyCTaBOB, OCTEOCAPKOMY U 3JI0KaYECTBEHHYIO (PHOPO3HYIO THCTOLMTOMY, PaK MO3Ta,
OIyXOJIb MO3ra, TJIMOMYy CTBOJA MO3ra, acCTPOLUTOMY MO3XK€4Ka, aCTPOLUTOMY TOJIOBHOTO
MO3ra/3/I0KAY€CTBEHHYI0 [JIMOMY, 3IME€HAUMOMY, MENyJuIo0NacToMy, CyIpaTeHTOPUANIbHbIE
NPUMUTHBHbBIE HEHMPOIKTOAEPMAJIbHBIE OMYyXOJH, INIMOMY 3PUTENBHOrO MyTH U TMIOTAIaMyca,
paK MOJIOUHOMW 3KeJie3bl, OPOHXHAIbHbIE aJ€HOMbI/KAapIUHOUADL, KAPALUMHOUIHYIO ONyXOJb, PaK
JKEJTyJOYHO-KUIIEYHOTO TPAaKTa, paK HEPBHOH CUCTEMbI, JHM(POMY HEPBHOH CHCTEMBI, pak
LIEHTPAJIbHOW HEPBHOW CHCTEMBI, JIUM(OMY LEHTPAJIBbHONW HEPBHOW CHCTEMBI, PaK IIEHKH MATKH,
JIETCKHAE THIbI pPakKa, XPOHHYECKHH JUMQOLMTAPHBIA JIEHKO3, XPOHUYECKHH MHEIOUIHBINA
JEeHKO3, XPOHHUYECKHE MHUENoNnponudepaTuBHbIe PACCTPOHCTBA, paK TMPSIMOH  KHILKH,
KOJIOPEKTAIBbHBIA PaK, KOXHYH T-kjietouHyro JuMpoMy, Onyxoib JUMGOHIHONH TKaHH,
¢byHronaHeIii Muko3, cuaApoM Ce3apu, pak 3HAOMETPHS, paK MHINEBOMA, YKCTPAKPAHUAIBHYIO
TePMHUHOTE€HHYK) OINyXOJlb, BHETOHAJAHYK TE€PMUHOIEHHYK) OIyXOJb, PaK BHENEUYEHOYHOIO
JKEITYHOTO TPOTOKA, PaK IJla3a, MHTPAOKYJSIPHYIO MEJIaHOMY, PETHHOOJIACTOMY, paK »KETIHOrO
Ny3bIpsi, JKENYAOYHBbIA pak (pak >KeyAKa), KapUUHOUIHYIO OIyXOJb JKEIyJAOYHO-KHIIEYHOTO
TPakTa, CTPOMAJIBHYIO OMyXoib xenymouHo-kummedyHoro Tpakta (COXKKT), repMuHOreHHYyIO
OIyXOJIb, SMOPHOHAJIBHO-KJIETOYHYIO OMYXOJIb SIMYHUKOB, T€CTALIHOHHYIO TPO(OOIACTHUECKYIO
OIyXOJIb, TJIMOMY, paK rOJIOBBI M IIEH, IelMaTOKJIETOYHBIH pak (pak MEYeHM), XOIKKHHCKYIO
mumboMy, runodapuHreanbHelii pak, WHTPAOKYJSIPHYIO MEJaHOMY, pakK IJia3a, OIMyXOJu
OCTPOBKOBBIX KJIETOK (SHIOKPHHHBIX KJIETOK MOKENyAOYHOM >Kemnesbl), capkoMmy Kamormmm, pax
MOYKH, TMOYEYHBI paK, paK IMO4YeK, pak IOPTaHU, OCTPbIH JUM(OOIACTHBIM JEHKO3, OCTpPBIH
MHEJIOUIHBIN JIEHKO3, XPOHHYECKUH JUMQOLUTAPHBIA JIEHMKO3, XPOHUYECKHH MHEIOUIHbIH
JIeHKO03, BOJIOCHCTO-KJIETOYHBIN JIEHKO3, pak TyObl U pOTOBOH MOJIOCTH, PaK MEYEHH, PAK JIETKOTO,
HEMEJIKOKJIETOUHBIH PaK JIErKOro, MeJKOKJIeTouHbll pak Jjerkoro, CIIM]I-acconmupoBaHHYIO
TM(GOMY, HEXOIUKKUHCKYIO TUM(OMY, MePBUUHYIO JUM(POMY LEHTPaJbHON HEPBHOH CHUCTEMBI,
MakpornoOynuHeMur0 BanpneHcTpema, Meayuio0nacToMy, MEJNaHOMY, HHTPAOKYJSIPHYIO
MeJaHoOMy (MeJaHOMy TJia3a), KapUMHOMY U3 KJIETOK MepKens, 3JI0Ka4eCTBEHHYIO
ME30TENINOMY, ME30TEIMOMY, METACTATUYECKUI TUIOCKOKJIETOUHBIN paK IIeH, PaKk pTa, PaK s3bIKa,
CHHJIPOM MHOKECTBEHHOHN YHIOKPUHHON HEOIUIa3uH, (PyHTOMIHBIA MUKO3, MUEJIOANCIUIACTUYECKUE
CHHAPOMBL, MHEJIONUCIUIACTHYECKHe/ MUeTonpodepaTuBable  3a00NEBaHMs, XPOHHUYECKHUI
MUEJIOUHBIN JIEWKO3, OCTPbIA MHUEJOUHBIN JIEMKO3, MHOKXECTBEHHYI0 MUEJIOMY, XPOHUUECKUE
muenonponudepaTUBHbIE PACCTPOICTBA, HOCOTJIOTOYHBINA pak, HeWpoOmacToMmy, pak pra, pak
POTOBOH MOJIOCTH, POTOIJIOTOYHBIN pPaK, pak sSMYHHUKA, PaK SIUTENUS SIMYHUKA, [TOIPAHUYHYIO
OMNyXOJIb SIMYHUKA, PaK MOIKEIYAOYHOM KeNe3bl, paK OCTPOBKOBBIX KIIETOK MOKEIYJO4YHON
JKEJIe3bl, PaK OKOJIOHOCOBBIX MAa3yX M HOCOBOM IIOJIOCTH, PaK MNapallUTOBUIHON KENe3bl,
NEHUAJbHBIN PaK, paK IJIOTKH, (EOXpPOMALMTOMY, IMHUHEOOIACTOMY M CYIPaTEeHTOPHAJIbHBIE
NPUMUTHBHBIE HEHPOIKTONEPMAJIbHBIE OMyXOJH, ONyXOJb TUnodusa, IIIa3MOKJIETOUYHYIO
OITyXOJIb/MHOKECTBEHHYIO MHEJIOMY, IIEBPOJIETOYHYIO ONacTOMy, pak MpencTaTelbHOM JKeJe3bl,

peKTaﬂbeIfI pak, pak IMOYEHHOM JIOXaHKH U MOUYCTOYHHKA, HepeXOI[HOKHeTO‘{HbIﬁ Pak,
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peTnHOoONIacTOMy, pabIOMHOCAPKOMY, PaK CIFOHHOM JKene3bl, CEeMEHCTBO CApPKOMHBIX OITyXOJel
FOunra, capxkomy Kanommm, capkoMy MATKHX TKaHeW, STIMTENHOJHYIO CapKOMY, CHHOBHAJIBHYIO
CapKOMy, pPaK MaTKH{, CapKOMy MAaTKM, pak KOXXHU (HEMeNaHOMHbIH), pak KOXd (MeIaHOMY),
KapUUHOMY KOXHM U3 KIETOK Mepkens, pak TOHKOM KHIIKH, CApKOMYy MSTKHUX TKaHEH,
IUIOCKOKJIETOYHYIO KapLUHOMY, paK JKelyaka (KelyJo4HbI pak), CylnpaTeHTOpUaJbHbIE
NPUMHUTUBHBIE HEHPO3KTOAEPMAJIbHbIE ONYXOJH, PaK SMYKa, pPak ropja, TUMOMY, TUMOMY H
KapLUUHOMY TUMYCa, PaK HIUTOBUIHOMN JKeNe3bl, MePEXOIHO-KIETOUHBIN paK NOYeYHOMH JIOXaHKH U
MOYETOYHHKA W JPYTHX MOYEBBIICIUTENBHBIX OPraHOB, TECTAIMOHHYIO TpodhoOnIacTHUeCKyto
OIyXOJlb, YPETPAJbHbIA paK, paKk OSHAOMETPUs MATKH, CAPKOMY MATKH, paK Teja MaTKH,
BarMHAJIbHBIA PaK, PaK BYJIbBbI WIH OMyXO0Jib Buibma.

[0094] CornacHo apyroMy BapHaHTy peaju3alu H300peTeHus, PEeKOMOMHAHTHBIH
cnuthii Oenok ctumysupyer nponudepanuro, AUGQGEpPeHIUPOBKY U BbIKUBAEMOCTh KJIETOK
neHtpampHo  HepBHOW cuctembl (LIHC). CormacHo ppyromy BapHaHTy —peaind3anuu
u300peTeHns,  PEeKOMOMHAHTHBIM  CIUTBIH ~ O€NoK  CTUMyJupyer  mposudepanuro,
i epeHIMpPOBKY M BBDKHBAEMOCTh KJIETOK LeHTpaibHOW HepsHOH cucrembl (LIHC) 6e3
CTUMYJISIIMHM paka W/WiIH omyxoseBoro pocta. CorjacHO ApPYyroMy BapHaHTy pean3aluu
u300peTeHus, PeKOMOMHAHTHBIN CIIUTBHIA OEJOK MMEeT CHIKEHHYIO) CIOCOOHOCTH BBI3bIBATH
AHTUTENIO3aBUCHMYIO KJIETOYHYIO IUTOTOKCHYHOCTH (A3KLL).

[0095] CormacHO HEKOTOPBIM BapHaHTaM peau3alui W300peTeHus,, PeKOMOMHAHTHBIHI
ciuteiii Oenmok crumynmpyer curHaiuHr HER2/4 B ormimmume ot curHanmuara HER2/3 mo
CPaBHEHHMIO C TIOTEHIIMAJIOM HHAYKIIMU CUrHaIUHTa pekomMOnHanTHoro NRG-1.

[0096] CornacHO KOHKPETHOMY BapHaHTy pealn3alul U300peTeHus, peKOMOUHAHTHBIH
cnuthiii Oenok conep:kut mAb mporus HER3, ciuroe unu GpyHkunoHaIbHO CBsi3aHHOE uepes C-
KOHeLl TsikeJoN uenu anturesa ¢ uzodpopmoit NRG-1B2a nocnenosarensHoctu SEQ ID NO: 4 ¢
nomotusto auHKepa GGGGSGGGGS (G4S) (SEQ ID NO: 5). CornacHO HEKOTOPBIM BapHaHTaM
peamuzanu U300peTeHus, MOKHO NMPUMEHATh OAHYy wiu Oojee konwii juHkepa. CoriacHO
IPYTUM BapHaHTaM pea3alMi U300peTeHHs, B COOTBETCTBUU C HACTOSIIEH 3asiBKOH MOXHO
npuMeHsTh 2, 3, 4, win 5 konuil auHkepa G4S uimu r000ro apyroro JUHKepa, KOTOPBIH, Kak
U3BECTHO B JJAHHOW OOJIACTH TE€XHUKH, SIBJISICTCS] TOAXOMALIMM JJIi KOMITO3ULUH, OMUCAHHOH B
HACTOsIIIEH 3as1BKe.

[0097] TepMHH «JIUHKEP» SBISIETCS MPUHITHIM TEPMHHOM B JAHHOHM OOJIACTH TEXHHUKH H
OTHOCHTCSI K MOJIEKyJie (BKJIIOYasi, HO HE OrPaHUYMBAsACh YKa3aHHBIMH, HEMOAN(DHINPOBAHHBIE
WM MOAN(ULHUPOBAHHBIE HYKJIEHHOBBIE KUCIIOTHI WM AMHUHOKUCJIOTBI) MJIM TPYIIE MOJEKYJ
(manmpumep, 2 unu Oonee, Harpumep, 2, 3, 4, 5, 6, 7, 8, 9, 10, 15, 20, 25, 30, 35, 40, 45, 50, 55,
60, 65, 70, 75, 80, 85, 90, 95, 100 unmu Gonee), COSAUHSIIONINX JABA COSIUHEHUS, TAKIX KaK JBa
nojunenTtraa. JIMHKEpD MOKET COCTOSATh M3 OOHOW CBS3BIBAIOINEH MOJIEKYJBbl WJIM MOJKET
COZIEPKaTh CBSI3BIBAIOLIYI0 MOJIEKYJYy M IO MEHbIIEH Mepe OIHY CIEeHCEepHYI MOJEKYIy I
OTAEJICHHS CBSA3BIBAIOIIEH MOJIEKYJIbI OT COEIUHEHNsI HA KOHKPETHOE PaCcCTOSTHUE.

[0098] IlocnenoBaTeapbHOCTh HYKJICHMHOBOH KHUCIOTHI SIBISIETCS  «(YHKLHUOHAJIBHO

CBSI3aHHON», KOrAa OHAa HaxoguTcs B (YHKIMOHAJBHOW 3aBUCUMOCTH OT JIPYroi
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NOCJIEIOBATEIbHOCTH  HYKJIEMHOBBIX  KHCJIOT.  Hampumep,  mpeanocienoBaTeNbHOCTb
HYKJIEMHOBOW KHCJIOTBI WJIM CEKPETOpHAas JIMAEPHAas IOCIeN0BATEIbHOCTh (PYHKLIMOHAIBHO
CBs3aHa C HYKJIEMHOBOW KHCJIOTOH, KOAMPYIOLIEH MOJIMIENTHJ, €CIU OHA 3KCIPECCUPYETCs B
BUJI€ NPENPOTENHA, KOTOPBIN Y4aCTBYeT B CEKPELIUU YKa3aHHOTO MOJIMIENTUAA;, IPOMOTOP WM
SHXaHCep (PYHKIMOHAIBHO CBA3aH C KOAMPYIOLIEH MOCIe0BaTeNbHOCTBIO, €CIIM OH BIIUSET Ha
TPAHCKPUILIMKO YKAa3aHHOW IOCJENOBATEIbHOCTH, WM CalWT CBS3bIBAHHS PUOOCOMBI
(YHKIIMOHAJIBHO CBSI3aH C KOAMPYIOIIEH MOCIeNOBATEIBbHOCTBIO, €CJIM OH PACHOJIOKEH TaKUM
o0pa3zom, 4TO CrIOCOOCTBYeT TpaHCHAUWU. B menom, TepMuH «(yHKIIMOHAJIBHO CBSI3aHHBIE)
O3HAYAET, YTO CBSI3bIBAEMBIC MOCIIEIOBATEIPHOCTH HYKJIEHHOBBIX KHCJIOT MPEICTABISIOT COOOH
HETPEePbIBHYIO TMOCJIEI0BATENbHOCTD, & B CIy4ae CEKPEeTOPHOH JTHAEPHON MOCIeN0BaTENbHOCTH,
NPEICTABISIIOT COOOM HENpPEPBIBHYIO MOCIENOBATEIBHOCT U HAXOIATCS B OJHOM paMKe
CUUTBHIBAHMUSL. Opnnakxo SHXaHCEpPHI HEeo0s13aTeNIbHO o0pasyroT HeTpepbIBHbIE
nocjenoBaTeIbHOCTH. CBS3bIBAHNE MOXKET OCYIIECTBIATHCS, HAIPUMEP, MyTeM JIMTUPOBAHUS IO
ynoOHBIM caiiTaM pecTpukimu. EcCiu Takux CalTOB HE CYIIECTBYIOT, MOXKHO HCIOJb30BaTh
CUHTETUYECKHE OJIMTOHYKJIEOTHIHbIE aJaNTOPhl, JMHKEPbl WJIH APYTU€ METOAbl, NU3BECTHBIE B
naHHOW obOmactu TexHUKU. CoryjacHO JApPYroMy BapHaHTy pealn3aludl H300peTeHus,
«(YHKIIMOHAIBHO CBSI3aHHBIIN» TAK)XKE€ OTHOCHTCS K (PYHKLIMOHAIBHOMY CIIAPUBAHHIO OTEIBHBIX
AMMHOKHCJIOTHBIX TIOCJIEAOBATENIbHOCTEH, MENTHIOB MM O€JKOB, KaK IPH CIapUBAHUH
antutena u ¢parmenta NRG-1, ommcaHHOro B HacTOsIIeH 3asBKE, 4Yepe3 JHUHKEPHYIO
MOCJIEI0BATENbHOCTD, TAK)KE OMMCAHHYIO B HACTOSALIEH 3asBKe.

[0099] CornacHO npyromy BapHaHTy peau3aliy HU300peTeHus, Tsokenas Lernb mAb
npotus Her3, copeprxalasics B peKOMOMHAHTHOM Oellke CIMSHUS, IPEAJIOKEHHOM B HACTOSLIEH
3asBKe, koaupyercs nocneaosatenbHocTei0 SEQ ID NO: 6:

ATGGAGTTTGGGCTGAGCTGGGTTTTCCTTGTTGCTATAATAAAAGGTGTCCA
GTGTCAGGTGCAGCTGCAGCAGTGGGGAGCTGGACTGCTGAAGCCAAGCGAGACCC
TGTCTCTGACATGCGCCGTGTACGGAGGATCCTTCAGCGGATACTATTGGTCTTGGA
TCAGGCAGCCACCTGGCAAGGGACTGGAGTGGATCGGCGAGATCAACCACTCTGGC
TCCACCAACTACAATCCCTCTCTGAAGTCCCGGGTGACCATCTCCGTGGAGACAAGC
AAGAATCAGTTTTCCCTGAAGCTGTCCAGCGTGACCGCCGCTGACACAGCCGTGTAC
TATTGCGCTAGGGACAAGTGGACCTGGTATTTCGATCTGTGGGGAAGGGGCACCCT
GGTGACAGTGTCTTCCGCCTCTACAAAGGGCCCCTCCGTGTTTCCTCTGGCTCCAAG
CTCTAAGAGCACCTCTGGAGGAACAGCCGCTCTGGGATGTCTGGTGAAGGATTACTT
CCCTGAGCCAGTGACCGTGAGCTGGAACTCTGGCGCCCTGACCTCCGGAGTGCATAC
ATTTCCCGCTGTGCTGCAGTCCAGCGGCCTGTATAGCCTGTCTTCCGTGGTGACCGT
GCCTAGCTCTTCCCTGGGCACCCAGACATACATCTGCAACGTGAATCACAAGCCCTC
CAATACAAAGGTGGACAAGAGAGTGGAGCCTAAGAGCTGTGATAAGACCCATACAT
GCCCACCATGTCCAGCTCCTGAGCTGCTGGGAGGACCTTCCGTGTTCCTGTTTCCTCC
AAAGCCAAAGGACACCCTGATGATCTCTCGCACCCCTGAGGTGACATGCGTGGTGG
TGGACGTGTCCCACGAGGATCCAGAGGTGAAGTTCAACTGGTACGTGGATGGCGTG
GAGGTGCATAATGCTAAGACCAAGCCTAGGGAGGAGCAGTACAACAGCACCTATCG
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GGTGGTGTCTGTGCTGACAGTGCTGCACCAGGACTGGCTGAACGGCAAGGAGTACA
AGTGCAAGGTGAGCAATAAGGCCCTGCCAGCTCCCATCGAGAAGACCATCTCTAAG
GCCAAGGGCCAGCCCAGAGAGCCTCAGGTGTATACACTGCCCCCTAGCCGCGAGGA
GATGACCAAGAACCAGGTGTCTCTGACATGTCTGGTGAAGGGCTTCTACCCATCTGA
CATCGCTGTGGAGTGGGAGTCCAATGGCCAGCCCGAGAACAATTATAAGACCACAC
CACCCGTGCTGGACTCCGATGGCAGCTTCTTTCTGTACTCCAAGCTGACCGTGGATA
AGAGCAGGTGGCAGCAGGGCAACGTGTTTTCCTGCAGCGTGATGCACGAGGCCCTG
CACAATCATTATACACAGAAATCTCTGTCCCTGAGCCCAGGCAAGGGAGGAGGAGG
AAGCGGAGGAGGAGGCAGCTCTCATCTGGTGAAGTGTGCTGAGAAGGAGAAGACCT
TCTGCGTGAACGGCGGCGAGTGTTTTATGGTGAAGGACCTGTCTAATCCATCCAGAT
ACCTGTGCAAGTGTCCCAACGAGTTCACAGGCGATCGCTGCCAGAATTACGTGATG
GCCTCTTTTTATAAGGCTGAGGAGCTGTACCAGTAA (SEQ ID NO: 6). Cornacho
OHOMY BapHaHTy peajii3aliy N300peTeHus], Mociaen0oBaTebHOCTh, omucanHas B SEQ ID NO:
6, He conmepxkutT Fe-myranuii. CoracHO OMHOMY BapuaHTy peanusaimu m3odperenus, SEQ ID
NO: 6 Taxxe HazbiBaeTcst «KNPCF».

[00100] CormacHO OXHOMY BapHAHTy pealnu3alud H300pEeTeHUs, PEKOMOWHAHTHBIH
CIUTBIA OENOK, NMPEIOKEHHBIN B HACTOSIIECH 3asBKE, COAEPKHUT TSDKENYI0 Lenmb mAb mpoTus
Her3. CornacHo npyromy BapuaHTy peaiu3aluu u3o0peTeHus, Tsokesast uernb mAb nmporus Her3
xoaupyercs nocnenosatenbHocTeio SEQ ID NO: 7:

ATGGAGTTTGGGCTGAGCTGGGTTTTCCTTGTTGCTATAATAAAAGGTGTCCA
GTGTCAGGTGCAGCTGCAGCAGTGGGGAGCTGGACTGCTGAAGCCAAGCGAGACCC
TGTCTCTGACATGCGCCGTGTACGGAGGATCCTTCAGCGGATACTATTGGTCTTGGA
TCAGGCAGCCACCTGGCAAGGGACTGGAGTGGATCGGCGAGATCAACCACTCTGGC
TCCACCAACTACAATCCCTCTCTGAAGTCCCGGGTGACCATCTCCGTGGAGACAAGC
AAGAATCAGTTTTCCCTGAAGCTGTCCAGCGTGACCGCCGCTGACACAGCCGTGTAC
TATTGCGCTAGGGACAAGTGGACCTGGTATTTCGATCTGTGGGGAAGGGGCACCCT
GGTGACAGTGTCTTCCGCCTCTACAAAGGGCCCCTCCGTGTTTCCTCTGGCTCCAAG
CTCTAAGAGCACCTCTGGAGGAACAGCCGCTCTGGGATGTCTGGTGAAGGATTACTT
CCCTGAGCCAGTGACCGTGAGCTGGAACTCTGGCGCCCTGACCTCTGGAGTGCATAC
ATTTCCCGCTGTGCTGCAGTCCAGCGGCCTGTATAGCCTGTCTTCCGTGGTGACCGT
GCCTAGCTCTTCCCTGGGCACCCAGACATACATCTGCAACGTGAATCACAAGCCCTC
CAATACAAAGGTGGACAAGAGAGTGGAGCCTAAGAGCTGTGATAAGACCCATACAT
GCCCACCATGTCCAGCTCCTGAGTTCCTGGGAGGACCTGCCGTGTTCCTGTTTCCTCC
AAAGCCAAAGGACACCCTGATGATCTCTCGCACCCCTGAGGTGACATGCGTGGTGG
TGGACGTGTCCCACGAGGATCCAGAGGTGAAGTTCAACTGGTACGTGGATGGCGTG
GAGGTGCATAATGCTAAGACCAAGCCTAGGGAGGAGCAGTACAACAGCACCTATCG
GGTGGTGTCTGTGCTGACAGTGCTGCACCAGGACTGGCTGAACGGCAAGGAGTACA
AGTGCAAGGTGAGCAATAAGGCCCTGCCAGCTCCCATCGAGAAGACCATCTCTAAG
GCCAAGGGCCAGCCCAGAGAGCCTCAGGTGTATACACTGCCCCCTAGCCGCGAGGA
GATGACCAAGAACCAGGTGTCTCTGACCTGTCTGGTGAAGGGCTTCTACCCATCTGA
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CATCGCTGTGGAGTGGGAGTCCAATGGCCAGCCCGAGAACAATTATAAGACCACAC
CACCCGTGCTGGACTCCGATGGCAGCTTCTTTCTGTACTCCAAGCTGACCGTGGATA

AGAGCAGGTGGCAGCAGGGCAACGTGTTTTCCTGCAGCGTGATGCACGAGGCCCTG
CACGCTCATTATACACAGAAATCTCTGTCCCTGAGCCCAGGCAAGGGAGGAGGAGG
AAGCGGAGGAGGAGGCAGCTCTCATCTGGTGAAGTGTGCTGAGAAGGAGAAGACCT
TCTGCGTGAACGGCGGCGAGTGTTTTATGGTGAAGGACCTGTCTAATCCATCCAGAT
ACCTGTGCAAGTGTCCCAACGAGTTCACAGGCGATCGCTGCCAGAATTACGTGATG

GCCTCTTTTTATAAGGCTGAGGAGCTGTACCAGTAA (SEQ ID NO: 7). Cornacho
omHOMYy BapuaHTy peanusainmu u3ooperenus, SEQ ID NO: 7 Takxke HasbiBaercss «KNPCFAy.
CornacHo omHOMy BapuaHTy peanu3zaiuu u3odoperenusi, SEQ ID NO: 7 comep:kuT OgHy WM
Oosiee MyTaluii, KOTOpble KOOUPYIOT OAHY win Oonee mytanuii B kKoHCTaHTHOM (Fc) ydacTke
mAb mporuB Her3, mnpemnokeHHOro B Hacrosimeid 3asBke. COracHO OZHOMY BapHUaHTY
peammzarmu  u3oOpereHus, 3penoe aHtureno mnporuB HER3  cormacHo Hacrosmemy
300pETEHHNIO CONIEPIKUT 110 MEHBLIEH Mepe OHY MyTallHI0 B aMUHOKUCIIOTax 234, 239, 434 wnn
ux komOumHaumro. CormacHO [IpyroMy BapHaHTy pealn3alud  H300pPETeHUs, MyTaLuH
AMHHOKHCJIOT BKJIFOYAIOT MO MEHbIIEH Mepe OHY U3 CHEAYIOLUX MyTalUi MO TUINY 3aMEHbI:
L234F, S239A, N434A unu ux KOMOMHAIHIO.

[00101] CormacHO OXHOMY BapHAHTy pealnu3aluu H300peTeHUs, PEKOMOWHAHTHBIH
CIUTBINA OENOK, MPEIOKEHHBIH B HACTOSINEH 3asiBKe, COIAEPIKUT IOCIEAOBATENbHOCTD JIETKON
neru mAb mporuB Her3. CormacHo apyromMy BapuaHTy peaiu3aludl H300peTeHus,
MOCJIEIOBATEIbHOCTD JIETKOH 1menu komupyercst mnocienosarenbHocThio (SEQ ID NO: 8):
ATGGTGTTGCAGACCCAGGTCTTCATTTCTCTGTTGCTCTGGATCTCTGGTGCCTACG
GGGACATCGAGATGACCCAGTCTCCAGATTCCCTGGCCGTGAGCCTGGGAGAGAGG
GCTACAATCAACTGCCGGTCCAGCCAGTCTGTGCTGTACTCTTCCAGCAACAGGAAT
TACCTGGCCTGGTATCAGCAGAATCCCGGCCAGCCCCCTAAGCTGCTGATCTATTGG
GCTAGCACCAGAGAGTCTGGAGTGCCTGACCGCTTCTCTGGATCCGGAAGCGGCAC
AGACTTCACCCTGACAATCTCTTCCCTGCAGGCCGAGGACGTGGCCGTGTACTATTG
CCAGCAGTATTACTCTACCCCTAGGACATTCGGCCAGGGCACCAAGGTGGAGATCA
AGCGGACAGTGGCCGCTCCATCCGTGTTCATCTTTCCACCCTCCGACGAGCAGCTGA
AGTCCGGAACCGCTAGCGTGGTGTGCCTGCTGAACAACTTCTACCCAAGAGAGGCC
AAGGTGCAGTGGAAGGTGGATAACGCTCTGCAGAGCGGCAATTCTCAGGAGTCCGT
GACCGAGCAGGACAGCAAGGATTCTACATATTCCCTGAGCTCTACCCTGACACTGTC
CAAGGCCGATTACGAGAAGCACAAGGTGTATGCTTGCGAGGTGACCCATCAGGGCC
TGTCCAGCCCCGTGACAAAGAGCTTCAACCGCGGCGAGTGTTAA (SEQ ID NO: 8).
CornacHo omHoMmy BapuaHTy peanusanuu u3oOperenusi, SEQ ID NO: 8 Ttakke Ha3bIBaeTcs
«PALy.

[00102] CornacHo OZHOMY BapHaHTYy peajH3alMy U300PETEeHUs, TsDKeNas Lellb aHTUTeNa
npotus HER3, comepxamasicss B peKOMOMHAHTHOM Oe€NKe CIHMsHUS, TNPEAJIOKEHHOM B

HaCTOHH.Ieﬁ 3asiBKE, COACPKUT CICAYHOIYHO aMUHOKHCJIIOTHYIO MOCTIEN0OBATCIIbHOCTD!
[00103]
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MEFGLSWVFLVAIIKGVQCQVQLQQWGAGLLKPSETLSLTCAVYGGSFSGYYWSWIRQ
PPGKGLEWIGEINHSGSTNYNPSLKSRVTISVETSKNQFSLKLSSVTAADTAVYYCARDK
WTWYFDLWGRGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVS
WNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVE
PKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFN
WYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIE
KTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYK
TTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGKGGG
GSGGGGSSHLVKCAEKEKTFCVNGGECFMVKDLSNPSRYLCKCPNEFTGDRCQNYVM
ASFYKAEELYQ (SEQ ID NO: 9).

[00104] CornacHO OMHOMY BapHaHTy peau3aluu H300PETEeHUs, TSKeNas [eb aHTUTeNa
nporus HER3, comepxamasics B peKOMOMHAHTHOM Oe€JiKe CIHSHHUS, TPEAJIOKSHHOM B
HACTOsILIEH 3as1BKe, COAEPKUT CIEAYIOIYI0 aMUHOKUCIOTHYIO MTOCIIEI0BATENBHOCTS!

MEFGLSWVFLVAIIKGVQCQVQLQQWGAGLLKPSETLSLTCAVYGGSFSGYYW
SWIRQPPGKGLEWIGEINHSGSTNYNPSLKSRVTISVETSKNQFSLKLSSVTAADTAVYY
CARDKWTWYFDLWGRGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPE
PVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVD
KRVEPKSCDKTHTCPPCPAPEFLGGPAVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPE
VKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKAL
PAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPE
NNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHAHYTQKSLSLSPG
KGGGGSGGGGSSHLVKCAEKEKTFCVNGGECFMVKDLSNPSRYLCKCPNEFTGDRCQN
YVMASFYKAEELYQ (SEQ ID NO: 10).

[00105] CornacHO OOHOMY BapHaHTy peaNnu3alid H300peTeHHs], MOCIEI0BATEIbHOCTD
TsDKenol 1nenu mAb mporuB Her3 comepskuT IOCIENOBAaTEIbHOCTh CHUTHAJBHOTO MENTHIA.
CornacHo npyromy BapHaHTy peasu3aliyl H300peTeHHs, MOCIeNOBATEIbHOCTh CUTHAJIBHOTO
nentuaa Tsokenon nend mAb nporus Her3 comepKUT aMUHOKHCIOTHYIO MOCJIEOBATEIBHOCTD
MEFGLSWVFLVAIIKGVQC (SEQ ID NO: 11).

[00106] CornacHO OHOMY BapHaHTy peau3alud U300pETEHUs, JIerKas Lelb aHTUTeNa
npotuBs HER3, copmepkamascs B peKOMOMHAHTHOM O€JNKe CIHSIHHS, COAEPIKUT CIENYIOIIYIO
AMUHOKHCJIOTHYIO MOCIEA0BATENBHOCTS!

[00107]
MVLQTQVFISLLLWISGAYGDIEMTQSPDSLAVSLGERATINCRSSQSVLYSSSNRNYLA
WYQOQNPGQPPKLLIYWASTRESGVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCQQYYS
TPRTFGQGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDN
ALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNR
GEC (SEQ ID NO: 12).

[00108] CornmacHO OZHOMY BapHUAHTy peaTH3alUu HU300peTeHHs], MOCIeIOBATEIbHOCTD
nerkoi nermn mAb mnporuB Her3 comepKuT mnociaenoBaTeNbHOCTh CUTHAJIBHOTO TMENTHAA.

CornacHo Aapyromy BapHaHTy peau3ali H300peTeHMs, IMOCIeNOBATEIbHOCTh CUTHAJIBHOTO
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nentuaa jerkod nenu mAb mporu Her3 comep:kuT aMUHOKHCJIOTHYIO TOCEIOBATEIBHOCTD
MVLQTQVFISLLLWISGAYG (SEQ ID NO: 13). CornacHO OIHOMY BapHaHTy peau3aluu
n300peTeHNs], 3peblii MOJUMENTHA, TAKOH KaK aMMHOKHCIIOTHAS TTOCJIEA0BATEIbHOCTD TSDKEJION
LeNY WM JIETKOW LIeNU aHTUTeNa, ONUCAaHHAs B HACTOSALIEH 3asBKe, HE CONEP>KUT CUTHAIBHOTO
NenTHA.

[00109] CornmacHO ORHOMY BapHaHTy peaJH3aLuN H300peTeHHs, PEeKOMOMHAHTHBIMN
CITUTBIH OEJIOK COAEPIKUT CIEeNYIOIINE AMUHOKHUCIIOTHBIE TTOCIIEI0BATEIbHOCTH!

Tskenas uenn

[00110]
QVQLQQWGAGLLKPSETLSLTCAVYGGSFSGYYWSWIRQPPGKGLEWIGEINHSGSTN
YNPSLKSRVTISVETSKNQFSLKLSSVTAADTAVYYCARDKWTWYFDLWGRGTLVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQS
SGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPEFLG
GPAVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPP
SREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTV
DKSRWQQGNVFSCSVMHEALHAHYTQKSLSLSPGKGGGGSGGGGSSHLVKCAEKEK
TFCVNGGECFMVKDLSNPSRYLCKCPNEFTGDRCQNYVMASFYKAEELYQ (SEQ
ID NO: 14, rge moxyXHpHbIM KypCHUBHBIM IIPU(PTOM OOO3HAUEH JIMHKED, a MOy KHPHBIM
mpudrom obo3znaueH pparmeHT NRG-1); u

Jlerkas uennb

DIEMTQSPDSLAVSLGERATINCRSSQSVLYSSSNRNYLAWYQQNPGQPPKLLIY
WASTRESGVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCQQYYSTPRTFGQGTKVEIKRT
VAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDS
KDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (SEQ ID NO: 3).

[00111] CormacHo OmXHOMY BapUaHTy pealu3alud H300pETeHMs, Kakmas W3
NOCJIEZIOBATEIbHOCTEH TSDKENON LeNyM W JISTKOW LEend B 3pejioM PEeKOMOMHAHTHOM Oejke
CIIUSIHUSI HE COIEPKUT aMHUHOKUCIIOTHOMH MMOCIEeI0BATEIbHOCTH CUTHAJIBHOTO MENTHAA.

[00112] CormacHO KOHKPETHOMY BapUaHTy pealn3alud HU300peTeHus, TshKeas Lelb
antutrena nporuB HER3, mpennoxeHHoro B Hacrosimied 3asBke, ciuta depe3 C-KOHLEBYIO
JUHKEPHYIO TMOCNenoBarebHOCTh ¢ m3odopmori NRG-162a, mpennokeHHOW B HACTOSIIEH
3asBke. COryiacHO JAPYroMy BapHaHTy peanusanuu u3o0pereHus, C-KOHEU TSDKENOH IenH
aHturtena coaepkut Fc-nomeH anTuTena.

[00113] CornmacHO HEKOTOPHIM BapHAaHTaM peaU3alnuu H300pETEHHs], MPENJIOKEHBI
(apmarieBTHYECKHE KOMIIO3HLIMHU, CONEPIKAIINE YKAa3aHHbI PEKOMOWHAHTHBIA CIUTHINA OEJNOK,
OTUCAHHBIN B HACTOSIIEH 3asBKe, CONEPIKALIUIICS BMeCTe ¢ (hapMalleBTHUECKUM HOCHTEJIEM.

[00114] CornacHO HEKOTOPHIM BapHaHTaM pean3alliil U300PETeHHUs, AHTUTENO MPOTHB
HER3 u ¢pparment NRG-1, onucanHblil B HacTOsIIIEH 3asBKe, PEKOMOWHAHTHO WJIM XUMHUYECKU
CUTBI/(PYHKIIMOHATBPHO CBSI3aHBI 4Uepe3 JIMHKep ¢ obpasoBaHueM ciuroro Oenka. «CIUThIA

0enoK», «CIUTBIA MOJHUIIENTHI», «PEKOMOMHAHTHBIA CIUTBHIA OENOK» MM «PEeKOMOMHAHTHBIN
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TIOJIUTNIENITHY OTHOCHTCSI K THOPUAHOMY TOJIUIENTUAY, KOTOPBIA CONEPIKUT YaCTH MOJIUIENTHIA
U3 TI0 MEHbIIEH Mepe NBYX Pa3IMYHBbIX HojunentunaoB. «CIHUTHIN Oelok», Kak OMpenesieHO B
HACTOALIEH 3asiBKe, NMPEACTaBJsieT COOOH CIHMSHME, BKIIIOYAIOIIee MEPBYID aMHHOKHCIIOTHYIO
NoCJIeIoBaTeIbHOCTE  (Oenok), coxepskamnyro, Hampumep, usodpopmy NRG-182a cormacHo
U300pETEeHNI0, COEAMHEHHYK depe3 JuHkep ¢ C-KOHIIOM BTOPOM aMHHOKHCJIOTHOMH
IIOCJIEZIOBATENIBHOCTH,  COZEpsKallel TsDKENIyr Lelb AaHTUTeNa, KOTOpPOe  CBSI3bIBAETCS
cneuuduyno ¢ ERBB3 (HER3).

[00115] CornacHO OmHOMY BapHUaHTy peanu3aldd H300peTEHUs, CIUTBI OeJoK
KOIAUPYETCS W MPONYLHUPYETCs] PeKOMOMHAHTHBIM TyTeM. COrIaCHO HEKOTOPBhIM BapHaHTaAM
peanu3zanuu n300peTeHus], PeKOMOMHAHTHBIN CJIUTHIN O€JIOK KOAUPYETCSI MOCIEI0BATEIbHOCTHEO
HYKJICHHOBBIX ~ KHCJIOT, KOIHUPYIOLIEH aHTUTENO COTMJIACHO  HW300pEeTeHHro, KOTOpoe
(YHKLMOHAJIBHO CBS3aHO Yepe3 IOCJIEA0BATEIbHOCTD HYKJIEMHOBBIX KHCJIOT, KOJUPYIOIIYIO
JIMHKEP, C TOCIENOBATEIbHOCTBIO HYKJIEHHOBBIX KHCIOT, kKomupyroomei nzopopmy NRG-162a
COTJIACHO M300pPETEHHIO.

[00116] CornmacHO OHHOMY BapUaHTy peanu3aluu H300peTeHHs, AMHHOKHUCJIOTHAsI
NOCJIEIOBATENIbHOCTh ~ PEKOMOMHAHTHOIO ~ CIMTOrO  Oenmka  ABISIETCS  TOMOJIOTUYHOM
nocnenoateabHOCTH SEQ ID NO: 14, cnuroit ¢ SEQ ID NO: 3. TepMuH «roMOJIOTHS) MOXKET
OTHOCHUTBCSI K MIASHTUYHOCTH IIOCJIEIOBATEIBHOCTH PEKOMOMHAHTHOTO CJIUTOro Oefka
(manmpumep, moboit u3 SEQ ID NO: 1-18) Oonee uem Ha70%. CornacHo APyroMy BapHaHTY
peann3anny U300pPEeTeHus], KTOMOJIOTHS» OTHOCHUTCS K uaeHTudHocTH Jiroboit m3 SEQ ID NO: 1-
18 Gonee uem Ha 72%. CoriacHO APYyromMy BapUaHTy peau3ali U300pEeTeHHUs, KTOMOJIOTHSY
oTHOCcUTCA K uaeHTHYHOCTH JiroOok u3 SEQ ID NO: 1-18 Oonee yem Ha 75%. CoriacHo
APYrOMy BapUaHTy peau3alud U300peTEeHHs], KTOMOJIOTUS» OTHOCUTCS K MAEHTHYHOCTH JIFOOOH
w3 SEQ ID NO: 1-18 Oonee uem Ha 78%. CormacHo ApPYyroMy BapHaHTy peau3aluu
n300peTeHust, KTOMOJIOTHS» OTHOCHUTCS K uaeHTHYHOCTH JiroOoi u3 SEQ ID NO: 1-18 Gonee uem
Ha 80%. CoryiacHO Ipyromy BapHaHTy peau3aliy U300peTeHHs, KTOMOJIOTHs» OTHOCHTCS K
unentruuHocTH JE0O0H u3 SEQ ID NO: 1-18 Gonee yem Ha 82%. CoriacHo Apyromy BapHaHTY
peanu3anuy U300peTeHus], KTOMOJIOTHS» OTHOCHUTCS K uaeHTudHocTH Jiroboii u3 SEQ ID NO: 1-
18 Gonee yem Ha 83%. CoriacHoO APYyromMy BapUaHTy peau3alii U300peTeHHUs, KTOMOJIOTHSY
oTHOcUTCS K uueHTHyHOCTH JiroOoi u3 SEQ ID NO: 1-18 Oonee yem Ha 85%. CoryiacHo
APYyrOMy BapUaHTy peain3alii H300PETeHUs, KTOMOJIOTHS» OTHOCHUTCS K HIIEHTUIHOCTH JTF0OOH
3 SEQ ID NO: 1-18 Oonee uem Ha 87%. CormacHo ApyroMy BapHaHTy pead3aluu
U300peTeHMsI, KTOMOJIOTHST» OTHOCUTCS K naeHTndHocTH J1I06oi n3 SEQ ID NO: 1-18 Gonee uem
Ha 88%. CoriacHoO Ipyromy BapHaHTy peau3aliyl U300peTeHUs, «TOMOJIOTHS» OTHOCHTCS K
uneHTnaHOCTH JE0O0H 13 SEQ ID NO: 1-18 Gonee uem Ha 90%. CoriacHo Apyromy BapHaHTY
peann3anny U300pEeTeHus], KTOMOJIOTHS» OTHOCHUTCS K uaeHTudHocTH Jiroboit m3 SEQ ID NO: 1-
18 Gonee yem Ha 92%. CoriacHO APYromMy BapUaHTY peaM3ali U300pETeHHUs, KTOMOJIOTHS
oTHOcUTC K uueHTHYHOCTH JiroOoi u3 SEQ ID NO: 1-18 Oonee yem Ha 93%. CoriacHo
APYyrOMy BapUaHTy peain3alii H300PETeHUs, KTOMOJIOTHS» OTHOCHUTCS K HIIEHTUYHOCTH JIF0OOH

u3 SEQ ID NO: 1-18 Oomee uem Ha 95%. CormacHO ApyromMy BapHaHTy peaTH3alud



33

H300peTeHMsI, KTOMOJIOTHST» OTHOCUTCS K naeHTndHocTH J1r06oi n3 SEQ ID NO: 1-18 Gonee uem
Ha 96%. CoracHO Ipyromy BapHaHTy peau3aliyl U300peTeHUsl, «KTOMOJIOTHS» OTHOCHTCS K
unenTnuHocTH M0Ooi u3 SEQ ID NO: 1-18 Gonee uem Ha 97%. CoriacHo ApyromMy BapHaHTY
peann3anny U300pPEeTeHus], KTOMOJIOTHS» OTHOCHUTCS K uaeHTudHocTH Jiroboit m3 SEQ ID NO: 1-
18 Gonee uem Ha 98%. CoriacHoO APYyromMy BapUaHTy peanu3aliyu U300pEeTeHHUs], KTOMOJIOTHS)
oTHocHuTCs K maeHTHdHOCcTH Jir0Ooii m3 SEQ ID NO: 1-18 Oonee uem Ha 99%. CormacHo
APYroMy BapHaHTy peajM3aluy U300pEeTeHHs, KTOMOJIOTHS» OTHOCHTCS K MIEHTUYHOCTH JIF0OOH
u3 SEQ ID NO: 1-18 na 100%.

[00117] Onpenenenue mpoLeHTa UACHTUYHOCTH MEXIY ABYMs MOCIEI0BATENIbHOCTSIMU
MO>KHO OCYILIECTBIISITh C UCIIOJIb30BAaHUEM MaTeMaTudeckoro anropurma. Heorpanuumsaromuii
NpUMep  MareMaTU4YecKOro  ajropuTMa,  WCIOJNb3YyeMOro  JAjsl  CpaBHEHMs  JIBYX
NIOCJIEIOBATENIbHOCTEH, MpeAcTaBisier co0oit anroputm u3 ucrtounnka Karlin and Altschul, 1990,
Proc. Natl. Acad. Sci. USA 87:2264-2268, Moau(pUIIMPOBAHHBINA B COOTBETCTBHH C HCTOUHHUKOM
Karlin and Altschul, 1993, Proc. Natl. Acad. Sci. USA90:5873-5877. Takoli anroputM BCTPOEH B
nporpammbel NBLAST u XBLAST cornacao uctounuky Altschul et al., 1990, J. Mol. Biol.
215:403-410. ITouck Hykieorunos no BLAST M0OXHO OCyLIECTBIISITH C MOMOLIBIO POrPaMMbl
NBLAST (6ann=100, nnuHa ciaoBa=12) ns mogydeHUs] HyKJICOTUAHON MOCIIEeNOBATEIbHOCTH,
TOMOJIOTUYHOW HYKJICMHOBOW KHUCJIOTE, KOIUPYIOLIeH nHTepecyromuii 6emok. benkoBblii mouck
BLAST MoxHO ocymecTBisITh ¢ oMot nporpamMmbl XBLAST (6amn=50, nnunaa ciosa=3)
IJ TOJNIYYEeHUs AMUHOKHCJIOTHOW IIOC/IEAOBATEIbHOCTH, T'OMOJIOTUYHON HWHTEPECYIOIEMY
Oenky. /s monydeHus BbIPaBHMBAHUS C MPOMYCKaMH Ul CPaBHEHHUS MOCJIENOBATEIbHOCTEN
Mo>kHO ucnoap3oBath Gapped BLAST, kak omucano B ucrounuke Altschul et al., 1997, Nucleic
Acids Res. 25:3389-3402. AnbrepHatusHo, PSI-Blast MO>XKHO MCTIONIB30BATh AJIsl OCYILECTBIIEHHS
UTEPALMOHHOIO MOMCKA, KOTOPBII BBIABIAET YAAJCHHbIE B3aUMOACHCTBUA MEXAY MOJIEKYJIaMU
(tam xe). IIpu ucnonp3oBannu nporpamm BLAST, Gapped BLAST u PSI-BLAST moxHO
UCTIOJIb30BATh MapaMeTpPhl M0 YMOJIYAHUSI COOTBETCTBYIOMUX mporpamm (Hanpumep, XBLAST u
NBLAST). [pyroii  HeOrpaHUYMBAOIIMA  NPUMEP  MaTEMAaTHYECKOrO  ajrOpHUTMA,
UCTIOJIB3YEMOTO JIJIsi CPABHEHUS TOCJIENOBATEIbHOCTEH, MpeACcTaBisieT coboi anroputM Myers
and Miller, CABIOS (1989). Takoii anroputm BrimoueH B mporpammy ALIGN (Bepcusi 2.0),
KOTOpasi sIBJISIETCS 4acThIO MaKeTa MporpamMm BbipaBHUBaHUs nocienosatenbHocTet GCG. Ipu
ucnonp3zoBanuu nporpaMmbl ALIGN n7s cpaBHEHHs aMMHOKHMCIIOTHBIX MOCIEI0BATENbHOCTEH
MOKHO HCHOJIb30BaTh Tabyuily BecoB ocTatkoB PAMI120, mtpad 3a ymiuHeHume mnpodena,
paBublii 12, u mrpad 3a mpoben, paBHblid 4. J{OMONHUTENbHBIC ANTOPUTMBI U aHAIU3a
NOCJIEIOBATENIbHOCTEH M3BECTHBI B AaHHOW oOmactu TexHukH u BKIO4YaroT ADVANCE nu
ADAM, onmcanuble B ucrounuke Torellis and Robotti, 1994, Comput. Appl. Biosci,10:3-5; a
takxke FASTA, onmcanneiii B ucrounnke Pearson and Lipman, 1988, Proc. Natl. Acad. Sci. USA
85:2444-8. B amropurme FASTA ktup mpencrasnsier coOoii KOHTPOJBHYIO OILHID, KOTOpast
yCTaHABJIMBAET YyBCTBUTEIBHOCTb U CKOPOCTh noucka. Ecnu ktup=2, monoOHbIe yuacTku B IBYX
MOCJIEIOBATENBHOCTSX, KOTOPbIE CPABHUBAIOT, HAXOMATCS MyTeM MPOBEPKU Map BbIPABHEHHBIX

OCcHOBaHHUH, ecnu ktup=1, TO OLlEHMBAIOTCS OTAEJbHBIE BBHIPOBHEHHBIE aMHHOKHCIOTHI. Kktup
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MOYKHO YCTaHABIHMBaTh Ha 2 win 1 1yst OENKOBBIX IMOCHENOBATEIbHOCTEH WM OT 1 1o 6 mns
nocnenosatrenbHocTedt JIHK. Ecnu ktup He ycraHOBIIEH, 3HaYeHHE IO YMOJYaHUIO COCTABJIISIET 2
ans OenxoB u 6 ma JJIHK. AnprepHaTHBHO, BbIpaBHUBaHHME OEJKOBBIX MOCIEIOBATEIbHOCTEH
MO>KHO OCYILECTBIIATh ¢ ucnonb3oBanuem anroputmMa CLUSTAL W, kak onucaHo B UCTOYHUKE
Higgins et al., 1996, Methods Enzymol. 266:383-402.

[00118] CornacHO HEKOTOPBIM BapHAHTAM peaTH3aLMU M300pPETeHHs, TIOJNHYKIEOTU/IbI
COIJIACHO HACTOSIIEMY M300peTeHHIO MONYYaoT ¢ nmomoisio Meronos TP ¢ ucnonpzoBannem
NpoLenyp Y METONOB, W3BECTHBIX CHEIMAJINCTy B JOaHHOW oOnacth TexHUKH. CorjiacHo
HEKOTOpPBIM BapHUaHTAM peau3allii U300peTeHus, MpoIleaypa BKIOYAeT JUTHMPOBAHUE IBYX
pasnmuusbIx nocnenoBatenbHocTet JIHK (cm., nHampumep, «Current Protocols in Molecular
Biology», eds. Ausubel et al., John Wiley & Sons, 1992).

[00119] CornacHO OmZHOMY BapHAHTy peaU3alUN H300PETEHUs, MOJHHYKICOTHIbI
COTJIACHO HACTOSLIEMY H300PETEHUI0 BCTPAMBAIOT B BEKTOPBI 3KCHPECCHU (T.€. KOHCTPYKT
HYKJICMHOBOW KHCJIOTBI) Ui OOECIEeYEeHUsT BO3MOXKHOCTH JKCIPECCHH PEKOMOMHAHTHOTO
noyunentiaa. CorjacHO OJHOMY BapHaHTy peaNu3aldd HW300pPETEeHUs, BEKTOpP SKCIPECCHH
COTJIACHO HACTOSALIEMY H300PETEHHIO COAEPXKHUT JONOJHHUTENbHbIE MOCIENOBATENbHOCTH,
KOTOpBIE J€Nal0T YKa3aHHbIH BEKTOp MOAXOMALINM AJ peIUIMKALMU U UHTErpaluy B KIETKax
npokapuor. COrjacHO OZHOMY BapHAHTy pealn3alud H300pETeHHs, BEKTOP 3KCIPECCHH
COTJIACHO HACTOALIEMY H300PETEHHIO COAEPXKHUT JONOJHHUTENbHbIE MOCIENOBATENbHOCTH,
KOTOpBIE JEJal0T 3TOT BEKTOP MNOAXOASAIIMM [AJs peIUIMKAlMM M HMHTErpallud B KIETKax
sykapuoT. CoriacHO OZHOMY BapHUaHTY peajM3aluy H300pEeTeHHsI, BEKTOP 3KCIPECCUN COTJIACHO
HACTOALIEMY H300PETEHUIO BKJIOYAET «YEJTHOYHBII» BEKTOP, KOTOPBIA JAENAaeT 3TOT BEKTOP
HNOAXOMSAIIMM Ui PEIJIMKALMU U UHTerpalyy Kak B KJIETKaX MPOKAPHOT, TaK M B KIETKaX
sykapuoT. CorlacHO HEKOTOPBIM BapHAHTAM PeaIN3ali NU300peTeHNsI, BEKTOPbI KIIOHUPOBAHUS
cofiep>kaT MOCJIENOBATENbHOCTH WHHULMALMK TPAHCKPUILIMM U TPAHCIALUH (Hampumep,
NPOMOTOPBI, HXAHCEP) M TEPMHUHATOPBI TPAHCKPUIIMU M TPAHCISALMH (HATPUMED, CUTHAJIBI
TOJIHAIEHUITUPOBAHUS ).

[00120] CornacHo OmHOMY BapWaHTy peaju3alu HU300pEeTEeHHUs, pPa3TUYHbIE
NPOKAPUOTHYECKHE M 3YKAPUOTHUYECKHE KJIETKH MOTYT TNPUMEHSAThCS B KadyeCTBE CHCTEM
SKCIPECCUH-X035€B ISl KCIPECCHH TOJIMIENTUAOB COTJIACHO HACTOSIIEMY H300pETEHHUIO.
CoracHO HEKOTOPBIM BapHAHTAM pPeaM3alMi M300PETeHUs, YKa3aHHbIE CUCTEMbI BKJFOYAIOT,
HO HE OrpPaHWYHMBAIOTCA  VKA3aHHBIMH, MHKPOOPTaHU3MBL, Takue Kak OakTepww,
TpaHC(OPMHUPOBAHHBIE C TIOMOIIBI) PEKOMOMHAHTHOTIO BEKTOpa dKcrpeccun Ha ocHoe JIHK
baktepuodara, miasmuaHod JIHK wmm xocmumnoit JIHK, copep:kamero Komupyrommyro
NOJIMIIENTH  IOCJIEAOBATENIbHOCTD, JPOXOKH, TPaHCHOPMUPOBAHHBIE PEKOMOMHAHTHBIMH
APOXOKEBBIMM  BEKTOPAMM  3KCIIPECCHUH,  COAEp KallUMU  KOAMPYIOLIYIO  IOJIUIENTUA
MOCJIEI0BATENBHOCTD.

[00121] CornacHO HEKOTOPBIM BapHUaHTaM peau3auu u300peTeHus, HebakTepuaIbHbIe
CHCTEMBI HKCIIPECCUH MPUMEHSIOTCS (HAPUMeEP, CUCTEMBbI SKCIIPECCUN MIIEKOITUTAIOIINX, TAKUE

kak kjerku CHO) nust skcrpeccur MONMNENTHIA COTJIACHO HACTOSIIEMY H300pETEHHIO.
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CornacHO OTHOMY BapHaHTy pean3alii U300PETEHHUs, BEKTOP SKCIPECCHH, UCTIONb3YEMBIH IS
SKCIPECCHUHM  TOJHMHYKJIEOTHIOB  COIJIACHO  HACTOSIIIEMY  HM300pETeHMI0O B KIETKax
MIIEKOTIMTAIOLINX, npencTasisier codoit Bekrop pCI-DHFR, conepskammii npomorop CMV u ren
yCTOHYMBOCTU K HEOMULIUHY.

[00122] CornacHO HEKOTOPBIM BapUaHTaM peajM3aliy N300peTeHus], B OaKTepHaIbHbIX
CHCTEMaxX COIJIACHO HACTOSAIIEMY H300peTeHHIO PSR BEKTOPOB OKCIPECCUH  MOKHO
NPENNOYTUTENIbHO BbIOpaTh B 3aBUCHMOCTH OT  IPEANONAraeMoro MPUMEHEHHS I
SKCIPECCUPOBAHHOTO monunentuaa. COrjgacHO OJHOMY BapHaHTY peaju3aluu U300peTeHHs,
JKeJIATeJIbHBIM SIBJIIETCS] TIOJy4YeHHe OONbLIOro KoiudecTBa nojunentraa. CoriacHo OxHOMY
BAPUAHTY peajiM3aliii H300PETeHHUS, KeNaTeIbHBIMH SIBJISIIOTCS BEKTOPBI, KOTOPbIE HAMPABIISFOT
SKCIPECCUI0 OENKOBOTrO MPOAYKTA HA BBICOKOM YPOBHE, BO3MOXKHO, B BHJE CIIUSHHE C
ruapooOHON CHTHAJIBHON IMOCIIEIOBATEIBHOCTBIO, KOTOPAsi HAINPABIISET SKCIPECCUPOBAHHBIN
NPOIAYKT B MEPUILIA3MYy OaKTepUil MM KYJIBTYpPaJbHYIO Cpeny, U3 KOTOPOil O€NKOBBIM MPOAYKT
Jerko ounucTUTh. COTJIACHO OTHOMY BapHaHTy peau3alvi U300peTeHHs], KOHKPETHBIA CINUTBIA
OeloK  CKOHCTPYMPOBaH CO  CHeUPUUYHBIM  CAaHTOM  pacUICIUICHHs, OOJIer4aroium
BOCCTaHOBJIeHHEe monunentuaa. CorjacHO OJHOMY BapHAaHTy pealH3aluyd HU300peTeHus,
BEKTOPbI, aJanTUpyeMble K TaKOH MaHUIYJALMUH, BKIIOYAIOT, HO HE OrPaHUYUBAIOTCS
yKazaHHbIMY, rpynny BekropoB skcnpeccun pET F. coli [Studier et al., Methods in Enzymol.
185:60-89 (1990)].

[00123] CornmacHO OZHOMY BapUaHTy peajH3alMd H300PETeHUs], NPUMEHSIOTCS
IPOsKKEBBIE CUCTEMBbI SKcrpeccur. COrjlacHO OTHOMY BapHaHTY peain3aliy U300pEeTeHus, psin
BEKTOPOB, COAEPKAIIUX KOHCTUTYTUBHBIE WJIM MHAYLHUOEIbHbIE IPOMOTOPBL,  MOXKET
NPUMEHATHCA Ha JpOokax, kak ornucaHo B mareHte CIIIA Ne 5 932 447. CornacHo npyromy
BAPUAHTY peaNn3alMd H300pETEeHUs, HCIONB3YIOTCS BEKTOPBL, KOTOPbIE CIOCOOCTBYIOT
UHTETPaLMU 4ykepoaHbIX nocnenosarenpHocteli JIHK B xpoMocoMy aposkikei.

[00124] CornacHO OMHOMY BapHaHTy peai3aliu W300pPETEeHHUs, BEKTOPbI SKCIPECCHH
COTJIACHO  HACTOSIIIEMY  M300pETeHHMI0  TakKe€ MOTYT  BKJIOYAaTh  JIOTOJHUTEbHBIE
MOJIMHYKJIEOTHHBIE TIOCJIEN0BATEIbHOCTH, KOTOpbIE TIO3BOJISIIOT, HANpUMep, TPAHCISLHIO
HEKOTOphIX OenkoB w3 oxmHoii MPHK, Takoii kak BHYTPEHHMH Y4acTOK TOCAIKH PHOOCOMBI
(IRES) u mocnenoBaTenbHOCTH AJIsi TEHOMHOM HMHTErpaliy KOMIUIEKCA MPOMOTOP-XHUMEPHBIN
MOJUNENTH.

[00125] CormacHO HEKOTOPBIM BapHaHTaM peATH3alUUd HM300PETeHUs, BEKTOPBI
SKCIPECCUH COTJIACHO HACTOALIEMY H300PETEHHIO COAEPIKAT 3JIEMEHTHI, KOTOPbIE MOBBIIIAIOT
SKCIPECCUI0 PEKOMOMHAHTHBIX CIHMTBIX OEJNKOB COMNIaCHO H300peTeHHro. Takue NpU3HAKU
BKJIFOYAIOT, HO HE OTrPAaHUYMBAIOTCS YKAa3aHHBIMH, BBIOOpP MPOMOTOpA U MOJIHAACHUINPOBAHUE.
CormacHO  HEKOTOPBIM  BapHaHTAM  peajH3alMd  H300pPETEeHUs,  IOCIIEAOBATEIbHOCTD
NOJMAJCHUJINPOBAHNS TPEACTABIsIET COOOH  IMOCIENOBAaTENbHOCTD  MMOJMAACHUINPOBAHUS
obrabero ropmona pocra (BI'P). CornacHo HEKOTOPHIM BapHaHTaM pealu3alud M300peTeHus,
IPOMOTOP BKJIFOUAET KOHCTUTYTHUBHO AKTHBHBIN NMpoMOTOp. COriacHO HEKOTOPbIM BapHaHTaM

peanu3anny u300peTeHus, MPOMOTOP BKJIFOYAET MPOMOTOp LuTomerajosupyca (pCMV).
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[00126] CormacHO HEKOTOPBIM BapHaHTaM peaIH3alud HU300PETeHUs, BEKTOPBI
SKCIPECCUM MJIEKONMUTAIOINNUX BKJKOYAKOT, HO HE OIrPaHUYMBAIOTCS YKa3aHHbIMH, pcDNA3,
pcDNA3,1(+/-), pGL3, pZeoSV2(+/-), pSecTag2, pDisplay, pEF/myc/cyto, pPCMV/myc/cyto,
pCR3,1, pSinRepS, DH26S, DHBB, pNMT1, pNMT41, pNMT81, kotopoe AOCTYyNHBI U3
komrnanuu Invitrogen, pCl, xoropelii noctyneH u3 komnanuu Promega, pMbac, pPbac, pBK-
RSV u pBK-CMYV, koropsle noctynssl u3 komnanuu Strategene, pTRES, koropelii noctynen u3
xomnanuu Clontech, u npyrue npousBogHsie.

[00127] CornacHO HEKOTOPBIM BapUaHTaM peaIH3aluUd HM300PETeHUs, BEKTOPBI
SKCIPECCUH, COIEPIKALIUE PEryJSITOPHbIE JJIEMEHThl M3 BHPYCOB JYKApUOT, TaKHX Kak
PETPOBHUPYCHI, MPUMEHSIIOTCS COTJIACHO HAcTosieMy u3o0peTeHuro. Bekropbl SV40 BKIHOYAOT
pSVT7 u pMT2. CornacHO HEKOTOPBIM BapHUAHTAM peaU3alul W300pETEeHUs, BEKTOPBI,
NPOUCXOIUE U3 ObMbero BHpPyCa NamwuioMbl BimoudaroT pBV-1IMTHA, u BekTOpBHI,
npoucxozsmue U3 Bupyca JmiuteiiHa-bappa, Bkmrouator pHEBO u p205. Jlpyrue npumepsl
BEKTOPOB BKJ0UaroT pMSG, pAVO09/A", pMTO10/A*, pMAMneo-5, Gakynosupyc pDSVE u
mo00i pyroi BEKTOP, MO3BOJISIOLINHA HKCIPECCHIO OEIKOB MO KOHTPOJIEM PaHHETo MPOMOTOpa
SV-40, nozmgnero mpomotopa SV-40, mpoMoTOpa METaJUIOTUOHEWHA, MPOMOTOPA MBILIUHOTO
BUPyCa ONyXOJHM MOJIOYHOW JKeNle3bl, MpOMOTOpa BHUpyca capkoMbl Payca, mpomoropa
NOJUTeIPUHA WM JPYTHX POMOTOPOB, KOTOpBIE, Kak ObUIO IOKA3aHO, SIBJITFOTCS
3¢ EKTUBHBIME JUTSI SKCIPECCUH B KIIETKAX 3YKapHOT.

[00128] CornacHO HEKOTOPHIM BapHaHTaM PeaTn3aluy U300peTeHHs, PeKOMONHAHTHbIE
BUPYCHbIE BEKTOPbI TPUMEHHUMBI [JIsI SKCIPECCHUH TOJUIMENTHAOB COIIACHO HACTOSIIEMY
H300pETEHHIO 1N VIVO, TIOCKOJIbKY OHU MPEAOCTABISIOT MIPEUMYIIECTBA, TAKUE KaK JIaTepanbHas
uHpexms u crnenuduuHOCTH HauenuBaHus. CoOriacHO OZHOMY BapHaHTy pealn3aluu
m300peTeHus, JatepasbHass WHQEKUUs SBIAETCS XapaKTePHOW MUl JKU3HEHHOTO IIMKJIA,
HAIlpUMep, PEeTPOBUpPYCAa M TPEACTABIAET COOOH NpoLecc, € TMOMOIIBK KOTOPOro OIHA
UHQUUUPOBAaHHAST KJETKa MPOU3BOAMT MHOIO IOTOMCTBEHHBIX BHPHOHOB, KOTOpPbBIE
OTIOYKOBBIBAIOTCS U MHPULHPYIOT cocenHue KieTkn. CorlacHO OTHOMY BapHUAHTY peasu3aLiiu
u300peTeHust, B pe3yJibTaTe MPOUCXOAUT OBICTpOEe MHPUIMPOBAHWE 3HAYUTEIBHOHN IUIOINAH,
Oonblrasi 4acTb KOTOPOH M3HAYaJIbHO He Obula MH(OUUIUPOBAHA HCXOAHBIMH BUPYCHBIMH
gactuamu. COTJIaCHO OJHOMY BapUAHTy peaju3aliyd HU300pPETEeHUs, MPOU3BOAST BHPYCHBIE
BEKTOPBI, KOTOPbIE HE CIMOCOOHBI PacpPOCTPAHATECS JaTepanbHO. COrlacHO OJHOMY BapHaHTY
peanu3anuy H300peTeHH s, 3Ta XapaKTEPUCTHKA MOKET ObITh MOJIE3HOMH, €CJIN JKETaeMON LEIIbIO
SIBJISIETCSI BBEZICHUE KOHKPETHOI'O I'eHa TOJIbKO B OrPAaHUYEHHOE KOJIMYECTBO KJIETOK-MHIICHEH.

[00129] CornacHO OIHOMY BapUAHTY peaTu3aluu U300pPETeHMUs], Pa3IUYHbIE CIIOCOOBI
MOTYT HCIIOJIb30BaThCsl AJII BBEACHUS BEKTOPA HKCIIPECCHH, KOAMPYIOLIETO PEeKOMOMHAHTHBIN
CIUTBHIN OEJIOK COTJIACHO HACTOSIIIEMy H300pPETeHHI0O B KIIETKH. Takue crmocoObl B ILEJIOM
omucanbl B uctouHukax Sambrook et al., Molecular Clonong: A Laboratory Manual, Cold
Springs Harbor Laboratory, New York (1989, 1992); Ausubel et al., Current Protocols in
Molecular Biology, John Wiley and Sons, Baltimore, Md. (1989), Chang et al., Somatic Gene
Therapy, CRC Press, Ann Arbor, Mich. (1995), Vega et al., Gene Targeting, CRC Press, Ann
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Arbor Mich. (1995), Vectors: A Survey of Molecular Cloning Vectors and Their Uses,
Butterworths, Boston Mass. (1988), u Gilboa et at. [Biotechniques 4 (6): 504-512, 1986] u
BKJIFOYAIOT, HANpUMep, CTAa0WIbHYI0 WJIM BPEMEHHYI0 TpPaHCHEKUHI0, JHUIMO(EKIHO,
3JIEKTPOIOPALMI0O U HMHQUIMPOBAHHE C MOMOLIBI PEKOMOMHAHTHBIX BHPYCHBIX BEKTOPOB.
Kpome TOro, MeTonoB MOJNOKUTENBHOW-OTPULIATENILHON CEJNEeKLIMH MOKHO HAWTH B MAaTEHTax
CIITA Ne 5 464 764 u 5 487 992.

[00130] CornacHO HEKOTOPBIM BapHaHTAM pealn3aluy  HM300pETeHUs, BBEICHUE
HYKJICHHOBOW KHCJIOTBI MyTE€M BUPYCHOH MH(EKLUUHU MPEeIOCTaBJIIeT HECKOJBbKO MPEHMYIIECTB
IO CPABHEHUIO C IPYTHMHU CIIOCOOaMU, TAKMMH KaK JTUTIO(PEKLHUS U 3JIEKTPOIOPALIUS, TIOCKOJIBKY
Jal0T BO3MOXHOCTb JIOCTWKEHHUs OoJyiee BBICOKOH 3()()EKTUBHOCTH TpaHCHEKIUN U3-3a
MH(EKIIMOHHON MPUPOJIBI BUPYCOB.

[00131] CornacHo OJHOMY BapHaHTy peaH3aluy U300PETeHUs, CIEAYET IOHUMATD, YTO
NOJIMIENTHABl COTJIACHO HACTOSIIIEMY HM300PETEHHIO TAaKXKe€ MOXKHO OKCIPECCHPOBATh H3
KOHCTPYKTa HYKJIEHHOBOW KHCIIOTHI, BBOAMMOIO B OPraHWU3M HHIWBUAA C HCIOJB30BAHHUEM
MoOOro MOIXOMSIIEro crnocoda BBEICHUs, ONMMCAHHOTO B HACTOSILEH 3asBKe BbIIIE (T.€. MyTEM
TeHHOW Tepamuu in vivo). COrinacHO OJHOMY BapHaHTY peajM3alid M300peTeHHs, KOHCTPYKT
HYKJIEMHOBOH KHCJIOTBI BBOAST B MOAXOMALIYIO KIETKY C MOMOIIBIO COOTBETCTBYIOLIETO
HocuTens/ciocoba TeHHOH — MOoCTaBkU  (TpaHceKuMM, TPAHCAYKIHMH, TOMOJOTHMYHOM
pekoMOMHAMM W T.J.) HU TPH HEOOXOAMMOCTH CHCTEMbl OSKCIPECCHHM U 3aTeM
MOAN(UIMPOBAHHBIE KIETKH Pa3MHOXAIOT B KyJbTYPE M BO3BPALIAIOT B OPraHU3M WHAMBHUIA
(T.e. reHHas Tepanus ex vivo).

[00132] Od4eBHAHO, YTO NMOMHUMO HEOOXOOMMBIX 3JEMEHTOB IUUIsi TPAHCKPUILMU U
TPAHCJIALIMK BCTPAUBAEMON KOAUPYIOIIEH MOCIeNOBATENbHOCTH (KOAUPYIOIEH MOJHUIIEeNTH )
KOHCTPYKT SKCIIPECCHM COIJIACHO HACTOAIIEMY H300PETEHHIO TaKXKe MOXET COIepKaTh
HIOCJIEIOBATEIbHOCTH, CKOHCTPYMPOBAHHbBIE MJII ONTUMHU3AIMU CTAOWMJIBHOCTH, MPOAYKIHH,
OYHMCTKH, BbIXOA UM AKTUBHOCTH SKCIIPECCUPYEMOTO TOJUMENTH A,

[00133] CornacHo HEKOTOPBIM BapuaHTaM peanusanuu nu300peTeHus,
TpaHC(OPMUPOBAHHBIE KJIETKU KYJIBTUBUPYIOT TMpH 3(P(EKTUBHBIX YCJIOBUSX, KOTOPBIE
MO3BOJISIFOT  SKCIPECCHUI0  OOJIBIIUX ~KOJMYECTB PEKOMOMHAHTHOTO CIIMTOrO Oenka Wiu
noyunentiaa. CorjiacHO HEKOTOPBIM BapUaHTaM peau3alun n300peTeHus, 3¢ ¢GeKTUBHbIE
YCJIOBHS KYJBTHBHPOBAHUS BKIIFOYAIOT, HO HE OrPAHMYUBAIOTCS YKa3aHHBIMH, 3(PPEKTHBHYIO
cpeny, OuopeakTop, Temneparypy, 3HaueHrne pH u ycioBust comep:kaHus KHCIOPOAa, KOTOPbIE
NO3BOJBSIIOT Tpoaykiuio Oenka. CorimacHO OJHOMY BapuUaHTy pealn3alud H300peTeHus,
s¢dexTuBHas cpema OTHOCUTCA K JIO0OH cpenme, B KOTOPOH KIETKY KYJBTUBHUPYIOT MJIst
NOJIY4EeHUS] PEKOMOWHAHTHOTO TMOJIMIENTHAA COTJIACHO HacTosumeMy n3o0pereHnto. CoriacHo
HEKOTOpPBIM BapHaHTaM pealn3aluu H300peTeHHs, Cpena, KaK NPaBHIIO, CONEPKUT BOIHBIN
pacTBOp, COAep KALIMA MCTOYHUKH YCBOSIEMOIO yriepona, a3ora u ¢ocdarta, ¥ MOAXOIAIINE
COJIM, MMHEPAJIbl, METAJIJIBl M APYTHE MUTATENIbHbIE BEIECTBA, TaKue Kak BUTAaMHHBI. COrJacHoO
HEKOTOPBIM BapHAHTaM pean3aliii H300pEeTeHHs, KIETKH COIJIACHO HACTOSIIEMY H300peTeHHIO

MOXHO KYJBTHBUPOBaTb B YIOOHBIX (DEPMEHTALMOHHBIX OHOPEaKTOpax, BCTPSXMBAEMBIX
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Konbax, mpoOupkax, MHKPOTHpPALMOHHOH mocyne W damkax llerpu. CornacHO HEKOTOPBIM
BapUaHTaM pealn3alui H300peTeHus], KYJbTHBHPOBAHHE OCYIIECTBIIAIOT IPH TEMIIEPAType,
3HaueHnu pH u coxep:kaHnuu KUCIoposa, MOAXOSAIEM Il peKoMONHaHTHO kieTku. CornacHo
HEKOTOpPBIM BapHaHTaM peaM3alud H300peTeHHs], YCIOBHs KYJbTHBUPOBAHHUS HAXOIATCS B
npernenax 3HaHWH CMeIMAINCTa B JAHHOW 00IaCTH TEXHUKU.

[00134] CornacHO HEKOTOPBIM BapUaHTaM pean3aLH H300pEeTeH s, B 3aBUCUMOCTH OT
BEKTOpa M CUCTEMBI-XO35IMHA, HCIIONB3YeMOH JUIsl NMPOAYKLMHU, IMOJy4EeHHBIE B pe3yJbTaTe
TIOJIMIIENTHBI COTJIACHO HACTOSLIEMY HU300pETEHUIO COXPAHSIOTCS B PEKOMOWHAHTHOH KIIETKE,
CEKPETHPYIOTCS B (DEPMEHTAIIMOHHYIO CPEely, CEKPETHPYIOTCS B MPOCTPAHCTBO MEXKIY ABYMS
KJIETOUYHBIMA MeMOpaHaMH, TaKOoe KakK MepUria3MaTH4eckoe NpOCTpaHcTBO F. coli, wmm
yIIeP’KUBAKOTCS] HA BHEIIHEH MOBEPXHOCTU KJIETOUYHOW WM BUPYCHOH MeMOpaHbI.

[00135] CornacHO OHIHOMY BapHAaHTy peanu3alii H300pEeTeHUs, IMOCNie 3apaHee
OTPEIEIEHHOTO BPEMEHH KYJIbTHBHPOBAHHUS OCYIIECTBIISIOT BOCCTAHOBJICHUE PEKOMOMHAHTHOTO
TIOJIMITENTHA.

[00136] CormacHo OmHOMY  BapuWaHTy peanuszammuu  u3o0pereHws,  (¢pasa
«BOCCTAHOBJIEHHE PEKOMOMHAHTHOTO IMOJIUIIETNITUAA» TPU UCTIOIb30BAHUH B HACTOSLIEH 3asiBKE
OTHOCUTCSI K cOOpy Bcel (pepMEeHTAlMOHHONW cpenbl, copepkamield monunentun Oes3
HEOOXOUMOCTH MPENIOIaraéMbIX AOMOJHUTEIBHBIX 3TANOB Pa3AeNIeHNs] WA OYUCTKH.

[00137] CornacHo OHOMY BapHaHTy peatn3aliy U300pETEHHs], TOIUIETITHABI COTJIACHO
HACTOALIEMY HM300PETEHHIO OYMINAIOT C HCIIOJIb30BAHMEM PAa3JIMYHBIX CTAHAAPTHBIX METOJOB
0enIKOBOI OYMCTKH, BKIIFOYAsl, HO HE OTPAaHUYMBAsACh YKa3aHHBIMHU, ap(PUHHYIO XpoMaTorpaduro,
MOHOOOMEHHYI0  Xpomarorpaduro, ¢unerpanuio,  snektpodopes,  xpomarorpaduro
ruapodOOHBIX  B3aUMONEHCTBUI, Treb-(HIBTPALMOHHYI Xpomarorpaduioo, oOpalieHHO-
¢dasoByro  xpomarorpaduro,  Xpomarorpadud  Ha  OCHOBE  KOHKaHaBaJlMHA A,
xpomaTtodokycupoBanre 1 Au¢HepeHInaNTbHY0 CONOOHIN3aLHIO.

[00138] CornacHoO OmHOMY BapHaHTy peau3alud H300peTeHus, sl OOJerdeHwsl
BOCCTAHOBJICHHIO ~ MOXeT  OBITh ~ CKOHCTPYHUpOBaHa  JKCIpeccupyemas  KOAHPYIOLIas
NOCJIEIOBATENIbHOCTb, KOAHMPYIOIIAsi TOJHIENTH COIJIACHO HACTOSIIIEMY H300pETEeHHI0 |
cnuThld oTmeruisieMbiM (parmeHT. COrNIaCHO OAHOMY BapHaHTY peaju3alud H300peTeHHs,
CIUTBIA OENIOK MOXET OBbITh CKOHCTPYHUPOBAH TaKUM OOpPa3OM, YTO MOJMIIENTH]] MOKHO JIETKO
BBIJENISATE C TOMOLIBIO appuHHON Xpomartorpaduu, Hampumep, MyTeM HMMOOWIIM3AIMU Ha
KOJIOHKE, CHeuu(puuHOW s oTmeruisieMoro ¢parmenra. COriacHo OIHOMY BapHaHTY
peannzanuy u300peTeHuns, MEXy MOJHUIENTHIOM U OTLISTUIIEMbIM (DPArMEHTOM CO3MAI0T CAHT
pacIIeryieHns, U MOJUIENTHA MOXKET ObITh BBICBOOOXIEH M3 XpOMaTOrpapuuecKoil KOJOHKH
nyTeM OOpabOTKHM COOTBETCTBYIOIIMM (PEPMEHTOM WIIM AareHTOM, KOTOpbIH CreunpuvHo
OTUICTUISIET CIIUTBIA OENIOK Mo 3ToMy caiTy [Hampumep, cM. Booth et al., Immunol. Lett. 19:65-
70 (1988); u Gardella et al ., J. Biol. Chem. 265:15854-15859 (1990)].

[00139] CornacHo OmHOMY BapHaHTy pealu3alud U300pETeHHs], MOJUNENTH A COTJIACHO
HACTOALIEMY H300PETEHHIO M3BJIEKAIOT B IO CYLIECTBY YUCTOI» popme.

[00140] CornacHo OZHOMY BapHaHTy peajn3aluu H300peTeHus, gpasza o CyIeCTBY
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YHUCTBIN» OTHOCHTCS K HYHCTOTE, KOTOpasi Mo3BoJisieT 3((EKTUBHOE HCIIONb30BaHHE Oenka B
COOTBETCTBHH CO CIIOCOOAMU MPUMEHEHHsI, OIMMCAHHBIMU B HACTOSIIEH 3asBKeE.

[00141] CornacHO OXHOMY BapUaHTy pealu3alud U300pETeHHs], MOJUMIENTH A COTJIACHO
HACTOALIEMY H300pPETEHUI0 TaKXXe€ MOXKHO CHHTE3UPOBaTb C HCIOJIb30BAHUEM CHCTEM
sKkcnpeccud in vitro. COrjaacHO OZHOMY BapHUaHTy peajn3aliy U300peTeHus], CriocoObl CHHTE3a
in Vifro XOpoIIO M3BECTHBI B JAHHOHW OOJACTH TEXHUKH, U KOMIIOHEHTBI CHUCTEMbI SIBIISTFOTCS
KOMMEPUECKHU JOCTYITHBIMH.

[00142] CornacHO HEKOTOPHIM BapHaHTaM pean3alliid U300peTeHUs], PeKOMOMHAHTHbBIE
NOJIMIENTHABl CUHTE3UPYIOT M OYHINAIOT, WX TEPareBTHUECKYI0 3()(PEeKTHBHOCTb MOXKHO
[IPOAHATIU3UPOBATD /71 VIVO WUIU iR VIITO.

[00143] CormacHO OZHOMY BapUaHTy peaju3aluu U300pereHus, (apmareBTHUECKAS
KOMITO3ULIHSI, TIPEUIOKEHHAs! B HACTOSIIEH 3asBKe, COIeprKalasi YKa3aHHbI PeKOMOMHAHTHBIH
CIUTBIA OEJIOK COTJIaCHO HW300PETeHUI0, JOMOJHHUTEIBHO CONEPXKUT (hapMaleBTHUECKHUI
HocuTenb. lIpM WCHONB30BAaHMHM B HACTOSIIEH 3asBKe, «()apMaleBTUYECKUH HOCHTENbY
BKJIIOYaeT JI0ObIe W BCE  PACTBOPUTENH,  JIUCHEPCHOHHBIE  CPEObl,  MOKPBITHS,
aHTHOAKTEepUAJIbHBIE U TIPOTUBOTPHOKOBBIE ar€HThI, H30TOHUYECKHE ar€HThI U ar€HThI 3aJePKKU
abcopOimn u TMOMOOHBIE areHThl, KOTOpbIE SIBISIOTCA (HU3HOJOTHYECKH COBMECTUMBIMH.
IIpennoyTuTenbHO, HOCUTEND SBISETCA MOAXOISAIINM /ISl BHYTPHUBEHHOTO, BHYTPUMBIIIEYHOTO,
MOAKOKHOTO, TMIAPEHTEPATBHOT0, CIIMHHOMO3TOBOTO WIIH 3MUIEPMAaJIbHOTO BBEAEHHS (HAIIpHMeEp
MyTeM UHBEKIUH I UHPY3HH).

Cnocobsl mepanesmuyeckozo npuMeHeHus

[00144] CormacHO OmHOMY BapUaHTy pealu3aluyd W300PETeHHs, HACTOsIIEee
m3o0perenne obecreunBaer crnocod JieueHus 3a00IeBaHNs WIIM COCTOSIHUSI y HYJKIAIOIIErocs B
3TOM CyOBeKTa, BKIIOYAIOUIMHA BBEJEHHE TEPaneBTUYEeCKH d(PQPEKTUBHOIO KOJMYECTBA
PEKOMOMHAHTHOTO CIUTOro Oenka Wik (apMaleBTUUECKOW KOMIIO3MLIMH, COAeprKaleit
yKa3aHHbIH PEKOMOWHAHTHBIN CIIUTHIN O€JIOK, ONMCAHHBIN B HACTOSIIIEH 3asiBKE.

[00145] CormacHo OmHOMY BapUaHTy pealu3aluud  W300pPETeHMs, HACTOSIIEE
u3o0peTeHre oOecrmeyuBaeT Crocod JIEUeHUsS CepIeYyHO-COCYAUCTOrO 3a00JIeBaHUSI UM
COCTOSIHUSI Y HYXKITAIOIIEroCss B 3TOM CyOBEKTa, BKIIFOYAIOIIUI BBEIEHHE TEPareBTHYECKH
5(p(PEKTUBHOIO KOJMYECTBA PEKOMOMHAHTHOTO CJIHTOrO Oellka WM conepskamell ero
(apMarieBTUIECKON KOMITO3ULIHH.

[00146] CormacHo ONHOMY BapUaHTy pealu3aluud  U300pPETeHHs, HACTOSIIEe
u3o0peTeHne olecrmeunBaeT Crnoco0 MPenoTBpALEHHs, WHTHOUPOBAHUS, TONABIICHUS WJIH
3a7ep)KKH Havajla Pa3BUTHS CEPIEYHO-COCYAMCTOrO 3a00NEeBaHUSI MM COCTOSIHUSL Y CYyOBEKTa,
BKJIFOUAOIINH BBeAeHHE 3(P(PEKTUBHOIO KOJINYECTBA PEKOMOWHAHTHOIO CIMTOrO OeKa WIIH
(hapManeBTUYECKON KOMITO3ULINH, OTIUCAHHOW B HACTOSIIEH 3asiBKeE.

[00147] CornmacHO HEKOTOPBIM BapHaHTAM peaIn3aluu U300peTeHHs, CepaedHO-
cocyaucTtoe 3a00NeBaHMsl BKIIOYAET XPOHMUYECKYIO CEpAEYHYI0 HEIOCTAaTOYHOCTH/3aCTOMHYIO
cepaednyro HenocTtaTouHOCTh (3CH), oCTpyIO cepaedHy0 HeOCTaTOYHOCTH/ MH(paPKT MHOKapaa

(UM), cuctonmueckyro IHCHYHKLUIO JIEBOTO SKEIyAO4Ka, penepdy3uOHHOE TMOBPEKIEHUE,
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cBsizanHOe ¢ UM, BBI3BAaHHYIO XUMHUOTEpAIUel KapIUOTOKCHIHOCTD (Y B3POCIIOTO HITH peOeHKa),
BBI3BAHHYIO pajualuedl KapAUOTOKCUYHOCTb, B TakKXK€ JIEYeHUEe B JOINOJHEHHE K
XUPYPTUYECKOMY BMEIIATENBbCTBY MIPU BPOXKIEHHOM 3a00JI€BaHNH CEepALA Y AETeH.

[00148] CornacHO HEKOTOPBIM BapUaHTaM peaju3alu H300pPETEeHUs, BbI3BAHHAS
XHUMHOTEpanueil  KapJUOTOKCHYHOCTh  SIBJIIETCS  PE3YyJIbTaTOM  MOJy4YeHHs CyOBEKTOM
AHTPALMKJIMHOB,  QJKWIMPYIOIIUX  areHTOB,  AHTUMHUKPOTYOyJMHOBBIX  areHTOB U
aHTUMETaOOJIMTHBIX Ar€HTOB, UCTIONIB3YEMbIX B KAU€CTBE X UMUOTEPAIINH.

[00149] CornacHO HEKOTOPBIM BapHaHTAM peaju3alid U300peTEeHHs, CepIaeHHO-
COCYIUCTOE COCTOSIHME TPENCTaBIsieT COOOM KapIUOTOKCHYHOCTb B PE3yJbTaTe IOJTyYEHHs
cyOBeKTOM NMpOoTUBOpaKoBoi Tepanuu. CoriacHO APYTHM BapHaHTaM peaTu3aliyu U300peTeHusl,
NPOTUBOPAKOBAsT TEpanusl TMPENCTaBJsieT co0oi HampasieHHyo nporuB HER-2 Tepamuro.
CornacHo ApyruM BapHaHTaM peainu3alnu n3o0perenns, HanpasieHHas npotus HER-2 tepamnmist
BKJIFOYAET TMPUMEHEHHE TpacTy3ymada, ano-Tpacty3ymada, OMTaH3HMHA, JIANATUHUOA,
HepaTuHUOa U mepry3symada, modoro anturena npotus HER2, moboro arenra mporus HER2
WJIA UX KOMOUWHAIIHH.

[00150] CormacHo npyromy acrekty, U300peTeHHe OTHOCHUTCS K Croco0y WHAYKIUH
pEMOETMPOBAaHUsl CAPKOMEPHBIX U LIUTOCKENETHBIX CTPYKTYpP MBIIIEUHBbIX KJIETOK WM
MEKKJIETOUHBIX aN€3MOHHBIX KOHTAKTOB, BKJIFOUAIOLIEMY O0Opa0OTKY KJIETOK PEKOMOMHAHTHBIM
OeIKOM CITUSHUS, ONMCAHHBIM B HACTOSIIIEH 3as1BKE.

[00151] CormacHO OmZHOMY BapUaHTy pealnu3aluu HU300pPETeHUs, TEePaNeBTHYECKHUIl
croco0 HamnpaBJeH Ha JIEUYeHHE CEepPAECYHOH HENOCTATOYHOCTH, SIBIIAIOLIEHCS pe3yJbTaToM
IMCCOLMALMM  aAr€3UOHHBIX KOHTAaKTOB MEXAYy KJIETKAMU CEepAE€YHONW MBIILbI  W/WIn
J€30praHU3aLl CAPKOMEPHBIX CTPYKTYP KJIETOK MJIEKOMUTAIOILETO.

[00152] CornacHO npyroMy acmekTy, HacTosiiiee u3oOpeTeHue obecredmBaeT Crocod
NPEAOTBPALICHNs, JICYEHUs] WM 3aJ€P>KKM CEpAECYHOM HEeIOCTaTOYHOCTH C COXPAaHEHHOU
(dpakuueli BbIOpOCa y ueJOBEKa, BKJIOYAKOLIEMY BBeAeHUE (HapMaLeBTHUECKOW KOMITO3HILIUY,
cozeprKaniet pekOMOUHAHTHBINM CIIUTBIN O€JIOK, OMMCAHHBIN B HACTOSIIIEN 3asIBKE.

[00153] Ilpu wuCmONB30BAHWM B HACTOSINEN 3asBKe, TepMHUH «(pakuusi BbIOpOCay»
OTHOCUTCSl K u3MepeHuro ¢pakuuu BbiOpoca (EF), BbeIpakeHHOW, Kak MNpaBHJIO, B BHIE
NPOLIEHTHOIO KOJMYECTBA KPOBH, BbIKAYMBAEMON JIEBBIM JKENYJOUKOM TMPU  KaKIOM
cokpamnennn. Hanpumep, ¢pakuus BeiOpoca, cocTaisiromas SO mporeHToB, o3Havaet, 4to S0
NPOLIEHTOB OOINEro KOJMYECTBA KPOBH B JIEBOM JKEJTYIOUKE BBITAIKHBAETCS MPH KAXKIOM yAape
cepaua.

[00154] W3o0pereHne HampaBJieHO HAa JieYeHHE CYOBEKTOB, CTPANAIOIIUX  HJIH
HAXOJSIINXCS] B TPYIMIE PHCKA Pa3BUTHUsI CEPAEYHOro 3a00JEBaHUS U CBSI3AHHBIX COCTOSIHUH,
HarpuMep, CepedHON HEAOCTATOYHOCTH.

[00155] TepmuH «cepaeyHas HEIOCTATOUYHOCTb» O3HA4YAeT HAPYLICHUE CEepACYHON
($yHKUMH, TP KOTOPOH Cepjlle HE HAKaYMBAaeT KPOBb CO CKOPOCTBIO, HEOOXOAMMOW st
notpedHOCTe Merabonu3upyomux TkaHeil. CepaedHas HEIOCTATOYHOCTh BKIIFOYAET IUPOKUHN

auana3oH 3a0oneBaHMM, TaKUX KaK 3acTOiiHas cepAedyHas HeNOCTaTOYHOCTb, HH(}APKT
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MHOKapza, TaxHapUTMHs, CeMeiHas runeprpoduyeckass KapIUOMHUONATHS, HIIEMHYECKas
Oone3Hb cepAla, HIUONATHYECKAs TUIATALIOHHAs KapaunoMuonaTus 1 Muokapaut. Cepaednas
HEJOCTATOYHOCTh MOXET OBbIThb BBbI3BaHA JIOOBIM  KOJIMYECTBOM  (DAaKTOPOB, BKIIOUAs
UIIEMHUYECKYI0, BPOKACHHYIO, PEBMATOUIHYIO WM HUIAMONATHYECKYIO (POpMbL. XpOHHUECKas
runepTpodusi cepaua NpencraBisier coOoil 3HaumMmoe 3aboyieBaHUE, KOTOPOE  SIBIISIETCS
NPEeAIeCTBEHHUKOM 3aCTOMHOMN CepAeUYHON HEJOCTATOYHOCTH U OCTAHOBKH CEPALA.

[00156] CornacHO OmHOMY BapHaHTy peaiu3aluy H300PETeHUs, «JIeYeHHe» OTHOCHTCS
KaK K TEparneBTUYECKOMY JIEYCHHUIO, TaK U MPOPUIAKTUYECKHM WM TPEBEHTUBHBIM Mepam,
LEJbI0 KOTOPBIX SIBJISIETCS TPENOTBpAINCHHE WIH 3aMelJieHHe (CHIDKEHHe) TunepTpoduu
cepnua. Hyxparomuecss B JIe4eHUHM CYOBEKThI BKJIIOYAOT CYOBEKTOB, CTPaJarOLIMX
pPacCTPOICTBOM, a TaKke CyOBEKTOB, MPENPACIIONOKEHHBIX K YKA3aHHOMY PaCCTPOWCTBY, HIIU
CyOBEKTOB, Yy KOTOPBIX TMPEANOJaraeTcsi MpenoTBPaTUTh YKa3aHHOE  PacCTPOMCTBO.
l'unmeprpodust cepama MOXKET TNPENCTaBIATb COOOHW THmepTpoduro, OTBEYAIIYD Ha
PETUHOEBYIO KHCJOTY W BO3HUKAIOLIYIO H3-3a JEOOOH NPUYMHBI, BKIIIOYAs BPOKICHHBIN,
BUPYCHBIM, HMIUOMATHYECKUH, KapAHOTpopuueckuii wnmu muoTtpodudeckuii  paxTop, WIH
rUnepTpo U0, BEI3BAHHYIO UIIEMUEH HITH UIIEMIYECKUMHI HHCYJIbTaMHU, HapUMep, HHPAPKTOM
muokapraa. Kak nmpaBuio, JedeHue OCYLIECTBJAIOT JJid OCTAHOBKM WM  3aMeJIeHMUsI
NPOTPECCUPOBAHUS TUIEPTPOPHH, B YACTHOCTH, ITOCJIE CIYYUBLIETOCS TMOBPEXIEHHUsS CEepALa,
TaKOro Kak MOBPEKACHUE B pe3ysbTare uimeMud. [IpennouturensHo, 10 JeueHust HHPapKTOB
MHOKapza papMareBTHIeCKie KOMIO3HULINH, PEIJIOKEHHbIE B HACTOSIIIEH 3as1BKe, BBOIAT Cpas3y
nocsie nHGpapKTa MHOKapa JUIsl IPEeJOTBPAILEHHS UM YMEHBIISHUS TUIIEPTPOPUH.

[00157] CornacHO HEKOTOPBIM BapHaHTaAM pean3alii U300peTeHus], JIeueHne CyObeKTa
(apmMaLeBTHYECKOH  KOMIIO3MLIMEH, coiepikamell  peKOMOMHAHTHBIA  CIOUTHIA  OeJoK,
NPEAJIOKEHHbI B HACTOSILIEH 3asBKE, MOXKET NMPUBOAMTH K IOBBIIIECHUIO CPEAHETO BPEMEHU
BBDKMBAEMOCTH B IMOMYJSIUUU TOJBEPXKEHHBIX JIEYEHHIO CYOBEKTOB 10 CpPaBHEHUIO C
MOMYyJIALMeH, TOJy4arlnel MOHOTEpalui JIEKAPCTBEHHBIM  CPEACTBOM, KOTOpPOe He
npencTaBsieT coOOH COeNUHEHHWE COTJIACHO M300PETeHHI0 WM  ero  (papMaleBTUYECKH
NpUEeMJIEMYIO COJIb, COJIbBAT, aHAJOT WiIM npousBoaHoe. IlpenanodyrurensHo, mocie jeueHus C
MOMOIIBIO  CTPATErHi, JiedeOHbIX MPHEMOB, CIOCOOOB, KOMOWHAIMH W  KOMIIO3UIIHIA,
NPEJIOKEHHBIX B HACTOSIIIEH 3asiBKE, CpelHee BPeMsl BBDKMBAEMOCTH TIOBBIIIAETCS Oojiee 4em
Ha 30 mHeii; 6osee npeanoyYTHTENBLHO, Oonee yem 60 aHelr; Oojiee MPEANnOYTHTENHHO, Ooiee YeM
90, 120, wmu 365 nHeit;, bonee mpeamnodTuTeabHO, Ooee yeMm 365 nuell. [loBbleHne cpeaHETo
BPEMEHH BBDKHBAEMOCTH B TMOMYJSIUUHM MOXHO HM3MEPUTh C MOMOIIBI  JIEOOOro
BOCITPOM3BOANMOro crocoba. IloBbleHHe CpeaHero BPEMEHH BBIKMBAEMOCTH B IMOMYJISALUN
MO>KHO H3MEPUTb, HANpUMeEp, MyTeM pacdeTa s MOMyJALUM CpeAHell NMpOAOKUTEIbHOCTH
BBDKHMBAEMOCTH TIOCJI€ Hayana JIedeHHUsl AaKTUBHBIM coeAuHeHueM. lloBbillieHHe cpeaHero
BPEMEHHU BbDKHMBAEMOCTHU B MOMYJSALIMU MOXKHO TaK)Ke€ U3MEPUTh, HAIIPUMeEp, IyTeM pacdeTa JJisl
NOMYJIALIMU CPeHeN MPOAOLKUTENbHOCTH BBDKHUBAEMOCTHU ITOCJIE 3aBEpLICHMs NEPBOro LMKJA

neyeHus papMarleBTHUECKOW KOMIIO3UIUEH, ONTMCAHHON B HACTOSIIEH 3asBKe.
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[00158] CornacHO HEKOTOPBIM BapHaHTAM PeaTH3ali N300peTeHNsI, IeueHHe CyObeKTa
C TIOMOLIBI0 (hapMaLeBTUYECKONH KOMIIO3UIIUH, CONeprKalell peKOMOMHAHTHBIN CIUTHIN O€JNoK,
NPEJIOKEHHBIT B HACTOSALIEH 3asBKe, MOXET NPUBOIUTH K CHIDKEHHIO Kod(duimeHra
CMEPTHOCTH B TOMYJISILUHU ITOABEP)KEHHBIX JIEUEHHIO CYOBEKTOB 110 CPABHEHUIO C TMOMYJIILHEH,
NOJyvarllell OTAENbHO HOcUTenb. JleyeHune paka MOXKET TNPHUBOAUTb K CHIDKEHHUIO
K03 PULIHMEHTa CMEPTHOCTH B IMOMYJISILIIH MOABEP KEHHBIX JIEUEHHIO CYOBEKTOB IO CPABHEHUIO C
HEe TIOBEP)KCHHOH JIEYEHHIO momyssiuuen. JleueHune paka MOXKET NPUBOAUTH K CHHXKEHHUIO
k03¢ pHLIMeHTa CMEPTHOCTH B MOMYJISILIUU MTOABEPIKEHHBIX JICUEHUIO CYOBEKTOB IO CPABHEHUIO C
MOMYJIALMEH, MOJTy4aBlIeldl MOHOTEPANHIO C MOMOIIBIO JIEKAPCTBEHHOTO CPENCTBA, KOTOPOE He
npeacTaBsieT coOOH COeNUHEHHE COTJIACHO M300PETeHHI0 WM ero  (papMaleBTUYECKH
NPUEMJIEMYIO COJIb, COJIbBAT, aHAJOI WM NpousBonHoe. IIpeamoururensHO mocne JeYeHUs C
MOMOIIBIO  CTPATErHil, JiedeOHBbIX MPHEMOB, CIOCOOOB, KOMOWHAIMH U  KOMIIO3UIIUH,
NPEJIOKEHHBIX B HACTOSIIIEH 3as1BKe, KO (UIMEHT CMEPTHOCTH CHIKaeTcs: Oonee uem Ha 2%;
Oosee mpennouTUTENbHO, Oojiee ueMm Ha 5%, Ooyee mpeamoyTHTENbHO, Oosee ueM Ha 10%; u
HauOoJee MpeanoyYTHTENbHO, Oojee ueM Ha 25%. CHwkeHue ko3pQHUIHMEHTa CMEPTHOCTH
NOMYJSIMA  TIOABEPKEHHBIX JICUEHHIO CYOBEKTOB MOXKHO H3MEPUTb C TIOMOLIBIO JIFOOOTO
BOCIIpon3BOANMOro crocoba. CHmwkeHne Ko3pQUIMEeHTa CMEPTHOCTH B MOMYJSIUH MOXKHO
U3MEpUTh, HaNpuMep, IyTeM pacdyeTa B TMOMYJSALUU CPEAHEro KOJMYECTBA CBSI3aHHBIX C
3a0oneBaHNeM CMepTell Ha €IMHMILYY BPEMEHH I0CJie Havaja JIEYeHUs] aKTUBHBIM COEIMHEHHEM.
CHmxenue ko3(pduuneHTa CMEPTHOCTH TOMYJIALUU TAKXKe€ MOXKHO U3MEPUTh, HAIPUMep, IMyTeM
pacdera Ui TOMYJSLMU CPEOHEr0 KOJHYECTBA CBSI3aHHBIX C 3a00leBaHHEM cMepTell Ha
€IMHUIY BPEMEHH IOCJIe 3aBEePIIEHUs IEPBOro IIMKJIA JEUEHUs C TOMOIIBIO (papMareBTH4eCKOi
KOMIIO3ULIMH, ONIMCAHHOMN B HACTOSIIIEN 3as1BKE.

[00159] CornmacHO ORHOMY BapHAHTy pealu3allK, HACcTosIee H300peTeHue
obecneunBaeT crHoco® JieueHHs CBA3AHHOIO C LEeHTpanpHOH HepBHOH cuctemoit (ILIHC)
3a00NieBaHUsl WJIM COCTOSIHUS Y HYJKAAIOLIEroCss B 3TOM CyObeKTa, BKJIIOUAIOLIMN BBEICHUE
TepaneBTHUECKH AS(PQPEKTUBHOTO KOJIMYECTBA PEKOMOMHAHTHOIO CIOMTOro Oenka Win
(bapManeBTUYECKON KOMITO3ULIUHU, OTTUCAHHOW B HACTOSIIEH 3asiBKeE.

[00160] CornacHo ONHOMY BapUaHTy pealu3aluud HW300pPETeHMs, HACTOSIIEe
u3o0peTeHne oOecrmeunBaeT Crnoco0 MPenoTBpALEeHHs, WHTHOUPOBAHUS, TIONABIIEHUS WJIH
3amepKKu Haudana pasButus cBszanHoro ¢ L[HC 3aboneBaHusi wim COCTOSIHUSL Y CyOBEKTa,
BKJIFOYAOIINH BBeAeHHE 3(P(PEKTUBHOIO KOJINYECTBA PEKOMOWHAHTHOIO CIHUTOrO OejKa WM
(hapManeBTUYECKON KOMITO3UIINH, OTIUCAHHOW B HACTOSIIEH 3asBKeE.

[00161] CornacHO HEKOTOPHIM BapUaHTaM peanu3auuu n3odperenus, ceszanHoe ¢ [IHC
3a00JieBaHNe WJIH COCTOSIHHE TIPEACTaBIsIeT coOol amuoTpodudeckuii Ookosol ckiepo3 (ABC),
6one3nn IlapkuacoHa, Oone3Hp AublLreiiMepa, mapannd besta, STHISTICHIO U 3TIHJICITHYECKIE
npunaaky, cunapoM I'miiena-bappe, HHCYJIbT, TpaBMaTU4YECKOE MOBPEXKIEHUE MO3ra,
MHOKE€CTBEHHBIN CKJIEPO3 WJIM UX KOMOUHAIIUIO.

Beeoenue, oozuposanue

[00162] Kommo3uuuio COrjlaCHO HACTOSIIEMY HM300pPETeHHI0O MOXHO BBOAUTH
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HYKZAIOIIEMYyCsl B 3TOM CYOBEKTy MapeHTepaJbHO WM C TOMOLIBKO PA3JIMYHBIX CIIOCOOOB,
U3BECTHBIX B JaHHOW obOmactu TexHUKU. Kak OueBMAHO CHEenuasucTy B AAHHOW 0O0JacTH
TEXHUKH, MyTh W/WMIU criocod BBeAeHHs OyJeT BapbHUpPOBATh B 3aBHCUMOCTH OT JKEIa€MbIX
pe3ynbraToB. [l BBEIEHHs] COEOUHEHUs COTJIACHO HM300PETEHHI0 C TOMOILIBI0O KOHKPETHBIX
nyTel BBEIEHHsS MOXKET ObITh HEOOXOANMO MOKPBIBATb COCAMHEHHE WM BBOJUTH COCIHHEHHE
COBMECTHO C MaTepHaJIOM IUIsl MpeNoTBpalleHusl ero MHakTuBauuu. Hanpumep, coenuHeHue
MOKHO BBOAHTH CYOBEKTY B MOAXOISIIEM HOCHTEJNE, HAIpUMep, JTUIOCOMax, WK pa3baBuTere.
dapmaneBTHUECKU TMpHEeMJIeMble pa30aBUTENM BKJIKOYAIOT COJNEBbIE PACTBOPHI M BOJIHBIC
OydepHbie pacTBOpbl. PapMaLeBTHUECKHUE HOCUTENN BKJIIOYAIOT CTEPHIIbHBIE BOIHBIE PACTBOPHI
WIN TUCTIEPCUU U CTE€PHJIbHBIE TIOPOLIKU JUJISl 3KCTEMIOPAIbHOIO MPUTOTOBIEHUS] CTEPUIIBHBIX
pacTBOpOB il WHBEKUMH wuiau paucnepcuu. I[IpuMeHeHHe Takux cpeq W areHTOB UL
(bapMarieBTHYECKH aKTUBHBIX BEINECTB U3BECTHO B JAHHOW 00JIACTH TEXHUKH.

[00163] CoriacHO THUMMUYHBIM BapUAHTAM peANH3ALH H300peTeHUs, MpenapaThl s
BBE/ICHUS] CYOBEKTaM BKJIFOYAIOT CTEPUJIbHBIE BOIHBIC WJIM HEBOIHBIE PACTBOPBI, CYCIICH3UH, U
SMyJbcHU. HekoTopble BapuaHTBl peaNu3alid  HM300pETeHHs  BKJIIOYAOT  HEBOIHBIC
pacTBOpPUTENH, TakKue Kak IPONUICHIJIMKOJb, IOJUITUICHIVIUKOb, PAaCTUTEJIbHbIE Macia
(HampuMep, OJIMBKOBBIE Macja), OpraHMYeCKue CJIOKHbIe >PUpbl (Hampumep, 3THIONEAT) U
APyTUe PacTBOPUTEINH, H3BECTHBIE CIIEIIMAJIIICTAM B JAHHON 00IacTH TeXHUKH. PU3NOIOTHIecKn
npuemMyieMble HOCUTENH (WJIM BCIIOMOTATEJIbHBIE BEIIECTBA) HEOOS3aTENbHO MPUMEHSIOTCS
COTJIACHO KOHKPETHBIM BapHaHTaM peanu3auun nu3oOpereHus. IIpumepsl Takux HOCUTENei
BKJIFOUAIOT, Hampumep, coneBoil pactsop, @Cb, pactBop PuHrepa, nakTUpOBaHHBII pacTBOP
Punrepa um 1.1 JlOMOJHUTENBHO KOHCEPBAHTHI M 1OOABKU HEOOA3aTENbHO NOOABIAIOT K
KOMIO3ULIMSIM JJ1si obecriedeHus: cTabuIbHOCTH U cTepuiibHOCTH. Hampumep, aHTUOMOTHKH M
apyrue OakTepHLUAHbIE CPEACTBA, AHTUOKCHAAHTHI, XEJNATHUPYIOLIME AareHThl M T.IL
He0O0s3aTeIbHO MPUCYTCTBYIOT B PA3JIMYHBIX BAPHAHTAX PEATU3aLMU KOMIIO3ULIUI B HACTOSLIEH
3asiBKe.

[00164] dpa3bl «mapeHTepalbHOE BBEIAEHHE» W «BBEICHHBIN MAapEeHTEPaTbHO» IPH
UCTIOJIb30BAHUH B HACTOSIIIEH 3asBKE O3HAYAIOT CIIOCOOBI BBEEHHSI, OTJIMYHbIE OT KUIIEYHOTO U
MECTHOT'O BBEIEHHsI, KaK MPAaBHJIO, CIOCOOBI BBEACHUS MYyTEM WHBEKIMH, U BKJIIOYAIOT, HO HE
OTPaHUYUBAIOTCS YKa3aHHBbIMH, BHYTPUBEHHbIE, BHYTPUMBILIEUHblE, HHTpaapTepUalbHbIE,
UHTpaTEKaJbHbIE, BHYTPUKAIICYJISIPHBIE, UHTPaOpOUTANIBbHBIE, UHTpaKapAualbHbIE,
BHYTPUKOXKHbIE, BHYTPUOPIOLIMHHBIE, TPaHCTpaxealbHble, MOIKOXKHBbIC, CYOKYTHKYJSIPHBIE,
BHYTPUCYCTaBHBIE,  CyOKamncCyJsipHble,  cyOapaxHOMOANbHbIE,  BHYTPUCIIMHHOMO3TOBBIE,
SMUYpabHbIE U HHTPACTEPHAIbHbIE HHBEKIIUN U HH(Y3HUHL.

[00165] HesaBucumo OT BBIOPAHHOTO TYTH BBENEHUs,, COCOUHEHHUS COTJIACHO
HACTOSALIEMY H300PETEHHIO, KOTOPbIE MOXKHO NPUMEHSTh B TOAXOMAIIEH THIPaTHPOBAHHOM
dopme, wunu QapManeBTUUECKHE KOMITO3UIMK COTJIACHO HACTOSIIEMY H300pEeTeHHUIO,
NpPEeCTaBJIeHbl B BUAE (apMaleBTHUECKH NPHEMIIEMbIX (OPM TO3MPOBAHUS, TOJNYUEHHBIX C
MOMOIIBIO CTAHAAPTHBIX METO/IOB, U3BECTHBIX CIELIHAINCTAM B JAHHOW OOJNIACTH TEXHUKU.

[00166] PexoMOMHAHTHBIN CIUTHIA OEJIOK WM COAEpPKAIIYK ero (papMaLeBTUYECKYIO
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KOMIIO3UIIMIO HEOOsI3aTeIbHO BBOIAT CYOBEKTaM, HYXKIOAIOIIUMCS B JiedeHUH (Ju0o
TEPaeBTHUECKOM, JIHOO MNPOQUIAKTUYECKOM) B JIOOOM  TOAXOASINEM CTEPUIBHOM
dapmaneBTuyeckoM  HocuTene. Takol  (papMaleBTHUECKUN  HOCHTENIb  CIOCOOCTBYeET
NOAZEPKAHUIO PACTBOPUMOCTH U AeHcTBUs ciuroro Oenka. COrinacHO HEKOTOPBIM BapHaHTaM
peanuzaiuu U300peTeH s, MOXKET OBbITh JKETaTeIbHBIM BBOIUTH IOMOJHUTEIbHbIE KOMIIOHEHTbI
BMecTe ¢ OenkoMm ciusHusl. Hanpumep, cOrnacHO HEKOTOPBIM —CXeMaM  JICUEHHs,
XUMHOTEPATNIeBTUYECKHE areHThl, AHTUOMOTHMKH, JOMOJHHUTEbHbIC JIEKAPCTBEHHBbIE (HOPMBI,
cofieprKalfe YKa3aHHbIH peKOMOWHAHTHBIN CIUTBIN O€JIOK COrNIaCHO M300PETEHUIO M OIHMH HIIH
Oonee CTaHAAPTHBIX JIEYEOHBIX areHTOB M T.J. HEOOS3aTeNbHO BKIFOYEHBI B KOMIIO3ULIUH
COTJIACHO M300pETEHHIO.

[00167] Tlpu wuCHOMB30BAaHWUU B HACTOALICH 3asBKE TEPMHUHBI «KOMOMHUPOBAHHOE
JeueHue», «KOMOWHHMPOBAHHAS TEpamus» W  «COBMECTHAs Tepamusy»  HUCIOJIb3YOTCS
B3aMMO3aMEHSIEMO U B IIEJIOM OTHOCATCA K JieueOHbIM MpHEeMaM C TPUMEHEHUEM
PEKOMOMHAHTHOI'O CIIUTOrO OeNKa WM coaep:Kaiieil ero papManeBTH4eCKOl KOMITO3ULINHU, KaK
NPENJIOKEHO B HACTOSIIEH 3asBKE, W JOMOJHUTENBHOIO TepaneBTHYeCKoro areHrta. Kak
MPABUJIO, MPUEMbl KOMOMHHPOBAHHOTO JICYEHUS SIBJITIOTCS YACThIO CHEIU(PUIECKOrO pPeKUMa
JICUEHUs, HANpaBJICHHOrO Ha olecmedeHue OmaronpusitHoro >p@dekTa OT OJHOBPEMEHHOTO
IEeWCTBUST KOMOMHALIMM TEPANeBTUYECKUX areHToB. biaronpusitHeil >¢¢exkT koMOuHammuu
MOKET BKJIFOYaTh, HO HE OrPAaHUYMBAETCS YKa3aHHbIMH, (HaPMAKOKMHETUYECKOE WM
bapMakonuHAMHYECKOE COMEHCTBHE, SBILIOIIEECS Pe3yIbTaTOM KOMOMHUPOBAHHOTO AEHCTBHS
TEeparneBTHUECKUX areHTOB. BBeneHune yka3aHHBIX TEPareBTHYECKUX AareHTOB B KOMOWHAIIWH,
KaK IPaBUJIO, OCYLIECTBISIOT B TEUEHHE ONPENEICHHOro Nepuona BpeMeHU (OObIMHO MUHYT,
4acoB, HEH WJIM HEAeNb B 3aBUCHUMOCTU OT BbIOpaHHON komOuHanuu). CoriacHO HEKOTOPBIM
BApUAHTAM pealTn3aly n300peTeHus, KOMOMHUPOBAHHOE JICYEHHE BKIIFOYAET BBEICHUS JIBYX
win 0oJiee TepaneBTHYECKUX areHTOB MOCJIEAOBATENIbHO, II€ KaX/Iblil TePareBTHUEeCKUN areHT
BBOASIT B pa3HOE BpeMs, a TaKKe€ BBEIEHHE YKa3aHHBIX TEPANEBTUYECKUX AreHTOB WU IO
MEHbLIEH Mepe NBYX U3 TePANeBTHYECKHX areHTOB IO CYLIECTBY ONHOBpeMeHHO. I1o cyiiecTBy
OJTHOBPEMEHHOE BBEIEHUE MOXHO OCYIIECTBIIATh, HATIPUMED, MyTEM BBEICHHs CYOBEKTY OTHON
(bopMbI 1O3UPOBaHMSI, coneprKamell PUKCHPOBAHHBIE COOTHOLIEHUS KAXKIOTO TEPAEBTUIECKOTO
areHTa, WM B HECKOJIbKHX Pa3leNibHbIX (hOpMax JO3UPOBAHMS JUI PA3HBIX TEPAIEBTUYECKHX
areHtoB. [locienoBarenbHOE WM 1O CYIIECTBY OJHOBPEMEHHOE BBEICHHE KaXKAOTO
TEPANEeBTHUECKOr0 areHTa MOYKHO OCYIIECTBIIATH € MOMOIIBIO JFOOOr0 MOAXOASIIEro crocoda,
BKJIFOYAsi, HO HE OTPAHMYMBASACH YKA3aHHBIMH, MEPOPAbHBIC MyTeM BBEIEHUS, BHYTPUBEHHBIE
NMyTH BBEIEHUS, BHYTPUMBIIICUHbIE MMyTH BBEACHHS H MPsMyr0 abcopOIusi depe3 TKaHU CO
cnu3uCcTol 00004k, TepaneBTHUECKHE areHThl MOJKHO BBOJUTH OJHHM U TEM 3Ke MyTeM WU
pa3sHbIMH MyTsIMU. TepaneBTHYECKHE areHThl MOXHO BBOIUTH C OIHMHAKOBBIM WJIH Pa3HBIM
UHTEPBAJIOM BBeneHMs1. Hanpumep, nepBblii BHIOPaHHBIN TE€PaneBTUUECKUI areHT KOMOMHALUH
MO>KHO BBOJIHTH C MOMOIIBK) BHYTPUBEHHON WHBEKIMH, TOTZA KaK JPYTrHe TepareBTUYSCKHE

AI'CHTBI KOM6I/IHaL[I/II/I MO>XHO BBOAUTH MNEPOPAJIbHO. AJ'IbTepHaTI/IBHO, Halpumep, BCE
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TEPANEeBTHUECKHUE AreHTbl MOXXHO BBOAHMTH NEPOPAIBHO WM BCE TEPANEBTUYECKHE AareHThI
MOYKHO BBOJUTb ITyT€M BHYTPUBEHHOW HHBEKLINH.

[00168] CorinacHO HEKOTOPBIM BapHAHTAM PeaTH3aLK H300pEeTeHHsI, KOMOMHUPOBAHHAS
TEpanusi TaKXKe BKJIIOYAET BBEACHHE TEPANeBTUYECKUX AareHTOB, KaK OIKMCAHO BBILIE,
JOMOJIHUTEIBHO B KOMOHMHAIMM C JPYrUMHM OWOJOrMYECKH AKTHBHBIMH WHIPEIHEHTAMU H
HEJICKAPCTBEHHbIMU CIIOCOOAMH JIeYeHUs! (HAlpHMep, XUPYPIUYeCKUM WM PagHallHOHHBIM
nedenneM). Korma xoMOMHMpOBaHHAs Tepamusi AOMOJHUTEIBHO BKIOUAET HEJIEKAPCTBEHHOE
JIeYeHUE, YKa3aHHOE HEJIEKapCTBEHHOE JICYEHHE MOKHO OCYIIECTBIISITH B JIEOOOE MOAXOIsInee
BpeMsi, TPU YCJIOBUH YTO JOCTUTAETCS OJarompusATHbIAH 3(P(PEKT OT COBMECTHOTO NEHCTBHSI
KOMOMHAIIMM TEepPaneBTHYECKHMX AareHTOB M HEJIEeKapCTBEHHOro JiedeHus. Hampumep, B
NOOXOMSIIMX Cy4asix OmaronpusiTHeii 3pdexT Bce emme HabmOmaeTcs NpPU BPEMEHHOM
NPEKPAIIeHNH HEJIEKapPCTBEHHOTO JICUEHHs], COMPOBOXKAAIOLIETO BBEIACHHE TEPAIeBTUUECKUX
areHTOB, BO3MOYKHO, Ha THU WU JJAXKe HENEIH.

[00169] CornacHO HEKOTOPBIM BapHUAHTAM PEaTH3aLMH W300PETEHUs, JOTIOJHUTEIbHBIN
TEPANeBTHUECKOE AareHT TPEACTaBIsieT COOOH XMMHOTEPANeBTHUECKUH areHT (Takke
Ha3bIBAEMBbIl AHTHHEOIUIACTUYECKMM AareHTOM WJIM  aHTUNPOIU(EPATUBHBIM  areHTOM),
HalpuMep, AJKWINPYIOIUN areHT, aHTHOWOTHK, AHTUMETAOOJHT, AETOKCHPYIOLIHH AareHT;
UHTEP(EPOH; MONMKIOHAIBHOE M MOHOKJIOHAJIbHOE anTuTeNno; naruonrop EGFR; uarndurop
HER2;, wHruObutop rUCTOH-AealeTHIa3bl, TOPMOH, HHrudourop murtos3a, mHrudburop MTOR,
MYJIbTUKMHA3HBIH UHTUOUTOP, HHIHOUTOP CEPUH/TPEOHUHKUHA3DL, HHIUOUTOPHI THPO3UHKUHA3,
uaruburop VEGF/VEGFR; Takcan wuiam mnpousBOIHOE TakCaHa, WHIMOUTOP apoMarasbl,
AHTPALMKIINH, JIEKAPCTBEHHOE CPEACTBO,  HANpaBJIEHHOE HAa  MHKPOTPYOOUKH,  sif
TOMOM30MEePAasbl, HHTHOUTOP MOJIEKYJIIPHOM MHIIEHU Wi (epMeHTa (Hampumep, KUHA3bl WIH
NPOTEeMHMETHITPaHC(epas3sl), JEKaPCTBEHHOE CPEACTBO, MNpeACTaBisAonee coOOH aHajor
LIUTUIMHA WK JI000€ XMMHOTEPAIeBTHYECKOE BEIECTBO, MHTHOUTOP UMMYHHBIX KOHTPOJIBHBIX
TOYEK, AHTUHEOIUTACTHUECKUI areHT Ha OCHOBe IuaTuHbl, nHruourop CDK, uarudurop PARP
win 00O  AHTHHEOIUIACTUYECKMH WM  aHTUNPONU(EPAaTUBHBIA  areHT, HW3BECTHBIN
CTHeLMAIMCTaM B JAHHOM 00J1aCTH TEXHHKH.

[00170] IIpumepsl anKUIUPYIOIINX AreHTOB, MOAXOMSINUX JJIsl MPUMEHEHUS COIJIACHO
KOMOWHHPOBAHHBIM JIEY€OHBIM MPUEMaM, MPENJIOKESHHBIM B HACTOSIIEH 3asBKe, BKIIFOUAOT, HO
He OrpaHMYMBAIOTCS yKasaHHbIMU, nwukiopochamun (Cytoxan, Neosar), XJjopamOyLuI
(Leukeran); mendanan (Alkeran), xapmyctun (BiCNU); Oycynbpan (Busulfex), momyctun
(CeeNU);, pmakapbasun (DTIC-Dome), oxcamurmatud (Eloxatin); xapmycrun (Gliadel);
udpocpamun (Ifex), wmexmoperamun (Mustargen), Oycyabdan (Myleran); kaporuaTuH
(Paraplatin); umcrutatua (CDDP; Platinol); temoszonomun (Temodar), trorema (Thioplex);
6ennamyctuH (Treanda) umm ctpenToszonus (Zanosar).

[00171] Ilpumepbl NOAXOASAIIMX AHTPALMKIMHOB BKJKOYAKOT, HO HE OrPaHUYMBAIOTCS
YKa3aHHBIMY, JOKCOpYyOMIMH (AApHMaMHMLMH), JHUIOCOMHBIA  mokcopyomumH  (Doxil);
mutokcatpon  (Novantrone); Oneomuuun (Blenoxane); nmaynopyOoumun (Cerubidine);

muniocomMHblit - nayHopyOunmH (DaunoXome), naktuHoMuimH (Cosmegen); snupyOHLIMH
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(Ellence); wpmapyomumu (Idamycin), mmmkamuius (Mithracin), muromuums (Mutamycin);
nerroctatiH (Nipent) win BanpyOuuus (Valstar).

[00172] Ilpumepsl aHTHMETAOONNUTOB BKJIKOYAIOT, HO HE OIPAaHMYUBAIOTCA YKa3aHHBIMHU,
dropypamn (Adrucil);, kaneuntabun (Xeloda); runpokcumouesuny (Hydrea); mepkanromnypun
(Purinethol); memerpekcen (Alimta); paynapabun (Fludara), nenapabun (Arranon); knaapuOuH
(Cladribine Novammoc); kinodapabun (Clolar); murapadun (Cytosar-U); nemmradun (Dacogen);
munocomubiii mutapadbun (DepoCyt); rumpokcumoueBnny (Droxia); mpanatpekcat (Folotyn),
dbaokcypunun (FUDR); remuurabun (Gemzar), knagpubun (Leustatin);, ¢baynapadun (Oforta);
merorpekcatr (MTX; Rheumatrex); merorpekcar (Trexall); Tuoryanun (Tabloid), TS-1 wumm
urapadus (Tarabine PFS).

[00173] Ilpumepnl HETOKCUPYIOIIUX AareHTOB BKJIIOUAIOT, HO HE OrPaHHYHUBAIOTCS
ykazanabiMy, amudocTrH (Ethyol) nnn mecay (Mesnex).

[00174] Tlpumepbl uHTEPGEPOHOB BKIKOYAIOT, HO HE OrPAHMYUBAIOTCS YKa3aHHBIMHU,
uarepdeponanbda-2b (Intron A) wnu narepdepon ansda-2a (Roferon-A).

[00175] Ilpumeps! NOJUKIOHATIBHBIX WJIM MOHOKJIOHAJIbHBIX aHTUTEN BKJIIOYAIOT, HO HE
OrpaHUYMBAIOTCS YKa3aHHBIMH, TpacTy3ymad (Herceptin), oparymymab (Arzerra); OeBanmsymad
(Avastin), purykcumad (Rituxan); wuerykcmmab (Erbitux); mnanmrymymad (Vectibix);
tosutymomab/ion-131-rosurymomad (Bexxar), anemrysymad (Campath); wubpurymomad
(Zevalin; In-111; Y-90 Zevalin); remry3ymad (Mylotarg); skynu3ymad (Soliris) umm nenozymao.

[00176] Ilpumepsr wunruoburopoB EGFR BkmrowaroT, HO HE OrpaHHYHUBAKOTCS
ykazaHHbiMY, reputuHud (Iressa); mamatunu® (Tykerb); merykcuma® (Erbitux); spnotunun®
(Tarceva); manutymymad (Vectibix), PKI-166; xaneptunu® (CI-1033), maryzyma® (EMD
72000) unun EKB-569.

[00177] Ilpumepbr wunrnturopoB HER2 Bkmouaror, HO He OrpaHMYHBAIOTCS
ykazaHHbIMH, TpacTy3ymad (Herceptin); nanatuau® (Tykerb) nnu AC-480.

[00178] MHMMOHUTOpbI TMCTOH-IEACTINIA3bl BKIIIOYAIOT, HO HE OTPAHUYMBAIOTCS YKa3aHHBIM,
BOpHUHOCTAT (Zolinza).

[00179] Ilpumeprl TOPMOHOB BKJIIOYAIOT, HO HE OrPaHUYUBAIOTCA YKa3aHHBIMHU,
tamokcuden (Soltamox; Nolvadex), panokcuden (Evista), merectpon (Megace), neinmposun
(Lupron; Lupron Depot; Eligard, Viadur), ¢yneBectpant (Faslodex), mnerpozon (Femara);
tpuniropenuH (Trelstar LA; Trelstar Depot), sk3emecatH (Aromasin), rosepenun (Zoladex),
oukanyramun (Casodex), anactpozon (Arimidex);, duyokcumecrepon (Androxy; Halotestin);
menpokcunporecrepoH (Provera; Depo-Provera); sxctpamyctus (Emcyt); ¢ayramun (Eulexin);
topemuden (Fareston); nerapemmukc (Firmagon), Humyramun (Nilandron); abapemmke (Plenaxis)
wiu TectojiakToH (Teslac).

[00180] Ilpumeppl WHrHOMTOPOB MHTO3a BKJIIOYAIOT, HO HE OrPAaHHYUBAKOTCS
ykazaHHbIMY, nakiaurakcen (Taxol; Onxol, Abraxane), mouerakcen (Taxotere), BHHKpUCTHH
(Oncovin;, Vincasar PFS); sunOnacrun (Velban); stonosun (Toposar, Etopophos, VePesid);

teHuno3ua (Vumon);, wukcaeOnminoH (Ixempra); HOKONA30J;, 3MOTHIOH, BHUHOPEIHOMH
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(Navelbine);, kamnrorerue (CPT); upunorekan (Camptosar); ronorekan (Hycamtin); amcakpun
wiu namesuiapud D (LAM-D).

[00181] Ilpumeper wunruburopoB MTOR BKIOHUAIOT, HO HE OrPAaHUYHUBAKOTCS
ykazaHHbIMY, 3BepouMyc (Afinitor) unu Temsuponumyc (Torisel); panamys, punadoponumyc
unu AP23573.

[00182] Ilpumepbl MyJbTHKHHA3HBIX WHIMUTOPOB BKJIKOYAIOT, HO HE OrPaHUYUBAIOTCS
ykasaHHbIMH, copedernd (Nexavar), cynurunu0 (Sutent); BIBW 2992; E7080; Zd6474; PKC-
412; mote3anu0d umu AP24534.

[00183] TIlpumeprl HMHTHOMTOPOB CEPUH/TPEOHUHKMHA3BI  BKJIIOYAIOT, HO HE
OTPaHUYUBAIOTCS YKA3aHHBIMU, pyOOKCUCTAYpUH;, Sprt/pasyaun rugpoxyiopun; GaaBomUpUIo,
cemuuukimd (CYC202; Roscovitine); SNS-032 (BMS-387032); Pkc412; O6puocratun, KAI-
9803; SF1126; VX-680; Azd1152; Arry-142886 (AZD-6244), SCIO-469; GW681323; CC-401;
CEP-1347 wnu PD 332991.

[00184] ITpumepbl MHTHOUTOPOB THUPO3WHKMHA3BI BKJIOYAIOT, HO HE OTPAaHMYUBAIOTCS
ykazanHbiMy, 3piotuHuO (Tarceva), repurumau® (Iressa), mmatunu® (Gleevec), copadenud
(Nexavar), cyautunu0 (Sutent); Tpacty3symad (Herceptin); OeBaumszymabd (Avastin);, purykcumad
(Rituxan); manatuanba (Tykerb); nerykcumad (Erbitux);, manntymymad (Vectibix); sseponmmyc
(Afinitor); amemty3ymad (Campath); remrysyma®d (Mylotarg); temcupomumyc (Torisel);
nazonann® (Votrient); masatuau® (Sprycel); mmmormau® (Tasigna), Bartamanu® (Ptk787;
ZK?222584); CEP-701;, SU5614; MLNS518; XL999; VX-322; Azd0530; BMS-354825; SKI-606
CP-690; AG-490; WHI-P154; WHI-P131; AC-220 nmu AMG888.

[00185] Ilpumepsr unrudturopos VEGF/VEGFR BxiouaroT, HO HE OrpaHHYHBAIOTCS
ykaszaHHbIMY, OeBarmu3ymad (Avastin), capapennd (Nexavar), cynutunu® (Sutent),
pannbu3ymad, merantaHu® WM BaHAETUHHO.

[00186] Ilpumepsl HampaBiE€HHbIX HAa MHKPOTPYOOUYKH JIEKAPCTBEHHBIX CPE/CTB
BKJIFOYAIOT, HO HE OrPAaHMYHUBAIOTCS YKA3aHHBIMH, MaKJIUTAKCEN, JOLETAKCEN, BHHKPHUCTHH,
BUHOJIACTHH, HOKOZA30JI, STIOTUJIOHBI i HABEJIOHH.

[00187] Ilpumepsl sIIOB TOMOM30MEPa3bl BKJIKOYAIOT, HO HE OrPAHUYMBAIOTCS
YKa3aHHBIMY, TEHWUIIO3WJ, OSTOMO3WA,  aJAPHUAMUIUH, KAMOTOTEIMH, JayHOPYOHIWH,
JaKTHHOMHLIMH, MUTOKCAHTPOH, aMCAKpHH, STTUPYOUIINH U UIapyOULIUH.

[00188] Ilpumepnl TakcaHOB MJIM TPOU3BOAHBIX TAaKCAHOB BKJIOYAIOT, HO He
OrPaHUYMBAIOTCS YKA3aHHBIMH, MAKIUTAKCEN U AOLETAKCOI.

[00189] Ilpumepbl HWHrHOMTOPOB HMMMYHHBIX KOHTPOJBHBIX TOYEK BKIIIOYAIOT
UHTUOUTOPHI OeNKa MporpaMMHUpPOBaHHOHN kieTouHoit rubenu 1 (PD-1), monekynsr CD274 (PD-
L1) u cBsasanHoro ¢ uurtorokcmdeckumu T-mumdormramu Oenka 4 (CTLA4). Ilpumepst
uaruoburopos PD-1 Brmouaror nemOponm3ymad, HuBoiaymMad u unemuruiumad. Ilpumepst
uaruburopos PD-L1 Bkmrowaror aresonmsymad, asenyma®d wu  aypBanymald. Ilpumepst
uarnouropos CLTA4 BxirOUarOT HUIMMyMao.

[00190] Ilpumeprl AaHTHMHEOMJIACTHUYECKUX AareHTOB HA OCHOBE IUIATHHBI BKIIOYAKOT

LIMCIUIATHH U KapOOIIaTHH.
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[00191] Ilpumepbl wuHrHOMTOPOB MMKIMH-3aBucHUMON KuHa3bl (CDK) BrirouaroT
abeMalnKJINO, MaTbOOUKINO U PUOOLMKITHO.

[00192] IIpumeps! muruOutopos nonu(AJlP-pudosa)nmonumepassr (PARP) Briouaror
TaJ030mapuo, ojanapud, pykamnapud, Hupanapud u Beaunapuo.

[00193] TIlpumepsl  OOIMX  XHUMHOTEPATIEBTUYECKHX, AHTUHEOIUIACTUYECKUX,
AHTUNPOIU(EPATHBHBIX ~ Ar€HTOB  BKJIIOYAKOT, HO HE OrPAHUYHMBAIOTCS  YKa3aHHBIMH,
anvTperamuH (Hexalen); uzorpetnnonn (Accutane; Amnesteem; Claravis; Sotret); TpeTUHOUH
(Vesanoid); asauutunun (Vidaza), 6opresomud (Velcade) acmaparunasy (Elspar);, neBamu3zon
(Ergamisol); wmmroran (Lysodren), mnpokap6asun (Matulane); mneracmapmas (Oncaspar);
nenuneiikud  augprturokc  (Ontak); mnopdumep (Photofrin);, anbaecneiikun (Proleukin);
nenamugomun (Revlimid); Gekcaporen (Targretin), Tamumomun (Thalomid), Temcupomumyc
(Torisel); Tpuokcun mpimbsika (Trisenox); Beprenopdun (Visudyne); mumosun (Leucenol); (1M
teradyp - 0,4 M 5-xj10p-2,4-AUruApOKCUTUPUMHUINH - 1 M OKCOHAT KaJvisi) WJTH JIOBACTATHH.

[00194] CornacHO HEKOTOPHIM BapHAHTAM peAIN3alnud H300PETEHHs], MPENJIOKEHBI
npuemMbl KOMOWHHUPOBAHHOTO JIEUEHUs, B KOTOPBIX IOMOJIHUTENbHBIN TEPArieBTUYECKUNH areHT
MPENCTABIISAET coboii LIUTOKUH, Harpumep, G-CSF (rpaHyIIOLIMTAPHBIH
KoJIoHuecTUMy upyromuii - akrop). CornacHo npyromMy acmekty, (apMaleBTHYECKYIO
KOMITO3ULIMIO, TIPEJIOKEHHYIO B HACTOALIEH 3asBKE, MOJKHO BBOJUTH B KOMOMHALIUH C JIy4€BOM
Teparme. JlydeByro Tepamuio Takke MOXKHO MPOBOIUTH B KOMOWHAIMU C (hapMarieBTHUECKOH
KOMITO3UIIEH, TPEUIOKEHHBI B HACTOALIEH 3asBKe, M IPYTUM XHMHOTEPANEBTUUYECKUM
areHTOM, ONMCAHHBIM B HACTOSINEH 3asBKe, KAK YaCTh MHOTOKOMIIOHEHTHOH Tepanuu. CorjiacHo
APYroMy acnekTy, (papManeBTHYECKYI0 KOMITO3MILMIO, NMPEJIOKEHHYIO B HACTOsIIEH 3asBKe,
MO’KHO BBOAMTH B KOMOMHAIIMU CO CTAHAAPTHBIMU XHMHOTEPANEBTUYECKUMH KOMOWHALUSIMH,
BKJIIOYAIOSl, HO He orpaHn4mBasch ykazaHHbiMH, CMF (tmkinodochamun, merorpekcaT u S-
dropypaumi), CAF (uuknodochamun, anpuamuima u S-propypaimn), AC (agpuaMunvH u
uukiaopochamun), FEC (5-propypaumn, snupyounma u uuknodpochamun), ACT wmm ATC
(ampuiamunvH, uMkiopochamMuny W MAKIUTAKCEN), PUTYKCHMad, kcejoma (kamenuTaOuH),
wcmiatud (CDDP), kapOomnarun, TS-1 (Teradyp, rumectat U oractar Kajiusi B MOJISIPHOM
orHomennn 1:0,4:1), xamnrorermu-11 (CPT-11, upunorexan wumm Camptosar™), CHOP
(umkodocdamua, TUAPOKCUAAYHOPYOUIIMH, OHKOBHUH W TPENHU3OH WJIM MPEIHU30JIOH), R-
CHOP (putrykcuma0d, uumkinodochaMun, THIPOKCHIAYHOPYOHUIIMH, OHKOBUH, MPEIHU30H WJIH
npenan3osioH) wim CMFP (uukinodochamun, meroTpekcat, S-GTopypauui 1 MpeagHU30H).

[00195] CormacHO HEKOTOpPBIM  IPEANOYTUTEIbHBIM  BapUaHTaM  pealu3aluu
u300pereHust, papMalieBTHYECKYIO0 KOMITO3ULIHIO, TIPEJIOKEHHYIO B HACTOSIIEH 3asBKE, MOJKHO
BBOJIUTh C MHTUOUTOPOM (pepMeHTa, TAKOro KaK PELEeNTOpHAas WM HEpeLeNnTOpHas KHUHa3a.
PenienrropHble 1 HepeLeNTOPHbIE KUHA3BI MPEACTABIISIOT COOOH, HATPUMEp, THPO3UHKHUHA3BI WIIN
CepHH/TPEOHNHKNHA3bl. UHrHOUTOPHI KMHA3, ONMHCAHHBIE B HACTOSIIEH 3asiBKE, MPENCTABISIOT
co0O0H MaJTble MOJIEKYJIbI, TOJIMHYKJIEMHOBBIE KUCJIOTBI, ITOJUIENTHABI I aHTUTENA.

[00196] Ilpumeprl MHTHOMTOPOB KHHA3 BKIIOYAIOT, HO HE OrPaHUYUBAIOTCS

ykazaHHbIMY, OeBau3zymad (Hanpasned Ha VEGF), BIBW 2992 (nanpasnen na EGFR u Erb2),
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nerykcnuMad/>poutykc (HampaeneH Ha Erbl), umarunu®b/rmusek (HampaBiaeH Ha Bcer-Abl),
Tpacty3ymad (HampasneH Ha Erb2), redurnanb/upecca (manpasnen mva EGFR), panubusymad
(nanpasnen Ha VEGF), neranranu® (HanpasneH Ha VEGF), spnorunun6/rapuesa (HanpasieH Ha
Erb1), nunorunu6 (nanpasien Ha Ber-Abl), nanatunn® (nanpasnen Ha Erbl u Erb2/Her2), GW-
572016/nanatunnba auro3unar (HampaBneH Ha HER2/Erb2), nanutymymal/BeKTHOMKC
(nanpasnen Ha EGFR), Bannerunu6 (nanpasnen sHa RET/VEGFR), E7080 (MHOro mmienei,
Bmovas RET u VEGFR), repuentun (nanpasneH nHa HER2/Erb2), PKI-166 (HampaBieH Ha
EGFR), kaneptunn6/CI-1033 (nanpasnen Ha EGFR), cynntunn6/SU-11464/cyTent (HanpasieH
Ha EGFR u FLT3), maty3ymab/Emd7200 (wampasnen Ha EGFR), EKB-569 (mampaBneH Ha
EGFR), Zd6474 (manpasnen Ha EGFR u VEGFR), PKC-412 (nanmpasnen sva VEGR u FLT3),
Vatalanib/Ptk787/ZK222584 (nanpasnen Ha VEGR), CEP-701 (nmanpasnen nva FLT3), SU5614
(nmampaBnen Ha FLT3), MLNS518 (nanpasnen nva FLT3), XL.999 (nanpasnen na FLT3), VX-322
(nanpaBnen Ha FLT3), Azd0530 (manpasnen va SRC), BMS-354825 (nanpasnen Ha SRC), SKI-
606 (mampasyieH Ha SRC), CP-690 (nanpasnen Ha JAK), AG-490 (nanpasnen Ha JAK), WHI-
P154 (nampasien Ha JAK), WHI-P131 (manpasnen Ha JAK), copadennd/HekcaBap (HampapiieH
Ha kuHasy RAF, VEGFR-1, VEGFR-2, VEGFR-3, PDGFR- B, KIT, FLT-3, u RET),
nazarunud/cripuuen (BCR/ABL u Src), AC-220 (mampasnen Ha Flt3), AC-480 (HanpaBieH Ha
Bce HER 6enku, «man-HERY), morezann6 nudocdar (Hanpasien Ha VEGF1-3, PDGFR u c-kit),
nenosymab (mampasneH Ha RANKL, unarnbupyer SRC), AMG888 (nmampasnen Ha HER3) u

AP24534 (muoro Mumneneii, skirodas Flt3).

2

[00197] CormacHO ApyroMy BapHaHTy peajif3alud H300peTeHHs, PEeKOMOWHAHTHBIH
CIUTBIN OeNoK Wi (papMaleBTUYECKYI0 KOMIIO3ULIMIO, COAEPIKALIYI0 YKa3aHHBIN MOJHIIENTH],
OINHMCAHHBIN B HACTOsIIEH 3asBKE, BBOAAT CyOBEKTY OAUH pa3 B AeHb. COracHO HEKOTOPBIM
BApUAHTAM PeANN3aLIH U300peTeHUs], PEKOMOMHAHTHBIN CIUTBIH OEJIOK W COepIKALIYIO €ro
(apMaLeBTHYECKYI0O KOMIIO3ULIMIO BBOIST CYOBEKTY OAMH pa3 B Kakable aBa aHA. CoriaacHo
APYroMy BapuaHTy peaju3alidd H300peTeHusi, PEeKOMOWHAHTHBIM CIOUTHIA O€NoK WU
COAEPIKALIYIO ero (hapMaLeBTHUECKYI0 KOMIIO3ULHIO BBOAST CYOBEKTY OJUH pa3 B KaXIble TPU
nHsi. COrlacHO APYyroMy BapHaHTy peau3aiuu U300peTeHus, peKOMOUHAHTHBINA CIIUTHIA OeJIOK
WIN CONEpIKAINyIo ero (GapMaleBTHUECKYI0 KOMIIO3HLIMIO BBOAST CYOBEKTY OIUH pa3 B KaKIble
yerpipe nHs. COrNacHO JpPyroMy BapHaHTy peau3alud H300peTeHus, PEeKOMOWHAHTHBIN
CIUTBIN OEJIOK MITH COAepIKaIyIo ero (apMaleBTHIECKYI0 KOMIIO3ULIUIO BBOISAT CYOBEKTY OIUH
pa3 B kaxnple maTh aHed. CorynacHO JpyroMy BapuaHTy pealu3alud  H300peTeHus,
PEKOMOMHAHTHBIN CIUTBI OeNoK WM (papMalleBTUYECKYI) KOMIIO3HIHMIO, COAEPIKAIIYEO
yKa3aHHbBIN MOJMIIENTH, BBOASAT CYyOBEKTY OJMH pa3 B Kakable mecTh qHei. CormacHo npyromy
BApUAHTy pean3aluil U300pEeTeHUs,, PEeKOMOMHAHTHBINA CIUTHIN OENOK WM COAEPIKAILIYI0 €ro
(dapMareBTUIECKYI0 KOMIIO3HUIIMIO BBOIAT CYOBEKTY OIMH pa3 B Kaxayw Henemo. CoriacHo
APYyroMy BapuaHTy peaju3aliud H300peTeHus, PEeKOMOWHAHTHBIA CIOUTBIA O€NoK WIu
cozieprKamyo ero (papMaeBTUYECKYI0 KOMIIO3UIUIO BBOISIT CYOBEKTY OAUH pa3 B Kakaeie 7-14
nHert. CoryiiacHO IpyroMy BapUaHTY peasiu3aliii U300peTeHus, PeKOMOMHAHTHBIN CIIUTBINA OeJIOK

WIN COAEPKAIIYI0 ero (apMaleBTHUECKYI0 KOMIIO3HIIMIO BBOAST CYOBEKTY ONUH pa3 B KaXKIble
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10-20 nreii. CoryacHO IpyroMy BapUaHTy peain3aliuil H300PETeHUs], PeKOMOMHAHTHBIA CIIUTHIN
OeNoK MM comep KalIyo ero (papManeBTHYeCKyr0 KOMIO3ULNIO BBOAST CYOBEKTY OAHMH pa3 B
kaxzple 5-15 nueit. CormacHo ApyromMy BapHaHTY pealn3allui M300peTeHUs, peKOMOMHAHTHBIN
CIUTBIN OEJIOK MU COAepIKalIyIo ero (papMaleBTUUECKYI0 KOMIIO3ULIUIO BBOIAT CYOBEKTY OUH
pa3 B kaxnble 15-30 nHei.

[00198] CornacHO OJHOMY BapHaHTY pean3aliui U300peTeH s, 1038 PEKOMOUHAHTHOTO
cIUTOro Geska CoracHoO HactosmeMy nzodpereruto cogepkut ot 0,005 no 0,1 MumTUrpaMm/Kr
B pacTtBope s MHBEKUMH. COrjacHO APYroMy BapuUaHTy peaiu3alud W300peTeHHs, 103a
comepxkut ot 0,005 mo 0,5 MuuMrpaMm/Kr peKOMOMHAHTHOTO ciuToro Oenka. CoryiacHo
APYyroMy BapHaHTy peanu3anuu uzodperenusi, no3a comepxxkutr ot 0,05 mo 0,1 mMukporpamm
pexkoMOMHAHTHOTO ciuToro Oenka. COrylacHO OPYroMy BapHAHTy pealu3alui H300peTeHus,
no3a comepxkut ot 0,005 no 0,1 MULIUrpaMM/KT peKOMOMHAHTHOTO CIIUTOrO Oejika B pacTBOpe
JUIS UHBEKLIUM.

[00199] CormacHO ApyroMy BapHaHTy peajii3alud H300peTeHHs, PEeKOMOWHAHTHBIHI
CIUTBIA OENOK MM COAepKalyio ero (papMaleBTHYECKYI0 KOMIIO3HIHMIO BBOIST CYOBEKTY B
nose, Bapbupyromei or 0,0001 mr mo 0,6 mr. CornacHo ApyroMy BapUaHTy pealu3aluu
n300peTeHNst, PeKOMOMHAHTHBIA CIUTBIA OEJOK WM COAep:KalIyr ero (apMareBTHYECKYIO
KOMITO3ULIMIO BBOIAT CyOBEKTy B nmo3e, Bapeupyromeit or 0,001 mr mo 0,005 mr. Cormacho
APYyroMy BapuaHTy peaju3aliud H300peTeHus, PEeKOMOWHAHTHBIA CIUTBIA OeNoK Wiu
coziepKalIyio ero (papMareBTHYECKYI0 KOMIIO3UIINIO BBOAAT CYOBEKTY B J103€, BAPbUPYIOIIEH OT
0,005 mr no 0,01 mr. CornacHo IpyroMy BapHaHTy peaiu3aly n300peTeHus], peKOMOMHAHTHBIN
CIUTBIA OENOK MM COAep KAyl ero (apMaleBTHUYECKYI0 KOMIO3HIMIO BBOIAT CYOBEKTY B
nose, Bapbupywowmeid ot 0,01 mr mo 0,3 mr. CornacHo ApyroMy BapuaHTy pealu3aluu
M300peTeHus, PeKOMOMHAHTHBIA CIUTBHIA OENOK MM COIEepKallyld ero (hapMaleBTHUECKYIO
KOMITIO3HULIMIO BBOZAT CyOBEKTY B 103€, Bapbupyromiei ot 0,2 mr 10 0,6 mr.

[00200] CormacHO ApPYroMy BapHaHTy peaji3alud H300peTeHHs, PeKOMOWHAHTHBIHI
CIUTBIA OENIOK WM COAep KAy ero (papMaleBTHYECKYI) KOMIO3HIHMIO BBOIST CYOBEKTY B
nose, Bappupytomedi or 1 mo 100 wmkr/kr. CorjacHo ApPyroMy BapHaHTy peaTH3alud
u300peTeHnst, PeKOMOMHAHTHBIA CJIUTBIA OEJIOK WM COAep KAyl ero (apMareBTHYECKYIO
KOMIIO3HIIMIO BBOIAT CYOBEKTY B J03e, Bapbupytomieii o 10 o 80 mkr/kr. CoriacHo apyromy
BApUAHTY pean3aluil U300pEeTeHUs,, PEeKOMOMHAHTHBINA CIUTHIN OENOK WM COAEPIKAILIYI0 €ro
(bapMareBTUIECKYI0 KOMITO3ULIMIO BBOIAT CYOBEKTY B 1103€, Bapbupyromen ot 20 1o 60 MKI/KT.
CornacHo ApyromMy BapuaHTy peaju3aluu U300peTeHUs, PEeKOMOWHAHTHBINA CIUTBIN O€OK WIH
cozeprKalIyro ero (papMareBTHYECKYI0 KOMIIO3UINIO BBOIAT CYOBEKTY B J103€, BAPbUPYIOIIEH OT
10 mo 50 mxr/kr. CoriacHO APYyroMy BapHaHTy peaiu3alii W300peTeHus, pPeKOMOMHAHTHBIN
CIUTBIA OENOK MM COAep KAy ero (apMaleBTHYECKYI0 KOMIO3HIMIO BBOIST CYOBEKTY B
nose, Bappupytomeii or 40 go 80 wmkr/kr. CorjacHo ApPYyroMy BapHaHTy pealu3aluu
300peTeHNs], PeKOMOMHAHTHBINA CIUTBIH OEJOK WM COAepKallylo ero (apMareBTHYECKYIO
KOMITO3ULIMIO BBOZAAT CyOBEKTY B n03e, Bappupyromei ot 10 no 30 mkr/kr. CorimacHo apyromy

BApUAHTy pealn3alui U300peTeHusl, pEeKOMOMHAHTHBIN CIUTHIN OENOK WM COAEPIKALIYI0 €ro
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(bapManeBTUIECKYI0 KOMIIO3ULIUIO BBOIAT CyOBEKTY B 103€, Bapbupyromeii or 30 1o 60 MKI/Kr.

[00201] CormacHO ApPYroMy BapHaHTy peajif3alud H300peTeHHs, PEeKOMOWHAHTHBIH
CIUTBIA OENOK WM COAep KAy ero (apMaleBTHYECKYI0 KOMIO3HIMIO BBOIAT CYOBEKTY B
nose, Bappupyomen ot 0,1 Mkr/kr mo 100 mr/kr. CorjmacHO Ipyromy BapuUaHTy pealu3aluu
n300peTeHus, PeKOMOMHAHTHBIA CIUTBHIA OENOK MM COIepKallyld ero (hapMaleBTHUECKYIO
KOMITIO3ULIIO BBOIAT CyOBeKTy B mo3e, Bapbupyroomei or 0,1 Mkr/kr go 50 mr/kr. CoriacHo
APYyroMy BapHaHTy peanu3aluu H300peTeHHs, pPEeKOMOMHAHTHBIH CIUTBIA OeNoK  HiIH
coZiepKaLIyro ero (papMaleBTHYECKYI KOMIIO3UIINIO BBOAAT CYOBEKTY B 103€, BAPbUPYIOIIEH OT
0,1 wmxr/kr go 25 wr/kr. CornacHO JpyroMy BapHaHTy peaJu3aluu  H300peTeHus,
PEKOMOMHAHTHBIN CIUTBIA OEJIOK WJIM CONepIKaIlylo ero (hapMareBTHUECKYIH0 KOMITO3ULIUEO
BBOIAT CyOBekTy B no3e, Bappupyroomed ot 0,1 mkr/kr mo 10 mr/kr. CorjmacHo npyromy
BApUAHTY pean3aluil U300pPETeHUs,, PEeKOMOMHAHTHBINA CIUTHIN OENOK WM COAEPIKALIYIO €ro
(bapMareBTUYECKYI0 KOMIIO3ULIMEO BBOIAT CYOBEKTY B 103€, Bapbupyromen ot 0,1 MKr/kr mo 5
mr/kr. CoriacHO IpyroMy BapuaHTy peau3aluud H300peTeHUs, PEeKOMOWHAHTHBIA CIIMTHIN
OeNoK WM ConmepKalyro ero (apManeBTUYECKYI0 KOMIIO3UIMIO BBOIAT CYOBEKTY B J03€,
Bappupyromeir or 0,1 wmxr/kr go 1 wmr/kr. CorjacHO IpyromMy BapuUaHTy peanu3aluu
n300peTeHNst, PeKOMOMHAHTHBIA CIUTBIA OEJOK WM COAep:KalIyr ero (apMareBTHYECKYIO
KOMITO3ULIMIO BBOZAT CyOBeKTY B m03e, Bappupyomeil or 0,1 mxr/kr no 0,1 mr/kr. CornmacuHo
APYyroMy BapuaHTy peaju3aliud H300peTeHus, PEeKOMOWHAHTHBIA CIUTBIA OeNoK Wiu
coziepKalIyio ero (papMareBTHYECKYI0 KOMIIO3UIINIO BBOAAT CYOBEKTY B J103€, BAPbUPYIOIIEH OT
10 mr/kr go 60 mr/kr.

[00202] CormacHO ApPYroMy BapHaHTy peaji3alud H300peTeHHs, PEeKOMOWHAHTHBIH
CIUTBIA OENOK MM COAepIKaIlyl ero (papMaLeBTHYECKYIO KOMIO3MLIMIO BBOAAT CYOBEKTY B
103e, COCTaBJsIroLel npuMepHo 0,5 Mr/kr, mpuMepHO 1 MI/KT, MPUMEPHO 2 MI/KT, IPUMEPHO 3
MI/KT, IPUMEPHO 4 MI/KT, IPUMEPHO 5 MI/KT, IPUMEPHO 6 MI/KT, IPUMEPHO 7 MI/KT, IPUMEPHO
8 mr/kr, npumepHo 9 wmr/kr, mpumepHo 10 mr/kr, npumepno 20 Mr/kr, npumepHo 30 Mr/kr,
npumepHo 40 mr/kr, npumepHo SO Mr/kr, mpumepHO 60 MI/KT Wiu IpuMepHO 70 MI/KT.

[00203] CormacHO ApPYroMy BapHaHTy peajii3alud H300peTeHHs, PeKOMOWHAHTHBIH
CIUTBIA OENOK MM COAep KAy ero (papMaleBTHYECKYI) KOMIO3HIHMIO BBOIST CYOBEKTY B
nose, Bappupyomei ot 0,2 mr 10 2 mr. CorylacHO APYroMy BapHaHTy peasn3aliii H300peTeHus,
PEKOMOMHAHTHBIN CIUTBI OEJIOK WJIM CONepIKaIlyro ero (papMareBTUUECKYI0 KOMITO3ULIUEO
BBOISIT CYOBEKTY B 103€, Bappupyromed or 2 mr no 6 mr. CoriacHO JApPYyromy BapHaHTY
peammzanu  M300peTeHUs, PEKOMOWHAHTHBIH CIUTBIA OENOK WM  COZAEpKAINyI ero
(apMarieBTHIECKYI0 KOMITO3HLIUIO BBOAST CYOBEKTY B 703€, Bapbupyromieil ot 4 mr no 10 mr.
CornacHo ApyromMy BapuaHTy peajH3aluu U300peTeHUs], PEeKOMOWHAHTHBINA CIUTBIN O€JIOK WU
cozieprKalIyro ero (apMareBTHYECKYIO0 KOMIIO3UINIO BBOIAT CYOBEKTY B J103€, BAPbUPYIOIIEH OT
5 wmr go 15 mr.

[00204] CormacHO OXHOMY BapHAHTY peannu3aluu H300peTeHus, PEeKOMOWHAHTHBIH
CIUTBIA OENOK WM COAep KAy ero (apMaleBTUYECKYI0 KOMIIO3HIMIO BBOAST CYOBEKTY B

nose, Bapbupytomei or 10 Mxr/kr o 1000 mkr/kr. CornacHO APYroMy BapUaHTy pealu3aluu
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n300peTeHNst, PeKOMOMHAHTHBINA CIUTBIH OEJOK WM COAep:Kallyro ero (apMareBTHYECKYIO
KOMITO3ULIMIO BBOIAT CYOBEKTY B 703€, BapbHpyromeil or 25 Mkr/kr go 600 mkr/kr. CorjmacHo
APYroMy BapuaHTy peaju3aludl H300peTeHus, PEeKOMOWHAHTHBIA CIUTBIA O€NoK WU
cofiepKalIyIo ero (papMareBTHYECKYI0 KOMIIO3ULINIO BBOAAT CYOBEKTY B J103€, BAPbUPYIOIIEH OT
50 wmxr/kr go 400 wmkr/kr. CorjgacHo JpyroMy BapUaHTy pealu3aluyd H300peTeHus,
PEKOMOMHAHTHBIA CIMTBHI O€JOK WM COAepKallyl ero (hapMaleBTUYECKYH) KOMITO3ULIHIO
BBOISIT CyOBEKTY B J03€, COCTaBILIOLIeH npuMepHO 25 MKr/kr. COrjiacHoO JpyroMmy BapHaHTY
peamuzaru  M300peTeHUs, PEKOMOWHAHTHBI CJIWTBIA OENOK WM  COAEPKAINyK ero
(bapMaleBTUYECKYIO KOMIIO3MIIMIO BBOIST CYOBEKTY B J03€, COCTaBIsOmEed mnpumepHo S0
Mkr/kr. CorjacHO APyromMy BapUaHTy peau3alii H300peTeHus, PeKOMOWHAHTHBIA CJIUTBIN
OeloKk WM conepiKaiyr ero (papMaleBTHYECKYI0 KOMITO3UIMIO BBOIAT CYOBEKTY B JI03€,
coctasisirornei nmpuMmepHo 100 mkr/kr. CoryiacHO APyroMy BapUaHTy pealiu3aliyi H300peTeHus,
PEKOMOMHAHTHBIN CIUTBIA OEJIOK WJIM CONEpIKaIlylo ero (hapMareBTHUECKYI0 KOMITO3ULIUEO
BBOIAIT CYOBEKTY B A03€, cocTaBsiouieit mpumepHo 200 Mkr/kr. CorjaacHo ApyroMy BapHaHTy
peammzanu  M300peTeHus, PEKOMOWHAHTHBIH CIWTBIA OENOK WM  COZAEPIKAINyI ero
(hbapMaleBTUYECKYIO KOMIIO3HUIIMID BBOIAT CyOBEKTY B J03€, COcTaBisitomeld mpumepHo 300
MKr/kr. COrjacHO APYyroMy BapUaHTy peau3aliyl H300peTeHUs, PeKOMOWHAHTHBIA CIIUTHIN
Oenok WM comepiKamyr ero (apMaleBTHYECKYI0 KOMITO3UIMIO BBOIAT CYOBEKTY B J03€,
coctasisitoinel nmpumepHo 400 Mkr/kr. CoracHoO APyroMy BapUaHTy peali3alii H300peTeHus,
PEKOMOMHAHTHBIN CIUTBI OENOK WM COmeplKailyro ero (papMareBTUUECKYI0 KOMITO3ULIUIO
BBOIAT CYOBEKTY B A03€, cocTaBisitoie mpumepHo 500 mkr/kr. CoriaacHo ApyroMy BapHaHTy
peamuzanuu  U300peTeHus, PEKOMOMHAHTHBI CIWUTBIA OENOK WM  COAEpIKAIlyI ero
(bapMaleBTUYECKYI0 KOMIIO3ULIMIO BBOJAT CyOBEKTY B /103€, COCTaBIsIOLIed mpumepHo 600
MKI/KT.

[00205] CornmacHO OXHOMY BapHaHTy pealu3alu H300peTeHUsi, CYOBEKTy BBOIST
Pa30BYI0 OJHOKPATHYKO 103y PEKOMOMHAHTHOTO CIHMTOrO Oejlka WM COAepiKaled ero
dapmaneBTryeckoli komnosuiuu. COrjacHO IPyroMy BapHAHTY peau3aluu H300peTeHus,
cyOBekTy BBOAAT B o0meM jBe 103bl. COrjacHO ApyromMy BapUaHTy peasin3aliil U300peTeHus,
CyOBEKTY BBOAST B 00IIEM ABe WK OoJiee 103.

[00206] CormacHo  OpyroMy  BapuWaHTy  peaju3alid  U300peTeHus, 03y
PEKOMOMHAHTHOTO CIUTOrO Oejka WM conepskaiiedl ero (hapMameBTUYEeCKOH KOMITO3MLUU
BBOIISIT CYOBEKTY MO MEHbIIEH Mepe OMH pa3 B AeHb. COrylacHO JpyroMy BapUaHTY peain3alin
u300peTeHust, 103y peKOMOWHAHTHOTO CIUTOrO OeNKa Wil Coepkaiel ero apmaneBTH4ecKoil
KOMITO3ULINH BBOIAT CYOBEKTY MO MeHbIIEH Mepe OnMH pa3 B Kaxuible nBa nHsA. CoriacHo
APYyroMy BapHAHTy peajn3aluu U300peTeHus, 03y PEeKOMOWHAHTHOTO CIUTOro Oeika WM
comepskaliei ero (papMareBTUYECKOH KOMIO3ULIMHM BBOIAT CYOBEKTY MO MEHbIIEH Mepe OIUH
pa3 B Kaxable aBa win Oonee aHel. CoOryacHO OPYroMy BapHaHTy peaju3aluyd U300peTeHus,
703y PEKOMOMHAHTHOTO CIMTOrO OeiKa WM copepskaliel ero papMareBTHIeCKONH KOMITO3HIINN
BBOIAIT CYOBEKTY KaXXIyl0 HENeNo, pa3 B JHE HEeAeNu MK Kaxable Tpu Henmenu. CoriacHo

APYroMy BapHUaHTy pealM3allud H300pEeTeHus, 03y PEKOMOMHAHTHOTO CIUTOro Oenka Wiu
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cozmeprKaleil ero (papMarieBTHUECKONH KOMIIO3MLIUK BBOAST CYOBEKTY MO MEHbIIEH Mepe OfUH
pa3 B Henemo. COrylacHO APYroMy BapHaHTY pean3alii H300peTeH s, 103y PEKOMOMHAHTHOTO
ciuroro Oelika WK conepskaiie ero (papMaleBTHUECKONH KOMIO3UIMHU BBOIAT CyOBEKTY IO
MEHbLIEH Mepe OfMH pa3 B Kaxble aBe Henenu. COrjacHO ApPyroMy BapHaHTy pean3aluu
n300peTeHust, 103y PeKOMOMHAHTHOTO CIIMTOrO OeNka Win copepIKaei ero papMareBTHIeCKon
KOMITIO3ULIMM BBOZSAT CYOBEKTY IO MEHbIIell Mepe OOuH pa3 B Kakable Tpu Henenu. CornacHo
APYroMy BapUaHTy peajM3alud H300peTeHHs, 103y PEeKOMOMHAHTHOTO CIMTOro Oenka WM
cozmeprKaiieit ero apMarieBTHUECKONH KOMITO3MLUK BBOIST CYOBEKTY MO MEHbIIEH Mepe OIUH
pa3 B Kaxable Tpu Oosiee Henenb. COrNIaCHO APYroMy BapHaHTy peasiu3alii H300peTeHHs, 103y
PEKOMOMHAHTHOTO CIUTOrO Oejka WM conepskaiied ero (hapMauneBTUYeCKOH KOMITO3MLUU
BBOIAT CyOBekTy nBa wim Oosiee pa3 B Hememo. COrjacHO APYyromMy BapHaHTY peasd3aliiu
U300peTeHwsl, 103y PEKOMOMHAHTHOTO CIIUTOTO Oejika Wi coaepikaineil ero ¢papmaieBTHYECKOM
KOMITO3UIIMH BBOJAT CyOBEKTy ABa WM Oojiee pas B Mecsiu. CoriacHoO APYroMy BapHaHTY
peamu3anyy M300peTeHusi, 03y PEKOMOMHAHTHOTO CIUTOrO Oejika WM CONepsKalled ero
dapmanieBTHYECKOH KOMIIO3UIIMM BBOAAT CyOBeKkTy nBa wiu Oomnee pa3 B roa. CornacHo
APYyroMy BapHAHTy peajn3aluu U300peTeHus, 03y PEeKOMOWHAHTHOTO CIUTOro Oejika WM
comepkaliel ero ¢apManeBTHYECKOW KOMIIO3ULIMU BBOIAT CYOBEKTY 1Ba Wiu Oonee pas
kaxnaple nBa roma. CorymacHO [IpyroMy BapuUaHTy peanu3aluil  U300peTeHus, ao3y
PEKOMOMHAHTHOTO CIUTOrO Oejka WM conepskaiiell ero (apmMauneBTHYECKON KOMITO3MLUU
BBOIIAT CYOBEKTY ABa WU OoJiee pa3 Kakable 1Ba WK OoJee JieT.

[00207] CormacHo  OpyroMy  BapHaHTy  peau3allid  WU300peTeHus, 03y
PEKOMOMHAHTHOTO CIUTOrO Oejka WM conepskaiiedl ero (apmMauneBTHYeCKON KOMITO3MLIUU
BBOJSIT IO MEHbIIEH Mepe OOWH pa3 B Kaxable 36 uacoB. COmIacHO APyroMy BapHaHTY
peamuzaiuu U300peTeHusi, 03y PEKOMOMHAHTHOTO CIUTOrO Oejika WM COAepiKalled ero
(dapmaLeBTHYECKOH KOMIO3UIIMM BBOASAT IO MEHbIIEH Mepe OOMH pa3 B Kaxable 48 dacos.
CornacHo apyromMy BapuaHTy peau3aluy H300peTeHus, 103y peKOMOMHAHTHOTO CIIUTOrO Oeska
WIH comepkaiieil ero papMarieBTHUECKONH KOMITO3UIIMKM BBOMASAT 10 MEHbILIEH Mepe OAMH pa3 B
kaxnapile 60 wdacoB. CormacHO JApPyroMy BapHaHTy peaju3alud  U300peTeHus, a03y
PEKOMOMHAHTHOTO CIUTOrO Oejka WM conepkaiied ero (hapMameBTUYEeCKOH KOMITO3MLIUU
BBOASAT IO MEHbIIEW Mepe OIWH pa3 B Kaxaple 72 uaca. CorjacHO ApyroMy BapUaHTy
peamu3anuy M300peTeHusi, 03y PEKOMOMHAHTHOTO CIUTOrO Oejika WM COIepsKalled ero
(apmManieBTHIECKOH KOMITO3UIIMKM BBOAST IO MEHbINEH Mepe OAMH pa3 B Kaxable 84 daca.
CornacHo npyromMy BapuaHTy peau3alui H300peTeHus, 103y PeKOMOMHAHTHOTO CIIUTOrO Oelka
WIH coneprkaiiell ero papMarieBTHUECKONH KOMIIO3ULIMKM BBOASAT IO MEHbILIEH Mepe OAMH pa3 B
kaxnaple 96 daco. CormacHO J[ApPyroMy BapHaHTy peanu3aludl W300peTeHus, a03y
PEKOMOMHAHTHOTO CIUTOrO Oejka WM conepskamiedl ero (apMameBTHYECKOH KOMITO3HLUU
BBOAAT IO MeHblIEH Mepe OAuH pa3 B Kaxzaple 5 nHell. CornacHO ApyromMy BapUaHTY
peamn3annyd HM300pETeHusi, 03y PEKOMOMHAHTHOTO CIUTOrO OejKka WM COIepKalled ero
dapmMarieBTUYECKONH KOMIO3ULIUK BBOISAT IO MEHBIIEH Mepe OIWH pa3 B Kaxkiaple 6 IHEH.

CornacHo Apyromy BapuaHTy peaju3alny H300peTeHus, 103y PeKOMOMHAHTHOTO CIIUTOrO Oelka
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WIN cofepkaliei ero gpapMareBTHYECKOH KOMITO3ULIMU BBOJIAT IO MEHbLIEH Mepe OIUH pa3 B
kaxnaple 7 npHedl. CormacHO ApyroMy  BapHaHTy — peanu3alud  H300peTeHHs, a03y
PEKOMOMHAHTHOIO CIUTOrO Oejka WM conepskaiiedl ero (apmMauneBTUYeCKON KOMITO3MLUU
BBOZAAT IO MeEHblIEH Mepe onuH pa3 B kaxablie 8-10 gueit. CorjmacHO ApyroMy BapUaHTY
peanu3aiu M300peTeHUs, 03y PEKOMOMHAHTHOTO CJIMTOro Oejika WM COnepiKalied ero
(apmaLeBTHYECKOH KOMIO3ULMK BBOASAT MO MEHbINEH Mepe OnuH pa3 B Kaxable 10-12 nHeid.
CornacHo IpyroMy BapHaHTy pealn3aliy H300peTeHus], 103y PeKOMOMHAHTHOTO CIIUTOTO Oenka
WIN coepKaliei ero papMaleBTHYECKONH KOMITIO3ULIMU BBOJST IO MEHbLICH Mepe OIUH pa3 B
kaxable 12-15 pgueit. CornmacHO Jpyromy BapHaHTy peaiu3aiuu  H300peTeHHs], 03y
PEKOMOMHAHTHOTO CIUTOrO Oejka WM conepskaiied ero (hapMauneBTUYeCKOH KOMITO3MLUU
BBOZASAT IO MeEHbLIEH Mepe OAMH pa3 B kKaxable 15-25 nueii. CorjmacHo Apyromy BapuUaHTy
peanu3anyy HM300peTeHusi, N03y PEKOMOMHAHTHOTO CIUTOrO Oejika WM COIEepsKalled ero
(apmManieBTHIECKOH KOMITO3UIIMH BBOIAT MO MEHbLIEH Mepe OH pa3 B Kakable 20-30 nHeil.

[00208] CornacHO OMHOMY BapUaHTY peann3aluu U300peTeHus, 103y PEKOMOMHAHTHOTO
cnuroro Oelika WK Conepskalie ero (papMaleBTHYECKOH KOMIO3UIMHU BBOIST CYOBEKTY IO
MeHbllled Mepe OAMH pa3 B Kaxabli 1 Mecsan. CorjacHO OJHOMY BapHaHTy pealu3aluu
u300peTeHwsI, 103y PEKOMOMHAHTHOTO CIUTOTO Oejka WK coaepkaineil ero ¢papMaleBTHIECKOMI
KOMIIO3ULIMM BBOAST IO MEHbLIEH Mepe OAMH pa3 B Kaxiple 2 Mecsua. CoryiacHO OAHOMY
BApUAHTY pean3aliu M300peTeHNs, 103y PEKOMOMHAHTHOTO CIUTOrO O€NKa WM Comep Kalieit
ero (apMareBTHUECKOH KOMITIO3ULIMH BBOIAT 110 MEHbIIEH Mepe OMH pa3 B Kaxkaple 3 Mecsla.
CornacHo ogHOMY BapHaHTy pean3aiuu U300peTeHHs], 103y PEKOMOMHAHTHOTO CJIIUTOrO OeJka
WIN cofiep kalel ero gapMarleBTHYeCKONH KOMITO3ULIUU BBOJAT IO MEHbLIEH Mepe OIUH pa3 B
kakaple 4 Mecsua. CornacHO ONHOMY BAapUaHTy —peanu3aluyd  HM300peTeHHs, 103y
PEKOMOMHAHTHOTO CJIUTOrO OenKa WM coaepkaleil ero (apMaleBTHYeCKOW KOMITO3ULMH
BBOJAT IO MEHbIIEH Mepe OAUH pa3 B Kaxnble 5 MecsueB. CorjiacHO OJHOMY BapHaHTY
peanu3anuyd HM300peTeHusi, N03y PEKOMOMHAHTHOIO CIUTOrO Oejika WM COIEpsKalled ero
(bapManieBTUYECKOH KOMITO3UIIMKM BBOISAT O MEHBLIEH Mepe OOMH pa3 B KaXKAble 6 MECSIEB.
CornacHO OmHOMY BapHaHTy peajM3aluy H300PETeHNUs, 103y PEKOMOMHAHTHOTO CIMTOro Oeska
WIN coepkaliei ero gpapMaleBTHYECKOH KOMITO3ULIUU BBOJIST 10 MEHbLICH Mepe OIUH pa3 B
kaxable 0-12 MecsineB. CornacHO JIpyroMy BapHaHTy peau3aldd U300peTeHus, 03y
PEKOMOMHAHTHOTO CIUTOrO Oejka WM conepskaiiedl ero (hapMameBTUYEeCKOH KOMITO3MLUU
BBOIAT pa3 B kBapTas. COrylaCHO IPYyroMy BapHaHTy peaiu3aliii H300peTeHus, 103y BBOJSAT pa3
B JIeHb, pa3 B HENENI0, pa3 B JABE HeNelH, pa3 B Mecsl wiu pa3 B rof. CorjacHo Apyromy
BapUAHTY peali3aliy H300peTeH s, 103y BBOAST OIUH Pas, ABa pasa WM JBa WU Oojee pas B
IeHb, Hefenmo, Mecsal win rox. CorjacHO APYyroMy BapUaHTy peaiu3ald H300peTeHHus, 103y
BBOJST KaK/bple ABa, TPH, YEThIPE WU TI0 MEHbIIIEH Mepe MATH JIeT.

[00209] CormacHO OZHOMY BapUaHTy pealnu3alud H300pPETeHUs, MHOTOKpATHbIE
BBEJCHUs (J03bl) KOMITO3UIUU COTJIACHO HACTOSIIIEMY H300PETEHUI0 MOTYT OCYLIECTBIISITHCS
cpasy MocJje MepPBOro Kypca JIEYeHHUs] MU uepe3 NMPOMEKYTOK BPEMEHM, COCTAaBJISIOLIMM IHHU,

HeNleJI WJIM TOJbl, JUIsl JOCTIDKEeHUS skejaeMoro 3¢ ¢ekra, Kak JOMOJHUTEIBHO MPEIIOKEHO B
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HACTOsALIEeH 3asBKe (HampuUMep, AJ TNPENOTBPAINEHHUS WIN JIEUEHHsS CepAeYHO-COCYIUCTOTO
3a0oneBaHusl WK cocTossHUSA Wi cesizaHHoro ¢ LIHC 3aboneBanus nim COCTOSIHUS).

[00210] CornmacHO OZHOMY BapHaHTy peanu3anuu u300peTeHus, (papmaneBTUYeCKue
KOMITIO3ULIMM  BBOJST IIyT€M BHYTPUBEHHOW, HWHTPAApETPUANbHOM, IONKOXHOM  WIn
BHYTPUMBILIEYHOW MHBEKLUHU KUAKOro mnpenapara. CoriacHo ApyroMy BapHaHTy peasn3aluu
M300peTeHust, JKUAKHE JIEKApCTBEHHbIE (POPMBI BKJIIOYAIOT PACTBOPBI, CYCIIEH3UH, JUCIIEPCHUH,
sMysnbcuH, Macna W T.a1.  CorllacHO OXHOMY BapuaHTy pealu3auud  H300peTeHus,
(dapManieBTHYECKHEe KOMITO3ULIMKM BBOISTCSI BHYTPUBEHHO U, TAaKMM OOpa3oM, MPEICTaBJICHbI B
dopme, moaxoase isi BHyTPUBEHHOTO BBeeHUs. COryIacHO APYroMy BapHAHTY peasn3aliiuu
u3o0pereHust, (apMaLEeBTUUECKHE KOMITO3UIMHM BBOASITCS WHTPAAPTEPHATBHO M, TaKUM
o0pa3om, mpeacTaBjieHbl B GopMe, MOAXOASINEH Il HHTPaAPTEPUATbHOTO BBEICHHUSI.

[00211] CoriacHO HEKOTOPBIM BapUaHTAM PEATH3ALMH M300PETeHUs, KOMIIO3ULIH IS
NPUMEHEHHUs B CIOCco0ax, OMUCAHHBIX B HACTOSIIEH 3asiBKE, CONEPKAT PACTBOPBI WIIM SMYJIbCUH,
KOTOpbIE COTJIACHO HEKOTOPBIM BapHaHTaM pealn3aluu H300pEeTeHUs] MPEACTaBISIOT CoOOH
BOJHBIE PACTBOPBI WJIM 3MYJIbCHH, copepkamme Oe3omacHoe U 3((EKTUBHOE KOJIMYECTBO
COEAMHEHUH, OINMUCAHHBIX B HACTOSINEH 3asBKe, W HE0OA3aTeNbHO JApPYrHe COCAMHEHUS,
NpeHa3HAYeHHbIE U1 BHYTPUBEHHOTO WM TIOAKOYKHOTO BBEICHUSI.

[00212] CornacHO HEKOTOPBIM BapHaHTAM peaNu3alui HM300pPETeHUs, pPa3IuIHbIE
COCTABIISIIOIIME KOMIIO3ULIMM TOCTABJIAIOTCS B INPEIBAPUTENbHO H3MEPEHHOM  W/HIH
NpEeBapUTENbHO YIAKOBAHHOM W/WJIM TOTOBOM K TNPHUMEHEHHIO BHUIE Oe3 HeoOXOAMMOCTH
JOTMOJHUTENBHOTO U3MepeHus u T.4. Hacrosiee n3oOpereHne Takke HeoOsS3aTeNbHO BKIFOUAET
HaOOpBI 111 IPOBEACHUS/TIPUMEHEHHS CITIOCOO0B /MM KOMIIO3ULIUI COrJIacHO n300peTeHmo. B
YAaCTHOCTH, YKa3aHHble HaOOpbl HEOOA3aTeNbHO BKJIIOYAKOT, HANpuUMmep, NOAXOISAIIUH
PEKOMOMHAHTHBIM CIOUTBIA Oenok (M HeoOsA3aTeNbHO CMECH psiga TakuX OENKOB s
OCYIIECTBJICHUS CHHEPTUYECKHX CIOCOOOB JIEYEHHUS, CM. BBILIE) M HEOOS3aTeNbHO TaKXkKe
NOAXOMSLINIA CBSI3aHHBIA C 3a0oneBaHMeM areHT (areHThl)). JlOMOJHUTENBHO Takue HaOOpPbI
TAKXKE€ MOIYT  CONEp’KaTh  TMOAXONALINE  BCIIOMOTaTeJIbHbIE  BellecTBa  (HAMpUMeD,
(dapManieBTHYECKH ~ TIPUEMJIEMble  BCIIOMOTATEJIbHBIE — BELIECTBA) JUISI  OCYIIECTBJICHHS
TEPANeBTHYECKOTO U/UJIH MPO(UIAKTHYECKOTO JICUSHHsI COTIacHO n300pereHnto. Takue HaOOpsI
HeoOs13aTeNIbHO COIEPIKAT AOTOJHUTEIbHbIE KOMIIOHEHTHI JUIsl COCTABJICHHS W/WJIA TIPUMEHEHUSI
KOMITO3ULIMH COTJIACHO M300PETEHHIO, BKIIOUAs], HO HE ONPAaHIMYNBASCh YKa3aHHBIMH, HATIPUMED,
pa3baBuTENTN U T. 1.

[00213] Kommo3uuuu, OMHCAaHHbIE B HACTOSIIEH 3asBKe, HEOOS3aTENIbHO YITaKOBaHBI
TaKUM O0pa3oM, 4YTO conep:kar Bce (WM TIOYTH BCE) HEOOXOAMMBbIE KOMIIOHEHTBHI ISt
OCYILIECTBIIEHHS CIIOCOOOB COTJIACHO M300PETEHHIO MITH JUIsL IPUMEHEHHsI KOMIIO3HLIUI COTJIACHO
n300peTeHmo (HeoO0s3aTeNIbHO BKIIIOYAs], HAIIPUMEp, HaIMCAHHbIE HHCTPYKLUH MO MPUMEHEHHIO
CHOCOOOB/KOMITO3MIMI COrNIacHO u300pereHuro). Hampumep, HaOOpbl MOryT HEOOS3aTENBHO
BKJIFOYATh TAaKHe€ KOMIIOHEHTBHI, Kak Oy(depbl, peareHThbl, ChIBOPOTOYHbIE OENKH, AHTUTEINA,
cybcTpathl U T.. B cnyuae npenBapuTeIbHO YIAKOBAHHBIX PEAreéHTOB HAOOPHI HEOOSA3aTENIBbHO

COACPIKAT MPEABAPUTCIIbHO HU3MEPEHHBIC WM MPEABAPUTCIIBHO AO3HUPOBAHHBIC KOJIINYCCTBA,
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TOTOBBIE JJIsl HCIIONB30BaHMUSA B CIOCOOAax O€3 JOMOJHUTENbHOTO HW3MEPEHUs], HanpuMmep,
NpEeBApUTEIbHO HM3MEPEHHbIE JKUAKUE AJMKBOTBHl WJIM TPENBAPUTEIBHO B3BELICHHbIE WIIU
NpeBapUTEIIbHO U3MEPEHHBIE TBEPIbIE PEareHThbl, KOTOPble KOHEYHBII IMOJIb30BaTeNb Habopa
MOXET JIETKO BOCCTAHOBHTb.

[00214] Takue HaOOpPBI TakXkKe, KaK MPABUJIO, CONEPIKAT MOAXOMAIINE HHCTPYKLUHU IS
OCYLIECTBJICHHsI CIIOCOOOB COTJIACHO M300PETEHUIO W/WJIM MPUMEHEHHUS] KOMITO3UIUI COTrJIAaCHO
m3o0perenmo. COriacHO HEKOTOPHIM BapHAHTAM peaju3aluyd H300peTeHHs, KOMIIOHEHTBI
HaOOpOB/YNMAKOBOK TPEMJIOKEHbl B CTAOMIM3UPOBAHHON (opMe TakuM 00pa3oM, 4YTOOBI
NPEOTBPATUTH PA3PYLICHHE MK JPYTUe MOTePU BO BPEMsl JJIUTENILHOTO XPAHEHUs], HATpUMep,
B pe3yJIbTaTe YTEYKH. Psii cTaOMIM3UPYIOIUX MPOLIECCOB/areHTOB IHUPOKO UCTIONb3YETCs IS
pEareHTOB U T.J., KOTOpPble IOJUIeKAT XPAHEHUIO, HANPHMEP, BKIIOUYEHHE XUMHYECKHX
crabunmsatopoB  (T.e.  uHrHOMTOpOB  (pepmMeHTOB,  OaKTEPUIUIOB/OAKTEPHOCTATHKOB,
AHTUKOATyJSTHTOB) M T.A. PeanbHbli ypOBEHb 03Bl AaKTUBHBIX HWHIPEIUEHTOB B
(apManieBTUYECKHX KOMITO3ULHAX COMIACHO HACTOALIEMY H300PETEHHI0 MOXKHO H3MEHSTh
TaKUM O0Opa3oM, 4YTOOBI MOJYYHUTh KOJIMYECTBO AKTHBHOTO HHIPEOHEHTA, KOTOPOE SIBISIETCS
5 eKTUBHBIM UII AOCTIDKEHHS JKEJIAaeMOrO TEPareBTUUECKOr0 OTBETa JUII KOHKPETHOTO
cyObeKTa, KOMIIO3ULIUN U CIOco0a BBEACHUS M HE MPOSBISIET TOKCUYHOCTH IO OTHOLIEHUIO K
yKa3aHHOMY CcyObekTy. BpiOpanHbIli ypoBeHb 103bl OymeT 3aBHCETb OT Pa3JIMYHBIX
dapMakOKMHETHYECKHX  (DAKTOPOB, BKJIIOYAs AKTUBHOCTb KOHKPETHOH  HCIIOJIB3yEeMOM
KOMITO3UIIMM COTJIACHO HACTOSIIIEMY H300pPETEeHHI0, CIOCO0 BBEIEHHUS, BpPEMsI BBEACHUS,
CKOPOCTb BBIBEZICHUSI KOHKPETHOT'O MCIIOIb3yEMOr0 COEANHEHHS, TPOAOIKUTENbHOCTD JIEYEHUS,
Apyrue JIeKapCTBEHHBbIE CPEACTBA, COEAMHEHHUS W/WINW MaTepuaibl, UCIOJNb3yeMblE B
KOMOMHAIIMU C KOHKPETHOM HCMOJIb3yeMONH KOMITO3ULIMEH, BO3PACT, MOJ, Maccy Teja, YCIOBHUS,
o01ee COCTOsIHUE 370POBbSl U MPEIIIECTBYIOLIYIO UCTOPHIO OONE3HU CYyOBEKTa, MOJIekKALETO
JIEYEHHIO, U TTOJO0HBIE (PAKTOPBI, XOPOLIO U3BECTHBIE B 00JIACTH MEAULIUHBL.

[00215] Kommo3uiust 1oykHA OBITh CTEPUIBHONM M JKUIAKOH B TOM CTENEHH, B KOTOPOM
yKa3aHHAsi KOMIIO3ULIMSI MOXKET OBbITh JOCTaBJIeHA C TMOMOMIBIO wMimpuia. IloMumMo BOJBI
HOCHUTEJIb TIPEINIOYTHTENILHO MPEACTABIIsAeT COO0H N30TOHUYECKU Oy(hepHbIi CONeBO pacTBOP.
[Monxonsimyro TeKy4ecTb MOKHO MOAAEP KUBATh, HATIPUMED, IyTEM HCTIOJNIb30BAHUS TOKPBITHS,
TaKOTO Kak JIELUTHH, yTeM NOIepKaHus TpeOyeMoro pa3Mepa 4acTHIl B Cliydae AUCIIEPCUU U
NyTeM  TPUMEHEHHsT  TOBEPXHOCTHO-aKTHBHBIX  BemlecTB. Bo  MHOrmx  ciydasix
NPEATIOYTUTENbHBIM SIBJIIETCS BKIIFOYAaTh B KOMITO3WIIMM HM30TOHUYECKHE areHThl, Hampumep,
caxapa, MOJIUCITUPTHI, TAKHE KaK MAHHUT WJIA COPOUTON U XJIOPHUI HATPHSL.

[00216] PeanbHble ypOBHH J[03bl AKTUBHBIX HWHIPEIUEHTOB B (PapMalleBTUYECKUX
KOMITO3ULIMSIX COTJIACHO HACTOSIIEMY H300PETEHHIO MOKHO M3MEHSTh TaKUM 00pa3oM, 4ToObI
NOJYYUTh KOJWYECTBO AaKTHBHOTO HWHIPENUEHTa, KOTOpoe sBisieTcss 3()QeKTHBHBIM IS
TOCTIDKEHHS KEeJIAeMOT0 TEPANeBTHYECKOrO OTBETA JJIs1 KOHKPETHOTO CYyObeKTa, KOMITO3ULIUH U
crioco0a BBEAECHUS M HE NPOSBISET TOKCHYHOCTH IO OTHOLIEHMIO K YKa3aHHOMY CYOBEKTY.
BriOpanHbIil ypoBeHb 103bI OyET 3aBHCETh OT Pa3IMYHBIX (PApMaKOKMHETUYECKUX (PaKTOPOB,

BKJIFO4YasaA AaKTUBHOCTDH KOHerTHOﬁ HCHOJ’II:;SyGMOfI KOMIIO3ULIMKU COITIACHO HACTOSALIEMY
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n300peTeHno, crnocoda BBENEHHs, BPEMEHHU BBEIEHHs, CKOPOCTH BBIBEACHUS KOHKPETHOT'O
UCTIONIB3YEMOTO COETUHEHHUS], MTPOAOIDKUTENbHOCTH JIEYEHHUS, APYTUX JIEKAPCTBEHHBIX CPENICTB,
COEAMHEHUI W/WIIN MaTepuasioB, UCIOJIb3YEMbIX B KOMOMHALMHN C KOHKPETHOW HCIIOJIB3yEeMOM
KOMITO3UIIMEH, BO3pacTa, IMOJa, MAacChl Tesa, COCTOSHHUS, OOINEro COCTOSHUS 310pOBbS U
NpeNIIeCTBYIOIEell HCTOpHK OOJe3HH CyObeKTa, MOUIEXKAINEro JICYCHUI0, M IMOJO00HBIX
(akTOpOB, XOPOLIO U3BECTHBIX B 0OJACTH MEIULIMHBL

[00217] HecmoTpst Ha TO, YTO HEKOTOpPbIE BApPUAHTBHI peaju3aLuy M300peTeHus ObUIH
ONMHUCaHbl M MPOWUIIOCTPUPOBAHBI B HACTOSILEH 3asiBKE, CHEMAINCThl B JAHHOW OO0NacTH
TEXHUKU JIETKO CMOTYT TMpPEIACTABUTh pA3IMUYHBbIC APYrue CrnocoObl W/HMIN CTPYKTYPBI AJIs
ocymiecTsiaeHuss (YHKUMUHA W/WIM TOJNyYEeHUs pPe3yJNbTaTOB W/UJIKM ONHOrO ujaM OoJjiee
NPEUMYIIEeCTB, OMUCAHHBIX B Hacrosimell 3asBke. [Ipenmonaraercs, 4TO KaKABIH W3 TaKUX
BAPUAHTOB W/MJIM MOAM(HUKALMN HAXOAWTCS B Tpenenax oObeMa BapHAHTOB peaU3aALUH
n300peTeHNs, ONMCAHHBIX B HACTOALIEH 3asBKe. B Oonee o0mieM cMbIcie, CIIEHAIICT B JAHHOM
00JIaCTH TEXHUKHU JIETKO OLIEHWUT, YTO BCE MapameTpbl, pa3Mepbl, MaTepHasibl U KOH(pHUrypamnuy,
ONMCAaHHbIE B HACTOSIIIEH 3asBKe, CJIENyeT pacCMaTpPHBaTh KaK NMPUMEPBl, M YTO pPEajibHbIE
napameTpsl, PACCTOSHHS, MaTepHasbl WU KOHGUTypauuu OyOyT 3aBUCETh OT KOHKPETHOT'O
criocoba wiu crnocoOOB MPUMEHEHHUS, AT KOTOPBIX NPUMEHSETCS/PUMEHSIOTCS Hes/uaen
cornacHo m3o0pererns. CrenuanicTy B JaHHOW O0NAaCTH TEXHUKU OyleT O4eBHIHO Win OyneT
JeTKO yOemuThCs ¢ UCTIOIb30BAaHUEM He OoJiee 4eM PYTHHHBIX SKCIIEPUMEHTOB, YTO CYIIECTBYET
MHOXE€CTBO SKBHBAJEHTOB KOHKPETHBIM BapHUaHTaM pealu3aliil M300peTeHUs], ONMCAHHBIM B
Hacrosweil 3asBke. CienoBarebHO, HEOOXOIUMO TOHUMATh, YTO MPEAIIECTBYIOIINE BAPUAHTHI
peanuzanuy HM300peTeHHsl NPENCTaBJIeHbl HCKIOYUTENPHO B KadyecTBE IpUMEpa M 4YTO B
npenenax oObeMa mpwiaraeMod (GOpMyJbl M300peTeHUs: U €€ SKBUBAJEHTOB BO3MOXKHBI
CrocoObI TPAKTHYECKOTO OCYINECTBIICHUS BAPMAHTOB PEAIM3aLMM HACTOSIIEr0 H300peTeHus,
OTJIMYHbIE OT KOHKPETHO OIHUCAHHBIX W 3asBJIEHHbIX B HACTOsINEH 3asiBKe. BapuaHThI
peanM3alyy HaCTOSLIEr0 N300pEeTEeH s HATIPABJICHbI HA KaXXIblii OTAEIbHBIN MPU3HAK, CHCTEMY,
u3zenue, MaTepua, Habop u/wim crnocod, ONMMCaHHBIN B HacTOsALIEH 3asBke. Kpome Toro, jrobdast
KOMOWHALMS U3 JBYX WM Oojiee TaKUX MPU3HAKOB, CUCTEM, U3MEJHI, MaTepHalioB, HAOOPOB
W/ crnoco0OB, €ClIM Takue MpPU3HAKHM, CUCTEMbI, H3AENHs, MaTepuaibl, HaOOpbl W/WIN
croco0bl  HE SBIIOTCS  B3aUMOHECOBMECTHMBIMH, BKJIKOYEHbI B OOBEM HACTOSILIETO
300peTeHMs.

[00218] Cnenyer mOHMMAaTh, YTO BCE OMPENENICHUs, MPUBEIEHHbIE U HCIOJB3YIOTCS B
HACTOSILIEH 3asBKE, HMEIOT MPEUMYLIECTBEHHYIO CHJIy II0 CPAaBHEHHUIO CO CIIOBapHBIMHU
OTIPENENICHUsIMH, ONPEACICHUSMHA B JOKYMEHTaX, BKIJIFOYEHHBIX MOCPEICTBOM CCBUIKH, W/HIIN
OOBIYHBIMH 3HAYEHUSIMU OTIPENCTICHHBIX TEPMHUHOB.

[00219] Bce ccbulky, MATEHTHI U MATEHTHbIE 3asIBKU, OMHCAHHBIE B HACTOSIIEH 3asiBKE,
BKJIFOUEHBI IIOCPEACTBOM CCBUIKH M HCIIOJB3YIOTCS B OTHOIIEHHH TPEIMETA, B CBSI3U C KOTOPBIM
KaXXJ1asi U3 YKa3aHHBIX CCBUIOK LIUTHUPYETCS, B HEKOTOPBIX CIy4YasX yKa3aHHbIE CCBUIKH MOTYT

BKJIFOYATh LIUTUPYEMBINM JTOKYMEHT MOJHOCTBIO.
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[00220] Crnenyer moHHUMaTh, 4YTO yHoOTpeOJieHWE B HACTOSALICH 3asiBke W (opmyre
n300peTeHNs NMPEIMETOB B €IMHCTBEHHOM 4YHCJIE, €CIM MHOE SIBHO HE CIIENyeT M3 KOHTEKCTa,
O3HAYaeT «I10 MEHbLIEH MEPE ONUHY.

[00221] Cnenyer moHMMaTh, 4YTO (paza «W/WIM» NPHU HCIOIB30BAHUM B HACTOALIEH
3asBKe U (hopmylie n300peTeHusi O3HavYaeT «I000i i 00a» U3 3JIEMEHTOB, OOBEIMHEHHBIX C
HIOMOIIBIO YKAa3aHHOW ()pasbl, T.€. SJEMEHTbI, KOTOPbIe NMPHCYTCTBYIOT BMECTE B HEKOTOPBIX
CJIy4dasix W pasfesibHO B JPYIHX ciydasx. MHOXECTBO 3JIEMEHTOB, NEPEYUCIEHHBIX BMECTE C
(bpaszoii «w/mnuy Ccieayer paccMaTpHBAaTh TaK K€, T.€. KaK «OIUH WK Oojee» 3JIeMEHTOB,
00BEeMHEHHBIX TakuM oOpa3oM. HeoOs3aTeapbHO MOTYT NPUCYTCTBOBATH JAPYTHE 3JIEMEHTBHI,
OTJIMYHBIE OT 3JIEMEHTOB, KOHKPETHO 0003HAYEHHBIX C IOMOIIBIO YCIOBHS «U/WJINY, CBSI3AHHbIE
WIN HE CBS3aHHBIEC C YKA3aHHBIMH KOHKPETHO OOO3HAYEHHBIMH 3JiIeMeHTaMH. TakuM oOpa3om, B
Ka4eCTBE HEOTPAaHMUYMBAIOIIETO NMPUMEpPA, CChUIKA HA «A W/UiaH By, mpH HCMONB30BaHUN BMECTE
C HEOTPAHMYHUBAOIIUMHU (Ppa3aMu, TAKUMH KaK «CONEPKAIIUNY», MOKET OTHOCHUTBCS, COTJIACHO
OHOMY BapHaHTy peaslu3aluyl H300pETeHHUs, TOJBKO K A (HEOOs3aTeNIbHO BKIFOYAsT SJIEMEHTHI
5, ornmuHble OT B); cormacHO ApyroMmy BapuaHTy peanu3ali H300peTeHHs, TOJbKO K B
(HeoOs13aTeNbHO BKIIFOYAsh 3JIEMEHTBI, OTJIMYHbIE OT A), COIrJIACHO JPYyroMy BapHaHTY
peammnzanmu usoOpereHus, K A u B (Heo0s3aTenbHO BKIIIOYAs IPYTHe 3JIEMEHTHI) U T. 1.

[00222] Cnenyet mOHUMATh, YTO MPH HCIIOIB30BAHUH B HACTOSLIEH 3asiBKe U B (hopmyJie
u3o0pereHus ¢pasa «Imo MEHbIIEH Mepe OIMHY» CO CChUIKOH Ha IepeueHb OIHOro miH Oonee
3JIEMEHTOB O3HA4YaeT MO MEHbLIEH Mepe OJUH 3JIEMEHT, BbIOPaHHBIM U3 JIIOOOTr0 OXHOTO WU
Oosee 31EMEHTOB B YKa3aHHOM IEPEYHE 3JIEMEHTOB, HO He 0053aTeNbHO BKIFOUAET 10 MEHbIIEH
Mepe OIMH W3 KKABIX M BCEX 3JIEMEHTOB, KOHKPETHO NEPEYHCICHHbIX B YKa3aHHOM IepeuHe
HJIEMEHTOB, M HE UCKIIIOYAET JIF0Oble KOMOMHALINY SJIEMEHTOB B YKA3aHHOM IEPEYHE 3JIEMEHTOB.
JTO ompeneneHue TakXke MPeanoiIaraeT, YTO HeoOs3aTeIbHO MOTYT MPUCYTCTBOBATH 3JIEMEHTBI,
OTJINYHBIE OT 3JIEMEHTOB, KOHKPETHO OOO3HAYEHHBIX B IIEPEYHE 3JIEMEHTOB, K KOTOPOMY
OTHOCUTCSI yKa3aHHas (hpasa «IMO MeEHbIIEH Mepe OIUH», CBS3aHHbIC WJIM HECBS3aHHBIE C
YKa3aHHBIMH KOHKPETHO OOO3HAYeHHBIMH 3JieMeHTaMu. Takum 00pa3oM, B KayecTBe
HEOTPAHMYHUBAIOINETO MpPUMEPa, TEPMUH (IO MeHbIned Mepe oamH w3 A u By» (wim,
SKBHUBAJICHTHO, «II0 MEHbINEH Mepe onuH u3 A wiu B» miM, 5KBUBaJICHTHO, 110 MEHbIIEH Mepe
ommH u3 A wumu B») MOXET OTHOCUTBCS, COTJIACHO OJHOMY BapUAaHTy pean3aluu
u300peTeHws, M0 MeHbINEeH Mepe K OMHOMY (HeoOs3aTeNbHO BKIIIOYAst Oojiee YeM OfuH) A TpH
orcyau B (1 HeoOs13aTebHO BKITFOYAsl 3JIEMEHTHI, OTJIMYHbIE OT B); corynacHO ApyromMy BapuaHTy
peanu3anuy M300peTeHus, M0 MEHbIIeH Mepe K oqHOMY (HeoOs3aTeNbHO BKITKOYasi Ooyiee dem
onuH) B mpu orcyTcTBun A (M HEOOs3aTEIBHO BKIFOYAsI 3JIEMEHTHI, OTJIMYHbIE OT A); COTJIIACHO
APYroMy BapUaHTy pealn3alud HW300peTeHHs], 10 MEHbIIeH Mepe K OomHOMy (HeoOs3aTeabHO
BKJIFOUasi Oosee 4eM OfMH) A M IO MEHbIIeH Mepe K OHOMY (HeoOs3aTeNbHO BKIIFOUas Oonee
4yeM ofuH) B (1 HeoOs13aTenbHO BKITFOYAst APYTHE JIEMEHTHI) U T.1I.

[00223] Hacrosimee nzobpereHue Taxke obecnednBaeT HaOOp Ui MPeNOTBpAILEHUs,
JIEUSHUST WU 3a7€PKKH CepAEUHO-COCYIUCTOrO 3a00JIeBaHNsl WM COCTOSIHUS Y YeJIOBEeKa, e

yKa3aHHbIE HaOOp COAepXUT OAHy Wi Oosee n03 (apMaLEeBTHUECKOW KOMITO3HUIIHH,
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comepikameil peKOMOWHAHTHBIA CIUTBHIM O€JNOK, ONUCAHHBI B HACTOSIIEH 3asBKe,
UCTOJB3YEMBbIN  JJIs1 NPEeNOTBPALLEHUs, JIEUEHUS WU 3aJepKKH CepAedYHO-COCYIUCTOrO
3a00neBaHNsl WIM COCTOSIHMSA, U MHCTPYKLUH O MPUMEHEHUIO (papMaleBTHUECKOro IMpernapara
WM KOMIIO3ULIMH.

[00224] Hacrosituee m3zoOpereHue Takke obecriednBaeT HaOOp Ui MPEenOTBPAINEHUS,
nedeHust win 3anepxku cesizaHHoro ¢ IL[HC 3a0osneBaHust WM COCTOSIHUSI y 4eNIOBEKa, TIe
yKa3aHHbIH Habop comepkuT OmHy wiu Oonee 103 (apMaleBTUYECKOH KOMITO3HLINY,
comepskaliel peKOMOWHAHTHBIA CIOUThIM O€JOK, OMUCAHHBIM B  HACTOSINENW 3asBKe,
UCTIONB3YEMBIN  JJIs1 MPEeNOTBPALLEHHs, JIEUEHUS WU 3a0epXKKH CepAedHO-COCYIUCTOrO
3a00NeBaHMsl WJIM COCTOSIHHS, U MHCTPYKLUH IO MPUMEHEHUIO (papMaleBTHUECKOro Mpernapara
WJIH KOMIIO3UIIUH.

[00225] Hacrosimee u300peTeHHe NOMOJHUTEIBHO oObecrmeunBaeT Habop IS
NpeOTBpALICHUs], JIEUeHUs WM 33J€pXKKU CepAeYHOW HEeJOCTaTOUYHOCTH C COXpaHEHHEM
¢pakuun BbIOpOCA Yy UeJNOBEKa, INe YKa3aHHBIH HAOOp COAEPKUT ONHY WM Oornee 103
(bapManeBTHYECKON KOMIIO3UIINH, COAepKAIeH peKOMOWHAHTHBIN CIIUTHIN OEJIOK, OMMCAHHBIN B
HacToOsiLIeN 3asBKe, UCIOJb3YEeMbIN JJIsl NPEeNOTBPALLEHUs, JeUEeHUs] WU 3aJeP>KKU CepAeHHOM
HEJJOCTATOYHOCTH C COXpaHEHHeM (pakuuud BbIOpOCA, M HUHCTPYKLUUH IO TMPHUMEHEHHIO
(apmMarieBTUIECKOro npenapara Wik KOMIO3ULIUH.

[00226] Cnenyromue najee mpuMepbl MPEICTABICHBI i 00Jiee MOJHOW WIUTFOCTPALIUH
NPEANOYTUTENbHBIX BAPUAHTOB peanusaluy n3ooperenus. OQHAKO ClIeayeT MOHUMATh, YTO OHH
HUKOUM 00pa3oM He OrpaHMYHBAIOT IIUPOKUI 0OBEM HACTOAIIETO H300PETEHHS.

IHPUMEPBI

IIPUMEP 1 - KiioHMpOoBaAHHE H KOHCTPYHPOBAHH € DKCHPECCHOHHbIX IJIAZMHI

[00227] ITocnemoBarenbHoctn JHK, xomupyromue Tskenble LENMH PeKOMOMHAHTHBIX
ciutbix OenkoB (HasBaHHble NPCFA u NPCF nnst mocienoBarenbHOCTEH, COmepiKaluX U HE
cofepKalmx MyTalu FC COOTBETCTBEHHO) M JIETKYIO IIeMb PEKOMOMHAHTHBIX CIHMTHIX OEJIKOB
(nazBannyto PAL) cunrtesupoBasm B kommanuu GENEWIZ (Cywkoy, Kwuraii). Bektop
skcnpeccun  pCHOGUN  nonywanun w3  kommanuum  Horizon  Discovery  (KemOpumx,
BenukoOpuranust) mo JUIEH3NOHHOMY TOroBopy. KOHCTpyHpoBaHHUe SKCIPECCHOHHBIX TIa3MH
OCYULIECTBJsUTH, Kak mnpencrasieno Ha Purype 1. Bkparme, Bekrop pCHOGUN
JIMHEAPU30BbIBAJIN C TIOMOLIBIO pecTpUKIHOHHOTO (pepmenta BfuAl m BcTpanBaeMmble reHHbIE
¢parmentel, Takue kak NPCF, NPCFA u PAL, ounmanu mocie ABOWHOrO mnepeBapUBaHUS
pectpukuuoHabiMu  pepmenTtamu Ncol u Ascl. Jluneapusosanubiii pCHOGUN/BfuAl wu
OYMIEHHBIH BpPbIBAEMBIH T'€HHbIH ()pAarMEHT JUTHPOBAIM B COOTBETCTBHU CO CTaHIAAPTHBIM
MPOTOKOJIOM | 3aTeM TpaHChopMupoBaiu B komrereHTHbIe KieTku E.coli DHS5a. Knerku DHSa
NoMeINajid B HHKyOaTop u nHKyOupoBanu B TedeHne Houu npu 37°C. Ilnasmuasr pCHOGUN-
NPCF, pCHOGUN-NPCFA u pCHOGUN-PAL Bbimensaiu U NOATBEPKAAIU C TOMOLIBIO
nepeBapuBaHusl PeCTPUKUUOHHBIM (GepmenToM unu IILP. Ilnasmupay, comepskamryro BCTaBKY
msokenol nenu (pPCHOGUN-NPCF wmmn pCHOGUN-NPCFA), nepeBapuBaid € INOMOIIBIO

pectpukunoHHbIX (pepmenTor BspEl u Pcil, Torna kak miasmuny, conepikamyro BCTaBKY JIETKOH
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neriu (pPCHOGUN-PAL), nepeBapuBamu pecTpukuuoHHbIMU (epmentamu NgoMIV u Pcil.
ITocne mepeBapuBaHUs C MOMOIIBIO PECTPUKLMOHHBIX (PEPMEHTOB (parMeHThl, COAep KaIlne
BCTaBKH TSDKEJIONW WJIM JIETKOH LIeMH, OYHUINAIM, JUTUPOBAINM M 3aTeM TpPaHCHOPMHUPOBAIH B
kietkn DHS5o. IInasmMugHbie KOHCTPYKTBI, COAEP KAIUE BCTABKU KaK TsDKEJIOH, TaK U JIETKOH
nenu (pCHOGUN-NPCF+PAL unu pCHOGUN-NPCFA+PAL), wunentuduuuposamu u
NOATBEPXKIAIN TyTeM NepeBAPUBAHUS C IOMOIIBIO PECTPUKLUOHHBIX (PEPMEHTOB U
cexBeHuposanus JIHK.
IHPUMEP 2 - IIpoayKuusi, OYHCTKA H XAPAKTEPUCTHKA AHTHTE]

[00228] HD-BIOP3, k1€TOYHYIO JTUHUIO C OTCYTCTBHEM SKCIPECCUH TIIyTAMUCHUHTETA3bI
(GS™), monyuennyro u3 knerok CHO K1, momyuwamn w3 kommamum Horizon Discovery
(Kembpumsk, BenukoOpuranus) mo nuueH3noHHoMy aorosopy. I[nasmumnnyro JTHK Beinensiu ¢
UCIIOJIB30BAaHMEM KOMMEpPYeCKH JOCTynmHbIx HabopoB Qiagen Plasmid. Tpancdeximro
miasmuaHoit JIHK B knetku HD-BIOP3 ocyuiecTBisiin ¢ HMCHONb30BAaHHMEM KOMMEPUECKH
IOCTYITHOW CHCTeMBbI 3JekTpornopauun ot ¢upmbl Lonza. TpanchuuupoBaHHBIE KIETKH
noMeniand Ha 96-71y4HOYHbBIE MMJIAHIIETH U MPOBOAWIM CEJEKLHIO MYJIOB C UCIMOJIb30BAaHUEM
CTaHAapTHBIX mpouenyp. KieTku u3 BbIOpaHHBIX MyJIOB KYJIBTHBUPOBAJIH BO BCTPSIXHBAEMBIX
konbax Ha 125 mn B Teuenune 10-14 nHelt m cpemy coOupanu IJIsi OYMCTKH aHTHTEN. benku
AHTHTEJ OYUIIAIIU C IOMOIIBIO adPUHHON XpoMaTorpadgun Ha OCHOBe Oelka A ¢ TOCIenyroIei
SKCKIJIIO3MOHHON Xpomatorpadueii mo pasmepy u anajmusupoBanu ¢ nomombio JICH-TTAAT -
snekTpodopesa U aHanMu3a ¢ MOMOLIbI0 BecTepH-0J0TTHHra B COOTBETCTBUH CO CTAHIAPTHBIMU
MPOTOKOJIAMHU.

[00229] durypa 2A WUTIOCTPUPYET CXEMATHYECKYIO CTPYKTYPYy PEKOMOMHAHTHOTO
cIUToro Oesika, OMMCAHHOTO B HacTosiuiei 3asBke. Ha @urype 2B nokasaHsl penpe3eHTaTHBHbIC
JaHHble, TOJNy4YeHHble B pesynaprare aHamusa ¢ nomoursto JICH-TTAATI-anexrpodopesa.
PesynbraThl aHanaM3a ¢ MOMOINBI BecTepH-ON0TTHHTA C BBIABJICHHEM C IIOMOIIBIO MEPBUYHBIX
aHTUTeN, CrequUUHBIX B OTHOWEHMH akTuBHOrO (parmenra NRG-1, cocrosimero uz 61
aMUHOKHCJIOTHI U conepskaiiero cesibiBatomuii HER3/4 nomen («NRG-1», R&D Systems,
Munsneanognuc, Munnecora), wiu IgG, nokazansl Ha @urypax 2C u 2D coOTBETCTBEHHO.

TIPUMEP 3 - MojeKyJasaipHas LHEeJOCTHOCTD M0 Pe3VJAbTATAM AHAJIH3A CBA3LIBAHUSA

Ha ocaose IIIIP

[00230] IlenocTHOCT MOJIEKYJISIPHOM CTPYKTYpPbl PEKOMOWHAHTHOTO CIUTOrO Oenka,
ONMMCAaHHOTO B HACTOSIIEH 3asiBKE, AHAJIU3UPOBAIA IYTEM OLEHKA €ro CHOCOOHOCTH
OonHOBpeMeHHO cBsi3biBaThesl ¢ Oenkom HER3 u antutenom mporuB NRG-1. His-meueHHbIH
pexomOunanTHBIN Oenok HER3 (Sino Biological, ITekun, Kutaii) 3axBaTbiBaii HA CEHCOPHBIN
g ¢ UMMOOWIM3upoBaHHBIMU aHTHTendamu mnpotuB His (Thermo Fisher, Vonrewm,
Maccauycerc) (Qtan 1), ¢ MOCIEOYIOIIMM BBOIOM O0pas3loB (BKIIIOUAsT PEKOMOWHAHTHBIN
CIIUTBIN OEJIOK, ONMMMCAHHBIA B HACTOSIICH 3asiBKE, PeKOMOMHAHTHBIN CIIUTHIN OEJIOK, OMICAHHBIHI
B HacTosilIel 3asBke, Oe3 myTtammid Fc, mAb nporus Her3 (Step 2) u antureno nporus NRG-1
(R&D Systems, Munneanonuc, Munnecora) (JDran 3). Ilpucoenunenme His-HER3 «k

CCHCOPHOMY YHMITY MOKHO BHU3YaJIU3UPOBATH I10 IMOBBLIMICHUIO CHUI'HAJIa IO BCEM 6 kaHajaM Ha
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Orane 1. Kak pekOMOMHAHTHBIA CIUTBHIA OEJIOK, ONMHCAHHBI B HACTOSIIEH 3asBKEe, TaK H
PeKOMOWHAHTHBIN CIUTHIN OEJIOK, ONMCAHHBIN B HACTOSIIEH 3asiBke, O0e3 mytauwmii Fc, BrI3bIBAIH
3HAUUTENbHBIN OTBET Ha JTamne 2 B pe3yibrare cs3biBanus ¢ HER3 u na Ortane 3 B pesynbrarte
cBsi3bIBaHUSL ¢ BBOAMMBIM aHTUTeNoM mnpotuB NRG-1 (Chl, 3), ykaspiBas Ha NPHCYTCTBHE
HER3-cBa3biBatomero snurona 1 NRG-1 Ha pekoMOMHaHTHOM OeJiKe CIUSHHS, ONHUCAHHOM B
Hactosieit 3asiBke. Hanmporus, mAb nporus Her3 cBszbiBanock Toabko ¢ His-HER3 Ha Orane 2,
HO He CBSI3bIBAJIOCH ¢ aHTHTeNoM npoTuB NRG-1 u 6ydpepom (Ortan 3) (Ch 4, 5), noareepskaast
orcyrctBre NRG-1-cBsi3bIBaIOLIel akTUBHOCTH y MOJekynabl mAb mnporuB Her3. Bydep
BBOAMJIM Ha JTamax 2 ¥ 3 B KauecTBe XoyocToro koHrtpoins. CnenmosatenbHo, kak HER3-
cBs3piBatoluil smmron, Tak U NRG-1, mpUCyTCTBYIOT B pPEKOMOWHAHTHOM O€JKe CIUSHUS
COTJIACHO M300pPETEHHIO.

[00231] CeHcorpamma CBsI3bIBaHHS U OOpa3Ibl MHBELUPYEMBIX TOCIENOBATEIbHOCTEH
nokasanel Ha Purype 3.

IHPUMEP 4 - DddexT Ha nposudepannio onyxoaeBoi KJIeTOUHOH JIUHUH il Vilro

[00232] OnyxoneBble KJ€TU BbICEBalU Ha 96-TyHOUHBbIE IUIAHLIETHI B KOHLIEHTPALUU
2,500-20,000 kneTok Ha JYHKY B 3aBUCHUMOCTH OT KMHETHKH POCTA Ka’KAOU KJIETOYHOM JINHUU.
3arem kyeTku 0OpadaThIBAIM PEKOMOMHAHTHBIM OEJIKOM CIUSIHHS, OMUCAHHBIM B HACTOSIICH
3asBKe, aHTUTEJIOM WUJIM KOHTPOJBbHBIM O€JIKOM B ITOCJIEIOBATEIbHOM CEPUHHOM pa3BeneHuu 1:4
B TeueHHe 5 1Hel. BDKIBaeMOCTh KIIETOK OLIEHHBAJM C UCTIONBb30BaHNEM cueTunka Kietok Kit-
8 or kommanmum Dojindo Molecular Technologies (Kymamoro, SInoHus) B COOTBETCTBUH C
UHCTPYKLUSAMHU TpousBoauTens. JlaHHble aHanu3upoBaiau ¢ momoibio nporpammel GraphPad
Prism u mpencTraBisuid Kak CKOPOCTh POCTA IO OTHOIIEHUIO K KOHTPOJBHBIM KIJIETKaM, He
HOJTy4aBIIUM O0PabOTKH.

[00233] durypa 4 BKJIIOUAET pernpe3eHTATUBHbIE I'PaUKH, MOKA3bIBAIOININE CPEITHIO0
OTHOCUTEJIbHYIO CKOpOCTh pocta + SEM (n=3) aist pa3nuvHbIX PaKOBbIX KJIETOUHBIX JIMHUI: (A)
NCI-N87, pak sxenynka, (B) MCF-7, pak monounoi skenesbl; (C) RT-112, pak modeBoro
ny3bipsi; u (D) T47D, pak mojouHoi xkenesbl. I1o cpaBHeHHIO ¢ KOHTposjbHbIMH NRG-1 u
Oenkamu ciusiHust mAb GP120/NRG-1

HACTOSIIEW  3asiBKe, JEMOHCTPUPYET 3HAYUTENBHO OoJiee HU3KYK) AaKTHBHOCTb B

PEeKOMOMHAHTHBIN CJIUTBINH O€NOK, OMHCAHHBINA B

2

CTHMYJIUPOBAHHH MPOJIU(EPALIUN PAKOBBIX KJIETOK.

NIPUMEP 5 - AxtuBanusa curHajabHoro nytu PI3K/AKT B kapamoMmuonurax

yeJ0BeKa

[00234] Kapaumommonutsl uenoBeka, mojydyeHHbie u3 kommanuu Cellular Dynamics
(Mbaucon, BuckoHcHH) BbIceBadM Ha 90-IyHOUHblE TIUIAHIIETH, TOKPBITEIe 0,1%-bIM
JKEJIATUHOM, W TIO3BOJISUTH BOCCTaHaBiMBAaThCcsi B cpeme miisi moceBa (Cellular Dynamics) B
TeyeHne 4 YacoB. 3aTeM KIETKH KyJbTHBUpOBajdu B mnoanepskuBaromen cpene (Cellular
Dynamics) B Teuerne 96 4acoB 1O HCIONB30BaHUA B SKCIepuMeHTe. [ oneHku crnocobHocTH
PEKOMOMHAHTHOTO CIIUTOrO Oejika COTJIaCHO M300PETeHHIO AKTUBUPOBATH CUTHAJIBHBIA MyTh
HER2:HER4 B kapaunoMuonuTax, KJIETKU CHadaja MOABEPraiyd roJIONAaHUI0 B 0€CChIBOPOTOUHOMN

cpene B TeueHHWe 4 U 3areM oOpadaTbIBaJI PEKOMOWHAHTHBIM OEJIKOM CIIUSIHUS —WJIH
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koHTpOJbHbIME areHTamu (NRG-1, mAb GP120/NRG-1, mAb nporus Her3 unu mAb GP120) B
MOCJIEA0OBATENbHBIX CEPUMHBIX pa3BeAeHUsAX 1:4 B TeueHune 15 MuHyT. B KOHIE n€4eHus KJIETKU
Tu3upoBanu M aHammsupoBaiu (ocdopunuposanne AKT ¢ ucnonpzoBanuem Habopa ais
BeisaBneHus1 Gpocho-AKT/obmero AKT ¢ nomoureto TBepnodasnoro MDA or komnanuun Abcam
(KemOpumx, Maccauycerc) B COOTBETCTBHM € MHCTPYKLUSMH IpousBoxuTens. JlaHHble
aHAJTM3UPOBAIM ¢ ToMolbio mporpammbl GraphPad Prism u mpencTaBisii Kak OTHOLICHHE
docho-AKT k obmemy AKT mo cpaBHEHUIO C KOHTPOJIbHBIMU KJIETKAMHU, HE MOJYYaBIIUMH
00paboTku.

[00235] Ans aHanmu3a ¢ MOMOIIbIO BecTepH-OIOTTHHTA KJIETKU BBICEBAJH B O-TYHOUHBIE
IUTAHIIEThl ¥ 00pabaThIBAIN PEKOMOMHAHTHBIM OEJIKOM CIIMSIHHS COTJIACHO M300PETeHMIO TN
KOHTPOJIBHBIMH areHTaMu B OJHOW KOHLEHTpaLuy, cocTapysitonieit 16 HM. B koHue obpadoTtku
KJIEeTKH Jm3upoBaiu B jmsupyromeMm Oydepe RIPA, conmepskamieM HMHTHOUTOPBI MpOTEas |
docharaz. JICH-ITAAT-3nekrpodopes u aHamu3 ¢ NOMOIbIO BecTepH-0I0TTHHra MPOBOIWIIH B
COOTBETCTBHH €O cTaHmapTHbiMH mpoTokonamu. O6muii AKT u ¢ocho-AKT okpammsanu ¢
nomoupio kponuubux antuten npotuB AKT u kponmnabnx anturen npotus p-AKT(S473) (Cell
Signaling; Jlaueepc, MaccadyceTc) COOTBETCTBEHHO.

[00236] Ha ®urype 5 mokaszano ¢ochopunnposanne AKT B oTBET Ha CTUMYN B
KapJUOMHOLUTAX 4YeJIOBeKa. Pe3ybTaTsl MpeanoararT, YTO PeKOMOMHAHTHBIN CIUTHIA O€JIOK,
OMNMCAHHBIM B HACTOAILNEH 3asBKE, MOXKET aKTUBUpPOBaTb curHaibHbli nyTe HER2:HER4 B
KapAUOMHOLIUTAX C aKTUBHOCTHIO, cpaBHUMOI ¢ NRG-1.

HPUMEP 6: Huaykuus aumepusaund HER2:HER3 u aumepusannn HER2:HER4

[00237] Amnamm3 numepusauuu PathHunter, paspaGorannbii kommnanueid Eurofins

DiscoverX (®pumont, KanudopHus), BbLIBIAET BBI3BAHHYIO JIMTAHAOM IUMEPH3ALMIO JIBYX
cyObeaMHULl Tapbl perentop-numep. [IpuHIMN aHanMM3a MPOWLIIOCTPUPOBaH Ha Durype O6A.
®epment B-gal pacienen Ha nBa ¢pparmenTa, ProLink (PK) u penentop ¢pepmenra (EA). b
CKOHCTPYHMPOBAHBI KJIETKU ISl KO-3KCIPECCUU OeNka-MHUIIEHH 1, CIIUTOro ¢ JOHOPOM (epMeHTa
PK, u Oenka-muineHu 2, CIUTOro ¢ akuentopom ¢epmenta EA. Cpsi3biBaHUE JIUTaHOA C OJHUM
OeIKOM-MHIIEHBIO BBI3bIBAET €r0 B3aUMOACHCTBUE C OPYIUM OENIKOM-MHILISHBIO, TPUBOISI K
KOMITJIEMEHTAPHOMY B3aUMOZCHCTBUIO IBYX (pparMeHTOB (epMeHTa Hu (HEepMEHTATHBHOM
peakuud C BBICBOOOKICHHEM XEMIUTFOMUHECIIEHTHOTO CHTHAJa, KOTOPBIA BBIABIISETCS Kak
OTHOCHUTEJIbHBIE equHULBI piyopectenunu, uian OED.

[00238] Knerounyro muamo U20S mna mumepusauun ErbB2/ErbB4 u ErbB2/ErbB3
PathHunter monydanu u3 xomnanuu Eurofing DiscoverX. Knerku Bbice€Basii B KOHIEHTPALIUU
4,000 xnerox/nyHKy B 384-nyHOuHbIe TUaHIETsl U HHKyOuposamu npu 37°C/5% CO; B Teuerne
Houu. Hccnenyemble areHTbl IOTOBWJIM B IIOCJENOBATENbHBIX CEPUMHBIX pa3BeAeHUsX 1:4,
HaunHas ¢ 28,8 HM, u 3aTeM n00OaBIsUTH K KJIeTKaM B 384-JyHOUYHBIX IUiaHImerax. Yepes 4 yaca
MHKYOMPOBAHUS KJIETKH aHAJIM3UPOBAIN HA MPEAMET TUMEPU3ALINN PELeTITOpa B COOTBETCTBUH
C MHCTPYKIMSIMH MPOU3BOAUTENS. JlaHHBIE aHAIU3UPOBAJIM ¢ ToMombo nporpammel GraphPad
Prism u npencrasysimu kak cpennee OE® + SEM (n=3).

[00239] Kak mnokazaHo Ha Purypax 6B u 6C, peKOMOMHAHTHBIA CIUTBHIA OENoK,
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OIMCAaHHBIN B HACTOSALIEH 3asiBKe MOKeT BbI3bIBaTh quMepu3ano HER2/HER4 ¢ akTHBHOCTEIO,
cpaBaumoii ¢ NRG-1, torga kak ero cnocoOHOCTh BbbIBaTh mumepusanmo HER2/HER3
HamHoro ciabee. Hu antureno mAb GP120, ucnonp3yemoe B kauecTBe KOHTPOJIS U30THUIIA, HU
mAb nporus Her3, ucrnonb3yemble B KaueCTBe OTPHULATEIbHBIX KOHTPOJEH AJs MCCIeOBAHUS,
HE BBI3bIBAJIM JUMEPHU3ALMIO PELIEITOPOB.

[00240] BapuaHThl peanu3alui HACTOSLIETO M300peTeHHst ObUTH OMUCAHBI CO CChUIKOM
Ha COITYTCTBYIOIIUE rpaduueCcKre MaTepHabl, OJHAKO, CIeayeT IIOHUMATh, YTO H300peTeHne He
OrPAaHUYMBAETCSI KOHKPETHBIMU BaPHAHTAMHU PEAJIM3alMU U YTO CIELMAJIMCThI B JAHHOM 00J1acTH
TEXHUKU MOTYT OCYIIECTBIISITh UX PA3JIUYHbIC BaAPUALUU H MOIAU(PHUKALUH B MPENeax CYIHOCTH
1 o0beMa U300peTeHus], KaK OMpeAesieHO B MpuiaraeMoii popmyie u300peTeHusl.

IHNPUMEP 7: In vivo 3¢ ¢eKTHBHOCTE PEKOMOHMHAHTHOIQ CJIMTOro 0OejKa Ha

KPBICHHOM MOJEJH CHCTOJIHYECKOH cepAeYHOH HEJOCTATOYHOCTH

[00241] JInst OLeHKH CITOCOOHOCTU PEKOMOWHAHTHOTO CITUTOrO Oejka BOCCTAHABJIMBATH
$yHKUMIO cepaua HAa MoAenH 3a0OJeBaHUS HCIIONb30BAIM MOAENb WH(pAapKTa MHOKaphaa Hu
CHCTOJIMYECKOIN CEepIeYHON HEeNOCTAaTOYHOCTH Ha Kpbicax Sprague Dawley. [lns yctaHOBIEHHS
Mozen 3a00JIeBaHMsI HCIIOJB30BANH IIEJIKOBYIO XUPYPIHUECKYIO HUTh 0-0 11 IepeBsI3KH JIEBOM
nepenHei HuCcXosmel kopoHapHoit aprepun (LAD) Ha 3-4 MM HIDKE yIIKa JIEBOTO MPENCePIHsI
B XOJle XUPyprudeckoil mnpouenypbl. Uepes ueTblpe HeAeNu MOocjie MepeBA3KU 3amiChbIBAIU
¢pakuuto BeiOpoca (EF) ¢ mnomompro sxokapauorpagun B M-pexxume (OxoKI) c
yIIBTPa3BYKOBOW joruieporpadued ans u3MepeHHus cepAeyHOW (YHKIUH OTHOCHUTEIBHO
ucxognon EF po xupyprudeckoro smemaTtenbCTBa. [las BKIIOUYEHUS B MOCIEAyHOLIEe
uccienosanue nopor cocrasisan cHuwkeHue EF kak Munumym Ha 30%. JIoskHO-OmepupOBaHHbIE
KOHTPOJIbHbIE XKMBOTHBIE TIOABEPTAINCH UASHTHYHOH XUPYyprideckoi npouenype 6e3 nepessizku
LAD.

[00242] TTocne ycTaHOBJIEHUS] MOZAENN 3a00JI€BaHUS KHUBOTHBIX IEIWIH HA ISITh TPYII
M0 OJUHHAALATH KPBIC B KAXJOH C JOMOJHUTENbHBIMH JAECSTHIO JIOKHO-OTIEPHUPOBAHHBIMU
KpbICAaMH, BKJIFOUEHHBIMU B IIecTyo rpynny. MccnenoBanue niaHUpOBaIU IS KaKIOW TPYIIIBI
TaKUM 00pa3oM, 4TOOBI 0OECIIeUnTh BBEICHHE HHBEKIINI B XBOCTOBYIO BEHY 1B pa3a B HEIEJIIO
B T€UEHUE NIePUOJA, COCTABJIIIOLIETO YEThIpe HEJENU, WIH B O0IIeM BOCEMb MHBbEKIMH. I pymme
JIO’KHO-OTIEPUPOBAHHBIX JKUBOTHBIX W TPYIIe OTPULATENILHOTO KOHTPOJS, MOJyYaromiei
HOCHUTEIb, BBOAWUJIM COJIEBOH PAcTBOP, TP IPYIIILI MMOJYYaId PEKOMOMHAHTHBIA CIUTBIN 0ok
B KOHLIeHTpauuH 1, 3, uimu 10 MI/KT, U OCIEAHSISI TPy MOJyYaia MOJ0KUTEIbHBIN KOHTPOJIb,
npeacTaBisomuil coboit cmuteiil benok mAb GP120/NRG-1 (10 mr/kr).

[00243] M3-3a moTepu Macchl Tejna, HAOMIONAeMOW BO BpeMs HCCIENOBAHUS, JICUCHHE
OCTaHaBJIMBAIM [0 3aBEPLIEHUS BBEJEHUS BOCBMH IOCIENOBATENbHBIX MHBEKLUMH B IpyImax,
NOJTYYaBIINX PEKOMOWHAHTHBIN CIHUTHIA OENOK B KOHIEHTpauuu 3 Mr/kr u 10 mr/kr, npu 3TomMm
yKa3aHHbIE TPYIIbI MOJYyYMJIN TOJBKO IIECTh U TPU MHBEKLUU COOTBETCTBEHHO. Bce npyrue
IPYIIIBI MOJTYYaJIH MMOJHBIA HA0Op U3 BOCBMU HHBEKIIUH.

[00244] Yepes ueTblpe HEAENU MOCHE NEPBOTO JIedeHUs CHOBA u3mepsiau EF ¢ momobio

OxoKI' B M-pexume. Kaxk mnokaszano Ha Purype 8, pekoMOMHAHTHBIM CIHUTBIH Oenok
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3HauuTebHO mTOBbIAN EF OTHOCHTENbBHO HCXOMHOTO YPOBHS BO BCEX TpeX TIpyImax,
MOJTy4YaBIINX pasHble 103bl. B wacTHocTH, moBbinenne Ha 14,7% (P<0,001), 26,9% (P<0,001) u

36,6% (P < 0,001) naOmomanmoch st rpymm, nosmy4aBmux pao3y 1, 3, m 10 wmr/kr

>
COOTBETCTBEHHO. [IONOXKUTENbHBIM KOHTPONb, mpenctasisitoluil coboit mAb GP120/NRG-1,
nosbiman EF Ha 28,8% (P<0,001) B cooTBeTcTBYIOIIYI0 TOUKYy BpeMeHH. COJieBOi pacTBOp He
nokasan 3¢p¢exTa HH B JIOKHO-ONEPHUPOBAHHON KOHTPOJIBHOM TIpyMIe, HU B KOHTPOJBbHOW
rpymnne, nojay4yaBllieid HOCUTENb.

[00245] Ilocne monyuenusi 3Hauenuit OXoKI' Ha 28 neHb mocie jedeHHs MbInel
YMEPIUB/SUIA M TKAaHU CepAla, MpHiekamue K OONaCTH XHPYPrU4eCKOro BMELIATebCTBA,
cobupanu, pukcuposanu B 4% (opmanbaerune u norpyskanu B napadus. ITapapuHoBbie cpenbl
TKaHU CepAlla TONLIMHOM MSITh MHKPOMETPOB OKpallMBald C T[OMOLIBKO KpacuTenen
IeMaTOKCHUJIMHA U 503WHA M HAOJIOMAM TUCTOJOTMYECKHEe M3MEHEHUS! C TIOMOLIBIO CBETOBOTO
mukpockona. Kak nokazano na Qurype 9, B rpynmne J0XKHO-ONEPUPOBAHHBIX >KUBOTHBIX
KapJUOMHOLUTHI OBUTM OpPTaHMU30BaHBl YIOPSIOUEHHO M LMTOIUIA3Ma W MHUOKapAUaJIbHbIE
BOJIOKHA PaBHOMEPHO OkpamuBajnch. He HaOmonanoce MHOUIBTPAIMM BOCHAIUTENBHBIX
KJIETOK B MEXKJIETOYHOM IPOCTPAHCTBE U He ObLIO OOHAPYKEHO HeKpo3a MUOoKapaa. Hamporus,
B KOHTPOJBHOH TpyIINe, TOJNy4YaBIIed HOCUTENb, B KpaeBOH 30He HH(pApPKTa MUOKapaa
HAOMIONAMCh  YBEJIMYEHHbIE TPOMEKYTKH MEXAY KIeTKaMH MHOKapnaa, sapa ObuH
KOH/IGHCUPOBAaHbl U paspylLIeHbl W OpraHu3alis MHOKAapAUAJIbHBIX BOJOKOH YyTpaduBajia
YIOPAOOYEHHYIO CTPYKTYpPYy, KJIETKH OBIIM yBENIWYEeHbl B pa3Mepe M Obul OOHapy)keH
UHTEPCTULHANBHBIA OTeK. JleueHne peKkOMOMHAHTHBIM OEJNKOM CIHSHHUS YaCTHYHO OCHaliIsiio
NaTOJIOTUYECKUE M3MEHEHUs B 30H€ MH(papKTa MHOKapAa, BKIIOYas 3HAYUTEIBHOE CHIDKEHUE
KOJIMYECTBA HEKPOTU3MPOBAHHBIX KJIETOK, CY)KE€HHE MEXKJIETOYHOrO MNPOCTPAHCTBA MEXIY
KJIETKAaMd MHOKapa M BOCCTAHOBJIICHHE OPraHU3allud MHOKAPAMAIBHBIX BOJOKOH B
HAIpaBJI€HUH HOPMAJIbHOU CTPYKTYPBI.

INPUMEP 8: PekoMOMHAHTHBIN CJOUTHINA 0€eJIOK 0CJIa0JAT OMyXoJieBblH POCT HA

MO/IeJIH MOAKO0KHOT0 KCeHOTpaHcmIaHTaTa kapuuHoMbl FaDu na mpimax NOD/SCID

[00246] ns OUEHKH TMOTEHUHMATBbHOTO PHUCKA CTUMYJISLHU OIMyXOJEBOro pPoCTa
PEeKOMOMHAHTHBIM O€JIKOM CJIMSHUSL TPOBONWJIM iM  VIVO UCCIENOBAaHHE Ha MOJENH
kceHoTpaHcruanTara kapuuaomsl FaDu. Memmeit NOD/SCID (Beijing AK Bio-Technology Co.
Ltd.) conepxamn B SPF-nomemenun Llenrpa CrownBio international R&D (Ilexun, Kuraii) B
COOTBETCTBHHM C WHCTUTYLMOHAJBHBIMH TpaBWIaMH. Bce OKCIepUMEHTHl MPOBOMWIA B
COOTBETCTBHHM C TpeOOBaHUSIMH MEXKAYHapOOHOW AacCOLMALMM OLEHKH M aKKPEeOUTALUH
ma0opaTopHbIx — uccinenoBaHudi  Ha  kuBOoTHBIX  (AAALAC) wum ¢ pa3perieHus
WHCTUTYIIMOHAIBHOTO KOMHTETA MO COAEPKAHUI0 M HCIONB30BaHUIO KHBOTHBIX (CrownBio
IACUC).

[00247] Camkxam wbimmeit NOD/SCID Bospactom 7-10 Hexenb WHOKYJIHUPOBAJIH
TMOJIKOKHO B TMpaBblii GOk omyxonesble knetku FaDu (3x10°), cycnennuposannsie B 0,1 M
®CB. Korna onyxomu faocturamd oobema MpuUMepHO 150 MM’, Mblleil paHAOMM3MpPOBANH U

COPTUPOBAIM B O HCCIEAYEMBIX TPYNI HO 8 JKUBOTHBIX Ha rpynmy. Mccrnenyemsie oOpasiibl
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BBOJIMJIM BHYTPUBEHHO ITyTEM MHBEKLUU B XBOCTOBYIO BEHY JIBa pa3a B HEIEIIO B TEUEHUE TPEX
NIOCJIEZIOBATENIbHBIX Heesb (B o0meM 6 00padboTok). 3a OmyxoeBbIM POCTOM HAOMIOJAIH yTEM
U3MEPEeHUN C IMOMOLIBK ITaHreHUupkyyad. Mccnenosanue 3asepwanu Ha 21 nHel mnocie
JICUESHUSI.

[00248] PesynpTaThl MO ONYXOJEBOMY pOCTY B OTBET HA pA3JIUYHbIE JICYCHMUS
cymmupoBanbl Ha @Purype 10. mAb nporuB Her3 B konmentparmu 10 Mr/kr mokasano
3HAYUTEJIbHYI0 TPOTHBOOIYXOJIEBYI0 AKTMBHOCTb C HMHIMOMPOBAHHEM OIyXOJIEBOTO pOCTa
(TGI), cocraBmsromum 93,5% Ha konen uccienoBanus (p < 0,001 mo cpaBHEHMIO C TPYIIOH,
MOJIy4YaBIlell HOCUTENb). PeKOMOMHAHTHBINA CHUTBIM OeNoK Takke MPOIAEMOHCTPUPOBA
craructudecku 3Haunmoe TGI Ha konen uccnenosanus: 19,2% npu noze 1 mr/kr (p=0,048 mo
CPaBHEHUIO C TPYIIOW, MOJyd4aBiueil Hocurenb) u 56,2% mnpu moze 10 mr/kr (p<0,001 mo
CPAaBHEHHIO C TPYIIIOH, MOJy4aBlleidl HocuTenb). KOHTpOJbHAS MOJEKyJa, MPenCTaBJISTIOLIast
coboii ciuteiii 6enok mAb GP120/NRG-1, He mokaszana NMpOTHBOOMYXOJIEBOH aKTHBHOCTH HH
IIPU BBICOKOH, HU IPU HU3KOW n03e. Bo BpeMs mccienoBaHus HU OJHO JKUBOTHOE HE yMEPJIO.
Bce wuccmenyemble areHTbl XOpOLIO MEPEHOCHIMCH MBIIAMH, HMEIOLUIMMH onyxoin. He
HaOJFOIAIOCh 3HAYUTENbHONW TOTEPH MAcChl Tela B KAaKOH-THOO 3KCIIEPHMEHTANBbHOW TPYyIIe
(®@urypa 11). Yka3aHHble JaHHBIE TOKA3BIBAIOT, YTO B YCJIOBUSAX aKTHBHOTO OIyXOJIEBOIO POCTA
in vivo peKOMOMHAHTHBIN CIUTBIN OEJIOK MPOSIBJISET 0303aBUCHMOE IMOJIABJICHUE OIYyXOJIEBOrO
pOCTa ¥ TPEANOJaraloT, YTO pPHCK YBEJIWYEHUS WIM YCKOPEHHUS OIyXOJEeBOr0 pocTa
PEKOMOMHAHTHBIM O€JIKOM CIIHMSIHUSA i1 ViVO HU)KE TIO CPAaBHEHMIO C COOTBETCTBYIOIIMM PUCKOM
1utst HaTtuBHOro Oenka NRG-1.

Ilpumep 9: He HaOa0Aan0Ch 3HAYMTENbHOH TOKCHYHOCTH B OTHOILIEHHH
KeJyNJOUHO-KHIIEYHOr0  TPAKTa Y  MAaKaKoB-Kpa0oeaoB, KOTOPbIM  BBOAHJIH
PeKOMOMHAHTHBIN CIUTBIN 0eJI0K

[00249] Panee ObLIO OMHCAHO, YTO B KJIMHUYECKOM HCCIEIOBAHUU TEPBOH (hasbl
(NCTO01258387), B KOTOpOM CyOBEKTHI Mosy4danu Jubo mianedo, b0 ONHOKPATHOE BBEACHUE
uTarjepMuHa (mosHopa3MepHoro pekomonHanTHoro NRG-163), pporta u nuapesi Obuid BTOPBIM
U 4YeTBEPThIM HauOoJiee PaCIpPOCTPAHEHHBIM HEKENATEJbHBIM SIBJICHUEM, BO3HHKIIUM B XOJ€
JeyeHus, kotopsle Habmonxamuch B 40% u 27% ciay4aeB COOTBETCTBEHHO JISi OOBEIUHEHHBIX
rpynmn, nony4asiiux Bbicokue no3bl (Lenihan et al. J Am Coll Cardiol Basic Trans Science.
2016;1(7):576-86). ITonoOHBIM 00pa3oM, B HCCICIOBAHUN BTOPOH (a3bl MENTUAHOTO PparMeHTa
pexkomOunantHoro NRG-1 (HelikapauHa), pBOoTa Oblla Haubojee pPacIpOCTPAHEHHBIM
HEKEeJIATeNIbHBIM SIBJIEHUEM, BO3HHMKIIUM B XOJie JieueHHs, U Habmonanach y 20% cyObekToB,
npoxoauBmmx ucciaenosanue (Jabbour et al. European Journal of Cardic Failure (2011) 13: 83-
92). Hakonen, B npyrom uccienoBanu Bropoit ¢aser Herikapanna (ChiCTR-TRC-00000414)
onyOJIMKOBAHHBIE PE3yJbTaThl MOKa3an, 4To 48,4% HaOMIOZaeMbIX HEXKENATETbHBIX SBJICHUM
obn  cBsizanbl ¢ JKKT w mpencraBimsuin  coboidi Hambojiee 4acTo HaOMIOJaeMbIH  THI
HE’KEJIATEeNbHBIX SIBJICHUI B 3TOM HUCCIIEIOBAHUU U KOPpeTupoBaiu ¢ ypoBHeM n03bl (Gao et al. J
Am Coll Cardiol 2010; 55:1907-14).
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[00250] JBa uccienoBaHUsI MPOBOIUIIM JIJIsi OLIGHKH O€30MacHOCTH W TMEePEHOCHMOCTH
PEKOMOMHAHTHOTO CIMTOro OeNka Ha Makakax-kpaboenax (Macaca fascicularis): nccnenoBanue
omHOKpaTHON no3bl He mo craHpapty GLP (CBogy MexnyHaponmHbIX TpeOOBaHUH K
7a0OpaTOPHBIM HCCIENOBAHUAM) U HCCIEOBAHME MHOTOKpPaTHBIX 103 mo craHmapty GLP. 3a
TOKCUYHOCTBK) B OTHOLIEHUM JKENyJOYHO-KUIIEYHOTO TpakTa THIATEIbHO cleauau. B
UCCJIEIOBAHUN OHOKPATHOH 103kl 0€30MacHOCTb U MEPEHOCHMOCTh PEKOMOHMHAHTHOTO CIIUTOTO
Oenka OLIEHMBAJIM TMPU ypOBHE A03bI, cocTaBisitomeM 10, 30 u 60 MI/Kr, MO CPaBHEHHIO C
KOHTPOJIEM, TPEACTABISIOMUM COOO0H HOCHTENb, MPU 3TOM B KKAYK TPYMIY ObLT BKJIOYEH
OIIMH CaMell U OJTHA CaMKa. B JTaHHOM HCCIIeIOBaHNUHU C BBECHHEM OIHOKPATHOW 03Bl HE OBLIO
OOHapY’KEHO CBSA3aHHBIX C UCCIENYEMbIM areHToM 3P QEeKTOB Ha MACCy TeJla UM Ka4eCTBEHHYIO
OLIEHKY THIIY Ha MPOTSHKEHUH TIOCHIEeYe0HOro Mepruoaa OLEHKH, COCTABIISIIOLIETO JIBE HEIEIH,
u He HabJronanock pBoTh Wwin nquapen. B GLP-uccnenoBaHuu ¢ MHOTOKPATHBIM BBEJIEHUEM J103
0€30MmacHOCTh U MEPEHOCHMOCTh PEKOMOMHAHTHOIO CJIUTOTO OesiKa OLEHHBAJN TOCHE YEThIpeX
MOCJIEIOBATENBHBIX €KEHEJENbHBIX BBEACHUI MpPHU YPOBHE N03bl, cocrasysiromeM 3, 10 u 30
MI/KT, 1O CPAaBHEHHIO C KOHTPOJIEM, MPEACTABISIOMUM COOOH HOCHTENb, MPU 3TOM KaKaas
rpyImna BKJIOYaja TPEX CaMIOB U TPEX CaMOK, B T€YeHME MepHojia OCHOBHOTO HCCIIENOBAaHMS,
cocTaBisollero 28 nHeHW, a Takke AOMOJHUTENBHO ABYX CaMLOB U JIByX CaMOK B TIpyMIe,
noiydaBmeil 103y 30 MI/Kr, W KOHTPOJIbHOW TpyImIe, MOJydYaBIIed HOCUTENb, KOTOPBIM
MPOBOAWIM OLIEHKY IOCJI€ MOCJEAYIOLIEr0 BOCCTAHOBUTEIBHOIO MEPUOJA B TeueHUe 28 AHEN.
He nabmomanoch CBsSI3aHHBIX C HMCCIENYEMbIM areHToM 3>(PQeKToB Ha MOTpedieHHe MNHIIN B
JAHHOM HCCJIEJOBAaHUHU C MHOTOKPAaTHBIM BBeAeHHeM J03bl. Ilpu TOoM uyro Habmromajock
CBSI3aHHAsl C MHCCIENyeMbIM areHTOM pBOTa B JAHHOM HCCIIEJOBAHMM C MHOTOKPaTHBIM
BBEJICHHEM 103, KJIMHUYECKHe HAOMIOeHNST PBOTHI ObUTH CBSI3aHBI HCKJIIOYHUTENBHO C PEAKLIUSIMU
nHQY3UM U HAOJIIOAAIHNCh TOJIBKO Y OIHOTO JKUBOTHOTO B IpyIIe, mojy4asiied no3y 10 mr/kr
(17%), 1 IBYX >KUBOTHBIX B rpyrre, nony4dasmeit 103y 30 Mr/kr (20%), v ObUTH MPOXOISIIIMMU.
Huapest HaOrOanach TOJNBKO B KOHTPOJBHOW TpyINIe, MOJNy4YaBLIeH HOCUTEIb, W TPYIIIE,
NOJTy4aBIIei peKOMOWHAHTHBIA CIUTHIN Oenok B 1o3e 30 mr/kr, Toapko y onHoro (10%) u Tpex
(30%) >KMBOTHBIX COOTBETCTBEHHO, W CYHTAJaCh HOPMOH AJIi 3TOrO THUIA MPOLEAYpPbl U HE
CBSI3aHHBIM C PEKOMOMHAHTHBIM O€JIKOM CJIMSTHUS siBeHMsIM. HakoHel, B JAHHOM HCCIIeIOBAHUH
C MHOTOKPaTHBIM BBEIEHHUEM 103 CPeIHss Macca Tejla CHkanach Ha >10% 1o cpaBHEHHIO C
UCXOIHBIM YPOBHEM TOJIBKO NPU YpoBHE 103bI 10 MI/Kr u 30 MI/KT U TOJBKO MOCIIE BBEIEHHS
YEeTBEPTOH 03Bl B TPYIIIE, MOTydaBLiei 103y 10 MI/KT, ¥ TpeTbei U 4eTBepTOl 036l B IPYIIIE,
nojyyaBineit no3y 30 wmr/kr. Bxparme, neueHue peKOMOWHAHTHBIM O€JIKOM CITUSTHUSI He
NPUBOIMIO K KAaKUM-JMOO KIMHUYECKH 3HAYMMBIM HaOJIONEHUSM, CBSI3aHHBIM C INPHEMOM
MUY, PBOTOM WJIM AWapeed, OTIMYHBIM OT pPEeaKLui, CONPOBOXAAKIIUX OCTPbIE PEAKLUN
uH(y3un, U HAOMIONEHWs, CBS3aHHBIE C JKEJIYJOYHO-KUIIEYHBIM TPAKTOM HE BIMAJIN Ha
ompeneyieHue ypoBHS 0e3 HAOMIOJaeMbIX HEXKENATeJIbHBIX SIBIEHUH B  KaKOM-JHOO
uccienoBaHuu. JlaHHbIE pe3ysbTaThl YKA3bIBAIOT, YTO KOHCTPYKLUSA PEKOMOMHAHTHOTO CIIUTOTO
Oenmka ocialisier HekenaTeNbHbI 3dekT pekomOuHaHnTHOrO Oenka NRG-1 Ha xenmynodHo-

KHIIEYHBIN TPAKT.
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[00251] Obpasubr kpoBu (~1 M) cobupaaum OT MaKaKOB-KpaOOENOB TMOCIEe BBEACHHS
OJHOKPATHOHM N103BI, COCTaBIsitoIIeld 60 MI/Kr peKOMOWHAHTHOIO CIUTOro Oejka, B pa3Hble
BPEMEHHbIE TOYKH M CBIBOPOTKY BbIAessim W xpaHw npu -80°C 1o mnposeneHus
uccnenoBanus. KoOHIEHTpaunn pekOMOMHAHTHOrO ciuToro Oeika B 0Opaslax ChIBOPOTKHU
aHamusupoBanu nyremM HM@DA-3axBata B COOTBETCTBHM CO CTaHAAPTHBIMU IPOLEAYPAMHU.
Bkparue, 96-1yHOYHbIE IUIAHIIETHI TOKPHIBATH PEKOMOMHAHTHBIM deoBedecknM Oeaxom HER3
(R&D System), 6nokupoanu ¢ momoribto bCA 1 MHKyOUpOBaIU ¢ UCCIEAYEeMbIMU O0pa3IiaMu.
ITocme MHOTOKpPATHBIX MPOMBIBOK IUIAHIIEThl HHKyOMpoBadn ¢ HRP-KOHBIOTHPOBAHHBIM
antutenoMm nporu Fc IgG denoseka u 3atem BbuIBISLIN ¢ momoinbto TMB-cybctpata. Ha
@urype 12 nokaszaHo, 4To (papMaKOKUHETHYECKHI MPOQUIb PEKOMOMHAHTHOTO CJIUTOTO OelKa
nonobeH antureny IgG.

TTPUMEP 10: O6001meHHbIE Pe3VIALTATHI KHHETHYECKHX KOHCTAHT 0 CBA3LIBAHUIO

Fc-penenTopa

[00252] AddUHHOCTE CBSI3BIBAHUS MEXIY PEKOMOWHAHTHBIM CIHTBIM OeakoM mAb
npotus Her3/NRG-1 u Fc-penentopamMu u3mepsiii ¢ HCIONB30BaHUEM OE3MapKEPHOTO METONA
MIOBEPXHOCTHOTO Tuia3MoHHOro pe3onanca (ITT1P). B obmem mects Fc penentopos (kaxabiii u3
koTtopbix Obln cinut ¢ His-metkoii), Bkmouas FcyRI (Abcam), FcyRIla, FcyRIb, FcyRIlla
(158F), FcyRIlla (158V) u Clq (Sino Biological), aHanmu3mpoBamu Ha CBSI3bIBAHHE C
PEKOMOMHAHTHBIM CIIUTBIM O€JIKOM, PEKOMOMHAHTHBIM CIUTHIM OenkoMm Oe3 myrtammii Fc u
anruren nporuB HER3 coorBercTBenno. Bee Fe-penenropsl u uccienyembie obpasmbl ObLIH
oumIIeHbl ¢ noMoInblo adduuHOM Xpomartorpadun. Bce sKCneprMEHTBI OCYIIECTBISUIM Ha
cucremax Biacore 8K (GE Healthcare) ¢ ucnonssosannem HBS-EP+ (10 MM HEPES, 150 MM
NaCl, 3 MM EDTA u 0,05% (o obwemy) ITAB P20) B kauectBe moxsmxHOro Oydepa. B
YaCTHOCTH, aHTUTENO nmpoTuB His ObUIO MPUCOEIMHEHO KaK K aKTHUBHOM, TaKk U pedepeHCHOMH
NPOTOYHOM KIOBETe CeHCOpHOro 4yumna CMS ¢ moMoupl Merona MMMOOWIM3ALMU 10 aMUHO-
rpynne. Ouuninennsie His-meueHHble Fc-perienTopsl 3aXBaThIBAINCh HA aKTUBHYIO MPOTOYHYIO
KIOBETY KaXKIOTO OT/EJBHOTO KaHajla MyTeM CBSI3bIBAHUS ¢ MMMOOUJIM3HMPOBAHHBIM aHTHTEIIOM
npotus His. YpoBens 3axBata 1iist kakaoro peuentopa Fe nognepskusaincs mexay 80 u 120RU.
JIJisi KHHETUYECKOTrO aHain3a PeKOMOMHAHTHBIN CIIUTHIN OEJIOK U BCe Ipyrue oOpasiibl CEPUIMHO
pasBoami B oOmem a0 6 kKoHumeHTpauui, Bappupyromux ot 0,3 HM no 30 HM u yka3aHHbIE
CepHITHBIE pPa3BENEHHs] BOIWIM TIOCJIEAOBATENIbHO B 00€ MPOTOYHBIE KIOBETHI MO KAXKIOMY
kaHaiy. Heckonbko aHanM30B OCYLIECTBIISUIA B OZIHOM LIUKJIE IyT€M OJJHOBPEMEHHOTO BBEIEHUSI
00pa3LoB uepe3 MHOKECTBO KaHAJIOB.

[00253] IlonydeHHble B pe3yJbTaTe CEHCOTPaMMBbl MPUBOIMUIN K MOJENHN CBS3bIBAHUS C
ABYMsI COCTOSIHUSIMH /ISl BbIBEJIEHHSI KMHETUYECKUX KOHCTAHT C HUCIOJIb30BAHHUEM IPOrPaMMbl
Biacore 8K Evaluation. PaBHoBecHble koHcTaHThl nucconmarmu (KD) nms Bcex aHamm3oB
cymmupoBasbl B Tabnune 1, Hioke. BoiBeneHHbIE NX KMHETHYECKUX MapaMeTpoB 3HaueHus KD
cBsi3bIBaHUsT pekomOuHanTHOro ciauroro oeska ¢ FeyRI, FcyRIla u FcyRIIb 6omnee wem B 10 pas
NPEBBIIIANN 3HAYEHHUs Ul PEeKOMOHMHAHTHOro ciutoro Oenka Oe3 myrauumit Fc u anTutena

npotuB HER3, ykaseiBas Ha To, uro crneunduyHas Mytauuu B Fc-yyacTke peKOMOMHAHTHOTO
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cnuToro Oeska MPUBOAMT K 3HauuTenbHOMY cHikeHHto adpduunoctu. Ilpu FeyRIIla (158F) u
FcyRIIla (158V) coorBercTBeHHO MyTaumu Fc mpuBenmn Kk 2-3-KpaTHOMY CHHIKEHHIO
apUHHOCTH CBSI3bIBAHUS U1 peKOMOMHAHTHOrO ciutoro Oenka. CesizpiBanue ¢ Clq BO Bcex
oOpa3iax ObUIO CAMIIKOM CJIA0BIM JJIS BO3MOYKHOCTH BBISIBJICHUSI.

[00254] Jlnst MOATBEpKIEHHsST TOrO, YTO PEKOMOMHAHTHBIM CIUTBIA OENoK HMeer
orpanndeHHble Fc-addexroprbie (yHKUMH, NPOBEPSIIM AHTUTENO3aBUCHMYIO KIETOUHYIO
murorokendHocTh (A3KL) ¢ ncnonszoBanuem penopreproro duoanammsa A3KL] or komnanun
Promega (Maaucon, Buckoncun). B aHanmu3e MCMHOIb30BAIM CKOHCTPYUPOBAHHYIO KJIETOYHYHO
muanto Jurkat B kauecTBe 3(PPEKTOPHBIX KJIETOK, KOTOpbIE CTAOMIIBHO SKCIPECCUPOBAIU
peuenrrop FcyRIIla (V158) u snement ortknuka NFAT, koTopblii 3amyckaeT 3KCIPECCHIO
motmgepaspl CBETNISTUKa. PUTYKCHMMA0, UCTIOIB3YEeMbIil B KAUECTBE MOJIOKUTEIBHOTO KOHTPOJIS
st aHanuza, nokasan cuibHy0 A3KI] aktuBHOCTE B OTHOmEHHH CD20-mONOXUTETBHBIX
kJeTok Raji; Torma kak peKOMOWHAHTHBIH ChuThlii Oenok He umen BbiiBisiemoit A3KI] B
orHomernnn HER3-monoxkurensHbix  knerok-mumened (MCF7 wimu BT474) (naneble He
NPE/ICTABJICHBI).

[00255] Tab6auua 1: CeoxnHasi Tabnwna KMHETUYECKUX KOHCTAHT MO CBSI3bIBAHUIO Fc-

peLenTopos
KD (M)
MADb nportus
Fc-peuentopst MAD nporus
Her3/NRG-1 (0e3 MAD nporus Her3
Her3/NRG-1
myTanuii Fc)

FcyRI 1,03E-08 2,81E-09 4,56E-09
FcyRIla 1,35E-06 3,95E-07 1,50E-07
FcyRIIb 1,52E-06 1,03E-07 1,04E-08

FcyRIIIa (158F) 1,18E-07 6,37E-08 1,66E-07
FcyRIIIa (158V) 9,10E-08 3,41E-08 3,80E-08
Clq <LOD* <LOD* <LOD*

* < LOD - nmxe nopora uyscreureibHocTH (limit of detection, LOD) u3-3a cnaboro

CBA3bIBAHUA



69

®OPMYJIA U3OBPETEHUS

1. Criocob® nedeHust cepaedHO-COCYAUCTOro 3a00NIeBaHUA WIM COCTOSIHUS y CyOBEKTa,
BKJIFOUaroLnii BBeneHue Mexay 0,1 MKI/Kr u 5 MI/Kr peKOMOWHAHTHOTO CJIMTOro Oerka,
comepkamero (pparmMeHT KapauomporekTuBHOro Oenka HelperynmuHa-1 (NRG-1), ciuroro c
MOHOKJIOHAJIbHBIM aHTuTeNoM (mAb), Monocnermupuunsm B otHowneHun ErbB3 (HER3).

2. Cnocob mo 1. 1, rme ¢pparment NRG-1 conep:xur:

(1) akTUBHBIN (pparmMeHT;,

(i1) cs3piBaromuii tomen ERBB3/4;

(ii1) m3odpopmy NRG-1B2a; u/vnu

(1i1) cBsi3bIBaeTCs M MHAYLUpYyeT curHanuHr yepe3 ErbB4 (HER4).

3. Cnocod o 1. 2, rne mAb unrubupyer curHanuar NRG-1 gepes ErtbB3 (HER3).

4. Cnocob mo 1. 1, rne ¢pparment NRG-1 cnut uepes ero N-KOHIIEBYIO aMUHOKHUCJIIOTY C
C-KOHLIOM TSDKENION LIeTH aHTHUTEA C MOMOIIBIO JIMHKEPA.

5. Crocob mo m. 4, rae yka3aHHBIHA JIMHKEP COAEPIKUT MO MEHbINEH Mepe OJHY KOIHIO
muakepa Gly-Gly-Gly-Gly-Ser-Gly-Gly-Gly-Gly-Ser, npencrasnennoro 8 SEQ ID NO: 5.

6. Crocod o 1. 1, rne C-KOHEN TsKeNoH Leny aHTHTeNa ConepkuT Fe-nomMeH anTurena.

7. Croco0 1o 1. 1, rie MOHOKJIOHAJIbHOE aHTHUTENIO SIBJISIETCS TIIMKO3MIIMPOBAHHBIM.

8. Criocob mo n. 7, rae MINKO3WIMPOBAHKE MPEncTaBisieT co0oi N-rIHKO3MWINpOBaHUE,
O-rMKO3UIMPOBAHNE WM UX KOMOMHALHIO.

9. Cmoco6 mo mn. 1, rme ¢parmenr NRG-1 comepuT aMHHOKHUCIOTHYIO
nociienoBareibHOCTE SEQ ID NO: 4.

10. Crmocod mo m. 1, rme mADb comepKUT TSDKENYIO ILeMb, IPEeACTaBICHHYIO
aMHHOKHCJIOTHOM nocjienoBareabHOCThI0 SEQ ID NO: 2.

11. Crmoco® mo m. 1, rme mAb comepXUT JIeTKyl Lenb, NPEeACTABICHHYIO
aMUHOKHCJIOTHOM mociienoBaresibHOCThI0O SEQ ID NO: 3.

12. Cnioco0 mo 1. 1, rae 3pesioe mAb COAEpKUT MyTaLIMIO IO THUITY 3aMEHBI 10 MEHBIIIEH
Mepe B OTHOM 13 aMUHOKHCIOT 234, 239 u 434 nocnenosatensHoctd SEQ ID NO: 2.

13. Cnoco6 mo n. 12, roe mo MeHbIIel Mepe OHAa MyTaLus 0 THUIY 3aMEeHbI BKJIFOYAET
myTaruo L234F, mytanmio S239A, myTtanmio N434A uimn ux KOMOMHALIUEO.

14. Ciocob no n. 1, rne peKOMOMHAHTHBIN CIUTBIA O€JIOK COREPIKUT aMHHOKHCIIOTHBIE
nociienoBarenbHocTH SEQ ID NO: 3 u SEQ ID NO: 14.

15. Croco® mo m. 1, rne peKOMOMHAHTHBIA CIMTBHIA O€JIOK CHMXKAET MpoH(epaLnio
OIyXOJIEBBIX MJIM PAKOBBIX KJIETOK MO CPABHEHHIO ¢ peKoMOMHAHTHBIM NRG-1.

16. Cnocod mo m. 1, rme BBeAeHHE PEKOMOMHAHTHOIO CIIUTOrO Oelika MPHUBOAWUT K
OCJa0JICHUIO TIPU3HAKA WM CHUMIITOMA CEPAEYHO-COCYIUCTOrO 3a00JI€BaHMS WM COCTOSIHHUS Y
cyObeKTa, 3aJepXKKe CepAeYHOW HENOCTATOYHOCTH WM CTHUMYJIUPYET mposndeparnuro,
i pepeHIPOBKY M BbDKUBAEMOCTb KapAMOMHMOLIUTOB WJIM KJIETOK CEPAEYHOH TKaHU y
cyOBeKTa.

17. Criocob o 1. 1, rie peKOMOMHAHTHBIN CIUTHIN OEJIOK CTUMYJIHPYET MPOJu(epano,

i pepeHIMPOBKY M BBKUBAEMOCTD KJIETOK LIeHTpajbHOI HepBHOI cucteMsl (LITHC) cyOnexTa.
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18. Cnoco® mo m. 1, roe pekOMOWHAHTHBIN CIUTHI O€NOK HMEeT CHU)KEHHYIO

>
CIIOCOOHOCTD BBI3bIBATH AHTUTEI03aBUCUMYIO KJIETOUHYIO HUTOTOKCHYHOCTE (A3KLL).

19. Cnoco6 mo m. 1, roe peKOMOMHAHTHBIA CIUTBHIA OENOK CTUMYJUPYET CHTHAJIUHT
HER2/4 B ornmume ot curHanuara HER2/3 no cpaBHeHMIO ¢ MOTEHLMANIOM HHIYKIHMH
curHaiuHra pekomonHanTaoro NRG-1.

20. Cmoco®6 mo m. 1, rme cepaedHO-COCYOUCTOe 3a00JieBaHUE WM COCTOSTHHE
NPENCTABIsIET COOOH XPOHMYECKYI0 CEepACYHYI0 HEAOCTATOYHOCTH/3aCTOMHYIO CepIAeUHYIO
HenoctatodHOCTh (3CH), ocTpyro cepaedHyr0 HeIOCTaTOYHOCTH/MHGpapKT Mmuokapma (MM),
CHCTOJINYECKYIO TUCHYHKIIHIO JIEBOTO XKEJIyA0UKa, pernepPpy3uOHHOE MOBPEKICHUE, CBA3AHHOE C
UM, BBI3BaHHYIO XUMHOTEpPANTHEH KapAHOTOKCUIHOCTD (Y B3POCIOro WK peOeHKa), BbI3BAHHYIO
panuauuei KapAUOTOKCHYHOCTb, WM JOMNOJHUTENbHOE JIeYeHHEe K XHPYpPruuecKoMy
BMEIIATEJIbCTBY MPU BPOXKIECHHOM 3a00JIEBAaHUH CEPALA Y ACTEH.

21. Cnocod mo m. 20, rae BbI3BaHHAS XUMHOTEpanuel KapAHOTOKCHYHOCTD SIBIISIETCS
pe3yJabTaTOM  TOJNYYEHHS  CyOBEKTOM  aHTPALMKIMHOB,  QJKWJIUPYIOIIUX  areHTOB,
AHTUMUKPOTYOYJIMHOBBIX areHTOB M aHTUMETAaOOJIHMTHBIX areHTOB, MCIIOJb3yEMbIX B KaueCTBE
XHUMHOTEpanuH.

22. Cnocob mo m. 1

KapIHOTOKCUYHOCTD B PE3YJIbTATE MOJIYYEHUSI CYOBEKTOM ITPOTUBOPAKOBOM TEPAITHH.

, TIE CEepPIeYHO-COCYAMCTOE COCTOSIHHE TPENCTaBIsAeT COOOi

23. Cnoco0 1o 1. 22, rae MpoTHBOPAKOBask TEPAIHs MPEACTABIISET COOOH HAPaBIEHHYIO
npotus HER-2 tepanuro.

24. Cnoco0 mo 1. 23, rae HanpasieHHas npotuB HER-2 tepanus Bxirouaer npruMeHeHHe
Tpacrysymaba, amo-Tpactysymada, SMTaH3MHA, JlanmaTuHUOA, HepatuHuOa W mepry3ymada,
moboro anturena nporus HER2, moboro arenra nporus HER2 wnn ux komOnHarmm.

25. Cnoco® o 1. 1, BKIIOYAKOLIHMHA BHYTPUBEHHYIO HH(Y3UI0 PEKOMOMHAHTHOTO CIIUTOrO
Oenka.

26. Cnoco6 mo m. 1

(hapMaleBTHYECKYK) KOMIIO3HUIIMIO, COAEPKaIylo (papMaleBTUYeCKH MPUEMIIEMbIi HOCHUTEIb,

, THe PpeKOMOWHAHTHBIH CIOUTBHIA O€JOK COCTaBISIIOT B
pa3baBUTENb WK BCTIOMOTATEIbHOE BEIECTBO.

27. PexoMOMHAaHTHAsT HYKJEHMHOBAsl KUCJIOTA, KOAMPYIOLIAas PEKOMOWHAHTHBIA CIHUTHIH
OeNloK, conmepskaluii parMeHT KapAHOMpOTeKTUBHOTO Oenka Heliperynnaa-1 (NRG-1), ciuthrii
C MOHOKJIOHQJIbHBIM aHTUTENOM (mAD), MmonocnieunuanbiM B otHouernn ErbB3 (HER3), rne
Tspkenas nernb mAb kogupyercst SEQ ID NO: 6 i SEQ ID NO: 7.

28. PexoMOMHAHTHAsI HYKJIEMHOBAsi KUCJIOTA MO 1. 27, rie jierkas nenb mAb xonupyercs
SEQ ID NO: 8.

ITo noBepenHocTH



579943
1/13
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CxemaTuyHasa MonekynsipHas CTPyKTypa
6enka cnuaHua mAb npotus HER3/NRG-1

a-HER3

% NRG

durypa 2A

AHanus c nomowbio JCH-MAAl-anekTpodopesa

Benka cnusaHnsa mAb npotns HER3/NRG-1

Lopoxka 1: MNpeaBapuTenbHO OKpPaLLEHHbIN
Mapkep Genka

Lopoxka 2: benok cnuaHua mAb npoTtus
HER3/NRG-1

Lopoxka 3: benok cnuaHua mAb npoTtus
HER3/NRG-1 (6e3 myTauyuin Fc)

Lopoxka 4: mAb npotms HERS3
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AHanua c nomoLbio BectepH-6n0oTTUHra €
1 2 3 4 ncnonb3oBaHneM antuten npotus NRG1

Lopoxka 1: MNpeaBapuTenbHO OKPaLLEHHbIN
mapkep bernka

Lopoxka 2: benok cnuaHuna mAb npoTtus
HERS3/NRG-1

Jopoxka 3: benok cnuaHua mAb npoTtus
HER3/NRG-1 (6e3 myTayun Fc)
Hopoxka 4: mAb npotus HER3

durypa 2C

1 2 3 4 AHanusa c nomoulpo BectepH-6noTTMHra C
' o ~== CNONb30BaHMEM aHTUTeN npoTme IgG
250kfa Jopoxka 1: NpeaBapuTenbHO OKpaLLEHHbI Mapkep
130k0a Oenka
100k[a Lopoxka 2: mAb npotus HERS3
; Lopoxka 3: benok cnuaHua mAb npoTtus
70kfa HER3/NRG-1 (6e3 myTauui Fc)
Lopoxka 4: benok cnuaHua mAb npoTtus
55¢[a HER3/NRG-1
35k/a
25k0a

durypa 2D



4/13

CeHcorpamma cBsa3bIBaHUSA

OTHOCUT. eanHULBI

600

Otan 1 OT1an 2 Otan 3
=, 500 i
2 400
=
% 300
a 200
I
R 100
(o]
SO
=
ﬁ -100
o -200
)
T -300
o
T -400
()
@ -500 . . . : . . , .
O 200 -100 100 200 300 400 500 600 700
Bpemsa
OnucaHne obpasua
O6pasen
Kpu-
Bas dtan 1 dtan 2 Jtan 3
Benok cnuaHua mAb
1 HER3 npotus HER3/INRG-1 | MAP mPoTue NRG1
Benok cnuaHua mAb
2 HERS npoTvs HER3/NRG-1 Bycpep
benok cnnaHna mAb npoTtus

3 HER3  |HER3/NRG-1 (6e3 myTay, Fc)| MAP MpoTue NRGT

4 HER3 mAb npotne HER3 mAb npotne NRG1

5 HER3 mAb npotns HER3 Bbydep

6 HER3 Bydpep Bydpep

durypa 3

800



OTHOCUTENbHAsi CKOPOCTb POCTa

OTHOCUTENbHAs CKOPOCTb POCTa

5/13

NCI-N87

.

i v s \ @
24 - ;

10-3

102 101 100 101

KoHueHTpauus aHtuten (HM)

durypa 4A

MCF-7

—o— NRG-1

—m— DBenok cnnaHna mAb npoTtus
HERS3/NRG-1

—— Benok cnuaHmua mAb
GP120/NRG-1

= (GP120 mADb

- MAb npoTus HER3

—o— NRG-1

Bbenok cnuaHua mAb npoTtus
HER3/NRG-1

benok cnuaHua mAb
GP120/NRG-1

—— (GP120 mAb
-~ mMAb npotus HER3

10-3

102 10-1 100 101

KoHueHTpauyua antuten (HM)

durypa 4B



OTHOCUTENbHAs CKOPOCTb PocTa

OTHOCMTENbHAs CKOPOCTb poCTa

6/13

RT-112

10-3

102 101 100 101

KoHueHTpauusa antuten (HM)

durypa 4C

e

T47D

—— NRG-1

—m— benok cnuanna mAb npoTtus
HERS3/NRG-1

—i— DEnoK cnuaHma mAb
GP120/NRG-1

- (GP120 mAb
s MADb npoTne HER3

—o— NRG-1

—m— Benok cnuaHns mAb npoTtus
HER3/NRG-1

—— Benok cnvaHna mAb
GP120/NRG-1

—=— GP120 mAb

—+— MAb npotus HER3

10-3

102 10-1 100 101

KoHueHTpauyusa antuten (HM)

durypa 4D



OTHOCUTENbBHASA KOHLEHTpaLUms

aHtuten npotus pAKT/AKT (HM)
o
(&)
1

713

—o— NRG-1

—#—-benok cnuaHna mAb npoTtus
HER3/NRG-1

—i— Benok cnusaHug mAb
GP120/NRG-1

—— GP120 mAb
1.00 1% _ J - —+—mAb npotus HER3
- NM\%‘MMW& 4 i Y ¥ L
e @ &
075 1 1 1 1 1
10-3 10-2 10-1 10-0 101
KoHueHTpauns aHtuten (HM)
durypa 5A
AHanu3 dhocopunupoaHua AKT ¢ noMowbO
BecTepH-ONOTTUHIa

26 2 g

E® E o

xZ = T

z O z o 4

Sw Sx = <

I EZ Q €
- g m :‘: S e o ]
o  g: &Y sz & 3§

(A

= g 86 E 6 &

durypa 5B



OTHOCUTENBHbLIE CBETOBbLIE

eAVNHULBI

1250000+

1000000~

750000

500000

250000+
0.001

\

8/13

@ TNurang
Bbi3zBaHHasa nuraHaom
anmepusayus

~-Bbenok cnusiHna mAb
npotus HER3/NRG-1

—a— NRG-1

—e— MAD npotue HER3

0.01 0.1 1 10 100

KoHueHTpauyna antuten (HM)

durypa 6B



OTHOCUTENBHbIE CBETOBbLIE

eAVHNLbI

9/13

Oumepunsauma HER2:HER3

600000 -

500000 -~

400000 -

300000 -

200000

100000 1

0.001 0.01 0.1 1 10 100

KoHueHTpauyna antuten (HM)

durypa 6C

- Benok cnuaHna mAb

npotne HER3/NRG-1

—a— NRG-1

—e— mAb npotus HER3



10/13

HERS3 yenoBeka HER3 06e3bsiHbI
50 50 -
25- 25
O- T T T T T 0- T T T T T
0 500 1000 0 500 1000
Mpynna 1 pynna 2
Mogenk oqsipanme 1:1 Mopent ..o, sanme 1:1
ka(1/mc) 7.27e+05 kd(1/c) 2.28e-04 ka(1/mc) 6.66e+05 kd(1/c) 2.64e-04
Rmax(OTHocwur. ea.) KD(M) 3.13e-10 Rmax(OtHocwr. eZ.) KD(M) 3.97e-10
HER3 Mbiwwm HERS kpbicbl
25
0- T ¥ T T T | f I ¥ I
0 500 1000 0 500 1000
Mpynna 3 " Mpynna 4
Mogens cBA3biBaHUE 1:1 oAene cBsa3biBaHue 1:1
ka(1/mc) 9.06e+05 kd(1/c) 2.51e-03 ka(1/mc) 1.12e+06 kd(1/c) 3.00e-03
Rmax(OTHocuT. eq.) KD(M) 2.77e-09 Rmax(OtHocur. ea.) KD(M) 2.68e-09

durypa 7



dpakyus Beibpoca (EF)

11/13

JloxxHO-OnepupoBaHHoe
XWBOTHOE
B Hocurtenb
=2 mAb npotus Her3/NRG-1 (1 mr/kr)
= MAb npotue Her3/NRG-1 (3 mr/kr)
(

B2 mAb npotus Her3/NRG-1 (10 mr/kr)
mm mAb GP120/NRG-1 (10 mr/kr)

* p<0.05

[Jo Hayana neyeHusa Yepes 4 Hegenu nocne
neyeHuns

durypa 8




12/13

3000

§ i —e— HocuTenb
§ 2000 - —=— mADb npotus Her3 (10 mr/kr)
5 | —— mAb GP120/NRG-1 (1 mr/kr)
s ——mAb GP120/NRG-1 (10 mr/kr)
é 1000 —-MADb npotue Her3/NRG-1 (1 mr/kr)
© 1 —— mAb npotus Her3/NRG-1 (10 mr/kr)
O I L] L] L] L] L] L] I L] L] L] L] L] L] I L] L] L] L] L] L] I L] 1
0 7 14 21
KonnuecTBo gHel nocne neveHus
durypa 10
30—
—e— Hocutenb
254 —= mAb npotus Her3 (10 mr/kr)

——mAb GP120/NRG-1 (1 mr/kr)
——mMAb GP120/NRG-1 (10 mr/kr)
—A—MmMADb npotus Her3/NRG-1 (1 mr/«kr)
154 —+—mAb npoTus Her3/NRG-1 (10 mr/kr)

Macca Tena (r)
S

10"""I"""I"""I"
0 7 14 21

KonunuectBo gHen nocne nevyeHns

durypa 11



KoHueHTpauna (mkr/mn)

10000

1000 -
100 -

—
[an)

13/13

96

144 192 240 288 336
Bpems (4)

durypa 12

—-e- mAb npotns Her3/NRG-1
(60 mr/kr)



OTYET O TATEHTHOM INOUCKE
(crates 15(3) EAIIK u npasuiio 42 [lareHTHOM HHCTPYKITUH K
EATIK)

HoMmep eBpaszuiickoif 3asBKH:

202393014

A. KITACCUOUKAITMA TIPEIMETA U30BPETEHMA:

CM. JIOTIOTHUTENHHBIA JIUCT

b. OBJIACTD ITOMCKA:

A61P 9/00, CO7K 16/00, C12N 15/62

DIeKTpOHHAS 6a3a JTAHHBIX, UCTIOIH30BABITIASICS ITPH TIOMCKe (Ha3BaHHe Gasbl M, €CITH BO3MOXKHO, UCIIONH3Y eMbIE TOHCKOBBIC TEPMUHBI)
Espacenet, EAPATIS, PubMed, PatSeq Finder, RUPAT, NCBI BLAST

B. JOKYMEHTEI, CUMTAIOINUECSH PEJIEBAHTHBIMM

LTD.)2016-03-17
Dopmyna: mr.1, 6, 10, 11

Kateropus* CChUIKU Ha JIOKYMEHTBI € YKa3aHHEM, T/Ie 5TO BO3MOKHO, PEIIeBaHTHBIX YacTeit OTHOCHUTCSI K ITYHKTY Ne

A CN 101007027 A (ZENSUN (SHANGHAI) SCI & TECH LTD.) 1-28
2007-08-01
[Pedepar, Gopmyna: .1, 5, 6, 7, 10

A WO 9220798 A1 GENENTECH INC [US] 1992-11-26 1-28
Ormcanue: ¢.29, ctpoxu: 29 — 31.

A WO 2006017184 A3 (WAYNE STATE UNIVERSITY) 2006-02-16 1-28
Ormcanue: ¢.32, ctpoku: 9 —15.

A WO 2016038609 Al (YEDA RESEARCH AND DEVELOPMENT CO. 1-28

I:I TTIOCJIEAYIOIUE TOKYMEHTHI YKa3aHbI B ITPO JOJKEHUN rpa(bm

* Oco0ble KATETOPUH CCBUIOYHBIX JIOKYMEHTOB:

«A» - TOKYMEHT, OLPE/ICIISIONIU OOIHH YPOBSHb TEXHUKH

«D» - TOKyMeHT, NIpHUBeACHHBIN B eBpa3uiickoil 3asBke

«E» - Gosiee paHHUI TOKYMEHT, HO ONMyOJIMKOBAHHBIN Ha ATy HOJAUH

€Bpa3HicKOH 3asiBKU WM IIOCHIe Hee

«O» - TOKYMEHT, OTHOCSIIIUHCS K YCTHOMY PaCKpPBITHIO, SKCIIOHUPOBAHHIO)
H T

"P" - TOKyMEHT, OIyGIUKOBAHHBIN JIO JIAThI HOJIAUH €BPA3HICKON 3a5BKH,

«T» - Goslee MO3AHUN JOKYMEHT, OIyOIHKOBAHHBIN MOC)Ie JaThl IPHOPUTETA H NIPH-
BeJIeHHBIH JUIS1 HOHUMAHHUS H300pSTeHHSI

|« X» - JOKYMEHT, HMeIoIUH HanGosiee GIM3K0e OTHOMEHHE K IIpeIMeTy IIOHcKa,
MOPOYAN[HH HOBU3HY HIIH H300peTaTeNIbCKUH YPOBEHb, B3SITHIH B OTASILHOCTH

«Y» - TOKYMeHT, UMeIoIUH HanGosiee GIM3K0e OTHOMCHHE K IIpeIMeTy IIOHUcKa,
MOpOYaI[UH H300peTaTeNLCKHH YpOBeHb B COUCTAHHH ¢ JPYTUMH JOKyMEHTAMH
TOH JKe KaTerOpHHU

«&» - TOKYMEHT, SIBIAIOMHNCS TaTeHTOM-aHaJIOTOM

HO ITOCJIE JAaThl UCIIpAITUBACMOT0 anopHTeTa”

«L» - TOKYMEHT, IPUBEACHHBIN B IPYTUX IEIIX

VIoaHoMOYeHHOE JIHAIIO!
Havamsrux praBJ'ICHI/IH SKCIICPTUSBEL

B

JlaTa mpoBeieHUS TIaTEHTHOTO TIoHcKa: 22 mast 2024 (22.05.2024)
: ) Doy mogrmacas
R ™ P PO ER
popeeay 1711998381100

CH=leepkHeE L.

s O 0L 2024-01.04.2025 | C.E. Apepxuen




OTUYET O MATEHTHOM IMOUCKE Homep eppasuiicKol 3asBKu:
(1OMOJTHUTEJILHBII JIHCT) 202393014

KJIACCUOUKAIUSA TTPEIMETA M30BPETEHUS (mpojonxenue rpadsr A)

MIIK: CIIK:
CO7K 19/00 (2006.01) A61P 9/00
CO7K 14/475 (2006.01) CO7K 14/4756
CO7K 16/28 (2006.01) CO7K 16/2863
A61P 9/00 (2006.01) C07K 2319/00

C07K 2319/30




	Bibliographic data
	Abstract
	Description
	Claims
	Drawings
	Search Report

