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OIIMCAHUE U30BPETEHUA
2420-565271EA/055
KOMITIO3UIIUHU HA OCHOBE PEKOMBHHAHTHOI'O CJIUTOI'O BEJIKA,
COAEPKAIIETO HEHPET'YJIMH-1 (NRG-1) YEJIOBEKA, I CHOCOBHI HX
INPUMEHEHUMS

ITEPEKPECTHA CCBIJIKA HA POJICTBEHHBIE 3AIBKHU

[0001] Hacrosimmasi 3asBKa HWCHpAIIMBAET MPUOPUTET U IPEUMYLIECTBO COIJIACHO
npeaBapuTenbHol 3asiBke Ha mateHT CIIIA Ne 62/656 246, nonmanno# 11 ampens 2018 rona,
coZiep:KaHHe KOTOPOH MOJHOCTBHIO BKJIFOUEHO B HACTOSIIIYIO 3aBKY ITOCPEACTBOM CCHUIKH.

BKJIFOYEHUE ITOCPEACTBOM CCBhIJIKHN ITEPEYHA
[TOCJIEJOBATEJIBHOCTEU

[0002] Hacrosimasi 3asiBka conmep:kut [lepedeHb MOCIeNOBATEIbHOCTEH, KOTOPBIA ObLI
nonaH B ¢popmare ASCII uepe3 cucremy EFS-Web u, Takum 00pa3om, MOJHOCTHIO BKIIFOYEH B
HACTOSIIIYIO 3asiBKY MOCPEACTBOM cChUIKU. Y kazaHHas konust ASCII, cozmannas 16 mapra 2019
roxa, HaseiBaercs SBTI-001-001WO_SeqList.txt u umeer pasmep 31,328 Gaiir.

YPOBEHb TEXHUKHU

[0003] Hetiperymua (NRG; xeperynuH, HRG), Takke H3BECTHBIH Kak TJIHaJIbHbIHI
¢dakrop pocra (glial growth factor, GGF) u HoBeI ¢akrop nuddepeHupoBku (new
differentiation factor, NDF), npeacrapisier coOoi THIT TIMKOMPOTEHHA, MOJIKYJISIpHAS Macca
kotoporo cocrasisier 44 k/la. CemetictBo OenkoB NRG BkrO4aeT yeTbipe NPEACTaBUTENS:
NRG-1, NRG-2, NRG-3 u NRG-4. NRG (Bxmouas NRG-1) urpaer ocodo BakHYIO pojib B
pasBUTUH cepala. SABsasace TUraHAOM THPO3MHKHMHA3HBIX peuentopos cemelictsa ErbB, NRG-1
HETOCPENCTBEHHO CBs3bIBaeTCI C MeMOpaHocBsizaHHbIM ErbB3 wmm ErbB4, BbBbIBas ux
auMepusano ¢ obpasoBanueMm komruiekcoB ErbB2/ErbB4, ErbB2/ErbB3, ErbB3/ErbB3 wu
ErbB4/ErbB4 u nocneayromuii BHYTPUKJIETOYHbIH cuUrHanuHr. Ha JKMBOTHBIX MoOJensx
skcripeccusi NRG  BbI3bIBa€T MApakpUHHBIM  CUTHAJIMHL, CTUMYJUPYIOIIUH POCT U
nuddepeHIMPOBKY KJIETOK TKAHU CepALa BO BpeMsi SMOpHUOTeHe3a, MPU 3TOM yAAJIeHHEe JTF0O0ro
u3 ErbB2, ErbB4 mnu NRG-1 npuBomut K JieTalbHOCTH B 3MOpHOHAJIbHOM mepuozae. bomee
TOrO, OBLJIO MOKAa3aHO, YTO MPOTUBOPAKOBAS TEPANHs, MPUBOASINAS K OJOKUPOBKE CHUTHAJIMHIA
peuentopa ErbB2, BbI3piBaeT 3HauMTENbHBIE KaAPIAUOTOKCHUYECKHE MOOOUYHBbIE 3(PQEKTHI,
nokasbiBasi, 4To y monel ErbB2-onocpenoBaHHbIil CUTHAMHT SBJISETCS CYLIECTBEHHO Ba>KHBIM
HE TOJIbKO JJIs1 pa3BUTHUS, HO U 11 TOMEOCTa3a 3[0pOBOil TKaHU cepaLa.

[0004] JlaHHBIE MOKa3bIBAIOT, 4TO nepeaaya curdana NRG-1 urpaer ponb B pa3BUTHH U
(YHKIMOHMPOBAHUU NIPYTUX CHCTEM OPraHOB, a TAKXKe B MaToreHe3e 3a00JIEBaHHMH YeJOBEKa
(Bimrouas mm3oppeHnro u pak rosossl U men). NRG-1 umeer maoro nsomepos. MccnenoBanus
Ha MBIIIAX, UMEIOLINX TeHHbIE MyTallMHd (HOKAyThl F€HOB), YKa3bIBAIOT HA TO, YTO U30MEPHI C
pasnuuabIME  N-KoHIEeBbIMH y4acTkaMu uin EGF-momoOHBIMEH gOMEHaMM HMMEIOT pa3HbIe
¢yskumu in vivo. Hacrosmee nzobperenne ocHoBaHO Ha m3opopme NRG-1Ba2.

[0005] Ouporennsrii NRG-1 cBsi3bIBaeTcsi M BbI3bIBAET CUTHAJIMHT Kak udepe3 ErbB3

(HER3), Tak u wuepes ErbB4 (HER4). MHOXeCTBO MOKJIMHUYECKMX U KJIMHHYECKUX



UCCJIEZIOBAHUN TMOKa3ajo TepaneBTudeckuil mnoreHunan NRG-1 B OTHOImIEHHMH pa3iIUYHBIX
CEepAEYHO-COCYUCTHIX CUMIITOMOB, OOYCIJIOBJIEHHBIN TJIaBHBIM 00pa3oM €ro B3aUMOJIEHCTBHEM C
skcripeccupyeMbiM  kapauomuouutamu ErbB4 (HER4). Opgnako Tpu kimoueBbIX (hakropa
OrPaHUYMBAIOT  KJIMHUYECKOE  INPUMEHEHHE M 1eJIeCOOOPa3HOCTh  HCIIOJb30BAHUS
pekomOuHanTHOrO 4enoBedeckoro NRG-1 (thNRG-1). Bo-nepssix, curHamuar NRG-1 ugepes
HER3 wMoxer CTUMyJMpOBaTh pa3BHTHE W/WIM TPOTPECCUPOBAHME paka, BbI3bIBAs
3HAYHUTENbHbIE OnaceHus npu robom npumeneHnn NRG-1, TpelyromeM 1MTeIbHOTO npuema,
a Takke MPU MPUMEHEHUU B OTCYTCTBHE Cepbe3Horo cepaeuHo-cocyauctoro (CC) pucka. Bo-
BTOpbIX, omocpenoBaHHass NRG-1 runepaktuBauus HER3 wmoxer BbI3pIBaTH HapylieHHE
LIEJIOCTHOCTH SMHUTENHs kenynoyHo-kumneynoro tpakra (JKKT) u ero romeocrasa, mpuBoas K
octpoii cszaHHOl ¢ JKKT TOKCHYHOCTH U, TAKUM 00pa30OM, YIYIICHUIO TEPANIeBTUYECKOTO OKHA
it NRG-1. B-tperpux, oba aktuBHbIX OenkoBbiX (pparmenta rhNRG-1, Haxomsmuxcs Ha
KJIIMHUYECKOH CTaiH UCCIIEAOBAHUMH, MOKA3aId KOPOTKHH MEPHUOJ MOJYBEAEHHS, YTO YKa3bIBAET
Ha BO3MOJKHYIO HEOOXOIHMMOCTDH MPUMEHEHUS TSIKEJIO MEPEHOCUMBIX 103 U PEKUMOB BBEIEHHS
I OOCTIDKEHHSI JKENIaeMOro TEpareBTUYEeCKOro YPOBHS BO3ACHCTBHA. B cBA3M ¢ 3TuUM
CYLIECTBYET HEOOXOOUMOCTh B OOECIIEUeHHH TEpareBTUYeCKOro cpencrsa Ha ocHoBe NRG-1,
KOTOpPOE€ COXpaHseT KIMHWYECKH 3HAUYMMBIH TEepPaleBTUYECKHH IMOTEHLIHAJl B OTHOIICHUH
PA3JNYHBIX CEPAEUHO-COCYIUCTBIX CHUMITOMOB M O0JagaeT MpH 3TOM CHHJKEHHBIM PHCKOM
CTHMYJISIIUN OHKOT€HE3a WJIM MPOrPECCUPOBAHUS paka, Jydileil mepeHOCHMOCTBIO CO CTOPOHBI
JKKT u Oonee GnaronpustHeIM papmakokuHetnueckuM (PK) npodunem.

[0006] Hacrosimmee m3o0pereHHe pelIaeT yka3aHHble NMpoOJeMbl MyTeM OOecreudeHHs
pexomMOuHaHTHOrO Oenka, coxmepkamero aktuBHbId nomeH rhNRG-1, cmureiiit ¢ HER3-
crieu(pUIHBIM aHTHTENOM-aHTaroHucToM: curHainuar HER3 Gnokupyercst Takum o6pasom, uTo
CHIKAeTCs PUCK OHKOreHHOCcTH M TokcnuHocTH thNRG-1 B otHomenun JXKKT, B To xe Bpems
KapKac AaHTHUTEeNa NPEAOCTABISET TUMUYHBIA JJs1 MOHOKJIOHAJIBHOTO aHTHUTENA IEePHO
TIOJTy BbIBEZIEHHsI MOJIEKYJIbI, o0ecredrBast 0ojiee y100HOe JO3UPOBAHUE U BBEICHUE MPOAYKTA.

KPATKOE OIITMCAHUE U30BPETEHUA

[0007] CornmacHO OIHOMY acCIeKTy, HacToslee W300peTeHUe OTHOCHUTCS K
PEKOMOMHAHTHOMY CIHTOMY Oe€JNIKy, coaepramemy (parMeHT KapIUONpPOTEKTHBHOIrO Oeika
HeriperynmuHa-1 (NRG-1), cioutelii ¢ kapkacoM MOHOKJIOHAJBHOrO aHTuTena (monoclonal
antibody, mAb). CornacHo cBsizanHOMY acnekTy, pparmeHT NRG-1 ciaur ¢ C-KOHLIOM TSKENOH
nenu aHTuTena yepes3 uHkep. CornacHo npyromy cesizanHoMy acrekty, NRG-1 npucoennHeH k
auHKepy 4epes nepByro (1-yio) amuuokuciaoty Ha N-konne NRG-1, npeacrapistomyro codoit
aAMUHOKHUCJIOTY cepuH (S wim Ser), COrJIACHO OJHOMY BAapHAHTy peaju3alud H300pETeHHS.
CornacHo cBsI3aHHOMY acCIeKTy, PparMeHT MpeacTaBisieT coOOH aKTUBHBINA (PparMeHT, KOTOPBIH
comepxut akTuBHBIA noMeH NRG-1. CornacHoO Apyromy CBsI3aHHOMY acIieKTy, mADb siBisieTcs
moHocnermduuaeiM B otHoumernn ErbB3 (HER3). CormacHo apyromy CBsI3aHHOMY acIieKTy,
NRG-1 npencrasnsier coboit nzopopmy NRG-132a.

[0008] CormacHO nOpyromy acrekTy, M300peTeHHe OTHOCHTCA K (hapMaleBTHYECKOM

KOMITO3UIIMH, COAepsKalleld peKOMOMHAHTHBIA CIMTBIA O€JOK, KOTOPBIH COAEPKHUT (PparMeHT



KapauonpoTeKTUBHOrO Oenka Herperyanaa-1 (NRG-1), cnuTslii ¢ KapkacoM MOHOKJIOHAJIBHOTO
aaturena nporuB HER3, u dapmanesrndyeckn npuemiieMblii HOCHUTENb, pa3OaBUTENb WU
BCIIOMOTATEIbHOE BELIECTBO.

[0009] CormacHO apyromMy acmekTy, HM300peTeHHe OTHOCUTCS K CIOCOOY JIeUeHHs
3a00NeBaHMs MJIM COCTOSIHUS y HY’KJAIOIIEroCss B 5TOM CyOBEKTa, BKJIIOUYAIOLIEMY BBEIECHUE
TepaneBTHUeCKH S(P(EKTUBHOTO KOJUYECTBA PEKOMOMHAHTHOIO CIHTOrO Oenlka  WIH
(bapMaleBTHYECKONW KOMITO3UIUH, COAEpIKALIel yKa3aHHBbI PEKOMOWHAHTHBIA CIUTHIHA OEJOK,
ONMHCAHHBIN B HACTOSILLIEH 3as1BKE.

[0010] CormacHo gapyromy acmekty, H300peTeHHe OTHOCHTCS K  Crocoly
NPEAOTBPALICHNS, UHITMOUPOBAHUS, TONABICHHUS WU 3aIePXKKH Havaja Pa3BUTHs CepACYHO-
COCYIUCTOrO 3a0O0JieBaHMs MJIM COCTOSIHMA Yy  CyOBeKTa, BKIIOYAKOLIEMY BBEIEHUE
3¢ pexTUBHOrO KOJIMYECTBA PEKOMOMHAHTHOTO CJIMTOrO OejiKa, OMUCAHHOTO B HACTOSIIEH
3asiBKE.

[0011] CornmacHo npyromy acmekTy, HU300peTeHHe OTHOCHUTCS K CHOCOOy JieHeHHs
cesizanHoro ¢ IIHC 3a0oneBaHuss WM COCTOSHUSL Y HYXKAAKOLIETOCS B 3TOM CYOBEKTa,
BKJIFOYAIOLIIEMY BBEIEHHE TepaneBTUYeCKn 3(PQPEKTUBHOIO KOJHYECTBA PEKOMOWHAHTHOTO
ciuToro Oernka.

[0012] CormacHo apyromMy acmekty, H300peTeHHe OTHOCHTCS K  Crocoly
NPEAOTBPALICHNS, THTHOUPOBAHMUS, TIOAABICHHS MIIH 3a1€P’KKU Havasa Pa3BUTHsI CBS3aHHOTO C
IMHC 3aboneBanuss WM COCTOSIHMSL Y CyOBEKTa, BKIIOHANOLEMY BBeAeHHE 3(PPEeKTHBHOTO
KOJINYECTBA PEKOMOMHAHTHOTO CIIMTOrO Oerka.

[0013] CornacHo npyroMy cesasaHHOMy acmnekTy, NRG-1 cBs3biBaeTcs U BbI3BIBAET
curHaiuar yepe3 ErbB4 (HER4). CornacHo apyromy CBsi3aHHOMY acnekTy, mAb MHruOupyer
curHamuHr NRG-1 uepes ErbB3 (HER3).

[0014] CornacHO ApPyromy acrekTy, H300peTeHHe OTHOCUTCS K Habopy, comepiKaliemy
3¢ pexTHBHOE KOJUYECTBO PEKOMOMHAHTHOIO CJUTOrO Oejka COMNIACHO H300PETEHUIO WU
(bapMaleBTHUECKOW KOMIIO3HMLIUHK, COAEPIKALIeH yKa3aHHBbIH PEKOMOWHAHTHBINH CJIUTBIA OEOoK
COTJIACHO M300PETEHHIO.

[0015] [dpyrue mpu3HAaKH U MPEUMYIIECTBA HACTOALIETO N300peTeHus: OynyT OUYeBUIHBI
U3 CIENYIOIIEro fajiee MoApOOHOro ONMUCAHMS MPUMEPOB U rpaduyuecknx marepuaioB. OqHaKO
clieyeT TOHHUMATh, YTO MONPOOHOE ONUCAaHWE M KOHKPETHbIE MPUMEPBHI, IOKA3bIBAIOIIUE
BAPHUAHTBl pEAM3al[ii HACTOSIIEro H300pPETeHHUs, NMPHUBEOCHBI HMCKIIOUHUTENIbHO B KAueCTBE
WITFOCTPALIMH, MOCKOJBKY M3 MOAPOOHOrO OMUCAaHMA H300PETEeHHs CIEHUAINCTaM B TaHHOM
o0nacT TeXHUKH OyIyT OYEBHUAHBI PA3JIMYHBbIE BO3MOXKHbIE W3MEHEHHMS W MOAM(DUKALUU B
npenesax CyIHOCTH U 00beMa HACTOSIIETO H300PETeHHUSI.

KPATKOE OITMCAHUE YEPTEXENU

[0016] ITonyuuTs OoJiee MOJIHOE MIOHUMAHUE HACTOSIIIETO U300PETEHMs, a TAKXKE YBUIETh
U C JIETKOCTBIO OLIEHUTD PA3JIMYHbBIE IEJTH U NIPEUMYLIECTBA HACTOSINErO H300PETEHHSI MOJKHO CO
CCBUIKOH Ha ClIeAyrolee fanee MmoapoOHOe ONMMCaHWE U MpHiiaraeMyro (Gopmyny u300peTeHHs

IPU UX PACCMOTPEHUH BMECTE C COIMYTCTBYIOLINUMHU Irpa) UeCKUMU MaTepHallaMH, TAE:



[0017] Ha ®urype 1 noka3aHO KOHCTPYUPOBAaHHME 3SKCIPECCHOHHBIX IUIA3MMJI IS
SKCIIPECCUHN PEKOMOMHAHTHOTO CIUTOrO OeJIka, OMMCAHHOTO B HACTOSIIEH 3asBKe.

[0018] Ha ®@urypax 2A-D cxemMaTu4HO MOKa3aHa CTPYKTypa PeKOMOWHAHTHOTO CJIIUTOTO
Oenka, OMUCaHHOTO B HacTosLeH 3asBke. Ha @durype 2A cxeMaTHUHO NOKa3aHa MOJIEKYJIIpHAs
crpykrypa ciuroro 6enka mAb mporuB Her3/NRG-1 cornacHo uzobperenuto. Ha @urype 2B
IIOKa3aHbl PENpPE3eHTAaTUBHbIE JaHHbIE, MOJyUEHHbIE B pe3ysbTare aHanusa ¢ nomobso JJCH-
ITAAT -3nextpodopesa. Ha ®@urype 2C nokaszaHsl pe3yJbTaThl aHAJIN3a C MOMOLIBI0 BecrepH-
OJNIOTTUHra C BBIABJICHHEM C TMOMOINBI) IMEPBUYHBIX AHTUTEJN, CIEUU(PUYHBIX B OTHOIICHUH
aktuBHoOro ¢parmenta NRG-1, cocrosmero u3 61 amMuHOKMCIOTHI U copepxkamiero HER3/4-
csizbiBaroIiin omeH («(NRG-1», R&D Systems, Munneanomuc, Munnecora). Ha @urype 2D
NIOKA3aHbl PE3YJIbTAThl aHAIN3A C TIOMOLIBI0 BecTepH-ONOTTHHIA ¢ BBIBIEHHEM C ITOMOLIBIO
NIEPBUYHBIX AaHTUTEJ, CIIeHU(UUHBIX B OTHOIIeHNH IgG.

[0019] Purypa 3 wWIIIOCTPUPYET aHANW3 CBA3BIBAHUSA, IOKA3bIBAIOINUN, UTO
PEKOMOMHAHTHBIN CIHUTBIA O€JOK, ONMMCAHHBIA B HACTOSIIEH 3asBKe, CBSI3bIBAETCS C OENKOM
HER3 (xpuBas 1, 3tam 2) u MOXXET OZHOBPEMEHHO CBSI3BIBATBCS C aHTUTENOM mpoTuB NRG-1
(xpuBas 1, stam 3). Criegyer OTMETUTh, YTO B PEKOMOWHAHTHBIN CIIUTBIA OEJIOK, ONMMCAHHBINA B
HacTOsIIIEeN 3asiBKe, BBOAMIIM MyTaumu Fc nns mopmaeneHust >¢dexropHoi ¢yHkumu Fc
UCXOMHOH MOCNIENOBaTEIbHOCTH aHTHTeNa, koampyromeln HER3-cnenuduynoe anTuTeno, rae
yKa3aHHblE MyTallUM MOTYT IPUBOAUTh K CHIDKEHHIO HEXENaTeJbHON LUTOTOKCUYHOCTU B
OTHOILIEHUH HOPMAaJIbHBbIX TKaHeH, skcnpeccupyroux penenrop HER3.

[0020] Ha @urypax 4A-D npencrasieHbl penpe3eHTaTUBHbIE IpadUKy, TOKa3bIBAIOIIUE
CPEIHIOI OTHOCUTENIBHYIO CKOPOCTh pOCTa + cTaHnmapTHas ommuOka cpenHero, SEM (n=3), mis
Pa3NUYHBIX PAKOBBIX KIJIETOYHBIX JIMHMN, OOpa0oTaHHBIX CIUTBIM OenkoM mAb mnporus
Her3/NRG-1 unu konTponbHbiMU arenTamu. Ha durype 4A mnokaszaHa cpefHsisi OTHOCUTENbHAS
CKOPOCTh pocTa KjieTouHou juHuU paka kenyaka NCI-N87. Ha ®@urype 4B nokasaHa cpemHsis
OTHOCHUTEJIbHAs! CKOPOCTh POCTa KJIETOYHON JUHUH paka MojouHol >kene3pl MCF-7. Ha ®@urype
4C mokazaHa CpefHsisl OTHOCHUTEJbHAas CKOPOCTb POCTa KJIETOUHON JMHHH paka MOYEBOTO
ny3bipst RT-112. Ha ®@urype 4D nokaszana cpeaHsisi OTHOCUTEbHAST CKOPOCTh POCTA KJIETOYHOU
JVMHUU paka MOJIOYHOW skene3bl T47D. PekOMOWHAHTHBIA CIUTHIA OENOK, MPENIOKEHHBIH B
HACTOSIIIEHN 3asBKe, JEMOHCTPUPYET 3HAYUTEJIBHO OoJiee HU3KYIH0 aKTHBHOCTh B CTHMYJISILIUU
nposudepanuu paKoBBIX KJIETOK Mo cpaBHeHHIO ¢ nentuaoM NRG-1 u ciauteim Oenkom mADb
GP120/NRG-1, ucnonb3yeMbpIMU B Kau€CTBE KOHTPOJIS.

[0021] Durypsl SA-B HULTIOCTPUPYIOT, YTO HECMOTpPsI HAa CHMIKEHHBIH MOTEHLHAN B
CTHUMYJISIHUN POCTA PAKOBBIX KJIETOK, PEKOMOMHAHTHBIN CIHMTHIA OENOK, MpPEIJIOKEHHBIH B
HACTOSIIIEH 3asiBKe, MOJIHOCTBIO COXPaHseT COCOOHOCTh nHAYLMpoBaTh curHaimuur PI3K/AKT B
KapIMOMHOLINTAX, JAEMOHCTPHUPYS AKTUBHOCTb, CPaBHUMYyK ¢ pekoMOmHaHTHBIM NRG-1 u
o6enkom cmusHuUsT mAb  GP120/NRG-1. ®urypa 5A mnpeacrasmser coboii rpaduk,
nokassiBatroimii orHomenne pocho-AKT (pAKT) k odmemy AKT (tAKT) B 3aBuCHMOCTH OT
KOHLEHTpauuu aHtutena (B HM) B KapJUOMHOLUTAX 4YEJIOBEKA, IIOJYYaBLIETO JIEYEHUE

PEKOMOMHAHTHBIM OEJIKOM CIIMSHHUS COTJIACHO H300peTeHur0 U KoHTpossmu. Purypa SB



npencraBisier co0oil pesynbraThl aHanmm3a (ochopunupoBanusi AKT ¢ momombio Becreph-
ONOTTHHra B KapAMOMHOLIMTAX YeJIOBEKA, MOJYYaBLIEro JIEUeHHE PEKOMOWHAHTHBIM OelKOM
CJIUSIHUS COTJIACHO M300PETEHUIO U KOHTPOJISIMH.

[0022] Ha Purypax 6A-C mnokazaHo mnpsMoe cpaBHeHue numepusaimun HER2/4 u
HER2/3 B npucyTcTBHM PeKOMOWHAHTHOTO CIUTOrO OeliKa, OMMCAHHOTO B HACTOSINEH 3asBKe, U
koHTpoJsieli. Ha @urype 6A noka3zaH NpUHIMI aHAIW3a JJIs BbIABJICHUS] BbI3BAHHOMN JIMTAHIOM
auMepusanyu. Asanmmu3 auMepusaiuu  PathHunter, paspaborannsiii  xomnanueit Eurofins
DiscoverX (®pumont, KanugpopHusi) UCHONb3yeTCs AN BBISBICHUS BBI3BAHHOW JIUTAHIOM
IUMepH3alii BYX CyObEeOUHML mapbl perentop-auMep. @epmeHt P-gal pacumeruieH Ha 1Ba
¢parmenta, ProLink (PK) u peuenrop ¢epmenta (EA). Bbutn CKOHCTPYHUpOBaHBI KJIETKU IS
KO3KcTpeccun Oenka-mumeHn 1, ciamroro ¢ goHopom ¢depmenta PK, u Oenka-mumenu 2,
ciutoro ¢ akuentopoMm ¢epmenta EA. CpssbiBaHMe nHMraHza ¢ OOHUM O€JIKOM-MHIIEHBEO
BBI3BIBAET €r0 B3aMMOJEHCTBUE C JPYTUM OENKOM-MHIIEHBIO, CTUMYJHUPYS KOMIUIEMEHTAPHOE
cBsi3bIBaHWE JABYX (parmeHToB ¢epmeHTa W TpuBONA K (PEPMEHTATHBHOH peaKkUuu C
BBICBOOOXKICHHEM XEMITFOMUHECLIEHTHOTO CUTHAJIA, KOTOPBIN BBIBISIETCS KAK OTHOCHTEIIbHBIE
ennHunbl  Quyopecuenunu, wm  OE®. ®urypa 6B npeacraBmsier co0oil  rpaduk,
WUTIOCTPUPYIOIINMA, 9TO PeKOMOMHAHTHBIN CITUTBIN OEJIOK, MPeIJIOKEHHBIN B HACTOSIIIEH 3asBKe,
MoskeT Bbi3bIBaTh numepm3anmio HER2/HER4 ¢ akTuBHOCTBIO, cpaBHUMOH ¢ NRG-1. ®@urypa
6C mpexncrasisier co0oi rpaduk, WUIOCTPUPYIOLINH, YTO PEKOMOMHAHTHBINA CIUTBHIA O€JoK,
NPEJIOKEHHBINH B HACTOALIEH 3asBKe, 3HAUUTENbHO MeHee akTuBeH 1o cpaBHeHHIO ¢ NRG-1 B
crumynupoBannu auMepusaunu HER2/HER3. VkaszaHHble HaOmMOOeHWs AONOJHUTENBHO
NOATBEPIKIAOT, YTO PEKOMOMHAHTHBIN CIMUTBIA OENOK, NMPEJIOKEHHBI B HACTOSIIEH 3asBKe,
COXpaHseT NOJHOLEHHbIM noreHIMan B crumyjsinuu curHanuara HER2/4 NRG-1 npu
3HAYUTENIbHOM CHIDKEHMU CTUMYyJisiuu curHainuara HER2/3.

[0023] ®urypa 7 nmoctpupyer adp(HUHHOCTD CBA3bIBAHUS CIUTOro Oenka mAb nporus
Her3/NRG-1 cornacuo uzoOperenuto ¢ antureHom HER3 nns pasnuuHbIX BHUIOB, BKJIFOYAs
4yeloBeka, 00e3bsiHy, KpbICY W MbIllb. PaBHOBecHas koHcTaHta nuccoumanuu (KD),
ompeneneHHas ¢ nomombi aHanuza BIAcore, cocraBnser 3,13x1071° (uenosek), 3,97 x10710
(oGesbsina), 2,68x107 (kppica) 1 2,77x10” (MbIIIb) COOTBETCTBEHHO. ITH NAHHbIE YKA3HIBAIOT,
YTO PEKOMOWHAHTHBIN CIHUTBI OENIOK COTJIACHO H300pPETEeHHI0O MMeeT CXOAHYK ad(UHHOCTH
CBSI3bIBaHUS C yeJoBedecknM u o0e3bssHpuM HER3, Torma xak ero agpuHHOCTD B OTHOIIEHUH
HER3 rpbI3yHOB (KPBICHI U MBIIIN) HHXKE TPUMEPHO HA OJUH MOPSAOK BEJTUIHHBL.

[0024] Durypa 8 mpencraBisier cobOoli rpaduk, wuOCTpUpyrOmud 3ddext
pexkoMOMHAHTHOTO cautoro Oenka Ha (¢pakuuio BeiOpoca (EF) Ha KpbICHHONW Monemu
CHUCTOJINYECKON CEPACYHON HEAOCTATOYHOCTH, BBI3BAHHON MEPEBA3KON KOPOHAPHOMN apTepun.

[0025] @uryper 9A-F mpencraBmisror coOol psin u3 6 mM300pa’keHHH, MOKa3bIBAIOIINX
T'HCTONATOJIOTMYECKHE H3MEHEHUS B CTPYKTYPE CEPAEYHON MBILIIBl HA KPBICHHOW MOAEIH
CUCTOJINYECKON CEpAEYHOU HEAOCTATOYHOCTHU, BBI3BAHHOM MEPEBA3KOH KOPOHAPHOW apTEpHUH.
Cepneunble TKaHU, MpHIIEXKALINE K OOJNACTH XUPYPIMYECKOrO BMEINATENbCTBA, COOMpAIN |
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noMoInpl0 remarokcmimHa-303uHa (H&E). Ha ®urype 9A mnokasaHa cepaeyHast TKaHb OT
JIO’KHO-ONEPUPOBAHHON KOHTPOJBHOM Kpbichl. Ha ®urype 9B nokasaHa cepaedHas TKaHb OT
KpbICBI MOJENN CHCTOJMYECKON CEepAEeYHOM HEeAOCTATOYHOCTH, MOJy4YaBIIEeH JedeHHe
KOHTPOJIEM, NMPENCTABIAOMIM co00i Hocutensb. Ha ®@urype 9C nokaszaHo cepaeyHast TKaHb OT
KPBICBI MOJIEJIH CHUCTOJIMUECKONW CepAeyHON HEJOCTAaTOYHOCTH, NOJNydaBlield JedeHne mADb
GP120/NRG-1 (10 mr/kr). Ha ®urype 9D mnokazaHa cepaeyHas TKaHb OT KPBICBI MOJAEIH
CHCTOJINYECKOM CepAeYHON HEeNOCTATOYHOCTH, rony4asiueii jedeane mAb npotus Her3/NRG-1
(1 mr/kr). Ha ®urype 9E mnokasaHa cepaedyHas TKaHb OT KPBICHI MOJAEIH CHCTOJNYECKOM
CepAeYHON HEIOCTATOYHOCTH, mosydaBiier jedeHne mAb nporuB Her3/NRG-1 (3 mr/kr). Ha
Qurype 9F mnokazaHa cepaedHas TKaHb OT KPBICBI MOJAENM CHUCTOJUYECKOW CepAeYHOU
HEJIOCTaTOYHOCTH, Nojy4asiiei Jeuenne mAb nporus Her3/NRG-1 (10 mr/kr).

[0026] Durypa 10 mpencrasisier coOoil rpaduk, WUTFOCTPUPYIOMIMHA OIEHKY in Vivo
IIPOTUBOOIYX 0JIEBOH AKTUBHOCTHU c HCIIOJIb30BaHHUEM MOJIeNH MOJKO’KHOTO
KCEHOTpaHcIulaHTara kapunHoMbl FaDu Ha Mbrimax NOD/SCID.

[0027] ®@urypa 11 npencrasnsier coboil rpaduk, WLTFOCTPUPYIOIIUN H3MEHEHUS] MaCChI
TeJNa y UMEIOIUX OIyXOJIM MbIIIEH, MOMyYaBIINX JEUEHHEe PEKOMOWHAHTHBIM OEJTKOM CIIMSHUS
COTJIACHO U300PETEHHIO U KOHTPOJISIMHL.

[0028]  @urypa 12  mpencraBmser  cobod  rpaduK, — HILTFOCTPHPYIOLIHIA
(bapMakOKUHETHUECKUNH MPO(Hib PEeKOMOMHAHTHOTO CIUTOrO OejKa y MakKakoB-KpaboemoB
(SIBAHCKHMX MaKaKOB).

ITOAPOBHOE OITMCAHHUE

[0029] CornmacHo HacrosieMy H300pPETEHHI0, PEKOMOWHAHTHBIA CJUTBHIN OeloK,
COZIep KAIUil MOHOKJIOHAJIbHOE aHTUTEJIO, CJIMTOE C aKTHBHBIM (parMeHTOM HU30(OopMbl Oenka
HelperyiauHa 1, mpuUMeHseTCsl I JICUEHUs] Pa3IUYHBIX CEPAEUYHO-COCYAUCTBIX CUMITOMOB U
3aboneBaHmii ieHTpanbHOH HepBHOH cuctemsl (LIHC).

Onpeoenenusn

[0030] Ecnu uHOe He yKa3aHO, TEXHWYECKHE W Hay4yHble TEPMHHBI, HCIIOJIb3yeMble B
HACTOSIIIEH 3asiBKE, HMEIOT TaKOE JK€ 3HAYCHUE, KOTOPOE OOBIYHO MOHUMAETCS CIIELIMATCTAMH B
TaHHOM 00JIaCTH TEXHHUKH, K KOTOPOI OTHOCHTCSI HACTOSLIEEe H300PETEHUSI.

[0031] B wmensix uHTEpNpeTalliy HACTOSIIIEH 3asBKH OyIyT MCIOJb30BATLCS CIEAYIONINE
nanee omnpeneneHus. Bo Bcex ciaydasx NOAXOAsIINE TEPMUHBL, UCIOJIb3yeMble B €IMHCTBEHHOM
qHclie, Tak)Ke BKJIIOYAOT MHOXKECTBEHHOE YHCIO, W Haobopor. B cmywae, korma moboe
OTIpeNeNIeHNe, M3JI0KEHHOE HUXKE, NMPOTHBOPEYUT KAKOMY-JTHOO IOKYMEHTY, BKJIIOUEHHOMY B
HACTOSIIYIO 3asBKY MOCPEICTBOM CCBUIKH, OMNpEIeNeHHe, W3JIOKEHHOe HIDKe, OyneT HUMeTb
IIPEUMYIIECTBEHHYIO CHUIY.

[0032] «HeiiperynuH WM aHAJIOTd HEHPEryJIMHAY» TNPENCTaBJSIOT COOOH MOJEKYIbI,
KOTOpblE€ MOTYT aKTUBHPOBATh I'eT€pOAUMEpPHblEe NpPOTenH-TUpo3uHKKUHA3bl ErbB2/ErbB4 unu
ErbB2/ErbB3, Takue xak Bce mzodopmsl Helperynuna, oraenbublii EGF-nomen neliperynmHa,
MyTaHTbl HEHpEryJIuHa U JIIOOOH THUI HEHperyJNnH-TOAOOHBIX T'€HHBIX MPOAYKTOB, KOTOPBIE

TaKXXe€ AaKTUBUPYIOT YyKa3aHHbIE BbIlIEe peuenTopbl. I[IpeanodTurenbHbll  «HEUPEryJuHy,



NPUMEHSIEMbIIl COTJIACHO HACTOSILEMY H300pPETeHUI0, MPEACTaBIsieT COOOW IMONUIMENTHIHBIHN
¢dparmeHT uenoBeueckoro Hevperynnaa 1 uzodopmel B2, cogepxkammiit EGF-monoOHbIi nomeH
U peuLentop-cesa3bBaomuil foMeH. COrjlacHO OJHOMY BapHAaHTy pealn3aluu H300peTeHus,
dparmeHT HelperynuHa npexacrasiseT codboi aktuBHbI ¢parment. Heliperynun-1 (NRG-1) u
ero u3oopMbl TaKKe H3BECTHbI B JaHHON oOjactu TexHuku kak Heiperyouma 1 (NRG1),
riuanbHblid pakrop pocra (GGF), xeperynun (HGL), HRG, HoBbIii daxkrop nuddepenpoBku
(NDF), ARIA, GGF2, HRG1, HRGA, SMDF, MST131, MSTP131 u uHTpOHHBIH TPaHCKPUNT
NRGI1 2 (NRGI-IT2).

[0033] Tepmunsl «ErbB3», «ErbB3 (HER3)», «HER3» oTHOCATCS K OTHOMY U TOMY K€
Oenky (MM OJHOMY M TOMY K€ T'€HY MPH CChUIKE Ha T€H) M MCIOJB3YIOTCS B3aUMO3aMEHSIEMO B
Hacrosimed  3asBke. CoOrylacCHO  HEKOTOPBIM  BapHaHTaM  peaji3alud  HU300peTeHus,
PEKOMOMHAHTHBIN CIHUTBIA OEJOK CONEPKUT YacTh MOHOKJOHAJIBHOTO AHTHTENA, KOTOpas
cneunpuyna B otHomenun ErbB3. ErbB3 (erb-b2 peuentopras tuposmnkmHaza 3) Takke
u3BecTHa B maHHou oOmactu 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 peanu3anuu u3oOpereHus, TepMuHbl «ErbB4y,
«ErbB4 (HER4)», «<HER4» oTHOCATCS K OOJHOMY M TOMY k€ Oenky (WM OZHOMY U TOMY XKe
T'€Hy IPH CChUIKE HAa T'€H) M MCIIOJB3YIOTCS B3aMMO3aMeHsieMO B HacTosiel 3asBke. ErbB4 (erb-
b2 penentopHasi TUPO3MHKUHA3a 4) Takke U3BECTHA B JaHHOU obOyact TexHHKH kak ALS19 u
p180erbB4.

[0035] CornmacHo omHOMY BapHaHTy peanu3anuu usoOpereHus, TepmuHbl «ErbB2y,
«ErbB2 (HER2)», «<HER2» oTHOCSITCSI K OOHOMY U TOMY ke Oenky (WM OJHOMY U TOMY XKe
T'eHy IPH CChUIKE HAa I'€H) U MCIIOJB3YIOTCS B3aUMO3aMeHsAeMo B HacToswleil 3asBke. ErbB2 (erb-
b2 penentopHas THPO3MHKHHA3a 2) TaK)Ke W3BECTHA B JaHHOW obOjacTu TexHuku kak NEU,
NGL, TKR1, CD340, HER-2, MLN 19 u HER-2/neu.

[0036] TepMHH «aKTUBHBII» MPU UCHOJB30BAHUU B HACTOSINEH 3asBKE, OTHOCUTCS K
bparmMenTy, obnamaroimeMy OHOJOTHYECKONW AKTUBHOCTHIO WM OHMOJOrMYECKON (DYHKIHEH.
CornacHo HEKOTOPHIM BapUAHTAM pealu3alii  W300peTeHUs, AaKTHBHOCTh paBHA MM
npUONTMIKEeHA K aKTHBHOCTH O€JIKa IUKOT'O THIIA.

[0037] Tepmun «cyOBEKT» MPH MCMOJB30BAHUU B HACTOSIIEH 3asBKE BKJFOYAET, HO HE
OTPaHUYMBAETCS YKA3aHHBIMH, MJICKOMUTAIOLIEE, BKJIOYAs, HANpuMep, 4YeJOBEeKa, He
NPEACTABISIIOIIEro coOON 4YenoBeka nmpumara (Hampumep, o0e3bsiHY), MbIIIb, CBUHBIO, KOPOBY,
KO3y, KpPOJIMKA, KpPBICY, MOPCKYIO CBHHKY, XOMSKa, JIOmaab, OO€3bsiHy, OBIY HIIH Ipyroe
MIIGKONIUTAIOLIEE, HE TPENCTaBIsIoiee CcOOOM dYenoBeKa, HE MJIIEKONUTAIOIEe, BKIFOYAs,
HampuMep, IMO3BOHOYHOE, HE MpPEACTaBIsIOIIee COOOH MIIEKONHTAIOIee, TAKOe KakK NTHLA
(HampuMep, Kypula WIH yTKa) WJIK pbida; W HE MNPENCTaBSIOLIee COOOH MIIEKONUTAOIIEe
6ecrio3BoHouHOE. COrNIaCHO HEKOTOPBIM BapHAaHTaM peau3aluil H300peTeHUs, CIOCOOBl H
KOMITO3HUIIH COTJIACHO M300PETEHUI0 MPUMEHSIFOTCS ISl JiedeHus! (PO UIaKTHIECKOTO W/ WTH

TEPAINeBTHYECKOr0) >KUBOTHBIX, HE NPEACTABISIIOMUX COOO0H uenoBeka. TepMHH «CyOBEKT»



TAK)K€ MOXKET OTHOCHUTBCS K MAaIlMeHTaM, T.€. WHAMBHIAM, OKHUAAIOIINM HJIH IOJYYaroIluM
MEIUIUHCKYIO TOMOIIb.

[0038] Tepmun «¢apmaueBTHUYECKHE KOMIIO3ULMM» B HACTOSILIEH 3asBKE O3HA4YaeT
KOMITO3ULIMIO, TOAXONAINYIO Ui (DapMalleBTUYEeCKOr0 NPUMEHEHUs y CyOBeKTa, BKIOUast
JKUBOTHOE WJIM 4enoBeka. dapmalieBTHUECKHE KOMITO3ULIMU B LIEJIOM ConepskaT 3(pQpeKTUBHOE
KOJIMYECTBO AKTHBHOI'O areHtra (HampuMep, pPEeKOMOMHAHTHBIX CIUTBIX OEJIKOB COIJIACHO
uzobpereHn0) u  (apMaLEBTHYECKH  NPUEMIIEMbIH  HOCUTENb,  pa30aBUTENb WM
BCIIOMOTaTeJIbHOE BelecTBO (Hampumep, Oydep, axbrOBaHT U T.11.).

[0039] TepmuH «3(h(EKTUBHOE KOJUYECTBO» O3HAYaeT 103y WJIH KOJHYECTBO,
JIOCTaTOYHOE IS MOJIyYEHUs! JKeJaeMoro pesyibTara. JKemaeMblil pe3ysbTaT MOXKET BKJIFOYATh
OOBEKTHBHOE HJIH CyOBEKTHBHOE YJIYYIIEHHE y PELMITMEHTa YKA3aHHOW O3Bl MIJIH KOJUYECTBA
(HampuMep, IJIMTENbHAS BBDKUBAEMOCTb, CHIDKEHHE KOJUYECTBA W/HIIM pa3Mepa OIyXOJiei,
s dexTuBHOE MpenoTBpaleHre 3a00IeBaHNS U T.]I. ).

[0040] «IIpodunakTudeckoe JeueHHe» MpeacTaBisier coOOH JiedeHue, MPOBOAMMOE
CyOBEKTYy, KOTOPBII HE MPOSIBIISET MPHU3HAKOB WJIM CHMIITOMOB 3a00JI€BaHUs, MATOJOTUU HIIH
MEIUIUHCKOTO PAcCCTPONCTBA WMJIM TMPOSBISIET TOJBKO pPAaHHUE MPU3HAKH WM CHMIITOMBI
3a0oneBaHysl, MATOJOTHH WM PAcCTPOICTBA, TAKUM OOpa3OM, YTO JIEUEHUE MPOBOAAT B LIEJSIX
ocna0JeHus, MPEAOTBPALICHUS WM CHIJKEHHS PHCKA PA3BUTHS YKa3aHHOrO 3a0OJeBaHUs,
NAaTOJIOTUH WJIM MEAHMLIMHCKOro paccrpoiictsa. Ilpodunaktudeckoe leueHue NEHCTBYET Kak
NPEBEHTHBHOE JIeUe€HHE yKa3aHHOro 3aboseBaHus wiu paccrpoiictBa. «lIpodunakrudeckas
AKTUBHOCTB» TPENCTABIsAET COOONW aKTHBHOCTb areHTa, TAKOro Kak PEKOMOWHAHTHBIA CIUTBIN
OenoKk cornacHO M300pPETeHHIO, WM COAep:Kallel ero KOMIIO3ULMH, KOTOpas NMpPU BBEIEHUH
CyOBeKTy, HE MpOSBISIOIIEMY MPU3HAKOB WM CHMIITOMOB MAaTOJIOTHH, 3a0ONeBaHMs WU
paccTpoiicTBa (MM KOTOPBIN MPOSIBJISET TOJBKO paHHHE MPU3HAKU WM CUMIITOMBI I1aTOJIOTHH,
3a00JIeBaHMsI MM PACCTPONCTBA) OOJerdaeT, NMpedoTBpAIlAeT MM CHIDKAET PHUCK Pa3BHTHUS
yYKa3aHHOW TMAaToloruu, 3a0onieBaHHMss WM PAacCTPOHCTBA y  YKa3aHHOrO  CyObekTa.
«[IpounakTuyecku NPUMEHHMBI» areHT WIM COeAUHEeHHe (HampuMep, PeKOMOWHAHTHBIN
CIUTBIA OENOK COTJIaCHO HM300PETeHHMI0) OTHOCHUTCS K areHTy WM COCJUHEHHUIO, KOTOpOe
NPUMEHUMO JUIsI OOJIerdeHus, MPEeNOTBPALLCHHMS, JICYEHUS WM CHUKEHUS PUCKA Pa3BUTHS
NIaTOJIOTHH, 3a00JIEBAHHS WIIA PACCTPONCTBA.

[0041] «TepameBTHueckoe JieYeHHE» TPEACTABISIET COOOW JieueHHe, MPOBOIUMOE
CYyOBEKTYy, Y KOTOPOTO MPOSIBJISIFOTCS CUMITTOMBI FUTH MPH3HAKH MATOJIOTUH, 3a00JIEBaHUS HIIH
paccTpoiCcTBa, MPU KOTOPOM YKA3aHHOE JIeUeHHE MPOBOASAT IJIsl CHIDKEHUS! WM YCTPAHEHHS Y
YKa3aHHOTO CyOBEeKTa MPU3HAKOB MJIM CUMIITOMOB IATOJIOTHH, 3a00JIEBAaHHS HJIH PacCTPONCTBA.
«TepameBTHuecKasi aKTUBHOCTbY NPEACTABIsIET COOOH AKTUBHOCTh AareHTa, TaKoro Kak
PEKOMOMHAHTHBIN CIUTBIN OEJIOK COrNIACHO M300PETEHHI0, WM COIepsKallell ero KOMITO3HULNY,
KOTOpasi MPUBOAUT K YCTPAHEHUIO WJIM CHIDKEHUIO NPU3HAKOB WJIM CHMIITOMOB MaTOJIOTHH,
3a00NeBaHMs UM PACCTPONCTBA MPHU BBEACHUU CYOBEKTY, CTPAJarOIleMy TAaKUMHU NMpPU3HAKAMHU
wii cuMmnroMamu. «TepameBTHdecku NPHUMEHHMMBII» areHT WIM COeAMHEHHe (Harmpumep,

PEKOMOMHAHTHBIN CIUTBINA OEJIOK COrNIacCHO N300PETEHUI0) O3HAYAET, YTO YKA3aHHbIM areHT WU



COeNMHEHHE TPHUMEHUMO [l CHIDKSHHMs, JICYEHHs] MJIM YCTPaHEHHs TaKUX MPU3HAKOB WU
CHMITTOMOB TaTOJIOTHH, 3a00I€BaHMs UIIN PACCTPONUCTBA.

[0042] TepMuH «JieueHHEe pakay MpU UCIOJb30BAHUU B HACTOSALIEH 3asBKe, €CIM UHOE He
yKa3aHO, O3Ha4daeT oOpaineHue, oOierdyeHue, IMOAABIEHHE NPOTrPECCUPOBAHUS MU
NPENOTBPALICHNEe YAaCTUYHO WJIM IOJIHOCTBIO POCTA OIYXOJIeH, OMyXOJEBBIX METACTa30B WU
APYTHX BBI3BIBAIOIINX pPAaK KJIETOK MJIM HEOIUIACTUYECKUX KJIETOK y cyObekta. TepmuH
«JIeYeHHe» MPU UCTIONBb30BAHUH B HACTOSINEH 3asBKe, €CIIM MHOE HE YKA3aHO, OTHOCUTCS K aKTy
JIEYEHUSI.

[0043] TepMuH «JieueHHE CEPAECYHO-COCYAUCTOrO 3a00NEBAHM» TPH UCTIONIb30BAHUH B
HACTOsIEeN 3asiBKE, €CJIM WHOe HE YKA3aHO, O3Ha4aeT MpeloTBpalleHre, HHIHOHpPOBaHMUE,
NOAaBJIeHHE, 3aIepkKKy, oOpalueHHe MM OOJierieHHe YaCTUYHO WM MOJHOCTBIO Hadaja
pa3BUTHsI  CEPAEYHO-COCYIAMCTOrO  3a00JeBaHUsl WM  COCTOSHUSL Yy  CyOBeKTa MM
NPOTPECCUPOBAHMS MPENCYLIECTBYIOIIErO CEPACUHO-COCYIUCTOrO 3a00IeBaHUS WIIM COCTOSTHUS
WM ero cumnToMa y cyObekra. HeorpaHuyuBaromue mOpUMepbl CepASYHO-COCYAUCTHIX
3a00neBaHMid, KOTOPBIE MOXKHO JIEYUTh C TMOMOINBI CIIOCOOOB COTJIACHO H300PETEHHIO,
BKJIFOYAIOT XPOHHYECKYIO CepIevHYIO HEIOCTATOYHOCTH/3aCTOHHYIO CepACUHYIO
HenoctatoyHOCTh (3CH), ocTpyro cepredHyr0 HemoCTaTOYHOCTH/MHGpapkT muokapaa (M),
CHCTOJIMYECKYI0 TUCHYHKIIMIO JIEBOTO JKENY0UKa, pernepPy3uOHHOE TIOBPEKICHHE, CBA3aHHOE C
WM, BbI3BaHHYIO XMMHOTEpanueil KapAnOTOKCUYHOCTD (Y B3POCIIOro WK peOeHKa), BbISBAHHYIO
paguanuel KapOUOTOKCHYHOCTb, a TakKXkKe JIeYeHHe B JOMOJHEHHE K XHPYPrHYecKOMy
BMELIATENIbCTBY TNPH BPOXISCHHOM 3a0oneBaHuM cepaua y neredd. Heorpanuumsaroiiye
pUMEpbl CHMIITOMOB CEPAEYHO-COCYIUCTOrO 3a00eBaHMUS BKIFOUAIOT 3aTPYAHEHHOE JIbIXaHUE,
Kamenb, OBbICTpBI HAOOp Beca, OMyXaHHE HOI, TOJEHOCTONOB U OpIOIIHON IOJIOCTH,
TOJIOBOKPY’KEHHE, YTOMIIIEMOCTb, ClIa0OCTh, BEPTUrO, OOJb B TPYAHOH KieTke, OOMOpPOK
(cunkomy), Taxukapauto u Opagukapauto. CrocoObl  OmpeneneHus HpPOrpecCUpOBAHHS
CepIevHO-COCYAUCTOro 3aboneBaHuss U SPQPEKTUBHOCTH JICUeHUsST OYAyT JIETKO TOHSTHBI
CTELHUATNCTY B JaHHOHW oOmactu TexHuKH. Hampumep, mnporpeccupoBaHUE pPa3IHMYHBIX
CepIevHO-COCYANCThIX 3a00JeBaHUI MOJKHO ONpENENUTh Ha OCHOBE (pakiuu BbIOPOCa,
snektpokapauorpammbl (DKI'), XONTepOBCKOro MOHUTOPHUPOBAHUS, XOKAPAHOIPAMMBI, CTPECC-
TecTa, KopoHaporpaduu, CKAHUPOBAHKSI CEPJIIa ¢ TIOMOIIBIO KOoMITbIoTepHOU ToMorpaduu (KT)
Y BU3yaJIM3alMH CEPJLIA C TOMOIIBI0 MArHUTHOTO pe3oHnanca (MPT).

[0044] TepmuH «JieueHHE CBSI3AHHOTO C LEHTpaibHON HepsHOU cucremoit (IL[HC)
3a0oJieBaHMs» MPU KCIOJb30BAHUM B HACTOSIIEH 3asBKe, €CJIM MHOE HE yKa3aHO, O3Hadaer
cnocod MpenoTBpalleHHs, WHTHOUPOBAHUS, TMONABJICHHS, 3aJCePiKKH, OOpalleHus WIn
o0JyierdyeHus1 YaCTHYHO WMJIHM TIOJHOCThIO Hauana pa3Butus cBszanHoro ¢ [THC 3aboneBanust win
cocrosiausi y cyObekta. Tepmun «iedenue cpszanHoro ¢ [THC 3abosneBaHusi» Takke MOXKET
O3Ha4aTh oOpalleHue, 3aMelJieHHe WIH OOJIerdeHre APYTruM OOpa3oM MPenCyIleCTBYIOIIEro
cesizanHoro ¢ L[HC 3a0osneBaHus WM COCTOSIHUSI WIM ero cumnroma. HeorpaHuuuBarouine
npumepsl cBszanHbIX ¢ [IHC 3a0oneBanuil nin COCTOSIHUHN, KOTOPbIe MOJKHO JIEYUTh C TIOMOLIBIO

crocoOOB COTJIaCHO M300peTEeHUI0, BKIIIOYAIOT amuorpoduueckuii Ookosoi ckiepos (ABC),
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oone3nb [lapkuHcoHa, 6one3Hp AnblreiiMepa, mapainnd beia, STHIETICHI0 U STTHJICITUYECKIE
npunaaky, cuHapoM I'miiena-bappe, HWHCyJabT, TpaBMaTUYECKOE TOBPEKIAECHUE MO3ra,
MHOKECTBEHHBIA CKJIepo3 WM ux koMOmHaumio. Jleuenue cpsizanHbix ¢ [[HC 3abonesanuii
MOJKET yJIy4llIaTh WJIN NPEAOTBPALLATh CUMITOMBI, TaKHe KaK TPEMOP, PAJAUKUHE3Us], JKECTKOCTb
MBILIL, TOTEPs] PABHOBECHs, HAapyLIEHHE OCAHKM, M3MEHEHHUsl peud, MOTepsl ABUTATEIbHOTO
KOHTPOJIA, Mapanud, 3aTPyJHEHHOE TIJIOTAHUE, MBIIIEYHbIE CYAOPOTH, JIHJICNTUYECKHE
IPUIMAJIKU, TIOTEPs MAMATU U CIIyTAHHOCTb CO3HAHMSI.

[0045] TepMUHBI «MIEHTHYHBIINY HJIM IPOLEHTHAS UACHTHYHOCTH» B KOHTEKCTE JBYX
win OoJiee MOCIeNOBaTeIbHOCTEH HYKJICHHOBBIX KHCIOT MJIM TOJHUIIENTHIOB OTHOCSTCS K JIByM
win Ooyiee TMOCHENOBATEIbHOCTSIM WJIM  CyOIOCIEAOBATENIbHOCTSIM, KOTOPBIE  SIBIISTFOTCSI
OJIMHAKOBBIMH WJIM UMEIOT TOYHO OIpeAesIeHHbIN MPOLEHT HyKJIEOTUOB UM AMHUHOKHCIOTHBIX
OCTaTKOB, KOTOpbl€ SBISIOTCS OMHAKOBBIMU TPU CPAaBHEHWU U BBIPABHUBAHUU  JUIS
MakCHMaJbHOIO  COOTBEeTCTBUA.  Jlnd  ompeneneHuss — MNPOLEHTHON — WIEHTUYHOCTH
MOCJIEIOBATENbHOCTH BBIPABHUBAOT AJIS1 ONITUMAJIBHOTO CPAaBHEHHsI (HAIIPUMEpP, MOKHO BBOIUTH
NPOMYCKU B TMEPBYIO MOCJIENOBATENbHOCT AMUHOKHCIOT MM HYKJIEHWHOBBIX KHUCIOT MJis
ONTUMAJbHOTO BBIPABHUBAaHUSA CO BTOPOM MOCIENOBAaTENbHOCTBIO aMHUHOKUCIOT — WJIH
HYKJIEMHOBBIX ~KHCJIOT). 3aTeéM MpPOBOIAT CpPaBHEHHE AaMHUHOKHCIOTHBIX OCTaTKOB HJIH
HYKJIEOTUJIOB B COOTBETCTBYIOIIMX MOJOXEHUSIX AMHUHOKHUCIOT WU Hykjeotunos. Korna
MOJIOKEHUE MEPBOH IOCIEAOBATEIbHOCTH 3aHATO TEM K€ AMUHOKHCIOTHBIM OCTATKOM WJIH
HYKJIEOTHJIOM, YTO U COOTBETCTBYIOLIEE MMOJIO)KEHHE BO BTOPOI MOCIEAOBATENbHOCTH, TOTAA
MOJIEKYJIbl SIBJIIIOTCS WMEHTUYHBIMU B yKa3aHHOM mosiokeHuH. IIpolieHTHas MAEeHTHYHOCTb
MEXAY ABYMs IIOCJIEAOBATENBHOCTSAMHU MPENCTaBIsAeT cOO0M (YHKLMIO 4YHUCIa MOJOXKEHUH,
UEHTUYHBIX 11 o0enx mocjenoBaTeNabHOCTe (T.e. % WIEHTHMYHOCTH = # WACHTHYHBIX
NOJIOXKEHUI/o01mee # monokeHui (Harmpumep, nepexpuiBatonirecs nojoxenus)x 100). CornacHo
HEKOTOPbIM BapUaHTaM pealn3alid U300peTeHus, MABE MOCIEeNOBATEIbHOCTH HMEIOT
OJIMHAKOBYIO JIJIUHY.

[0046] TepmuH «IO CyIIECTBY MAEHTHYHBIE» B KOHTEKCTE JIBYX HYKJIEHMHOBBIX KHCJIOT
WIA TOJNUNENTHAOB OTHOCHTCS K JABYM Wik Oojiee  MOCTAENOBATENbHOCTAM  HUIH
CyOmoCIeI0BaTENbHOCTSIM, KOTOPbIE HISHTUYHBI 110 MeHbLIeH Mepe Ha 90%, o MeHblel Mepe
Ha 91%, mo meHbIel Mepe Ha 92%, o meHbleit mepe Ha 93%, o MeHblIel Mepe Ha 94%, o
MeHblIeld Mepe Ha 95%, mo MeHblIel Mepe Ha 96%, o MeHblIeil Mepe Ha 97%, O MeHbLIeH
Mmepe Ha 98% wim o meHblnel Mepe Ha 99% (HampuMmep, Kak ONpeneeHo C UCTIOIb30BAaHHEM
OJTHOTO M3 CIIOCOOOB, M3JI0KEHHBIX HIKE).

[0047] ITpu uCOIB30BAaHUK B HACTOSIIIEH 3asBKE TEPMUH «CBSI3BIBACTCS, «CIEUU(UIHO
CBSI3bIBACTCS» WM SIBJIACTCSl «CHEUU(UYHBIM B OTHOLIEHHMW» OTHOCHTCS K HM3MEPUMBIM H
BOCIPOM3BOAMMBIM B3aUMOJIEHCTBUAM, TAKUM KaK CBSI3bIBAHUE MEXAY MUIIEHBIO U AHTUTENIOM,
KOTOpO€ OIpeneNseT Haluyue MUILIEHH B NPUCYTCTBUM T€TEPOT€HHON MOMYJSLUU MOJEKYI,
BKJIFOUasi OMOJIOTHUECKUe MOJIEKyJibl. Hanpumep, aHTUTEN0, KOTOpoe CrelMPUIHO CBA3BIBAETCS
C MHUIIEHBIO (KOTOpas MOXKET IMPEACTaBIATb COOOW SIMUTOI) MPEACTaBIsieT cOOO aHTHTENO,

KOTOPOE CBSI3bIBAETCS C YKA3aHHOM MMIIEHbIO C Oosee BBICOKOH a(p(UHHOCTHIO, aBHIHOCHTIO,
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Oonee jerko w/unam ¢ OOJNbIIEH MPOJOJLKUTENBHOCTBIO MO CPABHEHUIO C €r0 CBSI3BIBAHHEM C
apyrumu  mumeHsMd. COrjacHO OAZHOMY BapHaHTy pealu3alid H300peTeHUs, CTENeHb
CBSI3BbIBAHUS AHTUTENIA C HECOOTBETCTBYIOLIEH MHIIEHBIO COCTaBisAeT MeHee npumMepHo 10% ot
CBA3BIBAHUS AHTUTENA C MMILEHBIO, HAMpHUMeEp, IO pe3yJbTaTaM H3MEpPEHUs C MOMOLIBIO
pannonmmyHoaHanu3a (PHA). CornacHO KOHKPETHBIM BapUaHTaM peaiu3aluu HU300peTeHus,
AHTUTEJIO, KOTOPOe CHEeLU(UYHO CBA3BIBACTCS C MHIIEHBIO, UMEET KOHCTAHTY JHUCCOLMALIIH
(Kd), cocrassromnyro < 1 MxM, < 100 1M, < 10 uM, < 1 oM mm < 0,1 HM.

[0048] CorymacHO KOHKPETHbIM BapUaHTAM pealu3aliid H300pPETeHUs], AHTHUTEJIO
creun(UIHO CBSI3BIBAETCS ¢ OEJKOBBIM SIUTOINOM, KOTOPBIH SIBJISIETCS KOHCEPBATUBHBIM CPEAH
OenmkoB w3 pa3Hbix BuAoB. COrjgacHO JpyroMy BapHaHTy peajH3aluu H300peTeHus,
cienn(pUIHOE CBSA3BIBAHME MOKET BKJIOYATh, HO HE TPEOYET MCKITFOYHTEIBHOTO CBS3BIBAHHSL.

[0049] Tlpu wuCHONB3OBAHMKM B HACTOSINEW 3asBKe yrHoOTpeOJeHHe TEepMUHA B
€IMHCTBEHHOM 4HCJIe BKJIIOYAIOT CChUIKY Ha MHOXXECTBEHHOE YHCIIO YKA3aHHOTO TEPMUHA, €CIIH
MHOE SIBHO HE CIIeNyeT U3 KOHTEKCTa. TakuM o0pa3oM, HammpuMep, CChIIKA Ha KHEHPEryJINHY Ui
«TEeNTU]] HEUPEryJINH» BKIFOYAeT CMECH TaKUX HEHperyJuHOB, m30(opM HeWperyJiuHa W/viu
HelperymuH-nmofgoOHbpIX nonunenTiaoB. CcbUIKa Ha «JIEKAPCTBEHHYIO (HOPMY» HIIH «CIOCOO»
BKJIFOYAET OZIHY WJIM OoJiee JIEKapCTBEHHBIX (POpM, CriocOOOB M/MIM 3TAINOB TAaKOrO THIA, KaK
OIMCAHO B HACTOSINIEH 3asBKE€ W/WJIM OYEBHIHO CIIEL[UAIUCTAM B JAHHOHM OONACTH TEXHUKHU IMPH
MPOYTEHNH HACTOSIIETrO H300PETEHHUS.

[0050] TepMuH «OAUNENTHA» OTHOCUTCS K MOJUMEPY AMUHOKHUCIIOT U €r0 SKBUBAJICHTY
U HE OTHOCUTCA K KOHKPETHOH IJIMHE MpPOAYKTA, TAKUM 00pa3oM, IENTHIb» H «OeIKn»
BKJIIOUEHBl B oOmpeneneHue nonunentuna. OnpeneneHue <«IMOJIUMENTHIAb BKIIOYAET TaKXke
«aHTUTENA», KAaK ONpPENEeJeHO B HACTOALIECH 3asBKe. «YUaCTOK MOJMNENTUAA» OTHOCHUTCA K
CErMEHTY NOJIMIIENTUA, KOTOPBII MOXKET COAep KaTh, HAPHUMEp, OJUH WK Oojiee TOMEHOB WIIN
MOTHUBOB (HampuMmep, MOJUIENTUIHBIH yYaCTOK aHTUTENa MOXET COAep:KaTh, HANpUMep, OAUH
win Oojiee ONpenessIoIuX KOMIUIEMEHTAPHOCTh y4acTKoB (complementarity determining
region, CDR). Tepmun «pparMeHT» OTHOCHUTCS K HAaCTH MOJHIENTHIA, MPENNOYTHTEIBHO
cozxepxaiieil mo Mesbiied Mepe 20 mnu no MeHbuiel mepe 50 ciaeayromuUX IpPYyr 3a APYroMm
AMUHOKHCJIOT YKA3aHHOTO NOJUIEeNTH A,

[0051] Ecnu wHOe He cjenyer M3 KOHTEKCTAa, «IPOM3BOMHOE» MPEACTaBISIET COOOH
NOJIUMENTH WJIN ero (parMeHT, COAep KAl OAHy Miu Oojiee He KOHCEPBATHBHBIX HIIH
KOHCEPBATUBHBIX AMHHOKHCIOTHBIX 3aMEH 10 CPABHEHUIO CO BTOPBIM IOJIUMENTHIOM (TakKKe
HA3bIBAEMBbIM «BapUAHTOMY), WIH TOJMIIENTHI WIA €ro (pparMeHT, KOTOpPbIi MOAH(UIIMPOBAH
MyT€M KOBAJIEHTHOI'O MPUCOEJUHEHUs] BTOPOH MOJIEKYJIbI, HapuUMep, MyTeM MPUCOEAUHEHMUSI
reTepoJIOTUYHOrO  MOJMMENTHAa WIM  NyTeM  INIMKO3WIMPOBAHUS,  ALEeTHUJINPOBAaHMS,
dochopummpoBanuss u 1.1 OmnpeneneHue <«IPOU3BOAHOE» TAKXKE BKIIOYAET, HAIPHUMED,
MOJIUTIENITH/IBI, COAep:KAaIlue ONMH Wi Oojee aHajJoroB aMHHOKHCIOT (Hampumep,
HETPUPOHbIE AMMHOKHUCIOTHI U T.A.), MOJUNENTHIBl C HE3aMEIIEHHBIMH CBS3SIMH, & TaKXkKe
APYTUMHA MOIUDUKAIMSIME, U3BECTHBIMU B TAHHOW OOJIACTH TEXHHMKH, KaK MPUPOAHBIMU, TaK H

HEMPUPOIHBIMHU.
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[0052] «BbloeneHHbI» TOMUMNENTHI NPEACTABJIACT COOOW TMOJUIMENTHN, KOTOPBIH
UICHTU(QUIUPOBAIM U OTHAENUIM W/MIM BOCCTAHOBWIM W3 KOMIIOHEHTOB €ro MPHUPOIHOTO
okpy>keHHs. KOMITIOHEHTBI NMpPUMECH W3 €ro NPUPOIHOTO OKPYKEHUs IPENCTaBISIOT COOOM
MaTepuasbl, KOTOpblE MEINAT JUArHOCTUYECKOMY WM TEepaneBTUYECKOMY NPUMEHEHHIO
HOJIMIIENITHIA U MOTYT BKJIFOUaTh (PEPMEHTHI, TOPMOHBI M Ipyrue OenKoBble WM HEOENIKOBbIe
pacTBOpbL. BbleneHHbII MONMUNEeNnTH BKIIOYAET BBIIEIEHHOE AaHTUTENIO WK ero (parMeHT Uin
IIPOU3BOIHOE.

[0053] TepMmuH «IpUMEpHO» MPU HCIOJIB30BAHMH B HACTOALIEH 3asBKe O3HA4YaeT B
KOJJMYECTBEHHOM BBIPAKEHUU IUIOC WM MHUHYC 5% WM, COIJIaCHO JPYroMy BapUaHTy
peanmzanmu u300peTeHus, IIoC wWiu MuHyC 10% WM, COrIacHO ApPYyroMy BapHAaHTY
peanm3anuu W300peTeHHs], IUIIOC WM MUHYC 15% WM, COrIacHO ApYroMy BapHAaHTY
peanu3anuu U300peTeHwusl, MIFC Wi MUHyc 20%.

[0054] Ecnu nHOe He yka3aHO, BCe TEXHUUYECKHE U Hay4HblE TEPMUHBI, UCIIOJIb3yEMbIE B
HACTOSIIIEN 3asBKE, UMEIOT TaKOe K€ 3HAYeHHE, KaK OOBIYHO NMOHHUMAETCSl CIIELUAINCTOM B
TaHHOW O0NACTH TEXHUKH, K KOTOPOHW OTHOCUTCS m3o0pereHne. HecmoTpst Ha TO, 4TO JEHOOBIE
croco0bl ¥ MaTepHalbl, TOAOOHBIE HITH SKBHBAJICHTHBIE CIOCOOAM M MaTeprasaM, OITMCAHHBIM B
HacTosLIell 3asBKe, MOTYT MCIOJNb30BAaThCs MPU TNPAKTUYECKOM OCYIIECTBICHUU WU IpU
TECTHPOBAHUHU HACTOSIIEr0 M300PETEHHs], B HACTOALIEH 3asiBKE ONMCAHBI MPEATIOYTUTENIbHBIE
crioco0bpl 1 Marepuanbel. Bce myOnmukanuy, ynoMsHYTbIE B HACTOSIIEH 3asiBKE, BKJIIOYEHBI B
HACTOSLIYIO 3asiBKY IIOCPEICTBOM CCBIJIKU B LIEJSIX PACKPBITHS U ONMUCAHUs MaTepHalia, B CBS3H C
KOTOPBIM yKa3aHHasl CChIIKA ObljIa IUTUPOBAHA.

Pexombunanmnwit ciumplii Henox - Anmumeino

[0055] CornacHo Hactosimemy H300pETeHHIO, MPUMEHSIETCS PeKOMOMHAHTHBINA CIIUTHIM
0esoK, comepsKaluii MOHOKJIOHAJIBHOE AaHTUTENO, CIUTOEe ¢ (parMeHTOM H30(pOpMbI Oenka
HelperyiauHa-1 faasd OpUMEHEHHs [JUIsl  JIEYEHHMs] PA3JIMYHbIX CEePACYHO-COCYAUCTBIX H
HEBPOJIOTHYECKUX CUMNTOMOB. COIJIaCHO TUIMHMYHBIM BapHaHTaM peajH3alHud H300pETeHMs,
aHTHTeNo siBysiercs cnenuduyunbiM B oTHOIeHnu ERBB3 (HER3).

[0056] IIpu mcnosb30BaHUM B HACTOALIEH 3asBKE, TEPMHH «AHTUTEIO» OTHOCHUTCS K
Oenky, conmepkameMy OAWH WM OoJiee TOJHIENTHIOB, MO CYLIECTBY WM YaCTUYHO
KOAUPYEMBIX T'€HaMH HMMYHOIJIOOyIMHA Wi (parMeHTaMH T€HOB HMMYHOIIOOYJIMHA.
H3BecTHBIE TeHbl MMMYHOTJIOOYJIMHOB BKJIFOYAIOT T€HbI KOHCTAHTHBIX YYaCTKOB Karlma, JIIMO/a,
anb(a, ramMma, AENbTa, STCHJIOH U MIO, a Takke OOJbIIOE KOJIHMYECTBO M€HOB BapHAOENbHBIX
YyYaCTKOB HMMMYHOrnoOynuHa. Jlerkne mnenm knacCHPpUUUPYIOTCS Kak Kamma wWid JsiMOza.
Tsoxenble nenu KiacCUUIUPYIOTCS KAk TaMma, MIO, anbda, AeIbTa WINA STCHIOH U, B CBOIO
ouepenb, OMNPENENSIOT Kiacchl HMMMyHorjoOyimHoB - IgG, IgM, IgA, IgD u IgE
COOTBETCTBEHHO. THMHYHAsI CTPYKTYpHas €AMHULA UMMYHOIJIOOyJMHA (HarmpuMep, aHTHTENA)
comepxuT terpamep. Kaxabiii TeTpamMep COCTOUT U3 ABYX MIEHTUYHBIX NMap MOJUMENTHAHBIX
Lerel, Tae Kakaas napa UMeeT OfHY «IETKyro» (mpuMmepHo 25 k/la) U OnHy «TSDKENyro» Lerb
(mpumepHo 50-70 k/la). N-koHen Kaxaoll uenu onpenenser BapuaOeNbHBIN YYacTOK,

comepxkamuii mpumepHo ot 100 mo 110 wnu Oonee aMMHOKUCIIOT, OTBEHUAOLIUX TIJIABHBIM
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o0pa3oM 3a pacro3HaBaHWE aHTUTEHA. |epMHHBI BapuadenbHbIil yuacTok jerkoit nermu (VL) u
BapuabenpHbI ydacTok Tspkenod mernu (VH) OTHOCATCS K yKa3aHHBIM JIETKUM M TSDKEJBIM
LIETsIM COOTBETCTBEHHO.

[0057] AHTHTENA CYIIECTBYIOT B BU/I€ HHTAKTHBIX UMMYHOIJIOOYJIMHOB HJIU B BUZE P
XOpOLIO OXapaKTePU30BAHHBIX (PParMeHTOB, MOJYYEHHBIX IMyTEM IEepEeBApPUBAHUSA C MOMOIIBIO
pasnMuHBIX menTuaas. Takum o0pa3oM, HampuMep, MEeNCHH MepeBapuBAET AHTUTENIO HUXKE
aucyb(QUAHBIX CBs3EH B LIAPHUPHOM y4acTke ¢ mojydenuem F(ab')2 - mumepa Fab, kotopsiit
caMm 1o ceOe sIBJIIeTCs JIETKOM Lenbto, npucoenuneHHor kK VH-CHI1 ¢ momorbto aucynbduaHoi
cBsizu. F(ab')2 Moker OBITh BOCCTAaHOBJIEH TMPH MSTKUX YCJIOBUSIX C  pa3pylIeHUEM
IUCyIb(UAHON CBSI3H B IIAPHUPHOM YHYACTKE, MPHUBOASAIINAM, TAKUM 00pa3oM, K MPEeBPAIIEHHUIO
numepa F(ab')2 B monomep Fab'. Monomep Fab' mo cymectBy mpexncrasisier coboit Fab ¢
YaCcThIO MAPHUPHOTO yuacTka (A Oosee moapoOHOro ONMUCaHus Ipyrux (parMeHTOB aHTUTEN
cM. Fundamental Immunology, W. E. Paul, ed., Raven Press, New York (1999)). Torma xak
pa3nuyHble (ParMEHThl AHTHUTENA ONPENEISIFOTCS Ha OCHOBE IepEeBAPUBAHUS HMHTAKTHOTO
aHTHTENa, CIEHATNCTY B JAaHHOH 00JacTH TEXHUKH OyOeT OUeBHIHO, YTO Takue (hparMeHTBI
Fab' u T.1. MoryT OBIT CHHTE3MPOBaHBI de NOVO XUMHYECKUM IYyTEM HJIM C UCMOJIb30BAHUEM
merona pekomOuHanTHOM JIHK. Takum oOpazom, TEpMUH «aHTUTENO» NMPH HCIOIb30BAHUH B
HACTOSIIEN 3asBKE TaKXKe BKIIOYAeT (PparMeHThl AaHTHTENa, JHOO TMONYYEHHBIE ITyTEM
MOIU(UKAIMU eJIOT0 aHTUTeNa, JHO0 CHHTE3UPOBAaHHBIE de NOVO ¢ MCIIONIb30BAHHEM METOJIOB
pexomOnHanTHOH JIHK. AHTHTENna BKIIOYAIOT OAHOLETIOUEYHbIE AHTHTENA, BKJIOUAs
onHouenoveuHsle Fv-anturtena (sFv mmu scFv), B koTopbIx BapuaOenbHBIN y4acTOK TSKETON
Henu M BapuabeNnpHBI YYaCTOK JIETKOH Lenu oObequHeHbl BMecTe (IPsMO WM uepes
NEeNTUIHBIA JIMHKEp) ¢ O0pa3oBaHHWEM HENPEepBIBHOIO MOJUMNENTHAA. AHTHTENA BKJIOYAIOT
OHOZOMEHHbIE AHTHTENA, KOTOpbIE COxepKaT (parMEeHT aHTUTENd, COCTOSIIUA M3 OIHOTIO
MOHOMEPHOT0 BapHabeIbHOr0 JOMEHA aHTHTENA, KOTOPbIH CIIOCOOEH CBA3BIBATHCS CENIEKTUBHO C
IOMEeHOM aHTureHa. [Ipumepbl OJHOTOMEHHBIX aHTUTEN BKIOUAKOT GpparmenTsl VHH, koTopeie
OBUIA UCXOHO BBIIENEHBI U3 BEPOIIIOOBBIX.

[0058] JlomeH aHTuTeNna cIUTOro Oejika HEoOsS3aTebHO CONEPKUT BCKO WM YacTh
MOJIEKYJIbl UMMYHOTJIOOYJIMHA U HEOOsI3aTeNIbHO COIEPIKUT BECh HJIM 4YacTh BapHaOENbHOTO
y4acTKa UMMyHOrJIOOyiuHa (T.€. o0NacTh CHeUn(UYHOCTH UIA CBSI3AHHOTO C 3a00JIeBaHHUEM
AHTUT€HA) U HEeOoOs3aTeNIbHO COAEPIKUT YYACTOK (YYaCTKH), 3aKOJMPOBAHHBIA T'€HOM V H/HIH
reHoMm D w/wnu reHom J.

[0059] Kak oObsicHsiercst Bbile (cM. OmnpeneneHus, BbIIIE), aHTUTENA, HCIIONb3yeMbIE B
HACTOsIIeH 3asBKe, HeoOs3aTenbHO BKItoUaroT F(ab)2, F(ab')2, Fab, Fab’, scFv, onHonomeHHbIe
aHTHUTENA U T.JA. B 32aBUCHMOCTH OT KOHKPETHBIX TPeOOBaHMI COIJIACHO BAPHAHTY pPeaU3aLiH
n3o0pereHust. CornacHO HEKOTOPHIM BapHAHTaM peaJH3alMd H300pPETEeHHUs, HCIIONb3YIOTCS
Oenku cnusHUA, copepkamme gomeHsl [gG. OpHako aApyrue BapUaHTbl  pean3alud
n300peTeHNs BKIIOYAIOT aJbTEPHATUBHBIE UMMYHOIIIOOYIMHBL, Takue kak IgM, IgA, IgD u IgE.
bonee Toro, Bce BO3MOXKHBIE H3O0THIIBI PA3JIMYHBIX HMMYHOITIOOYJIMHOB TaK)K€ BKIIFOUEHBI

COTJIACHO BapHaHTaM peajM3aluH HacTosiero usodperenus. Taxum obpaszom, Bce u3 IgGl,
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IgG2, 1gG3 u T.o. mpencTaByisAOT cOOOM BO3MOJKHBIE MOJIEKYJIBI B JIOMEHAX CIHUTBIX OENKOB
AHTUTEJIO-UMMYHOCTUMYJISITOP, UCIIOJB3yEMBIX COTNIACHO M300peTeHnio. [IToMIMO BO3MOXKHOCTH
BbIOOpa TUMA M W30THIIAa UMMYHOIJIOOYJIMHA, Pa3jIMYHbIE BAPHAHTHI pean3aliil N300peTeHHs
BKJIFOUAIOT Pa3jIM4Hble IMAPHUPHbIE YYaCTKU (MM MX (QYyHKIMOHANbHbIE SKBUBAJEHThI). Takue
IIAPHUPHBIE YYaCTKH OOECIeUnBAIOT MOABMXKHOCTD MEXIY PA3IMYHBIMH JOMEHAMH CIHTBIX
OenkoB aHTUTENO-UMMyHOCTHMYJIsiTOop. CMm., Hampumep, Penichet, et al. 2001 «Antibody-
cytokine fusion proteins for the therapy of cancer» J Immunol Methods 248:91-101.

[0060] CornacHO HEKOTOPBIM BapHaHTAM peanu3anuu u300peTeHus, mAb, KOTOpoe
COIEPKHUTCS B PEKOMOWHAHTHOM O€JKe CIIHSHHUS —COIJIACHO HW300pETEeHHI0,  SIBJISETCS
mMoHocneuuduuHbiM B otHouenuu ErbB3 (HER3).

[0061] UYenoseueckuit HER3 (ErbB-3, ERBB3, c-erbB-3, c-erbB3, peuenropHas
TUPO3UH-TIPOTEMHKHHA3a erbB-3) koampyeT wieH ceMelCTBa pPEeLEeNnTOPHBIX THUPO3WHKHUHA3
penentopoB snuaepmanbHoro gakropa pocra (EGFR), koropoe Takxke Bxmovaer HER1 (Takske
usBectHblii 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). TlomoOHO  MPOTOTHUIHOMY  PEUENnTOpy  JUHAEepMaNbHOrO  (akropa  pocTa,
TpancMeMOpanHblii  peuentop HER3 cocronT u3 BHEKJIETOYHOIO JIMTAH/A-CBSI3BIBAIOIIETO
nomeHa (ECD), nomena npmmepmsaumu B mnpenenax ECD, tpaHcmeMOpaHHOTO JOMEHa,
BHYTPUKJIETOYHOTO MNpPOTeHH-TUpo3nHKuHa3Horo nomeHa (TKD) wu C-xoHumeBoro nomeHa
dbochopunmpoBanmsi. YkazaHHbI MeMOpaHocBsizanHbili Oenmok HER3  comepxutr nmomen
cesa3bBanus xeperyanHa (HRG) B mpenenax BHEKJIETOYHOTO JOMEHA, HO HE AaKTHBHBIN
KMHa3HBIA 1OMeH. TakuMm o0pa3oM, OH MOXKET CBS3bIBaTh YKA3aHHBIN JIMTAaHJ, HO HE Iepenaer
CUTHAJI B KJIETKy nocpenctsoM (ocopunupoBanus Oenka. OmgHako OH  QopmupyeT
rerepoauMepbl ¢ aApyrumu  wieHamu cemeiictBa HER, xoropsle 007amaroT KHHa3HON
aKTUBHOCTBIO. I'eTeponumepusanusi NpUBOAUT K AaKTHBALMM ONOCPEAOBAHHOIO PELENnTOPOM
CHUTHAJIBHOTO MyTH U TPaHCHOCHOPHITUPOBAHHIO €r0 BHYTPUKJIETOUHOTO AoMeHa. OOpasoBaHue
numMepa Mexay uieHamu cemelictsa HER yBenunuuBaer curnanpabiil norenunan HER3 u moxer
NPUBOUTh HE TOJIbKO K JHMBEPCH(HMKALMU CHTHAJIA, HO TAaKKe K aMIUIM(PUKALUH CUTHAJIA.
Hanpuwmep, rereponumep HER2/HER3 unaymupyer oguH u3 HanOojiee BaKHBIX MUTOTEHHBIX
curHasios yepe3 nytb PI3K u AKT cpenu unenos cemeiictea 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] CormacHO OmHOMY BapHWaHTy pean3aluu H300pETeHUs, YeJOBeUeCKUi Oesok
ERBB3 copep:xur cieayrolyr aMHHOKHCIOTHYIO MOCIENOBATENbHOCTb, MPEAJIOKEHHYIO B
GenBank AAH02706,1 u onucannyio B SEQ ID NO: 1:

[0063]
MRANDALQVLGLLFSLARGSEVGNSQAVCPGTLNGLSVTGDAENQYQTLYKLYERCE
VVMGNLEIVLTGHNADLSFLQWIREVTGY VLVAMNEFSTLPLPNLRVVRGTQVYDGKF
AIFVMLNYNTNSSHALRQLRLTQLTEILSGGVYIEKNDKLCHMDTIDWRDIVRDRDAEI
VVKDNGRSCPPCHEVCKGRCWGPGSEDCQTLTKTICAPQCNGHCFGPNPNQCCHDECA



15

GGCSGPQDTDCFACRHENDSGACVPRCPQPLVYNKLTFQLEPNPHTKYQYGGVCVASC
PHNFVVDQTSCVRACPPDKMEVDKNGLKMCEPCGGLCPKAF (SEQ ID NO: 1). Cnenyer
noHnMath, 4to mnocienoBatesbHocTh ERBB3 (HER3), Ha KOTOpYHO HAleieHO aHTHUTENO B
COOTBETCTBUH CO CIOCOOAMU M KOMIO3HLUSMHU COTJIACHO HACTOALIEMY H300PETEHHIO, MOKET
IpenCTaBIsITh COOO0I H30Mep, rOMOJIOT WK BapuaHT nocienosarensbHoctu SEQ ID NO: 1.

[0064] CornacHO OJHOMY BapHaHTy peanu3aunu u3odpereHus, mAb peKOMOMHAHTHOrO
ciutoro Oenka, MpeayioKEHHOTO B HACTOSIIIEH 3asBKe, npeacTasisier codoit mAb nporus Her3,
koTtopoe unruoupyet curianuar NRG-1 yepes ErbB3 (HER3).

[0065] CornacHO KOHKPETHOMY BapUaHTy peaju3aluu u3o0peTeHus, mAb, koTtopoe
CONEPIKUTCST B PEKOMOWHAHTHOM Oe€JIKe CIUSHHUS COMJIACHO HM300pETEeHHI0, BKIIKO4YaeT mAb
npotuB Her3. Takue anturena nporus HER3 Moryr BkiarouaTb, HO HE OrpaHUYMBAKOTCS
yKa3aHHBbIMH, MaTputymMad, cepubaHTymMad (MOTHOCTBIO uyenoBeueckoe mAb), LIM716,
KTN3379, AV-203, REGN1400, GSK2849330 unu MM-141. Takue aHTUTENA TaKXKE€ MOTYT
ObITh BBIOpaHBI M3 JIIOOBIX W3 CleAyromux (GopM, BKIKOYas XHUMEpHbIe, OHCIernuQuyIHbIE,
HEUeJIOBEUECKHUE, TIOJTHOCTHIO YeJIOBEUECKUE HIIN I'YMAHH3UPOBAHHbIE (POPMBIL, TPH YCIOBHH YTO
oHU cBs3bIBatOTCS ¢ denoBedeckuM ERBB3 (HER3) u uHruOupyrooT OnmocpenoBaHHBIH MM
curHauHT. COrJIaCHO HEKOTOPbIM BAapUAaHTAM peaM3allHu H300pETeHUs], aHTHUTENO IpPOTHB
HER3 umeer yenoBeueckoe MpOUCXOKACHHUE.

[0066] CornacHO HEKOTOPBIM BapHUaHTaAM PEATU3ALIUN H300PETeHUS, TEPMUH KAHTUTEJION
BKJIFOYAET pas3NuyHble (QOpPMBI CTPYKTYp aHTUTENa, BKJIIOYAs, HO HE OrPaHUYUBASCH
YKa3aHHBIMH, LeJble aHTHTeNa M (parMeHTbl AaHTUTEN. AHTUTENO COTJIAaCHO H300pETEHHIO
NPEATIOYTUTENBHO MPENCTABIAET COOOH YeIoBeYeCKoe aHTUTENO, TYMAHU3UPOBAHHOE aHTHUTEIIO,
XHUMEpPHOE aHTUTENO, WM JIPyroe NeHeTUYeCKH MOAU(UIMPOBAHHOE AaHTHUTENO, NMPU YCIOBUU
COXPAHEHHsI XapaKTEePHBIX CBOKMCTB COIJIACHO u300peTeHuto. «®PparMeHTbl aHTHTENA»
BKJIIOYAIOT YaCTh WJIM MOJHOPAa3MEPHOE aHTUTEIIO, PEIIIOYTUTEIBHO, ero BapuabebHbIl JOMEH
WIK TI0 MEHbIIEH Mepe ero aHTHUIeH-CBSA3bIBAIOIUN caiT. IlpuMmepsl QparMeHTOB aHTHTEN
BKJIFOYAIOT JUATeNa, OJHOLICTIOYEUHbIE MOJIEKYJIbI AHTHTEI U MYJIbTUCTICLU(UYHbIE aHTUTENA,
oOpasoBaHHbIe M3 (parMeHTOB aHTHTEN. SCFV-aHTUTEna, HampuMmep, OMUCAHBI B HCTOYHHKE
Huston, J.S., Methods in Enzymol. 203 (1991) 46-88. Kpome TOro, ¢gparMeHThl aHTUTENA
BKJIFOYAIOT OJIHOLIENIOYEYHbIE TOJUIENTH b, UMEIOL1E XapaKTePUCTUKHU J0MeHa Vi, a UMEHHO,
CHOCOOHOCTh K aCCOLMALMU C JAOMEHOM V|, HJIM XapaKTePHCTHUKU CBSI3bIBAHUS JIOMEHa V|, C
COOTBETCTBYIOLIMM AHTUT€HOM, TA€ VKa3aHHBIH COOTBETCTBYIOIIMH aHTHUIEH CIOCOOEH
coOupaTecst BMeCT€ C JOMEHOM Vy B (YHKIMOHAJIBHBIA AHTHUI€H-CBS3BIBAIOIIMHA CaHT U
o0ecrieunBaTh TakMM OOpa3OoM CBOMCTBa AaHTHTENA COMJIACHO M300peTeHnto. TepMuHBI
«MOHOKJIOHAJIbHOE AHTUTENO» WIM «KOMIIO3ULUS MOHOKJIOHAJIBHOIO AaHTUTENa» IpH
HCIIOJIb30BAHUN B HACTOsILEN 3asBKE OTHOCATCSA K Ipenapary MOJIEKYJ aHTUTeN, MMEIIINX
OJIMHAKOBBIM AMHUHOKHCJIOTHBIN COCTAB.

[0067] CornacHO HEKOTOPBIM BapUaHTaM peaU3aliK H300PETeHUs, XUMEPHOE aHTUTEJIO
MOXXHO NPHUMEHSTh B KOMIIO3MLHUSAX W CHOCO0ax, NPENJIOKEHHbIX B HACTOALIEH 3asBKe.

CorymacHO OIHOMY BapHaHTy pealu3aluu H300pPETeHUs, TEPMUH «XUMEPHOE AaHTUTEJION
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OTHOCHUTCSI K MOHOKJIOHAJIbHOMY AaHTUTENy, COAeprKalieMy BapuaOeNbHbI Yy4YacToK, T.€.
CBA3BIBAIOLIMI YYacTOK, OT MbIIM M IO MeHbIIEeH Mepe 4YacThb KOHCTAHTHOIO Y4YacTKa,
MPOU3OLIEAIEr0 U3 APYroro MCTOYHMKA WM BHIA, KAaK MPABUJIO, MOJYYEHHOTO C MOMOILBIO
meronoB pekomOuHanTHOM JIHK. XumepHble aHTHTENA, COMepKalliie MbIIINHBIN BapuaOeIbHbIH
YUYaCTOK M YeJIOBEUECKUI KOHCTAHTHBIHN YYaCTOK, SIBJISAIOTCS 0CO00 MPEeArnoUTUTENbHbIMU. Takue
KPBICHHBIE/UEIOBEYECKHE XUMEpHbIE aHTUTeNa SBJSIIOTCS TNPOAYKTOM OSKCIIPECCHH T'€HOB
UMMyHOrIOOynnHa, comepxamux cermeHTbl JIHK, komupyromue BapuabenbHbIE Y4YacTKH
KPBICHHOTO UMMyHoroOynuHa, u cermentol JIHK, komupyromme KOHCTaHTHBIHE YYacCTKH
YeJIOBEYECKOro MMMyHOrJIo0yimuHa. Jlpyrue (opMbl «XHMEPHBIX AHTHTEN», BKIIFOYEHHBIX
COTJIACHO HACTOSIEMY H300PETEHHIO, TPEACTABISIOT COOON (OPMBI, B KOTOPBIX KJIACC MIIH
noakiaacc Obul MOAM(HUMPOBAH I M3MEHEH 10 CPAaBHEHHMIO C KJIACCOM WJIHM TMOIKJIACCOM
UCXOAHOro aHTUTeNna. Takue «XHUMepHble» aHTHUTeNla TakKKe Ha3bIBaIOTCS «aHTUTENaMH C
NepeKIIIoueHNueM KitaccoBy. CriocoObl MONYy4YeHUs] XUMEPHBIX aHTHUTEN BKIFOYAIOT CTAHIAPTHBIE
meronbl pekomOMHaHTHOH JIHK w reHHON TpaHC(EKUNH, XOpOIIO HM3BECTHBIE B HACTOSIIEE
BpeMsi B JaHHOU obnactu TexHuku. CM., Hanpumep, Morrison, S.L., et al, Proc. Natl. Acad Sci.
USA 81 (1984) 6851-6855; matentsl CIIIA Ne 5 202 238 u 5 204 244.

[0068] CormacHO OmHOMY BapHaHTy pealu3alul H300pETeHHs, 'YMaHHU3UPOBAHHOE
AHTHUTEJIO MOKHO HCIIOJIb30BaTh B KOMIIO3MLMAX U CIOCO0AX, MPENJIOKEHHBIX B HACTOSIIEH
3asiBke.  CorlacHO  HEKOTOPbIM  BapUaHTaAM  pealu3aldd  W300pETeHHs,  TEePMHUH
«TYMaHM3UPOBAHHOE AHTUTENIO» WU «TYMaHU3MpPOBAHHAs BEPCHUs AHTUTENA» OTHOCUTCS K
aHTUTEINy, B KOTOPOM KapKac W «ONpeAeNsrore KommieMeHTapHocTh yuactku (CDR)» Obin
MOAU(UIMPOBaHbl TakuM oOpa3oM, 4to OHM copaepxkaT CDR-yuacTku ummyHOrnoOynnHa
APYroi cneun(pUUHOCTH MO CPABHEHHIO CO CHEU(PHYHOCTBIO MCXOIHOIO MMMYHOIJIOOYIJIHMHA.
CornacHo npyrum BapuaHTam peanuzauuu uzodperenus, yuactku CDR VH u VL npusuts! B
KapKaCHBIM y4aCTOK 4eJIOBEUYECKOr0 aHTUTENA ¢ MOJYyYeHHEM «TYMAaHU3UPOBAaHHOTO aHTUTENA.
Cwm., Hanpumep, Riechmann, L., et al, Nature 332 (1988) 323-327; u Neuberger, M.S., et al,
Nature 314 (1985) 268-270. BapuaOenbHble KapKaCHbIE YYACTKH TSDKEJIOW U JIETKOW LIEMTH MOTYT
OBITh TIOJYYEHBI M3 OJHOW M TOW K€ WM M3 PA3HBIX IMOCIENOBATEIbHOCTEH YEJIOBEYECKOTO
antuTena. IlociaenoBaTeNbHOCTH YEJIOBEYECKOrO aHTUTENla MOTYT MpPEACTaBIsITH COOOH
NOCJIEIOBATEIbHOCTU MTPUPOAHBIX YEJIOBEUECKUX aHTUTe]. BapuabenbHble KapKacHbIE YYaCTKH
YeJIOBEUECKUX TSDKENBIX U JIETKUX LeNel mepevrciieHbl, HanpuMmep, B ucrounuke Lefranc, M.-P.,
Current Protocols in Immunology (2000) - Appendix IP A,1P,1-A,1P,37, u nocTynHbl B CUCTEME
IMGT - mexnynaponsoii napopmannonaoii cucreme ImMunoGeneTics information system®
(http://imgt.cines.fr), wnu Ha caiite http://vbase.mrc-cpe.cam.ac.uk. HeoOsi3aTenpHO KapKacHBIM
yYaCTOK MOJKET ObITh MOAU(PHUIMPOBAH C ITOMOINBIO JOMOJHHUTENbHBIX MyTauuil. Ocobo
npennoututenbabie CDR cootBercTBytor CDR, mpencrasiisirornum coboi mocie0BaTeIbHOCTH,
pacro3Hallie AHTUTEHbL, YKa3aHHbIE BbIlle [JIsI XMMEPHOrO aHTUTena. TepMuH
«TYMaHM3UPOBAHHOE AHTUTENO» IPHU MCIONb30BAHUM B HACTOSALIEH 3asBKE TAKXKE BKJHOYAET
TaKue aHTUTENa, KOTOpble ObUIM MOIU(UIIMPOBAHBI B KOHCTAHTHOM y4YacTKe AJisi O0ecredeHus

CBOMNMCTB COTJIACHO I/I306peTeHI/IIO, B YaCTHOCTH, B OTHOLICHHH CBA3bIBAHHA KOMIIOHCHTA
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kommiementa 1q (Clq) wwmmm  cesseiBanmst  Fe-peuentopa (FcR), nampumep, nyrem
«TIEPEKIIFOYEHNS KJIACCOBY, T.€. U3MEHEHUs UM MyTaluuu yactei Fc (Hanpumep, nepekroyeHus
¢ IgGl na IgG4 w/mmu myrauum IgGl/IgG4). Ilpenmnonaraercs, 9YTO TEPMUH «YEIOBEUYECKOE
AHTUTEJIO» TIPU MHCIIOJB30BAHMM B HACTOALIEH 3asBKE BKJIOUAET AHTUTENA, COZIEpIKallue
BapuabenbHble ¥  KOHCTaHTHbIE YYacCTKH, IPOUCXOIAIIME U3  IOCJIENOBaTENIbHOCTEN
UMMYHOTJIOOYJIHA 3apOJIBILIEBOH JIMHUH YesioBeka. HenoBeueckue aHTHTeNla XOPOLIO H3BECTHBI
B AaHHOM oOactu TexHuku (van Dijk, M A, and van de Winkel, J.G., Curr. Opin. Chem. Biol. 5
(2001) 368-374). UYenoBeueckue aHTUTENA TAKKE€ MOTYT OBbITh IMOJIYYEHBI B TPAHCTEHHBIX
JKUBOTHBIX (HANpUMep, MBbIIIAX), KOTOPbIE CIIOCOOHBI MPH WMMYHHU3ALHMH MPOAYLHUPOBATH
NOJIHBIHA pernepTyap WM BbIOPAHHBIC YEIOBEUECKHE AaHTUTENAa B OTCYTCTBHE SHIOTCHHOM
npoaykKuuu MMMyHOrnoOyiuHa. IlepeHoc reHermueckod HH(OpMALK HMMYHOTJIOOYJIHMHA
3apOJBILIEBON JIMHUHM YeJIOBEKA B 3apOABIIEBYIO JIMHHIO TAaKOH MYyTAaHTHOH MbIU Oyner
NPUBOAUTE K TPOAYKLUH YEIOBEYECKOrO AaHTUTENa NpPU AHTHUI€HHOH CTUMYJSIOUH (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). YernoBeueckue aHTUTENA TaKKe€ MOXKHO MOJydaTh u3 OuOnIMOTEeK (HaroBoro IUCILIES
(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 mony4eHUs] 4ENIOBEYECKUX MOHOKJIOHAJIBHBIX AHTHTEN TaK:Ke
IOCTYIHBI METONBI B cooTBeTCcTBHU ¢ rictounnkamu Cole, A, et al., Monoclonal Antibodies and
Anticancer Therapy, Liss, A.L., p. 77 (1985); u Boemer, P, et al, J. Immunol. 147 (1991) 86-
95). Kak y»e ynoMHHAJIOCh Uil TYMaHU3UPOBAHHBIX aHTHUTEJ COTJIACHO M300pETEHUI0, TePMUH
«YeJIOBEUYECKOE AaHTHUTENIO» IPU HCIOJb30BAHUM B HACTOSIIEH 3asBKE TAK)KE BKIIOYAET TaKUe
aHTUTENA, KOTOpble MOAM(UIMPOBAHBI B KOHCTAHTHOM Y4YacTKe IJIsi OOeCredeHUs! CBOICTB
COTJIACHO U300PETEHUIO.

[0069] CormacHO OOHOMY KOHKPETHOMY BapUaHTy pealM3alldd  HACTOSIIEro
u3o0perenus, mAb, KOTOPOE CONEPIKUTCS] B PEKOMOMHAHTHOM O€JTKe CITUSTHUS, TIPEAJIOKEHHOM B
HACTOsIIIEH 3as1BKe, COAEPIKUT MO MEHbIIEH Mepe OJHYy MyTaLUIO0 B JOMEHE Uiu y4dacTtke Fc.

[0070] Ilpenmonaraercs, YTO TEPMUH «PEKOMOMHAHTHOE YEJIOBEYECKOE AHTHTEJIO» IMPH
UCTIONIb30BAHUM B HACTOSLIEH 3asBKE BKJIIOYAET BCE YEJIOBEYECKHE AaHTUTENA, KOTOpbIE
NOJIYYEHBI, 3KCIPECCHPOBAHBI, CO3MaHbI WJHM BBIIEJICHBl C IOMOIIBI0 PEKOMOMHAHTHBIX
CHOCO0OB, TaKMe KaK aHTHUTENA, BbIIEJICHHbIC U3 KIETKH-XO031WHa, Hanpumep, kieTku NSO mmun
CHO, wmm w3 >KUBOTHOrO (HAampuMep, MBbIMH), KOTOPOE SIBJISETCS TPAHCTEHHBIM IS
YEeJIOBEYECKMX TI'€HOB  HMMMYHOTJIOOYJIMHOB, WJIM  aHTHUTENa, OSKCIPECCHPOBAHHBIE C
UCTIONIb30BAHUEM PEKOMOWHAHTHOTO BEKTOpa SKCIPECCHH, TPAHCHULMPOBAHHOTO B KIIETKY-
x03siHa. Takne peKOMOWHAHTHBIE UEIOBEYECKHE AHTUTENA COAEPKAT IMeperpyninupOBaHHBIE
BapuabenbHbIE U KOHCTAHTHBIE YYaCTKU. PeKOMOMHAHTHbIE YEJIOBEYECKHE AHTUTENA COTJIACHO
n300peTeHNI0 OBUIM TOIBEPTHYTHI in VivO COMAaTHYECKOW TrumepMyTanud. Takum oOpaszom,
AMHHOKHUCJIOTHBIE TOCIenoBaTeNbHOCTH y4dacTkoB VH m VL pekoMOMHAaHTHOrO aHTHUTeNa
NPEACTABISIIOT COOOH IMOCHENOBATEIbHOCTH, KOTOpPBIE HECMOTPS HA TO YTO OTHOCSTCS H

MPOUCXOIAT U3 mnocyuenosarenbHocTel VH m VL 3apoaplieBoil JUHUM 4Y€OBEKAa, MOTYT HE
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CYLLECTBOBaTh B MPHUPOAE B Ipeesax pernepryapa aHTUTEN 3apOJbIIeBON JUHUU 4YeIOBeKa in
Vivo.

[0071] CornacHO HEKOTOPHIM BapHaHTaM peajiu3alii U300PETEeHNs, TEPMHUHBI KKOTOPbIN
cBsizbiBaeTcsl ¢ yenoBedeckuM HER3», «koTopeiii crienu(puyuHO CBSA3BIBAECTCS C YEJIOBEYECKHM
HER3» umu «antuteno nporus HER3» sABasAlOTCA B3aMMO3aMEHSE€MBIMH U OTHOCATCA K
AHTUTETy, KOTOpOe crenn(UIHO CBsI3bIBaeTCs ¢ yesnoBeueckum antureHom HER3 co 3HaueHnem
KD, cocrapmsomum npumepro 4,81x0 moms/n mnm mmke, mpu 25°C. AdduHHOCTD
CBSI3BIBAHHUS ONPENENeTCs C MOMOLIBI CTAaHAAPTHOrO aHain3a CBs3biBaHUs npu 25°C, Takoro
KaK METOJ TOBEPXHOCTHOro ImiasMoHHOro pesoHanca (BIAcore®, GE-Healthcare Uppsala,
[IBeuns). Takum 00pa3oM, «aHTHTEJO, KOTOpOe CBsi3biBaeTcsi ¢ uenoBedeckuM HER3», mpu
UCIIOJIb30BAHUU B HACTOsIIEN 3asBKE OTHOCUTCS K AHTUTENY WJIM KOHKPETHOH ero 4acTy,
KOTOpasi CBsi3bIBaeTCsi ¢ denoBedeckuMm aHTureHoM HER3 ¢ adduHHOCTBIO CBSI3bIBAHHUS CO
sHavenneM KD B nuanasone 1,0x10™ moms/n1 - 1,0x10™° moms/n npu 25°C, 1 npennouTUTENbHO
co 3HaueHueM KD, cocraBnsirormum 4,81)('10 MOJTB/J1 vy Hike, pu 25°C.

[0072] CornmacHo apyromy acnekty, antureno npotuB HER3, copepikamneecs B
PEKOMOMHAHTHOM O€JIKe CIUSHHSI, ONMMCAHHOM B HACTOSINEH 3asBKE, CONEPIKUT BapuadeTbHbIN
yuactok Tspkenor nernu (VH) u Bapuabensablii yuactok serkoi nenu (VL). Cormacao onHOMy
BapPHAHTY pean3alui H300peTeHUs, aHTUTENO conepskut nocnenosarenbHocTd VH u VL B SEQ
ID NO: 2 u SEQ ID NO: 3 cooTBEeTCTBEHHO U OONafaeT OJHUM WM Oojee M3 CIeAyIOIINX
cBoiicTB: uHrubuposanue ocdopunuposannss HER3 B onyxosneBbIx kieTkax, HHTHOMPOBaHUE
dochopunmmnpoarnst AKT B OmyxosieBbIX KJe€TKaxX, MHrUOUpoBaHue cuUrHaiauHra depe3 ErbB3
(HER3) u nuarubuposanue nponudepalnu OnyxoiIeBbX KJIETOK.

[0073] CormacHo ogHOMY BapHaHTy peanusanuu uzodperenus, mAb mporus Her3,
NPEJIOKEHHOE B HACTOSIILEH 3asiBKE, COAEP’KUT AMUHOKHCJIOTHYI MOCJIEeN0BaTeNbHOCTh VH,
onucannyo B SEQ ID NO: 2:

Tsaxkenas uens:

[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 peanm3aimu uzodperenus, mAb mporus Her3,
MPENJIOKEHHOE B HACTOSILIEH 3asBKE, COAEPKUT aMHHOKHCIIOTHYH) MOCJIEN0BATENbHOCTh VL
nocnepoarenpuoctu SEQ ID NO: 3:

Jlerkas nenb:
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[0076] DIEMTQSPDS LAVSLGERAT INCRSSQSVL YSSSNRNYLA
WYQQONPGQPP  KLLIYWASTR  ESGVPDRFSG  SGSGTDFTILT  ISSLQAEDVA
VYYCQQYYST PRTFGQGTKV  EIKRTVAAPS  VFIFPPSDEQ  LKSGTASVVC
LLNNFYPREA KVQWKVDNAL QSGNSQESVT EQDSKDSTYS LSSTLTLSKA
DYEKHKVYAC EVTHQGLSSP VTKSFENRGEC (SEQ ID NO: 3).

[0077] CornacHO OZHOMY BapHaHTy peanu3auuu nzodperenus, anrurenao nporus HER3
COTJIACHO HACTOSIIIEMY H300PETeHHIO COAEPKUT 10 MeHblIeH Mepe oaHy Mmyrtauuio B Fc-
yuactke. COrjlacHO ApyromMy BapHaHTy peajH3allu H300peTeHHs, 3pejioe aHTUTEJIO MPOTUB
HER3 (T.e. ¢ OTCYTCTBHEM CHUTHAJBHOIO TMENTHAA) COMJIACHO HACTOSIIEMY H300PETEHHIO
COIEPKUT IO MEHbLIEH Mepe OAHY MyTaluul0 B amMuHOKuciorax 234, 239, 434 umm ux
KOMOMHAIMM, The, COMJIACHO JAPYTMM BapUaHTaM peaju3alii  H300peTeHUs, MyTaluu
AMUHOKHCJIOT BKJIOYWAIOT 10 MEHbIeH Mepe OAHY U3 CIEAYIOLIUX MyTaluid M0 TUIY 3aMeHBbI:
L234F, S239A, N434A wmm ux xoMmOuHaumio. CoOryjacHO APYroMy BapHaHTY peaH3alHuu
n300peTeHus, MyTalMu aMHHOKUCIOT 234 w/mwim 239 mopaBisitoT 3¢dexTopHble (QyHKINH
aarutena npotuB HER3. Cormacro npyromy BapuaHTy peaiu3aliy H300pEeTeHHs, MyTauus
AMHHOKHUCIIOTHI 434 yBEIMYNBAET BPEMsI IIOJTYBbIBEICHHSI aHTUTENA Y CyOBeKTa.

[0078] CormacHO HEKOTOPBHIM BapUAHTAM peau3alry U300pEeTeHus, OnHA WU OoJjiee
myTaimii B Fc-ygactke cHmxkarot 3¢dexropryro ¢pyHkumoo. CornacHO HEKOTOPBIM BapHaHTaM
peanmzanuu HM300peTeHMs, CHIDKEHHas H(QexTopHass (QYHKLUUS BKIOYAET CHIDKEHHYIO
apdunHOCT anTHTENa NpotuB HER3 nns omHoro mnu Gonee Fe peuentopos. Penentopsr FcR
moryT npencrasisTh coboit FcyRI, FeyRIla, FeyRIIb, FeyRIlla (158F), FeyRIIla (158V) u Clq.
CornmacHo HEKOTOPBIM BapHaHTaM pealu3aluu  U300peTeHus, CHWXKEeHHas apQPUHHOCTD
BKJIFOUAET MOBBIIIEHHE KOHCTAHThl AUCCOLMALMM TPUMEPHO Ha 1 MOPAAOK BEIUYMHBI WU
6osee. CornacHO HEKOTOPBIM BapHaHTaM peau3alui H300peTeH s, BBEICHNUE OIHOM Wik Ooee
mytauuii Fc nmosbimaer KD anturena mporuB HER3 conmepiamero ero ciauroro Oenka B
orHowenun FcyRI or 2,81x10° M go 1,03x10® M. Cormacho HEKOTOPBIM BapUaHTaM
peanuzanuu M300peTeHMs, BBEASHHE OMHON miau Oojee mytauuu Fc moseimaer KD anturena
nporus HER3 coxepsxammero ero cimroro Gemka B otromexnn FcyRIla or 3,95x107 M go
1,35x10°M. Cornacro HEKOTOPBbIM BapUAHTaM pean3allii U300peTeHNs, BBEICHHE OHOMN M
oonee mytauwmii Fc moseimaer KD anturena nporus HER3 conepskamero ero ciuroro Oenka B
orHomennu FcyRIIb or 1,03x107 M mo 1,52x10° M. Cornacho HEKOTOPBIM BapUaHTaM
peanu3anuu M300peTeHrs, BBEASHUEe ONHOUN mian Oojee mytaumii Fc moseimaer KD anturena
nporus HER3 comepskamero ero cimroro 6enka B otHourennn FeyRIIIa (158F) ot 6,37x10° M
10 1,18x10”7 M. Cormacso HEKOTOPBHIM BapHaHTAM PeaM3alUy U300pETeHHs], BBEACHUE OIHOM
win Oonee myraumii Fc moeeimaer KD antutena mporus HER3 copepkammero ero ciuToro
Gexnka B orHomenmu FeyRIITa (158V) ot 3,41 x10° M 10 9,10%10°* M.

[0079] CornacHO HEKOTOPHIM BapHaHTaM peaJH3alMU H300pETeHHs, aHTUTENO MPOTHB
HER3 wnmu copepkammii ero pekOMOMHAHTHBIN ciuTelii Oenok cBs3piBaeTcst ¢ FeyRI ¢
paBHOBECHOH KoOHcTaHTOH muccormanun (KD), npessimaromeii wmi pasroit 1,03x10° M.

CorymacHO HEKOTOPBIM BapHaHTaM peaju3aluu uzo0pereHusi, anrureno npotuB HER3 wmm
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COZepPIKALINI ero peKOMOMHAHTHBIA CIUTBIM O€JNOK COnep KUT oAHy miu Oonee myrtanuii Fc u
cesasbiBaercs ¢ FeyRIla ¢ KD, npesblmaroneil ninu paBHOU 1,35x10° M. Cornacso HEKOTOPbIM
BapHaHTaM peaju3aluu u3o0pereHus, aHtureso nporus HER3 wnu conmepskammii  ero
PEKOMOMHAHTHBIN CIUTBIA OENOK COAepKUT OAHy Wiu Oonee myrtauui Fc u cBssbiBaeTcs c
FcyRIIb ¢ KD, npesslmatonieii uinu pasHon 1,5 x10°® M. Cornacro HEKOTOPBIM BapHUaHTaM
peanmmzarnuu uzobperenusi, antuteno npotuB HER3 wnu conmeprkamuii ero pekoMOWHAHTHBIN
CIUTBIN OeNoK conepkut oany miu Oonee myTaumii Fc u cesizpiBaercst ¢ FeyRIIIa (158F) ¢ KD,
MIPEBBIIAOIIECH WIM PaBHOU 1,18x107 M. CornacHo HEKOTOPbIM BapUaHTaM peaau3anuu
u3obperenus, anrureno nporus HER3 winn coneprkamuii ero peKOMOWHAHTHBIA CIUTBIN OeJIoK
comepxut onHy wiu Oonee mytauuii Fc u csaspiBaercs ¢ FeyRIlla (158V) ¢ KD, npespiatomeit
Wi paBHO# 9,10x10™ M.

[0080] Tepmun «3ddextopras GyHkuus (GYHKUMM) aHTHTENA» TPU UCIOJIB30BAHUU B
HACTOsIIIEH 3asiBKE€ OTHOCUTCS K QyHKUMH, ocymecTsisiemoi Fc yuactkom (yuactkamu) Ig. Ha
TaKyr (YHKIHIO MOXKET BJIHSATDH, HAIPUMEp, CBsi3bIBaHUE 3 dekTopHOro yyactka (yuactkos) Fc
¢ Fc-penentopoM Ha WMMYHHOU KieTke, oOjanaromeldi (haromuTUYeCKONH WM JUTHYECKOU
aKTUBHOCTBIO, WJIM CBs3biBaHHE 3(dexkTopHOro yuacrka (ydactkoB) Fc ¢ kommoHeHTamMu
CHCTEMBbI KOMITJIEMEHTA.

[0081] CornacHo oHOMY BapHaHTy peanusanuu nzodperenus, antureno nporus HER3
HE BBI3BIBAET AHTUTENIO3aBHCUMYIO KJIEeTOUHyl0 nuToToKkcmuHocTh (A3KL)). Tepmun
«aHTUTENO3aBUCUMAsl  KierouHas 1uroTokcnyHocth (A3KIL[)» oTHocuTcss K JH3HCY
YEJIOBEUECKUX  KJIETOK-MULIEHEH, BBI3BAHHOMY AHTHTEJIOM COTJIACHO M300pETeHHI0 B
NPUCYTCTBUH 3((PEKTOPHBIX KIETOK.

[0082] CormacHO OXHOMY BapHaHTy peanu3aludl H300PETEeHUs, aHTUTEJIO COIJIACHO
N300pETEHUIO SIBJISIETCS TIIMKO3MINPOBAHHBIM. COIJIACHO HEKOTOPBIM BapHAHTAM PEaTU3aALUH
n300peTeHus], TIMKO3WINPOBAaHUE TMpencTraBiier coOoii N-rnmkosmnuposanue. CoriacHo
APYTUM BapuUaHTaM peaju3alud U300pEeTeHus, TIMKO3WINPOBAHME MpencraBysieT cobor O-
TJTUKO3MITUPOBAHHE.

[0083] B kxoHTeKCTe PeKOMOMHAHTHOTO CJIIMTOrO OejKa, MPEINIOKEHHOrO B HACTOSIIEH
3asiBK€, U B COOTBETCTBHUH C HACTOSLIUM H300pETEHHEM, AHTHUTENA, BXOMSIIHE B COCTaB
PEKOMOMHAHTHOTO OeNKa CIUSHUS, MOTYT OBITh TOJYYEHbl C MOMOINBI) PEKOMOMHAHTHBIX
MeTooB. Takue MeTOo/Ibl ITUPOKO U3BECTHBI B TAHHOW 00JIaCTH TEXHUKH U BKIIFOYAIOT OEJIKOBYIO
SKCIIPECCHI0 B TMPOKAPUOTHYECKUX WM OYKAPHUOTHUECKHUX KIETKaX C IOCIEAYIOINUM
BbIEJICHUEM TIOJMIIENTHAA AHTHTENAa W, KaK MPaBHJO, OYUCTKOW 10 (apMaleBTUIECKH
npUeMJIeMON CcTeneHH 4YHUCTOThL. [[mst OenKoBOH SKCIPECCHU HYKJIEHHOBBIE KHCIOTBHI,
KOIMPYIOIINE JIETKYI0 W TSDKENYK I[eMd WM HX (ParMeHTbl, BCTPAMBAOT B BEKTOPHI
SKCIIPECCUH C MOMOINBI0 CTAHAAPTHBIX METOMOB. DKCIPECCHIO OCYINECTBIISIOT B MOIXOMASIINX
NPOKAPUOTUYECKUX HIIM SYKAPHOTHUECKUX KIIETKax-Xo3seBax, Takux kak kiaerku CHO, xnetku
NSO, xnerku SP2/0, xnerku HEK293, knerku COS, knerku apoxokei win E. coli, u antureno
BOCCTaHABJIMBAIOT M3 YKAa3aHHBIX KJETOK (U3 CyNepHATaHTa WM MOCJe KJIETOYHOTO JIM3HCA).

PexomOuHaHTHAs MIPOAYKLUSA aHTUTEJT XOPOIIO U3BECTHA COTTIACHO YPOBHKO TEXHUKH U OIMUCAHA,
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Hanpumep, B 0030pHbIX craThsix 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. Anturena MOryT NpUCYTCTBOBATh B LIEJbIX
KJIETKaX, B KJIETOYHBIX JIM3aTaxX WJIM B YACTHYHO OUYWIIEHHOHN WJIU IO CYLIECTBY YUCTOH (popme.
O4uCTKYy OCYIIECTBJSAIOT IJIsl YCTPAHEHUS NPYTUX KJIETOUHBIX KOMIIOHEHTOB WJIM JPYrUX
NpUMECei, HampuMmep, OPYTUX KJIETOYHBIX HYKJIEMHOBBIX KHCJIOT WM OENKOB, C MOMOLIBIO
CTaHIAPTHBIX METOJIOB, BKJIOYAsi KOJIOHOUHYIO XpOMAaTOrpaduo 1 Apyrue XOpomio U3BECTHHIE B
naHHOM obOnactu TexHUkH Meronsl (cM. Ausubel, F., et al, ed. Current Protocols in Molecular
Biology, Greene Publishing and Wiley Interscience, New York (1987)). Dxcnpeccusi B kjieTkax
NSO onucana, Hanpumep, B ucroununke Barnes, L.M., et al, Cytotechnology 32 (2000) 109-123;
Barnes, L.M., et al, Biotech. Bioeng. 73 (2001) 261-270. BpemeHHass 3KCIpecCcHsi OINUCAHA,
Hanpumep, B ucrounuke Durocher, Y., et al, Nucl. Acids. Res. 30 (2002) E9. Knonuposanue
BapuadepHBIX TOMeHOB omucano B ucrounnkax 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. IlpennouyrurenbHas cUCTEMA
BpeMeHHoH skcnipeccun (HEK 293) onucana B ncrounukax Schlaeger, E.-J. u Christensen, K.,
Cytotechnology 30 (1999) 71-83, u Schlaeger, E.-J., J. Immunol. Methods 194 (1996) 191-199.
MOHOKJIOHAJIbHBIE aHTHTEIA TOIXOMSIIUM O0Opa3oM OTHENSIOT U3 KYyJbTYpPaJdbHOW Cpenbl C
MOMOIIBI0 CTAHJAPTHBIX MPOLEAYP OYHCTKH HMMMYHOTJIOOYJIMHOB, TaKWX Kak, HampuMep,
OUYHCTKA C TIOMOIIBIO CBSI3aHHOH ¢ OenmkoM A cedaposbl, THAPOKCHATIATHTHAS XpoMaTorpadusi,
renb-3sekrpodopes, auanmu3 unn apdunHas xpomarorpadusa. JJHK u PHK, xommpyromme
MOHOKJIOHAJIbHbIE AHTUTENA, JIETKO BBIACJSIOT U CEKBEHUPYIOT C IOMOINBIK) CTaHAAPTHBIX
nporenyp. [ MOpraOMHbIE KJIETKH MOTYT CIYXKUTh B KadecTBe ncrtouHnka Takux JJHK u PHK.
ITocne Bbigenenuss JIHK MoOXHO BCTpauBaThb B BEKTOpPBI OKCIPECCUH, KOTOPBIE 3aTeM
TPaHCHULUPYIOT B KJIETKU-XO3seBa, Takne kak kjerku HEK 293, knerku CHO wnm knetku
MHUEJIOMBI, HE MPOAYLMPYIOIIUE B APYroM ciaydae OeOK MMMYHOTJIOOYJIUH, ISl JOCTUKEHHUSI
CHHTE3a PEKOMOMHAHTHOT'O MOHOKJIOHAJIBHOTO aHTHTEJIA B YKa3aHHBIX KJIETKAX-X035€BaX.

[0084] BapuaOenbHble IOMEHBI TSKEJOW W JIETKOW LEMH COMJIAaCHO W300PETEHHIO
OOBEAMHSIIOT € TOCIENOBATEIBHOCTIMU IMPOMOTOPHOTO y4YacTKa, y4YacTKa WHUIHALIH
TPAHCJISILIUY, KOHCTAHTHOTO  y4acTKa, 3'-HETpaHCIUPYEMOrO  Yy4acTKa, y4acTKa
MOJIMAICHUJTUPOBAHUSI W TEPMUHAIIMK TPAHCKPUIIMK C 0Opa3OBaHUEM KOHCTPYKTOB BEKTOpA
skcrpeccud. KOHCTPYKTBI 3KCMPECCUU TSDKEIOW M JIETKOW IeNU MOXKHO OOBEAUHSITh B OJUH
BEKTOp, KO-TpaHCHUIMPOBATH, MOCIEIOBATEIbHO TPAaHCHULUUPOBATH WU  Pa3AEIbHO
TpaHCUIIMPOBATh B KJIETKU-XO035€Ba, KOTOPBIE 3aT€M CIUBAIOT C TMOJIyYEHUEM ONHON KIIETKH-
XO035IMHA, SKCIPECCUPYIOLIeH 0be Lemnu.

[0085] OueBHAHO, YTO aHTHUTENA BBOAST CYOBEKTY B TepamneBTHUECKU 3((HEeKTHBHOM
KOJIMUECTBE, KOTOPOE MpPENCTaBisieT COOOW KOJHMYECTBO HWHTEPECYIOIEro COSNUHEHUS WJIH
KOMOMHaMK, KOTopasi OyAeT BbI3bIBATh OHMOJOTHYECKHA WU MEIULMHCKHA OTBET TKAaHH,
CHUCTEMBI, >XUBOTHOTO WJIM YEJOBEKa, HCKOMBIN HCCIEAOBATENEM, BETEPUHAPOM, JIeHaIUM

BpauOM HJIU APYTHUM KIIMHHULUCTOM.
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Pexombunanmmustii caumesiil 6eox - Heiipezynun

[0086] CornmacHo OmHOMY BapHWaHTy pealu3alui H300pPETeHHs, PEKOMOMHAHTHBIN
CIUTBIN O€JIOK, IPEANIOKEHHBIN B HACTOsIIEH 3asBKe, conepkuT GpparmeHT Oenka NRG-1. benku
NRG wmoryr cesseiBaTbesi ¢ peuentopoM ErbB4 Ha mOBepXHOCTH KJIETOK MHOKapJa,
HEeNpepbIBHO akTUBUPOBaTh cUrHaibHbIN yTh PI3K/AKT B kyieTke v MEHSATh CTPYKTYPY KJIIETOK
MHOKapAa, yIy4iiasi TakuM o0pa3oM QyHKLUNIO KJIETOK MHOKapAa.

[0087] ITpu ucnonb30BaHNHU B HACTOsIIEH 3asBKke, «Helperynun» win «NRG» oTrHOCHTCS
Kk OenkaMm WM TeNnTuAaM, KOTOpPbIe MOTYT CBsi3bIBaTh U akTuBupoBaTh ErbB3, ErbB4 mmm ux
reTepoMMeEpbI I TOMOIMMEDBI, U BKJIOUaeT u3odpopmsl HeiperynuHa, EGF-nonoOHbli nomMeH
HelperynuHa, nonunentuabl, conepkamue EGF-nonoOHbI fOMeH HelperyinHa, MyTaHThI U
NPOM3BOIHBIE HEMPETyJINHA U JFO0O0N TUIT HEHPETYJIHMH-TOAOOHBIX T€HHBIX MPOAYKTOB, KOTOPbIE
MOTYT aKTHBHUPOBATh YyKa3aHHbIE BbIE pernentopbl. HelperyianH Takke BKIOYaeT O€JKH,
nentuasl, pparmentsl u coenuHeHnss NRG-1, NRG-2, NRG-3 u NRG-4, koropsie 00nanaroT
¢yHkumsmu  HeiiperynuHa.  COMIacHO — MPENNMOYTHTEIBHBIM  BapUaHTaM  pPeaTU3aLiH
n300peTeHys], HEHPETyJIMH MPeACTaBIsieT cO00i OeIOK MM MEeNTHA, KOTOPBII MOXET CBS3bIBATH
u  axktuBupoBaTh rerepoaumMepsl  ErbB2/ErbB4 unu  ErbB2/ErbB3, B kauectse
HEOTPAaHMYHUBAIOIIETO MPUMEpPa, MENTHABl COTJIACHO HACTOSINEMY H300PETEHHI0 BKIFOYAOT
¢dparment u3odopmel NRG-1B2, T.e., pparment u3z 177-237 aMUHOKHUCIIOT, KOTOPBIA COOSPKUT
EGF-nonoOHbIi OMEH, HMMEIIUN CIeIYIOIY aMUHOKUCIOTHYIO TIOCIeNOBATEIbHOCTD:
SHLVKCAEKEKTFCVNGGECFMVKDLSNPSRYLCKCPNEFTGDRCQNYVMASFYKAEE
LYQ (SEQ ID NO: 4). NRG 0enku corjlacHO HacTosieMy H300pETeHHIO MOTYT aKTHBHPOBATh
yKa3aHHbIE BBIIIE PELENTOPbl U PEeryJupoBaTh WX OHOJOrHYeckue (QYHKLUH, HAIpUMep,
CTUMYJIMPOBaTb CHUHTE3 AlLETUIXOJIMHOBBIX PELENTOPOB B CKEJIETHBIX MBIIIEYHBIX KIJIETKAX,
CTUMyJIMpOBaTh U(GQEepeHIPOBKY M BBUDKMBAEMOCTb KapauomuonutoB u cuHtes JIHK.
CneunanucraM B JaHHOH O0JacTH TEXHUKH XOPOLIO M3BECTHO, YTO MyTalMs OXHOH
AMHHOKHUCJIOTHI B HEKDUTHYHOM Y4aCTKe B LIEJIOM He OyIeT MEHATb OMOJIOTMYeCKYI0 aKTHBHOCTb
NIOJIY4€HHOTO B pe3yJsibTare Oenka wiu nonunentuaa (cm., Hanpumep, Watson et al., Molecular
Biology of Gene, 4th Edition, 1987, Bejacmin/Cummings Pub.co.,p. 224). benku NRG cornacuo
u300peTeHNI0 MOTYyT OBITh  BBIACJEHBI W3 MNPUPOAHBIX HCTOYHHKOB, MOIYT OBIThH
MOIU(HUIMPOBAHBI MOCPEICTBOM TEXHOJOTHIA PEKOMOHMHAIIMHN, HMCKYCCTBEHHOTO CHHTE3a HIIU
OPYTHUX CIOCOOO0B.

[0088] Ilpm wuCHOMB30BAaHWUU B HACTOSINEH 3asBKe «IMOMOOHBIN SMUAEPMATHHOMY
¢akropy pocra nomen» unn «EGF-nonoOHBIN 1OMEH» OTHOCUTCS K (pparMeHTy MOJHIENTH/A,
3aKOIMPOBAHHOMY I'€HOM HeWperyJinHa, KoTopblil cBsi3biBaeT U aktuBupyetr ErbB3, ErbB4, unu
€ro reTepoarMephl WIIM TOMOANMEPHI, BKJItoUas rereponumepsl ¢ ErbB2, u crpykrypHO nonodex
cssbBaromemMy peuentop EGF ydactky, kak ommcaHo B MexayHapomHoi mybnukaiun WO
00/64400, Holmes et al., Science, 256:1205-1210 (1992); natentax CIIIA Ne 5 530 109 u 5 716
930; ucrounukax 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); nu mexnaynapoxnHoii nyomukauuu WO 97/09425, coneprkaHue
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KOTOpBIX IOJHOCTBIO BKJIIOYEHO B HACTOALIYIO 3asBKYy MOCpeAcTBOM ccblUiku. (CormnacHo
KOHKPETHBIM BapuaHTaM peanuzauuu uzodperenns, EGF-nonoOHbI 1OMEH CBS3bIBA€T U
aktusupyer rerepoaumMepel ErbB2/ErbB4 wunu  ErbB2/ErbB3. CornacHO KOHKpPETHBIM
BapHaHTaM peanu3auuu mn3ooOperenus, EGF-nmogoOHbII AOMEH COAEPKUT aMUHOKHCIOTHYIO
NOCJIEIOBATENbHOCTE  pelentop-cesasbiBaromiero  gomeHa NRG-1. CormacHo HEKOTOpPBIM
BapuaHTam peanusauuu nzodperenusi, EGF-monoOHbIl TOMEH OTHOCHTCS K aMHHOKHCJIOTHBIM
ocratkam 177-226, 177-237 wumum 177-240 NRG-1. CornacHO KOHKPETHBIM BapHUaHTaM
peammzatu  u3obperenus,  EGF-mogoOHBIE ~ TOMEH  COAEPKUT  aMHUHOKHCIIOTHYIO
MOCJIEIOBATENIBHOCTD  PELIENITOP-CBSA3bIBAIOINErO JoMeHa HeiiperynuHa-2 (NRG-2, Taxxke
U3BeCTHOrO B naHHOW oOmactu TexHuku kak DON1, HRG2 u NTAK). CornacHO KOHKPETHBIM
BapuaHTtaM peanu3auuu  uszobOperenus, EGF-nogobubiii  momen NRG-2  comepkut
MOCJIEI0BATENBHOCTD HARKCNETAKSYCVNGGVCYYIEGINQLSCKCPNGFFGQRCL
(SEQ ID NO: 15). CornacHO KOHKpETHbIM BapuaHTaM peanmsanuu u3odperenus, EGF-
NOJOOHBIN TOMEH COAEPKUT AMUHOKHCIIOTHYIO TOCIIENOBATENbHOCTD PELEITOP-CBS3bIBAIOIIETO
nomeHa HeriperynuHa 3 (NRG-3, Takke u3BecTHOTrO B maHHOU obnactu TexHukd kak HRG3 u
npo-NRG3). CornacHo KOHKpEeTHBIM BapuaHTaM peanusanuu m3odperenus, EGF-nonobHbIi
JTOMEH NRG-3 COAEPKUT MOCJIEA0BATEIBbHOCTD
HFKPCRDKDLAYCLNDGECFVIETLTGSHKHCRCKEGYQGVRCD (SEQ ID NO: 16).
CorymacHO KOHKPETHBIM BapHaHTaM peanm3anuu  mu3o0perenusi, EGF-momoOHBIA moMeH
COMEPKUT  AMUHOKUCJIOTHYIO  IOCIE€NOBATENIbHOCTb  PELENTOP-CBA3BIBAIOIIEIO  JOMEHA
HeriperynuHa 4 (NRG-4, Taxxe u3BecTHOro B naHHoi obnactu texHuku kak HER4). Cornmacuo
KOHKPETHBIM BapuaHTaMm peanusauuu m3ooperenusi, EGF-nmonobusiit nomen NRG-4 comepxut
nocaenpoBaTresbHocTh  HEEPCGPSHKSFCLNGGLCY VIPTIPSPFCRCVENYTGARCE (SEQ
ID NO: 17). CornacHO KOHKpPETHbIM BapHaHTaM peanuzauuu u3odperenus, EGF-nmonoOHbIit
JIOMEH COZEP>KUT aMUHOKHCIOTHYI0 nocienosarenbHocTh 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), xak onucaHo B
nateHnTe CIIIA Ne 5 834 229,

[0089] CormacHo oOnmHOMY BapuaHTy peanusauuu u3zoOpereHus, Oenok NRG-1,
NPEACTABICHHbIH B PEKOMOMHAHTHOM Oe€JIKe CJIMSHUS, OINHMCAHHOM B HACTOSINEH 3asiBKe,
npencrassier codoit msopopmy NRG-132a.

[0090] CormacHO HEKOTOPHIM BapHaHTAM peaTH3aluu  U300peTEeHHs, aKTHUBHBIN
¢parmenT NRG-1 copepskut cesizpiBaromuii nomeH ERBB3/4. CornacHo npyromy CBsI3aHHOMY
BapuaHTy peamm3anuu u3zodOpereHus, NRG-1 cBs3bBaeTcs M MHAYLUPYET CUTHAIHHL 4Yepes3
ErbB4 (HER4). CornacHo npyruMm BapuaHTaMm peanusannu uzodpereHusi, mAb uHrubOupyer
curHamuHr NRG-1 uwepes ErbB3 (HER3). CormacHO HEKOTOpPBIM BapHaHTaM peaTH3aluu
n300peTeHus:, akTUBHBIN OenkoBbIil pparmeHT NRG-1 coneprxur aktuBHbIN 1oMeH NRG-1.

Pexkomounanmmustit ciumotil 6enox - Komnozuuuu

[0091] CornacHO OmHOMY BapHaHTy peanu3alud H300pETeHUs, B PEKOMOWHAHTHOM
Oenke CIUSHUSA, ONMMCAHHOM B Hactosiuei 3asBke, NRG-1 ciut ¢ C-KOHLIOM TSDKENON Ienu

anturena npotus HER3 ¢ ucnons3osanuem nunkepa. CormacHo Ipyromy CBs3aHHOMY acIeKTy,
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NRG-1 mpucoenuneH k nuHkepy 4epe3 mepByro (1-yio) amuHokuciory Ha N-konme NRG-1,
KOTOpasi, COTJIACHO OJHOMY BAapUaHTy peaqu3aludl H300peTeHus, NPeACTaBiIsieT CoOoit
amuHOkucnory cepuH (S wmu  Ser). KoHKpeTrHbII peKOMOMHAHTHBIM CIUTBIA  OEIoOK,
UCTIONBb3YEMBIH B HACTOSIIIEM H300PETEHUH, MOKET ObITh HEOOs3aTeIbHO MOIYUEH MIIM CO3/1aH C
HIOMOIIBIO JIFOOOTO METOZa, U3BECTHOTO B AAHHOW OONACTH TEXHUKH (BKJIIOYAs MOJyYEHUE H3
KOMMEpUYECKHUX HCTOYHMKOB). Hampumep, mnocnenoBaTeIbHOCTH HYKJIEHHOBBIX — KHCIIOT,
KOIUPYIOIINE COOTBETCTBYIOIIMI KapKac aHTHTENa, HeO0Os3aTeIbHO KIOHUPYIOT U JIMTUPYIOT B
COOTBETCTBYIOLIME  BEKTOPbI  (HampuMep, BEKTOPbI  HSKCOPECCHM,  HAampumep,  IJIs
NPOKAPUOTUYECKUX MM 3YKApPUOTHYECKHX OpraHu3MoB). Kpome TOro, mocienoBaTelbHOCTH
HYKJIEMHOBBIX ~KHCJIOT, Koaupyromue Moyekyny uszohopmbl NRG-1B2a, Heobsi3aTenbHO
KJIOHUPYIOT B TOT 7K€ BEKTOP B COOTBETCTBYIOLICH OPUEHTALMH U TOJOXKEHUU TaKUM 00pazoMm,
9YTOOBI 3KCIPECCUs] C BEKTOpa MPUBOAWIA K MOJYYCHUIO CIMTOrO Oejika aHTHTENO-u30(opma
NRG-162a. [insg HEKOTOPBIX HEOOS3aTENbHBIX BAPHUAHTOB pEATHU3ALUN H300pPETEHUS TaKKe
TpeOyeTcsi MOCTIKCIPECCUOHHAsT Moaudukanus, Harnpumep, cOopka CyOBeIWHHUI aHTHTENA.
MeTonpl U ypOBEHb TEXHUKU JIsl YKA3aHHBIX BbIME (M MOJOOHBIX) MAaHHIYJISILUN XOPOLIO
W3BECTHBI CIIELMAINCTaM B HaHHOH obOnactn. Hannexamuye HWHCTPYKUMH MOXHO HAWTH,
HampuMep, B clenyrmux ucrodHukax: 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 npenmnpusitue mexay Greene Publishing Associates, Inc. u John Wiley & Sons, Inc.,
noronHeHo B xoze 1999). CornmacHO HEKOTOPBIM allbTEPHATHBHBIM BapHAaHTAM pean3aluu
uzobpereHusi, nomeH anturena u usopopmy NRG-182a cobuparor mnocne >Kcnpeccuu
IIOCPENCTBOM, HAINPUMEpP, XMUMUYECKHX CrocoOoB. COrnacHO OAHOMY BapUaHTy pealu3aluu
u300peTeHus,  Hacrosimee — u3o0peTeHMe — oOecreYMBaeT — KOMIIO3UIHMIO,  HampHMep,
(hapMaeBTHUYECKYI0 KOMITO3HUIIMIO, COAEPIKAIIYI PEKOMOWHAHTHBIA CIMTBHIH O€JIOK COIJIaCHO
HACTOSIIEMY U300PETEHHIO.

[0092] CormacHO OZHOMY BapHAHTy peaTH3alUuUd H300PETeHUs, PEKOMOMHAHTHBIN
CIUThIA  Oenok  ctumysupyer  nposudeparuo, aAu(GHEepeHUUpPOBKY U BBDKHBAEMOCTb
kapauoMuonuToB. COrTacHO APYroMy BapUaHTy peaju3alliu M300peTeHus, peKOMOWHAHTHBIM
ciuThId Oenok crumyiupyer mnponupepaunto, auddepeHunpoBKY U BBDKHBAEMOCTb KJIETOK
cepnevyHoi TkaHu. COTJIaCHO ONHOMY BapHAaHTy peau3aluud U300peTeHHs, PeKOMOWHAHTHBIMN
ciuTeli  Oenok  cTuMmysupyer  nposudepanuo, Au(GHEpeHUUpPOBKY U BBDKHBAEMOCTH
KapIMOMHOLIUTOB 0€3 CTUMYJSIIMU paka WM omyxojeBoro pocra. CoriacHo apyromy
BAPUAHTy pealn3alud H300pETeHUs, PEKOMOWHAHTHBIA CIUTBIH OENOK CTUMYJHPYET
npoiudepaunto, auddepeHIUPOBKY H BBDKHUBAEMOCTb KJIETOK CEpIeYHONW TKaHU 0Oe3
CTHMYJISILIUH PaKa MM OMyXOJIEBOTO POCTA.

[0093] CoriacHO OTHOMY BapUaHTy peali3aliuyd H300PETeHUs, paK MPEACTaBIsieT COOOM
aapeHokopTukaibHyto  kapuuHomy,  CIIM/[-accouumpoBannbie  Tumnbl  paka, CIIM/I-
ACCOLIMUPOBAHHYIO JTHUM(pOMY, aHAJIBHBIN PaK, aHOPEKTAJIbHBIN PaK, PaKk aHAJIBHOIO KaHaja, pak

anmneHaAukKCa, ACTCKYHO aCTpPpOLUTOMY MO3KECUKA, 6a3aJ'IbHO-KJ'IeTOLIHYIO KapuuHOMY, paK KOKHU
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(HeMenaHOMHBII), paK MeYeHH, paK BHETIEUEHOYHOr'O JKeTYHOTO TPOTOKA, PAK BHYTPUIIEYEHOYHOTO
JKEJTYHOTO MPOTOKA, PAK MOYEBOTO Iy3bIPsi, PAK MOYEBBIIEIUTEIBHON CUCTEMbBI U MOYEBOIO My3bIPS,
pak KOCTU U CyCTaBOB, OCTEOCAPKOMY M 3JI0Ka4E€CTBEHHYIO (PUOPO3HYIO MMCTOLMTOMY, PaK MO3Ta,
OMyXOJb MO3ra, INIMOMY CTBOJIa MO3ra, acTPOLIUTOMY MO3KE€UYKa, ACTPOLIUTOMY TOJIOBHOIO
MO3ra/3JI0KAY€CTBEHHYI0 [JIMOMY, JIEHAMMOMY, MENyJuIo0NacToMy, CyIpaTeHTOPHUANIbHbIE
IIPUMUTHUBHBIE HEHPOSKTOAEPMAJIbHBIE OMYXOJH, IVIMOMY 3PUTENBHOIO IMyTH U TUIOTAJaMyca,
paK MOJIOUHOM KeJie3bl, OpOHXHAIbHbIE aAEHOMbI/KapLMHOUABI, KAPAUMHOUAHYIO OIyXOJb, PaK
JKEJTyTOYHO-KUIIEUHOTO TPaKTa, pPaK HEPBHOH CHCTEMbI, JHUM(POMY HEPBHOH CHCTEMBI, paK
LIEHTPAJIbHOW HEPBHOM CUCTEMBI, JIUM(POMY LEHTPAIbHONH HEPBHOW CHCTEMBI, PaK IIEWKH MATKH,
JIETCKHe THIbl paka, XPOHHYECKUH JTUMQOLUTAPHBIA JIEHKO3, XPOHUYECKUI MHEOUIHbIA
JEeWK03, XPOHMYECKHE MHUENONPOU(EepaTHBHbIE PACCTPONCTBA, pPaK MpPSIMOW  KHIIKH,
KOJIOPEKTAJIbHBIA paK, KOXHYI0 T-kjaerounyr JsuMdoMy, oOmyxosb JUMGOHIHONH TKaHH,
¢byHronnHeIil MuK03, cuHApoM Ce3apH, pak HIOMETPHs], PaK MHUINEBONA, SKCTPAKPAHHUAIBHYIO
F€PMUHOTE€HHYIO ONyXOJlb, BHETOHAJHYK) T€PMHUHOIEHHYHK) OIyXOJlb, PaK BHENEYEHOYHOI'O
JKEJTYHOTO MPOTOKA, PaK IJa3a, WHTPAOKYISIPHYIO MEJaHOMY, PETHHOOJIACTOMY, paK »KETYHOTO
Ny3bIpsi, JKENYAOYHBbIA pak (pak >Kenyaka), KapUUHOHIHYIO OMyXOJb >KENyJOYHO-KHIIEYHOTrO
TpakTa, CTPOMAIBHYIO OMyXonb kenymouHo-kumeyHoro Tpakta (COXKKT), repmuHOreHHYyIO
OIyXOJb, SMOPHOHAIBHO-KJIETOUHYIO OIMYXOJb SIMYHUKOB, ME€CTALMOHHYIO TPO(OOIACTHUECKYIO
OIyXOJIb, TJIMOMY, paK TOJIOBBI M UIEH, IelaTOKJIETOYHBIA pak (pak MEeYeHH), XOMKKUHCKYIO
auMboMy, TUNo(papUHreanbHbli pak, MHTPAOKYJSPHYIO MENaHOMY, pakK IJa3a, OIMyXOJu
OCTPOBKOBBIX KJIETOK (3HIOKPHHHBIX KJIETOK IODKENYAOYHON skenesbl), capkomy Kamommm, pax
NOYKHY, TMOYEYHBbI pak, paK MO4YeK, pak TOPTaHH, OCTPbIA JTUMQOONACTHBIN JEHKO3, OCTPBIN
MUENOUAHBIA JIEHKO3, XPOHHUYECKUH JHUMQOLUTAPHBIA JIEHKO3, XPOHUYECKUI MHEIOUIHBIN
JIEHKO03, BOJIOCHCTO-KJIETOYHBIN JICHKO3, pak T'yObl M pOTOBOM MOJIOCTH, PAaK MEYEHH, PAK JIETKOro,
HEMEJIKOKJIETOUHBIH PaK JIErKOro, MeJKOKJIeTouHbll pak Jjerkoro, CITHM/I-accounnpoBaHHYIO
TUM(POMY, HEXOIUKKUHCKYIO JIUM(POMY, TIEPBUUHYIO JUM(OMY LEHTPaIbHON HEPBHOM CHCTEMBI,
MakpornoOynuHeMur0 Banpaencrpema, MenysuiodiacToMy, MeJaHOMY, HHTPAOKYJISPHYEO
MeJaHOMy (MeJaHOMy TJla3a), KapUMHOMY U3 KJIETOK Mepkens, 3JI0Ka4YeCTBEHHYIO
ME30TEeNNOMY, ME30TEINOMY, METACTaTUYECKUI TUIOCKOKIJIETOYHBIN pak IIEeH, paK pTa, paK si3blka,
CHH/IPOM MHO>KECTBEHHOW SHIIOKPHHHOHN HEOILIa3UH, (YHIOMTHBIA MUKO3, MUEJIOUCTUIACTHIESCKIE
CHHIPOMbBI, MHEJOIUCILIACTHYECKIE/MUENONponudepaTuBHble  3a00NEBaHMs, XPOHHYECKUH
MHUEJIOUHBIN JIEUKO3, OCTPbIA MHUEJIOUIHBINA JICMKO3, MHOKECTBEHHYI0 MHUEJIOMY, XPOHUUYECKUE
MuenonponrdepaTuBHbIE PAaCCTPONCTBA, HOCOTJIOTOUHBIA pak, HeHpoOiacTomy, pak pTa, pak
POTOBO MOJIOCTH, POTOIVIOTOYHBIN PAK, PaK SIMYHHUKA, PAK OMHUTENUs SIUYHUKA, [TOIPAHUYHYIO
OMyXOJIb SIMYHUKA, PAK MOIKEIYAOYHOM KeNe3bl, paK OCTPOBKOBBIX KJIETOK MOIKEIyIO4YHON
JKEeNe3bl, PaK OKOJIOHOCOBBIX MAa3yX W HOCOBOH MOJIOCTH, pPaK MNapallUTOBUIHON KENE3bl,
NEHUAJBbHBIN paK, paK TIJIOTKH, (EeOXpOMALMTOMY, MHHEOOJACTOMY M CyNpPaTeHTOPHAJbHBIE
NPUMUTHBHBIE HEHPOSKTOAEPMANIbHBIE OMYXOJH, ONyXOJb TUnodusa, IUIa3MOKJIETOYHYIO
OIyXOJIb/MHOXKECTBEHHYIO MHUEJIOMY, TUIEBPOJIETOYHYIO OJaCTOMY, pak MpeacTaTeNbHOMN JKele3Hl,

peKTaﬂbeIfI pak, pak MMOYEYHOM JIOXaHKH U MOYCTOYHHKA, HepeXOI[HOKHeTO‘{HbIﬁ pak,
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pernHOONIacTOMY, pabIOMHOCAPKOMY, PaK CIFOHHOH JKene3bl, CEeMEHCTBO CAPKOMHBIX OMyXOJei
FOunra, capkomy Karmomy, capkoMy MATKUX TKaHEH, STIMTEIHOIHYI CapKOMY, CHHOBHAJIBHYIO
CapKOMy, paK MaTK{, CapKOMy MAaTKH, pak KOXHU (HEMEeNaHOMHBIH), pak KOXH (MEeIaHOMY),
KapUUHOMY KOXHM U3 KJIETOK Mepkens, pak TOHKOM KHIIKHM, CApKOMYy MATKMX TKaHEH,
IUIOCKOKJIETOYHYIO KapLUHOMY, paK JKelyAka (CKelyJo4HbIl pak), CynpaTeHTOpUalIbHbIE
NPUMHUTUBHBIE HEWPOSKTOAEPMAJIbHBIE OIYyXOJH, pPaK sMYKa, pPaK ropja, TUMOMY, TUMOMY H
KapLIMHOMY TUMYCa, PaK HIUTOBUIHOMN JKeJe3bl, MEPEXOIHO-KJIETOUHBIH pak NOYEYHOMN JIOXaHKH U
MOYETOUHHKA W JPYTUX MOYEBBIICIHTENIbHBIX OPraHOB, TeCTAMOHHYI TpodoOiacTuieckyro
OIyXOJlb, YPETPAIbHBIA paK, paKk SHAOMETPUS MATKH, CAPKOMY MAaTKH, paK Tejla MAaTKH,
BarvHAJIbHBIA PaK, PaK BYJIbBBI WJIH OMyXO0Jib Buibma.

[0094] CornmacHO apyromMy BapHaHTy peamu3aludl H300peTeHUus, PeKOMOMHAHTHBIMN
cnmuthiii Oenok crtumynupyer nponudepanuro, AUGQGEpeHIUPOBKY M BbIKUBAEMOCTh KJIETOK
nentpanpHoi  HepBHOW cuctembl (LIHC). CormacHo apyroMy BapuaHTy —peaiu3anuu
n300peTeHus,  PeKOMOWHAHTHBIA  CJUTBIH  O€NOK  CTUMyJNHpyeT  mposndepanuro,
muddepeHIPOBKY M BBDKHBAEMOCTh KIIETOK LeHTpanbHOW HepBHOW cuctembl (LIHC) 6Ges
CTHUMYJISIUU paka W/HWIN omyxojeBoro pocra. CoOrjacHO APYyroMy BapHaHTy peau3aluu
n300peTeHus, PeKOMOWHAHTHBIN CIUTBIA OEJOK MMEET CHIDKEHHYIO CIOCOOHOCTH BBI3BIBATH
AHTHUTEJI03aBUCHMYIO KJIIETOYHYIO IUTOTOKCHYHOCTH (A3KL).

[0095] CornacHO HEKOTOPHIM BapUaHTAM peaNn3aluu N300peTeHus, PeKOMOMHAHTHBIHN
ciuteiii Oenmok crumynupyer curHanmuHr HER2/4 B ormnmmume ot curHammara HER2/3 mo
CPaBHEHMIO C MOTEHIMAJIOM HHAYKIIMY CUTHANINHTa pekoMOnHaHTHOro NRG-1.

[0096] CornacHO KOHKPETHOMY BapHaHTy pean3alii U300peTeHHs], peKOMOMHAHTHBIH
cnuThii 6enok conep:kut mAb nporus HER3, cnutoe mnu ¢pyHKIMOHAIBHO CBsi3aHHOE uepe3 C-
KOHell TskeJoN nenu anturesa ¢ usopopmoit NRG-162a nocnenosarensnoctu SEQ ID NO: 4 ¢
nomonbto uHKepa GGGGSGGGGS (G4S) (SEQ ID NO: 5). CornacHo HEKOTOPBIM BapUaHTaM
peanuzanyu U300peTeHus, MOKHO NMPHUMEHATb OAHYy wWiu Oonee konwii juHkepa. CoriacHO
APYTUM BapHaHTaM peasu3alii U300peTeHHs], B COOTBETCTBUU C HACTOSINEH 3asiBKOH MOXKHO
npuMeHsTh 2, 3, 4, win 5 konuil guHkepa G4S wiu Jr000ro Ipyroro JIMHKEpa, KOTOPbBIH, Kak
W3BECTHO B JIAHHOW OOJIACTH TE€XHUKH, SIBJISIETCS MOAXOSIINM JJIsl KOMITO3UIIMH, OMTUCAHHON B
HACTOsILIEH 3as1BKe.

[0097] TepMuH «JIUHKEP» SIBISIETCS MPUHITHIM TEPMUHOM B TAHHOH OOJIACTH TEXHHUKH H
OTHOCHTCSI K MOJIEKyJIe (BKJIIOUasi, HO HE OTPaHUYMBAsACh YKA3aHHBIMH, HEMOIU(DULINPOBAHHbIE
WM MOAM(HULHMPOBAHHBIE HYKJICHHOBBIE KUCIOTHI WM AMHHOKHCIIOTBI) WJIM TPYIIE MOJEKYJI
(marmpumep, 2 unm Oonee, Hanpumep, 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 Oonee), COSAUHSIFOLINX JBa COSTUHEHUS], TAKUX KaK JIBa
nojunenTuaa. JIMHKEpP MOKET COCTOSATh M3 OOHOW CBS3BIBAIOIIEH MOJEKYJBl HIJIH MOXKET
COZEPKATh CBSI3bIBAIOIIYI0 MOJIEKYJY U IO MEHbIIEH Mepe OIHY CIEHCEePHYI0 MOJIEKYIY IJIs
OTZENIEHHs CBSA3BIBAIOIIEH MOJIEKYJIbI OT COETUHEHHSI HA KOHKPETHOE PACCTOSIHUE.

[0098] TIlocnemoBaTeNnbHOCTh HYKJIEMHOBOW KHUCJIOTBI SIBJSIETCS «(QYHKIIMOHAJIBHO

CBSI3aHHOW», KOrAa OHAa HaxoauTcs B  (YHKIMOHAJIBHOW 3aBUCHMOCTH OT JAPYroi
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NOCJIEOBAaTEIbHOCTU ~ HYKJIEMHOBBIX  KucjaoT.  Hampumep,  mpeamnocienoBaTeabHOCTb
HYKJIEMHOBOWM KHCJIOTbI MJIM CEKpPETOpHAas JIHIAEPHAas MOCIEeN0BATENbHOCTh (DYHKIIMOHAIBHO
CBs3aHa C HYKJIEMHOBOM KHUCJIOTOHM, KOIUPYIOLIEH MOJMIENTU, €CJIIH OHA SKCIPECCUPYETCS B
BUZI€ MPENPOTENHA, KOTOPBII y4acTBYeT B CEKPELUH YKa3aHHOTO MOJIUIIENTHIA;, TPOMOTOP UJIH
SHXaHCep (PYHKLMOHANBHO CBSI3aH C KOAUPYIOIIEH MOCIeN0BAaTeIbHOCTBIO, €CJIM OH BIIUSIET Ha
TPAHCKPUILIMIO YKA3aHHOW IOCJIENOBATEIbHOCTH, WJIM CAaWT CBSI3BIBAHHA PHUOOCOMBI
(YHKIIMOHAJIBHO CBS3aH C KOAUPYIOIIEH MOCIEeOBATEIbHOCTBIO, €CJIM OH PACIIOJIOKEH TaKHM
0o0pa3oM, YTO CIOCOOCTBYET TpaHCISIUMU. B menoM, TepMuH «(QYHKIHOHAIBHO CBS3aHHBICY
O3HAYaeT, YTO CBSI3bIBAEMbIE MOCJIEA0BATEIbHOCTH HYKJIEUHOBBIX KHCJIOT MPEACTAaBISIOT COOOH
HENPEPBIBHYIO MOCJIEA0BATENbHOCTD, & B CIy4ae CEKPETOPHOH IMAEPHOH NMOCIeN0BaTeNbHOCTH,
NPEACTABISIIOT COOOM HENpPEepBIBHYIO MOCIENOBATEIBHOCT U HAXOISITCS B OJHOM paMKe
CUUTBIBAHUSI. OpnHako SHXaHCEPHI HeoO0s13aTeNTbHO o0pasyroT HeTIPEePbIBHBIC
NOCJIE0OBATENbHOCTU. CBSA3bIBAHUE MOKET OCYIIECTBIATHCS, HAPUMED, MyTeM JIUTUPOBAHHUS 110
yIOoOHBIM caiiTaM pecTpukuuu. Eciu Takux CalTOB HE CYLIECTBYIOT, MOXKHO HCIOJb30BATh
CHHTETHYECKHE OJIMTOHYKJICOTHUAHbIE AIanTOphl, JIMHKEPBl WU OPYyTHe METOIbI, U3BECTHBIE B
naHHOW oOmactu TexHukH. CoOrnacHO [JpyroMy BapuUaHTy pealu3alud H300peTeHus,
«(yHKIMOHATIBHO CBSI3aHHBIID TaK)K€ OTHOCHTCS K (PYHKLIMOHAJIIBHOMY CIIAPHBAHUIO OTIENbHBIX
AMHHOKHUCJIOTHBIX TOCJIEIOBATENIbHOCTEH, MENTHIOB MM O€JKOB, Kak IpH CHapUBAaHUH
anturena u ¢parmenta NRG-1, onmucaHHOro B HacCTOALIEH 3asBKE, Yepe3 JIMHKEPHYIO
NOCJIE0BATEIbHOCTD, TAK)KE OIUCAHHYIO B HACTOSIIIEH 3asBKE.

[0099] CornacHo ApyromMy BapHaHTy pealu3aluyd H300peTeHus, Tsokenas nernb mAb
npotus Her3, conepxaiasics B peKOMOMHAHTHOM Oe€JIKe CIMSHUSA, IPEAJIOKEHHOM B HACTOSIIIEH
3asBKe, koaupyercs nocneaosarenbHocThi0 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). Cornacao
OJTHOMY BapHaHTy peal3aliy N300peTeHus, MocaenoBareapbHocTh, onucadHas B SEQ ID NO:
6, He comepxkut Fe-myranuii. CorlacHO OAHOMY BapuaHTy peanusanuu u3odperenus, SEQ ID
NO: 6 taxxe Ha3biBaeTcs KNPCF».

[00100] CormacHO OXHOMY BapHaHTy peaIu3alud H300pEeTeHus, PEKOMOWHAHTHBIH
CIUTBIA OENOK, MPEAJIOKEHHBIN B HACTOALICH 3asBKE, COAEPXKHUT TSDKENYI0 Lenb mAb mpoTus
Her3. CornacHo npyroMy BapuaHTy pean3aluu n300peTeHus, Tsokenas uernb mAb nporus Her3
koaupyercs nocnenosarenbHocTeio 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



29

CATCGCTGTGGAGTGGGAGTCCAATGGCCAGCCCGAGAACAATTATAAGACCACAC
CACCCGTGCTGGACTCCGATGGCAGCTTCTTTCTGTACTCCAAGCTGACCGTGGATA
AGAGCAGGTGGCAGCAGGGCAACGTGTTTTCCTGCAGCGTGATGCACGAGGCCCTG
CACGCTCATTATACACAGAAATCTCTGTCCCTGAGCCCAGGCAAGGGAGGAGGAGG
AAGCGGAGGAGGAGGCAGCTCTCATCTGGTGAAGTGTGCTGAGAAGGAGAAGACCT
TCTGCGTGAACGGCGGCGAGTGTTTTATGGTGAAGGACCTGTCTAATCCATCCAGAT
ACCTGTGCAAGTGTCCCAACGAGTTCACAGGCGATCGCTGCCAGAATTACGTGATG

GCCTCTTTTTATAAGGCTGAGGAGCTGTACCAGTAA (SEQ ID NO: 7). CornacHo
onHOMy BapuaHTy peanusaimu n3ooperenus, SEQ ID NO: 7 Taxxke HasbBaercs «NPCFA».
CornacHo omHOMYy BapuaHTy peanu3anuu u3odperenus, SEQ ID NO: 7 comepkuT OmHy WM
OoJiee MyTaluii, KOTOpble KOAUPYIOT OAHY WK Ooyee myTanuii B koHCTaHTHOM (Fc) yuacTke
mAb mnporuB Her3, mpemnokeHHoro B Hacrosimeil 3asBke. COIIacHO OZHOMY BapHAHTY
peanmuszaumuu  u300peTeHusi, 3penoe antuteno mnporuB HER3  cormacHo Hacrosimemy
H300pETEHNIO COIEPIKUT IO MEHBIIEH Mepe OHY MyTallHIO0 B aMUHOKHCIIOTaX 234, 239, 434 unn
ux komOuHaumio. CornacHO JpyroMy BapHaHTy pealn3aludl H300peTeHUus, MyTaluH
AMUHOKHCJIOT BKJIIOYAIOT 10 MEHbIIEH Mepe OAHY U3 CIEAYIOIUX MYyTalWN MO TUIy 3aMEHBbI:
L234F, S239A, N434A wiu ux KOMOHHAIHIO.

[00101] CormacHO OmHOMY BapHaHTy pealu3aluy H300peTeHus, PEKOMOWHAHTHBIH
CIUTBIA OENOK, MPEUIOKEHHBIH B HACTOSINEH 3asBKe, COAEPIKUT IOCIEAOBATENbHOCTD JIETKOM
nern mAb mnporuB Her3. CormacHo apyroMy BapHaHTy pealu3aludl HU300peTeHus,
MOCJIEIOBATEIBHOCTD JIETKOW 1Henu komupyercst mnocienoBarenbHocThi0 (SEQ ID NO: 8):
ATGGTGTTGCAGACCCAGGTCTTCATTTCTCTGTTGCTCTGGATCTCTGGTGCCTACG
GGGACATCGAGATGACCCAGTCTCCAGATTCCCTGGCCGTGAGCCTGGGAGAGAGG
GCTACAATCAACTGCCGGTCCAGCCAGTCTGTGCTGTACTCTTCCAGCAACAGGAAT
TACCTGGCCTGGTATCAGCAGAATCCCGGCCAGCCCCCTAAGCTGCTGATCTATTGG
GCTAGCACCAGAGAGTCTGGAGTGCCTGACCGCTTCTCTGGATCCGGAAGCGGCAC
AGACTTCACCCTGACAATCTCTTCCCTGCAGGCCGAGGACGTGGCCGTGTACTATTG
CCAGCAGTATTACTCTACCCCTAGGACATTCGGCCAGGGCACCAAGGTGGAGATCA
AGCGGACAGTGGCCGCTCCATCCGTGTTCATCTTTCCACCCTCCGACGAGCAGCTGA
AGTCCGGAACCGCTAGCGTGGTGTGCCTGCTGAACAACTTCTACCCAAGAGAGGCC
AAGGTGCAGTGGAAGGTGGATAACGCTCTGCAGAGCGGCAATTCTCAGGAGTCCGT
GACCGAGCAGGACAGCAAGGATTCTACATATTCCCTGAGCTCTACCCTGACACTGTC
CAAGGCCGATTACGAGAAGCACAAGGTGTATGCTTGCGAGGTGACCCATCAGGGCC
TGTCCAGCCCCGTGACAAAGAGCTTCAACCGCGGCGAGTGTTAA (SEQ ID NO: ).
CornacHo omHoMy BapwaHty peanmusanuu uzodperenus, SEQ ID NO: 8 Ttakke Ha3bIBaeTCs
«PAL».

[00102] CornacHo OGHOMY BapHaHTy peajH3aliy U300pETeHUs, TsoKenas Lelb aHTUTeNa
nporus  HER3, conepikamasicsi B peKOMOMHAHTHOM OeNKe CIHMSHUS, NPEAJIOKEHHOM B
HACTOsLIEH 3asBKE, COAEPKUT CIEAYIOLIYI0 aMUHOKHCIOTHYIO NIOCIE10BATEIbHOCTD:

[00103]



30

MEFGLSWVFLVAIIKGVQCQVQLQQWGAGLLKPSETLSLTCAVYGGSFSGYYWSWIRQ
PPGKGLEWIGEINHSGSTNYNPSLKSRVTISVETSKNQFSLKLSSVTAADTAVYYCARDK
WTWYFDLWGRGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVS
WNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVE
PKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKEN
WYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIE
KTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYK
TTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFESCSVMHEALHNHYTQKSLSLSPGKGGG
GSGGGGSSHLVKCAEKEKTFCVNGGECFMVKDLSNPSRYLCKCPNEFTGDRCQNYVM
ASFYKAEELYQ (SEQ ID NO: 9).

[00104] CornacHO OMHOMY BapUaHTy peau3aluy U300peTeHus, TsoKeasl 1Ielb aHTUTEa
nporue HER3, conepkamasicss B peKOMOWHAHTHOM Oe€like CJHSHHUS, TPENJIOKCHHOM B
HACTOsILIEN 3as1BKe, COAEPKUT CIEAYIOIYI0 AMUHOKHUCIIOTHYIO MTOCJIEI0BATENBHOCTD!

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

[00105] CornacHO OOHOMY BapHaHTY pealu3alui H300peTeHHs, MOCIeI0BATEeIbHOCTD
Tsokenoll nenn mAb mporuB Her3 comep:kuT IOCIeNOBaTEIbHOCT CUTHAJIBHOTO MENTHA.
CornacHo OpyromMy BapHaHTy peaiu3alii H300pPETeHUs, MOCIEeNOBATEIbHOCTh CHUTHAIBHOTO
nenTuaa Tsokenon nenu mAb npotuB Her3 conmepkKUT aMUHOKHCIOTHYHO MOCIENOBATEIbHOCTb
MEFGLSWVFLVAIIKGVQC (SEQ ID NO: 11).

[00106] CornacHO OHOMY BapHaHTy peau3alud U300peTeHUs, JIerkas [enb aHTHTeNa
nporue HER3, copmepkamascs B peKOMOWHAHTHOM O€NKe CIHSHHS, COAEPIKUT CIETYIOLIYIO
AMHUHOKHCIJIOTHYIO MOCIEA0BATENBHOCTS!

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

[00108] CornmacHO OZHOMY BapHUAHTy peaTH3alUu HU300pPETEHHs], MOCIeIOBATEIIbHOCTD
aerkoil uenmun mAb mnporuB Her3 comepXuT mnociaenoBaTeNbHOCTh CHTHAJIBHOTO IIEMTHA.

CornacHo apyromy BapHaHTy peaju3ali H300pETEeHHs, NOCIENOBATENbHOCTh CHUTHAJIBHOTO
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nenTuaa jerkod uenu mAb mporms Her3 comep:kuT aMHHOKHCIIOTHYIO MOCJIEIOBATEIbHOCTD
MVLQTQVFISLLLWISGAYG (SEQ ID NO: 13). CornacHO OIHOMY BapHaHTy peajr3aluu
n300peTeH s, 3peblii MONUNENTHA, TAKOH KaKk aMUHOKHUCIIOTHAS! [TOCIIEIOBATENbHOCTD TSKENOM
LIeNU WU JIETKOW LIeNU aHTUTENa, ONUCAHHAS B HACTOSALIEH 3asBKE, HE COAEPIKUT CUTHAIBHOTO
NenTHAA.

[00109] CornmacHO OZHOMY BapUAaHTy peaJH3aLUd H300pETEeHUs, PEeKOMOWHAHTHBIM
CITUTBIH OEJIOK COAEPIKHUT CIENYIOLINe AMUHOKHUCIIOTHBIE TTOCIIEI0BATEIbHOCTH!

Tsaxenas uenb

[00110]
QVQLQQWGAGLLKPSETLSLTCAVYGGSFSGYYWSWIRQPPGKGLEWIGEINHSGSTN
YNPSLKSRVTISVETSKNQFSLKLSSVTAADTAVYYCARDKWTWYFDLWGRGTLVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQS
SGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPEFLG
GPAVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY VDGVEVHNAKTKPREE
QYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPP
SREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTV
DKSRWQQGNVESCSVMHEALHAHYTQKSLSLSPGKGGGGSGGGGSSHLVKCAEKEK
TFCVNGGECFMVKDLSNPSRYLCKCPNEFTGDRCQNYVMASFYKAEELYQ (SEQ
ID NO: 14, roe mody>XHpHBIM KypCHUBHBIM HIPU(PTOM OOO3HAUEH JIMHKEpP, a TOIYKUPHBIM
mpudrom oboznaueH pparmeHT NRG-1); u

Jlerkas uennb

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

[00111] CormacHo OOHOMY BapUAHTy pealu3alUUd H300pPETeHMs, Kakaas W3
NOCJIEIOBATEIbHOCTEH TSDKEJIOM Lenu W JISTKOW Lend B 3PejoM PEeKOMOMHAHTHOM Oelke
CIIUSIHUSL HE COIEP>KUT aMUHOKUCIIOTHOM MOCIEe0BATeIbHOCTH CUTHAIBHOTO MENTH/A.

[00112] CornacHO KOHKPETHOMY BAapHAHTy pean3alliil W300pPETEeHUs], TsDKeNasl Lerb
anturena npotus HER3, mpemnoxeHHoro B Hacrosimiedl 3asBke, ciuta depe3 C-KOHLEBYIO
JUHKEPHYIO TMOCeNoBaTeNlbHOCTh ¢ u3odopmoit NRG-1B32a, mpennokeHHON B HacTosimeid
3asBke. CoOrylacHO ApPYroMy BapHaHTy peanu3auuu u3o0pereHus, C-KOHeN TsDKENOW Lenu
aHTuTena coaepkut Fc-nomeH anTuTena.

[00113] CornmacHO HEKOTOPHIM BapHAHTAM pEANTHU3ALUN H300pETEHUs], MPENJIOKEHBI
dapmareBTHIECKIE KOMIO3HMIIMH, CONEPIKaIlNe YKa3aHHbIH PEKOMOMHAHTHBIN CIUTBIA OENOK,
OTHMCAHHBIN B HACTOSIIIEH 3asBKe, CONEPIKAUICS BMeCTe ¢ (PapMalleBTUIECKIM HOCUTEIIEM.

[00114] CornacHO HEKOTOPHIM BapHaHTaM peasu3aliil U300PETeHNUs, aHTUTENO MPOTHUB
HER3 u ¢pparment NRG-1, onucaHHbIl B HACTOsIIEH 3asiBKe, PEKOMOWHAHTHO WJIM XUMHUYECKU
CUTBHI/(PYHKIIMOHATIBHO CBSI3aHBI uepe3 JHUHKep ¢ oOpa3oBaHueM ciuToro Oenka. «CIUTHIHA

OenoK», «CIUTBIA MOJHUIENTHI», «PEKOMOMHAHTHBIA CIUTHIN O€NOK» WM «PEeKOMOWHAHTHBINA
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MOJIUTIENITHT» OTHOCHTCS K THOPUAHOMY MOJIUIENTUAY, KOTOPBIA CONEPIKUT YaCTH MOJIUTIETITH/IA
U3 IO MEHbIIeH Mepe IBYX Pa3IMYHBIX HoaunentunoB. «CIUTHIA OEJIOK», Kak OMpenesieHO B
HACTOsIIIEN 3asBKe, MpPEACTaBisieT COOOH CIHSHME, BKIIOYAIOINee MEPBYID aMHHOKHCIOTHYIO
nocJieIoBaTeIbHOCTE  (Oenok), coxepkamyto, Hampumep, uzodpopmy NRG-162a cormacHo
N300pETEeHNI0, COENMHEHHYI depe3 JuHKep ¢ C-KOHIIOM BTOpPOH aMHHOKHMCIOTHOM
NOCJIEIOBATENbHOCTH, — COZEpsKalleld TSDKENyK Lelb AaHTUTeNa, KOTOpPOe  CBSI3bIBAETCS
cneuuduano ¢ ERBB3 (HER3).

[00115] CornmacHO OAHOMY BapHUaHTy peaJu3alud U300pETEeHUs, CIUTBIH OeloK
KOIUPYETCS W MPOAYLHUPYeTCs pPeKOMOMHAHTHBIM mNyTeM. COrIaCHO HEKOTOPBhIM BapHaHTAM
peanu3anuu n300peTeHus], PEKOMOUHAHTHBIN CIIUTHINA OEJIOK KOAMPYETCSl TOCIEA0BATEIbHOCTHEO
HYKJICMHOBBIX ~ KHCJIOT, KOIHMPYIOLIEH AaHTUTENO COMJIACHO  HW300pEeTEeHHI0, KOTOpOoe
(PYHKLIMOHAJIBHO CBSI3aHO Yepe3 IOCJIEA0BATEIbHOCTh HYKJIEHHOBBIX KHCIIOT, KOAMPYIOLIYIO
JMHKEpP, ¢ TOCIIENOBATENbHOCTHIO HYKJIEHMHOBBIX KHCIOT, komupyromeil m3opopmy NRG-162a
COTJIACHO M300PETEHHIO.

[00116] CornmacHO OIHOMY BapUAHTy peaNTH3AUN H300pPETeHHs, AMHUHOKHUCIIOTHASI
NOCJIEIOBATENIbHOCTh ~ PEKOMOMHAHTHOIO  CIUTOrO  Oenmka  sBNISIETCS  TOMOJIOTUYHOM
nocnenosarenbHocTH SEQ ID NO: 14, ciuroii ¢ SEQ ID NO: 3. TepMuUH «rOMOJIOTHSI» MOKET
OTHOCHUTBCSI K HISHTHYHOCTH IMOCJTENOBATEIBHOCTH PEKOMOMHAHTHOTO CIUTOro Oenka
(marmpumep, moboit u3 SEQ ID NO: 1-18) Gonee uem Ha70%. CornacHo apyromy BapHaHTy
peanu3anuu H300PEeTEeHuUs], KTOMOJIOTHS» OTHOCHUTCS K uaeHTudHocTH Jiroboi m3 SEQ ID NO: 1-
18 Gonee yem Ha 72%. CoriacHO APYroMy BapUaHTY pean3ali M300pEeTeHUs], KTOMOJIOTHS
oTHOCUTCA K uaeHTUdHOCcTH JrodOoi u3 SEQ ID NO: 1-18 Oonee yem Ha 75%. CorjmacHo
APYroMy BapUaHTy peajn3aluyl U300peTeHUs, KTOMOJIOTHS» OTHOCHUTCS K HIEHTUYHOCTH JIF0O0MH
u3 SEQ ID NO: 1-18 OGonee uem Ha 78%. CorjaacHo ApPyroMy BapHaHTy peaiu3alud
n300peTeHHs], KTOMOJIOTHS» OTHOCUTCS K uaeHTHYHOCTH JiFoboi 3 SEQ ID NO: 1-18 Gonee uem
Ha 80%. CorjacHoO IpyromMy BapHaHTy peajn3alid M300peTEeHUs, KTOMOJIOTHs» OTHOCHTCS K
unentnuHocty 060l w3 SEQ ID NO: 1-18 Gonee uem Ha 82%. CornacHO IpyromMy BapUaHTY
peanu3anuu U300peTeHuUs, KTOMOJIOTHS» OTHOCHUTCS K uaeHTudHocTH Jiroboi u3 SEQ ID NO: 1-
18 Gonee yem Ha 83%. CorjacHO APYyromMy BapUaHTy peanu3alul H300peTeHUs], KTOMOJIOTHS
oTHOCUTCA K uaeHTuuyHocTH JroOoi u3 SEQ ID NO: 1-18 Oonee yem Ha 85%. CormacHo
APYyroMy BapHaHTy pean3aliy U300pETEeHUs], KTOMOJIOTH» OTHOCUTCS K HIEHTHYHOCTH JIFOOOH
u3 SEQ ID NO: 1-18 Gonee uem nHa 87%. CorimacHo ApyroMy BapHaHTy pealu3aluu
n300peTeHNs], KTOMOJIOTHS» OTHOCHUTCS K UaeHTHYHOCTH JiFoboi n3 SEQ ID NO: 1-18 Gonee uem
Ha 88%. CorjacHO Npyromy BapHaHTy peajn3alii H300peTEeHUs, «TOMOJIOTHS» OTHOCHTCS K
unentnuHocTy oOoi m3 SEQ ID NO: 1-18 6onee uem na 90%. CornacHo npyromMy BapHaHTy
peanu3anuy H300PETeHUs, KTOMOJIOTHS» OTHOCHTCA K naeHTHuHOoCTH Jitoboi m3 SEQ ID NO: 1-
18 Gonee yem Ha 92%. CorjacHO APYroMy BapUaHTy pean3aluyl H300pPETeHUs, KTOMOJIOTHS
oTHOCUTCA K uaeHTuyHOCTH JroOoi u3 SEQ ID NO: 1-18 Oonee yem Ha 93%. CormacHo
APYyroMy BapHaHTy pealn3aluy U300peTeHHs], KTOMOJIOTHUA» OTHOCUTCS K MIEHTHYHOCTH JIFOOOH

u3 SEQ ID NO: 1-18 Oomee uem Ha 95%. CormacHO ApyromMy BapHaHTy peau3aliu
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n300pETeHNs], KTOMOJIOTHS» OTHOCUTCS K uaeHTHYHOCTH JiFoboit n3 SEQ ID NO: 1-18 Gonee uem
Ha 96%. CoriacHO IpPyromMy BapHaHTy peajn3aliil M300peTeHUs, «TOMOJIOTHUS» OTHOCHTCS K
unentnuHocty moboi m3 SEQ ID NO: 1-18 6onee uem Ha 97%. CornacHo apyromMy BapUaHTy
peanu3zanuu H300pEeTeHuUs], KTOMOJIOTHS» OTHOCHUTCS K uaeHTudHocTH Jiroboi m3 SEQ ID NO: 1-
18 Gonee yem Ha 98%. CoriacHO APYyromMy BapUaHTy peanu3alul H300pETeHUs, KTOMOJIOTHS)
otHocuTcst K uaeHtuyHoctu ymodoi u3 SEQ ID NO: 1-18 Gonee uem Ha 99%. CormacHo
APYroMy BapHaHTy peau3aluy H300peTeHUs, KTOMOJIOTHS» OTHOCUTCS K HAEHTUYHOCTH JF000MH
u3 SEQ ID NO: 1-18 na 100%.

[00117] Onpenenexnue mpoLeHTa UASHTUIHOCTH MEXIY ABYMS IOCJIENOBATEIbHOCTSIMHU
MOKHO OCYIIECTBIISITh C MCIIONBb30BAHHEM MaTeMaTudeckoro anroputma. Heorpanuumsaromnimii
npuMep  MaTeMaTU4ecKOro  ajropuTMa,  UCIOJNb3YeMOro  JAisl  CpPaBHEHMs  JIBYX
NOCJIEIOBATENbHOCTEH, MpencTasisier codoit anroputm u3 ucrounnka Karlin and Altschul, 1990,
Proc. Natl. Acad. Sci. USA 87:2264-2268, monu(pULUPOBaHHBII B COOTBETCTBUU C UCTOYHUKOM
Karlin and Altschul, 1993, Proc. Natl. Acad. Sci. USA90:5873-5877. Takoli anrOpuT™M BCTPOEH B
nporpammbl NBLAST u XBLAST corinacao ucrounuky Altschul et al., 1990, J. Mol. Biol.
215:403-410. Ilouck Hykaeotuaos no BLAST MOXHO OCYIIECTBIISITh C MOMOLIBIO POrPaMMBbI
NBLAST (6amn=100, nmuHa cnoa=12) mis mojgy4deHus] HyKJISOTUAHOU MOCIeNOBATEbHOCTH,
TOMOJIOTMYHOW HYKJICMHOBOH KHUCJIOTE, KOTUPYIOLIeH uHTepecyrouuii 6emok. benkoBblii mouck
BLAST mM0OxHO ocymiecTBisATh ¢ noMolnbio nporpammsl XBLAST (Oann=50, nnuna cinoBa=3)
1751 TIOJYy4€eHHUs AMUHOKHCJIOTHONW IOC/IEAOBAaTEIbHOCTH, TOMOJIOTUYHON HWHTEPECYIOLIEMY
Oenky. Jlns moJydeHUs BBIPABHHBAHUS C MPOMYCKaMM Ul CPaBHEHUS IOCJIEAOBATENbHOCTEMH
MoskHO ucnojb3oBaTh Gapped BLAST, kak onncano B ucrounuke Altschul et al., 1997, Nucleic
Acids Res. 25:3389-3402. AnsrepratusHo, PSI-Blast MoxHO Hcronb30BaTh 11 OCYIIECTBICHUS
UTEPALIMOHHOIO MOMCKA, KOTOPBIM BBIABIAET YAAJICHHbIE B3AUMOACHCTBUSA MEXIY MOJIEKYJIaMU
(tam xe). Ilpum ucnonpzoBanun nporpamm BLAST, Gapped BLAST u PSI-BLAST wmosxHO
UCTIOJIb30BATh MAPaMEeTPhI IO YMOJIYAHUSI COOTBETCTBYOMUX mporpamm (Hanpumep, XBLAST u
NBLAST). Jlpyroii  HEOrpaHWYHMBAIOIIMA  TNPUMEP  MATEMATHYECKOrO  aJTOPUTMA,
UCTIOJIB3YEMOTO JIJIsSi CPABHEHUs TOCJIeNOBATEIbHOCTEH, NPEACTaBIsieT co0oi anroputM Myers
and Miller, CABIOS (1989). Takoii anroputm BiiaoueH B nporpammy ALIGN (Bepcusi 2.0),
KOTOpas sIBJISIETCS 4acThIO MaKeTa MporpaMM BblpaBHHUBaHUs nocinenosarenpbHocteil GCG. Ipu
ucnonp3zoBanuu nporpaMmbl ALIGN st cpaBHEHUS aMMHOKHUCIIOTHBIX MOCJIEI0BATENbHOCTEN
MOKHO HCIOJIb30BaTh Tabiuily BecoB ocTatkoB PAMI120, wmrpad 3a ymimHeHune mpodena,
paBublii 12, u mTpad 3a mpoben, paBHbll 4. JOMONHUTENbHBIE ANTOPUTMBI Ul aHAIH3a
NOCJIEIOBATENIbHOCTEH W3BECTHBI B AaHHOW oOmactu TexHUKH W Biimo4daroT ADVANCE u
ADAM, onucanneie B ucrounuke Torellis and Robotti, 1994, Comput. Appl. Biosci,10:3-5; a
takke FASTA, onucannsiii B ucrounuke Pearson and Lipman, 1988, Proc. Natl. Acad. Sci. USA
85:2444-8. B amroputme FASTA ktup mpencraBisier coOoil KOHTPOJIBHYIO OILUIO, KOTOpas
yCTaHABJIMBAET YyBCTBUTEIBHOCTb U CKOPOCTh noucka. Eciu ktup=2, monoOHble yuacTKH B IBYX
MOCJIEI0BATENBHOCTSX, KOTOPbIE CPABHUBAIOT, HAXOMATCS MyTEM IPOBEPKU Map BbIPABHEHHBIX

ocHOBaHull, ecnu ktup=1, TO OIIEHMBAIOTCSI OTAEJbHbIE BBIPOBHEHHbIE aMHUHOKHUCIOTHL ktup
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MOJKHO YCTAaHABIHMBAaTh Ha 2 win 1 st OENKOBBIX IOCHENOBaTeIbHOCTEH WK OT 1 1o 6 ans
nocnenosatenbaocTeit JIHK. Ecnu ktup He ycraHOBIIEeH, 3HaYeHHE IO YMOJYaHHUIO COCTABIISIET 2
s 6enxo u 6 s JIHK. AnbrepHaTHBHO, BbIpaBHHUBaHHE OEJIKOBBIX MOCIENOBATEIbHOCTEN
MOXKHO OCYIIECTBJISATh ¢ ucnosibzoBanueM anroputMa CLUSTAL W, kak onucaHo B UCTOYHHKE
Higgins et al., 1996, Methods Enzymol. 266:383-402.

[00118] CornacHO HEKOTOPBIM BapHAHTAM peaU3alMy H300peTeH s, TTOJTNHYKICOTHIbI
COTJIACHO HACTOSIIIEMYy M300pETeHHIO MOJyYaroT ¢ nomomeso Metonos 1P ¢ ucrnonp3oBaHnem
NpPOLEAYP Y METONOB, M3BECTHBIX CIELHAJNCTy B JAaHHOW oOnactu TexHuku. CoriacHO
HEKOTOPBIM BAapUAHTAM pean3aliuu HU300peTeHus], Npoleaypa BKIKYAET JUTHPOBAHHE JBYX
paznmnusbx nocnepoBatenbHocTet JIHK (cm., nHanpumep, «Current Protocols in Molecular
Biology», eds. Ausubel et al., John Wiley & Sons, 1992).

[00119] CormacHO OZHOMY BapUaHTy peaTU3alUuu HU300PETEHUs, IMOJUHYKICOTH/IbI
COTJIACHO HACTOSIIEMY H300PETeHUIO0 BCTPAMBAIOT B BEKTOPBHI 3KCHPECCUU (T.€. KOHCTPYKT
HYKJICMHOBOW KHCJIOTBI) Uil OOECIeYeHHs] BO3MOXKHOCTH 3KCIPECCHU PEKOMOMHAHTHOTO
nojunentiaa. COrjacHO ONHOMY BapHaHTy peaTU3alUdd H300pPETeHHUs, BEKTOpP SKCIPECCHUU
COTJIACHO HACTOSALIEMY H300PETEHHI0 COAEPXKUT JOMOJHHUTENbHbIE MOCIENOBATENbHOCTH,
KOTOpBIE JIENal0T YKa3aHHBIH BEKTOp MOAXOMALINM AJA PeIUIMKAalMM U MHTErpaluy B KJIEeTKax
npokapuot. COrjacHO OZHOMY BapHaHTy pealn3aluy H300pEeTEeHUs, BEKTOP SKCIPECCUU
COIJIACHO HACTOSALIEMY H300PETEHHI0 COAEPXKUT JOMOJHHUTENbHbIE MOCIENOBATENbHOCTH,
KOTOpbI€ J€Jal0T 3TOT BEKTOP MNOAXOASAIIMM JJIsl PEIUIMKAllMM M HMHTErpallud B KJIETKax
sykapuoT. CornacHO OJHOMY BapHaHTY peajH3aluu H300pEeTeHHs], BEKTOP 3KCIPECCHH COTIIACHO
HACTOSIIEMY H300pPETEHUIO BKJIOYAET «YETHOYHBII» BEKTOP, KOTOPBIH AENAaeT 3TOT BEKTOP
NOAXOMAIIMM U PEIJIMKALMU W UHTErpallMi Kak B KJETKaxX MPOKApUOT, TaK M B KJETKax
sykapuoT. CorlacHO HEKOTOPBIM BapHAHTAM PEATU3aLMH H300PETEHMsI, BEKTOPbI KIIOHUPOBAHUSI
cofiepKaT IMOCJIENOBATENbHOCTY WHHULMALMKM TPAHCKPUILIMKM U TpaHCHAUUM (Hampumep,
MPOMOTOPBI, YHXAHCEP) M TEPMHUHATOPBI TPAHCKPUIIMU U TPAHCISIIMU (HANPUMEpP, CUTHAJIBI
MOJIUAICHUJTUPOBAHUS ).

[00120] CornacHo OXHOMY BapHaHTy peaju3ald  HU300pETEeHUs, pa3JIMyYHbIE
MPOKAPUOTUYECKHE M 3YKAPUOTHUYECKHE KJIETKH MOTYT IPUMEHSATHCS B KauecTBE CHCTEM
SKCIIPECCUHU-X035€B ISl SKCIPECCHH TOJNUIMENTUAOB COTJIACHO HACTOSIIEMY H300PETEHUIO.
CornacHo HEKOTOPBIM BapHAHTaM peaM3aluid M300PETeHHs, YKa3aHHbIE CUCTEMBbI BKJIIOYAOT,
HO HE OrpaHMYHMBAIOTCA  YKA3aHHBIMH, MHUKPOOPTaHWU3MBbI, Takue Kak Oakrepuw,
TpaHC(HOPMUPOBAHHBIE C MOMOIIBI0 PEKOMOMHAHTHOTO BEKTOpa sKcrpeccun Ha ocHoe JIHK
Oakrepuodara, miasmugaod JIHK wmm xocmupnoit JIHK, comep:kamero KOZHPYIOIIYEO
NOJIMMENTHT TIOCJIEAOBATENIbHOCTD, JPOXKIKH, TpaHC(HPOPMUPOBAHHBIE PEKOMOMHAHTHBIMU
APOACKEBBIMH  BEKTOpPaMM  JKCIIPECCHM,  COAEpXkKAIlUMU  KOAUPYIOINYIO  IOJIUIENTUA
MOCJIEI0BATENbHOCTD.

[00121] CornacHO HEKOTOPBIM BapHUaHTaM peau3aluu U300peTeHus, HeOaKTepuabHbIe
CHCTEMBI SKCIIPECCUHN MPUMEHSIOTCS (HAIpUMep, CUCTEMBI SKCIIPECCUN MIIEKOIMUTAIOINX, TAKUE

kak kuerkn CHO) nust skcrpeccuu MONUMENTHAA COTJIACHO HACTOSIIIEMY H300pETEHUIO.
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CornacHo OTHOMY BapHaHTy peau3alii H300PETEeHNs, BEKTOP SKCIPECCHH, UCTIONb3YEMBIH IS
SKCIIPECCUH  TOJHHYKJICOTHOB  COTJIACHO  HACTOSIIEMY  M300pETeHMI0O B KJIETKax
MJIEKONUTAIOLINX, npencTasisier codoit Bekrop pCI-DHFR, copepsxammii mpomorop CMV u ren
yCTOWYMBOCTU K HEOMULIUHY.

[00122] CornacHO HEKOTOPBIM BapHUaHTAM pealn3aliy N300peTeHus], B OaKTepHaIbHBIX
CHCTEMaX COIJIACHO HACTOSLIEMY H300pETeHHIO psii  BEKTOPOB OKCHPECCHH  MOXKHO
NPEANOYTUTENIPHO BbIOpaTh B 3aBUCHMOCTH OT  IPEANONAraeMoro HNpUMEHEHHs Ul
SKCIpecCUpoBaHHOrO mnonunentuaa. COriacHO OJHOMY BapHaHTy pealu3alud H300peTeHus,
JKEJIATeJIbHBIM SIBJISIETCSl TOJy4eHue OonbLIoro konuvectsa nojunentuna. CoriacHO OXHOMY
BapUAHTY peali3aliy H300PETeHMUs, KeIaTeIbHBIMHU SIBJITFOTCS BEKTOPBI, KOTOPbIE HAMIPABISIFOT
SKCIIPECCUI0 OENKOBOTrO MPOAYKTAa Ha BBICOKOM YPOBHE, BO3MOXKHO, B BHUJE CIIUSHHE C
ruapo¢oOHON CHTHANBHOW IMOCIENOBATEIbHOCTBIO, KOTOpAasi HAIPABISET SKCIPECCUPOBAHHBIN
NPOAYKT B MEPUILIA3MY OaKTEpUH MM KyJbTYPAIbHYIO Cpeny, U3 KOTOPOH OEKOBBIA MPOAYKT
Jerko o4ucTUTh. COrJIacCHO OHOMY BapUaHTy pealu3alud U300peTeHHs], KOHKPETHBIA CIUTBINA
OeloK  CKOHCTPYUPOBaH CO  CHEHU(PUYHBIM  CAWTOM  pacIleIuieHus, OOJer4aroInm
BOCCTaHOBJIeHHe monunentuaa. CorjacHO OJHOMY BapHAaHTy pealn3alud  HU300peTeHus,
BEKTODbI, aJalTHpyeMble K TakOW MaHUIYJSALMM, BKJIOYAIOT, HO HE OrpPaHUYUBAIOTCS
yKa3zaHHbIMH, Tpymnny BekTopoB skcnpeccuu pET E. coli [Studier et al., Methods in Enzymol.
185:60-89 (1990)].

[00123] CornmacHO OZHOMY BapUaHTy peaJu3alMu H300pETeHUs, NPUMEHSIOTCS
APOsXKeBble CUCTEMBI 3Kcnpeccuy. COrJIaCHO OHOMY BapHaHTY pealn3allii U300peTeHus, psi
BEKTOPOB, COJEpPXKAIIUX KOHCTUTYTHUBHbIE WM MHAYLHOENbHbIE IPOMOTOPBL,  MOKET
MPUMEHATLCA Ha JIPOXokax, kak onucaHo B mareHTe CIIIA Ne 5 932 447. CormacHo apyromy
BApUAHTY pealIn3alu HU300PETeHUs, HUCIONB3YIOTCA BEKTOpPbI, KOTOPBIE CHOCOOCTBYIOT
UHTErpalyy 4ykepoanbix nocnenosarenpHocreli JIHK B xpomMocoMy aposkixeit.

[00124] CornacHO OMHOMY BapHAHTy peaiu3aliu W300pPETEeHUs, BEKTOPbI SKCIPECCHH
COTJIACHO  HACTOSIIIEMY  M300pPETeHHMI0  TakKe MOTYT  BKIKOYATh  JOMOJHHUTEIbHbBIE
MOJINHYKJIEOTHIHbIE TIOCJIEN0OBATENIbHOCTH, KOTOpbIE IO3BOJISIIOT, HAmpuUMep, TPAHCISALIUIO
HEKOTOphIX OenkoB w3 omHoW MPHK, Takoii kak BHYTPEHHHH YYaCTOK TMOCAIKU PUOOCOMBI
(IRES) u mocnemnoBaTenbHOCTH Ui TEHOMHOW MHTETrpaldy KOMILIEKCA TMPOMOTOP-XUMEPHBIH
MOJIUNENTHI.

[00125] CormacHO HEKOTOPBIM BapHaHTaM peATH3alUUd H300pPETEHUs, BEKTOPHI
SKCIIPECCUH COTJIACHO HACTOALIEMY H300PETEHHIO COAEpIKAT 3JIEMEHTHI, KOTOPBIE IMOBBIIIAIOT
SKCIIPECCHI0 PEKOMOMHAHTHBIX CIHTBIX OENKOB COrJIacHO H300peTeHuto. Takue NpU3HAKU
BKJIFOYAIOT, HO HE OTPAaHUYMBAIOTCS YKa3aHHBIMH, BBIOOP MPOMOTOpPA M MOJHAICHUIUPOBAHUE.
CormacHO  HEKOTOPBIM  BapUaHTAM  peajJM3alMd  H300pPEeTEeHUs,  IOCIEeNOBATEIbHOCTD
NOJMACHUJIUPOBAHNS TPEACTABIsIET COOOH  IMOCIENOBATENbHOCTh  ITOJINAICHUINPOBAHUS
Obrabero ropmona pocra (BI'P). CornacHo HEKOTOPHIM BapHaHTaM peanu3alHu W300peTeHus,
IIPOMOTOP BKJIFOUAET KOHCTUTYTUBHO AKTHBHBIN MpoMOTOp. COrNacHO HEKOTOPBIM BapHaHTaM

peanu3anuy n300peTeHust, MPOMOTOP BKJIIOYAET MPOMOTOp nuToMeragosupyca (pCMV).
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[00126] CormacHO HEKOTOPBIM BapHaHTaM peaIH3alud H300pPETeHUs, BEKTOPBI
SKCIPECCUM MJIEKONMUTAIOIIUX BKJOYAIOT, HO HE OrpaHUYMBAIOTCA yKazaHHbIMH, pcDNA3,
pcDNA3,1(+/-), pGL3, pZeoSV2(+/-), pSecTag2, pDisplay, pEF/myc/cyto, pCMV/myc/cyto,
pCR3.,1, pSinRep5, DH26S, DHBB, pNMTI1, pNMT41, pNMT81, kotopoe AOCTymHBI W3
kommanuu Invitrogen, pCl, xoropslii noctyneH u3 komnanuu Promega, pMbac, pPbac, pBK-
RSV u pBK-CMV, kotopsle noctynHbl U3 koMmnanuu Strategene, pTRES, koropelit noctynex u3
xommnanuu Clontech, u apyrue nponu3BoHBIE.

[00127] CornacHO HEKOTOPBIM BapHaHTAM peaJTH3alUUd HM300PETeHUs, BEKTOPBI
SKCIIPECCUH, CONEpIKalllie PperyJsiTOpHble 3JIEMEHThl W3 BHUPYCOB JYKapHOT, TaKUX Kak
PETPOBUPYCHI, MPUMEHSIIOTCS COTJIACHO HACTOsIeMy n300peTeHuro. Bexropsr SV40 BKITHOUYAOT
pSVT7 u pMT2. CorinacHO HEKOTOPbIM BapHaHTaM peaTM3alUd H300PETeHUs, BEKTOPBI
NPOUCXOIIUE U3 OBbMbEro BHpPyCa NammwuIoMbl Bimo4yaroT pBV-1MTHA, u BekTOpHI,
npoucxopsmue U3 Bupyca JmiuteiiHa-bappa, Bkmouator pHEBO u p205. Jlpyrue npumepsl
BEKTOPOB BKJIoYaroT pMSG, pAVO0Y/A*, pMTO10/A*, pMAMneo-5, Gakynosupyc pDSVE u
10001 Ipyroi BEKTOP, MO3BOISIOIINI SKCIIPECCHIO OEJIKOB MO KOHTPOJIEM PaHHETO MPOMOTOpa
SV-40, nozgnero mpomortopa SV-40, mpoMoTOopa MeTaJIOTHOHEMHA, MPOMOTOPA MBIIINHOTO
BHUpyCa ONyXOJM MOJIOUHOM JKene3bl, MNpoMOTOpa BHpyca capkombl Payca, mnpomortopa
NOJIUTeipUHA WJIM  JPYTHX I[POMOTOPOB, KOTOpBIE, Kak ObUIO TIOKA3aHO, SIBJISTFOTCS
3¢ (eKTUBHBIMU JIJIsI SKCIIPECCUH B KIIETKAX 3YKapHOT.

[00128] CornacHO HEKOTOPBIM BapUAHTAM peaH3alMU U300pETeHHs], PeKOMOMHAHTHbIE
BUPYCHBbIE BEKTOpPBbl TNPUMEHUMBI [UIsl 3KCIPECCUU MOJMUIENTHIOB COIJIACHO HACTOSILEMY
n300pETEeHHIO in Vivo, MOCKOJIbKY OHM IPEAOCTABISAIOT NMPEUMYLIECTBA, TAKUE KaK JIaTepasibHas
uHpexuss u crnenuduuHOCTh HauenuBaHus. CoOrnacHO OJHOMY BapUaHTy pealnu3aluu
n300peTeHus], JarepanbHas WHQEKIUS SBJIAETCS XapaKTePHOW MJsl JKU3HEHHOTIO IIMKJIA,
HarpuMep, PEeTpoBHpyCa U TPENCTaBIseT COOOH Ipomecc, ¢ TIOMOINBI KOTOPOrO OIHA
UHQULMPOBAHHAS ~KJIETKa MPOU3BOAUT MHOTO TOTOMCTBEHHBIX BHPHOHOB, KOTOpBIE
OTITOYKOBBIBAIOTCS U MHPULHPYIOT coceqHue KieTkn. COrlacHO OHOMY BapHUAHTY peau3aliu
n300peTeHus], B pe3yJibTaTe MPOUCXOAUT OBICTpoe MHOULIUPOBAHHE 3HAYUTEIBHOH IUIOLIAH,
Oonplmasi 4acTb KOTOPOH W3HAYaJIbHO He Obula MHQUUMPOBAHA HCXOAHBIMU BUPYCHBIMH
yactuiamyd. COrJIacHO OJHOMY BapHaHTy pealu3aluy HU300pEeTEeHUs, MPOU3BOMAST BUPYCHBIE
BEKTOPBI, KOTOPbIE HE CITOCOOHBI PaCcIpOCTPAHATHCS JaTepanbHO. COrlaCHO OHOMY BapUaHTy
peanu3anuy H300pETeHHs, 3Ta XapaKTEPUCTHKA MOXKET ObITh MOJIE3HOH, €CIIN JKeIaeMOHN LEJIbO
SIBJISIETCS BBEZIEHNE KOHKPETHOIO NeHa TOJIbKO B OrPAHMYEHHOE KOJUYECTBO KJIETOK-MHULIEHEH.

[00129] CornacHO ONHOMY BapUAHTY peanu3aluu U300peTeHHs, Pa3IMYHbIE CIOCOOBI
MOTYT HCIIONIb30BaThCS JJISI BBEACHUS BEKTOPA HKCIPECCHH, KOAWPYIOIIErO0 PEeKOMOWHAHTHBIH
CIUTBHIN OEJIOK COTJIACHO HACTOSIIEMY H300PETeHHI0 B KIIETKH. Takue CrocoObl B ILEJIOM
onucaHbl B uctouyHukax 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
BKJIIOYAIOT, HANpuMep, CTa0WIbHYI0 WJIM BPEMEHHYIO TpPaHCHEKIHIo, JUNO(EKIHO,
3JIEKTPOIIOPALMI0O M HMHOULUPOBAHME C MOMOLIBI PEKOMOMHAHTHBIX BHUPYCHBIX BEKTOPOB.
Kpome Toro, MeTonoB MOJNOKUTENbHOW-OTPULIATENIHON CENEKIIMU MOKHO HAaWTH B HATEHTax
CIIA Ne 5 464 764 u 5 487 992.

[00130] CornacHO HEKOTOPBIM BapHaHTAM peaju3alud  HU300peTeHHs, BBEICHUE
HYKJICHHOBOM KHCJIOTBI MyTEM BUPYCHOH MH()EKLUHU MPEIOCTaBJISIET HECKOJIbKO MPEHMYLIECTB
IO CPABHEHUIO C APYTHMHU CIIOCOOAMH, TAKMMH KaK JTUIMO(PEKIUS 1 SJIEKTPOIIOPALIUS, TOCKOJIBKY
JAaI0T BO3MOXHOCTb JIOCTHXKEHUs OoJyiee BBICOKOW 3S()(HEKTHUBHOCTH TpaHCHEKIUH U3-32
UH(EKIMOHHOH MPUPOJIBI BUPYCOB.

[00131] CornacHO OJTHOMY BapHaHTy pealH3aluy U300pETEeHUs, CeNyeT MOHNMATh, YTO
NOJIUMENTHIbI COTJIACHO HACTOSIIIEMY HM300PETEeHHI0 TAaKKe€ MOXKHO 3KCIPECCHPOBATH H3
KOHCTPYKTa HYKJIEMHOBOW KHCJIOTBI, BBOAMMOTO B OPraHM3M HHIWBHIA C HCIIOJb30BAHHUEM
1r000r0 MoxXomsImero crnocoda BBEACHUS, ONMMCAHHOTO B HACTOSIIEH 3asiBKe BbIIIE (T.€. MyTeM
TeHHOW Tepamuu in vivo). CorjgacHoO OIHOMY BapHaHTy peajH3aluHu H300pETeHHs, KOHCTPYKT
HYKJICMHOBOW KHCJIOTBI BBOIST B TOAXOMALIYIO KJETKY C TIOMOIIBK) COOTBETCTBYIOILETO
HocuTens/cnoco0a  reHHOW — nmocTtaBku  (TpaHcpekumu, TPAHCAYKIHMH, TOMOJIOTUYHOM
pekoMOMHAIIMK W T.J.) MU TPH HEOOXONUMOCTH CHCTEMbl JKCIPECCHH H  3aTeM
MOIU(PHUIMPOBAHHBIE KJIETKH Pa3MHOXKAIOT B KYyJbTYPE M BO3BPAIAOT B OPraHU3M HHAMBUIA
(T.e. reHHas Tepamnus ex vivo).

[00132] Ou4eBumHO, YTO MOMHUMO HEOOXOAUMBIX 3JIEMEHTOB MJIsI TPAHCKPHIILUH H
TPAHCISIIMM BCTPAWBAEMON KOAMPYIOIEH IOCIeN0BATEeIbHOCTH (KOAUPYIOIIEH IOJUNENTHN)
KOHCTPYKT 3KCIIPECCHHM COIJIACHO HACTOAILIEMY H300PETeHUI0 TaKXe MOXKET COIepKaTh
IIOCJIEIOBATEIbHOCTH, CKOHCTPYHPOBAHHbBIC MJII ONTHMHU3AIMU CTAOMJIBHOCTH, MPOAYKIMH,
OYHMCTKH, BbIXOZA UJIH AKTUBHOCTH SKCIIPECCUPYEMOTO MOJUTMENTHAA.

[00133] CornacHo HEKOTOPBIM BapUaHTaM peanusanuu nu300peTeHus,
TpaHC(HOPMUPOBAHHBIE KJIETKH KYJIBTUBUPYIOT TpU S(P(EKTUBHBIX YCIOBUSIX, KOTOPBIE
MO3BOJISIFOT ~ SKCIPECCUIO0  OONBIIMX  KOJIMYECTB PEKOMOMHAHTHOTO CIIUTOTO Oenka HIIN
nojunentraa. COrnacHO HEKOTOPBIM BapUaHTaM peau3aluu H300peTeHus, 3P QeKTHBHbIE
YCJIOBHS KYJbTHBHPOBAHUS BKJIFOYAIOT, HO HE OTPAHMYMBAIOTCA YKa3aHHBIMH, 3(dexkTuBHyO
cpeny, OuopeakTop, Temmneparypy, 3HaueHrne pH U ycnoBusi conmepskaHHs KHUCIOPOAa, KOTOPBIE
NO3BOJISIFOT MpoAyKiuio Oenka. CoriacHO OJHOMY BapUaHTy pealn3aluu  HU300peTeHus,
s¢dekTuBHas cpeaa OTHOCHUTCA K JIOOOH cpene, B KOTOPOW KIETKY KYJIBTUBHUPYIOT ISt
NOJIy4EeHUS] PEKOMOMHAHTHOTO TOJIMIENTHAA COTJIACHO HacTosleMy n3odperermnto. CoriacHo
HEKOTOPBIM BapHaHTaM pealn3alluil H300peTeHHs, Cpena, KakK IMPaBWIIO, COAEPKUT BOMHBIH
pacTBOp, COAEPIKALTUA MCTOYHUKH YCBOSIEMOIO yriepoza, a3ota u ¢ocdara, U MOAXOIAIINE
COJIM, MHHEPAJIbl, METAJIJIbl M APYTHE MUTATENbHbIE BEIECTBA, Takhe Kak BUTaMHuHbL. CorjiacHo
HEKOTOPBIM BapHAHTaM pean3aluy H300peTeHus, KIETKU COTIACHO HACTOSIIEMY H300pETEeHHIO

MOKHO KYJbTHBUPOBAaTh B YIOOHBIX (PEPMEHTALMOHHBIX OHOpEaKTOpax, BCTPSIXUBAEMbIX
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Kosbax, mpoOupkax, MHUKPOTHPALMOHHOH mocyne u vamkax Ilerpu. CornacHO HEKOTOPBIM
BapUaHTaM pealn3aluu H300peTeHHs], KyJbTHBHPOBAHHE OCYIIECTBIISIOT IPU TEMIIEPATYpe,
3HaueHnu pH u conmepkaHuy KUCIOpOa, MOAXOAAIIEM A peKOMOMHAHTHOH kieTku. CornacHo
HEKOTOPBIM BapHaHTaM pealn3alui H300pETeHHs], YCIOBUS KyJIbTUBHUPOBAHHS HAXOASTCA B
npenenax 3HaHUH CMEHAINCTa B TAaHHOIH 00IaCTH TEXHUKH.

[00134] CornacHO HEKOTOPHIM BapHAHTAM peaTU3alUK H300pEeTeHHs], B 3aBUCUMOCTH OT
BEKTOpAa M CUCTEMBI-XO35IMHA, HCIIOJNB3yeMON MJisi MPOAYKLMHU, IMOJy4YEeHHBbIE B pe3ysbTaTe
MIOJIUIENTH/IbI COTJIACHO HACTOSLIEMY M300PETEHHIO COXPAHSIIOTCS B PEKOMOWHAHTHOW KIIETKE,
CEKPEeTUPYIOTCS B (DEPMEHTAIIMOHHYIO CPENy, CEKPETHPYIOTCS B MPOCTPAHCTBO MEXKIY ABYMS
KJIETOYHBIMH MeMOpaHaMH, TakOoe Kak Mepuria3Marudeckoe npoctpancTtso E. coli, wm
yII€P’KUBAKOTCS] HA BHEIIHEH MOBEPXHOCTU KJIETOUHON WIJIM BUPYCHOH MeMOpaHBbI.

[00135] CornacHO OHIHOMY BapUaHTy peanu3aluu H300pEeTeHHs, IMOCNie 3apaHee
OTPENEIEHHOrO BPEMEHHU KYJbTHBHPOBAHUS OCYIIECTBIISIOT BOCCTAHOBJICHHE PEKOMOWHAHTHOTO
TIOJIMTIENITH/IA.

[00136] CormacHo OmHOMY  BapHaHTy peamu3auuu  u300peTeHus,  (¢pasza
«BOCCTAHOBJIEHHE PEKOMOWHAHTHOTO TMOJUMENTHAA» MPH HUCIOIB30BAHUHN B HACTOSLICH 3asiBKE
OTHOCUTCSI K cOOpy Bcel (pepMEeHTAMOHHONW cpenpl, coxpepkamield momunentun Oes3
HEOOXOIMMOCTH MPENIOoIaraéMbIX JOMOJHUTEIBHBIX 3TANOB Pa3AeICHUs WIN OYHCTKH.

[00137] CornacHo OmHOMY BapHaHTy pean3alii H300peTeHHsI, OJUIIETITH bl COTJIACHO
HACTOSIIEMY HM300PETEHHIO OYMINAIOT C HCIIOJNb30BAHUEM PAa3JMYHBIX CTAHAAPTHBIX METOIOB
OenKoBON OYMCTKH, BKJIFOYAsl, HO HE OIPAaHUYNBAsCh YKa3aHHBIMH, apPpuHHYIO0 XpomaTorpaduro,
MOHOOOMEHHYI0  Xpomarorpaduio, ¢unerpamuio,  snektpodopes,  Xpomarorpaduro
ruapooOHBIX  B3aUMONEHCTBUH, rejb-(QUIBTPALMOHHYI Xpomarorpaduioo, oOpaieHHO-
¢dazoByro  xpomarorpaduro,  Xpomarorpadurd  Ha ~ OCHOBE  KOHKaHaBaJlMHA A,
XpomaTodpokycupoBanre 1 Au¢HepeHIHANTBHYI0 CO0OMIH3aLHIO.

[00138] CornacHO OmHOMY BapHaHTy pealu3aluud U300peTeHHs, sl OOJerdeHwsl
BOCCTAaHOBJICHHIO  MOXET  OBITb  CKOHCTPYHUpOBaHa  SKCIpeccupyemas  KOAMPYHOLIas
NOCJIEIOBATENIbHOCTb, KOAMPYIOLIAsl TOJHIIENITH COIJIACHO HACTOSIIIEMY HM300pPETeHUI0 |
CIUTBIA oTweruisieMbiM (parmeHT. COrNIaCHO OZHOMY BAapUAHTy peaTH3alMd H300peTeHHs,
CJIIUTBIA OEJIOK MOXET OBITh CKOHCTPYHMPOBAH TaKUM OOpPa3oM, YTO IMOJIUIENTHI MOXHO JIETKO
BBIIEJATh C NOMOINBIO apuHHONH Xpomartorpaduu, Hampumep, NMyTeM HMMOOWIM3aLMH Ha
KOJIOHKe, crneunpudHor s otmerusieMoro ¢parmenta. COrjacHo OJHOMY BapUaHTY
peanu3anuy H300peTeHHs, MKy TOJIHUIETITHAOM U OTLIETUIIEMBIM (DPArMEHTOM CO3/IAK0T CAHT
paciieryieHnsi, U TOJIUIENTH] MOXET ObITh BBICBOOOXIIEH M3 XpOMaTorpapuuecKkoil KOJOHKH
nyTeM OOpabOTKH COOTBETCTBYIOIIMM (EPMEHTOM WJIM AareHToM, KOTOPbIH Creuu(puaHo
OTLIEIUISIET CIUTBIN OeNoK Mo 3TOMy calTy [Hampumep, cM. Booth et al., Immunol. Lett. 19:65-
70 (1988); u Gardella et al., J. Biol. Chem. 265:15854-15859 (1990)].

[00139] CornacHo OXHOMY BapUaHTy peaju3aluy U300pETEHUs], MOJUMENTH A COTTIACHO
HACTOSIIEMY H300PETEHHUIO M3BJIEKAIOT B «IIO CYLIECTBY YUCTOI» PopMme.

[00140] CoriacHO OOHOMY BapHaHTy peaju3aluu HU300peTeHus, ¢pasa «Io CyIeCTBY
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YHUCTBII» OTHOCHTCS K YHCTOTE, KOTOpasl Mo3BoJisieT 3((EeKTUBHOE HCIIONb30BaHHE Oenka B
COOTBETCTBHUH CO CIIOCOOAMU MPUMEHEHUsI, OIIMCAHHBIMU B HACTOSIIIEH 3asBKeE.

[00141] CornacHOo OZHOMY BapUaHTy peaju3aluy U300pETEeHUs], MOJUMENTH A COTTIACHO
HACTOSIIEMY H300pPETEHUIO TaKXX€ MOJKHO CHHTE3HUPOBATh C HCIOJIB30BAHUEM CHUCTEM
sKcnpeccuu in vitro. CorjjacHoO OAHOMY BapHUaHTy pean3aliy U300peTeHus], ClIocOObl CUHTE3a
in vitro XOpOIIO M3BECTHbI B JAHHOH OOJACTH TEXHUKH, U KOMIIOHEHTBI CHCTEMbI SIBIISTFOTCS
KOMMEPUYECKHU JOCTYITHBIMH.

[00142] CornacHO HEKOTOPBIM BapUaHTaM peau3alii U300peTeHus, pEKOMOMHAHTHBIE
NOJIUMENTHIbI CUHTE3UPYIOT M OYHINAIOT, HX TEePaneBTHYECKY 3>()(PEeKTHBHOCTb MOXKHO
MPOAHAIM3UPOBATH N ViVO WIIH in Vitro.

[00143] CornmacHO OQHOMY BapUAHTy peau3aluu H300peTeHus, (hapmareBTHUECKas
KOMITO3ULIMS, MIPEUIOKEHHAs! B HACTOSIIEH 3asBKe, COAeprKalasi YKa3aHHbIH PEeKOMOMHAHTHBIH
CIUTBIA OEJNIOK COTJIaCHO HW300PETeHUI0, JONOJHHUTEIBHO CONEPXKUT (hapMaleBTUIECKHIA
HocuTenb. llpM WCHONBb30BaHWMM B HAcTosIIel 3asBKe, «()apMaLEBTUYECKHH HOCHUTENDbY
BKJIFOUAET JIFOOBIE M BCE PACTBOPHUTEINH, TUCTIEPCUOHHBIE CPEIbI, TOKPBITHS, aHTUOAKTEPHAIIbHbIE
U TMPOTUBOTPUOKOBBIE AreHThI, M30TOHUYECKHE areHTbl M areHThl 3aAep:KKu adcopbumu u
NOJOOHBIE areHThI, KOTOPBIE SIBJISIOTCS (PU3UOJOTHYECKH COBMECTUMBIMU. [IpennouTHTENsHO,
HOCHUTEINIb SIBJIAETCS] TIOAXOISINMM JUIsl BHYTPUBEHHOIO, BHYTPUMBILIEYHOTO, ITOAKOXHOTO,
MApEeHTEPANbHOrO, CIIMHHOMO3TOBOIO WJIM SIUAEPMAIBHOIO BBEACHUS (Hampumep IMyTeM
WHBEKIUH W UHPY3UH).

Cnocobsl mepanesmuieckozo npuMeHeHus

[00144] CormacHO OAZHOMY BapUaHTy pealu3aldyd H300pETeHHs, HaCTosIIee
n3o0peTeHne odecreunBaer crnocod JeueHus 3a001eBaHNsl WM COCTOSIHUSI y HYJKIAIOIIErocs B
3TOM CyObeKkTa, BKIIOYAIOIUI BBEJEHHE TEPANeBTUYECKH A(PPEKTHUBHOIO KOJIMYECTBA
PEKOMOMHAHTHOTO CIMUTOro Oenka wiM  (PapMaleBTUUECKONW KOMIIO3MLIMM, COAepIKallel
yKa3aHHbIA peKOMOWHAHTHBIN CIUTHIN O€JIOK, OMTUCAHHBIN B HACTOSIIEH 3asiBKE.

[00145] CormacHo OZHOMY BapUaHTy pealu3aluyd H300pETeHMs], HACTOsIIee
u3o0peTeHne obOecrneynBaeT Crocod JieUeHUs CepaeYHO-COCYIOUCTOro 3a0O0NIEeBaHUSI WM
COCTOSIHUSL Y HYXXITAIOLIETOoCs B 3TOM CyOBEKTa, BKIIFOYAIOIIUI BBEACHHE TEPANeBTUYCCKH
3¢ (}eKTUBHOrO KOJNMYECTBA PEKOMOMHAHTHOTO CJIHTOrO Oesika WM conepikameil  ero
(apManeBTHIECKONH KOMITO3ULIHH.

[00146] CormacHO OZHOMY BapUaHTy pealu3aluud W300peTEeHUs, HACTOsIIee
u3obpeTeHne o0ecrmeunBaeT Croco0 MPenoTBPALIEHUs, WHTHOUPOBAHUS, TONABIICHUS WJIH
3aIepP’KKH Havajla Pa3BUTHUS CEPACYHO-COCYAMCTOrO 3a00JIEBaHUSI MM COCTOSIHUSL V CYyOBEKTa,
BKJIFOUAOLMI BBeAeHHE 3(P(PEKTUBHOIO KOJIMYECTBA PEKOMOWHAHTHOTO CIHTOTO Oenka WIN
(hapMaeBTHYECKOIN KOMITO3UIINHU, OTIMCAHHOW B HACTOSIICH 3asiBKeE.

[00147] CornmacHO HEKOTOPBIM BapHaHTAM peaIn3aluu H300peTeHHs, CepIaedHO-
cocyaucToe 3a00JeBaHMs BKJIIOYAET XPOHMYECKYIO CEpAEYHYI0 HENOCTaTOYHOCTB/3aCTOMHYIO
cepaednyro HegoctaTouHOCTh (3CH), OoCTpyrO CepeuHyr0 HeTOCTaTOYHOCTE/HH(PAPKT MUOKapaa

(M), cucromuveckyro AUCPYHKLMIO JIEBOIO SKEIyAO4Ka, pernepy3rMOHHOE TMOBPEKIEHUE,
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cBsizaHHOe ¢ UM, BBI3BaHHYIO XUMHUOTEpAIueil KapJuOTOKCUIHOCTD (Y B3POCIIOTO HITH peOeHKa),
BbI3BAHHYIO pajualuedl KapAUOTOKCUYHOCTb, B TaKK€ JieUeHHWE B JOMOJHEHHE K
XUPYPTUYECKOMY BMEIIATENbCTBY MIPU BPOXKIEHHOM 3a00JI€BaHUH CepALa y JeTeH.

[00148] CornacHO HEKOTOPbIM BapHaHTAM peaNu3alul HU300pEeTEeHUs, BbI3BAHHAS
XUMUOTEpanuell  KapJUOTOKCHYHOCTh  SIBJISIETCS  Pe3YJbTaTOM MOJyYeHHs CyOBeKTOM
AHTPALMKJINHOB,  AJKWIMPYIOI[UX  areHTOB,  AHTUMHUKPOTYOYJIMHOBBIX  areHTOB  H
AaHTUMETaOONIUTHBIX Ar€HTOB, UCIIOIb3YEMbIX B KAU€CTBE X MMUOTEPAIIHH.

[00149] CornmacHO HEKOTOPBIM BapHaHTAM peaju3alid U300peTEeHHs, CePIASHHO-
COCYIUCTOE COCTOSIHUE MPEACTaBIsieT COOOH KapAUOTOKCHYHOCTb B PE3YyJbTaTe MOJNYYESHHS
CyOBEeKTOM MPOTHBOpPaKoBOi Tepanuu. COrylacCHO APYTHM BapHaHTaM peaH3aluy H300peTeHus,
NPOTHBOPAKOBAsl TEpanusl TMPENCTaBisieT co0oi HampasieHHywo npotuB HER-2 Ttepamuro.
CornacHo apyrum BapuaHTaM peatn3aluu n3o0perenns, HanpasieHHas npotus HER-2 tepamus
BKJIFOYAET TPUMEHEHHE TpacTy3ymada, ano-tpacty3ymada, SMTaH3MHA, JIANaTUHHUOA,
HepaTuHuOa U nepty3ymada, moboro anturena nporuB HER2, moboro arenra mporus HER2
WJIH X KOMOWHAITIH.

[00150] CormacHo mpyroMy acrmekTy, U300peTeHHe OTHOCHUTCS K Croco0y HHIYKIUH
pPEMOENIUPOBAHMSI CAPKOMEPHBIX U LIUTOCKENETHBIX CTPYKTYP MBbIIIEUHBIX KJIETOK WM
MEKKJIETOYHBIX aAr€3MOHHBIX KOHTAKTOB, BKJIIOYAOIIEMYy 00pabOTKY KJIETOK PEKOMOMHAHTHBIM
OETKOM CITUSIHUS, ONTMCAHHBIM B HACTOSLIECH 3asIBKeE.

[00151] CornmacHo OZHOMY BapUaHTy peau3alud H300PETeHHs], TeparneBTUYSCKUN
croco0 HampaBlieH Ha JIeUYeHHE CEePAEYHONH HENOCTaTOYHOCTH, SBISIOIIEHCS pe3yJbTaTOM
IUCCOLMALIMN  aAre3MOHHbIX KOHTAaKTOB MEXJYy KJIETKAMU CEepAEeYHONW MBIIILbl  W/Win
J€30praHu3ali CAPKOMEPHBIX CTPYKTYP KJIETOK MIEKOIUTAIOLIETO.

[00152] CormacHo ApyroMy acmekTy, HacTosiliee n300peTeHHe o0ecrnednBaeT Crocod
NPEIOTBPALICHNs], JICYCHHUs] WM 3aJ€PKKH CEepAEYHON HENOCTaTOYHOCTH C COXPAHEHHOU
¢dpakumeli BbIOpOCAa y 4YeJOBEKa, BKIOYAKONIEMY BBeAeHHE (HapMalEeBTHUECKOW KOMITO3HILIUY,
cozeprkaliel peKOMOMHAHTHBIN CIIUTHIN OEJIOK, OMIMCAHHBIN B HACTOSIIIEN 3asIBKE.

[00153] Ilpu wucCmONB30BAaHMM B HACTOSINEN 3asiBKe, TepMHUH «(dpakuus BbIOpocay
OTHOCUTCST K u3MepeHuro ¢pakuuu BbiOpoca (EF), BbIpakeHHOH, Kak MpaBWIO, B BHUIAE
MPOLEHTHOIO KOJNMYECTBa KPOBH, BBIKAYMBAEMON JIEBBIM JKENyJOUYKOM TMPU KaKIOM
cokpamennn. Hanpumep, ¢pakuus BeiOpoca, coctasisitomas SO mpoUeHTOB, 03Ha4aer, 4To S50
NPOIIEHTOB OOINEro KOJMYECTBA KPOBH B JIEBOM JKEJIYIOUKE BBITAIKMBAETCS MPU KAKIOM yrape
cepaLa.

[00154] MH3o0pereHue HampaBJieHO HA JieUeHHE CYOBEKTOB, CTPAJAIOINUX WU
HAXOJSLIMXCSI B TPYIIE PHCKA Pa3BUTHs CEPIEYHOro 3a00JIeBaHUS U CBSI3aHHBIX COCTOSIHUH,
HanpuMep, CeplevHON HEAOCTATOUHOCTH.

[00155] Tepmun «cepaedHas HENOCTATOUYHOCTb» O3HAYAET HApPYLIEHHWE CEPACHHON
($yHKIMH, TP KOTOPOH CepAlle He HAKaYMBae€T KPOBb CO CKOPOCTBIO, HEOOXOMUMOH IS
notpedHOCTe MeTabonu3upyomux TkaHeil. CepredyHas HENOCTATOYHOCTh BKJIOYAET IUPOKUI

auana3oH 3a0oneBaHMM, TaKMX Kak 3acTOHHas cepAedyHas HeIOCTaTOYHOCTb, HH(}APKT
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MHOKap/a, TaxHapUTMHsA, CeMelHas runeprpoduyeckas KapAUOMHOIATHSA, HIIEMUYeCKas
0oJe3Hb cepAala, UANOMATHIECKas TUIaTAllIOHHAs KapaAuoMuonaTus U Muokapaur. Ceprednas
HEIOCTaTOYHOCTh MOJKET OBbITb BbI3BaHA JIHOOBIM KOJIWYECTBOM (PaKTOPOB, BKIIKOHAS
UIIEMHUYECKYI0, BPOKAEHHYIO, PEBMATOUIHYI0 WJIM HUAMONATUYECKYIO (OpMbL. XpOHHUECKas
runepTpodusi cepauLa MPEncTaBisieT coOOH 3HaumMmoe 3a0oJieBaHUE, KOTOpOE SIBJISIETCS
NPEeAIIEeCTBEHHUKOM 3aCTOMHOM CepAeuHON HEOCTATOYHOCTH U OCTAHOBKU CepALA.

[00156] CornacHO OHOMY BapHaHTy peaiu3aluy U300pETeHUs], «JIeUeHHe» OTHOCHUTCS
KaK K TEparneBTUYECKOMY JICYCHHUIO, TaK U MPOPUIAKTUYECKHM HJIM MPEBEHTUBHBIM Mepaw,
LEeJIbI0 KOTOPBIX SIBJISIETCS TPENOTBpALICHHE WM 3aMe[yieHue (CHWKEHHe) runeprpoduu
cepana. Hyxparoomuecss B JiedeHMH CyOBEKTHI BKJIIOYAIOT CYOBEKTOB, CTPagarOIIUX
pPacCTPOICTBOM, a TaKke CyOBEKTOB, MPENPACIIONOKEHHBIX K YKa3aHHOMY PaCcCTPOMCTBY, HIIU
CyOBEKTOB, Yy KOTOPBIX MpPEANOJaraercsi MpeJOTBPATUTh YKA3aHHOE PacCTPOHCTBO.
l'mneprpoduss cepama MOKET MNPEnCTaBiATh COOOW THUNepTpodHUI0, OTBEYAIOIIYIO Ha
PETUHOEBYIO KHCJIOTY W BO3HUKAIOLIYI U3-3a JIIOOOW NPUYMHBL, BKIOYAs BPOKACHHBIMH,
BUPYCHBI, HIUONATHYECKUH, KapAuoTpopuueckuii wimm muorpodpudeckuii  (axrop, uim
rUNepTpO U0, BBI3BAHHYIO UIIEMHEH HITH UIIEMIYECKUMH MHCYJIbTaMH, HAIIPUMeEp, HHPAPKTOM
muokapzra. Kak mpaBwio, InedeHue OCYLIECTBISIOT Uil OCTAHOBKH WJIM  3aMEIJICHHS
NPOTPECCUPOBAHMS TUIEPTPOPHH, B YACTHOCTH, IOCHE CIYUYHUBLIETOCS MOBPEXKISHHS CEphLa,
TAKOTO KaK MOBPEKACHUE B pe3ysbTaTe uineMuu. [IpeanouTurenvHo, [is ieueHus: HHQapKTOB
MHOKapza papMalieBTHYeCKHe KOMIIO3HULINH, PEJIOKEHHbIE B HACTOSIIEH 3asiBKE, BBOIAT CPas3y
nocye nHpapkTa MHOKapa sl IPEJOTBPALEHHS UM YMEHBIIEHUS THIEPTPOPHHL.

[00157] CornacHO HEKOTOPBIM BapHaHTaM pealn3alii U300peTeHs], jedeHne CyObeKTa
(apmaLeBTHYECKOI ~ KOMITO3HMLIMEH, coiepikamell  peKOMOMHAHTHBIA  CIOMTHIA  Oellok,
NPEAJIOKEHHBIN B HACTOsIIEH 3asBKE, MOXET NPHUBOAUTH K IMOBBIEHUIO CPEIHEr0 BPEMEHU
BBDKMBAEMOCTH B TMOMYJSILUU MOJABEP)KEHHBIX JIEUEHHIO CYyOBEKTOB IO CPaBHEHUIO C
NOMYJISIMEH, TOJydarolneld MOHOTEPANUI0  JISKAPCTBEHHBIM  CPEICTBOM, KOTOpPOE He
NpeACTaBIsieT COOOH COeIUHEHHE COTJIACHO M300pPETeHHI0 Wi ero  (papmManeBTUYeCKH
NPUEMJIEMYIO COJIb, COJIBBAT, aHAJIOT MJIM MPOU3BOAHOE. [IpennouTHTeNbHO, MOCe JIEYSHUs C
MOMOIIBE) ~ CTPATerHil, Jie4eOHbIX MPUEMOB, CIOCOOOB, KOMOWHALMA ¢ KOMITO3ULIUH,
NPEJIOKEHHBIX B HACTOSLICH 3asiBKE, CpelHee BPeMsl BbDKMBAEMOCTH TIOBBILIAETCS Oosee dem
Ha 30 gHeit; 6osee mpeanoyTUTENHHO, Oonee yem 60 mHelt; Ooee MPeNnoOYTHTENHHO, Oojiee YeM
90, 120, wnu 365 nHeii; Oonee MpeAnoOYTUTETHHO, Oosee uem 365 nueill. [loBbIeHnEe CpeaHEro
BPEMEHH BBDKMBAEMOCTH B IMOMYJSIMUM MOXXHO HM3MEPUTh C IOMOINBI  JFOOOTro
BOCIIPOM3BOAUMOro crnocoba. IloBelleHne cpeaHero BPeMEHU BBDKMBAEMOCTH B MOIYJISLIUH
MOKHO HM3MEPHTh, HANpHUMEpP, MyTeM pacyera Uil MONYJSIMUU CPEeOHEH MPOAOJUKUTENbHOCTH
BbDKMBAEMOCTH IIOCNIE Hayalla JIEYEHUs AKTUBHBIM COeAMHEHHeM. [IOBBIIEHHE CpemHero
BPEMEHH BBDKHUBAEMOCTH B TMOMYJBILUN MOKHO TAaK)K€ U3MEPUTh, HAIPUMEp, IMyTEM pacdera Jis
HOMYJISIUK CPeAHEH MPOAODKUTENIbHOCTH BbDKMBAEMOCTH TIOCHIE 3aBEpPLICHUS MEPBOrO LIUKJIA

neyeHus (papMaLeBTHUECKON KOMIIO3ULIMEH, ONMMCAHHON B HACTOsIIEH 3asBKeE.
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[00158] CornacHO HEKOTOPBIM BapHaHTAM peaU3alii U300peTeHus], IeYeHHe CyObeKTa
C TIOMOLIBIO (hapMaleBTUYECKONW KOMIIO3UIIUH, CONeprKaleil peKOMONHAHTHBIM CIUTBIA OEJNOK,
NPEAJIOKEHHBIE B HACTOSIILEH 3asBKe, MOXET IPUBOAUTH K CHIDKEHMIO KO3(duimeHTa
CMEPTHOCTH B IOMYJISALUH TTOABEP>KEHHBIX JICUEHHIO CYyOBEKTOB MO0 CPABHEHUIO C MOMYJIALUEH,
NOJIyyarouie OTAEeNbHO HocuTenb. JleueHune paka MOXKET TMNPUBOAUTH K CHIDKEHHUIO
K03 PULIHIEHTa CMEPTHOCTH B TIOMYJISALUH MTOABEPKEHHBIX JICUEHHIO CYObEKTOB IO CPABHEHHIO C
HE TIOBEPKEHHOW JICUYEHUIO mNomyssuuen. JleueHue paka MOXET NPUBOAMTHL K CHMKEHUIO
k03 pHLIEeHTa CMEPTHOCTH B MOMYJISILUHU MOABEPKEHHBIX JICUEHHIO CYOBEKTOB MO CPABHEHUIO C
MOy JIALIMEH, MOoJTydaBliell MOHOTEPANHIO ¢ MOMOIIBIO JIEKAPCTBEHHOTO CPEACTBa, KOTOPOe He
NpEeACTaBIsieT COOOH COENUHEHHE COTJIACHO W300pETeHHI0 WM ero  (apMaleBTHYECKH
NpUEMJIEMYIO COJIb, COJIbBAT, aHAJOT WU npousBoaHoe. [IpeamoururensHO mocne JedeHHs C
MOMOIIBE) ~ CTPATerHii, Jie4eOHbIX MPHUEMOB, CIOCOOOB, KOMOWHAIMH W KOMITO3UIUH,
NPEJIOKEHHBIX B HACTOSIIIEH 3as1BKe, KOA(PPHUIIMEHT CMEPTHOCTH CHIDKaeTcs Oosiee yeM Ha 2%;
Oonee mpenmouTuTeNbHO, Oojiee yem Ha 5%, Oonee mpenmodTHTENbHO, Oonee yem Ha 10%; u
HanOoJyiee MpeanoYTHTENbHO, Oonee ueM Ha 25%. CHmwkeHue ko3(pPHUIHEHTa CMEPTHOCTH
NOMYJISIUM  TIOABEPKEHHBIX JICUEHHIO CYOBEKTOB MOJKHO H3MEPUTh C IOMOIIBI JIF0O0ro
BOCTIpon3BoANMOro crocoba. CHmwkeHne Ko3(pQUIMEeHTa CMEPTHOCTH B MOMYJSIIHH MOXKHO
U3MEpUTh, HalpuUMep, IMyTeM pacyeTa B MOMYJALMUU CPEAHEr0 KOJUYECTBA CBS3aHHBIX C
3a0oneBaHreM CMepTel Ha eIUHHIy BPEMEHH I10CJIe Havaja JIEYeHUS! aKTUBHBIM COEIMHEHHEM.
CHmxenne ko3 puureHTa CMEPTHOCTH MOMYJISALUN TaKKe MOXKHO W3MEPUTh, HAPUMEp, NyTeM
pacdera Uid TMONYJSILMU CPEJHEro KOJHMYECTBA CBSI3aHHBIX C 3a0oneBaHMEeM cMepTell Ha
€IMHULYY BPEMEHH IOCJIe 3aBEePIICHHUs IEPBOro LUKJIA JIEUEHUs ¢ OMOINBIO (papMalieBTHIECKO
KOMIIO3ULIMH, ONMCAHHOMN B HACTOSIIIEN 3asIBKE.

[00159] CormacHO OZHOMY BapuUaHTy pealu3aluy, HacTosee H300peTeHue
obecrieunBaeT Ccroco® JieueHHWs CBA3aHHOIO C LeHTpanpHOH HepBHOH cucremoinn (ILIHC)
3a00NieBaHMsI WM COCTOSIHMS Y HYJKAAIOLIEroCs B 3TOM CYObEKTa, BKJIIOYAIOLINI BBEICHUE
TepaneBTHUeCKH d(PQPEKTUBHOIO KOIUYECTBA PEKOMOMHAHTHOTO CIUTOro Oenka WiIH
(hapMaleBTHYECKON KOMITO3UIIMHU, OTTUCAHHOW B HACTOSIIEH 3asBKeE.

[00160] CormacHo OZHOMY BapUaHTy pealu3aluyd H300pPETeHHs, HACTOsIIee
u3obpeTeHne oOecrneunBaeT Croco0 MPenoTBPALIEHHs, WHTHMOUPOBAHUS, MONABIICHUS WJIH
3amepKku Havana pasButus cBszaHHoro ¢ I[HC 3aboneBaHust miin COCTOSIHUSI § CYOBEKTa,
BKJIFOUAKOIIMI BBeeHHe 3(P(PEKTUBHOIO KOJINYECTBA PEKOMOWHAHTHOTO CIHUTOrO OejKa HIIH
(hapMaleBTHYECKOI KOMITO3UIINHU, OTTUCAHHOW B HACTOSIIEH 3asBKeE.

[00161] CormnacHO HEKOTOPHIM BapUaHTaM peann3auuu n3odperenus, cesazanHoe ¢ [ITHC
3a00JIeBaHNe WM COCTOSIHHE TIPENCTaBIsIeT coOol amuoTpodudeckuii 6okoBol ckiepos (ABC),
oonesnb [lapkuHcoHa, 6one3Hp AnblreiiMepa, mapainud beia, STHICTICHI0 U STTHJICITUYSCKIE
npunaaky, cuHapoM I'miieHa-bappe, HHCYJIbT, TpaBMaTU4YECKOE MOBPEXKIECHHUE MO3ra,
MHOYKECTBEHHBIN CKJIEPO3 WJIN UX KOMOUHALIUIO.

Beseoenue, oo3uposanue

[00162] Kommo3uiuuio COrJIaCHO HACTOSAIIEMY HM300PETEHHIO MOXHO BBOIUTH
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HY>KAIOLIEMyCsl B 3TOM CYOBEKTY MapeHTepajbHO WM C IMOMOLIBIO PAa3IMYHBIX CIOCOOOB,
U3BECTHBIX B JaHHOW obOmactu TexHUKH. Kak OueBHMAHO CrenuamucTy B IaHHOM oOjactu
TEXHUKH, MyTh W/HMIN Criocod BBeNeHHs OyJeT BapbHpPOBAaTh B 3aBHCHMOCTH OT JKEIa€MbIX
pe3yabraToB. {51 BBENEHHsS] COEOUHEHUs COIJIACHO HM300PETEHHMIO C IOMOIIBIO KOHKPETHBIX
nyTel BBEACHUs] MOXKET ObITh HEOOXOANMO MOKPBIBATh COCAMHEHHE WJIM BBOAUTH COCIUHEHHE
COBMECTHO C MaTe€pHaJOM IJis1 MpeNOTBpalleHusl ero MHakTuBauuu. Hampumep, coenunenue
MOXKHO BBOAHTDH CyOBEKTY B MOAXOJSINEM HOCHTENE, HAPUMeEp, JTUIIOCOMaX, UK pa3daBuTere.
dapmaneBTUYECKU MpUeMJIeMble pPa30aBUTENN BKJIIOYAIOT COJIEBbIE PACTBOPBI U BOIHBIE
OydepHbie pacTBopbl. PapManeBTHUECKHE HOCUTENN BKJIIOYAIOT CTEPHIIbHBIE BOIHBIC PACTBOPHI
WIM TUCTIEPCUM U CTEPHJIbHBIE TOPOLIKU JJIs1 3KCTEMIIOPAIBHOTO MPUTOTOBJIEHUS CTEPUIIbHBIX
pacTBOpPOB sl MHBEKUMM uiau aucnepcuu. [IpuMeHeHuWe TakuX Cpeq W areHTOB IS
(bapMaleBTHUECKH aKTUBHBIX BEIECTB U3BECTHO B JAHHOW 00JIACTH TEXHUKH.

[00163] CornacHO THNUYHBIM BapHaHTaM peajH3allu WU300pETeHHs], mpenaparsl IJIs
BBEICHUS] CYOBEKTaM BKJIFOYAIOT CTEPHJIbHBIC BOIHBIC WJIM HEBOIHBIE PACTBOPBI, CYCIIEH3UHU, U
SMyJibCcHU. HekoTopble BapuaHTBl peaju3alid  HM300pETEeHHs]  BKIKOYAOT  HEBOJHBIC
pacTBOpUTENH, Takhe Kak IPONWICHIVIUKOJb, MOJUITUIEHIJIMKOJb, pPacTUTENbHbIE Macia
(HarmpuMep, OJNMBKOBBbIE Macya), OpPraHMYeCKHe CIIOKHBbIE >PHUpbl (HampuMmep, 3THIIOJNEAT) |
ApyTUe PaCTBOPUTENH, H3BECTHBIE CIIELIUAINCTAM B JAHHOH 00IacTi TeXHUKU. PU3HOIOTHIECKH
npueMJIeMble HOCUTENH (WJIM BCIIOMOTATebHbIE BEIIECTBA) HEOOS3aTENbHO MNMPUMEHSIOTCS
COIJIACHO KOHKPETHBIM BapHaHTaM peanu3anun nuzodpereHus. [Ipumeprl Takux HOCUTeNeH
BKJIIOUAIOT, Hampumep, coneBoil pactsop, ®Cb, pactBop Punrepa, nakTUpOBaHHBII pPacTBOp
Punrepa u 1.1 JlOmONHUTENBHO KOHCEPBAHTHI M 100aBKM HEOOA3aTENbHO HOOABISAIOT K
KOMITO3MLIUSIM 1Jisi obecriedeHus: ctabuiIbHOCTH M CTepriibHOCTH. Hanpumep, aHTHOMOTHKY U
Apyrue OakTepHLUAHBIE CPEACTBA, AHTHOKCHUAAHTBI, XENATHPYIOIIME areHTbl W T.IL
Heo0s3aTeNIbHO MPUCYTCTBYIOT B PA3JIMYHBIX BAPHAHTAX PEATN3alMi KOMIIO3ULUI B HACTOSLIEH
3as1BKe.

[00164] dpa3bl «mapeHTepalbHOE BBEAEHHE» U «BBEIACHHBIH MMapeHTEPaTbHO» IPH
UCTIOJIb30BAHUH B HACTOSIIIEH 3asiBKE O3HAYAIOT CIIOCOOB! BBEAECHHS, OTJIMYHBIE OT KHUIIEYHOTO U
MECTHOTO BBEIEHUS, KaK MPaBWJIO, CIIOCOOBI BBEACHHS MyTEM MHBEKIUH, M BKJIIOYAIOT, HO HE
OTPaHUYMBAIOTCS YKAa3aHHBIMH, BHYTPHUBEHHBIC, BHYTPUMBIIICYHbIE, HHTPAaPTEPHAIBHBIE,
UHTpaTEKAJIbHBIE, BHYTPUKAIICYJISIPHBIE, UHTpaopOUTAIIbHBIE, MHTpaKapAualbHbIE,
BHYTPUKOXXHBIE, BHYTPUOPIOLINHHBIC, TPAHCTPaXealbHblE, MOAKOXKHBIE, CYOKYTHUKYIISIPHBIE,
BHYTPUCYCTaBHbIE,  CyOKamncCyJisipHble,  CyOapaxHOUOANbHBIE,  BHYTPHCIIHHHOMO3TOBBIE,
SMUYPaIbHbIC U HHTPACTEPHAIbHbIE HHbEKINU 1 HHPY3HUHU.

[00165] HesaBucumMo OT BBIOPAHHOTO IYTH BBENEHUs, COEOUHEHHUS COTJIACHO
HACTOSIIEMY H300PETEHHIO, KOTOPbIE MOXKHO MPUMEHSTh B MOAXOASALIEH THAPATHPOBAHHON
dopme, wwmmm (papManeBTUYECKHE KOMITO3UIUN COTJIACHO HACTOSIIEMY H300PETeHHIO,
NPEACTaBICHbl B BUAE (apMaleBTHYECKU NPHEMIEMbIX (OPM TO3MPOBAHUS, IOJNYYEHHBIX C
MOMOIIBIO CTAHAAPTHBIX METO/IOB, U3BECTHBIX CIIELIUAIUCTAM B TaHHOW OOJNIACTH TEXHUKH.

[00166] PexoMOMHAHTHBIA CIUTHIA OEJNOK MJIM COAEPKAIIYIO €ro (papMaleBTHUECKYIO
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KOMITO3UIIMIO HEOOS3aTeNbHO BBOIAT CyObEKTaM, HYXKAAOLIUMCA B JedeHHH (JIu0o
TEepPaeBTHUECKOM, JHOO MNPOQMIAKTUYECKOM) B JEOOOM  TOAXOASINEM CTEPUIBHOM
¢dapmaneBTrueckoM  HocuTene. Takoi  (apManeBTHUECKHH  HOCUTENb  CHOCOOCTBYET
NOJAEP’)KAHUIO PACTBOPUMOCTH U AeicTBus ciauroro Oenka. COriacHO HEKOTOPBIM BapHaHTaM
peanu3anuy M300peTeHNs], MOXKET ObITh JKeNaTeIbHbIM BBOAUTD JOTOJHUTEIbHbIE KOMIIOHEHTI
BMecTe C OenkoMm ciusHusl. Hanpumep, cOracHO HEKOTOPbIM —CXE€MaM  JICUSHHS,
XUMHOTEPATIeBTUYECKHE AareHThl, AHTUOWOTUKY, MAOMOJIHUTEJIbHBbIE JIEKAPCTBEHHBIE (HOPMBI,
CoZlepIKALINe YKa3aHHbIH PEKOMOWHAHTHBIN CITUTBIN O€JIOK COrNIaCHO M300PETEHUI0 U OIMH HJIH
Oosiee CTaHAAPTHBIX JIEYEOHBIX areHTOB M T.J. HEOOs3aTeNbHO BKJIIOUEHBI B KOMITO3ULUH
COTJIACHO M300PETEHHIO.

[00167] Ilpu wucmoNb30BaHMM B HACTOSINEH 3asBKE TEPMHHBI «KOMOMHHUPOBAHHOE
JEeYeHHe», «KOMOWHHPOBAHHAS TEpamus» U  «COBMECTHAs Tepamus»  HUCIOJIb3YIOTCS
B3aMMO3aMEHSIEMO W B ILEJIOM OTHOCATCA K JieueOHBIM MpHeMaM C TPUMEHEHUEM
PEKOMOMHAHTHOTO CIIUTOrO OeNKa WM CoAeprKaleil ero papManeBTUIeCKOH KOMITO3UIINHU, KaK
NPEIJIOKEHO B HACTOSINEH 3asBKE, W JOMOJHUTENbHOIO TEepaneBTHYECKOro areHrta. Kak
NPaBUIIO, MPUEMbl KOMOMHHPOBAHHOTO JICYEHUS SIBJISIFOTCS YAacThIO CHELHU(PHUECKOrO PeKuMa
JICUEHUs, HaNpaBJIeHHOro Ha obecredyeHune OmarompusitHoro 3d@dexra OT OXHOBPEMEHHOTO
IeMCTBUS KOMOMHALIMK TEPaNeBTUYECKUX areHTOB. biaronpustHeil >¢¢exkT koMOmHanmmuu
MOXET BKJKYaTh, HO HE OrPAaHUYUBAETCA YKa3aHHBIMH, (PapMaKOKMHETUYECKOE WM
bapMakoaMHAMHYECKOE CONEHCTBHE, SBISIOIIEECS Pe3yIbTaTOM KOMOWHUPOBAHHOTO IEHCTBUS
TEpareBTHUECKUX areHTOB. BBeleHHe yKa3aHHBIX TEPANeBTUYECKHX areHTOB B KOMOMHALWH,
KaK IPaBHJIO, OCYLIECTBISIOT B TE€UEHHE OINPENEIEHHOro Nepuona BpeMeHH (OOBIMHO MHUHYT,
4acoB, JHEH WM HeAeNb B 3aBUCUMOCTU OT BbIOpaHHOH komOuHanmu). CoriacHO HEKOTOPBIM
BapUAHTAM peaJH3aluu U300peTeHus, KOMOMHUPOBAHHOE JICUEHHE BKJIIOYAET BBEICHUS JBYX
wn Ooniee TEpareBTUUECKUX areHTOB IOCIIEeOBATENBHO, TAE KaX/Ibli TepareBTHYECKUN areHT
BBOISAT B pa3HOE BpEMs, a TAK)K€ BBEICHHUE YKA3aHHBIX TEPANEBTUYECKUX ArCHTOB WJIM IO
MEHbLIEH Mepe IBYX M3 TEPANEeBTHUYECKUX areHTOB IO CYLIECTBY OAHOBpeMeHHO. [1o cymiecTBy
OJTHOBPEMEHHOE BBEIIEHHE MOXKHO OCYIIECTBIIATh, HATIPUMED, MyTEM BBEACHUs CyOBEKTY OIHOM
(bopMbI HO3UpOBaHUS, conepKameil GUKCHPOBAHHBIE COOTHOLICHHUS KaXIOTO TEPANEBTHYECKOTO
areHTa, WM B HECKOJIbKUX Pa3lebHBIX (POpMax JO3UPOBAHMS U PA3HBIX TEPANIEBTUYECKHX
areHToB. llocienoBarenbHOE WM 1O CYLIECTBY OJHOBPEMEHHOE BBEACHHE KaXJIOTO
TEPANEeBTHYECKOTO areHTa MOKHO OCYIIECTBIIATh C MOMOINBIO JIFOOOr0 MOAXOMALIEro Crocoda,
BKJIFOYAsi, HO HE OIPAaHUYMBASICh YKA3aHHBIMH, MEPOPAIbHBIE NYTEM BBEIEHHs, BHYTPHUBEHHbIC
NYTH BBEIEHUs, BHYTPUMBIIICYHbIE MyTH BBEACHHUA U TNpsMyr0 abcopOumst yepe3 TKaHH CO
cnusucToi obonoukoil. TepaneBTH4ecKkne areHThbl MOYKHO BBOAHMTH OAHUM M TE€M K€ MyTEM WU
pa3HBIMH NYTSAMH. TepaneBTUYECKHE areHTbl MOXXKHO BBOOUTH C OAWHAKOBBIM HJIH Pa3HBIM
UHTEPBAJIOM BBeneHMs. Hanpumep, nepBblii BHIOPaHHBIA TEPANeBTHUECKUI areHT KOMOMHALUH
MO>KHO BBOJIUTBH C IOMOIIBIO BHYTPHUBEHHON HHBEKIUH, TOTAA KaK JAPYrHe TepareBTHYECKHE

AI'CHTBI KOM6I/IHaL[I/II/I MO>XHO BBOJUTH MNEPOPAJIBHO. AJ'IbTepHaTI/IBHO, Harpumep, BCE



45

TEPANeBTHUECKHUE AreHThl MOXKHO BBOJUTH IEPOPAIBbHO WM BCE TEPANEBTUYECKHE AareHThI
MO>KHO BBOJIUTB ITyT€M BHYTPUBEHHON MHBEKLINUH.

[00168] CornacHO HEKOTOPBIM BapHaHTaM peaU3alii H300peTeHUs], KOMOMHHPOBAHHAS
Tepanusi TakKe BKJIIOYAET BBEACHHUE TEPaNeBTUYECKUX areHTOB, Kak OIMCAHO BBIIIE,
JOMOJHUTENIBHO B KOMOMHALMM C JPYTMMH OWOJOrMYEeCKH AKTUBHBIMH WHIPEAMEHTAMHU U
HEJICKAPCTBEHHBIMU CIIOCOOaMH JiedeHUsl (HampuMep, XUPYPrH4eCKUM WM PaJHallMOHHBIM
nedenueM). Korna xoMOMHMpOBaHHAsi Tepamnus AOMOJHHUTEIBHO BKJIIOYAET HEJIEKAPCTBEHHOE
JIeYeHHEe, YKa3aHHOE HEJIEKaPCTBEHHOE JIEYeHHE MOYKHO OCYINECTBJISATH B JIOOOE MOAXOIsIee
BpeMsi, TIPU YCJIOBUU YTO JOCTUTAETCs OJaronpusTHbIA 3(P(PEKT OT COBMECTHOTO NEHCTBUS
KOMOMHAIIMM ~TEPaNeBTHYECKHMX areHTOB M HEJIEeKapCTBEHHOro JieueHus. Hampumep, B
NOIXOSIINX Cy4asix OmjarompusatHbeiii 3pdexT Bce eme HaOMoOmaeTcs NpPU BPEMEHHOM
NpEeKpaIleHNH HeJEKapCTBEHHOTO JICUEHHs], COMPOBOMKAAIOIIETO BBEICHHE TEPAIEBTUUECKUX
areHTOB, BO3MOYKHO, Ha JTHU WJIH JJa)Ke HENENH.

[00169] CornacHO HEKOTOPHIM BapUAHTAM peaTU3aLH N300PETEHUs, JOMOIHUTEIbHBIN
TEPANeBTHUECKOE AareHT NPEACTaBIsieT COO0OW XHMMHOTEPANeBTUYECKUH areHT (Takxke
HA3bIBAEMBbIl AHTHHEOIUIACTUYECKHM AareHTOM WJIM  aHTUINPONU(EPATUBHBIM  areHTOM),
HANpuMep, AJKWIUPYIOIIUN areHT, aHTHOMOTHK, AHTUMETA0OJHT, AETOKCUPYIOIIMN AareHT,
UHTEP(EPOH; MONUKIOHAIBHOE M MOHOKJIOHANbHOE aHTUTeNo; nHruourop EGFR; uarndurop
HER2; wHrubutop rUCTOH-AealeTuIa3bl, TOPMOH, WUHruOuTop MmMmrto3a, wHrudbwurop MTOR;
MYJIBTUKMHA3HbIH UHTUOUTOP, HHTHOUTOP CEPUH/TPEOHUHKUHA3bL, HHIHOUTOPBI THPO3HMHKHHA3;
unruourop VEGF/VEGFR; Takcan wunm mnpoM3BOIHOE TaKCaHa, WHIHOUTOP apoMartasbl,
AHTPALMKIINH,  JIEKAPCTBEHHOE CPEACTBO,  HANpaBlIEeHHOE HAa  MHKPOTPYOOUKH,  sif
TOMOM30MEPa3bl, HHTHOUTOP MOJIEKYJIIPHOM MHUIIEHU WM (epMeHTa (Hampumep, KUHA3bl WIH
NPOTEMHMETHITPAaHChepas3bl), JEKapCTBEHHOE CPEACTBO, MpeACTaBisiiomee coboil  aHamor
LUTUAMHA WK TI000€ XMMHOTEPAIeBTHUECKOE BEIECTBO, MHTHOUTOP UMMYHHBIX KOHTPOJIBHBIX
TOUYEK, AHTUHEOIUTACTUUECKUI areHT Ha OocHOBe IutaTuHbl, nHrHouTop CDK, uarudurop PARP
wii J000W  AHTHHEOIUIACTUYECKUH  WJIM  aHTUIPOJNU(EpPATHBHBI  areHT, H3BECTHBIN
CTHEeLIUAIMCTaM B JAHHOM 00JIaCTH TEXHHKH.

[00170] IIpumepsl anKUIUPYIOLINX areHTOB, MOAXOASIIMX AN NMPUMEHEHUS COIJIACHO
KOMOWHHUPOBAHHBIM JIEYEOHBIM TPUEMaM, MPENJIOKESHHBIM B HACTOSIIECH 3asBKE, BKIIOYAIOT, HO
HE OrpaHWYMBAIOTCS yKa3aHHbIMU, wnukiopochamun (Cytoxan, Neosar); xjaopamOyIwI
(Leukeran); mendanan (Alkeran); xapmyctun (BiCNU); Oycynbdan (Busulfex), momyctun
(CeeNU);, pmakapbasua (DTIC-Dome); okcammmiatus (Eloxatin); kapmycrun (Gliadel);
udpochpamun (Ifex), wmexmoperamun (Mustargen), Oycyabdan (Myleran); kaporuaTius
(Paraplatin); mmcrmatua (CDDP; Platinol); temozonomupn (Temodar), Tworema (Thioplex);
6ennamyctuH (Treanda) mmu crpento3onuH (Zanosar).

[00171] Ilpumepbl MOAXOAAMIMX AHTPALMKIMHOB BKJIOYAIOT, HO HE OrPaHUYUBAIOTCS
YKa3aHHBIMH, JOKCOpPyOMLMH (AApHAMHMLIMH), JHUIOCOMHBIA  mokcopyomumH  (Doxil);
mutokcatpon  (Novantrone); Oneomuuma (Blenoxane); nmaynopyOummn  (Cerubidine);

ounocoMHblil  nayHopyOuimH (DaunoXome), naktuHoMunuH (Cosmegen);, snupyOHLMH
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(Ellence), wmmapyomumu (Idamycin), mmmkamunus (Mithracin); muromuuums (Mutamycin);
nerrocratud (Nipent) wiu Banpyounus (Valstar).

[00172] ITpumepsl aHTIMETAOONNUTOB BKIIOYAIOT, HO HE OIPAHUYMBAIOTCS YKa3aHHBIMHU,
¢dropypaunn (Adrucil); xkaneuntadbun (Xeloda); runpokcumouesuny (Hydrea), mepkanTonypus
(Purinethol); memerpekcen (Alimta); ¢nynapabun (Fludara), nenapabun (Arranon); kiagpuOuH
(Cladribine Novarmtoc); knodapadun (Clolar); nurapadun (Cytosar-U); nenuradbun (Dacogen),
maunocoMublii nurapabun (DepoCyt); ruppoxkcumoueBuny (Droxia); npanarpekcat (Folotyn),
dbnokcypunun (FUDR); remuutabun (Gemzar); knagpubun (Leustatin), ¢paynapadun (Oforta);
merotpekcat (MTX; Rheumatrex); merorpekcar (Trexall); tuoryanun (Tabloid); TS-1 wiu
uurapadus (Tarabine PES).

[00173] Tlpumepsl AETOKCUPYIOIIMX AareHTOB BKIIOYAKOT, HO HE OrPaHUYUBAIOTCS
ykazanHbiMH, amudoctuH (Ethyol) nmn mecny (Mesnex).

[00174] Tlpumepbl nHTEpHEPOHOB BKJIOYAIOT, HO HE OrPAHMYMBAIOTCS YKA3aHHBIMHU,
unTepdeponanbda-2b (Intron A) wnu uatepdepon anbda-2a (Roferon-A).

[00175] IIpumeps! NOJUKIOHAIBHBIX WJIM MOHOKJIOHAJIbHBIX aHTUTEN BKJIOYAIOT, HO HE
OTPaHMYUBAIOTCS YKa3aHHBIMU, TpacTy3ymad (Herceptin), oparymymad (Arzerra); OeBaumuzymad
(Avastin), putykcumad (Rituxan); wuerykcumad (Erbitux); manutymymad (Vectibix);
to3utymomab/ion-131-tosutymomad (Bexxar), anemrysymab (Campath); wubOpurymomad
(Zevalin; In-111; Y-90 Zevalin); remty3ymad (Mylotarg); sxynu3ymab (Soliris) nim nenosymad.

[00176] Ilpumepst wunruouropoB EGFR BkmrowaroT, HO HE OrpaHHYUBAIOTCS
ykazaHHbiMu, reputnHuO (Iressa); mamatunu® (Tykerb); nerykcuma® (Erbitux); spmotunu®d
(Tarceva); manutymymad (Vectibix); PKI-166; xaneprunu® (CI-1033); marty3symad (EMD
72000) umu EKB-569.

[00177] TIlpumepbr wunruOburopos HER2 Bkmouaror, HO HE OrpaHMYHBAIOTCS
yka3aHHbIMH, TpacTy3yMad (Herceptin); nanatuau6 (Tykerb) nmm AC-480.

[00178] NHruOUTOpBI MMCTOH-TIEaeTIIa3bl BKJIIOYAOT, HO HE OTPAHUYHMBAIOTCS YKA3aHHBIM,
BOpHUHOCTAT (Zolinza).

[00179] Ilpumeprl TOPMOHOB BKJIOYAIOT, HO HE OIPAaHUYUBAIOTCA YKa3aHHBIMHU,
tamokcudeH (Soltamox; Nolvadex), panokcuden (Evista), merectpon (Megace), neinpoun
(Lupron; Lupron Depot; Eligard, Viadur), ¢ynbBectpant (Faslodex), nerpozon (Femara);
tpunropenuH (Trelstar LA; Trelstar Depot), sxzemecatH (Aromasin); rosepenus (Zoladex);
oukanyramun (Casodex), anacrpo3on (Arimidex);, ¢ayokcumecrepon (Androxy, Halotestin);
menpokcurporectepor (Provera; Depo-Provera); skcrpamyctur (Emcyt);, ¢nyramun (Eulexin);
topemuden (Fareston); merapenmkc (Firmagon); nunytamuna (Nilandron); abapemke (Plenaxis)
unu TectonakToH (Teslac).

[00180] IIpumeppl WHrHOMTOPOB MHTO3a BKJIFOYAKOT, HO HE OrPAaHHUYUBAIOTCS
ykazaHHbIMH, makiautakcen (Taxol; Onxol, Abraxane), momnerakcen (Taxotere); BUHKPHCTHUH
(Oncovin; Vincasar PFS); sunOnactun (Velban), stonosun (Toposar; Etopophos; VePesid);

teHuno3ua (Vumon); wukcaeOmmion (Ixempra); HOKOAA30Jd;, SHOTHIOH, BHHOPENBLOHH
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(Navelbine); kamnrorerus (CPT); upunorekan (Camptosar); Tornorekan (Hycamtin);, amcakpux
unu gamennapud D (LAM-D).

[00181] TIlpumepst wunrubutopo MTOR BkIIOHAOT, HO HE OrPaAaHUYUBAIOTCS
yKazaHHbIMH, 3Beponumyc (Afinitor) win temsuponumyc (Torisel); pamamyn, punadoponumyc
unu AP23573.

[00182] Ilpumepbl MyJbTUKHHA3HBIX WHIMUTOPOB BKJIIOYAIOT, HO HE OrPaHUYUBAIOTCS
ykasaHHbiMH, copedernd (Nexavar), cynuruau6b (Sutent); BIBW 2992; E7080; Zd6474; PKC-
412; more3zanud uau AP24534.

[00183] Ilpumeppl HMHrUOUTOPOB CEPUH/TPEOHUHKWHA3BI  BKJIIOYAKOT, HO  HE
OTPaHUYMBAIOTCS YKa3aHHBIMH, PYOOKCUCTAYPUH;, SpUil/Gasyar THAPOXIOPHUL; (IaBomupumo;
cemuuuknb (CYC202; Roscovitine); SNS-032 (BMS-387032); Pkc412; Opuocrarun; KAI-
9803; SF1126; VX-680; Azd1152; Arry-142886 (AZD-6244); SCIO-469; GW681323; CC-401;
CEP-1347 umu PD 332991.

[00184] ITpumepbl MHTHOUTOPOB TUPO3UHKHMHA3BI BKIIIOYAIOT, HO HE OrPAaHHMYUBAIOTCS
ykazanabiMu, 3piotuHuO (Tarceva), repuruand (Iressa), mmatunu® (Gleevec), copadenud
(Nexavar), cyantunu0 (Sutent); Tpactysymad (Herceptin); GeBaruzymad (Avastin);, puTykcumad
(Rituxan); mamatuanba (Tykerb); nerykcumad (Erbitux); marutymymad (Vectibix); sseponumyc
(Afinitor); amemtyzyma® (Campath); remryzymad (Mylotarg); Ttemcupomumyc (Torisel);
nasornann® (Votrient); masatunu® (Sprycel); Humorunu® (Tasigna); Bartamanu® (Ptk787,
ZK?222584); CEP-701; SU5614; MLN518; XL999; VX-322; Azd0530; BMS-354825; SKI-606
CP-690; AG-490; WHI-P154; WHI-P131; AC-220 nnu AMGS888.

[00185] IIpumepsr nuruduropos VEGF/VEGFR BxmouaroT, HO HE OrpaHHYHBAIOTCS
yka3aHHbIMHU, OeBaumsymad (Avastin), capapenn® (Nexavar), cyautuHuO (Sutent),
paHubu3yma0b, meranTaHud UM BAHAECTHHHO.

[00186] Ilpumepsl HampaBIEeHHBIX HAa MHKPOTPYOOUKM JIEKAPCTBEHHBIX CpPEACTB
BKJIFOYAIOT, HO HE OTrPAaHMYHUBAIOTCS YKA3aHHBIMH, IMAKJIUTAKCEJ, IOLETAKCeJ, BUHKPHCTHUH,
BUHOJIACTHH, HOKOZA30J1, STIOTUJIOHBI i HABEJIOHH.

[00187] Ilpumepsl sIOB TOMOU30MEPA3bl BKJIKOYAIOT, HO HE OrPaHUYUBAIOTCS
YKa3aHHbIMHU,  TEHHIIO3WJ, OSTOMO3WA,  aIpPHUAMHULIMH, KAMITOTEIMH, JayHOPYOWIWH,
JaKTHHOMHILIWH, MUTOKCAHTPOH, aMCAKpHH, STTUPYOUIINH U UIapyOULIuH.

[00188] Ilpumepnl TakcaHOB WJIM TPOU3BOAHBIX TAaKCAHOB BKJIOYAIOT, HO He
OrPaHUYMBAOTCS YKA3aHHBIMH, MTAKJIUTAKCEN U AOLETAKCOL.

[00189] Ilpumepbl HWHIHOMTOPOB HMMMYHHBIX KOHTPOJBHBIX TOYEK BKIIFOYAOT
UHrUOUTOPHI Oenka mporpaMMupoBaHHOH kierouHoit rubenu 1 (PD-1), monekynsr CD274 (PD-
L1) u cesasanHoro c¢ unwurtorokcumdeckumu T-mumdoruramu Oenka 4 (CTLA4). Ilpumepsr
uHruouropos PD-1 BrmouaroT nemOponu3ymad, HuBoiaymMad u uemurminmad. Ilpumepsr
uHruouropos PD-L1 Brmrowaror aresonmmsymad, asenyma®d u  aypsanymad. Ilpumepsr
uHruouropos CLTA4 BKIFOUAIOT HITMIMMYyMaO.

[00190] Ilpumeprl AaHTHUHEOMJACTHMYECKUX AareHTOB HA OCHOBE IUIATUHBI BKJHOYAIOT

LIUCIIATUH U KapOOIIaTHH.
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[00191] Ilpumepbl wuHrHOWTOPOB HUKIMH-3aBUCHMON KuHa3bl (CDK) BriowaroT
abeMauukIn0, MamTbOOUUKINO U PUOOITUKITHO.

[00192] IIpumeps! uaruOuTopoB nomu(AJldP-pudosa)nomnmepassl (PARP) BrimouaroT
Tajo3onapuod, onanapud, pykamnapud, Hupanapud u Beaunapuo.

[00193] TIlpumepsl  OOWMX  XUMHOTEPANIEBTUYECKUX, AHTUHEOIUIACTUYECKUX,
AHTUNPONN(EPATUBHBIX ~ Ar€HTOB  BKJIIOYAKOT, HO HE OrPAHWYMBAIOTCA YKA3aHHbBIMHY,
anvTperamul (Hexalen); uzorpernnounn (Accutane; Amnesteem; Claravis; Sotret); TpeTHHOUH
(Vesanoid); asauutumun (Vidaza), 6opresomutb (Velcade) acmaparunasy (Elspar); neBamuzon
(Ergamisol); wmwurtoran (Lysodren), mnpokapba3sun (Matulane); mneracmapaa3 (Oncaspar);
neamwneiikua  augtutokc (Ontak); mopdpumep (Photofrin); ampnecneiikun  (Proleukin);
nenamupomun (Revlimid); Oekcaporen (Targretin); Tamupomun (Thalomid); Temcupomumyc
(Torisel); Tpuokcun Mbimbsika (Trisenox); seprenopdun (Visudyne); mumosun (Leucenol); (1M
teradyp - 0,4 M 5-xyop-2,4-quruapokcunupuMuIrH - 1 M OKCOHAT KaJiusi) WJTH JIOBACTATHH.

[00194] CornacHO HEKOTOPHIM BapHAHTAM pEANTHU3ALUN H300pETEHUs], MPEIJIOKEHBI
npruemMbl KOMOWHHPOBAHHOTO JICUEHHs], B KOTOPBIX JOMOJIHUTENbHBIA TEPAaneBTUYECKUN areHT
MPENCTABIAET coboii LIUTOKHH, Harmpumep, G-CSF (rpaHyJIOLUTAPHBIN
KoJIoHuecTUMyHpyromuii  (akrop). CornacHo npyromMy acmekty, (apMareBTHYECKYIO
KOMITO3UILINIO, TIPEAJIOKEHHYIO B HACTOALIEH 3asiBKE, MOJKHO BBOAUTH B KOMOWHALIMH C JIy4eBOH
Tepanuei. JIydeByro Tepamuio TakkKe MOXHO MPOBOAUTH B KOMOWHAIMH C (hapMalleBTHYECKOM
KOMITO3UIIEH, TPEUIOKEHHBI B HACTOALIEH 3asBKe, M IPYTUM XHUMHOTEPANEBTHUYECKUM
areHTOM, ONMCAHHBIM B HACTOSINEH 3asBKe, KaK YaCTb MHOTOKOMITOHEHTHO! Tepanuu. CorjaacHo
APYyroMy acmekTy, (papMameBTUYECKYI0 KOMITO3ULMIO, MPEIJIOKEHHYI0 B HACTOsIIEH 3asBKe,
MOKHO BBOJMTH B KOMOWHAIIMU CO CTAHAAPTHBIMU XMMHOTEPATIeBTUUECKUMU KOMOWHALIUSIMY,
BKJIIOYAIOs, HO He orpaHuumBasch ykasaHHeiMH, CMF (mmknodochamun, merorpekcaT u S-
¢dropypauni), CAF (uuxnodochamun, ampuamuiuH u S-propypaumn), AC (agpuaMuuuH u
uknodochamun), FEC (5-propypanmn, smupyourmua u uukinodpochamun), ACT wm ATC
(ampuamurnme, nukiaopochamMun U TMAKIUTAKCET), PUTYKCHMaO, kcenona (KamemuTaOuH),
muciatud (CDDP), kapbomnatun, TS-1 (teradyp, rumectar u oTactaTr Kajius B MOJIIPHOM
orHomennu 1:0,4:1), xamnrorenmu-11 (CPT-11, upunorekan wmm Camptosar™), CHOP
(mmkodocdamua, TUAPOKCUAAYHOPYOUILIMH, OHKOBHH W TMPEIHU30H WIM TPETHU30JIOH), R-
CHOP (putykcumad, uukiodochamun, ruapoKCHIAYHOPYOUIIMH, OHKOBUH, MPEIHU30H WJIH
npenan3oioH) wm CMFP (uuknodochamun, Merotpekcar, S-propypamit 1 NpeagHU30H).

[00195] CormacHO HEKOTOPbIM  MPEANOYTUTENIbHBIM  BapUaHTaM  pealu3aluu
n300pereHus, papMaleBTHYECKYI0 KOMITO3ULHIO, MPEIJIOKEHHYIO B HACTOSIIEH 3asBKE, MOYXKHO
BBOJIUTb C MHTUOMTOPOM (pepMEHTa, TaKOro Kak pPELEeNTOpHas WM HepeLenTOpHas KHUHa3a.
PenenTopHble 1 HEpeLEeNTOPHBIE KUHA3BI MTPEACTABISIOT COOOH, HATpUMEp, THPO3UHKHHA3BI HITH
CepUH/TPEOHNHKNHA3bl. THrMOUTOPBI KMHA3, ONMMCAHHBIE B HACTOSINEH 3asBKE, MPEACTABISIOT
co0O0¥ Malible MOJIEKYJIbI, TOJIMHYKJIEMHOBBIE KUCJIOTHI, TOJUIENTHbI HIIH AaHTUTENA.

[00196] Ilpumeprl HHrHOMTOPOB KHHA3 BKJIIOYAIOT, HO HE OrPAaHHUYUBAKOTCS

ykazaHHbIMH, OeBaiu3zymad (HanpasneH Ha VEGF), BIBW 2992 (nanpasnen na EGFR u Erb2),
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neTykcnumad/>poutykc (HampaBieH Ha FErbl), mmarunuG/rnuBex (HampasieH Ha Bcer-Abl),
Tpactysymabd (HampasneH Ha Erb2), repurunub/upecca (manpasien Ha EGFR), pannbuzymad
(marpasnen Ha VEGF), nerantanu® (Hanpasnen Ha VEGF), spnotunn6/rapuesa (HanpasieH Ha
Erbl), aunorunu® (Hanpasien Ha Ber-Abl), nanatunn® (nanpasnen Ha Erb1 u Erb2/Her2), GW-
572016/nanaruanba auroswnatr (HampaBieH Ha HER2/Erb2), nanutymymal/BeKTHOMKC
(manpasnen Ha EGFR), Bannernnu6 (nanpasnen sHa RET/VEGFR), E7080 (MHOro mmiueHei,
Bkiouass RET u VEGFR), repuentun (nanpasnen nHa HER2/Erb2), PKI-166 (HampaBieH Ha
EGFR), kaneptunn6/CI-1033 (nanpasnen va EGFR), cyantunn6/SU-11464/cytent (HanpasieH
Ha EGFR u FLT3), maty3yma6/Emd7200 (wampasnen Ha EGFR), EKB-569 (mampaBneH Ha
EGFR), Zd6474 (nanpasnen Ha EGFR u VEGFR), PKC-412 (nanpasnen Ha VEGR u FLT3),
Vatalanib/Ptk787/2K222584 (nanpasien Ha VEGR), CEP-701 (nanpasnen Ha FLT3), SU5614
(mampasnen Ha FLT3), MLN518 (nanpasien nva FLT3), XL999 (nanpasnen na FLT3), VX-322
(marpasnen Ha FLT3), Azd0530 (manpasnen Ha SRC), BMS-354825 (nanpasnen na SRC), SKI-
606 (mampasyieH Ha SRC), CP-690 (nanpasnen Ha JAK), AG-490 (mampasnen Ha JAK), WHI-
P154 (manpasien Ha JAK), WHI-P131 (nanpasnen na JAK), copadennd/HexcaBap (HampaBiieH
Ha kmHasy RAF, VEGFR-1, VEGFR-2, VEGFR-3, PDGFR- B, KIT, FLT-3, u RET),
nazaruaud/cripunen (BCR/ABL u Src), AC-220 (nampasnen Ha Flt3), AC-480 (manpaBneH Ha
Bce HER Genku, «man-HERY), mote3ann6d nudocdar (nanpasien Ha VEGF1-3, PDGFR u c-kit),
nenosymad (HampasneH Ha RANKL, umuaru6mpyer SRC), AMG888 (mampasnen nHa HER3) u
AP24534 (maOro mumieneii, sxioyast FIt3).

[00197] CormacHO ApPYroMy BapHaHTy peaju3aluu H300peTeHHs, PEeKOMOMHAHTHBIN
CIUTBIA OeNnoK Wiu (apMaleBTUYECKYI0 KOMITO3UIUIO, COAEPIKAIIYI0O YKa3aHHbIN MOJIUIENTHN,
ONUCAHHBIN B HACTOsINEH 3asBKE, BBOAAT CYOBEKTY OAMH pa3 B AeHb. COrJacHO HEKOTOPHIM
BapUAHTAM peaNN3aliH U300peTeHus, PeKOMOMHAHTHBIN CIUTBIN OEJIOK MIIM COAEPIKALIYIO ero
(apmMaLeBTHYECKYIO KOMIIO3ULIMIO BBOIST CYyOBEKTY OAMH pa3 B Kaxable nBa nHsA. CoriacHo
APYroMy BapuaHTy peaju3alidd HM300peTeHusi, PEeKOMOWHAHTHBIM CIUTHIA O€JOK WM
COAEPIKALIYIO ero (papMaLeBTHYECKYIO KOMITO3ULMIO BBOAAT CYOBEKTY OAHMH Pa3 B KaXIble TPU
nusi. COrIacHO APyromMy BapHaHTY peau3aluu U300peTeHus], PeKOMOUHAHTHBIN CIUTHINA OeIoK
WIN CONEPIKAINYI0 ero (hapManeBTHUECKYI0 KOMIIO3ULIMIO BBOIST CYOBEKTY OIHMH Pa3 B KaXKAbIE
yerbipe nHs. COrNacHO JpPyroMy BapHaHTy peanu3aluy W300peTeHus, pPEeKOMOWHAHTHBIN
CJIUTBINA OEJIOK WU COAEPIKALIYIO ero (PapMaleBTHIECKYI0 KOMITO3ULIHIO BBOIST CYOBEKTY OIUH
pa3 B Kaxnaple naTh paHed. CorylacHO JApPyroMy BapHaHTy pealn3alidd  H300peTeHus,
PEKOMOMHAHTHBIN CIUTBIA Oenok WM (papMaleBTUYECKYI0 KOMIIO3HILMIO, CONEPIKAILYIO
yKa3aHHBIN NOJMIIENTHI, BBOASAT CYOBEKTY OMH pa3 B Kakable mecTh qHei. CoriaacHo apyromy
BApPHUAHTY pean3alui n300peTeHus,, PeKOMOMHAHTHBIN CIUTBIH OEJIOK WJIM COAEPIKAIIYI0 €ro
(apManeBTHYECKYI0 KOMIIO3ULIUIO BBOIAT CYOBEKTY ONWH pa3 B Kaxnayr Henemo. CoriacHo
OPYrOMy BapuaHTy peaju3alud H300peTeHus, PEeKOMOWHAHTHBIA CIUTBIA OENoK  Wiu
conepskamyro ero (papMaleBTHYECKYI0 KOMIIO3UIHIO BBOIST CYOBEKTY OAMH pa3 B Kaxkabie 7-14
nHeit. CoriacHO IpyroMy BapUaHTy peau3aluy U300peTeHus, peKOMOMHAHTHBIN CIIUTHIN Oelok

WM COAEPKAIIyI0 ero (apMaleBTHUECKYI) KOMIIO3HUIIMIO BBOIST CYOBEKTY ONHMH pa3 B KaXIble



50

10-20 mreit. CoryiacHO IpyroMy BapHaHTy peain3aliuy H300peTeHUs, PeKOMOWHAHTHBIN CITUTHIN
OenoK WM comep KalIyo ero (GpapManeBTHYECKYI0 KOMIO3HLUIO BBOAAT CYOBEKTY OAMH pa3 B
kaxzple 5-15 nueit. CornmacHo ApyromMy BapHaHTy pealn3aluu U300pEeTeHus, peKOMOMHAHTHBIN
CJIUTBIN OEJIOK WIIN COAEp KALIYIO ero (PapMaleBTUUECKYI0 KOMITIO3ULNIO BBOJAT CYOBEKTY OIUH
pa3 B kaxable 15-30 qHeit.

[00198] CornacHO OJJHOMY BapHaHTy peanu3aluu U300peTeHus, 103a PeKOMOUHAHTHOTO
CIIUTOrO OeJika COrjIacHO HacTosleMy nzodpereHuto coaepxut ot 0,005 no 0,1 MumTUrpaMmm/Kr
B pactBope s MHbeKUMH. COrjacHO APYroMy BapUaHTy peaju3alid H300peTeHHs, 103a
comepxkut ot 0,005 mo 0,5 MHLIMrpaMM/Kr pPEeKOMOMHAHTHOro ciutoro Oenka. CoriacHo
APYyroMy BapHaHTy peanu3aiuu u3odpereHusi, no3a comepxur ot 0,05 mo 0,1 Mukporpamm
pexoMOMHAHTHOTO ciuToro Oenka. COrNACHO OPYroMy BapUAHTy pealu3alii U300peTeHUs,
no3a comepxut ot 0,005 no 0,1 MuIHrpaMm/Kr peKOMOMHAHTHOTO CJIIUTOrO Oejika B pacTBOpe
JUIS. UHBEKLIM.

[00199] CormacHO ApyroMy BapHaHTy peajH3alud H300peTeHHs, PEeKOMOMHAHTHBIN
CIUTBIA OENOK MM COAEpIKaIIyIo ero (GapMaleBTHUECKYI0 KOMITO3HIHMIO BBOIAT CYOBEKTY B
nose, Bappupyromeir or 0,0001 mr no 0,6 mr. CorjacHo ApyroMy BapHaHTy pealu3aluu
n300peTeHNs, PeKOMOMHAHTHBIA CIUTBIA OENIOK MM COAep KalIyr ero (apMaleBTHUECKYIO
KOMITO3UIIMIO BBOZAT CyOBEKTYy B mo3e, Bapwpupyromeit or 0,001 mr mo 0,005 mr. Cormacho
OPYrOMy BapuaHTy peaju3aludl H300peTeHus, PEeKOMOWHAHTHBIM CIHTBIA O€JoK WiH
COZEPIKALIYIO ero papMaleBTHYECKYI0 KOMIIO3ULIUIO BBOIAT CYOBEKTY B 103€, BAPbUPYIOLIEH OT
0,005 mr 10 0,01 mr. CornacHo ApyroMy BapHaHTy peaiiu3aliy H300peTeHus], peKOMOMHAHTHBIN
CIUTBIA OENOK MM COAEp KAy ero (papMaleBTHUECKYI0 KOMIIO3HIMIO BBOIAT CyOBEKTY B
nose, Bappupyromeid ot 0,01 mr mo 0,3 mr. CornacHo ApyroMy BapHaHTy pealu3aluu
N300peTeHus, PeKOMOUHAHTHBIA CIMTBHIA OENOK MM COnIep Kalyro ero (papMareBTHYECKYIO
KOMITO3HLIMIO BBOZAT CyOBEKTY B 103€, Bapbupyromiei ot 0,2 mr 10 0,6 mr.

[00200] CormacHO ApPYyroMy BapHaHTy peaju3aluu H300peTeHHs, PEeKOMOMHAHTHBIM
CIUTBIA OENIOK WM COAEp KAy ero (GapMaleBTHUECKYI0 KOMIIO3HIIMIO BBOIST CyOBEKTY B
nose, Bappupytomeii or 1 mo 100 wmkr/kr. CorjacHo ApyroMy BapHaHTy pealu3aluu
nu300peTeHus, PeKOMOMHAHTHBIA CIMUTBIA OENIOK HIIM COAep KAyl ero (hapMaleBTHUECKYIO
KOMITO3UIIHIO BBOISAT CYOBEKTY B H03e, Bapbupyromiei ot 10 o 80 mkr/kr. CoriacHO Apyromy
BAPHUAHTY pean3alui U300peTeHus, peKOMOMHAHTHBINA CIUTHIN OENOK WM COAEpIKALIYI) €ro
(apManeBTHUECKYIO0 KOMITO3UIIMIO BBOIAT CYOBEKTY B 103€, Bappupyromei ot 20 10 60 MKI/KT.
CornacHO ApyromMy BapUaHTy peaju3alud W300peTeHHs, PeKOMOWHAHTHBINA CIIUTBIN OEIOK WIH
COZEPIKALIYIO ero papMaleBTHYECKYI0 KOMIIO3ULIMIO BBOAST CYOBEKTY B 103€, BAPbUPYIOIIEH OT
10 mo 50 mxr/kr. CornacHoO APYyroMy BapHaHTy peau3aliyl U300peTeHHs, pPeKOMOMHAHTHBIN
CIUTBIA OENOK MM COAEp KAy ero (papMaleBTHUECKYI0 KOMIIO3HIMIO BBOIAT CyOBEKTY B
nose, Bappupytomeii or 40 mgo 80 wmkr/kr. CoriacHo ApyroMy BapHaHTy pealH3aluu
300peTeHNs, PEKOMOMHAHTHBIA CIUTBIA OENOK MM COAep Kalyr ero (apMaleBTHUECKYIO
KOMITO3UIIMIO BBOIAT CYOBEKTY B 103€, Bapbupyomei ot 10 no 30 mxr/kr. CornacHo Apyromy

BAapUAHTy pealn3alui U300peTeHus,, PeKOMOMHAHTHBINA CIUTBHIN OEJOK MM COAEPIKALIyI0 ero
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(bapMareBTHUECKYI0 KOMIIO3HLIUIO BBOIAT CYyOBEKTY B 103€, Bapbupyromeii oT 30 1o 60 MKr/Kr.

[00201] CormacHO ApPyroMy BapHaHTy peaju3aluu H300peTeHHs, PEeKOMOMHAHTHBIHN
CIUTBIA OENOK WM COAEp KAy ero (papMaleBTHUECKYI0 KOMIIO3HIMIO BBOIAT CyOBEKTY B
nose, Bapbupytomed or 0,1 mxr/kr no 100 mr/kr. CornacHO Ipyromy BapHUaHTy pealu3alun
n300peTeHus, PeKOMOWHAHTHBIA CIUTBIA OEJNOK WM COIep KAy ero (papMaleBTHYECKYIO
KOMITO3HMLIMIO BBOIAT CyOBEKTy B mo3e, Bapbupyromeit ot 0,1 mMxr/kr no 50 mr/kr. CornacHo
APYrOMy BapHaHTy pealu3ald H300peTeHNs, PEeKOMOWHAHTHBIM CIOUTBIA OeNoK  WiIH
COAEPIKALIYIO ero papMaleBTHYECKYI KOMIIO3ULIMIO BBOIAT CYOBEKTY B 103€, BAPbUPYIOLICH OT
0,1 wmkr/kr go 25 wmr/kr. CoriacHO JApPyroMy BapHUaHTy peaju3aluu HU300peTeHus,
PEKOMOMHAHTHBIN CIUTBHIA OEJNIOK WM COIepKaIlylo ero (hapMaueBTUYECKYI) KOMIO3HLIUIO
BBOIAT CyOBeKkTy B no3e, Bapbupyroomed or 0,1 mxr/kr mo 10 wmr/kr. CorjmacHo apyromy
BApPHUAHTY pean3alui U300peTeHus,, PeKOMOMHAHTHBIN CIHUTBIH OEJOK WJIM COAEPIKAIIYI0 €ro
(hapMaeBTHUECKYIO KOMIIO3HULIUIO BBOJSAT CYOBEKTY B A03€, Bapbupyromei ot 0,1 MKr/kr mo 5
mr/kr. CorjiacHO IpyroMy BapUaHTy peau3aluuud H300peTeHHs, PEeKOMOWHAHTHBIA CIIUTHIN
Oenok WM comepKamyr ero (apMaleBTHYECKYI0 KOMITO3UIMIO BBOIAT CYOBEKTY B JI03€,
Bappupyromeid ot 0,1 wmkr/kr go 1 wmr/kr. CorjacHO IpyromMy BapUaHTy pean3aliu
n300peTeHns, PeKOMOMHAHTHBIA CIUTHIA OEJNOK WM COAep Kalnyr ero (hapManeBTHUECKYIO
KOMITO3UIIMIO BBOAAT CyOBEKTY B m03€, Bappupyromeii ot 0,1 mxr/kr no 0,1 mr/kr. Cornacho
OPYrOMy BapuaHTy peaju3aludl H300peTeHus, PEeKOMOWHAHTHBIM CIHTBIA O€JOK  WiH
COZEePIKALIYIO ero papMaleBTHYECKYIO0 KOMIIO3ULIMIO BBOAST CYOBEKTY B J103€, BAPbUPYIOIIEH OT
10 mr/kr no 60 mr/kr.

[00202] CormacHO ApPYroMy BapHaHTy peaju3alMu H300peTeHHs, PEeKOMOMHAHTHBIN
CIUTBIA OENOK MM COAEpIKaIlyl ero (papMaLeBTHYECKYI0 KOMIIO3MLIMIO BBOAAT CYOBEKTY B
103€, COCTaBILsIoLIeH npuMepHo 0,5 Mr/kr, nmpuMepHO 1 MI/KT, MIPUMEPHO 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, mpumepHo 9 wmr/kr, mpumepHo 10 mr/kr, npumepno 20 mr/kr, mpumepHo 30 Mr/kr,
npumMepHo 40 mr/kr, npumepHo SO Mr/kr, mpuMepHo 60 MI/Kr Win npuMepHO 70 MI/KT.

[00203] CormacHO ApPYyroMy BapHaHTy peaju3aluu H300peTeHHs, PeKOMOMHAHTHBIMI
CIUTBIA OENIOK WM COAEpIKalyI0 ero (GpapMaleBTHUECKYI0 KOMITO3HIIMIO BBOIST CyOBEKTY B
no3se, Bapbupyromei ot 0,2 mr 10 2 mr. CoryiacHO APYyroMy BapHaHTy pean3alud H300peTeHHS,
PEKOMOMHAHTHBIN CIUTBHIA OENIOK WIIM CONEpIKaIlylo ero (hapMaleBTHUECKYI0 KOMITO3ULHIO
BBOIAT CYOBEKTY B 103€, Bapbupyroomed or 2 mr go 6 mr. CoriacHO APYroMy BapHaHTY
peanm3anuu HM300peTeHUs, PEKOMOMHAHTHBIN CIUTBIA OENOK WM  COINEPXKAINYI0  €ro
(apManeBTHUECKYI0 KOMITO3HLIMIO BBOAAT CYOBEKTY B J03€, Bapbupyromeid ot 4 mr 1o 10 mr.
CornacHO ApyromMy BapUaHTy peaju3alud N300peTeHHs, PeKOMOWHAHTHBINA CIIUTHIN OEJIOK WIH
COZEPIKALIYIO ero papMaleBTHYECKYI0 KOMIIO3ULIUIO BBOIAT CYOBEKTY B 103€, BAPbUPYIOLIEH OT
5 wmr go 15 wmr.

[00204] CormacHO OXHOMY BapHaHTy pealu3alud H300peTeHus, PEKOMOWHAHTHBIH
CIUTBIA OENOK MM COAEpIKAIIyI0 ero (papMaleBTHUECKYI0 KOMIIO3HIMIO BBOIAT CyOBEKTY B

nose, Bappupytomei or 10 Mxr/kr o 1000 mkr/kr. CornacHO APYyroMy BapHaHTy pealu3aluu
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n300peTeHNs, PeKOMOMHAHTHBIA CIUTHIH OEJNOK WM COAEepIKaIyr ero (hapMaleBTHUECKYIO
KOMITO3ULIMIO BBOIAT CYOBEKTY B 7103€, BapbHpyromeil or 25 Mkr/kr 1o 600 mkr/kr. CoriacHo
APYrOMYy BapuaHTy peaju3aludl HM300peTeHus, PEeKOMOWHAHTHBIM CIHUTBIH O€JOK  WiH
COZIEPIKALIYIO €ro (papMaleBTHYECKYI0 KOMIIO3ULIUIO BBOAST CYOBEKTY B J103€, BApbUPYIOIIEH OT
50 wmxr/kr go 400 wmkr/kr. CoOrjgacHo JpyroMy BapUaHTy peaju3alud HU300peTeHus,
PEKOMOMHAHTHBIA CIMTBIA O€JOK WM COAepKallyl ero (hapMaleBTHUECKYH KOMITO3ULIMIO
BBOIAT CYOBEKTY B J03€, COCTaBstoueii npumepHo 25 Mkr/kr. CoriacHO IpyroMy BapUaHTy
peanuzanuu  HM300pETeHUs, PEKOMOMHAHTHBIN CIUTBIA OENOK WM CONEPXKAIMYI0  €ro
(bapMaleBTHYECKYK) KOMIIO3MIIMIO BBOIST CyOBEKTY B J03€, COCTaBJsitOmed npumepHo S50
MKr/kr. CorjlacHO OpyromMy BapUaHTy peau3ali H300peTeHus, PEeKOMOWHAHTHBIN CIIMTHIN
Oenok WM comepKaimyr ero (apMaleBTHYECKYI0 KOMITO3UIMIO BBOIAT CYOBEKTY B JI03€,
coctasiisrouieit npumepHo 100 mkr/kr. CorjlacHO ApyroMy BapUaHTy peain3aluy U300peTeHus],
PEKOMOMHAHTHBIN CIUTBIA OENIOK WIIM CONEpIKaIlylo ero (hapMaleBTHUECKYI0 KOMITO3ULHIO
BBOIAT CYOBEKTY B A03€, cocTaBysromeit npumepHo 200 mkr/kr. CorjaacHO ApyroMy BapHaHTY
peanm3anuu HM300peTeHUs, PEKOMOMHAHTHBI CIUTBIA OENOK WM CONEPXKAINYI0  €ro
(bapMalleBTHUECKYK0 KOMIIO3UIIMID BBOAAT CyOBEKTYy B J03€, COCTaBisiromeid mpumepro 300
MKr/kr. COrjlacHO ApyromMy BapHaHTy peal3alii U300peTeHUs, PeKOMOWHAHTHBIA CITHTHIHN
Oenok WM comepKamyr ero (apMaleBTHYECKYI0 KOMITO3UIMIO BBOIAT CYOBEKTY B JI03€,
coctasisronieit nmpumepHo 400 Mkr/kr. CorflacHoO ApyroMy BapuaHTy pealu3aluy U300peTeHus,
PEKOMOMHAHTHBIN CIUTBIA OENOK WM COIepKallylo ero (hapMaueBTHUYECKYI0 KOMITO3UILHIO
BBOST CyOBeKTy B 103e, coctapisitonieii mpumepro 500 Mxr/kr. CoryiacHO IpyroMy BapUaHTY
peanuzanuu MU300peTeHUs, PEKOMOMHAHTHBIN CIUTBIH OENOK WM  COIEpPIXKAIIYI0  €ro
(apMaleBTHUECKYI0 KOMIIO3MLIMIO BBOIAT CyOBEKTY B 103€, COCTaBisitolied mpumepHo 600
MKT/KT.

[00205] CornmacHO OXHOMY BapHaHTy pealnu3aluu H300peTeHHs], CYOBEKTy BBOIST
Pa30BYI0 OJHOKPATHYKO 103y PEKOMOWHAHTHOTO CJIMTOrO Oelika WM COAepiKalleid ero
dapmaneBTrueckor kommo3uiuu. COrjgacHO IPyroMy BapHAHTy peaiu3aliy HU300peTeHus,
cyOBeKTy BBOAST B o0mmieM jBe 103bl. COrjacHO IpyroMy BapHUaHTy peayin3aluu U300peTeHus,
CyOBeKTY BBOIST B 00IIeM ABe wiu OoJjiee 103.

[00206] CormacHo  OpyroMy  BapHWaHTy  peaju3alii  WU300peTeHHs,  O03Y
PEKOMOMHAHTHOTO CIUTOro Oejka WM conepskamedl ero (apManeBTUYECKOH KOMIO3HLIUU
BBOJIAT CYOBEKTY MO MEHbIIEH Mepe OAMH pa3 B eHb. COTyIacHO pyroMy BapUaHTY pean3aliun
n300peTeHus, 103y PEKOMOWHAHTHOTO CIUTOrO O€NKa UM conepkamei ero papmManeBTHIecKoit
KOMITO3UIIMM BBOIAT CYOBEKTY IO MEHbIIEH Mepe OnWH pa3 B Kaxkaele nBa aHs. CornacHo
APYyroMy BapUaHTy peaju3aluyd H300peTeHus, 103y PEeKOMOMHAHTHOTO CIUTOrO Oejka WIIn
comepkaiiei ero papMareBTUIeCKOH KOMIIO3ULIMU BBOIAT CYOBEKTY MO MEHbLIEH Mepe OIuH
pa3 B kaxzable nBa uin Oonee nHei. CoOrnacHO IPYyromMy BapHaHTy pealu3aluyd H300peTeHus,
703y PEKOMOMHAHTHOTO CIMTOro OeJKa WM copepskaiiel ero gpapManeBTHYECKONH KOMIO3HIIUU
BBOIAT CYOBEKTY KaXIyI0 HENEeN0, pa3 B JHE HeAeNu WM Kaxnable Tpu Henmenu. CoriacHo

APYyroMy BapUaHTy peaju3alMd H300pEeTeHus, 103y PEKOMOMHAHTHOrO CIMTOrO Oejka HIIn
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comepskaleil ero (apMarieBTHUECKONH KOMITO3HLIMU BBOIST CYOBEKTY MO MEHbLIeH Mepe OIHH
pa3 B Henemo. CorynacHO APYroMy BapHaHTy peayn3aliy H300peTeHHs], 103y PEKOMOUHAHTHOTO
cnuroro Oellka WK Conepskaliei ero (papMaleBTHYECKONH KOMIO3UIMH BBOISAT CyOBEKTy IO
MeHbIIEH Mepe OAMH pa3 B Kaxble aBe Hemenu. COrjacHO IpyromMy BapHaHTy peau3alun
n300peTeHus, 103y PeKOMOMHAHTHOTO CIIMTOrO OeNKa WK cozeprKaliel ero apMareBTHIeCKON
KOMITO3MLIMHM BBOZAT CYOBEKTY IO MEHbIIEH Mepe OOuH pa3 B Kaxkable Tpu Hexenu. CoriacHo
APYroMy BapUaHTy peaji3auud H300peTeHHs, 103y PEeKOMOMHAHTHOTO CIMTOro Oeka WM
comepskaiieit ero (apMarieBTHUECKONH KOMITO3MLIMU BBOIST CyOBEKTY MO MEHbINEH Mepe OfUH
pa3 B kKaxbie Tpu Oonee Heneb. COrNIaCHO APYroMy BapUAHTY peaii3aliy H300peTeHus:, 103y
PEKOMOMHAHTHOTO CIUTOro Oejka WM conepskamed ero (apMaleBTUYECKOH KOMIO3HMLIUU
BBOIAT CyOBekTy nBa wim Oosee pa3 B Hemenmo. COrjacHO APYromMy BapHaHTY peau3aliu
n300peTeHus, 103y PEKOMOWHAHTHOTO CIUTOrO OeNKa UK conepikamei ero papmManeBTHIecKoit
KOMITO3UIIMH BBOAAT CyOBEKTy aBa wuim Oojee pa3 B Mecsau. COracHO APYroMy BapHaHTY
peanu3zanuu M300peTeHUs, N03y PEKOMOWHAHTHOIO CJUTOrO OejKka WM COIEepKalleid ero
apmanieBTHUECKOH KOMIIO3WIIMHM BBOAAT CyOBeKTy nBa wiu Oosee pa3 B rox. CormacHo
APYyroMy BapHUaHTy pealii3alMu HU300pEeTeHus, 03y PEKOMOMHAHTHOrO CIMTOrO OejKa WIIN
comepxaiiel ero ¢apMaleBTHUECKOW KOMIIO3HMLIUK BBOIAT CyObeKTy nBa Wi Oojee pas
kaxnaple naBa roma. CornacHO [pyroMy BapuaHTy peanu3aludl  U300peTeHus, a03y
PEKOMOMHAHTHOTO CIUTOro Oejka WM conepskamell ero (apManeBTUYECKOH KOMIO3HLIUU
BBOIAT CYOBEKTY Z1Ba WU OoJiee pa3 Kakable 1Ba WK OoJee JieT.

[00207] CormacHo  OpyroMy  BapHaHTy  pead3alliii  HU300peTeHusi, 03y
PEKOMOMHAHTHOTO CIUTOro Oejika WM conepskamedl ero (apMaleBTUYEeCKOH KOMIO3HMLUU
BBOIST 10 MEHbLIEH Mepe OIUH pa3 B Kaxzable 36 uyacoB. COrjacHO ApyroMy BapHaHTY
peanuzanuu U300peTeHus, 03y PEKOMOMHAHTHOTO CIUTOro Oefika WM COAepsKalleld ero
(dapmaLeBTHYECKOIl KOMIO3MLIMM BBOASAT MO MEHbIIEH Mepe OOUH pa3 B Kaxiaple 48 4acos.
CornacHo apyromMy BapuaHTy peanu3alui H300peTeHus, 103y PeKOMOMHAHTHOTO CIIUTOrO Oeska
WK cozepkaiieil ero (hapMareBTHUYeCKONH KOMITO3MLIMK BBOMSAT 1O MEHbIIEH Mepe ONHH pa3 B
kaxnaple 600 wacoB. CorjacHo JApyroMy BapHaHTy peaqu3aludl  U300peTeHus, J03y
PEKOMOMHAHTHOTO CIUTOro Oejka WM conepskamed ero (apMaleBTHYECKOH KOMIO3HLIUU
BBOAST MO MEHbIIEH Mepe OIWH pa3 B Kaxkzaple 72 yaca. CorjacHO APyromMy BapUaHTy
peanu3zanuu HM300peTeHus, 03y PEKOMOMHAHTHOIO CJUTOrO OejiKka WM COIEepKalleid ero
(apmaneBTHYECKOH KOMITIO3WLIMM BBOAAT IO MEHbINEH Mepe OIWH pa3 B Kaxkaele 84 waca.
CornacHo apyromMy BapuaHTy pean3alui H300peTeHns, 103y PEKOMOMHAHTHOTO CIIUTOrO OelKa
WK conepkaiiell ero (papMaleBTHUYECKOH KOMITO3MLMH BBOAST IO MEHbILIEH Mepe OAMH pa3 B
kaxnaple 96 wacoB. CorjacHo JApyroMy BapHaHTy peanu3aludl H300peTeHus, a03y
PEKOMOMHAHTHOTO CIUTOro OejiKa WM conepskamedl ero (apManeBTUYECKOH KOMIO3HLUU
BBOAST IO MeHbIIEH Mepe OAMH pa3 B Kaxzaple 5 nHeill. CornacHo Apyromy BapHaHTy
peamu3zanud H300peTeHUsi, 03y PEKOMOMHAHTHOTO CJIUTOrO Oejka WM COAeplKalleld ero
(bapmarieBTHIECKOH KOMIO3MLIMK BBOIAT MO MEHbIIEH Mepe OIWH pa3 B Kaxable 6 IHE.

CornacHo apyromMy BapuaHTy peannu3alui U300peTeHns, 103y peKOMOMHAHTHOTO CIUTOro OesKa
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WIN cofeprKalieil ero ¢papMareBTHUECKOW KOMIO3HLMU BBOIAT 10 MEHBLIEH Mepe OIUH pa3 B
kaxnaple 7 pHedl. CorjmacHO ApyroMy BapHaHTy — peanu3alud  H300peTeHHs, 03y
PEKOMOMHAHTHOTO CIUTOro Oejka WM conepskamell ero (apManeBTUYECKOH KOMIO3HMLIUU
BBOAST N0 MEHblIEH Mepe oauH pa3 B kKaxable 8-10 gueii. CormacHO ApyroMy BapHUaHTY
peanuzanuy KU300peTeHus, 03y PEKOMOMHAHTHOrO CJIMTOro Oenka WM CcoAepikaiueil ero
(apmaLeBTHYECKOI KOMITO3HMILIMKM BBOAAT IO MEHbINEH Mepe onuH pa3 B kaxable 10-12 nHeil.
CornacHo npyroMy BapHUaHTy peaju3aliy H300peTeHns, 103y peKOMOMHAHTHOTO CIIUTOro OesKa
WIN cofepikaliei ero (papMaleBTHUECKOW KOMIO3HMLWNU BBOJST IO MEHbLICH Mepe OIUH pa3 B
kakable 12-15 gueit. CornmacHO JpyromMy BapHaHTy peaiu3aiuu  H300peTeHus, 03y
PEKOMOMHAHTHOTO CIUTOrO Oejlka WM conepskameidl ero (apMaleBTHUYECKOW KOMIO3HIIMU
BBOJAST IO MEHblIEH Mepe oAuH pa3 B kaxnable 15-25 nneit. CormacHo npyromy BapuUaHTY
peanu3zaluu M300peTeHus, N03y PEKOMOMHAHTHOTO CJUTOrO OejKa WM COAepKalleld ero
(apmMareBTHUECKONH KOMITO3UIIUH BBOAAT MO MEHbIIEH Mepe OuH pa3 B Kakable 20-30 nHel.

[00208] CornacHo OMHOMY BapUaHTY peann3aiu H300peTeHus, 103y PeKOMOMHAHTHOTO
cnuroro Oellka WK Conepskaliei ero (papMaleBTHYECKOH KOMIO3UIMH BBOISAT CYOBEKTy MO
MeHblIeH Mepe OAMH pa3 B Kaxablli 1 Mecsan. CorjgacHO OJHOMY BapHaHTy pealu3aluu
n300peTeHus, 103y PEKOMOWHAHTHOTO CIIUTOrO OeJKa MITH COepIKaliel ero papmMareBTHIecKon
KOMIIO3UIIMM BBOJST IO MEHbLIEH Mepe OIMH pa3 B Kaxzable 2 Mecsna. CoriacHO OJHOMY
BapUAHTy peayn3aliu M300pETeHus, 103y PeKOMOMHAHTHOTO CIUTOrO OeNlka WM COopeprKalien
ero (hapMaLeBTHUECKOH KOMITO3UIIMH BBOIAT 10 MEHBIIEH Mepe OOUH pa3 B KaXKIble 3 MecsLa.
CornacHo OHOMY BapHaHTy pealnu3aliy U300pETeHNus, 103y PEKOMOMHAHTHOIO CIUTOrO Oenka
WIN cofeprkaliel ero ¢papMaleBTHUECKOW KOMIO3ULMHU BBOJAT 10 MEHbLIEH Mepe OIUH pa3 B
kaxaele 4 wMecsaua. CornacHO OAHOMY BapuaHTy peaju3auuu  U300peTeHus, 103y
PEKOMOMHAHTHOTO CJIUTOro Oenka WM coaepkameil ero (apMareBTHYeCKOH KOMIO3UIMH
BBOJAT IO MEHblLIEH Mepe OAWH pa3 B Kaxjble 5 MecsneB. CorylacHO OAHOMY BapHaHTY
peanu3anuyu M300peTeHUs, N03y PEKOMOMHAHTHOTO CJUTOrO Oejka WM COAepIKalleld ero
(apMaleBTHYECKOW KOMITO3UIIMHM BBOJSAT IO MEHBLIEH Mepe OAMH pa3 B KaXIble 6 MECSIIEB.
CornacHo OJHOMY BapHaHTy peau3aluu U300PETeHNUs, 103y PEKOMOMHAHTHOIO CIIUTOrO Oenka
WIN cofepikaliei ero ¢papMaleBTHUECKOW KOMIO3HLUU BBOIAT 10 MEHBLICH Mepe OIUH pa3 B
Kakapie 6-12 mecsueB. CornacHO JpyroMy BapHaHTy peaju3aludd U300peTeHws, 03y
PEKOMOMHAHTHOTO CIUTOro Oejka WM conepskamedl ero (apManeBTUYECKOH KOMIO3HLIUU
BBOIAT pa3 B kBapTas. COrylaCHO APYroMy BapHaHTy peasu3aliii U300pETeHus, 103y BBOJSAT pa3
B JIeHb, pa3 B HENENI0, pa3 B ABE Helenu, pa3 B Mecsl wiu pa3 B rog. CorjacHo Apyromy
BapUAHTY peali3alii H300peTeH s, 103y BBOAST OJUH pPas, 1Ba pas3a WM J1Ba WK Oosee pa3 B
IeHb, Hepeno, Mecs Wik rox. CorjacHo APyroMy BapUaHTy peaju3aluyd U300pETeHus], 103y
BBOJST KaK/ble 11Ba, TPH, YEThIPE WU IO MEHBIIEH Mepe MATH JIeT.

[00209] CormacHo OZHOMY BapUaHTy pealu3aluyd U300pPETeHHs, MHOTOKPATHBIE
BBECHUS (IO3bI) KOMITO3UIMU COTJIACHO HACTOSILIEMY H300PETEHHI0 MOTYT OCYILIECTBISTHCS
cpasy mocje MepBOoro Kypca JeUeHUs WU uepe3 NMPOMEKYTOK BPEMEHM, COCTABJISIIOLIUIN JTHU,

HeJeNIU WM TOJNbI, JUIsl JTOCTHIKEeHUS >KejaaeMoro 3¢ ¢exra, Kak AOMOJHUTEIBHO MPEIJIOKEHO B
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HacTosIIeN 3asBKe (HampuMep, Ui TNPENOTBPAINEHHUs WIN JICUEHHUs] CEepPAEeYHO-COCYIUCTOrO
3a0oneBaHus WK cocTosiHUA i cesizaHHoro ¢ LIHC 3aboneBanust uimm cOCTOSIHYSA).

[00210] CormacHO OZHOMY BapHaHTy peaju3aluu H300peTeHwus, (papMaleBTHICCKUE
KOMITO3MLIMK  BBOZAAT IyTeM BHYTPUBEHHOW, HMHTPAAPETPHAIbHON, MOAKOXKHOW  WIH
BHYTPUMBIIIEUYHOW MHBEKLUHU XHUAKOro mnpenapara. CorjacHo APyroMy BapHaHTy pean3aliu
N300peTeHus, JKUAKHE JIEKApCTBEHHbIE (OPMBI BKJIOYAIOT PACTBOPBI, CYCIIEH3UH, JUCIIEPCHUH,
sMyinbcud, Macina W T.1. CornacHO OFHOMY BapuaHTy pealu3alud  HU300peTeHus,
(apMaeBTHYECKHEe KOMITO3UIMK BBOISTCS BHYTPUBEHHO W, TAKUM OOpa3oM, MPENCTaBIIEHBI B
dbopme, moaxonsIIe s BHYTPUBEHHOTO BBeeHUs. COrylacHO APYroMy BapHaHTy peaTn3alud
u3o0Operenusi, (apmaneBTUYECKUE KOMIIO3ULUH BBOISTCS WHTPAAPTEPHATBHO M, TaKUM
o0pa3om, mpencTaBjieHbl B popMe, MOAXOASINEH AT HMHTPaapTePUATbHOTO BBEICHHUSI.

[00211] CornacHO HEKOTOPBIM BapUaHTAM PeATH3ALMH M300PETeHUs], KOMITO3ULIMH IS
NPUMEHEHHs B CII0co0ax, OMUCAHHBIX B HACTOSIIEH 3asBKe, CONEPKAT PACTBOPHI HIIH 3MYJIbCUH,
KOTOpPBIE COIJIACHO HEKOTOPBIM BapHAHTAM peaH3alid H300pEeTEeHUs] MPEACTaBIIOT COOOi
BOJIHBIC PACTBOPBI WJIM 3MYJbCUH, conepkamme Oe3omacHoe W 3((PEKTHBHOE KOJIMYECTBO
COEAMHEHUH, OINMUCAHHBIX B HACTOALICH 3asBKE, U HEOOA3aTENbHO APYrUe COCOUHEHMS,
nperHa3HaYeHHbIE U1 BHYTPUBEHHOTO HJIH MOJKOYKHOTO BBEICHUSI.

[00212] CormacHO HEKOTOPBIM BapHAHTAM peANTN3aLUN H300pPETeHUs, Pa3IUIHbIE
COCTABJISIFOLINE KOMIIO3ULMM TOCTABJAIOTCS B IPEOBAPUTENIBHO HM3MEPEHHOM  W/WIIU
NPEABAPUTENPHO YIAKOBAHHOM W/WJIM TOTOBOM K IPHUMEHEHHIO BHIE Oe3 HeoOXOIUMOCTH
JOTIONIHUTEBHOTO U3MepeHus u T.4. Hacrosiee n3oOpereHne Takke HeO0OsS3aTENbHO BKIIOYAET
HaOOPBI JUIs IPOBENECHUS/TIPUMEHEHHSI CTIOCOOOB W/MJIM KOMIIO3ULIUI cOrflacHO n300peTeHmo. B
YAaCTHOCTH, YKa3aHHble HAaOOpbl HEOOA3aTeNbHO BKJIIOYAIOT, HANpuMmep, NOAXOISIIHHA
PEKOMOMHAHTHBIA CIOUTBIA Oenok (M HeoOs3aTeNnbHO CMeCH psiga TakuX OeJKOB Ui
OCYILIECTBIICHHUS] CHHEPTUYECKHX CIOCOOOB JIEYEHMs, CM. BBIIIE) M HEOOsI3aTeIbHO TaKXKe
NOIXOALINIA CBSI3aHHBIA C 3a0oyieBaHMEeM areHT (areHThl)). JlOmOJHUTENPHO Takue HaOOpPbI
TAK’K€  MOTYT  COIEp’KaTh  NOAXONAIIME  BCIOMOTaTeNbHbIe  BeIlecTBa  (Hampumep,
(dapManeBTHYECKH  TpUEMJIEMble  BCIIOMOTATENbHbIE  BEIIECTBA) ISl OCYIIECTBIICHHS
TEPANEeBTHYECKOTO W/UJIH MPO(YUIAKTHYECKOTO JICUSHHsI COTJIacCHO M300peTeHmto. Takue HabophbI
HEeo0s13aTeNIbHO COIePIKaT JOMOJHUTEIbHbIE KOMIIOHEHTHI IS COCTABJICHHS W/WITH TPUMEHEHHSI
KOMITO3UIIH COTJIACHO M300PETEHHIO, BKIIFOUAsl, HO HE OIPaHMYUBASICh YKA3aHHBIMHU, HAIPUMeED,
pa3baBuTENN U T.1I.

[00213] Komnosunwu, OMHCAHHBIE B HACTOSIIEH 3asBKe, HEOOSI3aTENbHO YIaKOBAHBI
TakuM 00pa3oM, 4YTO coxepskaT Bce (WM TOYTH BCE) HEOOXOAMMBIE KOMIIOHEHTBI JIJisi
OCYIIECTBIIEHHSI CITOCOOOB COTNIACHO M300PETEHHIO MITH [T IPUMEHEHNsI KOMITIO3ULIUI COTJIACHO
n300peTeHno (HeoO0s3aTeNbHO BKIFOYAs, HATIPUMep, HAMMCAHHBIE MHCTPYKLUHU MO MPHUMEHEHHIO
CHIOCOOOB/KOMITO3UIIMN COTNIaCHO H300pereHut0). Hanpumep, HaOOppl MOTYT HEOOS3aTENbHO
BKJIFOYATh TaKHe€ KOMIIOHEHTHI, Kak Oy(deprl, peareHThbl, CBIBOPOTOUHBIE OENKH, aHTHUTENA,
cyOcTpathl U T.I. B ciyuae npenBapuTeIbHO YIAKOBAHHBIX PEeareHTOB HAOOpPHI HEOOSA3aTENbHO

COACpKAT MNPEABAPUTCIIBHO HU3MCPCHHBIC WM MNPEABAPUTCIIBHO AO3MPOBAHHBIC KOJIINYECCTBA,
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TOTOBbIE JJISi HCIIOJNIb30BaHUSA B CIOCO0Aax O€3 MOMOJHUTENbHOTO HW3MEPEHUs], Harpumep,
NPEABAPUTENPHO M3MEPEHHbIE SKUAKHE AaJMKBOTHI WJIM TPEIBAPUTENbHO B3BELICHHbIC MWIIH
NPeABAPUTENPHO W3MEPEHHBbIE TBEPAbIE PEAreHThI, KOTOpPble KOHEUHBIN IMONb30BaTeNb Habopa
MOJKET JIETKO BOCCTAHOBHTb.

[00214] Takue HaOOpPBI TAK¥Ke, KAK MPABMUJIO, CONEPIKAT MOAXOMAIINE UHCTPYKLUHU IS
OCYIIECTBIIEHHsI CIIOCOOOB COTJIACHO M300PETEHHIO W/WJIM MPUMEHEHHs] KOMITO3ULMIA COTJIACHO
n3o0petennto. COriacHO HEKOTOPHIM BAapUAHTAM pEANTH3ALMU H300pPETEHHs, KOMIIOHEHTBI
HaOOpPOB/YIAKOBOK TPEMJIOKEHbl B CTAOMIM3UPOBAHHON (opMe TakuM 00pa3oM, dYTOOBI
NPEAOTBPATUTh Pa3pyLICHHUE WU JPyTUe MOTePH BO BPEMs JITUTEIbHOTO XPAHEHHsI, HAIpUMep,
B pe3yJbTaTe yTeYKH. Psin cTaOMIM3UPYIOMUX MPOLIECCOB/ar€HTOB MIMPOKO HMCIOIB3YETCS ISt
peareHToB W T.J., KOTOpPble IOJUIEXKAT XPAHECHUIO, HAMPHMEpP, BKIIOUYEHHUE XHUMHYECKHX
crabunmuzatopoB  (T.e.  MHrUOWTOpPOB  (pepMeHTOB,  OaKTepPUIIMIOB/OAKTEPHOCTATHKOB,
AHTUKOATyJITHTOB) M T.JA. PeanbHbli ypOBEHb J03bl AaKTUBHBIX HHIPEOHEHTOB B
(apMaleBTHUECKIX KOMITO3ULMAX COMIACHO HACTOALIEMY H300PETEHHI0 MOXKHO H3MEHSITh
TaKUM OOpa3oM, YTOOBI MOJYYHUTh KOJIMYECTBO AKTHBHOTO HMHIPEAMEHTA, KOTOPOE SIBISIETCS
3¢ (GeKTUBHBIM [JIs1 AOCTIDKEHHS JKEJIAeMOT0 TEPareBTHYECKOrO0 OTBETa Ui KOHKPETHOTO
cyObeKTa, KOMIIO3ULIMU M CIOoco0a BBEIAECHUS M HE MPOSBISIET TOKCHYHOCTH MO OTHOLIEHHIO K
yKa3aHHOMY CyObekTy. BriOpaHHBII ypoBeHb H03bI OyIOeT 3aBUCETh OT Pa3JIMYHBIX
bapmMakoKuHETHYECKHX  (PAKTOPOB, BKJIOUAs AKTHUBHOCTb KOHKPETHOM  HCIOJIB3yEeMOH
KOMITO3UIIMM COTJIACHO HACTOSIIIEMY H300peTeHHI0, Crocod BBEAEHHUS, BpPeMsl BBEICHUS,
CKOPOCTb BBIBEZIEHHSI KOHKPETHOT'O MCIIONIb3YEMOTO COEINHEHMS], TPOAOIKUTEIBbHOCTD JICUEHUS,
Apyrue JIeKapCTBEHHBbIE CPEACTBA, COEAMHEHHUs W/WIM MaTepHajbl, HCIOIb3yeMble B
KOMOMHAIIMY C KOHKPETHOM HCMONb3yeMON KOMITO3ULIMEH, BO3pAcT, IOJ, MacCy Tella, YCIOBUS,
o011ee COCTOSIHUE 370POBbsl U MPEIIECTBYIOLIYIO UCTOPHIO O0JIe3HU CyObeKTa, MOAJIEKAIIEero
JIEYEHUIO, U TIO00HBIE (PAKTOPBI, XOPOLIO U3BECTHBIE B 00JIACTH MEAULIHBL.

[00215] Komnosunust 1oKHA OBITH CTEPUIBHOM M JKUIKON B TOM CTEMEHH, B KOTOPOM
yKa3aHHAsi KOMIIO3HMLUSI MOXKET OBIThb JOCTaBJieHa C TMOMOMIBIO wImpuia. [IoMuMO BOIBI
HOCHTEJIb TIPEIIIOYTUTENILHO MPEACTaBIIsAeT OO0l N30TOHUYECKUH Oy epHbIl CONEBOI pacTBOP.
[Monxonsmyo TeKy4ecTb MOJKHO MOJAEPIKUBATh, HATIPUMED, IMyTEM HCIIOJIb30BAHUS MMOKPBITHS,
TAKOT0 Kak JISLIUTHH, IyTeM NOAAEpKaHus TpeOyeMoro pa3mMepa 4acTHILl B ClIydae AUCIIEPCUU U
NyTeM  TNPUMEHEHHs  TOBEPXHOCTHO-aKTHBHBIX  BeIIeCTB. Bo  MHOrmX  clydasx
NPEATIOUYTUTENbHBIM SIBJIIETCS BKJIFOYAaTh B KOMIIO3WIMH HM30TOHHYECKHE areHTbI, HampHuMep,
caxapa, MOJUCIUPTHL, TAKHE KaK MAHHHUT WX COPOUTON U XJIOPHI HATPHSL.

[00216] PeanbHble ypOBHH J[03bl AKTUBHBIX HWHIPEIUEHTOB B (DapMaleBTHUECKUX
KOMITO3UIIMSIX COTJIACHO HACTOSIIEMY H300PETEHHIO MOXKHO M3MEHSITh TAaKUM OOpa3oM, YTOOBI
NOJYYUTh KOJUYECTBO AaKTHUBHOIO HWHIPEOUEHTa, KOTOpoe sBisieTcss 3(P(QEeKTUBHBIM IS
TOCTIDKEHUS! JKEJIAeMOr0 TEPANeBTHYECKOr0 OTBETA JJIsi KOHKPETHOrO CyObeKTa, KOMITO3ULIUH U
crioco0a BBEIEHUS M HE NPOSBIIET TOKCHYHOCTH IO OTHOLIEHHIO K YKA3aHHOMY CYOBEKTY.
BriOpanHbIil ypoBeHb 103bI OyZE€T 3aBHCETh OT Pa3IM4YHBIX (PapMAKOKHMHETHYECKUX (PaKTOpOB,

BKJIKO4YasA aKTUBHOCTDH KOHerTHOﬁ I/ICHOJ'II:;?;yeMOI\/'I KOMIIO3UIIUU COMJIaCHO HACTOALIEMY
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n300peTeHnio, crnoco0a BBENEHHs, BPEMEHHU BBEIEHHs, CKOPOCTH BBIBEIEHUS KOHKPETHOTO
UCTIONB3YEMOTO COEUHEHHUs], TPOAOIDKUTEIBHOCTH JIEUEHUS], APYTHX JIEKAPCTBEHHBIX CPENCTB,
COEAMHEHUI W/WIN MaTepualioB, MCIOJIb3YEMbIX B KOMOMHAIIMM C KOHKPETHOH HCIOJNb3yeMOMH
KOMITO3UIIEH, BO3pacTa, IOJa, MacChl Teja, COCTOSHUS, OOINEro COCTOSIHMS 30pPOBbS H
NpEeNLIeCTBYIOIEel HCTOpHM OOJe3HH CyObeKTa, MOUIeKAIero JICYeHUI0, U IMOJOOHBIX
(bakTOpOB, XOPOLIO U3BECTHBIX B 0OJACTH MEIULIMHBL

[00217] HecmoTpst Ha TO, YTO HEKOTOpPbIE BAapUAHTBHI peaan3alu M300peTeHus: ObuTH
OMHUCaHbl M MPOWLIIOCTPUPOBAHbI B HACTOSILEH 3asiBKE, CHEHMAJINCThl B JAaHHOW OO0JACTH
TEXHUKH JIETKO CMOTYT MpPEACTABUTh PA3JUYHbIe APYTrHe CIOCOObI W/WIIM CTPYKTYPBI IS
ocyuiecTBiieHUs (YHKUMM W/HIUM TIOJyYEHUs pEe3yNbTaTOB W/WUJIW ONHOTO wWiau Ooee
NPEUMYIIEeCTB, ONMUCAHHBIX B Hacroseil 3asBke. [Ipenmosyaraercs, 4To KaKABIH W3 TaKUX
BAPUAHTOB W/WiIM MoAu(UKanuid HAXOAWTCS B TpeAenax oObeMa BapUAHTOB peaTU3aALUH
n300peTeH s, OMMCAHHBIX B HACTOSAIMIEH 3asiBke. B Oosiee o0rieM cMbICIie, CIIeNUAINCT B TaAHHOM
00JIaCTH TEXHUKH JIETKO OLIEHUT, YTO BCE MapaMeTpPhl, pa3Mephl, MaTepHalibl U KOH(PUTypaLuy,
ONHCAaHHBIE B HACTOSIICH 3asBKE, CIEAYET PAacCMaTPHUBATh KaK IMPHMEPBI, M YTO peajbHbIC
napameTphl, PACCTOSHHS, MaTepHasibl W/WIM KOHPUTypauuu OyAyT 3aBHUCETb OT KOHKPETHOTO
cocoba wiM cnocoOOB NMPUMEHEHMs, U KOTOPBIX NPUMEHSETCS/PUMEHSIOTCS HIes/unen
corynacHO m3o0pereHust. CrienuaancTy B JaHHOW OONACTH TEXHUKU OyIeT OYeBUAHO WU Oyaer
JIETKO YOeIUTBCSI C MCIIONIb30BAaHUEM He OoJiee 4eM PYTHHHBIX SKCIIEPUMEHTOB, YTO CYIIECTBYET
MHOYKECTBO SKBHBAJEHTOB KOHKPETHBIM BapHaHTAM peau3aliil M300pETeHUs], ONMCAHHBIM B
Hacrosmel 3asBke. CienoBarenbHO, HEOOXOIUMO OHUMATD, YTO MPEALIECTBYIOINE BAPHAHTHI
peanuzanuu HM300peTeHMs NPEACTAaBJICHbl HCKIIOYUTEIbHO B KAauyecTBE IpHUMEpa M UYTO B
npenenax oObeMa mnpuiaraeMoll (GOpMyJbl H300pETeHUS M €€ HKBUBAJEHTOB BO3MOXKHBI
CrIOCOOBI MPAKTHYECKOTO OCYINECTBJICHHUS BAPMAHTOB pPEANN3aLlM HACTOSILEr0 H300peTeHHs,
OTJIMYHbIE OT KOHKPETHO OIHMCAHHBIX W 3asBJEHHBIX B HacTosel 3asBke. BapuaHThI
pea3ayu HaCTOSLIero U300peTeH s HAPaBJIeHbl HA KaXIbIil OTAEJbHBIN MPU3HAK, CUCTEMY,
u3JiesMe, MaTepualt, Habop W/Wim Croco0, ONMUCAHHBIN B HACTOsALIEH 3asiBke. Kpome Toro, nodas
KOMOUWHALMS M3 JBYX WM OOJiee TaKMX MPU3HAKOB, CUCTEM, W3JEJIMiA, MaTepuajoB, HaOOPOB
u/wm  crnocoOOB, €ClIM Takue NPU3HAKU, CUCTEMbI, H3ACJHs, MaTepuasbl, HaOOpbl W/Min
Croco0bl  HE SBIAIOTCS B3aWMOHECOBMECTHMBIMH, BKJIIOUYEHbI B O0BEM  HACTOSIIETO
n300peTeHus.

[00218] Cnenyer mOHMUMATh, YTO BCE OMPENEJEHUs, NMPUBEAECHHbIE U HCIOJB3YIOTCS B
HACTOSIIEN 3asBKE, HMEIOT MPEUMYLIECTBEHHYIO CHJIy IO CPaBHEHHIO CO CJIOBaPHBIMU
OTIPENENICHUsIMH, OTpPENEeNeHUsIMA B JTOKYMEHTaxX, BKIFOYEHHBIX MOCPEICTBOM CCBUIKH, H/HIIH
OOBIMHBIMH 3HAYEHUSIMU OTIPENETICHHBIX TEPMHUHOB.

[00219] Bce ccbuiky, MAaTEHTHI U MATEHTHbBIE 3asIBKH, OMMCAHHBIE B HACTOSIIEH 3asBKE,
BKJIFOUEHBI IOCPEICTBOM CCBUIKH M UCIIOJIB3YIOTCS B OTHOLIEHUH MPEIMETA, B CBA3U C KOTOPBIM
KaX1asi U3 YKa3aHHBIX CCBUJIOK LIUTUPYETCS, B HEKOTOPBIX CIIy4asX YKa3aHHbIE CCbUIKU MOTYT

BKJIFOYATh LIUTUPYEMBII JOKYMEHT IOJHOCTBIO.



58

[00220] Cnenyer moHuMarth, 4TO ymHoTpeOJieHME B HACTOsIIEeH 3asiBke U (popmyre
n300peTeHNs] IPEIMETOB B €IMHCTBEHHOM 4YHCJIE, €CII MHOE SIBHO HE CIIENyeT M3 KOHTEKCTa,
O3HA4aeT «I10 MEHbIIEH Mepe OUHY.

[00221] Cnenyer moHMMaTh, 4TO (pa3a «U/WUIM» TPU HCIIONB30BAHMU B HACTOALIEH
3asiBKe ¥ (popmyie n300peTeHus1 O3HA4YaeT «IF00H MK 00a» U3 3JIEMEHTOB, OOBEIUHEHHBIX C
NIOMOIIBIO YKAa3aHHOW (ppasbl, T.€. SJIEMEHTBHI, KOTOPbIE NMPHCYTCTBYIOT BMECTE B HEKOTOPBIX
CJIyyasix W pasfesibHO B JAPYIHX ciydasx. MHOXECTBO 3JIEMEHTOB, NMEPEUYHCIEHHbIX BMECTE C
bpazoli «u/wnu» cienyer paccMaTpUBaTh TaK K€, T.€. KaK «OOUH WK OoJjiee» 3JIEMEHTOB,
O0BeMUHEHHBIX TakuM oOpa3om. HeoOsi3aTeqbHO MOTYT MPUCYTCTBOBATH APYTHE 3JIEMEHTBHI,
OTJIMYHBIE OT 3JIEMEHTOB, KOHKPETHO 0O003HAYEHHBIX C TIOMOLIBIO YCIOBHS «W/WJINY, CBS3aHHbIC
WIN HE CBS3aHHBIC C YKa3aHHBIMU KOHKPETHO OOO3HAYEHHBIMU 3JieMeHTaMH. TakuM o0pas3om, B
Ka4eCTBE HEOTPAaHMUYMBAIOIIETO NMPUMEpPA, CChIIKA HA «A W/WiH By, Mpu UCTIONBb30BaHUH BMECTE
C HEOTPaHMYMBAOIIUMH (pa3aMu, TAKIMH KaK «COINEPKAIIUN», MOXKET OTHOCHUTBCS, COTJIIACHO
OJHOMY BapHaHTy peasu3alliil U300pETeHNUs, TOJIBKO K A (HEOOs3aTeNIbHO BKJIFOUYAS 3JIEMEHTBI
5, ornmmuHble OT B); cornacHo ApyromMy BapuaHTy peanu3aluu HU300peTeHus, TOJNbKO K B
(HeoOs13aTeNnbHO BKIIFOYAsh 3JIEMEHTBHI, OTJIMYHbIE OT A), COMJIACHO JPyroMy BapHaHTY
peanm3anmu u3o0pereHs, K A u B (Heo0s3aTenbHO BKIIIOUAs IPYTHUe 3JIEMEHTHI) U T.JI.

[00222] Cnenyetr mOHUMATh, YTO TIPH HCIIOIB30BAHUK B HACTOSLIEH 3asiBKe U B (hopmyJie
n300pereHus (pasa Mo MEHbIIEH Mepe OIUHY» CO CChUIKOH Ha MepedeHb OJHOro WiIH Oojee
3JIEMEHTOB O3HA4YaeT IO MEHbLIEH Mepe OJUH 3JIEMEHT, BbIOPAHHBIA U3 JIFOOOro OJHOTrO HIIN
OoJiee 3IEMEHTOB B YKa3aHHOM IEPEYHE HJIEMEHTOB, HO He 0053aTeNIbHO BKJIFOYAET 110 MEHbLIEH
Mepe OIIMH W3 KaKIBIX M BCEX HJIEMEHTOB, KOHKPETHO NEPEUYHCICHHbIX B YKa3aHHOM II€peyHe
3JIEMEHTOB, U HE UCKJIIOYAET JIF0Oble KOMOMHALIMY 3JIEMEHTOB B YKA3aHHOM IEPEYHE 3JIEMEHTOB.
DTO ompeneneHne TakXKe MPEIoNaraeT, YTO HeoOs3aTeNbHO MOTYT NMPHUCYTCTBOBATD JJIEMEHTHI,
OTJINYHbIE OT 3JIEMEHTOB, KOHKPETHO OOO3HAYEHHBIX B IEpPEYHE 3JIEMEHTOB, K KOTOPOMY
OTHOCUTCSl yKa3aHHas (paza «IMO MeHbIIEH Mepe OIWH», CBA3aHHBIC WM HECBS3aHHBIE C
YKa3aHHbIMH KOHKPETHO OOO3HAYeHHBIMH »JJieMeHTaMu. Takum o00pa3oM, B KayecTBe
HEOTPAaHMYHUBAIOINETO MpHMEpa, TEPMHUH (IO MeHbIned Mepe oamH w3 A u B» (wm,
SKBUBAJIEHTHO, «II0 MEHbIIeH Mepe ofuH U3 A uinu B» unu, s5KBUBaIEeHTHO, 11O MEHbILIEH Mepe
onuH W3 A wwumu B») MOXET OTHOCHTBCS, COIJIACHO OJHOMY BAapUAHTy peau3aluu
u300peTeHwus, 0 MeHbINeH Mepe K OmMHOMY (HeoOs13aTeIbHO BKIIIOUasi Oojiee 4eM OfuH) A mpH
orcynu B (1 HeoOs13aTebHO BKITFOUAS JIEMEHTBI, OTJIMYHBIE OT B); COrnacHo Apyromy BapHaHTy
peanu3anuu H300pEeTeHUs, MO0 MEHbIIEH Mepe K OqHOMY (HeoOs3aTebHO BKJIFOYasl Oojiee 4eM
onuH) B mpu orcyrcTBum A (M HEOOs3aTENBHO BKIIFOYAS 3JIEMEHTBI, OTJIIMYHBIE OT A); COTJIACHO
APYyroMy BapUaHTy pean3aliid M300pETEeHHs], 1O MEHbIIeH Mepe K OZHOMY (HeoOs3aTenbHO
BKJIFOUasl Oojiee 4eM OMH) A M MO MeHbIIeH Mepe K oOgHOMY (HeoOsI3aTeNIbHO BKIIFOYas Oojiee
4yeM ofuH) B (11 HeoOs13aTenbHO BKITIOYAst APYTUE JIEMEHTBI) U T.11.

[00223] Hacrosimmee m3zoOpereHne Takke obecredunBaeT HaOOp Ui MPENOTBPAILEHUS,
JICUSHHsT WU 33JIepKKH CepAEUHO-COCYUCTOrO 3a00JIeBaHNsl MM COCTOSIHUS Y YeJIOBEeKa, e

yKa3aHHBIH HabOp CONEpXKUT OnHy MiIu Oosee 103 (apMaLEeBTHUECKOW KOMITO3HUIIHH,
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comepkameil peKOMOWHAHTHBIA CIUTBHIM O€JOK, ONHCAHHBIA B HACTOSIIEH 3asBKe,
UCIIOJB3YEeMbIN  JJIs1 NPEeNOTBPALEHUs], JIEUEHUs] WU 3aJepPKKU  CepAeuHO-COCYIUCTOrO
3a00NeBaHMs UM COCTOSIHMSA, U MHCTPYKIUH 110 NMPUMEHEHUIO (papMalleBTHYECKOTO IMpernapara
WJIM KOMITO3ULIUH.

[00224] Hacrosimee uzoOpereHue Takke oOecredunBaeT HaOOp IJIsT NMPERAOTBPALISHMUS,
JedeHust win 3anepxkku cesizanHoro ¢ I[HC 3aboneBaHuss MM COCTOSHHS Yy YeJOBEKa, /e
yKa3aHHbIH HaboOp comepkUT oOxHy wuiam Oosee 103 (apMaleBTUUECKOH KOMITO3HLINY,
comepskaliedl peKOMOWHAHTHBIA  CIUTHIM  O€NOK, OMHMCAHHBIA B  HACTOSIIENW 3asBKE,
UCTIIONIB3YEeMBbIH  JJIs1 NPENOTBPALEHUs, JIeUeHUS WIH 3alepKKH CepAedHO-COCYIUCTOrO
3a00NIeBaHMsT MM COCTOSIHHS, U MHCTPYKLUH 110 MPUMEHEHUIO (hapMalleBTHYECKOrO Mpernapara
WJIH KOMITO3ULIUH.

[00225] Hacrosimee wu300peTeHHe NOMOJHUTEIBHO oObecrmeunBaeT Habop  uIs
NPENOTBpALleHNs], JIEUeHUs WU 3a7€ep>KKH CEepPAEeYHOM HEeNOCTaTOUHOCTH C COXpPaHEHHEM
¢pakunu BeIOpOCA y UEJNOBEKa, INe YKa3aHHBIH HAOOp COmepKUT OnmHy wiam Oosee 103
(bapMaleBTHUECKON KOMIO3UIINH, COAepKaIeld PeKOMOWHAHTHBINA CITUTHIN OEJIOK, OMMMCAHHBIN B
HaCTOsLIEelN 3asBKe, UCIOIb3YyeMbIH sl MPEeNOTBPALEeHMs], JIeUeHUs] UIH 3aJ€PKKU CepAeUHOM
HEIOCTATOYHOCTH C COXpaHEeHHeM (pakuuu BBIOPOCA, W HWHCTPYKUHUU IO TNPHUMEHEHHIO
(apmMareBTHUECKOrO IpenapaTa Uik KOMIO3HIIUH.

[00226] Cnenyromue najgee mpuMepbl MIPEICTABICHBI sl OoJiee MOJHOW MIUTIOCTPAIUH
NPEATIOUYTUTENbHBIX BAPUAHTOB peanu3anuy n3oopereHus. OqHaKo cliefyeT MOHUMATh, YTO OHU
HUKOUM 00pa3oM He OrpaHUYMBAIOT MIHUPOKUI 00BEM HACTOAIIErO H300pETEHUs.

HPUMEPBI

IIPUMEP 1 - KiioHHpoBaAHHE H KOHCTPYHPOBAHME DKCIIPECCHOHHBIX IIJIAZMHI

[00227] ITocnemoBarensHocTrn JHK, xommpyroimue Tspkesble LEend PeKOMOMHAHTHBIX
ciutbix OenkoB (HasBaHHble NPCFA u NPCF nist mocienoBarenbHOCTEH, comepKalux U HE
cofepKamx MyTauuu FC COOTBETCTBEHHO) U JIETKYIO IeTb PEKOMOMHAHTHBIX CIIMTBHIX OEJIKOB
(nasBannyro PAL) cunrtesupoBaniu B kommanuu GENEWIZ (Cywkoy, Kwuraii). Bektop
skcrpeccun pCHOGUN  nonywamu w3 kommanuu  Horizon  Discovery  (KemOpumx,
BenukoOpuranusi) mo JUIEH3UOHHOMY 10roBopy. KoHCTpynpoBaHHe S5KCIPEeCCHOHHBIX MIa3MHI
OCYLIECTBJIsLIN, Kak mpencrasieno Ha @urype 1. Bkparme, Bekrop pCHOGUN
JMHEAPU30BBIBAIIM C TIOMOIIBIO pecTpHKIHOHHOTO (hepmenta BfuAl m BcTpanBaeMbie reHHbBIE
¢parmentsl, Takue kak NPCF, NPCFA u PAL, ounmanu mnocne ABOHHOrO mepeBapUBaHUS
pectpukuuoHHbiMu  pepmenTamu Ncol u  Ascl. Jluneapuzosanubiii pCHOGUN/BfuAl wu
OYMILNEHHBIN BpPbIBAEMbIH T'€HHbIH ()parMeHT JHTHPOBAIA B COOTBETCTBHH CO CTaHAAPTHBIM
MIPOTOKOJIOM | 3aTeM TpaHchopmupoBaiu B komrereHTHbIe kieTkn E.coli DHSa. Knerku DHSa
noMemany B MHKy0arop u uukyouposanu B Teuenue Houu npu 37°C. Inasmunsr pPCHOGUN-
NPCF, pCHOGUN-NPCFA u pCHOGUN-PAL Bbimensnu U TNOATBEPKIATU C TOMOIIBIO
nepeBapuBaHusl pecTpUKIMOHHBIM (pepmenToM miu IILP. Ilnasmuny, comepskamyro BCTaBKY
Tsokeno nenu (pCHOGUN-NPCF nmu pCHOGUN-NPCFA), nepeBapuBaiyd € NOMOIIBIO

pectpukunoHHBIX pepmenTos BspEl u Pcil, Torna kak mnasmuny, conepikamyro BCTaBKY JIETKOM
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nermn (pCHOGUN-PAL), mepeBapuBanu pecTpuKUMOHHbIMH (pepmenTamMmu NgoMIV u Pcil.
ITocne mepeBapuBaHUs C MOMOIIBIO PECTPUKLIHMOHHBIX (PEPMEHTOB (pparMeHTHI, COnmepsKalue
BCTaBKH TSDKEJION WJIM JIETKOW LIEMH, OYHINAIY, JUTHPOBAIM U 3aTeM TPaHC(HOPMHUPOBAIU B
kietku DHS5o. IInasMupgHble KOHCTPYKTBI, COAEp KalU€ BCTABKM KaK TSDKEJIOH, TaK U JIETKOU
e (pCHOGUN-NPCF+PAL wmn pCHOGUN-NPCFA+PAL), wunentudpuuupoBanun u
NOATBEPXKAAIN TyTeM MepeBapuBaHUs C IOMOLIBI0 PECTPUKLUOHHBIX (PEPMEHTOB U
cexeHuposanus JIHK.
HPUMEP 2 - IIpoayKuusi, OYHCTKA H XAPAKTEPUCTHKA AHTHTE]

[00228] HD-BIOP3, kneTo4YHyI0 JIUHUIO C OTCYTCTBUEM 3KCIPECCUU ITyTaMHUCHHTETA3bl
(GS'/'), nonyyeHnyro w3z kjerok CHO K1, monyuanum w3 kommanuu Horizon Discovery
(KemOpumx, BenukoOpuranust) o nuieH3nonHomMy aorosopy. [lnasmunnyro JTHK Beinensiiu ¢
UCTIOJNI30BAHUEM KOMMEpPYECKH JOCTymHbIXx HabopoB Qiagen Plasmid. Tpanchexuuro
miasmuaHoit JIHK B knerku HD-BIOP3 ocymecTsisiin ¢ HCHOJIb30BAaHHEM KOMMEPUECKH
IOCTYITHOW CHCTeMBbI 3nekTpornopauud oT ¢upmsl Lonza. TpaHcuumpoBaHHBIE KIETKH
noMelanu Ha 96-Ty4HOUYHbIE IJIAHIIETHl U MPOBOIWJIM CENEKLHI0 MyJOB C HCIOJIb30BaHHEM
CTaHAapTHBIX mpouenyp. KieTkn u3 BbIOpaHHBIX MYJIOB KYJIBTHUBUPOBAIN BO BCTPSIXHUBAEMBIX
konbax Ha 125 mu B Teuenuwe 10-14 nuelh u cpemy cobupanu ajnsl OYUCTKH aHTHTEN. benmku
AHTHUTEJT OYUIIANIN C TIOMOIIBIO apPUHHON XpoMaTorpaduu Ha OCHOBE Oenka A C MOCIenyomen
SKCKJIIO3UOHHON Xpomatorpadueit mo pasmepy u anamusuposanu ¢ nomornbto JICH-TTAAT -
anexTpodopes3a U aHAIHU3a C IOMOIIBIO BecTepH-OJIOTTHHra B COOTBETCTBUM CO CTAHAAPTHBIMU
IIPOTOKOJIAMH.

[00229] Durypa 2A WUTIOCTPUPYET CXEMATHYECKYIO CTPYKTYPYy PEKOMOMHAHTHOTO
CIUTOro OeJika, OMMCAHHOTO B HacTosei 3aske. Ha @urype 2B noka3aHbsl penpe3eHTaTHBHbIE
JaHHBlE, TOJNy4YeHHble B pesyiaprare aHamusa ¢ nomoursto JICH-ITAATI-anextpodopesa.
PesynbpraTel aHanmM3a ¢ MOMOIIBI0 BecTepH-OJ0TTHHTA C BBISIBICHHEM C MOMOLIBIO MEPBUYHBIX
aHTHUTEN, CIEHU(PHUYHBIX B OTHOLIEHMH akTuBHOro (parmenta NRG-1, cocrosimero us 61
aMUHOKHUCJIOTHI U coxpepskaiiero cesbBatomuii HER3/4 nomen («NRG-1», R&D Systems,
Munneanonuc, Munnaecora), wi IgG, nokazansl Ha @urypax 2C u 2D cOOTBETCTBEHHO.

IIPUMEP 3 - MoJekyJasapHasi HeJOCTHOCTD N0 Pe3VJIbTATAM AHAJH3A CBA3bIBAHUSA

Ha ocuose IHIIP

[00230] IlenoCTHOCTL MOJIEKYJISIPHOH CTPYKTYpPbl PEKOMOWHAHTHOTO CIUTOrO Oejka,
ONMHCAHHOTO B HACTOSINEH 3asiBKE, AHAIM3UPOBAIM IIyTEM OLEHKA €ro CHOCOOHOCTH
onHOBpeMeHHO cBsi3biBaThesl ¢ Oenkom HER3 wu amtutenom mporuB NRG-1. His-meueHHbIi
pexomOuHaHTHBIN Oeok HER3 (Sino Biological, ITekun, Kuraif) 3axBarbiBaiu Ha CEHCOPHBIN
yun ¢ WUMMOOWIM3upoBaHHbIMH aHTuTenamu nporuB His (Thermo Fisher, VYonrewm,
Maccauycerc) (Jram 1), ¢ mOCIenyrOIIUM BBOIOM 00pasmoB (BKIOYAs PEKOMOWHAHTHBIN
CIUTBIN OEJIOK, ONMUCAHHBIA B HACTOSIIEH 3asBKe, PeKOMOWHAHTHBINA CITUTBINA OEJIOK, ONMCAHHBIHI
B HacTosLIeH 3asBke, 0e3 myraumii Fc, mAb nporus Her3 (Step 2) u antureno nporus NRG-1
(R&D Systems, Munneanonuc, Mmunnecora) (Dran 3). Ilpucoenunenne His-HER3 «k

CCHCOPHOMY YHUITY MOXHO BU3YaJIU3HUPOBATH I10 IMOBBIICHUIO CHUTI'HAJIa IO BCEM 6 KaHallaM Ha
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Orare 1. Kak pekOMOWHAHTHBIA CIUTBHIA OEJIOK, OMHCAHHBI B HACTOSIIEH 3asBKE, TaK H
PEeKOMOMHAHTHBIN CITUTHINA OEJIOK, OMMUCAHHBIN B HACTOSIIEH 3asiBKe, Oe3 MyTanuii Fc, BpI3bIBAIIH
3HAUUTENbHBIN OTBET Ha JTamne 2 B pe3yibrare cBssbiBaHus ¢ HER3 u Ha Ortane 3 B pesynbrare
cBsi3bBaHUA ¢ BBOAUMBIM aHTuUTENoM IpotuB NRG-1 (Chl, 3), ykaseiBas Ha NpHCyTCTBHE
HER3-cBa3biBaromero snurona 1 NRG-1 Ha pekoMOMHaHTHOM OeNKe CIUSHUS, ONHUCAHHOM B
Hacrositel 3asBke. Harmporus, mAb nporus Her3 cessbiBanoce Tonbko ¢ His-HER3 wa Drane 2,
HO He CBsI3bIBAJIOCH ¢ aHTHTENOM npotuB NRG-1 u Oydepom (Jtan 3) (Ch 4, 5), moareepskaast
orcyrctBue NRG-1-cBsi3bIBaromieii akTUBHOCTH y MoJiekysnbl mAb mnporuB Her3. Bydep
BBOAWIM Ha JTamax 2 ¥ 3 B KayecTBe XOJocToro koHTpojs. CrnenosartenbHo, kak HER3-
cBsi3bIBatOIUil smmron, Tak U NRG-1, mpuUCYyTCTBYIOT B pEeKOMOWHAHTHOM O€JKe CIUSHUS
COTJIACHO M300PETEHHIO.

[00231] CeHcorpamma CBsI3bIBaHHS U OOpa3Ibl MHBELUPYEMBIX MOCIEIOBATEIbHOCTEH
nokas3aHbl Ha @urype 3.

IHPUMEP 4 - DddexT Ha npoaudepanuio onyxoesoi KJIeTOYHOMN JUHUH in Vitro

[00232] OmyxoneBble KJIETH BbICEBAIM Ha 96-TyHOUHbIE IJIAHIIETHl B KOHLEHTPALUU
2,500-20,000 kneTok Ha JyHKY B 3aBUCMMOCTHU OT KMHETUKH POCTa Ka)XAOH KJIETOYHOH JINHUU.
3arem kieTkn 0OpabaThiBAIM PEKOMOMHAHTHBIM OEJIKOM CIIUSIHUS, ONHMCAHHBIM B HACTOSIIEH
3asiBKE, aHTUTEJIOM HJIH KOHTPOJIBbHBIM O€JIKOM B TIOCIIEOBATEIbHOM CEPUIHOM pa3BeneHuu 1:4
B T€YEeHHE 5 THEH. BpDKIMBAEMOCTD KJIETOK OLICHUBAJIN C UCTIOIb30BaHNEM cueTdrka KieTok Kit-
8 or kommanmu Dojindo Molecular Technologies (Kymamoro, SInoHusi) B COOTBETCTBHH C
UHCTPYKUUSAMHU Tpom3BoauTeNs. JlaHHble aHanu3upoBainu ¢ momouibio nporpammel GraphPad
Prism u mpencTaBnsiiMm Kak CKOPOCTb POCTAa IO OTHOIIEHUIO K KOHTPOJIBHBIM KJIETKaM, He
HOJTy4aBIIUM O0pabOTKH.

[00233] durypa 4 BKJIIOYAET pernpe3eHTATUBHBbIE IPaUKH, MOKA3bIBAIOLIUE CPEIHIOK
OTHOCUTEJIbHYIO CKOpOCTh pocta + SEM (n=3) mis pa3nu4HbIX PaKOBBIX KJIETOYHBIX JHHUH: (A)
NCI-N87, pak sxenynka, (B) MCF-7, pak monounoit xenesbr, (C) RT-112, pak moueBoro
ny3bipsi; u (D) T47D, pax mojouHoi xene3bl. [1o cpaBHeHHIO ¢ KOHTposibHbIMH NRG-1 u
Oenkamu ciusauss mAb GP120/NRG-1, pekoOMOMHAaHTHBIM CHUTBIA OENOK, OMUCAHHBIA B
HACTOSIIIEH  3asiBKE, JEMOHCTPHUPYET 3HAYUTEeNbHO 0ojJiee HHU3KYK  aKTHBHOCTh B
CTHMYJINPOBAHHUH MPOIU(EPALIUN PAKOBBIX KJIETOK.

NIPUMEP 5 - AxtuBammsa curHagnbHoro nvru PI3SK/AKT B kapauoMuonurax

4eJI0BEKa

[00234] KapauoMuonuTsl uesoBeka, nonayueHHble u3 kommnanuu Cellular Dynamics
(Mbaucon, BuckoHcHH) BbIceBaiM Ha 96-1yHOYHBIE IUIAHIIETHl, MOKPBITEIE 0,1%-BIM
JKENATHHOM, W TO3BOJISUIM BOCCTaHaBiuBaThecsi B cpene aist mocesa (Cellular Dynamics) B
TeyeHre 4 dacoB. 3aTeM KIETKH KyibTHBUpOBaIM B mnoxanepskusatomeid cpene (Cellular
Dynamics) B TeueHne 96 4acoB 10 UCMOJIB30BAHMS B SKCIIepUMenTe. i OLEHKH CIOCOOHOCTH
PEKOMOMHAHTHOTO CIIUTOrO O€JKa COrJIaCHO HM300pPETeHHI0 AKTHBHUPOBATH CHUTHAJIBHBIA MyTh
HER2:HER4 B kapanoMUOIIUTaX, KJIETKU CHaYaja MOABEPTaIy rOJIONAHUI0 B 0€CChIBOPOTOYHOMN

cpene B TeueHue 4 u 3areM oOpadaThIBaii PEKOMOWHAHTHBIM OEJKOM CIUSIHUS WJIH
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koHTpoabHbIME areHTaMu (NRG-1, mAb GP120/NRG-1, mAb nporus Her3 nimu mAb GP120) B
MOCJIEAOBATENbHBIX CEPUMHBIX pa3BeneHusX 1:4 B TeueHue 15 MuHyT. B KOHILIE JNeUeHUs KIETKU
au3upoBanu M aHammsuposaiu (ocdopunupoanue AKT ¢ wucrnonpzoBanmem Habopa auns
BbisiBieHNA Pocho-AKT/obmero AKT ¢ nomomureio TBepaodasnoro MPA or komnanuu Abcam
(KemOpumx, Maccauycerc) B COOTBETCTBUM C HMHCTPYKUMSIMH Ipou3BoauTens. JlaHHbIe
aHATM3UpPOBAIM ¢ ToMolIbio mporpammbl GraphPad Prism u mpencraBisi Kak OTHOLICHUE
docho-AKT k obmemy AKT mo cpaBHEHUIO C KOHTPOJIbHBIMU KJIETKAMH, HE MOJYYaBIIUMH
00paboTku.

[00235] s aHanu3a ¢ MOMOIIb0 BecTepH-OMOTTHHrA KIIETKU BBICEBAH B O-TYHOYHbBIE
IUTAHIIEThl ¥ 00pabaThiBAIN PEKOMOWHAHTHBIM OE€JIKOM CJIMSIHUSI COTJIACHO M300PETeHUI0 HIIU
KOHTPOJIbHBIMH areHTaMy B OJHOHN KOHIEHTpaLuH, coctasisitomen 16 HM. B xorue o6padotku
KJIETKH Jm3upoBaiu B JmsupyroumeMm Oydepe RIPA, comepskamemM HWHrHOMTOpPBI MpoTeas |
docdaraz. JICH-TTAAT -3nekrpodope3 u aHamu3 ¢ MOMOIIbI0 BecTepH-0IOTTHHTA MPOBOIWIIH B
COOTBETCTBUH cO craHmapTHbiMH mpoTokonmamu. O6muii AKT u docho-AKT okpammBanu ¢
nomotibto kponuubux aHtuten npotuB AKT u xpormnubux anturen npotus p-AKT(S473) (Cell
Signaling; /lauBepc, MaccadyceTc) COOTBETCTBEHHO.

[00236] Ha ®urype 5 mnokazano ¢ochopunuposanne AKT B oTBeT Ha CTHMYN B
KapIMOMHOLINTAX YeJIOBEKA. Pe3ysbTaThl MPeanoaararoT, 4YTO PeKOMONHAHTHBIN CIUTBINA OENOK,
OMNMCAHHBIM B HACTOSAINEH 3asBKE, MOXET aKTUBUpPOBaTb cuUrHaibHbll nyTe HER2:HER4 B
KapAMOMHUOLIUTAX C AKTUBHOCTBIO, cpaBHUMOI ¢ NRG-1.

HPUMEP 6: Unaykuusa aumepusaunu HER2:HER3 u aumepusannn HER2:HER4

[00237] Amnamu3 pumepusaumu PathHunter, paspaboranubii kommnanueit Eurofins

DiscoverX (®pumont, KanudopHus), BbIABIAET BBI3BAHHYIO JIMTAHAOM TUMEPHU3ALMIO JIBYX
CyObeIMHHULl Mapbl perentop-numMep. [IpuHOUN aHanM3a MPOWILIIOCTPUpPOBaH Ha Durype OA.
®epmenrt B-gal pacieruien Ha nBa pparmenta, ProLink (PK) u penenrtop ¢epmenra (EA). boun
CKOHCTPYHMPOBAHBI KJIETKH IJIsI KO-3KCIPECCHH OeNika-MHUIIeHH 1, CIUTOro ¢ J0HOpOM (hepMeHTa
PK, u Genka-muinenu 2, cauroro ¢ akientopom ¢gepmenta EA. CesizbiBaHMe JIMTaHAA C OHUM
OEKOM-MUIIEHBIO BBI3bIBAET €r0 B3aUMOACHCTBUE C IPYTUM OENKOM-MHIIEHBIO, TPUBOMAS K
KOMILIEMEHTAPHOMY B3aUMOIEWCTBUIO ABYX (pparmMeHTOB (epmMeHTa M (HEepMEHTATHBHOM
peaknuuyd ¢ BBICBOOOKACHHEM XEMHIFOMUHECIIEHTHOIO CHUTHAJA, KOTOPBIH BBIIBISETCS Kak
OTHOCHUTEJIbHBIE enUHULBI PuryopecueHm, min OE®.

[00238] Knerounyro munuro U20S mns numepusauuu ErbB2/ErbB4 u ErbB2/ErbB3
PathHunter mony4anu u3 xommanuu Eurofing DiscoverX. Knerku BbiceBaiu B KOHILEHTPALIUU
4,000 kneTok/nyHKy B 384-JIyHOUYHBIE MIIAHLIETHI U UHKYOUpoBamy nipu 37°C/5% CO, B TeyeHue
Houu. Mccnenyemble areHTbl TOTOBUJIM B IMOCHEAOBATENBHBIX CEPUMHBIX pa3BeAeHUs X 1:4,
HaunHas ¢ 28,8 HM, u 3aTeM no0aBysuH K KiieTkaM B 384-NyHOUHBIX muiaHmerax. Yepes 4 yaca
MHKYOMPOBAaHUS KJIETKH aHAJTM3UPOBAIN HA MPEAMET TUMEPU3ALMHU PELeNTOpa B COOTBETCTBUU
C MHCTPYKLUSMH Npou3BoauTeNs. [laHHbIE aHANMM3UPOBaIH ¢ oMomuepio nporpammel GraphPad
Prism u npencrasmsuiu kak cpennee OE® = SEM (n=3).

[00239] Kak mnokazaHo Ha QPurypax 6B u 6C, pekOMOMHAHTHBIA CIUTBHIH OENoK,
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OTMCAHHBIN B HACTOALIEH 3asiBKe MOXKeT BbI3biBaTh qumepusanuio HER2/HER4 ¢ akTHBHOCTEIO,
cpaBaumoii ¢ NRG-1, Torma kak ero cmocoOHoOcTh BbI3bIBaTh mumepusaimo HER2/HER3
HaMmHOro cinabee. Hu antureno mAb GP120, ucnonpzyemoe B KauecTBe KOHTPOJISA U30TUIA, HU
mAb nporus Her3, ucnonb3yembie B kKaueCTBe OTPULIATEIbHBIX KOHTPOJIEH AJIST UCCIENOBAHMS,
HE BBbI3bIBAJIM JUMEPHU3ALHIIO PELIENITOPOB.

[00240] BapuaHTbl peanu3aliil HaCTOSILIEro M300peTeHHs] ObUTH OMUCAHBI CO CChUIKOM
Ha COMYTCTBYIOIIUE rpaduuecKre MaTepHuabl, OJHAKO, CIeAyeT IOHUMATh, YTO H300peTeHne He
OrpaHUYMBAETCSI KOHKPETHBIMU BapUAHTAMHU PEaM3alK U UYTO CIELHAINCThI B JAHHOM 00J1acTH
TEXHUKH MOTYT OCYIIECTBIISATh UX PA3JIUYHbIC BAPHALUU 1 MOIU(DUKALIUY B MPENeIax CYIHOCTH
u oObeMa M300peTeHNs1, KaK OMpEeesIeHO B puiiaraeMoi (hopmMyJie u300peTeHHs.

HPUMEP 7: In vivo 3¢ ¢eKTHBHOCTL PEKOMOHMHAHTHOIOQ CJIHTOro 0ejka Ha

KPbICHHOM MOIEJH CHCTOJINYECKON CepaeYHONH HETOCTATOYHOCTH

[00241] Jlnst OLleHKH CIIOCOOHOCTU PEKOMOMHAHTHOTO CITUTOrO Oejika BOCCTAHABJIMBATH
$yHKIMIO cepana Ha Moaenn 3a00JeBaHUS HCIOJB30BAIM MOIENb HH(AapKTa MHOKapAa |
CHCTOJINYECKOI CEepIeYHON HEeIOCTAaTOYHOCTH Ha Kpbicax Sprague Dawley. [lnst ycranoBneHus
Mozenu 3a00JIeBaHuUs HCIIOIB30BANIHN IIEIKOBYIO XUPYPTHUECKYIO HUTh 6-0 1JIs IepeBsI3KH JIEBOH
nepenHel HUCXosIel kopoHapHoii aprepun (LAD) Ha 3-4 MM HIDKE YIIKa JIEBOTO MPENCePIHsI
B XOJle XUpyprudeckoil mnpouenypbl. Uepe3 deTbipe HeneNu IOCHE MEpPEBA3KU 3alHChIBAIH
¢pakumro  BeiOpoca (EF) ¢ mnomompro sxokapauorpagpuu B M-pexxume (IOxoKI) ¢
yIIBTPa3BYKOBOH jgoruieporpadued ans u3MepeHHus cepAeyHod (YHKIUH OTHOCHUTEIBHO
ucxonnon EF po0 xupypruyeckoro BmemaresnabCTBa. Jlisi BKIIOYEHHUs B MOCIEAYIOLIEe
uccrieoBanue nopor coctasisil cHkeHue EF xak Munumywm Ha 30%. JloxHO-OnepupoBaHHbIE
KOHTPOJIbHBIE KMBOTHbIE TIOABEPTaIUCh HACHTHYHON XHPYpPriudeckoil npouenype 6e3 nepessisku
LAD.

[00242] ITocne ycraHOBIEHUS] MOZAENH 3a00IeBaHUs KUBOTHBIX JEJMIM HAa TSITh TPYIII
M0 ONWHHAALATH KPBIC B KAKAOW C JOIMOJHUTENbHBIMH ECSTBIO JIOKHO-ONEPUPOBAHHBIMU
KpbICAMH, BKJIFOUEHHBIMU B IIeCcTyI0 rpynny. MccnenoBanue MmiiaHUpOBaNIU IJIs1 KaKAOW TPYIIIIbI
TaKUM 00pa3oM, 4TOOBI 0OECTIEUNTh BBEIEHUE MHBEKIINI B XBOCTOBYIO BEHY JBa pa3a B HEIEIIO
B T€YECHHE NIEPUO/IA, COCTABJISIIOLIETO YEThIPEe HENEeNU, WK B O0IIEeM BOCEMb MHbEKLUH. [ pymnme
JIO’)KHO-OTNIEPUPOBAHHBIX JKUBOTHBIX W TpPYyIIe OTPULIATENBHOIO KOHTPOJS, MONyYaroliei
HOCHUTEIb, BBOJMJIN COJIEBOH PAcTBOP, TPH IPYIIIbI MOJYYaTH PEKOMOMHAHTHBINA CIUTBIA OEoK
B KOHIEHTpauuu 1, 3, uimu 10 Mr/kr, U mocneaHsst rpynmna rnojyyana NoJOKUTEIbHbIN KOHTPOJIb,
npeacTaBisromui codoit cauteiii 6enok mAb GP120/NRG-1 (10 mr/kr).

[00243] M3-3a moTepu Macchl Tejia, HAOMIOAaeMON BO BpeMs HCCIENOBAHUS, JICUCHHE
OCTaHABJIMBAIM JI0 3aBEPIIEHUs BBEIEHUS BOCHBMH IOCIIEAOBATEIbHBIX MHBEKLMH B TpyIax,
MOJIy4aBIINX PEKOMOWHAHTHBIN CIUTHIA O€JOK B KOHIEHTpauuu 3 mMr/kr u 10 Mr/kr, mpu 3Tom
yKa3aHHblE TPYIIbI MOJIYYUJIN TOJBKO INECTh U TPU MHBEKLUH COOTBETCTBEHHO. Bce mpyrue
TPYIIIBI MOJYYaJIH MOJIHBIA HA0Op U3 BOCBMHU HHBEKIIUH.

[00244] Yepes ueTbipe HEAENU MOCHE NIEPBOTrO JiedeHHs CHOBa usmepsiiu EF ¢ momobio

OxoKI' B M-pexume. Kak mnoxaszano Ha Purype 8, pekOMOMHAHTHBIM CIUTBI Oelok
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3HAUUTEIbHO TOBbIIAT EF OTHOCHTENBHO WCXOMHOTO YpPOBHS BO BCEX TpeX TIPyIMMax,
MOJIy4YaBIINX pasHble A03bl. B wacTHocTH, moBbimeHue Ha 14,7% (P<0,001), 26,9% (P<0,001) u

36,6% (P < 0,001) naOmomanmoch Uit rpymm, mnosy4aBmux ao3y 1, 3, m 10 mr/kr

>
COOTBETCTBEHHO. [loNOXXHUTENbHBIM KOHTpONb, mpeactaBisiomuil cooboi mAb GP120/NRG-1,
noseiman EF Ha 28,8% (P<0,001) B cooTBeTcTBYIOIYI0 TOUKYy BpeMeHu. CoJieBoii pacTBOp He
nokasan 3¢p¢exkrta HM B JIOKHO-ONEPUPOBAHHONH KOHTPOJIBHOH TIpymIe, HU B KOHTPOJIbHOH
rpynIe, nojy4aBllied HOCUTENb.

[00245] Ilocne monyuenusi 3HaueHmit OXoKI Ha 28 peHb mocie Jjed4eHus MbIen
YMEpIIBJISUTM W TKAHU CepAaLa, NpHIeKaline K OONAaCTH XHUPYPTUYECKOro BMELIATEbCTBA,
cobupanu, pukcupoBaiu B 4% ¢opmanbaerune u norpyskanu B napadus. IlapapuHoBbie cpenbl
TKaHU CepAlla TOJIMMHOM TMITh MHKPOMETPOB OKpalllUBajli C IIOMOINBIO Kpacurenei
reMaTOKCWIMHA U 503WHA U HAOJIOMAIN THCTOJOIMYECKHE M3MEHEHHUS C IMOMOIIBI0 CBETOBOTO
Mukpockona. Kak nokazano na Q@urype 9, B rpynmne JIOKHO-ONEPUPOBAHHBIX >KUBOTHBIX
KapIMOMHUOLIUTEI OBUTM OPTaHMU30BAHBI YIOPSOOUYEHHO M IMTOMJIa3Ma W MHOKapAHaJbHbBIE
BOJIOKHa PaBHOMEPHO OkpamuBainck. He HaOmonanoce MHOUIBTPALMM BOCHAIUTENBHBIX
KJIETOK B MEXKJIETOYHOM IPOCTPAHCTBE U He ObUIO0 OOHAPYKEHO HEKpo3a MUoKapna. Hamporus,
B KOHTPOJIBHOW TpYIINe, TOJydYaBLIed HOCHTENIb, B KpaeBOH 30He WH(papKTa MHOKapaa
HAOFOIaNINCh  YBEJIMYEHHbIE TPOMEKYTKH MEXAY KIETKaMH MHOKapha, sapa ObLIH
KOH/IGHCUPOBAaHbl U paspylleHbl MU OpraHu3alds MHOKAapAUAIbHBIX BOJIOKOH yTpaduBaia
YIOPSIIOYEHHYIO CTPYKTYPY, KIETKH OBbUIM VYBENIWYEeHbl B pa3Mepe H Obll OOHapykeH
MHTEPCTULIHANIBHBINA OTeK. JleueHne pekoMOMHAHTHBIM OEJNKOM CIHSHHMS YaCTHYHO OCHaOJIsIo
NaTOJIOTUYEeCKNe M3MEHEHUs B 30He MH(papKTa MUOKapAa, BKIIOYAs 3HAYUTEIbHOE CHIDKEHUE
KOJIMYECTBA HEKPOTU3UPOBAHHBIX KJIETOK, CYXKE€HHE MEXKJIETOYHOrO IMPOCTPAHCTBA MEXKIY
KJIETKAMH MHOKapa M BOCCTAHOBJICHHE OPraHU3allud MHOKApPAMAJIbHBIX BOJOKOH B
HaNpPaBJIEHUU HOPMAJIBHOM CTPYKTYPBI.

IIPUMEP 8: PekoMOMHAHTHBIN CJOUTHIH 0€JI0K 0CJIA0JsA7 OMyXOJIeBbIii POCT Ha

MO/1eJIH NMOJAKOKHOr0 KceHoTpaHcmIanTaTa kapuuHomsl FaDu na mpimax NOD/SCID

[00246] [Inst OLEHKH TOTEHLHAJIbHOTO PHCKAa CTUMYJSIUM OIMyXOJIEBOrO POCTa
PEeKOMOMHAHTHBIM O€JIKOM CJMSHUS TPOBONWJIM in  VIVO HCCIENOBaHHE Ha MOJENH
kceHoTpaHcruianTara kapuuHomsl FaDu. Memmeit NOD/SCID (Beijing AK Bio-Technology Co.
Ltd.) conepxamu B SPF-momemenun Llenrpa CrownBio international R&D (Ilexun, Kuraii) B
COOTBETCTBHH C WHCTUTYLMOHAJBHBIMH TPaBWIAMH. Bce 3KCIEepUMEHTbl NpPOBOAWIN B
COOTBETCTBHH C TpeOOBaHUSAMH MEXAYHAPOOHOW AacCOLMALMM OLEHKH W aKKPEOUTAL[UH
nabopatopHbIx  uccinenoBannii  Ha  kuBOTHBIX  (AAALAC) wm ¢ paspemeHus
WHCTUTYLIMOHAIBHOTO KOMHTETA MO COAEPXKAHUIO W HCIONB30BaHMIO KHUBOTHBIX (CrownBio
TACUCQ).

[00247] Camkxam wbimmeit NOD/SCID Bospactom 7-10 Henmenb HMHOKYJIHPOBAIU
TMOIKOKHO B TpaBblii GOk omyxoneBbie kietku FaDu (3x10°), cycrmenamposanusie B 0,1 M
@®Cb. Korma onyxonu pgocturainu obovema npumepHo 150 MM, MbImeit PaHAOMU3UPOBAIU U

COPTUPOBATM B O HCCIEAYEMBIX TPYIN MO 8 KUBOTHBIX Ha rpynmy. Mccnenyemsle oOpasiibl
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BBOAMJIM BHYTPUBEHHO IyT€M MHBEKLIUU B XBOCTOBYIO BEHY JIBAa pa3a B HEAENIO B TEUEHUE TPeX
NOCJIEIOBATENbHBIX HeZeNb (B 00meM 6 00paboTok). 3a OMmyxoeBbIM POCTOM HAOIOAIN My TeEM
U3MEPEHUH C MOMOLIBK wTaHreHuupkyasa. HMccnegosanue 3asepwanu Ha 21 nHel mnocne
JIeUEHUs.

[00248] PesynpTaTel O OINYXOJEBOMY pOCTY B OTBET Ha pa3jU4YHbIE JICYCHMUs
cymmupoBanbl Ha ®Purype 10. mAb mporus Her3 B konmentpammu 10 Mr/kr mokasano
3HAYUTENIbHYIO IPOTHBOOIYXOJIEBYI0 AKTHBHOCTb C HMHIMOMPOBAHHEM OIYXOJIEBOIO POCTa
(TGI), cocraBmsiromum 93,5% Ha koHen uccnenoBanus (p < 0,001 mo cpaBHEHHIO C TPYMION,
NOJIy4aBIIel HOCHTENb). PEeKOMOMHAHTHBIA CIUTBHIH O€NOK Takke MNPOJEeMOHCTPUPOBAI
craructrueckn 3Haunmoe TGI Ha koHeu uccnenoBanus: 19,2% npu noze 1 mr/kr (p=0,048 mo
CPaBHEHHIO C TPYIIIOW, MOJydaBLIeW HocuTenb) U 56,2% mpu noze 10 mr/kr (p<0,001 mo
CPaBHEHHMIO C TPYMIOH, MojydaBuieil HocuTenb). KoHTpodbHAsS MONeKysa, NMpeacTaBisIoIas
coboii ciuteiii 6enok mAb GP120/NRG-1, He moka3ana MpOTUBOOIMYXOJEBOH aKTUBHOCTU HU
IIPU BBICOKOH, HU IIPU HU3KOW A03€. BO BpeMs mccienoBaHus HU ONHO KUBOTHOE HE yMEpJIO.
Bce wuccrnenyemble areHTbl XOpOLIO MEPEHOCHJIMCh MBbIIIaMH, HMeEKLUMHU onyxonau. He
HaOJFO1aJIOCh 3HAYUTENbHONW MOTEPU MACChl Tela B KAaKOH-MOO SKCIEPHMEHTANBbHOW TpyIIe
(@urypa 11). Yka3aHHble 1aHHBIE TOKA3BIBAIOT, YTO B YCIOBUSIX aKTHBHOTO OIMYXOJIEBOI'O POCTA
in vivo peKOMOMHAHTHBIN CIUTBINA O€JOK MPOSIBIIET T0303aBUCHMOE ITO/IABICHHE OMYyXOJIEBOTrO
pocTa M TpPEANoNarar0T, YTO PHUCK YBEIMYEHUs WIM YCKOPEHHs OIyXOJIEBOIO poOCTa
PEKOMOMHAHTHBIM OE€JIKOM CIHSIHHS in VivO HHXKE N0 CPAaBHEHHIO C COOTBETCTBYIOLIMM PHCKOM
nns HatuBHOTO Oenka NRG-1.

Ilpumep 9: He Hal0aoaajoch 3HAYUTEIbHOH TOKCHYHOCTH B OTHOLIEHHH
AKeJYAO0YHO-KHIIEYHOI0  TPaKTa Yy  MAaKaKoB-Kpa0oeaoB, KOTOPbIM  BBOJWJIH
PeKOMOMHAHTHBIN CIUTBIN 0eJIoK

[00249] Panee ObulO OMUCAHO, YTO B KJIMHUYECKOM HCCICIOBAHUU TMEPBOM (ha3bl
(NCTO01258387), B koTOpOM CyOBEKTHI MOJIy4aiu JUOO maredo, b0 OMHOKPAaTHOE BBEICHHE
uTarjaepMuHa (mojaHopasmMepHoro pekomouHanTHOro NRG-1B3), peota u nuapesi Obuid BTOPBIM
U YeTBEPTHIM HauOOJiee PacCIpPOCTPAHEHHBIM HEKENATEbHbIM SIBJICHUEM, BO3HUKIINM B XOJE
JeyeHus, Kotopble Habmoxamuch B 40% u 27% ciaydaeB COOTBETCTBEHHO ISl OOBETUHEHHBIX
rpymnm, nony4daBmmx Bbicokue no3bl (Lenihan et al. J Am Coll Cardiol Basic Trans Science.
2016;1(7):576-86). [TomoOHBIM 00pa3oM, B HCCIEIOBAHUN BTOPOH (ha3bl MENTUAHOTO (pparMeHTa
pexomOmHaHTHOrOo NRG-1 (Heiikapamnaa), pBoTa OBUIA HamboJiee PacCIPOCTPAHEHHBIM
HE’)KeJIaTeIbHBIM SIBJICHUEM, BOHHMKIIUM B Xoje JieueHus, 1 Habmonanack y 20% cyOBEKTOB,
npoxoauBmux ucciaenosanue (Jabbour et al. European Journal of Cardic Failure (2011) 13: 83-
92). Hakonen, B apyrom uccienoanuu Bropoi ¢assl HelikapauHa (ChiCTR-TRC-00000414)
onmyOJIMKOBAaHHBIE Pe3yJIbTaThl MOKa3an, uTo 48,4% HaOI0NaeMbIX HEXKeJATeIbHBIX SBICHUN
opum  cBsizanbl ¢ JKKT w mpencraBimsuin  coboli Hambojiee 4YacToO HAONMIOJaeMbI  THIT
HE’KEJIaTEeNbHBIX SIBJICHUI B 3TOM UCCIIEOBAHUU U KOPPETUpPOBaiu ¢ ypoBHeM 1036l (Gao et al. J
Am Coll Cardiol 2010; 55:1907-14).
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[00250] /IBa wucciemoBaHUsSI MPOBOAMIIN JJIsl OLIEHKH OE30MaCHOCTH U MEPEHOCHUMOCTH
PEKOMOMHAHTHOTO CIUTOro Oenka Ha Makakax-kpaboenax (Macaca fascicularis): uccinenosanue
OofHOKpaTHOM 1036l He mo craHpapty GLP (CBomy MexayHapomHbIX TpeOOBaHUH K
7a00paTOPHBIM HCCIEOBAHUSAM) U HCCIEIOBAaHUE MHOTOKpPaTHBIX 103 mo craHmapty GLP. 3a
TOKCUYHOCTBIO B OTHOLIEHUHM >KEMyJOYHO-KULIEYHOTO TpakTa TIIATEIbHO ciaeaunu. B
UCCJIEIOBAHUN OTHOKPATHON A03bI O€30MaCHOCTh U MEPEHOCHMOCTh PEKOMOMHAHTHOTO CIIMTOTO
Oenka OLEHMBAIM MpPU ypOBHE A03bI, cocTaBysomeM 10, 30 u 60 MI/KT, MO CpPaBHEHHIO C
KOHTPOJIEM, MPEACTABISIOMUM COOOH HOCHTENb, MPU 3TOM B KKAYK TPYMIy ObLT BKJIIOYEH
OJIMH CaMell U OJTHA caMKa. B JTaHHOM HCCIeJOBaHUU C BBEICHHEM OIHOKPATHOH J03bI HE ObLIO
O0OHapY’KEHO CBS3aHHBIX C UCCIENYyEMbIM areHToM 3P EeKTOB Ha MacCy TeJla UM KaYe€CTBEHHYIO
OLIEHKY THIIY Ha MPOTSDKEHUH MOCeaeueOHOro nepuoaa OLUEeHKH, COCTABIISIONIErO IBE HENEIH,
u He Habmonanock pBoThl Wwin quapen. B GLP-uccnenoBaHuy ¢ MHOTOKPATHBIM BBEJIEHUEM J103
0€30MacHOCTh U MEPEHOCUMOCTh PEKOMOMHAHTHOIO CIIUTOrO OeJiKa OLEHHBAIH IOCIE YeThIPeX
MOCJIEIOBATENIbHBIX €KEHENEbHBIX BBEACHUN IMpPHU YPOBHE N03bl, cocrasysiromeM 3, 10 u 30
MI/KT, 10 CPAaBHEHHIO C KOHTPOJIEM, MPEACTABIIOMUM COOOH HOCHUTENb, MPU 3TOM KaKmas
rpynna BKJIOYaja TPeX CaMLOB U TPeX CaMOK, B TeUeHHE MepHuojia OCHOBHOIO UCCIENOBaHUS,
cocTaBysiroLero 28 nHeHl, a Takyke AOMOJHUTENbHO ABYX CaMLIOB U JIBYX CAMOK B TIpyMIIe,
nojy4aBmeil 103y 30 MI/Kr, W KOHTPOJIbHOW TpymIe, IOJydYaBLIed HOCUTENb, KOTOPBIM
MPOBOAWJIM OLIEHKY IOCJ€ MOCIEAYIOIEr0 BOCCTAHOBUTEIBHOIO MEPUOJA B TEUCHUE 28 IHEM.
He nabmomanoch CBsSI3aHHBIX C HCCIENYEMBIM areHToM 3>(P¢eKTOB Ha MOTpeOseHHe MUINU B
JAHHOM HCCIIEIOBAHUHM C MHOTOKPAaTHBIM BBeJeHHeM 103bl. IIpu TOoM uro Halmomasoce
CBS3aHHAs C MHCCIENYEMBbIM areHTOM pBOTa B JAHHOM HCCJIEJOBAHMM C MHOTOKPATHBIM
BBEJICHHEM 103, KIIMHUYeCKUe HaOII0IeHNsT PBOTHI OBbUIN CBSI3aHbI UCKJIIOYUTENIBHO C PEAKLUSIMH
nH(Y3UH 1 HAOFOAAINUCH TOJBKO Y OJHOTO JKUBOTHOTO B IpyIme, monydasiueil 1oy 10 mr/kr
(17%), ¥ IBYX JKUBOTHBIX B rpyIme, nojiy4asiiei 103y 30 Mr/kr (20%), u ObLTH TPOXOASIIAMH.
Huapest HaOMIOAa7ach TOJNBKO B KOHTPOJBHOW TpyIIe, MOJNydYaBIIed HOCHTEIb, W TPYIIIE,
NOJIy4aBIIei peKOMOWHAHTHBIN CIUTBIN Oesok B 1o3e 30 Mr/kr, Tonbko y ogHoro (10%) u Tpex
(30%) >KUBOTHBIX COOTBETCTBEHHO, W CYHMTAJIACh HOPMOM MJIsI 3TOrO THUMNA MPOLENYpPhl U HE
CBSI3aHHBIM C PEKOMOMHAHTHBIM O€JIKOM CJIUSHUS sABJIeHUsIM. HakoHel, B JaHHOM UCCIIEIOBAHUH
C MHOTOKpaTHBIM BBEACHHMEM /103 CPeIHss macca Teja cHuXkanach Ha >10% 1o CpaBHEHHUIO C
UCXOJIHBIM YPOBHEM TOJIKO IPU YpoBHE 103bI 10 MI/Kr u 30 MI/KT U TOJBKO MOCJE BBEICHHUS
YeTBEPTOH 03Bl B TPYIIE, NoNydaBliel 103y 10 MI/Kr, U TpeTbei U 4eTBepPTOH A03bI B IPYIIIIE,
nony4aBinein no3y 30 wmr/kr. Bkpartme, neueHue pPeKOMOMHAHTHBIM OE€JIKOM CIHUSTHUS He
NPUBOANJIO K KaKUM-JIMOO KJIMHUYECKH 3HAYMMBIM HAOJIOAEHUSM, CBS3aHHBIM C INPHEMOM
MUY, PBOTOM WIM AWAPEEH, OTIMYHBIM OT PEaKLUl, CONPOBOXAAKINUX OCTPbIE PEaKLUH
uHQY3UH, U HAOMONEHWs, CBSI3aHHBIE C JKENYJOYHO-KHIIEYHBIM TPAKTOM HE BIMSIM Ha
ompeneneHne ypoBHsS 0Oe3 HAOMIOJAeMbIX HEXENATEIbHBIX SIBJIEHUH B  KaKOM-JIHOO
uccnenoBaHuy. JlaHHbIE pe3ysbTaThl YKa3bIBAIOT, YTO KOHCTPYKIUS PEKOMOMHAHTHOTO CIIUTOTO
Oenka ocnabisieT HexxenaTeNbHbIN 3¢ dekT pekomOMHaHTHOrO Oenka NRG-1 Ha kenmymodHO-

KHIIEYHBIN TPAKT.
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[00251] Obpasusl kpoBu (~1 M) cobupanm OT MakakoOB-KpabOeIOB MOCJEe BBEICHUS
OJHOKPATHOHM I103bl, COCTaBIsiOIIEeH 60 MI/KI peKOMOWHAHTHOTO CIMTOrO Oejka, B pa3HbIE
BPEMEHHBbIE TOYKM U CBIBOPOTKY Bbimessiu u xpanunu npu -80°C 1m0 mpoBeneHust
uccnenoBanusa. KOHIEHTpaluu peKOMOMHAHTHOTO CIUTOro Oenka B 0Opaslax ChIBOPOTKH
aHanmusupoBanu nyreM HM@PA-3axBaTa B COOTBETCTBUM CO CTAHAAPTHBIMH IIPOLIEAYPAMHU.
Bkparue, 96-1yHOYHbIE IUIAHIIETHI TOKPHIBATN PEKOMOMHAHTHBIM uenoBedecknM Oenkom HER3
(R&D System), 6nokuposanu ¢ momouipto bCA 1 mHKyOUpOBaIM ¢ MUCCIEAYEMBbIMU 00pa3IaMu.
ITocne MHOTOKpaTHBIX IPOMBIBOK IUIAHINEThI HHKyOMpoBamn ¢ HRP-KOHBIOTHPOBAHHBIM
antureniom nporuB Fc IgG uenoBeka m 3ateMm BbIiBIsLIM ¢ momomubio TMB-cybctpata. Ha
@urype 12 nokazaHo, 4yTo PpapMaKOKUHETHUYECKHI MPOQPIIb PEKOMOMHAHTHOTO CIUTOrO Oejka
nonobeH antureny IgG.

TITPUMEP 10: O6G001meHHbIE Pe3VIALTATHI KHHETHYECKHX KOHCTAHT N0 CBA3LIBAHHIO

Fc-peuentopa

[00252] A¢d¢duHHOCTD CBSI3bIBAHMS MEXIy PEKOMOWHAHTHBIM CIUTBIM OenkoM mAb
nporus Her3/NRG-1 u Fc-penentopamMu u3mepsiin ¢ MCIONb30BaHUEM O€3MapKepHOro METona
MOBEPXHOCTHOTO M1a3MoHHOro pe3onanca (I1I1P). B obmewm mects Fc penentopos (kaxabiii u3
KoTopbix Obun cnut ¢ His-merkoit), Bkmouas FcyRI (Abcam), FcyRIla, FcyRIIb, FcyRlIlla
(158F), FcyRIIla (158V) u Clq (Sino Biological), ananu3mpoBamu Ha CBsI3bIBAHUE C
PEKOMOMHAHTHBIM CIIUTBIM O€JIKOM, PEKOMOWHAHTHBIM CIHUTHIM OenkoMm Oe3 myrtaumii Fc u
antuten npotuB HER3 cooreBercTBenno. Bee Fe-penenropsl u uccienyembie oOpasmbl ObLIH
OuMINeHbl ¢ nomoIbo addurHOM xpomarorpaduu. Bce sKcrepuMEHTBI OCYINECTBIISAIN Ha
cucremax Biacore 8K (GE Healthcare) ¢ ncnonszosannem HBS-EP+ (10 MM HEPES, 150 MM
NaCl, 3 MM EDTA u 0,05% (mo obvemy) ITAB P20) B kauectBe moasmxkHoro Oydepa. B
YaCTHOCTH, aHTHUTENO MpoTHB His ObUIO MPUCOEIMHEHO KaK K aKTHUBHOM, Tak U pedepeHCHOMH
MPOTOYHOI KrOBeTe ceHCopHOro uumna CMS ¢ moMoIpro Merona MMMOOMIM3ALMU 110 aMUHO-
rpymnmne. Ouuninennsie His-meueHHble Fc-perientopsl 3aXBaThIBAIMCh HA aKTUBHYIO MPOTOYHYIO
KIOBETY KaXK/IOTO OTZEJIBHOrO KaHajia MyTeM CBSI3bIBAHUS ¢ MMMOOWJIM3HPOBAHHBIM aHTUTEJIOM
npotus His. YpoBens 3axBata 111 kKakaoro peuenrtopa Fc mopnepxusancs mexny 80 u 120RU.
JIisi KUHETUYECKOrO aHalln3a PeKOMOMHAHTHBIN CIIUTHIN OEJIOK M BCe Npyrue oOpas3iibl CEPUMHO
pasBomwiM B o0meM 10 6 KoHueHTpauui, Bappupyomux ot 0,3 HM no 30 HM u yka3aHHbIE
CepuiiHble pPa3BEeNEHHs] BOIWUJIHM TIOCJIEAOBATENbHO B 00€ IMPOTOYHBIE KIOBETHI IO KaXKIOMY
KaHay. HeckoJbKo aHaM30B OCYLIECTBIISUIM B OJJHOM LIUKJIE yT€M OJHOBPEMEHHOTO BBEACHHUS
00pa31oB yepe3 MHOKECTBO KAHAJIOB.

[00253] Ilony4yeHHble B pe3yJbTaTe CEHCOTPaMMbl MPUBOIUIN K MOJEIH CBSI3bIBAHUS C
IBYMSI COCTOSIHUSIMU JUIsl BBIBEIEHUS] KHHETHYECKUX KOHCTAHT C UCIIOJIb30BAaHHEM IPOrPaMMBbl
Biacore 8K Evaluation. PaBHoBecHble koHcTaHThl nucconuarmu (KD) nns Bcex aHamm3oB
cymMmupoBanbl B Tabnuue 1, Hioke. BoiBeneHHbIe NX KUHETUYECKUX MapaMeTpos 3HaueHus KD
cBsi3bIBaHUS pekoMOuHaHTHOTO ciuroro Oenka ¢ FeyRI, FcyRIla u FcyRIIb 6onee wem B 10 pas
NPEBbIIANN 3HAUYEHUs Ul PEeKOMOMHAHTHOro ciutoro Oenka Oe3 myraumii Fc u aHTurena

nporus HER3, ykaseiBasg Ha TO, uro cneunduyHas mytaiuu B Fc-yuacTke peKOMOMHAHTHOTO
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cnuToro Oenka MPUBOAMT K 3HaUMTENbHOMY cHiKeHHo adpdunnoctu. Ilpu FeyRIIla (158F) u
FcyRIlla (158V) coorBerctBenHo Mytaunun Fc mpuBenn k  2-3-KpaTHOMY CHHIKEHHIO
ap(UHHOCTH CBSI3BIBAHUS ISl peKOMOMHAHTHOrO ciutoro Oenka. CeszpBanune ¢ C1q BO Bcex
oOpa3uax ObUIO CIMIIKOM CJIA0BIM JJIS BO3MOKHOCTH BBISIBJICHUSI.

[00254] Jlnst MOATBEP)KAEHUS] TOTO, YTO PEKOMOWHAHTHBIN CIUTBIA O€lIOK HMeer
orpanndeHHble Fc-addexkropHble (yHKUMH, NPOBEPSUIM AHTUTENO3aBUCHUMYIO KJIETOYHYIO
turorokcndHocTh (A3KL]) ¢ ncnonszoBanuem penoprepHoro ouoananuza A3KL] or komnanun
Promega (MaaucoH, BuckoHcuH). B aHanmu3e MCMnosb30Baii CKOHCTPYHPOBAHHYIO KJIETOUHYHO
muanio  Jurkat B kauecTBe AS(PQPEKTOPHBIX KJIETOK, KOTOpble CTAaOWMJIBHO 3KCIPECCHPOBAIU
peuentop FcyRIlla (V158) u snement otkimka NFAT, KOTOpBIN 3amyCKaeT 3KCIPECCUIO
mormdepaspl cBernsuka. PUTyKCHMa0, MCMOMB3yeMblid B KAYECTBE MOJIOKUTENIBHOTO KOHTPOJIS
st aHanuza, mokasan cuibHYR0 A3KIL] aktuBHOCTE B OTHOmEHMH CD20-MOJOKUATETBHBIX
KJeTok Raji; Torma kak peKOMOWHAHTHBIN CiIUThI Oenok He wmen BoiiBisiemoir A3KI] B
orHomweHnn HER3-monoxurensHpix  knerok-mumeHedr (MCF7 wmm BT474) (maHHbBIE He
NPEACTABJICHBI).

[00255] Ta6auma 1: CBomHast TaOnMIa KUHETUYECKMX KOHCTAHT IO CBSI3BIBAHHIO Fc-

peuenTopoB
KD (M)
MADb nporus
Fe-peuenTopsl MAD mporus
Her3/NRG-1 (Ge3 MAD npotus 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 - mmxe mopora uyscTButenapHocTH (limit of detection, LOD) u3-3a cnaboro

CBA3bIBAHUA
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D®OPMYVYJIA U30OBPETEHUA

1. PexoMOMHaHTHBIN CIuTBI O€JNOK, comep’Kamuil (pparMEeHT KapAHONpPOTEKTHBHOIO
Oenka HetiperynuHa-1 (NRG-1), cuThlii ¢ KapkacOM MOHOKJIOHAJIBHOTO aHTUTea (MmAD).

2. PexoMOMHaHTHBIN cuThlil Oenok no 1. 1, ornuyaromuiics eMm, uro ¢pparmeHT NRG-1
COZIEPKUT aKTUBHBIN (pparMeHt.

3. PexOMOWHAHTHBIN CIAUTHIA O€JOK MO M. 2, OTJAMYAIOLIUNCS TEeM, YTO aKTHUBHBIN
6enkoBbiii pparmeHT NRG-1 conepsxut aktuBHbIN 1oMeH NRG-1.

4. PexOMOWHAHTHBIN CAUTHINA OOk 1o JroOoMy U3 mrl. 1-3, OTIUYAIOIIUNCS TEM, YTO
mAb siBnsiercst MonocniennduunbiM B oTHomeHuu ErbB3 (HER3).

5. PeKkOMOUMHAHTHBINA CIUTBIA O€JIOK Mo JIFOOOMy M3 M. 1-4, OTJIMYAIOLIUICS TeM, YTO
dbparmenT NRG-1 conepsxut csizbiBatromuii nomeH ERBB3/4.

6. PekOMOMHAHTHBIN CIUTBIN OeNoK MO JII0OOMy M3 min. 1-5, OTJIMYarOIuiicss TeM, 4To
¢parmentT NRG-1 cBsi3piBaeTcs nian uHAyHupyer curHanuar yepes ErbB4 (HER4).

7. PekoMOWHAHTHBIA CIUTHIA O€JIOK 1Mo 1. 6, OTIHYANOIIUICS TeM, 4TOo mAb HHruoupyeT
curHanuHr NRG-1 uepe3 ErbB3 (HER3).

8. PekOMOWHAHTHBINA CIUTBIN OENOK MO JFOOOMy M3 M. 1-7, OTIMYAIOIIUICS TeM, 4YTO
ykazaHHbIl pparmeHT NRG-1 coneprxut nzopopmy NRG-1532a.

9. PekOMOMHAHTHBIN CIUTBHIA OEJIOK 1Mo JIoOoMy U3 M. 1-8, OTIHYaroImuiicss TeM, 4To
¢parmenT NRG-1 cimut depe3 ero N-KOHIEBYIO aMUHOKHCIOTY ¢ C-KOHLIOM TSDKEJION Lenu
AHTHUTEJIA C IIOMOIIBIO JIMHKEPA.

10. PexkoMOMHAHTHBINA CIUTBHIA OEJNIOK 1O M. 9, OTIMYAIOIIMICS TEM, YTO YKa3aHHBIN
JUHKEP COAEPKUT MO MeHbInel Mepe oxHy komnuio guHkepa Gly-Gly-Gly-Gly-Ser-Gly-Gly-Gly-
Gly-Ser, npeacrasnennoro B nocnenosarenpHoctd SEQ ID NO: 5.

11. PexoMOMHAHTHBIM CAUTBIA Oejok Mo 1. 9, oTiuyaromuiicss TeM, 4to C-KOHel
TSDKEJION LIenH aHTuTeNa coaepkuT Fc-nomen anturena.

12. PekoMOWHAHTHBIN CIUTHINA OeIoK 1Mo JrooMy u3 mi. 1-11, OTIUYArOIUNACS TeM, YTO
MOHOKJIOHAJIbHOE AHTHUTEJIO MITMKO3UIUPOBAHO.

13. PexOMOMHAHTHBIA CHOUTBIA Oenok 1Mo 1. 12, OTJIMYAIOIIMICS TEM, YTO
TJIUKO3MIIMPOBAHKE MPEACTABIIET COOOH N-IIIHKO3UITHPOBAHUE.

14. PexOMOMHAHTHBIA CHOUTBI Oelok 1o M. 12, OTIMYAIOIIMKICS TEM, YTO
TJIMKO3UJTUPOBAHUE TIPEACTABISIET CO00M O-TITUKO3WITUPOBAHUE.

15. PekoMOWHAHTHBIN CIUTHINA OeJIoK 1Mo JrOoMy u3 mil. 1-14, OTIUYAOIUNACS TeM, YTO
¢dparmenT NRG-1 conep:kut aMUHOKUCIIOTHYIO nocnenoBareabHocTs SEQ ID NO: 4.

16. PekoMOWHAHTHBIN CIUTHINA OeJIoK 1Mo JrOoMy u3 mi. 1-15, OTIUYArOIUNACS TeM, Y4TO
mMADb COmepKUT TSDKEeNyH LeMb, MPEACTABICHHY) aMUHOKHCIOTHOH MOC/IEHOBATEIbHOCTHIO
SEQ ID NO: 2.

17. PekoMOWHAHTHBINA CIUTBIA OeJIoK 1Mo JrOoMy u3 M. 1-16, OTINYAOIUNACS TeM, Y4TO
mADb comep:kuT JIerkyro Lemnb, IPEACTaBIEHHYI0 aMUHOKHCIIOTHON TOCIeNOBaTEIbHOCTRI0 SEQ
ID NO: 3.

18. PexoMOMHAHTHBIN COUTHIA OOk Mo m. 16, OTIMYarouics TeM, 9To 3penoe mAb
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COAEPKUT MYTALMIO MO TUIY 3aMEHBI [0 MEHBbLIEH Mepe B OJHOW U3 aMUHOKHUCIOT 234, 239 u
434 nocnenoparenbHocTd SEQ ID NO: 2.

19. PexoMOWHAHTHBIN CAUTHIN OeNoK 1Mo M. 18, OTIHUYaroIUiCS TeM, YTO MO MEHbIIEH
Mepe OlHAa MyTallus [0 TUIy 3aMeHbl BKirouaeT myTtauuio L234F, myrtanuro S239A, myTanuio
N434A wnn uxX KOMOMHALHIO.

20. PexoMOWHaHTHBII ClUTHIA Oenok mo modomy u3 mm. 1-19, oTnuyaromuiicss Tem, 4To
YKa3aHHBIH PEKOMOMHAHTHBIA CIUTBIN O€JIOK CONEPKUT AMHHOKHCIIOTHBIE MOCIIEA0BATEIbHOCTH
SEQ ID NO: 3 u SEQ ID NO: 14.

21. PekoMOWHAHTHBIN CIUTBINA OesoK Mo o0oMy U3 mm. 1-20, OTIHYArOIIUICS TeM, YTO
YKa3aHHbIH PEKOMOWHAHTHBIN CIUTHIA OENIOK CHIKAeT mponudepalyio OMyXOJIeBbIX MU
PAKOBBIX KJIETOK IO CPaBHEHHUIO ¢ pekoMOnHaHTHBIM NRG-1.

22. PekOMOWHAHTHBIA CIUTBIN O€NoK 1Mo Jro0oMy U3 min. 1-21, OTaHYaroImuicst TeM, 4To
YKa3aHHbIH PEKOMOWHAHTHBIN CIIUTBIN O€JIOK CTUMYUpYeT mposudepanuto, nuddhepeHIHpPOBKY
U BBDKMBAEMOCTD KapIHOMHUOLIUTOB.

23. PekOMOWHAHTHBINA CIUTBIN OENOK 1Mo JF00OMY U3 mil. 1-22, OTAMYArOIIUICS TeM, YTO
yKa3aHHbIH PEKOMOWHAHTHBIN CIIUTHIN OeJIOK CTUMYIHpYeT npojudepanuro, auddepeHunpoBKy
U BBDKMBAEMOCTD KJIETOK CEPIIEYHON TKaAHH.

24. PekOMOWHAHTHBIN CIUTBINA O€JIoK 1Mo JroOoMy u3 mi. 1-23, OTINYArOIUNACS TeM, YTO
yYKa3aHHBIH PEKOMOMHAHTHBIN CIIUTHIN O€JIOK CTHMYJIUpYeT nmposudepanuto, nuddhepeHIHpOBKY
U BBDKMBAEMOCTD KJIETOK LEHTpabHOI HepBHOH cuctemsl (LIHC).

25. PexkOMOWHAHTHBINA CIUTBIN OeNoK 1Mo J00oMy U3 Ml 1-24, OTIMYaroIuics TeM, YT
yKa3aHHBbIH PEKOMOMHAHTHBIA CIUTHIN Oenok 00janaer CHIDKEHHON CIIOCOOHOCTBIO BBI3BIBATH
AHTUTEJI03aBUCHMYIO KJIETOUHYIO HUTOTOKCHUYHOCTH (A3KLI).

26. PekoMOWHAHTHBII CIUTHIA Oeok mo mrodoMy u3 mm. 1-25, oTnuyaromuiics Tem, 4To
yKa3aHHBIH PEeKOMOWHAHTHBIN cIUThI Oenok crumynupyer curHanuar HER2/4 B ortnuume ot
curHanuara HER2/3 o cpaBHEHUIO ¢ MHAYKLIMOHHBIM MOTEHIMAIOM pekoMOuHaHTHOro NRG-
1.

27. PekOMOMHAHTHAsI MOJIEKYJIa HYKJIEMHOBOW KHUCJIOTBI, KOJUPYIOLIasi pEKOMOWHAHTHBIN
ciuThId Oe1oK 1o modomy u3 m. 1-26.

28. PeKOMOMHAHTHBII BEKTOP, COAEPIKALIHIA MOJIEKYJTy HYKJIEHHOBOW KUCJIOTHI 1O 1. 27.

29. PekoMOMHAHTHAs KJIETKA, COAepIKalast peKOMOMHAHTHBINA BEKTOP IO 1. 28.

30. @apmaneBTHYECKass KOMITO3ULHSI, COAepIKalasi peKOMOMHAHTHBIN CIUTBIA O€JIoK 1o
arobomMy u3 mm. 1-26.

31. Cnoco0 nedeHUsT CepAEYHO-COCYOUCTOro 3a00jieBaHUs] WM COCTOSIHHS Y
HY>KZIAIOIIEerocss B 3TOM CYyOBEKTa, BKIIOYAOIUI BBEIEHUE TepaneBTHYeCKH 3((EeKTHBHOTO
KOJIMYECTBA PEKOMOWHAHTHOTO CIIUTOrO Oerka rmo JJrodoMy u3 mi. 1-26 unn ¢papmaneBTUIeCKOMl
KoMmo3uuuu no m. 30.

32. Croco6 mo m. 31, OTIHUYAOIIUNCA TEM, YTO JIEYeHHWE MPHUBOIUT K OCIAOJICHHIO
NPU3HAKA WK CUMIITOMA CEPIeYHO-COCYAUCTOr0 3a00JI€BaHNs NIIM COCTOSIHUSA Y CYOBeKTa.

33. Cnoco0® mpenoTBpalneHusi, WHrHOMPOBAHUSA, MOMABJIECHUS WIM 3aJEPKKU Hadaia
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Pa3BUTHA CEPAEUHO-COCYJUCTOrO 3a00JIeBaHUSI WM COCTOSHUSL V CYOBEKTa, BKIIFOYAFOIIUN
BBeIeHNE 3(P(PEKTUBHOTO KOJIMUYECTBA PEKOMOMHAHTHOTO CIUTOrO Oeka 1o Jrodomy u3 mi. 1-26
i (papMarieBTUYeCKOH KOMITO3UIMHY 1O 11. 30.

34. Cnoco0 neuyenus ceazanHoro ¢ [THC 3aboneBanus mim COCTOSHUS Y HYKIAIOIIErOCs
B 3TOM CyOBEKTa, BKIIOUYAIOIIUI BBEIEHHE TepaneBTH4YeCKH 3(P(EeKTUBHOrO KOJMUYEeCTBA
PEKOMOMHAHTHOTO CIUTOro Oernka 1o arodoMy u3 ni. 1-26 uimm GpapmManeBTHIeCKO KOMITO3HLINH
no 1. 30.

35. Cnocob mo m. 34, OTIIMYAMINMICA TEM, YTO JICYeHUE MPUBOAUT K OCIAOJEHHIO
npu3HaKa wim cumnroma cesizaHHoro ¢ [ITHC 3aboneBanus wiim COCTOSIHUS y CyOBEKTa.

36. Crmoco® mpenoTBpalieHusi, WHrHOMPOBAHUS, TOMABJICHUS WIM 3aJePXKKH Havaia
pazButus cBszanHoro ¢ LTHC 3aboneBanus wiim cOCTOSIHUA y CyObeKTa, BKIIIOYAIOIIHIA BBEICHNE
3¢ pexTUBHOrO KONMMYECTBA PEKOMOMHAHTHOTO CJIUTOrO Oenka mo jodomy u3 mm. 1-26 wmm
(hapManeBTHYECKOI KOMITO3uIuH 1o 1. 30.

37. Cnocob no mrobomy u3 mm. 31-33, OTIIMYAIOLIHIACSA TEM, YTO CepAedHO-COCYIAUCTOE
3a0oneBaHre WM COCTOSIHHE  TPEACTaBIsieT  COOOM  XPOHHYECKYH0  CEPACYHYIO
HEJIOCTaTOYHOCTH/3aCTOMHYIO cepaeuHyto HenocratouHocTh (3CH), octpyro cepaeunyro
HEIOCTAaTOYHOCTH/MHpapkT Muokapaa (MM), cUCTONHUYECKYO TUCHYHKIUIO JIEBOTO MKEJTy10YKa,

peniepdy3uOHHOE  TOBpPEXACHHE, CBsi3aHHOe ¢ MM, BBI3BAaHHYK  XHMHOTeparnuei

>
KapAHMOTOKCHYHOCTH (Y B3pOCIIOro win pedeHKa), BBI3BAHHYIO paanaluel KapAHOTOKCHYHOCTD,
TOTIOJIHUTEIBHOE JIEUEHHE K XUPYPrHUECKOMY BMEIIATEIbCTBY IPU BPOXKIEHHOM 3a00JIeBaHUN
cepAua y AeTen.

38. Cmocob6 mo mn. 37, oOTAMYAOIIMNCA TeM, 4YTO BbI3BaHHAs XHUMHOTepamnuen
KapIMOTOKCUYHOCTb  SIBJISIETCS  PE3yJIbTATOM  MOJy4YeHHs CyOBEKTOM  aHTPALUKIMHOB,
ANKWINPYIOINX areHTOB, aHTUMHKPOTYOYJIMHOBBIX areHTOB W AHTUMETaOOJHUTHBIX AreHTOB,
UCTIONIBb3YEMBIX B KAU€CTBE XUMHUOTEPAITHH.

39. Cnocob no yrobomy u3 mm. 31-33, OTIIMYAIOLINICS TEM, YTO CEePAEUYHO-COCYIAUCTOE
COCTOSIHUE TPENCTaBJIsET COOOM KapAMOTOKCHYHOCTb B PE3YJIbTaTe MOJYYEHUsI CYyOBEKTOM
IIPOTUBOPAKOBON TEPATTUH.

40. Criocob no m. 39, OTIMYAIOIIUICS TEM, YTO MPOTUBOPAKOBASI TEPANHS MPEACTABISET
coboti HanpasyieHHY!0 nipotuB HER-2 Tepanmro.

41. Cnocob no n. 40, oTiHyaroImuicst TeM, 4yTo HamnpasieHHas npotuB HER-2 tepanus
BKJIFOYAaeT TPUMEHEHHEe TpacTy3ymaba, ano-tpacty3ymada, SMTaH3WHA, JIANaTUHHUOA,
HepaTuHuOa U nepry3ymada, moboro anturena nporuB HER2, moboro arenta mporus HER2
WJIH UX KOMOWHAITNH.

42. Cnocob mo mobdomy u3 mmn. 34-36, oTnuyarommiicss TeMm, 4to cesizanHoe ¢ [[HC
3a00neBaHNe WM COCTOSIHUE TMPENCTaBIsieT coO0l amuoTpodudeckuii bokosoii ckiepo3 (ABC),
bonesnb [lapkuHcoHa, 6one3Hp AnblreiiMepa, mapainud beia, STHICTICHI0 U STTHJICNITUYECKIE
npunaaky, cusHapoM I'miiena-bappe, HWHCyJabT, TpaBMaTUYECKOE TOBPEKIAECHUE MO3ra,
paccesHHbBIN CKJIEPO3 WM UX KOMOMHALIUIO.

43. TlpumeHeHHe PEKOMOMHAHTHOTO CIUTOrO Oenka mo jobomy w3 mm. 1-26 wumu
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bapmareBTHUECKOW KOMITO3ULMH 1O 1. 30 11 JIeUeHHs CepAeuHO-COCYANCTOro 3a00JIeBaHUs
WIN COCTOSIHHSI Y HY)KJAIOINErocsi B 5TOM CYObBEKTa, BKIIIOYANOIIEe BBEACHHE YKAa3aHHOMY
CyOBeKTy TepaneBTHYecKH 3((HEKTHBHOTO KOJUUECTBA YKa3aHHOTO PEKOMOMHAHTHOTO CJIIUTOTO
Oenka umu papMareBTHIECKONW KOMIO3ULIHH.

44. TlpumeHeHHe PEKOMOWHAHTHOIO CIMTOro Oenka mo moOomy u3 mm. 1-26 wam
¢dapmaneBTHYECKOI KOMIO3ULMK 1O 1. 30 A7 MPEeNOTBPALIEHHs], TOIABJICHHs], HTHTHOUPOBAHUS
WIN 33JepXKKM Hadajla PasBUTHS CEPAEYHO-COCYIUCTOro 3a00NeBaHUS WM COCTOSHHS Y
cyObekTa, TI/€ YKa3aHHOE TMPUMEHEHHE BKJIOYAeT BBEICHHE YKa3aHHOMY CyOBEeKTY
5(¢(}EeKTUBHOrO  KOJWYECTBA  YKA3aHHOTO  PEKOMOMHAHTHOTO  CIUTOrO  Oenka  WiH
(bapManeBTHYECKON KOMITO3ULIHH.

45. TlpumeHeHUe PEKOMOMHAHTHOTO CIMUTOrO Oenka mo JrodoMy w3 mm. 1-26 wuimu
dapmanepTryeckoit komnozunuu mo 1. 30 ms nedenus ceszanHoro ¢ [IHC 3aboneBanus uim
COCTOSIHUS Y HY KJIQIOLIETOCs B 3TOM CyOBEKTa, I'/le YKa3aHHOE MPUMEHEHNE BKIIFOUAET BBEICHUE
YKa3aHHOMY  CYOBeKTy  TepameBTU4YeCKH  5(PQeKTHBHOrO  KONMYECTBA  YKAa3aHHOIO
PEKOMOMHAHTHOTO CIIUTOrO Oenka WiH (papMaleBTHUECKOW KOMITO3ULIHH.

46. TlpumeHeHUe PEKOMOMHAHTHOTO CIUTOrO Oenka mo Jjrodomy w3 mm. 1-26 wimu
dapmaneBTHIECKONH KOMMO3UIMYU 110 1. 30 1UIs MpenoTBpaIleHus], OAaBIEHHs], HHTHOUPOBAHHS
WM 331ep>KKH Havaja pa3BuTHsa cBszaHHoro ¢ [IHC 3a0oneBaHust UM COCTOSIHHUA y CyOBEKTa,
I7Ie yKa3aHHOE IPHUMEHEHHE BKJFOUAeT BBEIACHHE YKa3aHHOMY CYyOBeKTy 3((eKTUuBHOrO
KOJINYECTBA YKAa3aHHOTO pPEKOMOWHAHTHOTO CIUTOro Oenmka WM (papManeBTHUECKOM
KOMITO3ULIHH.

47. llpumenenue no n. 43 winu 44, OTIMYAKOLIEECs] TEM, YTO CEPAECYHO-COCYAUCTOE
3a0oneBaHre MM COCTOSIHHE  TIPEACTaBiseT  COOOM  XPOHMYECKYI)  CEpHAEUHYIO
HEJJOCTaTOYHOCTL/3aCTONHYI0  cepreunyro HemocratouHocTs (3CH), octpyro  cepaeuHyro
HeocTaTOYHOCTh/ MHMapKT Muokapaa (MM), cucronnveckyro TUC(HYHKIUIO JIEBOTO XKeNyao4Ka,

perniepdy3uOHHOE  TOBpEXKAEHHWE, CBsi3aHHOe ¢ MM, BBI3BAHHYKO  XHUMHOTEpaIHei

>
KapIHOTOKCHYHOCTD (Y B3pOCIOro WM peOEeHKa), BBI3BAHHYIO paguanuedl KapIuOTOKCHYHOCTD,
JICYEHHE B JIOMOJHEHHE K XHPYPrUYeCKOMY BMELIATEIbCTBY MPHU BPOKIEHHOM 3a00JEBaHUU
cepaua y AeTeil.

48. Ilpumenenune no n. 47, OTIMYAIOLIEECs TE€M, YTO BbI3BaHHAs XUMHUOTEpANUei
KapIUOTOKCHYHOCTh  SIBJSIETCS.  PE3YJIbTATOM  MOJYy4YeHHs CyOBEKTOM  aHTPALMKJIHMHOB,
ANKWJINPYIOIUX areHTOB, AHTHMHUKPOTYOYJHMHOBBIX aréHTOB U AHTHUMETaOOJIMTHBIX areHTOB,
HCIIOJIB3YEMBIX B KAU€CTBE XUMHOTEPATINH.

49. Ilpumenenue no n. 43 winu 44, OTAMYAKOLIEECs TEM, YTO CEPAECYHO-COCYAUCTOE
COCTOSIHUE TIPENCTAaBJISET COOOH KapAMOTOKCHYHOCTb B PE3YJIBTATE MONYUYEHHsS] CYyOBEKTOM
IIPOTUBOPAKOBOU TEPAITHUH.

50. Ilpumenenne mno mn. 49, oTIMYarOIleecss TEM, YTO NPOTUBOPAKOBAas TepaIus
npexacrasisieT coboit HarpasneHHy0 npotus HER-2 Tepanmro.

51. Ilpumenenune no n. 50, oTnuuarolieecss TeMm, 4To HampasieHHas nporus HER-2

Tepanusl BKJIIOYAET NMPUMEHEHHE TpacTy3ymada, amo-Tpacty3ymada, 3MTaH3MHA, JarnaTHHUOA,
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HepaTuHuOa U nepry3ymada, moboro anturena nporuB HER2, moboro arenra mporus HER2
WJIH X KOMOWHAITNH.

52. Ilpumenenue no mn. 45 wiu 46, orauvarouieecss TeM, 4ro cBsizanHoe ¢ L[[HC
3a0o0neBaHNe WM COCTOSIHUE MPENCTaBIsAeT coOol amuorpodudeckuii OokoBoit ckiepos (ABC),
Gonesnp [lapkuHcoHa, GonesHb AjbLreliMepa, napanud bena, Snunencuro 1 SIHIeNTHYECKUe
npunanaky, cuHapoM [ uiteHa-bappe, HHCYJIBT, pacCESHHBIH CKIEPO3 MM UX KOMOHHALHIO.

53. Habop, conepxamuii 3PPeKTHBHOE KOJUUECTBO PEKOMOMHAHTHOrO Oejka 1o
mobomy u3 . 1-26 wiu papmaneBTHIeCKOi KOMIO3ULUH 10 1. 30.

ITo noBepenHocTn
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