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ITOJIMITEITTU/IBI, COAEPXKAILIMWE JOMEH D, U UX ITPUMEHEHUE

YPOBEHb TEXHUKU

[0001] PeareHTsl Ha OCHOBE aHTHUTEN YCKOPHIIA TEMIIBI OMOJOTHYECKUX UCCIENOBAHUN U
pa3paboTok. KoMmosuimm aHTUTEN NPEACTaBSIOT COOONW OAMH M3 Hambosiee BaXKHBIX H
YCIIEIIHBIX KJIACCOB TEPANEBTHYECKUX M JUATHOCTUYECKUX AareHTOB, HCIOJb3yEeMbIX B
dapmaneBTHUECKOW TpOMBIIIIEHHOCTH. OIHAKO CTOMMOCTh, BpeMss U 3((EeKTHBHOCTH
MOJTAJIKUBAJIH Ha pa3paboTKy ajJbTePHATUBHBIX aQQHHHBIX pEareHTOB.

[0002] dnst ueneil B KOTOPBIX TPAJULUOHHO MCIOJb30BAINCH AHTUTENA, TOSBHIIOCH
MHOKECTBO (POPMATOB CBS3BIBAHHMSI HE HAa OCHOBE AHTHTEN. XOTS COOOINAJOCh O MHOTHX
ycrexax ¢ HEeCTPYKTYPHPOBAHHBIMH JIMHEHHBIMH MENTUAAMH, 0OJee HAaIEKHbIE Pe3yJbTaThl
ObUIM  JOCTUTHYTBI IyT€M HAJIOKEHUS CTPYKTYPHOTO OrPaHWYEHHUs] Ha MENTHIHYIO
MIOCIIEIOBATEIBHOCTh - OOBIYHO IyTEM BBENEHUS TUCYJIb(QUAHONH CBSI3U. DTO OrpaHUYCHHUE
obecrieunBaer OoJyiee BHICOKYIO adduHHOCTH U OONbImyr0 crienuUIHOCTh Onaromapst Oolee
OnmaronpusATHOH  TEPMOAMHAMUKE  KOMIUIEMEHTApHOCTH  (PUKCHPOBAHHOH  (OpMBI |
MIOBEPXHOCTHBIX MPEACTABICHUH OCTaTKOB (Hampumep, TuApOoPOOHBIX aMHUHOKHUCIIOT), KOTOpPbIE
B MPOTHBHOM CiIy4ae MOTJIM Obl ObITH CKPBITHI W, CJIEIOBATENIbHO, HE OOpaIleHbl K MHIICHU
(Ladner, Trends in Biotech). 13(10): 426-430 (1995)). M nHaoOopoT, (opmaTel, KOTOpBIE
comepar IUCYNb(UAHBIE CBSI3M, KaK MPaBUJIO, CKJIOHHBI K HENPaBWJIBHOMY CIApUBAHUIO
LIUCTEUHOB, JHOO BHYTPHUAOMEHHBIX, JTHOO MEXIOMEHHBIX, YTO MOXKET MPUBECTH K CHIKEHHIO
SKCIPECCHH, BBIXO/IA MPOIYKTA U KA4eCTBA MPOIYKTA.

[0003] CtpykTypa, oOHapy:keHHass B OEJIKOBBIX IMOINOMEHAX, SIBJSIETCS €Ile OIHUM
HUCTOYHUKOM CTPYKTYPHBIX OrpaHudeHuil. Takue CTpyKTyphl, Kak OBTOPBI PHOPOHEKTHHA THIIA
III (agHexTuHbl), z-6enku (addurena), KHOTTHHBI, JUITOKAIUHBI (AHTUKAJIUHBI) U AHKUPHUHOBBIE
noBTopel (DARPin), Obiiu pa3paboTaHbl C AHTUTENONOAOOHBIM CPOJCTBOM K MHOMKECTBY
pasmnunbix mumneHeil.(Hey et al., Trends in Biotech. 23(10): 514-422 (2005)). OTu noMeHBI
O0OBIYHO COIEp:KaT JIBE€ UEPThbI, KOTOPbIE AHAJIOTMYHBI KapKacaM M OOJAcCTsIM, ONpPEIeNsIOLINM
komIuieMeHTapHoCcTh (CDR), 0OHapYKEHHBIM B BapHaOENbHBIX TOMEHAX aHTUTEI. CTPYKTYPHBIN
KapkKac, KOTOPBIH MNPHUIAET BBICOKYIO TEPMOAMHAMHUYECKYIO CTAOMIBHOCTb, M OCTaTKH HWJIH
MIETJIN, KOTOPBIE COCTABIISIIOT OCHOBY M3MEHYHBOCTH OUOIHMOTEKHU TUCTLIIES.

CYIIHOCTD M30bPETEHUA

[0004] OcTaercsti  cyuiecTBeHHash  HEYIOBIIETBOPEHHas MOTPEOHOCTb B HOBBIX
KOMIO3ULIUAX, CBS3BIBAIOIIUX MHIIEHb, U OCOOEHHO B TAaKUX AareHrax, CoOIeprKalnux
aNbTEPHATHUBHBIE KApPKAChl CBS3bIBAHUS (HAmpUMep, KapKachl CBS3bIBAHUS HE W3 AHTUTEN).

ATeHTBI, TPENCTaBJSIIOIINEe OCOOBI HMHTEpPEC, MOTIYT XapaKTepH30BaThCs, HAMPUMED,
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CYIIECTBEHHO CHIDKEHHBIMH IPOM3BOACTBEHHBIMH 3aTpaTaMH W/WIM CONOCTABHUMBIMH HJIH
NPEBOCXOHBIMU PEareHTHbIMHU, AUArHOCTHYECKUMHU W/WIIN TEPaneBTHUECKUMH CBOHCTBAMHU I1O
CPAaBHEHHUIO C aHTUTENaMU. B aHHOM H300peTeHHH MPeIIOKEeHbI HOBbIE CBSI3BIBAIOLINECS C
MUIIEHBIO TOJMNENTHABl Ha OcHOBEe aoMmeHa D (DD), KoTopbele OCHOBaHBI Ha CTPYKTYPHOM
KapKace He M3 aHTUTeJl. B HEeKOTOpBIX BapHaHTaxX OCYLIECTBJEHHUS MOJUIENTUAbI AoMeHa D
(DDpp) xapakTepus3yroTcsi BBICOKONH a((pUHHOCTBIO CBSA3BIBAHUS C MUIIEHBIO M CTPYKTYPHBIM
KapKacoM He U3 aHTUTeNl. B HeKOTOphIX BapuaHTax ocyuiectBienus DDpp npencrasistor coboi
cnenn(UIHBIE IJIs1 MUIIEHH CBS3bIBAIOIINE TOJHUIIENTH/IbI, KOTOPbIE MOTYT MPEUMYILIECTBEHHO
UCTIOJIB30BATHCS Uil HALISIMBAHMS TEPAIIEBTUYECKUX CPEACTB (HApUMeEp, HMMYHHBIX KJIETOK)
HA KOHKPETHbIE KJETKH (Hampumep, OOJIbHBbIE KJIETKH), TEM CaMbIM YMEHbIIAs WIH YCTPaHss
nobouHble 3¢ dexTel. B HEKOTOPHIX BapHaHTaxX OCYIIECTBICHMs NpemiokeHsl DDpp, koTopble
MPUMEHSIIOTCS] B KAUeCTBE TEPaNeBTUUECKUX CPEACTB JJIs CBA3bIBAHUS KJIETOK U PACTBOPHUMBIX
(bakTOpOB, BOBJIICYEHHBIX B 3a00JIEBAHHE.

[0005] B HEKOTOpBIX BapHUaHTaX OCYLIECTBIEHHs IaHHOE H300pETeHHe OTHOCHUTCS K
Oenky, comeprkameMy AOMEH CBSI3bIBaHMS MHUIIEHH Ha ocHoBe noMeHa D (DD), mpuuem DD
cnenn(UIeCKn CBS3BIBAET MPEACTABISIONIYI0 HHTEPEC MUINEHb, BBIOPAHHYIO W3 TPYIIIbI,
cocrosieit 3 BCMA (SEQ ID NO: 7), CD123 (SEQ ID NO: 8), CS1 (SEQ ID NO: 925),
HER2 (SEQ ID NO: 927), AFP (SEQ ID NO: 9), p26 AFP (SEQ ID NO: 10) mmn ux
¢parmenta. B HekoTopelx BapmaHtax DDpp  SABISIOTCS  OOHOBAJICHTHBIMH  WJIH
MYJBTHBAJICHTHBIMU. B HekoTopeIx BapuaHTax DDpp ABIAIOTCS MOHOCHEHU(PHYHBIMH WU
MyJabTHCTIeNUPUUHBIMA. B manpHeWmmx BapuaHTax ocymectsieHuss DDpp  sBusroTcs
MOHOCTIELM(UYHBIMA WM MYJIbTUBAJIEHTHBIMU. B apyrux Bapmantax ocyuiectsieHust DDpp
SIBJIIIOTCST MYJIBTUCTIEIM(DUIHBIMU U MYJIbTUBAJICHTHBIMU. TakKe MPEeAsiOsKeHbl CIIUTBIE OEIKH,
comepxamue onuH uiau Oosnee DD, a Takke crnocoObl MOJMyYeHHUS U NPUMEHEHHs CIUTBIX
OenkxoB. Takke MpeIIOKEHbl HYKJIEHMHOBBbIE KHCIOTHL, Komupyroomue DDpp u BekTOpsl, H
KJIETKU-X035€Ba, COJIePrKalllie HYKJIEHHOBbIE KUCIOThI. Takue MPUMEHEHHUs BKJOYAlOT, HO He
OTPaHUYMBAIOTCS UMHU, AUArHOCTUYECKUE U TepaneBTHUeCKe TPUMEHEHUS.

[0006] B nmomonHUTENBHOM BapUAaHTE OCYINECTBIEHUS, B JAaHHOM U300peTeHUH
NpemioskeH OeJIoK, ConmeplKallui AOMEH CBSI3bIBAHHS MHIIEHH Ha OcHoBe aomeHa D (DD)
(DDpp), nmpuuem DD npencrasnsier coboil 4ieH, BBIOPaHHBIN W3 TPYIIBL, COCTOSIIEH 3. (a)
DD, xotoperii crnemmduueckn cBszpiBaer BCMA (SEQ ID NO: 7) u  comepxur
aMHUHOKHUCIIOTHYI0 TocnenoBarenbHocTe SEQ ID NO: 11-305 wmmu 306; (b) DD, kortopsri
cneuupuueckn ceszpiBaer CD123 (SEQ ID NO: 8) u comepXKuT aMHUHOKHCIOTHYIO
nocnenosarenbHocTh SEQ ID NO: 307-739 wim 740; (c) DD, kotopelii crneungudecku

cesazbiBaer AFP (SEQ ID NO: 9) unmm ero ¢parMeHT, W COOEPKUT aMHUHOKHCIOTHYIO
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nocnenosarenbHocTh SEQ ID NO: 741-874 nmm 886-895; (d) DD, kotopsiii cneunduyecku
ceszpiBaeT p26 AFP (SEQ ID NO: 10) u comepkUT aMHHOKHCJIOTHYIO TIOCIIEAOBATEIHLHOCTD
SEQ ID NO: 741-874 umm 886-895; (e) DD, kotopslii cnermpuuecku csazeaer CS1 (SEQ ID
NO: 925) unu ero ¢pparmMeHT, U CONEPKUT aMUHOKUCIIOTHYIO nochenoBareapbHocTh SEQ ID NO:
896-909 umm 910, u (f) DD, kotopsrii cnennguieckn cpszpiBaeT HER2 unmn ero gparment, u
COAEPKUT AMHUHOKHUCJIOTHYI mnocienosarenbHoCcTh SEQ ID NO: 911-949 unmu 950. Takcke
npeIoKeHbl  Oenku, conepkamue BapuaHThl (a)-(f), KOTOpBIE COXpAHSIOT CHOCOOHOCTH
cneun(UIeCKn CBS3bIBATH CBOM COOTBETCTBYIOIIME MHIIEHH. B HEKOTOPbIX BapHaHTax
ocyumectsiaeHuss DDpp ciur ¢ reTeposIOTMYHBIM MNOIUNENTUAOM. B HEKOTOPBIX BapHaHTax
OCYILIECTBJIEHHUS] T€TEPOJIOIMYHBIN MOJUIENTHA COAEPKHUT TMOJHOPA3MEPHOE AHTHUTENO WIIH
¢parmenT aHTUTENna. B HEKOTOPBIX BapuaHTax ocyllecTBieHuss DD cnut ¢: aMHHO KOHLIOM
TSDKEJION LieNH IMOJIHOPa3MEPHOrO aHTUTeNa, AMUHO KOHIIOM JIErKOW LieNH IOJIHOPa3MepHOro
aHTHUTEeNa; KapOOKCHJIBHBIM KOHIIOM TSDKEJIOW LeNH IOJIHOPa3MEPHOrO aHTHUTENA;, WIIH
KapOOKCHJIbHBIM KOHLIOM JIETKOW LM NOJHOPa3MEpPHOro aHturena. B apyrux BapuaHTax
ocymecteienuss DD ciur ¢ dparmenToM aHTHTEeNa, KOTOpbIH mpexncrasisier coboir Fc. B
JOTIOJIHUTENbHBIX BAPHUAHTAX OCYIIECTBJICHUS! T'€TEPOJIOTMYHBIN MOJUIENTH CONEPKUT HJIEH,
BbIOpaHHBIH W3  rpymmbl, cocrosimed u3: (1) TpaHcmMemOpanHoro gaomena;  (ii)
MEMOPaHOCBSI3BIBAIOIIErO JOMeHa, (1i1) YeOBEYeCKOro ChIBOPOTOYHOTO abOYMHHA WM €ro
¢dparmenrta; (iv) AFP unu ero ¢pparmenta; (v) p26 AFP wnu ero ¢pparmenTa; (vi) BHEKIETOUHOTO
JOMeHa penentopa wiu ero (parmenrta; u (Vi) BHEKJIETOYHOTO JIOMEHAa BHYTPUKIETOYHOTO
peuentopa (Hampumep, siaepHOro Oenka) wiu ero (QparmeHra. B HeKOTOpbIX BapuaHTax
OCYLIECTBJIEHUs] O€JOK CONEPKUT TETEPOJIOTUYHBIA TMOJUNENTHA, KOTOPBIH  COINEPIKHUT
BHEKJICTOUHBIH AOMeH, Win ¢parMeHT BHeksierouHoro nomeHa BCMA (SEQ ID NO: 7) umnm
CD123 (SEQ ID NO: 8) mnu CD19 (SEQ ID NO: 3) unu CS1 (SEQ ID NO: 925). B HekoTopbIX
BAPHUAHTAX OCYIIECTBICHHS OEIOK COAEPIKHUT I'€TEePOJIOTUYHBIA MOJUIENTHA, KOTOPBIH COAEPIKHUT
BHEKJICTOUHBIH JTOMEH, WJIN (parMeHT BHEKJIETOYHOrO IOMEHa pEeLenTopa, BBIOPAHHOIO H3
rpynmel, cocrosei u3: CD19, CD20, CD22, HVEM, BTLA, DR3, CD37; TSLPR, IL7R #u
gp96. B HEKOTOpBIX BapHaHTAX OCYUIECTBICHHS OEJOK CONEPKUT TeTepPOJIOTHYHBIMI
MOJIUIETITUA, KOTOPBIH CONEPIKUT aHTUTEHHYIO YacTh ChIBOPOTOUHOTO Oenka (Harmpumep, AFP u
p26 AFP). B HeKkoTOpBIX BapuaHTaX OCYIIECTBICHHUS OEJIOK COHEPXKUT TeTepOJIOTHYHBIMI
MOJIUTENTHA, KOTOPBIA CONEP)KUT AHTHUIE€HHYI0 YacThb BHYTPHKJIETOYHOro Oenka (Hampumep,
saepHoro Oenka). B HEKOTOpBIX BapHaHTax OCYIIECTBICHHsS OEJIOK SIBISETCS MEUYEHHBIM. B
APYrUX BapHaHTaxX OCYLIECTBIEHWs METKY BBIOMPAIOT W3 TPYMIBL, COCTOSIIEH W3
(dbepMeHTaTUBHON METKH, (bayopecueHTHOM METKH, JIIOMUHECLIEHTHOH METKH,

OMONIOMMHECLICHTHOW METKU M OWOTHHOBOrO (parMeHTa. B IOMOSHHUTENBHBIX BapHAHTAaX
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OCYLIECTBIIEHUs] ~ OENOK  sBNSETC  KOHBIOTHPOBAHHBIM ~ C  TEPANEBTUYECKUM  WJIH
LIUTOTOKCUYECKHM AareHToM. B HEeKOTOpBIX BapHaHTaX OCYLIECTBIEHHUS OEJOK CONEpPIKHUT
reTEePOJIOTUYHBIN TOJNMIIENTH, KOTOPBIA CBSI3BIBAETCSI C OOHMM WM OoJiee TJIaBHBIMH
koMmruiekcamu ructocoBMmectumoctu (I'KI'C) kinacca I mnm knacca 11

[0007] B HekoTopeIX BapuaHTax ocyuiectsieHust DD B DDpp cnienmduydecky cBs3bIBaeT
BCMA. B HekoTopbIx BapuaHTax ocymectsieHnst DD cneunguyecku csassiBaetr 0enok BCMA,
HUMEIOLTUH aMUHOKHUCIIOTHYIO MOCenoBaTeabHOCTh, coctosmyto u3 SEQ ID NO: 7. B mpyrux
BapuaHTax ocymectsaeHuss DDpp comep:kUT aMUHOKUCIOTHYK — IOCJIEN0BATEIbHOCTD,
BbIOpaHHy0 U3 rpynmbl, coctosimed w3 SEQ ID NO: 11-305 u 306. B apyrux BapuaHTax
ocyiiectBieHuss cpsspiBarominii  BCMA  DDpp cozmepxur BapuaHT aMHUHOKHCIIOTHOM
MIOCIIeIOBATEIBHOCTH, BBIOpaHHOW M3 rpymmbl, cocrosimedl m3 SEQ ID NO: 11-305 u 306. B
HEKOTOPBIX BapHaHTax oOcCywecTBieHuss DDpp COmepKUT HECKOJIbKO AOMEHOB CBsI3bIBAHMS
MUIIEHH (HalpuMep, TUMEPDI, TPUMEPHI U T.11.). B HEKOTOpBIX BapuaHTax ocymectsieHnst DDpp
comepxur 2, 3, 4, 5 wm Gonee 5 DD, kotopslie cesspiBator BCMA. B HEKOTOpBIX BapHaHTax
ocymecteieHus: DDpp conepsxkur 2, 3, 4, 5 win 6onee 5 DD, KoTOpble UMEIOT OIMHAKOBBIC
MOCJIeI0BATENBbHOCTH. B HEKOTOPBIX BapuaHTax ocyuecTsieHus DDpp copepxut 2, 3, 4, 5 unn
bonee 5 DD, koTopble cBsi3bIBatOTCS € pasnuuHbiMu snuTonamMu BCMA. B HekoTopbIx
BapuaHTax ocymectsieHuss DDpp conepxxur DD, xotopslii cieruduyecku ceszbiaer BCMA u
JOTIOJTHUTENIbHO comepkut 2, 3, 4, 5 unm Ooyiee 5 MOMOSHUTENBHBIX pa3iuuHbix DD wim
JIOMEHOB CBsI3bIBaHUSI MUIIEHU (Harpumep, scFv), kotopeie cBssbiBatoTest ¢ BCMA wmu apyrum
AHTUTE€HOM-MHUILIEHBK. B HEKOTOphIX BapuaHTax ocywmecTtsieHus DDpp copepxur DD,
KOTOpBIH crienuduuecku cpsizbiBaeT BCMA, U ONOJHHUTENBHO CONEPXKUT OAWH HIIK OoJiee
AONOJHUATENbHBIX DD unan Apyrux O1OMEHOB CBSI3BIBAHMSI MUIIEHH, CBSI3BIBAIOIIMX OAWH WJIU
0oJiee aHTUIE€HOB, HKCIPECCHPYEMBIX Ha MOBEPXHOCTH B-kieTkn. B HEKOTOpBIX BapuaHTax
ocymecteienuss DDpp comepxkut DD, xotopeii cnenupuuecku csiseiBaer BCMA, u
JOTIOJIHUTENIPHO COIEPKUT ONWH WM Ooyiee NOMOJNHHUTENbHBIX DD wmnm npyrux QOMEHOB
CBSI3BIBAHMS MHIICHH, CBSI3BIBAIOIIUX OIMH HMJIM OOJiee PaKOBBIX AHTHUTECHOB. B HEKOTOPBIX
BapuaHTax ocymecteieHus DDpp crneumduuecku cpsizbiBaet 2, 3, 4, S win Oonee 5 pa3mudHbIX
muineHeil. B npyrux Bapuanrax ocyuiecteineHus DDpp crienuduuecku cBsizbiBaer 2, 3, 4, 5 uin
Oojnee 5 pa3nMUHBIX PAKOBBIX AHTHUIEHOB. B HEKOTOpPBIX BapwaHTax ocyuiectierns DDpp
cneuupuyeckn cwszpiBaer 2, 3, 4, 5 wum Oonee S5 pa3MUHBIX PAKOBBIX AHTUTCHOB,
SKCIPECCUPYEMBIX Ha MOBEPXHOCTU PAKOBOU KJIETKH. B HEKOTOPBIX BAPUAHTAX OCYIIECTBJICHUS
DDpp cneundudeckn cBsi3piBaet 2, 3, 4, 5 unm 0ojiee 5 pakOBBIX aHTHIE€HOB, SKCIIPECCUPYEMBIX
HA MOBEPXHOCTH PA3JIUYHBIX PAKOBBIX KJIETOK.

[0008] B HEkoTOpBIX BapuaHTax ocyuiecTBieHus: DDpp mpencraBiser coOOW CIMTHINA
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6enok, copepskamuii DD, xotopsrii ciertududecku cesazbiBaeT BCMA. B HEeKOTOpBIX BapuaHTax
ocyecTBIeHHs! cuThii Oenok DDpp conepskut DD, koTOpbIil crienudruecku cBsi3piBaeT OEIoK
BCMA, umeromuii aMUHOKHUCIIOTHYIO MOCIEN0BATENbHOCTh, cocrosiyo u3 SEQ ID NO: 7. B
HEKOTOPBbIX BapHaHTax ocymectsieHuss DDpp mnpencrasnser coboit cnuTelii  O€moK,
comepxamuii DD, KOTOpBIH CONEPIKUT aMUHOKHUCIIOTHYIO TTOCIIEA0BATENIbHOCTD, BEIOPAHHYIO U3
rpynmnsl, coctosumeil u3 SEQ ID NO: 11-305 u 306. B npyrux BapuaHTax OCYILECTBJIEHUS
cesaspiBatolinid  BCMA  couteiit Gemox  DDpp  comepkuT BapHaHT aMHHOKHCIOTHOM
MOCJIEOBATEIbHOCTH, BRIOpaHHON w3 rpymnmbl, coctosmei u3 SEQ ID NO: 11-305 u 306. B
HEKOTOPBbIX BapHaHTaX OCYIIECTBJIICHUS CHHUTHIH Oenmok DDpp comepkuT monHOpazMepHoe
AHTHUTENO WM 4acTb ((pparMeHT) aHTuTeNa. B HEKOTOPBIX BapHaHTaX OCYINECTBJICHUS CIUTBINA
6enox DDpp comepxxur mosnHopasmepHoe antuteno IgG (manmpumep, IgGl, 1gG2, 1gG2 umm
IgG4). B nmpyrux BapmanTtax ocyuiectBieHuss DDpp comepkur koMMepuecku omoOpeHHoe
TEepalieBTUYECKOE  aHTUTENO  (Hampumep, puTykcumad, odarymymad, okpenuzymao,
BenbTy3yMadb, MEDI-551, smpartysymad, OGenmmymad, tabamymad, AMG-557, MEDI-570 wu
NN882). B mpyrux BapmanTtax ocymiectsiieHHs cBs3biBarouinii BCMA DDpp npencrasmiser
coboii ciutsrii Oenok Fc.

[0009] B HekoTOpBIX BapuUaHTaX OCYINECTBJICHUS CIuThIi Oenok DDpp comepskur
cesasbiBarolini BCMA DD, (yHKOHMOHANBHO CBS3aHHBIM C CBIBOPOTOUHBIM OenmkoMm. B
HEKOTOPBbIX BAapUAHTAX OCYIIECTBJIEHUs CIUTbI Oenmox DDpp comepkuT aMUHOKHCIOTHYIO
MOCJIEOBATEIbHOCTDb, BRIOpAaHHYIO W3 rpymibl, coctosmeid u3 SEQ ID NO: 11-305 u 306. B
APYruX BapHaHTax ocyuecTteieHus: cps3biBaromuii BCMA cnuteiii 6enok DDpp coneprxur
BapUAHT aMUHOKHUCJIOTHON MOCJIEe0BATEIbHOCTH, BIOpaHHOW U3 rpymmbl, coctosimed u3 SEQ
ID NO: 11-305 u 306. B ppyrux BapmaHTax ocyliecTBieHHs ciuTbiii 6enok DDpp comepsxut
YeJIOBEUECKUI CBIBOPOTOYHBIH anbOyMHMH WM ero ¢parMeHT. B HEKOTOpBIX BapHaHTaX
ocymectBieHust ciautblii 6enok DDpp conmepxkutr AFP wmmu p26 AFP wimm nx ¢parment. B
HEKOTOPBIX BapHaHTaX OCYIIeCTBJIeHUs ciuThiii Oenok DDpp conepskutr AFP (manpumep, SEQ
ID NO: 9) wnmu ux ¢parmenta. B npyrux BapmaHTax OCYIIECTBJICHHS CIMThIH Oenok DDpp
comepxur p26 AFP (SEQ ID NO: 10) wnu ux ¢pparmenra.

[0010] B HEekoTOpBIX BapHaHTaX OCYINECTBIEHUs CIuThii Oenok DDpp mpencrasisier
coboii pacTBOpUMBI OeJIOK, comep aiuuii oanH Wiu Oojiee CBs3bIBAIOIIMX MuiieHb DDpp u
oenok p29 (Hampumep, uMmerouii nocnegorarenbHocth SEQ ID NO: 10, 928, 929, 930, 931,
932, 933 wmm 934). bbuilo oOHapykeHO, YTO Takhe CIUTbIe OeNKH, CoAepKalue
MOCJIeIOBATENBHOCTH P29, HMEIOT YAUBUTENBHO JJIMHHBIA NEPUOJ MOJIY>KU3HU B CBIBOPOTKE. B
HEKOTOPBIX BapHaHTaX OCYIIECTBJICHUS PAaCTBOPUMBINA ciuTeiii Oenox DDpp mmeer mepuon

MOJIY’KM3HH B TUIa3Me in Vivo, paBHBIA MO MeHblIeH Mepe 1 Jac, mo MeHbluel mepe 2 1aca, Mo
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MEHbIIEeH Mepe 4 Jaca, MO MEHbIIEH Mepe 8 4acoB, O MEHbIIEH Mepe 16 4acos, MO MeHbLIEH
Mmepe 32 4aca, o MeHbluel Mepe 64 yaca, nim Oojee. B HEKOTOPBIX BapuaHTaX OCYIIECTBICHHS
PACTBOPUMBIH CIUTHIA OEIOK MMEET NMepUO ] MOy KU3HH B IJIa3Me In Vivo, PaBHBIH 1O MEHbLIEH
Mepe 1 Jac, no MeHsllel Mepe 2 Jaca, 0 MeHbLIEH Mepe 4 4aca, 0 MeHbIlIel Mepe 8 4acoB, 1o
MeHbInel Mepe 16 4acoB, o MeHbIeH Mepe 32 Haca, mo MeHbluell Mepe 64 yaca, uim Oomnee 65
yacoB, win 1-10 wgacos, 2-10 ugacos, 4-10 yacos, 6-10 yacoB unu 6-9 yacoB y mbiliu. B
HEKOTOPBIX BapHaHTaX OCYIIECTBJICHUS PAaCTBOPUMBINA ciuTeiii Oenox DDpp mmeer mepuon
MOJIY’KM3HH B TUIa3Me in Vivo, paBHBIA MO MeHblIeH Mepe 1 Jac, mo MeHbluel mepe 2 1aca, Mo
MEHbIIEeH Mepe 4 Jaca, MO MEHbIIEH Mepe 8 4acoB, IO MeHblIelH Mepe 16 4acoB, MO MeHbLIEH
Mepe 32 yaca, o MeHbInel Mepe 64 daca, win 6onee 65 vyacos, unu 1-10 gacos, 2-10 gacos, 4-
10 gacos, 6-10 yacos unu 6-9 4yacoB y UeIOBEKA.

[0011] B HekoTOpBIX BapHaHTaxX OCyIIECTBICHUs cBsizbBatomuii BCMA cnutelii Oenok
DDpp conep XUt BHEKJIETOYHbIH JOMEH peLenTopa Win ero ¢pparMenT. B HEKOTOPBIX BapUaHTax
ocymecTBieHUst ciuThlii 6enok DDpp comep:kut DD, KOTOpBIH COOEPKUT aMUHOKHCIOTHYIO
MOCJIEOBATEIbHOCTDb, BRIOpAaHHYIO W3 rpymibl, coctosmeid u3 SEQ ID NO: 11-305 u 306. B
APYrUX BapHaHTax ocyuecTBieHus: cps3biBatomuii BCMA cnuteiii 6enox DDpp comepkut
BapUAHT aMUHOKHUCJIOTHON MOCJIEe0BATEIbHOCTH, BIOpaHHOW U3 rpymmbl, coctosimed u3 SEQ
ID NO: 11-305 u 306. B apyrux BapuaHTax ocyluecTBieHus cssbiBatromuii CD123 caursiit
6enox DDpp conepxur Baeknerounsiii nomen CD123 (SEQ ID NO: 8) uimm ux ¢parmenra. B
HEKOTOPBIX BapUaHTax ocymecTsieHus cps3pBaromnii BCMA cnutslii 6enok DDpp conepsxur
BHEKJIETOUHBIN IOMEH pelenTopa, BRIOPaHHOTO U3 rpymibl, cocrosimei u3z: CD19, CD20, CD22,
HVEM, BTLA, DR3, CD37, CS1, TSLPR, IL7R u gp96, wiu ux ¢pparmeHTa.

[0012] B nonoJsHUTENbHBIX BapUaHTax OCyllecTBiIeHHUs cBs3biBatrolinii BCMA cnuThlit
6enok DDpp comepkKMT BHYTPHKJIETOUHBIH Oenok (Hampumep, SACpHBI O€JIOK) WM ero
¢parmenT. B HeKOTOpbIX BapHaHTax ocyuiecTBieHUs ciutblii Oenok DDpp comepskutr DD,
KOTOPBI CONEPKUT AMHUHOKHCIOTHYIO IOCIEeNOBATENIbHOCTh, BBIOPAHHYIO W3 TPYIIIbI,
cocrosuteit u3 SEQ ID NO: 11-305 u 306. B apyrux BapuaHTax OCyILECTBJIEHUS CBS3bIBAIOIIMMI
BCMA caurteiii Oenok DDpp comep:KUT BapHaHT aMHUHOKHCIOTHOH MOC/IEAOBATEIbHOCTH,
BbIOpaHHOW u3 rpymmbl, coctosimed u3 SEQ ID NO: 11-305 u 306. B HEKOTOpBIX BapuaHTax
ocymectBieHust ces3pBaromnii  BCMA  crnuteiii Oenok  DDpp  comepkut  parmMeHT
ceiBopoTouHOTO Oenka (Hampumep, HSA, AFP u p26 AFP), BHeKieTOUHBIH JOMEH peLenTopa
(mampumep, BCMA, CD123, CS1 u CD19) unu BHYTPUKIETOUHBIH OENOK (HaNpUMep, sIIepHBbIH
6emnok), cocTosumii u3 5-500, 5-400, 5-300, 5-200, 5-100, 5-50, 10-500, 10-400, 10-300, 10-200,
10-100 nnum 10-50 aMHMHOKUCIOTHBIX OCTATKOB.

[0013] B HekoTopeIx BapuaHTax ocyuectsieHust DD B DDpp cnienmgudeckn cBs3bIBaeT
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CD123. B HekoTopbIx BapwaHTax ocymectBieHus DDpp cremuduuecku cpssbiBaeT Oeok
CD123, umeromuii aMUHOKUCIOTHYIO MOCIEN0BATEIbHOCTD, cocTosmyo u3 SEQ ID NO: 8. B
ApYrux BapuaHTax ocyuiecTsieHus DDpp copep:kUT aMMHOKHCIOTHYIO NOCJIEN0BATEIbHOCTD,
BbIOpaHHy0 u3 rpynmbl, coctosmed u3 SEQ ID NO: 307-739 u 740. B nmpyrux BapuaHTax
ocymectsiaeHuss cpsspBatomuiit  CD123  DDpp conmepkur BapuaHT  aMHUHOKHCJIOTHOM
MOCIIeIOBATEIBHOCTH, BBIOpaHHON U3 rpymmel, cocrosmerd n3 SEQ ID NO: 307-739 u 740. B
HEKOTOPBIX BapHaHTax oOcCylecTBieHuss DDpp COmepKUT HECKOJIbKO AOMEHOB CBsI3bIBAHMS
MUILIEHH (HalpuMep, TUMEPBI, TPUMEPHI U T.11.). B HekoTopeIx BapuaHTax ocymectsieHust DDpp
comepxur 2, 3, 4, 5 wim 6onee 5 DD, kotopeie cBsazbiBatoT CD123. B HEKOTOPBIX BapuaHTaxX
ocymecteieHus: DDpp conepsxkur 2, 3, 4, 5 win 6onee 5 DD, KoTOpble UMEIOT OIMHAKOBBIC
MOCJIeI0BATENBbHOCTH. B HEKOTOPBIX BapuaHTax ocyuecTsieHus DDpp comepxut 2, 3, 4, 5 unn
bonee 5 DD, kortopele cBs3bIBaOTCS ¢ pasnuyabiMU snuronmamMu CD123. B HEKOTOpBIX
BapuaHTtax ocymectsieHuss DDpp conepsxur DD, kotopsrii cnierugpudecku csizbisaeT CD123 u
JOTIOJTHUTEIbHO comepkut 2, 3, 4, 5 wnm Ooyiee 5 NOTMOMHUTENBHBIX paziudHbix DD win
JIOMEHOB CBsI3bIBaHUSI MUIIEHU (Harpumep, scFv), kotopeie cBssbiBatoTest ¢ BCMA wmu apyrum
AHTUTE€HOM-MHUILIEHBK. B HEKOTOphIX BapuaHTax ocywmecTtsieHus DDpp copepxur DD,
KOTOpBIH crieruduuecku cpsizbiBaer CD123, W MONONHUTENBHO COAEPKUT OOUH MM OoJiee
AONOJHUATENbHBIX DD unan Apyrux O1OMEHOB CBSI3BIBAHMSI MUIIEHH, CBSI3BIBAIOIIMX OAWH WJIU
0oJiee aHTHUIE€HOB, HKCIPECCHPYEMBbIX Ha MOBEPXHOCTH B-kieTkn. B HEKOTOpBIX BapuaHTax
ocymecteienuss DDpp comepsxxkutr DD, kortopeiii cnenududeckun cBszbiBaer CDI123, wu
JOTIOJIHUTENPHO COIEPKUT ONWH WM Ooyiee JOTMOJHUTENbHBIX DD wmimm npyrux OOMEHOB
CBSI3BIBAHMS MHIICHH, CBSI3BIBAIOIIUX OAMH MM OOJiee PAaKOBBIX AHTHUIE€HOB. B HEKOTOPBIX
BapuaHTax ocymecteieHus DDpp crneumduuecku cpsizbiBaet 2, 3, 4, S win Oonee 5 pa3mudHbIX
muineHeil. B npyrux Bapuanrax ocyuiectsinenust DDpp cnermduuecku cBsizbiBaer 2, 3, 4, 5 uin
Oosee 5 pa3nMUHBIX PAKOBBIX AHTUIEHOB. B HEKOTOpPBIX BapwaHTax ocymectsieHuss DDpp
cneuupuyeckn cwszpiBaer 2, 3, 4, 5 wum Oonee S5 pa3MUHBIX PAKOBBIX AHTUTCHOB,
SKCIPECCUPYEMBIX Ha MOBEPXHOCTU PAKOBOU KJIETKU. B HEKOTOPBIX BapHAHTaX OCYILECTBJICHUS
DDpp cneundudeckn cBsi3piBaet 2, 3, 4, 5 unm 0ojiee 5 pakOBBIX aHTHIE€HOB, SKCIIPECCUPYEMBIX
HA MOBEPXHOCTH PA3JIUYHBIX PAKOBBIX KJIETOK.

[0014] B HEekoTOphIX BapuaHTax ocyuiecTBieHus: DDpp mpencrasniser coOOW CIMTHINA
6enok, copepskammii DD, xotopblit cienugudecku ces3biaeT CD123. B HEKOTOpBIX BapuaHTax
ocymecteieHus: DD cneuuduuecku cBszpiaer Oenok CD123, uMeromuii aMUHOKHCIOTHYIO
nocneaoBarenbHoCTh, cocrosuyo u3 SEQ ID NO: 8. B HeKOTOphIX BapHaHTax OCYIIECTBJIEHUS
DDpp conmep>KuT aMHHOKHCIOTHYIO MOCIIEA0BATEIbHOCTD, BBIOPAHHYIO M3 TPYIIIBI, COCTOSIIEH

u3 SEQ ID NO: 307-739 u 740. B npyrux BapuaHTax OCyLIeCTBJIeHUs cBs3biBaromuii CD123
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cnuthiii 0enok DDpp comep:KUT BapuaHT aMUHOKHCJIOTHOM TOCIENOBATEIBHOCTH, BIOpaHHOMN
u3 rpymmsl, cocrosieit u3 SEQ ID NO: 307-739 u 740. B HeKOTOpBIX BapuaHTax
oCyLIecTBIIeHUs] CIUThI Oenok DDpp comepkUT NOJHOpPa3MEpHOE AaHTHTENO WM YacThb
(pparmenT) aHTHTena. B HEKOTOPHIX BapuaHTaX OCYLIECTBIEHHUs CiuThii Oerok DDpp
conep kUt nojHopasMeproe antureno IgG (manpumep, IgG1l, IgG2, 1gG2 nmm 1gG4). B npyrux
BapHaHTax ocymecTtBieHuss DDpp comep:kur KoMMepdyeckn ONOOpEHHOE TepareBTHUECKOe
aHTuTeNno (Hampumep, putykcumad, odarymymad, okpenusymad, BenbTy3ymad, MEDI-551,
smpary3ymad, denumymad, Tabanymad, AMG-557, MEDI-570 u NN8828). B npyrux BapuaHTax
ocymectsieHus casi3pBatronii CD123 DDpp npencrassier coboii cimThiii 6enok Fc.

[0015] B HekoTOpbIX BapuUaHTaX OCYINECTBJICHUS CIuTbId Oenok DDpp comepxkur
cesaspiBarolnii CD123 DD, (yHKIMOHANbHO CBSI3aHHBIH C CBIBOPOTOYHBIM OenkoMm. B
HEKOTOPBIX BAapUAHTAX OCYINECTBJIEHUS CIUThI Oenok DDpp comepkuT aMMHOKHCIOTHYIO
MOCIIeIOBATEIBHOCTD, BBIOpaHHYIO U3 rpymmel, coctosmed u3 SEQ ID NO: 307-739 u 740. B
OPYTUX BapUaHTax oOCymecTBiieHUs: cBsi3biBarommii CD123 cnuteiii Genok DDpp comep:xut
BapUAHT aMUHOKHUCJIOTHON MOCJIEe0BATEIbHOCTH, BIOpaHHOW U3 rpymmbl, coctosimed u3 SEQ
ID NO: 307-739 u 740. B npyrux BapuaHTax OCyLIECTBJICHHUs CaUThIA Oenok DDpp comepkut
YeJIOBEUECKUI CBIBOPOTOYHBIH anbOyMHMH WM ero ¢parMeHT. B HEKOTOpBIX BapHaHTaX
ocymectBieHust ciautblii 6enok DDpp comepxkutr AFP mmu p26 AFP wimm nx ¢parment. B
HEKOTOPBIX BapUaHTax ocCyiiecTsieHus ciutelii 6e1ok DDpp comep:xutr AFP (Hanpumep, SEQ
ID NO: 9) wnmu ux ¢parmenta. B npyrux BapmaHTax OCYIIECTBJICHHS CIMThIH Oenok DDpp
comepxur p26 AFP (SEQ ID NO: 10) miu ux gparmenra.

[0016] B HekoTOphIX BapuaHTax ocyliecTBieHus cBs3biBaromni CD123 crnuteiii 6enok
DDpp conep XUt BHEKJIETOYHbIH JOMEH peLenTopa WiH ero ¢parMeHT. B HEKOTOPBIX BapUaHTax
ocymecTBieHust ciauTbiii 0enox DDpp cesseBaromuii CD123 comepXUT aMUHOKHCIOTHYIO
MOCIIeIOBATEIBHOCTD, BBIOpaHHYIO U3 rpymmel, coctosmed u3 SEQ ID NO: 307-739 u 740. B
OPYTUX BapuaHTax ocymecTBiieHUs: cBs3biBaromuii CD123 cnuteiii 6enok DDpp comep:xut
BapUAHT aMUHOKHUCJIOTHON MOCJIEe0BATEIbHOCTH, BIOpaHHOW U3 rpymmbl, coctosimed u3 SEQ
ID NO: 307-739 u 740. B npyrux BapuaHTax ocyuiecTBieHUs cBssbiBaromuii CD123 cnutelit
6enox DDpp conepsxxut BHexnerounslii gomeH BCMA (SEQ ID NO: 7) umun CD123 (SEQ ID
NO: 8) wmm ux ¢parmenta. B apyrux BapuaHTax ocymecTBiieHUs: cBsisbiBaromuii CD123
ciutbiii 6eok DDpp conepskut BHekneTouHbli noMeH BCMA (SEQ ID NO: 7) unun CD123
(SEQ ID NO: 8) mmu CS1 (SEQ ID NO: 925) nnu ux ¢parmeHra. B HEKOTOpBIX BapuaHTax
ocymectBieHus cBsizpiBatomuii CD123 cnuteiit 6enox DDpp comep:kUT BHEKJIETOUHBIA JOMEH
perienTopa, BRIOpaHHOTO U3 rpymiel, coctosmeit u3: CD19, CD20, CD22, HVEM, BTLA, DR3,
CD37, CS1, TSLPR, IL7R u gp96, wmm ux ¢pparmMeHTa.
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[0017] B nonmonHUTENbHBIX BapUaHTax OcCyllecTBieHus cps3biBatoliuii CD123 cauTelit
6enok DDpp comepkKMT BHYTPHKJIETOUHBIH Oenok (Hampumep, SACpHBI O€JIOK) WM ero
¢parmeHT. B HEKOTOpPBIX BapuaHTaX OCYINECTBIIEHUs CiuThii Oenok DDpp csBbiBaromumii
CD123 conepuUT aMUHOKHUCIIOTHYIO TIOCIEIO0BATEIBHOCTD, BHIOPAHHYIO U3 TPYIIIbI, COCTOSIIEH
u3 SEQ ID NO: 307-739 u 740. B npyrux BapuaHTax OCyLIeCTBJIeHUs cBs3biBaromuii CD123
cnuthiii 0enok DDpp comep:KUT BapuaHT aMUHOKHCJIOTHOM TOCIENOBATEIBHOCTH, BIOpaHHOMN
u3 rpynnsl, cocrosimeit u3 SEQ ID NO: 307-739 u 740.

[0018] B HEkoTOpBIX BapuaHTax ocymecTBieHus cBssbiBaromuii CD123 chureiii Oenok
DDpp conepxur ¢parmeHT chiBopoTouHOro Oenka (Hampumep, HSA, AFP u p26 AFP),
BHEKJIETOUHBIH JOoMeH peuentopa (Hampumep, BCMA, CS1, CDI23 u CDI19) wm
BHYTPUKJIETOUHBIH OeJok (Harmpumep, saepHbli 0enok), cocrosmuii u3 5-500, 5-400, 5-300, 5-
200, 5-100, 5-50, 10-500, 10-400, 10-300, 10-200, 10-100 unu 10-50 aMHHOKMCIOTHBIX
OCTaTKOB.

[0019] B HekoTopeIx BapuaHTax ocyuectsieHust DD B DDpp cnienndudeckn cBs3bIBaeT
CS1. B HekotopbIx BapuaHTax ocymectsieHus: DDpp cneunduueckn cpszpiBaer Oemok CS1,
HUMEIOLTUH aMUHOKHUCJIOTHYIO MOCJIe0BaTeNbHOCTb, cocTosimyo u3 SEQ ID NO: 925. B npyrux
BapuaHTax ocymectsaeHuss DDpp comep:kUT aMUHOKUCIOTHYK — IOCJIEN0BATEIbHOCTD,
BbIOpaHHy0 u3 rpynmbl, coctosmeid u3 SEQ ID NO: 896-909 u 910. B mpyrux BapuaHTax
ocymiectBieHuss  csasbBatomuiit CS1 DDpp  comepkUT  BapuaHT  aMHUHOKHCJIOTHOM
NOCIIeIOBATEIBHOCTH, BBIOpaHHON U3 rpymmel, cocrosmerd n3 SEQ ID NO: 896-909 u 910. B
HEKOTOpBIX BapuaHTax ocyuecTBieHus DDpp comepKUT HECKOJIbKO JOMEHOB CBS3bIBAHMUS
MUILIEHH (HalpuMep, TUMEPBL, TPUMEPHI U T.11.). B HeKoTOphIX BapuaHTax ocymectsieHnst DDpp
comepxur 2, 3, 4, 5 numu Oonee 5 DD, xortopeie cBszbiBatoT CS1. B HEKOTOpBIX BapuaHTax
ocymecteieHus: DDpp conepsxkur 2, 3, 4, 5 win 6onee 5 DD, KoTOpble UMEIOT OIMHAKOBBIC
MOCJIeI0BAaTENbHOCTH. B HEKOTOPBIX BapuaHTax ocyuiecTsiaeHus DDpp conepxur 2, 3, 4, 5 unu
6osnee 5 DD, xoTopble CBA3BIBAIOTCS ¢ pasauuHbiMu snuTonamu CS1. B HeKoTopbIX BapuaHTax
ocymecteienuss DDpp comepxkut DD, kotopeii cnemuduuecku cpsisbiBaeTr CS1 u
JOTIOJTHUTENIbHO comepkut 2, 3, 4, 5 unm Ooyiee 5 MOMOSHUTENBHBIX pa3iuuHbix DD wim
JIOMEHOB CBsI3bIBaHUSI MUIIEHU (Harpumep, scFv), kotopsie cBssbiBatoTest ¢ BCMA wmu apyrum
AHTUTE€HOM-MHUILIEHBK. B HEKOTOphIX BapuaHTax ocywmecTtsieHus DDpp copepxur DD,
KOTOpbIi crneunguyecku cBs3piBaeT CS1, W JONOJHUTENBHO COAEPIKUT OIWH WM OoJiee
JOMOJHUTENbHBIX DD miM Ipyrux JOMEHOB CBSI3bIBAHUS MUILEHH, CBA3BIBAIOIIUX OJIUH WIH
0oJiee aHTHUIE€HOB, HKCIPECCHPYEMBbIX Ha MOBEPXHOCTH B-kieTkn. B HEKOTOpBIX BapuaHTax
ocymecteienuss DDpp conmep:xkur DD, xotopeii cnenududeckn cBsisbiBaeT CS1, wm

JOTIOJIHUTENIPHO COIEPKUT ONWH HJIM Ooyiee NOMOJHUTENbHBIX DD wmmm apyrux noMeHoB
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CBSI3BIBAHMS MHIICHH, CBSI3BIBAIOIIUX OAMH MM OOJiee PAaKOBBIX AHTHUIE€HOB. B HEKOTOPBIX
BapuaHTax ocymecteieHus DDpp crneumduuecku cpsizbiBaet 2, 3, 4, S win Oonee 5 pa3mudHbIX
muineHeil. B npyrux Bapuanrax ocyuiecteieHus DDpp crienuduuecku cBsizbiBaer 2, 3, 4, 5 uin
Oosee 5 pa3nMUHBIX PAKOBBIX AHTUIE€HOB. B HEKOTOPBIX BapwaHTax ocymectsieHuss DDpp
cneuupuyeckn cwszpiBaer 2, 3, 4, 5 wum Oonee S5 pa3MUHBIX PAKOBBIX AHTUTCHOB,
SKCIPECCUPYEMBIX Ha MOBEPXHOCTU PAKOBOW KJIETKH. B HEKOTOPBIX BapUAHTaX OCYLIECTBIICHUS
DDpp cneundudeckn cBsi3piBaet 2, 3, 4, 5 unm 0ojee S pakOBbIX AHTUT€HOB, KCIIPECCUPYEMBIX
HA MOBEPXHOCTH PA3JIUYHBIX PAKOBBIX KJIETOK.

[0020] B HEekoTOphIX BapuaHTax ocyuiecTBieHust DDpp mpencrasniser coOOW CIMTHINA
oenok, comepxkammii DD, kotopeiii cnienupuuecku cpsizbiBaeT CS1. B HeKkoTOphIX BapuaHTax
ocymecteieHuss DD cnenududecku cpsisbiBaeT Oenok CS1, uMmerommuii aMUHOKHCIOTHYIO
nocieaoBarenbHocTh, cocrosuyro u3 SEQ ID NO: 925, B  HexkoTOpeIX BapuaHTax
ocymectBieHHst DDpp cOmepKUT aMMHOKHCJIOTHYIO TOCIENOBATEIbHOCTh, BBIOPAHHYIO U3
rpynmnsl, cocrosieid u3 SEQ ID NO: 896-909 u 910. B npyrux BapuaHTax OCYLIE€CTBJIEHUS
cesaspiBatolnid  CS1  conutenii Genok  DDpp  comepkuT  BapuaHT  aMHHOKHCIIOTHOM
MOCIIeIOBATEIBHOCTH, BBIOpaHHON U3 rpymmel, cocrosmed n3 SEQ ID NO: 896-909 u 910. B
HEKOTOPBIX BapHaHTaX OCYIIECTBJICHUS CIHUTHIH Oenmok DDpp comepkuT moiHOpazMepHOe
AHTHUTENO WM 4acTb ((pparMeHT) aHTuTena. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHUS CIHMTBIN
6enox DDpp comepxxur mosnHopasmepHoe antuteno IgG (manmpumep, IgGl, 1gG2, 1gG2 umm
IgG4). B nmpyrux BapmanTtax ocyuiectBieHuss DDpp comepkur koMMepuecku omoOpeHHoe
TEepalieBTUYECKOE  aHTUTENO  (Hampumep, putykcumad, odarymymad,  oOkpenusymao,
BenbTy3ymadb, MEDI-551, snpary3ymad, Oemumymad, Ttabamymad, AMG-557, MEDI-570 u
NN8828). B npyrux Bapuanrax ocymectsieHus cssbiBaromuii CS1 DDpp npencrasisier cooi
cnuteii 6enok Fc.

[0021] B HekoTOpbIX BapuaHTaX OCYINECTBJIEHUs chuTbiii Oemox DDpp conepxkur
csizpiBaronidi CS1 DD, pyHKIMOHANBHO CBA3aHHBIA C CHIBOPOTOUYHBIM OenkoM. B HEKOTOpBIX
BAPMAHTaX  OCYWIECTBJIEHUs  ciuTbli  Oenok  DDpp  comepur  aMUHOKHCIOTHYIO
MOCJIEOBATEIbHOCTD, BRIOpaHHYIO U3 rpymmbl, coctosimed 3 SEQ ID NO: 896-909 u 910. B
OPYTUX BapwaHTax ocyuiecTBieHus: cBsibiBaomuii CS1 cnutenii 6emok DDpp comep:kut
BapUAHT aMUHOKHUCJIOTHON MOCJIEe0BATEIbHOCTH, BIOpaHHOW U3 rpymmbl, coctosimed u3 SEQ
ID NO: 896-909 u 910. B npyrux Bapuantax OCyLIECTBJICHHUs CIUThIHA Oenok DDpp comepxut
YeJIOBEUECKUI CBIBOPOTOYHBIH anbOyMHMH WM ero ¢parMeHT. B HEKOTOpBIX BapHaHTaX
ocymectBieHust ciautblii 6enok DDpp comepxkutr AFP mmu p26 AFP wimm nx ¢parment. B
HEKOTOPBIX BapUaHTax OCyluecTBieHus ciauthlii Oenok DDpp conep:xutr AFP (manpumep, SEQ

ID NO: 9) wnmu ux ¢parmenta. B npyrux BapuaHTax OCYLIECTBJICHHS CIMThIH Oenok DDpp
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comepxur p26 AFP (SEQ ID NO: 10) miu ux gparmenra.

[0022] B HekoTOpBIX BapHaHTax ocyuiecTBieHus cps3piBaromuii CS1 cnuteiii Oenok
DDpp conep’XuT BHEKJIETOYHbIH JOMEH pelenTopa Win ero ¢pparMenT. B HEeKOTOPBIX BapUaHTax
ocymecTBieHus: ciuthiii Oenok DDpp cessbBaromuii CS1  comepskUT aMHUHOKHCIOTHYIO
MOCJIEOBATEIbHOCTD, BhIOpaHHYIO U3 rpymmbl, coctosimed 3 SEQ ID NO: 896-909 u 910. B
APYyruxX BapuaHTax ocymecTBieHus cps3piBaromuil CS1 cnuteiii Oemox DDpp comepskut
BAapUAHT aMUHOKHUCJIOTHON MOCJIEeOBATEIbHOCTH, BRIOpAaHHON W3 rpymmbl, coctosimed u3 SEQ
ID NO: 896-909 u 910. B pmpyrux BapuaHTax oOcCyluecTBieHus cBsizbiBaromuii CS1 ciautbiit
6enox DDpp conepxur BHekaerounblit someH BCMA (SEQ ID NO: 7), CD123 (SEQ ID NO: 8)
wm CS1 (SEQ ID NO: 925) wim ux ¢gparmenta. B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHUS
cespBarommuii CS1 cnuteiit 6emoxk DDpp comepkuUT BHEKJIETOUHBIM JOMEH pPerenTopa,
BbIOpaHHOTO U3 rpymmbl, coctosimedt uz: CD19, CD20, CD22, HVEM, BTLA, DR3, CD37, CS-
1, TSLPR, IL7R u gp96, unu ux ¢pparmenra.

[0023] B nmomonaHUTENBHBIX BapHaHTaX OCYLIECTBIEHUs CBsi3biBatomuil CS1 ciuteiit
6enok DDpp comepkKMT BHYTPHKJIETOUHBIH Oenok (Hampumep, SACpHBI O€JIOK) WM ero
¢dparmMeHT. B HEKOTOPBIX BapuaHTAaX OCYMIECTBJICHUs CIUThIA Oenok DDpp cesi3bBarommii CS1
COIEPKUT aMUHOKHCIIOTHYIO MOCIIEIOBATENIbHOCTD, BBIOPAHHYIO U3 IPYMIIbI, cocTosimeii n3 SEQ
ID NO: 896-909 u 910. B pmpyrux BapuaHTax oOcCyluecTBieHus cBsizbiBaromuii CS1 ciautbiit
6enok DDpp comepXUT BapHaHT aMHHOKHCJIOTHOH IOCJIEAOBATENbHOCTH, BBIOPAHHON W3
rpymsl, cocrosimei u3 SEQ ID NO: 896-909 u 910.

[0024] B HekOoTOpBIX BapHaHTax ocyliecTBieHHs cBs3biBatrommii CS1 cmuteiii Oenox
DDpp conepxur ¢parmeHT chiBopoTouHOro Oenka (Hampumep, HSA, AFP u p26 AFP),
BHEKJIETOUHBIH JOoMeH peuentopa (Hampumep, BCMA, CS1, CDI23 u CDI19) wm
BHYTPUKJIIETOUHBIH OeJok (Harmpumep, saepHbIi 0enok), cocrosmuii u3 5-500, 5-400, 5-300, 5-
200, 5-100, 5-50, 10-500, 10-400, 10-300, 10-200, 10-100 unu 10-50 aMHHOKMCIOTHBIX
OCTaTKOB.

[0025] B HekoTopeIx BapuaHTax ocyuectsieHust DD B DDpp cnienngudeckn cBs3bIBaeT
AFP wmmu ero ¢parment. B HekoTopeIx BapmaHTax ocyuiectBieHuss DDpp cnenmduuecku
cBs3biBaeT Oenok AFP, umeronmii aMUHOKHCIIOTHYIO TIOCIEIOBATENIbHOCTD, cOCTOAIIyI0 13 SEQ
ID NO: 9, wmn ero ¢parment. B npyrux Bapmantax ocymectsienus DDpp comepsxut
AMUHOKHUCJIOTHYIO MOCJIeNOBATEIBHOCTD, BEIOPAaHHYIO U3 Tpymimbl, cocrosimed u3 SEQ ID NO:
741-874 u 886-895. B npyrux BapuaHTax ocyumectsienuss DDpp copepxur BapuaHt
AMUHOKHUCJIOTHOW TOCJIEOBATENBHOCTH, BBIOPAHHON M3 rpymnmbl, cocrosimei u3 SEQ ID NO:
741-874 n 886-895. B HEKOTOPBIX BapuaHTax OCylecTBiIeHUss DDpp cOAep:KUT HECKOJIBKO

JOMEHOB CBSI3bIBAHUSI MUIIECHHU (HapuMep, AUMEPHI, TPUMEPHI U T.7.). B HEKOTOPBIX BapuaHTax
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ocymecteienust DDpp comepsxur 2, 3, 4, 5 uym Oonee 5 DD, kotopbie cesizbiBatoT AFP, mim ero
¢parment. B HekOTOpBIX BapuaHTax ocyuiectiaeHust DDpp comepxkur 2, 3, 4, S unu Gonee S5
DD, xoropble HUMET OJUHAKOBBIE MOCJIEAOBATENIBHOCTH. B  HEKOTOpPBIX BapHUaHTax
ocymecteienuss DDpp comepxur 2, 3, 4, 5 wiu OGonee 5 DD, KoOTOpble CBSI3BIBAIOTCS C
pasnmuuabiMU stiuTotaMu AFP min ero ¢parmenTta. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHHS
DDpp comepxkutr DD, xkortopeii cnenuduueckn cBsisbiBaeT AFP wiam ero ¢parmeHT u
JOTIOJTHUTENIbHO comepkut 2, 3, 4, 5 wnm Ooyiee 5 NOTMOMHUTENBHBIX paziudHbix DD wnm
JOMEHOB CBsI3bIBaHUs MHLIeHU (Harmpumep, scFv), koTopsle cBs3pBatoTest ¢ AFP, ¢parmentom
AFP unu fnpyruMm aHTUre€HOM-MHUIIEHbIO. B HexkoTophIx BapuaHTax ocyuiectBieHus DDpp
conepsxkut DD, koTopsrii cnierugudecku cpsizbiBaeT AFP unu ero gparmMeHT, u JONONHUTETHHO
COIEPKUT OAUH WK OoJjiee NOMOTHUTENBHBIX DD Min npyrux TOMEHOB CBSI3bIBAHHS MUIIEHH,
CBSI3BIBAIOIIMX OJWH MJIHM 0OJiee aHTUT'€HOB, HKCIPECCHPYEMbIX Ha MOBEpPXHOCTH B-kierku. B
HEKOTOPBbIX BapuaHTax ocymectsieans DDpp coxepxur DD, koTopselii crneuudpuyuecku
cBsizbiBaeT AFP, M NOMOJHUTENBHO COINEPXKUT OAWH MM Ooyiee AOMOJHHUTENBbHbIX DD wnim
OPYTUX TOMEHOB CBSI3bIBAHUSI MHUIIEHH, CBS3BIBAIOIINX OJUH WIN OOJiee PAKOBBIX aHTHUIeHOB. B
HEKOTOPBIX BapHaHTax ocymecTsienus DDpp cneundudaecku ces3biBaet 2, 3, 4, 5 nnm Oonee 5
pa3nu4HbIX MUleHell. B npyrux BapuanTax ocymectsienuss DDpp crenuduuecku CBsi3pIBaeT 2,
3, 4, 5 umm Gosee S pa3NIUYHBIX PAKOBBIX AHTUT'CHOB. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHUS
DDpp cneunduuecku cBszbiBaer 2, 3, 4, 5 wim Oonee 5 pasNUYHBIX PAKOBBIX AHTHTCHOB,
SKCIPECCUPYEMBIX Ha MOBEPXHOCTU PAKOBOW KJIETKH. B HEKOTOPBIX BapUAHTaX OCYLIECTBIICHUS
DDpp cneundudeckn cBsi3piBaet 2, 3, 4, 5 unm 0ojiee 5 pakOBBIX aHTHIE€HOB, SKCIIPECCUPYEMBIX
HA MOBEPXHOCTH PA3JIUYHBIX PAKOBBIX KJIETOK.

[0026] B HekoTOphIX BapuaHTax ocyuiectieHHss DDpp mpencrasnsier coOOH CIUTHIN
Oenok, coxmepxkammii DD, xortopwlii cremuduueckn cesizbiBaer AFP wnmm ero ¢parment. B
HEKOTOPBIX BapuaHTax ocyumectBieHus DD crenududecku cBssbiBaer Oegok AFP, mMmeromuii
AMHUHOKHUCJIOTHYIO TTOCIIEN0BaTENbHOCTD, cocTosauyo u3 SEQ ID NO: 9, unm ero ¢parment. B
ApYrux BapuaHTax ocyuiecTsieHus DDpp copep:kUT aMMHOKHCIOTHYIO NOCJIEN0BATEIbHOCTD,
BbIOpaHHYIO U3 rpymmbl, coctosimei u3 SEQ ID NO: 741-874 u 886-895. B npyrux BapuaHTax
ocymiectBieHuss  cesspBatomuii  AFP DDpp  comepkuT  BapuaHT — aMHUHOKHCJIOTHOM
MOCJIEAOBATEIFHOCTH, BBIOpAHHOU M3 rpymibl, cocrosieit u3 SEQ ID NO: 741-874 u 886-895.
B HekoTOpBIX BapuaHTaX OCYIIECTBIIEHUS CIIHUTBIA Oenok comep:kut cBsi3biBatomuii AFP DD,
(YHKLMOHAIBPHO CBS3aHHBIH C TOJHOPAa3MEPHBIM AHTUTEJNIOM WM YacThlo ((parMeHTOM)
aHTuTena. B HEKOTOpPHIX BapHaHTax OCYLIECTBICHHS CIUTBIH Oenok DDpp comepxur
nosHOpasMepHoe antureno IgG (manpumep, IgG1, 1gG2, 1gG2 wmm IgG4). B npyrux Bapuanrtax

ocymectBieHHst DDpp comepKUT KOMMEpPYeCKH ONOOPEHHOE TepaneBTHUECKOEe AaHTUTEINO
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(Hampumep, putykcumad, odatymymad, okpennsymad, Benbry3ymad, MEDI-551, smpary3ymao,
Ooenmnmymad, Ttabamymad, AMG-557, MEDI-570 u NN882). B HeKoTOprIX BapHaHTax
ocymecteieHus cesizbiBatomuii AFP DDpp npencrasisier coboii cnuteiii Oenok Fe.

[0027] B HekoTOpBIX BapHaHTaxX OCyllecTBiIeHHs ciuThlii Oenox DDpp comepxkutr DD,
koTopbIil criermduueckn cBsi3piBaeT AFP win ¢parment AFP, ¢pyHKIMOHANIBHO CBSI3aHHBIN C
CBIBOPOTOYHBIM O€NKOM. B HEKOTOpBIX BapuaHTaX OCYLIECTBIEHHs CIUTBIA Oenok DDpp
COIEPKUT aMUHOKHCIIOTHYIO MOCIIEIOBATENIbHOCTD, BBIOPAHHYIO U3 IpymIibl, cocrosiimed u3 SEQ
ID NO: 741-874 u 886-895. B npyrux BapuaHTtax ocyiuecTsieHus cpssbiBaromuiit AFP DDpp
COIEPKUT BAPUAHT aMUHOKHCIIOTHOH MOCIIENOBATEIBbHOCTH, BEIOPAHHON M3 TPYIIIBI, COCTOSLIEH
u3 SEQ ID NO: 741-874 u 886-895. B npyrux BapraHTax OCYIIECTBJIEHHUS CIUTHINA Oesox DDpp
COIEPKHUT YEJIOBEUECKHH ChIBOPOTOUHBIN alTbOYMHH WM €T0 (pparMeHt.

[0028] B HekoTOpBIX BapHaHTax OCyllecTBiIeHHs ciuTblii Oenmox DDpp comepxkutr DD,
KoTOopbIil crienuduueckn cBs3biBaeT AFP mimn gparment AFP u MONOJIHUTENBHO CONEPIKUT
BHEKJIETOUHBIH TOMEH perenTopa Win ero pparMeHT. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHHS
ciutelii O6enok DDpp comepkKUT aMHUHOKHCIIOTHYEO TIOCJIENOBAaTEIbHOCTh, BBIOPAHHYIO U3
rpynsl, cocrosuieii u3 SEQ ID NO: 741-874 u 886-895. B npyrux BapuaHTax OCYyLIECTBIEHUS
cesipiBarominii  AFP DDpp coxmepuT BapuaHT aMHHOKHCJIOTHON MOCJENOBATEIbHOCTH,
BbIOpaHHOW u3 rpymmbl, coctosmeidt u3 SEQ ID NO: 741-874 u 886-895. B HekoTOphIxX
BapHAHTAX OCYILIECTBICHHS CIUThIN Oenok DDpp coneprxut BHeknerounblii nomeH BCMA (SEQ
ID NO: 7) wm CDI123 (SEQ ID NO: 8) mimu ux ¢parmenta. B HekoTopbIx BapuaHTax
ocymectBieHus cnuThlil 6enok DDpp conepxxur BHekerounslii nomeH BCMA (SEQ ID NO: 7)
wi CD123 (SEQ ID NO: 8) mu CS1 (SEQ ID NO: 925) unu ux ¢parmenta. B HEKOTOpBIX
BapHAHTAaX OCYLIECTBJIEHHs CIUTBIN Oenok DDpp comep:kUT BHEKJIETOUHBIA JOMEH PeLenTopa,
BbIOpaHHOTO W3 rpymmbl, cocrosimei n3: CD19, CD20, CD22, HVEM, BTLA, DR3, CD37,
TSLPR, IL7R u gp96, unu ux ¢pparmenra.

[0029] B nomoJHUTENbHBIX BapUaHTAaX OCYIIECTBIEHMs CIUTBIA Oenok DDpp conepkur
DD, kotopsrii cnermpuuecku ceszbiBaeT AFP nnn ¢pparment AFP 1 TOTIOTHUTENBHO COAEPIKUT
BHYTPUKJIETOUHBIH Oenok (Hampumep, simepHblii Oenok) wimm ero ¢parmMeHT. B HEKOTOPBIX
BAPMAHTaX  OCYWIECTBJIEHUs  ciuTbli  Oenok  DDpp  comepur  aMUHOKHCIOTHYIO
MOCJIEOBATEIbHOCTD, BRIOPAaHHYIO U3 TpyIibl, coctosmeit u3 SEQ ID NO: 741-874 u 886-895.
B npyrux Bapuantax ocyumectBieHus cBsspiBaromuii AFP DDpp copepxutr BapuaHT
AMUHOKHUCJIOTHOW TOCJIEIOBATEIBHOCTH, BBIOpAHHOU M3 rpymmbl, cocrosimei uz SEQ ID NO:
741-874 n 886-895.

[0030] B HekoTOpBIX BapuaHTax OCYIIeCTBICHMs cBsi3biBaromuid AFP crnuteiii Oenok

DDpp conepxur ¢parmMeHT cbiBOpoTOuHOro Oenka (Hampumep, HSA), BHEKJIETOUYHBII TOMEH
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penentopa (Hanpumep, BCMA, CS1, CDI23 u CDI19) uau BHYTPUKIETOUHBIH Oelok
(Hampumep, simepHBIA Oenok), coctosimuii u3 5-500, 5-400, 5-300, 5-200, 5-100, 5-50, 10-500,
10-400, 10-300, 10-200, 10-100 umu 10-50 aMHUHOKUCIOTHBIX OCTATKOB.

[0031] B HekoTopeIx BapuaHTax ocyuectsieHust DD B DDpp cnienndudecku cBsA3bIBaeT
p26 AFP. B HexoTOpbIX BapuaHTax ocymectsieHuss DDpp cnenndudeckn cesizpiBaeT AFP p26,
UMEIOIINI aMIUHOKHUCJIOTHYIO TMOCIEA0BATENbHOCTh, cocTosimyo u3 SEQ ID NO: 10, umm ero
¢parmenT. B HekoTOpBIX BapuaHTax OCyIIECTBIeHUs DDpp comepkKUT aMUHOKHCIOTHYIO
NOCIIEIOBATEIBHOCTD, BBIOPAHHYIO M3 rpymmsl, coctosmeit 3 SEQ ID NO: 741-874 u 886-895.
B nmgpyrux BapumaHTax ocyuiectsiaeHus DDpp comep:KUT BapuaHT aMHHOKHCJIOTHOHN
MOCJIEAOBATEIFHOCTH, BBIOpAHHOU M3 rpymibl, coctosmeit u3 SEQ ID NO: 741-874 u 886-895.
B ppyrux Bapuwantax ocymectBieHuss DD cnenmduuecku cBsizbiBaeT AFP p26, umerommii
AMUHOKHCJIOTHYIO TIOCIIENOBATEIHHOCTD, cocTosmyto u3 SEQ ID NO: 10, Ho crenududyecku He
cBsa3piBaeT AFP, nmeromuii aMHHOKHCIIOTHYIO TOCIEA0BATENbHOCTD, cocTosmyo uz SEQ ID
NO: 9. B HekoTOprIx BapuaHTax ocyuiecTBiaeHuss DDpp comepKUT HeCKONbKO JOMEHOB
CBSI3BIBAHMS MULICHW (HApUMep, IOUMEphl, TpUMEpbl M T.A.). B HEKOTOpBIX BapuaHTax
ocymecteienust DDpp comepxur 2, 3, 4, 5 unu 6onee 5 DD, kotopeie cBsizbiBatoT p26 AFP. B
HEKOTOPBIX BapuaHTax ocymectsieHuss DDpp conepxur 2, 3, 4, 5 unu 6onee 5 DD, xoropeie
MMEIOT OJIMHAKOBBbIE MOCIEAOBATENBHOCTH. B HEKOTOpPBIX BapuaHTax ocyliecTsieHus DDpp
comepxur 2, 3, 4, 5 wim 6onee 5 DD, KOTOpBIE CBA3BIBAIOTCS C PA3IMYHBIMU 3MUTONAMHU P26
AFP. B HekoTopbIX BapuaHTax ocymectsierus DDpp conepxxur DD, koTopslil crienmduyecku
cBs3biBaeT p26 AFP u momonHuTensHO comepxut 2, 3, 4, S5 win Ooyiee S5 IOMOJHUTENbHBIX
pasnuuabiX DD nim TOMEHOB CBSI3bIBaHUS MUIIEHH (HarpumMep, sCFv), KOTopbie CBSA3BIBAIOTCS C
p26 AFP unu apyruM aHTUr€HOM-MUILIEHbIO. B HEKOTOphIX BapuaHTax ocyiectsieHus DDpp
conepskut DD, xotopsiii cneruduaecku cBsizbiBaeT p26 AFP, u nonmoHUTETEHO CONEePIKUT OHH
win Oonee MOMONHUTENBbHBIX DD MM Opyrux AOMEHOB CBS3BIBAHHSI MUIIEHH, CBS3BIBAFOIINX
OIWH WK 0OJieeé aHTUTEHOB, SKCIPECCUPYEMBIX Ha TMOBEPXHOCTH B-kieTku. B HekOTOpbIX
BapuaHTax ocyuectsieHust DDpp comepskut DD, kotopslii cieruduyecku csisbiBaet p26 AFP,
U JIOTIOJIHUTENIbHO COAEPYKUT OOMH Wi Oosiee NOMONHUTENbHBIX DD mim npyrux AOMEHOB
CBSI3BIBAHMS MHIICHH, CBSI3BIBAIOIIUX OAMH MM OOJiee PAaKOBBIX AHTHUIE€HOB. B HEKOTOPBIX
BapHuaHTax ocyuectrieHus DDpp crienmduuecku cpsizbiBaet 2, 3, 4, S wiu Oosiee 5 pa3audHbIX
muineHeil. B npyrux Bapuanrax ocyuiecteieHus DDpp crienuduuecku cBsizbiBaer 2, 3, 4, 5 uin
Oosee 5 pa3nMUHBIX PAKOBBIX AHTUIEHOB. B HEKOTOpPBIX BapwaHTax ocymectsieHuss DDpp
cneuupuyeckn cwszbiBaer 2, 3, 4, 5 wmam Oonee S pa3NMUYHBIX PAKOBBIX AHTUTCHOB,
SKCIPECCUPYEMBIX Ha MOBEPXHOCTU PAKOBOW KJIETKH. B HEKOTOPBIX BapUAHTaX OCYLIECTBIICHUS

DDpp cneundudeckn cBsi3piBaet 2, 3, 4, 5 unm 0ojiee 5 pakOBBIX aHTHIE€HOB, SKCIIPECCUPYEMBIX
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HA MOBEPXHOCTH PA3JIUYHBIX PAKOBBIX KJIETOK.

[0032] B HekoTOphIX BapuaHTax ocyuiectBieHHst DDpp mpencrasnsier coOOH CIUTHIN
Oenok, conepxamuii DD, kotopsiii cnenuduuecku cpsspiBaer p26 AFP. B HekoTOpbhIX
BapuaHTax ocymectBieHuss DD cneunduueckn cBsspiBaer  AFP  p26,  umeromii
AMUHOKHCJIOTHYIO TOCHeA0BaTeNbHOCTh, cocTosmyro u3 SEQ ID NO: 10. B HekoTopbIx
BAPMAHTaX  OCYWIECTBJIEHUs  ciauTbli  Oenok  DDpp  comepkuT  aMUHOKHCIOTHYIO
NOCIIeIOBATEIBHOCTD, BBIOPaHHYIO M3 rpymmsl, coctosimeii u3 SEQ ID NO: 741-874 u 886-895.
B npyrux BapuaHTax ocyuiectBieHus ciutbiii 6enok DDpp, csspiBaromuii p26 AFP, compepsxut
AMUHOKHUCJIOTHYIO MOCJIENOBATEIBHOCTD, BRIOPaHHYIO M3 rpymimbl, coctosimei n3 SEQ ID NO:
741-874 u 886-895. B HekoTOopbIx BapuaHTax ocymectsieHuss DD cmuroro Gemka DDpp
cneunpuyeckn cBs3biBaeT p26 AFP, Ho cnemmpuueckn He cBsizpiBaer AFP, mmeromnmii
AMUHOKHUCJIOTHYIO NOCJIEeN0BATENbHOCTD, cocTosimyto u3 SEQ ID NO: 9. B npyrux Bapuanrax
ocymecteienuss DDpp mpencrasisier coOoli cnuThili O€OK, COAepsKalIil aMUHOKUCIOTHYIO
NOCIIeIOBATEIBHOCTD, BBIOPaHHYIO M3 rpymmsl, coctosimeii u3 SEQ ID NO: 741-874 u 886-895.
B nmgpyrux BapumaHTax ocyuiectsiaeHus DDpp comep:KUT BapuaHT aMHHOKHCJIOTHOHN
NOCIIeIOBATEIBHOCTH, BBIOpaHHON 13 rpynmsl, cocrosimeit n3 SEQ ID NO: 741-874 u 886-895.
B npyrux Bapmantax ocymectBieHusi cBs3biBaromuii p26 AFP DDpp npencrasisier coOoi
cnutslii Oenok Fe.

[0033] B HekoTOpBIX BapHaHTax OCyliecTBiIeHHs ciuThlii Oenox DDpp comepxkutr DD,
KOTOpBIH crieruduuecku cpsizpiBaeT p26 AFP. B npyrux BapuaHTax OCYILIECTBISHHS CIHTBIN
o6enok DDpp comepxkur cesspBaromuii p26 AFP DD, (QyHKIHOHANBbHO CBSI3aHHBINH C
CBIBOPOTOYHBIM O€NKOM. B HEKOTOpBIX BapuaHTaX OCYLIECTBIEHHs CIUTBIA Oenok DDpp
COIEPKUT aMUHOKHCIIOTHYIO MTOCIIEIOBATENIbHOCTD, BBIOPAHHYIO U3 IPYIIEL, cocTosimeii n3 SEQ
ID NO: 741-874 u 886-895. B npyrux BapHaHTax OCYINECTBJIEHHUs CIMThIH Oemox DDpp,
csipiBaromnii  p26  AFP, comepxuT BapuaHT aMHMHOKHCJIOTHON TMOCJIENOBATEIbHOCTH,
BbIOpaHHOM n3 rpynmbl, coctosmer u3 SEQ ID NO: 741-874 u 886-895. B npyrux BapmanTax
OCYIIECTBJICHUS] CIUTBIN Oetok DDpp cComepskuT 4eoBE4YeCKHil ChIBOPOTOYHBIN aIbOYMUH WIJIH
ero (pparMeHr.

[0034] B HekoTOpbIX BapuUaHTaX OCYIIECTBJICHUS cIuThli Oenok DDpp comep:kur
ces3piBaronii p26 AFP DD u onoNHUTENbHO COAEPIKUT BHEKJIETOYHBIN TOMEH pelenTopa Uin
ero ¢parmeHT. B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHHs CIUTBIH Oenok DDpp comep:kut
AMUHOKHUCJIOTHYIO MOCJIeNOBATEIBHOCTD, BEIOPAaHHYIO U3 Tpymimbl, cocrosimed u3 SEQ ID NO:
741-874 u 886-895. B npyrux BapuaHTax OCyLIECTBJIEHHs CIUThIA Oenok DDpp, CBsI3bIBatOLIMIA
p26 AFP, comepxuT BapuaHT aMHHOKHCIOTHOH NOCTENOBATEIBHOCTH, BHIOPAHHOW M3 T'PYIIILI,

cocrosimieil u3 SEQ ID NO: 741-874 u 886-895. B HEKOTOpPbIX BapHaHTaX OCYILECTBJIEHUS
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ciutbiii 6eok DDpp conepskut BHekneTouHbli noMeH BCMA (SEQ ID NO: 7) unun CD123
(SEQ ID NO: 8) unu ux ¢parmMeHta. B HEKOTOPBIX BapUaHTaX OCYIIECTBJICHUS CIUTHIA OENIOK
DDpp conepsxxut Breknerounsiii sjomeH BCMA (SEQ ID NO: 7), CD123 (SEQ ID NO: 8) wmu
CS1 (SEQ ID NO: 925) unu ux ¢pparmenta. B HEeKOTOPBIX BapUaHTaX OCYIIECTBICHUS CIIUTHIM
6enoxk DDpp conmep>KUT BHEKJIETOUHBIH JOMEH PELeNnTOopa, BHIOPAHHOTO U3 IPYIIIbI, COCTOSLIEH
u3: CD19, CD20, CD22, HVEM, BTLA, DR3, CD37, TSLPR, IL7R u gp96, nnu ux ¢pparmenTa.

[0035] B nomosHUTENbHBIX BapUaHTAaX OCYIIECTBIEHMs CIUThINA Oenok DDpp conepkur
cesi3biBaroIni p26 AFP DD 1 nOTNOIHUTENHEHO CONEPIKUT BHYTPUKIIETOYHBIN OesIoK (Hampumep,
simEepHBIA OeNoK) uiau ero ¢parMeHT. B HEKOTOPBIX BapuaHTaX OCYILISCTBJICHHS CIUTBHIA OeoK
DDpp conmep>KuT aMHHOKHCIOTHYIO MOCIIEAOBATENIbHOCTD, BBIOPAHHYIO U3 T'PYIIIbI, COCTOSIIEH
u3 SEQ ID NO: 741-874 u 886-895. B npyrux BapuaHTax OCyIIECTBJICHHUs CIUThIA Oenok DDpp,
csipiBaromnii  p26  AFP, comepxuT BapuaHT aMHUHOKHCJIOTHON MOCJIENOBATEIbHOCTH,
BbIOpaHHOW u3 rpymmbl, coctosmeidt u3 SEQ ID NO: 741-874 u 886-895. B HekoTOphIxX
BapHaHTAax OCYIIECTBICHH CIUThIN Oenok DDpp, csasbiBaromuii p26 AFP, conepxur pparmeHT
ceiBOpoTOoYHOTO Oenka (Hampumep, HSA), BHexieTOuHBI AOMEH perentopa (Hampumep,
BCMA, CS1, CDI123 u CD19) unu BHYTPUKIETOUYHBbIH Oenok (Hampumep, sOepHBIA Oenok),
cocrosammi u3 5-500, 5-400, 5-300, 5-200, 5-100, 5-50, 10-500, 10-400, 10-300, 10-200, 10-100
unu 10-50 aMHMHOKHMCIIOTHBIX OCTATKOB.

[0036] B HekoTopeIx BapuaHTax ocyuectsieHust DD B DDpp cniennguydeckn cBs3bIBaeT
HER2. B HekoTOpbIX BapuaHTax ocyuiectBieHuss DDpp cnemmduueckn cBs3bpiBaeT Oenok
HER2, umerommii aMMHOKHUCIOTHYIO MOCIEN0BATENBHOCTD, cocTosamyo u3 SEQ ID NO: 927. B
ApYrux BapuaHTax ocyuiecTsieHus DDpp copep:KUT aMHHOKHMCIOTHYIO MOCJEI0BATEIbHOCTD,
BbIOpaHHy0 u3 rpynmbl, coctosmeid u3 SEQ ID NO: 911-949 u 950. B mpyrux BapuaHTax
ocyumectsiaenuss  cesaspiBatomuii  HER2  DDpp comep:xur BapuaHT aMHUHOKHMCIOTHOM
MOCJIEOBATEIbHOCTH, BhIOpaHHOU U3 rpynmbl, coctosmeit u3 SEQ ID NO: 911-949 u 950. B
HEKOTOpBIX BapuaHTax ocyuecTBieHus DDpp comepKUT HECKOJIbKO JOMEHOB CBS3bIBAHMUS
MUIIEHH (HalpuMep, TUMEPDI, TPUMEPHI U T.11.). B HEKOTOpBIX BapuaHTax ocymectsieHnst DDpp
comepxur 2, 3, 4, 5 umm Gonee 5 DD, kotopsie cBszpiBatoT HER2. B HekoTOpbIX BapuaHTax
ocymecteieHus: DDpp conepsxkur 2, 3, 4, 5 win 6onee 5 DD, KoTOpble UMEIOT OIMHAKOBBIC
MOCJIeI0BATENBbHOCTH. B HEKOTOPBIX BapuaHTax ocyuecTsieHus DDpp copepxut 2, 3, 4, 5 unn
6oxee 5 DD, xoTopsie cBA3bIBAIOTCA ¢ pasnuuHbiMU sniutoriaMu HER2. B HekoTOpBIX BapuaHTax
ocymecteienuss DDpp coxepxkut DD, xotopwii cneuuduuecku cpsiseiBaer HER2 w
JOTIOJTHUTENIbHO comepkut 2, 3, 4, 5 unm Ooyiee 5 MOMOSHUTENBHBIX pa3iuuHbix DD wim
JIOMEHOB CBsI3bIBaHUSI MUIIEHU (Harpumep, scFv), kotopeie cBssbiBatoTest ¢ BCMA wmu apyrum

AHTUTEHOM-MHUILIEHBK. B  HekoTophIXx BapuaHTax ocyuectsiaeHus DDpp copepxur DD,
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KOoTOpbIil cnennpuyeckn cesizpiBaeT HER2, W MOMONHUTENBHO COAEPIKUT ONWUH WM OoJiee
AONOJHUATENbHBIX DD unan Apyrux O1OMEHOB CBSI3BIBAHMSI MUIIEHH, CBSI3BIBAIOIIMX OAWH WJIU
0ojiee AHTUr€HOB, OKCIPECCHUPYEMBbIX HAa MOBEPXHOCTH PAKOBOH KJIETKH. B HekoTOpbIX
BapuaHTax ocymectsieHuss DDpp comep:xur DD, kotopsiii cnennduyeckn cesizbisaer HER2, u
JOTIOJIHUTENIPHO COIEPKUT ONWH WM Ooyiee NOMOJNHHUTENbHBIX DD wmnm npyrux QOMEHOB
CBSI3BIBAHMS MHIICHH, CBSI3BIBAIOIIUX OAMH MM OOJiee PAaKOBBIX AHTHUIE€HOB. B HEKOTOPBIX
BapuaHTax ocymecteieHus DDpp crnienmduuecku cBsizbiBaet 2, 3, 4, S win Oonee 5 pa3nmudHbIX
muineHeil. B npyrux Bapuanrax ocyuiecteieHus DDpp crienuduuecku cBsizbiBaer 2, 3, 4, 5 uin
Oosee 5 pa3nMUHBIX PAKOBBIX AHTUIEHOB. B HEKOTOpPBIX BapwaHTax ocymectsieHuss DDpp
cenuduieckn cBsi3biBaeT 2, 3, 4, 5 wunam Oojiee S5 pa3MUHBIX PAKOBBIX AHTUTECHOB,
SKCIPECCUPYEMBIX Ha MOBEPXHOCTU PAKOBOW KJIETKH. B HEKOTOPBIX BapUAHTaX OCYLIECTBIICHUS
DDpp cneundudeckn cBsi3piBaet 2, 3, 4, 5 unm 0ojiee 5 pakOBBIX aHTHIE€HOB, SKCIIPECCUPYEMBIX
HA MOBEPXHOCTH PA3JIUYHBIX PAKOBBIX KJIETOK.

[0037] B HEekoTOpBIX BapuaHTax ocyuiecTBieHus: DDpp mpencraBniser coOOW CIMTHINA
6enok, conpepxamuit DD, koTopeiii cnieungudecku cesizpiBaeT HER2. B HeKoTOphIX BapuaHTax
ocymecteienuss DD cnermuduuecku csspiBaer Oenok HER2, umerommuii aMUHOKHCIOTHYIO
MocleAoBaTeNbHOCTh, cocrosAuyro u3 SEQ ID NO: 927 B HexkoTOpeIX BapuaHTax
ocymectBieHHst DDpp cOmepKUT aMMHOKHCJIOTHYIO TOCIENOBATEIbHOCTh, BBIOPAHHYIO U3
rpynmnsl, cocrosieid u3 SEQ ID NO: 911-949 u 950. B npyrux BapuaHTax OCYLIECTBJIEHUS
cesaspiBatolinii  HER2  cnuteiii  Genmok  DDpp  comepkuT BapHaHT aMHUHOKHCIOTHOU
MOCJIEOBATEIbHOCTH, BBIOpaHHOU U3 rpynmbl, coctosmeil u3 SEQ ID NO: 911-949 u 950. B
HEKOTOPBbIX BapHaHTaX OCYIIECTBJIICHUS CHHUTHIH Oenmok DDpp comepkuT monHOpazMepHoe
AHTHUTENO WM 4acTb ((pparMeHT) aHTuTeNa. B HEKOTOPBIX BapHaHTaX OCYINECTBJICHUS CIUTBINA
6enox DDpp comepxxur mosnHopasmepHoe antuteno IgG (manmpumep, IgGl, 1gG2, 1gG2 umm
IgG4). B nmpyrux BapmanTtax ocyuiectBieHuss DDpp comepkur koMMepuecku omoOpeHHoe
TepaneBTUYECKOe aHTUTENO0. B npyrux BapuaHrtax ocyiectsienus csispisaromuii HER2 DDpp
npezncrasisier codoit cauTelii 6enok Fc.

[0038] B HekoTOpbIX BapuaHTaX OCYINECTBJICHUS CIuThIi Oenok DDpp comepskur
csizpiBaroinii HER2 DD, ¢pyHKIMOHATBHO CBSI3aHHBIN C CHIBOPOTOYHBIM OeKoM. B HEKOTOpBIX
BAPMAHTaX  OCYWIECTBJIEHWs  cauTbli  Oenok  DDpp  comepkur  aMUHOKHCIOTHYIO
MOCJIEOBATEIbHOCTD, BIOpaHHY0 U3 rpymmbl, coctosmeit u3 SEQ ID NO: 911-949 u 950. B
APYruxX BapuaHTax ocymecTBieHus cps3piBatomuii HER2 cnutenii Oenox DDpp comepskut
BapUAHT aMUHOKHUCJIOTHON MOCJIEe0BATEIbHOCTH, BIOpaHHOW U3 rpymmbl, coctosimed u3 SEQ
ID NO: 911-949 u 950. B npyrux BapuaHtax OCyLIECTBJIEHUs CIUTHIN Oenok DDpp comepxut

YeJIOBEUECKUI CBIBOPOTOYHBIH anbOyMHMH WM ero ¢parMeHT. B HEKOTOpBIX BapHaHTaX
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ocymectBieHust ciautblii 6enok DDpp comepxkutr AFP mmu p26 AFP wimm nx ¢parment. B
HEKOTOPBIX BapHaHTaX OCYIIeCTBJIeHMs ciuThiii 6enok DDpp conep:kut AFP (manmpumep, SEQ
ID NO: 9) wnmu ux ¢parmenta. B npyrux BapmaHTax OCYIIECTBJICHHS CIMThIH Oenok DDpp
comepxur p26 AFP (SEQ ID NO: 10) miu ux gparmenra.

[0039] B HekoTOpbIX BapuaHTax ocymecTBieHus: cesizbiBaromuii HER2 cnuteiii 6enok
DDpp conep XUt BHEKJIETOYHbIH JOMEH pelenTopa Win ero pparMeHT. B HeKoTOphIX BapuaHTax
ocymectBieHus: cauthii O6enok DDpp cesiseiBatommuii HER2 comep:kUT aMUHOKHCIOTHYIO
MOCJIEOBATEIbHOCTD, BRIOpaHHYIO U3 rpymmbl, coctosimed 3 SEQ ID NO: 911-949 u 950. B
APYruX BapuaHTax ocymecTBieHus cps3pBaromuii HER2 cnuteiii Genmox DDpp conmepkut
BapUAHT aMUHOKHUCJIOTHON MOCJIEe0BATEIbHOCTH, BIOpaHHOW U3 rpymmbl, coctosimed u3 SEQ
ID NO: 911-949 u 950. B mpyrux BapuaHtax ocyuiecTBieHus cBssbiBatoiuii HER2 cnuteiit
6enox DDpp conep:xxut BHekIeTounblit someH BCMA (SEQ ID NO: 7), CD123 (SEQ ID NO: 8)
wm CS1 (SEQ ID NO: 925) win ux ¢gparmeHta. B HEKOTOpBIX BapuaHTax OCYIIECTBICHUS
cespBaromnii HER2 cnuteiii Oenmok DDpp conmep:kuT BHEKJIETOYHBIH IOMEH pelenTopa,
BbIOpaHHOTO U3 rpymmbl, coctosimedt uz: CD19, CD20, CD22, HVEM, BTLA, DR3, CD37, CS-
1, TSLPR, IL7R u gp96, unu ux ¢pparmenra.

[0040] B momosHUTENbHBIX BapuaHTax ocyuiecTBiaeHus cBsi3biBarouiuii HER2 cnurerit
6enok DDpp comepkKMT BHYTPHKJIETOUHBIH Oenok (Hampumep, SACpHBI O€JIOK) WM ero
¢parmeHT. B HEKOTOpPBIX BapuaHTaX OCYINECTBIIEHUs CiuThii Oenok DDpp csBbiBaromumii
HER2 comep:kxuT aMHHOKHCIIOTHYIO MOCJIEAOBATENbHOCTD, BBIOPAHHYIO U3 TPYIIIbI, COCTOSIIEH
u3 SEQ ID NO: 911-949 u 950. B npyrux BapuaHTax ocyliecTBieHUsl cBsi3biBaroiuii HER2
cnuthiii 0enok DDpp comep:KUT BapuaHT aMUHOKHCJIOTHOM TOCIENOBATEIBHOCTH, BIOpaHHOMN
u3 rpymsl, cocrosied u3 SEQ ID NO: 911-949 u 950.

[0041] B HekoTOpBbIX BapuaHTax OcymecTBieHus ces3biBaromuii HER2 cnuteiii Oenok
DDpp conepxur ¢parmeHT chiBopoTouHOro Oenka (Hampumep, HSA, AFP u p26 AFP),
BHEKJIETOUHBIH JOoMeH peuentopa (Hampumep, BCMA, CS1, CDI23 u CDI19) wm
BHYTPUKJIETOUHBIN OeJok (Harmpumep, saepHbli Oenok), cocrosimuii u3 5-500, 5-400, 5-300, 5-
200, 5-100, 5-50, 10-500, 10-400, 10-300, 10-200, 10-100 unu 10-50 aMHHOKMCIOTHBIX
OCTaTKOB.

[0042] B HeKOTOpBIX BapUaHTaX OCYINECTBJICHUS cIuThli Oenok DDpp comepxkur
MOJTHOpa3MepHOe aHTHTeNno. B apyrux Bapmanrtax ocymectsieHust DDpp npeacrasisier coOoit
CJIUTBIN OENIOK, Conep KaIuil MOJHOPa3MEPHOE aHTUTENO, KOTOPOE CIIELU(PIUECKH CBA3BIBACTCS
C pakoBbIM aHTUTeHOM. B npyrux BapumaHtax ocyuiectBieHuss DDpp mpexncramiser coboit
CIUTBIA O€JIOK, COAep KalIuil MOJIHOPa3MEPHOE AHTHUTENO, MPHYEM AHTHUTENO CIelU(pHUUIECKH

CBA3BIBACTCA C PAKOBBIM AHTHUI'€HOM, MPCATIOJONKHUTCIIBHO SKCIPECCUPYEMBIM PAKOM CY6"beKTa,
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KOTOPOMY BBOJSAT CJIUTHIN Oesok DDpp.

[0043] B HEKOTOPBIX BapHUaHTaX OCYLIECTBIEHHs pacKpbIThiii DDpp (Hanmpumep, CIUTHIN
6enox DDpp) siBisieTcst MeueHHBIM. MeTKH, KOTOpbIE MOKHO HCIIOJIb30BaTh It MeueHus: DDpp,
BKJIFOYAIOT, HO HE OrPAaHUYUBAIOTCS HMH, (DEPMEHTHYIO METKY, (JIyOPECLIEHTHYIO METKY,
JIOMUHECLEHTHYI0O METKY M OHOJIOMHHECLEHTHYI0O MeTKy. B HEKOTOphIX BapHaHTax
OCYILIECTBIIEHHUs] METKa MpPEACTaBIsieT cOO0H OMOTHHOBBIN PparMeHT. B HEKOTOPBIX BapHaHTax
OCYILIECTBJIEHUs] METKa IMPEICTaBIseT COOOH CTpenTaBUAMHOBBIA (parMeHT. B HEKOTOpBIX
BApMAHTAaX OCYIIECTBICHUS MeTKa mnpencraBiusier cobori merky His mmm merky FLAG. B
HEKOTOPBIX BapHaHTaX OCYIIECTBICHHMS METKa NpeacTaBisieT coboil moundepasy, 3eIeHbIH
(byopecueHTHbINH OeNOK, KpacHbIH (IyOpEeCeHTHBINA OEIOK WK APYroi MOJOOHBIN areHT.

[0044] B nmpyrux BapuaHTax OCYIIECTBIEHMs CIHTHIH Oenmoxk DDpp mnpukperuieH k
TBEPOH MOANIOKKE. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHHUS TBEPABIH HOCUTENb BBIOMPAIOT U3
TPYMIBL, COCTOSILIEN U3 IPaHyJIbl, IPEIMETHOIO CTEKJIA, YUIA, XKEJTATHHA U arapo3bl.

[0045] B HexoTOpbIX BapuaHTax ocymecTBieHuss DDpp (Hampumep, cnuteiii Oenok
DDpp) cesizan ¢ nunocomoil. B HekoTopeix BapmaHTax ocymectsieHns DDpp cBsizaH ¢
JIUIIOCOMOMN MOCPEACTBOM KOBAJIEHTHOI'O CBSI3bIBAHMS. B HEKOTOPBIX BAPUAHTAX OCYLIECTBIICHUS
DDpp mnpencraBisier coboii cmutelii Oenok. B apyrux Bapmantax ocymectBieHus DDpp
npexncrasisier coboii CAR. B nmomonHMTENBbHBIX BapwaHTax ocymecTBieHuss DDpp cBsizaH ¢
JIUIIOCOMOM MOCPENCTBOM MOHHOTO CBS3BIBAHUS, HO HE KOBAJIEHTHOI'O CBSI3bIBAHUS.

[0046] B HexoTopbIx BapuaHTax ocyuiecTBieHus DDpp, cBs3bIBaroIuiicss ¢ MUIIEHbIO,
KOHBIOTHPYIOT €  TEPaneBTHUYECKUM  WIM  LHUTOTOKCHYECKUM  areHToM  (Hampumep,
XUMHOTEPANIEBTHUECKUM areHTOM WUJIM PaTUOTEPANIEBTHUECKUM areHTOM).

[0047] B nOMONHUTENBHBIX BapHAaHTaX OCYLIECTBIEHUS B JAHHOM H300peTeHHH
NPeINIOsKeH XuMepHbIi aHTureHHbli penentop (CAR), KOTOpPBII COAEPIKUT TOMEH CBS3BIBAHHS
MUILIEHH, CONep KAl pacKpbIThIi B JaHHOM nokymeHte DD (Hanpumep, DD, conep:xarmii
aMHUHOKUCIIOTHYI0 mnocienosarenbHocts SEQ ID NO: 11-949 mymm 950). B HekoTOpbIX
BapuaHtax ocyiuectsieHuss DD cesaspiBaer BCMA u  conepkuT aMHHOKHUCIOTHYIO
MOCJIEOBATEIbHOCTDb, BRIOpAaHHYIO W3 rpymibl, coctosmeid u3 SEQ ID NO: 11-305 u 306. B
HEKOTOPBIX BapuaHTax ocymectsieHus: DD cesasbiBaer CD123 u comep:kuT aMUHOKHUCIOTHYIO
MOCJIEOBATEIbHOCTD, BRIOpaHHYIO U3 rpymmbl, coctosimed 3 SEQ ID NO: 307-739 u 740. B
HEKOTOpBIX BapuaHTax ocyuectsieHus DD ceszpiBaer AFP U colepXUT aMHUHOKHUCIOTHYIO
MOCJIEOBATEIbHOCTD, BRIOPAaHHYIO U3 TpyIibl, coctosmeit u3 SEQ ID NO: 741-874 u 886-895.
B Hekoropbix BapuaHTax ocyumectieHus DD cesaspiBaer p26 AFP u  comepxur
AMUHOKHUCJIOTHYIO MOCJIeNOBATEIBHOCTh, BRIOpaHHYIO U3 rpymnimbl, cocrosimed u3 SEQ ID NO:

741-874 u 886-895. B HekoTopbix BapuaHtax ocymectieHuss CAR conepXuT 1OOMeH
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CBSI3BIBAHMS MHIIEHH, TPAHCMEMOpaHHBIH JOMEH W BHYTPHKJIETOYHBIN CHTHAJIBHBIA TOMEH. B
HEKOTOPBIX BapUaHTax OCylIecTBIeHUs TpaHcMemOpanHbiii nomeH CAR  comepskur
TpancMemOpansbiii omeH 41BB wnin CD28. B HekoTopsix BapmanTtax ocyuiectBieHust CAR
COIEPKUT BHYTPUKIIETOYHBIN CUTHAJBHBIN JOMEH, KOTOPBIN BBIOMPAIOT U3 IPYIIIbI, COCTOSIIEH
u3 nomeHa anb(a-, Oera- wiM n3era- mHenu penentopa T-kieTok dYenoseka, nomena 41BB
yenoseka, nomeHa CD28 denoBeka u moOol mMx koMOuWHanmu. B HEKOTOpBIX BapuaHTax
OCYILECTBJIEHUS] BHYTPHUKJIETOUHbIH cuUrHaibHbIl AoMeH CAR conxepXUT BHYTPHUKJIETOUYHBIN
JOMEH KOCTUMYJIMPYIOIIeH MOJEKYJbl, BBIOpaHHOW W3 rpymnmbl, cocrosieii uz: CD27, CD28,
41BB, 0X40, CD30, CD40, PD1, anrurena, csizanHoro ¢ gynkuuei mumdonutos-1 (LFA-1),
CD2, CD7, LIGHT, NKG2C, B7-H3, nurana, kotopslii crierududecku cessbiBaercs ¢ CD83, u
moboit mx komOuHammu. B Hekoropweix BapuaHtax ocymectsierns CAR nmomomHHTENBHO
COJZIEP>KUT BTOPOIl IOMEH CBSI3bIBAHUSI MUILEHH, UMEIOIIUNA Ty e WIH APYTyI0 MUIIEHb, YTO U
JIOMEH CBsi3bIBaHMsI mMuIleHH Ha ocHoBe DD. B HexoTopbix Bapuantax ocyuiectsieHuss CAR
SKCIIpecCUpyeTcss B UMMYHHON KileTke. B HEKOTOpBIX BapHaHTax OCYILECTBJIEHHS HMMYyHHast
kietka npencrasisier codoit T-knmerky (CAR T-kneTky) miaM KJIETKy €CTeCTBEHHOIO KHIlIepa
(NK) (CAR NK-knetky). B HekoTopbix Bapuantax ocymectsieHuss CAR CBsi3aH C IMTTOCOMOM.

[0048] B HekoTopbix BapuanTax ocyuiectBierus CAR conepxkut 2, 3, 4, 5 unu Gonee 5,
DD w/unm npyrux CBA3BIBAIOLINX JOMEHOB (Hampumep, scFv), kotopble crenuduyecku
CBSI3BIBAIOT MPENCTABJSIIOLIYI0 HHTepec MuiueHb (Hampumep, BCMA wmmum  CD123),
SKCIIPECCUPYEMYIO Ha TIOBEPXHOCTHU PAaKOBONW KIETKU. B ONOJHUTENBHBIX BapHaHTax
ocymecteienuss CAR comepxxur 2, 3, 4, 5 wim Oonee 5, DD unm Apyrux CBSI3bIBAFOIINX
IOMeHOB (Hampumep, scFv), KoTopble crnenuUUecKH CBS3bIBAIOT BTOPYIO  JAPYIYIO
MPEACTABJISIIOIIYI0 MHTEpEC MUILIEHb, SKCIPECCUPYEMYIO Ha MOBEPXHOCTH PakoBOH kieTku. B
JOTIOJHUTEIbHBIX BapUaHTax ocyluecTBieHus: BBOAUMbIN CAR nononHUTENbHO COAepkuT 2, 3,
4, 5 wmm Gonee 5, DD wimm npyrux CBS3BIBAKOINNX JTOMEHOB (Hampumep, scFv), kotopeie
cnenn(UIeCKn  CBS3BIBAIOT  BTOPYIO  JPYIYIO  MPEACTABISIFOIIYI0  HHTEPEC  MHINEHb,
SKCIIPECCUPYEMYIO BTOPOH APYrod pakoBOM KJIETKOM WM COCYOUCTOM 3SHAOTEIUAbHON
KJIETKOM.

[0049] Taxxe mpemyoxkeHbl HYKJIEMHOBbIE KHCIOTHI, KOAMpYROMe packpbiThiii DDpp
(marmmpumep, ciuteie Oenku DDpp). JIOMOJHHUTENBHO TMPEIUIOKEHbI BEKTOPHI (HAampuMep,
IUTa3MHJIbI, BUPYCHBIE BEKTOPHI U HEBUPYCHbIE BEKTOPHI), COAEPKAINE HYKJICHHOBBIE KUCIOTBHI,
komupyromne DDpp (Hampumep, ciutele OGenku DDpp), u kierkm-xossieBa, copeprkalime
HYKJIEHHOBBIE KHCJIOThI U BEKTOPbl. B HEKOTOpBIX BapHaHTax OCYILECTBJIEHUS BEKTOP CONEPKUT
HYKJIEOTHHYIO [IOCJIE€OBATeNIbHOCTb, KOTOpasi pEryjJupyeT 3KCIPECCHI0 IMOJHUIENTUAA,

KOIUPYEMOTO  MOJIEKYJION  HYKJEHHOBOH  KUCJIOThl. B JONOJHUTENBHBIX  BapUaHTax
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OCYILIECTBJIEHUs] BEKTOP COJIEPKUT IOCIENOBATEIbHOCTh HHIYLMOETBHOro mpomMoropa. B
JOTIOJIHUTENIbHBIX ~ BAPUAHTAX OCYIIECTBJICHUS BEKTOP COACPKUT OAMH MM OoJee
JOTIOJIHUTENIbHBIX ~ CTAHOAPTHBIX KOMIIOHEHTOB JJIsl  OKCIPECCHH  Oenka, KOOHPYEeMOTO
HYKJIEHHOBOH KHCJIOTOH (HarmpuMep, IPOMOTOPBI, KOMIIOHEHTHI YIIAKOBKU H T.7.). B HEKOTOpBIX
BAPHAHTAX OCYIIECTBICHHUS BEKTOP MPEACTABISIET COOON JIEHTUBUPYCHBIH BEKTOP.

[0050] B nanHOM M300peTEeHUY TaKKe MPEJIOSKEeHbI KIIETKU-X035I€Ba, KOTOPbIE COepKaT
MOJIEKYJIbI HYKJI€UHOBOW KHUCJIOTBI, KOAUPYIOLIWE CBs3bIBAKOIIMICS ¢ MulleHsto DDpp,
PacKpBITBI B JaHHOM JOKYMEHTE. B HEKOTOpBIX BapHAHTaX OCYILECTBJICHHs KJIETKH-XO35€Ba
(HampuMep, KIETKH KJIETOYHOW JIMHUH) CKOHCTPYHUPOBAHBI NSl 3KCrpeccuu  Oenka,
COIeprKallero ONUCAHHBIH B JaHHOM JoKyMmeHTe DD, (Hanpumep, DD, wumerommii
aMHUHOKUCIIOTHYI0 mnocienosarenbHocts SEQ ID NO: 11-949 mymm 950). B HekoTOpbIX
BAapUAHTAaxX OCYLIECTBJIEHUs dKkcnpeccuss DDpp kieTkamMu-xo3sieBaMy MO3BOJISIET IPOAYLIUPOBATH
1 BbIENATE DDpp. B HEKOTOPBIX BapHaHTax OCYIIECTBIEHUS SKCIPECCUsl MPUBOAUT K TOMY, YTO
DDpp skcnpeccupyercss Ha TOBEPXHOCTH W/WIIM UHTETPUPYETCS B MEMOpaHy KJIETOK-X03sieB. B
HEKOTOPBIX BAPUAHTAX OCYIIECTBICHUS KIIETKA-XO35IMH MPEACTABISIET COOOH BUPYCHYIO YaCTHIY
WIN KJIETKY OakTepuil, qposkokel, TpHOOB WM pacTeHHW. B npyrux BapuaHTax OCyLIECTBICHHS
KJIETKAa-XO3UH TIPEACTaBIsieT COOOH KJIETKY MIIEKONMUTamero. B apyrom BapuaHTe
OCYILIECTBJIEHHs KJIETKa MJIEKOITMTAIOLIETO MPEACTaBIsieT co00i MMMYHHYIO KIIeTKy. B omHOM
BapHUAHTE OCYIIECTBICHHS KJIETKA-XO35UH MPEACTaBIsieT cCOO0H MMMYHHYIO KIIETKY 4YesioBeka. B
HEKOTOPBIX BapHaHTAaX OCYLIECTBJIEHUs MMMYHHAas KJIETKA YeJOBeKa MpencraBysieT cobor T-
KJIeTKy. B Apyrux BapmaHTax OCYIIECTBJICHUS HMMYHHAs KJI€TKa YeJIOBEKa MPEACTaBIsieT OO0
KJIeTky ectectBeHHOro kwmiuiepa (NK). B HEKOTOphIX BapHaHTaxX OCYIIECTBICHHUS HMMYHHAs
KJIETKa YeioBeka otobpaxkaer DDpp Ha cBOeil KJIETOUHOM MOBEPXHOCTH.

[0051] B nmanHOM wu300peTeHMM JOTOJHHUTENBHO TMPENJIO’KeHA  KJIeTKA-XO3SIHH,
3KcIpeccupyrolas 6enok, conepskamuii DD, packpbIThlii B JAHHOM JOKyMeHTe. B HEeKOTOphIX
BAPUAHTAX OCYLIECTBJIEHUS KJIETKA-XO35IMH 3KCIPECCUPYET XMMEPHBIM AHTUT€HHBIA PELEnTop
(CAR), conepxamuii DD, packpbIThlii B JaHHOM JOKyMeHTe. B HEKOTOpPBIX BapHaHTax
ocymectieHuss CAR conmepxut 1OMeH CBsI3bIBaHUS MHUIIEHM, KOTOpBIM coaepxkutr DD,
cozepKauil aMIHOKUCIIOTHYIO MOCIEN0BaTeIbHOCTh, BbIOpanHyo 3 SEQ ID NO: 11-305 u
306; SEQ ID NO: 307-739 u 740, SEQ ID NO: 741-874 u 886-895; SEQ ID NO: 896-909 u 910
wm SEQ ID NO: 911-949, u 950 u tpancmemOpaHHbII TOMEH. B HEKOTOpBIX BapuaHTax
ocymectBieHHs: CAR TOTNONHUTENBHO COAEPIKUT BHYTPHUKJIETOUHBIA IOMEH (comep Kaimuii
CHUTHAJIbHBIA J0MeH). B HEeKoTOpbIX BapuaHTax OCyIIeCTBIeHHS HMMyHHas kietka CAR
npezncrasisier cobolt T-knerky. B HEKOTOPBIX BapMaHTax OCYIIECTBJICHHS WMMYyHHasl KJIETKa

CAR mpencrasnsier coboii NK-knerky. B HEKOTOpBIX BapHaHTaxX OCYLIECTBJIEHHS MMMYHHAs
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kinetka CAR He sBmserca T-xierkoit unu  NK-knerkoil. B HekoTopbIX BapuaHTax
OCYLIECTBJIEHUsS] ~ KJIETKA-XO3fUH MPENCTaBNsieT COOOH HMMYHHYK  KIETKy, KOTOpas
JOTOJHUTENbHO coaepkuT BTopo mnomunentua CAR, wumeromuit DD unm  npyroit
cBsI3bIBAIOIIMA poMeH (Hampumep, scFv), KoTopelii crenugpuyeckd CBSA3bIBAET Ty K€ WIH
APYTYIO0 MHUIIEHb (HallpuMep, IPYyroi 3MUTOM TOH jkK€ MUIIEHH ), FJTH BTOPYIO MPENCTABISIOMIYIO
UHTEpeC MHIIEHb), SKCIIPECCHPYEMYIO pakoBOH kieTkoi) kak mepBas CAR, skcmpeccupyemast
MMMYHHOH KJIETKONH-XO35IMHOM.

[0052] Taxxe npeanoxKeHbl KIETKH MJIEKOMUTAIOIINX, KOTOPbIE TEHEPUPYIOT CBSI3aHHbBIC
¢ MemOpanoii Bupycomonobueie uwactuipl (VLP), mnpuuem kieTka MIIEKONMHUTAOLIETO
CKOHCTPYHPOBAaHA TakK, YTOOBI 3KCIPECCHPOBATH CIUTBHIA OEJNOK, CONEep KAIlUi IMOJUMENTHN
nomeHa D (DDpp), cnuteiii ¢ xumepHbIM aHTUreHHBIM perentopoM (CAR), mpuuem 3toT
ruOpunHbI  O€NOK SKCIpPeccCHpyeTcss Ha CreHepupoBaHHbIX VLP (Hampumep, B BHIE
TpaHcMeMOpaHHbIX OenkoB). B 3aBucuMOcTH  OT BapWaHTOB  OCyllecTBieHHs VLP,
NpOAyLUpPYyEMbIE KJIETKAMU MJIEKONUTAIOLINX, MPUTOAHBI JJid HCHOJB30BAHUS B KauecTBe
MMMYHOT'€HOB Il CO3JJaHUs aHTUTE.

[0053] ®apmarieBTHYECKHE KOMIIO3UINH, COAEPKaIIre OSIOK, CoAepKaIluii ONIMCAHHBIN
B JAHHOM JoKyMeHTe DD, HyKJIeMHOBBIE KHCJIOTBI, KOIUPYIOIUe OEJIKH, BEKTOPBI, COAepIKalIie
HYKJICMHOBbIE KHCJIOTBI, W KJIETKH-XO0351€Ba, COAEpIKallue HYKJICHHOBbIE KHCJIOTHl H/HIIH
BekTOphl. Kak u Habopwl, comep:kalirie OAUH WK 0ojiee pacKphITbIXx DDpp, CBSA3BIBAIOLINXCS C
MuIleHbl0 (Hampumep, ciutele Oenku DDpp, takme kak DD-Fc u DD-CAR), monexyns
HYKJIEHHOBOHM KHCIIOTBI, BEKTOPbl M KJIETKH-XO3sieBa (HampuMep, TepamneBTHUECKUil Hadop,
AMarHOCTUYECKUH Ha0Op, KOMIUIEKT AJISt IPUMEHEHUS U T. 11.).

[0054] DDpp, mpemioskeHHbIE B JaHHOM JOKYMEHTE, 00JIaiaeT akTHBHOCTSIMH, KOTOPBIE

BKJIFOYAIOT, HO HE OrpaHMYuBarOTCd HMU CIIOCOOHOCTD CHeL[I/I(I)I/ILIeCKI/I CBA3bIBATb

>
NPEACTABISIIOIIYI0O  HWHTEpeC MHUIIeHb (HAIpUMep, TEePaneBTHUYECKYH) MHIIEHb  H/HIH
OUArHOCTHYECKYI0 MulleHb, Takyro kak BCMA, CD123, CS1, HER2, AFP u p26 AFP,
NEeNTUAHAsE METKAa W CBhIBOPOTOUHBIM OeNoK, TakoW Kak aib(a-(peTornpoTerH, YeIOBEYECKUN
cpIBOpOTOUHBIH anbOyMuH (HSA) mnmm mMMyHOTrnoOyimH) in vitro WM in Vivo, B CIIOCOOHOCTD
CJy’)KUTh B Ka4eCTBE PEAKTHBHOTO CalTa JJIsl CBSI3BIBAHMS WJIM ACCOLMAIIMU OeJKa, TaKOro Kak
ciuteiii O6enok DDpp, ¢ omHuM uim Oonee AONOJHUTENbHBIMH (pparMeHTamu (Harpumep,
TBEPION TOMIOKKHM) w/mnmu npyrux wmomudukanmit. DDpp, mnpemmokeHHbIH B JaHHOM
JIOKYMEHTE, TaKk€ MOXKET 00JafaTh IOMOJHUTEIbHBIMH JKEIAaTENIbHbBIMA CBOMCTBAMHU H/HITH
(YHKLNOHAIBHBIMH BO3MOXKHOCTSIMH, ITOJIE3HBIMU B TIPOM3BOJCTBE, COCTABJICHHUU PELENTyp U

6I/IOJ'IOFI/ILIGCKI/IX, AUATHOCTUYCCKHUX U TCPANICBTUYCCKUX IPUMCHCHUAX.

[0055] B HexoTOprIX BapuaHTax ocyuecTsiaeHus: DDpp ucnonb3yercst 111 CBsI3bIBaHUS,
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oOHapyXeHHsT W/WIM KOJHYECTBEHHOIO OIpPENesIeHUs] TPEACTaBISIIOMEd HHTEpeC MHIIEHH
(mampumep, BCMA, CD123, CS1, HER2, AFP wnu p26 AFP) B o6pa3sie, conepskaieM MHUILIEHb.
B oxHOM BapumaHTe OCYIIECTBICHHS B JAHHOM H300pETEHHH NMPEAJIOKEH Criocod oOHapy KEeHHs
npencTaBisiiolie naTepec mumenu (Hanpumep, BCMA, CD123, CS1, HER2, AFP umu AFP
p26) B 00pasiie, BKIIOYAOIINIA () mpuBeAeHre B KOHTAKT ooOpasua ¢ DDpp, cogepxamum DD,
KOTOPBI CONEPKUT AMHUHOKHCIOTHYIO IOCIIENOBATENIbHOCTh, BBIOPAHHYIO W3 TPYIIIbI,
cocrosieit 3 SEQ ID NO: 11-949 u 950, kotopble crnienn(pUYecKH CBA3BIBAIOT MUIIECHb B
YCIOBHSIX, MNOAXOMAIINX s crenuduueckoro cesi3biBaHus DDpp ¢  MummeHeto, ams
oOpaszoBanust komruiekca muieHs/DDpp u (b) oOHapykeHHe MPUCYTCTBHS KOMILIEKCA H/UJIH
3aXBAaY€HHOW MHIIEHH. B HEKOTOpBIX BapuaHTax ocyuiectsieHHss DDpp mMMoOuIn3oBaH Ha
TBEPAOU NOANOXKKe. B HEKOTOpBIX BapuaHTax ocyiiecTsieHuss DD conepkuT aMHMHOKHCIIOTHYIO
MOCJIEZOBATEIbHOCTD, BBIOpaHHYIO U3 rpynmbl, cocrosmeii u3 SEQ ID NO: 11-305 wmu 306, a
DDpp ucnonb3yercsi Iisi CBA3BIBAHUS, OOHApPY)KEHUS] W/MIM KOJWYECTBEHHOTO OIpPENeeHUs
BCMA wmu cnurtoro Oenka, conmepxkamero BCMA, B oOpasue. B HekoTOpeIX BapHuaHTax
ocymectBieHHst DD  comepkUT aMUHOKHCIOTHYIO IIOCJIEOBATENIbHOCTb, BBIOPAHHYIO U3
rpymisl, cocrosmeit us SEQ ID NO: 307-739 unu 740, a DDpp ucnonb3yercs sl CBSI3bIBaHMS,
oOHapyKeHHs /Ml KoJmdecTBeHHOTo onpenenenuss CD123 umu cnutoro Oemnka, comepikariero
CD123, B obpasue. B HekoTOpBIX BapuaHTax ocymecTieHus: DD comep:kuT aMHHOKHCIIOTHYIO
MOCIIeIOBATEIbHOCTD, BEIOPaHHYIO M3 Tpynmbl, coctosmeir n3 SEQ ID NO: 741-874 wnn 886-

895, a DDpp wucnomp3yercst ans CBA3BIBAHUS, OOHAPYXEHHS W/HIM KOJHYECTBEHHOTO

onpenenenus p26 AFP wnu cimtoro Oenka, comepskamero p26 AFP, B oOpasue. B HekoTopbIX
BapHaHTax ocyuiectsieHnst DD comep:kUT aMHMHOKHCIOTHYIO MTOCIEA0BATENbHOCTD, BEIOPAHHYIO
u3 rpymmsl, cocrosmeid u3 SEQ ID NO: 896-909 umu 910, a DDpp wucnonsdyercs nms
CBSI3bIBAHMSA, OOHApY)KEHUS W/ MM KoJmdecTBeHHOro ompexnenenus CS1 wmmm cnmroro Oenka,
conepxkamero CS1, B obOpasue. B HexkoTOphix BapmaHTax ocymecTBieHuss DD conmepskut
AMUHOKHUCJIOTHYIO MOCJIeNOBATEIBHOCTD, BEIOPAaHHYIO U3 Tpymimbl, cocrosimed u3 SEQ ID NO:
911-949 wmmu 950, a DDpp wucnomedyercss sl CBA3BIBAHHUS, OOHAPY)KEHUS W/UIH
kosuecTBeHHoro onpenenenus HER2 wnu ciouroro 6enka, conepskamero HER2, B oOpasiie.
[0056] Takxke mpemIoxeH CrHocod KOJMYECTBEHHOTO OIpPEneeHHs MPenCTaBIsIOIIeH
unTepec mumenu (Hampumep, BCMA, CD123, CS1, HER2, AFP umu p26 AFP) B o0pasue,
coleprkalieM MHUIIEHb, BKJIIOUAIOMINA: (a) mnpuBeneHne B KOHTAakT obOpasuma ¢ DDpp,
comepxamuM DD, KOTOpBIH COAepKUT aMUHOKHCIOTHYIO MOCJIEAOBATENbHOCTD, BEIOPAHHYIO U3
rpynmel, cocrosimmerd n3 SEQ ID NO: 11-949 u 950, koTtopelii cnenuduyeckd CBSI3bIBAET

MHUIICHb U KOTOprfI HMMOOMIN30BaH Ha TBepI[OfI NMOMJIOKKE, B YCIOBHAX, NOAXOAAIIUX IJIA

cneunuyeckoro ceszbBanus DDpp ¢ Mumensto, ¢ oOpasoBaHreM koMmIuiekca MummeHs/DDpp u
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(b) oOnapyxkeHue npPUCYTCTBHS KOMIUIEKca MHUIIeHK/DDpp w/wunm 3axBaueHHass MUIIEHb,
NpUYeM KOJUYECTBEHHOE OIpENeNIeHHe MPOAYKTa YKA3bIBAET WM MOJKET OBITh KOPPEIHPOBAHO
C KOJIMYECTBOM MHILIEHH MJIH CIIMTOrO OeNKa, CoAepsKallero MUIeHb, B o0pasue.

[0057] B nmomonHUTENbHBIX BapHaHTax OCYIIECTBJIEHUs mpeanoxkeHHsle DDpp
UCTIONB3YIOT B AaHANUTHKe Oenka. B HekoTropbIx BapuaHTax ocymectsieHuss DDpp
KOHBIOTUPOBAaHbl C OOHApPYXKMBAEMbIM areHTOM W/WIM MeTKOH. B HEeKOoTOphIX BapuaHTax
ocymectBieHHst DDpp comepKUT aMHHOKHCJIOTHYIO IOCIEIOBATENbHOCTb, BBIOPAHHYIO U3
rpynmnsl, coctosimert u3 SEQ ID NO: 11-305 u 306; SEQ ID NO: 307-739 u 740, SEQ ID NO:
741-874 n 886-895; SEQ ID NO: 896-909 u 910 unu SEQ ID NO: 911-949 u 950. B npyrux
BapHaHTax OCyllecTBIeHUss DDpp comepKUT BapuaHT aMHUHOKHCIOTHOHN MOCJIEI0BATENbHOCTH,
BbIOpaHHOM u3 rpymmsl, cocrosmeit 3 SEQ ID NO: 11-305 u 306; SEQ ID NO: 307-739 u 740
w SEQ ID NO: 741-874 u 886-895; SEQ ID NO: 896-909 u 910 unu SEQ ID NO: 911-949 u
950. B HekOTOpBIX BapuWaHTax ocyllecTBiaeHuss DDpp KOHBIOrUPOBaH € JETEKTUPYEMBIM
areHToM. B 0lHOM BapuaHTe OCYLIECTBJIEHUs NETEKTHPYEMBI areHT BKJIKYaeT XpOMOreH. B
APYrOM BapUaHTE OCYIIECTBJIEHUS MAETEKTUPYEMBIH areHT BKJIIOYaeT (PIyopecLieHTHBIN
KpacuTenab. B AONOJHUTENBHOM BapHaHTE OCYILNECTBJICHMS NETEKTHUPYEMBI areHT BKJIKYAeT
paguonykinun. B HexkoTOpbIX BapuaHTax ocywecTBieHuss DDpp KOHBOrMpOBaH C
JETEKTUPYEMBIM areHTOM IMOCPEACTBOM KOBAJEHTHOIO CBSA3BbIBAHUSA. B HEKOTOPBIX BapHUaHTax
ocymecteienus: DDpp mpencrasisier coboii ciuThiii Oeok. B MOTIONHUTENBHBIX BapHUaHTaX
ocyumecteiaenuss DDpp  sBisercs  MyJnbTHMEPHBIM. B JONOJHUTENBHBIX  BapHaHTax
ocywectBiaeHuss DDpp KOHBIOTHPOBAaH C METKOW. B HEKOTOpBIX BapuUaHTax OCYILIECTBJEHUS
METKa SIBJISIETCS YJICHOM, BBIOPAHHBIM M3 TPYIIIbI, COCTOAIIEH H3: MOJUTMCTUAUIBHON METKH,
myc-meTku U FLAG-merxku. B apyrux BapuanTax ocyuectBieHuss DDpp koHbroruposaH c
KOMOUHaIMel MeToK (Harpumep, noauructuamibHoi Metkord 1 FLAG-mertkoii). B HekoTopbIx
BapHaHTax ocymecTtsieHnst DDpp KOHBIOTHPOBaH ¢ METKOH (METKaMH) IOCPEICTBOM
KOBAJICHTHOTO CBsA3bIBaHUs. B HEKOTOpBIX BapuaHTax ocyuiectsieHus DDpp mpexncrasisier
coboii cnuteiii  Oenok. B HekoTopeIXx BapuaHTax ocymectieHns DDpp  sBisercs
MYJIBTUMEPHBIM.

[0058] B nononHUTENbHBIX BapuaHTax ocylecTsieHnss DDpp KOHBIOTUPOBaH ¢ TBEPAOH
MOAJIOKKON MM METKOH. B HEKOTOpBIX BapHUaHTax OCYINECTBJICHUs TBepAas MOMJIOKKA
NpeAcTaBisieT coOOH XpoMaTorpaguueckuil MapuK, CMOJy, IPEAMETHOE CTEKJIO, YHII, JKEJNATHH
WUJIU araposy.

[0059] Takxe mpemnokeHbl crnocoObl mpumeHeHuss DDpp B nuarHocTudeckux H
TEPareBTUYECKUX NMPUMEHEHHX. B OJHOM BapuaHTe OCYIIECTBJICHUS B JaHHOM H300peTeHHU

NPEINIOKEH Croco0 JiedeHus 3a00JIeBaHMS WM PACCTPOMCTBA, BKIIOYAIOIIUN BBEICHHE
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TepaneBTudecku 3QdexTrBHOro kKosmuectsa DDpp (Hampumep, camroro Oemka DDpp),
KOTOPBIH crenn(UIecKn CBSI3bIBAET IMPEIACTABISIOIIVIO HHTEPEC TEPANeBTHUYECKYI) MHIICHb
(mampumep, BCMA, CD123, CS1, HER2, AFP wmu p26 AFP) Hyxpammemycs B 3TOM
cyObekTy. B HEKOTOpBIX BapuaHTax OCyILIeCTBIEHHs 3a00JeBaHHE WM PaCCTPOMCTBO
npezacrasisier codoi pak, B-kierounoe 3mokauecTBeHHOE HOBOOOpa3oBaHHe, 3a00I€BaHUE WUITH
paccTpOHCTBO MMMYHHOHM CHCTEMBI WM HMH(GEKIuio. Take MpeIIoKeHbl CIOCOOB! JIeUeHUs
3a00JI€BaHUS WM PACCTPOICTBA, KOTOPBIE BKIOYAIOT COBMECTHOE BBEICHUE JOTOJHUTEIBHOTO
TEpameBTUYECKOr0 areHra BMecTe C  packpblTbiM  DDpp. B HEKOTOpBIX BapuaHTax
ocyLIecTBIIeHHs] 3a00JIeBaHWE WJIM PACCTPOHCTBO TMpPEACTaBIseT COOOH MHOXKECTBEHHYIO
MuenoMy. B HEKOTOpbIX BapWaHTax OCYIIECTBICHHs 3a00JieBaHHE WM PACCTPONUCTBO
npeacTaBisieT COOOH pak MOJIOYHOM JKeJe3bl MM PaK SUYHHKA.

[0060] PackpeiThie B naHHOM paokymMeHTe DDpp, cBs3bIBarOINe€ MUIIEHb, HMEIOT
NPUMEHEHHsI, KOTOpbIE BKJIIOYAIOT JUATHOCTUYECKHE M TEpaleBTUYECKHe NpUMeHeHus. B
HEKOTOPBIX BapHaHTaxX OCylLIecTBIeHHs DDpp SBISIOTCS NPUTOAHBIMU B TEPANIEBTHUECKOM
KOHTEKCTEe, HalpuMep, AN JICYeHUs WM IUArHOCTUKM 3a00JIeBaHUS, TAKOTO Kak pak
(HampuMep, CONMAHOE WIIH T'E€MATOJIOTMUECKOE 3JI0KaYeCTBEHHOE HOBOOOPa3OBaHHE).

[0061] B HexkOoTOpBIX BapHaHTaxX OCYILIECTBJEHHUS B IJAHHOM JOKYMEHTE TMPEIJIONKEH
cnoco0 JiedeHns1 CyObeKTa, MMEIOIIEro PaK, BKIFOUAIOLIHNA: BBEIEHHE CYOBEKTY TePareBTUIECKH
s¢dexTuBHOro kommvectsa Oenka (t.e. DDpp), comepxamero DD, pacKpbITblii B JaHHOM

IOKyMeHTe (Hampumep, packpbIThlii B Tabmume 1, WIM UMEMUH aMHHOKHCIOTHYIO

>
nocnenoareabHOCTh SEQ ID NO: 11-949 mmu 950); HykJIEMHOBOH KHCIIOTBI, KOAMPYHOIIEH
OeNoK; BEKTOp, COIEpKAIlMK HYKJIEHHOBYIO KHCIOTY, MM KJIETKY-XO35MHA, COAEPIKaIIyIO
HYKJIEHHOBYIO KHCJIOTY WM BeKTOp. B HekoTophIx BapuaHTax ocyuectsieHus DDpp conepxur
aMHUHOKHUCIIOTHYIO TocienoBareabHocTh DD, kotopas cremmduueckn cesizbiBaer BCMA. B
HEKOTOpPBbIX BapuaHTax ocymectBieHuss DD DDpp crnemuduueckun cpsizeiBaer BCMA,
HUMEIOLTUH aMUHOKHUCIIOTHYIO MocienoBaTeiabHocTh, cocrosmyto u3 SEQ ID NO: 7. B npyrux
BapuaHTax ocywecTsiaeHnss DDpp comepkur aMHHOKHCIOTHYH —IMOCJIENOBATENbHOCTS,
BbIOpaHHyI0 U3 rpymnmel, coctosmeid u3 SEQ ID NO: 11-305 u 306. B HekoTOpBIX BapuaHTax
ocyumiectsieHuss DDpp comep:kUT aMHUHOKHMCIOTHYIO —mocienosaTenbHOCTh DD, kortopas
cneunpuyeckn cwszpiBaer CD123. B HekoTopelx BapmaHTax ocyuiectieHnss DD DDpp
cneuupuyeckn cpsa3piBaer CD123, uMmeomuil  aMHHOKHCIIOTHYIO — TOCIENOBATENbHOCTD,
cocrosmyro u3 SEQ ID NO: 8 B gpyrux Bapuantax ocyiecTsieHuss DDpp coapepxkur
AMUHOKHUCJIOTHYIO MOCJIeNOBATEIBHOCTD, BEIOPAaHHYIO U3 Tpymimbl, cocrosimed u3 SEQ ID NO:

307-739 u 740. B HeKOTOPBIX BapuaHTax OCyllecTBJIeHUs DDpp comep:KUT aMHUHOKHUCIOTHYIO

nocnenosareiabHocTh DD, xoTopas cneundudecku cBszbiBaer CS1. B HekoTOpBIX BapuaHTax
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ocymecteienuss DD DDpp cnemududeckn cpsizbiBaet CS1, uMerommuii aMUHOKHCIOTHYIO
MOCJIeA0BaTeNbHOCTD, cocTosmyo u3 SEQ ID NO: 925. B npyrux BapuaHTax OCyIIECTBIEHHS
DDpp conmep>KuT aMHHOKHCIOTHYIO MOCIIEAOBATENIbHOCTD, BBIOPAHHYIO U3 T'PYIIIbI, COCTOSIIEH
u3 SEQ ID NO: 896-909 u 910. B HekoTOpbIX BapuaHTax ocyluecTsieHus DDpp conmepxur
aMHUHOKHUCIIOTHYIO TocnenoBatenbHocTh DD, kotopast crenuduueckn cesizeiBaer HER2. B
HEKOTOPBIX BapuaHTax ocymectsienuss DD DDpp cneundpudeckn csspiBaer HER2, nmerommmii
AMUHOKHUCJIOTHYIO [TOC/IEN0BaTeNbHOCTD, cocTosmyto u3 SEQ ID NO: 927. B npyrux Bapuanrax
ocymectBieHHst DDpp cOmepKUT aMMHOKHCJIOTHYIO TOCIENOBATEIbHOCTh, BBIOPAHHYIO U3
rpynnsl, coctoswei u3 SEQ ID NO: 911-949 u 950. B HekOTOpbIX BapUaHTaX OCYILECTBJIEHUS
DDpp comep:xuT aMHUHOKHCIOTHYI MOCenoBaTenbHOCTE DD, koTopas crenududecku
csizbiBaeT AFP. B HexoTophIx BapuaHTax ocyuectsieHnst DD DDpp cnienngudecku cBs3bIBaeT
AFP, umeromuii aMHMHOKHCIIOTHYIO MOCIEAOBATENbHOCTh, cocrosuyo u3 SEQ ID NO: 9. B
Apyrux BapuaHTax ocyuiecTBieHuss DDpp conep’kuT aMHMHOKHMCIOTHYIO MOCIEI0BaTEIbHOCTD,
BbIOpaHHyI0 u3 rpymmbl, cocrosimeir w3 SEQ ID NO: 741-874 u 886-895. B HekoTOpBIX
BapuaHTax ocymectsieHust DDpp cnemmduueckn cesseiBaer  AFP  p26, wumeromuii
AMUHOKHUCJIOTHYIO NOCJIeA0BaTeNbHOCTh, cocTosmyo u3 SEQ ID NO: 10. B apyrux BapuanTax
ocymectBieHHst DDpp cOmepKUT aMMHOKHCJIOTHYIO TOCIENOBATEIbHOCTh, BBIOPAHHYIO U3
rpynmnsl, coctosiielt u3 SEQ ID NO: 741-874 u 886-895. B HeEKOTOpbIX BapuaHTax
ocymecteieHust DD DDpp cnemmduueckn ceszpiBaer p26 AFP, HO cnemmduueckun He
cBsa3piBaeT AFP, nmeromuii aMHHOKHCIIOTHYIO TOCIEA0BATENbHOCTD, cocTosmyo uz SEQ ID
NO: 9. B ngpyrux BapuaHtax ocyuiecTBieHuss DDpp conepXUT aMHHOKUCIOTHYIO
MOCIIeIOBATEIBHOCTb, BEIOpPaHHYIO U3 rpymnibl, coctosiuieit n3 SEQ ID NO: 741-874 u 886-895.
[0062] B HEKOTOpPBIX BapHaHTaX OCYLIECTBJEHHUS B JAHHOM JAOKYMEHTE TMPEAJIONKEH
croco0 JiedeHus CyOBEKTa, HMEroIero B-kieToyHoe 3JI0KaueCTBEHHOE HOBOOOpa3OBaHUE,
BKJIIOUAIOIIWI: BBeneHUe CyObekTy 3(ddexTuBHOro kommuectsa Oenka, coxepxkainero DD,
PACKPBITBI B JaHHOM JOKYMEHTe (HampuMep, pPacKpbIThld B Tabmuue 1, WM MMEoLIuii
aMUHOKUCJOTHYIO mocienoBaTebHOCTh SEQ ID NO: 11-949 unu 950); HYyKJIEHHOBOM KUCJOTHI,
KOAUpyroIel OeJloK, BEKTOp, COAEep KaIlvii HYKJISHHOBYIO KHCIIOTY, WJIH KJIETKY-XO3sSHHA,
COJZIep>KallYI0 HYKJIEHHOBYIO KHUCJIOTY WJIM BEKTOp. B HEKOTOPBIX BapuaHTax OCylecTBiIeHUs B-
KJIETOYHOE 3JIOKAUeCTBEHHOE HOBOOOPA30BaHHUE BEIOMPAIOT M3 TPYIIIBI, COCTOSIIEH 13 JTUM(POMBI
(marmpumep, muM@omMbl XOKKHHA U HeXOKKUHCKOH uMpomsl (HXJT), neiiko3a u muenomsr. B
HEKOTOPBIX BAapUAHTAX OCYLIECTBIEHHUsS B-KIETOYHOE 3JI0KaYeCTBEHHOE HOBOOOpA30BaHUE
BBIOMPAIOT W3 TPYIIBL, COCTOSIIEH H3. OCTPOro JUMQOIUTAPHOrO JIeHKO3a, XPOHHUYECKOTO
auMdoruTapHoro Jneikosa, (GommuKyIspHOH JUMQPOMBI, TUM(POMBI U3 MaHTHHHBIX KIETOK H

i dysnoit B-kpynHOKIETOUHON TUM(POMBI, MIa3MOLUTOMBI 1 MHOKECTBEHHON MUEJIOMBI.
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[0063] B HEKkOTOpBIX BapHaHTaX OCYILIECTBJEHHUS B JAHHOM JOKYMEHTE MPEAJIOKEH
croco0 JedeHHus: CyObeKTa, MMEIOIIEro pak, BKIOYAIOIIUI: BBEACHHE CYOBEKTY WMMYHHOMU
KJIETKH, copepskameil xumepHblid anturensblii pernentop (CAR), mpuuem CAR conepxwr:
JOMEH  CBSI3bIBAHUS  MHUIIEHH, coaepxkamuii DD,  umerommidi  aMUHOKHUCIOTHYIO
MOCJIEOBATEIbHOCTb, BBIOpaHHYIO W3 Tpymbl, coctosimeid u3 SEQ ID NO: 11-949 u 950,
npUYeM TMOJUMNENTHA CIeHU(QHUUECKH CBSI3bIBACT NPEACTABISIIOIYI0O HMHTEPEC MHIIEHb M|
TpaHCMeMOpaHHbII AOMeH. B Apyrux BapuaHTax OCYLIECTBIEHHS MPEACTABISIOMAsS HHTEPEC
MHUILIEHb 3KCOPECCUPYETCS PAaKOBOM KJETKOW. B HekoTOphIX BapuwaHTax ocyuectBiaeHus DD
cneuupuyeckn cps3piBaer BCMA, wuMerommidi aMUHOKHCIOTHYIO —IOCIENOBATENBbHOCTD,
cocrosmyro u3 SEQ ID NO: 7. B napyrux BapuaHtax ocyiectieHus DD  copepxur
AMUHOKHUCJIOTHYIO MOCJIeNOBATEIBHOCTh, BRIOpaHHYIO U3 rpymnmbl, coctosimed u3 SEQ ID NO:
11-305 u 306. B HexoTophIx BapuaHTax ocymectsieHus: DD crenuduuecku cszbiBaer CD123,
UMEIOLTUH aMUHOKHUCIIOTHYIO MocienoBaTeiabHocTh, cocrosmyto u3 SEQ ID NO: 8. B npyrux
BapHaHTax ocyuiectsieHnst DD comep:kuT aMHHOKHCIOTHYIO MOCIEN0BATENIbHOCTD, BRIOPAHHYIO
u3 rpymmsl, cocrosieit u3 SEQ ID NO: 307-739 u 740. B HeKOTOpBIX BapuaHTax
ocymecteienuss DD cnemuduueckn  cBszpiBaer CS1, wuMeOmUi  aMUHOKHCIOTHYIO
MOCJIeA0BaTeNbHOCTD, cocTosmyo u3 SEQ ID NO: 925. B npyrux BapuaHTax OCyIIECTBIEHHS
DD conep:kUT aMHHOKHCIOTHYIO MOCIEN0BATENIbHOCTD, BEIOPAHHYIO W3 TPYIIIBI, COCTOSIIECH U3
SEQ ID NO: 896-909 u 910. B HexkoTopsIx BapuaHTax ocymectsierns DD crnenuduuecku
ces3biBaeT HER2, umeromuii aMMHOKHCIIOTHYIO MMOCJIENOBATENBHOCTD, cocTosmyo u3 SEQ ID
NO: 927. B ngpyrux BapuaHTax ocyuectsieHuss DD  comepXuT aMHHOKHUCIOTHYIO
MOCIIeIOBATEIBHOCTD, BBIOpaHHYI U3 rpymmel, coctosmed u3 SEQ ID NO: 911-949 u 950. B
HEKOTOPBIX BapuaHTax ocymectsieHuss DD cneuuduuecku cesizpiaeT AFP p26, umerornmii
AMUHOKHUCJIOTHYIO NOCJI€A0BaTeNbHOCTD, cocTosAwyo u3 SEQ ID NO: 10. B apyrux Bapuantax
ocymectBieHHst DD comepkUT aMUHOKHCIOTHYEO IMOCJENOBATENbHOCTh, BBIOPAHHYIO U3
rpynmnsl, coctosiielt u3 SEQ ID NO: 741-874 u 886-895. B HeEKOTOpbIX BapuaHTax
ocymectieHuss CAR  comepXUT BHYTPUKIETOUHBII JOoMeH. B apyrux BapuaHTax
OCYILECTBJIEHUS] BHYTPHUKJIETOUYHBIH JOMEH COJAEPKUT CHUTHAJbHBIH JOMEH, B KOTOPOM IpHU
BBEICHUU CyOBEKTY, HMEIOIEMY paK, TOMEH CBA3BIBAHUS MHUIIEHH CIELN(UIECKU CBS3bIBAETCS
C TpPEACTABISIOIIEH HMHTEPEC MUIIEHBIO, SKCIPECCHPYEMOH pPakoBOHM KIEeTKOH (Hampumep,
BCMA u CDI123), u npu 3TOM CBsI3bIBAHHE MPEACTABISIONEH MHTEPEC MUIIECHH WHAYIUPYET
UMMYHHYIO KJE€TKY Ui TeHepalud LUTOTOKCHYECKUX CHUTHAJOB, KOTOpble MPUBOIAT K
LIUTOTOKCUYECKUM 3(pexkraM Ha pakoBbIX KJETKax. B HEKOTOPBHIX BapHaHTaX OCYIIECTBICHHS
UMMyHHast KJeTka mpexactaBisier coboit T-knerky. B nmpyrux BapuaHTax OCYIIECTBJICHUS

UMMYyHHasl KJieTKa npeacranisier codoilt NK-kieTky. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHUS
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BBeneHHas uMMyHHas kietka CAR He sBnserca T-xnerkoit unu NK-knerkoit. B nmpyrux
BAPMAHTAX OCYLIECTBIEHHUsS] CYOBEKTY BBOISIT KOMOHMHALMIO PA3UYHBIX THIIOB HMMYHHBIX
kiaetok CAR (Hanpumep, NK-kierok u T-xietok). B HEKOTOpBIX BapuaHTax OCYIIECTBJICHUS
BBEJIEHHE HMMMYHHOI KJIETKM sIBJIsIeTC] BHYTPUBEHHbIM. B  HekoTOpbIX BapuaHTax
OCYILIECTBJIEHUs] KOMOWHALIMIO PA3JIMYHBIX THIIOB MUMMYHHBIX KjeTok CAR BBOmIT cyOBEKTY
BHYTPHUBEHHO. B HEKOTOPBIX BapHaHTax pak MpPEeACTaBisieT COOOH MHOKECTBEHHYIO Mueiomy. B
HEKOTOPBIX BapUAHTAX OCYLIECTBIIEHHS PaK IMPENCTaBJsIeT cOOOM pak MOJIOYHOMN JKee3bl WIIH
paK SIMYHUKA.

[0064] B HekOTOpBIX BapHaHTaX OCYLIECTBJEHHUS B JAHHOM JOKYMEHTE TMPEIJIONKEH
croco® JsedeHust CyOBEKTa, MMEIOIEro B-KkiIeTodHoe 3J10KauecTBEHHOE HOBOOOpa3OBaHHUE,
BKJIFOYAIOLINI: BBENEHHE CYObEKTY MMMYHHOH KJIETKH, COAEpIKAIleld XUMEpPHBIH aHTUI€HHBIH
peuentop (CAR), mpuuem CAR conep:KuT: IOOMEH CBSI3BIBAHUS MHUIIEHU, COJIEPKAIIMIA
MOJIUIENTHA, MMEIOIINA aMHHOKHUCIOTHYIO TIOCJIE€NOBATEIbHOCTh, BBIOPAHHYIO W3 TPYIIIEL,
cocrosimeit 3 SEQ ID NO: 11-949 u 950, npuuemM MOJUNENTHA CEeHU(pUUIECKU CBS3BIBAET
NPEACTABISIIOIYI0 HHTEPEC MHUIIEHb, SKCIIPECCHPYEMYI0 PAKOBOH KJIIETKOH, TpaHCMEMOpaHHBIH
JOMEH U BHYTPHUKJIETOYHBIM J0MeH. B HeKOoTOpbIX BapMaHTax OCYIIECTBJIEHHUS JIOMEH
CBSI3bIBAHMA MHIIeHH crienuduueckn cBsizbiBaeT BCMA, wuMeromuii  aMUHOKHCIOTHYIO
nocneaoBarenbHocTh, coctosmyo u3 SEQ ID NO: 7. B npyrux BapuaHTax OCYLIE€CTBJIEHUS
JOMEH CBSI3bIBAHHSI MULIEHU COIEPKUT AMHHOKHCIOTHYIO TOCJIENOBATENbHOCTD, BEIOPAHHYIO M3
rpymnnsl, cocrosimei u3 SEQ ID NO: 11-305 u 306. B HeKOTOpBIX BapHaHTax OCYILECTBJIEHUS
JIOMEH CBSI3bIBaHHSI MHIIEHHU crenuduyuecku cBszbiBaer CD123, uMmerommii aMUHOKUCTIOTHYIO
nocneaoBarenbHoCTh, cocrosmyo u3 SEQ ID NO: 8. B npyrux BapuaHTax OCYyLIE€CTBJIEHUS
JOMEH CBSI3bIBAHHSI MULIEHU COIEPKUT aMHHOKHUCIOTHYIO MOCJIEA0BATENIbHOCTD, BBIOPAHHYIO M3
rpynmnsl, coctoswei u3 SEQ ID NO: 307-739 u 740. B HekOTOpbIX BapUaHTaX OCYILECTBJIEHUS
JIOMEH CBSI3bIBAHUSI MUIIEHU crenuduuecku cBs3piBaeT CS1, MMeromuii aMHHOKHCIOTHYIO
MOCJIeA0BaTENbHOCTD, cocTosmyo u3 SEQ ID NO: 925. B npyrux BapuaHTax OCYyLIECTBIEHHS
JOMEH CBSI3bIBAHHSI MULIEHU COIEPKUT AMHHOKHCIOTHYIO TOCJIENOBATENbHOCTD, BEIOPAHHYIO M3
rpynnsl, coctosweid u3 SEQ ID NO: 896-909 u 910. B HekoTOpbIX BapUaHTaX OCYILECTBJIEHUS
CAR comepxuT BHYTPUKIETOUHBII JOMeH. B npyrux BapuaHTax OCYyLIE€CTBJIEHUS
BHYTPUKJIETOYHBIH JTOMEH CONIEPKUT CUTHAJBHBIN TOMEH, B KOTOPOM IMPU BBEACHUU CYOBEKTY,
UMEIIIEMY PaK, JOMEH CBSI3bIBAHUSI MHULIEHHU CHEUU(PUIESCKU CBS3BIBAETCS C MPENCTABIISIOLICH
HMHTEPEC MUIICHBIO, SKCIPECCHPYEeMOii 310KkauecTBeHHOH B-kierkoit (Hanpumep, BCMA, CS1 u
CD123), 1 nipu 3TOM CBSI3bIBaHHE MPEICTABIISIFOIIECH HHTEPEC MHUIIEHNU UHIYLIUPYET UMMYHHYIO
KJIETKY Ul FeHepaluy LUTOTOKCUYECKUX CHUTHAJIOB, KOTOPbIE MPUBOAST K LIUTOTOKCHUYECKHUM

s¢dexTamM Ha 37I0KaYECTBEHHBbIX B-kiieTkax paka. B HEKOTOpPBIX BapHaHTax OCYIIECTBJIECHUs B-
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KJIETOYHOE 3JIOKAUeCTBEHHOE HOBOOOPa30BaHNE BBIOMPAIOT U3 TPYIIIBI, COCTOSIIEH 13 JTUM(POMBI
(rarmpumep, muMQoMbI X0 KKHHA U HeXOKKUHCKOH uMdomel (HXJT), neiikosza u muenomsl. B
HEKOTOPBIX BAapUAHTAX OCYLIECTBIEHHUsS B-KIETOYHOE 3JI0KaYeCTBEHHOE HOBOOOpPA30BaHUE
BBIOMPAIOT W3 TPYIIBL, COCTOSIIEH H3. OCTPOro JUMQOLHUTAPHOIO JIEHKO3a, XPOHHYECKOTO
auMdoruTapHoro Jneikosa, (GoJUMKYJIsIpHOH TuMQOMBL, TUM(POMBI U3 MAaHTUHHBIX KIETOK,
mddysnoit B-kpynmHOkeTOUHOH JTUM(OMBI, TJIA3MOLIUTOMBI U MHOJKECTBEHHOH MHeEIOMBbI. B
HEKOTOPBIX BapHaHTaX B-KIETOYHOE 3JI0KaYeCTBEHHOE HOBOOOPA30BaHHE MPENCTABJSET COOOU
MHOXXECTBEHHYK) MHEJIOMYy. B HEKOTOpBIX BapHaHTaxX OCYIIECTBJICHUS HMMMYHHasl KJIETKa
npezncrasisier coboii T-xkneTky. B apyrux BapuaHTax OCYIIECTBJIEHHS WMMYHHasl KJIETKa
npencrasisier coboit NK-kimeTrky. B HEKOTOpbIX BapHaHTax OCYIIECTBJIEHHS BBEIEHHAs
umMmyHHasi kietka CAR ne sBmsiercss T-xnerxoint mnu NK-knmerkoit. B apyrux BapuaHTtax
OCYILIECTBIIEHUs] CYObEKTY BBOAAT KOMOHMHALMIO PA3JIMYHBIX THUIMOB UMMYHHBIX KieTok CAR
(mampumep, NK-kimetok u T-kierok). B HEKOTOpPBIX BapHaHTaX OCYLIECTBIIEHHS BBEIEHHUE
UMMYHHOH KJIETKH SIBJIsIETC BHYTPUBEHHBIM. B HEKOTOpBIX BapuaHTaxX OCYILECTBJIEHUS
KOMOWHAIMIO Pa3IMYHBIX TUTIOB UMMYHHBIX KJeTOK CAR BBOAST CyOBEKTY BHYTPHUBEHHO.

[0065] B HexkOTOpBIX BapHaHTaX OCYILIECTBJEHHUS B JAHHOM JOKYMEHTE TMPEAJIONKEH
crocod nedeHus: cyObeKTa, MMEIOLIEro CBS3aHHOE ¢ B-KkiieTkaMu paccTpOHCTBO, BKITFOYAOIINN!
BBeneHue CcyOnekTy s¢(GeKTUBHOrO KojaudecTBa Oenka, coaepxkamero DD, packpbITelii B
JaHHOM JOKyMeHTe (Hampumep, DD, uMeromuii aMHHOKHCIOTHYIO ITOCJIEAOBATENbHOCTD,
packpeITyto B Tabdauue 1, MM UMEIOIINA aMIHOKUCIIOTHYIO nocienoBaTenbHocTh SEQ ID NO:
11-949 wnmu 950); HYKJIEMHOBOW KHCJIOTBHI, KOAMPYIOIIEH OeJOK, BEKTOp, COIep KallHii
HYKJIEUHOBYK) KHCJIOTY, WJIH KIJIETKY-XO35MHA, COACP KALIYI0 HYKJIEHWHOBYIO KHCIOTY WIH
BEKTOP.

[0066] B HexkOTOpBIX BapHaHTaX OCYILIECTBJCHHS B JAHHOM JOKYMEHTE MPEIJIONKEH
croco0 JiedeHus: CyOBbeKTa, MMEIIEro pacCTPONWCTBO MMMYHHOH CHCTEMBbI, BKIIFOUAOLIHUIL:
BBeneHue CcyOnekTy s¢(GeKTUBHOrO KojaudecTBa Oenka, coaepxkamero DD, packpbITelii B
JaHHOM JOKyMeHTe (Hampumep, DD, uMeromuii aMHHOKHCIOTHYIO ITOCJIEAOBATENbHOCTD,
packpeITyto B Tabaume 1, MM MMEIOINI aMHHOKUCIIOTHYIO nocienoBatenbHocTh SEQ ID NO:
11-949 wnmu 950); HYKJIEUMHOBOW KHCJIOTBHI, KOAMPYIOIIEH OeNIOK; BEKTOp, COIep KallHid
HYKJIEUHOBYK) KHCJIOTY, WJIH KIJIETKY-XO35MHA, COACP KALIYI0 HYKJIEHWHOBYIO KHCIOTY WIH
BEKTOpP. B HEKOTOpbIX BapuUaHTax OCYLIECTBJICHUS PACCTPOMCTBO HUMMYHHOH CHCTEMBI
npeacTasisieT coO0H ayTOMMMYHHOE 3a00JIeBaHIE, TAKOE KaK PEBMAaTOMIHBIN apTPUT.

[0067] B HEekOTOpBIX BapHaHTAaX OCYIIECTBJIICHUS B JAHHOM H300pETEHUU MPEIJIOKEHO
NPUMEHEHHE KOMITO3ULMK JUIs JICYCHUs paka, NPUYEM KOMIIO3ULHMS CONEPXKUT. Oelok,

comepxamuii DD, packpeiTblii B maHHOM fAOKyMeHTe (Hampumep, DD, wumerommii
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AMHUHOKHCJIOTHYIO  TIOCTIE€OBATEIbHOCTh, PACKPBITYE0 B Tabiauume 1, WM MMEIOLIHA

>
aMUHOKUCJOTHYIO mocienoBaTebHOCTh SEQ ID NO: 11-949 unu 950); HYyKJIEHHOBOM KUCJOTHI,
KOAUpyroIel OeJloK, BEKTOp, COAEep KaIlvii HYKJISHHOBYIO KHCIIOTY, WJIH KJIETKY-XO3sSHHA,
COJZIep>KallyI0 HYKJIEHMHOBYIO KHCJIOTY WMJIM BEKTOp. B HEKOTOpbIX BapuaHTax OCYLIECTBJIEHUS
pak mpencrasisier coboil B-kimerodHoe 37mOKauecTBEHHOE HOBOOOpazoBaHHE. B HEKOTOPBIX
BApPUAHTAX OCYLIECTBJIEHUs] B-KieTOYHOE 3JI0Ka4eCTBEHHOE HOBOOOPA30BaHHE BBIOMPAIOT W3
IPyIIbL, cocTosmeld u3 JuMQoMel (Hampumep, JUMGPOMbI XOIKKHHA W HEXOMIKKHHCKOM
mumpomer (HXJI), neiiko3a u muenomsl. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHUs B-kieTouHoe
3JIOKQYeCTBEHHOE HOBOOOpa30oBaHWE BBIOMPAIOT W3 TPYNIBI, COCTOSIIEH U3. OCTPOro
JUM(POLUTAPHOTO  JIEHKO3a, XPOHUYECKOTO JUM(OLMTAPHOTO JIeHKo3a, (DOJUTUKYISIPHOMI
muMpomel, TMMOMBI U3 MaHTHUHHBIX KIETOK, Auddy3Holl B-kpynmHOKIETOYHOH NUMGPOMBI,
IJIa3MOLIMTOMBl U MHOKECTBEHHOII MHeNIOMbl. B HEKOTOpBIX BapuaHTax pakK MpeACTaBiIsieT
co0Ol MHOYKECTBEHHYIO MUEJIOMY. B HEKOTOpPBIX BapHaHTaX OCYLIECTBIEHHS PaK MPEACTaBISIET
cO0OM paKk MOJIOUHOM JKeJe3bl NI PaK SUIHHKA.

[0068] B HEeKOTOPBIX BapHaHTAaX OCYIIECTBIIEHUS B JAaHHOM W300pPETEHHUH MPEIJIOKEHO
NPUMEHEHHE KOMIIO3MLIWHU ISl JIeUeHHs] B-KJIeTOYHOro 3JI0KaueCTBEHHOTO HOBOOOpPA30OBaHMUS,
npUYeM KOMIIO3HULIUSI COAEPKUT: Oenok, copepskamuil DD, packpbIThlli B TaHHOM JTOKYMEHTE
(marmmpumep, DD, umeromuii aMMHOKHUCIIOTHYIO TIOCIIE0BATEIbHOCTD, PACKPBITYIO B Tadnuue 1,
WM UMEIOIUH aMUHOKUCJIOTHYI mnocienosarenbHocTh SEQ ID NO: 11-949 wmm 950);
HYKJIEHHOBOHM KHCJIOTBI, KOAMUPYIOLIEH OENOK, BEKTOp, COAEpKAIlMH HYKIEHHOBYIO KHCIOTY,
WIM KJIETKY-XO35IMHA, COJEP’Kallyl0 HYKJIEHHOBYIO KHUCJIOTY HJIM BEKTOp. B HeKkoTophIx
BApPUAHTAX OCYLIECTBJIEHUs] B-KieTOYHOE 3JI0Ka4eCTBEHHOE HOBOOOPA30BaHHE BBIOMPAIOT W3
IPyIIbL, cocTosmeld u3 JuMQoMel (Hampumep, JUMGPOMbI XOIKKHHA W HEXOMIKKHHCKOM
mumpomer (HXJI), neiiko3a u muenomsl. B HEKOTOPBIX BapHaHTaxX OCYIIECTBJICHUs B-kieTouHoe
3JIOKQYeCTBEHHOE HOBOOOpa30BaHME BBIOMPAIOT W3 TPYMIbL, COCTOSIIEH U3. OCTPOro
muMdoruTapHoro Jiefiko3a, XpPOHHYECKOro JIUM(OIMTAPHOTO JIeHKo3a, (POJUTUKYISIPHOM
muMpomel, TMMOMBI U3 MaHTHUHHBIX KIETOK, Auddy3Holl B-kpynmHOKIETOYHOH NUMGPOMBI,
IJIa3MOLIMTOMBl U MHOXECTBEHHONH MuenoMbl. B HekoToprlx BapuaHtax B-kierounoe
3JI0KA4eCTBEHHOE HOBOOOPA30BaHME MPEACTABIISIET COO0H MHOKECTBEHHYIO MHEJIOMY.

[0069] B HEeKOTOPBIX BapHaHTAX OCYIIECTBJIICHUS B JAHHOM H300pPETEHUU MPEIJIOKEHO
IPUMEHEHHE KOMIIO3ULIMU I JIeYeHMs] pacCTPONCTBA, CBA3aHHOro ¢ B-kieTkamu, mpuuem
KOMIIO3ULIUS COACPIKUT: OeJoK, coaepxkatnuii DD, pacKpbITbIi B JAHHOM JOKYMEHTE (HarpuMep,
DD, wumeromwuii aMHUHOKHCIOTHYIO IIOCJIE€NOBATEIbHOCTh, PACKPBITY0 B Tabmuue 1, wium
UMEIOIUH  aMHHOKUCJIOTHYI0 —mocienoBatenbHocTe SEQ 1D NO: 11-949 wmu 950);

HYKJIGMHOBOHM KHCIJIOTBI, KOOUPYIOIIEH OeNoK, BEKTOpP, CONEpKaIUil HYKJIEMHOBYIO KHCJIOTY,
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WJIU KJIETKY-XO35IMHA, COAEP>KALYI0 HYKIEUHOBYIO KHCIIOTY WA BEKTOP.

[0070] B HEeKOTOpBIX BapHaHTAaX OCYIIECTBJIICHUS B JAHHOM H300pPETEHUU MPEIJIOKEHO
NPUMEHEHHE KOMIO3ULUU JJs JIEYEeHUs pPAacCTPOMCTBA HMMYHHOM CHCTEMBI, MpUYEM
KOMIIO3ULIUS COACPIKUT: OeJoK, coaepskammii DD, pacKpbITBbIi B JAHHOM JOKYMEHTE (HaIrpuMep,
DD, wumeromwuii aMHUHOKHCIOTHYIO IIOCJIE€NOBATEIbHOCTh, PACKPBITY0 B Tabmuue 1, wium
UMEIOIUH  aMHHOKUCJIOTHYI0 —mocienoBatenbHocTe SEQ 1D NO: 11-949 wmu 950);
HYKJIEMHOBOHM KHCJIOTBI, KOAMUPYIOLIEH OENOK, BEKTOp, COIep KaIuii HYKJIEHHOBYIO KHCIOTY,
WU KJIETKY-XO35MHA, COAEPXKAIIYKH) HYKJIEWHOBYIO KHUCJIOTY WJIH BEKTOp. B HEKOTOpBIX
BAPMAHTAX OCYLIECTBICHHUS pPACCTPOHCTBO MMMYHHOH CHUCTEMBI MpPENCTaBIsAET COOOM
ayTOMMMYHHO€ 3a00JIeBaHHE, TAKOE KaK PeBMATOMIHBINA apTPHUT.

[0071] B nDOMONHUTENBHBIX BapHAaHTaX OCYLIECTBIEHHS B JaHHOM H300peTeHHH
MPEeMJIONKEHO NPUMEHEHHE UMMYHHOM KJIETKH, COAEp Kalleld XUMEPHBIM aHTUI'€HHBIH pEeLenTop
(CAR), nnsa neuenus paxa, npudeM CAR conepskut: TOMeH CBS3bIBAHUS MHIIEHH, COIESPIKAIIHIA
MOJIUMENTHA, WMEIOIINA aMHHOKHUCIOTHYIO TIOCJIE€NOBATEIbHOCTh, BBIOPAHHYIO W3 TPYIIIHL,
cocrosieiit 3 SEQ ID NO: 11-949 u 950, mpu 3TOM monumnenTHy crenuduyeckn CBSI3bIBAET
NPEACTABISIIOIYI0 HHTEPEC MHUIIEHb, SKCIIPECCHPYEMYI0 PAKOBOH KJIIETKOH, TpaHCMEMOpaHHBIH
JOMEH U BHYTPUKJIETOUHBIN JJOMEH, IIPU 5TOM BHYTPUKJIETOYHBIN JOMEH COACPKUT CUTHAJIbHBIN
JIOMEH, B KOTOPOM TMpPH BBEICHUU CYOBEKTY, MMEIOLIEMY paK, JIOMEH CBSI3bIBAHMA MHIIEHH
cnenn(UIeCKn CBSI3BIBACTCSl C TNPEACTABISIIOIEH HWHTEPEC MUIIEHBIO, HKCIPECCHPYEMOi
PaKOBOW KJIETKOW, W NPH 3TOM CBSI3bIBAHUE MPEACTABJAIOLIECH MHTEPEC MUILIEHH UHAYLHUPYET
UMMYHHYK) KIJIETKY Ui TE€HEepalMM LUTOTOKCUYECKHX CUTHAJIOB, KOTOpblE MNPHUBOJAT K
LIUTOTOKCUYECKUM 3(pexkraM Ha pakoBbIX KJETKax. B HEKOTOPBHIX BapHaHTaX OCYIIECTBICHHS
UMMYHHasl KJIeTKa npeacranisier coboi T-kieTky mmm kieTky ecrecreeHHoro kmuiepa (NK). B
HEKOTOPBbIX BapHaHTAaX OCYIIECTBJIEHUs] UMMYHHAas KJeTKa mpencrasisier coboit T-kierky. B
HEKOTOPBIX BApUAHTAX OCYIIECTBJICHUS HMMYHHAasl KIJI€TKa TMPENCTaBJIsAeT COOOH KIETKY
ecrectBeHHOro kmuiepa (NK). B HEKOTOpbIX BapuaHTax OCYIIECTBICHHS MMMYHHAs KJIETKA He
spysiercst T-xnerkoit wim NK-kierkoil. B apyrux BapuanTax OCyLIECTBIIEHHS CYOBEKTY BBOIST
KOMOWHAIIMIO PA3JINYHBIX TUTIOB MMMYHHBIX KileTok CAR (Hampumep, T-knerok u NK-kieTok).
B HexoTOpBIX BapuaHTax pak MPEACTaBysseT cOO0M MHOMXECTBEHHYIO MHEJIOMY. B HEKOTOpBIX
BAPHAHTAX OCYILIECTBICHHS PaK MPENCTABISIET COOOH paKk MOJIOYHOM KeJIe3bl MIIH PaK sIMUHUKA.

[0072] B nOMONHUTENBHBIX BapHAaHTaX OCYLIECTBIEHUS B JAHHOM H300peTeHHH
MPEeMJIONKEHO NPUMEHEHHE UMMYHHOM KJIETKH, COAEp Kalleld XUMEPHBIM aHTUI'€HHBIH pEeLenTop
(CAR), nns nedyeHuss B-KJIeTOYHOTO 3JI0KAUECTBEHHOTO HOBooOpasomanus, npuiemM CAR
COACPKUT:  JOMEH  CBSI3bIBAHMsS  MHIIEHW, COAEpXKAIUMP  MOJUNENTHH, HMEKIIUR

AMUHOKHUCJIOTHYIO MOCJIeNOBATEIBHOCTD, BEIOPAaHHYIO U3 Tpymimbl, cocrosimed u3 SEQ ID NO:
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11-949 umu 950, pu 3TOM NOJUNENTH] CHeNU(IUECKN CBA3BIBAET MPENCTABJISIONIYI0 HHTEPEC
MUIIEHb (HampuUMep, MHIIEHb, KCIPECCUPYEMYIO 3JI0Ka4eCTBEHHOW B-kieTkoi, Takoil Kak
BCMA, CS1 unu CD123, npu 5TOM IOMEH CBSA3BIBAHUS MUILIEHU COACPKUT AMUHOKHCIIOTHYIO
MOCJIEZIOBATENILHOCTD, BbIOpaHHYIO U3 rpynmbl, cocrosiiei 3 SEQ ID NO: 11-306, 307-740 u
896-910), TpaHCMeMOpaHHBIN TOMEH U BHYTPUKJIETOYHBIH JOMEH, IIPH 3TOM BHYTPHUKJIETOUYHBINA
JIOMEH COAEP)KUT CUTHAJIBHBIA JTOMEH, B KOTOPOM IPH BBEIEHHH CYOBEKTy, UMEIOIIEMY pakK,
JIOMEH CBSI3bIBAHMA MHUIIEHH CIEUU(PUIECKH CBSA3BIBAETCS C TMPEACTABISIOIIEH HWHTEpecC
MUILIEHBIO, SKCIpecCHpyeMol B-kieTko# 370KaueCTBEHHOTO HOBOOOPA30BaHUS, U MPU 3TOM
CBS3BIBAHUE MPEACTABJSIIOLEH HWHTEpPeC MHUIIeHM WHAYLUPYET MMMYHHYIO KIETKY IS
reHepaLry HUTOTOKCHUECKUX CHUTHAJIOB, KOTOPBIE MPUBOASAT K IIUTOTOKCHYECKUM 3¢ dexram Ha
B-kneTkax 310Ka4eCTBEHHOrO HOBOOOpa3oBaHHs. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHHS
UMMYHHasl KJIeTKa npeacrasisier coboi T-kneTky mnmm kieTky ecrecreeHHoro kmuiepa (NK). B
HEKOTOPBbIX BapHaHTAaX OCYIIECTBJICHHS] UMMYyHHas KJeTka mpencrasisier coboit T-kierky. B
HEKOTOPBIX BApUAHTAX OCYIIECTBJICHUS HMMYHHAasl KIJI€TKa TMPENCTaBJIsAeT COOOH KIETKY
ecrectBeHHOro kmuiepa (NK). B HEKOTOpbIX BapuaHTax OCYIIECTBICHHS MMMYHHAs KJIETKA He
spysiercst T-xnerkoit wim NK-kietkoil. B apyrux BapuaHTax OCyLIECTBJICHUS CYOBEKTY BBOIST
KOMOWHAIIMIO PA3JINYHBIX TUTIOB MMMYHHBIX KileTok CAR (Hampumep, T-knerok u NK-kieTok).
B HekoTophIX BapuaHTax B-KkjeTo4HOE 3J0KaYeCTBEHHOE HOBOOOPA30BAHHME IPENCTABIIACT
co00¥ MHOXECTBEHHYIO MUEIIOMY.

[0073] B nOTMOJMHUTENBHBIX BapHAaHTAaX OCYLMIECTBJICHUS B JaHHOM HW300peTEHUU
MPEeMJIONKEHO NPUMEHEHHE UMMYHHOM KJIETKH, COAEp Kalleld XUMEPHBIM aHTUI'€HHBIH pEeLenTop
(CAR), st neueHust paccrpoiictBa UMMyHHOU cuctemsl, mpuueM CAR comepxut: momeH
CBA3BIBAHWA  MUINEHH,  COAEpKAIUNA  NOJUNENTHJ,  HUMEKLUNA  aMHUHOKHCIOTHYIO
MOCJIEOBATEIFHOCTD, BRIOPaHHYIO U3 rpynimbl, cocrosiein uz SEQ ID NO: 11-949 u 950, npu
S5TOM TMOJIUNENTHUA  CINEeHU(PHUUECKH CBS3bIBACT MPEACTABISIIOIIYI0 HHTEPEC  MUIIEHb,
SKCIPECCUPYEMYI0 UMMYHHOU KJIETKOW, MOIJIeKAIIe JISYeHUI0, TpaHCMeMOpaHHBIH JOMEH U
BHYTPUKJIETOYHBIN AOMEH, IPU 3TOM BHYTPHUKJIETOYHBINA JOMEH CONEPKUT CUTHAJIBHBIN JOMEH, B
KOTOPOM TMpH BBEIEHUH CYOBEKTY, MMEIOLIEMY PacCTPOHCTBO MMMYHHOH CHCTEMBI, JOMEH
CBSI3BIBAHMS MHIIEHH CIEHU(UUECKH CBA3BIBAETCA C NPEACTABISIIOMEH WHTEpeC MHIIEHbBIO,
SKCIPECCUPYEMON UMMYHHON KJIETKONH-MHUIIEHBIO, U MPU 3TOM CBS3bIBAHUE MPEACTABJISIOLIECH
UHTEpPEC MHILICHH WHAYIHPYET PEKOMOMHAHTHYO WMMYHHYIO KIETKY Ui TeHepaliu
LIUTOTOKCUYECKUX CUTHAJIOB, KOTOPBIE MPUBOISAT K LINTOTOKCHUYECKUM 3P PeKTaM Ha UMMYHHBIX
KJIETKaX-MUIIEHAX. B HEKOTOPBIX BapHAaHTax OCYILIECTBJIICHUS UMMYyHHAasl KJIETKA MPEACTaBISAET
coboii T-knmerky wmm kierky ecrectBeHHoro kwuiepa (NK). B Hekoropex BapmaHTax

OCYILECTBJEHUS] UMMYyHHas1 KjieTka He sBisercss T-knerkod win NK-kieTkoil. B HEKOTOpbIX
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BAPMAHTAX OCYIIECTBJICHUS HMMYHHAs KJIETKA TPENCTaBJsAeT COOOHM KIETKY eCTeCTBEHHOIrO
kuiiepa (NK). B HEeKoTOpbIX BapuaHTax OCYIIECTBICHHS MMMYHHas KJeTKa He siBisiercs T-
kiaerkod wumm  NK-knerkodl. B ngpyrux BapuaHTax OCYIIECTBICHHS CYOBEKTY BBOZST
KOMOWHALMIO Pa3IMYHbIX TUIIOB UMMYHHBIX KieToK CAR (Hanmpumep, T-knetok u NK-kieTok).

[0074] CriocoObl, KpaTKO U3JI0KEHHBIE BBIIIE /MU U3JIOKEHHbIE B TAHHOM JOKYMEHTE,
OTIMCBHIBAIOT OTPENETICHHbIC NEHCTBUSA, MPEANPHHUMAEMbIE MPAKTUKYIOLUIUM BpPAaYOM; OJIHAKO
CieyeT TOHMMAaTh, YTO OHM MOTYT TaKXKe BKJIIOYATh YKa3aHHE 3TUX ACUCTBUH Ipyroi
cropoHoii. Takum o00pa3oM, Takue MISUCTBUS, KaK «BBEACHHE T-KJIETKH, coAep:Kailein
cnenn(UIeckn CBS3BIBAIOIIMN MHIIeHb monunentua-CAR», BKIIIOYAOT «HUHCTPYKLHIO T10
BBEICHUIO T-KJIETKH, coeprKaIiel criennpuIeckn CBA3BIBAIOIINN MUIIeHb noaunentua-CARY.

[0075] B HEKOTOPBIX BapHaHTaX OCYLIECTBJICHUS B JAHHOM PACKPBITHHU MIPEIJIOKEHO:

Gg

[1.] benok, comep:kamquii TOMEH CBSI3bIBAHUS MUIIEHU Ha ocHOBe nomeHa D (DD),
npudem DD npencrasisier co00H uiieH, BBIOpaHHBINA U3 TPYIIIBI, COCTOSIIEH U3:

(a) DD, xortopsriii cnerduueckn cBsizpiBaeT BCMA 1 conepXUT aMUHOKHCIOTHYIO
nocnenoBarenbHocTh SEQ ID NO: 11-305 umu 306;

(b) DD, xotopsriii crieruduuecku cesizbiBaer CD123 u comep:KUT aMUHOKHCIOTHYIO
nocnenoBarenbHocTh SEQ ID NO: 307-739 unm 740,

() DD, xortopsrii cneungudecku cpsizbiBaeT AFP u comepKuT aMHHOKHCIOTHYIO
nocnenoBarenbHOCTh SEQ ID NO: 741-874 nnm 886-895;

(d) DD, xotopsrii cnieruduuecku cesi3piBaeT p26 AFP u comepkuT aMHHOKHCIOTHYIO
nocnenoBarenbHOCTh SEQ ID NO: 741-874 nnm 886-895;

(e) DD, xortopwri cnemmpudeckn cBszbiBaeT CS1 M COAEPKUT aMUHOKHCIOTHYIO
nocnenoBarenbHoCcTh SEQ ID NO: 896-909 unm 910; u

® DD, xortoperii cnieruduuecku ceszpiBaeT HER2 u copep:kuT aMUHOKHCIOTHYIO
nocnenoBarenbHOCTh SEQ ID NO: 911-949 unm 950;

[2.] ©Genox 1o [1], B koTopom DD cHT ¢ reTepOJIOTHYHBIM TOJTUIETITUIOM.

[3.] Oemox mo[2], B KOTOPOM TeTEPOJIOTMYHBIA  TOJHUIENTHI  COAECPHKHUT
MOJTHOPAa3MePHOE aHTUTENIO W (PParMeHT aHTHUTENA.

[4] Oemox mo[2], B KOTOPOM Te€TEPOJIOTUYHBIA TMOJUICHTHI CONEPKUT UIJIEH,
BbIOpPAHHBIN U3 TPYIIIBL, COCTOSIIEH U3

(a) TpaHCMEeMOPAHHOTO IOMEHa,

(b) ACCOLIMMPOBAHHOTO ¢ MeMOpaHOU JOMEHa;

(©) CBIBOPOTOYHOTO aIbOYMUHA YeJIOBEKa WK ero (pparmenra;

(d) AFP wnu ero ¢pparmenTa;
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(e) p26 AFP wnu ero ¢pparmenTa; u

) BHEKJIETOYHOTO IOMEHA PerenTopa Wik ero pparMenra;

[5] ©Gemox mo [3], B kotopom DD cnur ¢ aMHHO KOHLIOM TSDKEJIOW IIeNH
MOJHOPA3MEPHOTO AaHTHUTENA, aMUHO KOHLIOM JIErKOM LenH TMOJHOPAa3MEPHOIO AaHTHUTENa,
KapOOKCUJIbHBIM KOHLIOM TSDKEJIOW LIeNH TMOJIHOPA3MEPHOTO aHTHTEeNA, WM KapOOKCHIBHBIM
KOHIIOM JIETKOH [eNH MOJHOPAa3MEPHOTO aHTUTENA,

[6.] ©Oenok 1o [3], B KOTOPOM T'eTepPOJIOTUYHBIN MOJUIENTH PeAcTaBsieT codoit Fc;

[7] ©Gemox mo [2], B KOTOPOM Te€TEPOJIOTHYHBI MOJHUMIENTHI  COAECPHKHUT
BHEKJIETOYHBI JOMEH WiH ()parMEeHT BHEKJIETOYHOrO JOMEHAa pelenTopa, BbIOPAaHHOTO U3
rpynmnsl, cocrosimeit u3: BCMA, CD123, CS1 u CD19;

[8.] ©Genox no mrobomy u3 [1]-[7], KOTOPBIH SBISETCS MEYEHBIM;

[9.] OGenmox mo [8], B KOTOPOM METKy BBIOMPAIOT U3 TPYIIbL, COCTOSINEH U3
(dbepMeHTaTUBHON METKH, (bayopecueHTHOM METKH, JIIOMUHECLIEHTHOH METKH,
OMOJFOMUHECIIEHTHON METKH U OMOTHHOBOTO (hparMeHTa,

[10.] OGenox mo mrobomy u3 [1]-[10], KOTOPBIN KOHBIOTUPOBAH ¢ TEPANIEBTUYECKUM HITH
LUTOTOKCUYECKUM areHTOM,;

[11.] xwumepubiii antureHHslii penentop (CAR), KOTOpBIH COAEPKHUT JTOMEH
CBSI3BIBAHUS MUIIIEHH, Coepskamuii 6eyok no modomy us [1]-[5];

[12] CAR mo [11], KOTOpBI COHEPKUT JIOMEH CBSI3bIBAHUS  MUIIEHHU,
TpaHCMeMOpaHHBII JOMEH 1 BHYTPHUKJIETOUHBIA CUTHAJIBHBIN TOMEH;

[13.] CAR mo [11] wmm [12], B KOTOPOM TpaHCMEMOpPAHHBI JOMEH COIEPIKUT
TpancMeMmOpaHHbIid foMeH 41BB i CD28;

[14.] CAR no nrobomy u3 [11]-[13], B KOTOPOM BHYTPHUKJIETOUHBII CUTHAIBHBIN TOMEH
BBIOMPAIOT W3 TPYIIIBI, COCTOSALIEH W3 noMeHa anbda-, Oera- wim A3erta- uenu peuentopa T-
KJIETOK YesioBeka;, nomeHa 41BB uenoseka; nomena CD28 venoBeka u 1000i X KOMOUHALINHY,

[15.] CAR mo [11]-[14], B KOTOpOM BHYTPUKJIETOUYHBII CUTHAJbHBIA JOMEH CONEPIKUT
BHYTPUKJIETOYHBIH JOMEH KOCTUMYJIHMPYIOLIEH MOJEKYJbI, BBIOPAHHON W3 TPYIIIbI, COCTOSIIEH
uz CD27, CD28, 4I1BB, 0X40, CD30, CD40, PDI1, anrtureHa, cBs3aHHOrO ¢ (yHKLMEH
mumponntos-1 (LFA-1), CD2, CD7, LIGHT, NKG2C, NKG2D, B7-H3, nuranmga, KOTOpBIH
cnieruduaeckn cpsizbiaetcs ¢ CD83, u mroboi nX KOMOMHAIIHH;

[16.] Oenox mo mobomy u3 [1]-[15], KOTOpBIA NOMOJHUTENBHO CONEPIKUT BTOPOM
JIOMEH CBSI3bIBAHUSI MUILICHU, UMEIOLITUN Ty K€ WJIM IPYTYI0 MHUIIEHb, YTO U JOMEH CBSI3bIBAHMUS
MUIIIeHU Ha ocHOBe DD,

[17.] BbImENeHHAs] HYKJIEHMHOBAsI KUCJIOTA, KOOUpPYIOIIas Oenok mo jrodomy us [1]-[16];

[18.] BekTOp, comepskaluil HyKJIEMHOBYIO KUCIOTY 110 [17];



PCT/US2018/060887 35 WO 2019/099433

[19.] Bekrop mo [18], B KOTOPOM HYKJIEMHOBAas KUCJIOTa (PYHKIMOHAJIBHO CBsI3aHA C
HYKJICOTUAHOHN MOCJIEA0BATENbHOCTBIO, KOTOPAsl PETYJIHPYET SKCIPECCHIO Oelika, KOAUPYEMOTO
HYKJIEMHOBOH KHCJIOTOM,

[20.] Bekrop mo [19], koTOPBIH NpencTapsieT coOOM TIEHTUBUPYCHBINA BEKTOP;

[21.] xneTka-xO3siMH, conepskalias HyKJIEMHOBYIO KUCIOTYy 1o [17] wim BeKTOp MO
nrobomy u3 [18-21];

[22.] xJerka, CKOHCTPYUpPOBAHHAS JUTsI SKCTIpeccuu Oejka mo jrodomy us [1]-[16];

[23.] xnerka mo [21] wnu [22], B KOTOpO# KjeTka mpencTasisier cobor T-kieTky wim
ecTecTBeHHYIO KJeTKy-kmniepa (NK);

[24.] dapmaneBTHUecKas KOMMO3WLMS, coaepkamas Oenok mo jrodomy u3 [1]-[16],
HYKJIEMHOBYIO Kucjoty o [17], Bekrop mo [18], [19] wnm [20], nm kiaerky mo modomy u3 [21]-
[23];

[25.] wabop, comep:xamuii 6enok no odomy us [1]-[16];

[26.] cnocob nedeHus CyObeKTa, UMEIOIIETO PaK, BKITIOYAFOIIIHI:

BBelneHUe CyObekTy s3(ddekTuBHOro konudectsa Oenmka mo sodomy wu3 [1]-[16],
HYKJIEMHOBOH KUCIOTHI 110 [17], BexTopa mo [18], [19] wwm [20], kierku no jrodomy u3 [21]-[23]
i papMareBTUIeCKOH KOMIO3UIUH 110 [24];

[27.] cmoco® mo [26], B KOTOpOM pak mpencrasisier coboit B-knetouHoe
3JI0OKaYeCTBEHHOE HOBOOOpa3OBaHUE, BBIOPAHHOE W3 TPYIIBL, COCTOSIIENH W3 JTUMQPOMBI
(marmmpumep, sumdombl XOIKKMHA W HEXOMKKUHCKoM juMmdombr  (HXJD), neiikosa,
MJIa3MOIIUTOMBI U MUEJIOMBI,

[28.] cmocob mo [27], B koTOpOM B-KjieTOYHOE 3JI0Ka4eCTBEHHOE HOBOOOpa30BaHUE
BBIOMPAIOT W3 TPYIIbL, COCTOSIEN W3 XPOHUYECKOro JHMM(OLUTAPHOTO JIEHKO3a,
bommukynsapaol  nuMdomel, TUMGOMBI U3 MAHTUHHBIX KiIeTok U aupdysHoit B-
KPYITHOKJIETOYHOU JTUM(POMBI, MJIA3MOIIUTOMBI K MHOK€CTBEHHON MHEJIOMBI,

[27.] cmoco® mo [26], B KOTOpPOM pak TpPEACTaBjIsieT COOOH MHENONIHOE
3JI0KA4eCTBEHHOE HOBOOOpPA30BaHHME, BBIOPAHHOE M3 TPYMIBI, COCTOSIIEH W3 XPOHUYECKOTO
MHEJIOUTHOTO JIEMKO3a, OCTPOro MUEJOUAHOTO JIEHK03a, JEHK03a, MJIa3MOLIMTOMBI U MUEJIOMBI,

[29.] cnocob neyeHus: CyObeKkTa, UMEIOIIEro PacCTPONCTBO, CBsi3aHHOE ¢ B-kieTkamu
(HampuMep, MOHOKJIOHAJBHYKD  TaMMamaThio  ompenejeHHoro  3Hadenus), (MGUS)),
BKJTIOYAIOIINI: BBeJeHHE CYOBeKTy 3(hPeKkTHBHOTrO KojmuecTBa Oenka mo jgrodomy u3 [1]-[16],
HYKJIEMHOBOH KuCHOTHI 10 [17], Bektopa mo [18], [19] wiu [20], knetku nmo modomy u3 [21]-
[23], nnu papmaneBTHUECKOH KOMIO3HIKH 110 [24];

[30.] cmoco® nedeHus CyOBEeKTa, HUMEIOIIETO PACCTPONCTBO HUMMYHHOH CHCTEMBI,

BKJTIOYAIOIIUI: BBeJleHHE CYOBeKkTy 3(hPekTHBHOTrO KojmuecTBa Oenka mo jrodomy u3 [1]-[16],
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HYKJIEMHOBOH KuCHOTHI 1o [17], Bektopa mo [18], [19] wiu [20], knetku nmo modomy u3 [21]-
[23], nnu papmaneBTHUECKOH KOMIO3HIKH 110 [24];

[31.] cmocob mo [30], B KOTOPOM pPacCTPOMCTBO MMMYHHOH CHUCTEMBI MPENCTaBJISIET
co0ol ayTOMMMYHHO€ 3a00JIeBaHHE, TAKOE KaK PEBMATOUIHBINA apTPUT,

[32.] cnocob nedeHus CyObeKTa, UMEIOIIETO PAK, BKITIOYAFOIIIHI:

BBEJICHUE CyOBEKTY IMMYHHOM KJIETKH, COAEprKallel XUMEePHBI aHTUT€HHBIH PeenTop
(CAR), mpuuem CAR comep»kuT: HTOMEH CBSI3bIBAHUS MUIIEHH, coaepkamuii DD, umerommmii
AMUHOKUCJIOTHYIO MOCJIeNOBATEIBHOCTh, BRIOpaHHYIO U3 rpymimbl, cocrosimed u3 SEQ ID NO:
11-949 u 950, HeoOsizarenbHO, Tipu 3ToM DD crneumduuecku CBS3BIBACT MPEICTABIISIFOIIYIO
WHTEPEC MULIEHD, SKCITPECCUPYEMYIO PAKOBOU KIIETKO,

TpaHCMeMOpaHHBIM JOMEH W BHYTPUKIIETOYHBIH JOMEH, MPUYEeM BHYTPHUKJIETOUYHBIH
JIOMEH COJNEpPXKUT CHUTHAJIBHBIA JOMEH, W TPH 3TOM TIIOCIE€ BBEACHUS CYOBEKTY JOMEH
CBSI3BIBAHHMS MHIIEHH CIEHU(UUECKH CBA3BIBAETCA C NPEACTABISIIOMEH WHTEpEC MHILEHbBIO,
SKCIIPECCUPYEMON PaKOBOM KJIETKOU, U

MPU 3TOM CBSI3bIBAHUE MPEACTABJISIOUEH HHTEPEC MUIIEHH HHIYLUHPYET UMMYHHYIO
KJIETKY JJI1 CO3JaHMsl LUTOTOKCUYECKUX CUTHAJIOB, KOTOpbIE MPUBOIAT K LIUTOTOKCHUYECKUM
s¢dexTam Ha pakoBOIl KIIETKE;

[33.] cnocob mo [32], B KOTOPOM UMMYHHAsI KJIETKa MpencTaBisier codoii T-kieTky;

[34.] cnocob mo [32], B KOTOPOM UMMYHHAsI KJIeTKa mpencTasisier coboit NK-kiieTky;

[35.] cnocob mo [32], B KOTOPOM BBEICHUE SIBJISIETCS] BHY TPUBEHHBIM,

[36.] npuMeHeHHe KOMIIO3ULIMU JUIsl JIEUEHHUs paka, IpUYeM KOMIIO3ULIUS COAEPKUT
oenok no mrodomy u3 [1]-[16], HykinenHOBYIO KucaoTty o [17], Bekrop mo [18], [19] wmu [20],
WK KJIETKY 1o Jrodomy u3 [21]-[23];

[37.] npumenenue mo [36], B KOTOpoM pak mnpencrapiser coboii B-kierouHoe
3JI0KA4€CTBEHHOE HOBOOOpA30BaHUE;

[38.] mnpumenenue mo [37], B koTropoM B-kjerouHoe  3JI0KAYECTBEHHOE
HOBOOOpAa30BaHUE BBIOMPAIOT W3 TPYMIBI, COCTOsIIeH H3 JuMQOMBI (Hanpumep, JTUME(OMBI
XOKKUHA U HEXOLKKUHCKOH tumbombl (HXJI), neiiko3a 1 MHEJIOMBIL,

[39.] npumenenue mo [38], B koTopoM B-kjeTOuHOE  3JOKAYECTBEHHOE
HOBOOOpPA30BaHUE BBIOMPAIOT W3 TPYMIBI, COCTOSIIEH H3: XPOHHYECKOro JHMM(OIMTAPHOTO
neiiko3a, (GoTuKyIsipHOH nuMpOMBI, JUM(POMBI U3 MAaHTUHHBIX KJIeTOK U auddy3Hon B-
KPYITHOKJIETOYHOU JTUM(OMBI,

[40.] npumeHeHHME KOMIIO3UIMU [UJIsl JICUCHHUs] PACCTPONCTBA, CBS3aHHOTO ¢ B-
KJIETKAMH, B KOTOPOM KOMIIO3HUIIUSI CONMEPKUT Oeyok mo jrobdomy u3 [1]-[16], HykiienHOBYIO

kucinory mo [17], Bekrop mo [18], [19] wmm [20], xnerky mo jrobomy u3 [21]-[23], wiu
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(hapMaeBTHUECKYI0 KOMIO3UIUIO 10 [24]

[41.] npuMeHeHHe KOMIO3HMLIUU IJIsl JIEYEHUs PacCTPONCTBA MMMYHHOH CHUCTEMBI, B
KOTOPOM KOMIIO3HIIHSI COAEPKUT OeJIok o Jirobomy u3 [1]-[16], HykienHOBYIO KUCHOTY 110 [17],
Bektop mo [18], [19] wm [20], xierky mo mrobomy uz [21]-[23], wnim apManeBTUYECKYIO
KOMIIO3UIIUIO 10 [24]

[42.] npumenenue mno [41], B KOTOPOM pacCTpPONWCTBO HMMYHHOHW CHCTEMbI
npeacTaBisieT cOO0H ayTOMMMYHHOE 3a00JIeBaHUE, TAKOE KaK PEBMATOUIHBIN apTPUT,

[43.] npuMeHeHHe UMMYHHOMN KJIETKH, COofeprKallell XMMepPHbIM aHTUTE€HHBINH peLenTop
(CAR) s nedenus paka, mpudeM CAR conmep:kut: TOMeH CBSI3bIBAHHUS MUIIECHU, COAEP KAIIUN
DD, conepramuii aMIHOKHCIIOTHYIO TIOCIENOBATEIBHOCTD, BHIOPAHHYIO U3 TPYIIIbI, COCTOSIIEH
u3 SEQ ID NO: 11-949 unmu 950, u, HeoOs3aTeabHO, IPH 3TOM JOMEH CBSI3BIBAHUS MUIIEHU
cnenn(UIeCKH CBS3BIBACT IMPENCTABISIIOLUIYI0 HMHTEPEC MHUIIEHb, SKCIPECCHPYEMYIO PaKOBOM
KJIETKOH,

TpaHCMeMOpaHHBIII OMEH W BHYTPUKJIETOYHBIH OMEH; MPHUYEM BHYTPHKJIETOUYHBIN
JIOMEH COJNIEPKUT CHUTHAJIbHBIA JOMEH, MPU 3TOM IOCNE BBEISHHs CYOBEKTY, UMEIOIIEMY pPakK,
JIOMEH CBSI3bIBAHMA MHUIIEHH CIEUU(PUIECKH CBSA3BIBAETCS C TMPEACTABISIOIIEH HWHTEpecC
MHUIIEHBIO, SKCIIPECCUPYEMON PAKOBOH KJIETKOM, U

IPU 3TOM CBS3bIBAHUE IMPENCTABISAIOLIEN HWHTEpeC MHUIIEHU HHAYLHPYET HUMMYHHYIO
KJIETKY JJi1 CO3JaHMsl LIUTOTOKCUYECKUX CUTHAJIOB, KOTOpbIE NPUBOAST K LIUTOTOKCUYECKHUM
s¢dexTam Ha pakoBO KIIETKE;

[44.] npumenenue mo [43], B KOTOPOM UMMYHHasl KJeTKa Mpencrasisier coboir T-

KJIETKY WJIH €CTeCTBEHHYIO KiieTKy-kujuiepa (NK).

KPATKOE OIIMCAHUE I'PA@UYECKHUX MATEPHUAJIOB

[0076] Ha @ur. 1A-1B, DDpp npupatoT HOBble CIELU(PHYHOCTH CBSI3bIBAHUS APYTOH
MoJIeKyJie (Hampumep, TMOJHOPAa3MEPHOMY aHTUTENy) KaK 4YacTU CIUTOro Oenka (Hampumep,
ciuroro Oenka antuteno-DDpp). Caursie DDpp-anTutena ObUTH CO3MaHBI C UCTOIB30BAHUEM
RSV-cneunduunoro anturena (SYN) u modoro nentuna 6e3 mutnean SEQ ID NO: 1 (DD) unum
CD137-cneunduunsiit DDpp (bb10) (SEQ ID NO: 876). DDpp ciutsl ¢ N-konom (bb10-SYN
u DD-SYN) wm ¢ C-xonnom (SYN-bb10 m SYN-DD). Bce uerbipe CIOHMTBIX aHTHTENA
cBsizbiBatOTCst ¢ RSV (@ur. 1A). OgHako bb10 cnuteiii ¢ N-konoM (bb10-SYN) mmu C-xoHLom
(SYN-bb10) TspKenol menu aHTHTENAa NMPUAAET HOBYIO crielupUIHOCTD cBszbiBaHMA CD137 ¢
MOHOCTIeUU(UIHBIM aHTHTENOM (Pur. 1B).

[0077] Ha @ur. 2A-2F. T-knetku CD123-DDpp-CAR npoayuupyroT LUTOKUHBI B OTBET

Ha cBs3biBaHWe ¢ MmuimieHbto. Ha ®dur. Ha dur.2A u 2B mnokazaHbl gaHHBIE, CBSI3aHHBIE C
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npoayknuer ramma-unrepdepona (IFNy) T-xmerkamu, skcmpeccupyrommmu CD123-DDpp-
CAR, npu cosmectHOM KyabTuBupoBaHuu ¢ CD123-neratuBHoi onyxonbto K562 u CD123-
nosutuBHOM omnyxonsto BDCM, coorBerctBeHHo. Ha @®ur. 2C u 2D mnpencrasieHbl
aHAJIOTUYHBIE JAaHHbIE, U3MEPSIOLINe Mpoaykuuo uHtepneiikuHa-2 (IL2) T-xnerkamu CD123-
DDpp-CAR npu coBmecTtHOM KynbTusupoBanuu ¢ K562 u BDCM cootsercreenHo. Ha ®@ur. 2E
u 2F npencrasneH cxoqHbli ynpasisieMblii Mumnenbto quTokuH (IFNy, IL2) T-knerkamu PD-L1-
DDppCAR  npu  COBMECTHOM  KYJIbTHUBHPOBAHUM  C  ONYXOJEBBIMM  KJETKaMmuy,
skcnpeccupyromumu PDL1 (SUDHL-1).

[0078] Ha ®ur. 3A-3B. T-knerku, sxcnpeccupytomue DDpp-CAR, He noasepratorcs
Ype3MEepPHOMY HCTOIIEHHI0 B Oosbiued crernenn, deM scFv. Ha ®ur. 3A mnpencraBneHa
skcmpeccust  Tpex wmapkepoB wucromenus (LAG3, PD1 wu TIM3) Hna T-knerkax,
skcrpeccupyromux pasiauuabie DDpp-CAR, mpu cXOIHBIX YPOBHSX 3KCIPECCUU 3TUX MapKepOB
Ha scFv-CAR 32716 (32716 (Du X1, Ho M, Pastan 1. 2007. HoBble IMMyHOTOKCHHBI, HalleJICHbI
Ha CDI23 - aHTWreH CTBOJIOBBIX KJIETOK Ha KJIETKaxX OCTPOTO MHEJIOWAHOrO JeHkos3a. J
Immunother. 30(6): 607-13). Ha ®ur. 3B mnoka3aHbl AaHHBIE NPOTOYHON LIUTOMETpPUH,
JEMOHCTPHUPYIOLINE CXOOHYIO J3KCIpPEeCCHI0 Mapkepa wucromenus Ha T-kinerkax DDpp-CAR
(3kcrpeccupyromux CD123, nHauenennyro Ha c¢g06 DDpp) mo cpasaenuto ¢ T-knerkoit CAR,
skcnpeccupyromeii CD123-cnieunduunsiii scFv (32716).

[0079] Ha ®ur. 4A-4C. T-xnerku, osxcnpeccupyromue DDpp-CAR (CD123-
HALlEJICHHbIE), TOABEPrarOTCs JAETPAaHYSIMMM TPH  COBMECTHOM  KYJBTHMBHPOBAHUU  C
SKCIPECCUPYIOIUMH MHIIEHb omyxoyieBbiMH kierkamu (BDCM). Ha ®ur.4A-4C mokasasbl
pe3yJbTaThl, TOJYyYEHHbIE TNPU KyJbTUBUpOBaHMHM T-kietok otaenpHo (Pur. 4A) wim B
npucytcTBuH Kietok K562 (®ur. 4B) mnmu BDCM (®@ur. 4C).

[0080] Ha ®ur. 5A-5D. T-xnerku, skcrpeccupyromue DDpp-CAR, onocpenyror
cnennPUIHYI0 U1 MULIEHH [UTOTOKCHYHOCTH omyxojgu. Ha ®Pur. 5A moka3aHbl IaHHbIE,
oTHocsmuecs: k npoueHTy yHuutoxeHuss CD123-DDpp-CAR T-xieTok OmyxosieBbIX KIETOK
K562, xoToprie siBistoTCA HeraTuBHbIMU B oTHoweHuu CD123. Ha ®ur. 5B nokasaH mpoLeHT
yHUUTOXEeHUs, Koraa HaueneHHble Ha CD123 DDpp-CAR T-kieTku, COBMECTHO KYJbTUBUPYIOT
¢ CDI123-nozutuBHbiMu KieTkamu BDCM. Jlanabie u3 ®@ur. SA u 5B Obutn mosydeHsl ¢
UCTOJb30BaHueM T-kieTok u3 nepsoro odpasua qoHopckoit kposu. Ha @ur. SC u 5D nokasassl
aHaJIOTUYHbIE NaHHbIE 11 T-KIeToK, COOpaHHBIX Y BTOPOrO JOHOPA.

[0081] Ha ®@ur. 6A-6E. nokasanel oucnenugpuunasie DDpp-CAR T-knerkn. Ha @ur. 6A
nokasaH npoueHT T-kietok, skcnpeccupyromux Hanenenabie Ha CD123 DDpp-CAR (cg06). Ha
®dur. 6B nokaszan npoueHt T-xierok, skcrnpeccupyroumux HauesneHHsle Ha PDL1 DDpp-CAR

(pb04). Ha @®ur. 6C mnokazaH mnpoueHT T-KIETOK, SKCIPEeCCUPYIOMHX OucrnenudpuuHbe
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HauenerHble Ha CD123-PDL1 DDpp-CAR (skcnpeccupyemsbie ¢ ¢g06 DDpp, nuctanpHeIM K
meMmOpane T-kietok, mo cpaBHernto ¢ pb04 DDpp). Ha @ur. 6D nokaszan npoueHT T-KIeTok,
sKcmpeccupyromux  Oucneunduunsle  HauenenHole Ha  PDL1-CD123  DDpp-CAR
(axcopeccupyembie ¢ pb04 DDpp, nuctanbabiM k MemOpaHe T-kieTok, mo cpaBHeHuto ¢ cg06
DDpp). Ha <@ur. ©6E npexacraBieHbl [aHHbBIE, OTHOCAINMECS K  IOBBILIEHHOMY
BHYTPUKJIETOYHOMY CUTHAIHMHTY Oucnennduaroro DDpp.

[0082] Ha ®ur. 7A u 7B moka3aHo, 4TO JBOWHBIE alanTephbl CBI3BIBAIOLIUX JTOMEHOB
VOPaBJSIIOT YCHWJIEHHWEM CHUTHaJNMHra penoprepHbix kietok Jurkat NFAT-mommdepasa,
skcnpeccupyromux CAR, 1o cpaBHEHHUIO ¢ €IMHUYHBIMU aJalTEPaMU CBSI3bIBAIOLIUX JOMEHOB.
Ha @ur. 7A, 50000 penopTepHBIX KIETOK, paHee TpaHcayuupoBaHHbIx AFP (p26)-
cesasbiBarolinM CAR (af03), xynprHBHpoOBanu B TeueHHe S5 yacoB B mpucyrctBun CDI123-
cnenuduaeckoro CgO6-amantepa (Cg06-p26) nmm Cg06-nBoiiHoro amanteprnoro Oenka (Cg06-
p26-Cg06) B mpucyrctBum 50000 CD123" MOLMI3 umn CD123- nehMUHTHBIX KJIETOK
MOLMI3, 3areM OLEHMBaIM Ha akTUBHOCTh Jonupepaspl. CD123-mepuuurHble KIETKH
CO3/1aBaJI C MCIOJIb30BaHUEM TexHoJsiorun reHHod umkeHepun CRISPR/Cas9. Ha @ur. 7B,
50000 permopTepHBIX KJIETOK, paHee TpaHCAyLupoBaHHBIX AFP (momeH p26)-CBSA3bIBAIOIIUM
CAR (af03), xynpTHBUpOBaNM B TeueHue S5 yacoB B mpucyrcteun BCMA-cneunguieckoro
Bc40-apnantepa (Bc40-p26) mnm agsotiHoro Bc40-amanrepa (Bc40-p26-Bc40) B mpucyrcrBum
WU B OTCYTCTBHE KJIeTok 50000 BCMA™ U266, 3aTeM OLIeHHBAIN HA AKTHBHOCTb nrouugepasbl.

[0083] Ha @wur. 8. nauenennsiii Ha BCMA DDpp-CAR, conepkamuii DDpp be40 (SEQ-
ID NO: 164) yanuroskaet onyxonb U226, skcnpeccupyroimyio BCMA, B MbimmnHON Moaenn B-

KJIETOYHOT'O paka.

ITOJPOBHOE OITMCAHHME CYIITHOCTHU U30BPETEHMA

[0084] 3aronoBku pa3fenoB, MCMONb3yEMble B JaHHOM JOKYMEHTe, IpeaHa3Ha4deHbl
TOJIBKO JJIsi OPTraHU3alMOHHBIX LieJlell U He JOJDKHBI HU B KOel Mepe paccMaTpuBaThCsl Kak
OTpPaHUYNBAIOLIUE 3asBJIEHHBIN MTPEeIMET.

OnpeneneHyue TEPMUHOB

[0085] Cnenyer moHUMaTh, YTO B Te€X ClydasX, KOIZla BapHaHTbl OCYLIECTBJIEHUS
OTIMCAaHBI B TAHHOM JOKYMEHTE C (POPMYIHMPOBKOH «COAEPIKALINI», B IPOTHBHOM CIIy4dae TaKkKe
MPeJIOKEHbl AHAJOTHYHbIE BapUAHThl OCYLIECTBJICHUs, OMMCAHHbIE B TEPMHUHAX «COCTOSIIMH
U3» W/WIN «COCTOSIIIUEN B OCHOBHOM H3». OTHAKO MPU UCTIONB30BAaHUH B (POpMYIIe H300pETEHHS
B KaueCTBE NMEPEeXONHBbIX (pa3, Kakdas M3 HUX JOJDKHA MHTEPIPETHUPOBATHCS OTHENBHO U B
COOTBETCTBYIOLIEM IOPHINYECKOM M (PAKTHUECKOM KOHTEKCTe (HampuMep, «COIep Kaiuiny

cuutaercss Oonee OTKPBITOW (pa3ol, TOraa Kak «COCTOSIIIMH W3» sBJsETCS  Ooiee
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UCKJTFOUUTENbHBIM M KCOCTOSIINM MO CYLIECTBY M3» SIBJISIETCS IEPEXOIHOM (HOPMOIii).

[0086] B kOHTEKCTE€ AAHHOTO NOKYMEHTA, CJIOBAa B E€AMHCTBEHHOM YHCJIE O3HAYarOT
TAKXK€ ¥ MHOKECTBEHHOE YHCJIO, €CJTH HE YKA3aHO HHOE.

[0087] TepMuH «w/mnm», WCMIONB3YEMbII B Takol ¢pasze, kKak «A wwm By,
npenHasHa4yeH Ui BKIIOUeHus kak A, Tak u B; A wimm B; A (otmensHo) u B (oTaenbHo).
AHAJIOTUYHO, TEPMHUH «W/WJIM», UCHONb3yeMbld B (pase, Takoll kak «A, B w/mmm Cy,
MpeNHa3HAYEeH AJIsi OXBaTa KaXKIOTO M3 CIEAYIOLIUX BapHaHTOB ocymecTrieHus: A, B, u C; A,
B, wmu C; A wiiu C; A wuiu B; Bumu C; Au C; A uB; B u C; A (otaensHo); B (otnensho); u C
(oTmenbHO).

[0088] TepMuHbl «OENOK» M KIOJUNENTHI» WCIONB3YIOTCS B JaHHOM JIOKYMEHTE
B3aMMO3aMeHseMO JUIi 0003HaueHUs OWOJIOTMYECKOTO TIOJMMEpa, COAEpIKAIIEero 3BEHb,
MIOJIYY€HHBIE U3 aMHUHOKHUCIIOT, CBSI3aHHBIX Yepe3 MEeNTUIHBIE CBSI3H, OEJIOK MOXKET COCTOSATh M3
IBYX MJIH OOJiee MOJUNENTUAHBIX LEeTeH.

[0089] TepMUHBI «aHTUTENO» WJIH «UMMYHOTJIOOYJIMHY», HWCIOJBb3yeMble B JaHHOM
JOKYMEHTE B3aMMO3aMEHSIeMO, BKJIFOYAIOT IOJIHOPa3MEpPHbIE aHTUTeNa U (pparMeHThl aHTUTEI,
BKJIFOUasi 000N (PyHKUIMOHANBHBI NOMEH aHTHUTeNa, TAaKOW KaK aHTUTCHCBS3BIBAIOIIUN
¢parMeHT WM ero OTAeNbHbIe LenHd, 3PQPEKTOPHBIH NOMEH, SIHUTON, SMHUTON CBS3BIBAHHS
peuenTopa peyTHIIN3aLUH WIIH €ro 4acTh. THITHYHOE aHTUTENIO COJIEPIKUT IO MEHbLIEH Mepe ABe
Tsokenvle (H) nerm n nBe nerkue (L) wmemu, cesi3aHHBIE AUCYNbGUAHBIME CBs3sMHU. Kaxknmas
TsDKEJIasl [elb COCTOMT U3 BapuabeNbHON o0nacTh Tspkeaod nenu (B JaHHOM JIOKYMEHTE
CokpaieHHO HasbiBaeMoil VH) u koHcTaHTHOI obnmacTu Tspkenoi nenu. KoncranTHas o0macTb
TsKeJIoN Lenu cocTouT u3 Tpex nomeHos — CHI, CH2 u CH3. Kaxnas nerkas nenb COCTOUT U3
BapuabenbHONH 0byacTu Jerkod nenw (B JaHHOM JOKYMEHTE COKpAalleHHO HasbiBaeMoil VL) u
KOHCTaHTHOH obnactu serkoil nenu. KoHcTaHTHast o0gacTh JETKOW LEH COCTOUT M3 OJHOTO
nomerna — Cl. Ob6mactu VH u VL moryr ObITh NOTIOJHHUTENBHO TIONENEHBI Ha OOJacTH
runepBapruadebHOCTH, Ha3bIBAEMbIE ONIPEICIISIOIINMH KOMILUIeMeHTapHOCTh obnactamu (CDR),
nepemMekarommecss Oojiee  KOHCEPBATHUBHBIMH  OOJIACTSIMH, HA3bIBAEMBIMH  KapKAaCHBIMH
obnactsamu (FW). Kaxnas VH u VL cocrout u3 tpex CDR u yersipex FW, pacnionoxeHHbIX OT
aMUHO-KOHIIA K KapOOKCHUJIPHOMY KOHLy B cienyromiem nopsinke: FW1, CDR1, FW2, CDR2,
FW3, CDR3, FW4. BapuaOenbHble 00JIACTH TSKEJION U JIETKOW Henel CoaepKaT CBSI3bIBAIOITUI
JIOMEH, KOTOPBIH B3aMMOAEHCTBYeT ¢ aHTUreHoM. KoHcraHTHble oOnactu aHTuTen Pak
OTIOCPEAOBATh CBSA3bIBAHNE UMMYHOTJIOOYJIMHA C TKAHAMHU WM (PaKTOpaMU OpraHU3Ma-XO35HHa,
BKJIFOYAsl pa3IMYHbIE KJIETKH UMMYHHOH crcTeMbl (Hanpumep, 3pQeKTopHbIe KIETKH) U MEPBbIH
komnoHeHT (Clq) Kiaccu4eckoll CHCTEMBI KOMIUIEMEHTa. lIpuMmeprl aHTHUTEN 1O NaHHOMY

I/1306peTeHI/II-O BKJIIOYAKOT TUIIMYHBIC aHTUTEIA, scFv u nx KOM6I/IHaLII/II/I, B KOTOPBIX, HAIIpUMED,
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DDpp koBasieHTHO CBSI3aH (HarmpuMep, depes3 MEeNTUAHbIE CBSI3H MU Yepe3 XUMHUYECKUH JINHKED)
¢ N-KOHIIOM TSDKENOW Lenu W/WIM JIETKOH LeNy THIIMYHOrO LeNbHOro (TOJHOPa3MEPHOTro)
aHTHTENA, MM MHTepKamnpoBaH B H-nienb w/mmm L-1ienb NogHOpa3sMepHOro aHTUTENA.

[0090] TepMuH «(parMeHT aHTHTENIa» OTHOCHUTCS K HYAaCTH HHTAKTHOTO AaHTUTENA U
OTHOCHTCS K JIOOOMY (PYHKIIMOHATBHOMY JOMEHY aHTHTEJA, TAKOMY KaK AaHTUT'€HCBSI3bIBAOLITHI
¢parMeHT WM ero oTHenbHble LenH, 3(PQeKTOopHBII NOMEH WM ero YacTb M SIHTOT,
CBSI3BIBAIOIIMI PELIETITOP CIIACEHUs], MM ero 4acThb. Ilpumepnl (parMeHTOB aHTUTEN BKIIIOYAIOT,
HO He orpaHmuuBaroTcs umy, ¢parmentol Fab, Fab', F(ab)2 u Fv, nuneiinele anTuTena,
OJTHOLICTIOUEUHbIE aHTUTENAa U MYJbTUCTIE(PHUHbIE aHTUTENa, 00pa3oBaHHbIE U3 (PArMEHTOB
anturen. Mcnonb3yemblii B JAaHHOM JOKYMEHTE TEPMHUH «(PparMeHT AHTHTENa» BKIOYAET
AHTUTCHCBS3bIBAOLIMNA  CAaWT WJIM OHUTOMN-CBS3BbIBAKOIIMI  calT. B oaHOM BapuaHTe
ocymecTBieHus: cauThiid Oenok DDpp conepskut 3¢(hekTopHBINH TOMEH WK €ro 4acTh. B oHOM
BApPHAHTE OCYIIECTBJIECHUS CIMUTHIA Oenok DDpp conmep’KuT 3mMUTOMN, CBS3BIBAIOIIMHA PEeLenTop
CIIACEHUs1, MJIU €r0 YacTb.

[0091] Ucnonp3yeMblii B TaHHOM JOKYMeHTe TepMHH «obnactb Fo» mmm mpocto «Fe»
O3HayaeT KapOOKCUJIBHYIO KOHLEBYKO 4YacTh KOHCTAHTHOH OONACTH IIeNMd WMMYHOTJIOOYIINHA,
NPEANOYTUTENBHO KOHCTAHTHYIO OONACTh TSDKENOW LeMd MMMYHOTJIOOYJIMHA WJIM €€ YacThb.
Hamnpuwmep, obnacte Fc ummynornodynuna moxet conepskatb (1) nomen CH1, nomen CH2 u
nomern CH3, (2) nomen CH1 u nomen CH2, (3) nomen CHI1 u nomen CH3, 4) nomen CH2 u
nomeH CH3 wmm (5) xomOmHammio nByx wiu Oojiee IOMEHOB U INAPHUPHOH oO0macTu
umMmyHorobynuHa. Takum o0pa3oM, B pa3sMUUYHBbIX BapHaHTaxX ocymecTieHus: Fc oTHocuTes K
IBYM TOCJIEAHUM KOHCTAHTHBIM OOJACTSIM UMMYHOTIIOOYIHHOBBIX oMeHOB IgA, IgD u IgG u
MIOCJIETHUM TPEM KOHCTAaHTHBIM 00JIaCTAM MMMYHOTJIIO0YIMHOBBIX foMeHOB IgE u IgM, a Ttakxe
K THOKOMY mapHUpHOMY N-KOHIY 3THX noMeHoB. Jlimst IgA u IgM Fc mosket conep:xarth J-1iens.
Hna IgG Fe comepxxur nomensr ummyHornodynuHa Cy2 u Cy3 u mapuup mexay Cyl u Cy2. B
NPEANOYTUTENIBHOM BapHaHTe ocyliecTBieHus: odiacte Fc mMmyHOrnoOyamHa COIEpKUT MO
MEHBIIeH Mepe MMapHUPHYK o0nacTe mMMyHOrIOOyauHa, aomeH CH2 u nmomen CH3, wm
MPEANnOYTUTEIbHO Npu 3TOM oTcyTcTByeT AomeH CHI1. B onmHoM BapuaHTe OCYIIECTBIIEHUS
KJacC MMMYHOIJIOOYJMHA, W3 KOTOPOro TOJy4YeHAa KOHCTaHTHAas OO0NacTh TSDKEJOH Lemy,
npexncrasisier codoit IgG (Igy) (momknaccsr 1, 2, 3 win 4 ). MOXHO HCHONB30BaTh Jpyrue
kiaccel nMMmyHornoOymmHa IgA (Iga), IgD (Igo), IgE (Ige) u IgM (Igp). XoTs rparuusl obmactu
Fc moryr BapeupoBatb, obnacts Fc Tsoxenoi nernm IgG denoBeka oOBIMHO ompenemsieTcss Kak
comepxamasi ocratku C226 wmm p260 no ero KapOOKCHJIBHOTO KOHLA, TIZle HyMepauus
cootBercTByeT mHIekcy EU, kak ykazano B Kabat. (Kabat et al.,, Sequences of Proteins of

Immunological Interest, Sth Ed. Public Health Service, NIH, Bethesda, Md. (1991)). Fc moxer
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OTHOCHTBCS K JaHHOW OONacTH B OTHENBbHOCTH WM K JaHHOH OOJacTH B KOHTEKCTE
MIOJTHOPA3MEPHOTO aHTuTena, ¢parMeHta aHTurena win ciauroro Oenka Fc. ITomumopdusmer
HAOMIOANMUCh B psiié PasNIMYHBbIX NOJOXKEeHWH Fc, BKimouas, HO HE OrpaHUYHMBAsACH HMH,
noyioskenust 270, 272, 312, 315, 356 u 358, nporymepoBanHbie unaekcom EU, u, Takum obpazom
MOTYT CYIIECTBOBATh HEOOJBIINE PA3IUYMSI MEXKAY MPEACTABICHHON MOCIENOBATEIBHOCTBIO H
MOCIIEIOBATEBHOCTSIMA B MPENIIECTBYIOIEM YpPOBHE TEXHUKU. Bribop mnomxopsiieit
KOHCTAaHTHOH 0OJacTH TsDKENOH LEeMd UMMYHOTJIOOyJIHHA MOAPOOHO OOCYKNAaeTcs B MAaTEHTe
CLIA Ne 5541087 u 5726044, kaxxaplit 13 KOTOPBIX BKJIFOUEH B JAHHBIM TOKYMEHT MOCPEICTBOM
CCBUIKM B TMOJHOM oObeme. Cumraercs, 4YTO BBIOOP KOHKPETHBIX IOCIIEN0BATENbHOCTEH
KOHCTAHTHBIX OOJIACTeH TsDKENOM Lenu HMMYHOrJOOyJIMHA M3 ONPEAENeHHBIX KJIACCOB H
MOJKJIACCOB MMMYHOTJIOOYJIMHA JUI AOCTHJKEHHS KOHKPETHOTO pe3ysIbTaTa, HAaXOIUTCS B
npenenax kBajgudukanuu crneuuangucra B gaHHoW oOjactu. Yacte JIHK-xoHCTpyKLIMH,
koxupytommen Fc-o0macte MMMYHOTTIOOYJIMHA, TPEATIOYTUTENBHO COAEPIKUT TIO MEHbIIEH Mepe
4acTh IIAPHUPHOTO JOMEHA U, MPEATNOUYTUTENbHO Mo MeHbiied Mmepe dactb CH3-nomena Fc-
raMMa WM TOMOJIOTHYHBIX JOMEHOB B smodom u3 IgA, IgD, IgE wmm IgM. Kpome Toro,
NPEANOoJaraeTcs, YTo 3aMeHa WM JeNIelHs] aMUHOKHCIOT B KOHCTAHTHBIX OOJACTSAX TSKENOH
LT IMMYHOTJIOOYJIMHA MOTYT OBbITh MPUTOIHBI IIPU OCYIIECTBICHUU CIIOCOOOB M KOMIIO3ULIUH,
pPacKpBITBIX B JaHHOM JokyMeHTe. OOHMM M3 TPUMEPOB MOXKET OBbITb BBEIEHHUE
aMHUHOKHCIIOTHBIX 3aMeH B BepxHed obmactu CH2 nns co3manus Bapuanta Fc ¢ MOHMWKEHHOM
apdurHOCTBIO K pereniropam Fe (Cole, J. Immunol. 159: 3613 (1997)).

[0092] « AHTUTENO3aBUCUMAsl  KJIETOYHO-OTOCPEAOBAHHAsT  LIUTOTOKCUYHOCTB)  WJIU
A3KI] CcOOTBETCTBYIOT OIOCPENOBAHHON KJETKAMHU PEaKIHH, B KOTOPOH Hecmenupuyeckue
LIUTOTOKCUYECKHE KJIETKH, KOTOphle »sKcmpeccupytor peuentopsl Fc  (FcR) (mampumep,
ecrecTBeHHble KieTku-Kuuiepbl (NK), Hefitpodunsl m makpodaru), pacrno3HarOT CBSI3aHHOE
AHTHUTEJIO HA IENeBOH KIEeTKe M, TakuM o0pa3oM, NPUBOIAT K JH3UCY (WM JPYyromy
UTOTOKCHYeckoMy  3ddekry)  kiaerku-mumeHu. Jns  omenkn  aktuBHOcTH — A3KI]
MPEICTABJISIFOIIEH MHTEpPEeC MOJICKYJIBl MOKeT ObITh TpoBeneH Jroboi anamm3 A3KL] in vitro,
onmcanHblil B mareHTax CIIIA Ne 5500362 umm 5821337. DddekropHble KIETKH, MPUTOAHbIE
IUISL TAKOTO aHAJIN3a, BKJIOYANOT, 0€3 OrpaHHYeHHs], MOHOHYKJIEApHBIE KJIETKU Mepu(epruuecKoi
kpoBu (MKIIK) u ecrectBeHnble kieTku-kmuiepsl (NK). B kauecTBe anbTepHATHUBBI WIIH
nonosnHeHnst, A3KL[-akTHBHOCTb MOJIEKYJIbI, TPENCTABJISIOLIEH HWHTEPEC, MOXKHO OLEHHUTH in
Vivo, HaIlpuMep, B JKUBOTHOHM MOJIENH, HAIIPUMEp, COTrNIacHO onucanmto B myonukanuu Clynes et
al. PNAS 95: 652-656 (1998).

[0093] Ucnonb3yemMble B JaHHOM  JOKYMEHTE  TEPMHUHBI  «OJHOLIEMOYEUHBIH

BapuabenbHbI  (pparMeHT(bl)» WM «scFv» oTHocsaTcss k  Qopmam aHTHTENn (HampuMep,
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(dbparMeHTaM aHTHUTEN), COAEPKAIINM BapruadesbHbIe 0OJIACTH TOJBKO TSIKEJBIX M JISTKUX LICTICH,
COEIMHEHHBIX JIMHKEPHBIM MENTHIOM. B 0THOM BapuaHTe OCyIIeCTBICHUS CIUThIA Oenok DDpp
conepxxut DDpp u scFv.

[0094] TepMuH «JIMHKEp» OTHOCUTCA K MENTUIY WIM JAPYroll XUMHYECKOH CBs3H,
pacnoniokeHHoi Mexxny DDpp u npyrum nojunentunom ciuroro Oenka DDpp. Toaxonsmiue
JIMHKEPBI JJISl CBSI3BIBAHUS IBYX WM OoJiee cBsA3aHHBIX DDpp OyAyT MOHSATHBI CIIEHAINCTAM B
TaHHOH 00J1aCTH TEXHHUKH, & HEOTPAHHYHBAIOIINE IIPUMEPDI OTIMCAHBI B JTAHHOM JTOKYMEHTE.

[0095] TepMuH «(YHKIMOHAIBHO CBSI3aHHBII», HCIIOJNB3YEMbI B JaHHOM IOKYMEHTE,
YKa3bIBAET, YTO ABE MOJIEKYJIbI IPUCOEAUHEHBI TaK, YTO Ka)KAasl U3 HUX COXPaHsET MO MEHbIIEH
Mepe HEKOTOPBIH YPOBEHb (PYHKIIHMOHAJIBHONW aKTUBHOCTH, KOTOPBIA OblIa Y KaKIOH MOJEKYJIbI
B OTAETBHOCTH (TIPH YCJIOBUH, YTO KaX/1as MOJIEKyJia UMena (PyHKIHOHAIBHYIO aKTUBHOCTD). B
BAPMAHTAX OCYLIECTBJIEHHUs, KOIZa OJHa MoOJieKyna Obula JHmIeHa (QYHKIHOHAJIbHOM
AKTUBHOCTH, OHa (YHKUHMOHAJIBHO CBSI3aHA C JAPYrOoW MOJIEKYJIOH, €CIH Ipyras MOJeKyJa
COXpaHseT IO MEHbLIEH Mepe HEKOTOPBIH YpOBEHb CBOEH (DYHKIMOHAJIBHOW AKTHBHOCTH.
ODYHKIUOHANBHO  CBA3AHHBIA  TaKXK€  MOXET  OTHOCUTBCS K  CBA3BIBAHUIO  JIBYX
HE(QYHKIIMOHAJBHBIX MOJICKYJ. JIB€ MOJEKyJIbl MOTYT OBITh «(PYHKLUHOHAJIBHO CBSI3aHBDY
HE3aBHUCHMO OT TOTO, MPUCOEIUHEHBI OHHU MPSIMO WIIH KOCBEHHO (HampuMep, depe3 JIMHKEP).

[0096] TepMuHBl «CrEU(PUUECKH CBSI3bIBACTY WM «OONA[arolIfe CeleKTHBHOM

a(l)(l)I/IHHOCTbI-O K» «CBA3BIBACT», CBA3BIBAHHUEC  HUCIIOJB3YHOTCA  B3aUMO3aMCHACMO  IJIA

>
0003HAaUEHHsI TOrO, YTO CBS3BIBAIOIIUI areHT, Takoil kak DDpp, pearupyer Uil CBA3BIBAETCS
yame, ObicTpee, ¢ OONbIIeH MPOAOIKUTEBHOCTBIO, ¢ OoJbinel aQpUHHOCTBIO UM ¢ HEKOTOPO
KOMOMHAIIMEeH BBIIIEYKA3aHHOTO K JIHUTOMNYy, OeNKy WJIH MOJeKyJIe-MHUIICHH, YeM C
aNbTEPHATUBHBIMU BEIECTBAMHM, BKJIOYas OEJKHM, HE CBSI3aHHBIE C SIUTOINOM, OEJIKOM HIIH
MoOJIeKyJIoH-MullleHbt0. M3-3a MAEHTUYHOCTH MOCeN0BaTeIbHOCTEH MeXAy T'OMOJIOTMYHBIMU
OenkamMH y pasHbIX BUIOB CIELU(PHUUECKOE CBSI3bIBAHME B HEKOTOPBIX BApHUAHTAX MOXKET
BKJIFOYATh CBSI3BIBAIOLINI areHT, KOTOPbIM Pacro3HaeT OEJOK WM MULIEHb y O0Jiee YeM OTHOTO
BUAA. AHAJIOTHYHO, W3-32 TOMOJIOTMM BHYTPU ONPEAENEHHbIX OOJacTell NONIUIMENTHIHBIX
MOCJIEIOBATEIbHOCTEH PA3UYHBIX OEJNKOB CIELU(PHUECKOE CBSA3BIBAHHE MOJKET BKIIOYATh
CBSI3BIBAIOIIHI areHT, KOTOPBIA pacro3HaeT OoJyiee oMHOTO Oenka uin MutneHd. [IoHATHO, 4TO B
HEKOTOPBIX BApUAHTAaX OCYILIECTBICHHUS CBS3BIBAIOLINI AareHT, KOTOPBIH crenupuiecku
CBSI3BIBAET IEPBYI0 MHINEHb, MOXKET CHEIH(UYECKH CBS3BIBATH HIJIM HE CBSI3BIBATH BTOPYIO
mumieHb. Kak TakoBoe, «cnenuduueckoe CBs3bIBAHHE» HE 00s3aTeNbHO TpeOyeT (XOTS MOXKET
BKJIFOYATh B Ce0s) MCKIIIOYUTEIbHOE CBS3BIBAHHE, HAIIPUMED, CBA3BIBAHHE C OAHON MHIIEHBIO.

Taxkum o6pa30M, CBﬂSbIBaI-OH_II/Iﬁ AIrCHT MOXKET, B ONPECACIICHHBIX BAPHAHTAX OCYLICCTBIICHUA,

CHeLII/I(I)I/ILIeCKI/I CBSI3BIBATL OOJIEE YEM OJHY MUIICHbD. B HEKOTOPBIX BapUaHTaX OCYHICCTBJICHUA
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MHOJKECTBEHHBbIE MHIIEHH MOTYT OBITb CBSI3aHBI OJHUM M TE€M € AHTHI€HCBS3BIBAIOLINM
CaliTOM Ha CBSA3BIBAOLIEM AreHTe.

[0097] «MunieHb» OTHOCUTCS K JIFOOOUW MOJIEKyJie MM KOMOWHAIIMHM MOJIEKYJI, KOTOpbIE
MOryT ObITh CBsi3aHbl DDpp, Takum Kak ciautbiii Oenox DDpp, mnm npyruM KOMIIOHEHTOM
ciuroro 6enka DDpp, TakuM Kak aHTUTENO WK (pparMeHT BapuabeIbHOro TOMEHa aHTHUTENA.

[0098] TepMUHBI «3MUTOM» WU KAHTUIE€HHAs AETEPMUHAHTa» HCIOJb3YIOTCA B JAHHOM
JOKYMEHTE B3aHMO3aMEHSIEMO W OTHOCSTCS K INaHHOW YacTu JF0OOH MOJeKyJbl (Harpumep,
MpeNCTaBISIIOINe WHTepec MuimeHu, Takoii kak BCMA, CDI123, AFP wumm p26 AFP),
CHOCOOHON pacro3HAaBaThCA U CHEU(PHUECKH CBSI3bIBATHCS KOHKPETHBIM CBS3YIOIIUM areHTOM
(mammpumep, DDpp wmnm antutenom). Korma pacmosHaHHass MOJIEKyJia TMpPENCTaBIsET COOOM
MOJIUIENITHA, 3MUTONbI MOTYT OBbITh OOpa30BaHBI M3 CMEXHBIX AMHUHOKHCIOT M HECMEXKHBIX
AMHUHOKHUCIIOT W/WITK APYTUX XUMHYECKH aKTHBHBIX MIOBEPXHOCTHBIX TPYIIT MOJIEKYJ (TaKUX Kak
YIJIEBOBI), PACTIONOXKEHHBIX PSIIOM NPU 00pa30BaHUU TPETUYHOH CTPYKTYPbI OeKa. DMUTOIIE,
0o0pa3oBaHHbBIE M3 CMEXKHBIX AMHHOKHCIOT, KaK MpPaBWIO, COXPAHSIOTCS NPU JI€HATypaLHH
Oenka, TOrza KaK 3MHUTOMBI, 00pa30BaHHbIE TPETUYHOHN CTPYKTYPOH, KaK MPAaBUIIO, TEPSFOTCS MPU
aeHatypauuu Oenka. DTUTON OOBIMHO BKJIFOYAET IO MEHbIIEeH Mepe 3 aMUHOKHCIOT u Oouee,
00bIYHO, MO MeHblnell Mepe S5 miau 8-10 aMUHOKHCIOT B YHUKAJIbHOH IPOCTPAHCTBEHHOM
KOH(pOpMaLnH.

[0099] «IlenTugHasi METKa» B KOHTEKCTE€ AAHHOTO JOKYMEHTa OTHOCHUTCS K MENTHIHOMN
MIOCIIEIOBATEIBHOCTH, KOTOPAs SIBJISIETCS YaCThIO MJIM MPHUCOENNHEHa (HampuMep, MOCPEICTBOM
TeHHOW WHXEHepHH) K Apyromy OeJKy, 4ToObl oOecnednTh (PYHKIHIO pPe3yJbTHPYIOIIEro
cnusiHus. IlenTuaHble METKH OOBIYHO OTHOCHTEIBHO KOPOTKHE IO CPABHEHHUIO C OENKOM, C
KOTOPBIM OHH CJIMTBI, B KAaueCTBe MpPHUMEpPA, NENTUAHBbIE METKH, B HEKOTOPBIX BapHaHTax
OCYIIECTBJICHUS, UMEIOT JAJIUHY YeThIpe WiIu 0ojiee aMUHOKHUCIIOT, TaKyIO Kak 5, 6, 7, 8, 9, 10, 15,
20 wmm 25, wiu Oojiee aMHUHOKHUCIOT. B HeKOTOphIX BapuaHTax ocymecTtBienus DDpp
NpEeACTaBsieT COOOW CIUTBIA OeNoK, KOTOPBIH COAEPIKUT MENTHIHYO MeTKy. B npyrux
BapHaHTax ocyuectBieHnss DDpp crenuduuecky CBs3bIBae€T NMENTHAHYIO METKy. B nmaHHOU
00JJaCTH TEXHHKH HM3BECTHbI MHOTOYHCJIEHHBIC NENTHAHbIE METKH, KOTOpPbIE HUCIOJB3YIOTCS B
COOTBETCTBUHU C AAaHHBIM H300peTeHueM. IIpuMepbl MeNnTHOHBIX METOK, KOTOpPblE MOTYT OBITh
KOMITIOHEHTOM ciuroro Oenka DDpp wiu mumenu, ceszanHoit ¢ DDpp (Hampumep, CIUTOTO
O6enxka DDpp), BKIIOYAIOT, HO HE OrpaHuuYuBalOTCA WUMH, HA (remarrmoTHHHH), C-myc,
rnukonporenH D Bupyca mpocroro repmneca (gD), T7, GST, GFP, MBP, Strep-merku, His-
metkHd, Myc-metkn, TAP-metku u merka FLAG® (Eastman Kodak, Podecrep, mrar Hero-
Mopk) AHanOrMuYHO, aHTHTENA K SMUTOMY-METKE MO3BONAIOT OGHAPYXKMBATH U JIOKAIM30BATh

CJIUTBIM OENIOK C MCIOJb30BAaHHEM METOJMOB, H3BECTHBIX B JAHHOMN 00JIaCTH TEXHUKHU, TAKUX Kak
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aHanmu3bl BecTepH-010T, UPA 1 NMMyHOOKpALTUBAHHUE KIIETOK.

[00100] TepmMuH «BCTpeHarOIUICA B MNPUPOJE», MCHOIb3YEMBIH B CBI3H C
OMONOTUYECKMMH MaTepHajaMH, TAKIMHU KaK MOJIEKYJIbI HyKJIEHHOBOH KHCJIOTBI, TIOJIHITENITH IbI
U KJIETKHU-X035€Ba, OTHOCUTCS K TE€M, KOTOpbIE BCTPEYAIOTCS B NPUPOAE U HE SBISTFOTCS
MOIU(UIMPOBAHHBIMU Y€JIOBEKOM. M1 HAaoOOpOT, TEPMUHBI «HE BCTPEYAIOLIUICS B MPHUPOIE»
WA «CUHTETUYECKHIT» HMCIIOJIb3yEeMbIE B CBSI3H C OMOJIOTMYECKHMMH MaTepHajaMH, OTHOCUTCS K
TEM MaTepHrajiaM, KOTOpbIe HE BCTPEYAIOTCS B IPUPOE U ObLIIM N3MEHEHBI YEJIOBEKOM.

[0100] Ucnonmp3yeMble B JAHHOM TOKYMEHTE «MOAN(UKALUN» B OTHOLUICHHH STAJIOHHOM
MOCIIEIOBATEIbHOCTH ~ BKJIIOYAIOT ~ 3aMEHbl,  JEJEeLWH, BCTaBKM WMWiK  10OaBJIEHUS
MIOCJIEIOBATEIbHOCTH ~ COOTBETCTBYIOLIETO  AMHHOKHCJIOTHOTO  IOJIOKEHUS]  STAJOHHOM
nocienoBaTeabHOCTH (Harpumep, DD, packpbIThIi B JTAHHOM TOKYMEHTE).

[0101] «3ameHa» B OTHOLIEHWU 3TAJIOHHOW MOCJEIOBATEIbHOCTH OTHOCUTCS K 3aMEHE
KOHKPETHOTO ~ aMHHOKHCJIOTHOTO  OCTaTKa APYIMM  aMHUHOKHCIOTHBIM  OCTaTKOM B
COOTBETCTBYIOLIEM aMUHOKHCIOTHOM TOJIO’KEHHH 3TAJJOHHON MOCIENOBATENbHOCTH.

[0102] «KoHcepBaTuBHas AMHUHOKHCJIOTHAS 3aMEHa» MPEACTABJISIET coboit
KOHCEPBATHBHYI) AMHUHOKHCIOTHYIO 3aMeHy, B KOTOPOH aMHHOKHUCJIOTHBI OCTATOK 3aMEHEH
AMUHOKHCJIOTHBIM ~ OCTaTKOM, HMEIOIIMM  CXOAHyK  OokoByro  wmemb.  CemeiicTBa
AMHHOKHCJIOTHBIX OCTAaTKOB, HMMEIOIINX CXOJHbIE OOKOBbIE LENH, ONpPEAENeHbl B IaHHOU
00J1acTH TEXHHUKH, W BKJIIOYAIOT OCTATKU C OCHOBHBIMU OOKOBBIMU LIETISIMH (HAmpuMmep, JH3HH
(K), aprunun (R), rucrugna (H)), octaTku ¢ KHUCIOTHBIMH OOKOBBIMH LeTsSIMHU (HAIpHUMED,
acmaparuHoBass kuciora (D), rmyrammuoBas kucnora (E)), ocratkm ¢ He3apsOKEHHBIMH
NOJIIpHBIMUA OOKOBBIMU LiensiMu (Hanpumep, riuimH (G), acnaparus (N), rnyramus (Q), cepun
(S), tpeonnn (T), Tuposzun (Y), uucrensn (C)), OCTaTKU C HEMOJSPHBIMU OOKOBBIMU LICTISIMU
(marmpumep, ananuH (A), BanuH (V), nefiumn (L), uzonedinux (1), npomusn (P), pennnananus (F),
metuonnH (M), tpuntodan (W), octatku ¢ Oera-pa3BETBICHHbIMU OOKOBBIMH LICTISIMU
(manpumep, TpeonuH (T), Bamun (V), moneinud (I)) 1 ocTaTKu ¢ apOMATUIECKIUMH OOKOBBIMU
uersivu  (Hanpumep, tupo3uH (Y), ¢enwmnananud (F), Ttpunropan (W), ructuamn (H)).
Hanpumep, 3amemenne ¢eHmIanaHnHa Ha THPO3MH TNPEACTaBIIeT COOON KOHCEPBATHBHYIO
3aMeHy. B KOHKpETHBIX BapHaHTax OCYIIECTBJICHHs KOHCEPBATHBHbIE 3aMEHBI B
MIOCIIeIOBATEIBHOCTIX DDpp NpUBOAAT K N3MEHEHHOMY HJIH HEM3MEHEHHOMY CIIeLU(UIECKOMY
cBs3bIBaHUI0 DDpp, comepikaiiero 3aMeHy, ¢ MpeacTaBIsIOMel HHTEpeC MUIIEHBIO (HampuMmep,
BCMA, CDI123, AFP wmu p26 AFP), ¢ kotopoii oH cBs3biBaercs. B omHOM BapuanTe
OCYILIECTBJIEHUs] KOHCEPBATHBHBIE 3aMeHbl B IOCienoBaTeNbHOCTAX DDpp He oTMesstoT
csizbiBaHne DDpp, comepskainero 3aMeHy, ¢ MPEACTaBISIIOMEH HHTePEeC MHUIICHBIO, C KOTOPOM

OH CBA3BIBACTCA. CnocoObl I/II[eHTI/I(bI/IKaLII/II/I HYKJIICOTUIHBIX u AMHWHOKHUCJIOTHBIX
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KOHCEPBATHBHBIX 3aMEH W HEKOHCEPBATUBHBIX 3aMEH, KOTOpPBIE MPHUIAIOT, H3MEHSIOT HWIH
MOJIEPKUBAIOT CENIEKTHBHYIO a(()UHHOCTD CBSI3BIBAHUS, U3BECTHBI B JAHHOW OOJIACTH TEXHHUKH
(cm., Hanpumep, Brummell, Biochem. 32: 1180-1187 (1993); Kobayashi, Protein Eng. 12(10):
879-884 (1999) u Burks, PNAS 94: 412-417 (1997)).

[0103] «<HekoHcepBaTHBHAST ~ aMUHOKHCJIOTHAsE ~ 3aME€Ha»  NPEACTaBisieT  coOOM
KOHCEPBATHBHYI) AMHUHOKHCIOTHYIO 3aMeHy, B KOTOPOH aMHHOKHUCJIOTHBI OCTATOK 3aMEHEH
AMHUHOKHCJIOTHBIM OCTaTKOM, HMMEIOIIMM HECXOAHYI0 OOKOBYIO Lienmb. B omHOM BapuaHTe
OCYILIECTBJIEHUs] HEKOHCEPBATUBHBIE 3aMeHbl B TMOCIeNOBaTeNbHOCTAX DDpp mnpuBomar k
cneunpuyeckoMy cBsi3piBaHni0 DDpp, comepskamero 3ameHy, ¢ NPEACTaBILIIOIEH HHTepec
mutnenbto (Hapumep, BCMA, CD123, AFP unmm p26 AFP), ¢ xotopoii oH cBs3biBaercs. B
OJITHOM BapHaHTE OCYIIECTBJICHNSI HEKOHCEPBATUBHBIE 3aMEHBI B TIOCIe0BaTENbHOCTAX DDpp He
OTMEHSIOT cBsi3biBaHME DDpp, comeprkaliero 3aMeny, ¢ MpeacTaBIsONIIe HHTEPEC MUILIEHBIO, C
KOTOPOU OH CBSI3BIBAETCSI.

[0104] TepMuHbl «He BCTpedarOIMecs B MPUPOAE AMHHOKHUCIOTBL), «aHAJOTH
AMHUHOKHCIIOT» M «HECTaHIAPTHbIE AMHUHOKHUCIOTHBIE OCTATKH» HCIIOJNB3YIOTCS B JaHHOM
JIOKYMEHTEe B3auMo3aMeHsieMo. He BcTpevaromuecst B Ipupoie aMHMHOKHUCIIOTBI, KOTOPBIE MOTYT
ObITh 3aMereHsl B DDpp, npemioskeHHbIe B JaHHOM JAOKYMEHTE, M3BECTHbI B TaHHOH o0nacTH
TEXHUKUA. B OJHOM BapuaHTe OCYLIECTBJIEHUs] HE BCTPEUAIOINAsCS B MPHPOJE aMHHOKHCIOTA
npeactaBisier  co00M  4-TUAPOKCHIPOJHMH, KOTOPBIH  MOXKET 3aMEHUTh MpOJHH, S-
THOPOKCHIIM3MH, KOTOPBIH MOXKET 3aMEHUTh JIM3HMH, 3-METHITHCTHIUH, KOTOPBIA MOXKET
3aMEHUTh THCTUAHMH, TOMOCEPHH, KOTOPBIH MOXKET 3aMEHHMTb CEPUH, U OPHUTHH, KOTOPBIH
MOXKET 3aMEHHTb JIM3UH. JlONOJHHUTENbHbIE TNPUMEPbl HE BCTPEHAIOLIUXCS B MPUPOIE
AMHUHOKHCIIOT, KOTOpPble MOTYT OBITh 3aMelieHsl B DDpp, BKIIOYAOT, HO HE OrPaHHYHUBAOTCS
UMH, TaKH€ MOJIEKYJIbl, Kak:: D-m30Mepbl OOBIMHBIX aAMHUHOKHCIOT, 2,4-TMaMHHOMACIISHAS
KHCJIOTa, anb(pa-aMUHOM3OMACIsIHAsE KUCJIOTa, A-aMUHOMACHsiHas Kuciora, Abu, 2-aMHHO-
MacjsiHas KUCJI0Ta, ramMma-Abu, sncuioH-Ahx, 6-aMHHO-TeKcaHOBasi KHCJIOTa, Aib, 2-aMHHO-
U30MacisiHasi KHUCJIOTa, 3-aMHHO-TIPOMTUOHOBAsE KUCJIOTA, OPHHUTWH, HOPJEHIMH, HOPBAJIUH,
THOPOKCUTIPOJIMH, CapKO3WH, LHUTPYJUIMH, TOMOLUTPYJUIMH, LHCTEHMHOBAs KHCJIOTA, TPET-
OyTHATIUIMH, TPeT-OyTHNaNaHuH, (EHWITNIUINH, [HUKJIOTEeKCHIIAJaHuH, OeTa-aJaHuH,
JAHTUOHMH, JAETHIPOANAaHUH, Y-aMUHOMACISIHAs KHCJIOTA, CEJICHOLMCTENH W THPPOJIU3HUH,
(TOPaAaMHHOKHCIIOTBI, aMHHOKHCIIOTBI-KOHCTPYKTOp, Takue Kak MeTa-Oera-aMUHOKUCIOTHl C-
anb(a-MEeTUIAMUHOKUCIOTEI  #  N-anb(a-MEeTHIAMUHOKHCIOTHl WM KOMOWHAIMU — HE
BCTPEYAIOLIUXCS B MPHPOJE aMUHOKHUCIOT. J[OTIOJTHUTENbHBIE HE BCTPEHAIOIIHMECS B MPHUPOIE
AMHUHOKHCJIOTBI MOTYT BKJFOUaTb, Hampumep, 4-aMHHO-MACJISIHYIO KHCIOTY, 4-aMHHO-

3-rUIpOKCH-5-(PEHUITIEHTAHOBYIO KUCJIOTY, 4-aMUHO-3-TUIPOKCU-O-METHIITENITAHOBYIO



PCT/US2018/060887 47 WO 2019/099433

KUCIIOTY, 2-THeHWIamaHuH wwin D -m3omepbl amuHokucnoT. Kak oOcykaeHO B AaHHOM
JOKYMEHTE, B HECKOJbKHX BapUAaHTAaX OCYILIECTBJICHHMs HE BCTPEYAKOIUECs B MPUPOAE
AMHUHOKHUCIIOTBl WJIM aHAJOTH AMHHOKHCJIOT MOTYT BKIFOUATh JEJELHI0 ONHOW miu Oosee
AMHUHOKHCJIOT U3 NOCJIEN0BATEIBHOCTH.

[0105] TepMuHBI «MOJUHYKJIEOTHI» M «HYKJIEHHOBAas KHCJIOTa», B3aUMO3aMEHSEMO
ynoTtpebyisieMble B JAHHOM JOKYMEHTE, OTHOCSATCS K MOJUMEPHOH (popMe HYKJIEOTHIOB JIFOOOH
JUTUHBI, KaK pUOOHYKJICOTHIOB, TaK U AE30KCHPUOOHYKJICOTHIOB. ITH TEPMUHBI BKIFOUAIOT, HO
He orpanmumBarorcs umy, JHK, PHK, x/IHK (xommiementapnas JIHK), mMPHK (PHK-
meccenmkep), pPHK (pubdocomnas PHK), mmPHK (manas mmuneunas PHK), maPHK (manas
snepHas PHK), kaPHK (xopotkast simpermkoBass PHK), mukpoPHK (MuxkpoPHK), reHomHuas
JHK, cunternueckas JJHK, cunarernyeckass PHK w/vnu TPHK.

[0106] Ucnonb3yemblii B JaHHOM JOKyMeHTe TepmuH «orosneHHas JIHK» otHocutcs k
JHK (mampumep, THK, He copmep:kaimeli TMCTOHOB), Komupyromieii Oenok, takod kak DDpp
(mampumep, CAR), xoTopasi KIOHHPYETCS] B MOAXOISAIIEM BEKTOPE SKCIIPECCHU B MPABUIILHOM
OpHEHTALUN Il SKCIpeccuu (Hampumep, IuiasmMuzaa). BUpycHBIE BEKTOPBI, KOTOPBIE MOKHO
UCTOJIb30BaTh s neperoca w/unm skenpeccnn JJHK, xommupyromeii DDpp, BriouaroT, 0e3
OTpaHUYEHUs, JIGHTUBUPYCHbIE BeKTOpbl SIN, peTpoBHpPYCHbIE BEKTOPbI, BEKTOPbl MEHUCTHIX
BHUPYCOB, BEKTOPbl aJICHOBHPYCOB, BEKTOPBHI aJeHOACCOLMHPOBAHHBIX BUPYCOB (AAV),
ruOpUIHbIE BEKTOPHl W/HMJIW TPAHCIO30HBI TUIA3MHUJ (HANPUMEP, TPAHCIO30HHYK CHCTEMY
CISIEH KpacaBHLIbI) WM WHTETPUPOBAHHBIE BEKTOPHBIE CUCTEMBI. J[pyrue BEKTOPBI, KOTOpbIE
MOXHO HCIOJB30BaTh B CBSI3U C CO3AaHUEM M uCnojb3oBaHueM DDpp, onucansl B AaHHOM
JOKYMEHTE WM UHBIM 00pa30M U3BECTHBI B JAHHOW OOJIACTH TEXHUKH.

[0107] Ucnonb3yeMble B JaHHOM  JIOKYMEHTE TEPMHUHBI  «BEKTOP», «BEKTOP
KJIOHUPOBAHUSI» U «BEKTOP JKCIPECCUM» OTHOCATCA K HOCHUTENO, C MOMOINBK KOTOPOTO
MOCIIEIOBATEIbHOCTh HYKJIEHHOBOH KHCJIOTHI (HApUMep, TMOCIEIOBATENbHOCTD, KOIUPYOIIAs
DDpp) MOxeT NOanep:KUBAThCS WIM aMIUDIMUIUPOBATBCS B KIETKE-XO3siMHE (Hampumep,
KJIOHHUPYIOIIUH BEKTOP) MIJIK BBOAUTCS B KJIETKY-XO35IMHA, YTOOBI TPAaHC(HOPMHUPOBATDH XO351HA U
CHOCOOCTBOBATh  HKCHPECCHH  (HAmpUMep, TPAHCKPUIILIUN ¢ TPAHCISLNM) BBEACHHOU
MOCIIEIOBATEIBHOCTH. BEKTOPHI BKIFOYAOT TUIA3MUABI, (ard, BUPYCHI U T 1.

[0108] «KneTka-x03siMH» BKJIFOYAET OTHEJbHYIO KJIETKY WIH KJIETOYHYIO KYJIBTYpY,
KOTOpast MOXET ObITh WM SBJSUIACH PELUITHEHTOM HYKJIEHHOBBIX KHCIJIOT, KOJUPYIOLIUX
packpeiTeiii DDpp. Knerku-xo3sieBa BKJIIOUYAOT, HO HE OrPAaHUYMBAKOTCS HUMH, BHUPYCHBIE
4acTULbl, (parMuzbl, KIETKH OaKTepUil, OPOKIKEH, PacTEHWH, *KMBOTHBIX W MIIEKOMUTAOLINX.
KrneTku-xo3sieBa BKIIIOYAIOT NMOTOMCTBO OJHOH KJIETKH-XO35IMHA, M MOTOMCTBO HEOOS3aTENbHO

MOJKET OBITh IMOJIHOCTBIO HIASHTHYHBIM (1O MOP(}OJIOrHM WM MO KOMIUIEMEHTapHOCTH BCEH
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JIHK) ucxonHON pOAMTENhCKON KIIETKE M3-3a €CTECTBEHHOM, CIy4ailHOW WMJTU MpeaHaMepeHHOM
MyTallil W/WI u3MeHeHus. KieTka-xo3sSuH BKIIOYAeT KJIETKH, TPAaHC(HUIMPOBAHHBIC HIIH
UH(PHUIHMPOBAHHBIE IN VIVO, 1N VItro WM €X VIVO ¢ HYKJIEHMHOBBIMH KHCJIOTaMH, KOAMPYIOLINMU
packpeiThiii DDpp. B HEkOTOpBIX mpuMepax KIETKa-XO35IMH CHOCOOHA 3KCIPECCHPOBATH H
NPE3EHTOBATh HA CBOEH MOBEPXHOCTH PackpbIThlii DDpp, Takoil kak, Hampumep, B (aroBom
mucriiee win CAR T-xietke. « OKCrpeccusd» BKIHOYAET TPAHCKPUITLIUIO W/HITH TPAHCISILIHIO.

[0109] Ucnonb3yembple B JaHHOM JOKYMEHTE TEPMHHBI «TBeplas MOJIONKKaY,
«TIOAJIOKKAY, «MATPULBI» W «CMOJBDY HCIOJB3YIOTCS B3aMMO3aMEHSEMO M OTHOCATCS, 0Oe3
OTpaHWYEHUs], K JI0OOH KONOHKE (MM MaTephaly KOJOHKH), FpaHyje, mpoOupKe, damke IJIs
MUKPOTHUTPOBAHHUS, TBEpAOW dacTule (Hampumep, arapo3e wid cedapose), MHUKPOUUIY
(HampuMep, KPEMHUEBOMY, KPEMHHI-CTEKJISIHHOMY WJIM 30JIOTOMY 4YHIy) WIH MeMmOpaHe
(marmpumep, Ouosormueckoil win QuUIBTpPyrOIIeH MeMmOpaHe), K KOTOpPOH MOKeT ObITh
npucoenuHer DDpp, anTureno wim npyroit 6enok (Hanmpumep, 0ObeIHEHHBIH, CBI3aHHBINA WIN
NPUKPETUIEHHBIH), MPSIMO HJIM KOCBEHHO (HAampUMep, 4epe3 NMPOMEKYTOUHbBIE 3BEHbs IPYTUX
MIAPTHEPOB IO CBS3BIBAHUIO, TAKHE KaK JPYrHe aHTUTeNa Wi OeJoK A), MM B KOTOPbIE MOXKET
ObITh BcTpoeH DDpp wnm anturteno (Hampumep, depe3 pelenTop HIM KaHai). PeareHTsl H
CrocoObl MPUKPEIUICHUsT TOJHUIENTHIAOB K TBEPABIM TMOMJOXKKAM (HampuMep, K MaTpULaMm,
cMoOJiaM, IJIacTMaccaM U T.JI.) XOpOILIO M3BECTHBbI B NaHHOH oOmactu TexHuku. Ilomxopsiiue
TBEPJIbIe HOCUTENN BKIFOYAIOT, HO HE OTPAHUYHMBAIOTCS UMH, XPOMATOrpaQUIECKyIO CMOJTY HITH
marpully (Harmpumep, arapo3Hbie rpanyisl SEPHAROSE-4 FF), crenky wim OHO JyHKH B
IUTACTUKOBOH 4Yallke JUIsi MHUKPOTHTPOBAaHHUS, OHOYHMII HAa OCHOBE JAUOKCHAA KPEMHHUS,
MOJIMAKPUJIAMU], arapo3y, OUOKCHI KPEeMHHUs, HUTPOLEIUTI0No3y, Oymary, IUIACTHK, HEWJIOH,
MeTaul U uX koMOmHauuu. DDpp u apyrue KOMIo3umuu MOTYT ObITh HAHECEHbI Ha MaTephal
MOJJIOKKM HEKOBAJIEHTHON accouuanuel WM KOBAJIEHTHOM CBSI3bI0 C MHCIOJIb30BaHHUEM
peareHTOB W METOJAWK, HW3BECTHBIX B JaHHOW oOjacTu TexHWKH. B ogHOM BapuaHTe
ocymectBieHust DDpp cBsizaH ¢ XpomarorpapuyeckuM MaTepHalioM C HCIOJIb30BAHUEM
JIMHKepa.

[0110] Ucnonmp3yeMble B JAHHOM  JOKYMEHTe TEPMHUHBI  «(papMaleBTHUECKU
NPUEMIIEMbI» WIH  «(PU3NOJIOTHYECKH TPHEMJIEMBIH» M WX TIpaMMaTHUECKHE BapHALIUH,
MOCKOJIBKY OHM OTHOCSTCS K KOMIIO3HMLIMSIM, HOCHUTENsIM, pa3OaBUTENsIM U peareHram,
UCTIOJIB3YIOTCS] B3aMMO3aMEHSIEMO U O3HAYAIOT, YTO MaTepPHAIIbl CIIOCOOHBI BBOAUTHCS UEITOBEKY
WUIA TIPUMEHSTBCS K YEJIOBEKY 0e3 MOJyYeHHs] TEPANEeBTUUECKH HEMPUEMIIEMBIX HEXENaTeIbHbIX
¢usnonornveckux 3¢ppexToB, TAKMX Kak TOLIHOTA, TOJIOBOKPYKEHUE, PACCTPONHCTBO JKENyIKa U
TOMY NMOAOOHBIE.

[0111] «MonynupoBaTe» O3HauYaeT U3MEHEHUE UM PEryJHPOBKY aMIUIUTY/IbI, YaCTOTHI,
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CTETIEHU WJIM aKTUBHOCTH. B 1pyrom CBsS3aHHOM acleKTe Takas MOJIYJSLUS MOXKET ObITh
MOJIOXKUTEITbHO MOAYJIMPOBAHHON (HANpUMeEp, YBEMUYEHHE YaCTOThI, CTETIEHN M AKTUBHOCTH)
WIA OTPUIATEIBHO MOAYJHMPOBAHHOW (HAmpUMep, YMEHBLICHHE 4YacTOTHI, CTENEHH WJIIH
AaKTUBHOCTH). B HEKOTOPBIX BapHaHTaX OCYILIECTBIEHHUS MOIYJSILIHS B MOJOXHUTEIBHOM HIIH
OTPHULIATEILHOM HAIIPABJICHHH OTHOCHUTCS K (DYHKIIMH KJIETKH, TKAHH WJIM OpraHa 0 BBEICHHS
TEPAreBTUYECKOTO CPEACTBA. B JONOTHHUTENBbHBIX BapUAHTAX OCYIIECTBICHHUS MOAYIISALMS B
MOJIOXKUTEIIPHOM WJIM OTPULIATEIbHOM HAMPAaBJICHWH OTHOCHTCS K HOPMAJIbHOH, 30POBOM
KJIETKE, TKAaHU MJIH OPTaHy.

[0112] «DddexTnBHOE KoMMuecTBO» DDpp, Takoro kak ciutelii Oerok DDpp, kak
yKa3aHO B JAHHOM JIOKYMEHTE, IPEACTABISIET COOOM KOJIMYECTBO, JOCTATOYHOE JUIS JOCTHKEHHS
KOHKPETHO 3asBJICHHOW ILIeNH, TakoW Kak obecrieueHne HaONI0JaeMOro HM3MEHEHHUS YPOBHS
OnHOW wnMu Oojee OHMOJOTMYECKHX AaKTHBHOCTEH, CBS3aHHBIX C MHIIEHBIO, C KOTOPOM
cBssbiBaercs DDpp (mampumep, cnuteiii Oenmok DDpp). B onpeneneHHbIx BapuaHTax
OCYILIECTBJIEHUs] W3MEHEHHE IOBBILIAET YPOBEHb LIEJNIEBOW aKTHBHOCTH. B Apyrux BapuaHTax
OCYILIECTBJIEHUs] W3MEHEHHE TIIOHIDKAET YPOBEHb LEJNEBOH aKTUBHOCTH. «J(p(deKkTuBHOE
KOJINYECTBO» MOXKET OBITb OMNpPEIENIEHO HMIMPHYECKH H CTaHJAPTHBIM CHOCOOOM IO
OTHOIIEHWIO K YyKa3aHHOH wnenn. TepmuH «TepaneBTH4YeCKU 3(PQeKkTHBHOE KOIMIECTBO»
oTHocuTCs K KommdectBy DDpp, Takoro kak ciurelii Oenok DDpp, wmum  npyromy
TEpareBTUYECKOMY areHty, 3(QQexTuBHOMY [UId «JIe4eHUs» (Hampumep, YMEHbIIEHUS
CUMIITOMOB) 3a00JIeBaHUSl HJIM pAacCTpoiicTBa y cyObekra (Miiekomuraromiero). TepmuH
«TepareBTHIecKd 3 (PEeKTUBHOE KOJIMUYECTBOY» TAKXKE€ OTHOCHUTCSI K KOJIHYECTBY, 3PPEeKTUBHOMY
B JO3MPOBKAX M B TEUEHHE INEPHONOB BPEMEHH, HEOOXOOUMBIX U JOCTH)KEHHUS JKEJIaeMOTO
PO UIAKTHIECKOTO Pe3yJIbTaTa.

[0113] «IlammeHTY, «CYOBEKT», «KUBOTHOE» M «MJIEKOMHTAIOIIEE» HCIOJIb3YIOTCS
B3aMMO3aMEHSIEMO U OTHOCSTCS K MJIIEKOMTUTAIOIINM, TAKUM KaK NMAlMEeHTBI-IIOAN U IPUMATHI, HE
SIBJIFOLIMECS JIFOABMH, & TAKXKE K SKCIIEPUMEHTAIbHBIM JKHBOTHBIM, TAKUM KaK KPOJIUKHU, KPBICHI
U MBIIM, W APyrue >KUBOTHblE. JKWBOTHBIE BKJIIOYAIOT BCEX IO3BOHOYHBIX, HANpHUMeED,
MJIEKOITUTAOLINX H KHUBOTHBIX, OTJINYHBIX OT MJIEKOIMUTAIOIINX, TAKUX KaK LBIIIIATA, aMpuonu
u pentiiaun. Vcnoip3yemMblii B JaHHOM IOKYMEHTE TEPMHH «MJIEKOTIMTAIOIIEE» OTHOCHTCS K
T000My TPEACTaBUTENO Kiacca MIIEKONHTAOLINX, BKIIOYas, Oe3 OrpaHUuYeHUs, Jroned u
NPUMATOB, OTJIMYHBIX OT JIFOAEH, TAKUX KaK IIMMIIAH3€ W APYTHe BHIbI BBICIIUX O0E3bsIH H
HU3MINX 00€3bsTH, CEbCKOXO03sIMCTBEHHBIX JKUBOTHBIX, TAKHX KaK KPYIHBIA POraThbIii CKOT, OBELl,
CBUHEHW, KO3 M Jomaned, OOMAIIHUX MJIEKOMUTAOINX, TaKHX Kak CO0AaKH M KOIUKH,
7a00paTOPHBIX JKUBOTHBIX, BKJIIOUAs IPBI3YHOB, TAKUX KaK MBIIIH, KPBICBI U MOPCKUE CBUHKH, U

TOMY HOI[O6HI:;I€. B KOHKPETHOM BAPHUAHTE OCYIICCTBIICHUA MTAIUCHT ABJIACTCA UCTIOBCKOM. 3TOT
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TEPMUH HE YKa3blBaeT Ha KOHKPETHBIA BO3pacT wid moi. Takum o0pa3oM, B3pOCHbIe U
HOBOPOJKJECHHBIE CYOBEKTHI, a TaKke dMOPHUOHBI U OB, OyIb TO MYKYHMHBI MU >KEHIIUHBI,
JOJI?KHBI OBITH BKITFOUEHBI B 0OBEM 3TOTO TEPMHUHA.

[0114] TepMuHBI «JICUUTHY, «JICIEHUE» U KIPOLIECC JICUEHUSD», UCTIONB3yEMbI€ B TAHHOM
JOKYMEHTE, OTHOCSITCSI KaK K TEParneBTHYECKOMY JICUEHUIO, TaK U K MPOPUITAKTHUECKUM HWJIH
MPEBEHTHUBHBIM M€EpaM, B KOTOPBIX LIEJNbIO SBJSETCA NPEAOTBPALIEHUE WM 3aMENJICHUE
(YMeHbIIIeHHe WJTH 3aIePKKa) CUMIITOMOB, OCJIOKHEHUH WM OMOXMMUYECKOTO BO3IEHUCTBUS
NPU3HAKOB 3a00JIEBaHUs, COCTOSIHHS WJIM pPAcCTPOMCTBA, OCIA0JNEHUS CHMIITOMOB HJIH
OCTAaHOBKHM WJIM TOJABJICHUs JaJIbHEUINEro pasBUTHS 3a00JIeBaHUsS, COCTOSHUS WU
paccrpoiictBa. JledeHue MoxeT ObITh TPOPUITAKTHUECKUM (IJIsI PEAOTBPALISHUS HITH OTCPOUKH
BO3HUKHOBEHUsS 3a00JIeBaHUSI WU Ui TPEAOTBPAIICHHs TPOSBICHUS €ro KIMHHYECKUX WK
CYOKJIMHUYECKNX CHMIITOMOB) WJIM TEPANeBTHUECKUM TIOJABJICHHEM WM OCia0eHueM
CHMIITOMOB TIOCJIE TIPOSIBJICHHUS 3a00JI€BaHMsL, COCTOSIHUS MJTH PACCTPOICTBA, HAIPABJICHHOIO Ha
MATOJIOTNYECKOE COCTOSIHUE, MPENOTBPALeHUE MAaTOJIOrMYeCKOEe COCTOSIHUE, MPECIeAoBaTh WU
MOJYYUTh MOJIE3HbIE PE3YJbTAThl, WM CHU3UTDH LIAHCHI MHAMBUAYYMa HA PA3BUTHUE COCTOSHUS,
Jake eCH JieueHHe B KOHEUHOM utore OesycnemHo. K duciy Tex, KTO Hy>KAaeTcsl B JICUEHUH,
OTHOCSITCS T€, Y KOTO YK€ €CTh 3TO 3a00JIeBaHHE, a TAKXKE T€, KTO CKJIOHEH K 3a00JIEBAHUIO, HITH
T€, Y KOTrO 3TO 3a00JieBaHHE HEOOXOAMMO NPEAOTBPATUTh. JleueHHe MOXKET OCYLIECTBISTBCS C
UCTIOJb30BaHueM ciuToro Oenka DDpp oToenpHO WM B COYETaHUH C JOTIOJHUTENbHBIM
TepaneBTUUECKUM areHTOM.

[0115] «Pak», «omyxodb» WIH «3JOKAYECTBEHHAS] OIYXOJb» HCHOJb3YIOTCS Kak
CUHOHMMWYHBIE TEPMHUHBI U OTHOCATCA K JoO0oMy w3 psima 3abojieBaHUM, KOTOpBIE
XapaKTEPU3YIOTCSI HEKOHTPOJIUPYEMOH, HEHOPMAIbHON nponudepanueil KJIeToK, ClIoCOOHOCTHIO
MOPAKEHHBIX KIETOK PACIPOCTPAHSTHCA JIOKAJBHO MM 4Yepe3 KPOBOTOK U JUM(PATHUECKYIO
CHCTEMY Uil APYTHX YacTell Tena (METacTa3MpoOBaHHUE), a TaKkKe 00O U3 psiaa XapaKTepHBIX
CTPYKTYPHBIX W/WJIA MOJICKYJISIPHBIX OCOOEHHOCTel. TepMHH «OMyXOJib», HCIOJIb3YEMbI B
JAHHOM JOKYMEHTE, OTHOCHTCSI KO BCEM BHJAM POCTa U MPOJU(EpALHH OMyXOJIeBONU KJIETKH,
OyIb TO 3JI0KAYE€CTBEHHBIHN WIH JOOPOKAYECTBEHHBIN, U BCEM MPEAPAKOBBIM H PAKOBBIM KJIETKAM
U TKaHAM. «PakoBasg omyxosb» WM «3J0KaYE€CTBEHHAs KJIETKA» MOHHUMAETCA KakK KJIETKa,
obnanaromas cruenupuuecKuMH CTPYKTYPHBIMH CBOWCTBaMH, JIMIIeHHAss Au(QepeHInpoBKU 1
crocoOHasi K MHBA3UU U METAaCTa3MPOBAHUID. Pak, KOTOPBIA MOKHO JIEUUTH C HCIIOJIB30BAHHEM
cnmutbix O6enkoB DDpp, mpencTaBieHHBIX B JAHHOM JOKYMEHTE, BKIIIOYAET TeMaTOJIOrHYeCKUe
OTyXOJIH, TaKWE KaK JIGHKO3bI U JIUM(OMBI, WJTH COJIMIHBIC OMyXOJH. B KOHKPETHBIX BapHaHTaX
OCYIIECTBJICHUS PaK, MOJICKAIIUN JICUEHUIO, TPEACTABIIsIET OO0 setiko3 mwiu umdpomy. Turmbl

pakoBbIX 3aboneBaHHMH, noIexamux JjedeHmo DBDpp, Bximowaror, 0e3 orpaHudeHus,
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KapuuHOMY, OJacTOMy M CapKOMy, a TakXe HEKOTOpble JIEHKO3bl WU JTUM(OHUIHBIC
3JI0KAYEeCTBEHHbIE HOBOOOpa30BaHMs, NOOPOKAYECTBEHHBIE W 3JIOKAYECTBEHHBIE OMYXOJU U
3JI0KA4eCTBEHHbIE HOBOOOPA30BaHUS, HANpPUMEp, CAPKOMBI, KaPLUHUHOMBI U MEJIaHOMBI. THUIIbI
paka M OIyXOJied, KOTOpbleé MOXKHO JIeYUTh C UCHOJNb30BaHMeM DDpp, BkmrodarT, 0e3
OTpPaHUYEHUs], paK MOJIOYHOM jKeJie3bl, JerKUxX, MO3ra, KOCTel, MeueHu, MoueK, TOJICTON KHUIIKH,
TOJOBbI W INEH, SUYHHKOB, T€MAaTONOITHUYECKHE (HampuMmep, JIeHK0o3) M pak MpocTaTtel. B
HEKOTOPBbIX BapHaHTax OCYLIECTBIEHUs PaK U OIyXOJH, KOTOPble MOKHO JIEYUTh C
ucnosab3oBanueM DDpp, BKIIOYAOT pak MOJIOYHOM >Kee3bl U SIMYHUKOB. J[pyrue TUIbI paka u
OMyXOJiell, KOTOpble MOXHO JIEUUTh C UCIOoJb30BaHueM DDpp-conepskaliux aHTUTEN, OMUCAHbI
B JAHHOM JOKYMEHTE HJIU HHbIM 00pPa30M U3BECTHBI B JTAHHON OOJIACTH TEXHUKH.

[0116] TepMuHBI «OMyXOJEBBIH AHTUIE€H» WU «PAKOBBIH AHTUIE€H» HCIONb3YIOTCA B
JAHHOM JOKYMEHTe B3anMo3aMmeHseMo. OmyxoJieBble M PaKOBBIE AHTHIEHBI MOTYT OBITh Kak
«onyxonecrnenuduunbiii antured (TSA — anrn.: tumor-specific antigen)», «crenupUIHbIN
antured paka (CSA — aHru.: cancer-specific antigen)», «OMyX0JIb-aCCOLMUPOBAHHbBIE AHTUT€HbBI
(TAA — anrn.: tumor-associated antigen)» WM «pako-accouuupoBaHHbili antured (CAA —
aHrI.: cancer-associated antigen)». TSA mpencrasisier coO0OH aHTUTEH, KOTOPBIA YHUKAJICH AJIs
OTIYXOJIEBBIX KJIETOK U HE BCTPEYAETCS B APYTUX KieTkax opranusMa. TAA mpencrasisier coboit
AHTHUTeH, KOTOPBIH OOHAPY)KUBAETCSI KaK B OIMYXOJIH, TAK U B HEKOTOPBIX HOPMAaJIbHBIX KJIETKaX.
H3-3a auHaMuueckoll mpUpObl OMyXOJiell B HEKOTOPBIX CIydasx OMyXOJeBble KJIETKU MOTYT
SKCIIPECCUPOBATh YHUKAJIbHbIE AHTUIEHbl Ha OINpeNeJeHHbIX CTaAMsIX, & B JPYIHX Takke
SKCIIPECCUPOBATh AHTUIEHbl, KOTOPbIE TAK)KE 3KCIPECCUPYIOTCS HAa HEOIYXOJIEBBIX KIIETKaX.
Takum 00Opas3oM, BKIIIOUEHHE OIpPENEeIEHHOro Mapkepa B kadecTBe TAA He HCKIIIOYAET €ro B
kadectBe TSA.

[0117] Ucnonb3yemblii B JTaHHOM AOKYMEHTE TEPMHUH «KJIETKa-MHUIIEHb» OTHOCUTCS K
KJIETKe WJIM KJIEeTKaM, KOTOpbIe BOBJEUYeHbl B 3a00jieBaHHE M MOTYT OBbITh MHIIEHIMH
KOMIIO3UIWH, coxepxkamux DDpp. Jlpyrue KIeTKU-MUIIEHH BKJIIOYAIOT JIFOOYIO KIETKY Y
cyObekTa (Hampumep, 4YeJNOBEKa WM >KUBOTHOTO), HAa KOTOPYHO MOKET ObITh HalejeH
packpeiThiii DDpp. Knerka-MuiieHp MOXKET HPEACTaBJIATh COOOH KIETKY, SKCHPECCHPYIOLIYIO
WA CBEPXIKCIPECCUPYIOIYIO MUIIEHB, CIIELU(IYECKH CBA3aHHYIO CIUTHIM OenkoM DDpp.

[0118] Ucnonmp3yeMblii B JaHHOM JOKYMEHTe TepPMHH «3(PQPEeKTOpHBIE KIETKI»
npeacTaBisieT CcoOOW JEMKOLUTBI, KOTOPBIE JKCIpecCHpyroT oauH win Oojnee FcR wu
ocymecTBISOT 3pdexropuble PyHKUNU. [IpeanodTuTeNnsHO, TaKue KIETKH SKCIPECCHPYIOT M0
menbieli Mepe Fc(RII wu ocymectsistor sddextopryro  ¢ynkuuro A3KL  Tlpumepsr
JEWKOLIUTOB 4esoBeKa, Kotopble omocpenyoT (A3KLL), BKIOYAIOT MOHOHYKJIECAPHBIE KJIETKH

nepudepudeckoit kpoBu (MKIIK), ecrectBeHnbie kierku-kmniepbl (NK), MOHOUUTHI,
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muroTokcudeckne T-xnerkn u Hedrpodwmnbr, npuueM (MKIIK) u NK-kimetku sBIsroTCs
NPEANOYTUTENBHBIMA B OIPENEeICeHHBIX BapHaHTaX OCyecTBIeHHA. J(P(EeKTOpHBIC KIETKH
MOTYT OBITh BBIAENCHBI W3 HATUBHOIO HCTOYHHMKA, Hampumep, u3 kposu wiu PBMC, kak
ONHMCAHO B JAaHHOM JOKYMEHTE, WJIM HMHBbIM O0pa3oM H3BECTHO W3 YPOBHSA TEXHHKH. B
KOHKPETHOM BapHaHTe OCylecTBIeHUs J(PQPEKTOpHbIE KIETKH NPEACTaBISIIOT  coOOi
3¢ (heKTOpHBIE KIIETKU YEJIOBEKA.

[0119] Tepmun «3¢pdexkropHas QyHKIUS» OTHOCHTCS K  CIEHUATU3UPOBAHHON
UMMyHHOH ¢yHKIuN muddepenuupoBannoil knetku. Jddexkropras ¢ynkuus T-kierkw,
HApUMeEp, MOXKET TNPEACTaBIATh COOONW IUTONUTHYECKYI0 AaKTUBHOCTh WJIM XEJIEPHYIO
AKTHUBHOCTb, B TOM YHUCJIE CEKPELUI0 IUTOKUHOB.

[0120] HUcnonb3yemblii B JAHHOM JIOKYMEHTE TEPMHUH «MMMYHHasl KJIETKa» OTHOCHUTCS K
KJIeTKaM  HWMMYHHOM  CHCTeMBbl  MJICKONUTAIOLINX,  BKJIOHYas, ©O€3  OrpaHUYeHUs,
AHTUTEHIPE3EHTUPYIOIINE KJIEeTKH, B-xmerkn, 0asopuibl, mUTOTOKCHYEeCKHe T-KIeTkH,
ICHOPUTHBIE KJIETKH, 503WHO(UIBI, TPaHYJIOLUTHI, XeJnepHble T-KIETKH, JEeHKOLUTEHI,
auM@oruTel, Makpodary, TYYHbIE KIETKH, KJIETKH IMaMSATH, MOHOILMTBI, MPUPOJIHBIE KJIETKH-
KUJUIEPBI, HeHTpoduitbl, parouuTel, KIETKH IUTa3Mbl B T-KIIETKH.

[0121] Tepmunbl «T-xnerka» u «T-muMdouuT» ABIAIOTCS B3aMMO3aMEHSIEMbIMH U
UCIIOJIB3YKOTCST B JAHHOM JOKYMEHTE€ Kak CHHOHHMMBL. IIpuMepbl BKIIOYAOT, HO HE
OTPaHWYMBAIOTCS MMM, HATUBHBIE T-KJI€TKH, HeHTpanbHble T-kneTku namsaty, 3¢dexkropunie T-
KJIETKH MaMSITH WM UX KOMOMHAITIH.

[0122] HUcnonb3yemblii B JTaHHOM JOKYMEHTE TEPMHH KMMMYHHBII OTBET» OTHOCHUTCS K
MMMYHUTETaM, BKJIKOYasi, HO HE OTPAHUYMBAACh UMH, BPOKIECHHBI UMMYHUTET, T'yMOpPaJIbHBIN
UMMYHHUTET, KJIETOYHBIH WMMYHHUTET, UMMYHHUTET, BOCHAJIUTEIbHBIH OTBET, MPHOOPETEHHBIH
(amanTuBHBIN) UMMYHHUTET, 3y TOMMMYHHUTET W/ WA CBEPXaKTUBHbBII HIMMYHUTET.

[0123] Ucnonb3yemblii B JaHHOM JOKYMEHTE TEPMHUH «TPAaHCIYKLHUS» OTHOCUTCS K
BBEICHUIO YYXXEPOJHOM HYKJIEHHOBOW KHCJIOTBI B KIETKY C HCIOJb30BAHUEM BUPYCHOTO
BekTOpa. Mcrnonb3yeMblil B JAHHOM JOKYMEHTE TEPMHH «TPaHC(EKIHs» OTHOCUTCS K BBEICHHIO
Yy>KEPOJAHOW  HYKJIEMHOBOM  KHUCJIOTBI B  KJIETKYy C  HCHOJb30BAHMEM  TEXHOJIOTUHU
pexomOunanTHo JIHK. Tepmun «rpaHcopmauusy O3HaA4aeT BBEACHUE «UYKEPOIHOI»
(HarpuMep, BHELIHEH, BHEKJIETOYHOH MM UHBIM 00pa30M HE3HAOT€HHOMN) MOCIEI0BATEIbHOCTH
HykjenHoBo# kuciotel (JJHK mmm PHK) B kileTky-xo3siMHa, Tak YTO KJIETKA-XO35IMH OyneT
SKCIPECCUPOBATh BBEACHHYK) HYKJIEHHOBYHK) KHUCJIOTY AJIl IMOJIyYEHHs >KEJIaeMOro BELIECTBa,
TAKOTO Kak 0eJoK UM (PepPMEHT, KOAUPYEMBbIi BBEICHHON KOIUPYIOLIEH MTOCIEN0BATENbHOCTBIO.
BBeneHHas MOCneAOBATENBbHOCTb  HYKJIEHHOBOH  KHCJIOTBI TaKKe MOXKET  Ha3bIBAThCs

CKJIOHUPOBAHHBIM» WJIU KUYKEPOAHBIM» I'€CHOM HJIU NOCICAOBATCIIBHOCTBIO U MOKET BKJIFOYATh
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PerynaTOpHblE UM KOHTPOJIbHbIE MMOCIEAOBATEIbHOCTH, TAKUE KaK CTapTOBBIH KOJOH, CTOI-
KOJZIOH, IPOMOTOpP, CHUTHAJI-TPAHCKPUIILMK, IOCIENOBATENbHOCTD CEKpeLUuu WIH Jpyrue
MOCJIEZI0BATEIbHOCTH, UCIIOJIb3yeMble reHeTUYECKUM MeXaHU3MOM KJIETKH.
[TocnenoBaTeNnbHOCTP  HYKJIEHMHOBOH  KHCJIOTBI MOJKET BKJIOUATh  He(pYHKLHOHAJIbHbIE
MOCIIEIOBATEIBPHOCTH HJIM TIOCIIENOBATEIbHOCTH 0Oe3 m3BecTHOW (yHKIMH. Kierka-xo3suH,
KOTOpast OJy4aeT U SKCIPECCHPYET BBEACHHYIO HYKJIEHHOBYIO kucioty (Hampumep, JHK nmm
PHK), 6buta «TpanchopMupoBaHa» U sIBIAETCS «TpaHChopMaHTOM» Win «kioHoM». JIHK nmm
PHK, BBeneHHble B KJIETKY-XO35SMHA, MOTYT IMPOUCXOAUTh M3 JIEOOOr0 HMCTOYHHUKA, BKIJIFOYAS
KJIETKH TOTO K€ POJAa WIN BUJA, YTO U KJIETKA-XO3HH, WU KJIETKU APYroro poja Wi BUAa WU
MOTYT OBITh HE BCTPEUAOIIMMUCS B IIPUPOJIE.

[0124] «PeuenTop KJIETOYHOM MOBEPXHOCTH» OTHOCUTCS K MOJICKYyJaM M KOMILIEKCaM
MOJIEKYJI, CITOCOOHBIM MPUHUMATh CUTHAJ U TIepeAaBaTh TAKOW CHTHAJ Yepe3 IUIa3MaTHYECKYIO
MeMOpaHy kieTkd. [IpumMepom peuenTopa KJIETOYHOIH MOBEPXHOCTH, MPEIJIOKEHHOTO B JAHHOM
JNOKYMEHTE, sBJIAE€TCS AaKTUBHUPOBAHHBIM pPELENTOp HHTETPUHA, HAalpUMeEp, aKTUBHPOBAHHBIN
perienTop UHTErpyuHA avp3 Ha MeTacTaTHdeckol kjerke. Mcmosp3yeMblii B JAaHHOM JTOKYMEHTE
TEPMUH «PELENTOop KJIETOUYHOI MOBEPXHOCTHY» TaKXKe BKIIOUAET MOJEKYIY, SKCIPECCUPYEMYIO
Ha TIOBEPXHOCTH KJIETKH, KOTOpast coaep:kut DDpp, cnocoOHBIN CBA3BIBATH MPENCTABIISIOLIYIO
uHtepec muiienb (Hampumep, BCMA, CD123, CS1, HER2, AFP wumu p26 AFP). Tepmun
«penenTop» 0OO3HA4YAET CBS3AHHBIH C KJIETKOH OENOK, KOTOPBIH CBS3bIBACTCS WJIM WHBIM
o0pa3oM B3aUMOJIEHCTBYEeT C MOJIEKYJOH (HAampuMep, JUraHIOM) W OINOCPenyeT ACHCTBHUE
JUraHjga Ha KIeTKy. B HecKoJbKMX BapuaHTax OCYILIECTBIEHUs MOJEKyJa, KoTopas
B3aMMOJIEHICTBYET C  PELeNTOpPOM, TMpPEncTaBiseT coOoil  OMOAKTHBHYIO  MOJIEKYJY.
MeMmOpaHOCBsI3aHHBIE PELENTOPbl KJIETOYHOH IMOBEPXHOCTH, KaK IMPABHIO, XapaKTEPU3YIOTCS
MHOTOJOMEHHON CTPYKTYPOMW, BKJIKOYAIOIIENH BHEKJIETOUHbBIM JIMTAHACBA3BIBAIOLIUN TOMEH,
TpaHCMeMOpaHHBIII JOMEH M BHYTPUKIETOYHBIH 3(PQPEKTOPHBIH NOMEH, KOTOPBIH OOBIYHO
y4acTBYeT B TPAHCAYKLIUU CUTHAJA.

[0125] Ucnonb3yemblli B JaHHOM AOKymMeHTe TepMUH «CS1» OTHOCHTCS K peuentopy
NK-KJI€TOK, perynupyroimeMy UMMYHHbIE (YHKUHH, KOTOPBIH TakXKe SKCIpecchpyercs Ha B-
KJIeTkax, T-kjerkax, paeHAputHbIXx  kierkax, NK-T-kmerkax wu  monommrax. CSl1
CBEPXIKCIIPECCUPYETCS TNMPU MHOXKECTBEHHOW MHeNOMe M OblI YCHEeIIHO HampaBleH Ha
UMMYHOTEPAITUI0 MHOKECTBEHHOH Muenomel. Malaer & Mathew, Am J Cancer Res. 7(8): 1637-
1641 (2017). CS1 Taxxe n3ecteH kak SLAM7, 6enok 19A, CRACC u CD319. Tepmun «CS1»
BKJIFOYAET BAPHAHTHI, U30(OPMBI, TOMOJIOTH, opTosiord u napanoru. CS1 mpexncrasisier coboit
TpaHcMeMOpaHHbIT ~ Oenok ¢ pasnuuHbiMH U (EepeHIHanbHO  CIUIAHCHPOBAHHBIMU

n3odopmamMu. B HEKOTOPBIX BapHaHTaxX OCYIIECTBJICHUS aMUHOKHCIOTHAS MOCIENOBATEIbHOCTD
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CS1 wuenoseka, conep:xamasi 22 aMHUHOKHCJOTHBIX OCTaTka N-KOHLIEBOM CHUTHAJIBHOM
nocnegosarenbHocTd (MAGSPTCLTLIYILWQLTGSAA, SEQ ID NO: 924) u BHEKJIETOUHBIH
noMmeH, conepskamuii 226 N-konnesbix octatkoB (SEQ ID NO: 925), umeer Homep nocryma
Genbank Ne NP 067004 (SEQ ID NO: 926). B HEKOTOpbIX BapHaHTaX OCYIIECTBICHHS
AMUHOKUCJIOTHasi mocienoBaTesbHOCTh CS1 denoBeka wmeer Homep paoctyma Genbank:
NP 001269517, NP _001269518, NP _001269519,  NP_001269520,  NP_001269521,
NP_ 001269522, NP_001269523, NP_001269524 unu NP_001269525.

[0126] Hcnone3yemblii B MAaHHOM JOKYMEHTE€ TEPMHMH «XUMEPHBIH aHTUIE€HHBIN
peuenTop» i «KCAR» nnn Heckonbko « CAR» OTHOCUTCSI K CKOHCTPYMPOBAHHOMY PELIENITOPY,
KOTOPBII NMPUBUBAET aHTUT'€H WJIHM CIEUU(UYIHOCTh MUIICHU K KJeTKe (Hampumep, T-kieTkam,
TakuM Kak HauBHble T-kietku, T-kneTku weHTpanbHOW namsith, T-kietku 3¢dexTopHOit
namsita, NK-knerku, NKT-knerku wimm wx komOunammu). Kak wmsBectHo, CAR Takke
YIIOMUHAIOTCS KaK UCKYCCTBEHHbIE PelenTopbl T-KI€TOK, XMMEpHBbIE pelenTopbl T-KIETOK HIIH
XHUMEPHbIE MMMYHOPELETITOPBI.

[Momunentunet nomena D (DDpp)

[0127] Ecniu He yka3aHO HWHOE, B MPAKTHKE PACKPBITBIX KOMIIO3MIUI M CrnocoOoB
UCTIOJIB3YIOTCSl CTAHAAPTHBIE METOIbl MOJIEKYJSIPHOH Ouonornu (BKIIOUash PEKOMOMHAHTHBIE
METObI, KYJIbTYPY TKaHU U TPAHCPOPMALMIO KIETOK), MEKPOOHOJIOrHH, KJIETOUYHONW OHOJIOTHH,
OMOXMMHU M MMMYHOJIOTUH, KOTOPbIE M3BECTHBI CIELIMAINCTAM B JAHHOW OOJIACTH TEXHUKH.
Taxne METOONKN OOBIYHO BBITIOJHSAIOTCS B COOTBETCTBHH CO CHENM(PHUKALUAMU MPOU3BOAUTEIS
WA OOBIYHO BBITIOJHSIOTCS C HCIOJB30BAHHEM WM PETYIISPHBIM HM3MEHEHHEM H3BECTHBIX
MpoLEeAyp, TAaKUX Kak MPOUenyphl, u3yokeHHbie B Sambrook et al. (Molecular Cloning: A
Laboratory Manual. Cold Spring Harbor Laboratory Press, Cold Spring Harbor, N.Y. (1989));
PCR Technology: Principles and Applications for DNA Amplification (ed. H. A. Erlich,
Freeman Press, NY, N.Y., 1992); Oligonucleotide Synthesis (Gait, ed., 1984); Animal Cell
Culture (Freshney, ed., 1987); Handbook of Experimental Immunology (Weir et al., eds.; Gene
Transfer Vectors for Mammalian Cells (Miller, ed., 1987); Current Protocols in Molecular
Biology (Ausubel., ed., 1987); PCR Protocols: A Guide to Methods and Applications (Innis, ed.,
Academic Press, San Diego, Calif., 1990); Mattila, et al., Nucleic Acids Res. 19: 967 (1991);
Eckert, et al., PCR Methods and Applications 1: 17 (1991); PCR (McPherson, ed., IRL Press,
Oxford), PCR: The Polymerase Chain Reaction, (Mullis, ed., 1994); Harlow, Antibodies: A
Laboratory Manual, (Cold Spring Harbor Laboratory Press, 2nd ed. 1988) u Kontermann, ed.,
"The Antibody Engineering Lab Manual" (Springer Verlag, Heidelberg/New York, 2000);
Current Protocols in Immunology (Coligan, ed., 1991); The Immunoassay Handbook (Wild, ed.,
Stockton Press NY, 1994); u Methods of Immunological Analysis (Masseyeft., ed., Weinheim:
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VCH Verlags gesellschaft mbH, 1993); and Gennaro, et al. 2000, Remington: the Science and
Practice of Pharmacy, 20th Ed. Lipincott Williams and Wilkins: Baltimore, Md., nmn kax
ONMCAaHO B JaHHOM JAOKyMeHTe. Eciu He yka3aHbl KOHKpPETHBIE ONpeAeNeHUs, HOMEHKIATypa,
UCTIOJIb3yeMast B CBSI3U C 5TUM, a TaK)Ke JJaOOPaTOPHBIEC MPOLIEAYPHl U TEXHUKH aHATHTUYECKOM,
CHHTETUYECKON OpPraHW4YecKOH XHMHHM, W MEOULUHCKOW © (apMaleBTHUECKOH XHUMUH,
OTIMCAHHBIE B JAHHOM JOKYMEHTE, SIBJIIIOTCS U3BECTHBIMU U MPUMEHSIEMBbIMU B TAHHOH 00NacTH
TexHukd. Kpome Toro, craHmapTHbIE METOABI MOTYT OBITh HCIOJB30BaHBI ISl XUMHYECKOTO
CUHTE3a, XUMHUYECKOTrO aHaJu3a, PEKOMOMHAHTHOTO IIPOU3BO/ICTBA, OUUCTKH,
(bapMareBTHUECKOTO MPUTOTOBJICHUS, CO3aHUS NPENAPaToOB, JOCTABKH U JICYCHUS TALIUEHTOB.

[0128] B cooTBETCTBUM ¢ pa3IMYHBIMU BapHaHTAMH OCYIIECTBJICHUS B JAHHOM
nu3o0perennn npemioked DDpp, KOTopelii criernpuvHO CBS3BIBAET MPENCTABISIOIIYI0 HHTEPEC
MUILIEeHb, BBIOpaHHYIO U3 rpymmsbl, cocrosimer n3 BCMA, CD123, CS1, HER2, AFP u p26 AFP.
B Hekotopeix BapuaHTax ocyulectBieHus DD DDpp comepKUT aMHHOKHUCIOTHYIO
MOCJIEOBATEIbHOCTDb, BRIOpaHHYIO W3 rpymmbl, coctosmeid u3 SEQ ID NO: 11-949 u 950. B
HEKOTOPBbIX BapuaHTax ocymectsieranss DDpp comepsxutr momen D (DD), BriOpanHbIl 13
rpynmel, cocrosimeil u3: (a) DD, xoroperi crnenmuduueckn cpsizbiBaer BCMA u conmepkut
aMHUHOKHUCIIOTHYI0 TocnenoBarenbHocTe SEQ ID NO: 11-305 wmmu 306; (b) DD, kortopsri
cnenuduieckn cBsizbiBaeT CD123 u comepkUT aMUHOKUCIIOTHYIO TochienoBareabHocTh SEQ ID
NO: 307-739 mmn 740; u (c) DD, xotopslii cietdryecku cszbiBaeT AFP mwun ero gpparment, u
COZIeP’KUT aMHHOKHCIIOTHYIO TiocnenoBateibHocTh SEQ ID NO: 741-874 wnu 886-895; (d) DD,
KOTOpbIli  cneunpuyeckun  cesspiBaeT p26 AFP  u  comepkuT  aMHHOKHCIIOTHYIO
nocnenosarenbHocTh SEQ ID NO: 741-874 uymm 886-895; (e) DD, kotopslii cneundudecku
ceseiBaer CS1 (SEQ ID NO: 925) wnmm ero ¢parMeHT, W COAEPKUT AMHUHOKHCIOTHYIO
nocnenosarenbHocTh SEQ ID NO: 896-909 wnmm 910, (f) DD, kotopslii cneunpudecku
csizbiBaeT HER2 mnm ero parment, u conep:kuT aMUHOKHUCIIOTHYIO MOCIEN0OBaTeIbHOCTh SEQ
ID NO: 911-949 unu 950. Taxke npeanoskeHsl Oesku, coaep:xkamue BapuanTsl (a)-(f), koTopsie
COXPAHSIOT CIIOCOOHOCTH CHIEM(PUIECKH CBSI3bIBATH CBOM COOTBETCTBYIOIIHNE MHUILEHH.

[0129] B nomonauTenbHBIX BapuaHTax ocymectsieHuss DD DDpp npencrasnser coboit
BapHAHT STAJIOHHON mocnenoBarenbHocTH DD, BeIOpanHO# U3 rpymmsl, cocrosimeid u3 SEQ ID
NO: 11-949 u 950, xOTOpBI COXpaHAET CIOCOOHOCTh CHEUU(UYECKU CBSI3bIBATH MHIIECHD
5TanoHHOro DD. B HEKkOTOpBIX BapHaHTAaX OCYLIECTBIEHUS MOCIENI0BATEIbHOCTh Bapuanta DD
COJZIEP>)KUT aMMHOKUCJIOTHYIO NIOCJI€ZI0BATEIbHOCTh BapUaHTa, KOTOpasi UMeeT 110 MeHbLIel Mepe
75 %, 80%, 85%, 87%, 89%, 90%, 92%, 94%, 96% wumu 98 % uUOEHTUIHOCTH
MOCIIEIOBATEIPHOCTH C JTAJOHHOW TIOCIENOBATENbHOCTEI0O DD, BBIOpaHHOH W3 TPYIIIEL,

cocrosimeii m3 SEQ ID NO: 11-949 m 950, u Bapuant DD coxpanser crnocoOHOCTb
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cenn(UIEeCKH CBSA3BIBATh MULIEHDb 3TAJIOHHON NocienosarenbHocTu DD.

[0130] B HekoTopwhix BapuaHtax ocymectsiaeHuss DD DDpp mnpexacrasnser coboit
BApPHUAHT STAJOHHON MocienoBaTeabHOCTH cBs3biBatomero BCMA DD, BeiOpaHHOH M3 Tpymiibl,
cocrosimeiit 3 SEQ ID NO: 11-305 u 306, KOTOpBIH COXpaHseT CIIOCOOHOCTh crenudpuyecKku
cBsa3piBaTb BCMA. B HEKkOTOpBIX BapHaHTax OCYLIECTBIEHHUS IOCIEAOBATEIbHOCTh BapuUaHTa
DD coaepuT aMMHOKHUCIOTHYIO MOCJIEA0BATEIbHOCTh BapUaHTa, KOTOpash UMEeT MO MEHbLIeH
mepe 75 %, 80 %, 85 %, 87 %, 89 %, 90 %, 92 %, 94 %, 96 % wum 98 % uaeHTHUHOCTH
MOCIIEIOBATEIPHOCTH € JTAJOHHOW TOCIENOBAaTENbHOCTEIO DD, BBIOpaHHOW W3 TPyMIIb,
cocrosimeii m3 SEQ ID NO: 11-305 m 306, u Bapumant DD coxpanser crnocoOHOCTb
cnieruduieckn cBsizbiBaTh BCMA.

[0131] B HekoTopbix Bapuantax ocymectsieHuss DD DDpp mnpexacrasnser coboit
BApPHUAHT STAJOHHOHN MOCIenoBaTeNbHOCTH cBsi3biBatoiero CD123 DD, BeiOpaHHOH M3 rpymiibl,
cocrosieit u3 SEQ ID NO: 307-739 u 740, KOTOpBIH COXpaHsSeT COCOOHOCTh crenu(puIecKu
cBsa3bpiBaTh CD123. B HeKOoTOpBIX BapuaHTaxX OCYLIECTBJIEHHs INOCIEN0BAaTEIbHOCTb BapUaHTa
DD coaepuT aMUHOKHMCIOTHYIO MOCJIEA0BATEIbHOCTh BApUAHTA, KOTOpas UMeeT MO MeHbLIel
mepe 75 %, 80 %, 85 %, 87 %, 89 %, 90 %, 92 %, 94 %, 96 % wum 98 % uaeHTHUHOCTH
MOCIIEIOBATEIPHOCTH € JTAJOHHOW TOCIENOBATENbHOCTEIO DD, BBIOpaHHOW W3 TpymIibI,
cocrosimeii u3 SEQ ID NO: 307-739 m 740, u Bapuant DD coxpaHsieT crnocoOHOCTB
cnieruduaeckn cpsizbiBaTh CD123.

[0132] B HekoTopwhix BapuaHtax ocymectsieHuss DD DDpp mnpexacrasnser coboit
BApPHMAHT J3TAJOHHOW mocnenoBaTenbHOCTH cBssbiBatomero CS1 DD, BeiOpanHO# U3 rpymmel,
cocrosieit u3 SEQ ID NO: 896-909 u 910, koTOphIii COXpaHseT COCOOHOCTh crenu(puIecKu
cBsa3bpiBaTh CS1. B HEKOTOPBIX BapuaHTaxX OCYIIECTBIEHHs MOCIEeN0BaTeIbHOCTL Bapruanta DD
COJIEP>)KUT aMMHOKUCJIOTHYIO NIOCJI€ZI0BATEIbHOCTh BApUAHTA, KOTOpasl UMeeT 10 MEHbLIel Mepe
75 %, 80%, 85%, 87%, 89%, 90%, 92%, 94%, 96% wmu 98 % UAEHTUYHOCTU
MOCIIEIOBATEIPHOCTH € JTAJOHHOW TOCIENOBAaTENbHOCTEIO DD, BBIOpaHHOW W3 TPyMIIb,
cocrosimeii w3 SEQ ID NO: 896-909 u 910, u Bapuantr DD coxpaHsier cnocoOHOCTb
cnieruduaecku cpsizbiBath CS1.

[0133] B HekoTopwhix BapuaHtax ocymectsieHuss DD DDpp mnpexacrasnser coboit
BApPHAHT STAJOHHOW MoOcienoBaTeNbHOCTH cBs3biBaromiero HER2 DD, BeiOpaHHOH W3 rpymiibl,
cocrosieit n3 SEQ ID NO: 911-949 u 950, koTOpBIH COXpaHAET CIOCOOHOCTh CrennpUIeCcKU
cesa3piBaTh HER2. B HEKOTOpBIX BapHaHTax OCYILIECTBIEHUs MOCIEA0BaTeIbHOCTL BapuanTta DD
COJZIEP>)KUT aMMHOKUCJIOTHYIO NIOCJI€ZI0BATEIbHOCTh BapUaHTa, KOTOpasi UMeeT 110 MeHbLIel Mepe
75 %, 80%, 85%, 87%, 89%, 90%, 92%, 94%, 96% wmu 98 % UAEHTUYHOCTU

MOCIIEIOBATEIPHOCTH € JTAJOHHOW TOCIENOBATENbHOCTEIO DD, BBIOpaHHOW W3 TPyMIIbI,
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cocrosimeii 13 SEQ ID NO: 911-949 u 950, u Bapuant DD coxpaHsieT cnocoOHOCTB
cnenuduieckn cpsizbiath HER2.

[0134] B HekoTopwhix BapuaHtax ocymectsieHuss DD DDpp mnpexacrasnser coboit
BApPHAHT 3TAJIOHHOW MOCienoBaTeabHOCTH cBsi3bBatoiero AFP DD, BriOpaHHOH W3 rpymmel,
cocrosimeii m3 SEQ ID NO: 741-874 u 886-895, KOTOpBI COXpaHSET CIIOCOOHOCTH
cneunuuecku cas3piBaTh AFP. B HEKOTOPBIX BapHaHTaxX OCYIIECTBIICHHUS MOCIENOBATEIBHOCTD
Bapuanta DD conmepxuT aMHHOKHCIOTHYIO MOCJIENOBATENbHOCTh BAPUAHTA, KOTOpPas UMeEeT IO
MmeHnbuieil mepe 75 %, 80%, 85%, 87%, 89%, 90%, 92%, 94%, 96% wumu 98 %
UIGHTUYHOCTH TIOCJIEAOBATENIbHOCTH € 3TAJOHHOHN mocnenoBaTenbHOCTRI0 DD, BBIOpaHHON M3
rpynmnsl, coctosimeit u3 SEQ ID NO: 741-874 u 886-895, m Bapuant DD coxpanser
cnocoOHOCTh crieuugpuuecky cBs3bBaTh AFP.

[0135] B HekoTopwhix BapuaHtax ocymectsieHuss DD DDpp mnpexacrasnser coboit
BApHUAHT 3TAJOHHOH MOCIEA0BATENbHOCTH CBsi3biBatoiero p26 AFP DD, BeiOpaHHOH U3 rpymiibl,
cocrosimeii u3 SEQ ID NO: 741-874 wnm 886-895, koTophlii cOXpaHseT CHOCOOHOCTH
cneuupuyeckun  cBs3piBaTh  p26  AFP. B HEKOTOpPBIX  BapuaHTax  OCYIIECTBJICHUS
MOCJIeIOBATENBbHOCT, Bapuanta DD comepKUT aMHUHOKHUCIOTHYK) IOCIEAOBATEIbHOCTD
BapUaHTa, KOTOpasi uMeeT 1o MeHbinel mepe 75 %, 80 %, 85 %, 87 %, 89 %, 90 %, 92 %, 94 %,
96 % unmu 98 % MAEHTUYHOCTH TMOCIEA0BATEILHOCTH C ATAJJOHHOHN MOcaeAoBaTebHOCThI0 DD,
BbIOpaHHOW w3 Tpymmbl, cocrosimed u3 SEQ ID NO: 741-874 unm 886-895, u Bapmant DD
COXpaHseT crnocoOHOCTD crienupudeckn cBsA3bIBaTH p26 AFP.

[0136] B KOHKpeTHBIX BapHaHTax OCYIIECTBJIEHUS HIEHTHUYHOCTb MEXKAYy BapHaHTOM
nocyiefoBareapHocTH DD (MCKOMasl) M 3TaJOHHOW MOCHIENOBaTeNbHOCTRIO DD,  Takke
Ha3bIBAMON  TJIOOAJbHBIM  BBIPABHUBAHUEM  IOCIENOBATEIBHOCTH,  ONPEAEINSeTcs  C
UCTIOJIb30BaHuEM KoMrbroTepHoi nporpammbel FASTDB nHa ocHoBe anropurma Brutlag et al.
Comp. App. Biosci. 6: 237-245 (1990). IlpeanodTuTenbHBIMU MapaMeTPaMH, UCTOIb3YEMbIMH
s BeIpaBHUBaHUs aMuHOKHCIOT FASTDB, sBnsrorest: Mmatpuna=PAM 0, k-xoptex=2, mrpad
3a HecoorBercTBHe=1, mTpad 3a mnpucoennmHeHue=20, ANMHA TPyNnbl paHAoOMU3aun=0,
rpaHu4HbI Oayui=1, pa3Mep OKHAa=]UIMHA TMOCJIEAOBATELHOCTH, IUTpad 3a IIn=S5, pasmep
mrpada 3a rn=0,05, pasmep oxkHa=500 wnIM IMHA PacCMaTPUBAEMON AMHHOKHCIOTHOM
MOCJIEZIOBAaTEeNIbHOCTH, 4TO Kopoue. CorjacHo JaHHOMY BapHaHTy OCYLIECTBJIEHMs, €ClIU
3TaJIOHHAs MOCaeA0BaTeNbHOCTs DD kopode, 4yeM nckoMasi ocIen0BaTeIbHOCTh BapuanTa DD,
u3-3a ynaneHudl N- wnn C-KOHLIa, a He U3-3a BHYTPEHHUX YyJAaJieHWil, BBINOJHIETCS Py4HOE
UCTIPaBJICHNE PE3yJbTaTOB, YTOOBI MPUHATH BO BHUMaHUe TOT (pakrt, yro nporpamma FASTDB
He yuuTbiBaeT ycedeHUs: N- u C-KOHLIOB 3TajlOHHOM mnocnepoBarenbHocTd DD mpu pacuere

r100aTbHOM TPOLEHTHOW WAEHTUYHOCTH. J[Jisi MoJyueHus 3TaJOHHBIX MOCIENOBATEILHOCTEH
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ykopodeHHbIX Ha N- u C-KOHIax, M0 OTHOUIEHHIO K UCKOMOM MOCJI€A0BAaTEIbHOCTH, MPOLIEHT
UJEHTUYHOCTh  KOPPEKTHUPYIOTCS HyTeM MOJCYeTa KOJMYECTBA  OCTAaTKOB  MCKOMOM
MOC/IEZIOBATENIbHOCTH,  KOTOopble  sBIsitoTCs  N- M C-KOHLEBBIMH Yy 3TajJlOHHOM
MIOCIIEIOBATEIBHOCTH, KOTOPbIE HE COOTBETCTBYIOT/BBIPOBHEHBI C COOTBETCTBYIOIUM HCKOMBIM
OCTaTKOM, KakK MPOLEHT OT OOIIero KOJIMYeCTBA OCHOBAHWH MCKOMOMW ITOCIIEAOBATEBHOCTH.
Omnpenenenne TOro, COOTBETCTBYET/BBIPOBHEH JIM OCTATOK, OMNpEHENSeTcs IO pe3yjbTataM
BbIpaBHUBaHUS nocnenoaTenbHOCTH FASTDB. DTOT mpoLieHT 3aTeM BBIMUTAETCSl U3 MPOLICHTA
UAEHTUYHOCTH, PacCUMTAaHHOIO BblllleykazaHHON mnporpammoii FASTDB c¢ ucnonb3oBaHueM
YKa3aHHBIX IMapaMeTPOB, YTOOBI TONYYHUTh OKOHYATENbHBIH MPOLEHT HACHTHYHOCTH. JTOT
OKOHYATeNbHBIN MPOLICHTHBINA IOKA3aTeNlb UACHTHUYHOCTH HCIOJB3YETCA I Leledl NaHHOTO
BAPUAHTA OCYLIECTBJICHUS.

[0137] B HekoTopbIx BapuaHTax ocyuectsiaeHuss DDpp copepxkur Bapuant DD,
CoAepKalui  aMHHOKHMCJIOTHYIHO  IOCJIE€AO0BATENBbHOCTS, KOTOpass ~ OTJIWYaercss  OT
cootBercTBytomero stajonHoro DD ¢ SEQ ID NO: 11-949 wnmu 950, B aByx wiu Ooinee
KaTeropusx MoAH(UKALUN TOCIENOBATENbHOCTH (TO €CTh 3aMeH, VAAJIeHWH, BCTaBOK H
JOTIOJIHEHMH), 1 BapuaHT DD coxpaHseT cnmocoOHOCTh CBA3BIBATH MULIEHb COOTBETCTBYIOLIETO
stanonsoro DD (mampumep, BCMA, CD123, CS1, HER2, AFP u p26 AFP). Hanpumep,
MOCIIeIOBATEIBHOCTh BapranTa DD MoskeT copepkaTh KOMOMHALIMM aMHUHOKHCIIOTHBIX JIEJELUH,
BCTAaBOK M 3aMEH MO CPaBHEHUIO C MOCJEAOBATENBHOCTBIO 3TalOHHOrO DD. B HekoTOpbIX
BapHaHTaxX OCYLIECTBJICHUS MOCIENI0BATENbHOCTh BapuanTa DD conepxur 1, 2,3, 4, 5,6, 7,8, 9,
10 umm Gosiee 10 aMUHOKHUCIIOTHBIX 3aMEH 10 CPABHEHUIO C STAJIOHHOU MOCIIEAOBATEIHbHOCTHIO
DD SEQ ID NO: 11-949 wumu 950. B HekoTOpbIX BapuaHTax OCYLIECTBIEHUS
MocJieoBaTeIbHOCT Bapuanta DD comepxur 1, 2, 3, 4, 5, 6, 7, 8, 9, 10 unu Oonee 10
KOHCEPBATUBHBIX AMHHOKHUCJIOTHBIX 3aMEH IO CPABHEHUIO C STAJOHHON MOCIEA0BATEIBHOCTHIO
DD SEQ ID NO: 11-949 wumu 950. B HekoTOpbIX BapuaHTax OCYLIECTBIEHUS
nocJieoBaTeIbHOCTh Bapuanta DD comepxkur 1, 2, 3, 4, 5, 6, 7, 8, 9, 10 unmu Gonee 10
HEKOHCEPBATUBHBIX AMHUHOKHCJIOTHBIX  3aM€H o CPaBHEHHIO C  DTaJOHHOU
nocnegosarenbHocThio DD SEQ ID NO: 11-949 unu 950. B HekoTOpBIX BapuaHTax
OCYILECTBJIEHUs MOCAEA0BATENbHOCTE Bapuanta DD conepxur 1, 2, 3,4, 5,6, 7, 8, 9, 10 unu
6onee 10 KOHCEPBATUBHBIX M HEKOHCEPBATUBHBIX AMUHOKHCIOTHBIX 3aMEH IO CPAaBHEHHIO C
sTanoHHo# nocnenosarenbHocTei0 DD SEQ ID NO: 11-949 unu 950. B HekoTOpbIX BapUaHTax
OCYILECTBJIEHUs MOCAEA0BATENbHOCTE Bapuanta DD conepxur 1, 2, 3,4, 5,6, 7, 8, 9, 10 unu
bonee 10 aMHUHOKHCJIOTHBIX NEJIEIHI MO CPABHEHUIO C ATAJIOHHOW MOCIENOBATENBHOCTRIO DD
SEQ ID NO: 11-949 unu 950. B HeKOTOpbIX BapHaHTax OCYILIECTBIEHUS MOCIEA0BATEIbHOCTD

Bapuanta DD conepxur 1, 2, 3,4, 5, 6, 7, 8,9, 10 unu 6osee 10 aMUHOKUCIIOTHBIX HHCEPIIUH B
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stanoHHo# nocaenosaTenbHocTeio DD SEQ ID NO: 11-949 unu 950, u Bapuant DD coxpansier
CHOCOOHOCTh  CBSI3bIBATH MHUIIEHb STanoHHOro DD. Kpome Toro, mnpemnoxken DDpp,
comepxamuii BapuaHT DD, B KOTOPOM aMHHOKHCJIOTHBIE OCTaTKH ObUIM yIAJE€HBl C aMHHO-
KOHIIa, KapOOKCH-KOHLIA WJIM KaK aMHHO, Tak M KapOOKCH-KOHIIA COOTBETCTBYIOLIETO
stanoHHoro DD SEQ ID NO: 866 u 867. B HeKOTOpbIX BapHaHTaX OCYILIECTBIEHUS
MOCJeN0BaTeIbHOCTE BapuanTa DD conep:xut nociaeposarenbHocth € 1, 2, 3,4, 5,6, 7, 8, 9, 10,
11 wmm 12 aMUHOKHCIOTHBIMM OCTAaTKaMH, YJJE€HHBIMH C AaMHHO- KOHLIA JTajJOHHOU
nocnenosarenabaocT DD SEQ ID NO: 11-949 nnum 950, u Bapuant DD coxpansier cniocoOHOCTB
CBA3BIBATH MHIIEHb JTAIOHHOro DD. B HEkOTOpBIX BapuUaHTax  OCYLIECTBIIECHUs
MOCJeN0BaTeIbHOCTE BapuanTa DD conep:xut nociaeposarenbHocth € 1, 2, 3,4, 5,6, 7, 8, 9, 10,
11 nmm 12 aMUHOKHMCJIOTHBIMH OCTaTKaMH, YIOAJIEHHBIMH C KapOOKCH-KOHIa 3TajoHHOro DD
SEQ ID NO: 11-949 wnu 950, u Bapmant DD coxpaHsier cmoCOOHOCTb CBSI3bIBaTh MHIIEHD
5TanoHHOro DD. B HEKkOTOpBIX BapHaHTaX OCYLIECTBIEHUs MOCIEN0BATENBHOCTL Bapuanta DD
cogepxkut 1-5, 1-10 mmmu 1-15 aMHMHOKHUCIOTHBIX OCTaTKOB, YAAJE€HHBIX C aMHUHO- KOHILA
stajoHHON mocnegoarensHocty DD SEQ ID  NO: 11-949 wumu 950, Bapuat
nocaenosarenbHocTy DD umeer 1-5, 1-10 umu 1-15, aMMHOKHCIOTHBIX OCTAaTKOB, YAAJIEHHBIX C
kapOOKCHU-KOHIIA 3TaJIOHHOH mocnenosarensHocTr DD, u Bapuant DD coxpansier ¢cnocoOHOCTh
CBS3BIBATh MUILIEHB ATanoHHOro DD.

Caursie 6enku DDpp

[0138] «CnuThiii OeNOK», «XUMEPHBIH MOJHUIENTHILY, «XUMEPHBIH OEOK», «XUMEpPHBIH
antTuren» u DDpp, KOTOpBIH COIEPKUT/UMEET B COCTaBE TIeTEPOJIOTHYHBIA MOJIUIICIITH,
NpeAcTaBisieT cOOOH MOJHIENTH I, COCTOSIIUN MO MEHbBLIEH Mepe W3 ABYX MNOJUIENTHAOB H,
HeoO0s13aTeNbHO, JIMHKepa Al (PYHKIMOHAJIBHOTO CBSI3bIBAHMS [IBYX MOJIMIENTHAOB B OIHUH
HETIPEPbIBHBIN TMOJIMNENTH, TOJYYEeHHBbIH, HANpUMEp, PEKOMOMHAHTHBIMH crocodamu. /[Ba
MOJIUTIETITHAA MOTYT OBITh (PYHKLIMOHAJIBHO MPUCOEANHEHBI MPSIMO HJTH KOCBEHHO.

[0139] «Cnuteiit 6eok DDpp», NpenyioskeHHbI B JaHHOM JOKYMEHTE, COIEPKUT IO
MeHbIIEH Mepe OIWH PacKpbITBIH B HaHHOM JIOKyMeHTe DDpp, KoTopeli cnenngpudecku
CBSI3BIBAET MPENCTABIBIIOLIYI0 HHTepec muiieHb (Hanpumep, BCMA (SEQ ID NO: 7), CD123
(SEQ ID NO: 8), CS1 (SEQ ID NO: 925), HER2 (SEQ ID NO: 927), AFP (SEQ ID NO: 9), p26
AFP (SEQ ID NO: 10) mu ux ¢pparmeHT). B oqHOM BapuaHTe OCYLIECTBIEHHS CIUTBIH OEI0K
DDpp conepxut onun DDpp.

[0140] B HekoTOpBIX BapHaHTaX OCYINECTBIEHUs CIuThid Oenok DDpp mpencrasisier
coboii pacTBOpuUMBI OeJIOK, coaep:Kaimuii OMUH Wiau Oojiee CBs3bIBAIOIIMX MulieHb DDpp u
Oenok p26 (Hampumep, uMerouii nocneaorarenbHocTh SEQ ID NO: 10, 928, 929, 930, 931,

932, 933 wmm 934). bbuilo oOHapykeHO, YTO Takhe CIUTbIe OeNKH, CoAepKalue
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MOCJIeIOBATENBbHOCTH P26, UMEIOT YAUBUTENIBHO AJUHHBIN NEPHUO MOJYKU3HU B CBIBOPOTKE. B
HEKOTOPBIX BapHaHTaX OCYIIECTBJICHUS PAaCTBOPUMBINA ciuTeiii Oenox DDpp mmeer mepuon
MOJIY’KM3HH B TUIa3Me in Vivo, paBHBIA MO MeHblIeH Mepe 1 Jac, mo MeHbluel mepe 2 1aca, Mo
MEHbIIEH Mepe 4 Jaca, Mo MEHbIIEH Mepe 8 4acoB, O MeHbIIEH Mepe 16 4acoB, MO MEHbIIEH
Mmepe 32 4aca, o MeHbluel Mepe 64 yaca, nim Oojee. B HEKOTOPBIX BapuaHTaX OCYIIECTBICHHS
PACTBOPUMBIH CIUTHIA OEIOK MMEET NMepUOT MOy KI3HH B IJIa3Me In Vivo, PaBHBIH 1O MEHbLIEH
Mepe 1 Jac, no MeHsllel Mepe 2 Jaca, o MeHbLIeH Mepe 4 Jaca, 10 MeHbIIeH Mepe 8 4acos, Mo
MeHbInel Mepe 16 4acoB, o MeHbIeH Mepe 32 Haca, mo MeHbluell Mepe 64 yaca, uim Oomnee 65
yacoB, win 1-10 wgacos, 2-10 ugacos, 4-10 yacos, 6-10 yacoB unu 6-9 yacoB y mbiliu. B
HEKOTOPBIX BapHAHTaX OCYIIECTBJIEHUs PAaCTBOPUMBIH ciuThlii Oerok DDpp umeer nepuon
MOJIY’KM3HH B TUIa3Me in Vivo, paBHBIA MO MeHblIeH Mepe 1 Jac, mo MeHbluel mepe 2 1aca, Mo
MEHbIIEeH Mepe 4 Jaca, MO MEHbIIEH Mepe 8 4acoB, O MEHbIIEH Mepe 16 4acos, MO MeHbLIEH
Mepe 32 yaca, o MeHbInel Mepe 64 daca, win 6onee 65 vyacos, unu 1-10 gacos, 2-10 gacos, 4-
10 gacos, 6-10 yacos unu 6-9 4yacoB y UeIOBEKA.

[0141] B HEKOTOpPBIX BapHaHTaX OCYLIECTBJCHHUS B JAaHHOM H300pPETEHHH MPEMIOKEH
crnoco0 MoaudUKaLWK TMepuojia TMOJYKU3HMU In VIVO (HampuMep, Y MBI KM YeJOBEKa)
pacTBopuMOro ciutoro Oenka, coaepxamero Oemoxk p26  (HampuMep, HUMEROIIUIH
nocnenosarenbHocTh SEQ ID NO: 10, 928, 929, 930, 931, 932, 933 wiu 934). B HekoTOpBIX
BApPMAHTAX OCYIIECTBJICHUS PACTBOPUMBIH CIHTBHIH Oelok p26 comepkKUT OAWH N Oojee
cBsasbIBaOIIMX MulleHb DDpp. B HEKOTOpBIX BapuaHTax OCYLIECTBJICHHs MEPUOA IMONYKU3HH
pacTBOPUMOro CIUTOro Oenka p20 yBENMYUBAETCS WIM YMEHBIIAETCS IyTEM 3aMEHbl MU
yIaJeHUsl OQHOTO WK 0oJjiee aMMHOKHCJIOTHBIX OCTATKOB, OOBIYHO MPUCYTCTBYIOLINX B O€jKe
p26 yenoBeka, WM MyTeM BCTAaBKH OJHOTO WM 0OJiee aMUHOKHCJIOTHBIX OCTATKOB, KOTOpBIE
0oObIYHO He OOHapyKMBAIOTCS B Oenke p20 dyenoBeka. B npyrom BapuaHTe OCYIIECTBJICHUS
MOCIIEIOBATEIBHOCTh PACTBOPUMOTO CJIUTOTO Oenka p26 MonuduuupyeTcs mocpeacTsom 1, 2, 3,
5,5, 10 wim 1-20, 1-10, 3-10 wmu 3-5 aMUHOKHUCIOTHBIX 3aMeH (KOHCEPBATHBHBIX W/WIIN
HEKOHCEPBATUBHBIX 3aMEH), NeNeLUil W/HMIM BCTaBOK, YTOOBl YBEJWUYUTh WJIM YMEHBLIUTH
MEPHUOJ TOJYKU3HH PAacTBOPUMOIrO CIUTOro Oenka in vivo. B KOHKpeTHOM BapwaHTe
OCYILIECTBJIEHUs] AaMHUHOKUCIIOTHBI OCTaTOK, cooTBercTByromuii riyramudy (Gln, Q) B
nonoxkenuu 217 SEQ ID NO: 10 u3 p26 3ameleH ApyruMu aMUHOKHCIOTHBIMU OcTaTkaMu. B
JOTIOJIHUTEIIbHOM BapUaHTe OCYIIECTBJICHUS 3aMeHa npeactanisier codoit Gln217Pro. B apyrom
BAPMAHTE OCYIIECTBJIICHHUS TOCIENOBATENBHOCTh P26  pPacTBOPHMOTO CIHMTOro  Oenka
moaudumupyercss myrem nemeumu 1-150, 1-100, 1-50, 1-25 wmm 1-10 aMHUHOKHCIOTHBIX
OCTaTKOB, TaK YTOOBI YBEJNMYHTh MM YMEHBLIUTh MEPUOJ MONYKHU3HHU In VIVO PacTBOPUMOTO

ciutoro Oenka. B OMONHUTENBHBIX BapuUaHTaX OCYIIECTBICHUS IOCIENOBATEIBHOCTh P26
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PacTBOPUMOTO CIIUTOTO Oelika MOIuUIUpyioT mocpeactsom 1, 2, 3,5, 5, 10 wim 1-20, 1-10, 3-
10 mmm 3-5 aMUHOKHCIOTHBIX 3aMeH (KOHCEpPBATHBHBIX W/MIIM HEKOHCEPBATUBHBIX 3aMEH),
AeNenuid W/WUIM BCTaBOK, YTOOBI YBEJIMYUTH MIJIM YMEHBLIUTH B3aUMOIEHCTBHE PACTBOPHMOTO
ciuroro Oenka ¢ FcRn,

MynsrumepHbie ciutbie Oenku DDpp

[0142] B omHOoM BapwaHTe oOcCymecTBieHus ciuThiii Oenok DDpp comepskur Oonee
omHoro DDpp, mnpuuem nBa wimm Oonee DDpp HMMEIOT OJMHAKOBYIO WM  Pa3IHYHYIO
cneun(PUIHOCTb. B JONOMHUTENBbHBIX BapUAHTAX OCYIIECTBJICHUS CIUTBIA Oenok DDpp
COACPKUT TAHAEMHBIM MOBTOP OJHOTO M TOro ke wim apyroro DD, koTopslii mO3BOJISIET
ciutomy Oenky DDpp cBSA3BIBATH HECKOJBKO MUINEHEH W/WIIM MOBTOPSIFOIIUECS STHUTOMBI HIIH
pa3sHble BMUTONBI HA OJHOH M TOH XK€ MHULIEHU. B HEKOTOpBIX BApHAHTAX OCYLIECTBJICHUS
ciuteiii O6enok DDpp comepxur nmo Mmesblieir mepe 2, 3, 4 win 5 miu Gonee 5 DDpp. B
HEKOTOPBIX BAPHAHTAX OCYLIECTBIIEHUs cinThI Oenok DDpp comepskur 1-3, 1-4, 1-5 unu Gonee
5 pasnuunbix DDpp. B HEKOTOPBIX BapHaHTax OCYLIECTBIICHUS CIUTHIN Oenok DDpp conepxur
o MeHbined mMepe 2, 3, 4 wim S wum 6onee S pazamunbix DDpp. Takum obpasom, ciutelil Oenok
DDpp moskeT npencraBiaTb coboit MoHoMepHBbIH DDpp (To ectb copepskamuii oqud DDpp) wnu
myasTEMepHBIH DDpp (TO ecth comepskammii 6onee onHoro DDpp B Tanneme, HeoOs3aTeNbHO
(YHKLMOHAIBPHO COEAMHEHHBIX JIMHKEPOM). B HEKOTOphIX BapuaHTaX OCYIIECTBJICHUS
npuMeHeHne MyabTaMepHoro DDpp ofecnieunBaer yiydineHHOe (HalpuMep, CHHEPTETHIECKOe)
CBSA3BIBAHWE C MHUIIEHBIO. B JOMOJHUTENBHBIX BAapHAHTAX OCYLIECTBJIEHUS MYJbTUMEPHBIN
DDpp mo3BosisieT HanenuBath Oojiee 4eM OAHY MUIIEHb C HCIOJIb30BAHWEM KOHCTPYKLHMH C
onauM DDpp (Hanpumep, ABYX-, Tpex-cneunpudHoro u T.1.). CBs3bpIBaHUE NIBYX WM Oojiee
uaeHTUYHeIXx DDpp nNpUBOAUT K MNOJYYEHUI0 MYyJIbTUBAJIEHTHOW MOJIEKYJBI, KOTOpas
ofecrieunBaeT SBHbIE TNPEUMYLIECTBA (HANMpPUMEP, MOBBIIIEHHYI AaBHIHOCTb CBSI3bIBAHUS,
KJIACTEPU3ALMI0 MHUIIEHH M aKTUBALMIO PELEeNnTopa) MO CPaBHEHUIO C MOHOBAJICHTHBIMH
komMno3uuusamMu. CBsi3bIBaHHE IBYX WK Oosiee pasnuuHbix DDpp mpuBoauT K 00Opa3oBaHHIO
MYJBTHBAJICHTHON M MyJIbTUCHIEHU(PUIHONH MOJIEKYJbl, KOTOpas oOiafaer CrnocoOHOCTBIO
CBSI3bIBATh 0OJIEE€ OJJTHOTO AHTUI'€HA-MHUIIEHH, HE3aBUCHMO HJTH OJTHOBPEMEHHO.

[0143] Mynsrumepsslii ciutbiii 6enok DDpp mMosker ObiTh roMomynbsTUMEpHBIM DDpp
(To ecThb comepskaTh Oojsee ogHOro M TOro ke DDpp B Tanmeme, HEOOSI3aTEIBPHO COSTUHEHHOM
auHKepoM(amu) (HarmpuMep, TOMOIUMEPaMH, TOMOTPHUMEPAMH, TOMOTETPaMEepPaMu U T.J.) WUJIH
rerepomysnbTuMepHbiM  DDpp (T.e., comepxamuii nBa umm Oomee DDpp, B KOTOpPBIX
NPUCYTCTBYIOT 1O MEHbLIEH Mepe aBa pasHbix Oenka DDpp. Konmuecrso moHOMepHoro DDpp,
BKJIFOYEHHOTO B MYJBTUMEPHYK) KOMIO3ULIUIO, MOXKET BApbUPOBATh B 3aBUCUMOCTH OT BapUAHTA

OCYIICCTBJICHUA U MOXKET ONIPCACIIATLCA, MO MEHBIIEH MEpPE HaCTUYIHO, CHCTEMOM SKCIIpPECCUU, B
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koTopoil mpoayuupyercs DDpp. OnHako B HEKOTOPBIX BapHUaHTaxX OCYLIECTBJIEHUs CIIUTbIE
OeJTK1 MOTYT COZIEPKaTh MYJIBTUMEPHI OT OKOJIO 5 110 okojio 10 cydwenunaun DDpp, oT okomno 10
1o okojio 15 cyObenunun, ot okojo 15 mo oxono 20 cyOwpenunmi, OT 0koyio 20 10 OKOJo 25
CyObeOMHMLl MM OT OKoJo 25 no okomo 30 cyObeamHMLIl (BKIHOYAs YHCHA MEXKIY
NEePEYNCICHHBIMA U KOHEUHbIMU TOYKaMH). bojee TOro, HECKOJIBKO TaHIEMHBIX KOMIIOHEHTOB
ciutoro Oenka DDpp moryr comepaTh OOWH M TOT e Win pasHele DDpp. B HekoTOpbIx
cmuteix DDpp DDpp npucyrcTByeT B BHAE€ MOHOMEpPA WM B TOMOMYJBTHMEPAX WIH
rerepoMepax, TakKUX Kak TOMOJUMEPBI UIN FeTepOAUMEPBI, TOMOTPUMEDBI MIIA T€TEPOTPUMEPBL,
rOMOTETPaMephl UITU FeTePOTETPAMEPHI.

[0144] Couteiii Genmok  DDpp  moker  ObITh  «MOHOCHEUM(UYHBIM»  HITH
«mynbrucnenuuaasivMy. Crurbiit 6enok DDpp, KOTOpBII sBISETCS «MYJIBTHCTIELN(PHIHBIMY
(mampumep,  OucrnenupuUHbIM,  TpUCHEUM(UUHBIM  WIM  oOnajaromuM  OoJbLIeH
MYJIBTHCIIEHU(PUYHOCTBIO), PACMO3HAET M CBS3BIBACTCS C JBYMs WM OoJiee Pa3InYHBIMU
SMUTOIAMH, MPUCYTCTBYIOMUMH B OHOM MJH O0JIee Pa3InYHbIX MOJIEKYyJIaxX (Hanmpumep, Oesky,
TBEPJbIE CTPYKTYPHI IOAJIOKKU U T.11.).

[0145] B HekoTOpBhIX BapHaHTax OCYyLIeCTBJIeHHs nBa wiu Oonee DD oObenmHEHbI
BMecTe B BHAe MyibTuBaJeHTHOro DDpp. DD wmynpruBanentHoro DDpp moryt ObiTh
OJIMHAKOBBIM HJTH pas3inuuHbIM. Takum 00pa3oM, B TaHHOM H300pPETEHUH NPEAJIOKEH TOMOAUMED
DDpp (To ects DDpp, conepxamuii nsa uaentnyasix DD), romomynsTumep DDpp (TO ecthb
DDpp, comepsxammii Tpu win Oosee uaeHtudHsix DD), rerepomumep DDpp (to ecte DDpp,
comepxamuii aBa pasHpix DD) u DDpp rerepomynstimep (To ectb DDpp, conmepskamuii Tpu
wu 6osnee DD, rae no menslieit Mepe n1a DD sSBISIFOTCA pa3iIuYHBIME), COAEPIKAIIHHA 000 13
DD, onucaHHBIX B JaHHOM JOKYMEHTE, HeOOs3aTeIbHO NMPUCOCOMHEHHBIH OIHUM MU Ooyee
JIMHKEPAMH.

[0146] B HEeKOTOpPBIX BapuaHTaxX OCYIIECTBJICHHUs ABa WM Oosiee DD cBs3aHbI JOMEHOM
MYJIBTHMEPH3ALMA HJIH TPUCOCAMHEHBI TOCPEACTBOM XHMHYECKOH CBSA3HM IUIsI OOpa3OBaHMS
MyJbTHBAJIEHTHOTO KoMmiuiekca DD. DD wmynbruBaneHtHoro komrmiekca DD moryt ObITh
OIMHAKOBBIM WJIM Pa3NUYHBIM. TakuMm o0Opa3oM, B JaHHOM H300peTeHHH mnpenioxken DD-
rOMOJUMEPHBIH KOMIUIEKC (TOo ecThb DD-komruieke, conmepkamuii n18a uaeHTHIHbIX DD), DD-
TOMOMYJIbTUMEPHBIH KoMIuieke (T.e. DD-komruieke, conepskamuil Tpu win 00jiee HIeHTHYHBIX
DD), rereponumepnsiii komiiekc DD (T.e. xommeke DD, comepskammii aBa pasubix DD), u
rerepomMysbTUMepHbIH KoMiuieke DD (t.e. kommuieke DD, coneprxamuii Tpu mnu 6onee DD, roe
o MeHblIed Mepe aBa u3 DD sBISIFOTCA pasHbIMM), COAEPKALIUi JIFOOOW M3 OMUCAHHBIX B
HaHHOM AokyMmeHTe DD, HeoOs3aTeNbHO NPUCOEAMHEHHBIH IMOCPENCTBOM OAHOTO WM Oojee

JIMHKEPOB.
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[0147] B omHOM BapmaHTe OCYIIECTBJICHUS MyJibTUCTIeHPUIHBIN cuTbiil Oenok DDpp
COAEPKUT MO MeHblel Mepe Asa DDpp, KOTOpBIE CBS3BIBAIOTCS MO MEHBIIEH Mepe C IByMs
Pa3IUYHBIMHU 3MUTONAMH Ha OJHOH MPEACTaBIIIOIEM HHTepec MulneHu (Hampumep, BCMA,
CD123, CS1, HER2, AFP wmu p26 AFP). B nonojaHuTenbHOM BapuaHTE OCYIIECTBIICHUS
ciuteiii DDpp siBsiercst OucnenuuyuHbIM U CrieU(PUIECKH CBSI3bIBACTCSI C JBYMsI Pa3HBIMH
MHUILIEHSAMHY, OKCIPECCUPYEMBIMH Ha IMOBEPXHOCTH ABYX pPa3HbIX THUIOB KJIETOK. B omHOM
BapHaHTE OCYIIECTBIIeHUs OucnenuduuHbiii cnuteiii 6enok DDpp crientnduyeckn CBs3bIBaeTCS C
MUIICHBI) HAa PAaKOBOW KJIETKE M MUIICHBIO Ha MMMYHHOH 3(dexTopHoil kieTke. B omHOM
BapHaHTe ocyllecTBieHHst Oucnenuduunblii cautelii Oenok DDpp cremmduueckn cBs3bIBaeT
MUILIEHb, SKCIIPECCHPYyEeMYI0 Ha pakoBol kierke (Hampumep, BCMA, CS1, CD123 u CD19), u
MUILIEHb, 3KCIpeccupyeMyro Ha nosepxHoctd T-mumdonmra (Hanpumep, CD3). B onxHOM
BapHaHTe ocyllecTBieHHst Oucnenuduunblii cautelii Oenok DDpp cremmduueckn cBs3bIBaeT
BCMA u CS1.

[0148] B mOTMONHUTENBHBIX BapUaHTaX OCYIIECTBICHUS MYJbTHCICHU(UUHBIA CIUTHIHA
6enox DDpp conepxur mo menbiuned mepe oaua DDpp, xotopeiii ciennpuvecku CBA3BIBAET
OZVH 3IUTON HA MPEACTABJSAOIIEH HHTEPEC MUILIEHH, U [0 MEHbILIEH Mepe OAUH APYrOoil JOMEH
WK O0eCTIeYNBaINY0 (PYHKIHIO TOCIEAOBATENbHOCTh (HampuMep, (parMeHT WA JOMEH
aHTHTeNa, Takoh Kak scFv), KOTophlii ciennpu4ecku CBA3BIBAETCS C JPYTUM SMUTONOM Ha TOU
J)K€ CaMOM TMpPeACTaBJSIOUIEN MHTepeC MuULIeHH. B OAHOM BapuaHTe OCYIIECTBJICHUS
myJabTHCTIeNUpUUHBIA cuThil Oenok DDpp comepskut, mo menslieit mepe, omauH DDpp,
KOTOPBIH crieln(pUIeCKU CBA3BIBAETCS C SMUTONOM C MPENCTABISIIOLIEH MHTEPEC MHUIIEHBIO, U,
110 MEHbIIEH Mepe, OJUH IPYroi JOMEH HIIH 00eCeunBarIy0 (PYHKIUIO MOCIeN0BATEIbHOCTD
(marmpumep, ¢parMeHT WM AOMEH aHTuTena, Hampumep scFv), Kotopwlil cnenmduuecku
CBS3BIBAETCSA C SMUTONOM Ha APYrOM MPEACTABIAIOIIEN MHTEepeC MHUIIEHH. B ogHOM BapuaHTte
OCYILIECTBIIEHUsS] MYJIbTHCIIEHUPUUHBIA ciuThlii Oenok DDpp comep:kut, mo MeHbIneH Mmepe,
onuH DDpp, koTOpbIil crienupuuecKky CBSA3bIBAETCS C SIUTONOM Ha MPEICTABISIOIEH HHTEpeC
MUIIEHH W 1O MEHbIIEH Mepe OAWH JAPYrod MOOMEH WIM MOCIEAOBATENBbHOCTb, KOTOpas
crenn(UIEeCKH CBSI3BIBAETCS] C SMUTOMOM Ha JPYroil MHIIEHH Ha TOH Xe KieTke. B apyrux
BapHAHTAaX OCYLIECTBIIEHHs cIuThIi Oenok DDpp comepskut no MeHsieit mepe onud DDpp u no
MeHbIIel Mepe onuH apyroii DDpp obecnieunBaroinyro (GyHKIUIO MOCIE0BATEIbHOCTh TOMEHA,
HarnpuMmep (parMeHT WM JOMEH aHTUTENAa, KOTOPBIA Creun(UIeCKH CBS3bIBAETCS C TBEPIAOU
MOJJIOKKOH.

[0149] B nononHUTENBbHOM BapUaHTE OCYLIECTBJEHHUS MYyJIbTUMEpHbINH ciautbiii DDpp,
comepxamuii 2 win Oonee DDpp, B CBOIO ouepenb, CIMBAETCS C APYTHMH T'€TepOJIOrMIHbIMH

Oenkamu (MJIM UX MTOJAOMEHAMH) U MIPHU STOM NPHUIAET NOJUBAJIIEHTHbIE 1 MYJIbTUCTIELN(UIHbIE



PCT/US2018/060887 64 WO 2019/099433

CBOWCcTBAa mapTHepy mno ciuusHuioo. llpumepbl mapTHepoB cinusHust DDpp Brmouaror, 0e3
OTpPaHWYEHHUS, AaHTUTeNa, CyOmomeHsl aHTHTen (Hampumep, nomeHsl scFv  wmm  Fc),
CBIBOPOTOYHBIH abOyMUH, CYOIOMEHBI CBIBOPOTOYHOIO aJbOYMHHA, PELENTOPBI KIETOUHOM
noBepxHocTH, anbda-ienbs pernenropa T-knerok (TCR), Oera-uenb penentopa T-KJIETOK,
CyOIOMEHOB PELeNTOPOB KIETOUHOH MOBEPXHOCTH, MENTHIOB, MENTUAHBIX METOK (Hampumep,
FLAG wm myc), noBropel ¢ubponekrnHa tuna I, z-momeHsl, 3macTHHONOAOOHBIE
nosunentuabl. KomndectBo u pacnonokenne DDpp B MX COOTBETCTBYIOIIHME MOJIOKEHHS B
cnuToM Oenke MOTyT BapbHpoBarh. Hanpumep, DDpp MoryT ObITh pacronioKeHbl Ha OJTHOM HJIH
Ha BCEX KOHLAX MapTHepa MO CIMSHHUIO W/UJIH MePEMEKaThCs B T€TEPOJIOTHUHBIX CYObEAMHNLIAX
napTHepa no causHuo DDpp.

[0150] B nomosHUTENBHBIX BapUaHTAaX OCYIIECTBIEHUs ciUThIi Oenox DDpp comepskut
DDpp u noaunenTuaHyr0 MNOCIEAOBATENBHOCTb, COACPIKALIYIO NONOJHUTENbHBIA NOMEH. B
HEKOTOPBIX BAapUAHTaX OCYIIeCTBICHUs ciuThlii Oenok DDpp comepxkutr DDpp u unen,
BbIOpaHHBIM M3: aHTUTeNa, (parMeHTa aHTuTeNa (HaNmpUMep, aHTUTCHCBS3BIBAIOIIEIO IOMEHa
win ero dactu (Harmpumep, scFv), a¢dekTopHOro moMeHa Win ero 4acTu, JOMEHA CBS3bIBAHUS
FcRn, mnu ero vactn u Fc mimm ero wactu), CBIBOPOTOUHBINA O€NOK (Hampumep, anbOyMUH WIH
€ro 4acTb), UUTOKWH, (aKTOp POCTa, TOPMOH, BU3YAJIH3UPYIOIIUN areHT, METSAIUN areHT |
NENTUAHYI0 METKY. B HEKOTOpBIX BapuaHTaX OCYyLIeCTBIIEHHs cIuThiii Oenok DDpp conmeprxur
nomedn Fc ummyHnornoOynuna (Hampumep, nomeH Fc denoBeka) wuiam ero 4actb. B apyrux
BapHaHTax ocymecTBiIeHus nomeH Fc npeacrasnser codoit BapuanT nomena Fc yenosexka.

[0151] B HexoTopbIx BapuaHTax ocyuliecTBieHus DDpp ciautr ¢ rereposioruuHbIM
MOJIUIENTHAOM. B HEKOTOPhIX BapHaHTaX OCYLIECTBICHHsS TIeTEPOJIOTHUHBIA IOJUNENTHN
COIEPKHUT TOJHOPA3MEPHOE AaHTUTENO WM (parMeHT aHTHTeNa. B HEKOTOpBIX BapHaHTaX
ocymectBieHHst DD cuT ¢ aMHHO KOHLIOM TSDKENIOH Ny MOJHOPAa3MEPHOTO aHTHUTENA, aMUHO
KOHIIOM JIETKOHM IIeNH TOJIHOPA3MEPHOTO AHTUTENA, KapOOKCHIIBHBIM KOHLIOM TSDKEJIOH LEemH
MOJTHOPA3MEPHOTO AHTUTENA, MJIM KapOOKCHJIbHBIM KOHLIOM JIETKOH LIEMH IOJIHOPa3MEPHOTrO
anTuTena. B napyrux Bapuwantax ocymectieHus DD ciaur ¢ gparMeHTOM aHTUTENa, KOTOPBIN
npezncrasisier cobort Fc. B pgomosHUTENBHBIX BapHaHTaX OCYLIECTBICHHS T€TEPOJIOTHYHBIN
MIOJIUIETITUA COAEPIKHUT YJIeH, BBIOPAHHBIN M3 TPYIIBI, COCTOALIEeH u3: (1) TpaHCMEMOPaHHOTO
nomeHna; (i1) MeMOpPaHOCBS3BIBAIOIIETO TOMeHa, (1i1) YeI0BEYECKOTO ChIBOPOTOYHOTO alibOyMUHA
wi ero ¢parmenra; (iv) AFP umm ero ¢parmenra; (v) p26 AFP wmu ero ¢parmenra; (vi)
BHEKJIETOUYHOTO JIOMEHa pelenTopa Win ero ¢parmeHta, U (vil) BHEKJIETOYHOTO JIOMEHa
BHYTPUKJIETOYHOTO pelenTopa (HampuMep, siAepHOro Oenka) win ero ¢pparmMeHta. B HeKOTOpbIX
BapHaHTax ocyuectBieHuss DDpp comepKuT reTeposIOTMYHBIA MOJUIENTH], COAEpKaIlui

BHEKJICTOUHBIH JOMEH WM (ParMeHT BHEKJIETOYHOrO JOMEHa perentopa KIETOUYHOU
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MIOBEPXHOCTH.

[0152] B HekoTopbIXx BapwaHTax ocymecTBieHuss DDpp cauroro ©Oenka DDpp
BKJIFOYAETCsl B OoJjiee KPYMHBIH, MHOTOJOMEHHBIH MOJICKYJISIPHBI KOMIUIEKC (Hampumep,
MOHOMEpHBIH HJIM MYyJbTUMEpPHBIH CciuThlii  Oemok DDpp) w mnpum 3TOM mpumaer
¢dyHKUMOHANBHBIE aTpUOYTHI BCcTpoeHHOro DDpp nmonyderHoMy ciutoMy Oenky. B HekoTOpbIX
BApMAHTAaX OCYIIEeCTBICHUs CauTelii Oenok DDpp comepxxur DDpp u monumentugHyro
NOCIIeIOBATEIbHOCTh M3 AaHTHTENa, ()parMeHTa aHTuTeNa, OelKa CBhIBOPOTKH (Hampumep,
YeJIOBEYECKOrO ChIBOPOTOYHOTO abOyMUHA) Win (pparMeHTa Oejka ChIBOPOTKH HMJTH pPelenTopa
KJIETOYHOH moBepxHOCTH, anbda-uenu T-knmerounoro peuenropa (TCR), Oera-mermm T-
KJIETOYHOTO peLienTopa, MUTOKUHA, (PakTopa pocTa, TOPMOHA WU (pepMEHTa WIH UX (PparMeHTa.
Bxmouerne DD B MynbTUAOMEHHBIE W/HIM MYyJIbTU(QYHKIIMOHAIBHBIE KOMILIEKCHl OOBIYHO
MOKET OBbITb IOCTUTHYTO IyTeM PEKOMOMHAHTHOTO CIHSIHUA C APYTUM  MOJUIETITHAOM,
CBSI3BIBAHMSA C JPYTUM XUMHUYECKUM (PParMeHTOM M KOBAJEHTHON XMMUYECKOH CBSI3U C APYTUM
NOJIUMIENTHAOM (MJIH IPYTUM JKENaTeNbHbIM XUMHYECKUM COEAMHEHUEM) C HCIIOJIb30BAHHEM
METOJIOB, U3BECTHBIX B MaHHOH oOnactu TexHuku. Crnutele 6enkn DDpp MOryT TONOMHHUTENBHO
cozepKaTh APYrue HeoOs3aTeNbHbIe KOMIIOHEHTHI, TaKHe KaK JMHKEPHI U APYTHe KOMIIOHEHTHI,

ONMCAaHHBIC B JAHHOM NOKYMCHTC.

Caureie 6enku DDpp B kauectee CAR

[0153] B momosHeHne k BkIOYeHHIO DD B pacTBOpHMMBIE MHOTOJOMEHHBIE OENKH B
JaHHOM M300peTeHHH MPEAJIOKEHO CPENCTBO Ui CO3JAHUs CBsI3aHHOTrO ¢ kierkamu DDpp,
coCTosilero MO MeHbulell Mepe w3 oxaHoro DDpp, npeanasHaueHHOro s TNpPUAAHUS
cneun(PUIHOCTH CBSI3bIBAHMUS CIIUTOMY O€JNKy, CBSI3aHHOMY ¢ MeMOpaHnoil. DDpp-penentopsr
MOTYT 3KCIIPECCUPOBATHCS JIFOOBIM THIIOM KJIETOK.

[0154] B ogHOM BapmaHTe OCYIIECTBIEHUsI CIHUTHIH Oenok DDpp-penentopa comepskut
xuMepHbId anTureHHeli penentop (CAR) nim DDpp-CAR, KOTOpBI COnepKUT BHEKJIETOUHBIN
HALIEMBAOIIUN JIOMEH W TpaHCMeMOpaHHBIA JOMeH. B npyrom BapmaHTe OCYLIECTBICHHS
DDpp-CAR cOCTOUT U3 BHEKJIETOYHOIO HALIEJIMBAIOIIETO JOMEHA, TPAHCMEMOpPAaHHOTO JOMEHa
U LWTOMJIA3MAaTUYECKOTO JOMEHA, /i€ LIUTOIUIA3MAaTUYECKUN JOMEH COAEP’KUT CUTHAJIbHBIN
noMeH. B JomosHWTENbHOM BapuaHTe OCYIIECTBJIEHUs BHekseTouHbl aomeH DDpp-CAR
comepxkur oauH wim Oonee DDpp, B kotopbix kaxnablii DDpp mnpencrasmsier coboit
cnenn(UIeCKUil CBA3BIBAIOIIMNA AOMEH C OJAMHAKOBBIMU WIJIM Pa3HbIMH crieluduyHOCTIMH. B
HEKOTOPBIX BapHAHTaX OCYILIECTBJIEHHs CHEHM(PUIHBIN Ui MULICHH TOMEH HaleJeH Ha OIUH
(nnm 6oJ1ee) U3 PaKOBBIX MIIHM OIMYXOJIEBBIX AHTUT'€HOB, PACKPBITBIX B JAHHOM OKYMEHTE, TAKHUX

kak BCMA, CD123, CS1, HER2, AFP u p26 AFP, B kauecTBe HEOrPaHUUYHUBAKOLIUX TPUMEPOB.
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B OIHOM  BapHaHTe  OCYIIECTBJICHHUS  BHYTPHUKJICTOYHBIH  JOMeH  (Hampumep,
nurorutasmMarudeckuii nomeH) DDpp-CAR comep:kUT BHYTPHKJIETOUHBIH JOMEH A3€Ta-LEemnH
CD3. B npyroM BapuaHT€ OCYIIECTBJIEHHs BHYTPHUKJIETOUHBIM curHaibHblli gomeH DDpp
COCTOUT U3 4aCTHU BHYTPHUKJIETOUHOro AoMeHa azera-uenu CD3. B pgononHuTenbHOM BapuaHTe
ocyllecTBlIeHUs: BHyTpukjerouHslii fomeH DDpp-CAR conepuT BHYTPHUKJIETOYHBIH JOMEH
m3era-teny CD3 1 KOCTUMYJIHPYIOIIYIO CUTHANBHYIO 005acTh. KocTuMynupyromas curHaimbHast
obnacte otHOocutcss Kk wactu DDpp-CAR, conepxameii Bech BHYTPHUKJIETOUHBIH JTOMEH
KOCTUMYJIMPYIOIIEH MOJIEKYJIbl MJIM €ro 4acTb. KOCTUMyNIHpYHOIIME MOJEKYJbl NPEACTABIISIOT
cO0OH MOJIEKYJIbI KJIETOYHOH MOBEPXHOCTH, OTJIMYAIOIINECS OT PELeNTOpPOB aHTHI'€HA WM HX
JUTaHAOB, KOTOpble TpeOyroTcs ansd 3¢pQPEeKTUBHOTO OTBeTa JUMGPOLUTOB HAa AaHTHUIEH.
Koctumynupyromue MOJEKyJIbl M YacTH 3THX MOJIEKYJ, KOTOpbIE CIIOCOOHBI NPHUAABATH
KOCTHMYJIpYIOIUe cBoiicTBa AR, M3BECTHBI B JaHHOH OOJIACTH TEXHMKH M MOTYT PEryJISPHO
Bksrouatecsi B DDpp-CAR. Kpome Toro, ykopoueHus Uiy MyTallMd B 3TUX BHYTPUKJIETOUHBIX
CHUTHAJIBHBIX U KOCTUMYJIMPYIOIIMX JOMEHAX MOTYT OBITh BKJIFOYEHBI ISl JTOTOJHHUTEIBHOTO
YCUJIEHUs] WIM YMEHBLIEHUs CHUTHAJUHra pPeLenTopoB. B mNpeanmodTUTENbHBIX BapUaHTax
OCYLIECTBIIEHUs] T-KJIeTKa SIBISIETCS TEHETUYEeCKU MOAM(DULIMPOBAHHON ANl CTaOMIIbHOM
skcnpeccunn DDpp-CAR. B Takux BapuaHTax OCYIIECTBJEHUS LUTOIUIA3MATHUYECKUN TOMEH
DDpp-CAR mokeT ObITb CIPOEKTHPOBAH TaK, YTOObI OH CaM COJEp’Kajl CHUTHAJBHBIM JOMEH
CD28 w/unu 41BB wnu Obu1 0O0benuHEH ¢ JIFOOBIM IPYTrUM JKETaeMbIM LHUTOILIA3MATHYECKIM
IOMEHOM(aMH), TPIMEHUMBIM B KOHTEKCTE PACKPBITBIX BAPHAHTOB OCYIIECTBICHHA. B omHOM
BApHAHTE OCYIIECTBJIECHUs LuroruiasMathueckuii  mpomen DDpp-CAR  moxer  ObITh
CKOHCTPYHPOBAH TaK, YTOOBI JOMOJHHUTEIBHO CONEpKaTh CHUrHaibHbI nomeH CD3-m3era. B
onHoM BapuaHTe ocymectBieHus: DDpp-CAR copepuUT BHEKJIETOUYHBIM HALEIHBAIOLIUMA
JIOMEH, JINHKEP BHEKJIETOYHOro OelKa C TPaHCMEMOpPaHHBIM IOMEHOM, KOTOPBIH MPOXOIUT
yepe3 KJIETOYHy0 MeMmOpaHy (Hampumep, HaligeHHyro B T-xierkax wianm NK-kierkax), u
[UTOIIA3MATUYECKHUI TOMEH, HeOOsI3aTEIbHO COAeP KA HECKOJIBKO CUTHAJIBHBIX MoayJiel. B
HECKOJIbKUX BapuaHTtax ocyiuectsieHus DDpp-CAR Ttaxke MOXeT coiepkaTb SMUTOIHYIO
MeTKy. B HEKOTOpbIX BapuaHTax OCYLIECTBJIEHUs LuToIUIasmatudeckuil nomen DDpp-CAR
MOJKET comep:karh, Oe3 orpaHuueHus, curHajgbHbie moaynu CD3-mzera, 41BB u CD28 u ux
KOMOWHAINH.

[0155] B nOmMONHUTENbHBIX BapHaHTaX OCYLIECTBIEHUs B JAaHHOM H300peTeHHU
npeasioskeH xuMepHbld aHTureHHslll penentop (CAR), rone CAR comep:kuT HalennBarOLIHiA
JIOMEH, COAEpKalMi PacKpbITHII B JaHHOM AOKyMeHTe DDpp, TpancMeMOpaHHBIH AOMEH H
BHYTPUKJIETOUHBI CUTHAJbHBIA JOMEH. B  HECKONBKMX BapuHaHTaX OCYLIECTBJIEHUS

BHYTPUKJIETOYHBIH CHUTHAJIBHBIA JOMEH BBIOMPAIOT W3 TPYIIBI, COCTOSINEH H3: A3€Ta-TOMEeHa
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CD3 uenoseka, nomena 41BB, nomena CD28 u/uau m000i ux koMOuHauu. B 3aBUCMMOCTH OT
BApPMAHTA OCYIIECTBJICHUS KOCTHUMYJIHUpPYIOIIAs CHTHAJbHAast OONAaCTh MOXKET COJIEPKaTh,
HANpUMep, BHYTPHUKJIETOYHBIH JOMEH KOCTHMYJIMPYIOIIEH MOJEKYJbI, BBIOPAHHOW M3 TPYIIIIEL,
coctrosimert u3: CD27, CD28, 41BB, OX40, CD30, CD40, PDI1, aHTHhreHa, CBs3aHHOTO C
¢ysknueit mumdonuros-1 (LFA 1), CD2, CD7, LIGHT, NKG2C, B7H3, nuraHn, KOTOpbIH
cneunpuyeckn cszbiBaercs ¢ CD83, u moboit mx komMOuHammu. B HEKOTOpBIX BapHaHTax
ocyiecTBieHus Hauenusaomui noMeH CAR conep:kUT MHOXKECTBO CBS3bIBAIOLIUX JOMEHOB
(mammpumep, DD mmm ommu mnm Gonee DD u scFv), xoTopele comep:kaT AOMOJHHUTEIBHBIN
MOJIMMIENTHUA, CBS3bIBAIOIIMICA C MHUIIEHbIO. Takke MNpPEeAsoKeHbl HYKJIEHHOBBbIE KHCJIOTHI,
xoaupyroimue CAR, koTopble copep:kaT NOJUNENTUABI, CBA3bIBAIOIINECS C MUIIEHbIO, KaK 4acTb
(vnu Best) 00aCcTH HALICTHBAHMSI.

[0156] B nanHOM wM300peTeHHMH TakKe TMPEIONKEHbl  KJIETKH, COIepsKalue
MOCJIEZIOBATEIbHOCTh HYKJIEMHOBOM kuciotel, koaupyromyio CAR, npuuem CAR conepxxur
AQHTUTEHCBS3BIBAIOLINUN TOMEH, COCTOALIUMN, IO MEHbLIEH Mepe, YaCTUYHO U3 packpbitoro DDpp,
KOTOPBII CBSI3BIBACT MPEACTABILIOLIYI0 HHTepec muuieHb (Hampumep, BCMA, CD123, CS1,
HER2, AFP u p26 AFP), TpaHcMeMOpaHHBIH NOMEH W CHTHAJbHBIA JOMEH. B HEKOTOpBIX
BapuaHTax ocyuectsieHnst CAR crneungpudeckn CBS3BIBAETCS C OMYXOJIEBBIM AHTHUIEHOM (M,
TaknM 00pa3oM, (PYHKITHOHHUPYET IJIsT OCTABKU KIIETKH, skcnpeccupyromeii CAR, B omyxons. B
HEKOTOPBIX BapHUaHTaX OCYLIECTBJIEHHs OIyXOJIEBbIII AHTUIEH CBSI3aH C I'€MaTOJIOMMYECKUM
3JI0KQYEeCTBEHHBIM HOBOOOpa30BaHHEM. B HEKOTOPBIX BapHaHTAaX OCYIIECTBJICHUS OIMYXOJEBbIH
aHTured npexacrasisier coboiit BCMA. B HEKOTOPBIX BapuUaHTAaX OCYLIECTBJIEHHS OIMYXOJEBbIH
antured npezacrasisier coboit CD123. B HEKOTOPBIX BapHaHTaX OCYLIECTBJIEHHS OIYXOJEBbIH
antured npencrasnsier coboit CS1. B [ONOTHHUTENBHBIX BapUaHTAaX OCYIIECTBJICHUS
OIyXOJIEBBIM aHTUIEH CBSI3aH C COJMHON OMyX0Jjbio. B HEKOTOPBIX BapuaHTax OCYLIECTBJIEHUS
OTyXOJIEBbIM aHTHUreH npenctasisier coboii HER2. B HEKOTOPbIX BapHaHTax OCYLIECTBICHHS
MUILIEHSIMH SIBIISIIOTCS] KaK COJIMIHBIE, TAK U T€MATOJIOrMYeCKie HOBoOOpa3oBaHus. B HEKOTOPBIX
BapHaHTAaX OCYIIECTBIEeHMs Kierka, skcrnpeccupyromas CAR, mpencrasnser coboit T-knerky,
KJIeTKy ecrtecTBeHHOro kmuiepa (NK) wmimu KjeTky Ipyroro MMMyHHOro Tuma. B HEKOTOpbIX
BapHAHTAaX OCYLIECTBIEHHs KieTka, skcrnpeccupyromas CAR (Oyap to T-knerka, NK-xierka
WIA KJIETKa APYroro THUIMA), MPOSBISET MPOTHBOOIYXOJIEBbII UMMYHHTET, KOTAA MOJUNENTHN
CBSA3BIBAETCA C COOTBETCTBYIOLIUM OINyXOJIEBbIM AHTUT€HOM.

Breknerounelii noMeH

[0157] B 3aBHCUMOCTH OT 3KeJJa€MOTO aHTUTE€HA, KOTOPBIA JOJUKEH MPEACTaBIATh COOOM
mumiedb, DDpp-CAR Moker OBITP CKOHCTPYHMPOBaH TakK, dYTOOBI BKJIIOYaTh AHTHIEH-

csizbIBarOIMid DDpp, KOTOpbI crienuduyueH A jKeIaeMoro aHTUreHa-muineHu. Hampumep,
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eciu BCMA siBisieTcst skeJlaeMbIM aHTUI€HOM, KOTOPBIH TOJDKEH NMPEACTaBISITh COO0 MHUIIEHB,
onuH mu 6onee BCMA-cBsizbiBatomnx DDpp MOryT ObITh BKIIFOUEHBI B CIEU(UIECKUN TOMEH
cesizbiBanms Mutean DDpp-CAR. Kpome Toro, DDpp-CAR moxer conepkats Oosiee OJHOTO
DDpp, npunasast MmynbTucneunpuaHOCTs WM MysnbTuBajgeHTHOCTE DDpp-CAR. B HEkoTOpBIX
BapuaHTtax ocyuiectsieHus DDpp-CAR conepsxut csssbiBatoiiuii BCMA DDpp. B HekoTopbix
BapuaHTtax ocyiectsieHuss DDpp-CAR conpepxut cessbBatomuii CS1 DDpp. B HexoTopbix
BapuaHtax ocymectsiaenuss DDpp-CAR copepxkut cssbiBatomuii. BCMA  DDpp u
cesizpiBarommii CS1 DDpp.

[0158] Beibop DDpp, BKIIOUEHHOrO BO BHEKJIETOUHBbIH poMmeH peunenrtopa DDpp
(marmpumep, DDpp-CAR), 3aBUCUT OT HACHTUYHOCTHU KJIETKH WJIM KJIeTOK-MuIneHed. Hanpumep,
DDpp-CAR mosxer cnermpuyecku CBSI3bIBATHCS ¢ OETKaMHU KJIETOYHOHN MOBEPXHOCTH, TAKUMHU
KaK peLenTop, B TOH XK€ KJIEeTKe WU APYrol kierke. B npyrux BapuaHTax OCYLIECTBJIEHUS
DDpp-CAR cneunpuyeckn CBS3bIBAE€TCSI C  pAcCTBOPHMOM  MOJIEKYJIOW, TakOW Kak
UMMYHOrJIOOYNIMH. B npyrux BapuaHTax OCYIIECTBJICHUS MPEICTABISIOIINE WUHTEPEC MHUIIEHH,
cBsa3aHHble C mnomouiplo DDpp-CAR, BKIIOYWAIOT MHUILEHH, CBSI3aHHbIE C BHPYCHBIMH,
OakTepHaJbHBIMH M TApa3UTAPHBIMH WHQPEKIUSIMH, 3a00JeBaHUSAMH W PaCCTPOHCTBAMHU
UMMYHHOH CHCTEMBI (HarpuMep, ayTONMMYHHBIM 3a00JIEBAHHEM).

[0159] B nmpyrux Bapumanrtax ocymectsienuss DDpp-CAR mosker ObiTh BbIOpaH st
pacno3HaBaHUs JIUTAaHJA, KOTOPBIN JEHCTBYET KaK MapKep KJIETOYHOU MOBEPXHOCTH Ha KIIETKAX-
MUIIEHSX, CBSI3aHHBIX C pakoM. B Hexoropsix Bapuantax ocyuectsieHuss DDpp-CAR moryr
OBITH HaLleJIEHbl M MOTYT CBSI3BIBATH OMYXOJIEBBIM WJIM PAaKOBBIA aHTUTEH (Hanpumep, TAA wmum
JPYrO¥ OMyXOJIEeBbId AHTUTEH, OMMUCAHHBIN B TAHHOM TOKYMEHTE WJIM HHBIM 00pa30M U3BECTHBIN
B paHHOW oOnactu TexHukH). COOTBETCTBEHHO, B JAHHOM JOKYMEHTE MPEIJIOKEHBI CIOCOOBI
cozganust DDpp-CAR, ux npuMmeHeHue IpU CO3JaHUM XUMEPHBIX KIJIETOK, TaKUX Kak
yenoBedeckue T-KJIEeTKHU U NMPUPOJHbIE KIETKU-KUIEPhl, U UCMOJIb30BaAHUE STUX XUMEpPHbIX T-
KJIETOK B aIONTUBHON UMMYHOTEpAINH.

[0160] B koHTEKCTE, MPEACTABIEHHOM B JaHHOM IOKYMEHTE, «OIMyXOJEBbIN AaHTHUTCH»
OTHOCHTCSI K  AHTUI€HaM, KOTOpblE  SIBISIIOTCA ~ OOmMMMH Ui CrieHU(pUYeCKUX
THIEePIPOTU(EPATHBHBIX HAPYLIEHUH, TAKUX Kak pak. OmyxoyeBble aHTUI€HbI, KOTOPBIE MOTYT
cneunpuyecku cas3biBarbess ¢ DDpp B DDpp-CAR, packpeIThl B 1aHHOM nOoKyMeHTe. B onHOM
BapUAHTE OCYLIECTBJICHUSA DDpp B DDpp-CAR crienupuIecKu CBSI3bIBAET
onyxonecneunpuueckuii anrured (TSA) mnmm acconumpoBanHelii ¢ onmyxoibio antureH (TAA).
TSA yHukaneH sl OyXO0JeBbIX KJIETOK U HE BCTPEUAaeTCsl B IPYTUX KieTkax opranusma. TAA-
aCCOLIMMPOBAHHBIN aHTUIEH HE SIBJISAETCS] YHUKAJIbHBIM JJIsl ONyXO0JIEeBOM KJIETKHU, U BMECTO 3TOTO

TaK)XK€ DOKCIPECCHUPYETCsl Ha HOPMAJbHON KJETKE B YCIOBUAX, KOTOpPblE HE IO3BOJISIIOT
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UHAYLUPOBAaTh COCTOSHUE HWMMYHOJIOTMYECKON TOJEPAaHTHOCTH K AaHTUIeHy. OKcIpeccus
AHTUT€HAa HA ONYyXOJb MOKET IMPOUCXOAUT B YCIOBHUAX, NAIOLINX BO3MOXHOCTb MMMYHHOMN
CHUCTeMe OTBeYaTb Ha MJaHHbIH aHTUreH. TAA MOTIyT MNpencTaBiATb COOOW aHTUIEHBI,
SKCIPECCUPYIOIIHECS] HA HOPMAJBHBIX KJIETKAX BO BpeMs SMOPHOHAIBHOTO DPa3BUTHS, KOTIA
UMMyHHasi CHCTeMa SBJSIETCS HE3PEeNo W HeCNmOoCcOOHOH pearnpoBaTh, WJIM OHH MOTYT
NPEACTaBIATh COOON AHTUTEHBI, B HOPMAJIBHOM COCTOSIHUM TPEACTABICHHbIE B UPE3BBIYANHO
HU3KUX YPOBHSIX HAa HOPMAJIBHBIX KJIETKAaX, HO SKCIPECCHUPYIOIIMXCS HAa HAMHOTO OOJBbINNX
YPOBHSIX Ha OIMYyXOJIEBbIX KJIETKaX.

[0161] B HexoTopbIx BapuaHTax ocylecTsieHuss DDpp B 4aCTH aHTUT€HCBSI3BIBAIOIIETO
¢parmenta DDpp-CAR cnemuduuecku cpszbiBaer BCMA, CS1, HER2 wmu CD123. B
HEKOTOPBbIX BapwaHTax ocymecTtBieHuss DDpp cnemmnpuyeckn cszpiBaeT Oenok BCMA,
HUMEIOLTUH aMUHOKHUCIIOTHYIO MocienoBaTeiabHocTh, cocrosmyto u3 SEQ ID NO: 7. B npyrux
BapuaHTax ocymectBieHuss DDpp cnenuduueckn csssiBaer BCMA  u  comepikur
AMUHOKHUCJIOTHYIO MOCJIeNOBATEIBHOCTD, BEIOPAaHHYIO U3 Tpymimbl, cocrosimed u3 SEQ ID NO:
11-305 u 306. B HekoTophIX BapuaHTax ocyiectsieHus DDpp cnienndudeckn cBsA3bIBaeT OEIOK
CD123, umeromuii aMUHOKUCIOTHYIO MOCIEN0BATEIbHOCTD, cocTosmyo u3 SEQ ID NO: 8. B
Apyrux BapwaHTax ocymectsieHust DDpp cnemmndudeckn cpsispiBaer CD123 u comepkut
AMUHOKHUCJIOTHYIO MOCJIeNOBATEIBHOCTD, BEIOPAaHHYIO U3 Tpymimbl, cocrosimed u3 SEQ ID NO:
307-739 u 740. B HeKkoTOpBIX BapwaHTax ocymectsieHHst DDpp crenuduyuecku CBS3bIBAET
oenok CS1, uMeromuii aMUHOKUCIIOTHYIO MOCIEAOBATENbHOCTD, cocrosy u3 SEQ ID NO:
925. B nmpyrux BapuaHrtax ocyuiectsieHust DDpp crieruduuecku cszbBaer CS1 u comepxur
AMUHOKHUCJIOTHYIO MOCJIeNOBATEIBHOCTD, BEIOPAaHHYIO U3 Tpymimbl, cocrosimed u3 SEQ ID NO:
896-909 u 910. B HekoTophIX BapuaHTax ocymectsieHnst DDpp cnermnduuecku cassbiaer CS1
u BCMA. B HekoTtopeix BapuaHTax ocymectsieHuss DDpp creruduuecku cpsi3biBaeT O€oK
HER2, umerommii aMMHOKHUCIOTHYIO MOCIEN0BATENBHOCTD, cocTosamyo u3 SEQ ID NO: 927. B
Apyrux BapuaHtax ocymectsieHuss DDpp cnenuduueckn cpsssiBaer HER2 u conmepsxut
AMUHOKHUCJIOTHYIO MOCJIeNOBATEIBHOCTD, BEIOPAaHHYIO U3 Tpymimbl, cocrosimed u3 SEQ ID NO:
911-949 u 950. B nONMOJHUTENBHBIX BAPUAHTAX OCYIIECTBJICHUS YaCTh aHTUIE€HCBS3BIBAIOLLETO
¢dparmenta DDpp-CAR nonoiHUTENEHO CBSI3BIBaET MUIeHb, BbIOpanHyo u3. HVEM, BTLA,
DR3, CD19, CD20 u CD22.

[0162] B omnom Bapmante ocymectieHuss DDpp B DDpp-CAR cnemuduuecku
CBS3BIBAET OINYXOJIEBBIH AHTHUIEH, CBSA3aHHBIM CO 3JI0KAYECTBEHHOM OMNyXOibr. B ogHOM
Bapuanrte ocymectsieHuss DDpp B DDpp-CAR cBsi3bIBa€TCsl ¢ aHTUTEHOM, BHIOpaHHBIM U3: B-
KJIETOYHOTO JUM(OoMa-crienuuuecKoro HANOTHIIA KIMMYHOTJIOOYJINHA;, aHTHreHa B-Kki1eTouHoi

mddeperunposky, Takoro kak CD19, CD20 u CD37; TSLPR u IL7R Ha MuenOUIHBIX KI€TKaX
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u Oenka TeruIoBoro moka gp96 Ha KJIETKax MHOYKECTBEHHOH MHEJIOMBI.

[0163] B HexkoTopbIX BapuaHTax ocyliecTsieHuss DDpp B 4aCTH aHTUI€HCBSI3BIBAIOIIETO
¢parmenta DDpp-CAR cnenuduueckn cesspiBaer AFP, p26 AFP wmm ux ¢parment. B
HEKOTOPBIX BapuaHTax ocyuiectsieHnss DDpp cnenndudeckn ces3piBaet Oenok AFP, nMerormmii
AMHHOKHUCIIOTHYIO TTOCIIEA0BATENbHOCTD, cocrosimyo n3 SEQ ID NO: 9, wiu ero ¢parment. B
HEKOTOPBbIX BapuaHTax ocymectsieHnst DDpp cneundudeckn cpszbiBaeT Oenok p26 AFP,
UMEIOIINI aMIUHOKHUCJIOTHYIO TMOCIEA0BATENbHOCTh, cocTosimyo u3 SEQ ID NO: 10, umm ero
¢parment. B ngpyrux BapmaHtax ocymecTBieHus DDpp crneuuduueckd  COmepIKHT
AMUHOKHUCJIOTHYIO MOCJIeNOBATEIBHOCTD, BEIOPAaHHYIO U3 Tpymimbl, cocrosimed u3 SEQ ID NO:
741-874 n 886-895. B HEKOTOPBIX BAPHAHTAX OCYILNECTBJIECHUsS YaCTb AHTUIEHCBS3BIBAKOLIErO
¢dparmenta DDpp-CAR [ONONTHHUTEIHHO CBA3BIBAET OMYXOJIEBbIA aHTUIEeH. B TOMONHUTENbHBIX
BAPMAHTaX  OCYIIECTBJICHHS  YacTb  aHTUTEHCBs3bBaromiero  (Qparmenta DDpp-CAR
JOTIOJTHUTEIFHO CBSI3BIBAET MUIIEHb, BhIOpanHyro u3. BCMA, CDI123, CS1, HER2, HVEM,
BTLA, DR3, CD19, CD20 u CD22.

TpancmeMOpaHHBIH TOMEH

[0164] «Tpancmembpannbiii nomen» (TMD) B KOHTEKCTE TaHHOTO ONMMCAHUS OTHOCHUTCS
K 00JacTH KJIETOYHON TOBEPXHOCTH, JKCIpecchupyeMoil cinutbiM OenkoM DDpp, Takum kak
DDpp-CAR, xotopas mpoHHKaeT 4yepe3 IUIa3MaTHUECKy0 MeMOpaHy. B HEKOTOpPBIX BapuaHTax
ocyecTBieHUs TpaHcMeMOpanHbiii fomer DDpp-CAR sBisiercst TpancMeMOpaHHOH 0071aCcThIO
TpaHcMeMOpaHHOro Oenka (Hampumep, TpaHcMeMOpaHHOro Oenka Tuma I), MCKyCCTBEHHOM
ruapodoOHON MOCIEeNOBaTEIBPHOCTH WM MX KOMOMHaAuH. Jlpyrie TpancMeMOpaHHbIE TOMEHBI
OyAyT O4YEeBHUAHBI U CIENHMAJMCTOB B JAHHON OOJNIACTH TEXHWKU U MOTYT HCIIOJIb30BATHCS B
CBA3M C aJbTEPHATUBHBIMU BapUaHTAMU OCYLIECTBJIEHHUS, NPEIJIOXKEHHbIMU B JaHHOM
JOKYMEHTE.

[0165] Peuentop DDpp (wanpumep, DDpp-CAR) MokeT OBITh CKOHCTPYHPOBaH TakK,
9TOOBI OH COAEp’KaJ] TPAHCMEMOpPAHHBIH NOMEH, KOTOPBIH CIUT C BHEKJIETOYHBIM JTOMEHOM
peuentopa DDpp. Kak onucaHo Bbllle, CIMSIHAE BHEKJIETOYHBIX H TPAHCMEMOpPAHHBIX JOMEHOB
MOJKET OCYINECTBJIATBCS C JIMHKEPOM MM Oe3 Hero. B omHOM BapmaHTe OCYLIECTBICHHS
UCTIOJIB3YETCS TPAHCMEMOpPAHHBIN TOMEH, KOTOPBIA €CTECTBEHHBIM 00pa3oM CBSI3aH C OAHUM H3
nomeHoB B DDpp-CAR. B KOHKPETHOM BapHaHTE OCYIIECTBJICHUS TPAHCMEMOpaHHBIN JOMEH B
DDpp-CAR mnpencrasnsier coboii TpancmemOpanubiii momen CD8. B HekOTOpBIX cCliydasx
TpancmemOpansbiii fomeH DDpp-CAR coxepskur mapHupsbiii nomen CD8. B HexoTopbIx
BApPHMAHTAX OCYIIECTBJICHUS] TPAHCMEMOPaHHBII JOMEH BBIOMPAIOT WJIM MOAUGHULHPYIOT IMyTEM
3aMEHbl aMUHOKHCIIOT JJIsl CTUMYJISILIMK WJIM MHTHOUPOBAHUS aCCOLMALIMU C APYTUMH OeTkaMu

MOBEPXHOCTHOH MEMOpPaHBL.
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[0166] TpaHcMeMOpaHHBIH TOMEH MOKET ObITh MOJyYeH JINOO W3 TMPHUPOIHOTO, OO U3
CHHTETUYECKOTO HCTOYHMKA. ECIM MCTOUHHK SBISETCS MPUPOAHBIM, TO IOMEH MOXKET ObITh
oOpa3oBaH u3 JHOOOrO CBSI3aHHOTO C MeMOpaHOW WM TpaHCMeMOpaHHOTO — OeJka.
TpancmeMmOpaHHBIE OONACTH, KOTOPBIE MOTYT HCIIOJB30BAThCS B JAHHBIX LENSAX, MOTYT OBbITh
NOJIy4eHbl H3 (T.€., COAepXKaT IO MEHbLIeH Mepe TpaHCMeMOpaHHYI0 o0nacTb(M)) HiIeHa,
BbIOpaHHOTO U3 rpynmbl anbda, Oera wan a3era nenu T-knerounoro perenropa; CD28, CD3
sncuno, CD45, CD4, CDS, CD8, CD9, CD16, CD22, CD33, CD37, CD64, CD80, CDS86,
CD134, CD137 u CD154. B kadecTBe ajbTE€PHATHBBI, TPAHCMEMOpPAHHBIN TOMEH MOXKET ObITh
CHHTETUYECKHUM, U B 3TOM ciy4ae TpaHcmemOpanHbiii nomeH DDpp-CAR Oyner comep:katb
NPEUMYIIECTBEHHO TUApodOOHbIE OCTATKH, TaKWe Kak JIEMIMH W BaJIWH. B IOMONHUTENBHBIX
BAPMAHTAX OCYLIECTBJIEHUS] TPAHCMEMOpPAHHBIH IOMEH COIEpPKHUT TPUIUIET (EeHUIANaHUH,
TpunTo(aH U BAJIMH HAa KAXKIOM KOHILIE CHHTETHYECKOTO TPAHCMEMOPaHHOTO IOMEHa.

[0167] Ucnonb3yeMblii B JJaHHOM JAOKYMEHTE TEPMHUH «BHEKJIETOUYHBIH CreHcepHbIi
nomen» (ESD) orHocuTcss K ruapouIbHON 0OONacTH, KOTOpas HAXOOUTCS MEXKIY
aHTUreHCTIeU(UUECKOH HaleNuBarole o0JacTbl0 M TpaHCMEMOpPaHHbIM TOMEHOM. B
HEKOTOpbIXx BapuaHTax ocyumectsieHus DDpp-CAR copepxar BHeKIETOUHbIN crelcepHbIi
nomeH. B gapyrux Bapuwantax ocymectBiaeHuss DDpp-CAR He comepikar BHEKJIETOUYHBIN
CHeliCepHbIil TOMeH. BHekieTouHble crieificepHble TOMEHbI BKJIIOYAIOT, Oe3 orpaHuveHwusi, Fc-
(bparMeHTbI aHTHUTEN MIH UX (ParMeHTHl WM MPOU3BOAHBIE, IIAPHUPHbIE O0JACTH aHTUTEN WIIH
¢bparmenTel wau  ux npousBogHbie, CH2-obmactu antmren, CH3-obnmactm aHTuUTEN,
UCKYCCTBEHHBIE CIefiCepHbIE IMOCIEA0BATENIbHOCTH WM UX KOMOMHaumu. JlomosHHUTETbHbIE
IPUMEPBI BHEKJIETOUHBIX CIIEHCEPHBIX JOMEHOB BKIIIOYAOT, Oe3 orpaHudeHus, mapaup CD8a u
UCKYCCTBEHHBIE CIeiicephl, CHENaHHbIE W3 TOJMIENTHIOB, KOTOPbIE MOIYT OBbITh TaKUMH
MaJIeHbKUMHU, Kak, Hanpumep, nomensl Gly3 wim CH1 u CH3 IgG (Takue kak IgG4 genoseka). B
HEKOTOPBbIX BAPUAHTAX OCYIIECTBJIICHUS BHEKJIETOUHBIH CIIEHCEPHBIH JOMEH MpPEACTaBIsIeT
coboii mrodyro oxHy win 6onee u3 (1) mapuupHou odiactu, CH2 u CH3-o6macreii 1gG4, (ii)
mapuupHoi obnactu IgG4, (iii) mwapuuproi obnactu u obdmactu CH2 IgG4, (iv) mapHHpHO
obnactu CD8a, (v) mapHupHoii obnactu, odnacreiit CH2 u CH3 IgGl, (vi) mapaupHas o6nacts
IgG1 umm (vi) mapaupHOH obnactu u obnactu CH2 IgGl. [Ipyrue BHEKIETOUYHBbIE CieHiCepHbIE
IOMEHBl OyAyT OYEeBHAHBI MJsl CHELHATHCTOB B MJAaHHOM OONACTHM TEXHUKHM M MOTYT
UCTIOJIB30BATHCS B CBSI3H C AJIbTEPHATUBHBIMH BaPUAHTAMH OCYIIECTBICHUS, MPEIIOKEHHBIMU B
JAHHOM JTIOKYMEHTE.

[0168] B HEKOTOpBIX BapUaHTaxX OCYLIECTBIEHUS] KOPOTKUH OJIUTO- I NOJUNENTUIHBIN
JIUHKEp, JUIMHOW OT 0Kk0j0 1 a0 100 aMMHOKHCIOT, UCHONB3YeTCsl AJIA CBSA3BIBAHUS BOEOUHO

modoro n3z gomeHoB DDpp-CAR. JIuHKepbl MOTYT COCTOSITH M3 TMOKHX OCTATKOB, TAKUX Kak
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TJIMLOMH U cepuH (WK Jiro0ast Apyras aMUHOKHCIIOTA), TaK YTO CMEXKHbIE OEJIKOBBIE JTOMEHBI
MOTYT CBOOOIHO TMepeMemarbcss OTHOCUTENbHO npyr apyra. CocraB aMHHOKHCIOTHOM
MIOCJIEIOBATEIbHOCTH JIMHKEpAa MOKET ObITh BBIOPAH UIsI MHHMMHU3ALUN TOTEHLHAIBHON
ummyHoreHHOCTH DDpp-CAR nnmu cniuroro 6enxa DDpp. Bonee nnHHBIE THHKEPB MOTYT OBITH
UCITIOJIB30BAHBI, KOTZAa JKEJAaTeIbHO TIapaHTHPOBaTh, YTO JBA COCENHHUX JOMEHa He OyayT
CTepUYeCKH MellaTh APYT APyry. B HEKOTOpBIX BapHaHTax OCYLIECTBJIEHHUS MPEANOYTUTEIHHO
or 2 10 10 aMHHOKHCIOT B JUIMHY OOpasylT CBS3b MEXIYy TPAHCMEMOpPaHHBIM JOMEHOM HU
LUTOIJIA3MAaTUYeCKUM CUTHaJIbHBIM JloMeHOM DDpp-CAR. B nonojsHuTeNnbHBIX BapuaHTax
OCYLLECTBJIEHUS JIMHKEP uMeeT JuHy oT 10 no 15 amunokuchnor, wiu ot 15 go 20, unu ot 20 no
30, wm ot 30 mo 60, mwmu or 60 mo 100 amuHOKHCHOT (WM JFOOOH WHTEpPBAT MEXKAY
yYKa3aHHBIMH 3HAYEeHUSIMH). B  IOMOJHUTENBHBIX BapHaHTaX OCYIIECTBJICHUS JIMHKEP
npeacTaBisier coO0i MOCIEAOBATENbHOCTD TIIMLMH-CEPUHOBBIN nyOner. B apyrux BapuaHTax
OCYIIECTBJICHUS] HCIIONB3yeTCsl (JparMeHT IMapHUPHOW 00JIaCTH, MOJyYEHHBIH U3 alb(a-nenu
riukonporenHa CD8  mosepxnoctu  T-kierok  dYenoBeka (Hampumep, B JUATa30HE
AMHUHOKHUCIIOTHBIX noJjiokeHnid 138-182 anpda-nerrm CD8; Homep moctyna Swiss-Prot P01732).
B nomonHUTENBHBIX BapHaHTaX OCYIIECTBJICHUS HCIOJb3yeTcs (parMeHT LIapHUPHONH 00JacTh
CD8, xoTopblii OBUT JOTOJHHUTENLHO MOJU(PHUIHMPOBAH IMyTEM 3aMEHbl AMUHOKHCIOT IUIs
yIydmeHnss (QYHKOHHM SKCIPECCHH WIM HWMMYHOT€HHOCTH. B JIOTIOJHUTENbHBIX BapUaHTax
OCYIIECTBJICHUS] HCMOJNB3YeTCsl (PparMeHT BHEKJIETOYHOW obnactu, mosyueHHbd u3 CD28
4yejloBeKa. B ApPyrux BapuaHTax OCYLIECTBICHHS MHCIHOJb3yeTcs (parMeHT BHEKJIETOUYHOM
obmactu CD28, KOTOpBI OBLT JOMOJHUTENPHO MOIU(UIMPOBAH IOCPEACTBOM 3aMEHBI
AMHUHOKHUCIIOT [T YAy4IIeHUs] PYHKIIUH SKCIIPECCUN WIIM UIMMYHOT€HHOCTH.

BHyTpUKIIETOYHBIN TOMEH

[0169] HUcnonb3yemblii B JAHHOM JOKYMEHTE TEPMHUH «BHYTPHUKJIETOUYHBIH CUIHAJBHBIN
nomen» (ISD) mmm «uromnasMatudeckuii tomen» otHocutcs: k 4actu DDpp-CAR, kortopast
nepenaer curHan 3¢PpQeKkTopHONW (YHKIMHM U HANPABISET KJIETKY HAa BBINOJHEHUE CBOEH
cnennanm3upoBanHor  ¢pyHkmum. LuTomnasmarudeckwii JOMeH (T.€. BHYTPHKJIIETOYHBIH
curHanbHelii omeH) DDpp-CAR oTBewaeT 3a akTHBALMIO MO MEHBbLIEH Mepe OIHOH U3
HOpPMaJIbHBIX 3()(EeKTOPHBIX PYHKIUI UMMYHHOH KJIETKH, CKOHCTPYHPOBAHHON AJISl SKCIIPECCHU
DDpp-CAR. Tepmun «3dpdexropHast GyHKUNS» OTHOCHUTCSA K CIIEHUAIN3UPOBAHHON (PYHKIIMH
kiaeTkn. DddexropHas QyHKus T-KI€TKH, HampuUMep, MOKET BKIKYATh LUTOJUTHYECKYIO
AKTUBHOCTb M XEJIMEPHYIO aKTUBHOCTh, B TOM YHCJIE CEKPELHI0 IMUTOKWHOB. Takum oOpazom,
TEPMHH «BHYTPHUKJIETOUHBIH CUTHAJBHBIA JOOMEH» OTHocuTcs K dactu Oenka DDpp-CAR,
KOTOpast mepenaer curHail 3¢QexropHoll (QYHKIMM M HAmNpaBisieT KJIETKY Ha BBIMOJHEHHUE

CHeUAM3UPOBAHHON (PyHKIMU. XOTS OOBIYHO MOKHO HCHOJB30BATh BECh BHYTPUKIIETOUYHBIH
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CUTHAJIbHBIM JIOMEH, COOTBETCTBYIOLIUN MPUPOJHOMY pELENTOPY, BO MHOTUX CIyyasix HeT
HEOOXOIMMOCTH HCIIOJIb30BaTh BCIO LieTb. B TOW Mepe, B KOTOPOH HCIOJIBb3YETCsl yCEeYSHHAs
4acTh BHYTPHUKJIETOYHOIO CUTHAJILHOTO AOMEHA, Takasl ycedeHHasi 4aCTh MOXKET UCIOJIb30BaThCs
BMECTO MHTAKTHOH Lenu 10 Tex MOop, MokKa OHa Oyxer mepenaBaTh CUrHai 3(deKkTopHOM
¢ynkunu. Takum o0pazoMm, MOApPa3yMEBAeTCs, YTO TEPMHH BHYTPHKJICTOUHBIH CHUTHAJBHBIN
JIOMEH BKJIFOYaeT B cedst MO0y YCEUEHHYIO YacTh BHYTPUKJIETOYHOIO CUTHAIBHOTO JOMEHA,
IOCTaTOYHYIO JUIs Trepenaund curHana s¢dexroproit ¢yskumm. B onmHOM  BapmaHTe
OCYILECTBJIEHUS] ~ BHYTPHUKJIETOYHbIH curHaipHbili 1gomeH B DDpp-CAR  coxmepxur
UTOIJIA3MAaTHYeCKie  mocienoBareapbHocTH  peuenropa T-kiaerok (TCR), a  rtakke
MOCJIEZIOBATENIbHOCTh  KO-PELENTOPOB,  KOTOpble  JAEHCTBYIOT  COBMECTHO, MHHULUUPYS
TPAHCAYKLHUIO CHTHAJA TOCJIE BKJIIOYEHUS] aHTUTEHHOTO PELenTopa, WIH JII000e MPOU3BOIHOE
WIA BapHaHT 3THX MOCJIENOBATEIBHOCTEH, KOTOPblE MMEIOT (YHKIMOHAJIbHBIE BO3MOXKHOCTH.
[Ipumeprl OOMEHOB, KOTOpble mepenaroT curaail 3(dexkTopHoil (QyHKIHMH, BKIOYAOT, 0e€3
OrpaHW4eHus, (-1erb PeLenTOPpHOro KOMIUIeKca T-KJIEeTOK WM JIo0OH M3 €ro rOMOJIOrOB
(marmpumep, n-uens, FcsRly u B-uenn, nens MB 1 (Iga), B29 (Ig) uens u 1.1.), n3eta-uens CD3
yenoseka, nmojmnentuasl CD3 (A, 6 u €), Tupo3nHkuHA3k cemeiicTa syk (Syk, ZAP 70 u . n.),
tupo3uHknHasbl cemeiicta src (Lck, Fyn, Lyn u T. 1) u nmpyrue MoJieKyJsibl, Y4acTBYIOIIUE B
TpaHcaykuuu T-knetok, Takue kak CD2, CDS u CD28.

[0170] U3BectHO, uTO co3maBaembie ToJibko TCR cHUrHaiBI HEOCTATOUHBI AJIsI TTOJIHOM
aKTUBAMKM T-KJIETKH, M YTO Takxke TpeOyeTcs BTOPHYHBIA WM KOCTUMYJIUPYIOIIMHA CHUTHAJ.
Takum 00pa3oM, MOJKHO CKa3aTh, YTO AKTHUBALMS T-KJIETOK MOXKET OMOCPENOBATHCS IBYMS
Pa3JIMYHBIMHU KJIaCCaMM LIUTOIJIa3MAaTHUECKUX MOCIEA0BaTeIbHOCTENH CUrHAIN3ALUN: TEMU YTO
UHULUUPYIOT AHTUT€H3aBUCUMYIO MEPBUYHYIO aKTUBaLUU MOCPEACTBOM TCR
(ocnenoBaTeNbHOCTH EPBUYHON IUTOTIA3MATHIECKON CUTHAIM3ALNHN) U TEMH YTO JEHCTBYIOT
HE3aBUCHMBIM OT aHTUT€HOB 00pa3oM i 0OeCHeYeHHsI BTOPUYHOTO MM KOCTHMYJHUPYIOIIETO
cUrHana (mocie0BaTeIbHOCTH BTOPHYHON [IUTOIIA3MATHIECKOH CUTHATM3ALIIHH).

[0171] ITocnemoBaTenbHOCTH MEePBUYHOMN OUTOILJIA3MATUYECKOU CUTHAJIM3ALIUU
peryaupyrooT nepBu4Hyr0 aktuBaiuio komruiekca TCR nubo crumynupyromum myteM, Jubo
UHTUOMPYIOIIIM IIyTEM. IlocnenoBaTenbHOCTH MEePBUYHON LUTOILIA3MAaTUYECKON
CUTHAM3alluY, JeHCTBYIOIHE CTUMYJIMPYIOIIMM IyTeM, MOIYT COJep>KaTb MOTHBbI
CUTHAJIM3alliM, KOTOpble M3BECTHBI KaK THUPO3UHCOJEprKallle aKTHBAI[MOHHblE MOTHUBBI WU
ITAM.

[0172] Ilpumepnl ITAM, comepxaliux MepBUYHbIE LIUTOIIA3MATUYECKHE CUTHAJIbHbIE
MOCIIEIOBATEIbHOCTH, KOTOpPble OCOOCHHO TPUMEHHMBI B MPEUIOKEHHBIX BapHaHTaX

OCYUIECTBJIEHUS, BKJIFOYAIOT MocjeaoBaTenbHoCTH, nonyueHHbie m3 TCR a3era, FcR ramma, FcR
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oera, CD3 ramma, CD3 penbra, CD3 sncunon, CD22, CD79a, CD79 u CD66d. OcobeHHO
MPEINOYTUTENBHO, YTOOBI LIUTOIUIA3MaTH4YecKass curHaibHash mojekyia B CAR copep:kana
LUTOIJIA3MAaTUYECKYIO0 CUTHAJIBHYIO OCNIEA0BATENbHOCTD, ONy4YeHHY0 n3 CD3 n3era.

[0173] Tepmun «kocTuMyasTopHbIA noMen» (CSD) B KOHTEKCTE NAHHOTO OIMUCAHHS
ornocurcst K yactd CAR mmun DDpp-CAR, koTopass ycunmBaer npoiudepanuto, BbDKUBAHUE
w/win passutue kietok mnamatd. DDpp-CAR  moxer comepkaTb OAMH WM Ooiee
KOCTUMYJIITOPHBIX TOMEHOB. Kaxaplli KOCTUMYJIATOPHBINA TOMEH COAECPKUT KOCTUMYJISITOPHBIN
JOMEH JII000To OMHOTO Wiu Oojiee, HanmpuMmep, wieHa cynepcemerictea TNFR, BeiOpaHHOTO U3
CD28, CD137 (4-IBB), CD134 (0X40), Dapl0, CD27, CD2, CD5, ICAM-1, LFA-1(CD1
1la/CD18), Lck, TNFR-I, TNFR-II, Fas, CD30 u CD40 wmu ux xomOuHammto. Jlpyrue
KOCTHUMYJIUPYIOIIME JIOMEHbl (HampuMep, U3 JApPYyrux OenkoB) OyAyT OYEeBHIOHBI JUIS
CHEeLHUAINCTOB B JAaHHOH OONAaCTM TEXHUKH W MOTYT HCIOJNB30BATBCS B CBSI3U C
ANbTEPHATUBHBIMU BapUAaHTAMH OCYINECTBJICHUS M300pETeHMs], OXBATbIBAEMbIMU ITaHHBIM
OIUCAHUEM.

[0174] B mpennmouTuTeNbHOM BapUaHTE OCYLIECTBJICHMsI LIUTOIIA3MAaTUYECKUN TOMEH
DDpp-CAR cogpepxut CD3-n3era-CUrHaBbHBIN JOMEH caM 1Mo cebe WM B COYETaHUU C JTIOOBIM
OPYTUM JKEJAaeMbIM LHTOIUIA3MATHYECKUM JOMEHOM(aMH), MPUrOAHBIM B KOHTekcTe DDpp-
CAR. Hanpumep, uuronnazmarudeckuii nomed DDpp-CAR mosker conepskats yacts nenu CD3
I3€Ta W KOCTUMYJIMPYIOIIYIO CHUTHAJIH3HPYIOLYI0 oOmacTe. KocTumynupyromas cUrHajgbHas
obnacte otHocuTcs Kk yactu CAR, conmepskaiell BHYTPUKIETOUHBIH JOMEH KOCTHUMYJIHPYIOIIEH
MoJiekyJbl.  KocTuMmynupyromass MOJeKyjla TNpeAcTaBisieT CcoOOH MOJIEKYNy —KJIETOYHOM
MOBEPXHOCTH, OTJIMYAOLIYIOCS OT PELENTOopa aHTHIeHa WJIH €ro JIMTaHIOB, KoTopas Tpedyercs
s 3¢ dexkTuBHOTO OTBeTa JUM(POUUTOB HAa aHTHreH. lIpuMepbl TakuX MOJEKYJ BKIFOYAKOT
CD27, CD28, 41BB (CD 137), OX40, CD30, CD40, PD1, ICOS, accounnpoBaHHBII C
¢dysknuonnposanuem yumdonutos antured-1 (LFA1), CD2, CD7, LIGHT, NKG2C, B7H3,
TIM1 u LAG3.

[0175] [lonunenTuaHble JHHKEPBI MOTYT OBITh PACIHOJOXKEHbI MEXAY COCEOHHMHU
snemeHTamu DDpp-CAR. Hanpumep, nuHKepsl MOTYT OBbITH PACIOJIOKEHbI MEXAY COCEIHUMHU
DDpp wmmu mexny DDpp u TpaHcMeMOpaHHBIM JOMEHOM MM MEXKIY TPaHCMEMOPaHHBIM
JOMEHOM M LUTOIUIA3MAaTUYECKUM JOMEHOM WM MEXJy COCEIHUMM LUTOIIa3MaTHUYeCKUMHU
nomeHaMmu. lluTonnasMaTuueckue CHUTHajbHbIE IMOCJIENOBATENLHOCTH B LIUTOIIA3MATUYECKOMN
curHanbHoil wactu DDpp-CAR Moryt ObITh CBsI3aHBI APYr C APYrOM B CIYY4alHOM HJIH
3amaHHOM Tmopsinke. HeoOsi3aTenbHO, KOPOTKMH JIMHKEp, MNPEennouTHTeapbHO OoT 2 mo 10
AMHUHOKHUCIIOT B JUTHHY, MOKET OOpa30OBbIBATh CBsI3b. | TMLMH-CEPUHOBBIN AyOneT o0ecreunBaeT

OCOOEHHO MOIXOSIINIA JTHHKED.
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[0176] B nmOMOSHUTENBHBIX BapUaHTAaX OCYIIECTBJICHUS chuThiii Oemox DDpp
npezncrasisier codoit xuMmepHslii aHTUreHHbIH perentop (CAR), KOTOpBI COAEpKUT AOMEH
CBSI3BIBAHMS MHILIEHH, COAEPKAIIMH PACKPBITBI B maHHOM aokymeHte DD (Hampumep, DD,
colepsKaluil aMUHOKHUCIOTHYIO mocnenoBarenbHocth SEQ ID NO: 11-949 wim 950). B
HEKOTOPBIX BapuaHTtax ocyuiectsiennss DD csspiBaer BCMA u comep:kUT aMHHOKHCIOTHYIO
MOCIIeIOBATEIBHOCTh, BRIOpaHHYIO H3 rpymmsbl, cocrosimed n3 SEQ ID NO: 11-305 u 306. B
HEKOTOPBIX BapuaHTax ocymectsieHus: DD cessbiBaer CD123 u comepKUT aMHUHOKUCIOTHYIO
MOCIIeIOBATEIBHOCTD, BBIOpaHHYIO U3 rpymmel, coctosmed u3 SEQ ID NO: 307-739 u 740. B
HEKOTOpBIX BapuaHTax ocyuiectsieHuss DD cessbiBaer CS1 u conepKUT aMHUHOKHUCIOTHYIO
MOCJIEOBATEIbHOCTD, BRIOpaHHYIO U3 rpymmbl, coctosimed 3 SEQ ID NO: 896-909 u 910. B
HEKOTOpbIX BapuaHTax ocyuiectsieHuss DD cBsspiBaer HER2 1 comepKUT aMHUHOKHUCIOTHYIO
MOCIIeIOBATEIBHOCTD, BBIOpaHHYI U3 rpymmel, coctosmed u3 SEQ ID NO: 911-949 u 950. B
HEKOTOpBIX BapuaHTax ocyuectsieHus DD ceszpiBaer AFP U colepXUT aMHUHOKHUCIOTHYIO
NOCIIeIOBATEIBHOCTD, BBIOPaHHYIO M3 rpymmsl, coctosimeii u3 SEQ ID NO: 741-874 u 886-895.
B Hekoropbix BapuaHTax ocyimectieHus DD cesasbiBaer p26 AFP u  comepxur
AMUHOKHUCJIOTHYIO MOCJIeNOBATEIBHOCTD, BEIOPAaHHYIO U3 Tpymimbl, cocrosimed u3 SEQ ID NO:
741-874 u 886-895. B HexkoTopbix BapuaHtax ocyiectsieHus CAR conepxut nomeH
CBSI3BIBAHMS MHIIEHH, TPAHCMEMOpaHHBIH JOMEH W BHYTPHKJIETOYHBIN CHTHAJIBHBIA TOMEH. B
HEKOTOPBIX BAapUAHTAaX OCYIIEeCTBICHUs TpaHcMeMmOpanHbii nomeH CAR  comepxkur
TpancMemOpansbiii tomeH 41BB wnmn CD28. B HexoTopsix BapmanTtax ocymectsierans CAR
COIEPKUT BHYTPUKIIETOYHBIN CUTHAJBHBIN JOMEH, KOTOPBIN BBIOMPAIOT U3 IPYIIIbI, COCTOSIIEH
u3 nomeHa anb(a-, Oera- WM n3era- menu perentopa T-KJIeTok denoBeka, aomena 41BB
yenoseka, nomeHa CD28 denoBeka u moOol mMx koMOuWHanmu. B HEKOTOpBIX BapuaHTax
OCYILECTBJIEHUS] BHYTPHUKJIETOUHbIH cuUrHaibHbIl AoMeH CAR conxepXUT BHYTPHUKJIETOUYHBIN
JOMEH KOCTUMYJIMPYIOIIeH MOJEKYJbl, BBIOpaHHOW W3 rpymnmbl, cocrosieii uz: CD27, CD28,
41BB, 0X40, CD30, CD40, PD1, anrurena, cesizanHoro ¢ ¢yHkuuei mumdouutos-1 (LFA-1),
CD2, CD7, LIGHT, NKG2C, B7-H3, nurana, kotopslii crierududecku cessbiBaercs ¢ CD83, u
moboit mx komOuHammu. B Hekoropweix BapuaHtax ocymectsierns CAR nmomomHHTENBHO
COJZIEP>KUT BTOPOIl IOMEH CBSI3bIBAHUSI MUILEHU, UMEIOIIUH Ty K€ WM APYTYI0 MHULIEHb, YTO U
JIOMEH CBsi3bIBaHMsI mMuIleHH Ha ocHoBe DD. B HexoTopbix Bapuantax ocyuiectsieHuss CAR
COJIEP>KUT TIEPBBIM IOMEH CBSI3bIBAHUS MMIIEHH, KOTOpbIN cBs3biBaeT CS1, u BTOpOi AOMEH
CBA3BIBAHUS MHUILIEHH, KOTOpbIN cBsizbiBaeT BCMA. B HeKkOTOpbIX BapuaHTax OCYILECTBJIEHUS
CAR oskcmpeccupyercs B UMMYHHOH KieTke. B HEKOTOpBIX BapuaHTax OCYLIECTBJIEHUS
UMMyHHas kjerka npencrasisier coboit T-kinerky (CAR T-kieTky) Wil KJIETKY €CTeCTBEHHOTO

kuiiepa (NK) (CAR NK-knetky). B Hekotopeix BapuanTax ocymectsieHusi CAR cBszaH ¢
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aunocomoii. B HekoTopeix Bapuantax ocymectiernss CAR comepxkur 2, 3, 4, 5 wnu Gonee S,
DD w/unm npyrux CBA3BIBAIOLINX JOMEHOB (Hampumep, scFv), kotopsle crernudpuyuecku
CBSI3BIBAIOT MPENCTABIAIONIYIO HMHTepec MumeHb (Hampumep, BCMA, CS1 wm CD123),
SKCIIPECCUPYEMYIO Ha TIOBEPXHOCTHU PAaKOBONW KIETKU. B ONOJHUTENBHBIX BapHaHTax
ocymecteienuss CAR comepxkur 2, 3, 4, 5 wim Gonee 5, DD unu Apyrux CBSI3bIBAFOIINX
IoMeHOB (Hampumep, scFv), kotopble crnenupuUecKkd CBSA3BIBAIOT BTOPYIO  JAPYIYIO
NPEACTABISIIOIYI0O WHTepeC MHUIIeHb (Hampumep, scFv), skcmpeccupyemyro Ha MOBEPXHOCTH
pakoBOil kyeTkH. B  jpomonHuTENbHBIX BapuaHTax ocyiuecTBieHuss BBoauMbii CAR
JOTIOJTHUTENBHO coneps:kut 2, 3, 4, 5 unu 6onee 5, DD wnu Apyrux CBS3BIBAOIINX JTOMEHOB
(marmpumep, scFv), koTopele criennpUYECKH CBSA3BIBAIOT BTOPYIO APYIVIO MPEIACTABISOIIYIO
WHTEPEC MHUILEHb, 3KCHPECCUPYEMYI0 BTOPOH APYrol pakOBOM KJIETKOH WIH COCYAMCTOU
SHAOTENUAIBHON KIETKOM.

JononHurensHble cauTbie Oenku DDpp

[0177] B HexoTOphIX BapuaHTax ocyuiecTBieHuss DDpp conmepxutr rereposoruuHbIi
MOJIMTIENITH/L, CONEepsKaluil ¢pparMent, coctosmuii u3 5-500, 5-400, 5-300, 5-200, 5-100, 5-50,
10-500, 10-400, 10-300, 10-200, 10-100 mam 10-50 aMUHOKHMCJIOT BHEKJIETOYHOTO JAOMEHa
peLenTopa KJIeTOYHON NOBEPXHOCTH. B HEKOTOPBIX BapuaHTax ocywecTsieHus DDpp conepxut
r€TEePOJIOTUYHBIN TONHIENTH, KOTOPBIH CONEPXKUT BHEKJIETOYHBIH OMEH, Wi (parMeHT
BHekJerounoro nomeHa BCMA (SEQ ID NO: 7) umu CD123 (SEQ ID NO: 8). B HekoTopbIx
BapuaHTax ocyuectsieHuss DDpp comepkuT reTeposorudHelii MNOJUNENTHA, KOTOPBIH
COIEPKUT BHEKJIETOUHBIN JOMEH, UM (parMeHT BHekIeTouHoro nomeHa BCMA (SEQ ID NO:
7) wm CD123 (SEQ ID NO: 8) wm CS1 (SEQ ID NO: 925). B HeKoTOphIX BapuaHTax
ocywectBiaeHuss DDpp COOepKUT TeTEepOJIOTUYHBIA MNOJUOENTUA, KOTOPBIM COAEPKHUT
BHEKJICTOUHBIH JTOMEH, WJIN (parMeHT BHEKJIETOYHOrO IOMEHa pEeLenTopa, BBIOPAHHOIO H3
rpymnmnsl, cocrosimed u3: CD19, CD20, CD22, HVEM, BTLA, DR3, CD37; TSLPR, IL7R u
gp96.

[0178] B HekOTOpBIX BapuUaHTaX OCYLIECTBJICHHS OEJNIOK COIEPXKUT TeTepOJIOTHMYHBIN
MOJIUMENITHA, KOTOPBIH CONEPKUT CHIBOPOTOUHBIH OEJIOK WJIM aHTUTEeHHBIH (parMeHT
cpIBOpOoTOYHOTO Oenka (Hanpumep, AFP u p26 AFP). B HekoTopbIX BapHaHTaxX OCYIIECTBICHUS
DDpp comep:kuT reTeposIOrHYHbIN MOJUNENTH I, CoAepKaIni GpparMeHT, cocrosimuii u3 5-500,
5-400, 5-300, 5-200, 5-100, 5-50, 10-500, 10-400, 10-300, 10-200, 10-100 wmmu 10-50
AMHHOKHCIJIOT CBIBOPOTOUHOro Oenka. B HEKOTOpBIX BapuaHTaX OCYLIECTBIEHHsS O€JoK
COIEPKHUT TETEPOJIOTHUHBIA MOJUMENTHA, KOTOPbIA CONEPKUT BHYTPHUKJIETOUHBIH OEJNOK WIIH
AHTUIeHHYIO YacThb BHYTPHKJIETOUHOro Oenka (Hampumep, siaepHOro Oenka). B HEKOTOpBIX

BApUAHTax oOcCyllecTBieHus: DDpp COAEpKUT TeTepOsOrMYHBIM MOJMIENTH, COAEpKallui
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¢dparment, cocrosimuii u3 5-500, 5-400, 5-300, 5-200, 5-100, 5-50, 10-500, 10-400, 10-300, 10-
200, 10-100 mmm 10-50 aMHHOKHCIIOT BHYTPHUKJETOYHOro Oenka. B HEKOTOpBIX BapuaHTax
OCYLIECTBJICHUSA DDpp COIEPKUT reTepOJIOrHYHbII MOJINENTHN, UMEIO LU
nocnenoBarenbHocTh SEQ ID NO: 10, 928, 929, 930, 931, 932, 933 nnm 934.

[0179] B HekoTOpBIX BapuaHTaX OCyIIeCTBIeHUs ciuThidi Oenok DDpp cnermduuecku
ceszpiBacT BCMA, CD123, CS1, HER2, AFP w/umu p26 AFP u DONOJTHUTENHHO CBSI3bIBAET
OnHy wiu OoJyiee MOTIONHHUTENbHBIX MPEACTABISIOINX HHTepec MuleHed. [Ipencrassroniue
UHTEpPEC MHULICHH, CIEeUN(UYECKH CBS3aHHbIE CIUTBIM OenkoM DDpp, MOryT mpenctaBisTh
coOoii mmoOyr0 MOJIEKYNly, ¢ KOTOpOH »kemarenbHO cBsizatb DDpp. Hanpumep, mumensmu,
crienu(pUIecKr CBI3aHHBIMU CIIUTBIM Oesikom DDpp, moryr Osite BCMA, CD123, CS1, HER2,
AFP w/ummn p26 AFP u, kpome Toro, Jito0asi TOMOJHUTENIbHAS. MUIIEHb JJI TPOU3BOACTBEHHOMH,
PELEeNTYPHON, TEepaneBTHYECKON, AUACHOCTUYECKON HWJIM MPOTHOCTUYECKON 3HAYMMOCTH WJIU
LEHHOCTU. P WIMIOCTPAaTHUBHBIX OMOJHUTENbHBIX MHUIIEHEeH IpeloCTaBlIeH B KauecTBe
npuMepa M NpeJHa3HadeH Ajsd WIUIIOCTpaluu, a He AN orpaHudeHust. JlonmoJHuTenbHas
NPEACTABISIIOINAs  MHTEPEC MHIIEHb, CBs3aHHAs CIUTBIM OenkoM DDpp, Moxer ObITh
BCTPEYAIOLIEHCS B MPUPOJE WIM CUHTETUYECKOH. JlonosHuTEeNbHAs NPEACTABIAOAas HHTEPEC
MUIIEHb MOJKET TMPEACTABIATh COOOW BHEKJIETOYHBIH KOMIIOHEHT, BHYTPHKJIETOUHBIH
KOMIIOHEHT, PacTBOPHMBIH (akTop (Hampumep, pepMeHT, TOPMOH, LIUTOKHUH U (HaKTOP POCTa,
TOKCHH, S, 3arpsi3HUTENb W T.JO.) WA TpaHCMeMOpaHHbIH Oelok (Hampumep, peuenTop
KJIETOYHOH MOBEPXHOCTH). B HEKOTOPBIX BapuaHTaX OCYLIECTBIEHHS MPEACTABIISIIOIAS HHTEPEC
MUILIEHb, CBA3aHHAs CIUTBIM OenkoM DDpp, npencrasnser coGoii Oenok uenoBeka. B ogaOM
BapuaHTe ocymectsieHuss DDpp (mampumep, cnuteiii  OGenmok  DDpp)  cBsasbiBaer
NPEACTABISIIOIIUN HWHTepec OeNOK-MHUIIEHb YeJOBEKa U €ro OpToJor o0e3bsHbl (Hampumep,
SIBAHCKOT'O MaKaKa), MBIIIH, KPOJIMKA, XOMSIKA W/HJIH KPOJIUKA.

[0180] B omHoM BapuwanTe oOCylecTBieHus ciutbiii Oenmok DDpp cnenududeckn
ceszpiBacT BCMA, CD123, CS1, HER2, AFP w/umu p26 AFP u Genok cbiBopotku. B ogHOM
BApHAHTE OCYLIECTBJIEHUs CiuThIi Oenok DDpp crneunduueckn CBS3bIBAET ChIBOPOTOYHBIH
0emoK, BEIOPAHHBIN U3: CHIBOPOTOYHOTO aJbOyMUHA (HAIIPUMED, YEJIOBEYECKOTO ChIBOPOTOYHOTO
anbOymuHa (YCA)), TUpOKCHHCBs3bIBatOIero Oenka, TpaHcheppuHa, ¢GUOpPHHOTEHA W
ummyHorobynuHa (Hampumep, 1gG, IgE u IgM). be3 orpanmueHus kakoil-nmubo Tteopueid,
ceszpiBanne DDpp ¢ Oenkom-HocuTeneM, Kak mojararot, npugaer DDpp (wim ero ciauromy
Oenky) yny4lieHHbIH (papMakogUHAMUYECKH IPOQ b, KOTOPBIH BKIIIOUAeT, 03 OrpaHUYeHHS],
YJIYYIIEHHOE HaleJIMBaHHE HA OMyXOJb, MPOHUKHOBEHHE B OMYyXOJb, TU(PPY3HI0 B OMYyXOJIU U
YCUJICHHE TePANeBTHYECKOH aKTUBHOCTH IO CPABHEHUIO €O CiMUThIM OenxoMm DDpp, B koTopoMm

OTCYTCTBYET TIOCJIENOBATENIbHOCTb, CBS3bIBAIOIIAS O€NOK-HOCHTENb (cM., Hampumep, WO
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01/45746, conmepkaHHe KOTOPOH NOJHOCTHIO BKJIIOYEHO B JAaHHOE OIMCAHHE B KAaueCTBE
CCBUIKH).

Caursie 6enku DDpp Ha OCHOBE aHTUTEN

[0181] B HexoTOpbIX BapuaHTaX OCYINECTBJICHUS CIuThId Oenok DDpp comepxkur
MIOJTHOPAa3MEPHOE aHTHTENIO WK (parMeHT Wi CyOJOMEH aHTHTeNna. B HEKOTOPBIX BapHaHTaX
OCyIIeCTBIIeHUs] CiuThiii Oenok DDpp conmepskut monHOpa3MepHoe antureno IgG (Hampumep,
IgGl, IgG2, IgG2 wmm IgG4). B apyrux BapuaHTax OCYIIECTBICHUsS CIUTHIH Oemok DDpp
COIEPKHUT TOJIHOPA3MEPHOE AHTHUTENO, KOTOpOe CIeHu(pUUECKH CBSI3bIBACTCS C PAKOBBIM
aHTUreHom. B npyrux BapuanTax ocymectsieHuss DDpp comepkUT KOMMEpUYECKH OOOpEeHHOe
TEepalieBTUYECKOE  aHTUTENO  (Hampumep, puTykcumad, odarymymad, okpenuzymao,
BenbTy3yMadb, MEDI-551, smpartysymad, OGenmmymad, tabamymad, AMG-557, MEDI-570 wu
NN882). B npyrux Bapuanrax ocymectsieanss DDpp npeacrasisier coboit cnurslii Oenok Fc. B
APYTUX BapHaHTax ocyliecTBiIeHus Oenok Fc cogepkut BapuanT nomena Fc genoseka.

[0182] B HeKkoTOpBIX BapuUaHTaX OCYINECTBJICHUS CIuThId Oenok DDpp comep:kur
MIOJTHOpPAa3MepPHOE aHTUTENIO WITH (parMeHT Win cyOnomeH antutena (Hanpumep, anrureno 1gGl,
antuteno IgG3, BapuabenbHyro obOmacte anturena, CDR3, scFv, Fc, FcRn-csizpiBaromuii
cyOnomeH u apyrue cyonomensl antutena). benku DDpp mMoryT ObITh (PYHKIMOHAIBHO CBSI3aHBI
APyr ¢ IpyroM W/Wid ¢ OOHMM MM Oojiee KOHLIAMU aHTHUTeNa, IeNd aHTHTeNa, (pparmMeHTa
aHTHUTEJa WK CyOIOMeHa aHTUTeNa ¢ o0pasoBanueM ciautoro demka DDpp.

[0183] KommnoneHT-anTHTENO camutoro 6eiaka DDpp MokeT npeactaBiste coOol oo
NOJIXOAALINI TOJHOPa3MEPHbI HMMMYHOTJIOOYIMH WM (parMeHT aHtuTena (Hampumep,
AHTUIeHCBSI3bIBAIOLINA OMEH Wuiu 3¢G¢eKkTopHbli AOMeH) uian ux ¢(parmeHt. B omnom
BApUAHTE OCYIIECTBJIICHUS CIUTBIH Oenok DDpp-aHTHTENO COXpaHSE€T CTPYKTYpHBIE U
(yHKLMOHAIbHBIE CBOHCTBA TPAaJUIIMOHHOTO MOHOKJIOHAJBHOTO aHTHTeNa. Takum oOpasom, B
HEKOTOPBIX BAapUAHTaX OCYIIECTBIEHHs CIUTBIA Oenok DDpp-aHTUTENo coxpaHseT CBOICTBa
CBA3BIBAHUS 3MMTONA, HO NMPEUMYIIECTBEHHO TaK)K€ COJEpPKUT MocpeAcTBoM ciausHus DDpp
OIHY WU OoJiee AOMOJHHUTEIBHBIX CIEHU(PUUHOCTEH CBA3BIBAHUS C MHIICHBbIO. AHTHUTENA,
KOTOpbIE MOJKHO HCIOJB30BaTh mnpu ciusHuu DDpp, BrmowaroT, 0e3 orpaHuyeHws,
MOHOKJIOHAJIbHBIE, MyJbTUCTIEH(pHUIECKHE, 4eJloBeYecKHe, IryMaHU3UPOBaHHbIE,
NPUMATH3UPOBAHHbIE W XUMEpHBbIE aHTHUTENA. MOJIEKYJbl MMMYHOTJOOYJIMHA WM aHTUTENA,
NPEACTaBJICHHbIE B TAHHOM TOKYMEHTE, MOTYT ObITh JitoOoro tuma (Hampumep, 1gG, IgE, IgM,
IgD, IgA u IgY), xnacca (mampumep, 1gGl, 1gG2, 1gG3, IgG4, IgAl u IgA2) umm noaknacca
MOJIEKYJIbBl HUMMYHOIJIOOYJIMHA. B KOHKPETHBIX BapHaHTaX OCYLIECTBIEHHsS aHTHUTENA
NPEACTaBISIIOT co0oi Fec-onTUMM3HpOBaHHBIE aHTUTENA. AHTHTENIA MOTYT OBbITh WIJIM TIOJYYEHbI

U3 Jr000ro JKMBOTHOT'O, BKJIKOYUAA MNTUL W MIJICKOMUTAKOIIUX, WJIX MOTIyT OBITH CO34aHbI
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CHHTETHUYECKH. AHTHUTENIO-KOMIIOHEHT ciuTtoro Oenmka DDpp-aHTUTENo MOXKeT ObITh NOJyYeH
€CTeCTBEHHBIM IyTEM WJIM B pPe3yJbTaTe PEeKOMOWHAHTHOW WH)KeHepuu (Harpumep, (aroBblii
OVCIIJIEH, KCEHOMBIIb W CHHTE3). B HEKOTOphIX BapHaHTaX OCYIIECTBICHHUS AaHTUTENO-
KOMIIOHEHT CcIUTOro Oenmka antuteno-DDpp yBenuUMBaeT Mepuoj MONYKU3HU M YBEIHYHBAET
WIA YMEHBIIAET aKTHBHOCTh AHTUTEJI03aBUCUMON KyieTouHON nutotokcnaHocTy (A3KL) n/umm
koMmIuleMeHnT3aBucuMoin 1rotokcnaHocTr (K3L[). B HexkoTophIx BapuaHTax OCYIIECTBJICHUS
aHTHTENA TPEACTABIAIOT COOON aHTHTENa YENOBEKAa, MBIIIHM, OCNa, KPOJHUKA, KO3bI, MOPCKOM
CBUHKH, BepOJIFOAa, JaMbl, JIOIIATU WM KYpHLbl. B KOHKPETHBIX BapHaHTaxX OCYLIECTBICHHS
AHTHTENA SBISIFOTCS YEJIOBEUECKUMU.

[0184] OObl4HO cuuTaeTcs, 4YTO KOHCTAaHTHass o0O0JacTh OMOCPEAYyEeT HECKOJBKO
s¢dexropHbx ¢pyHkuni. Hampumep, csi3biBaHue KOMIOHEeHTa komIuleMenTa C1 ¢ aHTHTENaMu
AKTUBUPYET CUCTEMY KOMIUIEMEHTa. AKTHBAaLMs KOMILJIEMEHTA BaXKHA B OTICOHU3ALUU U JIU3UCE
KJIETOYHBIX MAaTOT€HOB. AKTHBALUA KOMIUIEMEHTA TaKXX€ CTUMYJHUPYET BOCHAIUTENbHBIA OTBET
U MOXET TAaKXK€ y9aCTBOBATh B ayTOMMMYHHOH T'MIIEpYyBCTBUTENbHOCTH. Kpome Toro, aHTHTENA
CBSI3BIBAIOTCS ¢ KieTkaMu 4depe3 Fc-oOmacts, mpu sToM caiit Fc-penenropa Ha Fc-oOmactu
anTutena cesisbiBaercs ¢ Fc-penentopom (FcR) Ha kierke. CymectByer psin pernentopos Fc,
KOTOpBbIe CreMU(pUUHbI U Pa3IMYHbIX KJIACCOB aHTHTEN, BKirodas IgG (ramma-peunenTopsi),
IgE (sTa-peuenTopsr), IgA (anbda-penentopsr) u IgM (mro-peuentopsr). CBsA3bIBAHNE aHTUTENA
¢ Fc-penentopaMu Ha KJIETOYHBIX MOBEPXHOCTSX 3aIyCKAeT PsAJ BAXKHBIX U Pa3sHOOOPa3HBIX
OMONIOTUYECKUX PEAKIMiA, BKJIIOYAs MOTJIOMICHNE U Pa3pyLIEHUE MOKPBITBIX AHTUTEIOM YacCTHII,
KJIMPEHC MMMYHHBIX KOMIUIEKCOB, JIU3UC TOKPBITBIX AHTUTENIOM KJIETOK-MUIIEHEH KJIeTKaMH-
KUJUIepaMu (Ha3bIBAEMbIMU aHTUTENIO3aBUCHMAs KJIIETOYHAS! OTIOCPEAOBAHHAS LIATOTOKCUYHOCTh
(A3KLI), BEICBOOOXKACHHE MEAUATOPOB BOCHIAIEHHS], IEPEHOC MJIALEHTH U KOHTPOJIb MTPOAYKIINU
UMMYHOTJIOOYJTHHA.

[0185] B HekoTOpbIX BapuaHTaxX OCYIIECTBJIeHHsI CiuTbiii Oemok DDpp-Fc umeer
U3MEHEHHYIO0 3P (eKTOpHYI (QYHKIMIO, KOTOpPasi, B CBOK OYepelb, BIHIET Ha OUONOTHYECKUN
npodmis BBOgMMoro cimroro Oenka DDpp-Fc. Hanpumep, nemenust wiM HMHAKTHBALHS
(mOCpencTBOM TOYEUHBIX MyTAalUil WJIM APYTrUX CPEACTB) CyOJOMeHa KOHCTAaHTHOW oOjacTw
MOJKET CHIDKATh CBsI3bIBaHHE Fc-penenTopa HUPKYJIUPYIOIIEro MOAN(UIUPOBAHHOTO aHTUTENA.
B nmpyrux cnywasx MoanukaldKd KOHCTAHTHOH OOJNACTH MOXKET OOeCledYnBaTbh YMEPEHHOE
CBSI3bIBAHME KOMIUIEMEHTA U, TAKMM O00pa30M, YMEHBIIATh MEPHUOJ TONYKU3HU B CBIBOPOTKE H
HecTeHn(pUIECKYI0 aCCOLMAINI0 KOHBIOTHPOBAHHOTO UTOTOKCHHA. Ele npyrue monudukanim
KOHCTAHTHOH 00JIaCTH MOTYT OBITh MCIOJIB30BAHBI ISl YCTPAHEHUS TUCYIb(OUIHBIX CBSA3CH WIIH
OJINTOCAXapUIHBbIX (PPArMEHTOB, KOTOpPble OOECHEYMBAIOT YJIYULICHHYIO JIOKAJIU3ALIUIO

Onmaromapsi TOBBIIIEHHOH CHEeNU(UIHOCTH AHTUTeHa WM THOKOCcTH aHTuTen. [lomoOHbIM
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oOpaszoM, Moar(UKaLUK KOHCTAHTHOH 00JIACTH B COOTBETCTBUH C JAHHBIM H300pPETEHUEM MOTYT
OBITH JIETKO BBITIOJHEHBI C UCTIOJIB30BAHUEM OMOXMMHYECKHX HIJIH MOJIEKYJISIPHBIX TE€XHOJIOTHI,
W3BECTHBIX CIMEHAIICTAM B TAHHOH OOJACTH TEXHUKH.

[0186] B HexoTOphIX BapwaHTax OCylIecTBieHHs CauThId Oenok DDpp-Fc He umeer
onHoi wim Oonee »ddexropHbx (GyHKIMHA. Hanpumep, B HEKOTOPBIX BapUaHTaX
ocymectBieHus: cautbii Oenok DDpp-Fc He oOnamaeT akTUBHOCTBIO aHTHTENO3aBUCHUMOU
kiaerouHoil  umtotokcmuHocTH  (A3KLl) w/mnm  akTUBHOCTBIO — KOMIUIEMEHT3aBHCHMOM
urotokcnyrocTr (K3L1). B HekoTopbIx BapuaHTax ocymecTBieHus ciuThiil 6eaok DDpp-Fc He
cBsi3bIBaeTcs ¢ penentopoM Fc n/mmm ¢aktopamu koMiuieMeHTa. B ompeneneHHbIX BapHaHTaxX
ocymectBieHust cauteid Oenox DDpp-Fc He umeer s¢dexroproit ¢ynkumn. Ilpumepsr
WH)KEHEPHbIX Moau(dukauuii mnocnenoBaTeabHOCTH FC, KOTOpBIE CHIDKAIOT WM YCTPAHSIOT
axktuBHOCTH A3KI] w/umu K311 u cBszpiBanme ¢ penentopom Fe n/mnmm GakTopoM KOMILIEMEHTA,
OTHCAaHbl B JAHHOM JOKYMEHTE WMJIM WU3BECTHBI B JAHHOH OOJACTH TEXHHUKH, KaK M aHAJIM3bl U
NPOLENYPHI AJIST X TECTUPOBAHHSL.

[0187] B HekoTOpbIX BapuaHTax OCyllecTBieHus ciauthiii  Oeigok  DDpp-Fe
CKOHCTpyHpOBaH A ciussHust nomeHa CH3 HemocpencTBeHHO ¢ IMapHUPHON 00JacThIO
COOTBETCTBYIOLIETO MOIU(PHUIMPOBAHHOIO aHTUTENa. B ApPyrux KOHCTPYKLMSIX IENTHIHBIA
crieficep BCTaBJieH MEXIy MIAPHUPHON 0O0MacThi0O W MOIU(UIMPOBAHHBIMH nomeHamu CH2
w/wnn CH3. Hammpumep, MOTYT OBITh 3KCIIPECCUPOBAHBI COBMECTUMBbIE KOHCTPYKLIHUH, B KOTOPBIX
nomeH CH2 Opm1 ymanen, a ocrasmuiics nomeH CH3 (momupuuupoBaHHBIN —HIH
HeMOIU(DHUIIUPOBAHHBIN) COEAMHEH C IMAPHUPHOH o0O0nacTeio ¢ 5-20 aMUHOKHUCJIOTHBIMU
cnieficepamu. Takol crieficep MokeT ObITh TOOABIIEH, HAIPUMeED, JUTSI OOECTIEUEHHUsT TOTO, YTOOBI
PEryJSITOPHBIE 3JIEMEHThl KOHCTAHTHOH OOJIACTH OCTaBATMCh CBOOOMHBIMU U JOCTYITHBIMH HJIH
yroOBl LIApHUPHAs OONacTh OCTaBajach THOKOW. AMHHOKHCJIOTHBIE CIEHcepbl MOTYT B
HEKOTOPBIX CIydasx OKa3aTbCsi WMMYHOTE€HHBIMH M BBI3bIBATH HEJKENATENbHbIH HMMYHHBIH
OTBET MPOTUB KOHCTPYKIHMHU. COOTBETCTBEHHO, B OIPENENICHHBIX BapPHAHTAX OCYIIECTBJICHUS
nr000M crielicep, JOOABIEHHBIN B KOHCTPYKIHMIO, MOKET ObITh OTHOCUTEJIPHO HEMMMYHOTE€HHBIM
WIN Ja)Ke BOOOIE OTCYTCTBOBATh, YTOOBI MOEPIKUBATD JKelaeMble OMOXMMHYECKHE KadeCTBa
mMonuduImpoBanHoro ciuroro 6enka DDpp-Fc.

[0188] B nmomosHUTENBHBIX BapuUaHTaX OCYyMEeCTBIeHUs ciautblii Oenok DDpp-Fe
MOIUGPUIMPYIOT YaCTHYHOW JAelenuedl WM 3aMEHOH HECKOJbKUX WIJIM JlaXKe OIHOU
AMHUHOKHCIIOTBl B KOHCTAHTHOH oOnactn. Hanpumep, MyTauuu OJHOM aMHUHOKHCIOTBHI B
BbIOpaHHbIX obOnacTsax nomena CH2 MoskeT ObITh TOCTATOYHO, YTOOBI CYIIECTBEHHO YMEHBLIUTh
cBsi3bIBaHME FC M TeM camMbIM. AHAJIOTMYHO, OJUH WM OOJjiee TOMEHOB KOHCTaHTHOH OOJacTH,

KOTOPBIE KOHTPOJUPYIOT 3 PeKTOpHYIO QYHKIMIO (HarmpuMmep, csisbiBanne kommieMenta C1Q),
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MOTYT OBITH TMOJIHOCTBIO HMJM YaCTHYHO YAaJieHbl. Takue 4acTUYHbIE AEJELUH KOHCTAHTHBIX
oOyacTeil MOTYT yJIy4IIUTh BbIOpaHHBIE Xapakrepuctuku ciauroro Oenka DDpp-Fc (manpumep,
NEPUOJ TIONYKU3HH B CBIBOPOTKE), OCTABISAS MPU 3TOM HETPOHYTHIMH APYTHE >KeJIaTelbHbIE
(yHKUNH, CBSI3aHHBIE C COOTBETCTBYIOIIMM IOMEHOM KOHCTaHTHOW oOnacTu. B HEKOTOpbIX
BAapHAHTAaX OCYIIECTBIEHHUsS KOHCTaHTHas oOnacte ciauroro Oenka DDpp-Fc momndumupyercs
MIOCPENCTBOM MYTALlMM WJIM 3aMEHbI OJHOW Wi O0Jiee aMHHOKHCIIOT, YTO YCHJIUBAET NMpopuib
MOJIy4aeMOil ~ KOHCTPYKUMH. B  3TOM OTHOIIEHMM MOXHO HapylaTtb aKTHBHOCTb,
obecrieunBaeMyr0 KOHCEPBATHBHBIM CATOM CBSI3bIBaHMSA (HampuMmep, cBs3biBaHHE FC), B TO XKe
BpeMssT 1O  CYIIECTBY  COXpaHss  KOHPUIypaumO W  HUMMYHOTEHHBIH  npouib
monudumposanHoro ciutoro 6enka DDpp-Fc. B nanHOM m300peTeHMM Taxke NpemsioKeH
ciutbiii 0eok DDpp-Fc, xoTtopsiii comep:kut nmodaBiieHue OTHOW MU 0OJiee aMHUHOKHCIIOT K
KOHCTAHTHOH OONACTH JJIsl YCHJIEHHSI JKEeJIaeMbIX XapaKTEPUCTHK, TAKUX KaK YMEHBbLICHUE WIN
yBennueHne 3pQexTopHoi PYHKUMU WM MPEJOCTABICHNUE CAWTOB MPUCOEAUHEHUS ISl OTHON
win OoJjiee IIMTOTOKCHHOBBIX, METOYHBIX WJIHM VIJEBOOHBIX Trpymnmn. B Takux BapuaHTax
OCYILIECTBJIEHUs] MOKET OBITh JKENATeNbHbIM BCTABJISATH WM PEIUTUIHPOBATH KOHKPETHBIE
NOCIIEIOBATEIBHOCTH, TIOJTyYEHHbIE 13 BRIOPAHHBIX TOMEHOB KOHCTAHTHOH 00JIacTH.

[0189] B HekoTophIx BapwaHTax ocymecTeieHuss DDpp (yHKIIMOHAIBHO CBSI3aH C
(dparMeHTOM WM MOANOMEHOM aHTtuTena (Hanpumep, scFv, mmareno, EP 404097, WO
93/111161; WO 14/028776 u Holliger et al., PNAS 90: 6444-6448 (1993), conmepskaHue
KaXXJIOTO M3 KOTOPBIX BKJIFOUEHO B JAHHBIH JOKYMEHTE B KA4E€CTBE CCBHUIKH B IIOJHOM OOBbeMe.
@DparMeHT WM MOAAOMEH aHTUTENA MOXKET MPEACTaBIATh COOOMH 000 (parMeHT Wi JOMEH
antutena. Cwm., Hampumep, WOO04/058820, WQ099/42077 u WOO05/017148, conepskaHue
KaXXJIOTO M3 KOTOPBIX BKJIFOUEHO B AHHBIH JOKYMEHTE B KA4E€CTBE CCBUIKH B TIOJHOM OOBbeMe.
Hanpumep, cmuteiii 6enok DDpp moker coxmepkaTh 3G @EKTOPHBIA JOMEH aHTHUTENA WU
npon3BoHOE 3((EeKTOPHOro ITOMEHa aHTUTeNa, KoTtopoe Hanenser DDpp omHol mnm Oonee
s¢hexTopHbIME (PYHKLMSIME W/WITH HATENIeT CIUThIA Oeok DDpp cnocOOHOCTBIO CBSI3BIBATHCS
¢ ogHuM uin 6onee Fe-penentopamu. B HEKOTOPBHIX BapHaHTaX OCYLIECTBJIEHHS CIMTBIA OEOoK
DDpp-aHTUTENO CONEPKUT aHTUICHCBA3BIBAIOIINN (PparMEeHT aHTUTeNa Wi ero ¢parmeHt. B
JOTIOJIHUTENbHBIX BAapHAHTaX OCYIIECTBICHUA CIUThIH Oenok DDpp-aHTuteno comep:kur
3¢ (HeKTOpHBIN TOMEH UMMYHOTJIO0YJIMHA, KOTOPBIA COAEP:KUT OAWH miu Oojee nomeHos CH2
u/umn CH3 anTurena, obnagaromero >¢dexkropHoit (yHKIMEeH, obecneuynBaeMoil TOMEHAMHU
CH2 wu CH3. J[lpyrue mnocnenoBatenbHOCTH B ciautoM DDpp, KoTOpble 00€CHeYrBarOT
s¢hexTopHY0 (YHKIMIO U OXBATBIBAIOTCS H300peTeHreM, OynyT MOHSATHBI CIEHUATNCTaM B
JaHHOHN 00JAaCTH TEXHHKH M MOTYT OBITh OOBIYHO BBIOpaHBI U OOBEIUHEHBI B CIHTBIH OEIOK

DDpp, oxBaTbIiBaeMblii B JAHHOM JOKYMEHTE, Ha OCHOBe keaeMol s dexropHoit pyrkiuu(ii).
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[0190] B omHOM BapmaHTe OCYLIECTBIEHUsI CIUThIM DDpp comepKuT mogHOpa3MepHOe
AHTHUTENO WU (PparMeHT aHTHUTENA, KOTOPBIH SIBISIETCS aHTUI'€HCBSI3BIBAIOIINM (parmMeHToM. B
JOTIOJIHUTENIPHOM BapUaHTe OCYINECTBJICHHUS AHTHTENO WM (parMEHT aHTHTENA CBS3BIBAIOT
CBSI3aHHBIN ¢ 3a00JIEBAaHIEM aHTUTEH. B OTHOM BapuaHTe OCYINECTBJICHUs CIUThIH Oerok DDpp
COIEPKHUT aHTUTENO MK (PParMeHT aHTUTENa, KOTOpoe Cenn(PUIECKH CBSI3bIBAETCS C PAKOBBIM
aHTUreHOM. B npyrom BapmaHTe ocyliecTBIeHHs CIUThINA Oeok DDpp comepKuT aHTUTENO Wi
(dparMeHT aHTUTENa, KOTOPbIH CHeUHU(UIECKH CBA3BIBAET ONPENEICHHBIH MaTOreH (HampuMep,
OakTepHaJIbHYIO KJIETKY (Hampumep, TyOepKyJes, ocIy, CUOMPCKYIO 513BY)), BUpYC (HaIrpumep,
BUY), mapasur (HampuMmep, Maisipus, JeHIIMaHno3), HH(EKIMIO, BBI3BAHHYIO TIpudamuy,
IUIeCeHb, MUKOIUIA3Ma, IPUOHHBIA aHTUreH. B 1pyroM BapuaHTe OCYLIECTBIEHHS CIUTBIN OEIoK
DDpp comepxutr aHTHTENO WM (PAarMEHT AHTHTENA, KOTOPbIA CHEeHU(HUECKH CBSI3bIBACT
OTIpENIEJICHHbIH NaTOreH (HampuMmep, OaKTepUaNbHYIO KIETKy (Hampumep, TyOepKyJie3, ocra,
cubupckas s3Ba)), Bupyc (Hampumep, BUY), mapasura (Hampumep, Majsipusi, JEHIIMAaHHO3),
UH(EKINIO, BbI3BAHHYIO rpuOaMH, IUIECeHb, MHUKOILJIa3Ma WJIM MPUOHHBIA aHTUTeH. B npyrom
BapHaHTE OCYIIECTBJICHUs ciuThiid 6enok DDpp comep:xur aHTHTENO MM PparMeHT aHTUTENA,
KOTOPBIN CrieU(UUECKH CBSI3bIBAET AaHTUTEH, CBS3aHHBIN C 3a00J€BAaHHEM HIJIH PACCTPONCTBOM
MMMYHHOH CHUCTEMBI.

[0191] B mpeamoyTHTeNbHBIX BapUaHTaX OCYLIECTBIEHUS CIOUThIH Oenmok DDpp,
comepKaiuil pparMeHT MM IOMEH aHTHTENA, COXPAHsIEeT aKTUBHOCTh POAUTENBCKOTO aHTUTENA.
Takum o00pa3oM, B OIpeneNeHHbIX BapHaHTax OCYIIECTBIEHUS ciutblii Oemok DDpp,
comepxamuil  (parMeHT WM JOMEH AaHTUTeNa, CHoCOOeH MHAYLIHPOBATh KOMILJIEMEHT-
3aBHUCHMYIO [IUTOTOKCHYHOCTh. B HEKOTOPBIX BapuaHTax OCYIIECTBJIEHUs CIUTHIN Oerok DDpp,
comepxamuil (parMeHT WM JTOMEH aHTUTENa, CIIOCOOEH MHIYLUPOBATh aHTUTEJIO3aBHCHUMYIO
KJIETOYHYIO0 HUTOTOKCHYHOCTH (A3KIL).

[0192] CooTBeTCTBEHHO, B HEKOTOPBIX BApHAHTaX OCYIIECTBIECHUs CIUThIN Oerok DDpp
COIEpPKUT (pparMeHT aHTHTENA, KOTOPBIH npuaaer cauromy Oenky DDpp Ononormueckyro mnm
OMOXMMHYECKYI0O  XapakTepUCTHKy  HUMMYHOIJOOynuHa. B HEKOTOpBIX  BapHaHTax
OCYILIECTBJIEHHUs] (JparMeHT aHTUTENA MPHUIAET XapaKTEPHCTUKY, BHIOPAHHYIO H3: CIIOCOOHOCTH
HEKOBAJIEHTHO JAMMEPH30BATBHCS, CIIOCOOHOCTH JIOKAJINU30BAaTbCSI B MECTE€ OMNYXOJIH H
YBEJIMYEHHOTO MEPHOAa TMOJYKH3HH B CHIBOPOTKE MO CPABHEHHUIO CO CiUThIM Oenmkom DDpp, B
KOTOpoM oauH miu Oonee DDpp Obutn ynaneHsl. B onpeneneHHbIX BapUaHTax OCYIIECTBIICHUS
ciutbiii  Oenmok DDpp sBisiercss 1O MeHbIIeH Mepe TakuM K€ CTa0WIbHBIM, Kak U
COOTBETCTBYIOILIEe aHTUTENo 0e3 mpucoenquHenHoro DDpp. B ompeneneHHbIX BapuaHTax
ocymecTBieHus: ciuThiii O6enok DDpp sBnsiercst Oosiee CTaOMIBHBIM, YeM COOTBETCTBYIOIIEE

antuteno 6e3 mpucoemuHeHHoro DDpp. CrabuipHocTh ciuroro Oenka DDpp moxker ObITh
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HU3MEpPEHa ¢ UCIOJIb30BAHUEM YCTAHOBJIEHHBIX METOOB, BKJIIOYasi, Hanpumep, metonsl MDA, B
HEKOTOPBIX BapHAHTaX OCYLIECTBJIEHUs! ciuThIl Oenok DDpp crabunen B 1enpHONH KpoBH (in
vivo mi ex vivo) nipu 37 °C B TedeHue 1o MeHsliei Mepe okosio 10 4acoB, o MeHbLIeH Mepe
0KOJIO 15 4vacoB, mo meHblIel Mepe 0koJio 20 4acoB, MO MEHbIIEH Mepe OKOJIO 24 4acos, MO
MEHbLIEH Mepe OKOJIO 25 4acoB, MO MeHblIeld Mepe 0koJio 30 4acoB, MO MEHbLIEH Mepe OKOJIO
35 yacoB, mo MeHbLIel Mepe okoJ0 40 yacoB, MO MEHbLIEH Mepe OKOJIO 45 4acoB, MO MEHbLIEH
Mepe 0KoJIO 48 4acoB, MO MeHbIIeR Mepe 0kojio 50 4acoB, MO MEHbLIEH Mepe OKOJIO 55 4acos,
Mo MeHblIed Mepe okoyio 60 4acoB, MO MEHbLIEH Mepe OKOJO 65 4acoB, MO MEHbLIEH Mepe
0K0JI0 70 4acoB, MO MEHbILIEH Mepe OKOJIO 72 4acoB, MO MEHBbLIEH Mepe OKOJIO 75 4acos, Mo
MeHbLIeH Mepe 0KoJIo 80 4acoB, MO MEHbBLIEH Mepe OKOJIO 85 4HacoB, MO MEHbLIEH Mepe OKOJIO
90 yacoB, MO MeHbIIEH Mepe OKOJIO 95 YacoB win 1Mo MeHbInel Mepe okosio 100 yacos (BKtOUast
ar000e BpeMsi MEXIy MepedrCIeHHbIM). B OZHOM BapHaHTe OCYINECTBJICHUS CIHMTBHIA Oelok
DDpp conepxut 3¢ ¢heKkTopHBIH JOMEH UIMMYHOTJIOOYJIMHA WM JOMEH, BJIMSIOIINHA HA TIEPUOT
MIOJTY>KM3HH, KOTOPBIH COOTBETCTBYET JOMEHY WIH (PparMeHTy MMMYHOTJIOOYJIMHA, B KOTOPOM
[0 MEHbLIEH Mepe YacTh OAHOTO WM OoJjiee JOMEHOB KOHCTAHTHOH OOnacTh ObUTa M3MEHEHa,
4TOOBl 00ECTIEUNTh JKETaeMble OMOXMMHYECKHE XapaKTEPUCTHKU TaKHe KaK CHU)KEHHBIC WIIH
noBbIIEeHHbIE  3(dekTopHble  (QYHKINH, CNOCOOHOCTH HEKOBAJICHTHO JMMEPH30BATHCS,
MOBBIIEHHAS CTIOCOOHOCTD JIOKAJIM30BATHCS B MECTE OMYXOJIH, YMEHBIIEHHOE BPEMS TIOJTYKU3HU
B CBIBOPOTKE WJIM YBEJIMYEHHOE BPEMsI MOJIY’KHU3HU B CHIBOPOTKE IO CPABHEHHUIO C ()parMEHTOM
UMMYHOIJIOOYIIMHA, WMEIOIMM COOTBETCTBYIOINYI0O HEHW3MEHEHHYIO IOCIeNOBaTEIbHOCTD
UMMYHOIJIOOyIMHA.  OJTH W3MEHEHHMs JOMEHOB KOHCTaHTHOH oOmactm MoOryt  ObITh
AMUHOKHUCJIOTHBIMU 3aME€HAMH, BCTABKAMU WJIH JE€JIEeLUAMH.

[0193] B omHOM BapuaHTe OCYIIeCTBJIEHHS cauThlii Oenok DDpp comep:kur
AMHUHOKHCJIOTHYIO TIOCIeOBATENbHOCTh 3(PQEeKTOpHOro AOMeHa WMMMYHOTJIOOYJIMHA WM
npou3BonHOro  3(ddexkropHoro  gOMeHa  UMMYHOIJIOOYJIMHA, KOTOPBIH  TNpHOaer
AHTHUTENO03aBUCUMYIO KJIeTOYHYI0 1uToTOKCHYHOCTh (A3KLl) cnutomy Oenxky DDpp. B
JOTIOJIHUTENIbHBIX ~ BapUaHTaX  OCyLIeCTBIeHWs  ciuTelii  Oemok  DDpp  comepkur
MOCIIeIOBAaTEeIbHOCTh  3((EKTOPHOrO  JOMEHa  WUMMYyHOrjoOyiauHa,  KoTopas  Oblia
moaudummposana st ysenudenus: ASKL[ (cm., Hanpumep, Bruhns, Blood 113: 3716-3725
(2009); Shields, J. Biol. Chem. 276: 6591-6604 (2001); Lazar, PNAS 103: 4005-4010 (2006);
Stavenhagen, Cancer Res. 67: 8882-8890 (2007); Horton, Cancer Res. 68: 8049-8057 (2008);
Zalevsky, Blood 113: 3735-3743 (2009); Bruckheimer, Neoplasia 11: 509-517 (2009);
WO06/020114; Strohl, Curr. Op. Biotechnol. 20: 685-691 (2009) u WO 04/074455, conep:xaHue
KaXXJIOTO U3 KOTOPBIX BKIJFOYEHO B JAHHBIN JOKYMEHTE B KAUECTBE CCBUIKH B ITOJHOM OOBEME).

[Tpumeprl MoanpuUKanuii WHKEHEPHBIX (PPAarMEHTOB HMMYHOIJIOOYJIMHA, COAEPIKALINXCS B
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AMHUHOKHCIIOTHOH MOCJIEA0BATENbHOCTH B cimtoM Oenke DDpp, kotopsrii yeennunsaer A3KL,
BKJIFOYAIOT TMOCIENOBATENbHOCTH 3(p(PekTopHOTO TOMEHa MMMYHOTJIOOYIINHA, MMEIOLIHE OJHY
wm Oonee mommpukanuii, coorBercrByromux: IgG1-S298A, E333A, K334A; IgG1-S239D,
I332E; IgG1-S239D, A330L, I332E; IgG1-P2471, A339D umu Q,; IgG1-D280H, K290S ¢ umm
6e3 S298D umm V; IgG1-F243L, R292P, Y300L; IgG1-F243L, R292P, Y300L, P396L u IgGl-
F243L, R292P, Y300L, V3051, P396L; rne Hymepaiusi OCTaTKOB B 0Onactu Fc cooTBeTCTBYyEeT
nymepanuu uHnekca EU Kabat et al. (Kabat et al,, Sequences of proteins of Immunological
Interest, 1991 Fifth edition, comep:kaHne KOTOPOTO MOJHOCTBIO BKJIKOYEHO B JAHHOE OMUCAHUE
MOCPENCTBOM CCBUIKH).

[0194] B npyrux BapuaHTaX OCYINECTBIEHHUS CIOUTBIA Oejgok DDpp comepxut
NOCIeIOBAaTEeIbHOCTh  3((EeKTOPHOro  JOMEHa  UMMYyHODJIOOyJWHA,  KoTopas  ObLia
monuduimposana st ymenblieans A3KL] (cm., mampumep, Idusogie et al., J. Immunol. 166:
2571-2575 (2001); Sazinsky et al., PNAS 105: 20167-20172 (2008); Davis et al., J. Rheumatol.
34: 2204-2210 (2007); Bolt et al., Eur. J. Immunol. 23: 403-411 (1993), Alegre et al,
Transplantation 57: 1537-1543 (1994); Xu et al., Cell Immunol. 200: 16-26 (2000); Cole et al.,
Transplantation 68: 563-571 (1999); Hutchins et al., PNAS 92: 11980-11984 (1995); Reddy et
al.,, J. Immunol. 164: 1925-1933 (2000); WO97/11971; WO07/106585; US 2007/0148167A1;
McEarchern et al., Blood 109: 1185-1192 (2007); Strohl, Curr. Op. Biotechnol. 20: 685-691
(2009); and Kumagai et al., J. Clin. Pharmacol. 47: 1489-1497 (2007), conep:kaHue Ka)xaoro u3
KOTOPBIX BKIJIFOYEHO B JAHHBIH JOKYMEHTE B Ka4eCTBE CCBUIKH B INOJHOM oObeMe. IIpumepsr
MOIU(pUKALMI  TOCNEAOBATENIbHOCTEH  WH)KEHEPHBIX  (PparMEHTOB  UMMYyHOJIOOYJIHHA,
COIEepKAIUXCS B aMHUHOKHCJIOTHOH TMOCHENOBaTeNbHOCTH B ciutoM Oenkxe DDpp, kotopbrit
yMEHbIIIaeT A3KI], BKJIFOUYAIOT MOCJIEAOBATEbHOCTH s¢dexkTopHOTO JIOMeHa
UMMYHOIJIOOYIIMHA, HMMEIoIHNe OnHy Wi Oojee Momudukanuii, coorBercTByromux: IgGl-
K326W, E333S; IgG2-E333S; IgGI-N297A; IgG1-L234A, L235A; 1gG2-V234A, G237A;
IgG4-L235A, G237A, E318A; IgG4-S228P, L236E; 1gG2- 118-260; IgG4- 261-447, 1gG2-
H268Q, V309L, A330S, A331S; IgG1-C220S, C226S, C229S, p268S; IgG1-C226S, C229S,
E233P, L234V, L235A wm IgG1-L234F, L235E, P331S; rme HyMmepauuss OCTaTKOB
cooTBercTByeT Hymepaumu wuHiaekca EU Kabat (Kabat et al, Sequences of Proteins of
Immunological Interest, 1991 Fifth edition, comep:kaHue KOTOPOTO MOJHOCTHEO BKJIFOUYEHO B
TaHHOE OTNMCAHUE TMTIOCPEACTBOM CCHLIKN).

[0195] B nomonHUTENBHBIX BapUAHTAaX OCYIIECTBICHUS CIUTHIA Oenok DDpp comepkut
AMHUHOKHCIJIOTHYIO TIOCIIEOBATENbHOCTh 3(PQEKTOPHOro AOMeHa HMMMYHOTJIOOYJIMHA WM
npou3BonHOro  3(ddexkropHoro  gOMeHa  UMMYHOIJIOOYJIMHA, KOTOPBI  Tpuaaer

AHTHUTENO03aBUCUMBIH  KyeTouHbli  arounto3 (A3K®) couromy Oenky DDpp. B
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JOTIOJIHUTENIbHBIX ~ BapUaHTaX  OCyLIeCTBIeHWs  ciuTelii  Oemok  DDpp  comepxkur
MOCIIeIOBATEbHOCTh  3((EKTOPHOTO  JOMEHAa  HWMMYHOTrJOOynWHa,  KoTtopas  Oblia
MOIU(UIMPOBAaHA UIs YBEJIMYEHHs] AHTHTEIO3aBUCHUMOro KierouHoro ¢arouurtoza (A3KD)
(cm., nanmpumep, Shields et al., J. Biol. Chem. 276: 6591-6604 (2001); Lazar et al., PNAS 103:
4005-4010 (2006); Stavenhagen et al., Cancer Res. 67: 8882-8890 (2007); Richards et al., Mol.
Cancer Ther. 7: 2517-2527 (2008); Horton et al., Cancer Res. 68: 8049-8057 (2008), Zalevsky et
, Blood 113: 3735-3743 (2009); Bruckheimer et al., Neoplasia 11: 509-517 (2009);,
WO006/020114; Strohl, Curr. Op. Biotechnol. 20: 685-691 (2009) u WO 04/074455, conepxanue

al.

KaXXJIOTO U3 KOTOPBIX BKIJFOYEHO B JAHHBIN JOKYMEHTE B KAUECTBE CCBUIKH B ITOJHOM OOBEME).
[Ipumeprl MoaupuKauii MHKEHEPHBIX (PPArMEeHTOB HMMYHOIJIOOYJMHA, COAEPKAIIUXCA B
AMHUHOKHCIIOTHOH MOCJIEA0BaTeNbHOCTH B ciuToM Oenke DDpp, kotopbiii yBennunBaer A3K®,
BKJIFOYAIOT TMOCIENOBATENbHOCTH 3(p(PekTopHOTO TOMEHa MMMYHOTJIOOYIINHA, MMEIOLIHE OJHY
wm Oonee mommpukanuii, coorBercrByromux: IgG1-S298A, E333A, K334A; IgG1-S239D,
I332E; IgG1-S239D, A330L, I332E; IgG1-P2471, A339D umu Q,; IgG1-D280H, K290S ¢ umm
6e3 S298D umm V; IgG1-F243L, R292P, Y300L; IgG1-F243L, R292P, Y300L, P396L; IgGl1-
F243L, R292P, Y300L, V3051, P396L u IgG1-G236A, S239D, I1332E; rne Hymepariusi OCTaTKOB
B obnactu Fc coorBercrByer Hymeparmu nHnekca EU Kabat et al. (Kabat et al., Sequences of
proteins of Immunological Interest, 1991 Fifth edition, conep:kaHue KOTOPOTroO MOJHOCTHIO
BKJIFOYEHO B JAHHOE OMHMCAHUE MIOCPEICTBOM CCBHLIKH).

[0196] B nmpyrux BapuaHTax OCYIIECTBJIEHHUs ciuTeli Oemoxk DDpp coxepxkur
MOCIIeIOBAaTEeIbHOCTh  3((EKTOPHOrO  JOMEHa  WUMMYyHOrjoOyiauHa,  KoTopas  Oblia
monudumposana st ymenblieans ASK® (cm., Hanpumep, Sazinsky et al., PNAS 105: 20167-
20172 (2008); Davis et al., J. Rheumatol. 34: 2204-2210 (2007); Bolt et al., Eur. J. Immunol. 23:
403-411 (1993); Alegre et al., Transplantation 57: 1537-1543 (1994); Xu et al., Cell Immunol.
200: 16-20 (2000); Cole et al., Transplantation 68: 563-571 (1999); Hutchins et al., PNAS 92:
11980-11984 (1995); Reddy et al, J. Immunol. 164: 1925-1933 (2000); WO97/11971;
WOO07/106585; US 2007/0148167A1; McEarchern et al., Blood 109: 1185-1192 (2007); Strohl,
Curr. Op. Biotechnol. 20: 685-691 (2009); and Kumagai et al., J. Clin. Pharmacol. 47: 1489-
1497 (2007), comepskaHue Ka)XIOTr0 W3 KOTOPBIX BKJIIOYEHO B AAHHBIH JTOKYMEHTE B KaueCTBE
CCBUIKH B MOJHOM oObeme. Hanpumep, cnuteie 6enxku DDpp moryT comepxarb (parMeHT WM
JOMEH aHTHUTEJa, KOTOPBIA COAEPIKUT OHY HIIM OoJiee U3 CIenyIOUNX MOAN(UKALNN, KOTOpbIe
ymenbmaroT A3SKL: IgG1-N297A; 1gG1-L234A, L235A; 1gG2-V234A, G237A; 1gG4-L235A,
G237A, E318A; 1gG4-S228P, L236E; mnocnemoBarenbhocts EU IgG2  118-260;
nocienosarenbHOCTh [gG4-EU 261-447; 1gG2-H268Q, V309L, A330S, A331S; IgG1-C220S8,
C2268, C2298, p268S; IgG1-C2268S, C229S, E233P, 1234V, L235A u IgG1-L234F, L235E,
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P331S; rne Hymeparusi 0OCTaTKOB COOTBETCTBYeT HyMeparmu unaekca EU Kabat et al. (Kabat et
al., Sequences of proteins of Immunological Interest, 1991 Fifth edition, conepskanune xoTOporo
MIOJTHOCTBEO BKJIFOUEHO B JAHHOE OTIMCAHUE IMOCPEICTBOM CCBIIKH).

[0197] B nomoJHUTENbHBIX BapUaHTAaX OCYIIECTBIEHMs CIUThIA Oenok DDpp conepskur
AMHUHOKHCJIOTHYIO TIOCJIeIOBATEIbHOCTh 3(P(PeKTopHOro moMeHa WMMYHOTrJIOOyJINHA —WIH
npou3BonHOro  3(ddexkropHoro  gOMeHa  UMMYHOIJIOOYJIMHA, KOTOPBIH  TNpHOaer
KoMIuteMeHT3aBucuMoi rurotrokcnanoct (K3L) cimuromy Genky DDpp. B nomonHuTenpHbIX
BAPMAHTAX OCYLIECTBJIEHHWs CIOUTbIH Oenoxk DDpp  comepKuT  MOCHenoBaTeIbHOCTH
3¢(heKTOpHOro AOMEHAa UMMYHOTJIOOYIMHA, KOTOopas Obuia MOAU(UIIUPOBAHA ISl YBETUYCHHUS
koMmIuteMenT3asucumoit rurotokcnyHoct (K3L) (em., Hanpumep, Idusogie et al., J. Immunol.
166: 2571-2575 (2001); Strohl, Curr. Op. Biotechnol. 20: 685-691 (2009) u Natsume et al.,
Cancer Res. 68: 3863-3872 (2008), conmepkaHHe Ka)XIOTO M3 KOTOPBIX BKJIIOUEHO B JTAHHBIN
JIOKYMEHTE B Ka4eCTBE CChUIKU B MOJHOM oObeMe. Hampumep, cimreie Oenku DDpp moryT
comepkaTtb (parMeHT WM JOMEH AaHTHUTENa, KOTOPBIH COINEepXKUT OAHYy WiId Oosee U3
cnenyromux Monudukanyii, koropeie ypenuuuparoT K3LI: IgG1-K326A, E333A; IgG1-K326W,
E333S, IgG2-E333S; rne Hymepanus 0CTaTKOB COOTBETCTBYeT HyMepauuu uHnekca EU Kabat et
al. (Kabat et al., Sequences of proteins of Immunological Interest, 1991 Fifth edition,
COZIEpKAHUE KOTOPOTO MOJIHOCTBIO BKJIFOYEHO B JAHHOE OTIMCAHUE ITOCPEACTBOM CCHUIKH).

[0198] B nomosHUTENBHBIX BapUaHTAaX OCYIIECTBIEHMs CIUThINA Oenok DDpp conepskur
AMHUHOKHCIJIOTHYIO TIOCIIEOBATENbHOCTh 3(PQEKTOPHOro AOMeHa HMMMYHOTJIOOYJIMHA WM
NPOU3BOIHOTO 3(P(PEKTOPHOTO NOMEHA MMMYHOTJIOOYJIMHA, KOTOPBIH OOECIIeYHBAET CIUTOMY
oenxky DDpp cnocoGHOCTE cBsizbiBaTh perentop FcgammaRIIb. B nonomHuTenbHBIX BapuaHTax
ocymecTBiieHus: cuThiii O6enok DDpp comep:kut mocienoarenbHOCTh 3(dexTopHOro nomena
UMMyHOIJIOOyIIMHA, KOoTopast Oblia MOAM(UIMPOBAHA Ui YBEJIHYEHUS HHTHOMPYIOIIErO
cBs3biBaHus ¢ perentopom FecgammaRIIb (cm., nampumep, Chu et al.,, Mol. Immunol. 45: 3926—
3933 (2008)). ITpumepom Moan¢uKauil CKOHCTPYUPOBAHHOTO (hparMeHTa UMMYHOTIIOOYIIHHA,
COIEepKAIUXCS B AMHUHOKHCIOTHON MOCIENOBATENbHOCTH B ciauToM Oenke DDpp, xotopble
YBEJIIMYMBAIOT CBSI3BIBAHME C WHrubmpyromuMm peuentopoM FcgammaRIlb, senserca IgGl-
S267E, L328F.

[0199] B nmpyrux BapuaHTax OCYIIECTBJIEHUs ciuThli Oemoxk DDpp coxepxkur
MOCIIeIOBAaTEeIbHOCTh  3((EKTOPHOrO  JOMEHa  WUMMYyHOrjoOyiauHa,  KoTopas  Oblia
monuduimposana aisi ymenbuieans K31 (cm., Hanpumep, WO97/11971;, WO07/106585; US
2007/0148167A1; McEarchern et al., Blood 109: 1185-1192 (2007); Hayden-Ledbetter et al.,
Clin. Cancer 15: 2739-2746 (2009); Lazar et al., PNAS 103: 4005-4010 (2006); Bruckheimer et
al., Neoplasia 11: 509-517 (2009); Strohl, Curr. Op. Biotechnol. 20: 685-691 (2009) u Sazinsky
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et al., PNAS 105: 20167-20172 (2008), conepskaHue KakAOr0 U3 KOTOPBIX BKIFOYEHO B JAHHBIN
JIOKYMEHTE B Ka4eCTBE CChUIKU B MOJHOM oObeMe. Hampumep, cimreie Oenku DDpp moryT
comepkaTtb (PparMeHT WM JOMEH AaHTUTENa, KOTOPBI COAEPKUT OAHY WM Oojee U3
cnenyromux Monudukanuii, koropeie ymenbmaror K3L[: IgG1-S239D, A330L, I332E; IgG2-
118-260; 1gG4- 261-447; 1gG2-H268Q, V309L, A330S, A331S; IgG1-C226S, C229S, E233P,
L234V, L235A; 1gG1-L234F, L235E, P331S u IgG1-C226S, p260S; rae Hymepauuss OCTaTKOB
cooTBeTcTBYeT HyMmepanuu uHaekca EU Kabat et al. (Kabat et al., Sequences of proteins of
Immunological Interest, 1991 Fifth edition, comep:kaHue KOTOPOTO MOJHOCTHE) BKJIFOUYEHO B
TaHHOE OTNMCAHUE TMTIOCPEACTBOM CCHLIKN).

[0200] Ilepuon monyxkuszHu IgG omocpenyercs ero pH-3aBUCHUMBIM CBSI3bIBAHUEM C
HeoHaTaslbHbIM peuentopoM FcRn. B HekoTOphIX BapwaHTax OCYIIECTBJICHUS CIHUTHIH OeJoK
DDpp  comepXUT  aMHUHOKHUCJIOTHYIO  MOCHEAOBATENBbHOCTh  3((EKTOPHOrO  TOMEHa
UMMYHOIJIOOYJIMHA WJIM TPOM3BOIHOTO 3((EKTOPHOro AOMEHa UMMYHOTJIOOYJIMHA, KOTOPBIH
obecneunBaer ciutoMy Oenky DDpp crmocoOHOCTB CBsI3bIBaTh HEOHATABHEIN perentop FcRn. B
HEKOTOPBIX BapUAHTaX OCYIIECTBJICHUS CIUTBIA Oenok DDpp comepKuT mocinenoBaTeIbHOCTb
cessbiBatomiero FcRn nmomena wummyHOrnoOynuHa, kotopas Oblia MOAM(UIMPOBAHA IS
ycunenns cBs3biBaHUs ¢ FcRn (cm., Hampumep, Petkova et al., Int. Immunol. 18: 1759-1769
(2006); Dall'Acqua et al., J. Immunol. 169: 5171-5180 (2002); Oganesyan et al., Mol. Immunol.
46: 1750-1755 (2009); Dall'Acqua et al., J. Biol. Chem. 281: 23514-23524 (2006); Hinton et al.,
J. Immunol. 176: 346-356 (2006); Datta-Mannan et al., Drug Metab. Dispos. 35: 86-94 (2007);
Datta-Mannan et al., J. Biol. Chem. 282: 1709-1717 (2007); WO06/130834; Strohl, Curr. Op.
Biotechnol. 20: 685-691 (2009) u Yeung et al., J. Immunol. 182: 7663-7671 (2009), conepxanue
KaKJIOTO U3 KOTOPBIX BKIIFOYEHO B TAHHBIH TOKYMEHTE B KAYECTBE CCBUJIKH B MOJHOM O0BEME.

[0201] B nomosHUTENBHBIX BapUaHTAaX OCYIIECTBIEHMs CIUTBIA Oenok DDpp conepskur
MOCIIEIOBATEBHOCTh  3(P(EKTOPHOrO  JOMEHAa  WUMMYHOrJIOOYJIWHA,  KOTOPBIH  OBLI
MonupUIMPOBaH, YTOOBl UMETh cenekTHBHYI0 adduanocts ¢ FcRn npu pH 6,0, Ho HE pH 7.,4.
Hamnpuwmep, cauteie 6enku DDpp MoryT comepxaTh ()parMeHT WIH JTOMEH aHTHUTEJa, KOTOPbIH
COIEpPKUT ONHY WK Oojiee U3 CIEAYIOIIUX MOAM(UKALNN, KOTOpPbIE YBEIHMYUBAIOT MEPHOA
nonyxm3H: [gG1-M252Y, S254T, T256E; IgG1-T250Q, M428L; IgG1-H433K, N434Y; IgGl-
N434A u IgG1-T307A, E380A, N434A; rae HyMepalusi OCTaTKOB COOTBETCTBYET HyMepaLuu
unaekca EU Kabat et al. (Kabat et al., Sequences of Proteins of Immunological Interest, 1991
Fifth edition, conmepraHne KOTOPOTO MOJHOCTHIO BKIIIOYEHO B JAHHOE ONMHCAHUE TOCPEICTBOM
CCBUIKH).

[0202] B nmpyrux BapuaHTax OCYIIECTBJIEHHUs ciuThli Oemoxk DDpp coxepxkur

MOCIIeIOBAaTEeIbHOCTh  3((EKTOPHOrO  JOMEHa  WUMMYyHOrjoOyiauHa,  KoTopas  Oblia



PCT/US2018/060887 88 WO 2019/099433

MonuUIMPOBaHa ISl YMeHbIneHus cBsi3biBaHus ¢ FcRn (cm., Hampumep, Petkova et al.,, Int.
Immunol. 18: 1759-1769 (2006); Datta-Mannan et al., Drug Metab. Dispos. 35: 86-94 (2007);
Datta-Mannan et al., J. Biol. Chem. 282: 1709-1717 (2007); Strohl, Curr. Op. Biotechnol. 20:
685-691 (2009) u Vaccaro et al., Nat. Biotechnol. 23: 1283-1288 (2005), conep:kaHue Kaxa0ro
U3 KOTOPBIX BKJIFOYEHO B JJAHHBIN TOKYMEHTE B KA4eCTBE CCBUIKH B TIOJHOM oObeMe. Hampumep,
ciuteie Oenku DDpp MoryT comep:kath (pparMeHT WIHM JOMEH aHTUTENa, KOTOPBIH CONEP>KUT
onHy win Oonee W3 CleAyrIUX MOAW(UKALUN, KOTOPbIE YMEHBIIAET NEPHOJ IOTY>KU3HU:
[gG1-M252Y, S254T, T256E; H433K, N434F, 436H; IgG1-1253A; u IgG1-P2571, N434H u
D376V, N434H; roe HyMmepaliusi OCTaTKOB COOTBeTCTByeT HyMmepauuu uHnekca EU Kabat et al.
(Kabat et al., Sequences of proteins of Immunological Interest, 1991 Fifth edition, conep:xanue
KOTOPOTO TMOJHOCTBIO BKJIIOYEHO B JAHHOE OIMMCAHNE TIOCPEICTBOM CCBUIKH).

[0203] CormnacHo npyromMy BapHaHTy OCYIIECTBIEHHs, CIUTHI Oenok DDpp conepskur
AMHUHOKHCJIOTHYIO  TOCJIENOBATENIbHOCTb,  COOTBETCTBYIOIIYIO  3((eKkTopHOMYy  IOMEHY
UMMYHOTJIOOYIINHA, KOTOPbIA ObLT MOAM(HULIMPOBAH, YTOOBI COAEPKAThH MO MEHBIIEH Mepe OIHY
3aMEHY B CBOEH MOCIIEA0BATENIbHOCTH, COOTBETCTBYIOIIYIO MOJOKeHnto obnactu Fe (Hanpumep,
ramma-FC), BeiOpaHHO# U3 Tpymmbl, cocTosmei u3: 238, 239, 246, 248, 249, 252, 254, 255, 256,
258, 265, 267, 268, 269, 270, 272, 276, 278, 280, 283, 285, 286, 289, 290, 292, 293, 294, 295,
296, 298, 301, 303, 305, 307, 309, 312, 315, 320, 322, 324, 326, 327, 329, 330, 331, 332, 333,
334, 335, 337, 338, 340, 360, 373, 376, 378, 382, 388, 389, 398, 414, 416, 419, 430, 434, 435,
437, 438 u 439, rne HyMmepanusi ocTaTkoB B odnactu Fc cooTBeTcTBYeT cucteme Hymeparuu EU
u3 Kabat et al. (Kabat et al., Sequences of proteins of Immunological Interest, 1991 Fifth edition,
COZepKaHNE KOTOPOTO TOJHOCTBHIO BKJIOUEHO B JAHHOE OMHCAHHWE MOCPENCTBOM CCBUIKH). B
KOHKPETHOM BapHaHTE OCYLIECTBJIEHUs] CIUTBIA Oenok DDpp comepKuT mocienoBaTeIbHOCTb
pou3BOIHOTO 3((HEKTOPHOro IOMEHa WMMYHOIJIOOYJIHMHA, TA€ IO MEHbIIeH Mepe OJIUH
OCTaTOK, COOTBETCTBYIOLIUI TOJOXKEHUIO 434, mpencrasnser coOOW OCTaTOK, BbIOPAHHBIA W3
rpynnsl, cocrosied u3: A, W, Y, F u H. B cooTBeTcTBUU € APYTUM BapHaHTOM OCYILIECTBJICHUS
cnutbiit 6eox DDpp comep:kuT mocienoBaTeIbHOCTh MPOU3BOAHOTO 3 deKkTopHOro PparMenTa
UMMYHOJIOOYIIMHA, UMEIOINYIO CIEAYIOLIe COOTBeTCTBYIomuUe 3ameHbl S298A/E333A/K334A.
B nomosHuTENbHOM BapuUaHTE OCYLIECTBJICHHS CIUTHIA Oenoxk DDpp comep:KuT mpoU3BOAHOE
3¢ hekTopHOrO TOMEHa MMMYHOTJIOOYJIMHA, UMEIoIIee 3aMeHy, cooTBercTByromyo K322A. B
APYroM BapHaHTE OCYLIECTBICHHS CIHUThIH Oenok DDpp comepXUT mnmocinenoBaTeabHOCTb
NPOM3BOIHOTO 3(PPEKTOPHOrO JOMEHa HMMYHOIJIOOYJIMHA, WMEIOINYI0 OAHY WJIH JIFOOYIO
koMOHuHaImo u3 cienyromux samed K246H, H268D, E283L, S324G, S239D u I332E. CornacHo
elle OJHOMY BapUAHTy OCYINECTBJIEHUsSI CIUTHIA Oenok DDpp comepKuT mocienoBaTebHOCTh

MpOU3BOMHOTO  3(PPEeKTOPHOTO  JOMEHa  HMMMYHOTJIOOYJIMHA,  UMEIOUIY)  3aMEHBbI,
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cootBercTByromue D265A/N297A.

[0204] B HekoTOpBIX BapuUaHTaX OCYIIECTBJIECHUS CIuThId Oenok DDpp comepskur
MOCIIeIOBAaTEeIbHOCTh  3((EKTOPHOrO  JOMEHa  WUMMYyHOrjoOyiauHa,  KoTopas  Oblia
TIUKOMH)KEHEPUPOBAHA WJIM MyTHpPOBaHa sl yBenmueHHs 3(dexTopHor (yHKIMH C
UCITIOJIb30BAHUEM METOJOB, M3BECTHBIX B JAHHOW OOMacTh TeXHUKU. Hampumep, MHAKTUBAIIHS
(OCpeAcTBOM TOYEYHBIX MYTAlMi MM JPYTUX CPENCTB) TIOCIENOBATENbLHOCTH JOMEHa
KOHCTaHTHOH oOxacty, copepskauieiics B DDpp, Moxer cHmkaTh cBssbiBaHue Fc-pernenropa
LUPKyJIupyromero ciuuroro 6emka DDpp, TeM caMbIM yBeIHUMBAs JIOKAJIM3ALUIO OMyXxoju. B
APYTUX CIy4asx MOKET OBITh TaK, YTO MOAU(DUKALIMN KOHCTAHTHOHN O0JNIACTH, COTIACYIOIIUECS C
OTIPENIECIICHHBIMU TPEIJIOKEHHBIMH BapUAHTAMH OCYINECTBJICHHUS, O0ECHEeUHBAIOT YMEPEHHOE
CBSI3bIBAHME KOMIUIEMEHTA M, TAKUM O0pa30OM, YMEHBIIAIOT NEPUO MOJYKHU3HU B CBIBOPOTKE U
HecTenn(pUIECKYI0 acCOLMAINI0 KOHBIOTHPOBAHHOTO HUTOTOKCHHA. Ele npyrue monudukanmm
KOHCTAHTHOH 00JacTH MOTYT OBbITh MCIOJB30BaHBI AT MOAUGUKALIUN AUCYIb(MUIHBIX CBS3EH
WIA OJINTOCAXapUAHBIX (ParMeHTOB, KOTOPblE OOECHEUHBAIOT YJIYULICHHYIO JIOKAJIN3ALIUIO
Onaromapsi MOBBIIIEHHON CrIeM()UIHOCTH aHTUIE€HA WM FMOKOCTH aHTHUTEN. Pe3ynbrupyrommi
¢usnonornueckuii  npouab, OHOAOCTYMHOCTH W Jpyrue Ouoxumuueckue 3PQPeKTh
MonuUKaALMHA, TaKue KakK JIOKAJIU3aLHs OMyXOJH, OHopacrpeneneHine u Mepho MONTy>KU3HU B
CBIBOPOTKE, MOTYT OBITh JIETKO M3MEPEHBl M KOJIUYECTBEHHO OMPENETICHbI C HCIIOJIb30BAHUEM
XOPOLIO U3BECTHBIX HMMYHOJIOTHUECKUX METOAOB 0€3 HEHYKHBIX HKCTIEPUMEHTOB.

[0205] B HekoTOpbIX BapuUaHTaX OCYIIECTBJICHUS HMMYyHHasi 3>(QeKTopHas KJeTKa
COIEPKHUT PELEnTOp KIETOYHOW MOBEPXHOCTU TSI UMMYHOIJIOOYJIMHA WJIM APYrOoW MENnTHA-
CBSI3BIBAIOIIEH MOJIEKYJIbI, TAKOW KaK PElenTop JUIsi KOHCTAHTHON OOJIAaCTH MMMYHOTJIOOYIINHA,
U BKJIIOYAET KJIACC peLenTopoB, oOblMHO HasbiBaeMbix «Fc-penenropamm» («FcR»). Psg FcR
ObUT CTPYKTYPHO W/MiH (PYHKLHOHAJBHO OXapaKTEPU30BAaH M HW3BECTEH B NAaHHOW obiactu
TeXHUKH, BKIIto4ast FCR, obnanaromuii cienudrueckumu ¢crmocoOHOCTSIMEA B3aUMOIEHCTBOBATH C
OTPaHUYEHHBIM ITOJMHOKECTBOM H30THIIOB TSDKENOH Ienmd WMMYHOTJIOOYNHHA, WM KOTOpbIE
B3aUMOJIEHCTBYIOT ¢ noMeHamu Fc ¢ pasmuuHoi ap@UHHOCTBIO, W/HIM KOTOPbIE MOXET OBITH
SKCIPECCHPOBAH HA OTPAHUYEHHBIX MOAMHOXKECTBAX UMMYHHBIX 3((EKTOPHBIX KJIETOK TNPHU
omnpeneneHHbIx yciaosusx (Hampumep, Kijimoto-Ochichai et al.,, Cell Mol. Life. Sci. 59: 648
(2002); Davis et al., Curr. Top. Microbiol. Immunol. 266: 85 (2002); Pawankar, Curr. Opin.
Allerg. Clin. Immunol. 1: 3 (2001); Radaev et al., Mol. Immunol. 38: 1073 (2002); Wurzburg et
al., Mol. Immunol. 38: 1063 (2002); Sulica et al., Int. Rev. Immunol. 20: 371 (2001); Underhill
et al, Ann. Rev. Immunol. 20: 825 (2002); Coggeshall, Curr. Dir. Autoimm. 5: 1 (2002);
Mimura et al., Adv. Exp. Med. Biol. 495: 49 (2001); Baumann et al., Adv. Exp. Med. Biol. 495:
219 (2001); Santoso et al,, Ital. Heart J. 2: 811 (2001); Novak et al., Curr. Opin. Immunol. 13:
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721 (2001); Fossati et al., Eur. J. Clin. Invest. 31: 821 (2001)); comep:kaHue Ka)aoOro u3
KOTOPBIX BKIIFOYEHO B JAHHBII JOKYMEHTE B KAY€CTBE CCHUIKH B TIOJHOM O0BbeMe.

[0206] Knerkn, koTopble crnocoOHbl omnocpenoBarb A3KL], sABmsAOTCS mnpuMepaMu
UMMYHHBIX 3(PEKTOpHBIX KJIeTOK. Jlpyrue uWMMyHHBIE 3(QEKTOpHBIE KJIETKH BKIIIOYAIOT
€CTeCTBEHHbIE  KIETKU-KWUIepbl, HHpuibTpupytomue onyxonb T-mumdonuter  (TIL),
LUTOTOKCHYeCKHe T-TUMQOLUTEI M TPaHYJOLHUTAPHBIE KJIETKH, TAKHE KaK KIETKH, KOTOpPbIE
CoIepKaT MEXaHW3MBbl AJJIEPIrHYECKOro OTBeTa. TakuMm o00pa3oMm, MMMYyHHbIE 3((eKTOpHbIE
KJIETKH BKJIFOYAIOT, 03 OrpaHUYEHHS], KJIETKH TeMaTOMO3THUECKOrO MPOUCXOKIEHHS, BKIIFOYAsI
KJIETKH Ha PA3IMYHBIX CTAOMsIX AU(PQPEPEeHIINPOBKH B MUEIOUAHBIX U JUM(OUIHBIX JIMHUAX H
KOTOpble MOTYT (HO He 00s3aTeNbHO) 3KCIPeCcCUpOoBaTh OAMH WM Oosee TumoB FcR
(YHKLMOHATBPHON KJIETOYHOH MOBEPXHOCTH, Takux Kak T mumdonntel, B-mumponurs, NK-
KJIETKH, MOHOLIUTBI, Makpodaru, NeHAPUTHBIE KJIEeTKU, HelTpoduibl, 6a30¢puibl, 303UHOGUIEL,
TY4YHBbIE KIJI€TKH, TPOMOOLIUTBI, JPUTPOLMTHI M TNPEAIIECTBEHHUKH, NPEAIIECTBEHHUKU
(HarmpuMep, reMaToNoO3THYECKHE CTBOJIOBbIE KIIETKH), a TAK)KE MOKOSIIHNECS, aKTUBHPOBAHHBIC U
3penbie Gopmbl Takux KieTok. [lpyrue mMMmyHHBIE 3(PQEKTOpHBIE KIETKH MOTYT BKJIIOYATh
KJIETKH HET€MaTOMO3TUYECKOTO MPOUCXOKICHUS, KOTOPbIE CIIOCOOHBI OMOCPENOBaTh UMMYHHBIE
(GYHKIIUH, HampuUMep, SHAOTEIHANIbHBIE KJIETKH, KepaTHHOUHTHI, (uOpoOIacThl, OCTEOKIACTHI,
SMUTENHANbHBIE KJIETKH W JApyrue kieTku. MMmyHHBIe 3(PQEeKTOpHbIE KIETKH MOTYT TaKxkKe
BKJIFOYATh KIJIETKH, KOTOpPbIE OMOCPENYIOT LMUTOTOKCHYECKUE WJIM IIUTOCTATHUECKHE COOBITHS,
WIN 3HIOLUTHYECKHE, (HaroLUTapHble WIM MHHOLMTOTHYECKHE COOBITHS, UM KOTOPbIE BIHSIOT
Ha MHAYKLHUIO arloITo3a, UM KOTOPBIE BIUSIOT HA MUKPOOHBI MMMYHUTET UM HEHTPATH3ALHIO
MUKpOOHOH MH(EKLNH, WIH KIETKH, KOTOPbIE ONOCPEAYIOT aJUIEPTUYECKYIO, BOCIIAIUTENbHYIO,
THIIEPUYBCTBUTENILHOCTD W/MIIH Ay TOUMMYHHBIE PEaKIIHH.

Caureie 6enku DDpp ¢ yBenHUeHHBIM IEPHOIOM Oy KH3HH

[0207] PackpsiTeiii DDpp MoskeT OBbITh CIMT MM 0Opa30BbIBATH KOMILJIEKC CO BTOPBIM
NENTUIHBIM TOMEHOM, YBEJIHMYUBAIOIINM BpeMs ITOJYKU3HU HIIH cTabuinbHOCTH DDpp.

[0208] B omHoM acmekte DDpp nOONOTHUTENBHO COIEPKUT OOHY Wil Oojee
AMUHOKUCJIOT, KOTOpbIe O0JIErdaroT CHHTE3, 00padOTKy WITM MCIIOJIb30BAHUE MENTHAA, BKIIFOYas,
0e3 orpaHuYeHUs, OAWH WM 1Ba JM3MHa Ha N-koHUe W/wimu C-KOHIE Uil YBEJIUYECHUs
pacTBopuMOCTH mosunenTtuna. llogxopsuine ciautble OENKH BKIKOYAKOT, 0€3 OrpaHUYeHus,
6enxu, copepsxamue DDpp, cBA3aHHBIN ¢ OOHUM WK 00J1€e TOIUIENTHAAMHY, MTOJUIETTHAHBIMA
¢parMeHTaMH WM~ aMHHOKHCJIOTaMH, KOTOpble OOBIMHO HE  CYUUTAKOTCS  YacTbIO
nocienoBareabHOCTH Oenka. B O#HOM acmekre CIUTBIH  TENTHA CONEPXKHUT  TOJHbIE
AMHUHOKHUCIJIOTHBIE TOCJIENOBATEIPHOCTH IBYX WM OOJjiee MENTHAOB WM, aJbTePHATHBHO,

conepxkut vactu (pparmentsl) nByx win Oojiee menTHIOB. B HEKOTOPBIX acmeKTax MEenTH]
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(marmpumep, O6enok S-cesi3pIBarOLIUil enTH) (PYHKUNOHAIBHO CBSI3aH, HAIPUMEp, C OAHUM HIIH
0oJjiee U3 CIEAYIOIUX KOMIIOHEHTOB. MapKEPHbIA OeNOK, MENTH, KOTOPBIH 00JerdyaeT O4nucTKy,
NENTHUIHAS TOCNIEN0BATENIbHOCTD, KOTOPAasl CIOCOOCTBYET 0OPa30BAHHIO MYJIBTUMEPHBIX OEJIKOB,
wii ¢parMeHT IoOOro M3 BblenepedncieHHoro. lloaxonsdmue mHapTHEPHl MO  CIHSTHHUIO
BKJIFOUAIOT, O0e3 orpannyenus1, His-metky, FLAG-MeTKy, strep-MeTKy # myc-MeTKYy.

[0209] B HekoTOphIX BapumaHTax ocymectBieHus DDpp ciaur ¢ omHum wiu Oojee
¢parMeHTaMu, KOTOpPBIE YBEIMYUBAIOT NEPUOJ MONYKM3HH mosunentuaa. [lepuon monyxu3Hu
MOKeT OBbITh yBEJIWYEH, HalpuMep, MyTeM YBEJIWYCHUs MOJIEKYJsIpHOH maccel DDpp, droOsr
u30ekaTh IMOYEYHOrO KIMPEHCA W/WIIM BKJIIOUEHHs CBsi3bIBaroLIero noMeHa st FcRn-
OMOCPEAOBAHHOIO MyTH PELUPKYJALUMU. B onHOM BapuaHTe ocyuectBieHus DDpp ciaut wimn
XUMHYECKH KOHBIOTMPOBAH C MOJUIENTHAOM albOyMHHA WIH €ro (parmMeHToM (Hampumep,
CBIBOPOTOYHBIM anbOymMuHoM uenoBeka (HSA)). B KOHKpeTHBIX BapuaHTax OCYIIECTBJICHUS
CJIUTBIA WJIM XUMHUYECKH KOHBIOTUPOBAHHBIA (pparMeHT anpOyMuHa conepxut 10 %, 25 %, 50 %
wi 75 % nonHOpa3MepHoro Oenka anbOymMuHAa. B HONMONHHUTENBHBIX WM aJlbTEPHATUBHBIX
BapMaHTax ocymecteieHuss DDpp cinuBaercs wuiam  oOpa3yeT KOMIUIEKC C  albOyMHUH-
CBSI3BIBAIOIIMM JTOMEHOM HWJIM JKUPHOH KHCJIOTOM, KOTOpasi CBSI3bIBAET aJbOYMUH IPH BBEACHUU
in vivo. IlpumepoMm anpOyMHUH-CBSI3BIBAIOIIETO IOMeHa siBysieTcss «albu-meTkay, (parmesr,
NoJTy4eHHbI U3 4-(n-fioadennn)-Oyranosoi kucnotsl (Dumelin et al., Angew Chem. Int. Ed
Engl. 47: 3196-3201 (2008)).

[0210] B onHom BapuaHTe ocyuiecTBieHus DDpp ciut wiu XUMHYECKU KOHBIOTHPOBaH
C TOJHIENTHAOM TpaHcheppuHa Wi ero (¢parMeHToM (HampuMep, YeJOBEYECKHM
TpaHcheppuHOM). B  KOHKPETHBIX BapUaHTAaX OCYLIECTBIEHHUS] CIUTBIH WM XHUMHYECKH
KOHBIOTUPOBAaHHbIN (parmeHT TtpaHcheppuna comepskutr 10%, 25%, 50% wmm 75 %
NOJTHOpa3MepHoro Oeska TpancheppuHa. B HONMOIHUTENBHBIX WK aJbTEPHATUBHBIX BapUAHTAX
ocymectBieHust DDpp crnuBaercss mwin oOpa3yeT KOMIUIEKC C JOMEHOM, CBSI3BIBAIOLINM
TpaHcheppuH, KOTOPBIH CBSI3bIBAET TPaHC(HEPPHH NMPHU BBENEHHUH in VIVO.

[0211] B HexoTOpbIX BapuaHTax ocyuiecTBieHuss DDpp cauT wuiam XUMHYECKU
KOHBIOTUPOBAH C MPOJUH-aTaHUH-CepHHOBBIM MysbTuMepoM (PASylation; XL-Protein GmbH),
HETOYHOH moBTOpsifoIneiicss mentuaHoil mnocnenoBatenbHOcThi0  (XTENylation, rPEG),
romoniojiumepom ocratkoB riuimHa (HAPylation), snacTmHONMONOOHBIE MOBTOPSIOIIUECS
nocnenoBareabHOCTH (rocnenosarenbHocTH) (ELPylation; cM., Hampumep, 3asBKy Ha MaTEHT
CIOA Appl. Ne 61/442,106, coneprkaHre KOTOPOH IMOJHOCTBIO BKIIFOYEHO B JTAHHOE ONMHMCAHUE
nocpeacTsoM ccbutkn), uckyccrBeHHblli GLK (cnuteiit GLK; Huang et al., Eur. J. Pharm.
Biopharm. 72: 435-41 (2010)), wnu nenrun CTP u3 6era-cyobpenunuiel CG denoBeka (CIUThIN
CTP).
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JononHurensHble cauTbie Oenku DDpp

[0212] B HekOoTOpBIX BapuaHTax OCyMECTBIeHHs ciuThiii Oeiqok DDpp cnermduuecku
ceszeiBaecT BCMA, CD123, CS1, HER2, AFP w/umu p26 AFP u AONMOJHUTEIBHO CBSI3BIBAET
CBSI3aHHBIA C 3a0oseBaHMEeM aHTUTeH. CBS3aHHBIM C 3a00JIeBAHMEM AHTUTEH MOXET ObITh
AHTUTEHOM, XapakTepHbIM JJIsI paka WM ONPEAENeHHOTO THINA KIJIETOK (Hampumep,
THNeprnpoaudepaTHBHON  KJIETKH) W/WIM TaToreHa (HampuMep, OaKTepHaNbHON KIETKU
(marmpumep, TyOepKyies3a, OCIbl M CHOMPCKOH s13BBI), BHpyca (Hampumep, BHY), mapasura
(HampuMep, MaJsIpud M JIeHIIMaHNO3a), AHTUTCHOM TPUOKOBON HH(EKUMH, MHKPOMHLETA,
MUKOILJIA3Mbl, TIPUOHHBIM AHTUT€HOM WJIM aHTHI'€HOM, CBS3aHHBIM C HapyIIEHHEM HMMYHHOM
cucTeMbl. B npyrux BapmaHTax OCYIIECTBJIEHUs CiuThIi Oenok DDpp KOHBIOTHpOBaH ¢
TEPareBTUYECKUM WIN [IUTOTOKCHYECKUM areHTOM.

[0213] B momosHUTENbHOM BapHWaHTe OCYIIECTBIIEHUs cluThid Oenok DDpp cBsizan ¢
OIHON WK OoJiee XUMUYECKUMU COCTABJISTIOIIUMHE (HAIIPUMep, METKaMH), KOTOpbIe 00JIerdaroT
oOHapy>XeHHe, MYJbTUMEPU3ALNI0, CBS3bIBAHUE C MApPTHEPOM II0 B3aUMOACHCTBHUIO WM
XapaKTePUCTUKY akTHBHOCTH DDpp. TUnuuHbIM XuMHUECKUM (parMeHTOM SIBISieTCS OMOTHH.
Jpyrue ¢parMeHTbl, NOAXOASIIME M KOHboranuum ¢ DDpp, BKIOYAOT, HO He
OTPaHUYMBAIOTCS WMH, (POTOCEHCHOMIM3ATOP, KpacuTenb, (IYOPECHEHTHBIH KpPacHTElb,
PaTUOHYKIIUA, PAAUOHYKIMACOAEPKAIMUNA KOMIUIEKC, (PEpPMEHT, TOKCHH M LUTOTOKCHYECKUH
arent. PoToceHCHOUTU3aTOPBI BKIFOYAIOT, Hanpumep, ¢otodpun, Visudyne, Levulan, Foscan,
Metvix, Hexvix®, Cysview ™, Laserphyrin, Antrin, Photochlor, Photosens, Photrex, Lumacan,
Cevira, Visonac, BF-200 ALA u Amphinex. B nonojHUTEIPHBIX BapUaHTaX OCYIIECTBIICHUS
His-merka, FLAG-meTka, strep-MeTka uin myc-mMetka conpsbkersl ¢ DDpp.

[0214] B nmpyrom BapmaHTe OCYyIIeCTBJIeHUs cIuThii Oenok DDpp comep:xur DD,
kotophelii cBsizbiBaeT BCMA, CD123, CS1, HER2, AFP, p26 AFP wumu ux ¢parmMeHT u
JOTIOJIHUTENIPHO CBSI3bIBAECT MMENTHIHYED METKY, MPHCYTCTBYIOIYI0 HA TPENCTAaBIISIOLIEH
UHTEpEC MHUIIEHH. Takue TeNnTUAHbIE METKH OOECIEeYHBAIOT IMOJIE3HOE CPEACTBO JUIS
oOHapyXeHHsT W/WIN TPUKPEIUICHHsT HMHTEPECYIOIINX MHIIEHEH, COxepKalluX MeNnTHIHbIC
MeTKH. B omHOM BapmaHTe ocyuiecTBieHHs cIuTblii Oenok DDpp crnenuduuecku cBs3bIBaeT
NENTUIHYIO METKY, BBIOPAHHYIO M3 rpymmbl: rekcaructuauibHas (His6) merka, myc-merka wim
FLAG-metka. [lpyrue nmentuaHble METKH ONMMCAHBI B TAHHOM JOKYMEHTE WJIM MHBIM O0pazom

HU3BCCTHLI B I[aHHOfI 00J1aCTH TEXHUKHU.

Caureie 6enku DDpp ¢ 3nuTONMHOM METKOM
[0215] B HekoTOpbIX BapuaHTaX OCYINECTBJICHUS CIUThIA Oenok DDpp comepxkur

NENTUAHYI 3TIUTOIIHYHO METKY. B HEKOTOPBIX BapUaHTaxX OCYLICCTBJIICHHUA NCITUAHYHO METKY
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BBIOMPAIOT U3 IpyNIbl, cocrosimeil n3 rekcaructuaniabHoi (His6) metku, myc-metku u FLAG-
METKH. B JONOJHHUTENBHBIX BapHaHTaX OCYLIECTBJICHUS MENTHUIAHBIE METKH BKIOYAIOT, Oe3
OTpaHWYEHHUs, aBU-METKy (oOecrieunBaeT OHOTHUHIJIMPOBAHME METKH M BBIJCJICHHUE
CTpENTaBUIUHOM), KanbMmonyiumH, E-merky, remarrmotuHuH (HA), S-merky, SBP-mertky,
sof-metky 1, cTpenTaBunuH Terpa uian nonuuucrend, VS, VSV u Xpress-merky. Kpome Toro,
MOTYT OBITP HCIIOJIb30BaHBl TMOJMTHCTHIWIBHBIE METKH (OTIH4YHBIE OT 6 OcCTaTtkoB). B
JOTIOJIHUTENIbHBIX BapUAHTAX OCYIIECTBICHHUS MOIYT OBbITh HCIIOJIb30BAaHBl KOBAJIECHTHBIE
NEeNTUAHBIE METKH, OENKOBblE METKH M TOMy mnonoOHoe. KoBaneHTHblE NENTHUAHbIE METKH
BKJIIOUAIOT, 0€3 OorpaHuyeHus], isopep-MeTka (KOBaJEHTHO CBsi3biBaeTcCs ¢ Oenkom pilinC), Spy-
MeTka (KOBaJIeHTHO cCBsi3biBaercs ¢ Oenkom SpyCatcher) u  Snoop-merka (KOBaJIEHTHO
cBsizbiBaercss ¢ Oemkom SnoopCatcher). B 1ONMOJHMTENBHBIX BapHaHTaX OCYLIECTBICHHS
HeoOs3aTeNTbHO MOTYT OBITh HCIOJIb30BaHBI OENKOBBIE METKH, BKIIIOUasi, 0O€3 OrpaHUYeHWUs,
ounoTtnn-kapOokcmbHbIH  Oenok-Hocurens (BCCP), rayratnon-s-tpaHcdepasy, 3eieHbIH
dbayopecuenTHbii Oenok (vm apyroit ayopodop), Halo-merky, Nus-MeTKy, THOPEAOKCHH U
Fc-merkn. B OTONHUTENBHBIX BapUAHTaX OCYIIECTBIEHHUS MOTYT HCIOJB30BATHCS HECKOJBKO
TUTIOB METOK. B JOMOJSHHUTENIBHBIX BapUaHTaX OCYLIECTBICHHS METKH HE HCIOJb3YIOTCs. B
JOTIOJTHUTEJIbHBIX BapUaHTaX OCYIIECTBJICHUS CIUTBHIH Oenok DDpp comepskur yaanseMyro
MeTKy. MoseT ObITh HCIIONIB30BaHAa JIF00Oass KOMOMHALIMS BHEKJIETOYHBIX, TPAHCMEMOPAHHBIX H
BHYTPUKJIETOYHBIX JOMEHOB, PACKPBITHIX B JAHHOM JOKYMEHTE, B 3aBHCHMOCTH OT BapHaHTa
OCYILECTBJIEHUS.

JIunkeps! DDpp

[0216] TepMuHbl <«JIHHKEP» U «CIeHcep» HCIOJAb3YIOTCS B JaHHOM JOKYMEHTe
B3aMMO3aMEHsAEeMO Jisi OOO3HAUeHHs] MEeNTUAHOM WM IOPYyrol XUMHUYECKOH CBSI3HM, KOTOpas
(YHKLUMOHUPYET IJsl CBSI3BIBAHUS B TPOTUBHOM CJIydae HE3aBUCHMBIX (DYHKLHOHAJIBHBIX
JOMEHOB. B OmHOM BapuaHTe OcCylecTBiIeHHs JuHKep B DDpp pacnonoxen mexny DDpp u
APYTUM  TIOJIMIIENTHIHBIM ~ KOMIIOHEHTOM, COIEpKaIllUM  HE3aBUCHMBII B  OCTaJbHOM
($yHKUMOHANBHBINA oMeH. [Tonxoasiue TMHKEPH! 111 CBA3BIBAHMS ABYX MM OOJiee CBSI3aHHBIX
DDpp OynyT MOHSTHBI CIENHMANNCTaM B JAHHOH OOJNACTH TEXHUKH M OOBIYHO MOTYT OBIThH
TOOBIM JIMHKEPOM, HCIOJB3YEMbIM B JAHHOW OOJACTH TEXHUKU ISl CBSI3bIBAHMS IIETITHOB,
OENKOB WJIM APYTHX OPTaHHYECKHUX MOJIEKYJ. B KOHKpETHBIX BapHaHTaX OCYLIECTBIIEHHS TAKOU
JMHKEP MOJIXOAUT Uil KOHCTPYHUPOBAHUS OEIKOB WM MOJIMIENITUAOB, KOTOPbIE NPEAHA3HAYCHBI
s papMaLieBTHUECKOTO MPUMEHEHHSL.

[0217] Ionxonsimuue JuHKEpbl ANt (YHKIMOHAIBLHOTO  CBsi3biBaHUsT DDpp w
JOTIOJIHUTENIPHOTO KOMITIOHEeHTa ciautoro Oenka DDpp B ogHOLENOYeYHOW aMHHOKHCIOTHOM

MMOCJICAOBATCIIBHOCTH BKIIKOYAIOT, oe3 OrpaHUYCHUs, MNOJUNCNTHUAHBIC JIMHKEPBI, TAKHE KakK
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TJIULUHOBBIC JINHKEPBI, CEPUHOBBIE JIMHKEPbl, CMELIAHHBIC TJIUIMH/CEPUHOBBIE JIMHKEPHI,
forarble IIMIIUTHOM M CEPUHOM JIMHKEPBI WIIM JIMHKEPBI, COCTOSIINE B OCHOBHOM M3 TOJISIPHBIX
MOJIUTENTUAHBIX (PPAarMEHTOB.

[0218] B omHOM BapuwiaHTe OCYIIECTBJICHUS JIMHKEP COCTOMT U3 OOJIbIIMHCTBA
AMHUHOKHCIIOT, BBIOPAHHBIX M3 TVIMLIHA, AJIaHUHA, MPOJIMHA, aclapariHa, rIyTaMUHa U JH3UHA.
B opgHOM BapuaHTe OCYIIECTBJIEHHS] JIMHKEP COCTOMT W3 OOJIBIIMHCTBA AMHHOKHCIIOT,
BbIOpPAHHBIX M3 IIMLWHA, aJaHUHA, TPOJIMHA, acTiaparuHa, aclaparuHOBOM KHCIOTHI, TPEOHUHA,
IIyTaMHHA W JIM3WHA. B OZHOM BapwaHTe OCylLIecTBIeHHs JHHKep ciauroro Oemxa DDpp
COCTOMT W3 OJHOW WM 0ojiee aMHUHOKHCIIOT, BBIOPAHHBIX W3 TJIMIUHA, AJaHWHA, MPOJIMHA,
acriaparvuHa, rJlyTaMHHa U JIM3WHA. B OTHOM BapuaHTe OCYIIECTBJICHUS JIMHKEP CIUTOro Oenka
DDpp cocrout u3 onHOM nin OoJjiee aMUHOKHCIIOT, BBIOPAHHBIX M3 TJIMLIMHA, aJJAHUHA, MTPOJIMHA,
acraparvsa, acmaprara, TPEOHWHA, INIyTaMUHA U JU3UHA. B Ipyrom BapuaHTE OCYILIECTBIIECHUs
auHKep ciutoro Oenka DDpp cocTouT M3 OONBIIMHCTBA AMHHOKHCIOT, KOTOpbIE SIBIISTFOTCS
CTEPUYECKH HE3aTPyAHEHHBIMU. B 1ApyroM BapuaHTe OCYLIECTBJIEHHUS PACKPBIT JIMHKEp, B
KOTOpPOM OOJIBIIMHCTBO aMHHOKHUCIIOT TPEACTABISIIOT COOOH TIIMIMH, CEpHH W/IIN ajaHuH. B
HEKOTOPBbIX BapHAHTAX OCYLIECTBJICHUS MENTHIHBINA JIMHKEP BBIOMPAIOT W3 MOJHUIIMLIMHOB
(rakmx xax (Gly)s (SEQ ID NO: 935) u (Gly)s (SEQ ID NO: 936), nonu(Gly-Ala), u
MOJIMAJIAHUHBL. B  HEKOTOPBIX BapHaHTax OCYINECTBJICHUS MENTUIHBIA JIMHKED COAEP>KUT
nocnenosarenbHocTh  Gly-Gly-Gly-Gly-Thr-Gly-Gly-Gly-Gly-Ser  (SEQ ID NO: 4). B
HEKOTOPBIX BAapUAHTaX OCYLIECTBJEHUS MENTUAHBIA JIMHKEP COAEPKUT MOCIEAOBATENBHOCTD
Gly-Gly-Gly-Gly-Asp-Gly-Gly-Gly-Gly-Ser (SEQ ID NO: 5).

[0219] B opnoM BapuaHTe ocymecTBiaeHus ciautbiii DDpp comepxut DDpp,
HETIOCPEICTBEHHO NMPUCOCANHEHHBIN (T.€. 0e3 JIMHKepa) K APYroMy KOMIIOHEHTY CIUTOrO Oenka
DDpp. B onHOM BapuanTe OCylIeCTBJICHHs CauTbIi DDpp comep:xut no meHeliei mepe 2, no
MeHbIIeH Mepe 3, no MeHblned mepe 4, DDpp, HenocpeacTBEHHO NPUCOEANHEHHBIN K IPyromy
KOMITOHEHTY ciuToro DDpp.

[0220] B npyrom BapuanTe ocyimectsieanss DDpp MoxeT ObITh PYyHKIIMOHATIBHO CBS3aH
C OpyruM KommoHeHToM ciutoro Oenka DDpp depes nmunkep. Crnutsle Genku DDpp moryt
COZAEP>KaTb OJUH JIMHKEP, HECKOJBKO JIMHKEPOB MU HE COAEPIKaT JIMHKEPOB. B ogHOM BapuanTe
ocymectBieHust ciutelii DDpp comepxxutr DDpp, (yHKIMOHaNBHO CBS3aHHBIA C APYTHM
KOMIOHEHTOM ciutoro Oenka DDpp depes nmHkepHbIH mnentun. B omHOM  BapuaHTe
ocymectBieHus cnuTeii DDpp conepxxut nmo MeHsieit mepe 2, 3, 4 wnu 5 DD ¢yHKIHOHATBHO
CBSI3aHHBIX C APYTMM KOMIIOHEHTOM ciuToro oenka DDpp dyepes TuHKepHbIH menTum.

[0221] JImakepel MOryT OBITH JIFOOOrO pasMepa WJIM COCTaBa, €CIH OHH CHOCOOHBI

omepaTuBHO cBsi3biBaTh DDpp Takum oOpasom, kotopblii mno3ossier DDpp cBs3bIBaTh
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MPEACTABISIIONIYI0 MHTepeC MulleHb, Takyio kak BCMA, CD123, CS1, HER2, AFP wumm p26
AFP. B HEeKOTOpBIX BapuaHTaX OCYLIECTBJEHUS JIMHKEPBI COCTABIIIOT OT O0KoJio 1 10 okojio 100
AMHUHOKHCJIOT, OT OKOJio 1 1o 50 aMHHOKHUCIOT, OT 0KkoJio 1 1o 20 aMMHOKHUCIIOT, OT OKoJo 1 1m0
15 amuHOKHCTOT, OT OKk0JO 1 710 10 aMUHOKUCIOT, OT OKOJIO 1 A0 5 aMHUHOKHUCIOT KHUCJIOTHI,
okoyio oT 2 no 20 aMUHOKHCIOT, OKOJO OT 2 nm0 15 aMuHOKHMCIOT, okojio oT 2 go 10
AMHUHOKHCJIOT MJIK OKOJIO OT 2 0 5 aMUHOKHCIIOT. JIOJI?KHO OBbITh MOHSATHO, YTO IJIMHA, CTENEeHb
'HOKOCTH W/WIIM APyTHe CBOWMCTBA JIMHKEPA(OB) MOTYT UMETh HEKOTOPOE BIIMSTHHUE HA CBOHCTBA
MPeUIOKEHHBIX  OenkoB, coaepxkamux DD, Bxmouasi, 06e3 orpanudenws, apQUHHOCTD,
cneun(PUIHOCTD MM ABUAHOCTD [T MPEACTABIISIOIIECH HHTEPEC MULICHH FITH OAHOTO HITH OoJiee
apyrux OenKoB-MHIIEHEH, mNpencTaBsrommx HHTepec. Korma naa wmnm Oonee nHMHKepa
UCTIOJIB3YIOTCS B CIIUTBIX Oenkax DDpp, 3TH THHKEPBI MOTYT OBITh OJMHAKOBBIMU WJIH Pa3HBIMHU.
B koHTekcTe M pacKpbhITUM, NMPEAJIOKEHHOM B JTAHHOM JOKYMEHTE, CHEeLHalUCT B JaHHOUN
00JJacTH TEXHUKH CMOXKET PEryJsipHO ONpPEAENSITh ONTUMAJBbHYI0 KOMIIO3HIMIO H JJUHY
JMHKepa C Lebi0 (PYHKIIMOHAIBHOTO CBsI3bIBaHUA DDpp U Apyrux KOMIIOHEHTOB CIUTOTO OejKa
DDpp.

[0222] JIuHKep TaKk:ke MOXKET MPEACTABNSATH COOOW HENMENTHIHBIN JIMHKEp, TaKOH Kak
ankuibHbId JuHKep win [I0I-muakep. Hampumep, Moryt ObITh HCHOJB30BAaHbI AJKUJIbHBIE
nuaKepsl, Takue kak -NH-(CH2)s-C(0)-, rne s = 2-20. DT aJnKuwibHbBIC JIMHKEPbI MOTYT OBbIThH
JOTIOJIHUTENIFHO 3aMelIeHbl JII0O0H He CTepUYEeCKH 3aTPpyIHEHHON IPpyNIIoHN, TaKOW KaKk HU3IIUH
ankwi, Hanpumep, C1-C6) nusmuii amn, ranored (Hanpumep, CI, Br), CN, NH2, ¢enun, u T.4.
UnmocTpaTUBHBIA HEMENTUAHBIA JIMHKEp mnpencrasisier coboit 121 -nmunkep. B HEKOTOPBIX
BapuaHTax ocyiuecTsieHus [19I-nuHkep nMeer MonekynsapHyro maccy oT okono 100 mo 5000
k/la wim ot okoso 100 mo 500 k/la.

[0223] [Topxomsiue JUHKEPB! AJsl CBSI3bIBAHUS KOMIIOHEHTOB ciutoro Oeika DDpp
NyTEM XHUMHYECKOrO CIIMBAHUS BKJIIOYAIOT, 0O€3 OrpaHH4YeHHus, TOMOOH(YHKIHMOHAJIbHbIE
XUMHYECKHE CIIMBAIOLINE COSNUHEHHs, TAKHE KaK TJIyTapOBbIA alblerui, UMHIO3(PUPHI, TaKnue
kak auMmerwiagunmumunar (DMA), numermncybepumupar (DMS) u numeTnanuMeImMunat
(DMP) unmn N-ruppokcucykunaumun (NHS), Takue kak autnoOuc (CyKUMHUMHIMIIPOITHOHAT)
(DSP) u gurnobuc (cymedpocykuman-muauanponunonar) (DTSSP). Ilpumeprl momxomsmux
JUHKEPOB AJISI CBS3BIBAHHMSI KOMIIOHEHTOB ciutoro Oenmka DDpp rerepo-OnpyHKINOHAIBHBIX
pPEareHToB U MEPEKPECTHOrO CIIUBAHUS BKIKOYAIOT, O€3 OrpaHUYEHHs], CITUBAIOIINE JINHKEPHI
C OTHUM aMHUHOPEAKTHBHBIM KOHIIOM M CYJNb(THIPHIBHO-PEAKTUBHBIM (PParMEHTOM Ha APYrOM
koHIle i ¢ 3¢upom NHS Ha ogHoM koHIe 1 SH-peakTuBHO rpynmnoi (Hanpumep, MajteuMus
WUTA TTUPUANI).

[0224] B mOMOJHUTENBHBIX BapHaHTaX OCYIIECTBJIEHUS OOUH WM OOjiee JIMHKEPOB B
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ciutom Oenke DDpp sBmstrorcs paciueruisieMbiMu.  IIpumepbl  pacHIeruiieMbIX JIMHKEPOB
BKJIFOYAIOT, O€3 OrpaHHYEeHHs, TIOCIEA0BATENbHOCTD MENTH/A, PACTIO3HABAEMYIO MpoTeazaMu (in
VItro WJIK in VIvO) pa3jiM4HOrO TUMa, Takumu Kak Tev, TpombuHn, ¢dakrop Xa, miIa3MuH
(mporeasbl KpoBW), MeTaIonpoTeasbl, karencuuel (Hampumep, GFLG, u T.1.), U mporeassl,
HalleHHbIE B IPYTUX KOMITAPTMEHTAaX Tea.

[0225] B omHOM  BapWaHTe  OCYINECTBJIEHUS  JIMHKEpP  MpencTaBiisieT  cobOoi
«pacLIeTuIIeMbIl TUHKEPY», KOTOPBIA obneryaer BeicBOOOkAeHNEe DDpp MM IIUTOTOKCHYECKOTO
areHTa B KieTke. Hampumep, KHCIOTONAOMIBHBIA JIUHKEp (Hampumep, THAPA30H),
NPOTEa304yBCTBUTEIbHBIN (HATIPUMED, UyBCTBUTENBHBIN K MENTHIA3€) JUHKEP, (POTONAONITBHBIH
JUHKEP, TUMETUJIOBBIN TuHKep uiu aucynbdunconep:xkamuii tuakep (Chari, Can. Res. 52: 127-
131 (1992); marent CIHA Ne 5208020, myOm. 3asBku CLHA nybmukammu Ne 20090110753
COIEPKIMOE KKJOTO U3 KOTOPBIX BKJIIOUEHO B JAHHOE OMUCAHNUE B KAYECTBE CCHUIKH B ITOJIHOM
00BeMe) MOKET HCIOJb30BATHCS, KOTZA JKENATeNIbHO, YTOOBl KOBAJEHTHOE NPUCOCAMHEHHUE
Mexxny DDpp wnM IMTOTOKCHYECKUM areHTOM M TMapTHEPOM IO CIUSHHUIO BHYTPHKJIETOYHO
PaCILIETUISUIOCh, KOTZIa KOMIO3ULIUS MHTEPHAIU3YETCS B KIIETKY. TepMHHBI «BHYTPUKJIETOYHO
pacuierisieMblil» U «BHYTPHKJIETOYHOE PACLICINICHHE» OTHOCATCS K MeTaboIM4ecKoMy
NpoIecCy WM PEeaklUH BHYTPH KJIETKM Ha KOHBIOraT JIEKapCTBeHHOe cpencrso-DDpp, B
pe3yJbTaTe 4ero KOBaJEHTHOE MPUKPEIUIEHHE, TO €CTh CBSA3bIBAHHE Uepe3 JuHKep Mexay DDpp
U LUTOTOKCHUYECKUM areHToM, DDpp M nmapTHepoM NO CIUSHUIO, WM Mexay Asyms DDpp
NPUBOAUT K BBICBOOOXKIEeHNIO DDpp, W/miM IUTOTOKCHYECKOTO areHTa, AMCCOLMHUPOBAHHBIX
BHYTPH KJIETKH.

[0226] OnTuMu3anusl JUHKEpa MOKET OBbITh OIEHEHAa ¢ HCIMOJb30BAHHEM METOMUK,
OTHMCAHHBIX B JAHHOM JJOKYMEHTE M/UJIM MHBIM 00pa30M M3BECTHBIX B JAHHOUW 00JaCTH TEXHHKH.
B HekoTOpBIX BapuaHTaX OCYILIECTBJIEHHUsS JIMHKEPbl HE HApYIIAT crnocoOHocTs DDpp
CBSI3BIBATh MOJICKYJY-MHUIIEHb W/WIN JAPYroll KOMIOHEHT ciutoro Oenka DDpp, Takoil kak
JIOMEH WU (pparMeHT aHTUTENA, CBA3BIBATh AHTUIECH.

DDpp kax XUMHYECKHE KOHBIOTATHI

[0227] Cnutsie 6enku DDpp, KOTOpbIe CIOCOOCTBYIOT CHEU(PUIECKOMY CBSI3BIBAHHIO C
NPEACTABISIFOIIUMA  HMHTEPEC MHULICHSMH, MOIYT OBIThb XHMHUYECKH KOHBIOTHMPOBAHBI C
Pa3NIUYHBIMU COENUHEHHMSMH, TAaKMMHU Kak (DIyOpecleHTHbIE KpAacHTENH, pPaaHOU30TOIbI,
XpoMmarorpaguueckue KOMIO3WLUHM (HampuMep, MIAPUKH, CMOJBl, Te€IM H TJA.) H
XUMHOTepaneBTHUeckre areHTsl. Korbtorarsl DDpp UMeOT npuMeHeHne, KOTOPOe BKIIFOUYAET,
0e3 orpaHMYeHHs], TUArHOCTUYECKHE, AHAINTHYECKHE, TPOM3BOJACTBEHHBIC H TEPATICBTHUECKUE
NPUMEHEHHSL.

[0228] [Ipucymuii HEZOCTaTOK LUCTEMHOB B MocienoBarenbHocTH DD obecrneunBaer
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BO3MOJKHOCTb  BBEICHMS YHUKAJbHBIX LHCTEHMHOB JUIA  IeJiell  calT-crieruduuecKkon
KOHBIOTAIHH.

[0229] B HekoTOpbIX BapuaHTax ocymecTBieHuss DDpp (Hampumep, cnuteiii Oenok
DDpp) comepXuT 1O MEHbIIEH Mepe OAMH PEaKTUBHBIA OCTaTOK. PeakTHBHbIE OCTaTKH
NPUMEHHMMBI, HalpuMep, B KadecTBe CaWTOB [JIsl NMPUCOECIUHEHHS] KOHBIOraTOB, TaKUX Kak
XUMHOTEPANIEBTHUECKHE TpernapaTbl. PeaklMOHHOCIOCOOHBIM  OCTAaTKOM  MOXKET  OBITb,
HapuMep, LHUCTEWH, JIM3WH WIM APYrod pPeakLHOHHOCIOCOOHBIH OCTaToK. TakuM oOpasom,
LUCTEeNH MOXeT ObITh nobaBieH k DDpp Ha N- wim C-xoHue mim B nocienosarenbHoctd DDpp.
[ucrenH mosxeT ObITh 3aMEHEH IPYrol aMHUHOKHUCIOTON B mocienoBaTenbHocTH DDpp. Kpome
TOrO, JIM3UH MOKeT ObITh nodamieH k DDpp Ha mo0OM KOHLIE WM B TOCJIEAOBATENIbHOCTH
DDpp, w/unu nu3uH MOXeT ObITh 3aMEHEH APYrod aMHUHOKHCIOTOH B TOCIEAOBATENbHOCTH
DDpp. B oaHOM BapuaHTe OCYLIECTBIIEHHS PEAKIMOHHOCIIOCOOHBI OCTAaTOK (Hampumep,
LUCTeHUH, JM3MH M T.J.) PAacloJIO)KEH B TMoOcienoBaTeNbHOCTH metin DD (Hampumep,
AMUHOKUCJIOTHBIe ocTaTku 22-24 u 46-49 SEQ ID NOS: 11-949 u 950). B ogHOoM BapuaHTe
OCYILIECTBIIEHHUS] PEAKTHBHBIH OCTATOK pPACIOJIOKEH MEXAY KOMIIOHEHTaMH CIHTOro Oeka
DDpp, nanpumep, B JIUHKEPE, PacnoOKeHHOM Mexay DDpp u IpyruM KOMIOHEHTOM CIIUTOTO
6enka DDpp. PeakTuBHBINH OCTaTOK (HampuMep, LUCTEWH, JIM3UH U T.J.) TaKXXE€ MOXKET ObITh
pacrosioskeH B nocnenosareabHocTH DDpp mimm apyroro komnonenta cimroro 6eikxa DDpp. B
OJIHOM BapHaHTe OCylIecTBIeHHs cuThiil 6e1ok DDpp mnmu DDpp comepxur nmo MeHbIIeit Mepe
OIIWH, TIO MEHBIIEH Mepe 1B, IO MEHbIIEH Mepe TPU PEaKLIMOHHOCIIOCOOHBIX OCTaTKa. B omHOM
BapuaHTe ocyiectsierHnss DDpp Takol, kak cautbiii 6enok DDpp copep:kut mo MeHbLIel mMepe
OZMH, N0 MEHbIIEH Mepe ABa WJIH [0 MEHbIIEH Mepe TPU OCTATKA LIUCTEHHA.

DDpp, csseiBaromuii BCMA

[0230] B HekoTopeIx BapuaHTax ocyuectsieHust DD B DDpp cnienmgudeckn cBs3bIBaeT
BCMA. B ppyrux Bapuantax ocyuiectsieHusi DD DDpp cremmduuecku cpsispiBaer BCMA,
UMEIOIINI  aMHUHOKHCJIOTHYIO TOCHeA0oBaTeNbHOCTh, coctosimyro u3 SEQ ID NO: 7. B
HEKOTOPBIX BAapUAHTaX OCYLIECTBJICHUS DDpp COAEPKUT AMHUHOKHCJIOTHYIO
MOCJIEOBATEIbHOCTDb, BRIOpAaHHYIO W3 rpymibl, coctosmeid u3 SEQ ID NO: 11-305 u 306. B
ApYyrux BapuaHTax ocyuiecTBieHuss cBszbiBaromuii BCMA DDpp conepxuT BapuaHT
AMUHOKHUCJIOTHOW TOCJIEIOBATEIBHOCTH, BBIOpAHHOU M3 rpymmbl, cocrosimei uz SEQ ID NO:
11-305 u 306.

[0231] B HekoTopbIX BapuaHTax ocymectBieHus cBsizbiBatomii BCMA  DDpp
COJIEP’)KUT MHOXKECTBO JIOMEHOB CBSI3bIBAHMSI MHILEHH, KOTOpbIE CBS3bIBAIOT OJHY MHMILIEHb
(HarpuMep, AUMEpBI, TPUMEpPHl M T.A.). B HEKOTOpBIX BapuaHTax ocyumectsieHus DDpp

comepxur 2, 3, 4, 5 unm 6onee 5 DD, xotopeie cnieundudecku cBsa3biBatoT BCMA u kotopble
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UMEIOT aMUHOKHCIIOTHYIO MOCIIEN0BATEIbHOCTD, BBIOPAHHYIO U3 IpyIel, cocrosimeii n3 SEQ ID
NO: 11-305 u 306. B HexoTOpeIX BapuaHTax ocyinectsieHus DDpp conepxur 2, 3, 4, 5 unu
bonee 5 DD, xoTopele UMEIOT OIUWHAKOBBIE MOCIIEIOBATENBHOCTH. B HEKOTOpPBIX BapHaHTaX
ocymecteienuss DDpp comepxkur 2, 3, 4, 5 unmu Gonee 5 DD, kortopele crnenmuduuecku
CBA3BIBAIOTCS € paszauuHbiMu snutonaMu BCMA u  KOTOpble HMEIOT aMHUHOKHUCIOTHYIO
MOCJIEOBATEIbHOCTb, BRIOpPAaHHYIO W3 rpymibl, cocrosmeir n3 SEQ ID NO: 11-305 u 306. B
HEKOTOPBbIX BapuaHTax ocymectsierns DDpp coxepxur DD, xortopeii cnenmgpudecku
ceszpiBaeT BCMA u nmononHuTeNnsHO comepkut 2, 3, 4, 5 win Oonee 5 HOMOJHUTENBbHBIX
pasnuuabiX DD nin fOMEHOB CBS3bIBAaHHMS MHILIEHU (Hampumep, scFv), koTopsle cnenuduyecku
cesazpiBatoTcss ¢ BCMA wunm  apyruM  aHTUreHOM-MMIIEHbHO. B HekoToprix BapuaHTax
ocymectsieHust DDpp conep:xut DD, kotopslii cnenmduueckn cBsazpiBaer BCMA (Hanpumep,
DD, umeromuii aMUHOKUCIIOTHYIO MOCIENOBATEIPHOCTD, BEIOPAHHYIO U3 TPYIIIBI, COCTOSINEH U3
SEQ ID NO: 11-305 u 306), u HOTIOJHUTENBHO CONEPKUT OAHMH MK OOJiee JOTIOJHUTEILHBIX
DD wnu apyrux JOMEHOB CBSI3bIBAHHSI MHIICHH, CBSI3bIBAIOIIUX OJWH HWJIM OOJie€ aHTHI€HOB,
SKCIPECCUPYEMBIX Ha MOBEPXHOCTU B-kneTknu. B HEKOTOpBIX BapuaHTax ocyuectsiaenus DDpp
comepxur DD, xortopeiii cneundudecku cpszbiBaer BCMA (mampumep, DD, wumeromnmii
AMUHOKHUCJIOTHYIO MOCJIeNOBATEIBHOCTD, BEIOPAaHHYIO U3 Tpymimbl, cocrosimed u3 SEQ ID NO:
11-305 u 306), 1 TOTMOJIHUTENBHO CONEPIKUT OAUH WK OoJiee nononHuTeNbHbIX DD nim npyrux
JOMEHOB CBSI3bIBAHMS MUIICHH, CBS3BIBAIOIIUX OJWH HJIM OOJieeé pPAKOBbIX AHTHUreHOB. B
HEKOTOPBbIX BapuaHTax ocymectsierns DDpp coxepxur DD, xortopeii cnenmgpudecku
ceszpiBaecT BCMA (Hampumep, DD, wumeromuii aMHUHOKHCIOTHYIO IOCIIE€IOBATEIBLHOCTb,
BbIOpaHHYIO U3 rpymmbl, cocrosimen u3 SEQ ID NO: 11-305 u 306) u cieunuyecku CBA3bIBAET
2, 3,4, 5 unu Oonee S5 pa3nuuHbIX MulIeHeH. B npyrux BapmaHTax ocymectsieHust DDpp
comepxur DD, xortopeiii cneundudecku cpszbiBaer BCMA (mampumep, DD, wumeromnmii
AMUHOKUCJIOTHYIO TOCJIENOBATEIbHOCTb, BEIOpAaHHYIO U3 Tpymibl, cocrosimen n3 SEQ ID NO:
11-305 u 3060) u cnemuduueckn cpsizbiBaer 2, 3, 4, 5 wiam Oonee 5 pasIUYHBIX PAKOBBIX
aHTUreHOB. B HekoTophIX BapuaHTax ocyuiectsieHus DDpp coxepxur DD, xkoTopslii
cneuupuyeckn  cespiBaer BCMA  (mampumep, DD, wuMeromuii  aMUHOKHCIOTHYIO
MIOCIIeIOBATEIbHOCTh, BRIOpaHHYIO U3 rpynmsl, cocrosimed n3 SEQ ID NO: 11-305 u 306) u
cneuupuyeckn cwszpiBaer 2, 3, 4, 5 wum Oonee S5 pa3MUHBIX PAKOBBIX AHTUTCHOB,
SKCIPECCUPYEMBIX Ha MOBEPXHOCTU PAKOBOW KJIETKH. B HEKOTOPBIX BapUAHTaX OCYLIECTBIICHUS
DDpp conepxur DD, xoropslit cienndudecku csizbiBaer BCMA (wanpumep, DD, umeromuii
AMUHOKHUCJIOTHYIO MOCJIeNOBATEIBHOCTD, BEIOPAaHHYIO U3 Tpymimbl, cocrosimed u3 SEQ ID NO:
11-305 u 300) u cnemmduuecku cBsizbiBaeT 2, 3, 4, 5 umu Oojee 5 PakOBBIX AHTHIEHOB,

SKCIPECCUPYEMBIX HA MMOBCPXHOCTU PA3JIMIHBIX PAKOBBIX KJICTOK.
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[0232] B HexoTOpBIX BapuaHTax ocyulecTBieHus DDpp conep:kuT BapuaHT pacKpbITOro
B JaHHOM JOKyMeHTe cBsisbiBatoiiero BCMA DD (stamonssiii DD), xoTopblii coxpaHser
cocoOHocTh crienduuecku cBsi3biBaTh BCMA. B HEKOTOpPBIX BapHaHTaX OCYIIECTBIICHUS
MOCJIeIOBATEIbHOCTD BapuaHTa cBsi3biBatomiero BCMA DD conepxur 1, 2,3, 4, 5, 6, 7, 8, 9 unn
10, 1-3, 1-5 mnm 1-10 KOHCEpBATHMBHBIX WM HEKOHCEPBATHUBHBIX 3aME€H IO CPABHEHUIO C
sTanoHHbIM cBs3bBaroliuM BCMA DD, umeromuM aMHUHOKHCIOTHYIO IOCIEA0BAaTEIbHOCTD,
BbIOpaHHyI0 U3 rpymnmel, coctosmeid u3 SEQ ID NO: 11-305 u 306. B HekoTOpBIX BapuaHTax
OCYUIECTBJIEHHUS MOCIEAOBATENBHOCTh BapuanTa cBssbiBatomero BCMA DD conpepxur 1, 2, 3,
4,5,6,7,8, 9 umu 10, 1-3, 1-5 unu 1-10 kOHCEPBATUBHBIX 3aMEH MO CPABHEHHUIO C ATAJOHHBIM
ces3piBaroinM BCMA DD, uMeromuM aMIHHOKHCIOTHYIO TTOC/IEAOBATEIbHOCTD, BEIOPAHHYIO U3
rpymnnsl, cocrosimei u3 SEQ ID NO: 11-305 u 306. B HeKOTOpBIX BapHaHTax OCYILECTBJIEHUS
MOCJIeN0BATEIbHOCTD BapuaHTa cBsi3biBatoero BCMA DD conpepxur 1, 2, 3, 4, 5,6, 7, 8, 9 unn
10, 1-3, 1-5 nnu 1-10 HEKOHCEPBATUBHBIX 3aMEH IO CPABHEHHUIO C 3TAJOHHBIM CBSI3bIBAIOIIUM
BCMA DD, wumeroumM aMHHOKHCIOTHYIO TOCIENOBATEIbHOCTh, BBIOPAHHYIO W3 TPYIIIbI,
cocrogmer uz SEQ ID NO: 11-305 u 306.

[0233] B HexkoTOpbIX BapuaHTaX OCYLIECTBIEHUs IOCIEAOBAaTEIbHOCTh BapUaHTa
ces3piBaroiiero BCMA DD conpepxxut B o0meit cnoxaoctu 1, 2, 3, 4, 5,6, 7, 8, 9 mim 10, 1-3,
I-5 wmm 1-10 KOHCEpBaTHUBHBIX WM HEKOHCEPBATUBHBIX 3aMEH B  IOJIOXKEHUSX,
COOTBETCTBYIOIUX AMHHOKHCJIOTHBIM oOcCTaTkam ¢ 1-22, 29-46 wu 52-72 3TajoHHOro
cszbiBaroiiero BCMA DD, uMeromiero aMruHOKHCIIOTHYIO TOCIIENOBATEIbHOCTh, BBIOPAHHYIO
u3 rpynnsl, cocrosimei u3 SEQ ID NO: 11-305 u 306. B HexoTOpbIX BapuaHTax OCYILECTBJICHUS
MOCJIEIOBATEIFHOCTh BapuaHTa cBsi3biBaroiiero BCMA DD conepskut B o01mei ciioxaocTH 1, 2,
3, 4, 5,6, 7, 8 9 um 10, 1-3, 1-5 mmm 1-10 KOHCEpBAaTUBHBIX 3aME€H B IMOJOXKCHUSX,
COOTBETCTBYIOIINX aMUHOKHUCJIOTHBIM ocTaTtkaMm ¢ 1-22, 29-46 u 52-72 sranonnoro BCMA-DD,
UMEOIIEro aMHHOKHCIOTHYIO IOCJIEA0BATENIbHOCTh, BBHIOPAHHYIO W3 TPYIIIBL, COCTOSIIEH U3
SEQ ID NO: 11-305 u 306. B HekOTOpbIX BapuaHTaxX OCYLIECTBJIEHUs IOCIEA0BaTEIbHOCTh
BapuaHTa ces3biBaroero BCMA DD coxep:xut B obeit cnosknocru 1, 2, 3, 4, 5, 6, 7, 8, 9 win
10, 1-3, 1-5 wmmmu 1-10 HExkOHCEpPBATHUBHBIX 3aMEH B IMOJIOXKEHUSAX, COOTBETCTBYIOLIUX
AMHHOKHUCIIOTHBIM OocTaTtkaM ¢ 1-22, 29-46 u 52-72 stanonHoro cesi3biBaroero BCMA DD,
UMEOIIEro aMHHOKHCIOTHYIO TOCHIEN0BATENIbHOCTh, BBIOPAHHYIO W3 TPYIIIBL, COCTOSINECH W3
SEQ ID NO: 11-305 u 306.

[0234] B HexkoTOpbIX BapuaHTaX OCYLIECTBIEHUS IOCIEAOBATEIbHOCTh BapUaHTa
ces3piBaroiiero BCMA DD conpepxxut B o0meit cnokaoctu 1, 2, 3, 4, 5,6, 7, 8, 9 wm 10, 1-3,
1-5 wmm 1-10 KOHCEpBAaTHUBHBIX WM HEKOHCEPBATUBHBIX 3aMEH B  IOJIOXKEHUSX,

COOTBETCTBYIOLIUX aMUHOKHUCIOTHBIM octaTkam: 2-6, 8-10, 12, 13, 15-17, 19, 20, 29, 30, 32-34,
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36, 37, 39-41, 43, 44, 52-55, 57-59, 61, 62, 64-66 n 68-70, sTanoHHoro cBsi3biBaromero BCMA
DD, umeromiero aMHHOKHCIOTHYIO TOCIEN0BATENIbHOCTh, BBIOPAHHYIO M3 TPYIIIBL, COCTOSIIEH
u3 SEQ ID NO: 11-305 u 306. B HEKOTOpBIX BapUaHTaX OCYLIECTBJIEHMsI MOCIENOBATEIbHOCTD
BapuaHTa cessbiBaroiero BCMA DD conep:xut B obrmeit cnoxuaoctu 1, 2, 3,4, 5,6, 7, 8, 9 win
10,
aMHUHOKHCIOTHBIM ocTaTtkam: 2-6, 8-10, 12, 13, 15-17, 19, 20, 29, 30, 32-34, 36, 37, 39-41, 43,

1-3, 1-5 wnmu 1-10 xOHCepPBATUBHBIX 3aMEH B IOJOXKEHHUSIX, COOTBETCTBYIOIIMX

44, 52-55, 57-59, 61, 62, 64-66 u 68-70, stagonHoro DD, umeromero aMUHOKUCIOTHYIO
MOCJIEOBATEIbHOCTDb, BRIOpAaHHYIO W3 rpymibl, coctosmeid u3 SEQ ID NO: 11-305 u 306. B
HEKOTOPBIX BapUaHTaX OCYLIECTBJIEHUs MOCIEN0BATEIbHOCTh BapuaHTa cBsi3biBatroniero BCMA
DD cogmepxut B ob0met cnoxuocta 1, 2, 3, 4, 5, 6, 7, 8, 9 wim 10, 1-3, 1-5 wm 1-10
HEKOHCEPBATUBHBIX 3aMEH B MOJIOXKEHUSX, COOTBETCTBYIOLUX AMUHOKHUCIOTHBIM OCTaTKaM: 2-6,
8-10, 12, 13, 15-17, 19, 20, 29, 30, 32-34, 36, 37, 39-41, 43, 44, 52-55, 57-59, 61, 62, 64-66 u
68-70, stamonHoro DD, uMeromero aMHHOKHCIOTHYIO IMOCJIENOBATENBHOCTh, BBIOPAHHYIO W3
rpymsl, cocrosimeit u3 SEQ ID NO: 11-305 u 306.

[0235] B HEKOTOpPBIX BapHaHTaX OCYLIECTBJEHHUS B JaHHOM H300pPETCHHH MPEMIOKEH
cesi3piBaronii BCMA DDpp, KOTOPBIN TOJTHOCTBIO UM YACTUYHO (HAMPUMeEp, MePEKPhIBACTCS
C 3IUTOTOM) OJIOKUpYyeT CBsizbiBanue 3TajoHHoro DD ¢ BCMA, npudem stanonusiii DD umeer
AMHHOKHUCIJIOTHYIO MTOCJIEA0BATENbHOCTD, BeIOparHyo u3 SEQ ID NO: 11-305 u 306. B apyrux
BAapHAHTAaX OCYLIECTBJIEHUs B JaHHOM HM300peTeHHHU mpemtokeH crssbiBaromuil BCMA DDpp,
KOTOPBIA CBs3bIBaeTCs ¢ TeM ke snutonioM BCMA, uro u stanmonHbii DD, cocrosimuii u3
AMUHOKHUCJIOTHOU TIOCIeNoBaTeNbHOCTH, BoIOpanHol n3 SEQ ID NO: 11-305 u 306.

[0236] B HekoTOphIX BapuaHTax ocyuiectBieHuss DDpp npencrasnsier coOOH CIMTHINA
6enok, copepskamuii DD, xotopsrii ciertududecku cesazbiBaeT BCMA. B HEeKOTOpBIX BapuaHTax
ocymecteieHuss DD cneuuduuecku cBszpiBaer 0enok BCMA, uMeromuii aMUHOKHCIOTHYIO
nocyeaoBaTenbHoCTh, coctosAyo u3 SEQ ID NO: 7. B HekoTOphIX BapHaHTax OCYLIECTBJIEHUS
ciuteii  Oenok  DDpp, ces3biBaroluii.  BCMA, COLEPKUT  AMHHOKHUCJIOTHYIO
MOCJIEOBATEIbHOCTDb, BRIOpAaHHYIO W3 rpymibl, coctosmeid u3 SEQ ID NO: 11-305 u 306. B
ApPYrMX  BapuHaHTax ocyuecTtsieHuss DDpp  comepkuT  BapuaHT  AMHHOKHUCJIOTHOMN
MOCJIEOBATEIbHOCTH, BRIOpaHHON w3 rpymnmbl, cocrosueirt m3 SEQ ID NO: 11-305 u 306. B
HEKOTOPBIX BapUaHTaX OCYIIECTBJICHHs CJIUTHIA Oejqok DDpp comepkuT mOSHOpa3MepHOe
AHTHUTENO WM 4acTb ((pparMeHT) aHTuTena. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHUS CIHMTBIN
6enox DDpp comepxkur mosmHopasmepHoe antureno IgG (mampumep, IgGl, 1gG2, 1gG2 wmm
IgG4). B npyrux BapuaHTax OCYIIECTBICHHs CIMUTHIA Oenok DDpp comep:kut monHopasMepHoe
AHTHTENO, KOTOpOe Creun(UIeCKH CBSI3bIBACTCS C PAKOBBIM aHTUT€HOM. B apyrux BapuaHTtax

ocymectBieHHst DDpp comepkuT KOMMep4YecKH OIOOpEeHHOE TepamneBTHYECKOe AHTHUTEIO
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(Hampumep, putykcumad, odatymymad, okpennsymad, Benbry3ymad, MEDI-551, smpary3ymao,
Oenmnmymad, Ttabamymadb, AMG-557, MEDI-570 u NN882). B npyrux BapmaHTax
ocymectsieHus cesizpiBarouiit BCMA DDpp npencrasisier codoit ciursiii 6enok Fe. B npyrux
BapHaHTax ocyuecTsieHns 0enok Fc comepxut Bapuant nomena Fc uenoseka.

[0237] B HekoTOpbIX BapUaHTaX OCYINECTBJICHUS CIuTbIi Oenok DDpp comepxkur
cesaspBarolini BCMA DD, (yHKOHMOHaNBHO CBS3aHHBIH C CBIBOPOTOYHBIM OenkoMm. B
HEKOTOPBbIX BAapUAHTAX OCYIIECTBJIEHUS CIOUTbIH Oenox DDpp conmepKuT aMUHOKHCIOTHYIO
MOCJIEOBATEIbHOCTDb, BRIOpAaHHYIO W3 rpymibl, coctosmeid u3 SEQ ID NO: 11-305 u 306. B
APYrUX BapHaHTax ocyuecTieHus: cps3bBatomuii BCMA cnuteiit Genox DDpp comepkut
BapUAHT aMUHOKHUCJIOTHOW MOCJIeIOBATEIbHOCTH, BRIOpAaHHOW U3 rpynibl, cocrosimed u3 SEQ
ID NO: 11-305 u 306. B ppyrux BapmaHTax ocyliecTBieHHs ciuTbiii 6enok DDpp comepskut
YeJIOBEUECKUI CBIBOPOTOYHBIH anbOyMHMH WM ero ¢parMeHT. B HEKOTOpBIX BapHaHTaX
ocymectBieHust ciautblii 6enok DDpp comepxkutr AFP mmu p26 AFP wimm nx ¢parment. B
HEKOTOPBIX BapUaHTax OCyIlecTBieHus ciutelii 6erok DDpp conep:xur AFP (manpumep, SEQ
ID NO: 9) wnmu ux ¢parmenta. B npyrux BapmaHTax OCYIIECTBJICHHS CIMThIH Oenok DDpp
comepxur p26 AFP (SEQ ID NO: 10) wmm ux ¢parmeHta. B HEKOTOpBIX BapHaHTax
OCYIIECTBJICHUS] CIIUTBIN Oeok DDpp conep kUt MOJUNENTH, HMEIOIIHUN TOCIEI0BATEIBHOCTD
SEQ ID NO: 10, 928, 929, 930, 931, 932, 933 wumum 934. B HEKOTOPBIX BapHaHTAX
ocyILIecTBIIeHHs CUThIH Oenok DDpp conep:xur pparmMeHT Genka ChIBOPOTKU MITH AHTUT'€HHBIH
¢parment Oenka coBopoTku (Hanpumep, AFP u p26 AFP). B HekoTOpbIX BapHaHTax
ocyIecTBieHus: CauThii Oeok DDpp comepskut ¢pparmeHT, cocrosimumii u3 5-500, 5-400, 5-300,
5-200, 5-100, 5-50, 10-500, 10-400, 10-300, 10-200, 10-100 wmmm 10-50 amMuHOKHCIOT
CBIBOPOTOYHOTO OeJKa.

[0238] B HekOoTOpBIX BapHaHTax ocyulecTBiIeHus cBs3bBaromuii BCMA cnuteiii Oenok
DDpp conep’XuT BHEKJIETOYHbIH JOMEH pelenTopa Win ero ¢pparMenT. B HEeKOTOPBIX BapUaHTax
ocymecTBieHUst ciuThlii 6enok DDpp comep:kut DD, KOTOpBIH COOEPKUT aMUHOKHCIOTHYIO
MOCJIEOBATEIbHOCTDb, BRIOpAaHHYIO W3 rpymibl, coctosmeid u3 SEQ ID NO: 11-305 u 306. B
APYruxX BapHaHTax ocymecTieHus cps3biBatomuii BCMA cnuteiit 6enox DDpp comepkut
BApUAHT aMUHOKHUCJIOTHOW MOCJIeOBATEIbHOCTH, BIOpaHHOW U3 rpymmbl, coctosimed u3 SEQ
ID NO: 11-305 u 306. B mpyrux BapuaHTax ocyliecTBieHus cpssbiBaromuii BCMA cnutblit
6enox DDpp conepxur Baeknerounblii noMeH CD123 (SEQ ID NO: 8) wnmu ux ¢pparmenra. B
HEKOTOPBIX BapUaHTax ocymecTsieHus cpssbiBaronnii BCMA cnutsliit 6enok DDpp conepsxur
BHEKJIETOUHBIN IOMEH pelenTopa, BRIOPaHHOTO U3 rpymibl, cocrosimei u3z: CD19, CD20, CD22,
HVEM, BTLA, DR3, CD37, TSLPR, IL7R u gp96, i ux ¢pparmMeHra.

[0239] B HekOTOpBIX BapHaHTaxX OCYIIECTBICHUs cBsizbBatomuii BCMA cnutelii Oenok
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DDpp conepskut ¢pparmeHT, coctosmuii u3 5-500, 5-400, 5-300, 5-200, 5-100, 5-50, 10-500, 10-
400, 10-300, 10-200, 10-100 mmm 10-50 aMHUHOKHCIOT BHEKJIETOYHOIO AOMEHA peLentopa
KJIETOYHOH MOBEPXHOCTH. B HEKOTOpBIX BapHaHTax OCYIIECTBJIECHHS CIUTBIA Oemok DDpp
comepxut pparmeHt BHekIeTouHoro nomena BCMA (SEQ ID NO: 7) unu CD123 (SEQ ID NO:
8). B HekoTOphIX BapuaHTax OCYIIECTBICHHUs ChUTbIi Oenok DDpp comep:kur ¢parmeHt
BHekJerouHoro nomeHa BCMA (SEQ ID NO: 7), CD123 (SEQ ID NO: 8) umu CS1 (SEQ ID
NO: 925). B HexkoTOpbIX BapuaHTax ocymecTsieHus DDpp conep:kut pparMeHT BHEKJIETOUHOTO
JOMEHa pelenTopa, BhIOpaHHOro W3 rpymmbl, coctosmeid 3. CD19, CD20, CD22, HVEM,
BTLA, DR3, CD37; TSLPR, IL7R u gp96.

[0240] B nonoJHUTENbHBIX BapUaHTax OCyllecTBiIeHHUs cBs3biBatrominii BCMA cnuTelit
6enok DDpp comepkKMT BHYTPHKJIETOUHBIH Oenok (Hampumep, SACpHBI O€JIOK) WM ero
¢parmenT. B HeKOTOpbIX BapHaHTax ocyuiecTBieHUs ciutblii Oenok DDpp comepskutr DD,
KOTOPBI CONEPKUT AaMHUHOKHCIOTHYIO IOCIEeNOBATEIbHOCTh, BBIOPAHHYIO W3 TPYIIIbI,
cocrosuteit u3 SEQ ID NO: 11-305 u 306. B apyrux BapuaHTax OCyILECTBJIEHUS CBS3bIBAIOIIMMI
BCMA caurteiii Oenok DDpp comep:KUT BapHaHT aMHUHOKHCIOTHOH MOC/IEAOBATEIbHOCTH,
BbIOpaHHOW u3 rpymmbl, coctosimed u3 SEQ ID NO: 11-305 u 306. B HEKOTOpBIX BapuaHTax
ocymecTBieHus cBs3bBatroinii BCMA ciureiii 6enox DDpp comep:kut gpparMeHT, COCTOSIIHIA
u3 5-500, 5-400, 5-300, 5-200, 5-100, 5-50, 10-500, 10-400, 10-300, 10-200, 10-100 umu 10-50
AMUHOKHCJIOTHBIX OCTATKOB BHYTPHKJIETOYHOTO Oeika (Hanmpumep, simepHoro Oenka).

DDpp, cesseiBaromuii CD123

[0241] B HekoTopeIx BapuaHtax ocyuiectsieHust DD B DDpp cnienmgudeckn cBsA3bIBaeT
CD123. B apyrux BapuanTax ocyuiecteienus DD crienmduyecku csizpiaer CD123, nmerommnii
AMUHOKHUCJIOTHYIO [MOCJeNoBaTeNbHOCTh, cocTosumyro u3 SEQ ID NO: 8 B HexkoTopbIx
BapuaHTax ocymectsaeHuss DDpp comep:kUT aMUHOKUCIOTHYK — IOCJIEN0BATEIbHOCTD,
BbIOpaHHyt0 U3 rpynmsl, coctosmed uz SEQ ID NO: SEQ ID NO: 307-739 u 740. B npyrux
BapHaHTax OcCyllecTBIeHus DDpp comepKuUT BapuaHT aMUHOKHCJIOTHON MOCJIEOBATENbHOCTH,
BbIOpaHHOM 13 rpynmsl, coctosimet u3 SEQ ID NO: SEQ ID NO: 307-739 u 740.

[0242] B HekoTOpbIX BapuaHTax ocyulecTBieHust cBsspiBatomuii CDI123  DDpp
COZIEP’)KUT MHOXKECTBO JIOMEHOB CBSI3bIBAHMSI MHILEHH, KOTOpbIE CBS3bIBAIOT OJHY MHMILIEHb
(HarpuMep, AUMEpBI, TPUMEpPHl M T.A.). B HEKOTOpeIX BapuaHTax ocymectsierns DDpp
comepxur 2, 3, 4, 5 unn 6onee 5 DD, kotopsle cnenmduueckn cas3zpiBatoT CD123 u xoTtopble
UMEIOT aMUHOKHCIIOTHYIO MOCIIEN0BATEIbHOCTD, BBIOPAHHYIO U3 IpyIel, cocrosimeii n3 SEQ ID
NO: 307-739 u 740. B HexoTopbIX BapuaHTax ocyiuectsieHus DDpp conepxurt 2, 3, 4, 5 wnun
bonee 5 DD, xoTopele UMEIOT OIUWHAKOBBIE MOCIIEIOBATENBHOCTH. B HEKOTOpPBIX BapHaHTaX

ocymecteienuss DDpp comepxkur 2, 3, 4, 5 unmu Gonee 5 DD, kortopele crnenmuduuecku
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CBA3BIBAIOTCS € paszauyHbiMu snutonamu CD123 u  koTopble MMEOT aMUHOKHCIOTHYHO
MOCIIeIOBATEIBHOCTD, BBIOpaHHYI U3 rpymmel, cocrosimed u3 SEQ ID NO: 307-739 u 740. B
HEKOTOPBbIX BapuaHTax ocymectsierns DDpp coxepxur DD, xortopeii cnenmgpudecku
ceszpiBaeT CD123 u gomomHutenpHO comep:xkut 2, 3, 4, 5 unm Oonee 5 AOMOJHUTENbHBIX
pasnuuabix DD uin fOMEHOB CBS3BIBAaHHMS MHIIEHU (Hanmpumep, scFv), koTopsele cnennduyecku
cesazpiBatoTCst ¢ CDI123 unu ApyruM  aHTUNeHOM-MHULIEHbHO. B HEKOTOprIX BapuaHTax
ocymectsieHust DDpp conepxur DD, kotopeiii cnienududecku csizbiBaeT CD123 (Hanpumep,
DD, umeromuii aMUHOKUCIIOTHYIO MOCIENOBATEIPHOCTD, BEIOPAHHYIO U3 TPYIIIbI, COCTOSINEH U3
SEQ ID NO: 307-739 u 740), u AOTOJHUTEIHHO CONEPKUT OJUH WK OOJiee TOTIOTHUTEbHBIX
DD wnu apyrux JOMEHOB CBSI3bIBAHHSI MHIICHH, CBSI3bIBAIOIIUX OJWH HWJIM OOJie€ aHTHI€HOB,
SKCIPECCUPYEMBIX Ha MOBEPXHOCTU B-kneTknu. B HEKOTOpBIX BapuaHTax ocyuectsiaenus DDpp
comepxur DD, xoropeii cnenmupuyeckn cpszpiaer CD123  (mampumep, DD, wumerommii
AMUHOKHUCJIOTHYIO MOCJIeNOBATEIBHOCTD, BEIOPAaHHYIO U3 Tpymimbl, cocrosimed u3 SEQ ID NO:
307-739 u 740), U MOTOJHHUTENBHO COIAEPXKHUT OOUH MM Oojiee AOMOJHUTENbHbIX DD wnim
OPYTUX TOMEHOB CBSI3bIBAHUSI MHUIIEHH, CBSI3bIBAIOLINX OIMH MM OOJiee PAKOBBIX aHTHUIeHOB. B
HEKOTOPBbIX BapuaHTax ocymectsierns DDpp coxepxur DD, xortopeii cnenmgpudecku
ceszpiBaer CDI123 (manpumep, DD, wumeromuii aMHHOKUCJIOTHYIO IOCIIE€IOBATEIBbHOCTb,
BbIOpaHHyt0 w3 rpynnbl, cocrosimmedt 3z SEQ ID NO: 307-739 u 740) u cneunduuecku
cBsi3bIBaeT 2, 3, 4, 5 wm Oonee S5 pa3nuuHbIX MUILeHell. B apyrux BapuaHTax OCYLIECTBICHHS
DDpp conepxxut DD, kotopsiii cnieundudecku ceszsiBaer CD123 (Hanpumep, DD, umeromuii
AMUHOKUCJIOTHYIO TOCJIENOBATEIbHOCTh, BEIOPAaHHYIO U3 Tpymibl, cocrosimen n3 SEQ ID NO:
307-739 u 740) u cneumduuecku cBszbiBaeT 2, 3, 4, 5 win Oojee 5 pasIHUYHBIX PAKOBBIX
aHTUreHOB. B HekoTophIX BapuaHTax ocyuiectsieHus DDpp coxepxur DD, xkoTopslii
cneuupuyeckn  ceszpiBaer  CD123  (Hampumep, DD, wumerommii  aMHHOKHCIOTHYIO
MIOCIIeIOBATEIBHOCTD, BBIOPaHHYI0 U3 rpymmbl, coctosmed u3 SEQ ID NO: 307-739 u 740) u
cneuupuyeckn cwszpiBaer 2, 3, 4, 5 wum Oonee S5 pa3MUHBIX PAKOBBIX AHTUTCHOB,
SKCIPECCUPYEMBIX Ha MOBEPXHOCTU PAKOBOW KJIETKH. B HEKOTOPBIX BapUAHTaX OCYLIECTBIICHUS
DDpp conepxxut DD, kotopslii cnieundudecku ceszbiBaer CD123 (manpumep, DD, umeromuii
AMUHOKHUCJIOTHYIO MOCJIeNOBATEIBHOCTD, BEIOPAaHHYIO U3 Tpymimbl, cocrosimed u3 SEQ ID NO:
307-739 u 740) u cneumnduuecku cBszbiBaeT 2, 3, 4, 5 uam Oojiee 5 PAKOBBIX AHTHIEHOB,
3KCHPECCUPYEMBIX HA MOBEPXHOCTH PA3JIMYHBIX PAKOBBIX KJIETOK.

[0243] B HexoTOpBIX BapuaHTax ocyuiecTBieHuss DDpp comep:KuT BapuaHT pacKpbITOro
B JaHHOM aokyMeHTe cBsi3pBatomero CD123 DD (stamonssii DD), KoTOpbIi coxpaHser
cnocoOHocTh crierduuecku cBsi3piBaTh CD123. B HEKOTOpPBIX BapHaHTaX OCYLIECTBICHHS

MOCJIeIOBATEIbHOCTD BapuaHTa cBs3biBatomero CD123 DD conepsxur 1, 2, 3,4, 5, 6, 7, 8, 9 uin
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10, 1-3, 1-5 mnm 1-10 KOHCEpBATHMBHBIX WM HEKOHCEPBATHUBHBIX 3aME€H IO CPABHEHUIO C
STaloHHbIM cBs3biBatouM CD123 DD, umeromuM aMHHOKHUCIOTHYIO IOCIEI0BaTEIbHOCTD,
BbIOpaHHyt0 3 rpymmel, coctosmeit u3 SEQ ID NO: 307-739 u 740. B HEKOTOpPBIX BapHaHTax
OCYIIECTBJIEHUS MMOCEN0BATENBHOCTh BapuanTa cBsi3biBatoinero CD123 DD conepxur 1, 2, 3, 4,
5,6,7,8, 9 umm 10, 1-3, 1-5 umu 1-10 KOHCEpPBAaTUBHBIX 3aMEH MO CPABHEHUIO C 3TAJOHHBIM
ceszpiBaronM CD123 DD, uMeronmM aMUHOKUCIIOTHYIO TIOCIENOBATEIBHOCTh, BEIOPAHHYIO U3
rpynmnsl, coctoswei u3 SEQ ID NO: 307-739 u 740. B HekOTOpbIX BapUaHTaX OCYILECTBJIEHUS
MOCJIeIOBATEIbHOCTD BapuaHTa cBs3biBatomero CD123 DD conepxur 1, 2, 3,4, 5, 6, 7, 8, 9 uim
10, 1-3, 1-5 nnu 1-10 HEKOHCEPBATUBHBIX 3aMEH IO CPABHEHHUIO C 3TAJIOHHBIM CBSI3BIBAIOIIUM
CDI123 DD, umermuM aMHUHOKHCJIOTHYIO MOCIEIOBATENIbHOCTb, BBIOPAHHYIO M3 TPYIIIbI,
cocrosiment n3 SEQ ID NO: 307-739 u 740.

[0244] B HexkoTOpbIX BapuaHTaX OCYLIECTBIEHUs IOCIEAOBATEIbHOCTh BapUaHTa
ceszpiBaromero CD123 DD conepsxut B o0mieit cnosxknoctu 1, 2, 3, 4,5, 6,7, 8, 9 unu 10, 1-3, 1-
5 nnu 1-10 KOHCEpBAaTUBHBIX WJIM HEKOHCEPBATUBHBIX 3aMEH B MOJIOKEHHSIX, COOTBETCTBYIOIINX
AMHHOKUCIIOTHBIM OcTaTtkaM ¢ 1-22, 29-46 u 52-72 stamonHoro ces3biBaroriero CD123 DD,
UMEOIIEro aMHHOKHCIOTHYIO MOCHIEN0BATENIbHOCTh, BBIOPAHHYIO W3 TPYIIBI, COCTOSIIECH W3
SEQ ID NO: 4307-739 u 740. B HEeKOTOpBIX BapUaHTaX OCYLIECTBJIEHHs MOCJIEA0BaTEIbHOCTh
BapuaHTta cesisbiBaroero CD123 DD conep:xut B oOmieit cnosxkuoctu 1, 2, 3,4, 5,6, 7, 8, 9 wnn

10, 1-3, 1-5 wumm 1-10 xOHCepBATUBHBIX 3aMEH B TOJIOXKEHUSAX, COOTBETCTBYIOILMX

AMHHOKHUCIIOTHBIM oOcTaTkamM ¢ 1-22, 29-46 wu 52-72 »stamonnoro CDI123-DD, wumeromero
AMUHOKHUCJIOTHYIO MOCJIeNOBATEIBHOCTD, BEIOPAaHHYIO U3 Tpymimbl, cocrosimed u3 SEQ ID NO:
307-739 u 740. B HEKOTOPBIX BAapHUAHTAaX OCYLIECTBJEHUs MOCIEAOBATENBHOCTh BapHUAHTA
ceszpiBaromero CD123 DD conepskut B oOmmeit cnoxkuoctu 1, 2, 3,4, 5,6, 7, 8, 9 wm 10, 1-3, 1-
5 nnu 1-10 HEKOHCEPBATUBHBIX 3aMEH B MOJIOKEHHSIX, COOTBETCTBYIOLIUX AMHUHOKHUCJIOTHBIM
ocratkaM ¢ 1-22, 29-46 wu 52-72 »srtamonHoro ces3bBaromero CD123 DD, wumeromero
AMUHOKUCJIOTHYIO MOCJIeNOBATEIBHOCTh, BhIOpaHHYIO U3 rpymnimbl, cocrosimed u3 SEQ ID NO:
307-739 u 740.

[0245] B HexkoTOpbIX BapuaHTaX OCYLIECTBIEHUs IOCIEAOBATEIbHOCTh BapUaHTa
ceszpiBaromiero CD123 DD conepsxut B o0mieit cnosxknoctu 1, 2, 3,4, 5,6, 7, 8, 9 wm 10, 1-3, 1-
5 nnu 1-10 KOHCEPBAaTUBHBIX WJIM HEKOHCEPBATUBHBIX 3aMEH B MOJIOKEHHSIX, COOTBETCTBYIOIINX
aMHUHOKHCIOTHBIM ocTaTtkam: 2-6, 8-10, 12, 13, 15-17, 19, 20, 29, 30, 32-34, 36, 37, 39-41, 43,
44, 52-55, 57-59, 61, 62, 64-66 u 68-70, stanonHoro cesbiBatorero CD123 DD, umeromero
AMUHOKHUCJIOTHYIO MOCJIeNOBATEIBHOCTh, BRIOpaHHYIO U3 rpymnmbl, coctosimed u3 SEQ ID NO:

307-739 u 740. B HEKOTOPBIX BAapHUAHTAaX OCYLIECTBJEHUs MOCIEAOBATENBHOCTh BapHUAHTA

ceszpiBaromiero CD123 DD conepsxut B o0mieit cnosxknoctu 1, 2, 3,4, 5,6, 7, 8, 9 wm 10, 1-3, 1-
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5 wmn 1-10 KOHCEpPBATUBHBIX 3aME€H B IOJOKEHHSIX, COOTBETCTBYHOLIUX AMWHOKHCJIOTHBIM
ocratkam: 2-6, 8-10, 12, 13, 15-17, 19, 20, 29, 30, 32-34, 36, 37, 39-41, 43, 44, 52-55, 57-59, 61,
62, 64-66 u 68-70, stamoHHoro DD, uMeromero amMuHOKHCIOTHYIO MOCJIE€I0BATEIbHOCTD,
BbIOpaHHyt0 3 rpymmsl, coctosmmeit u3 SEQ ID NO: 307-739 u 740. B HEKOTOpPBIX BapuaHTax
OCYIIECTBJICHUS MMOCIENOBATEILHOCTD BapraHTa cBs3biBaroinero CD123 DD conepskut B o0mei
cnoxHoctu 1, 2, 3,4, 5,6, 7, 8, 9 wim 10, 1-3, 1-5 unu 1-10 HEeKOHCEpPBATUBHBIX 3aMEH B
MOJIO’KEHUAX, COOTBETCTBYIOIIMX AMUHOKHUCIIOTHBIM ocTaTkaMm: 2-6, 8-10, 12, 13, 15-17, 19, 20,
29, 30, 32-34, 36, 37, 39-41, 43, 44, 52-55, 57-59, 61, 62, 64-66 u 68-70, sramonnoro DD,
UMEOIIEro aMHHOKHCIOTHYIO IOCJIEA0BATENIbHOCTh, BBHIOPAHHYIO W3 TPYIIIBL, COCTOSIIEH U3
SEQ ID NO: 307-739 u 740.

[0246] B HEKOTOpPBIX BapHaHTaX OCYIIECTBJICHHS B JaHHOM HW300pPETEHUH MPEIIONKEH
ceszpiBarouii CD123 DDpp, KOTOPBIi NOJHOCTBHIO WJTH YACTUYHO (HAMIPUMED, TePEKPBIBACTCS C
SMUTOTIOM) OJIOKHpPYeET cBsizbiBaHue dTajioHHoro DD ¢ CD123, npuvem stanonssii DD umeer
AMHHOKHCIIOTHYIO TIOCIIeNOBATENbHOCTD, BeIOpanHyto n3 SEQ ID NO: 307-739 u 740. B apyrux
BAapHMAHTAaX OCYLIECTBJIEHHUs B JAHHOM H300peTeHnH mpenoxeH cpsibatommii CD123 DDpp,
KOTOPBIA CBs3bIBaeTCs ¢ TeM ke snuronoM CDI123, uro u stanonssii DD, cocrosinuii u3
AMUHOKHUCJIOTHOU TOCIeOBaTEIbHOCTH, BoiOpanuoi u3 SEQ ID NO: 307-739 u 740.

[0247] B HEKOTOpBIX BapuaHTax ocyuiecTBieHus: DDpp mpencrasiser coOOW CIMTHINA
6enok, copepskamuii DD, koTopslil cieungudeckn ces3piBaeT CD123. B HEKOTOPBIX BapuaHTaxX
ocymecteieHust DD cinutoro Oenka DDpp cnemmduueckn cpsizbiBaer CD123, umeromuii
AMUHOKHUCJIOTHYIO MOCJEe0BaTeNbHOCTh, cocrosmyo u3 SEQ ID NO: 8 B HekoTopbIx
BapuaHTax ocywectsaeHuss DDpp comepkur aMUHOKUCIOTHYK — IOCJIEIOBATEIbHOCTD,
BbIOpaHHy0 u3 rpynmbl, coctosmed u3 SEQ ID NO: 307-739 u 740. B nmpyrux BapuaHTax
ocymectsieHus: DDpp comep:kUT BapuaHT aMUHOKHUCJIOTHOU TOCIEIOBATEIBHOCTH, BHIOPAHHOM
u3 rpymmsl, cocrosieit u3 SEQ ID NO: 307-739 u 740. B HeKOTOpBIX BapuaHTax
OCyLIeCTBIIEHUs] CIUTBI Oenok DDpp comepkuT NOJHOpPa3MEpHOE AaHTHTENO WM YacTh
(pparmenT) aHTHTena. B HEKOTOPHIX BapuaHTaX OCYLIECTBIEHHUs CiuThii Oerok DDpp
conep kUt nojHopasMeproe antureno IgG (manpumep, IgG1l, IgG2, 1gG2 nmm 1gG4). B npyrux
BApPMAHTAX OCYLIECTBIEHHUsI CIUTbIl Oenok DDpp comepXuT MNOJHOpPa3MEpHOE AaHTUTEINO,
KOTOpoe creru(Uuyeckn CBS3BIBAETCS C PAKOBBIM AaHTUTeHOM. B  apyrux BapuaHTtax
ocymectBieHHst DDpp comepXUT KOMMepYeCKH OAOOpEHHOE TepaneBTHUECKOEe AaHTUTEINO
(Hampumep, putykcumad, odatymymad, okpennsymad, Benbry3ymad, MEDI-551, smpary3ymao,
Oenmnmymad, Ttabamymadb, AMG-557, MEDI-570 u NN882). B npyrux BapmaHTax
ocymectsieHus ces3pBatrommii CD123 DDpp npencrasisier coboi cnutelii Oenok Fe.

[0248] B HEekoTOpBIX BapuaHTax ocyuiectBieHus: DDpp mpencrasniser coOOW CIMTHINA
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6enok, copepskammii csi3pBatrolnii CD123 DD, ¢pyHKUMOHANBHO CBSI3aHHBIN C CBIBOPOTOYHBIM
OenkoM. B HeKOTOpBIX BapHaHTaX OCYIIeCTBICHUs ciuThiid Oenok DDpp cesbiBatomuii CD123
COIEPKUT aMUHOKHCIIOTHYIO MOCIIEIOBATENIbHOCTD, BBIOPAHHYIO U3 IpymIibl, cocrosiimed u3 SEQ
ID NO: 307-739 u 740. B npyrux BapuaHTax ocyuiecTBieHUs cBssbiBaromuii CD123 cnutelit
6enok DDpp comepXUT BapHaHT aMHHOKHCJIOTHOH IOCJIEAOBATENbHOCTH, BBIOPAHHON W3
rpynmnsl, coctoswei u3 SEQ ID NO: 307-739 u 740. B HekOTOpbIX BapUaHTaX OCYILECTBJIEHUS
ceszpiBatolnid CD123 cnuteiii Oenmoxk DDpp comepXUT BeCh MM YacTb YEJIOBEUECKOTO
CBIBOPOTOYHOTO anbOyMHHA. B HEKOTOPBIX BapHMaHTaX OCYINECTBJIECHHUS CIUTHIH Oenox DDpp
comgepxutr AFP (SEQ ID NO: 9) wu ero ¢pparmeHT. B HEKOTOPBIX BapHaHTax OCYIIECTBJICHUS
ceszpiBaromnii CD123 cnuteiit Oenoxk DDpp conmepxur p26 AFP (SEQ ID NO: 10) wnm ero
¢parmMeHT. B HEKOTOpBIX BapwaHTax OCylIecTBIeHUs CBsi3biBaromuii CD123 cnuteiii Genok
DDpp conepsxut nonunentun, uMmeronuii nociaenosarenbHocts SEQ ID NO: 10, 928, 929, 930,
931, 932, 933 wunm 934. B HEKOTOPBIX BapHaHTAaX OCYIIECTBIECHMs CIUTBIA Oenok DDpp
conepkuT (¢parMeHT OejKka CBhIBOPOTKH WJIM AHTHIEHHBIH (parMeHT Oejka ChIBOPOTKH
(marmpumep, AFP u p26 AFP). B HeKOTOpBIX BapuaHTax OCYIIECTBICHHs CIHUTBbIH Oenox DDpp
comepxut parment, cocrosiuii m3 5-500, 5-400, 5-300, 5-200, 5-100, 5-50, 10-500, 10-400,
10-300, 10-200, 10-100 wu 10-50 aMHMHOKUCIIOT CBIBOPOTOYHOTO OeJIKa.

[0249] B HEKOTOpBIX BapuaHTax ocyliecTBieHus cBs3biBaromni CD123 crnuteiii 6enok
DDpp conep XUt BHEKJIETOYHbIH JOMEH peLenTopa Win ero pparMeHT. B HEeKOTOPBIX BapUaHTax
ocymecTBieHUst ciuThlii 6enok DDpp comep:kut DD, KOTOpBIH COOEPKUT aMUHOKHCIOTHYIO
MOCIIeIOBATEIBHOCTD, BBIOpaHHYIO U3 rpymmel, coctosmed u3 SEQ ID NO: 307-739 u 740. B
OPYTUX BapUaHTax OCymlecTBiieHUs: cBs3biBarommii CD123 cnuteiii 6emok DDpp comep:kut
BapUAHT aMUHOKHUCJIOTHON MOCJIEe0BATEIbHOCTH, BIOpaHHOW U3 rpymmbl, coctosimed u3 SEQ
ID NO: 307-739 u 740. B npyrux BapuaHTax ocyuiecTBieHUs cBssbiBaromuii CD123 cnutelit
6enox DDpp conepxur Baeknerounsiii tomen CD123 (SEQ ID NO: 8) unn ux ¢parmenra. B
HEKOTOPBIX BapHUaHTaxX OCyIIEeCTBiIeHUs cBs3biBaromuii CD123 coutelit 6enox DDpp coneprxur
BHEKJIETOUHBIN IOMEH pelenTopa, BRIOPaHHOTO U3 rpymibl, cocrosimei u3z: CD19, CD20, CD22,
HVEM, BTLA, DR3, CD37, TSLPR, IL7R u gp96, wnu ux pparmenra.

[0250] B HekoTOpbIX BapuaHTaxX OCyllecTBIIeHUs cBsi3biBarommii CD123 cnuthiii 6enok
DDpp conep:kut ¢pparmeHT, coctosmuii u3 5-500, 5-400, 5-300, 5-200, 5-100, 5-50, 10-500, 10-
400, 10-300, 10-200, 10-100 mmm 10-50 aMHUHOKHUCAOT BHEKJETOYHOIO IOMEHA peLentopa
KJIETOYHON MOBEPXHOCTH. B HEKOTOpBIX BapuaHTaX OCYINECTBJIEHUS CIUTBIA Oenok DDpp
conepxut pparmeHT BHekseTouHOro fomeHa BCMA (SEQ ID NO: 7). B HeKOTOpBIX BapHaHTaX
ocymecTBieHust ciuthiii 0enok DDpp conmep:xkur ¢parmeHt BHekyeTouHoro nomeHa CD123

(SEQ ID NO: 8). B HeKoTOpBIX BapHaHTaxX OCYIIECTBJIEHUS cIuTbiii Oenox DDpp comepsxur
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¢parment BHeknerouHoro nomeHa CS1 (SEQ ID NO: 925). B HeKOTOphIX BapuaHTax
ocymectsieHust DDpp conepur ¢pparMeHT BHEKIETOYHOTO IOMEHA PEeLenTopa, BHIOPAHHOTO M3
rpynmnsl, cocrosimed u3: CD19, CD20, CD22, HVEM, BTLA, DR3, CD37; TSLPR, IL7R u
gp96.

[0251] B nonmonHUTENbHBIX BapUaHTax OCyllecTBieHus cBssbiBaroluil CD123 cnurtblit
6enok DDpp comepkKMT BHYTPHKJIETOUHBIH Oenok (Hampumep, SACpHBI O€JIOK) WM ero
¢parmenT. B HeKOTOpbIX BapHaHTax ocyuiecTBieHUs ciutblii Oenok DDpp comepskutr DD,
KOTOPBI CONEPKUT AaMHUHOKHCIOTHYK IOCIEeNOBATEIbHOCTh, BBIOPAHHYIO W3 TPYIIIbI,
cocrosmeit u3 SEQ ID NO: 307-739 u 740. B nppyrux BapuaHTax OCYILECTBJIEHUS
cesaspiBatolnidt  CD123  cnuteiii 6enok  DDpp  comepkuT BapHaHT aMHHOKHCIOTHOM
NOCIIeIOBATEIBHOCTH, BBIOpaHHON U3 rpymmel, cocrosmerd n3 SEQ ID NO: 307-739 u 740. B
HEKOTOPBIX BapUaHTax OCyIlecTBieHus cBs3piBatomuii CD123 cnutsliit 6enox DDpp coneprxur
¢dparment, cocrosimuii u3 5-500, 5-400, 5-300, 5-200, 5-100, 5-50, 10-500, 10-400, 10-300, 10-
200, 10-100 mmm 10-50 aMHHOKHCJIOTHBIX OCTAaTKOB BHYTPHUKJIETOYHOTO Oenka (Hampumep,
SEPHOTO OenKa).

DDpp, csseiBaromumii CS1

[0252] B HekoTophIX BapuaHTax ocyuectsieHust DD B DDpp cnienmgudeckn cBs3bIBaeT
CS1. B ppyrux Bapuantax ocymectsieHuss DD cneunduuecku cpszpiBaer CS1, mmeromnuii
AMUHOKHUCJIOTHYIO MOCIEA0BaTeNbHOCTh, cocrosimyro u3 SEQ ID NO: 925, B HekoTopbIx
BapuaHTax ocyumectsieHus DDpp coxepkur aMHMHOKHUCIOTHYIO —IOCHIEAO0BAaTENbHOCTD,
BbIOpaHHy0 u3 rpynmbl, coctosmeid u3 SEQ ID NO: 896-909 u 910. B mpyrux BapuaHTax
ocymectsieHus: DDpp comep:kUT BapuaHT aMUHOKHUCJIOTHOM TIOCIENOBATEIbHOCTH, BHIOPAHHOM
u3 rpynnsl, cocrosimei u3 SEQ ID NO: 896-909 u 910.

[0253] B HexkoTopbIx BapuaHTax ocyiiecTBieHus cpssbiBatroluil CS1 DDpp comepxut
MHOJKECTBO JJOMEHOB CBSI3bIBAHMS MHIICHH, KOTOPBIC CBS3BIBAIOT OJHY MHIIEHb (HAampumep,
IVMEpPBI, TPUMEPHI U T.1.). B HexoTopeix BapuaHTax ocymectsienus DDpp comepxur 2, 3, 4, 5
wii Oonee 5 DD, kotopele cneuuduueckn cBs3biBaroT CS1 M KOTOpBIE HMEOT
AMUHOKHUCJIOTHYIO MOCJIeNOBATEIBHOCTD, BEIOPAaHHYIO U3 Tpymimbl, cocrosimed u3 SEQ ID NO:
896-909 u 910. B HexoTOpbIX BapuaHTax ocymectsiaeruss DDpp comepxut 2, 3, 4, S mu Gosee
5 DD, KoTOpble HMEKT OAWHAKOBBIE TMOCJEAOBATENBHOCTH. B HEKOTOpPBIX BapUaHTax
ocymecteienuss DDpp comepxkur 2, 3, 4, 5 unmu Gonee 5 DD, kortopele crnenmuduuecku
CBA3BIBAIOTCS C pa3iauuHbiMu snutonaMu CS1 u  KOTOpble HUMEIT aMUHOKHCJIOTHYIO
MOCJIEOBATEIbHOCTD, BhIOpaHHYIO U3 rpymmbl, coctosimed 3 SEQ ID NO: 896-909 u 910. B
HEKOTOPBbIX BapuaHTax ocymectsierns DDpp comepxxur DD, xoropeiii cnenmgpuvecku

ceszpiBaer CS1 wm pomonamTensHO comepxkutr 2, 3, 4, 5 wnm Oonee 5 MOMOJHUTENBHBIX
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pasnuuebiX DD nin fOMEHOB CBs3bIBAaHHUS MHILIEHU (Hanmpumep, scFv), koTopele cnenmduyuecku
ceszpiBatoTcst ¢ CS1  wmiam  OpyrMM  aHTUNeHOM-MHUIIEHbIO. B HEKOTOpbIX BapuaHTax
ocymectsieHust DDpp comepxur DD, xortopwiii cnienndudeckn casizpiaer CS1 (Hampumep,
DD, umeromuii aMUHOKHCIIOTHYIO MOCIENOBATEIbHOCTD, BEIOPAHHYIO U3 TPYIIIBI, COCTOSIIEH 13
SEQ ID NO: 896-909 u 910), 1 AOMOJHUTEIBHO COMEPKUT OJUH WK OOJiee JOMOTHUTEIHbHBIX
DD wnu apyrux JOMEHOB CBSI3bIBAHHSI MHIICHH, CBSI3bIBAIOIIUX OJWH HWJIM OOJie€ aHTHI€HOB,
SKCIPECCUPYEMBIX Ha MOBEPXHOCTU B-kneTknu. B HEKOTOpBIX BapuaHTax ocyuectsiaenus DDpp
comepxur DD, xoropwiii cneundudeckn cBszpiBaer CS1  (mampumep, DD, wumeromnmii
AMUHOKHUCJIOTHYIO MOCJIENOBATEIBHOCTh, BRIOPAaHHYIO U3 Tpymimbl, cocrosimed u3 SEQ ID NO:
896-909 u 910), U DOMONHUTENBPHO COAEPIKUT OOUH WM Oojee AOMOJHHUTENbHbIX DD wnim
OPYTUX TOMEHOB CBSI3bIBAHUSI MHUIIEHH, CBS3BIBAIOIINX OJUH WIN OOJiee PAKOBBIX aHTHUIeHOB. B
HEKOTOPBbIX BapuaHTax ocymectsierns DDpp comepxxur DD, koTtopeii cnenmgpuvecku
cesspiBaer CS1 (Hampumep, DD, wumerommii aMHHOKHUCIOTHYIO —IOCJIEIOBATENBHOCTD,
BbIOpaHHyt0 u3 rpymmbl, coctosmeid u3 SEQ ID NO: 896-909 u 910) m cneundudecku
cBsi3bIBaeT 2, 3, 4, 5 wnm Oonee S5 pa3nuuHBIX MUIIEHEeH. B Apyrux BapuaHTax OCYIIECTBJICHUS
DDpp conmepxxut DD, xotopsiii crenuduueckn cBszbiBaer CS1 (Hampumep, DD, umeromuii
AMUHOKHUCJIOTHYIO MOCJIeNOBATEIBHOCTD, BEIOPAaHHYIO U3 Tpymimbl, cocrosimed u3 SEQ ID NO:
896-909 u 910) u cneundudecku cps3piBaeT 2, 3, 4, 5 unm Oojee S5 pPa3TMUHBIX PAKOBBIX
aHTUreHOB. B HekoTophIX BapuaHTax ocyuiectsieHus DDpp coxepxur DD, xkoTopslii

cneuupuueckn  cesaspiBaer  CS1 (manpumep, DD UMEIOIIUA  aMHUHOKHCJIOTHYHO

>
MIOCIIeIOBATEIBHOCTD, BBIOPaHHYIO U3 rpymmbl, coctosmeir u3 SEQ ID NO: 896-909 u 910) u
cneuupuyeckn cBszpiBaer 2, 3, 4, 5 wum Oonee S5 pa3sNMYHBIX PAKOBBIX AHTUTCHOB,
SKCIPECCUPYEMBIX Ha MOBEPXHOCTU PAKOBOW KJIETKH. B HEKOTOPBIX BapUAHTaX OCYLIECTBIICHUS
DDpp conmepxxut DD, xotopsiii crenuduueckn cBszbiBaer CS1 (Hampumep, DD, umeromuii
AMUHOKUCJIOTHYIO TOCJIENOBATEIbHOCTh, BEIOPAHHYIO U3 rpymibl, coctosimed u3 SEQ ID NO:
896-909 u 910) u cneuuduuecku cBsi3biBaeT 2, 3, 4, 5 wim Gojee 5 pakOBBIX AHTUTECHOB,
3KCHPECCUPYEMBIX HA MOBEPXHOCTH PA3JIMYHBIX PAKOBBIX KJIETOK.

[0254] B HexoTOpBIX BapuaHTax ocyuiecTBieHuss DDpp comep:KuT BapuaHT pacKpbITOro
B JaHHOM JoKyMeHTe cBs3piBatomero CS1 DD (stanonneiii DD), KOTOpeIH cOXpaHser
cnocoOHocTh crienduuecku  cBs3biBaTh CS1. B HEKOTOPBIX BapuaHTax OCYLIECTBICHHS
MOCJIEeNOBAaTEIbHOCTh BapuaHTa cBs3piBatomero CS1 DD conmepxur 1, 2, 3, 4, 5, 6, 7, 8, 9 unn
10, 1-3, 1-5 mnm 1-10 KOHCEpBATHBHBIX WM HEKOHCEPBATHUBHBIX 3aMEH IO CPABHEHUIO C
sTanoHHbIM cBsi3biBarouM CS1 DD, umeromuMm aMHHOKHUCIOTHYIO IOCIE€I0BAaTEIbHOCTD,

BbIOpaHHyt0 u3 rpymbl, cocrosimeit n3 SEQ ID NO: 896-909 u 910. B HeKOTOpBIX BapHaHTaX

OCYIIECTBJIEHUS TMOCIEA0BATEIbHOCTD BapuaHTa cBsizbiBaroiiero CS1 DD conepxur 1, 2, 3, 4, 5,
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6, 7, 8, 9 umu 10, 1-3, 1-5 unu 1-10 KOHCEpBAaTHUBHBIX 3aMEH MO CPABHEHHUIO C ATAJOHHBIM
cespBaomnM CS1 DD, uMerImnM aMHUHOKHUCIOTHYIO IOCIIENOBATENIbHOCTh, BHIOPAHHYIO W3
rpymnsl, coctoswei u3 SEQ ID NO: 896-909 u 910. B HekoTOpBIX BapUaHTaX OCYILLECTBIEHHS
MOCJIEeNOBAaTEIbHOCTh BapuaHTa cBs3piBatomero CS1 DD conmepxur 1, 2, 3, 4, 5, 6, 7, 8, 9 unn
10, 1-3, 1-5 nnu 1-10 HeKOHCEPBATUBHBIX 3aMEH MO CPABHEHUIO C 3TAJIOHHBIM CBSI3BIBAIOLINUM
CS1 DD, wuMeroumM aMHHOKHCIOTHYK IIOCIEAOBATEIbHOCTh, BBIOPAHHYIO U3 TPYIIILI,
cocrogmer u3 SEQ ID NO: 896-909 u 910.

[0255] B HekoTOpbIX BapUaHTaX OCYLIECTBIEHUs IOCIEAOBAaTEIbHOCTh BapUaHTa
ceszpiBaromiero CS1 DD conepskut B o0mieit cinokaoctu 1, 2,3, 4,5, 6,7, 8, 9 wmm 10, 1-3, 1-5
ui 1-10 KOHCepBAaTUBHBIX UM HEKOHCEPBATHUBHBIX 3aMEH B IOJIOKEHUSIX, COOTBETCTBYIOIIUX
AMHHOKHUCIIOTHBIM OcTaTkam ¢ 1-22, 29-46 u 52-72 stanonHoro cas3biBaroiero CS1 DD,
UMEOIIEro aMHHOKHCIOTHYIO IOCJIEA0BATENIbHOCTh, BBHIOPAHHYIO W3 TPYIIIBL, COCTOSIIEH U3
SEQ ID NO: 896-909 u 910. B HekOTOpbIX BapuaHTaxX OCYILECTBJIEHUS MOCIEA0BaTEIbHOCTH
BapuanTa cesi3piBaroriero CS1 DD conep:xur B obimeii cnoxHoct 1,2, 3,4, 5, 6,7, 8, 9 unu 10,
1-3, 1-5 nnm 1-10 KOHCEpBATUBHBIX 3aMEH B MOJIOKEHUSIX, COOTBETCTBYIOIUX AMUHOKHCIOTHBIM
ocratkam ¢ 1-22, 29-46 u 52-72 »stanonHoro CS1-DD, wumeromero aMUHOKHCIOTHYIO
NOCIIeIOBATEIBHOCTD, BBIOpaHHYIO U3 rpymmel, cocrosimed 3 SEQ ID NO: 896-909 u 910. B
HEKOTOPBIX BAPUAHTAX OCYIIECTBJICHUS MOCJIEI0BATEIbHOCTh BapruaHTa cBsi3biBatomero CS1 DD
comepkut B obOmel cnmoxkuoctu 1, 2, 3, 4, 5, 6, 7, 8, 9 wmu 10, 1-3, 1-5 wmm 1-10
HEKOHCEPBATUBHBIX 3aMEH B MOJOXKEHUSIX, COOTBETCTBYIOIINX aMHUHOKHUCJIOTHBIM OCTaTKaM c 1-
22, 29-46 wm 52-72 stamonHoro cesspiBatomero CS1 DD, uMeromero aMHUHOKHUCIOTHYIO
MOCIIeIOBATEIBHOCTb, BEIOPAHHYIO U3 rpymnibl, coctosimeil n3 SEQ ID NO: 896-909 u 910.

[0256] B HexkoTOpbIX BapuUaHTaX OCYLIECTBIEHUS IOCJIENI0BATENbHOCT BapHUaHTa
ceszpiBaromiero CS1 DD conepskut B o0mieit cinokaoctu 1, 2,3, 4,5, 6,7, 8, 9 wmm 10, 1-3, 1-5
wi 1-10 KOHCepBaTUBHBIX WM HEKOHCEPBATHUBHBIX 3aMEH B MOJIOKEHHUSX, COOTBETCTBYIOIIMUX
aMHUHOKHCIOTHBIM ocTaTtkam: 2-6, 8-10, 12, 13, 15-17, 19, 20, 29, 30, 32-34, 36, 37, 39-41, 43,
44, 52-55, 57-59, 61, 62, 64-66 u 68-70, stanonHoro ces3pBaromero CS1 DD, umeromero
AMUHOKHUCJIOTHYIO MOCJIeNOBATEIBHOCTD, BEIOPAaHHYIO U3 Tpymimbl, cocrosimed u3 SEQ ID NO:
896-909 u 910. B HEKOTOPBIX BapuaHTaxX OCYIIECTBJICHHUS MOCJIENOBATEIbHOCTD BapUaHTA
ceszpiBaromiero CS1 DD conepskut B o0mieit cinokaoctu 1, 2,3, 4,5, 6,7, 8, 9 wmm 10, 1-3, 1-5
i 1-10 KOHCepBaTUBHBIX 3aME€H B IOJIO)KEHUSX, COOTBETCTBYIOIIUX aMHUHOKHCJIOTHBIM
ocratkam: 2-6, 8-10, 12, 13, 15-17, 19, 20, 29, 30, 32-34, 36, 37, 39-41, 43, 44, 52-55, 57-59, 61,
62, 64-66 u 68-70, stamoHHoro DD, uMeromero amMuHOKHCIOTHYIO MOCJIE€I0BATEIbHOCTD,
BbIOpaHHyt0 u3 rpymbl, cocrosimeit n3 SEQ ID NO: 896-909 u 910. B HeKOTOpBIX BapHaHTaX

OCYIIECTBJICHUS] TIOCIENOBATEIPHOCTh BapuaHnTa cBszbiBaromero CS1 DD conepxut B o0mei
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cnoxHoctu 1, 2, 3,4, 5,6, 7, 8, 9 wim 10, 1-3, 1-5 unu 1-10 HEeKOHCEpPBATUBHBIX 3aMEH B
MOJIO’KEHUAX, COOTBETCTBYIOIIMX AMUHOKHUCIIOTHBIM ocTatkam: 2-6, 8-10, 12, 13, 15-17, 19, 20,
29, 30, 32-34, 36, 37, 39-41, 43, 44, 52-55, 57-59, 61, 62, 64-66 u 68-70, stanonnoro DD,
UMEOIIEro aMHHOKHCIOTHYIO IOCJIEA0BATENIbHOCTh, BBHIOPAHHYIO W3 TPYIIIBL, COCTOSIIEH U3
SEQ ID NO: 896-909 u 910.

[0257] B HEKOTOpPBIX BapHaHTaX OCYIIECTBJEHHUS B JaHHOM H300pPETEHUH MPEIIONKEH
cesizpiBaromnii CS1 DDpp, KOTOPBIN MOTHOCTHIO WIJIM YaCTHYHO (HAMPUMED, MEPEKPhIBACTCS C
SMUTOTNIOM) ONOKHpyeT cBsizbiBaHue dTajioHHoro DD ¢ CS1, mpudem stanonHsiii DD umeer
AMHHOKHCIIOTHYIO TIOCIIeNOBATENbHOCTD, BeIOpaHHyo u3 SEQ ID NO: 896-909 u 910. B apyrux
BApPMAHTAaX OCYILIECTBJIEHHUs B AaHHOM H300peTeHnn mpemioxe cpssbBaromuid CS1 DDpp,
KOTOpPBIA CBsi3bIBaeTcss ¢ TeM ske smuronoM CS1, uro u stanmonHsii DD, cocrosmuii u3
AMUHOKHUCJIOTHOU TOCIeIoBaTeIbHOCTH, BoIOpanHoi u3 SEQ ID NO: 896-909 u 910.

[0258] B HEkoTOpBIX BapuaHTax ocyuiecTBieHuss DDpp mpencrasiser coOOW CIMTHINA
6enok, comepxkamuii DD, koTopslii crieruduueckn csizbiBaer CS1. B HEKOTOpBIX BapHaHTax
ocymecteieHust DD cimutoro 6Oenka DDpp cnemmduueckn cszpiBaer CS1, mmerommmii
AMUHOKHUCJIOTHYIO MOCIEA0BaTeNbHOCTh, cocrosimyro u3 SEQ ID NO: 925, B HekoTopbIx
BapuaHTax ocyumectsieHus DDpp coxepkur aMHHOKHCIOTHYIO — IIOCJIENOBATENbHOCTD,
BbIOpaHHy0 u3 rpynmbl, coctosmeid u3 SEQ ID NO: 896-909 u 910. B mpyrux BapuaHTax
ocymectsieHus: DDpp comep:kuT BapuaHT aMUHOKHUCJIOTHOM TIOCIENOBATEIbHOCTH, BBHIOPAHHOM
nu3 rpymmsl, cocrosieli u3 SEQ ID NO: 896-909 u 910. B HekoTOpbIX BapuaHTax
OCyLIeCTBIIeHUs] CIUThI Oenok DDpp comepkuT NOJTHOPa3MEpPHOE AaHTHTENO WM YacTh
(pparmenT) aHTHTena. B HEKOTOPHIX BapuaHTaX OCYLIECTBIEHHUs CiuThii Oerok DDpp
conep kUt nojHopasMeproe antureno IgG (manpumep, IgG1l, IgG2, 1gG2 nmm 1gG4). B npyrux
BApPMAHTAX OCYLIECTBIEHHUs] CIuTbIi Oenok DDpp comepkUT NOJHOPa3MEpPHOE AaHTUTEINO,
KOTOpoe creru(Uuyeckn CBS3BIBAETCS C PAKOBBIM AaHTUTeHOM. B  apyrux BapuaHTtax
ocymectBieHHst DDpp comepKUT KOMMEpPYeCKH ONOOPEHHOE TepaneBTHUECKOEe AaHTUTEINO
(Hampumep, putykcumad, odatymymad, okpennsymad, Benbry3ymad, MEDI-551, smpary3ymao,
Oenmnmymad, Ttabamymadb, AMG-557, MEDI-570 u NN882). B npyrux BapmaHTax
ocymecteieHus ces3biatomuii CS1 DDpp npexacrasnsier codoii cnuthiii 6enok Fc.

[0259] B HEekoTOpBIX BapuaHTax ocyuiectBieHuss DDpp mpencrasniser coOOW CIMTHINA
Oenok, conmepkamuii csa3bBaromuil CS1 DD, ¢yHKIMOHANBHO CBSI3aHHBIM C CHIBOPOTOYHBIM
OenkoM. B HeKOTOpBIX BapHwaHTax OCyIIeCTBIeHUs: ciutThbiii Oejgok DDpp cessbBarommii CS1
COIEPKUT aMUHOKHCIIOTHYIO MOCIIEI0OBATENIbHOCTD, BBIOPAHHYIO U3 IpymIibl, cocrosiimed u3 SEQ
ID NO: 896-909 u 910. B pmpyrux BapuaHTax ocyluecTBieHus cpssbiBatouiuil CS1 cnutelit

oenmoxk DDpp comepXUT BapuaHT aMHUHOKHCIOTHOW TOC/IEAOBATEIbHOCTH, BBIOpAaHHOH U3
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rpynnsl, coctosweid u3 SEQ ID NO: 896-909 u 910. B HekoTOpbIX BapUaHTaX OCYILECTBJIEHUS
cesspiBatolnid  CS1 cnuteiii O6enok DDpp comepkuT Bech WM HYacTh YEJIOBEUECKOTO
CBIBOPOTOYHOTO anbOyMHHA. B HEKOTOPBIX BapHaHTaX OCYINECTBJIECHHUS CIUTHIH Oenox DDpp
comgepxutr AFP (SEQ ID NO: 9) wu ero ¢pparmeHT. B HEKOTOPBIX BapHaHTax OCYIIECTBJICHUS
ceszbiBarolnid CS1 comteiii Oenok DDpp comepxur p26 AFP (SEQ ID NO: 10) wimm ero
¢parmMeHT. B HEKOTOpPBIX BapuaHTax ocymecTBiaeHus cpsizbiBarommii CS1 cnuteiit 6eox DDpp
COAEPKUT MmoJunenTua, uMmerouiuii nocienosareabHocts SEQ ID NO: 10, 928, 929, 930, 931,
932, 933 unu 934. B HEKOTOPBIX BapHaHTaX OCYLIECTBIEHUs CiUThIA Oemox DDpp comepxur
¢dparmeHT OenKa CHIBOPOTKU HIIM aHTUTECHHBIN (pparMeHT Oenka chiBOpOTKH (Hampumep, AFP u
p26 AFP). B HEKOTOpBIX BapUaHTaX OCYIIECTBICHHS CIUTBIN Oenok DDpp comep:kut gpparmenr,
cocrosammi u3 5-500, 5-400, 5-300, 5-200, 5-100, 5-50, 10-500, 10-400, 10-300, 10-200, 10-100
win 10-50 aMUHOKHUCIIOT CBIBOPOTOYHOTO OeJKa.

[0260] B HekoTOpbIX BapHaHTax ocyuiecTBieHus cps3piBaromuii CS1 cnuteiii Oenok
DDpp conep’XuT BHEKJIETOYHbIH JOMEH pelenTopa Win ero ¢pparMenT. B HEeKOTOPBIX BapUaHTax
ocymecTBieHUst ciuThlii 6enok DDpp comep:kut DD, KOTOpBIH COOEPKUT aMUHOKHCIOTHYIO
MOCIIeIOBATEIBHOCTD, BBIOpaHHYIO U3 rpymmel, cocrosimed u3 SEQ ID NO: 896-909 u 910. B
APYyruxX BapuaHTax ocymecTBieHus cps3piBaromuil CS1 cnuteiii Oemox DDpp comepskut
BApUAHT aMUHOKHUCJIOTHOW MOCJIeOBATEIbHOCTH, BIOpaHHOW U3 rpymmbl, coctosimed u3 SEQ
ID NO: 896-909 u 910. B pmpyrux BapuaHTax ocyluecTBieHus cpssbiBatouiuil CS1 cnutelit
6enox DDpp conepsxxut BHekseTounslii gomeH CS1 (SEQ ID NO: 925) wnu ux ¢parmenra. B
HEKOTOPBIX BapHaHTax ocymecTBieHus cBs3biBaromuii CS1 cnuterii Oenox DDpp conmepxut
BHEKJIETOYHBIM TOMEH pelenTopa, BRBIOPaHHOTO U3 rpymibl, cocrosimeit uz: CD19, CD20, CD22,
HVEM, BTLA, DR3, CD37, TSLPR, IL7R u gp96, wnu ux pparmenra.

[0261] B HekoTopbIX BapHaHTax ocyuiecTBieHus cps3piBaromuii CS1 cnuteiii Oenok
DDpp conep:kut ¢pparmeHT, coctosmuii u3 5-500, 5-400, 5-300, 5-200, 5-100, 5-50, 10-500, 10-
400, 10-300, 10-200, 10-100 mmm 10-50 aMHUHOKHUCAOT BHEKJETOYHOIO IOMEHA peLentopa
KJIETOYHOH MOBEPXHOCTH. B HEKOTOpBIX BapHaHTax OCYIIECTBJIECHHS CIUTBIA Oemok DDpp
conepxut pparmeHT BHekseTouHOro fomeHa BCMA (SEQ ID NO: 7). B HeKOTOpBIX BapHaHTaX
ocymecTBiieHust ciuThiii Oenok DDpp conmepskur ¢parmMeHT BHekjeTouHoro momeHa CD123
(SEQ ID NO: 8). B HekoTOpbIX BapHaHTax OCYIIECTBJIEHUs cauTbiii Oenox DDpp comepxxur
¢parment BHeknerouHoro nomeHa CS1 (SEQ ID NO: 925). B HeKOTOphIX BapuaHTax
ocymectsieHust DDpp coneput ¢pparMeHT BHEKIETOUHOTO JOMEHA PEenTopa, BIOPAHHOTO U3
rpymnmnsl, cocrosimed u3: CD19, CD20, CD22, HVEM, BTLA, DR3, CD37; TSLPR, IL7R u
gp96.

[0262] B momojgHUTENBbHBIX BapHaHTaxX OCYLIECTBIeHUs cBsi3biBatomuil CS1 ciureiit
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6enok DDpp comepkKMT BHYTPHKJIETOUHBIH Oenok (Hampumep, SACpHBI O€JIOK) WM ero
¢parmenT. B HeKOTOpbIX BapHaHTax ocyuiecTBieHUs ciutblii Oenok DDpp comepskutr DD,
KOTOPBI  CONEPKUT AaMHUHOKHCIOTHYIO IOCIENOBATENIbHOCTb, BBIOPAHHYIO W3  TPYIIIBI,
cocrosmeit u3 SEQ ID NO: 896-909 u 910. B npyrux BapuaHTax OCYILECTBJIEHUS
cesaspiBatolnid  CS1  coutenii Genok  DDpp  comepkMT  BapuaHT  aMHHOKHCIIOTHOM
NOCIIeIOBATEIBHOCTH, BBIOpaHHON U3 rpymmel, cocrosmerd n3 SEQ ID NO: 896-909 u 910. B
HEKOTOPBIX BapHaHTax ocymecTBieHus cBs3biBaromuii CS1 cnuterii Oenox DDpp conmepxut
¢dparment, cocrosimuii u3 5-500, 5-400, 5-300, 5-200, 5-100, 5-50, 10-500, 10-400, 10-300, 10-
200, 10-100 mmm 10-50 aMHHOKHMCJIOTHBIX OCTaTKOB BHYTPHUKJIETOYHOTO Oenka (Hampumep,
SEPHOTO OenKa).

DDpp, cesaseisatomuii HER2

[0263] B HekoTopeIX BapuaHTax ocyuectsieHust DD B DDpp cnienmgudecku cBsA3bIBaeT
HER2. B npyrux Bapmuanrtax ocyuiectsierns DD crneundpuyecku cesizbiBaeT HER2, umerommmii
AMUHOKHUCJIOTHYIKO MOCIEA0BaTeNbHOCTh, cocrosimyro u3 SEQ ID NO: 927. B HekoTopbIx
BapuaHTax ocymectsaeHuss DDpp comep:kUT aMUHOKUCIOTHYK — IOCJIEN0BATEIbHOCTD,
BbIOpaHHy0 u3 rpynmbl, coctosmeid u3 SEQ ID NO: 911-949 u 950. B mpyrux BapuaHTax
ocymectsieHus: DDpp comep:kUT BapuaHT aMUHOKHUCJIOTHOM TIOCIENOBATEIbHOCTH, BHIOPAHHOM
u3 rpynnsl, cocrosimei u3 SEQ ID NO: 911-949 u 950.

[0264] B HexoTopbIx BapuaHTax ocyuiecTsiaeHus casaspiBaroiuiit HER2 DDpp conepxur
MHOJKECTBO JJOMEHOB CBSI3bIBAHUS MHIIEHH, KOTOPBIE CBS3BIBAIOT OIHY MHIICHb (HAIMpHUMED,
IVMEpPBI, TPUMEPHI U T.1.). B HexoTopeix BapuaHTax ocymectsienus DDpp comepxur 2, 3, 4, 5
wii Oonee S5 DD, xoropeie crnenuduuecku cBs3biBaroT HER2 u  koTopele mMeroT
AMUHOKHUCJIOTHYIO MOCJIeNOBATEIBHOCTD, BEIOPAaHHYIO U3 Tpymimbl, cocrosimed u3 SEQ ID NO:
911-949 u 950. B HekoTOpBIX BapuaHTax ocymectsieHus DDpp conepxur 2, 3, 4, 5 unu Oonee
5 DD, KoTOpble HMEKT OAWHAKOBBIE IMOCJIEAOBATENIBHOCTH. B HEKOTOPBIX BapHaHTax
ocymecteienuss DDpp comepxkur 2, 3, 4, 5 unmu Gonee 5 DD, kortopele crnenmuduuecku
CBA3BIBAIOTCS ¢ pasnuuHbiMu snurtonamu HER2 w  kKOTOpRIE HMMEOT aMHUHOKHCIOTHYIO
MOCJIEOBATEIbHOCTD, BRIOpaHHYIO U3 rpymmbl, coctosimed 3 SEQ ID NO: 911-949 u 950. B
HEKOTOPBbIX BapuaHTax ocymectsierns DDpp coxepxur DD, xortopeii cnenmgpudecku
ceszpiBaeT HER2 w nmomosmuutensHo conmepxkur 2, 3, 4, 5 umm Oojiee S5 MOMOJHUTENBHBIX
pasnuuebiX DD nin fOMEHOB CBs3bIBAaHHUS MHILIEHU (Hanmpumep, scFv), koTopele cnenmduyuecku
ceaspiBatoTcsi ¢ HER2 wnm  ppyrum  antureHoM-muimeHbr0. B HEKOTOpBIX BapHaHTax
ocymectsieHust DDpp conepxur DD, kortoperii cnenmduueckn csizbiaer HER2 (mampumep,
DD, umeromuii aMUHOKHCIIOTHYIO MOCIENOBATEIbHOCTD, BEIOPAHHYIO U3 TPYIIIBI, COCTOSIIEH 13

SEQ ID NO: 911-949 u 950), u AOTOJHUTEIHHO CONEPKUT OJUH WK OOJiee TOTIOTHUTEbHBIX
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DD wnu apyrux JOMEHOB CBSI3bIBAHHSI MHIICHH, CBSI3bIBAIOIIUX OJWH HWJIM OOJie€ aHTHI€HOB,
SKCIPECCUPYEMBIX Ha MOBEPXHOCTH PAKOBOU KJIETKH. B HEKOTOPBIX BAPHAHTAX OCYILECTBJICHUS
DDpp comepxxutr DD, xortopeiii cnienuduuecku cesizpisaer HER2 (Hanpumep, DD, umeromuii
AMUHOKHUCJIOTHYIO MOCJIeNOBATEIBHOCTD, BEIOPAaHHYIO U3 Tpymimbl, cocrosimed u3 SEQ ID NO:
911-949 u 950), U NMOTMONHHUTENPHO COAEPXKHUT OOUH MM Oojiee AONMOTHHUTENbHbIX DD wnim
OPYTUX TOMEHOB CBSI3bIBAHUSI MHUIIEHH, CBS3BIBAIOIINX OJUH WIN OOJiee PAKOBBIX aHTHUIeHOB. B
HEKOTOPBbIX BapuaHTax ocymectsierns DDpp coxepxur DD, xortopeii cnenmgpudecku
cesspiBaeT HER2 (mampumep, DD, wumerommii aMHHOKHCIOTHYIO TMOCHIEIOBATEIBbHOCTD,
BbIOpaHHyt0 u3 rpymmbl, coctosmeid u3 SEQ ID NO: 911-949 u 950) m cneundudecku
cBsi3bIBaeT 2, 3, 4, 5 wm Oonee S5 pa3nuuHbIX MUILeHell. B apyrux BapuaHTax OCYLIECTBICHHS
DDpp comepxxutr DD, xortopeiii cnienudpuuecku casizpiBaer HER2 (manpumep, DD, umeromuii
AMUHOKHUCJIOTHYIO MOCJIeNOBATEIBHOCTD, BEIOPAaHHYIO U3 Tpymimbl, cocrosimed u3 SEQ ID NO:
911-949 u 950) n cneumnpuyeckn cpszbBaeT 2, 3, 4, 5 win Ooyee 5 Pa3IUYHBIX PAKOBBIX
aHTUreHOB. B HekoTophIX BapuaHTax ocyuiectsieHus DDpp coxepxur DD, xkoTopslii

cneuupuyeckn  cBs3piBaer  HER2  (mampumep, DD, wumerommii  aMHHOKHCIOTHYIO

)
MOCJIEZOBATEIbHOCTD, BBIOpaHHYIO U3 rpymnmbl, coctosimed u3 SEQ ID NO: 911-949 u 950) u
cneuupuyeckn cwszpiBaer 2, 3, 4, 5 wum Oonee S5 pa3MUHBIX PAKOBBIX AHTUTCHOB,
SKCIPECCUPYEMBIX Ha MOBEPXHOCTU PAKOBOU KJIETKH. B HEKOTOPBIX BapHaHTaX OCYLIECTBIICHHUS
DDpp comepxxutr DD, xortopeiii cnienuduuecku cesizpisaer HER2 (Hanpumep, DD, umeromuii
AMUHOKHUCJIOTHYIO MOCJIeNOBATEIBHOCTD, BEIOPAaHHYIO U3 Tpymimbl, cocrosimed u3 SEQ ID NO:
911-949 u 950) u cneumduuecku cBszbiBaeT 2, 3, 4, 5 wim Oojee 5 PaKOBBIX AHTUTECHOB,
SKCIPECCUPYEMBIX HA MOBEPXHOCTH PA3JIUYHBIX PAKOBBIX KJIETOK.

[0265] B HekoTopbIx BapuaHTax ocyuiectsienns DDpp conep:kuT BapuaHT pacKpbITOrO
B naHHOM JokymeHte csisbiBatomero HER2 DD (sramonuwiii DD), KOTOpBIA COXpaHseT
cnocoOHocTh cnenupuyeckn cpszbiBath HER2. B HEKOTOpBIX BapuaHTaX OCYIIECTBICHUS
MOCJEN0BaTEeNbHOCTD BapuaHTa cBssbiBatouiero HER2 DD coaepxur 1, 2, 3, 4, 5, 6, 7, 8, 9 unu
10, 1-3, 1-5 mnm 1-10 KOHCEpBATHMBHBIX WM HEKOHCEPBATHUBHBIX 3aME€H IO CPABHEHUIO C
sTaioHHBIM CBssbiBatouiuM HER2 DD, umeronmM aMHUHOKHUCIOTHYK) MOCJIE€IOBATEIbHOCTD,
BbIOpaHHyt0 u3 rpymbl, cocrosimeit n3 SEQ ID NO: 911-949 u 950. B HeKOTOpBIX BapHaHTaX
OCYLLECTBJIEHUS MMOCAEA0BATENBHOCTh BapuaHTa cBssbiBaroiiero HER2 DD conepaxur 1, 2, 3, 4,
5,6,7,8, 9 umm 10, 1-3, 1-5 unu 1-10 KOHCEpBaTUBHBIX 3aMEH MO CPABHEHUIO C STAJOHHBIM
ces3piBaroiinM HER2 DD, uMeromuM aMHHOKUCIOTHYIO TOCIEN0BATEIbHOCTD, BRIOPAHHYIO U3
rpynnsl, coctoswei u3 SEQ ID NO: 911-949 u 950. B HekOTOpbIX BapUaHTaX OCYILECTBJIEHUS
MOCJEN0BaTeNbHOCTD BapuaHTa cBssbiBaroniero HER2 DD copepxur 1, 2, 3,4, 5,6, 7, 8, 9 unu

10, 1-3, 1-5 nnu 1-10 HeKOHCEPBATUBHBIX 3aMEH MO CPABHEHUIO C 3TAJIOHHBIM CBSI3BIBAIOLINUM
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HER2 DD, umermuM aMHHOKHCIOTHYIO IIOCJIE€NOBATEIbHOCTh, BBIOPAHHYIO W3 TPYIIIbI,
cocrogmer u3 SEQ ID NO: 911-949 u 950.

[0266] B HexkoTOpbIX BapuUaHTaX OCYLIECTBIEHUS IOCIEA0BATENbHOCTh BapHaHTa
ceszpiBaromiero HER2 DD conep:xur B 0o0mueit cnosknoctu 1, 2, 3,4, 5,6, 7, 8, 9 wim 10, 1-3, 1-
5 nnu 1-10 KOHCEpBAaTUBHBIX WJIM HEKOHCEPBATUBHBIX 3aMEH B MOJIOKEHHSIX, COOTBETCTBYIOIINX
AMHUHOKHCIIOTHBIM OcTaTkaMm ¢ 1-22, 29-46 u 52-72 stanonHoro cesizeiBaroiero HER2 DD,
UMEIOIIEr0 aMHUHOKHCIIOTHYEO TIOC/IEAOBATEIbHOCTh, BBIOPAHHYIO W3 TPYMIbI, COCTOSINEH U3
SEQ ID NO: 911-949 u 950. B HekOTOpbIX BapuaHTaxX OCYILECTBJIEHHUS MOCIEA0BaTEIbHOCTH
Bapuanra casizbiBaromero HER2 DD conepskut B oOmmeit cnoskaoctu 1, 2, 3,4, 5,6, 7, 8, 9 win

10, 1-3, 1-5 wmmm 1-10 xOHCepBATUBHBIX 3aMEH B MOJOXEHUSIX, COOTBETCTBYIOILMX

AMHUHOKHCIOTHBIM oOcTtaTkam ¢ 1-22, 29-46 u 52-72 stanmonHoro HER2-DD, wumetorero
AMUHOKHUCJIOTHYIO MOCJIeNOBATEIBHOCTD, BEIOPAaHHYIO U3 Tpymimbl, cocrosimed u3 SEQ ID NO:
911-949 u 950. B HEKOTOPBIX BAapHUAHTAax OCYLIECTBJEHUs MOCIEAOBATENBHOCTh BapHUAHTA
ceszpiBaromiero HER2 DD conep:xur B 0o0mueit cnosknoctu 1, 2, 3,4, 5,6, 7, 8, 9 wim 10, 1-3, 1-
5 nnu 1-10 HEKOHCEPBATUBHBIX 3aMEH B MOJIOKEHHSIX, COOTBETCTBYIOLIUX AMHUHOKHUCJIOTHBIM
ocratkam ¢ 1-22, 29-46 u 52-72 »tanonHoro cesizpiBatoiero HER2 DD, wuwmetormero
AMUHOKHUCJIOTHYIO MOCJIeNOBATEIBHOCTD, BEIOPAaHHYIO U3 Tpymimbl, cocrosimed u3 SEQ ID NO:
911-949 u 950.

[0267] B HexkoTOpbIX BapuaHTaX OCYLIECTBIEHUs IOCIEAOBAaTEIbHOCTh BapUaHTa
ceszpiBaromiero HER2 DD conep:xur B o0mueit cnosknoctu 1, 2, 3,4, 5,6, 7, 8, 9 wnu 10, 1-3, 1-
5 nnu 1-10 KOHCEPBAaTUBHBIX WJIM HEKOHCEPBATUBHBIX 3aMEH B MOJIOKEHHSIX, COOTBETCTBYIOIINX
aMHUHOKHCIOTHBIM ocTaTtkam: 2-6, 8-10, 12, 13, 15-17, 19, 20, 29, 30, 32-34, 36, 37, 39-41, 43,
44, 52-55, 57-59, 61, 62, 64-66 u 68-70, stanonHoro ceszbiBatoiero HER2 DD, umerotero
AMUHOKHUCJIOTHYIO MOCJIeNOBATEIBHOCTD, BEIOPAaHHYIO U3 Tpymimbl, cocrosimed u3 SEQ ID NO:
911-949 u 950. B HEKOTOPBIX BapHUAHTAax OCYLIECTBJEHUs MOCIEAOBATENBHOCTh BapHUAHTA
ceszpiBaromiero HER2 DD conep:xur B o0mueit cnosknoctu 1, 2, 3,4, 5,6, 7, 8, 9 wnu 10, 1-3, 1-
5 wmn 1-10 KOHCEpPBAaTUBHBIX 3aME€H B IOJOKEHHSIX, COOTBETCTBYIOIIMX AMWHOKHCJIOTHBIM
ocratkam: 2-6, 8-10, 12, 13, 15-17, 19, 20, 29, 30, 32-34, 36, 37, 39-41, 43, 44, 52-55, 57-59, 61,
62, 64-66 u 68-70, stamoHHoro DD, uMeroniero aMuHOKHUCJIOTHYIO MOCIEAOBATEIbHOCTD,
BbIOpaHHyt0 u3 rpymmbl, cocrosimeil n3 SEQ ID NO: 911-949 u 950. B HeKOTOpBIX BapHaHTaX
OCYIIECTBJICHUS TIOCIENOBATENBHOCTh BapranTa cesizbiBaromero HER2 DD coneps:xut B o0mei
cnoxHoctu 1, 2, 3,4, 5,6, 7, 8, 9 wim 10, 1-3, 1-5 unu 1-10 HEeKOHCEpPBATUBHBIX 3aMEH B
MOJIO’KEHUAX, COOTBETCTBYIOIIMX AMUHOKHUCIIOTHBIM ocTatkam: 2-6, 8-10, 12, 13, 15-17, 19, 20,
29, 30, 32-34, 36, 37, 39-41, 43, 44, 52-55, 57-59, 61, 62, 64-66 u 68-70, sramonnoro DD,

UMEOIIEro aMHHOKHCIOTHYIO MOCHIEN0BATENIbHOCTh, BBIOPAHHYIO W3 TPYIIIBL, COCTOSIIECH W3
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SEQ ID NO: 911-949 u 950.

[0268] B HEKOTOpPBIX BapHaHTaX OCYIIECTBJEHHUS B JaHHOM H300pPETEHUH TPEIIONKEH
cesizpiBaromnii HER2 DDpp, KOTOpBIN MOJTHOCTHEO HITH YaCTHYHO (HAPUMED, MEPEKPHIBAECTCS C
snuTonoM) OnokupyeTr cBsizbiBaHue 3TaioHHoro DD ¢ HER2, nmpudem stanonssiii DD umeer
AMHHOKHCIIOTHYIO TIOCIIeN0BATENbHOCTD, BeIOpaHHyo u3 SEQ ID NO: 911-949 u 950. B apyrux
BApPMAHTAaX OCYIIECTBICHHUS B JaHHOM H300peTeHuM mpemioxkeH cessbBarouii HER2 DDpp,
KOTOpBIA CBs3bIBaeTca ¢ TeM ke snurtonoM HER2, uro u stanonueiii DD, cocrosmuii us
AMUHOKHUCJIOTHOU TOCIeOBaTENbHOCTH, BeIOpanHOH 13 SEQ ID NO: 911-949 u 950.

[0269] B HEekoTOpBIX BapuaHTax ocyuiecTBieHus: DDpp mpencrasniser coOOW CIMTHINA
6enok, conpepxamuii DD, kotopeiii cnieungudecku cesizpiBaeT HER2. B HeKoTOpBIX BapuaHTax
ocymecteieHust DD cmutoro Genxa DDpp cneunduueckn cwsispiaer HER2, umerormmii
AMUHOKHUCJIOTHYIKO MOCIEA0BaTeNbHOCTh, cocrosimyro u3 SEQ ID NO: 927. B HekoTopbIx
BapuaHTax ocywectsaeHuss DDpp comepkur aMUHOKUCIOTHYK — IOCJIEIOBATEIbHOCTD,
BbIOpaHHy0 u3 rpynmbl, coctosmeid u3 SEQ ID NO: 911-949 u 950. B mpyrux BapuaHTax
ocymectsieHus: DDpp comep:kUT BapuaHT aMUHOKHUCJIOTHOM TIOCIENOBATEIbHOCTH, BBIOPAHHOM
nu3 rpymmsl, cocrosieli u3 SEQ ID NO: 911-949 u 950. B HeKkoTOpbIX BapuaHTax
oCyLIecTBIIeHUs] CIUThI Oenok DDpp comepkUT NOJHOpPa3MEpHOE AaHTHTENO WM YacThb
(pparmenT) aHTHTena. B HEKOTOPHIX BapHaHTaxX OCYILIECTBIEHHUs CiuThii Oerok DDpp
conep kUt nojHopasMeproe antureno IgG (manpumep, IgG1l, IgG2, 1gG2 nmm 1gG4). B npyrux
BApPMAHTAX OCYLIECTBIEHHUsI CIUTbIl Oenok DDpp comepXuT MNOJHOpPa3MEpHOE AaHTUTEINO,
KOTOpoe cCreru(UYecKd CBS3BIBAETCS C PAKOBBIM aHTHUIEHOM. B Jpyrux BapHWaHTax
ocymectBieHHst DDpp comepKUT KOMMEpPYeCKH ONOOPEHHOE TepaneBTHUECKOEe AaHTUTEINO
(Hampumep, putykcumad, odatymymad, okpennsymad, Benbry3ymad, MEDI-551, smpary3ymao,
Oenmnmymad, Ttabamymadb, AMG-557, MEDI-570 u NN882). B npyrux BapmaHTax
ocymecteieHus ceszbiBatomuii HER2 DDpp npexncrasnsier coboit cnuteiii 6enok Fc.

[0270] B HEekoTOpBIX BapuaHTax ocyuiecTBieHus: DDpp npencrasniser coOOW CIMTHINA
Oenok, conmepxkamuii ces3piBatomuii HER2 DD, gyHKIIMOHANBHO CBSI3aHHBIN C CBIBOPOTOYHBIM
OenkoM. B HEKOTOpBIX BapHaHTax OCyIlecTBJeHMs ciuThii Oenok DDpp ces3biBarommiit HER2
COIEPKUT aMUHOKHCIIOTHYIO MOCIIEI0OBATENIbHOCTD, BBIOPAHHYIO U3 IpymIibl, cocrosiimed u3 SEQ
ID NO: 911-949 u 950. B mpyrux BapuaHtax ocyuiecTBieHus cBssbiBatoiuii HER2 cnuteiit
6enok DDpp comepuT BapHaHT aMHHOKHCJIOTHOH ITOCIIEAOBATEIbHOCTH, BBIOPAHHOW U3
rpynnsl, coctoswei u3 SEQ ID NO: 911-949 u 950. B HekOTOpbIX BapUaHTaX OCYILECTBJIEHUS
cesaspiBatolinii HER2 courteiit Oemoxk DDpp comepXUT Bech WM YacTb YEJNOBEUECKOTO
CBIBOPOTOYHOTO anbOyMHHA. B HEKOTOPBIX BapHaHTaX OCYINECTBJICHHUS CIUThIA Oemok DDpp

comgepxutr AFP (SEQ ID NO: 9) wu ero ¢pparmenT. B HEKOTOPBIX BapHaHTax OCYIIECTBJICHUS
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ceszbiBarolinii HER2 cnutenii 6enox DDpp copmepxkut p26 AFP (SEQ ID NO: 10) umu ero
¢parmeHT. B HEKOTOpBIX BapuaHTaxX OCYIIECTBJeHUs cBsi3biBaromuii HER2 cauteiii Oenok
DDpp conepsxut nonunentun, nMmeromuii nocnenosareabHocts SEQ ID NO: 10, 928, 929, 930,
931, 932, 933 wunm 934. B HEKOTOPBIX BapHaHTAaX OCYIIECTBIECHMs CIUTBIA Oenok DDpp
conepkuT (¢parMeHT OejKka CBhIBOPOTKH WJIM AHTHIEHHBIH (parMeHT Oejka ChIBOPOTKH
(marmpumep, AFP u p26 AFP). B HekoTOpBIX BapHaHTax OCYINECTBJIECHUS CIUThIA Oenok DDpp
comepxut parment, cocrosiuii m3 5-500, 5-400, 5-300, 5-200, 5-100, 5-50, 10-500, 10-400,
10-300, 10-200, 10-100 wu 10-50 aMHMHOKUCIIOT CBIBOPOTOYHOTO OeJIKa.

[0271] B HekoTOpbIX BapuaHTax ocymecTBieHus cws3biBatomuii HER2 camreiii Oenok
DDpp conep’XuT BHEKJIETOYHbIH JOMEH pelenTopa Win ero ¢pparMenT. B HEKOTOPBIX BapUaHTax
ocymecTBieHUst ciuThlii 6enok DDpp comep:kut DD, KOTOpBIH COOEPKUT aMUHOKHCIOTHYIO
MOCJIEOBATEIbHOCTD, BRIOpaHHYIO U3 rpymmbl, coctosimed 3 SEQ ID NO: 911-949 u 950. B
APYruX BapuUaHTax ocymecTBieHus cps3piBarounii HER2 cnutenii Oenoxk DDpp comepskut
BApUAHT aMUHOKHUCJIOTHOW MOCJIeOBATEIbHOCTH, BIOpaHHOW U3 rpymmbl, coctosimed u3 SEQ
ID NO: 911-949 u 950. B mpyrux BapuaHtax ocyuiecTBieHus cBssbiBatoiuii HER2 cnuteiit
6enox DDpp conepxur BHeknerounsiii jomeH HER2 (SEQ ID NO: 927) unu ux ¢parmenrta. B
HEKOTOPBIX BapHaHTax ocymecTsieHus cpsspiBatommii HER2 cnuteiii 6enox DDpp conepsxur
BHEKJIETOUHBIN IOMEH pelenTopa, BRIOPaHHOTO U3 rpymibl, cocrosimei u3z: CD19, CD20, CD22,
HVEM, BTLA, DR3, CD37, TSLPR, IL7R u gp96, i ux ¢pparmMeHra.

[0272] B HeKoTOpBbIX BapuaHTax ocymecTBieHus ces3biBaromuii HER2 cnuteiii 6enok
DDpp conep:kut ¢pparmeHT, coctosmuii u3 5-500, 5-400, 5-300, 5-200, 5-100, 5-50, 10-500, 10-
400, 10-300, 10-200, 10-100 mmm 10-50 aMHUHOKHUCAOT BHEKJETOYHOIO IOMEHA peLentopa
KJIETOYHOH MOBEPXHOCTH. B HEKOTOpBIX BapHaHTax OCYIIECTBJIECHHS CIUTBIA Oemok DDpp
conepxut pparmeHT BHekseTouHOro fomeHa BCMA (SEQ ID NO: 7). B HeKOTOpBIX BapHaHTaX
ocymecTBieHust ciuthiii 0enok DDpp conmep:xkur ¢parmeHt BHekyeTouHoro nomeHa CD123
(SEQ ID NO: 8). B HekoTOpbIX BapHaHTax OCYLIECTBIEHHs CIUThI Oenox DDpp comepxur
¢parment BHeknerouHoro nomeHa CS1 (SEQ ID NO: 925). B HeKOTOphIX BapuaHTax
ocymectsieHust DDpp conepur ¢pparMeHT BHEKIETOYHOTO IOMEHA PEeLenTopa, BHIOPAHHOTO M3
rpynmnsl, cocrosimed u3: CD19, CD20, CD22, HVEM, BTLA, DR3, CD37; TSLPR, IL7R u
gp96.

[0273] B nonoJHUTENbHBIX BapuaHTax ocyllecTBieHMs cBssbiBatouiuii HER2 cnuteiit
6enok DDpp comepkKMT BHYTPHKJIETOUHBIH Oenok (Hampumep, SACpHBI O€JIOK) WM ero
¢parmenT. B HEKOTOpbIX BapHaHTax ocyliecTBieHUs ciautbiii Oenok DDpp comepsxkut DD,
KOTOPBI  CONEPKUT AaMHUHOKHCIOTHYIO IOCIENOBATENIbHOCTb, BBIOPAHHYIO W3  TPYIIIBI,

cocrosmeit u3 SEQ ID NO: 911-949 u 950. B nppyrux BapuaHTax OCYILECTBJIEHUS
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cesspiBatolinid  HER2  cnuteiii  Genmok  DDpp  comepkuT  BapuaHT aMHHOKHCIOTHOM
MOCJIEOBATEIbHOCTH, BhIOpaHHOU U3 rpynmbl, cocrosieirt u3 SEQ ID NO: 911-949 u 950. B
HEKOTOPBIX BapHaHTax ocymecTsieHus cpssbiBatommii HER2 cnmteiii 6enox DDpp conepsxur
¢dparment, cocrosimuii u3 5-500, 5-400, 5-300, 5-200, 5-100, 5-50, 10-500, 10-400, 10-300, 10-
200, 10-100 mmm 10-50 aMHHOKHCJIOTHBIX OCTAaTKOB BHYTPHUKJIIETOYHOTO Oelika (Hampumep,

SEPHOTO OenKa).

DDpp, cesseiBaroimuii AFP

[0274] B HekoTopeIX BapuaHTax ocyuectsieHust DD B DDpp crnienngudecky cBsA3bIBaeT
AFP umm ero ¢parment. B npyrux Bapumantax ocymectsieHuss DD DDpp cnemmduueckn
ces3biBaeT AFP, uMmerommuii aMUHOKUCIOTHYIO TOCJIENOBATEIBbHOCTD, cocrosuryo u3 SEQ ID
NO: 9, wm ero ¢parmenT. B HekoTOpeIx BapuaHTax ocymecTBieHuss DDpp comepxut
AMUHOKHUCJIOTHYIO MOCJIeNOBATEIBHOCTD, BEIOPAaHHYIO U3 Tpymimbl, cocrosimed u3 SEQ ID NO:
741-874 u 886-895. B noNoOJHUTENBHBIX BapuaHTax ocyllecTBieHus cBsizbiBaromuii AFP DDpp
COIEPKUT BAPUAHT aMUHOKHCIIOTHOH MOCIIENOBATEIbHOCTH, BEIOPAHHOM M3 TPYIIIBI, COCTOSLIEH
u3 SEQ ID NO: 741-874 u 886-895.

[0275] B HexkoTopbIX BapuaHTax ocyuecTBieHus cesasbiBatomuii AFP DDpp comepxut
MHOJKECTBO JJIOMEHOB CBSI3bIBAHHUS MHIICHH, KOTOPBIC CBS3BIBAIOT OJHY MHILIEHb (HAampumep,
IVIMEpPBL, TPUMEPHI U T.11.). B HexoTopeix BapuanTax ocymectsieHust DDpp conepxur 2, 3, 4, 5
wii Oonee S5 DD, xoropeie cnennpuyeckn cszpiBaloT AFP  m  koTopeie  umeror
AMUHOKHUCJIOTHYIO MOCJIeNOBATEIBHOCTD, BEIOPAaHHYIO U3 Tpymimbl, cocrosimed u3 SEQ ID NO:
741-874 n 886-895. B HekoTOpBIX BapuaHTax ocyuecTtsieHus DDpp conepxur 2, 3, 4, 5 unn
bonee 5 DD, xoTopele UMEIOT OIUWHAKOBBIE MOCIIEIOBATENBHOCTH. B HEKOTOpPBIX BapHaHTaX
ocymecteienuss DDpp comepxkur 2, 3, 4, 5 unmu Gonee 5 DD, kortopele crnenmuduuecku
CBA3BIBAIOTCS C pasauuHbiMu  snuronaMu AFP  u  KoTOpble HUMET aMUHOKHCJIOTHYHO
MOCJIEOBATEIbHOCTD, BRIOPAaHHYIO M3 TpyIibl, cocrosmei n3 SEQ ID NO: 741-874 u 886-895.
B HekoTopeix BapmaHTax ocymecTtBieHuss DDpp copepxkut DD, kotopslii crenmduuecku
ces3piBaeT AFP u nomosjHuTensHO comepxkut 2, 3, 4, 5 wim Ooniee 5 AOMOJHUTENBHBIX
pasnuuabix DD uin fOMEHOB CBs3bIBAaHHUS MHIIEHU (Hanmpumep, scFv), koTopsle crenuduyecku
ceszpiBatoTcst ¢ AFP  wunu  gpyruMm  aHTUreHoM-muIleHblO. B HeEKOTOpbIX BapuaHTax
ocymectsieHust DDpp conepxxutr DD, xotopsiii cneungudecku ceszpiBaer AFP (Hampumep,
DD, umeromuii aMUHOKUCIIOTHYIO MOCIENOBATEIPHOCTD, BEIOPAHHYIO U3 TPYIIBI, COCTOSINEH U3
SEQ ID NO: 741-874 wu 886-895), W IOMONHUTENBLHO CONEPKUT OXOWUH WM Oojee
AONOJHUATENbHBIX DD unan Apyrux O1OMEHOB CBSI3BIBAHMSI MUIIEHH, CBSI3BIBAIOIIMX OAWH WJIU

0oJiee aHTHUIE€HOB, HKCIPECCHPYEMBbIX Ha MOBEPXHOCTH B-kieTkn. B HEKOTOpBIX BapuaHTax
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ocymectsieHust DDpp conepxxutr DD, kotopsrit cnienuduuecku ceszpiBaer AFP (Hampumep,
DD, umeromuii aMUHOKUCIIOTHYIO MOCIENOBATEIbHOCTD, BEIOPAHHYIO U3 TPYIIIBI, COCTOSIIEH 13
SEQ ID NO: 741-874 wu 886-895), W IOMONHUTENBLHO CONEPKUT OXOWUH WM Oojee
AONOJHHATENbHBIX DD unm apyrux TOMEHOB CBSI3bIBAHUSI MUILIEHU, CBSI3BIBANOIIMX OAWH WIIN
OoJiee pakoBBIX aHTUIE€HOB. B HeEKOTOpBIX BapuaHTax ocymecteieHust DDpp comepxkur DD,
KoTOpbIil cneunguyeckn cpspiBaeT AFP (mampumep, DD, wumerommii aMUHOKHCIOTHYIO
MOCJIEOBATEIFHOCTD, BBIOpaHHYIO U3 rpymmbl, coctosmiei u3 SEQ ID NO: 741-874 u 886-895)
u cieuuduuecky cBsizbiBaet 2, 3, 4, S wiu Oojiee 5 pasnuyHbIX MUIIeHeH. B npyrux BapuaHTax
ocymectsieHust DDpp conepxxutr DD, xotopsiii cneungudecku ceszpiBaer AFP (Hampumep,
DD, umeromuii aMUHOKUCIIOTHYIO MOCIENOBATEIPHOCTD, BEIOPAHHYIO U3 TPYIIIBI, COCTOSIIEH U3
SEQ ID NO: 741-874 u 886-895) u cnetmduyeckn cBs3bIBaet 2, 3, 4, 5 wun Gonee 5 pasmudHbIX
PaKOBBIX AHTUI€HOB. B HEKOTOPBIX BapuaHTax ocywmectsiaenuss DDpp comepxut DD, xoTopsblit

cneuupuyeckn  cesspiBaer  AFP  (mampumep, DD MMEIOIINM  aMHUHOKHUCJIOTHYHO

)
MOCJIEIOBATEIFHOCTD, BBIOpaHHYIO U3 rpymmbl, coctosimen u3 SEQ ID NO: 741-874 u 886-895)
u cnemuduuecku CBsi3biBaeT 2, 3, 4, 5 wim Oonee S5 pasNUYHBIX PAKOBBIX AHTUTECHOB,
SKCIPECCUPYEMBIX Ha MOBEPXHOCTU PAKOBOW KJIETKH. B HEKOTOPBIX BapUAHTaX OCYLIECTBIICHUS
DDpp cogmepxxutr DD, xotopsiii cneundudecku cBszbiaeT AFP (Hanmpumep, DD, umeromuii
AMUHOKHUCJIOTHYIO MOCJIeNOBATEIBHOCTD, BEIOPAaHHYIO U3 Tpymimbl, cocrosimed u3 SEQ ID NO:
741-874 u 886-895) u crneuunduyecku cBs3biBaeT 2, 3, 4, 5 wim Ooniee S pakOBBIX aHTUT'CHOB,
SKCHPECCUPYEMBIX HA MOBEPXHOCTH PA3JIMUYHBIX PAKOBBIX KJIETOK.

[0276] B HexoTOpBIX BapuaHTax ocyuiecTBieHuss DDpp comep:KuT BapuaHT pacKpbITOro
B JAHHOM JOKyMeHTe cBsi3biBatomero AFP DD (stamonssiii DD), koTopeiii coxpanser
cnocoOHocTh cnenmpuyeckn cBs3biBaTh AFP. B HEKOTOpBIX BapuaHTax OCYLIECTBICHHS
MOCJIeIOBATEIbHOCTh BapuaHTa cBsizbiBaroiero AFP DD conepxur 1, 2, 3, 4, 5, 6, 7, 8, 9 nnn
10, 1-3, 1-5 mnm 1-10 KOHCEpBATHMBHBIX WM HEKOHCEPBATHUBHBIX 3aME€H IO CPABHEHUIO C
3TaJoHHBIM cBsibiBaroUM AFP DD, wumerommm aMUHOKHCIOTHYIO MOCJIEIOBATEIbHOCTD,
BbIOpaHHyI0 u3 rpymmbl, cocrosimeir w3 SEQ ID NO: 741-874 u 886-895. B HekoTOpBIX
BapHaHTax OCYLIECTBJIEHUsI MOCIeA0BaTeNIbHOCTb BapuaHTa cBssbiBatoliero AFP DD conepxxur
1,2, 3,4,5 6, 7,8, 9 um 10, 1-3, 1-5 nian 1-10 kOHCEPBAaTUBHBIX 3aME€H MO CPABHEHUIO C
3TaJoHHBIM cBsibiBarouM AFP DD, wumerommm aMHHOKHCIOTHYIO MOCJIE€NIOBATEIbHOCTD,
BbIOpaHHyI0 u3 rpymmbl, cocrosimeir w3 SEQ ID NO: 741-874 u 886-895. B HekoTOpBIX
BapHaHTax OCYLIECTBJIEHUsI MOCIeA0BaTeNIbHOCTb BapuaHTa cBssbiBatoliero AFP DD conepxxur
1,2,3,4,5,6,7,8, 9 wm 10, 1-3, 1-5 unu 1-10 HEKOHCEPBATUBHBIX 3aMEH MO CPABHEHUIO C
sTanoHHbIM cBs3bBatoMM AFP DD, umeromuM aMHHOKHUCIOTHYIO IOCHIEAO0BATEIbHOCTD,

BbIOpaHHyt0 u3 rpymbl, cocrosimeit n3 SEQ ID NO: 741-874 u 886-895.
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[0277] B HekoTOpbIX BapuaHTaX OCYLIECTBIEHUs IOCIEAOBATEIbHOCTh BapUaHTa
ceszpiBarotero AFP DD conepskur B o0mieit cnosxknocru 1, 2, 3,4, 5, 6, 7, 8, 9 uym 10, 1-3, 1-5
unn 1-10 KOHCEpBATUBHBIX WJIM HEKOHCEPBATHUBHBIX 3aMEH B IMOJIOKEHUSAX, COOTBETCTBYIOIIMNX
AMHHOKHUCIIOTHBIM OcTaTkam ¢ 1-22, 29-46 u 52-72 stanoHHoro cBsizbiBaroiero AFP DD,
UMEOIIEro aMHHOKHCIOTHYIO MOCIIEN0BATENIbHOCTh, BBIOPAHHYIO W3 TPYIIBI, COCTOSIIECH W3
SEQ ID NO: 4741-874 wu 886-895. B HeKkoTOpbIX BapHaHTax OCYLIECTBJICHMUS
MOCJIEZOBATEIbHOCTh BapuaHTa cesizbiBaroiero AFP DD conmepskur B o0meti cnoxkHoctu 1, 2, 3,
4, 5 6, 7, 8 9 wm 10, 1-3, 1-5 mmu 1-10 KOHCEpPBATUBHBIX 3aME€H B MOJOXEHUSX,
COOTBETCTBYIOIINX aMUHOKHCJIOTHBIM ocTatkaMm ¢ 1-22, 29-46 u 52-72 stamonHoro AFP-DD,
UMEOIIEro aMHHOKHCIOTHYIO IOCJIEA0BATENIbHOCTh, BBHIOPAHHYIO W3 TPYIIIBL, COCTOSIIEH U3
SEQ ID NO: 741-874 wu 886-895. B HeKOTOpbIX BapHUaHTax OCYLIECTBJIEHUS
MOCJIEOBATEIFHOCTh BapuaHTa cesizbiBaroiero AFP DD conepskut B o0meti cnoxkHoctu 1, 2, 3,
4, 5, 6, 7, 8 9 umu 10, 1-3, 1-5 umu 1-10 HEKOHCEPBATUBHBIX 3aMEH B MOJOKCHUSX,
COOTBETCTBYIOIUX AMHHOKHCJIOTHBIM oOcCTaTkam ¢ 1-22, 29-46 wu 52-72 3TajoHHOro
cszbiBaroiiero AFP DD, umerommero aMHMHOKHCIIOTHYIO TOCJIEAOBATENBHOCTD, BEIOPAHHYIO U3
rpynsl, cocrosimeit u3 SEQ ID NO: 741-874 u 886-895.

[0278] B HekoTOpbIX BapuaHTaX OCYLIECTBIEHUs IOCIEAOBAaTEIbHOCTh BapUaHTa
ceszpiBaroiero AFP DD conmepskut B o0meit cnosknoctu 1, 2, 3, 4, 5,6, 7, 8, 9 uym 10, 1-3, 1-5
unn 1-10 KOHCEpBATUBHBIX WJIM HEKOHCEPBATHUBHBIX 3aMEH B IOJIOKEHUSX, COOTBETCTBYIOIIMNX
aMHUHOKHCIOTHBIM ocTaTtkam: 2-6, 8-10, 12, 13, 15-17, 19, 20, 29, 30, 32-34, 36, 37, 39-41, 43,
44, 52-55, 57-59, 61, 62, 64-66 u 68-70, sTtanonHoro ces3biBaroiero AFP DD, umetroriero
AMUHOKHUCJIOTHYIO MOCJIeNOBATEIBHOCTh, BRIOpaHHYIO U3 rpymnimbl, cocrosimed u3 SEQ ID NO:
741-874 n 886-895. B HEKOTOPBIX BapHUaHTaX OCYLIECTBIJICHHs MOCIIENIOBATEIBHOCTb BApUAHTA
ceszpiBaroiero AFP DD conmepskut B o0meit cnosknoctu 1, 2, 3, 4, 5,6, 7, 8, 9 uym 10, 1-3, 1-5
unn 1-10 KOHCEpBATHBHBIX 3aME€H B TOJIOXKEHUSX, COOTBETCTBYIOIIMX AMHUHOKHCIOTHBIM
ocratkam: 2-6, 8-10, 12, 13, 15-17, 19, 20, 29, 30, 32-34, 36, 37, 39-41, 43, 44, 52-55, 57-59, 61,
62, 64-66 u 68-70, stamoHHoro DD, uMeromero amMuHOKHCIOTHYIO MOCJIE€I0BATEIbHOCTD,
BbIOpaHHyI0 u3 rpymmbl, cocrosimeir w3 SEQ ID NO: 741-874 u 886-895. B HekoTOpBIX
BapHaHTax OCYLIECTBJIEHUs MOCIEA0BaTeNIbHOCTh BapuaHTa cBssbiBatoliero AFP DD conepxur
B obOmelt cnoxHoctu 1, 2, 3,4, 5,6, 7, 8, 9 unmu 10, 1-3, 1-5 wiu 1-10 HeKOHCEPBATUBHBIX 3aMEH
B MOJIOKEHUAX, COOTBETCTBYIOIIMX aMHUHOKHCJIOTHBIM ocTaTkam: 2-6, 8-10, 12, 13, 15-17, 19,
20, 29, 30, 32-34, 36, 37, 39-41, 43, 44, 52-55, 57-59, 61, 62, 64-66 u 68-70, stanonHoro DD,
UMEOIIEro aMHHOKHCIOTHYIO IOCJIEA0BATENIbHOCTh, BBHIOPAHHYIO W3 TPYIIIBL, COCTOSIIEH U3
SEQ ID NO: 741-874 u 886-895.

[0279] B HEKOTOpPBIX BapHaHTaX OCYIIECTBJIEHHUS B JaHHOM H300pPETEHUH TPEIIONKEH
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cesi3piBaronii AFP DDpp, KOTOpBIH MOJIHOCTHIO WJIM YACTHUYHO (HApPUMED, MEePEKPhIBAETCS C
SMUTOTNIOM) ONOKUpyeT cBsizbiBaHUE 3TaioHHOro DD ¢ AFP, mpuuem stanonubiii DD umeer
AMHUHOKHCJIOTHYIO TIOCIIeIOBAaTeNbHOCT, BeIOpanHyto n3 SEQ ID NO: 741 873 u 874. B npyrux
BAapMAHTAaX OCYIIECTBJICHUS B NAaHHOM H300peTeHMH mpemnoxeH cmssbBaromuid AFP DDpp,
KOTOpBIM cBsA3bIBaeTcsd ¢ TeM ke snuronoM AFP, uro u stamonneiii DD, cocrosmmii us3
AMUHOKHUCJIOTHOU TIocienoBaTenbHOCTH, BoiOpanHoi m3 SEQ ID NO: 741 873 u 874.

[0280] B HekoTOphIX BapuaHTax ocyuiecTBieHus: DDpp mpencrasiser coOOW CIMTHINA
Oenok, comepxkaumii DD, xotoperii cneungudeckn cesizpiBaeT AFP. B HekoTopbIx BapuaHTax
ocymecteienuss DDpp mnpencrasisier coboii ciuthiit Oenok, coaep:xkamuii DD, KOTOpBIit
cneuupuyeckn  cBszbiBaer AFP, umerommii  aMHHOKHCIIOTHYIO — ITOCJIEOBATENBHOCTD,
cocrosuyro u3 SEQ ID NO: 9. B napyrux Bapuanrax ocyiecTsieHuss DDpp coapepxxur
AMUHOKHUCJIOTHYIO MOCJIeNOBATEIBHOCTD, BEIOPAaHHYIO U3 Tpymimbl, cocrosimed u3 SEQ ID NO:
741-874 u 886-895. B npyrux Bapuantax ocymecTtieHuss DDpp npencrasnser coboil cnuThIi
Oenok, conepskamuii ceszbiBaromuil AFP DD, kotopsiii siBnsiercs BapuantoMm DD, conepskarim
AMUHOKHUCJIOTHYIO MOCJIeNOBATEIBHOCTD, BEIOPAaHHYIO U3 Tpymimbl, cocrosimed u3 SEQ ID NO:
741-874 n 886-895.

[0281] B HekoTopeIx BapuaHTax ocyuiectBieHuss DDpp npencrasnsier coOOH CIMTHINA
Oenok, copmepxkammii DD, xortopeiii cneunduuecku cBszbiBaer AFP,  dyHKIMOHANBHO
CBSI3aHHBIN C MOJHOPA3MEPHBIM aHTHTEJIOM WIJIM YacThio ((parMeHTOM) aHTUTENa. B HEKOTOPBIX
BapuaHTax ocymectsieHuss DDpp mnpencraenser coboii cnuthiii Oeqok Fc. B HekoTopbIx
BapHAHTAaX OCYIIECTBJIEHUs ciuThlii Oenmox DDpp comepxur momHopazmepHoe antuteno IgG
(mammpumep, IgGl, I1gG2, IgG2 nnu IgG4). B apyrux Bapuantax OCyIIECTBJICHHUS CIUTBIH OEJIOK
DDpp comep:kuT MOJTHOPa3MEPHOE aHTHUTENO, KOTOPOE CelM(PUIECKH CBS3BIBAETCS C PAKOBBIM
aHTUreHom. B npyrux BapuanTax ocymectsieHuss DDpp comepkUT KOMMEpUYECKH OOOpEeHHOe
TEepalieBTUYECKOE  aHTUTENO  (Hampumep, puTykcumad, odarymymad, okpenuzymao,
BenbTy3yMadb, MEDI-551, smpartysymad, OGenmmymad, tabamymad, AMG-557, MEDI-570 wu
NN882). B npyrux BapmanTtax ocyuectsierns cessbiBaomuii AFP DDpp npexacrasnsier coboi
cnuteii 6enok Fc.

[0282] B HEKOTOpBIX BapuaHTax ocyuiecTBieHus: DDpp mpencrasiser coOOW CIMTHINA
Oenok, comepxamuii ceszpBarolil AFP DD, ¢yHKUNOHATBHO CBSI3aHHBIA C CHIBOPOTOYHBIM
OenxkoM. B HEKOTOpbIX BapHaHTaX OCYLIECTBICHHA CIOUTBIH Oenmok DDpp comepxkur
AMUHOKHUCJIOTHYIO MOCJIeNOBATEIBHOCTD, BEIOPAaHHYIO U3 Tpymimbl, cocrosimed u3 SEQ ID NO:
741-874 u 886-895. B npyrux BapmaHTax ocyluiecTBieHUs cBs3biBatommii AFP ciutelil Oenok
DDpp comepXuT BapHaHT aMUHOKHUCJIOTHOH MOCIENOBATEIbHOCTH, BBIOPAHHON W3 TPYIIIBI,

cocrosiuteil u3 SEQ ID NO: 741-874 u 886-895. B npyrux BapuaHTax OCYIIECTBIEHUS CIUTHIN
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6enok DDpp comepkuT dYenoBeUeCKUil ChIBOPOTOYHBIM ambOyMHH iU ero ¢parment. B
HEKOTOPBIX BapHaHTAaX OCYIIeCTBIeHUs CiauTbiii Oenmok DDpp comepxkut ¢parmeHT Oenka
CBIBOPOTKH WJIM AHTHI'€HHbIH (parMeHT Oenka ChIBOPOTKH. B HEKOTOphIX BapuaHTax
ocyecTBIeHHs ciuThiii Oenok DDpp comepskut dparment, cocrosiuit u3 5-500, 5-400, 5-300,
5-200, 5-100, 5-50, 10-500, 10-400, 10-300, 10-200, 10-100 wmmm 10-50 amMuHOKHCIOT
CBIBOPOTOYHOTO OeJKa.

[0283] B HekoTOpBIX BapuUaHTax OCYIIECTBICHMs cCBsi3bBaromuid AFP crnutelii Oenok
DDpp conep’XuT BHEKJIETOYHbIH JOMEH pelenTopa Win ero ¢pparMenT. B HEeKOTOPBIX BapUaHTax
ocymecTBieHUst ciuThlii 6enok DDpp comep:kut DD, KOTOpBIH COOEPKUT aMUHOKHCIOTHYIO
MOCJIEOBATEIbHOCTD, BRIOPAaHHYIO M3 TpyIibl, cocrosmei n3 SEQ ID NO: 741-874 u 886-895.
B nmpyrux BapuanTax ocymecTBiieHUsi cBszbiBatomuii AFP ciurteiii 6enok DDpp comep:kut
BApUAHT aMUHOKHUCJIOTHOW MOCJIeOBATEIbHOCTH, BIOpaHHOW U3 rpymmbl, coctosimed u3 SEQ
ID NO: 741-874 u 886-895. B npyrux BapuaHTax OCYyILIECTBIEHUs CBs3biBatolinil AFP ciuThlit
6enox DDpp conmepxxut BHeknerounslii nomeH BCMA (SEQ ID NO: 7) wim CD123 (SEQ ID
NO: 8) wmm ux ¢pparmenta. B apyrux BapuaHTax OCyIIeCTBJICHUs CBsi3biBaroInii AFP ciautbiit
6enox DDpp conep:xxut BHekeTounblii someH BCMA (SEQ ID NO: 7), CD123 (SEQ ID NO: 8)
wm CS1 (SEQ ID NO: 925) win ux ¢gparmeHta. B HEKOTOpBIX BapuaHTax OCYIIECTBICHUS
cespiBaromnii AFP  crnuteiii 6enok DDpp  comepskUT BHEKJIETOYHBIH JOMEH perenTtopa,
BbIOpaHHOTO W3 rpymmbl, cocrosimen u3: CD19, CD20, CD22, HVEM, BTLA, DR3, CD37,
TSLPR, IL7R u gp96, unu ux ¢pparmenra.

[0284] B HekoTOpBIX BapuUaHTax OCYIIECTBICHMs cBsi3biBaromuid AFP crnutelii Oenok
DDpp conepskut ¢pparmeHT, coctosmuii u3 5-500, 5-400, 5-300, 5-200, 5-100, 5-50, 10-500, 10-
400, 10-300, 10-200, 10-100 mmm 10-50 aMHUHOKHCIOT BHEKJIETOYHOIO AOMEHA peLenrtopa
KJIETOYHOH MOBEPXHOCTH. B HEKOTOpBIX BapHaHTax OCYIIECTBJIECHHS CIUTBIA Oemok DDpp
comepxut pparmeHt BHekIeTouHoro nomena BCMA (SEQ ID NO: 7) unu CD123 (SEQ ID NO:
8). B HekoTOphIX BapuaHTax OCYIIECTBICHHUs ChUTbIi Oenok DDpp comep:kur ¢parmeHt
BHekJerouHoro nomeHa BCMA (SEQ ID NO: 7) wnu CD123 (SEQ ID NO: 8) wu CS1 (SEQ ID
NO: 925). B HexkoTOpbIX BapuaHTax ocymecTsieHus DDpp conep:kut pparMeHT BHEKJIETOUHOTO
JOMEHa pelenTopa, BhIOpaHHOro W3 rpymmbl, coctosmeid 3. CD19, CD20, CD22, HVEM,
BTLA, DR3, CD37; TSLPR, IL7R u gp96.

[0285] B pomonHUTENBHBIX BapuUaHTax OCyllecTBieHUs cBs3bBatromuii AFP cnuTeiit
6enok DDpp comepkKMT BHYTPHKJIETOUHBIH Oenok (Hampumep, SACpHBI O€JIOK) WM ero
¢parmenT. B HeKOTOpbIX BapHaHTax ocyuiecTBieHUs ciutblii Oenok DDpp comepskutr DD,
KOTOPBI CONEPKUT AMHUHOKHCIOTHYIO IOCIEeNOBATENIbHOCTh, BBIOPAHHYIO W3 TPYIIIbI,

cocrosimiet u3 SEQ ID NO: 741-874 u 886-895. B napyrux BapuaHTax OCYIIECTBIEHHS
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cesaspiBatolnid  AFP  crmuteiii Oemoxk  DDpp  comepkuT  BapuaHT  aMHHOKHCJIOTHOM
MOCJIEAOBATEIFHOCTH, BBIOpAHHOU M3 rpymibl, coctosmei u3 SEQ ID NO: 741-874 u 886-895.
B HekoTOpBIX BapHaHTax ocyLIecTBIeHUs cBsi3biBarolnii AFP cnuteiii 6enok DDpp comep:xut
¢dparment, cocrosimuii u3 5-500, 5-400, 5-300, 5-200, 5-100, 5-50, 10-500, 10-400, 10-300, 10-
200, 10-100 mmm 10-50 aMHHOKHCJIOTHBIX OCTAaTKOB BHYTPHUKJIIETOYHOTO Oelika (Hampumep,
SEPHOTO OenKa).

DDpp, cesseiBaroiuii p26 AFP

[0286] B HekoTopeIx BapuaHTax ocyuectsieHust DD B DDpp cnienngudeckn cBs3bIBaeT
p26 AFP. B npyrux BapmanTtax ocymectsienus DD DDpp crneruduuecku cssbiBaer p26 AFP,
UMEIOIINI aMUHOKHCJIOTHYIO TOCIEA0BaTEIbHOCTh, cocTtosimyro u3 SEQ ID NO: 10. B
HEKOTOPBIX BAapUAHTaX OCYLIECTBJICHUS DDpp COAEPKUT AMHUHOKHCJIOTHYIO
MOCJIEOBATEIbHOCTD, BRIOPAaHHYIO U3 TpyIibl, coctosmeit u3 SEQ ID NO: 741-874 u 886-895.
B nononHuTEnbHBIX BapuaHTax OCYyLIeCTBieHUs cBsi3biBaroluil p26 AFP DDpp comepxut
BApUAHT aMUHOKHUCJIOTHOW MOCJIeOBATEIbHOCTH, BIOpaHHOW U3 rpymmbl, coctosimed u3 SEQ
ID NO: 741-874 u 886-895.

[0287] B HexkoTOpbIX BapuaHTax ocyllecTBleHus cBssbiBatomuii p26 AFP DDpp
COACPKUT MHOKECTBO JAOMEHOB CBS3bIBAHMsS MHIIEHH, KOTOPBIE CBA3BIBAOT OJHY MHILIEHb
(HampuMep, AMMeEpBI, TPUMEPHI W T.A.). B HEKOTOpeIX BapuaHTax ocymectsieHus: DDpp
comepxur 2, 3, 4, 5 i 6onee 5 DD, xotopeie crieruduuecku cBs3biBatoT p26 AFP 1 xoTopsie
UMEIOT aMUHOKHCIIOTHYIO MOCIIEN0BATEIbHOCTD, BBIOPAHHYIO U3 IpyIel, cocrosimeii n3 SEQ ID
NO: 741-874 u 886-895. B HekoTOpbIX BapuaHTax ocyuectsieHust DDpp conepxur 2, 3, 4, 5
i Ooniee S DD, KOTOpBIe UMEIOT OMHAKOBBIE TOCIEAOBATENILHOCTH. B HEKOTOPBIX BapHaHTaX
ocymecteienuss DDpp comepxkur 2, 3, 4, 5 unmu Gonee 5 DD, kortopele crnenmuduuecku
CBA3BIBAIOTCS C pasiuyHbiMU 3nutonamMu p26 AFP u koTopble MMEHOT aMHUHOKHUCIOTHYIO
MOCJIEOBATEIbHOCTD, BRIOPAaHHYIO U3 TpyIibl, coctosmeit u3 SEQ ID NO: 741-874 u 886-895.
B HekoTopeix BapmaHTax ocymecTtBieHuss DDpp copepxkut DD, kotopslii crenmduuecku
cBs3biBaeT p26 AFP u nmomojsHUTEeNnbHO comepkuT 2, 3, 4, 5 wiu Ooyiee S5 IOMOJHUTENbHBIX
pasnuuebiX DD nin fOMEHOB CBs3bIBAaHHUS MHILIEHU (Hanmpumep, scFv), koTopele cnenmduyuecku
cBsA3bIBalOTCS C p26 AFP unu 1pyruM aHTUreHOM-MUIIEHbIO. B HEKOTOpbIX BapuaHTax
ocymectsieHust DDpp conepxur DD, koTopsiii cieungudecku csizbiBaet p26 AFP (Hampumep,
DD, umeromuii aMUHOKHCIIOTHYIO MOCIENOBATEIbHOCTD, BEIOPAHHYIO U3 TPYIIIBI, COCTOSIIEH 13
SEQ ID NO: 741-874 wu 886-895), W IOMONHUTENBLHO CONEPKUT OXOWUH WM Oojee
AONOJHUATENbHBIX DD unan Apyrux O1OMEHOB CBSI3BIBAHMSI MUIIEHH, CBSI3BIBAIOIIMX OAWH WJIU
0oJiee aHTUIE€HOB, HKCIPECCHPYEMBIX Ha MOBEPXHOCTH B-kieTkn. B HEKOTOpBIX BapuaHTax

ocymectsieHust DDpp conepxur DD, koTopslii cieungudecku cBsizbiaet p26 AFP (Hampumep,
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DD, umeromuii aMUHOKUCIIOTHYIO MOCIENOBATEIbHOCTD, BEIOPAHHYIO U3 TPYIIIBI, COCTOSIIEH 13
SEQ ID NO: 741-874 wu 886-895), W IOMONHUTENHLHO CONEPKUT OAMH WM OoJjee
AONOJHUATENbHBIX DD unan Apyrux O1OMEHOB CBSI3BIBAHMSI MUIIEHH, CBSI3BIBAIOIIMX OAWH WJIU
OoJiee pakoBBIX aHTUIE€HOB. B HeEKOTOpBIX BapuaHTax ocymecteieHust DDpp comepxkur DD,
KOTOpBIH cnieunguiecku cBsazbiBaeT p26 AFP (Hanmpumep, DD, mmMerounii aMUHOKHCIOTHYIO
MOCIIeIOBATEIBHOCTb, BEIOPaHHYIO U3 rpymmsbl, coctosimeit u3 SEQ ID NO: 741-874 u 886-895)
u crienuduyuecku cBs3biBaeT 2, 3, 4, S win Oonee 5 pasnuuHbIX MUIIeHed. B apyrux BapuanTtax
ocymectsieHust DDpp conepxur DD, koTopsiii cieungudecku csizbiBaet p26 AFP (Hanpumep,
DD, umeromuii aMUHOKHCIIOTHYIO MOCIENOBATEIbHOCTD, BEIOPAHHYIO U3 TPYIIIBI, COCTOSIIEH 13
SEQ ID NO: 741-874 u 886-895) u cnetmduyeckn cBs3bIBaet 2, 3, 4, 5 wun Gonee 5 pasmudHbIX
PaKOBBIX AaHTUI€HOB. B HEKOTOPBIX BapuaHTax ocymectsiaeHus DDpp copepxut DD, koTOpBIi
cneuupuyeckn cBs3biBaer p26 AFP  (mampumep, DD, wumeromuii aMHHOKHCIOTHYIO
MOCJIEI0OBATEILHOCTD, BBIOpaHHYIO U3 rpymmbl, coctosmiei 3 SEQ ID NO: 741-874 u 886-895)
u cnemuduuecku CBsi3biBaeT 2, 3, 4, 5 wim Oonee S5 pasNUYHBIX PAKOBBIX AHTUTECHOB,
SKCIPECCUPYEMBIX Ha MOBEPXHOCTH PAKOBOU KJIETKU. B HEKOTOPBIX BAPUAHTAX OCYILECTBJICHUS
DDpp conepsxxut DD, kotopeiii cniermduuecku cesizpiBaer p26 AFP (manpumep, DD, umeromuii
AMUHOKHUCJIOTHYIO MOCJIeNOBATEIBHOCTD, BEIOPAaHHYIO U3 Tpymimbl, cocrosimed u3 SEQ ID NO:
741-874 u 886-895) u crneunduyecku cBs3biBaeT 2, 3, 4, 5 wim Oojiee S5 pakOBBIX aHTUTCHOB,
3KCHPECCUPYEMBIX HA MOBEPXHOCTH PA3JIMYHBIX PAKOBBIX KJIETOK.

[0288] B HexoTOpBIX BapuaHTax ocyuiecTBieHuss DDpp comep:KuT BapuaHT pacKpbITOro
B JIaHHOM JOKyMeHTe cBsizbiBaroiiero p26 AFP DD (stanonusiii DD), koTOpbIil coxpaHser
cnocoOHocTh cnennduyeckn cBs3piBaTh p26 AFP. B HekoTOpBIX BapuaHTax OCYLIECTBICHHS
MOCJIEIOBATEIbHOCTh BapuaHTa cBszbiBatomero p26 AFP DD conepxur 1, 2, 3, 4, 5,6, 7, 8, 9
unn 10, 1-3, 1-5 nmu 1-10 xOHCEpBAaTUBHBIX WM HEKOHCEPBATHUBHBIX 3aMEH IO CPABHEHUIO C
3TaJOHHBIM cBsizbiBaromnM p26 AFP DD, umerommum aMHUHOKHCIOTHYIO MOCIEN0BATEIbHOCTD,
BbIOpaHHyI0 u3 rpymmbl, cocrosimeir w3 SEQ ID NO: 741-874 u 886-895. B HekoTOpBIX
BapHaHTax OCYILIECTBJIEHUs IIOCJIEOBAaTEeNIbHOCTh BapuaHTa cBs3bIBaroiiero p26 AFP DD
comepxut 1, 2, 3, 4, 5,6, 7, 8 9 uwiu 10, 1-3, 1-5 unu 1-10 xoOHCEpBAaTUBHBIX 3aMEH IO
CPaBHEHMIO C O3TaJlOHHBIM cCBsi3biBatoIMM p26 AFP DD, umeromuM aMHUHOKHCIOTHYHO
NOCIIeIOBATEIBHOCTD, BBIOPaHHYIO M3 rpymmsl, coctosimeii u3 SEQ ID NO: 741-874 u 886-895.
B HEKOTOpBIX BapHaHTax OCYLIECTBJICHHUsS MOCIEAOBATEIbHOCTh BAPHUAHTA CBA3BIBAIOLIETO P26
AFP DD copepxur 1, 2, 3,4, 5,6, 7,8, 9 unmu 10, 1-3, 1-5 unu 1-10 HEKOHCEPBATUBHBIX 3aMEH
[0 CPaBHEHHUIO C OSTAJOHHBIM cBs3bpiBaromiuM p26 AFP DD, umeromuM aMHUHOKHCIOTHYHO
MOCJIEZIOBATEILHOCTD, BEIOpaHHYIO U3 rpymmbl, cocrosieit u3 SEQ ID NO: 741-874 u 886-895.

[0289] B HexkoTOpbIX BapuaHTaX OCYLIECTBIEHUs IOCIEAOBATEIbHOCTh BapUaHTa
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ces3biBarotero p26 AFP DD conepxxut B obmieit cnoxuaoctu 1, 2, 3,4, 5, 6, 7, 8, 9 unu 10, 1-3,
I-5 wmm 1-10 KOHCEpBaTHUBHBIX WM HEKOHCEPBATUBHBIX 3aMEH B  IOJIOXKEHUSX,
COOTBETCTBYIOLUX AMHHOKHCJIOTHBIM oOcCTatkam ¢ 1-22, 29-46 wu 52-72 3TajoHHOro
cBsizbIBarolero p26 AFP DD, umerorero aMHHOKHCIOTHYIO MTOCIEN0BATENIbHOCTD, BRIOPAHHYIO
u3 rpymmnsl, cocrosuieii u3 SEQ ID NO: 4741-874 u 886-895. B HeKOTOpBIX BapuaHTax
OCYILECTBJIEHUS TOCJIEI0OBATENbHOCTh BapuaHTa cBssbiBatoliero p26 AFP DD coapepxut B
obmeii cnoxkuoctu 1, 2, 3, 4, 5,6, 7, 8, 9 unu 10, 1-3, 1-5 unn 1-10 kOHCEpBAaTHBHBIX 3aMEH B
MOJIOKEHUAX, COOTBETCTBYIOIUX AMUHOKHCIOTHBIM OCTaTkam ¢ 1-22, 29-46 u 52-72
3TajoHHOrO cBsi3biBatouiero p26 AFP DD, nMeromero aMuHOKHCIIOTHYIO TOCIE10BAaTEIbHOCTD,
BbIOpaHHyI0 u3 rpymmbl, cocrosimeir w3 SEQ ID NO: 741-874 u 886-895. B HekoTOpBIX
BapHaHTax OCYILIECTBJIEHUs IIOCJIEOBAaTEeNIbHOCTh BapuaHTa cBs3bIBaroiiero p26 AFP DD
comepkut B obOmel cnmoxkuoctu 1, 2, 3, 4, 5, 6, 7, 8, 9 wmu 10, 1-3, 1-5 wmm 1-10
HEKOHCEPBATUBHBIX 3aMEH B MOJIOKEHUSAX, COOTBETCTBYKOIUX AMUHOKUCIOTHBIM OCTaTKaM C 1-
22, 29-46 u 52-72 stanoHHoro cesspiBaroiiero p26 AFP DD, umeromiero aMHHOKHCIOTHYIO
NOCIIeIOBATEIBHOCTb, BEIOPAaHHYIO U3 rpymnibl, coctosiuieit n3 SEQ ID NO: 741-874 u 886-895.

[0290] B HexkoTOpbIX BapUaHTaX OCYLIECTBJIEHMsI IOCIEN0BATEIbHOCTh BapUaHTa
ces3biBarotero p26 AFP DD conepxxut B obmieit cnoxuaoctu 1, 2, 3,4, 5, 6, 7, 8, 9 unu 10, 1-3,
I-5 wmm 1-10 KOHCEpBaTHUBHBIX WM HEKOHCEPBATUBHBIX 3aMEH B  IOJIOXKEHUSX,
COOTBETCTBYIOLIUX aMUHOKHUCIOTHBIM octaTkam: 2-6, 8-10, 12, 13, 15-17, 19, 20, 29, 30, 32-34,
36, 37, 39-41, 43, 44, 52-55, 57-59, 61, 62, 64-66 u 68-70, sTanoHHoro cesaspiBaroiero p26 AFP
DD, umeromiero aMHHOKHCIOTHYIO MOCIIEN0BATENbHOCTD, BBIOPAHHYIO M3 TPYIMIIBI, COCTOSIIEH
3 SEQ ID NO: 741-874 u 886-805. B HEKOTOpbIX BapHaHTax OCYILIECTBIEHUS
MOCIIeIOBATEIBHOCTh BapuaHTa cesi3biBaromero p26 AFP DD coxepskut B obmeit cinosknoctH 1,
2,3,4,5 6,7, 8 9 um 10, 1-3, 1-5 unu 1-10 KOHCEpBATUBHBIX 3aME€H B MOJOXKEHUSX,
COOTBETCTBYIOLIUX aMUHOKHUCIOTHBIM octaTkam: 2-6, 8-10, 12, 13, 15-17, 19, 20, 29, 30, 32-34,
36, 37, 39-41, 43, 44, 52-55, 57-59, 61, 62, 64-66 u 68-70, stanonnoro DD, umeromero
AMUHOKHUCJIOTHYIO MOCJIeNOBATEIBHOCTD, BEIOPAaHHYIO U3 Tpymimbl, cocrosimed u3 SEQ ID NO:
741-874 n 886-895. B HEKOTOpBIX BapHaHTaX OCYLIECTBIEHUs MOCIEI0BATEIbHOCTh BAPUAHTA
ces3biBarotero p26 AFP DD conepxxut B obmieit cnoxuaoctu 1, 2, 3,4, 5, 6, 7, 8, 9 unu 10, 1-3,
1-5 nnu 1-10 HEKOHCEPBATUBHBIX 3aAMEH B MOJIOKEHUAX, COOTBETCTBYIOIIUX AMUHOKHCIOTHBIM
ocratkam: 2-6, 8-10, 12, 13, 15-17, 19, 20, 29, 30, 32-34, 36, 37, 39-41, 43, 44, 52-55, 57-59, 61,
62, 64-66 u 68-70, stamoHHoro DD, uMeromero amMuHOKHCIOTHYIO MOCJIE€I0BATEIbHOCTD,
BbIOpaHHyt0 u3 rpymbl, cocrosiueit n3 SEQ ID NO: 741-874 u 886-895.

[0291] B HEKOTOpPBIX BapHaHTaX OCYIIECTBJEHHUS B JaHHOM H300pPETEHUH MPEIIONKEH

cesi3biBaroInid p26 AFP DDpp, KOTOpBII MOJHOCTBIO HIJIM YaCTHYHO (HATTPUMEp, MePEKPhIBACTCS
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C BMUTONOM) ONOKHMPYET CBsi3bIiBaHUE dTajioHHoro DD ¢ p26 AFP, mpuyem stanmonblii DD
UMeeT aMHHOKHCIIOTHYIO MOCIIEN0BaTENbHOCTD, BeIOpanHyto u3 SEQ ID NO: 741 873 u 874. B
OPYTUX BapHAHTaX OCYIIECTBJICHHS B JAHHOM H300pEeTeHUH MPeIJIOKeH CBsi3bIBatoIuil p26 AFP
DDpp, xkoTOpBIii CBsI3BIBAETCS ¢ TeM ke snutonoM p26 AFP, uro u stanonHsslit DD, cocrosuii
13 aMUHOKHUCJIOTHOM MOC/IeA0BaTEIbHOCTH, BIOpanHoi u3 SEQ ID NO: 741 873 u 874.

[0292] B HEekoTOpBIX BapuaHTax ocyuiectBieHHss DDpp mpencrasnsier coOOH CIUTBIN
Oenok, conepxamuii DD, kotopsiii cnenuduuecku cpsspiBaer p26 AFP. B HekoTOpbhIX
BapuaHTax ocyuiectBienus DDpp npencrasisier coboli cnuteiii Oesok, coxmepskamuii DD,
KOTOpBI  cmeuuduueckn  cBssbiBaeT  p26  AFP, UMEIOIINA  aMUHOKHUCJIOTHYHO
nocnieaoBarenbHocTh, cocrosmyo u3 SEQ ID NO: 9. B npyrux BapuaHTax OCYyLIE€CTBJIEHUS
DDpp conmep>KuT aMHHOKHCIOTHYIO MOCIIEAOBATENIbHOCTD, BBIOPAHHYIO U3 T'PYIIIbI, COCTOSIIEH
u3 SEQ ID NO: 741-874 u 886-895. B apyrux Bapuanrax ocyiuectsienus DDpp npencrasisier
co0oii ciuTeIi O6emoK, conepkamuil cs3biBatoinii p26 AFP DD, koTopslii siBIIsSIeTCSI BApHAHTOM
DD, conep:kaium aMMHOKHCIIOTHYIO TTOCIIEAOBATENbHOCTD, BBIOPAHHYIO U3 IPYIIIBI, COCTOSIIEH
3 SEQ ID NO: 741-874 u 886-895. B HexkoTOpbIX BapuaHTax ocyuiecTBieHus DDpp
npezncrasisier cobol cnuThlil 6enok, copepskammii DD, xoTopseii cneruduyecku cBsA3bIBaeT p26
AFP, GyHKUMOHAIBHO CBSI3aHHBIN C MMOJIHOPA3MEPHBIM AHTUTEJIOM MJIHM HacThio ((pparmMeHTOM)
aHTuTena. B HEKOTOPBIX BapuaHTax ocyuiectiaeHuss DDpp mpencrasisier coO0H CauThIid Oenok
Fc. B HeKOTOpBIX BapuaHTaX OCYIIECTBJCHUs CIUTHIN Oenok DDpp comep:KuT nosHOpa3MepHOe
aarureno IgG (mampumep, 1gGl, 1gG2, 1gG2 numm IgG4). B apyrux BapuaHTax OCYIIECTBICHUS
ciuteli  Genmok  DDpp comepkuT TMONHOpa3MEpPHOE AaHTUTENO, KOTOpoe crenupuvecku
CBA3BIBAETCA C PaKOBBIM aHTUreHOM. B npyrux Bapuanrtax ocyuectsieHuss DDpp conepkut
KOMMEPYECKH OJJOOPEHHOE TePANeBTHUECKOE aHTUTENO (HampuMmep, puTykcumad, odatymyman,
okpenuszymad, Benbry3ymad, MEDI-551, snpaty3ymad, Oenumymad, tabamymad, AMG-557,
MEDI-570 nu NN882). B apyrux BapuaHTax OCyIIecTBJIeHUs cBsizpiBaromuii p26 AFP DDpp
npencrasisier coboit ciuThiii Oenok Fe. B npyrux BapuanTax ocyiiectBiieHus: CauThiid Oenok Fe
COZAEPKUT BapuaHT foMeHa Fc denoseka.

[0293] B HEKOTOpBIX BapuaHTax ocyuiecTBieHus: DDpp mpencrasniser coOOW CIMTHINA
Oenok, comepkammii cespBaroMil  p26  AFP DD, (QyHKIMOHAJIBHO CBA3aHHBIA C
CBIBOPOTOYHBIM OelKOM. B HEKOTOpBIX BapHaHTaX OCYLIECTBIEHHs CIUTBIH Oenok DDpp
COIEPKUT aMUHOKHCIIOTHYIO MOCIIEI0OBATENIbHOCTD, BBIOPAHHYIO U3 IpymIibl, cocrosiimed u3 SEQ
ID NO: 741-874 u 886-895. B npyrux BapHaHTax OCYINECTBJIEHHUs CIMThIH Oemox DDpp,
csipiBaromnii  p26  AFP, comepxuT BapuaHT aMHUHOKHCJIOTHOM TOCJIENOBATEIbHOCTH,
BbIOpaHHOM n3 rpynmbl, coctosmer u3 SEQ ID NO: 741-874 u 886-895. B npyrux BapmanTax

OCyILIeCTBIIEHHs! CIUTHIN Oenok DDpp comep:kuT uenoBe4eCKUi ChIBOPOTOUHBIH aIbOYMUH HIIH
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ero (parmeHT. B HEKOTOpPBIX BapHaHTaxX OCYIIECTBIEHHs CIUTBIH Oenok DDpp comep:kur
¢parMeHT Oenka CHIBOPOTKM HJIM AHTUTCHHBIH (parMeHT Oeyka ChIBOPOTKH. B HEKOTOPBIX
BapHAHTAaX OCYIIECTBJIEHUs CIUTBINA Oesnok DDpp conep:kut ¢parment, cocrosmuii u3 5-500, 5-
400, 5-300, 5-200, 5-100, 5-50, 10-500, 10-400, 10-300, 10-200, 10-100 wumu 10-50
AMHHOKHCJIOT ChIBOPOTOYHOTO OeJIKa.

[0294] B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHUS CBs3bIBatoui p26 AFP ciuThlii 6enok
DDpp conep’XuT BHEKJIETOYHbIH JOMEH pelenTopa Win ero ¢pparMenT. B HEeKOTOPBIX BapUaHTax
ocymiecTBleHUs: ciuThlii 6enok DDpp comepskut DD, KOTOpBIH COOEPKUT aMUHOKHCIOTHYIO
NOCIIeIOBATEIBHOCTD, BBIOPaHHYIO M3 rpymmsl, coctosimeii u3 SEQ ID NO: 741-874 u 886-895.
B npyrux BapuaHTax ocyuiectBieHus ciutbiii 6enok DDpp, csspiBaromuii p26 AFP, compepsxut
BapUAHT aMUHOKHUCJIOTHOW MOCJIeOBATEIbHOCTH, BBIOPAaHHOW U3 rpymibl, coctosimed u3 SEQ
ID NO: 741-874 u 886-895. B apyrux BapuaHTax OCYILIECTBJIEHUs CBsi3biBaromiuii p26 AFP
ciutbiii 6eok DDpp conepskut BHekneTouHbli noMeH BCMA (SEQ ID NO: 7) unun CD123
(SEQ ID NO: 8) nnu ux ¢gparmenrta. B npyrux BapuaHTax OCYIIECTBJICHUS CBSI3bIBAIOIINI P26
AFP crnuteiii 0enoxk DDpp comepskut Breknerounsiii nomeH BCMA (SEQ ID NO: 7) umu
CD123 (SEQ ID NO: 8) mmu CS1 (SEQ ID NO: 925) mmm ux ¢parmenta. B HEKOTOPBIX
BApPMAHTAX OCYIIECTBJICHUS CBs3bIBatomid p26 AFP cmuteiii 6emox DDpp comepxur
BHEKJIETOUHBIN JOMEH pelenTopa, BRIOPaHHOTO U3 Tpymibl, coctosimedi u3: CD19, CD20, CD22,
HVEM, BTLA, DR3, CD37, TSLPR, IL7R u gp96, wnu ux pparmenra.

[0295] B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHUS CBs3bIBatoIui p26 AFP ciuThlii 6enok
DDpp conepskut ¢pparmeHT, coctosmuii u3 5-500, 5-400, 5-300, 5-200, 5-100, 5-50, 10-500, 10-
400, 10-300, 10-200, 10-100 mmm 10-50 aMHUHOKHUCAOT BHEKJETOYHOIO IOMEHA peLentopa
KJIETOYHOH MOBEPXHOCTH. B HEKOTOPHIX BapuaHTaX OCYINECTBJICHUS CIUTBHIA Oemok DDpp
comepxut pparmeHt BHekIeTouHoro nomena BCMA (SEQ ID NO: 7) unu CD123 (SEQ ID NO:
8). B HekoTOphIX BapuaHTax OCYIIECTBICHHUs ChUTbIi Oenok DDpp comep:kur ¢parmeHt
BHekJerouHoro noMeHa BCMA (SEQ ID NO: 7) unmu CD123 (SEQ ID NO: 8) i CS1 (SEQ ID
NO: 925). B HexkoTOpbIX BapuaHTax ocymecTsieHus DDpp conep:kut pparMeHT BHEKJIETOUHOTO
JOMEHa pelenTopa, BhIOpaHHOro W3 rpymmbl, coctosmeid 3. CD19, CD20, CD22, HVEM,
BTLA, DR3, CD37; TSLPR, IL7R u gp96.

[0296] B nonomHUTENBHBIX BapHaHTax OCYIIeCTBIIEeHUs cBs3biBatomnii p26 AFP cnuTelit
6enok DDpp comepkKMT BHYTPHKJIETOUHBIH Oenok (Hampumep, SACpHBI O€JIOK) WM ero
¢parmMeHT. B HEKOTOpBIX BapuaHTaxX OCYyIIeCTBIEeHUs chuTbli Oemok DDpp conmepskutr DD,
KOTOPBI CONEPKUT aMHUHOKHCIOTHYIO IMOCHENOBATENIbHOCTh, BBIOPAHHYIO W3  TPYIIIHL,
cocrosiuteil u3 SEQ ID NO: 741-874 u 886-895. B npyrux BapuaHTax OCYIIECTBIEHUS CIUTHIN

oenmok  DDpp, cBseBaromuii  p26  AFP, comepKUT BapuaHT  aMHUHOKHCJIOTHOU
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MOCJIEAOBATEIFHOCTH, BBIOpAHHOU M3 rpymibl, coctosmeit u3 SEQ ID NO: 741-874 u 886-895.
B HekoTOpBIX BapHaHTaxX OCYINECTBJIECHHUS CBs3bBaromuil p26 AFP cmuteiii Genok DDpp
comepxut parment, cocrosiuii m3 5-500, 5-400, 5-300, 5-200, 5-100, 5-50, 10-500, 10-400,
10-300, 10-200, 10-100 wmm 10-50 aMHUHOKHCIOTHBIX OCTATKOB BHYTPUKJIETOUHOrO Oelika
(HampuMep, saepHOTro OeKa).

[0297] Taxxe mpenjioxeHbl HYKJIEMHOBbIE KHUCIOTHI, koaupyrowmue DDpp u BekTopsl,
cozep Kalre HyKJIEHHOBBIE KUCJIOTHL. Takke MPeIIosKeHbl KIETKH-X0351€Ba (BKJII0Yasi BUPYCHbBIE
YaCTHUIIbl), COJAEPKAIlMe HYKJICHHOBbIE KHCIOTBI M BEKTOPHL. B HEKOTOpPBIX BapUaHTax
OCYLIECTBJIEHUs] ~ KJIETKA-XO35MH  TPEACTaBIsAeT  COOOH  NPOKAPUOTHYECKYIO UJn
SYKapUOTHUYECKYIO KIJETKY, KOTOpas mpe3eHTupyeT BapuanT DD Ha cBoell mosepxHocTu. B
HEKOTOPBIX BAPUAHTAX OCYLIECTBJECHHUS KJIETKA-XO35IMH Npe3eHTupyer BapuaHT DD Ha cBoeit
MOBEPXHOCTU. B JOMOJHUTEIPHOM BapHaHTE OCYLIECTBJIEHUs KIETKA-XO3sUMH MPEACTaBISAET
coboii ¢ar, koTopblii mpe3eHTHpyeT BapuaHT DD Ha cBOeil MOBEpXHOCTH. B MOMOTHUTETHHOM
BApPHAHTE OCYIIECTBJICHUS KJIETKA-XO35SWH IMPENCTAaBIsAET COO0H MMMYHHYIO KIETKY YeJOBEKa,
KOTOpasi SKCIPECCUPYET BapUAHTHBIN CIUThIN Oeniok DD Ha cBOel MOBEPXHOCTH.

[0298] Aronuct DDpp otHocuTcst k DDpp, KOTOpBI KakuM-TO 00pa3oM YBEINYHBAET
WIA YCHJIMBAET OHMOJIOTHMYECKYI0 aKTUBHOCTh MuineHn DDpp mnm oGnamaer OMOJOrHYecKoi
AKTUBHOCTBIO, CPaBHHUMOW C HW3BECTHbIM aroHucrom muiieHu DDpp. B apyrom Bapuante
ocyiecTsieHuss DDpp siBJsieTcsi aHTarOHUCTOM MUILEHH, KOTOPYIO OH CBSI3bIBA€T. AHTarOHUCT
DDpp otnocurcst k DDpp, KOTOpBI MOJHOCTBIO HJIM YAaCTHYHO OJIOKHPYET WM KaKUM-JTHOO
0o0pa3oM MpemnsiTCTBYeT OHOJIOTMYeCKON aKTUBHOCTH Oenka-muinenn DDpp wunmu obnamaer
OMONOTUYECKOH AaKTHBHOCTBIO, CPAaBHUMOH C HM3BECTHBIM AHTATOHHUCTOM WM WHTHOMTOPOM
6enxa-mutern DDpp.

[0299] Beipaxenus, Takue Kak «apUHHOCTb CBA3BIBAHUS C MULICHBIOY, «CBSI3bIBAHHE C
MUIIEHBIO» U TOMY NOJOOHBIE, OTHOCATCS K CBOWMCTBY IOJIMIIENITHIA, KOTOPOE MOXKET ObITh
HETIOCPEIACTBEHHO H3MEPEHO IOCPEACTBOM OMNpPEAETeHUss KOHCTAaHT ad(PUHHOCTH, HAIMpHUMED,
konuyectsa DDpp, koTopoe accouuupyer U AUCCOLMUPYET MPU ONPEAECICHHON KOHLIEHTPALUH
aHTureHa. /s XapakTepUCTHKH MOJIEKYJISIPHOTO B3aMMOJACHCTBHUS MOTYT ObITh HCIIOJIB30BaHBI
pasiu4yHble  METOAbI,  BKJIOYAs  AaHAJIW3  KOHKYPEHLUH, aHajlu3  paBHOBECHS U
MUKPOKAJIOPUMETPUUECKUI aHAJIN3, & TAK)KE aHAJIN3 B3aMMOJEHCTBUS B PEAJbHOM BPEMEHU HA
OCHOBE  IMOBEPXHOCTHO-IJIA3MOHHOTO  PE30HAHCHOTO  B3aUMOJEHCTBUsA  (Hampumep, C
UCTIOJb30BaHueM npubopa Biacore®). Otu crmocoObl H3BECTHBI CIIELHATUCTY B JAHHOH 00NacTu
TEeXHHUKU U onucaHbl, HarpuMep, B Neri et al., Tibtech 14: 465-470 (1996) u Jansson et al., J Biol
Chem 272: 8189-8197 (1997).

[0300] Tpebosanwust k ahPUHHOCTH AJIsT JAHHOTO COOBITHS CBsI3bIBaHUSI DDpp 3aBHCAT OT
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MHOKeCTBa (PaKTOPOB, BKIIOUAs, O€3 OrpaHUYEHUs: COCTAB U CIIOKHOCTb MATPHULIbI CBS3BIBAHMS,
BAJICHTHOCTh W TUIOTHOCTb Kak DDpp, Tak U MOJeKylI-MUIIEHel, a Takke (PyHKIHOHAJIBbHOE
npumenenne DDpp. B ognom Bapuante ocymectsienust DDpp CBA3BIBa€T MpPENCTABISAIOIYIO
uHTepec mumens (Hanpumep, BCMA, CD123, AFP umu p26 AFP) ¢ xoHCTaHTO# AMCconmanim
(KD), menbmeii wi pasHoii 5x10° M, 107 M, 5107 M, 10" M, 5x10° M mm 10° M. B
JOTIOJIHUTENIPHOM BapHaHTe OCYIIECTBIeHUsT DDpp CBs3BIBaET MNPEACTABISIIOIIYIO HHTEPEC
mumreHs ¢ KD, menbmeit win paroii 5x10° M, 10° M, 5107 M, 107 M, 5x10°° M wm 107
M. B nonoJHUTENBHOM BapuaHTe ocyecTBieHnss DDpp CBA3bIBaeT NPEACTABISIIOLIYIO HHTEPEC
mumreHs ¢ KD, Merblreit wim pasroit 5x107° M, 107 M, 5x107° M, 107" M, 5x107"' M, 107"
M, 51072 M, 1072 M, 5x107° M, 1077 M, 5x107* M, 107* M, 5x10™° M wm 10 ° M. B
HECKOJIbKUX BapHAHTaX OCYLIECTBIICHUS MpeioskeHHbIH DDpp nMeer KOHCTaHTy AMCCOLMALINY,
BBIOPAHHYIO M3 TPYIIIBIL; OT 10-* M n0 107 M, ot 10° M po 10° M, ot 10°M mo 107 M, ot 107
M o 10* M, ot 10®* M 10 10° M, or 10° M o 10-" M, o1 10" M 10 10" M u or 10" M no
107 M.

[0301] B HekoTOpBIX BapuaHTax ocCyuiecTBieHuss DDpp CBS3BIBAET MPENCTABISIOMIYIO
uHTepec mutiens (Hanpumep, BCMA, CD123, AFP unu p26 AFP) B aktusHo# ¢opme. B onHom
BapuaHTe ocymectsieHrs DDpp oOpatuMo CBS3bIBAET MPEACTABIIOIYI0 UHTEPEC MUILIEHb B
aKTUBHOHU (hopMe, a TaKkke OCBOOOKIAeT CBsI3aHHYIO MHUIIEHb B aKTUBHOH (opme. B HEKOTOPBIX
BapHaHTax ocyuiectieHnss DDpp cBs3bIBaeT NpeacTaBisSIOIIYI0 HHTEPEC MUIIEHb B HATHBHOM
¢dopme. B KOHKpETHBIX BapuaHTax ocymecTBieHuss DDpp CBs3bIBaET NPEnCTaBIISIOUIYIO

-1

2

5x107cex ', 107 cex ', 5x10° cex ', 107 cex ', 5x107 cex ', 107 cex-', 5x107° cex ', 107°

2

cek ', 5x107 cex ', 107 cex \, 5x107" cex ', 107 cex !, 5107 cex ', 107 cex ', 5x107*

. . 110
UHTEpPEC MHIIEHb CO CKOPOCThIO amccoumanmu uin Koy, Oonbmmeidt wimm paBHOi 10 cex

cex ', 102 cex ', 5x107" cex ! mm 10 cex .

[0302] DkcriepuMeHTBI O CBSI3bIBAHUIO JJist onpenenennss KD u ckopocTu nucconuanum
MOTYT OBITh BBITIOJHEHBI B Psifie YCJIOBHIA, BKItOUasi, O0e3 orpanudenus, [pH 6,0, 0,01 % Tween
2], [pH 6,0, 0,1 % xenatus], [pH 5,0, 0,01 % Tween 2], [pH 9,0, 0,1 % Tween 2], [pH 6,0, 15 %
stuneHrnkob, 0,01 % Tween 2], [pH 5,0, 15 % stunenrnukoins, 0,01 % Tween 2] u [pH 9,0,
15 % ostunenrnmukons, 0,01 % Tween 2]. Bydepsl, B KOTOPBIX MOXKHO NPUTOTOBUTH 3TH
pacTBOpPBI, MOTYT OBITH JIETKO OIPENENIeHbl CHELHAIHCTOM B IAHHOW OONACTH TEXHUKH U B
3HAYUTENBHON CTENEHU 3aBUCAT OT kenaemoro pH konedunoro pacrtsopa. PacTsopsl ¢ HU3KUM
pH (<pH 5,5) MoryT ObITb IPUTOTOBJICHBI, HAPUMEP, B LUTpaTHOM Oydepe, Oydepe riauuus-
HCl umu B Oydepe stHTapHOH KUCIOTHL. PacTBOpBI ¢ BBICOKMM pH MOKHO NPUTOTOBUTH,
Hanpumep, B Tpuc-HCl, docdaraeix Oypepax wnnm OukapOoHaTHBIX Oydepax HATPHsL

Crenanuct B JaHHOH OOJNAaCTH TEXHHKH OOBIYHO MOXKET HCIIOJIb30BaTh PSR YCIOBHHA JUIS
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onpenenenus KD u ckopocTell AMCCOLMALIMY € LENbIK0 ONPEEIeHHs], HAPUMep, ONTHMAJIBHBIX
3HaueHni pH n/nnm KOHIEHTpPALUHN COJH.

[0303] B omHOoM BapuanTe ocymectBieHuss DDpp crneuuduyuecku CBSI3bIBAET
NPEACTaBISIOM Y0 nHTepec MulieHb (Hanpumep, BCMA, CD123, AFP wnu p26 AFP) ¢ Kogr B
munama3zone ot 0,1 mo 107 ceK'l, or 107 o 107 cex ! mmm ot 0,5 X 107 o 107 cex!. B
KOHKPETHOM BapuaHte ocymectsienus DDpp (Hanpumep, ciautbiii 6enok DDpp) cBszbiBaeT
MPEICTABIISIFOIIYI0 MHTEpEC MHIIEHb O CKopocThio amccoruanun (Kog) MeHee uem 5 X 10”
ceK'l, 107 ceK'l, 5 X 107 cex” umm 107 cex-'. B IOTIOJIHUTENIBHOM BAPHUAHTE OCYILECTBJIEHUS
DDpp cBsi3pIBaeT MNPENCTABISIOMIVIO HHTEPEC MHIIEHb CO CKOpocThio nuccounannu (Kog)
menee, uem 5 X 107 cex™, 107 cex™, 5 X 107 cex™ mmm 107 cex-', 5 X10° cex™, 10° cex”, 5 X
107 cex™ mmm 107 cex™.

[0304] B omHOM BapuanTe ocymectsieHuss DDpp crmeunduyecku CBS3bIBaET
NPEACTaBISIOMYI0 HHTepec MumueHb (Hampumep, BCMA, CD123, AFP umn p26 AFP) ¢ Ko, B
nUana3oHe OT 10° o 107 M'lceK'l, or 10° o 10° M'lceK'l, wi ot 10° o 10° M'cex!. B
KOHKPETHOM BapuaHte ocymectsienus DDpp (Hanpumep, ciautbiii 6enok DDpp) cBszbiBaeT

3 . R
TPEACTABISIOIIYI0 HHTEPEC MULIEHb CO CKOpocThio accommarmn (Kop) Gonee qem 10° M cex™

5 X 10° M'cex!

2

, 10* M'cex! mm 5 X 10" M'cex’. B nomonHuTensHOM BapUAHTE
ocymectsieHus: DDpp CBsI3bIBaeT MPENCTaBISIONIYIO HHTepeC MulleHb ¢ Ko, Ooee, yem 10° M
cex™, 5 X 10° M-"cex™, 10° M cex™ w5 X 10° M cex™ mm 10" M cex™.

[0305] Monekynbl HyKJI€HHOBBIX KUCIOT, KOAUPYIOIIHNE pacKprIThiii DDpp, BKIIIOUEHE! B
JaHHBIA JOKYMEHT, KaKk U BEKTOPbI, COep Kalllie 3TH HYKJIEHHOBbIE KUCIOTHI, KJIETKHU-X035€Ba,
COZepIKAIUE ST BEKTOPBI HYKJIEUHOBBIX KUCIIOT, U CIIOCOOBI OJy4EHHUs CIUTBIX OenkoB DDpp-
anbOyMUH W TPHUMEHEHHE 3TUX HYKJICHHOBBIX KHCJIOT, BEKTOPOB W/MJH KJIETOK-XO35EB.
Hzo0pererne Taxke OXBAThIBAET (papMalleBTHUECKHE COCTAaBbl, COIEpIKAIUE CIHUTHIA Oesok
DDpp-anebymue u  ¢papMaleBTHUECKH NPUEMIIEMBIH pa30aBUTENb MM HOCUTENb. Takue
COCTaBbl MOTYT OBITh HCIIOJIb30BaHBI B CIIOCO0AX JIEUEHUs, MPOGUIAKTHKH, YIYUIICHUS WIIH
IVAarHOCTUKK 3a00JieBaHMsI WJIM CHUMITOMAa 3a00JieBaHMs Y TMALUEHTa, MPEeNNOYTHTEIBHO
MJIEKOITUTAIOLIETr0, HauOoJiee MPEANOYTUTENIbHO YEeJNOBEKa, BKIIIOYAIOIINX STal BBEICHHS
(bapMaLeBTHUECKOTO COCTaBa MAIUEHTY.

ITonyuenue DDpp

[0306] PackpeiTeiii DDpp MokeT ObITb OOBIMHO TIONYYEH C  HCIOJIb30BAHHUEM
KOMMEPYECKH JOCTYMHBIX PEareéHTOB U METOIMK, M3BECTHBIX B JAHHOW OONacTH TeXHUKU. B
OTHOM BapHiaHTe ocyiiecTBieHuss DDpp cuHTe3upyroT crnocobamu TBepAo(a3sHOro CHHTE3A,

U3BECTHBIMHU B JTJaHHOH oOjactu TexHukH, Takumu kak, Merrifield, J. Am. Chem. Soc. 85: 2149

(1963); Davis et al., Biochem. Intl. 10: 394-414 (1985); Larsen et al., J. Am. Chem. Soc. 115:
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6247 (1993); Smith et al., J. Peptide Protein Res. 44: 183 (1994); ODonnell et al., J. Am. Chem.
Soc. 118: 6070 (1996), Stewart and Young, Solid Phase Peptide Synthesis, Freeman (1969);,
Finn et al., The Proteins, 3.sup.rd ed., 2: 105-253 (1976) u Erickson et al., The Proteins, 3.sup.rd
ed., 2: 257-527 (1976). B naHHOM H300peTeHNH pacCMaTPUBAIOTCS CHHTETHYECKHE nenTuasl. B
KAQ4eCTBE aJbTEPHATUBBL, MENTHI SKCIPECCHPYETCS PEKOMOMHAHTHO TIyTEM BBEICHHS
HYKJIEMHOBON KHUCJOTBI, KOAMpYHOUEH packpeiTeli DDpp, B KIETKH-X038€Ba, KOTOpPBIE
KYJbTHBUPYIOT JJIST SKCIIPECCHU MenTHaa. Takue MenTHAbl OUUINAIOT OT KYJBTYPaIbHON Cpembl
W KJIETOYHOTO nebpuca.

[0307] Ilonyuenne  DDpp, npurogHoro  ansg  NPaKkTUYECKOTO  MPUMEHEHMUs
NPEIJIOKEHHBIX CIOCOO0B, MOXKET OBITh OCYILIECTBJIEHO C UCIOJNBb30BAHUEM Pa3IMYHBIX
CTaHIAPTHBIX METOJOB XHMHYECKOTO CHHTE3d, MOJYCHHTETHYECKUX METONOB U METONUK
pexombunanTHeIX JIHK, M3BEeCTHBIX B NAaHHOUW OONACTH TEXHUKU. Takike MPenyioKeH Crocod
nosydeHuss DDpp, HHIUBUYa IbHO WIIM KaK YaCTh MHOTOJIOMEHHOTO CIIUTOTO O€JiKa, B KauecTBe
PAacTBOPUMBIX areHTOB M OEJTKOB, aCCOLIMAPOBAHHBIX C KIIETKAMH.

[0308] HeoOsi3aTenbHO, 3TaliOHHAS MMOCIENOBATENBHOCTh HW/HIM MOAU(PHIMPOBAHHBIC
nosunentuasl (Hanpumep, DDpp) moryt ObITh Ae-uMMyHH3HMpoBaHbl. Hampumep, ocratku mnu
MOTHUBBI,  KOTOpPbI€  SIBJIIIFOTCS ~ TMOTEHIUAJBbHO  HMMMYHOT€HHBIMH,  MOTYT  OBIThb
UACHTUQUIHUPOBAHBI U MOAU(PHUIMPOBAHBI JJsI  YMEHBIIEHUS WM 3JIMMHUHHUPOBAHHS
MOTEHINAIBbHBIX UMMYHHBIX 0TBeTOB Ha DDpp. JlononHuTenbHBIE TOAPOOHOCTH, OTHOCSIIUECS
K Pa3JIMYHBIM BapuUaHTaM M3TOTOBJICHUS, BbIOOpa W BbinedeHus DDpp, mpexacrasieHbl Oosee
nopoOHO HUXKE.

PexomOunanTHas sxcnpeccus DDpp

[0309] B HekoTOpbIX BapuaHTax ocymecTsieHus DDpp, Takoil Kkak CIUTBIA Oenok
DDpp, «pexkoMOWHAaHTHO MpPOAYLHPYETCs», (T.€., TPOAYLHPYETCS C HUCIOJIb30BAHUEM
texHosorun pexkomOuHaHTHRIX JIHK). HMmmoctpatuBHble pEeKOMOMHAHTHBIE — CIOCOOBI,
JOCTYITHBIE IJIsI CHHTE3a CIUTBIX OenkoB DDpp, BKIIIOUarOT, O€3 OrpaHu4eHus], CHHTE3 Ha OCHOBE
noymMepasHoil nenHol peakiuu (ITL[P), xoHkaTemepuzamui, OECIIOBHOE KJIOHUPOBAHWE U
aurupoBanre B oOparHom Hampaeienuu. (RDL) (cm., wanpumep, Meyer et al,
Biomacromolecules 3: 357-367 (2002); Kurihara et al., Biotechnol. Lett. 27: 665-670 (2005);
Haider et al., Mol. Pharm. 2: 139-150 (2005) m McMillan et al., 32: 3643-3646 (1999),
COIEpKaHUE KaXIOTO M3 KOTOPBIX BKIJIIOYEHO B NAHHBIH NOKYMEHTE B KadeCTBE CCBUIKU B
MIOJTHOM O0BEME.

[0310] Taxxe mpennoKeHbl HYKICHMHOBBIE KUCJIOTHI, COIEpIKAIlNe MOJMHYKICOTHAHYIO
MOCJIEOBATENIFHOCTh, Koaupyromy DDpp. Takue MNONMHYKIEOTHABI HEOOsS3aTeIbHO

JOTIOJIHUTENIPHO CONEpKaT OOUH MJIM OoJiee 3JEMEHTOB KOHTPOJs 3Kcrpeccuu. Hampumep,
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MOJIMHYKJIEOTHT MOXET COJepXaTb OIWH WiIH 0Oojiee MPOMOTOPOB MM 3SHXAHCEPOB
TPAHCKPUIILMH, CAUTHI CBSI3bIBAHUS PUOOCOM, CHTHAJIBI TEPMUHALIMU TPAHCKPHUIILIMU M CUTHAJIBI
MOJIMAJCHUINPOBAaHUs B KauecTBE 3JIEMEHTOB KOHTpOJA 3Kcmpeccuu. IlonmHykneoTun Moxer
OBITh BCTaBJICH B JIFOOON TOIXOISINHMI BEKTOpP, KOTOPBIH MOJKET COAEpPKAThCS B JIHOOOM
MOAXOJALIEN KIeTKe-X035IMHEe JJIsl SKCIIPECCHH.

[0311] Dkcnpeccusi HYKJIEHMHOBBIX KUCIOT, Koaupyromux DDpp, oObpldHO mocturaercs
nyTeM (YHKUMOHAJIBHOTO CBS3BIBAHUS HYKJIEHMHOBOW KHUCIOTHI, Komupytomeii DDpp, ¢
IIPOMOTOPOM B BEKTOpPE 3KCIpeccud. TUMNUHbIE BEKTOPBI 3KCIPECCUU COJEPKAT TEPMUHATOPbI
TPAHCKPUILMK U TPAHCIALMHY, [TOCIEA0BATEIbHOCTH HHULUALIMN U TPOMOTOPBI, IPUTOHBIE TS
PEryJSsIUH 3KCIPECCUN JKENAeMON TOCIIEN0BATENbHOCTH HYKIEHHOBOH KHCHIOTHL. Crioco0sl,
U3BECTHBIE B JAaHHOW OOJNACTH TEXHUKH, MOTYT OBITb HCIOJB30BAHBI MJIsi  OOBIYHOTO
KOHCTPYMPOBAHHUSl BEKTOPOB JKCIIPECCUM, COAEP KALIMX IOCJIEeA0BATENIbHOCTh HYKJIEHHOBOM
KUCIOTHI, Kkoaupywoowmyw DDpp, BmecTe ¢ COOTBETCTBYIOLIMMH CHUTHAjJaMHM KOHTPOJIS
TPAHCKPUILMH/TPAHCISIOIUKA.  JTH  METOABl  BKJIIOYAIOT, O€3  OrpaHHYeHHUs, METOAbI
pexombunanTHoi JIHK in vitro, MeTOnbl CHHTe3a W PEKOMOMHALIMIO 1IN VIVO/TEHETHYECKYIO
peKOMOMHALIMIO. DKCIPECCHs] TOJMHYKJIEOTHIAAa MOXKET OBITh OCYIIECTBICHa B JHOOOM
MOIXOAALIEM XO35MHE SKCIPECCHH, M3BECTHOM B JAHHOW OOJAacTH TEXHUKH, BKJIOUas, Oe3
OTpaHWYeHUs1, OaKTepUATbHBIE KIETKH, KJIETKH IPO}CKEH, KIIETKH HACEKOMBIX, KJIETKU PaCTEHUH
WIM KJIETKM MJIEKONUTAIOIUX. B OJHOM BapuaHTe OCYIIECTBJIEHHUS MOCIEA0BATEIbHOCTh
HYKJIEMHOBOM KHCJOTBI, komupyromas DDpp, (yHKIHOHANBHO CBs3aHA C MOIXOMSALIEH
MOCJIEZIOBATEIbHOCTBIO MPOMOTOPA, TaK YTO IOCIENOBATENIbHOCTb HYKJIEHHOBOIN KHCJIOTBI
TpaHCKpuOupyercs w/mnu Tpanciaupyercs B DDpp y xo3simHa. IIpoMOTOpBI, NPUTOAHBIE IS
skcnpeccun B E.coli, Bxmouaror, 6e3 orpannuenus, mpomotop T7.

[0312] B onHOM BapuaHTe OCYIIECTBJICHHUS BEKTOP, COAEPKAIMUNA HYKJICHHOBYIO
KUCIIOTY, Koaupyromyio DDpp, BBOmAT B KIETKY-xO3siMHAa (Hampumep, darmMuay) ans
skcnpeccun DDpp. BekTop MOXeT 0CTaBaTbCsl SNMTUCOMAIIBHBIM UJIM CTAHOBUTBCA XPOMOCOMHO
UHTETPUPOBAHHBIM JI0 T€X IOp, NOKAa BCTaBKa, KOAMUPYIOLIAs TEpareBTUYECKUN areHT, MOXKET
ObITh TpaHCKpuOMpoBaHa. BeKTOpBI MOTYT OBITH CKOHCTPYHPOBAHBI C MOMOIIBIO CTAHAAPTHOM
texHosorun pekomOmHaHTHBIX JIHK. Bekropamu moryr ObiTh Iuia3mMupbl, ¢aru, KOCMHIBL,
armMuzbl, BUPYCHl HITH JIOObIE APYTHE THIBI, U3BECTHBIE B JAHHOW OOJIACTH TEXHHUKH, KOTOpPbIE
UCIIOJIB3YIOTCSl JUIsl PEIUIMKALIMM M OKCIPECCUU B IMPOKAPUOTHUECKUX WM 3YKaApUOTUYECKUX
kierkax. CrenuanucTy B JaHHOH 00NacTH TEXHUKH OyIeT MOHSITHO, YTO B TAaKHE BEKTOPHI
MOJKeT ObITh BKJIFOUEHO LIMPOKOE pasHoOOpa3ue KOMIIOHEHTOB, M3BECTHBIX B JAHHOH oOnacTw
TEXHUKU (TaKUX KaK 3JIEMEHTBI YIIPABICHHS SKCIIPECCUEH ), BKIIFOUAs LTMPOKHHA CIIEKTP CUTHAJIOB

TPAHCKPHUIILIUY, TAKUX KaK MPOMOTOPBI U JPYrue MOCIENOBATEIbHOCTH, KOTOPBIE PEryJIUPYIOT
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cesasbiBaHne PHK-monmmmepassr ¢ mpomotopom. JIroOoif  mpoMOTOp, HW3BECTHBIA WM
NPOAEMOHCTPHPOBAHHBIA KaK 3()()EKTUBHBIN B KJIETKaX, B KOTOPBIX OYAET 3KCIPECCHPOBATHCS
BEKTOpP, MOXET OBITb HCHOJNB30BaH HJisi WHUOUAauu skcrpeccun DDpp. Tlogxopsimue
IPOMOTOPBI ~ MOTYT  OBITh ~ WHAYUMOETbHBIMH  (HANPUMEpP,  PEryJIHPYEMbIMH)  WJIH
KOHCTUTYTUBHBIMU. Heorpannumsaromue nOpUMEpbl NOAXOAAIIMX MPOMOTOPOB BKJIHOYAOT
obnacte panHero mpomoropa SV40, mpoMoTOp, ConmepsKaluiics B 3'-IJTMHHOM KOHIIEBOM
MIOBTOpE BUpYyca capkoMbl Payca, mpomotop tumunuHkuHasel HSV-1 (Bupyc npocroro repreca-
1), perynaTopHbIe MOCIENOBATEIBPHOCTH I'eHa METAJUIOTHOHEMHA W T.J., & TaKKe CIEAYIOIIHe
00J1aCTH KOHTPOJISL TPAHCKPHUITLHIH KHUBOTHBIX, KOTOPBIE MPOSBISIIOT TKAHEBYIO CIIELU(UIHOCTD
1 ObUIH UCTIONB30BAHBI Y TPAHCT€HHBIX JKHMBOTHBIX: 00JIACTh KOHTPOJIS T€HA 3J1acTasbl 1, koTopast
aKTHUBHA B AIMHAPHBIX KJIETKaX MOKEIYIOYHOHN »KeNe3bl, 0ONacTh KOHTPOJISI FeHa MHCYJIMHA,
KOTOpast aKTUBHA B O€Ta-KJIeTKaxX MOJKENyA0YHOMH jkeJe3bl, 00JacTh KOHTPOJISI BUPYCa OIMYXOJIH
MOJIOYHOM >KeNle3bl MBIIIM, KOTOpash AakTUBHA B KJIETKAaX sHUYKa, MOJIOYHOM IKeNe3bl,
TUM(OUIHBIX KJIETOK M TYYHBIX KJIETOK, 00JaCTh KOHTPOJISI FeHa albOyMUHA, KOTOPast aKTUBHA B
nedyeHu, o0JacTh KOHTPOJIS TeHa ajibda-peronpoTrenHa, KOTOpas aKTHBHA B TEYEHH, 00IacTb
KOHTPOJISl TeHa anb(a-1-aHTUTPUIICHHA, KOTOpas aKTHBHA B IMEYEHH, 00JacTh KOHTPOJS I'eHa
Oera-riao0nHa, KOTOpasi aKTUBHA B SPUTPOUIHBIX KJIETKAX, O0JACTh KOHTPOJSI réHa OCHOBHOTO
Oenka MUENMHA, KOTOpas aKTUBHA B KJIETKAX OJMTOJEHIPOLIUTOB B MO3Te, 00JacTh KOHTPOJI
reHa JIETKUX Lened MUO3MHA 2, KOTOpasi aKTHBHA B CKEJIETHBIX MBIIILAX, U O0NAaCTh KOHTPOJIS
I€HOB TOHAJOTPONHUH-BBICBOOOKIAIOIIETO-TOPMOHA, KOTOpasi akTHBHA B THIoTajamyce. B
KOHKPETHOM BapHaHTE OCYIIECTBJIEHUS] TPOMOTOP MPENCTABISAET COOON 00JacTh KOHTPOJIS FeHa
UMMYHOTJIOOYIINHA, KOTOPast aKTUBHA B IMM(OUIHBIX KIETKAX.

[0313] B omHOM BapuwaHTe OCYIIECTBJIICHUS OJHA WM 0OJiee HYKJIEMHOBBIX KHUCJOT,
kopupyromux DDpp, skcnpeccupyroTcs NOA KOHTPOJIEM KOHCTUTYTHBHOIO MPOMOTOpPA HIIH,
aJbTEPHATUBHO, PEryJUPYEMOH CUCTeMBbl 3kcrnpeccun. lloaxonsdimme cUCTeMBl peryaupyeMmoin
SKCIPECCHH  BKJIOYAKOT, 0€3 OrPaHUYEHHUs, CHCTEMY OKCIPECCHH, PEryJIupyeMyro
TETPALUKJIMHOM, CUCTEMY OKCIPECCUM, UHAYLHPYEMYIO 3KIU30HOM, CHUCTEMY BSKCIPECCHH C
JIAKTO3HBIM MEPEKJIIoYaTeNIeM, CUCTEMY 3KCIPECCHM, HUHAYLUPYEMYIO TIIIFOKOKOPTUKOUAAMU,
CUCTEMY HWHAYLUHMPYEMBIX TEMIEpPaTypoOHd MNPOMOTOPOB U METANIOTUOHEHMHOBYK) METall -
UHAYLHMPYEMYK CUCTEMY 3KCIpeccud. Eciu B cUCTEMe KIIETOK-XO0351€B CONEPHKUTCS HECKOJBKO
Pa3INYHBbIX HYKJIEHMHOBBIX KUCJIOT, Koaupyrowmux DDpp, HEKOTOpBIE U3 HYKJIEMHOBBIX KHCJIOT
MOTI'YT 3KCIPECCUPOBATHCS MOJA KOHTPOJEM KOHCTUTYTUBHOTO NMPOMOTOpPA, TOrAa Kak Ipyrue
MOTI'YT 3KCIPECCUPOBATHCA MOJ KOHTPOJIEM PEryJIHPYyeMOro MPOMOTOpAa. YPOBHHU 3KCIPECCUU
MOTYT OBITb ONpeAeNeHbl CrnocoOaMu, M3BECTHBIMH B ITAHHOH OONACTH TEXHHUKH, BKJFOYAs

BECTEPH-OJIOT aHAIN3 U HO3EPH-OJIOT aHAIN3.
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[0314] dnst  sKcmpeccHMd HYKJIEUHOBOW KUCHOTHI, koawpyrouieii DDpp, MoxkHO
UCIIOJIb30BAaTh MHOXECTBO BEKTOPHBIX CUCTEM OKCIPECCHM XO03sMHA. BekTopel, comep:kainue
HYKJIEMHOBbIE KHCJIOTHI, koaupyromre DDpp (Hanpumep, camoctosiTenbHble cyObenuHusl DD
wii cautble DDpp) wim MX 4YacTH WM (PParMeHThbl, BKIOYAIOT IUJIa3MHIHBIE BEKTOPBI,
OJTHOLICTIOUEUHbIE M JABYXLENO4YeuHble (haroBble BEKTOPbL, a TAaKXKE OJHOLENOYEUHBbIE WU
nsyxuenodeynbsle BupycHbole BekTopel PHK wnnu JIHK. ®darosble u BUpyCHBIE BEKTOPBI TAKXKE
MOTYT OBITh BBEIEHBI B KJIETKH-XO3sieBa B (pOpMe yNaKOBAHHOTO MJIM WHKAICYJIMPOBAHHOTO
BHpPYyCa C HCMOJB30BAHMEM W3BECTHBIX METOAOB 3apakeHWsi M TpaHcAaykuuu. Kpome Ttoro,
BUPYCHBIE BEKTOPBl MOTYT OBITh KOMIIETEHTHBIMH B OTHOLICHHHM pEIUIMKALUK  HIIH,
ANbTEPHATUBHO, A€(PEKTHBIMM B OTHOLICHWH pEIUIMKALMU. AJIbTEPHATHBHO, OECKIETOYHBIE
TPAHCISIMMOHHBIE CHUCTEMBl TAaK)KE€ MOTYT OBITh HCIOJB30BaHbI JUIA TMOJY4YeHUs Oenka ¢
ucnosibzoBanneM PHK, mony4deHHbIx u3 sxcnpeccupyromux koncrpyknuii JJHK (cMm., Hanpumep,
WO086/05807 u WO89/01036, u marent CIIIA Ne 5122464, kaknasi U3 KOTOPBIX BKJIIOUYEHA B
TaHHBIA JOKYMEHT B TIOJTHOM 00BbEME IMOCPEICTBOM CChLIKH).

[0315] Kak mpaBmiio, Jr00OH THIT KJIETOK WM KYJBTHBUPYEMOH KIIETOYHOW JIMHUU
MOJKET OBITh HMCIIOJIb30BaH Ui 3Kcrnpeccun DDpp, MpemiokeHHOro B TaHHOM JOKyMeHTe. B
HEKOTOPBbIX BApUAHTAaX OCYIIECTBICHUs (OHOBAsT KIIETOUHAS JIMHHS, HCIOJNb3yeMas IUis
CO3JaHMsI CKOHCTPYMPOBAHHBIX KIJIETOK-XO35€B, MPEACTaBIsIeT coOOW (ar, OakTepuanbHYIO
KJIETKY, IPOXOKEBYIO KIETKY WM KJIETKY MJIEKONMMUTArLEero. s 3KCNpeccuu KOAUPYHOLIen
MIOCIIEIOBATEIBHOCTH CIUTOrO Oesnka DDpp MOXKET HCIONIb30BaThCSI MHOMKECTBO BEKTOPHBIX
CHUCTEM DJKCIPECCUH XO3sMHA. KJEeTKHM MIEKONMUTAKIUX MOKHO HCIOJIb30BaTbh B KAadeCTBE
CHCTEM KJIETOK-X035€B, TpPaHC(PULMPOBAHHBIX pPeKOMOMHAHTHBIMH TutasMuaabiMu JITHK wmm
BeKTOpaMu skcnpeccun kocmuaHon JIHK, copepkammmy KOOUMPYIOLIYIO MOCAEA0BATENbHOCTD
MNPEACTABJSIONIE HHTEPeC MHIIEHH W KOAUPYHIOINEH IOCIENOBATENBbHOCTH  CIMTOrO
MOJIMIENTHAA.

[0316] KneTkn MOTYT OBITH MEPBUYHBIMU H30JSITAMH OPTaHM3MOB (BKIIFOUAs YEJIOBEKA),
KYJbTYPaMH WJIA KJIETOYHBIMH JIMHUSMH TPaHC(HOPMHUPOBAHHOW WIIM TPAHCT€HHON mpupoasl. B
HEKOTOPBIX BapPUAHTAaX OCYLIECTBIIEHUs KJIETKA-XO35SUH MPEICTABIACT COOOH KIETKY YeJIOBEKa.
B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHUS KJIETKA-XO35IMH IMpeacTaBisier coboil T- KieTky
4enoBeKka B HEKOTOpPBIX BapHAaHTAX OCYLIECTBIEHUs KIJIETKA-XO3SHMH IMOJIyY€HAa OT MNalUeHTa-
YEJIOBEKA.

[0317] IlpuronHble KIETKH-XO35i€Ba BKIIOYAIOT, O€3 OTrpaHHYEHUs, MUKPOOPTaHU3MBI,
Takue kak Oakrepun (Hanpumep, E. coli u B. subtilis), TpancopmupoBaHHbIe peKOMOMHAHTHON
JIHK Oakrepuodara, BekTopbl skcmpeccun Twasmunuoit JIHK wimm  kocmumuoit JITHK,

coJiepikallue nocienoBareabHocTy, kogupyromue DDpp; aposoku (Hanpumep, Saccharomyces,
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Pichia), TpaHcopmHupoBaHHBIE PEKOMOMHAHTHBIMH IPOXKIKEBBIMH BEKTOPAMH 3KCIIPECCHUH,
COIEpKAIUMH TIOCJIEAOBATENIBHOCTH, Koxupyromue DDpp; cuCTeMbl KJIETOK HACEKOMBIX,
UHQUIHUPOBAHHBIE PEKOMOWHAHTHBIMH  BEKTOPAMH  3KCIPECCHH  BUPYCOB  (Hampumep,
Baculovirus), comep:kaiue KOIUpPYIOIIe mocieaoBaTeibHocTi DDpp; CHCTEMBI pacTUTENTbHBIX
KJIETOK, MH(PULUMPOBAaHHbIE PEKOMOMHAHTHBIMU BEKTOPAMM SKCIPECCHH BUPYCOB (HAmpuMep,
BUpPYC MO3aWKH IBeTHOH kKamycTel, CaMV; Bupyc TtabauHoil wmozauku, TMV) wm
TpaHCHOPMUPOBAHHBIE PEKOMOMHAHTHBIMH TUIA3MHUIHBIMUA BEKTOPAMH SKCIPECCHU (HAmpumep,
Ti-masmuna), copepskallMMU  KOAMPYIOLIHE mochenoareapbHocTn DDpp. B kKOHKpeTHBIX
BAPHAHTAX OCYIIECTBJICHUS] CUCTEMBI KJIETOK MJIEKOIUTAIOIINX HCIONb3YIOTCS Ul TIOJMYYEeHHUs
DDpp. B kj1€TOUHBIX cHCTEMax MIEKONUTAIOIINX OOBIYHO HCHOJB3YIOTCS PEKOMOMHAHTHBIE
SKCIPECCHOHHBbIE KOHCTPYKIHH, COAEpIKallfie MPOMOTOPBI, INMOJYYEeHHbIE M3 T'€HOMAa KJIIETOK
MJICGKOIMTUTAOLINX  (HampuMep, METAJJIOTHOHEWHOBBI MPOMOTOP) WJIM W3 BHUPYCOB
MJIEKOITUTAIOLINX (HAMPUMEp, MO3IHUI MPOMOTOP aJEHOBHUPYCA, MPOMOTOP BHPYCa KOPOBBEH
ocmsl 7,5K).

[0318] IIpokapuoThl, NPUTOJHBIE B KadyeCTBe KJIETOK-X03sieB Ipu mnosydeHuun DDpp,
TAKOTO Kak ciIuThlii Oenok DDpp, BKIIIOYAOT rpaMOTpULIATENIbHBIE HIIH TPAMIIOJIOKUTEbHBIE
opranusmbl, Takue kak, E. coli m B. subtilis. Bekropsl skcrpeccuu sl MCIIOJNB30BAHHS B
NPOKAPHOTHYECKUX KIIETKaX-X035eBaX OOBIYHO COAEpKaT OOWH WM Oojiee (PEeHOTHNMUYECKU
CEJIEKTUPYEMBIX MAPKEPHBIX I'€HOB (HANpUMeEp, TeHbl, KOAUPYIOIIHNE OeNKH, 0OecreunBaroie
yCTOHYMBOCTh K aHTUOMOTHKAM WM OOecreunBaromne aBToTpodHyro norpedHocts). [Tpumepst
NPUTOHBIX TPOKAPUOTUYECKHX HKCIPECCHUPYIOIIMX BEKTOPOB-XO35I€B  BKIIIOYAIOT CEPUU
BekTopoB pKK223-3 (Pharmacia, Uppsala, Sweden), pGEMI (Promega, Wis., USA), pET
(Novagen, Wis., USA) u pRSET (Invitrogen, Calif., USA) (cm., Hampumep, Studier, J. Mol. Biol.
219: 37 (1991) u Schoepfer, Gene 124: 83 (1993)). Tunu4Hble MOCIETOBATENBHOCTH IPOMOTOPA,
YacTO HCIOJIb3yeMbI€ B BEKTOPAX SKCIIPECCHU MPOKAPUOTHUYECKHX KIIETOK-XO35€B, BKIIIOYAIOT
T7, (Rosenberg et al., Gene 56: 125-135 (1987)), npomoTop Oera-nakramassl (MIEHULMIIIMHA3H),
npoMOTOpHYIo cuctemMy Jakto3bl (Chang et al., Nature 275: 615 (1978)) u Goeddel et al., Nature
281: 544 (1979)), tpunrodanosyto (trp) mpomotopryto cucremy (Goeddel et al., Nucl. Acids
Res. 8: 4057 (1980)) u mpomoTop tac (Sambrook et al., 1990, Molecular Cloning, A Laboratory
Manual, 2d Ed., Cold Spring Harbor Laboratory, Cold Spring Harbor, N.Y").

[0319] B omHOM BapuaHTe OCYLIECTBJIEHUS HCIOJIB3YIOT CHUCTEMBI 3YKapUOTHYECKUX
KJIETOK-XO0351€B, BKJIIOYAsl APOXKIKEBBIE KIETKH, TPaHC(OPMHUPOBAHHBIE PEKOMOMHAHTHBIMHU
IPOKIKEBBIMH BEKTOPAMU SKCIIPECCHUH, COAEPKAIIUMH KOOHPYIOMIYIO TOCIENOBATEIBbHOCTD
DDpp, TakuMH Kak CHUCTeMBl 3Kcrpeccuu, omucaHHble B 3asBke CIIIA. Ne 60/344169 u

WO03/056914 (criocoObl MoTyueHUsT 4eJI0OBEKOMONOOHOTO TJIMKOMPOTENHA B 3YKAPUOTHUYECKOH
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KJIETKE-XO035MHE, OTIMYHON OT KJIETKH YeJIOBeKa) (CoImepKaHne KaXKA0ro U3 KOTOPBIX BKJIFOYEHO
B KAueCTBE CCBUIKM B TNOJHOM 0ObeMme). MIUIOCTpaTUBHBIE IPOMCKH, KOTOPBIE MOKHO
UCTOJBb30BaTh JJIsl TIOJNYYEHHs MPEUIOKEHHbIX KOMITO3ULHMH, Takux kKak DD, Bkio4aroT
npoxckn w3 pomoB Saccharomyces, Pichia, Actinomycetes u Kluyveromyces. JpoxkeBbie
BEKTOPbI OOBIYHO COZAEPKAT TOYKY Hadaja pPErUIMKALMN TOCJIEAOBATENbHOCTH W3 2mu
IPOXCKEBON TMIA3MUABI, ABTOHOMHO PEIUTHLHUPYIOIYIOCS TocienoareabHocTh (ARS), obnacts
POMOTOpPA, TOCIENOBATENbHOCTH JUIS TOJHAACHUIMPOBAHUS, TMOCIEIOBATEIbHOCTH  JUIS
TEPMUHALUK  TPAHCKPUIILUU U CEJIEKTUPYEMBIN MapKepHBII TEH. IIpumepsnr
MIOCIIEIOBATEIBHOCTEH MPOMOTOOB B JPOKIKEBBIX SKCIIPECCUPYIOIINX KOHCTPYKLUHUSAX BKIFOYAIOT
IPOMOTOPBI U3 METAIOTHOHenHa, 3-¢pochormuneparknnassl (Hitzeman, J. Biol. Chem. 255:
2073 (1980)) u Apyrux riIMKOIUTHYECKHX (DEPMEHTOB, TAKUX KaK €HOJa3a, MINLEPaIbIeruy-3-
docdarnernaporeHasa, rekCOKMHa3a, mupyBaTaekapOokcunasa, pochodpykrokuHasa, riroK030-
6-bocdar-uzomepasa, 3-docdoraumnepar Myraza, HNUpPyBaTKHHA3a, Tpuosodocdazo-hocdoso-
usomepasa, pochousodochonsomepasa. JlonoNHUTENBHBIE TIOIXOISIINE BEKTOPBI U TPOMOTOPBI
IUIS VICTIOJIb30BAHMS B SKCIIPECCUU TIPOXCKEH, a TakKe MPOTOKOJBI TPaHC(OPMAUU IPOXIKEH
U3BECTHBI B NaHHOW obmactu TexHuku. Cm., Hanpumep, Fleer, Gene 107: 285-195 (1991) u
Hinnen, PNAS 75: 1929 (1978).

[0320] CucTeMbl KyJTbTHBUPOBAHUS HAa OCHOBE KJIETOK HACEKOMBIX M PACTCHHI TaKkKe
NPUTOIHBI Ul TIOJYYeHHs KOMIO3ULMN mNo u300pereHmto. Takue CHCTEMBI KIIETOK-XO35€B
BKJIFOYAIOT, HAIIPUMEP, CUCTEMBbI KJIETOK HACEKOMBIX, HHOULIMPOBAHHbBIE BEKTOPAMU SKCIIPECCHH
pPEeKOMOMHAHTHBIX ~ BUPYCOB  (Hampumep, OakyJoBHpycCa), COAEpKAIIHE KOOUPYIOLIYIO
NOCIIeIOBaTeNbHOCT DD, CHCTEMBI PACTHTENBHBIX KJIETOK, WH(HUIUPOBAHHbIE BEKTOPAMHU
SKCIPECCHH PEKOMOMHAHTHOTO BHpyca (Hampumep, BUPYCOM MO3aWKU LIBETHOW KamyCThl,
CaMV; Bupycom tabauHoi Mozanku, TMV) mwiu TpaHcOpMHPOBAHHBIE BEKTOPAMH SKCIIPECCHH
peKOMOMHAHTHOH TuTasMuzbl  (HampuMmep, Ti-muasMuzmoi), copepskamiedl  KOAMPYIOMIYIO
nocnenoBareabHOCTh DD, BKIFOUast, 6e3 OrpaHUYeHUs], CHCTEMBI SKCIIPECCUH, PACKPBITHIC B MAT.
CIODA Ne 6815184, nmybn. 3aseku CIIA Ne 60/365769 m 60/368047, m WO04/057002,
WO004/024927, u WOO03/078614, comep:kaHne KaXIOTO W3 KOTOPBIX BKJIIOYEHO B JaHHBIN
JOKYMEHTE B KA4E€CTBE CCBUIKH B MIOJHOM O0BbeMe.

[0321] B nonoaHUTENbHOM BapHaHTE OCYLIECTBJIEHHS MOTYT UCIIOJb30BAaThCSl CHCTEMBbI
KJIETOK-XO035€B, BKJIIOYas CHCTEMBbl KJIETOK JKHBOTHBIX, HH(ULIHUPOBAHHBIE BEKTOPAMH
SKCIPECCHH  PEeKOMOWHAHTHBIX  BUPYCOB  (HampuMep,  aJeHOBHPYCHl,  PETPOBUPYCHI,
aIeHOACCOLIMMPOBAHHBIE BUPYCHI, BUPYCHI reprieca, JIEHTUBUPYCHI), BKIIIOUAs KJIETOYHBIE JIUHUH,
CKOHCTPYHPOBAHHBIE TaK, YTOOBI OHH coaepxkanu Heckonbko ko JTHK, xomupyromeit DDpp,

mbo crabunpHo ammuuduuupyemorn (CHO/dhfr), mubo HectaOunbHO amMrumduiupyeMoil B
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IBYXMHHYTHBIX XPOMOCOMax (Hampumep, MBIIIMHBIC KJIETOYHbIE JIMHUM). B OnHOM BapmaHTe
OCYILIECTBJIEHUs] BEKTOP, COAEp KAl NonMMHyKiIeoTHA(bl), Komupyrowmuii DDpp, sBisercs
NOJIMIUCTPOHHBIM. MIUTIOCTpAaTHBHBIE KJIETKH MIIEKOTHTAIOMINX, MPHUIOAHBIE JUI TMOJY4YEeHUs
STUX KOMIIO3ULIMH, BKIto4aroT kietku 293 (Hanpumep, 293T u 293F), xnerku CHO, knetku
BHK, xierku NSO, knerku SP2/0, kierku muenombl YO, KJI€TKHM MHENIOMbI MbIu P3X63,
knetku PER, xnerku PER.C6 (Crucell, Hunepmauner) VERY, xierku Hela, xnerku COS,
kietku MDCK, knerku 3T3, xmerku W138, knerku BT483, knmerku HsS578T, knmerku HTB2,
knetku BT20, kmerku T47D, xnmerkm CRL7030, xnerku HsS78Bst, kinetku ruOpumomsl U
Apyrue KJIETKH MIJIEKONMUTAUNX. J{OTONHUTENbHBIE WILTIOCTPATHBHBIE —KJIETKH-XO035€Ba
MJIEKOITUTAOLINX, KOTOPbIE MPUMEHHUMBI MPHU MPAKTHYECKOM TNPUMEHEHHUH NPEIOKEHHbBIX
BAPUAHTOB OCYIIECTBJICHHUS, BKIIOYAIOT, 0Oe3 orpaHudeHusi, T-xnerku. Hekotopele mpumepsl
CHCTEM OJKCIPECCMH W METOAOB BBIOOpAa OMUCAHBI B CIEAYIOIIUX CChUIKAX M CCBUIKAX,
npuBeneHHbIX B HuX. Borth et al., Biotechnol. Bioen. 71(4): 266-73 (2000) B Werner et al,,
Arzneimittel-forschung/Drug Res. 48(8): 870-80 (1998), Andersen et al., Curr. Op. Biotechnol.
13: 117-123 (2002), Chadd et al., Curr. Op. Biotechnol. 12: 188-194 (2001) u Giddings, Curr.
Op. Biotechnol. 12: 450-454 (2001). [onoJHUTENbHbIE NPUMEPBI CHUCTEM 3SKCIPECCHH U
MetonoB oTOopa onucanel B Logan et al., PNAS 81: 355-359 (1984), Birtner et al., Methods
Enzymol. 153: 51-544 (1987)). IlocinenoBaTenbHOCTH KOHTPOJIS TPAHCKPHUIILMH U TPAHCISLIUN
IUIE BEKTOPOB SKCIIPECCHUU KJIETOK-XO351€B MJIEKONUTAIOIIUX YacTO MPOUCXOAST U3 BUPYCHBIX
reHoMOB. OOBIYHO UCHONB3yeMble TNPOMOTOPHBIE IOCIENOBATEIBHOCTH W SHXAHCEPHBIC
MOCIIEIOBATEIbHOCTH B BEKTOpax SKCIIPECCUU MITEKOITUTAOLITIX BKJIFOYAIOT
MOCJIeIOBATENbHOCTH, MOJIyYEHHbIE M3 BHPYCa MOJHOMBL, aJeHOBHpyca 2, BUpyca cumaHa 40
(SV40) u muromeranosupyca uenoreka (CMV). MmocTpaTUBHBIE KOMMEPYECKH TOCTYITHBIC
BEKTOPbI HKCIPECCHH Ul UCIOJb30BAHUS B KIIETKAX-XO035€BaX MIICKOMUTAIOIUX BKIKOYAIOT
pCEP4 (Invitrogen) u pcDNA3 (Invitrogen).

[0322] ®usnyeckne cnocoObl BBEACHHS HYKJIEHMHOBOM KHUCJIOTBI B KIJIETKY-XO3SHMHA
(HampuMep, KIIETKY-XO35SHMHA MIIEKOIMTAIOIIEro) BKIIOYAIOT OocaxaeHue (ocdarom kanbius,
munodexuuo, O0oMOapaUPOBKY YaCTHLAMH, MHKPOMHBEKIUIO, SJIEKTPOTIOPALUID U  TOMY
nonoOHoe. Croco0bl  MONy4YEHHUs] KJIETOK COIEPKAIlMX BEKTOPbl W/WIIKM  SK30TCHHBIE
HYKJICMHOBBbIE KHCJIOThI XOPOIIO HW3BECTHBI B HaHHOW obOmactu TexHuku. CM., Hampumep,
Sambrook et al. (2001, Molecular Cloning: A Laboratory Manual, Cold Spring Harbor
Laboratory, New York).

[0323] K  Ouosormueckum  criocobaM  BBEIEHUS  MPEACTABISIONIETO  HHTEPEC
MOJUHYKJIEOTHIa B KIETKY-XO35IMH OTHOCUTCS wucnojb3oBaHue BektopoB JHK u PHK.

BupycHbple BekTOpl W OCOOEHHO PpETPOBHUPYCHBIE BEKTOPHI CTaid HauboJjiee MIMPOKO
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UCTIOJIB3YEMBIM CITIOCOOOM BHEAPEHHsI T€HOB B KJIETKH MJIEKOMUTAIOUINX (HAIpPUMeEp, KIETKH
yenoBeka). [lpyrue BUPYCHbIE BEKTOPBI MOTYT OBITh MOJIyYeHBI U3 JICHTHBHPYCA, MOKCBHUPYCA,
BHUpyCa MPOCTOro reprieca I tuma, ageHOBHUPYCOB U aJ€HOACCOLMMPOBAHHBIX BUPYCOB U T. IL
Cwm., nanmpumep, marentel CIIJA No 5350674 u 5585362, comepskaHue Ka)KAOTO U3 KOTOPBIX
BKJIFOUEHO B TAHHBIN JOKYMEHTE B KAYECTBE CCHUIKH B MOJHOM O0BbEMeE.

[0324] CniocoObl BBeeHUS MpeACTaBISIOIINX HHTepec noiuaykineotnnos JJHK u PHK B
KJIETKY-XO35IMHA BKJIHOYAIOT 3JIEKTPOINOPALMIO KJIETOK, NMPU KOTOPOH K KJeTKaM NPHUMEHSIOT
AJIEKTPUUECKOE TMOJIe, YTOOBI YBENMYHUTh MPOHHLAEMOCTh KJIETOYHOH MeMOpaHbl, IMO3BOJISS
XUMHUYECKUM BEIEeCTBaM, JIEKAPCTBEHHBIM CpPEACTBAM WJIM MOJMHYKJIEOTHAAM BBOAUTHCS B
kaetrky. Koncrpykuun JJHK wim PHK, comepskamue DDpp, MoryT ObITh BBEIEHBI B KIIETKH
MJIEKOTIUTAIOLIHX WU MPOKAPUOTHYECKHE KJIETKH C IOMOLIBIO 3JIEKTPONOPALIUH.

[0325] B mpenmouTuTeNbHOM BapuaHTe B3JIEKTPONopauys KJIETOK MPUBOAUT K
skcnpeccun  DDpp-CAR  Ha mnosepxHoctn T-kierok, NK-kmerok, NKT-knmerok. Takas
SKCIPECCHs] MOXKeT ObITb BPEeMEHHOW WM CTAOMIBbHOW B TEYEHHWE JKU3HU KIJIETKU.
DJIEKTPOTIOPALMIO MOKHO MPOBOAWTH CHOCOOAMU, M3BECTHBIMU B JAHHOW OOJIACTH TEXHUKH,
BKirodast cucreMbl TpaHcekmmu MaxCyte GT® u STX® (MaxCyte, I'eiitepcOepr, mrar
Mbopunenn, CIIIA).

[0326] K xumuueckuM criocobaM BBENEHUS TMOJUHYKICOTHAA B KJIETKY-XO3SHHA
OTHOCSITCSL CUCTEMBl KOJUIOMAHON AUCIEepPCHUH, TaKue KaK MaKpOMOJEKYJSIPHbIE KOMILIEKCHI,
HAHOKAIICYJIbI, MUKPOC(EpBI, IpaHyJbl, U CUCTEMbl Ha OCHOBE JIMIUAOB, BKIOYAs SMYJIbCHU
Macjio-B-BOJI€, MHULENJbl, CMEIIaHHble MULENIbl U JUNOCOMBL. [IpumepoMm KoIOUIHOM
CUCTEMBbI, HCIIOJIb3yeMOH B Ka4eCTBE CPEACTBA JOCTABKH in VItro U in vivo, SIBJISIETCS JIMITOCOMA
(HarmpuMep, MCKYCCTBEHHass MeMOpaHHas Be3ukyJsa). B ciydae MCHoOgb30BaHMS HEBUPYCHOM
CHUCTEMbl JOCTaBKH IIPUMEPOM CpEACTBa JOCTaBKU sBIseTcs munocoma. IlpemycmorpeHo
HCTIOJIb30BAHUE JIMITUIHBIX COCTABOB JJISl BBEICHUS HYKJIEHMHOBBIX KUCIOT B KJIETKY-X03sMHa (in
Vitro, ex vivo Wid in vivo). B npyrom acmekrte HyKJIEHHOBAs KHCJIOTa MOKET OBITh CBs3aHA C
munuaoM. HykiiemHoBast KMCIOTa, CBsI3aHHAs C JIMITUAOM, MOJKET OBITh WHKAICYJIHPOBAaHA B
BOJIHOM BHYTPEHHEM INPOCTPAHCTBE JIMTIOCOMBI, PACCEsiHA 1O JIMMHIHOMY OHCIIOI JIMTIOCOMBI,
MPUCOEANHEHAa K JIMIIOCOME MOCPEACTBOM JIMHKEPHON MOJIEKYJIbl, KOTOpas CBs3aHa Kak C
JUIOCOMOM, TaKk U C OJIMTOHYKJIEOTHUIOM, 3aKJIOueHa B JIMIIOCOME, CBSI3aHA B KOMILIEKC C
JUIOCOMOM, AMCIEepPrupoBaHa B pacTBOpPE, COJAEpIKalleM JIMMHJ, CMellaHa C JIUMIHAOM,
oOBbenMHEeHa C JIMIUAOM, MOKET COIEP’KaThCs B BHIE CYCIIEH3WH B JIMIHIE, COACPKATCS WIIH
OBITH CBSI3aHA B KOMIUIEKC C MHLEIUIOW HMJIH JIOOBIM IPYrUM 00pa3oM CBsi3aHa C JIUITHIIOM.
Kowmmosznnmy, cesizanable ¢ aunuaoM, junuaom/JIHK i munuaoM/BeKTopoM 3KCIIPEeCcCHH, He

OTPaHUYMBAIOTCS KAaKOH-THOO KOHKPETHOH CTpYyKTypod B pactBope. Hampumep, oHM MoOryT
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NPUCYTCTBOBATh B OMCIOWHOW CTPYKType, TaKOW KaK MHULENJIbI, WJIH HUMETh «Pa3pYyLICHHYIO»
cTpykTypy. Takke OHH MOTYT OBITh MPOCTO PACCESHBI B PACTBOPE, MPEAIIOJIOKUTENBHO 00pa3ys
arperaTbl, H¢ HUMEIOIHE OAMHAKOBBIX pasMepa Win ¢Gopmbl. JIumuael mpencTaBisiFOT coOOi
JKUPBI, KOTOpPbIE MOTYT OBITh NPUPOAHBIMH WM CHHTETHYECKUMH JHnuaamu. Hampumep,
JUMHIBI BKIIFOYAIOT B C€0s1 JKUPOBBIE KAaIUTH, KOTOPbIE BCTPEUAOTCSI €CTECTBEHHBIM 00Opa3oM B
LUTOIUIA3ME, M TaKKe KJIacC COENMHEHWH, KOTOpble COAepKaT JIMHHOLETIOYEYHbIE
anugaTHUecKue YrieBOJOPOAbl M WX MPOU3BOAHBIC, TaKHE KaK JKUPHbIE KHCIOTHI, CIHPTBHI,
aAMHHBI, AMUHOCITUPTHI U aJTbACTHIIBL.

[0327] MonxonsAwmue aJisi UCTIOIb30BAHUS JTUMUABI MOXKHO TOJYYUTh U3 KOMMEPUYECKHX
ucroyHukoB. Hanpumep, mummpucromnpocharnaunxonus («DMPC») MOXHO MONYyYHTH OT
xkomnannu Sigma, Cenr-Jlync, mrat Muccypu, nuuernndocpat («DCP») MOKHO MONy4IUTH OT
xommannn K & K Laboratories (Ileitnseto, mrrat Horo-Hopk); xomectepun («Choi») MoskHO
nonyunuth oT komnanuu Calbiochem-Behring; mumupucroundocharupunrmunepun («KDMPG»)
U pyTUe JHUMUAABI MOYKHO TIOJIYy4uTh OT komrnanuu Avanti Polar Lipids, Inc. (bupmunrem, mrar
Anabama). cxomHble pacTBOPBI JIMIUAOB B Xjopodopme uinn xjaopodopmMe/METaHOIE MOYKHO
XpaHUTh NpUOIM3UTENpHO mpu Temneparype —20°C. XnopodopM MOXKET ObITh HCMOJB30BAH B
KAa4eCTBE EIWHCTBEHHOTO PACTBOPHUTENS, IOCKOJIBKY OH JIerde HCIapsercs, YeéM METaHOJI.
«JIunmocomay» npencrasisieT coOOH OO TEPMUH, OXBATHIBAIOIIUIN Pa3IMUHbIE OJHOCIONHBIE U
MHOTOCJIOHHBIE JINMTUAHBIE HOCUTENH, MOJydaeMble MOCPENCTBOM OOPa3OBaHUS 3aKIIOUEHHBIX
JUMUOHBIX OMCIIOEB WJIM arperatoB. JIMIIOCOMBI MOJKHO OXapaKTEepPH30BaTh, KaK COIEprKallne
BE3UKYJISIPHBIE CTPYKTYpBhI ¢ pochomumunHoit OUCIONHOW MeMOpaHO! U BHYTpeHHEW BOIHOMU
cpeaoil. MHOrOCOMHBIE JUMTOCOMBI COAEPKAT MHOTO JIMOUAHBIX CJIOEB, Pa3AEJICHHBIX BOAHOMN
cpenoit. OHu 00Opa3yrOTCsl CIOHTAHHO, KOTaa (POCHONUMUIBI CYCIEHAUPYIOT B H30BITKE BOAHOTO
pactBopa. JlMmuoHble KOMIOHEHTBI MOJIBEPrarOTCSl CaMOIEPECTpoiike 10 oOpa3oBaHUS
3aMKHYTBIX CTPYKTYpP M 3aXBaTbIBAIOT BOAY U PACTBOPEHHBIC BEINECTBA MEKAY JUMHIHBIMU
oucnosimu (Ghosh et al., Glycobiology 5: 505-510 (1991)). OmHako Tak:ke OXBaTBIBAIOTCS
KOMIO3ULIUK, KOTOpPBbIE HUMEIOT CTPYKTYpbl B pacTBOpPE, OTJIHYHBIE OT HOPMAJIbHOM
BE3UKYJISIPHON CTPYKTypbl. Hampumep, NuUnuael MOTYT NMPUHUMATh MULEIUBIPHYIO CTPYKTYPY
WIA CYLIECTBOBATh TOJIbKO B BHIE HEOAHOPOAHBIX arperatoB JMIUIAHBIX MOJIEKYN. Takxke
NPEAYCMOTPEHBI KOMIUIEKCHI TUMO(PEKTaAMUH-HYKJIEHHOBAs KUCJIOTA.

[0328] HezaBucumo OT cmocoba, HCHOIB3YeMOro JJisi  BBEHACHHS OK30T€HHBIX
HYKJIEMHOBBIX KHCJIOT B KJIETKY-XO35MHA, WM HAJIUYUS PEKOMOWHAHTHON MOCIIEIOBATEIBHOCTH
HYKJIEHHOBOH KHCJIOTBI B KJIETKE-XO35IMHE OOBIYHO MOYKHO IMOATBEPAUTD C TIOMOIIBIO PA3IMYHBIX
aHAJIM30B, W3BECTHBIX B JaHHOHW oOmacTu TexHUKH. Takue aHaANW3bl BKIKOYAOT B ceOs,

HATpuMep, «MOJIEKYJSIPHO-OHOJIOTHYECKIE» aHAIHM3bl, XOPOIIO H3BECTHBIE B JAHHOH oOmacTH
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TeXHUKHU, Takue Kak cay3epH- u Ho3epH-Onorrmar, OT-IIIP wu I[P, «Ouoxumudeckuey
aHaJNN3bl, TaKUe KaK BBbISBJICHHE HAJIWYMS WM OTCYTCTBUS KOHKPETHOTO MENTHAA, HalpuMmep,
umMMmyHoJsorndeckumu - ciocodamu  (MPA u  BecTepH-ONOTTHHTH) WM TyTEM aHAJIHU30B,
OTHMCBHIBAEMBIX B HACTOSILEM IOKYMEHTE, Ul WACHTU(HUKAIMH BELIECTB, BXOAAIIUX B 00BEM
MPEJIOKEHHBIX BAPUAHTOB OCYLIECTBJICHMUSI.

[0329] PenopTepHble TeHBl HCIOJB3YIOTCS JUISI  WACHTU(QUKALUH  MOTEHIUAIBHO
TPaHCUIUPOBAHHBIX ~ KJIETOK W Uil OUEHKH (YHKUHOHAJIBHOCTH  PEryJISATOPHBIX
MOC/IeZIOBaTeIbHOCTEH. B 11eiom, pemopTepHbIii TeH MpencTaBisieT coOOW T'eH, KOTOPBI He
MPUCYTCTBYET WJIM HE 3KCIPECCUPYETCs] B PELMIMEHTHOM OpraHu3Me, TKaHU WIIH KJeTKe, U
KOTOPBI KOOUPYET TOJUIENTHA, 3KCIPECCHS KOTOPOrO TMPOSIBIACTCS KAaKUM-THOO JIerKo
OTIpeNeNsIeMbIM CBOHCTBOM, HAIIPUMep, PePpMEHTHOH aKTUBHOCTBIO. JKCIIPECCHIO PETTOPTEPHOTO
reHa aHajJu3upylT B noaxojsuiee Bpemsi nocie BBeaeHus JIHK B penunueHTHbIE KIETKH.
HeorpannuuBaromuil nepeueHb MOAXOISIIMX PENOPTEPHbIX T'€HOB MOKET BKJIOYATb IEHBI,
kogupyroomue  Jrouudepasy, Oera-rajaktosupasy, — xjopameHUKOJ-aleTUaTpaHchepasy,
CeKpeTHpPYyeMyIo menouHyto Gocdarasy uimm rex 3emneHoro gayopecueHTHOro Oenka (Hanpumep,
Ui-Tei et al., FEBS Lett. 479: 79-82 (2000)). Iloaxonsmme CUCTEMbI SKCIIPECCUN H3BECTHBI B
TaHHON 00JAacTH TEXHWKW M MOTYT OBITh MOJYYEHbI, UCTOJb3Ys U3BECTHBIE METOAWKH, WIIH
npuoOpeTeHbl HAa KOMMEPYECKOW OCHOBe. B menoMm, KOHCTPYKIHUS ¢ MUHUMAJIbHBIM 5'
(bMaHKUPYIOIIMM YYaCTKOM, JEMOHCTPUPYIOIIAs CaMblii BBICOKHHA YPOBEHb 3KCIPECCHU
PETOPTEPHOrO T'eHa, UACHTUPHUIUPYETCA KAk MPOMOTOp. Takue MPOMOTOPHBIE YYACTKH MOTYT
OOBIYHO OBITH CBSI3aHBI C PEMOPTEPHBIM T'€HOM M HCIIOJB30BATBHCS JUISI OLEHKH CIOCOOHOCTH
BELIECTB MOAYJIMPOBATh AKTHBUPOBAHHYIO IPOMOTOPOM TPAHCKPHUIILIUIO.

[0330] Psig cucteM ceneKIMu MOKHO HCTOJB30BaTh B CUCTEMAax SKCIPECCHU BEKTOpa-
XO35IMHA MJIEKOIMUTAIOWIEr0, BKIJIFOYAs, O€3 OrpaHWYeHHUs, TUMHUAMHKHHA3y BHUPyCa MPOCTOTO
repreca, I'€HOB THITOKCAaHTUH-TYaHuH(pochopudozunrpanchepass u
anenunpochopudosmnrpanchepassl (Lowy et al., Cell 22: 817 (1980)), koTopsie MOTYT OBITH
UCTIOJIb30BaHbI B KiieTkax tk', hgprt” wnm aprt’, coorBeTcTBeHHO. Kpome TOro, yCTOWYHUBOCTh K
aHTUMeTadoNIUTaM MOJKET OBbITh HCIOJb30BaHA B KAueCTBE OCHOBBI Ui OTOOpa CHUCTEM
Hanpumep, dhfr, gpt, neo, hygro, trpB, hisD, ODC (opautun nexapOoKcuiIa3a) W TIIyTaMHH-
CUHTa3a.

Dxcnpeccus acCOLMUPOBAHHOTO ¢ KheTkamu DDpp

[0331] B npyrom BapuaHTe mnpoayuupoBaHue DDpp npuBoAMT K KOMIO3ULIUAM
accouupoBaHHOTO ¢ kierkamu DDpp. Hampumep, skcnpeccusi peKOMOWHAHTHBIX BEKTOPOB,
KOoTOpble KomupyroT DDpp, QyHKUMOHATBPHO CBS3aHHBIA C SIKOPHBIM WJIM TPaHCMEMOpaHHBIM

JOMCHOM KJICTOYHOI MeM6paHbI, INNOTCHUHAJIBHO MOXKET OCTaBaTbHCA aCCOHHHpOBaHHOﬁ C
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KJIETKOW. XHMEpHBbIE AaHTUIEHHbIE PELENnTOphl, coaep:kamue DDpp, HaMEepeHHO CBs3aHbI C
KJIETKON W HUCHOJb3YIOTCS B KOHTEKCTE KJETKH, B KOTOpPOM OHM 3kcmpeccupyrorcs. OnuH
KOHKDETHBIN BAPUAHT OCYILIECTBJICEHHs] OTHOCUTCSI K CTPaTeruu MEePeHOCa aJONTUBHBIX KJIETOK
T-kseTok, KOTophle OBLIM TPAHCIYLMPOBAHBI I 3Kcrpeccud DDpp XUMEpPHOTo aHTHI€HHOTO
perentopa (CAR). IlpeamoyturensHO, KIETKa MOXET OBbIThb T€HeTHYeCKH MOAN(UIIMpPOBaHA,
yro0Bl CcTaOUIBHO 3KcmpeccupoBath DDpp Ha cBoell TOBEPXHOCTH, TNPUAABas HOBYIO
cneun(UIHOCTh K MULIEHH, KoTopast He 3aBucuT ot [ KI'C.

[0332] MHOkecTBO BEKTOPOB, MOJY4YEHHBIX M3 BHUPYCA, MOKHO HMCIOJB30BaTb B TeX
CJIy4asix, KOIJla BHPYChl HCIHOJB3YIOTCSA Ui TPaHC(HEKUMM M HMHTErpallid B T'€HOM KIETKH
MJICKOIUTAOIIEr0. BuUpyChl, HCHOAB3yeMble B KadeCTBE BEKTOPOB, BKJIKYAKT, HO HE
OTPAHUYUBAIOTCS] HTUM, PETPOBUPYCHI, aICHOBUPYCHI, aIEHOACCOLUUPOBAHHBIE BUPYCHI, BUPYCHI
repreca M JICHTUBHPYCHL. JIEHTHBHPYCHBIE BEKTOPBI OCOOCHHO MOIXOMAAT ISl AOCTIDKEHHS
JOJTOCPOYHOTO TMEpeHoca reHa (Hampumep, aJaoNTHBHOH T-KJIeTOYHOH WMMYHHOW Tepamuu),
MIOCKOJIBKY OHH O0€CIIeYMBaIOT AOJTOBPEMEHHYIO CTAOMIIbHYIO HMHTETPALlMI0 TPAHCTeHa U €ro
pPa3MHOXEHHE B JIOUEPHUX KIeTKax. JIEHTHBHPYCHBIE BEKTOPBI OOJNAAAIOT AOMOJHHUTEIBHBIM
MPEUMYILIECTBOM MEpea BEKTOPaMH, MOJYYEHHBIMU U3 OHKOPETPOBHUPYCOB, TAKMX KaK BHPYCBI
JeHKO3a MBIIEH, B TOM OTHOLIEHWH, YTO OHU MOTYT TPaHCAYLUPOBATH HEPA3ZMHOKAIOIIUECS
KJIETKH, Takue Kak rematonuTbl. OHH TakkKe OONANarT IOMOJHHUTEIbHBIM IPEUMYIIECTBOM
HU3KOM HMMYHOT€HHOCTH. B OCHOBHOM, MNOAXOASAIIMI BEKTOP CONEPKUT CAWT Havaaa
perKanyy, (YHKUHOHAJIBHBIA 1O MEHbIIEH Mepe B OJHOM OpraHu3Me, MPOMOTOPHYIO
MOCJIeI0BATENBbHOCTD, MOAXOAAIINE YYACTKN Y3HABAHUS PECTPUKLIMOHHBIX SHAOHYKJIEa3 U OJHUH
win Oonee ceneKTHpyeMbIx MapkepoB (Hampumep, WO 01/96584 u WO 01/29058, u martent
CIIOA Ne 6326193). HeckosbkO BEKTOPHBIX MPOMOTOPHBIX IOCJIEIOBATEIBHOCTEH MOCTYITHBI
N JKCIpeccuu TpaHcreHoB. OAHMM NPUMEPOM MOAXOMALIErO IPOMOTOpPa  SIBJISIETCS
MIOCIIEIOBATEIbHOCTh HEMENJICHHO paHHero mpomoropa nuroMmeranosupyca (LIMB). DOra
MOCJIeI0BATEIBHOCTb TPOMOTOPA SIBJSIETCS MOCIEA0BATEIBHOCTBIO CUIIBHOTO KOHCTUTYTUBHOIO
POMOTOpa,  CHOCOOHOW  CTUMYJIMPOBATh ~ BBICOKME  YPOBHH  JKCIPECCHH  JIIOOOM
MOJIMHYKJIGOTUIHON TOC/IEAOBATEIbHOCTH, (YHKIMOHANIBHO C HeH cBs3aHHOW. [lpyrum
puMepoM noaxopsiero npomotopa sisisiercst EFla. OnHako MOTyT Takke UCIIONb30BaThCs U
Apyrue MOCAeAOBAaTEIbHOCTH KOHCTUTYTUBHOIO MIPOMOTOPA, BKIJIIOYAsi, MOMHMO IIPOYEro,
paHHHI pomoTop Bupyca obe3bsiH 40 (SV40), mpoMOTOp BUpPyca OMyXOJU MOJIOYHOH KeJie3bl
meimeit (MMTYV), npomoTtop anuHHEBIX KOHIEBBIX noBTOpoB (AKII) BUpyca nMmyHoxmedunra
yenoseka (BUY), mpomorop MoMuLV, npoMoTop Bupyca Jieiiko3a MTUL, HEMEJICHHO PaHHUI
poMOTOp BUpyca JDmiuTteliHa — bapp, mpomoTtop Bupyca capkomel Payca, a Takxke MpoMOTOpPbI

HCJIOBCUCCKOr0 reHa, TaKue€ KakK, NMOMUMO IMpPOYEro, nmpoMOTOpP AaKTHHA, MPOMOTOP MHO3HHA,
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POMOTOpP IreMOTJIOONHA U MPOMOTOP KPEaTHHKHHA3bl. MHAyLIupyeMble MPOMOTOPBI BKIIIOYAIOT,
0e3 OrpaHM4YeHHs, METAJIOTHOHEHHOBBIH TMPOMOTOpP, TIFOKOKOPTHKOUAHBIA IPOMOTOP,
MIPOreCTEPOHOBBIN MPOMOTOP U TETPALUKINHOBBIN IPOMOTOP.

[0333] UtoObI onieHuTh dKcnpeccuto monmnentuaa DDpp-CAR umn ero yacreii, BEKTOp
SKCIPECCHH, BBOAMMBIA B KJIETKY, MOJKET TakKXKe CONEep’KaTh BbIOMpaeMbli MapKEpHBIH TeH,
PETOPTEPHBIA I'eH WM U TOT, W APYroi, YToOBI CIIOCOOCTBOBATh MASHTU(UKALUU U BHIOOPY
SKCIPECCUPYIOIUX KJIETOK M3 MOMYJSILUH KJIETOK, KOTOpbhle HEOOXOOUMO TMOIBEPTHYThH
TpaHCQEKIUU WM HHPUIMPOBATH BUPYCHBIMHU BEKTOPAMH, B IPYTHX ACMEKTAX CEJICKTUPYEMbIii
Mapkep MOKeT ObITb HaHeceH Ha otxenbHbli gparment JHK u ucnone3oBaH B mpoueaype
koTpaHceknmu. Kak cenekTHBHbIE MapKepbl, TaK U pPENOpPTepHbIE TE€HbI MOTYT OBITh
(bTaHKUPOBAHBI ~ COOTBETCTBYIOIIMMH  PETYJSTOPHBIMH  TOCJIENOBATEIbHOCTAMY,  YTOOBI
00ecreunTh 3KCIPECCUI0 B KIETKe-X03suHe. K mpUrogHsIM Al NCTIOIB30BAHUS CEJIEKTHBHBIM
MapKepaM OTHOCSITCS, HapUMep, YCTONUNBbIE K aHTHOMOTHKAM I'€Hbl, TAKHE KaK NeO U T. II.

[0334] o pa3mHOkeHUs1 U reHeTHdeckoh Moaudukanuu T-kaerok uctodHuk T-KIeTok
MOJIYHalOT OT CyObekTa. T-KJIeTKH MOryT OBITh TOJyY€HBl M3 pPsiila MCTOYHHMKOB, BKJIFOYAs
MOHOHYKJICAPHBIE KJIETKH NepU(pepudIecKol KPOBH, KOCTHBIH MO3I, TKaHb JHM(aTHIECKHX
y3JIOB, MYNOBHHHYIO KPOBb, TKaHb BHUJIOYKOBOH JKe€J€3bl, TKaAHb 00JacTH MH(EKIHH, aCIHTHI,
MJIEBPAIbHBIN BBINOT, TKAHb CEJIE3€HKU U ONyXOJu. B pas3inyHbIX BapHaHTax OCYLIECTBIICHUs
MOJKET HCIOJIb30BAThCS JIE000e KONMMUYECTBO JIMHUHN T-KJIETOK, MOCTYMHBIX B NAaHHOW oOnactu
TEXHUKHU.

[0335] ITonHOe OOCyx)AeHHe CHOCOOOB BBINEICHUS, KYJbTUBUPOBAHUS, AKTHBALNH W
pasMHOkeHHst T-kjeTok MoxHO Hakith B WO/12079000, conmepskaHue KOTOPOH TOJHOCTBHIO
BKJIFOYEHO B JAHHOE OMHUCAHUE MOCPEICTBOM CCBUIKH.

[0336] JomonmHUTENbHO  MOPEJIOKEHAKIIETKA-X03MH,  COJIepiKallasi  HYKJIEHHOBBIE
KHCJIOTBL, koaupyromue DDpp, onucanHele B JAHHOM JAOKyMeHTe. Takke MNpeasoKeHbl
KOMITO3ULIMH, COAEPIKALIHNE NOCIEI0BATEIbHOCT HYKJIEMHOBOW KUCIOTHI, KOAUpyrouyo DDpp.

[0337] Ucnonb3yeMblli B JAHHOM OKYMEHTE TEPMHUH «KOIKCIPECCUPYETCS» OTHOCUTCS
K OJHOBPEMEHHOW 3KCHPECCHH JIBYX MM Oojiee KOAMPYIOIIMX OEJOK MOCIeNOBaTENbHOCTEH.
Koaunpyrommmi nocnenoBaTeIbHOCTSIME MOTYT OBITh HYKJIEMHOBBIE KHCIIOTBI, KOJUPYIOIIHUE,

HarpuMep, OANH OEJIOK UM XUMEPHBIH OeJIOK B BHIE OJHON MOJHUITENTHIHON [ETH.

Xumnueckuii cuares DDpp
[0338] B nomonHeHwe K pekOMOWHAHTHBIM criocobam, usrotojienne DDpp Taxke
MOKET OBbIThb OCYINECTBJICHO C WCIOJIb30BAHUEM OPraHUYECKOr0 XHMHYECKOro CHHTE3a

KeEJaeMoro nojmnoentTuaa C©  HUCIOJb30BAHUEM  PA3JIUYHBIX KUAKUX U TBepI[O(baSHbIX
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XUMHYECKIX MPOLECCOB, M3BECTHHIX B AAHHOW 00JACTH TEXHMKH. Pa3muyHble aBTOMAaTHYECKHE
CHHTE3aTOPHI SIBJISTFOTCS KOMMEPYECKH TOCTYITHBIMH M MOTYT HCIIOJIb30BATHCSI B COOTBETCTBUH C
u3BeCTHBIMU TipoTokojiamu. Cwm., Hampumep, Tam et al., J. Am. Chem. Soc. 105: 6442 (1983);
Merrifield, Science 232: 341-347 (1986), Barany and Merrifield, The Peptides, Gross and
Meienhofer, eds, Academic Press, New York, 1- 284; Barany et al., Int. J. Pep. Protein Res. 30:
705-739 (1987); Kelley et al. in Genetic Engineering Principles and Methods, Setlow, J. K., ed.
Plenum Press, NY. 1990, vol. 12, pp. 1-19; Stewart et al., Solid-Phase Peptide Synthesis, W.H.
Freeman Co., San Francisco, 1989. OnHum U3 npenMyIiecTs JaHHBIX METOAOJIOTUH SIBJISIETCS TO,
YTO OHU JONYCKAIOT BKJIIOUEHHE HE BCTPEUAIOIIUXCS B MPHPOJE AMHHOKHCIOTHBIX OCTATKOB B
nocyenoBareabHocTs DDpp.

[0339] DDpp, KOTOpBIE HCIIOJB3YIOTCS B OMHUCAHHBIX B JAHHOM JOKYMEHTE Crocobax,
MOTyT ObITb MOAMU(UIMPOBAHBI BO BPEMsl WJIM MMOCJE CHHTE3a WM TPAHCISILIMH, HampuMeD,
NyTeM  TIUKO3WIMPOBAHHS,  aLETHWIUPOBAHMS,  OSH3WIMPOBaHHUS,  (PochOpHUINPOBAHUS,
AMHIUPOBAHMsI,  NErHJIUPOBaHUs,  (POPMUIMPOBAHMS,  [JEPUBATH3ALMH  H3BECTHBIMH
3aIMUTHBIMI/OJIOKUPYIOIIUMY ~ TPYINIIAMH, NPOTEOJIUTHUECKOTO  PACIIEIUICHHs], CBS3U C
MOJIEKYJION aHTHTENA, THIPOKCHIINPOBAHMUS, HoaupoBaHus, METHITHPOBAHUS,
MUPUCTOUJIMPOBAHUS,  OKHCICHMs,  NETWIMPOBAHUS,  IPOTEOJUTHUECKOH  00padoTkw,
bochopunrpoBanusi, MPEHUINPOBAHUS, PALIEMHU3ALNH, CEJICHOMINPOBAHUS, CYJIb()aTHPOBAHUS,
yOukBuTHHUpOBaHUS U T.O. (cMm., Hampumep, Creighton, Proteins: Structures and Molecular
Properties, 2d Ed. (W.H. Freeman and Co., N.Y., 1992); Postranslational Covalent Modification
of Proteins, Johnson, ed. (Academic Press, New York, 1983), pp. 1-12; Seifter, Meth. Enzymol.
182: 626-646 (1990); Rattan, Ann. NY Acad. Sci. 663: 48-62 (1992).) B kOHKpeTHBIX BapHaHTax
OCYLIECTBJICHHS TIETITH/IbI SIBJISTFOTCS ALETHIMPOBAHHBIMU Ha N-KOHIE W/WJIH aMUANPOBAHHBIMHU
Ha C-koHIIe.

[0340] B naHHOM H300peTeHNH TaKkKe MPeIJIOKEHbI MPor3BOAHbIE DDpp U BKIIFOYAIOT
MOJIUTIENITUABI, KOTOPbIe ObLTN XUMUYECKH MOIU(DUIIMPOBAHBI KAKUM-JINOO 00pa3oM, OTIIMIHBIM
oT no0aBlieHUs], AENeNNH WIH 3aMeHbl aMHHOKUCJIOT. B 3TOoM oTHOomenun DDpp xumuuecku
CBsi3aH C MOJUMEpaMH, JHMNUAAMH, APYTUMH OpPraHUYeCKMMU (QparMeHTaMu  W/Wiu
HeopraHu4eckumu gparmeHramu. MmocTpaTuBHble MOTU(PHUKALUH MONUNENITHAOB PHUBEIEHBI
B Hermanson, Bioconjugate Techniques, Academic Press, (1996). DDpp HeoOsi3aTenpHO
CONEPKUT (PYHKIHMOHAJBHYIO TpPYIIy, KOTOpas o0yierdyaer KOHBIOTHPOBAHHE C JPYTUM
¢parmerToM (Hampumep, NeNTHAHBIM (parmeHTom). HiumocTpatuBHbIE (QYHKIHMOHAIbHbIE
IPYIIBI BKIIKOYAKOT, O€3 OrpaHMYEHHs], TPOU3BOAHbIE M30THOLMAHATA, U30L[HAHATA, ALlMIA3H]A,
cnoxHoro s¢upa NHS, cynasdonHmIXIOpHIa, anbiernaa, 3MOKCHIA, OKCHpaHa, KapOoHara,

apuIupyrOImui  areHt, umupgoddupa,  kapOoaMMMHIA,  AHTHIPHUAA,  MPOU3BOIHBIC
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ANKWITAJIOTeHUIOB  (HampuMep, TPOW3BOAHBIE  TrajoaleTHia), MaJenuMuJ, a3HPUANH,
AKPWJIOWJIbHBIE TPOU3BOAHBIC, APWIHMPYIOUINE AareHThl, THOJAUCYIb(QUIHBIE OOMEHHBIC

pearentsl  (Hampumep, — nupumwIgucyabguael  wi  tHON  TNB) Ira3oankaH,

>
kapOokcunanmainazon, N, N'-nucykuuHmikapOoHat, N-rHIpOKCHCYKIMTHIMHUIIIXKIOPGOpMHUAT
u ruapasel. ManeuMun mnoseseH, Hampumep, s co3ganuss DDpp, KOTOphI CBSI3BIBAE€T
anbOyMUH in Vivo.

[0341] B HexoTOpbIX BapuaHTax ocyuectsieHHss DDpp koBaneHTHO MoauduLupyeTcs
I BKJIOYEHUST OJHOTO Wiu OoJiee  BOJOPACTBOPHMBIX MOJHMEPHBIX  COCTUHEHUN.
BonopactBopumelii mosumep (WM APYrod XUMHYECKHH (PparMeHT) MPHCOENUHEH K JI00OMY
AMUHOKHCJIOTHOMY OCTaTKy, XoTs npucoequHeHue k N- unu  C-KOHLy — sBIsETCS
NPEANOYTUTENBHBIM B HEKOTOPBIX BapHaHTax ocyulecTBieHus. [lpurogHele nojauMepsl
BKJIFOUAKOT, Oe3 orpanmuenus, [I3I" (manpumep, 191 pazmepom mpubmusurensio 40 k/la, 30
kla, 20 x/la, pasmepom 10 x/la, 5 xJa wmu 1 k/la), HONMOKCHUITHIICHTJIUKOJIb,
MOJIUIIPOIUJIEHT JIMKOJIb, MOHOMETOKCH-TIOJIUATUIIEHTJIUKOb, AEKCTPAaH THAPOKCHATUIIKpaxmall,
LeJITI0JI03a, nonu-  (N-BUHMJINHMPPOJUAOH)  -TIOJU3THIICHIJIUKOJIb, TrOMOTIOJIUMEPbI
NPONIJIEHTJIMKOJISL, COTMOJIUMED TOJUIPONIIEHOKCUIA/3THIICHOKCHUAA, TOJIMCHAIOBAs KUCJIOTa
(PSA), mONMMOKCHATHIIMPOBAHHBIE TOJIUOJBI (HAPUMEDP, TIIULEPUH) U MOJUBHHHIJIOBBIN CIHPT,
KaK a TaKke CMeCH JF0OOro M3 BbIENEPEeUHCICHHOro. B omHOM BapuaHTE OCYIIECTBIICHUS
DDpp sBnsercs merumupoBaHHbiM. Pparmentel PEG  pocTynmHBl B pasnuuHbIX  (popMmax,
HarpuMep, JHHEHHbIE WM pa3BeTBIeHHbIC. /s nanbHeHIIero oOCYKAEHUS pPacTBOPHMBIX B
BoZie mosimMepHbIX npucagok cM. mateHT CIIA Ne 4640835, 4496689, 4301144, 4670417,
4791192 n 4179337. [Ipyrue pparMeHThl, IPUTOAHBIC IJIS YIIYULISHHUS IEPUOAA TTOJYKIU3HHU HITH
CTa0MJIBHOCTH TENTHIA, ONHMCAHBI B JAHHOM JOKYMEHTE W BKJIOUYAIOT, HAaNpUMep, aJlbOyMHH
(Heobs3aTenbHO MOAM(PHUUMPOBAHHBIN 1Sl oOecnedeHus: KoHborauu ¢ DDpp), nienu »KupHbIX
KucoT (Hampumep, skupHble kuciaoTel C12-C18, takme kak xupHble Kuciotel Cl4) wumm
IUKapOOHOBBIE KHCIIOTHI, TAKHE KaK OKTaZekaH aukapOoHoBas kucyiota (oddc)), antureno wim
ero ¢parmeHT (Hanpumep, Fc-4acTp anTHUTENA) M IPOJIMH-aJIAHUH-CEPHUHOBBIE MYJIBTHUMEPHI.

[0342] B HekOTOpBIX BapHaHTax ocymecTBieHus: DDpp KOHBIOTUPOBaH ¢ (pparMeHTOM
nosmsTiieHrukons (I1900), ceiBoporounbiM anbOymuaOM yenoeka (UCA), anTutenom wimm
(¢parMeHTOM aHTUTENa, TUAPOKCHSTHIIKPAXMAJIOM, MYJIBTUMEPOM MPOJIUH-ATaHUH-CEPUH
(PASylation), xxupHoii kucnoroit C12-C18 unu noaucuasoBoil KUCIOTOMN.

[0343] B HekoTophix BapuaHTax ocymectieHuss DDpp auunupyror mo N-koHUEBOH
amuHOKucinore nentuaa. B gpyrom acnekre DDpp amuaupyrores no  C-xoHieBoi
aMUHOKHCJIOTE MOJIUIENTHAa. B ele 0JHOM JOMONHUTENBHOM acliekTe MeNTH/IbI AllUIUPOBAHBI

110 N—KOHLIGBOI\/'I AMHUHOKUCIIOTE NENTUAa W aMHUIUPOBAHBI II0 C-KOHLIGBOI\/'I AMHWHOKHCJIOTC
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NenTHa.

[0344] B HekoTOphIX BapuaHTax ocyuiecTBieHus DDpp comepxkut omHy win Oojee
MOIU(UIMPOBAHHBIX HMJIM HEMPOTEMHOT€HHBIX AMHUHOKHCIOT WIA MOIU(PHUIMPOBAHHYIO
auHKepHyK Tpymmy (cm., Hampumep, Grant, Synthetic Peptides: A User's Guide, Oxford
University Press (1992)). Moau¢unupoBaHHble aMHUHOKHCIOTHI BKJIIOYAIOT, HANpUMeEp,
AMHHOKHUCIIOTBI, B KOTOPBIX aMHUHO W/ KapOOKCHIIbHAsI TPyIIa 3aMeHeHa Ipyrod rpymrmoi.
HeorpaanunBaromue nmpuMepsl BKIIIOYAIOT MOJU(DUIHMPOBAHHBIE AMHHOKHCIIOTHI, BKIIFOYAOLITHE
THOAMHUIbI, MOYEBHHBI, THOMOYEBHHBI, AIMUITHAPA3HABL, CIOXKHBIE 3PHUPBL, ONe(UHBL,
cynbhoHaMuabl, aMuabl GOCHOPHON KHUCIOTHI, KETOHBI, CITUPTHI, aMHIIbI OOPOHOBOUM KHCJIOTHI,
OeH30Ma3enuHbl U APYrHe apoOMaTUYECKUE WIIM HeapOMaTHYeCKHe TeTepolnkibl (cMm., Estiarte
et al., Burgers Medicinal Chemistry, 6.sup.th edition, Volume 1, Part 4, John Wiley & Sons,
New York (2002)). HenpoTenHOTeHHBIE aMHUHOKHCIIOTBI BKJIIOHYAIOT, 0e3 orpaHuueHus, Oera-
ananuH (Bal), HopBanmun (Nva), vopaeiiuun (Nle), 4-aMHHOMACISTHYIO KUCIOTY (ramma-Abu),
2-aMHUHOM30MACIISTHYIO KUCIOTY (Aib), 6-aMHHOT€KCaHOBYIO KUCIOTY (3MCUIoH-AhX), OpPHUTHH
(Orn), runpoxcunponus (Hyp), taypun, capkosus, uutpyuiuH (Cit), HTUCTEHHOBYIO KHCJIOTY
(Coh), muxnorekcunanaaun (Cha), mernonuncyiabdokcun (Meo), mernonuscynbdon (Moo),
romocepuH-MeTunoBblii 3¢up (Hsm), npomaprunrmumma (Eag), S-droprpuntodan (SFw),
6-¢pToprpuntodan (6Fw), 3'4-mumeroxcudenmn-amanun (Ear), 3'4-mudropdennnanannn
(Dff), 4'-propdpenun-ananun (Pff), 1-madrun-ananun (INi), 2-madrunamasmn (2Ni),
I-metuntpuntodpan (1Mw), nenumpunamud (Pen), romocepun (Hse), t-Oyrwnrmunul, t-
Oyrunananns, QenunrnuuuH (Phg), Gensoruenunanannsa (Bta), L-romo-umcrenn (Hcy), N-
mermi-pennnananna (Nmf), 2-tmennnananud (Thi), 3,3-mudpenunananun (Ebw), L-ambda-t-
oyrunrmunuH (Tle), Bpa, romodenunananun (Hfe) n S-Gensun-L-uucrenn (Ece). Otu u npyrue
HETPOTEHHOTeHHbIE AaMHHOKHCIIOTBI MOTYT CYyINEeCTBOBaTh B BHIe D- wmim L-uzomepos.
[Ipumeprl MoAM(PUUMPOBAHHBIX JIMHKEPOB BKJIOUAIOT, 0O€3 OrpaHUuYeHHs, THOKUH JHHKEp
4,7,10-tpuokca-1,13-rpunexanequnamMun  (Ttds), ramumH,  6-aMHHOreKCaHOBash  KHCJIOTA,
Oera-amannH (Bal), mnentunoBas kucnora (Pyn) w xomOumnaumm Ttds, rounmza, 6-
aMHHOT'€KCaHOBOMW KUCIOTHI 1 Bal.

[0345] Jlrobasi W3 MHOTOYHCIIEHHBIX XUMHUYEeCKUX Moaudukanuii MoxkeT ObITh
OCYILIECTBJIEHA HW3BECTHBIMH CIOCOOAMH, BKJFOUas, O€3 OrpaHHuYeHHs], AaleTUIMPOBAHUE,
¢dopmunmpoBanue u T.1. Kpome TOro, mpoum3BOAHOE MOXKET COIEpXKaThb OAHY WM Ooiee

HEKJIaACCUYECCKUX aMUHOKUCJIOT.

Tabmuna 1 - UnmroctpaTuBHbIE MULIIEHb-cITelUIecKue cBsi3biBaromue DD
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

11

MGSWYEFSWRLQAIHQRLNALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRAYAAGIRG
ALQAYRHN

BCMA

9,48683

12

MGSWHEFTWRLIAIQQRLEALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRAY AAGIRH
HLQAYRHN

BCMA

17,125

13

MGSWREFAWRLVAINSRLKALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRHYAASIRD
GLQAYRHN

BCMA

9,66

2

14

MGSWHEFAWRLQAINQRLNALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRHY AAHIRN
GLQAYRHN

BCMA

13,14

15

MGSWNEFAWRLTAIEQRLMALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRHYAAGIRD
NLQAYRHN

BCMA

18,28

16

MGSWTEFAWRLQAIHQRLQALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRVYAAKIRIT
SLQAYRHN

BCMA

18,71

17

MGSWIEFAWRLQATHQRLDALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEDLREYAANIRD
SLQAYRHN

BCMA

18,97

18

MGSWHEFTWRLVAIQQRLQALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRKFAAKIRY
ELQAYRHN

BCMA

19,51

19

MGSWHEFTWRLIAIRERLFALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVEELREY AASIRNM
LQAYRHN

BCMA

12,99

20

MGSWIEFSWRLEAIRQRLQALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVESLRSYAARIRQE
LQAYRHN

BCMA

9,92

2

21

MGSWVEFSWRLEAIRQRLQALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLRSYAARIRQ

BCMA

19,14
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

ELQAYRHN

22

MGSWVEFSWRLEAIRQRLTALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEDLRKYAARIRG
ELQAYRHN

BCMA

21,3

2

23

MGSWVEFAWRLTAIDQRLSALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVENLRFY AAKIRS
HLQAYRHN

BCMA

8,43

2

24

MGSWVEFAWRLEAIKQRLTALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRLY AAKIRR
VLQAYRHN

BCMA

8,9

25

MGSWVEFAWRLTAIHTRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLRKYAAKIRK
QLQAYRHN

BCMA

6,08

2

26

MGSWTEFAWRLEAINQRLQALGGSEAELAAFE
KEIAAFESELQAYKGKGKPEVEALRAYAAKIRT
RLQAYRHN

BCMA

15,1475

27

MGSWSEFAWRLEATHQRLSALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLRLFAAQIRE
NLQAYRHN

BCMA

18,04

28

MGSWNEFAWRLIAINQRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLRHFAANIRN
DLQAYRHN

BCMA

11,53

29

MGSWTEFAWRLIAIDQRLMALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEILRELAAEIRFH
LQAYRHN

BCMA

8,55

2

30

MGSWSEFMNRLDAITYRLVALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVELLRHY AAQIRD
SLQAYRHN

BCMA

12,9

2

31

MGSWTEFMERLDAISYRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEVLRDY AATIRN
SLQAYRHN

BCMA

9,87

2

32

MGSWAEFMDRLDAITYRLWALGGSEAELAAF

BCMA

10,83
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

EKEIAAFESELQAYKGKGNPEVEELRGYAAIIRS
ELQAYRHN

33

MGSWIEFQERLDAIFYRLHALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVEDLRDAAATIRRQ
LQAYRHN

BCMA

18,58

34

MGSWIEFQQRLDAIFYRLY ALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVENLRDMAAIIRKQ
LQAYRHN

BCMA

20,02

35

MGSWYEFQSRLDAIFYRLFALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVEKLREAAASIRTQ
LQAYRHN

BCMA

14,08

36

MGSWSEFIDRLDAITYRLFALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVENLRWYAGVIRE
QLQAYRHN

BCMA

10,18

37

MGSWSEFYDRLY AINQRLFALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEDLRWYAAFIR
AQLQAYRHN

BCMA

5,98

2

38

MGSWYEFYDRLDAIVHRLDALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVENLRWYAAMIR
VRLQAYRHN

BCMA

14,68

39

MGSWVEFQDRLEAITDRLY ALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRYSAAMIRV
ILQAYRHN

BCMA

8,87825

40

MGSWVEFQERLMAISDRLYALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRWQAAMIR
YTLQAYRHN

BCMA

6,7

41

MGSWFEFQHRLEAISMRLHALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRWQAAYIR
VVLQAYRHN

BCMA

4,05

2

42

MGSWVEFQSRLEAIATRLRALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRWQAAWIR
MMLQAYRHN

BCMA

18,0075
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

43

MGSWEEFQYRLGATAARLQALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRWQAAMIR
FMLQAYRHN

BCMA

3,11

2

44

MGSWYEFQVRLQAISWRLKALGGSEAELAAFE
KEIAAFESELQAYKGKGNHEVEELRIQAALIRV
MLQAYRHN

BCMA

14,23

45

MGSWVEFRSRLEAISNRLRALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVEELRTTAALIRVY
LQAYRHN

BCMA

3,04

2

46

MGSWVEFKARLEAISSRLTALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVEELRYSAALIRVY
LQAYRHN

BCMA

8,70714

47

MGSWSEFYTRLEAINNRLHALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRYTAALIRTY
LQAYRHN

BCMA

3,66

2

48

MGSWAEFYHRLDAISSRLRALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRYTAALIRTY
LQAYRHN

BCMA

4,31

2

49

MGSWTEFASRLVAIRQRLQALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRYSAAIIRV
MLQAYRHN

BCMA

7,99

2

50

MGSWSEFDQRLAAIYQRLNALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRYSAALIRV
MLQAYRHN

BCMA

7,72

2

51

MGSWVEFHNRLSAISDRLGALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRYSAALIRV
MLQAYRHN

BCMA

7,36

2

52

MGSWNEFEDRLSAISARLSALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVEELRYSAALIRVM
LQAYRHN

BCMA

4,09

2

53

MGSWVEFEYRLVAIFDRLQALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRYQAALIRV

BCMA

7,63

2
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

MLQAYRHN

54

MGSWVEFQGRLGAIHERLQALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRYSAALIRV
FLQAYRHN

BCMA

3,83429

55

MGSWYEFSMRLSATWERLHALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRYQAALIRF
YLQAYRHN

BCMA

7,12

2

56

MGSWTEFSQRLGAISERLY ALGGSEAELAAFEK
ETAAFESELQAYKGKGNPEVEELRYSAALIRFM
LQAYRHN

BCMA

4,15

2

57

MGSWTEFHDRLEAITHRLNALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRYSAALLRV
FLQAYRHN

BCMA

5,79

2

58

MGSWTEFEHRLEAIAGRLNALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRYSAALIRF
WLQAYRHN

BCMA

6,34

2

59

MGSWTEFANRLEAINARLHALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRFSAALIRV
YLQAYRHN

BCMA

6,42

2

60

MGSWEEFDRRLY AIARRLEALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRYQAALIRV
WLQAYRHN

BCMA

8,85

2

61

MGSWIEFHQRLEAIVTRLEALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVEELRYQAALIRVF
LQAYRHN

BCMA

62

MGSWSEFYDRLKAIADRLHALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRTEAAIIRVY
LQAYRHN

BCMA

8,215

63

MGSWWEFEDRLSAIMERLHALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRYRAAIIRV
YLQAYRHN

BCMA

10,39

64

MGSWVEFEERLAAIATRLHALGGSEAELAAFE

BCMA

16,29
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

KEIAAFESELQAYKGKGNPEVEELRWRAAIIRV
YLQAYRHN

65

MGSWSEFRGRLQAIHSRLNALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRYSAAIIRTY
LQAYRHN

BCMA

7,585

66

MGSWTEFRDRLGAIYHRLDALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRYQAAIIRV
YLQAYRHN

BCMA

6,7

67

MGSWVEFYHRLEAIRYRLSALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRYVAAVIRY
RLQAYRHN

BCMA

7,8

68

MGSWVEFYDRLEAIRYRLSALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRYTAAVIRY
RLQAYRHN

BCMA

5,636

69

MGSWVEFYDRLAAIRKRLYALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRFRAALIRI
WLQAYRHN

BCMA

9,76

2

70

MGSWEEFSERLEAISIRLRALGGSEAELAAFEKE
TAAFESELQAYKGKGNPEVEELRVSAAIIRVWL
QAYRHN

BCMA

11,26

71

MGSWSEFSDRLHAISDRLQALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVEELRIQAAIIRVWL
QAYRHN

BCMA

6,3725

72

MGSWIEFSHRLEAIVDRLGALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVEELRNTAAIIRVYL
QAYRHN

BCMA

18,67

73

MGSWEEFSDRLEAILRRLDALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVEDLRFAAAIIRVQ
LQAYRHN

BCMA

9,08

2

74

MGSWMEFSHRLDATHERLY ALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEDLRFAAAIIRV
QLQAYRHN

BCMA

6,3
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SEQ ID
NO ITocnenoBarenpHOCTH fOMEHA D Mumens | MDA cpen
MGSWSEFQQRLHAIRTRLYALGGSEAELAAFE
75 | KETAAFESELQAYKGKGNPEVEELRFEAAIIRV | BCMA 11,615
MLQAYRHN

MGSWYEFQNRLGAINRRLNALGGSEAELAAFE
76 | KEIAAFESELQAYKGKGNPEVEELRFEAAIIRV | BCMA 4,68
MLQAYRHN
MGSWQEFTGRLHAIRHRLEALGGSEAELAAFE
77 |KEIAAFESELQAYKGKGNPEVEELRFEAAYIRV| BCMA | 3,315
WLQAYRHN
MGSWTEFDHRLGAIWERLVALGGSEAELAAFE
78 |KEIAAFESELQAYKGKGNPEVEELRFHAAIIRIF | BCMA 9,54
LQAYRHN
MGSWTEFHVRLSAIWDRLVALGGSEAELAAFE
79 |KEIAAFESELQAYKGKGNPEVEELRFHAAIIRIV| BCMA | 23,62
LQAYRHN
MGSWNEFDNRLQAIWDRLHALGGSEAELAAFE
80 |KEIAAFESELQAYKGKGNPEVEELRFHAAMIRI| BCMA 9,87
TLQAYRHN
MGSWTEFHERLQATWFRLHALGGSEAELAAFE
81 |KEIAAFESELQAYKGKGNPEVEELRFRAAIIRLY| BCMA | 12,0656
LQAYRHN
MGSWNEFSGRLTAIKDRLAALGGSEAELAAFE
82 |KEIAAFESELQAYKGKGNPEVEELRFRAAVIRL | BCMA 3,39
WLQAYRHN
MGSWVEFDERLVAIWFRLHALGGSEAELAAFE
83 |KEIAAFESELQAYKGKGNPEVEALRARAAYIRI| BCMA 8,96

2

WLQAYRHN
MGSWSEFGQRLSAIWERLLALGGSEAELAAFE
84 |KEIAAFESELQAYKGKGNPEVEALRADAAFIRI| BCMA | 14,01
WLQAYRHN
< MGSWYEFEDRLVAIWIRLDALGGSEAELAAFE BOMA 103

2

KEIAAFESELQAYKGKGNPEVEELRYNAAFIRG
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

ALQAYRHN

86

MGSWYEFGDRLSAIWERLAALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEYLRTHAAEIRTI
LQAYRHN

BCMA

8,895

87

MGSWHEFYYRLEAIEQRLHALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVETLRFDAALIRIY
LQAYRHN

BCMA

3,73

2

88

MGSWSEFEERLAAIGSRLFALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVETLRFDAALIRIYL
QAYRHN

BCMA

4,85

2

89

MGSWLEFHYRLHAIQFRLYALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVETLRHIAALIRN
QLQAYRHN

BCMA

12,7486

90

MGSWQEFYNRLEAIHMRLFALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEGLRSDAAPIRD
VLQAYRHN

BCMA

6,47

2

91

MGSWNEFHHRLWAIFDRLGALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEVLRKMAAGIR
GGLQAYRHN

BCMA

3,88

2

92

MGSWYEFHYRLKAINDRLYALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEYLRYSAAMIRH
KLQAYRHN

BCMA

6,04

2

93

MGSWTEFHQRLGAIHARLGALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEYLRFSAAFIRL
KLQAYRHN

BCMA

8,87

2

94

MGSWFEFQYRLEAIFYRLLALGGSEAELAAFEK
EIAAFESELQAYKGKGKPEVEELRVRAALIRHL
LQAYRHN

BCMA

17,31

95

MGSWVEFHARLDAIYTRLGALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEYLRVLAAHIRT
SLQAYRHN

BCMA

3,8

96

MGSWVEFGTRLSAIYNRLWALGGSEAELAAFE

BCMA

15,425
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

KEIAAFESELQAYKGKGNPEVEDLRFEAAIIRIM
LQAYRHN

97

MGSWVEFTHRLDAIYIRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRHEAAVIRE
ELQAYRHN

BCMA

13,9167

98

MGSWVEFHGRLAAIYVRLFALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLRYHAAMIRR|
NLQAYRHN

BCMA

99

MGSWVEFDRRLVAIYIRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEALRDDAALIRL
LLQAYRHN

BCMA

8,93

2

100

MGSWVEFDRRLVAIYIRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEKLRYDAATIRE
TLQAYRHN

BCMA

101

MGSWLEFDRRLTAIYLRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEALREDAAMIR
DMLQAYRHN

BCMA

9,82

2

102

MGSWIEFDRRLLAIHVRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEVLRADAAKIR
MELQAYRHN

BCMA

13,72

103

MGSWIEFDRRLIATWIRLWALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVESLRSDAADIRQK
LQAYRHN

BCMA

9,45

2

104

MGSWVEFDRRLIAIWVRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEFLRSDAAMIRE
HLQAYRHN

BCMA

5,77

2

105

MGSWYEFHTRLIATY VRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLRGDAAKIR
GYLQAYRHN

BCMA

4,06

2

106

MGSWSEFSTRLSAITY VRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEYLRNKAASIRK
TLQAYRHN

BCMA

5,35

2
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

107

MGSWVEFRYRLGAIYHRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEVLRDRAATIRR
LLQAYRHN

BCMA

10,81

108

MGSWNEFRNRLGAIDSRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVETLRAHAAIIRS
VLQAYRHN

BCMA

4,69667

109

MGSWHEFRNRLGAIDSRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVETLRARAAMIRS
VLQAYRHN

BCMA

3,49359

110

MGSWTEFYQRLEAINFRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEVLRDKAALIRL
MLQAYRHN

BCMA

6,955

111

MGSWNEFYNRLHAINLRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEVLREHAAIIRQ
ALQAYRHN

BCMA

3,00395

112

MGSWEEFYGRLSAIQDRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLRMHAAVIR
RALQAYRHN

BCMA

3,28

2

113

MGSWGEFNLRLVAIHVRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEFLRSQAANIRA
QLQAYRHN

BCMA

12,81

114

MGSWGEFSDRLEAINERLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRWQAAFIRA
NLQAYRHN

BCMA

4,26

2

115

MGSWMEFQGRLPAILARLRALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEHLRDKAAYIR
WMLQAYRHN

BCMA

8,32

2

116

MGSWMEFEGRLPAILARLRALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEHLRDKAAYIR
WMLQAYRHN

BCMA

3,93

2

117

MGSWFEFQNRLQAILFRLRALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVENLRDKAAYIRL

BCMA

5,39333
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

MLQAYRHN

118

MGSWVEFDMRLQAILERLRALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEHLRDSAAYIRL
MLQAYRHN

BCMA

23,525

119

MGSWVEFNARLDAILFRLRALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEHLRDQAAYIRL
MLQAYRHN

BCMA

13,52

120

MGSWMEFNVRLRAILDRLHALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVELLRDKAAYIRF
MLQAYRHN

BCMA

15,59

121

MGSWIEFDTRLAAIVHRLRALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVELLRDKAAYIRY
MLQAYRHN

BCMA

13,9475

122

MGSWIEFDYRLKAILHRLRALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVEGLRDKAAYIRFL
LQAYRHN

BCMA

11,8767

123

MGSWYEFEDRLLAIKVRLRALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEYLRDQAAYIRF
MLQAYRHN

BCMA

17,6133

124

MGSWYEFQDRLSAITTRLRALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVELLRDKAAYIRF
MLQAYRHN

BCMA

10,085

125

MGSWEEFDDRLNAIVYRLRALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEMLRDQAAYIR
LMLQAYRHN

BCMA

18,64

126

MGSWVEFEQRLHAIVVRLRALGGSEAELAAFE
KEIAAFESELQAYKGGGNPEVENLRDQAAYIRF
MLQAYRHN

BCMA

17,7467

127

MGSWVEFEWRLEAIVVRLRALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEHLRDKAAYIRY
MLQAYRHN

BCMA

14,95

128

MGSWYEFEHRLKAIVSRLGALGGSEAELAAFE

BCMA

4,55

2
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

KEIAAFESELQAYKGKGNPEVEHLRDKAAYIRY
MLQAYRHN

129

MGSWMEFKHRLAAITFRLRALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVELLRDKAAYIRL
LLQAYRHN

BCMA

6,06

2

130

MGSWMEFEGRLHAIKRRLRALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEVLRDQAAYIRL
LLQAYRHN

BCMA

7335

131

MGSWSEFVFRLDTIKSRLRALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVETLRDQAAYIRLM
LQAYRHN

BCMA

19,86

132

MGSWYEFDERLSAIKLRLRALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEVLRAQAAYIRA
ILQAYRHN

BCMA

16,94

133

MGSWMEFDERLWAIKKRLRALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEFLRHQAAYIRM
LLQAYRHN

BCMA

9,526

134

MGSWHEFDGRLSAIKRRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEHLRDQAAYIRY
MLQAYRHN

BCMA

5,4

135

MGSWYEFDGRLQAITARLRALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEHLRFRAAYIRW
ILQAYRHN

BCMA

3,29

2

136

MGSWFEFDKRLY AITHRLRALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVEKLRYKAATIRLY
LQAYRHN

BCMA

11,82

137

MGSWVEFDNRLYAIVDRLRALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEHLRQKAAYIRL
ILQAYRHN

BCMA

11,7167

138

MGSWIEFHQRLNAIFNRLRALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVEWLRHHAAYIRE
MLQAYRHN

BCMA

734167
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MuiueHp

HU®DA cpen

139

MGSWNEFRLRLWAITERLRALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVECLRAEAAWIRT
MLQAYRHN

BCMA

3,87179

140

MGSWYEFWLRLSAISYRLQALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLRKEAAEIRS
WLQAYRHN

BCMA

14,4653

141

MGSWYEFQLRLWAIHWRLIALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLRMRAAEIR
NELQAYRHN

BCMA

20,59

142

MGSWYEFAHRLEAIEWRLIALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRQYAAAIRN
YLQAYRHN

BCMA

9,48

2

143

MGSWYEFDTRLGAIRNRLGALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLRFQAAYIRF
LLQAYRHN

BCMA

13,934

144

MGSWYEFWVRLTAIRWRLEALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLREQAASIR
WVLQAYRHN

BCMA

5,72

2

145

MGSWFEFDRRLKAIDRRLMALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLRMQAAIIRN|
YLQAYRHN

BCMA

6,1625

146

MGSWVEFWERLDAIDNRLGALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLRWHAAYIR
GYLQAYRHN

BCMA

11,42

147

MGSWAEFWDRLDAIDSRLNALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEYLREWAAYIR
GYLQAYRHN

BCMA

18,22

148

MGSWAEFDLRLRATAKRLVALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEMLRLDAAYIR
GVLQAYRHN

BCMA

4,09

2

149

MGSWSEFWDRLY AIRIRLDALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEKLRSVAARIRN

BCMA

12,52
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NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

WLQAYRHN

150

MGSWSEFWFRLGAIRNRLDALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEKLRDVAAHIRH
WLQAYRHN

BCMA

14,93

151

MGSWSEFNDRLDAIRWRLDALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLRQVAATIR
YRLQAYRHN

BCMA

13,59

152

MGSWVEFWDRLGAIRERLQALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEKLRYTAAAIRH
YLQAYRHN

BCMA

5,22

2

153

MGSWAEFWDRLGAIRERLQALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEKLRYTAAAIRH
YLQAYRHN

BCMA

154

MGSWTEFWDRLGAIRERLQALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEKLRYTAAAIRH
YLQAYRHN

BCMA

155

MGSWVEFWDRLGAIRERLQALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEKLKYTAAAIRH
YLQAYRHN

BCMA

156

MGSWVEFWDRLGAIRERLQALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEKLQYTAAAIRH
YLQAYRHN

BCMA

157

MGSWVEFWDRLGAIRERLQALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEKLRYTAAAIKH
YLQAYRHN

BCMA

158

MGSWAEFWDRLGAIRERLQALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEKLQYTAAAIKH
YLQAYRHN

BCMA

159

MGSWTEFWDRLGAIRERLQALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEKLQYTAAAIKH
YLQAYRHN

BCMA

160

MGSWVEFWDRLGAIRERLEALGGSEAELAAFE

BCMA

4,18

2
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

KEIAAFESELQAYKGKGNPEVEKLRYVAAVIRH
RLQAYRHN

161

MGSWVEFWDRLGAIRERLQALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRASAAAIRI
ALQAYRHN

BCMA

3,07

2

162

MGSWVEFWDRLGAIRDRLDALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRNTAAYIRT
FLQAYRHN

BCMA

16,034

163

MGSWSEFWVRLGAIRDRLDALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEALRVTAAQIRH
YLQAYRHN

BCMA

23,5

2

164

MGSWSEFWVRLGAIRERLDALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEKLRYTAATIRR
FLQAYRHN

BCMA

7,55667

165

MGSWSEFWARLGAIRERLDALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEKLRYTAATIRR
FLQAYRHN

BCMA

166

MGSWSEFWVRLGAIRERLDALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEKLRYTAGTIRR
FLQAYRHN

BCMA

167

MGSWSEFWVRLGAIRERLDALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEKLRYTAATIKR
FLQAYRHN

BCMA

168

MGSWSEFWARLGAIRERLDALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEKLRYTAGTIKR
FLQAYRHN

BCMA

169

MGSWSEFWDRLTAIRVRLDALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEKLRYTAAHIRK
FLQAYRHN

BCMA

16,14

170

MGSWTEFWTRLNAIYERLDALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEKLRFTAASIRM
YLQAYRHN

BCMA

8,43

2




PCT/US2018/060887 160 WO 2019/099433

SEQ ID
NO. ITocnenoBarenpHOCTH fOMEHA D Mumens | MDA cpen
MGSWFEFWDRLAAIRDRLEALGGSEAELAAFE
171 |KEIAAFESELQAYKGKGNPEVEDLRYVAAKIRV| BCMA 12,78
RLQAYRHN
MGSWTEFWVRLNAIRDRLEALGGSEAELAAFE
172 | KETAAFESELQAYKGKGNPEVEDLRHTAAIIRN | BCMA 12,53
YLQAYRHN

MGSWVEFWHRLGAIYDRLEALGGSEAELAAFE
173 |KEIAAFESELQAYKGKGNPEVEELRRTAALIRQ| BCMA | 19,904
TLQAYRHN
MGSWVEFWNRLGAIYDRLEALGGSEAELAAFE
174 |KEIAAFESELQAYKGKGNPEVEKLRHTAAVIRL| BCMA | 14,55
YLQAYRHN
MGSWSEFWERLEAIYDRLY ALGGSEAELAAFE
175 |[KEIAAFESELQAYKGKGNPEVEELRRTAATIRSF| BCMA | 18,78

LQAYRHN
MGSWEEFDNRLEAIFDRLEALGGSEAELAAFEK
176 |EIAAFESELQAYKGKGNPEVEELREFAATIRITL| BCMA 3,93

QAYRHN
MGSWMEFWDRLY AIEFRLFALGGSEAELAAFE
177 |KEIAAFESELQAYKGKGNPEVEKLRRVAATIRN| BCMA | 11,6925

ELQAYRHN
MGSWTEFWERLY AIEYRLFALGGSEAELAAFE
178 |KEIAAFESELQAYKGKGNPEVEKLRSVAATIRY| BCMA 12,7

ELQAYRHN
MGSWNEFWERLY AIELRLFALGGSEAELAAFE
179 | KEIAAFESELQAYKGKGNPEVEKLRMTAAYIR | BCMA | 9,945

NELQAYRHN
MGSWYEFWKRLYAIEYRLFALGGSEAELAAFE
180 |KEIAAFESELQAYKGKGNPEVEALRKVAAKIRE| BCMA | 14,785

QLQAYRHN
MGSWTEFWARLYAIEMRLFALGGSEAELAAFE

181 BCMA 12,46
KEIAAFESELQAYKGKGNPEVEHLRRVAALIRE
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

QLQAYRHN

182

MGSWHEFWDRLY AIEFRLFALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLRQVAAKIR
WHLQAYRHN

BCMA

7,3

183

MGSWDEFEFRLGALRWRLIALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEYLRFGAAHIRH
ILQAYRHN

BCMA

9,2

184

MGSWTEFYHRLY AIRERLSALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEYLRFGAAHIRH
LLQAYRHN

BCMA

9,6275

185

MGSWVEFETRLDAIRMRLGALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEYLRFGAAHIRA
LLQAYRHN

BCMA

14,0717

186

MGSWGEFDVRLFAIRERLSALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVEYLRGYAAQIRSF
LQAYRHN

BCMA

735333

187

MGSWVEFDERLSAIRERLDALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEYLRLYAAQIRV
FLQAYRHN

BCMA

5,61

2

188

MGSWSEFDGRLGAIWDRLY ALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEYLRDRAAQIRE
FLQAYRHN

BCMA

10,0305

189

MGSWGEFEGRLHAIRSRLSALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVEVLRGYAAWIRA
LLQAYRHN

BCMA

6,17

2

190

MGSWGEFNGRLGAIRERLQALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEFLRAYAASIRA
VLQAYRHN

BCMA

4,95333

191

MGSWWEFTFRLAAIEFRLEALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEDLRATAAEIRK
SLQAYRHN

BCMA

5,75

2

192

MGSWDEFQFRLAAIGFRLGALGGSEAELAAFE

BCMA

6,155
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

KEIAAFESELQAYKGKGNPEVEVLRRQAARIRH
LLQAYRHN

193

MGSWYEFVTRLHAIDHRLKALGGSEADLAAFE
KEIAAFESELQAYKGKGNPEVEWLRFYAAGIR
MNLQAYRHN

BCMA

4,12

2

194

MGSWSIEFWRLEAIKFRLIALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVEFLRVEAAAIRRV
LQAYRHN

BCMA

8,43

2

195

MGSWGEFEHRLDPSTCVWLALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEKLRRGAAVIRH
WLQAYRHN

BCMA

4,05

2

196

MGSWIEFAMRLEAIENRLTALGGSEAELAIFES
MIAHFEELLQNYKGKGNPEVEALIHEAFAIHKE
LWAYRHN

BCMA

10,73

197

MGSWNEFYQRLEAIENRLQALGGSEAELAMFE
VRIALFEDMLQGYKGKGNPEVEALKQEAIAILR
ELIAYRHN

BCMA

6,01

2

198

MGSWNEFYDRLRAIKKRLYALGGSEAELADFE
EDIAQFEVDLQDYKGKGNPEVEALHREAHAIT
HELWAYRHN

BCMA

12,36

199

MGSWGEFKHRLALIKWYLEALGGSEAELAHFE
DWIAVFEVQLONYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

17,09

200

MGSWYEFKHRLAIIKWYLEALGGSEAELAKFE
AWIAEFEMILQRYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

5,505

201

MGSWYEFKHRLAIIKWYLEALGGSEAELAHFE
QYIADFEGTLQKYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

14,8333

202

MGSWYNFKHRLAIIKWYLEALGGSEAELARFE
NFIANFETQLQLYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

BCMA

6,7615
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MuiueHp

HU®DA cpen

203

MGSWFQFKHRLAIIKWQLEALGGSEAELAWFE
QWIADFEHQLQHYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

10,39

204

MGSWYNFKHRLAIIKWFLEALGGSEAELAVFE
VWIADFEHQLQEYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

16,38

205

MGSWDAFKHRLALIKWYLEALGGSEAELAHFE
EYIAEFESNLQSYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

BCMA

12,98

206

MGSWDGFKHRLALIKWYLEALGGSEAELANFE
NWIAEFEQRLQYYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

23,62

207

MGSWNGFKHRLAIIKWYLEALGGSEAELASFE
SYIAEFESGLQEYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

BCMA

16,53

208

MGSWNSFKHRLALIKWYLEALGGSEAELATFE
WYIASFESELQQYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

10,34

209

MGSWSDFKYRLAVIKFYLEALGGSEAELASFES
FIAHFEDDLQKYKGKGNPEVEALRKEAAAIRDE
LQAYRHN

BCMA

13,04

210

MGSWSGFKYRLAVIKFYLEALGGSEAELASFEL
FIAKFEIDLQNYKGKGNPEVEALRKEAAAIRDE
LQAYRHN

BCMA

13,066

211

MGSWYGFKYRLAVIKWYLEALGGSEAELASFE
KYTAHFEHDLQAYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

9,05

2

212

MGSWYGFKYRLAVIKWYLEALGGSEAELASFE
KYTAQFEHDLQAYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

7,63333

213

MGSWYGFKYRLALIKWYLEALGGSEAELASFE
TYIADFEDLLQAYKGKGNPEVEALRKEAAAIR

BCMA

13,03
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MuiueHp

HU®DA cpen

DELQAYRHN

214

MGSWSTFKYHLAVIKWYLEALGGSEAELASFE
DYTAQFETDLQEYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

11,65

215

MGSWHEFKYRLALIKWYLEALGGSEAELATFE
HHIAQFEWDLQKYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

16,19

216

MGSWNMFKYRLAHIKWYLEALGGSEAELATF
EAYIADFEVDLQKYKGKGNPEVEALRKEAAAI
RDELQAYRHN

BCMA

16,33

217

MGSWHGFKYRLAIIKWWLEALGGSEAELAFFE
EWIASFERDLQIYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

BCMA

6,025

218

MGSWHGFKYRLAVIKWYLEALGGSEAELAMF
EGWIAQFEITLQQYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

5,99

2

219

MGSWQGFKYRLAVIKWMLEALGGSEAELAFF
ENWIAEFETKLQQYKGKGNPEVEALRKEAAAI
RDELQAYRHN

BCMA

1,75

2

220

MGSWSGFKYRLAVIKWYLEALGGSEAELATFE
EWIAEFETELQFYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

BCMA

13,975

221

MGSWGYFKYRLAMIKWYLEALGGSEAELASF
ESWIAEFEGSLQAYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

13,018

222

MGSWHAFKYKLAMIKWYLEALGGSEAELAHF
EEWIAEFEALLQEYKGKGNPEVEALRKEAAAIR|
DELQAYRHN

BCMA

11,63

223

MGSWQHFKYRLAIIKWYLEALGGSEAELAFFE
SFIAKFEHDLQKYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

BCMA

8,91

2

224

MGSWNDFKYRLAIIKYYLEALGGSEAELAHFES

BCMA

15,1233
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MuiueHp

HU®DA cpen

YIASFEHDLQNYKGKGNPEVEALRKEAAAIRDE
LQAYRHN

225

MGSWGAFKYRLAIIKFYLEALGGSEAELARFEE
FIANFEHDLQNYKGKGNPEVEALRKEAAAIRDE
LQAYRHN

BCMA

12,88

226

MGSWYNFKYRLAIIKFYLEALGGSEAELAQFEI
WIAEFEHDLQGYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

BCMA

19,91

227

MGSWEQFKYRLAIIKYMLEALGGSEAELAWFE
SWIANFESDLQHYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

11,01

228

MGSWQQFKYRLAIIKYYLEALGGSEAELAGFE
TYTAKFEEVLQSYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

BCMA

15,12

229

MGSWAGFKYRLAVIKYYLEALGGSEAELAHFE
QWIAHFEGMLQDYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

12,68

230

MGSWTAFKYRLAIIKFYLEALGGSEAELAHFES
YIAHFEDMLQHYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

BCMA

7,43

2

231

MGSWAHFKYRLAIIKFWLEALGGSEAELANFE
EYIAEFESTLQVYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

BCMA

13,12

232

MGSWANFKYRLALIKWHLEALGGSEAELASFE
IWIADFEESLQWYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

14,2878

233

MGSWATFKYRLALIKWHLEALGGSEAELADFE
EYTAGFEEGLQKYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

15,07

234

MGSWTHFKYRLALIKWWLEALGGSEAELAGF
EVHIADFEAQLOQMYKGKGNPEVEALRKEAAAI
RDELQAYRHN

BCMA

7,36692
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235

MGSWNTFKYHLAVIKFMLEALGGSEAELAFFE
QWIAEFEVTLQSYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

10,6006

236

MGSWTQFKYHLAVIKWYLEALGGSEAELAGFE
QWIAEFEKTLQEYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

21,1178

237

MGSWNQFKYRLAVIKFYLEALGGSEAELAHFE
TWIAAFEEQLQFYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

12,85

238

MGSWNEFKYHLAVIKFYLEALGGSEAELAHFE
TWIAEFEYELQKYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

13,68

239

MGSWVQFKYHLAVIKFYLEALGGSEAELAHFE
TWIAEFEVALQGYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

12,6957

240

MGSWVDFKYHLAVIKFWLEALGGSEAELANFE
TWIANFEQELOMYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

13,22

241

MGSWVDFKYHLAVIKWYLEALGGSEAELADF
ENWIAHFESILQQYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

10,43

242

MGSWVEFKYHLAVIKFTLEALGGSEAELADFE
EEIARFEMILQQYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

BCMA

6,92

2

243

MGSWSHFKYHLALIKWYLEALGGSEAELAKFE
FWIAEFEHNLOQMYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

7,93

2

244

MGSWYHFKYHLALIKWYLEALGGSEAELAHFE
HWIAEFEWTLQQYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

8,85

2

245

MGSWQGFKYHLALIKFYLEALGGSEAELAHFE
HWLAEFEHDLQTYKGKGNPEVEALRKEAAAIR

BCMA

21,2

2
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

DELQAYRHN

246

MGSWLSFKHHLALIKWYLEALGGSEAELASFE
AWIALFEHQLQQYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

6,305

247

MGSWSEFKYKLALIKWYLEALGGSEAELAHFE
GWIANFETTLQKYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

11,2875

248

MGSWIEFKYKLAIIKFYLEALGGSEAELAHFEH
WIADFEFVLQQYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

BCMA

14,88

249

MGSWQNFKYHLAMIKWYLEALGGSEAELANF
EEFIAQFEINLOQHYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

9,55

2

250

MGSWYNFKYHLAITIKWWLEALGGSEAELADFE
HYTADFERNLQEYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

8,62636

251

MGSWYQFKYHLAIIKWYLEALGGSEAELAGFE
NYIATFEQELQQYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

18,41

252

MGSWSHFKYHLAIIKFYLEALGGSEAELAGFEI
WIAKFEDELQMYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

BCMA

9,34

2

253

MGSWVGFKAHLAIIKWYLEALGGSEAELAGFE
IFIADFEALLQMYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

BCMA

9,71

2

254

MGSWVNFKYKLAIIKYMLEALGGSEAELAFFE
DWIAEFERTLQQYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

7,38951

255

MGSWSNFKYRLAVIKYMLEALGGSEAELAFFE
DWIADFELHLQVYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

9,34

2

256

MGSWTNFKYKLAVIKFMLEALGGSEAELAFFE

BCMA

11,4075
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

DWIAGFEIDLOQNYKGKGNPEVEALRKEAAAIR
DELQAYRHN

257

MGSWTGFKYRLAIIKFMLEALGGSEAELAFFEQ
WIADFENELQYYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

BCMA

13,89

258

MGSWHNFKYRLAIIKFMLEALGGSEAELAWFE
NWIADFEDSLQDYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

13,59

259

MGSWFAFKHRLAVIKYMLEALGGSEAELAFFE
HWIAQFEHDLQQYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

11,985

260

MGSWYEFKHRLAVIKYMLEALGGSEAELAFFE
NWIAQFEHELQTYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

3,71

2

261

MGSWYKFKHKLAVIKYMLEALGGSEAELAWF
EEWIAEFEVTLOQDYKGKGNPEVEALRKEAAAI
RDELQAYRHN

BCMA

4,54

2

262

MGSWFYFKQKLAFIKWYLEALGGSEAELANFE
IYIAEFEVMLQQYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

BCMA

7,23

2

263

MGSWFSFKHHLAVIKWNLEALGGSEAELASFE
EQIAEFESVLQAYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

BCMA

6,45

2

264

MGSWGNFKYRLAIIKFHLEALGSSEAELATFEA
WIANFESMLQNYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

BCMA

22,7

2

265

MGSWSYFKYGLAIIKIRLEALGGSEAELADFER
WIAAFEHDLQYYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

BCMA

13,33

266

MGSWSYFKFGLAHIKLRLEALGGSEAELADFE
QWIASFEEQLQTYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

18,354
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

267

MGSWSYFKWGLAHIKLRLEALGGSEAELADFE
FWIAEFEGLLQDYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

17,64

268

MGSWIYFKYGLAHIKTRLEALGGSEAELADFE
QWIAEFEKMLQDYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

21,12

269

MGSWGYFKYGLATIKHRLEALGGSEAELADFE
LWIAKFEEQLQVYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

14,01

270

MGSWEYFKYGLATIKMHLEALGGSEAELADFE
HWIAHFEHQLOMYKGKGNPEVEALRKEAAAIR|
DELQAYRHN

BCMA

18,4033

271

MGSWSYFKYGLATIKEKLEALGGSEAELADFE
TWIAMFEKQLQEYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

18,15

272

MGSWHYFKNGLAIIKEKLEALGGSEAELADFEI
WIAMFEMELQEYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

BCMA

19,85

273

MGSWQYFKYGLAIIKIKLEALGGSEAELADFEA
WIATFEKQLQHYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

BCMA

10,28

274

MGSWVYFKHGLAVIKMRLEALGGSEAELADFE
TWIAQFEMTLQEYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

21,45

275

MGSWVYFKYGLAVIKEKLEALGGSEAELADFE
TWIAEFEFGLQQYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

17,58

276

MGSWYYFKYGLAVIKGKLEALGGSEAELADFE
TWIAKFENHLQSYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

3,84

2

277

MGSWTYFKYGLALIKYRLEALGGSEAELADFE
EWIAQFEVSLQHYKGKGNPEVEALRKEAAAIR

BCMA

15,21




PCT/US2018/060887 170

WO 2019/099433

SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

DELQAYRHN

278

MGSWDYFKYGLALIKIKLEALGGSEAELADFE
VWIAQFEMALQVYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

15,76

279

MGSWTYFKFGLAHIKDSLEALGGSEAELADFE
QWIAMFEQDLQVYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

17,01

280

MGSWGYFKHGLAHIKSSLEALGGSEAELADFE
VWIAAFENELQEYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

18,505

281

MGSWGYFKTGLAIIKAQLEALGGSEAELADFEL
WIAQFEETLQFYKGKGNPEVEALRKEAAAIRDE
LQAYRHN

BCMA

12,75

282

MGSWAYFKYGLAVIKLHLEALGGSEAELADFE
RYTIAEFEYELQAYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

BCMA

13,44

283

MGSWLDFKEGLADIKRSLEALGGSEAELADFE
GVIALFEWKLQTYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

3,03

2

284

MGSWEVFKHELAVIKDYLEALGGSEAELAHFE
WGIAWFEGFLQDYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

9,33

2

285

MGSWIVFKQSLAWIKEHLEALGGSEAELAEFEF
YIANFEHTLQNYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

BCMA

10,57

286

MGSWIYFKDSLAYIKKYLEALGGSEAELATFEY
YIANFEHELQYYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

BCMA

3,2

287

MGSWDHFKYNLAWIKKYLEALGGSEAELATFE
WYIANFEKRLQDYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

9,81

2

288

MGSWFTFKONLAWIKLHLEALGGSEAELARFE

BCMA

14,204
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

YYIADFENKLQLYKGKGNPEVEALRKEAAAIR
DELQAYRHN

289

MGSWREFKYGLAHIKRVLEALGGSEAELAVFE
YYIAKFEQELQEYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

14,7

2

290

MGSWIQFKYGLAHIKRTLEALGGSEAELAVFE
WYIADFEQQLQGYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

8,35667

291

MGSWVEFKHNLAWIKVTLEALGGSEAELAVFE
YYTAQFEEQLQEYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

15,83

292

MGSWISFKDNLAMIKEFLEALGGSEAELAVFE
WYIATFEVELQDYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

7,16

2

293

MGSWHIFKDNLATIKAFLEALGGSEAELAVFE
WYIAKFEEELQGYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

3,47

2

294

MGSWTSFKHGLAGIKRVLEALGGSEAELATFE
WYTAQFERHLQAYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

9,765

295

MGSWQSFKHALADIKINLEALGGSEAELAQFE
YAIAVFEYRLQAYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

13,7188

296

MGSWHTFKEALAQIKGELEALGGSEAELASFE
YAIAVFEYRLOMYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

6,76

2

297

MGSWTDFKTSLADIKAELEALGGSEAELAKFE
YYIAIFEYRLQEYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

BCMA

18,76

298

MGSWTNFKEGLAEIKRDLEALGGSEAELARFE
YVIAVFEFRLONYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

12,3267
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NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

299

MGSWHTFKDGLAEIKSELEALGGSEAELAMFE
YVIAIFEYRLQNYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

BCMA

10,65

300

MGSWQFFKEHLASIKFWLEALGGSEAELAFFE
DAIADFEYHLOQNYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

10,58

301

MGSWTYFKEHLASIKFWLEALGGSEAELAFFE
DAIAEFEKDLQYYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

6,59507

302

MGSWIIFKGYLAHIKHHLEALGGSEAELADFEF
YIAIFEMELQKYKGKGNPEVEALRKEAAAIRDE
LQAYRHN

BCMA

5,18

2

303

MGSWYLFQSHLAHIKHHLEALGGSEAELAWFE
FTIAGFEQELQHYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

BCMA

7,69

2

304

MGSWYSFKWTLARIKLELEALGGSEAELAYFE
NVIAHFEMELQSYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

4,05

2

305

MGSWTTLKWRLAHIKQHLEALGGSEAELALFE
YDIAHFEELLQYYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

17,82

306

MGSWYGFKWYLATIKKHLEALGGSEAELALFE
TEIATFELWLQDYKGKGNPEVEALRKEAAAIR
DELQAYRHN

BCMA

10,65

307

MGSWIEFNMRVLAIEDRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLRYEACLDP
WSSAAYRHN

CD123

3,2

308

MGSWIEFHERLWAIEDRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLREMAASIRH
GLQAYRHN

CD123

3,4

309

MGSWFEFYERLWAIDDRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLREEAASIRS

CD123
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

SLQAYRHN

310

MGSWFEFWDRLEAIDDRLFALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLRYNAAEIRK
ELQAYRHN

CD123

4,9

311

MGSWHEFWSRLDAIDDRLFALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEYLRGAAADIRA
ELQAYRHN

CD123

3,8

312

MGSWYEFWIRLEAIDDRLFALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVDILRDFAADIRT
ELQAYRHN

CD123

10,4

2

313

MGSWHEFWDRLEAIDDRLY ALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEFLREEAAYIRE
LLQAYRHN

CD123

10,6

2

314

MGSWEEFWDRLFAIDDRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVETLRNEAAEIRM
ALQAYRHN

CD123

3,1

315

MGSWWEFDDRLFAIDTRLMALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLREWAATIRM
ELQAYRHN

CD123

3,5

316

MGSWTEFHDRLEAIDDRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEYLREEAAQIRW
ELQAYRHN

CD123

5,8

317

MGSWAEFEDRLWAIEDRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEYLREEAAAIRF
ELQAYRHN

CD123

6,2

318

MGSWVEFWFRLEAIDSRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLREEAAAIRE
DLQAYRHN

CD123

3,2

319

MGSWVEFWQRLEAIESRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEFLREEAAEIRW
ELQAYRHN

CD123

1,7

320

MGSWSEFWQRLEAIEDRLWALGGSEAELAAFE

CD123

4,7
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

KEIAAFESELQAYKGKGNPEVEWLRENAAMIR
DELQAYRHN

321

MGSWSEFITRLEAIDDRLWALGGSEAELAAFEK]
EIAAFESELQAYKGKGNPEVEILREEAAEIRQHL
QAYRHN

CD123

3,3

322

MGSWYEFETRLEAIYDRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVELLRVEAAEIRE
DLQAYRHN

CD123

3,2

323

MGSWTEFYYRLEAIEDRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEFLRVEAANIRD
MLQAYRHN

CD123

7,5

324

MGSWYEFVIRLEAIEDRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEVLRWYAADIR
HELQAYRHN

CD123

6,4

325

MGSWTEFSIRLEAITYDRLVALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVEVLRTY AANIRHE
LQAYRHN

CD123

11,9

2

326

MGSWTEFSIRLEAIYDRLVALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVEVLRTY AAFIRHE
LQAYRHN

CD123

10,2

2

327

MGSWTEFVWRLEAIWDRLDALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEVLREDAAVIRH
FLQAYRHN

CD123

3,6

328

MGSWVEFHERLEAIEDRLMALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEYLREDAAFIRQ
LLQAYRHN

CD123

3,7

329

MGSWVEFHDRLEAIEDRLY ALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLREDAAYIRS
ILQAYRHN

CD123

4,6

330

MGSWIEFYDRLEAIYDRLDALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVEWLREDAAFIRSW
LQAYRHN

CD123

7,5
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HU®DA cpen

331

MGSWVEFDQRLEAIYDRLYALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLREDAAQIR
KWLQAYRHN

CD123

5,1

332

MGSWVEFHDRLEAIEDRLLALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEDLREYAAGIR
WFLQAYRHN

CD123

3,3

333

MGSWEEFAQRLYAIEWRLYALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEVLRYVAAQIRY]
HLQAYRHN

CD123

16,9

2

334

MGSWDEFAWRLDVIFARLGALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRKNAAQIRD
GLQAYRHN

CD123

4,6

335

MGSWDEFYYRLEAIEMRLGALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRHYAAQIRH
MLQAYRHN

CD123

1,2

336

MGSWEEFYDRLEAIYNRLGALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEVLREYAADIRE
MLQAYRHN

CD123

18,6

2

337

MGSWDEFGRRLYAITEWQLY ALGGEEAELAAFE
KEIAAFESELQAYKGKGNPEVEALRKEAAVIRE
NLQAYRHN

CD123

338

MGSWDEFGRRLYAIEWQLY ALGGTEAELAAFE
KEIAAFESELQAYKGKGNPEVEALRKEAAVIRE
NLQAYRHN

CD123

339

MGSWDEFGRRLY AIETQLY ALGGEEAELAAFE
KEIAAFESELQAYKGKGNPEVEKLREIAAVIRE
NLQAYRHN

CD123

340

MGSWDEFGRRLYAITEWQLY ALGGEEAELAAFE
KEIAAFESELQAYKGKGNPEVEKLREIAAVIRE
NLQAYRHN

CD123

341

MGSWDEFGRRLYAIKWQLYALGGEEAELAAF
EKEIAAFESELQAYKGKGNPEVEKLREIAAVIRE

CD123
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NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

NLQAYRHN

342

MGSWDEFGRRLYAITEWQLY ALGGEEAELAAFE
KEIAAFESELQAYKGKGNPEVEKLRKIAAVIRE
NLQAYRHN

CD123

343

MGSWDEFGRRLYAIEWQLYALGGGEAELAAF
EKEIAAFESELQAYKGKGNPEVEKLREIAAVIRE
NLQAYRHN

CD123

344

MGSWDEFGRRLYAIEWQLY ALGGTEAELAAFE
KEIAAFESELQAYKGKGNPEVEKLREIAAVIRE
NLQAYRHN

CD123

345

MGSWDEFGRRLYAIEWQLYALGGGEAELAAF
EKEIAAFESELQAYKGKGNPEVEKLREIAAVIRS
NLQAYRHN

CD123

346

MGSWDEFGRRLYAIEWQLY ALGGTEAELAAFE
KEIAAFESELQAYKGKGNPEVEKLREIAAVIRS
NLQAYRHN

CD123

347

MGSWDEFGRRLYAITEWQLY ALGGEEAELAAFE
KEIAAFESELQAYKGKGNPEVEKLREIAAVIRS
NLQAYRHN

CD123

348

MGSWDEFGRRLAAIEWQLY ALGGEEAELAAFE
KEIAAFESELQAYKGKGNPEVEKLREIAAVIRE
NLQAYRHN

CD123

349

MGSWDEFGRRLYAITEWQLY ALGGEEAELAAFE
KEIAAFESELQAYKGKGNPEVEALREIAAVIRE
NLQAYRHN

CD123

350

MGSWDEFGRRLYAITEWQLY ALGGEEAELAAFE
KEIAAFESELQAYKGKGNPEVEKLREEAAVIRE
NLQAYRHN

CD123

351

MGSWDEFGRRLY AIEWRLY ALGGSEAELAAFE
KEIAAFESELQAYKGKGSPEVEKLREIAAVIRSN
LQAYRHN

CD123

352

MGSWDEFGRRLYAIEWRLYALGGSEAELAAFE

CD123

5,8
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HU®DA cpen

KEIAAFESELQAYKGKGNPEVEKLREIAAVIRS
NLQAYRHN

353

MGSWDEFGRRLYAIEWRLYALGGEEAELAAFE
KEIAAFESELQAYKGKGNPEVEKLREIAAVIRS
NLQAYRHN

CD123

354

MGSWDEFGRRLYAIEWQLYALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEKLREIAAVIRS
NLQAYRHN

CD123

355

MGSWDEFSRRLY AIEWRLYALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEKLREIAAVIRS
NLQAYRHN

CD123

356

MGSWDEFGRRLYAITEWRLYALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEKLREIAAVIRE
NLQAYRHN

CD123

357

MGSWDEFGRRLAAIKTQLAALGGEEAELAAFE
KEIAAFESELQAYKGKGNPEVEKLREIAAVIRE
NLQAYRHN

CD123

358

MGSWDEFGRRLAAIKTQLAALGGTEAELAAFE
KEIAAFESELQAYKGKGNPEVEKLREIAAVIRE
NLQAYRHN

CD123

359

MGSWDEFGRRLAAIKTQLAALGGEEAELAAFE
KEIAAFESELQAYKGKGNPEVEALRKEAAVIRE
NLQAYRHN

CD123

360

MGSWDEFGRRLAAIKTQLAALGGTEAELAAFE
KEIAAFESELQAYKGKGNPEVEALRKEAAVIRE
NLQAYRHN

CD123

361

MGSWDEFEQRLIAIEERLFALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVEWLREEAAVIRKY
LQAYRHN

CD123

5,9

362

MGSWVEFDQRLGAIWDRLVALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEHLRQGAAVIRD
DLQAYRHN

CD123

5,3
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HU®DA cpen

363

MGSWVEFDMRLSAIWERLIALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLREDAAEIRE
FLQAYRHN

CD123

3,3

364

MGSWVEFDQRLDAIYERLYALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLRDEAAEIRE
HLQAYRHN

CD123

10,5

2

365

MGSWHEFDQRLWAIEERLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVETLRLYAALIRH
DLQAYRHN

CD123

3,3

366

MGSWVEFWDRLDAIEGRLWALGGSEAELAAF
EKEIAAFESELQAYKGKGNPEVEDLRWLAAEIR
ADLQAYRHN

CD123

3,5

367

MGSWVEFYSRLDAIEDRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLRIAAASIRE
DLQAYRHN

CD123

9,4

368

MGSWYEFYERLDAIEERLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEVLRDWAAWIR
EDLQAYRHN

CD123

8.4

369

MGSWFEFDDRLWAIENRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEVLRDNAAWIR
EILQAYRHN

CD123

4,2

370

MGSWYEFWDRLDALEDRLWALGGSEAELAAF
EKEIAAFESELQAYKGKGNPEVEYLRDSAAFIR
EELQAYRHN

CD123

9,7

371

MGSWMEFVDRLDAIESRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLRIEAAFIRE
ELQAYRHN

CD123

5,8

372

MGSWDEFVDRLWAIEERLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRIQAAIIREA
LQAYRHN

CD123

373

MGSWFEFNYRLGAIEDRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEMLRQIAAEIRE

CD123

6,9
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

FLQAYRHN

374

MGSWEEFFTRLDAINERLEALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVEMLRYEAAEIRH
MLQAYRHN

CD123

3,9

375

MGSWYEFSNRLDAIGERLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEILRHQAAEIRW
FLQAYRHN

CD123

3,9

376

MGSWYEFWGRLDAIEERLWALGGSEAELAAFE
KEIAAFESELQAYKGRGNPEVEMLREDAAEIRG
QLQAYRHN

CD123

5.4

377

MGSWVEFWDRLWAIDYRLFALGGSEAELAAF
EKEIAAFESELQAYKGKGNPEVEALRDEAAWIR
EELQAYRHN

CD123

3,6

378

MGSWVEFVDRLWAIDERLDALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEFLRTWAAWIR
EDLQAYRHN

CD123

3,2

379

MGSWFEFWDRLEAIWERLDALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRREAAIIRED
LQAYRHN

CD123

10,3

2

380

MGSWFEFEDRLEATYQRLDALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLRDEAAWIR
SDLQAYRHN

CD123

5,5

381

MGSWFEFHDRLWAIDERLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEILREEAADIRLD
LQAYRHN

CD123

3,5

382

MGSWYEFEDRLWAIDNRLWALGGSEAELAAF
EKEIAAFESELQAYKGKGNPEVEELRVHAADIR
DDLQAYRHN

CD123

4,9

383

MGSWFEFQDRLWAIDNRLWALGGSEAELAAF
EKEIAAFESELQAYKGKGNPEVEELRDHAAMIR|
WELQAYRHN

CD123

3,2

384

MGSWDEFEERLFAIDERLWALGGSEAELAAFE

CD123
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

KEIAAFESELQAYKGKGNPEVEALRYLAADIRE
ELQAYRHN

385

MGSWEEFWERLDAIDTRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEVLRNDAADIRE
PLQAYRHN

CD123

6,8

386

MGSWMEFWERLEAIDMRLWALGGSEAELAAF
EKEIAAFESELQAYKGKGNPEVEYLRDDAAVIR
DDLQAYRHN

CD123

42

387

MGSWLEFMWRLDAIDERLWALGGSEAELAAF
EKEIAAFESELQAYKGKGNPEVELLREMAAAIR
DDLQAYRHN

CD123

5,1

388

MGSWTEFYNRLDAIDQRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEMLREY AADIRT
DLQAYRHN

CD123

3,3

389

MGSWWEFIWRLEAIEQRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEVLRSRAADIRT
DLQAYRHN

CD123

390

MGSWSEFYDRLWAIEERLFALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEYLRYYAAEIRE
ELQAYRHN

CD123

17

391

MGSWSEFEDRLWAIDQRLFALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLRAYAADIR
WELQAYRHN

CD123

4,2

392

MGSWTEFWERLNAIDERLFALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLRLY AAEIRS
ELQAYRHN

CD123

393

MGSWWEFEERLWAIDYRLHALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEMLRSWAAEIR
ALLQAYRHN

CD123

4,1

394

MGSWWEFENRLWAIEERLEALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEMLRNYAAEIR
WELQAYRHN

CD123

5,6
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

395

MGSWVEFEERLWAIDERLGALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLRDWAADIR
WWLQAYRHN

CD123

4,1

396

MGSWVEFEERLEAIEERLFALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVEWLRDDAANIRH
WLQAYRHN

CD123

3,8

397

MGSWMEFEERLWAIDSRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLRSEAAWIR
MELQAYRHN

CD123

3,2

398

MGSWSEFEHRLEAIESRLFALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVEDLRSEAAWIREQ
LQAYRHN

CD123

7,6

399

MGSWFEFWERLDAIEWRLWALGGSEAELAAF
EKEIAAFESELQAYKGKGNPEVEELRSTAADIR
RYLQAYRHN

CD123

3,4

400

MGSWFEFWGRLEAIESRLKALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELREHAAWIRA
YLQAYRHN

CD123

4,9

401

MGSWQEFTMRLDAIYNRLETLGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLRQSAANIRS
ELQAYRHN

CD123

13,7

2

402

MGSWSEFNMRLDAIYERLTALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLRHSAARIRL
ELQAYRHN

CD123

13,7

2

403

MGSWSEFNMRLDAIYERLTALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLRHSAALIRL
ELQAYRHN

CD123

11,4

2

404

MGSWIEFNMRLDAIYERLVALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLRKVAANIR
LELQAYRHN

CD123

11,4

2

405

MGSWYEFHHRLDAIYERLLALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLRSSAANIRK

CD123

11,9

2
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

ELQAYRHN

406

MGSWYEFAKRLDAIYERLVALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLRSSAANIRE
ELQAYRHN

CD123

15,3

2

407

MGSWTEFYVRLDAIYERLDALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLRMVAANIR
TELQAYRHN

CD123

16

408

MGSWVEFYTRLDAIYGRLDALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLRQVAANIR
MELQAYRHN

CD123

14,4

2

409

MGSWVEFHMRLDAIYERLDALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLRTAAANIR
VELQAYRHN

CD123

9,1

410

MGSWYEFAIRLDAIYERLHALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVEYLRVWAANIRTE
LQAYRHN

CD123

25,5

2

411

MGSWNEFVIRLDAIYERLLALGGSEAELAAFEK
ETAAFESELQAYKGKGNPEVEYLRMAAANIRM
ELQAYRHN

CD123

16,6

2

412

MGSWSEFYVRVDAIYARLSALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEKLRVWAANIR
HELQAYRHN

CD123

14,7

2

413

MGSWSEFHVRLDAIY ARLDALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVERLREWAANIRR
ELQAYRHN

CD123

14,4

2

414

MGSWVEFHLRLDAIYGRLMALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVENLRVWAANIR
NELQAYRHN

CD123

17,5

2

415

MGSWVEFEMRLDAIVGRLY ALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEKLRRWAANIRS
ELQAYRHN

CD123

25,3

2

416

MGSWVEFNIRLDAIYERLYALGGSEAELAAFEK]

CD123

13,4

2
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

EIAAFESELQAYKGKGNPEVEKLRHWAASIRRE
LQAYRHN

417

MGSWHEFGVRLDAIYDRLMALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEFLRQAAANIRS
ELQAYRHN

CD123

15,6

2

418

MGSWTEFNLRLDAIYDRLMALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLRASAAAIR
VELQAYRHN

CD123

14,4

2

419

MGSWTEFNLRLDAIYGRLSALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEFLRAAAANIRV
ELQAYRHN

CD123

19,3

2

420

MGSWVEFNWRLDAIYDRLVALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLRVSAAKIR
GELQAYRHN

CD123

9,3

421

MGSWNEFAWRLDAIYSRLAALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLRVAAANIR
YELQAYRHN

CD123

17,7

2

422

MGSWTEFAWRLDAIYDRLLALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLRHVAANIR
RELQAYRHN

CD123

16,1

2

423

MGSWVEFSIRLDAIYTRLVALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVEMLRKGAANIRK
ELQAYRHN

CD123

15,1

2

424

MGSWVEFYIRLDAIY VRLMALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEKLRSYAANIRQ
ELQAYRHN

CD123

16,1

2

425

MGSWYEFSMRLDAIYDRLMALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEQLRGY AANIRN|
ELQAYRHN

CD123

13

426

MGSWVEFIYRLDAIYDRLEALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVEVLRRY AANIRNE
LQAYRHN

CD123

17
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

427

MGSWIEFEVRLDAIYNRLAALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVERLRRY AANIRHE
LQAYRHN

CD123

20,8

2

428

MGSWFEFYDRLDAIYMRLIALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEVLRRYAANIRA
ELQAYRHN

CD123

13,6

2

429

MGSWFEFYMRLDAIYDRLTALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVERLRTFAANIRK
ELQAYRHN

CD123

13,1

2

430

MGSWYEFDYRLDAIYDRLAALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVERLRKWAANIR
EELQAYRHN

CD123

24,9

2

431

MGSWSEFYLRLDAIYDRLDALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLRKTAANIRE
ELQAYRHN

CD123

15,7

2

432

MGSWFEFYERLDAINWRLFALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEALRGEAAAIRE
DLQAYRHN

CD123

433

MGSWNEFEDRLDAIWWRLFALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEALRVEAAFIRT
MLQAYRHN

CD123

5,1

434

MGSWFYFKDDLADINYMLEALGGSEAELAMF
EDDIAGFELTLLKYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

3,7

435

MGSWHFFKDDLAWIKNELEALGGSEAELAMFE
DDIAMFETMLQSYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

3,2

436

MGSWHWFKTDLADIKEELEALGGSEAELAMFE
DDIAEFEEFLOMYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

3,5

437

MGSWWLFKDDLAEIKYWLEALGGSEAELAFFE
DDIAEFERGLQIYKGKGNPEVEALRKEAAAIRD

CD123

3,3
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

ELQAYRHN

438

MGSWYEFKDDLAEIKEWLEALGGSEAELAFFE
LDIADFEWLLQLYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

3,8

439

MGSWQWFKDDLAYIKETLEALGGSEAELALFE
DMIADFEFELQWYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

6,3

440

MGSWILFKDDLAWIKETLEALGGSEAELAFFED
NIADFEEQLQGYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

CD123

441

MGSWIVFKDDLADIKRWLEALGGSEAELAMFE
DEIADFEWQLQDYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

3,9

442

MGSWGHFKQDLAWIKDTLEALGGSEAELAFFE
DDIAMFEMELQDYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

4,9

443

MGSWGYFKDDLAWIKGELEALGGSEAELAEFE
WFIAVFEEDLQVYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

4,5

444

MGSWYWFKDDLAEIKGLLEALGGSEAELAEFE
DEIAVFEQELQEYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

CD123

10,4

2

445

MGSWMFFKEDLADIKWALEALGGSEAELAFFE
EEIALFEQHLQQYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

CD123

3,2

446

MGSWTFFKEDLAGIKWELEALGGSEAELAWFE
DEIALFEEELQEYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

CD123

447

MGSWVFFKDDLADIKDELEALGGSEAELAFFEI
ATALFEWELQEYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

CD123

8,8

448

MGSWTFFKNDLAEIKDWLEALGGSEAELADFE

CD123

3,9
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

WDIAEFEYSLQEYKGKGNPEVEALRKEAAAIR
DELQAYRHN

449

MGSWTYFKDDLADIKQWLEALGGSEAELAFFE
IEIAEFEEELQEYKGKGNPEVEALRKEAAAIRDE
LQAYRHN

CD123

4.6

450

MGSWTVFKYDLADIKWWLEALGGSEAELADF
EEEIAEFEEELQEYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

3,9

451

MGSWYWFKQDLAHIKSMLEALGGSEAELAWF
EEDIADFESELQEYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

3,3

452

MGSWTFFKWDLADIKANLEALGGSEAELAWF
EEDLAGFEAELQEYKGKGNPEVEALRKEAAAI
RDELQAYRHN

CD123

4,8

453

MGSWSFFKEELANIQVYLEALGGSEAELAWFE
EDIADFEEDLQHYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

3,8

454

MGSWEFFKYELADIKDELEALGGSEAELAWFE
EDIATFEEWLQGYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

3,4

455

MGSWQTFKDELAHIKWELEALGGSEAELAWFE
WDIANFEEELQEYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

5,5

456

MGSWYWFKEELAFIKWELEALGGSEAELALFE
EDIAYFEEMLQEYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

9,4

457

MGSWNSFKDELAEIKAELEALGGSEAELAFFEE
DIAWFEEHLQQYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

CD123

3,3

458

MGSWDLFKWELAEIKLGLEALGGSEAELAEFE
YDIAWFEEDLQDYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

3,4
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MuiueHp

HU®DA cpen

459

MGSWIFFKQDLAEIKLNLEALGGSEAELAWFE
DDIAWFESHLQDYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

3,8

460

MGSWHLFKWTLAEIKYELEALGGSEAELAWFE
DDIATFEEELQWYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

461

MGSWVTFKDELADIKDFLEALGGSEAELAFFE
VDIAEFEAELQFYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

CD123

7,6

462

MGSWVYFKDELADIKDFLEALGGSEAELAEFE
EDIATFEYDLQWYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

4,6

463

MGSWETFKYELAEIKDYLEALGGSEAELAWFE
DDIAEFEFELQYYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

CD123

4.4

464

MGSWNTFKYELAEIKHFLEALGGSEAELAMFE
DDIAMFEWELQEYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

465

MGSWY VFKDELAEIKQFLEALGGSEAELAWFE
DDIAEFETQLQHYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

9,9

466

MGSWIFFKEQLAIIKWELEALGGSEAELAWFED
DIAAFEDDLQFYKGQGNPEVEALRKEAAAIRDE
LQAYRHN

CD123

15

467

MGSWEFFKEVLAEIKYDLEALGGSEAELAWFE
TDIAGFEIDLQVYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

CD123

8,2

468

MGSWVFFKEDLATIKNDLEALGGSEAELAWFE
MMIADFEADLQYYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

3,1

469

MGSWEEFKEDLAEIKVWLEALGGSEAELAWFE
MGIADFEDGLQFYKGKGNPEVEALRKEAAAIR

CD123

4,3
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MuiueHp

HU®DA cpen

DELQAYRHN

470

MGSWHWFKEDLANIKDWLEALGGSEAELAWF
EDNIADFEGDLQVYKGKGNPEVEALRKEAAAI
RDELQAYRHN

CD123

3,3

471

MGSWFWFKEDLAFIKEDLEALGGSEAELAWFE
DGIAFFEWDLQDYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

13,7

2

472

MGSWQWFKEDLAEIKHDLEALGGSEAELAWF
EDFIAQFEFDLQWYKGKGNPEVEALRKEAAAI
RDELQAYRHN

CD123

3,8

473

MGSWHWFKEDLAIIKQDLEALGGSEAELATFE
QWIAEFEWDLQEYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

5,5

474

MGSWNWFKEDLAIIKMDLEALGGSEAELAWFE
HNIAGFEFELQGYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

CD123

3,1

475

MGSWSWFKEDLAEIKMELEALGGSEAELAYFE
WYIAEFEFQLQHYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

4,8

476

MGSWSWFKQDLADIKIQLEALGGSEAELAWFE
WDIAEFEFELQDYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

477

MGSWSWFKEDLADIKFELEALGGSEAELAWFE
LDIADFEQALQQYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

6,8

478

MGSWSWFKEDLASIKAVLEALGGSEAELAFFE
SDIAEFEQELQYYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

CD123

6,9

479

MGSWWEFKEDLAEIKWFLEALGGSEAELAWF
EHDIAKFEFELQYYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

5,1

480

MGSWEWFKSDLASIKWELEALGGSEAELAWFE

CD123

5,7
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ITocnenoBarenpbHOCTh JOMEHA D
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HU®DA cpen

HDIAEFEEDLQWYKGKGNPEVEALRKEAAAIR
DELQAYRHN

481

MGSWNEFKDDLAMIKMTLEALGGSEAELAWF
EHDIAEFEDDLQWYKGKGNPEVEALRKEAAAI
RDELQAYRHN

CD123

3,5

482

MGSWTFFKDDLAEIKWMLEALGGSEAELAWF
ESDIAYFEDELQWYKGKGNPEVEALRKEAAAI
RDELQAYRHN

CD123

3,3

483

MGSWSDFKDDLAEIKMILEALGGSEAELAYFE
NDIAWFEDDLQEYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

4,7

484

MGSWSMFKDDLAEIKASLEALGGSEAELAWFE
DDIAWFEDDLQHYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

5,2

485

MGSWQYFKDDLAEIKMVLEALGGSEAELAWF
EADIAMFEDDLQIYKGKGNPEVEALRKEAAAIR|
DELQAYRHN

CD123

3,6

486

MGSWSFFKDDLAEIKYFLEALGGSEAELAMFE
QTIAEFEYDLQDYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

10,1

2

487

MGSWMEFKEELAEIKYILEALGGSEAELAWFE
QSIADFEYDLQDYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

488

MGSWAWFKEDLAEIKVFLEALGGSEAELAEFE
VSIADFEYELQDYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

CD123

3,5

489

MGSWYEFKFDLAEIKEQLEALGGSEAELALFED
DIAFFEYDLQNYKGKGNPEVEALRKEAAAIRDE
LQAYRHN

CD123

4,6

490

MGSWYDFKYDLAEIKMDLEALGGSEAELAQFE
FDIAFFEEELQDYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

CD123

3,2
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ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

491

MGSWYIFKEDLAEIKEELEALGGSEAELAYFEE
EIALFEMELQWYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

CD123

11,1

2

492

MGSWVLFKEELAYIKFELEALGGSEAELALFEN
VIAIFESNLQNYKGKGNPEVEALRKEAAAIRDE
LQAYRHN

CD123

3,5

493

MGSWQDFKEDLAWIKYELEALGGSEAELAFFE
YDIAIFENNLQHYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

CD123

3,2

494

MGSWDHFKNDLAWIKKHLEALGGSEAELAEFE
AVIAYFELYLQGYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

3,3

495

MGSWYDFKEDLADIKWMLEALGGSEAELAEF
ENVIAYFENDLQEYKGKGNPEVEALRKEAAAI
RDELQAYRHN

CD123

496

MGSWYMFKEELADIKWYLEALGGSEAELAWF
EDDIAGFEWDLQAYKGKGNPEVEALRKEAAAI
RDELQAYRHN

CD123

497

MGSWYYFKDELADIKWDLEALGGSEAELAWF
EMLIAQFELDLQWYKGKGNPEVEALRKEAAAI
RDELQAYRHN

CD123

498

MGSWMYFKDTLADIKWYLEALGGSEAELAFFE
DWIAEFEDDLQVYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

3,1

499

MGSWYQFKHDLADIKYGLEALGGSEAELAWF
EDDIADFELDLQYYKGKGNPEVEALRKEAAAI
RDELQAYRHN

CD123

4,7

500

MGSWYVFKDDLADIKYMLEALGGSEAELAWF
EWEIANFEFDLQYYKGKGNPEVEALRKEAAAI
RDELQAYRHN

CD123

3,8

501

MGSWNFFKYDLADIMAYLEALGGSEAELAFFE
DEIANFEHDLQKYKGKGNPEVEALRKEAAAIR

CD123

4.4
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

DELQAYRHN

502

MGSWHWFKIVLADIKDGLEALGGSEAELAYFE
TTIADFEMDLQHYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

43

503

MGSWHWFKIVLADIKDGLEALGGSEAELAYFE
TTIADFEMDLHHYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

3,5

504

MGSWFMFKEELADIKDWLEALGGSEAELASFE
SYTAWFEQDLQWYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

5,7

505

MGSWFMFKQELAWIKEDLEALGGSEAELADFE
WDIAEFEWDLQYYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

1,2

506

MGSWQIFKGELAYIKQYLEALGGSEAELAFFEF
DIAEFEEDLQYYKGKGNPEVEALRKEAAAIRDE
LQAYRHN

CD123

4,7

507

MGSWDFFKEELAEIKHYLEALGGSEAELAFFEF
WIADFEQDLQEYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

CD123

3,7

508

MGSWFENFKEELAVIKFQLEALGGSEAELAFFE
WVIADFEDDLQEYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

6,1

509

MGSWYQFKTELAWIKDDLEALGGSEAELAWF
EWVIADFEDDLQFYKGKGNPEVEALRKEAAAI
RDELQAYRHN

CD123

6,6

510

MGSWFEFKDYLADIKWDLEALGGSEAELAIFE
HDIAYFEHNLQQYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

3,8

511

MGSWVRFKDFLADIKMDLEALGGSEAELADFE
YHIAEFEHNLQEYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

5,8

512

MGSWWLFKEQLALIKYNLEALGGSEAELADFE

CD123

4,1
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

SWIAEFEHQLQEYKGKGNPEVEALRKEAAAIR
DELQAYRHN

513

MGSWHVFKTELADIKFYLEALGGSEAELAMFE
LWIAEFEHELQDYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

5.4

514

MGSWIWFKDWLADIKDLLEALGGSEAELAEFE
YDIALFEDQLQAYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

7,3

515

MGSWGWFKHELAFIKADLEALGGSEAELAWF
EEEIAEFEYELQFYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

3,3

516

MGSWTWFKDNLAWIKEDLEALGGSEAELAWF
ELEIASFETALQDYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

6,9

517

MGSWTYFKNDLAGIKEDLEALGGSEAELAQFE
FEIAEFEWLLQDYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

CD123

3,6

518

MGSWTWFKWDLADIKGDLEALGGSEAELAFF
EEEIAEFEWRLQDYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

5,9

519

MGSWLYFKEYLADIKSDLEALGGSEAELAWFE
YEIADFEEQLQYYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

3,7

520

MGSWHWFKEELAEIKEDLVALGGSEAELAWFE
YDIAMFELSLOQNYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

3,1

521

MGSWNDFKEELAWIKFDLEALGGSEAELAWFE
EDIAMFEQQLQAYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

3,8

522

MGSWWDFKDWLAEIKHDLEALGGSEAELALF
ESEIADFEFGLQWYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

4,2
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

523

MGSWDEFKEDLAHIKTDLEALGGSEAELALFE
DEIADFEMYLQHYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

6,3

524

MGSWDFFKYDLANINEWLEALGGSEAELADFE
YGIADFELWLQDYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

5,5

525

MGSWYQFKDDLAHIKHLLEALGGSEAELAVFE
YIIADFESFLQIYKGKGNPEVEALRKEAAAIRDE
LQAYRHN

CD123

526

MGSWAEFKHDLADIKRELEALGGSEAELAWFE
LSIAFFEDELQHYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

CD123

3,3

527

MGSWVVFKQDLADINHQLEALGGSEAELAWF
EWEIADFEWELQHYKGKGNPEVEALRKEAAAI
RDELQAYRHN

CD123

3,6

528

MGSWFQFKEFLAMITHNLEALGGSEAELAEFE
HDIALFESELQQYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

CD123

3,1

529

MGSWHWFKEDLAMITDVLEALGGSEAELAAF
ESEIAVFEADLQYYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

5,2

530

MGSWSWFQWDLAGIKDHLEALGGSEAELAEF
ESEIAYFEDELQWYKGKGNPEVEALRKEAAAIR|
DELQAYRHN

CD123

12,9

2

531

MGSWTEFKGELAEIKWILEALGGSEAELAFFED
EIAAFEWDLQKYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

CD123

8,2

532

MGSWFEFKWTLALIKQELEALGGSEAELADFE
QEIAEFEWWLQTYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CD123

4,9

533

MGSWAEFKQRLAAIKTRLEALGGSEAELAAFM
DEIMAFEWELWAYKGKGNPEVEALMNEAFAI

CD123

3,4
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

DVELYAYRHN

534

MGSWAEFKQRLAAIKTRLEALGGSEAELAAFE
WEIVAFFSELFAYKGKGNPEVEALRDEAIAIETE
LVAYRHN

CD123

3,6

535

MGSWWEFDHRLTAIDTRLQALGGSEAELAEFE
SSIAEFEWWLQDYKGKGNPEVEALFAEAEALY
VELDAYRHN

CD123

43

536

MGSWWEFQFRLYAIDQRLLALGGSEAELAEFE
QDIADFEWMLQDYKGKGNPEVEALMLEADAIE
AELKAYRHN

CD123

3,1

537

MGSWYEFDHRLDAIYQRLWALGGSEAELAEFE
YGIAEFEEYLQDYKGKGNPEVEALISEAWAIEW
ELSAYRHN

CD123

4.6

538

MGSWYEFDMRLDAIWERLTALGGSEAELADFE
QYIAEFERQLQDYKGKGNPEVEALFDEAWAIE
DELYAYRHN

CD123

13,7

2

539

MGSWSEFDSRLDAIAYRLFALGGSEAELAQFE
WITADFEEDLQMYKGKGNPEVEALFSEAY AIEI
ELNAYRHN

CD123

4,3

540

MGSWYEFDDRLDAIAYRLNALGGSEAELAWFE
WEIAEFELDLQWYKGKGNPEVEALVWEADAIE
WELEAYRHN

CD123

4,6

541

MGSWFEFDERLDAIGSRLTALGGSEAEL ASFEF
YIADFEEWLQQYKGKGNPEVEALEWEAFAIDE
ELGAYRHN

CD123

3,8

542

MGSWEEFDQRLDAIDVRLYALGGSEAELAEFE
FDIAAFEEWLQLYKGKGNPEVEALNMEAFAIT
DELCAYRHN

CD123

3,6

543

MGSWEEFDVRLDAIFNRLWALGGSEAELAEFE
FDIAWFEMDLQEYKGKGNPEVEALFDEAEAIT
NELVAYRHN

CD123

4,7

544

MGSWEEFDKRLDAITRRLMALGGSEAELAEFE

CD123

4,5
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

STIAWFEWDLQEYKGKGNPEVEALDWEAY AID
YELGAYRHN

545

MGSWYEFDHRLEAITYDRLWALGGSEAELAFFE
FDIADFEWDLQSYKGKGNPEVEALFDEAAAIG
HELLAYRHN

CD123

45

546

MGSWNEFDDRLLAIWGRLDALGGSEAELAFFE
EQIAGFEDELQWYKGKGNPEVEALDQEAEAIE
KELWAYRHN

CD123

4,1

547

MGSWVEFDDRLDAIWERLDALGGSEAELAWF
EEQIAVFEHQLQDYKGKGNPEVEALNQEAEAI
DLELKAYRHN

CD123

548

MGSWTEFDDRLFATYWRLDALGGSEAELAWFE
EVIAEFENDLQVYKGKGNPEVEALDDEAHAISI
ELEAYRHN

CD123

6,4

549

MGSWSEFDQRLEAIWNRLDALGGSEAELADFE
RETAYFENQLQWYKGKGNPEVEALNNEAFAIV
DELGAYRHN

CD123

3,4

550

MGSWYEFDERLWAIWERLDALGGSEAELAHFE
WVIADFENDLQWYKGKGNPEVEALEFEAEAIV
TELHAYRHN

CD123

3,6

551

MGSWMEFDYRLEAIWMRLIALGGSEAELADFE
SSIADFEHHLQSYKGKGNPEVEALEWEAFAIGV
ELDAYRHN

CD123

3,1

552

MGSWYEFESRLEAIWWRLEALGGSEAELAQFE
QYIADFEQHLQWYKGKGNPEVEALDWEADAI
WLELQAYRHN

CD123

4.4

553

MGSWEEFYMRLVAIHMRLRALGGSEAELAVFE
NYIAEFEEYLQYYKGKGNPEVEALTIEADAIGT
ELGAYRHN

CD123

4.4

554

MGSWDEFYYRLVAITHRLHALGGSEAELAWFE
DDIAGFEWDLQTYKGKGNPEVEALYKEAGAIG
MELTAYRHN

CD123

5,4
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

555

MGSWEEFDTRLLAIFGRLGALGGSEAELALFE
MLIAKFEDDLQNYKGKGNPEVEALSEEAFAIDH
ELGAYRHN

CD123

6,7

556

MGSWREFDQRLWAIDWRLEALGGSEAELAMF
EWMIATFEDDLQWYKGKGNPEVEALYREAFAI
DWELDAYRHN

CD123

3,4

557

MGSWEEFHERLDAIDERLEALGGSEAELAFFED
DIASFEDWLQWYKGKGNPEVEALSREADAINF
ELEAYRHN

CD123

4,3

558

MGSWNEFYERLEAIDRRLFALGGSEAELALFE
WMIADFEDDLOQMYKGKGNPEVEALINEAGAIG
FELEAYRHN

CD123

5,2

559

MGSWTEFTQRLEAIVDRLFALGGSEAELAEFEN
SIADFEWDLQWYKGKGNPEVEALNREAVAIDN
ELWAYRHN

CD123

3,9

560

MGSWVEFIMRLDAIYERLDALGGSEAELAEFE
WHIADFEDHLQWYKGKGNPEVEALFEEADAI
WEELWAYRHN

CD123

6,4

561

MGSWNEFLLRLDAIEHRLFALGGSEAELAEFE
WEIADFEDDLQWYKGKGNPEVEALVEEAEAID
VELVAYRHN

CD123

3,2

562

MGSWYEFNMRLGAIDDRLQALGGSEAELAWF
EDMIAIFEDDLQIYKGKGNPEVEALEQEAAAIH
QELWAYRHN

CD123

3,8

563

MGSWEEFHWRLGAIDARLEALGGSEAELAWFE
DGIADFEAILQDYKGKGNPEVEALDSEAVAIHH
ELWAYRHN

CD123

3,3

564

MGSWYEFYERLWAIDDRLWALGGSEAELAEFE
DSIATFEPSLOMYKGKGNPEVEALVAEAWAIFD
ELAAYRHN

CD123

3,6

565

MGSWFEFDQRLDAITFRLWALGGSEAELAEFE
DVIALFEYHLQDYKGKGNPEVEALEVEAWAIF

CD123

3,2
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

HELGAYRHN

566

MGSWSEFWFRLDAIEDRLWALGGSEAELAEFE
DNIALFEYSLQHYKGKGNPEVEALVKEANAID
DELGAYRHN

CD123

45

567

MGSWYEFWDRLTAIEHRLWALGGSEAELAYFE
DSIAHFEGSLQVYKGKGNPEVEALYKEAEAIE
WELEAYRHN

CD123

4.4

568

MGSWYEFDDRLWAIFDRLFALGGSEAELAFFE
DSIAEFEEELQHYKGKGNPEVEALYLEAWAIEN
ELGAYRHN

CD123

47

569

MGSWNEFVERLSAIDHRLWALGGSEAELADFE
QQIAEFEIHLQEYKGKGNPEVEALDFEADAIFD
ELLAYRHN

CD123

3,2

570

MGSWSEFVDRLDAIFDRLWALGGSEAELAWFE
DTIAHFEWNLQEYKGKGNPEVEALNGEADAIT
DELHAYRHN

CD123

5,3

571

MGSWAEFDSRLDAIAQRLFALGGSEAELAHFE
DFTAQFEYSLQEYKGKGNPEVEALSNEADAIFN
ELKAYRHN

CD123

3,6

572

MGSWAEFDSRLIAIFDRLWALGGSEAELAWFE
DDIAQFEQHLQAYKGKGNPEVEALRQEADAIT
FELKAYRHN

CD123

3,6

573

MGSWTEFEERLEAIWDRLYALGGSEAELAAFE
WDIAYFEDGLQEYKGKGNPEVEALFMEAEAIIR|
ELKAYRHN

CD123

5,9

574

MGSWYEFEDRLAAIWDRLNALGGSEAELAIFE
WDIAWFEEGLQEYKGKGNPEVEALKHEASAIQ
TELFAYRHN

CD123

6,4

575

MGSWLEFESRLWAIWDRLDALGGSEAELAHFE
QDIADFEMSLQEYKGKGNPEVEALIREAEAIET
ELYAYRHN

CD123

3,4

576

MGSWMEFEDRLIAIWARLDALGGSEAELAWFE

CD123

3,7
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

ADIADFEESLQEYKGKGNPEVEALIFEATAINKE
LMAYRHN

577

MGSWFEFTIRLEAIQDRLDALGGSEAELAWFE
WDIAEFEEGLQFYKGKGNPEVEALHTEADAIM
NELVAYRHN

CD123

3,5

578

MGSWYEFVSRLDAIEYRLWALGGSEAELAWFE
WDIADFEQGLQFYKGKGNPEVEALAQEANAIG
SELTAYRHN

CD123

3,2

579

MGSWEEFDYRLYAIQDRLYALGGSEAELAFFE
WEIADFEHMLOQMYKGKGNPEVEALFQEADAID
AELHAYRHN

CD123

4.4

580

MGSWIEFFHRLDAIQDRLDALGGSEAELAYFE
WAIADFEHMLQLYKGKGNPEVEALQFEAFAIE
GELYAYRHN

CD123

3,5

581

MGSWYEFSSRLNAIDDRLWALGGSEAELAYFE
TDIADFESLLQWYKGKGNPEVEALLNEADAID
YELYAYRHN

CD123

3,8

582

MGSWFEFEYRLDAIIDRLFALGGSEAELAEFES
MIANFEYSLQEYKGKGNPEVEALYFEADAIVDE
LTAYRHN

CD123

583

MGSWLEFEYRLDAIYDRLFALGGSEAELAAFE
QDIADFEKYLQYYKGKGNPEVEALWEEADAIM
WELFAYRHN

CD123

3,1

584

MGSWHEFEERLMAIEDRLWALGGSEAELAEFE
QWIALFEYDLQEYKGKGNPEVEALGMEAFAIN
NELSAYRHN

CD123

5,8

585

MGSWYEFEERLDAIEDRLIALGGSEAELAIFEDI
TAFFEQDLQYYKGKGNPEVEALEMEAEAISIEL
DAYRHN

CD123

4,1

586

MGSWHEFEKRLYAIEDRLIALGGSEAELAWFE
DSIAWFEWDLOQMYKGKGNPEVEALNEEADALIY
QELDAYRHN

CD123

3,6
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

587

MGSWIEFEDRLDAITDRLWALGGSEAELAEFEH
QIAFFEEDLQWYKGKGNPEVEALHMEAEAIME
ELGAYRHN

CD123

9,5

588

MGSWMEFEDRLMAIVDRLWALGGSEAELADF
EWNIAMFEEELQWYKGKGNPEVEALGDEAEAI
EWELYAYRHN

CD123

6,8

589

MGSWEEFEDRLFAIDSRLWALGGSEAELAEFE
NITASFEEVLQEYKGKGNPEVEALSVEAFAIDRE
LGAYRHN

CD123

3,7

590

MGSWEEFLFRLEAIQDRLWALGGSEAELAWFE
YEIASFEDVLQSYKGKGNPEVEALSTEAKAIDY
ELFAYRHN

CD123

8,2

591

MGSWVEFDNRLFAIDERLWALGGSEAELAWFE
EEIASFEDNLQKYKGKGNPEVEALQLEAFAIME
ELDAYRHN

CD123

3,3

592

MGSWFEFDDRLEAIFDRLWALGGSEAELAMFE
FATAEFEDALQEYKGKGNPEVEALYEEAVAIDE
ELYAYRHN

CD123

4,1

593

MGSWFEFDARLMAINDRLWALGGSEAELAAFE
YHIALFEDQLOQMYKGKGNPEVEALTLEAVAIN
EELWAYRHN

CD123

594

MGSWVEFDSRLAAIDYRLEALGGSEAELAWFE
YTIANFEHTLOMYKGKGNPEVEALVYEAHAIA
TELQAYRHN

CD123

3,4

595

MGSWTEFDERLDAIDWRLEALGGSEAELAWFE
GDIALFEQYLQVYKGKGNPEVEALMEEADAIK
AELDAYRHN

CD123

4,5

596

MGSWIEFDERLDAIDFRLWALGGSEAELAWFE
GWIAEFESDLQLYKGKGNPEVEALNEEANAIFH
ELSAYRHN

CD123

597

MGSWWEFDSRLDAIDFRLWALGGSEAELAWF
EVEIADFEDWLQLYKGKGNPEVEALWHEADAI

CD123

3,2
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

VTELYAYRHN

598

MGSWYEFDERLDAIFDRLWALGGSEAELAYFE
QVIATFEKTLQRYKGKGNPEVEALDTEAKAIS
WELDAYRHN

CD123

599

MGSWYEFQERLDAIDSRLWALGGSEAELAWFE
YTIAEFEKELOMYKGKGNPEVEALGTEAVAISE
ELMAYRHN

CD123

5,5

600

MGSWEEFEDRLWAIDGRLYALGGSEAELAWFE
QWIATFEEDLOQDYKGKGNPEVEALEYEASAIFE
ELEAYRHN

CD123

9,4

601

MGSWFEFGDRLEAIDERLYALGGSEAELAQFE
WWIAEFEHHLQDYKGKGNPEVEALEYEADAI
WGELHAYRHN

CD123

4,5

602

MGSWFEFNDRLDAISERLSALGGSEAELAYFE
WQIAVFEKTLONYKGKGNPEVEALTLEANAIFE
ELEAYRHN

CD123

3,9

603

MGSWVEFMDRLEAIEERLSALGGSEAELAFFE
WEIAEFEEHLQVYKGKGNPEVEALEWEALAIT
EELAAYRHN

CD123

604

MGSWIEFMDRLWAIDQRLWALGGSEAELAWF
EEEIAWFEEELQVYKGKGNPEVEALEWEATAIS
EELWAYRHN

CD123

6,5

605

MGSWEEFNWRLRAIDERLFALGGSEAELAWFE
YDIAEFEEQLQVYKGKGNPEVEALRVEAAAITAE]
ELYAYRHN

CD123

5,4

606

MGSWWEFEIRLDAIDERLWALGGSEAELAWFE
QSIAFFENDLQVYKGKGNPEVEALRWEANAIIE
ELFAYRHN

CD123

3,2

607

MGSWYEFEWRLDAIDRRLWALGGSEAELADF
EEEIADFEWMLQNYKGKGNPEVEALVDEASAI
QTELWAYRHN

CD123

10

608

MGSWYEFVYRLRAIDERLDALGGSEAELAMFE

CD123

4,5
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

FEIAFFEDQLQRYKGKGNPEVEALVDEAQAIDF
ELFAYRHN

609

MGSWWEFEDRLYAIDDRLWALGGSEAELAQF
ERETAQFEIWLQEYKGKGNPEVEALDDEATAIN
SELFAYRHN

CD123

5,5

610

MGSWDEFEFRLEAIDSRLWALGGSEAELAVFE
YEIAQFEFMLQEYKGKGNPEVEALGMEAWAIE
NELFAYRHN

CD123

3,6

611

MGSWEEFEWRLDAIDERLWALGGSEAELATFE
YEIAIFENELQQYKGKGNPEVEALDSEAY AIER
ELGAYRHN

CD123

4,3

612

MGSWYEFFDRLDAIDERLWALGGSEAELAWFE
AEIAEFEMELQGYKGKGNPEVEALDVEAHAIE
MELFAYRHN

CD123

3,7

613

MGSWYEFMGRLEAIDERLQALGGSEAELAWFE
HEIAEFEWSLQWYKGKGNPEVEALRFEAGAIP
WELWAYRHN

CD123

3,5

614

MGSWVEFSNRLDAIWERLQALGGSEAELAYFE
WEIAEFEWELQSYKGKGNPEVEALNAEADAIE
WELEAYRHN

CD123

5,1

615

MGSWEEFHMRLIAIDERLWALGGSEAELAGFE
ESTAYFESQLQDYKGKGNPEVEALDYEAHAIW
RELYAYRHN

CD123

3,9

616

MGSWWEFKYRLDAICFRLAALGGSEAELASFE
DEIAYFEEDLQGYKGKGNPEVEALDYEALAIW
DELAAYRHN

CD123

3,1

617

MGSWDEFAMRLEAIQARLFALGGSEAELAIFED
EIAFFETMLQDYKGKGNPEVEALEYEAAAIEAE
LGAYRHN

CD123

3,7

618

MGSWWEFNARLDAIEDRLMALGGSEAELAYF
EDITASFENILQQYKGKGNPEVEALWYEAYAIE
KELNAYRHN

CD123

3,4
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

619

MGSWIEFWNRLEAIEERLYALGGSEAELAYFED
EIAEFEIYLQQYKGKGNPEVEALKHEAEAINKE
LMAYRHN

CD123

5,2

620

MGSWNEFVIRLFAIDDRLYALGGSEAELAWFE
DEIATFEYELQRYKGKGNPEVEALEYEAEAIVS
ELFAYRHN

CD123

3,5

621

MGSWYEFLARLYAIDERLWALGGSEAELATFE
HWIADFEEQLQSYKGKGNPEVEALTDEAVAIG
EELSAYRHN

CD123

4,5

622

MGSWLEFETRLHAIDERLWALGGSEAELAEFE
EHIAWFEEDLQFYKGKGNPEVEALDFEADAIG
WELWAYRHN

CD123

4,6

623

MGSWFEFETRLEAIDLRLWALGGSEAELATFED
VIAFFEDWLQFYKGKGNPEVEALKMEAWAIGE
ELHAYRHN

CD123

6,6

624

MGSWHEFWQRLEAIEGRLWALGGSEAELADFE
SLIADFEEQLQEYKGKGNPEVEALMAEAEAIDN
ELRAYRHN

CD123

625

MGSWYEFEQRLEAIEWRLGALGGSEAELATFE
EDIADFEEWLQEYKGKGNPEVEALQYEAYAIA
EELHAYRHN

CD123

4.4

626

MGSWYEFENRLFAIEERLWALGGSEAELAWFE
YEIANFEWGLQSYKGKGNPEVEALDNEAEAIDI
ELAAYRHN

CD123

3,3

627

MGSWYEFEQRLGAIEERLWALGGSEAELAAFE
DIIAYFEYQLQSYKGKGNPEVEALDEEAWAIDD
ELWAYRHN

CD123

10,6

2

628

MGSWWEFEQRLDAIETRLWALGGSEAELAYFE
HITADFEDELQIYKGKGNPEVEALGWEAFAIDG
ELTAYRHN

CD123

4,7

629

MGSWFEFPYRLEAIEERLYALGGSEAELAQFEQ
FIAWFEMDLQDYKGKGNPEVEALWFEANAIVE

CD123

3,1
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

ELDAYRHN

630

MGSWVEFYDRLEAIEIRLWALGGSEAELADFES
FIAHFEDDLQAYKGKGNPEVEALMDEANAIVF
ELDAYRHN

CD123

631

MGSWVEFWDRLDAIEERLWALGGSEAELAEFE
FMIAMFEQHLQEYKGKGNPEVEALIPEAGAIDK
ELTAYRHN

CD123

10

632

MGSWDEFDARLWAIEERLWALGGSEAELAEFE
FMIAAFEDVLQEYKGKGNPEVEALMGEANAIV
MELDAYRHN

CD123

4,3

633

MGSWYEFWRRLDAIEERLWALGGSEAELAMF
ETDIAGFEWMLQLYKGKGNPEVEALEHEAWAI
NSELDAYRHN

CD123

3,6

634

MGSWHEFIWRLDAIEERLWALGGSEAELAWFE
TEIATFEAQLQDYKGKGNPEVEALEWEAIAIAW
ELDAYRHN

CD123

3,3

635

MGSWYEFYWRLEAIEERLWALGGSEAELAEFE
KAIATFEDQLQTYKGKGNPEVEALETEALAIHA
ELEAYRHN

CD123

3,7

636

MGSWFEFQWRLEAIEDRLWALGGSEAELAEFE
THAGFEEQLQVYKGKGNPEVEALEEEAMAIQT
ELHAYRHN

CD123

3,4

637

MGSWWEFEDRLWAIEQRLDALGGSEAELAVFE
NSIAKFEDMLQVYKGKGNPEVEALHEEADALII
WELYAYRHN

CD123

4.4

638

MGSWWEFEDRLWAIDRRLMALGGSEAELAVF
EQMIAHFEQILQVYKGKGNPEVEALHFEAHAIG
MELAAYRHN

CD123

4,6

639

MGSWWEFLDRLEAIEYRLQALGGSEAELAVFE
WEIAMFEDHLQGYKGKGNPEVEALHSEAHAIIS
ELSAYRHN

CD123

3,1

640

MGSWAEFEDRLAAIERRLEALGGSEAELADFES

CD123

4,2
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

SIAWFEPDLQYYKGKGNPEVEALMYEAEAIFSE
LYAYRHN

641

MGSWWEFYDRLTAIEARLWALGGSEAELADFE
EGIADFEYDLQDYKGKGNPEVEALFWEAWAIQ
SELTAYRHN

CD123

3,2

642

MGSWYEFEDRLAAIEARLWALGGSEAELADFE
EEIAYFEHGLQWYKGKGNPEVEALESEAMAIID
ELHAYRHN

CD123

3,8

643

MGSWWEFSWRLEAIETRLDALGGSEAELAFFE
MDIAWFEQDLQLYKGKGNPEVEALEEEAY ALY
EELEAYRHN

CD123

3,3

644

MGSWEEFFFRLEAIDDRLYALGGSEAELALFEE
VIAYFEQDLQWYKGKGNPEVEALYVEAYAIQE
ELYAYRHN

CD123

3,2

645

MGSWFEFEERLNAISWRLHALGGSEAELAYFE
EDIAWFEDDLQFYKGKGNPEVEALENEAY AIW
EELDAYRHN

CD123

13

646

MGSWFEFEERLEAITYRLWALGGSEAELAMFEE
STIAWFESDLQQYKGKGNPEVEALEYEAMAISK
ELKAYRHN

CD123

3,7

647

MGSWAEFDDRLEAIEYRLHALGGSEAELAWFE
EGIAGFEHALQSYKGKGNPEVEALETEAGAINE
ELWAYRHN

CD123

5,8

648

MGSWDEFEERLQAIEYRLWALGGSEAELAWFE
EVIAQFEYDLQKYKGKGNPEVEALSTEAQAIQD
ELWAYRHN

CD123

3,8

649

MGSWWEFTDRLDAIFDRLWALGGSEAELAAFE
ESIAIFEQDLQYYKGKGNPEVEALEYEANAIQY
ELEAYRHN

CD123

7,5

650

MGSWWEFTDRLEAIEDRLWALGGSEAELAHFE
DSIAQFEQELQWYKGKGNPEVEALADEADAIE
SELHAYRHN

CD123

16,6

2
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

651

MGSWVEFFWRLDAIEDRLWALGGSEAELANFE
FEIADFEAWLQKYKGKGNPEVEALHSEADAIQ
LELRAYRHN

CD123

652

MGSWVEFYNRLDAIENRLWALGGSEAELAFFE
ELIAQFEFALQDYKGKGNPEVEALEDEADAIWE
ELMAYRHN

CD123

6,9

653

MGSWEEFYYRLHAIDNRLWALGGSEAELAYFE
WHIADFELELQDYKGKGNPEVEALSEEATAIFE
ELWAYRHN

CD123

654

MGSWREFHDRLFAIDGRLWALGGSEAELANFE
WDIADFEFELQDYKGKGNPEVEALSWEADAIM
QELGAYRHN

CD123

5,6

655

MGSWEEFDERLWAISDRLWALGGSEAELAYFE
GEIAYFEQNLQTYKGKGNPEVEALQTEALAIDT
ELWAYRHN

CD123

6,5

656

MGSWEEFEQRLWAIDDRLWALGGSEAELAFFE
YEIAEFEMDLQWYKGKGNPEVEALFYEAHAIN
EELWAYRHN

CD123

5,7

657

MGSWDEFHQRLAAIGDRLWALGGSEAELAYFE
WEIATFEWDLQVYKGKGNPEVEALYFEATAID
EELMAYRHN

CD123

3,7

658

MGSWVEFEYRLDAISDRLWALGGSEAELAFFE
NEIASFESDLQFYKGKGNPEVEALMFEAEAIDD
ELHAYRHN

CD123

6,5

659

MGSWDEFDTRLDAIFSRLY ALGGSEAELAMFE
GEIAEFEGSLQHYKGKGNPEVEALDFEAHAIDE
ELWAYRHN

CD123

660

MGSWHEFDDRLDAIMSRLDALGGSEAELATFE
AEIATFEFVLQLYKGKGNPEVEALLAEAY AIDW,|
ELEAYRHN

CD123

1,7

661

MGSWYEFFDRLDAIYDRLYALGGSEAELASFE
AQIAEFEVELQSYKGKGNPEVEALEWEAWAID

CD123

4,7
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

EELYAYRHN

662

MGSWFEFLYRLDAIEDRLWALGGSEAELAEFE
QEIAKFESELQSYKGKGNPEVEALEWEAHAID
MELEAYRHN

CD123

6,6

663

MGSWLEFEDRLVAIDHRLFALGGSEAELAEFEE
EIALFESYLQDYKGKGNPEVEALNWEADAIHA
ELYAYRHN

CD123

3,9

664

MGSWYEFESRLDAIVDRLWALGGSEAELAEFE
YEIAKFEWELQDYKGKGNPEVEALNWEAGAIE
FELYAYRHN

CD123

5,1

665

MGSWYEFEDRLDAILYRLLALGGSEAELAWFE
RDIAFFESELQWYKGKGNPEVEALEWEAMAID
DELFAYRHN

CD123

43

666

MGSWGEFMDRLEAIDYRLWALGGSEAELAWF
ESDIAEFEQELOQMYKGKGNPEVEALWDEAMAI
RDELFAYRHN

CD123

4,6

667

MGSWEEFDDRLDAIEHRLWALGGSEAELADFE
GSIAAFESWLQVYKGKGNPEVEALEAEAEATA
DELWAYRHN

CD123

668

MGSWYEFADRLDAIMDRLVALGGSEAELAYFE
WEIAAFEEFLOMYKGKGNPEVEALDEEAEAIK
DELMAYRHN

CD123

3,3

669

MGSWNEFWERLDAIEWRLFALGGSEAELAFFE
LDIAWFEEELQWYKGKGNPEVEALIFEAHAITL
ELDAYRHN

CD123

670

MGSWYEFDARLDAIEERLYALGGSEAELAAFE
FEIAGFEEALQWYKGKGNPEVEALLKEAEAITD
ELYAYRHN

CD123

8,9

671

MGSWDEFSERLDAIWGRLEALGGSEAELATFE
FHIAEFEHELQYYKGKGNPEVEALQGEAAAIIN
ELYAYRHN

CD123

3,2

672

MGSWDEFWDRLDAIEDRLFALGGSEAELADFE

CD123

3,9
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

RVIAWFENDLQEYKGKGNPEVEALDNEADAIR]
ELHAYRHN

673

MGSWDEFDDRLEAIVDRLFALGGSEAELAMFE
FEIAQFEHQLQY YKGKGNPEVEALRDEADAIWI
ELDAYRHN

CD123

5,6

674

MGSWEEFTIRLGAIYWRLFALGGSEAELANFE
WFIAEFEYELQPYKGKGNPEVEALVIEANAIDG
ELQAYRHN

CD123

3,3

675

MGSWFEFEWRLDAIENRLNALGGSEAELAWFE
YHIAAFEDSLQHYKGKGNPEVEALEWEAHAIQ
SELQAYRHN

CD123

3,3

676

MGSWYEFDDRLEAIWDRLGALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLRETAADIRA
ELQAYRHN

CD123

3,3

677

MGSWGEFWARLEAIWIRLDALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLREEAADIRR|
SLQAYRHN

CD123

15

678

MGSWIEFEVRLDATWDRLFALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEYLRDEAADIRQ
SLQAYRHN

CD123

4,2

679

MGSWTEFDRRLDAIWDRLFALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLREEAADIRD
YLQAYRHN

CD123

9,2

680

MGSWTEFDMRLDAIWDRLFALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELREEAATIRG
VLQAYRHN

CD123

3,1

681

MGSWEEFHDRLMAIETRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLRYEAADIR
DYLQAYRHN

CD123

4,3

682

MGSWVEFRDRLDAIETRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLRYEAAEIR
MVLQAYRHN

CD123

4,2
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

683

MGSWMEFIDRLDAIEHRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEFLREEAAEIRM
YLQAYRHN

CD123

4,3

684

MGSWTEFVWRLDAIEWRLEALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEFLREEAAEIRD
WLQAYRHN

CD123

4,2

685

MGSWVEFYDRLY AIEVRLLALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEFLRQEAAEIRD
WLQAYRHN

CD123

5,8

686

MGSWYEFYDRLDAIEWRLWALGGSEAELAAF
EKEIAAFESELQAYKGKGNPEVEWLRDEAAQIR
DFLQAYRHN

CD123

6,2

687

MGSWVEFYDRLDAIEHRLDALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLRDEAAFIRD
MLQAYRHN

CD123

3,4

688

MGSWFEFVDRLTAIQVRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEYLREEAALIRY
SLQAYRHN

CD123

5,1

689

MGSWFEFLDRLDAIEERLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLREEAAVIRD
SLQAYRHN

CD123

12,2

2

690

MGSWYEFMVRLDAIEERLFALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEFLREEAASIRY
HLQAYRHN

CD123

4,1

691

MGSWYEFEDRLDAIQWRLWALGGSEAELAAF
EKEIAAFESELQAYKGKGNPEVEFLRESAANIR
QHLQAYRHN

CD123

6,3

692

MGSWSEFEYRLFAIENRLDALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVEFLREEAAMIRQL
LQAYRHN

CD123

3,2

693

MGSWVEFEYRLDAITERLLALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEILREEAAFIRQ

CD123

3,9
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

WLQAYRHN

694

MGSWWEFLDRLDAIEMRLFALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEYLREEAALIRN
MLQAYRHN

CD123

695

MGSWWEFEDRLDAIEYRLFALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEFLREEAAFIRIF
LQAYRHN

CD123

4,9

696

MGSWWEFESRLDAIFMRLTALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEDLREDAAFIRE
FLQAYRHN

CD123

3,7

697

MGSWVEFWHRLDAIKARLNALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEDLRWYAADFR
LILQAYRHN

CD123

3,5

698

MGSWYEFYNRLSAIYARLQALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEDLRWYAADIR
YMLQAYRHN

CD123

10,6

2

699

MGSWYEFYDRLSAIYARLQALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEDLRWYAADIR
YMLQAYRHN

CD123

5,3

700

MGSWNEFYDRLSAIYFRLQALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEHLRWYAADIR
MILQAYRHN

CD123

10,6

2

701

MGSWNEFYDRLSAIYFRLQALGGFEAELAAFE
KEIAAFESELQAYKGKGNPEVEHLRWYAADIR
MILQAYRHN

CD123

702

MGSWEEFYDRLGAIFARLHALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEDLRWYAADIR
MILQAYRHN

CD123

3,9

703

MGSWVEFYDRLHAIYFRLLALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEDLRWYAADIR
LVLQAYRHN

CD123

4,8

704

MGSWKEFDNRLYAIEDRLRALGGSEAELAAFE

CD123

3,9
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

KEIAAFESELQAYKGKGNPEVEHLRWYAADIR
MILQAYRHN

705

MGSWVEFWDRLWAIEDRLWALGGSEAELAAF
EKEIAAFESELQAYKGKGNPEVEHLRHYAADIR
VWLQAYRHN

CD123

45

706

MGSWYEFADRLWAIEDRLWALGGSEAELAAF
EKEIAAFESELQAYKGKGNPEVEFLRYYAADIR
WVLQAYRHN

CD123

707

MGSWYEFEERLY AIEDRLY ALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEFLRQEAADIRL
MLQAYRHN

CD123

11,5

2

708

MGSWTEFEWRLY AIEDRLMALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEFLRDEAADIRQ
YLQAYRHN

CD123

4,2

709

MGSWIEFESRLWAIEDRLLALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVEFLRLEAADIRED
LQAYRHN

CD123

8,7

710

MGSWFEFEDRLDAIWDRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEFLRMDAAMIR
YILQAYRHN

CD123

5,1

711

MGSWEEFEDRLWAIEDRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEILRYDAAYIREI
LQAYRHN

CD123

4,1

712

MGSWIEFEDRLY AIEDRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEFLRYEAAEIRY
WLQAYRHN

CD123

713

MGSWYEFWDRLEAIEDRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEFLRYSAAEIRY
QLQAYRHN

CD123

4,2

714

MGSWVEFESRLAAIEHRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELREYAAEIRD
WLQAYRHN

CD123

3,7
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

715

MGSWWEFEHRLFAIEDRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEFLRDY AAEIRD
YLQAYRHN

CD123

7,6

716

MGSWYEFDSRLMAIEDRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEYLRQEAAEIRM
ILQAYRHN

CD123

3,2

717

MGSWYEFEWRLMAIEDRLWALGGSEAELAAF
EKEIAAFESELQAYKGKGNPEVEYLRHEAAEIR
DVLQAYRHN

CD123

3,4

718

MGSWYEFYNRLDAIEDRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEYLRQEAADIRG
QLQAYRHN

CD123

11,3

2

719

MGSWWEFHDRLEAIEDRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEYLRIEAADIRR
QLQAYRHN

CD123

6,4

720

MGSWYEFWDRLEAIEERLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEYLRLEAADIRR
ILQAYRHN

CD123

4,6

721

MGSWYEFEERLWAIEERLYALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEYLRYEAAWIR
DFLQAYRHN

CD123

5,4

722

MGSWYEFENRLEAIEERLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEMLREEAAFIRD
WLQAYRHN

CD123

6,1

723

MGSWYEFEYRLEAIEDRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEYLREEAAWIRYV
WLQAYRHN

CD123

6,2

724

MGSWYEFENRLGAIGDRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLRDEAAYIR
AVLQAYRHN

CD123

4,8

725

MGSWYEFEHRLDAIYDRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLREEAAWIR

CD123

6,3
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

LWLQAYRHN

726

MGSWYEFEWRLDAIYDRLGALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLREDAAEIRA
LLQAYRHN

CD123

727

MGSWVEFENRLEAIENRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLREDAAQIR
MMLQAYRHN

CD123

6,2

728

MGSWYEFEERLEAIEDRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLREQAAFIRT
MLQAYRHN

CD123

729

MGSWFEFEWRLEAIFDRLY ALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEVLRAEAAEIRL
RLQAYRHN

CD123

6,9

730

MGSWWEFEDRLMAIYDRLYALGGSEAELAAF
EKEIAAFESELQAYKGKGNPEVEYLRAEAALIR
ETLQAYRHN

CD123

15,3

2

731

MGSWFEFEDRLYAIEDRLYALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEYLRWGAATIR
DELQAYRHN

CD123

4,7

732

MGSWIEFWDRLEAIEDRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRDEAAWIRD
SLQAYRHN

CD123

4,5

733

MGSWFEFWDRLDAIEDRLY ALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRDEAAWIRG
TLQAYRHN

CD123

4,9

734

MGSWEEFTDRLWAIEDRLY ALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLRDEAAFIRK
SLQAYRHN

CD123

8,9

735

MGSWVEFVDRLEAIEDRLFALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEFLRDQAAYIRF
MLQAYRHN

CD123

4,9

736

MGSWFEFVDRLEAIEMRLFALGGSEAELAAFE

CD123

7,1
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

KEIAAFESELQAYKGKGNPEVELLRWRAAMIR
YDLQAYRHN

737

MGSWWEFEMRLEAIEDRLFALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLRWEAAFIRD
ILQAYRHN

CD123

738

MGSWFEFEIRLEAIEDRLFALGGSEAELAAFEK
ETAAFESELQAYKGKGNPEVEFLRDEAAEIRQV
LQAYRHN

CD123

739

MGSWYEFYQRLEAIEDRLFALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLRDEAAEIRYV
VLQAYRHN

CD123

740

MGSWIEFEDRLEAIEDRLFALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVEWLRQEAAEIRL
MLQAYRHN

CD123

21,8

2

741

MGSWHEFYDRLDAIYFRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVELLRLLAAEIRK
ELQAYRHN

p26

9,6

742

MGSWHEFITRLEAIDQRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEYLRFWAAEIRF
ILQAYRHN

p26

16,91

743

MGSWMEFFDRLVAIDERLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEYLRMWAAEIR
FLLQAYRHN

p26

18,62

744

MGSWVEFSGRLIAIDNRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEYLRMWAAEIR
YILQAYRHN

p26

5,28

2

745

MGSWVEFHHRLFAIDERLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEYLRMVAAEIR
YILQAYRHN

p26

21,39

746

MGSWHEFMERLIAIDGRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEYLRFVAAFIRD
VLQAYRHN

p26

17,85
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NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

747

MGSWKEFIQRLDAIHYRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEYLRFVAAFIRF
ELQAYRHN

p26

18,41

748

MGSWSEFIFRLDAIHSRLQALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVEYLRFIAAEIRLKL
QAYRHN

p26

283

2

749

MGSWFEFYDRLNAIDARLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVENLRVHAAAIRE
WLQAYRHN

p26

5,92

2

750

MGSWLEFYDRLNAIDARLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVENLRVHAAAIRE
WLQAYRHN

p26

751

MGSWFEFYHRLNAIDARLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVENLRVHAAAIRE
WLQAYRHN

p26

752

MGSWFEFYDRLNAIDSRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVENLRVHAAAIRE
WLQAYRHN

p26

753

MGSWFEFYDRLNAIDARLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLRVHAAAIRE
WLQAYRHN

p26

754

MGSWFEFYDRLNAIDARLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVENLRDHAAAIRE
WLQAYRHN

p26

755

MGSWFEFYDRLNAIDARLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVENLREHAAAIRE
WLQAYRHN

p26

756

MGSWFEFYDRLNAIDARLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVENLRVHAAHIRE
WLQAYRHN

p26

757

MGSWLEFYHRLNAIDSRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVENLRVHAAAIRE

p26
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

WLQAYRHN

758

MGSWLEFYHRLNAIDSRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLRDHAAHIRE
WLQAYRHN

p26

19,23

759

MGSWFEFYHRLNAIDSRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLRDHAAHIRE
WLQAYRHN

p26

760

MGSWLEFYDRLNAIDSRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLRDHAAHIRE
WLQAYRHN

p26

761

MGSWLEFYHRLNAIDARLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLRDHAAHIRE
WLQAYRHN

p26

762

MGSWLEFYHRLNAIDSRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVENLRDHAAHIRE
WLQAYRHN

p26

763

MGSWLEFYHRLNAIDSRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLRVHAAHIRE
WLQAYRHN

p26

764

MGSWLEFYHRLNAIDSRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLRDHAAAIRE
WLQAYRHN

p26

765

MGSWFEFYDRLNAIDARLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLRDHAAHIRE
WLQAYRHN

p26

766

MGSWFEFYERLNAIDSRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEKLRAHAASIRT
WLQAYRHN

p26

27,1

2

767

MGSWIEFYWRLEAIDQRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEDLRVHAAAIR
WWLQAYRHN

p26

9,4

768

MGSWSEFVKRLDAIDQRLWALGGSEAELAAFE

p26

27
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

KEIAAFESELQAYKGKGNPEVESLRVHAAAIRA
WLQAYRHN

769

MGSWEEFYYRLEAIDARLFALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRVHAAHIRD
WLQAYRHN

p26

30,3

2

770

MGSWVEFHYRLQAIDARLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRVHAAHIRK
WLQAYRHN

p26

14,8

2

771

MGSWVEFVGRLNAIDARLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRHHAAEIRN
WLQAYRHN

p26

26

772

MGSWNEFMDRLNAIDNRLWALGGSEAELAAF
EKEIAAFESELQAYKGKGNPEVENLRKQAASIR
LWLQAYRHN

p26

10

773

MGSWNEFFQRLNAIDERLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEDLRQHAANIR
WWLQAYRHN

p26

28,7

2

774

MGSWYEFVVRLFAIDERLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLREHAAHIRS
WLQAYRHN

p26

18,25

775

MGSWYEFYLRLDAIDHRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEMLREHAAHIR
KWLQAYRHN

p26

16

776

MGSWYEFRARLLAIDERLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEHLREHAAHIRN
FLQAYRHN

p26

20,9

2

77

MGSWTEFWHRLEAIDSRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLREHAAHIRV
WLQAYRHN

p26

13,19

778

MGSWTEFQNRLNAIDHRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLREHAAKIRV
WLQAYRHN

p26

30,5

2
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ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

779

MGSWSEFFKRLEAIDRRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELREHAAHIRV
WLQAYRHN

p26

30,2

2

780

MGSWYEFQQRLEAIDTRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELREHAAHIRH
WLQAYRHN

p26

27,3

2

781

MGSWTEFEKRLHAIDYRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEDLREHAAAIRH
WLQAYRHN

p26

17,1

2

782

MGSWTEFHQRLDAIDERLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEFLREHAAKIRM
WLQAYRHN

p26

24.4

2

783

MGSWLEFSQRLTAIDSRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVENLREHAAKIRN
WLQAYRHN

p26

30,4

2

784

MGSWTEFVNRLY AIDSRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEGLRTHAAKIRH
WLQAYRHN

p26

16,7

2

785

MGSWMEFVDRLSAIDRRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEVLREHAANIRQ
WLQAYRHN

p26

32,1

2

786

MGSWVEFVSRLYAIDFRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEALREHAAQIRD
WLQAYRHN

p26

29

787

MGSWSEFHTRLDAIDTRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEDLRRHAAAIRF
WLQAYRHN

p26

23,5

2

788

MGSWLEFHSRLDAIDTRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEKLREHAAAIRH
YLQAYRHN

p26

30,8

2

789

MGSWTEFYQRLDAIDTRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEGLRQQAAQIRA

p26

29,7

2
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

WLQAYRHN

790

MGSWAEFSDRLNAIDQRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEILREHA AEIRKF
LQAYRHN

p26

25,3

2

791

MGSWMEFNHRLQAIDGRLWALGGSEAELAAF
EKEIAAFESELQAYKGKGNPEVEMLREHAAAIR
AFLQAYRHN

p26

33,4

2

792

MGSWYEFYKRLEAIDNRLYALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEYLREHAAAIRH
WLQAYRHN

p26

30,8

2

793

MGSWYEFYYRLEAIDNRLIALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVEVLREHAAKIREW
LQAYRHN

p26

29,6

2

794

MGSWYEFVSRLEAIDDRLYALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEMLRQHAAAIR
HWLQAYRHN

p26

33,1

2

795

MGSWYEFSHRLEAIEDRLFALGGSEAELAAFEK|
EIAAFESELQAYKGKGNPEVEPLREHAAYIRHW
LQAYRHN

p26

26

796

MGSWFEFFERLAAIEDRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLRVHAAAIRA
FLQAYRHN

p26

20,3

2

797

MGSWIEFKYRLDAIEWRLEALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLRIHAAAIRT
WLQAYRHN

p26

18,3

2

798

MGSWYEFMYRLDAIEYRLFALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLRIHA AMIRE
WLQAYRHN

p26

19,4

2

799

MGSWVEFVTRLEAIEDRLFALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVEHLRAHAAHIRH
WLQAYRHN

p26

11,7

2

800

MGSWYEFVIRLDAIEDRLFALGGSEAELAAFEK

p26

30,1

2
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

EIAAFESELQAYKGKGNPEVEHLRVHAAHIRV
WLQAYRHN

801

MGSWVEFVERLDAIEFRLFALGGSEAELAAFEK|
EIAAFESELQAYKGKGNPEVEKLRNHAAHIRS
WLQAYRHN

p26

23,8

2

802

MGSWSEFVHRLDAIEVRLFALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRYHAAKIRS
WLQAYRHN

p26

16,9

2

803

MGSWSEFYYRLAAIESRLFALGGSEAELAAFEK
ETAAFESELQAYKGKGNPEVERLREHAAHIRRW
LQAYRHN

p26

30,8

2

804

MGSWYEFYLRLSAIEDRLFALGGSEAELAAFEK|
EIAAFESELQAYKGKGNPEVESLRVQAAHIRTW
LQAYRHN

p26

27,4

2

805

MGSWYEFYDRLDAIEDRLFALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLRDQAAYIRT
WLQAYRHN

p26

31,9

2

806

MGSWHEFWVRLEAIESRLFALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLRVQAAHIRS
WLQAYRHN

p26

26,9

2

807

MGSWVEFYHRLEAIEQRLMALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLREQAAAIRS
WLQAYRHN

p26

28,5

2

808

MGSWVEFYERLNAIEYRLEALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLREHAAYIRQ
WLQAYRHN

p26

28,7

2

809

MGSWVEFYHRLDAIFDRLDALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRANAAGIRS
WLQAYRHN

p26

20

810

MGSWSEFTDRLFAIEDRLLALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVEDLRMHAASIRL
WLQAYRHN

p26

254

2
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NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

811

MGSWHEFYDRLY AIWDRLDALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEGLRNAAAVIRI
FLQAYRHN

p26

22,91

812

MGSWFEFSNRLY AIWHRLTALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLRTQAAFIRIL
LQAYRHN

p26

15,25

813

MGSWFEFSDRLY AIWERLDALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLRFQAAFIRY
QLQAYRHN

p26

18,99

814

MGSWFEFEDRLFAIWTRLEALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLRQSAASIRW
LLQAYRHN

p26

10,89

815

MGSWHEFSERLFAIWTRLEALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEALRQSAAFIRV
MLQAYRHN

p26

8,21

2

816

MGSWGEFTVRLY AIDRRLDALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRRFAAIIRAF
LQAYRHN

p26

8,54

2

817

MGSWYEFDHRLMAISFRLVALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVETLRRRAANIRH
LLQAYRHN

p26

20,1

2

818

MGSWSIFKYHLADIKLLLEALGGSEAELAYFEF
LIADFEFTLQDYKGKGNPEVEALRKEAAAIRDE
LQAYRHN

p26

20,21

819

MGSWHHFKYFLADIKSILEALGGSEAELAIFEV
QIAYFEDLLQSYKGKGNPEVEALRKEAAAIRDE
LQAYRHN

p26

820

MGSWLYFKYNLAVIKHWLEALGGSEAELAIFE
MSIADFEYELQWYKGKGNPEVEALRKEAAAIR
DELQAYRHN

p26

13,3

2

821

MGSWFYFKYELAWIKHWLEALGGSEAELASFE
THIAFFEHQLQY YKGKGNPEVEALRKEAAAIRD

p26

13,7

2
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NO:
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MuiueHp

HU®DA cpen

ELQAYRHN

822

MGSWADFKWTLAYIKHRLEALGGSEAELAFFE
MEIAYFEQSLOQNYKGKGNPEVEALRKEAAAIR
DELQAYRHN

p26

31,5

2

823

MGSWAYFKGQLAYIKSGLEALGGSEAELAYFE
LRIAYFEHWLQNYKGKGNPEVEALRKEAAAIR
DELQAYRHN

p26

11,4

2

824

MGSWENFKDTLAWIKEYLEALGGSEAELAGFE
HRIAIFEHYLQYYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

p26

19,2

2

825

MGSWVLFKDYLADIKHYLEALGGSEAELANFE
HLIANFEGDLQTYKGKGNPEVEALRKEAAAIR
DELQAYRHN

p26

13,8

2

826

MGSWSLFKHRLANIKVYLEALGGSEAELADFE
TFIAYFEKDLQEYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

p26

19,6

2

827

MGSWEHFKVELAGIKAYLEALGGSEAELALFE
WAIADFESILQDYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

p26

18,1

2

828

MGSWIYFKDELAGIKKYLEALGGSEAELAMFE
VAIADFEAILQKYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

p26

15,9

2

829

MGSWVLFKQELAWIKWLLEALGGSEAELAAFE
EQIARFEHDLQKYKGKGNPEVEALRKEAAAIR
DELQAYRHN

p26

29,5

2

830

MGSWVLFKQELAWIKWYLEALGGSEAELAAF
EWEIAAFEQRLQIYKGKGNPEVEALRKEAAAIR
DELQAYRHN

p26

225

2

831

MGSWFLFKSELAWIKWRLEALGGSEAELAYFE
YQIAEFEFWLQSYKGKGNPEVEALRKEAAAIR
DELQAYRHN

p26

25,8

2

832

MGSWLLFKSELAWIKWYLEALGGSEAELAEFE

p26

25,7

2
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MuiueHp

HU®DA cpen

WNIAEFEKNLQKYKGKGNPEVEALRKEAAAIR
DELQAYRHN

833

MGSWLLFKSDLAWIKWRLEALGGSEAELAEFE
ESTAMFEHWLQEYKGKGNPEVEALRKEAAAIR
DELQAYRHN

p26

33,3

2

834

MGSWLYFKSDLAWIKWRLEALGGSEAELADFE
EAIAEFEQALQIYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

p26

21,2

2

835

MGSWKLFKYELAWIKWRLEALGGSEAELADF
EASTAQFEKYLQTYKGKGNPEVEALRKEAAAIR
DELQAYRHN

p26

23,4

2

836

MGSWYLFKNELAWIKWRLEALGGSEAELADF
EMVIAMFEDHLQEYKGKGNPEVEALRKEAAAI
RDELQAYRHN

p26

31,1

2

837

MGSWVYFKAHLAFIKWELEALGGSEAELANFE
STIAEFEKYLQVYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

p26

20,8

2

838

MGSWMYFKSHLAWIKWELEALGGSEAELAFF
EDNIAQFEYWLQLYKGKGNPEVEALRKEAAAI
RDELQAYRHN

p26

19,8

2

839

MGSWTLFKWDLAFIKWQLEALGGSEAELAWF
EYEIAAFEDSLOQNYKGKGNPEVEALRKEAAAIR
DELQAYRHN

p26

12,1

2

840

MGSWILFKEDLAFIKWQLEALGGSEAELAWFE
TTIANFESDLQKYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

p26

233

2

841

MGSWYFFKSRLAYIKVYLEALGGSEAELAGFE
WEIAHFEEWLQRYKGKGNPEVEALRKEAAAIR
DELQAYRHN

p26

30,1

2

842

MGSWYIFKSELAWIKWYLEALGGSEAELANFE
VEIATFETWLQGYKGKGNPEVEALRKEAAAIR
DELQAYRHN

p26

29,6

2
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843

MGSWYIFKQELASIKLSLEALGGSEAELAHFEA
EIAWFEWWLQWYKGKGNPEVEALRKEAAAIR
DELQAYRHN

p26

19,4

2

844

MGSWVRFKTELAYIKESLEALGGSEAELAMFE
SEIATFEHSLQTYKGKGNPEVEALRKEAAAIRDE
LQAYRHN

p26

20,5

2

845

MGSWYLFKTELAAIKYRLEALGGSEAELASFE
YEIAWFEHILQFYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

p26

20,1

2

846

MGSWYWFKYELAEIKWHLEALGGSEAELAHF
EHSIAVFESQLQQYKGKGNPEVEALRKEAAAIR
DELQAYRHN

p26

21,5

2

847

MGSWWVFKKTLAEIKWTLEALGGSEAELAYFE
AEIAFFEFILQQYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

p26

18,6

2

848

MGSWVYFKDHLAEIKSQLEALGGSEAELALFE
YDIAWFEFILQYYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

p26

22,1

2

849

MGSWVYFKHRLAEIKDQLEALGGSEAELAEFE
TDIAWFEWMLQYYKGKGNPEVEALRKEAAAI
RDELQAYRHN

p26

11,1

2

850

MGSWIIFKTDLARIKNYLEALGGSEAELATFER
DIAWFEFMLQIYKGKGNPEVEALRKEAAAIRDE
LQAYRHN

p26

16,7

2

851

MGSWMHFKQDLAEIKGYLEALGGSEAELAIFE
MDIAWFEYMLQYYKGKGNPEVEALRKEAAAI
RDELQAYRHN

p26

18,9

2

852

MGSWQIFKQDLAAIKDYLEALGGSEAEL AIFEF
DIAWFEHMLQWYKGKGNPEVEALRKEAAAIR
DELQAYRHN

p26

17,4

2

853

MGSWLAFKEDLAHIKSILEALGGSEAELAEFEH
DIAWFEYMLQYYKGKGNPEVEALRKEAAAIRD

p26

18,6

2
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ELQAYRHN

854

MGSWFVFKEDLAGIKFILEALGGSEAELAMFET
DIAWFEYMLQYYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

p26

14,2

2

855

MGSWTHFKEDLAHIKDRLEALGGSEAELAAFE
LDIAWFEFMLQYYKGKGNPEVEALRKEAAAIR
DELQAYRHN

p26

30,4

2

856

MGSWYYFKERLAAIKDRLEALGGSEAELAIFEA
DIAWFEFMLQYYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

p26

31,5

2

857

MGSWYTFKGSLAEIKNRLEALGGSEAELAMFE
SDIAWFEFMLQFYKGKGNPEVEALRKEAAAIR
DELQAYRHN

p26

32,3

2

858

MGSWFTFKDDLAQIKNRLEALGGSEAELANFE
MSIAWFEFMLQYYKGKGNPEVEALRKEAAAIR
DELQAYRHN

p26

30,8

2

859

MGSWVLFKQDLAMIKQRLEALGGSEAELAMF
EYDIAWFEHMLQYYKGKGNPEVEALRKEAAAI
RDELQAYRHN

p26

29,7

2

860

MGSWVEFKRDLANIKQRLEALGGSEAELAQFE
MQIAWFEHTLQYYKGKGNPEVEALRKEAAAIR
DELQAYRHN

p26

30,4

2

861

MGSWSYFKEDLANIKSSLEALGGSEAELAWFE
SSIAWFEHTLQYYKGKGNPEVEALRKEAAAIR
DELQAYRHN

p26

11,6

2

862

MGSWSIFKQDLADIKDSLEALGGSEAELAMFE
MDIAWFEHTLQYYKGKGNPEVEALRKEAAAIR
DELQAYRHN

p26

16,6

2

863

MGSWEIFKDDLASIKKVLEALGGSEAELALFES
DIAWFELMLQYYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

p26

27,9

2

864

MGSWSIFKDDLAVIKERLEALGGSEAELAHFEQ

p26

25,6

2
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MuiueHp

HU®DA cpen

DIAWFEHLLQYYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

865

MGSWSVFKDDLAQIKDRLEALGGSEAELAQFE
LDIAWFEYVLQFYKGKGNPEVEALRKEAAAIR
DELQAYRHN

p26

30,3

2

866

MGSWAVFKDSLAHIKDVLEALGGSEAELALFE
MDIAWFEYVLQDYKGKGNPEVEALRKEAAAIR|
DELQAYRHN

p26

24,1

2

867

MGSWIAFKDHLAIIKQRLEALGGSEAELARFEF
EIAWFEWMLQYYKGKGNPEVEALRKEAAAIR
DELQAYRHN

p26

29,9

2

868

MGSWIHFKNDLAVIKDELEALGGSEAELARFEI
MIAWFEDALQWYKGKGNPEVEALRKEAAAIR
DELQAYRHN

p26

17,9

2

869

MGSWMVFKQDLAEIKANLEALGGSEAELADFE
FATAWFEYELQWYKGKGNPEVEALRKEAAAIR
DELQAYRHN

p26

17,8

2

870

MGSWKNFKLELALIKSKLEALGGSEAELAQFE
ADIAFFEWSLQWYKGKGNPEVEALRKEAAAIR
DELQAYRHN

p26

20,6

2

871

MGSWHSFKQDLAYIKYLLEALGGSEAELAQFE
ELIAFFEYYLQTYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

p26

25,6

2

872

MGSWVVFKSSLAQIKILLEALGGSEAELAIFEV
KIAHFEQELQEYKGKGNPEVEALRKEAAAIRDE
LQAYRHN

p26

8,6

873

MGSWDQFKNSLASIKRVLEALGGSEAELAIFEV
KIAHFEHFLQQYKGKGNPEVEALRKEAAAIRDE
LQAYRHN

p26

15,6

2

874

MGSWNNFKSSLASIKQVLEALGGSEAELAVFEL
QIAHFERELQYYKGKGNPEVEALRKEAAAIRDE
LQAYRHN

p26

24,1

2
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

875

MGSWVEFGHRLWAIDQRLYALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEKLRQRAAFIRF
RLQAYRHN

CD137

876

MGSWAEFKQRLAAIKTRLEALGGSEAELAAFL
GEIWAFEMELAAYKGKGNPEVEALGREAAAIR
MELQAYRHN

CD137
(BB10)

877

MGSWYEFDLRLHAIYDRLVALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEILRDNAAYIRQ
MLQAYRHN

CD47

878

MGSWHEFHDRLQATHERL Y ALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLRIAAAHIRQ
VLQAYRHN

CTLA4

879

MGSWNYFKDHLAWIKNSLEALGGSEAELAHFE
TAIASFERQLQEYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

DR5

880

MGSWLWFKIFLAEIKYFLEALGGSEAELAAFDF
EIHAFHVELFAYKGKGNPEVEVLREVAAEIRW
DLQAYRHN

KIR

881

MGSWTEFQSRLDAIHSRLRALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVELLRDDAAFIRHF
LQAYRHN

PDL1

882

MGSWVVFKVDLATIKYILEALGGSEAELAEFEG
EIAGFEYSLQFYKGKGNPEVEALRKEAAAIRDE
LQAYRHN

TIM3

883

MGSWTIFKEWLAFIKTDLEALGGSEAELAFFEG
WIASFEMELQKYKGKGNPEVEALRKEAAAIRD
ELQAYRHN

PDI

884

MGSWEEFELRLNAIEERLYALGGSEAELAYFEY|
VIADFEGNLQRYKGKGNPEVEALYFEADAIFEE
LVAYRHN

CD19

885

MGSWVVFKQRLAYIKDLLEALGGSEAELAYFE
MSIAFFEEDLQVYKGKGNPEVEALRKEAAAIRD

CD22
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

ELQAYRHN

886

MGSWVEFYERLDAIDRRLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRVHAASIRA
WLQAYRHN

p26

887

MGSWFEFYDRLNAIDARLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLRAHAAAIRE
WLQAYRHN

p26

888

MGSWSEFYDRLNAIDARLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLRVHAAAIRE
WLQAYRHN

p26

889

MGSWSEFYDRLNAIDARLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLRAHAAAIRE
WLQAYRHN

p26

890

MGSWSEFYDRLNAIDARLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLKAHAAAIRE
WLQAYRHN

p26

891

MGSWSEFYDRLNAIDARLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLQAHAAAIRE
WLQAYRHN

p26

892

MGSWSEFYDRLNAIDARLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLRAHAAGIRE
WLQAYRHN

p26

893

MGSWFEFYDRLNAIDARLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLREHAAHIRE
WLQAYRHN

p26

894

MGSWFEFYDRLNAIDARLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLREHAAAIRE
WLQAYRHN

p26

895

MGSWSEFYDRLNAIDARLWALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLREHAAAIRE
WLQAYRHN

p26

896

MGSWVEFEARLSAIYERLEALGGSEAELAAFEK]

CSl1
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

EIAAFESELQAYKGKGNPEVEKLRRHAAGIRSN
LQAYRHN

897

MGSWVEFFVRLDAIWERLEALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVETLRFHAAGIRQ
KLQAYRHN

CSl1

898

MGSWTEFNLRLDAIYERLEALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEALRWHAAGIR
QQLQAYRHN

CSl1

899

MGSWMEFYDRLDAIWVRLEALGGSEAELAAF
EKEIAAFESELQAYKGKGNPEVEVLRFHAAGIR
EQLQAYRHN

CSl1

900

MGSWHEFNGRLWAIYARLDALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVETLRRHAAGIRG
ILQAYRHN

CSl1

901

MGSWYEFVQRLHAINDRLSALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEVLRRHAAGIRY
TLQAYRHN

CSl1

902

MGSWAEFYQRLNAIWNRLEALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEVLRRHAAGIRG
QLQAYRHN

CSl1

903

MGSWVEFNERLHAIYLRLDALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVETLRRHAAGIR
WQLQAYRHN

CSl1

904

MGSWNEFKLELAFIKDWLEALGGSEAELANFE
EAIAEFEAGLQGYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CSl1

905

MGSWMEFEARLEAIWDRLEALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVESLRFHAAGIRQ
HLQAYRHN

CSl1

906

MGSWVEFEDRLNAIWWRLEALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEKLRRHAAGIRT
QLQAYRHN

CSl1
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

907

MGSWHHFKMHLAGIKLQLEALGGSEAELAEFE
EWIADFEGALQDYKGKGNPEVEALRKEAAAIR
DELQAYRHN

CSl1

908

MGSWAEFFARLDAIWERLEALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVETLRFHAAGIRQ
KLQAYRHN

CSl1

909

MGSWAEFFARLDAIWDRLEALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVETLRFHAAGIRQ
KLQAYRHN

CSl1

910

MGSWAEFFARLDAIWERLEALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVETLKFHAAGIRQ
KLQAYRHN

CSl1

911

MGSWHEFRWRLFAIWQRLHALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLRLDAALIRYV|
MLQAYRHN

10,02

912

MGSWAEFRWRLHAIWLKLGELGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLREDAEQIK
YILQAYRHN

913

MGSWAEFRWALHAIWLKLGELGGSEAELAAF
EKEIAAFESELQAYKGKGNPEVEWLREDAEQIK
YILQAYRHN

914

MGSWAEFRWRLHAIWLKLGALGGSEAELAAF
EKEIAAFESELQAYKGKGNPEVEWLRQDAAQI
KYILQAYRHN

915

MGSWAEFRWRLHAIWLQLGALGGSEAELAAF
EKEIAAFESELQAYKGKGNPEVEWLRQDAAQI
KYILQAYRHN

916

MGSWAEFRWRLHAIWLRLGALGGTEAELAAF
EKEIAAFESELQAYKGKGNPEVEWLRQDAAQI
KYILQAYRHN

917

MGSWAEFRWRLHAIWLRLGALGGSEAELAAF
EKEIAAFESELQAYKGKGNPEVEWLRQDAAQI
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

KYILQAYRHN

918

MGSWAEFRWKLEAIWLRLGALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEWLRQDAAQIK
YILQAYRHN

919

MGSWAEFRWKLGAIWLRLGALGGSEAELAAF
EKEIAAFESELQAYKGKGNPEVEWLRQDAAQI
KYILQAYRHN

920

MGSWYEFRWRLHAIWLRLGALGGSEAELAAF
EKEIAAFESELQAYKGKGNPEVEWLRQDAAQI
RYILQAYRHN

7,18

2

921

MGSWHEFLRRLLAIEMRLY ALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEHLRVRAASIRQ
MLQAYRHN

8,15

2

922

MGSWWGFKVNLAWIKWKLEALGGSEAELAYF
ELWIANFEHSLQEYKGKGNPEVEALRKEAAAIR
DELQAYRHN

8,69

2

923

MGSWVNFKTHLARIKVHLEALGGSEAELALFE
HDIANFEQVLQQYKGKGNPEVEALRKEAAAIR
DELQAYRHN

7,91

2

924

MGSWLVFKDELAGIKNYLEALGGSEAELATFE
QDIAWFEQWLQNYKGKGNPEVEALRKEAAAIR|
DELQAYRHN

3,28

2

925

MGSWKTFKIELAGIKLELEALGGSEAELAGFEN
ATAQFESSLQYYKGKGNPEVEALRKEAAAIRDE
LQAYRHN

4,95

2

926

MGSWWEFKVRLSAIQYRLYALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEALREQAALIRTI
LQAYRHN

5,17

2

927

MGSWWEFHIRLHAINYRLAALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEALRELAAKIRG
DLQAYRHN

11,90

928

MGSWWEFQVRLRAIQYRLNALGGSEAELAAFE

14,39




PCT/US2018/060887 231

WO 2019/099433

SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

KEIAAFESELQAYKGKGNPEVEYLRGLAAQIRF
DLQAYRHN

929

MGSWWEFKIRLYAIEYRLNALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEALRAKAAQIRY]
NLQAYRHN

4,49

2

930

MGSWFEFNIRLHAIEYRLKALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVEELRNYAASIRKL
LQAYRHN

7,86

2

931

MGSWFEFEIRLRAIEYRLSALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVEKLRELAAEIRYA
LQAYRHN

1,75

2

932

MGSWFEFKIRLY AIQYRLSALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVEELRNLAAEIRHS
LQAYRHN

13,08

933

MGSWWEFKVRLRAIEYRLSALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRVLAASIRIH
LQAYRHN

10,09

934

MGSWSEFWFRLHAILYRLQALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVETLRDAAAEIRV
ALQAYRHN

14,79

935

MGSWIEFWVRLNAILYRLYALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEALRDSAAEIRR
WLQAYRHN

3,91

2

936

MGSWVEFWIRLNAIKYRLLALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEKLRQDAADIRE
LLQAYRHN

10,62

937

MGSWTEFWWRLSAIVYRLNALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRDMAADIRS
LLQAYRHN

5,76

2

938

MGSWWEFYLRLRAISYRLQALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEGLRQDAAEIRK
LLQAYRHN

5,10

2
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SEQ ID
NO:

ITocnenoBarenpbHOCTh JOMEHA D

MuiueHp

HU®DA cpen

939

MGSWWEFHVRLRAIEYRLEALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEQLRLIAANIRH
LLQAYRHN

HER2

5,48

2

940

MGSWWEFHVRLKAIEYRLLALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEDLRYTAANIRQ
LLQAYRHN

4,56

2

941

MGSWWEFKVRLKAIEYRLLALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEDLRYTAANIRQ
LLQAYRHN

942

MGSWWEFQVRLAAIEYRLKALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVENLRQLAAHIRS
VLQAYRHN

6,33

2

943

MGSWWEFQVRLSAIEYRLTALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEELRQKAARIRS
LLQAYRHN

9,61

2

944

MGSWWEFNIRLHAIDYRLKALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVELLREKAAQIRA
QLQAYRHN

9,75

2

945

MGSWWEFRVRLEAIDYRLKALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEYLRMKAATIR
AILQAYRHN

6,82

2

946

MGSWYEFDIRLEAIKYRLSALGGSEAELAAFEK
EIAAFESELQAYKGKGNPEVEYLRKKAAVIRSM
LQAYRHN

5,35

2

947

MGSWWEFRIRLEAIWYRLHALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEDLRIFAANIRSK
LQAYRHN

8,04

2

948

MGSWWEFNVRLQAIKYRLSALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEDLRKTAAHIR
WQLQAYRHN

5,23

2

949

MGSWWEFNVRLSAIRYRLLALGGSEAELAAFE
KEIAAFESELQAYKGKGNPEVEDLRASAAQIRA

6,73

2
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SEQ ID

o ITocnenoBarenpHOCTH fOMEHA D Mumens | MDA cpen
NO: B

MLQAYRHN
950 MGSWWEFNMRLSAIKYRLYALGGSEAELAAFE HER2
KEIAAFESELQAYKGKGNPEVEILRRLAADIRER]

LQAYRHN 3,08

2

[0346] B HEKOTOPBIX BapHUaHTAX OCYLIECTBJICHHUS B JAHHOM H300PETEHHH IPEIIOKEHBI
KOMIIO3ULIMH, COAep:Kalie OaHy Win Oonee nmocnenoBatenbHocTell DD, packpsiTeix B Tabmure
1. B nmpyrux BapuaHTax OCYLIECTBIEHHsS B IAHHOM H300PETEHUU MPEJIOKEHbl KOMIIO3HINH,
conepskamue oquH uiu dosee DD, comep:kamux mocienoBaTesIbHOCTh ¢ romogiorueii 60-70 %,
70-75 %, 75-80%, 80-85%, 85-90%, 95-99% (u mnepekprIBarOLINECS IUAMA30HbI) C
MIOCIIeIOBATEIBHOCTBIO, packpbiToli B Tabmuie 1. B HekoTOpBIX BapraHTax ocymecTsieHus: DD,
UMEOIINE TAaKyH0 TOMOJIOTHIO, SIBISIOTCSA (PYHKIIMOHAIBHO MOAOOHBIMU HMJIM UAEHTHYHBIMHU IO
CPaBHEHHIO C COOTBETCTBYIOIIEH STaJOHHON MOCIenoBaTeNbHOCTHIO B Tabnuue 1. B HeKOTOpbhIX
BapPHAHTAX OCYIIECTBICHHS B JAHHOM H300PETEHUHN MPEIOKEH TOJIHUITETITH I, KOTOPBhIA COAEPIKUT
onuH wiu Oosee DD, xoTopble KOHKYPUPYIOT (MTOJHOCTHIO WJIM YACTHYHO) C OAHOM i Oosee
nocnenosareiabHOCTSIMU DD, packpeitbiMu B TaOnuie 1 (3TasoHHAS MOCIENOBATEIBHOCTD), 32
€ro COOTBETCTBYIOINYIO MUIIeHb. CrnocOOHOCTh ONHOrO TOJHIENTHAA KOHKYPUPOBATH C
STAJIOHHBIM TIOJIMMENTHIOM 32 CBSI3BIBAHME C COOTBETCTBYIOLIEH MHUIIEHBIO OOBIYHO MOJXKET
OBITH OTpeneNeHa C HCIOJB30BAHHEM CTAHAAPTHOTO KOHKYPEHTHOTO aHallM3a, U3BECTHOTO B
IaHHOM 00NacTH TEXHUKH. B HEKOTOPBIX BapHaHTaxX OCYIIECTBICHUs KOHKYPEHLUs HE Tpelyer,
YTOOBI MOJIMMIENTHA KOHKYPUPOBAJ 32 TOT ke snuTor, 4o u nojgunentun (DD) u3 Tabnume! 1,
CKOpee, TMOJIMMENTH MOYKET KOHKYPHUPOBATb, CBSI3bIBAs CTEPUUYECKU WHTUOMPYIOIIMHA 3THTOI,
NEePEeKPbIBAIOLIUIICS SMUTOM U T. 1.

Cospesanne apdunnoctu u ne-ummyHnusanust DD u DDpp

[0347] Ctpareruu co3peBanust ahpGUHHOCTH MOXKHO HUCHONB30BATh Il co3manusi DD u
DDpp ¢ BbIcOKOH ah(PUHHOCTBIO, KOTOPbIE MOJKHO HCIOJB30BATh B ONHCAHHBIX B JAHHOM
nokyMeHTe ciauTbix Oenmkax DDpp. Vanyumennsie DD u DDpp, kortopeie crenuduyecku
CBSI3BIBAIOT MPEACTABISIOMYIO UHTEpec mutiensb (Hanpumep, BCAM, CD123, CS1, HER2, AFP
u p26 AFP), Ttakke w™Moryr ObITh CO37aHBI HAa OCHOBE U3BECTHOW STAJOHHOM
nocnegosarenbHoctd DDpp. Hanpumep, no MeHsblueil Mepe ofHa, 1Be, TPU, YETbIpe, MATh WIH
0ojee aMMHOKHCIOTHBIX MyTalMii (HampuMep, KOHCEPBATHBHbIE WJIM HEKOHCEPBATHBHBIC
3aMEHbI), IEJICLIUH I BCTABKH MOTYT OBbITh BBEJICHBI B TIOCIIEIOBATENBHOCT DD, packphITyio B

Tabmuue 1 (TO €cTh 3TAJOHHYK MOCIENOBATENbHOCTh) W TOJydeHHbIH DDpp Moker ObITh
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MOJBEPTHYT CKPUHUHTY Ha CBSI3bIBAHHE C COOTBETCTBYIOINEH MUINEHBIO U OHOJOTHYECKYIO
aKTUBHOCTb, TAaKyl) KaK CIIOCOOHOCTb aHTarOHM3MPOBATH OHOJOTMYECKYK) AaKTHBHOCTB
COOTBETCTBYIOLIEH ~ MUINEHW  WJIM  aroHWU3UpOBaTb  OWMOJIOTMYECKYKD  aKTUBHOCTH
COOTBETCTBYIOLIEH MULIEHH.

[0348] duccoruuposanubiii DDpp, ocobeHHO BBEACHHBIH CYOBEKTY, MPENNOYTHTEIHHO
HE SIBJIIETCSI aHTUT€HHBIM 110 OTHOLICHHMIO K CyOBEKTYy (Hampumep, 4eloBeky). B HekoTopswIx
BapHaHTax OCYILIeCTBJEHUs nociaenosareabHocTh DDpp He comepkut yenosedeckoro HLA-DR-
CBSI3BIBAIOIEIO MOTHBA MJIM CAHTOB pacIlEIUICHHUs U MPOTEacoM M UMMYHHBIX IpoTeacoM. B
KOHKPETHBIX BAPHAHTAaX OCYIIECTBJICHHUS MOCIEN0BATEIbHOCTE DDpp HE CONEPIKUT aHTUT€HHOM
MOCJIEZIOBATENIbHOCTH, KaK OIpeleseHO Bepcueld MOJeNM KOMIIBIOTEPHOIO IPOrHO3MPOBAHMS,
CYILIECTBYIOIIEH Ha JaTy TMOJAa4YW JaHHOTO H300peTeHus. B KOHKpPETHBIX BapHaHTaX
OCYILECTBJIEHUs TMocienoBaTenbHOCTs DDpp He comepXUT MOcCiIeNoBaTebHOCTh CailToB
ceszbiBanusg [ KI'C (kmace I mmm xmace 1), kak mpencka3aHO alrOpUTMOM, BBIOPAHHBIM M3
ProPred (cm., mampumep, Singh, Bioinformatics 17(12): 1236-1237 (2001)), ProPred1 (Singh,
Bioinformatics 19(8): 1009-14 (2003)), SYFPEITHI (cm., mampumep, Schuler, Immunoinf.
Meth. in Mol. Biol. 409(1): 75-93 (2007)), SMM-align (cm., Hampumep, Nielsen, BMC
Bioinformatics 8: 238 (2007)), RANKPEP (cm., manmpumep,Reche, Hum Immunol 63: 701-709.
(2004)) mmu TEPITOPE (cm., Sturniolo, Nat Biotechnol 17: 555-561 (1999)), raoe Bepcus
ANTOPUTMa M TpUMeEHsieMass 0a3a JaHHBIX CYLIECTBYIOT Ha JaTy NOJAadd JaHHOW 3asBKU. B
HEKOTOpBIX BapuaHTax ocyluecTsieHus DDpp He coxep:XUT MocCienoBaTeNbHOCTH, KOTOpas
oOJyamaeT XapakTEepUCTUKAMHU C BBICOKOH aduHHOCTBIO (Topor cBsi3biBaHus MeHee 6 %) T-
kierouHoro snurona. (Singh, Bioinformatics 17: 1236-1237 (2001)). B HeKoTOpBIX BapHaHTax
ocymectBieHrst DDpp He COXEpKHUT TOCIEAOBATENbHOCTH, KOTOpas HMeeT oOuue
XapPaKTEPUCTHKH C YHUBEPCAIBHBIM (IPUCYTCTBYIOIIUM B Oosiee deM S50 % COOTBETCTBYIOIINX
anneneit) smutonom T-kierok (Singh, Bioinformatics 17: 1236-1237 (2001)). B HexoTopbIxX
BapHaHTax ocymecTBieHuss DDpp He comepkuT mMOCIenoBaTeNbHOCTH, KOoTopas objamaer
XapPaKTEPUCTHKAMH C BBICOKOH a(PUHHOCTBIO WM yHMBEpCANbHBIA T-kierounblii smuron. B
KOHKpeTHBIX BapuanTax DDpp we comepxkur nocnenosarenbHocTh LAAIKTRLQ (SEQ ID NO:
2). B nanHO# 00NacTH TEXHUKU M3BECTHBI CIOCOOBI CO3[AaHMs, CKPUHHHIA U UACHTU(UKALIIH
BapuanToB DDpp co 3penoit adp(uHHOCTBIO M BapuaHTOB CBs3biBaHM DDpp ¢ mumensto,
cofepXKalluX  HM3MEHEHHWEe  IOCJIENOBATENbHOCTH, KOTOpOEe  yAalser  NpPeACKa3aHHYIO
nocienoBareabHOCTh caiira cBsasbiBanmst [ KI'C (xmace I nmm kmace I1).

ITpOMBIIIIEHHBIE U3AETIHS

[0349] B naHHOM AOKyMEHTE MpPEJIOKEHbl MPOMBILIIEHHbIE U3JENUs, B TOM YHCIe

koMmIiekTel. HM3nenue MoXeT comep:kaTh KOHTEMHEP W Pa3sMELICHHYI0 C KOHTEHMHEPOM WU
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HaxOMAINYIOCS HAa HEM OTUKETKY WM BKIAAbII B ynakoBky. Ilogxonsmue kOHTEHHEpHI
BKJIFOYAKOT, Hampumep, OyTbuUikH, (uakonsl wunan mmpuipsl. KoHTeliHeppl MOryT OBITh
WU3TOTOBJICHBI W3 pPAa3UYHBIX MAaTE€pPHAJIOB, TAKUX KaK CTEKJIO WM IuacTuk. KonteliHep
ConepKUT oauH win Oosiee DDpp, HYKIEHMHOBBIX KUCIOT, Kogupyoomux DDpp w/inmn BeKTopoB
WIA KJIETOK-X035€B 0 JaHHOMY H300PETEeHHI0. DTHKETKAa WM BKJIAQJBbII B YIAKOBKY MOTYT
BKJIFOYATh COAEP)KATh YKA3aHUs I BBIMOJHEHUs] CKPUHHMHTA W/WIM OOHApY)KEHUS Ha OCHOBE
appuHHOCTH

[0350] Taxxxe mnpemioxkensl Habopwl, coaepxkamue DDpp. Takue HaOOpPHI HMEIOT
NpUMEHEHHe, BKIIIOYast, 0e3 orpaHnyeHns, OOHApYKEHHUE MPEICTABIAIONIEH HHTEPEC MUIIEHH, C
KOoTOpo# cieundudecku ceszbiBaercst DDpp (rampumep, BCMA, CD123, CS1, HER2, AFP unn
p26 AFP). Takoii HaOop ans aHamM3a MOKET ObITh MPUIOAEH Ui CKPUHHMHTA HA MPUCYTCTBHE
NPEACTABISIIOIEH WHTepeC MHIIEHH W/WIM KOJHYECTBEHHOTO OIPENeNIeHUs] KOHLEHTPALHi
NPEACTABISIIOIEH WHTEpeC MHIIEHH B JKUAKOCTH, TaKOHW Kak OMOJIOrHYecKas >KUIKOCTb
(HarpuMep, KPOBb, CBIBOPOTKA MJIM CHHOBHAJIbHAS KUIKOCTD).

[0351] B ogHOM BapmaHTe OCYIIECTBIICHUS] paccMaTpuBaeTcst Habop ans ananusa DDpp,
KOTOPBIA CONEPKUT ONUH Wiu Oojiee koHTeliHepoB DDpp, koTopble crieluUUecKy CBS3BIBAIOT
NPEACTABISIIOIIEH MHTEpEeC MHUIIeHb, W, HEOOS3aTeNbHO, CPEACTBO OOHApY)KEHUs IS
OTIpEeNIENIeHNs] HATMYMS WJIM OTCYTCTBHS B3auMozencTsusi MuineHn/DDpp mim ero oTcyrcTBus.
Kpome Toro, Habop HeOOS3aTENbHO COAEPIKUT NPEACTABIIOMUN HHTEepec Oenok (Hampumep,
BCMA, CD123, CS1, HER2, AFP unu p26 AFP), koTOpBIii MOXHO UCTIOIB30BATh, HAIPUMED, B
Ka4eCcTBE KOHTPOJI WK ctaHaapra. DDpp Moxer ObITh CBOOOIHBIM HIIH 3KCIIPECCHPOBATHCS HA
MOBEPXHOCTH KJIETKHM-XO35MHA WJIM Ha TOBEPXHOCTH Oakreprogara. B KOHKpPETHOM BapuaHTe
ocymectsieHHs DDpp mimM mpeacTaBisomas MHTEPEC MHIICHb, MPENCTaBJIeHHas B Halope,
MOKET OBITb Me4eH. MOXKHO HCIONIb30BaTh JIFOOYI0 METKY, HU3BECTHYIO B JaHHOH oOnacTw
TEXHUKU. B HEKOTOPBIX BapUAHTaX OCYIIECTBICHHUS METKY BBIOMPAIOT M3 TPYIIIbI, COCTOSIIEH U3
OouoTtnHa, ¢TOporeHa, QepmMeHTa, SMUTONA, XPOMOTeHA WM PAJAUOHYKINAA. B HEKOTOpBIX
BapuaHTax ocyuectsieHnss DDpp ummoOmnm3oBan Ha TBepaod mnomnoxkke. Cpencrsa
oOHapyKeHHsI, UCTIOJIb3yeMbIe IJIsl OOHAPY)KEHUSI METKH, OyAyT 3aBUCETh OT MPUPOABI METKU H
MOTYT OBITh JIFOOBIMH M3BECTHBIMH B JaHHOW OOJACTH TEXHUKH, HANpUMep IUICHKA JUIs
oOHapyXeHHsT paguoOHyKIuAa;, cyOcTpar (epMeHTa, KOTOPBIH BBI3BIBAET WM YCHIIHBAET
oOHapy>KUBaeMbIi CHTHAJ 7151 OOHAPYKEHUS IPUCYTCTBHSI MPEICTABIISIIOIIECH HHTEPEC MUIICHH.

[0352] ITpeanoutuTenbHO HAOOpP IOTMOJHUTENBHO COIEPKUT TBEPAYIO MOMJIONKKY s
DDpp, xotopasi MOXKeT OBbITb MPENOCTABJIEHA B BHIE OTACIBHOIO 3JIEMEHTA WJIM Ha KOTOPOH
ummobmnzoBad DDpp, kotopoit creruduuecku CBS3bIBACT MPEACTABISIOMIYIO HHTEPEC

mutnenb (Hanpumep, BCMA, CD123, CS1, HER2, AFP wnu p26 AFP). CnenoBatensHo, DDpp,
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KOTOPBIH CrIeU(pHUECKH CBSI3bIBAET MPEACTABISIOIIYIO HHTEPEC MUIIEHb B HA0Ope, MOYKET ObITh
UMMOOMIIN30BaH HA TBEPAOW TMOMJIOXKKE, WJIM OHH MOTYT OBITh MMMOOWMIIM30BaHBI HA TaKOU
MOJUIOKKE, KOTOpass BXOAMT B KOMIUIEKT WJIM TIOCTABISIETCS OTAEIBHO OT KOMILIEKTA.
IIpennoururensno DDpp HAHOCAT Ha MUKPOTUTPOBAJIBHBIN IJIAHIIET. B HEKOTOPBIX BapHaHTax
OCYILIECTBJIEHUs] OOHApY)KEHUE BKJIIOYAET NPUMEHEHHE MOJIEKYJIbl, YCUJIHMBAIOIEH CHUTHAI.
Korna Monekyna, ycunmuBaromasi CUrHaJ, mpencrasisier codoit pepment, Habop HeoOs3aTeNIbHO
JOTIOJIHUTEIIBHO CONEPIKUT CyOCTpaThl M KO(aKTOpPhI, HEOOXOAUMBIE 1S (PePMEHTA, W MPH 3TOM
MoJiekyna-amruindukaTop  mpeacraeiser cobodt  dayopodop. Habop HeoOs3arenpHO
JOTIOJIHUTENIPHO ~ CONEPKUT  TMPEAIIECTBEHHMK  KpacuTess, KOTOpeIH  obecreunBaeT
oOHapy>KuBaeMbIi XpoModop.

[0353] HabGop Takske MOXKET COmep:KaTh MHCTPYKIUU 1O MPOBEACHHUIO aHAJIN3a, a TaKXKe
apyrue no0aBKH, TaKHe KaK CTaOMIIN3aTOPBI, IPOMBIBOYHBIE U HHKYOAIIMOHHBIE Oy(eprl 1 TOMY
nonobnoe. KomnoneHTsl Habopa OyAyT MpenyiosKeHbl B 3apaHee OMPEAeSICHHBIX COOTHOIIEHUSX,
NpUYeM OTHOCHUTENbHBIE KOJUYECTBA PA3JMUYHBIX PEAreéHTOB COOTBETCTBEHHO BAPBUPYIOT AJIS
obecrieueHHst KOHLEHTPAUNA B PAaCTBOPE PEAreHTOB, KOTOPBIE MO CYLIECTBY MAKCHMH3UPYIOT
YyBCTBUTEJIbHOCTDh aHAN3a. B 4aCTHOCTH, peareHThl MOTYT OBITh MPENOCTABJICHBI B BUIE CYXUX
MIOPOLIKOB, OOBIMHO JIMO(PHIIM3UPOBAHHBIX, BKJIIOYAS HAMOJIHUTENH, KOTOPbIE MTPH PAaCTBOPEHUH
obecrieyatr pacTBOp peareHTa, WMEHOINHMH MOIXOAALIYI0 KOHLIEHTPALUIO, M OOBEIUHEHHS C
UCCJIeyeMbIM 00pa3IoM.

[0354] Paznuunble QopMaTel W METOIObI aHANIMU3Aa CBS3BIBAHUS, KOTOPHIE MOMKHO
UCTIOJIb30BaTh, HM3BECTHBI B JAaHHOW OOJACTH TEXHUKH M BKJIIOYAIOT, 0€3 OrpaHHuYeHUs,
UMMOOMITN3ALHNI0 Ha (UIIBTPAX, TAKUX KaK HEWJIOH WJIM HUTPOLIEJUIEOJIO3a, IBYMEPHBIE MaCCHBBI,
ummyHo(pepmenTHelii aHanmu3 (MPA), pagmonmmyHoanamn3 (PHA), aHanm3sl KOHKYPEHTHOTO
CBSI3BIBAHMS, NPAMOM M HENPsSMOW COHIBUY-AaHAIN3, MMMYHOIPELUIUTALUOHHBIC aHAJIU3BI,
bayopumerpudecknii aHann3 MukpooOreMoB (FMATTM), anamu3bl cuctembl LuminexTM,
nepeHoc sHeprun ¢ayopecueHTHoro pe3oHanca (FRET), OuomoMHHECIIEHTHBINM PEe30HAHCHBIMN
nepenoc sHeprun (BRET), snekrpoummynoananussl, AlphaScreenTM, metonsl, OCHOBaHHBIE Ha
HAHOYACTHUIIAX, U MOBEPXHOCTHBIN TIa3MOHHBIN pe3oHaHc (IT1P).

[0355] AHanmu3bl CBSI3BIBAHUST MOTYT OBITh TOMOT€HHBIMH HJIH TIOJYTOMOTEHHBIMH.
I'omoreHHbIH aHANMNU3 TpeAcTaBisieT coO00i aHANMNU3, B KOTOPOM BCE KOMITOHEHTBI CMEIIMBAIOTCS,
UHKYOMPYIOTCS U 3aTeM aHAIU3UPYOTCs. [IoIyrOoMOreHHbIH aHamu3 - 3TO TOT, B KOTOPOM
OoJpIIas 4acTh pPeakIWH TMPOUCXOAWT B BHUJAE CIOXKHOW CMECH, HO mepen ao0aBieHHEM
KOHEYHOTO peareHTta W aHaiu3a Tpedyercss CTagusl NMPOMBIBKH, B OTJIMYHE OT THUIUYHOTO
MHOTOCJIOHHOTO aHajin3a ¢ TMOATAmHON COOPKOW, INe KaxAblli KOMIOHEHT H00aBlieH, 3aTeM

CMBIBACTCA 10 I[O6aBJ'IeHI/I$I CICOYHOIEro KOMIIOHECHTA. B HEKOTOPBIX BApHUAHTAX OCYILICCTBJICHUA
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aHaU3 TPENCTaBJseT COOOW HMMMYHOaHaldM3. B ompeneneHHbIX BapHaHTaX OCYIIECTBIICHUS
aHaJN3 MPEACTaBIsieT COOOH MOJIYrOMOreHHbIN NMMYyHO(pepMeHTHbIH aHanu3 (EIA).

IIpumenenune

[0356] DDpp, oTaenbHO, B BUAE CIUTHIX OEJIKOB, B KAYECTBE XUMUYECKHUX KOHBIOTaTOB
WIM B KayecTBE APYTUMX BApPUAHTOB OCYIIECTBJIEHUs, ONMUCAHHBIX B JAHHOM JOKYMEHTE, UMEET
MHOXECTBO NpPUMEHEeHHH. B HekoTopeIx Bapuantax ocyiectsieHuss DDpp npumensiercs B
KAa4eCTBE pPEAreHTOB IJIsl OOHApY)KEHUs, AMATHOCTHMYECKHX PEareHTOB WM aHAJIUTHYECKUX
pearenToB. HekoTopble BapraHTbI OCYIIECTBJICHHS] UMEIOT MPUMEHEHUS in VIvo, In VItro w/wim
ex vivo. Cmocobbl, B koTopeix DDpp npumensioTcst in vitro, MOTryT OBITb BBITIOJHEHBI B
pa3nu4HbIX (opMmarax, TaKMX KaK MHUKPOIUIAHIIETBbI, OEJIKOBBbIE MAaTPHULbL, TOBEPXHOCTH
OMOCEHCOpPOB, Cpe3bl TKAHEH U JOTOJHUTENbHBbIE (POPMAThI, KOTOPbIE OUYEBHUAHBI IS
CHenMaIncTa B JaHHOW OONAacCTH TEXHUKH. AHAJOTHYHO, CHOCOOBI, B KoTOpbix DDpp
MPUMEHSFOTCS 1N VIVO, MOTYT UCTIOJIb30BATHCS B PA3IMYHBIX (POpPMATax, KOTOPBIE BKIFOYAIOT, 0e3
orpanndenus, cnurbie Oenku DDpp-Fc, xnetku CAR u mynprucnienndudeckue anrurena DDpp.
B xoHKpeTHBIX BapuaHTax ocyuiectieHus: DDpp, Takoii kak ciutbie 6enkn DDpp, npuMeHsoT
B Ka4€CTBE TEPANEeBTUYECKOIO areHTa.

AHanutuyeckue U 1UarHoCTU4YecKue MPUMEHEeHHs

[0357] DDpp, oTanenbHO, B BUAE CIUTHIX OEJKOB, B KAYECTBE XUMUYECKIUX KOHBIOTaTOB
WIM B Ka4yecTBE APYTUMX BApPUAHTOB OCYILECTBJIEHUs, ONMUCAHHBIX B JAHHOM JOKYMEHTE, UMEET
MHOXECTBO MpuMeHeHUNd. B HekoTopeIx BapuanTax ocyuiectsiaeHuss DDpp npumMeHsroT B
KAa4eCTBE PEareHTOB Ul OOHAPYKEHHs NMPEACTABISIOIIMX HHTEPEC OOBEKTOB BO MHOJKECTBE
Pa3IUYHBIX TUIIOB OOPA3LIOB.

[0358] B oxgHOM BapuanTe ocymecTtieHuss DDpp ucnonb3yrorcs s OOHapy:KEeHUs
MPEICTABJSIIOIIMX HHTEpPEeC MMIIEHEH B pacTBOpax, Y4YacTBYIOIIUX B IPOU3BOACTBEHHBIX
nporieccax, TakKUx Kak 3kcnpeccus Oenka. OOpasibpl MOTYT BKJIIOUYaTh, O€3 OrpaHHYEHHs], BOXY,
Oydepsl, 0Opa3Lbl UIsl OYUCTKH B Mpoiiecce, OObEMHOE JIEKAPCTBEHHOE BEIECTBO U KOHEUHBIH
JIEKapCTBEHHBIH MPOAYKT. B NOMONHUTENBHBIX BapuaHTax oOcyliecTBieHuss DDpp MOkHO
NPUMEHSTh Uil OOHAPYKEHMsl 3arps3HEHHH u3 00pasia, TaKoro Kak MCTOYHHK IMOJAYU BOJIBI
W BOJIBI (MUTH IPYTOH JKUAKOCTH), UCTIONIb3yEeMOH B IIPOU3BOICTBE.

[0359] B nmpyrom BapmanTe ocyuiectBieHuss DDpp npumeHstorT s oOHapy:KeHus
NPEACTABISIFOIIUX MHTEPEC MUIIEHeH B JUarHOCTHUECKUX oOpazuax. OOpasisl MOTYT BKIJIIOYATS,
0e3 orpaHMYeHHsI, TOMOTE€HAThl TKAHEH, KJIETOYHBIE SKCTPAKThI, 00pa3Lbl OHONCHH, CBIBOPOTKY,
wiasmy, JuMey, KpoBb, HpakIMU KPOBH, MOUYY, CHHOBHAJBHYIO JKHAKOCTb, CIIMHHOMO3TOBYIO
JKUJIKOCTh, CITFOHY, CJIM3HMCTYIO, MOKPOTY, IUIEBPAIbHYIO JKUAKOCTh, ACHHPAIOHHBINA OHomnTaT

COCKOB, XHJIKOCTL JbIXaTCJIbHbIX HYTefI, KHIICYHUKAa W MOUYCIOJIOBOrO TpaKTa, CJIC3HYHO
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KUIKOCTb, TPYIHOE MOJIOKO, JKUAKOCTb W3  JUM(ATHUECKOW CHCTEMBI, CIEpMY,
CIIMHHOMO3TOBYIO JKHJIKOCTb, *XKMIKOCTh M3 BHYTPEHHHMX OPTaHOB, ACLUTUYECKYIO YKHUIKOCTb,
KUIKOCTh W3 OMNYXOJEBBIX KHCT, AMHHOTHYECKYIO JKHAKOCTD M Cpefa WM JH3aT W3
KYJbTUBHPYEMBIX KJIETOK.

[0360] B omHoMm BapmaHTe ocymecTBieHuss DDpp mnonesHel ansi oOHapy:KeHUus
NPUCYTCTBUS (PakTOpa MIIM MHOKECTBa (PaKTOPOB (HampUMep, aHTHIE€HOB WJIM OPTaHU3MOB) B
ouonornyeckoM obOpasue. B KOHTEKCTe MAHHOTO JOKYMEHTA TEPMHH «BBISBICHHE» BKIIIOYAET
KOJINYECTBEHHOE WJIM Ka4eCTBEHHOE BBISIBIICHHE. B ompeneneHHbIX BapHaHTaX OCYIIECTBICHUS
Ouonornyeckuil oOpaszer] CoNep>KUT KIETKY, TKaHb WM JKUAKOCTh. B onpeneneHHbIX BapuaHTaxX
OCYILIECTBIIEHHSI TAKUE TKAHH BKIIFOYAIOT HOPMAJIbHBIC W/ PAKOBBIE TKAHU.

[0361] Pasnuunble opMaTel 1 METOAMKH OOHApy)KEHUS M3BECTHBI B JaHHON obmactu
TEXHUKUA U BKJIIOYAIOT, 0€3 OrpaHUYEHUs, BECTEPH-OJOT-aHANIN3, UMMyHOrHCTOXUMUIO, UDA,
anam3 FACS, ¢epMeHTHBbIE aHaMU3bI, aBTOpaarorpaduio u JoOble U3 aHAJTU30B CBS3bIBAHUS,
YIOMSIHYTBIX B JAHHOM JIOKYMEHTE.

[0362] B omHOM BapuwiaHTe OCYIIECTBJIICHUS NPEIUIOKEH CrIocod M OOHapy:KeHUs
npencTasisiiolneil uarepec muinenn (Hanpumep, BCMA, CD123, CS1, HER2, AFP unmu p26
AFP) B pacTBOpe, ConepsKalieM MUIIeHb, BKIIIOYAOIIHI: (a) MpUBeIeHHe B KOHTAKT PacTBOpa C
DDpp, xoTophlii crienn(UIecKu CBSA3BIBAECT MPEACTABISIONIYI0 HHTEPEC MUIIEHb B YCIOBUSIX,
noaxonamux s crneuuduueckoro cpsisbiBaHus DDpp ¢ mumiensto, u (b) oOHapyskeHue
cBszbiBaHuss DDpp m mumenu. DDpp moker ObITh CBOOOAHBIM HJIM WMMOOMJIN30BAHHBIM.
ObecneunBarOT AOCTATOYHOE BpeMs IJIsl CBSI3bIBAHUS MEXKIY MPEACTABISIOIIEH HHTEpeC
MuIIeHbl0 1 DDpp, ¥ HecBsI3bIBalOLINE KOMIIOHEHTHI B PAaCTBOPE WM CMECH YAAISIOT WIIH
BbIMBIBAIOT. OOpa3oBaHHMe CBS3BIBAIOINErO KOMILIeKca Mexnay DDpp W mpencraBisroLieit
UHTEPEC MHUIICHBIO 3aT€M MOXKHO OOHApy>KUThb, HAIPUMEpP, MyTeM OOHApY)KEHHUsl CHrHajla OT
MeTKH Ha DDpp, KoTOpast sSBIsieTCs] OMHUM U3 KOMIIOHEHTOB CBSI3BIBAIOIIETO KOMIUIEKca. MeTka
MOKeT OBITh JIFOOOW METKOW, KOTOpasi CO3JaeT CUTHAJI, KOTOPBI MOXKeT ObITh OOHapy:KeH
CTaHOAPTHBIMH METOJAMH, TAKMMH Kak (DJIyOpPECIIeHTHAas METKa, PaIHOAKTUBHOE COCAMHEHHE
wii (EepMEeHT, KOTOPBII pearnpyer ¢ cyocTpaTtoMm, 4ToOBI CO37aTh OOHAPYKUBAEMBIH CHUTHAI.
ITprMepr! MOAXOMAIUX METOK U TAKUX LeJel OMMCAaHbl B JAHHOM JOKYMEHTE W/WIIM WHBIM
00pa3oM M3BECTHBI B TAHHOH 00JIACTH TEXHUKH.

[0363] DDpp, KOTOpPBIi1 CBA3bIBAETCS C MPENCTABIAOLIEH HHTEpEC MULLIEHBIO, TAKOM Kak
BCMA, CD123, CS1, HER2, AFP unu p26 AFP, MOXHO OETEKTHPYEMO MOMETUTD C MMOMOIIBIO
pamuon3oTonoB, adpUHHBIX METOK (TaKMX KaKk OMOTHH, aBUAMH U T.1.), PePMEHTATUBHBIX METOK
(TakMX KaK B Ka4eCcTBE MEPOKCHUAA3bl XpPEeHa, IeJoYHON (ochaTassl U T.1I.) C UCTIOIB30BAHUEM

croco0OO0B, M3BECTHBIX B JaHHOH 0OJaCTH TEXHUKH, TakKuX Kak omucaHHbie B WO 00/70023 wu
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(Harlow and Lane (1989) Antibodies, Cold Spring Harbor Laboratory, pp. 1-726).

[0364] OOHapy:XkHBaeMbIil MapKep HIJIM METKa MOKET OBIThb JIFOOBIM, KOTOPBIH CIIOCOOEH
OpsIMO WJIM KOCBEHHO CO3/1aBaTb M3MEPUMBIM CHUTHAJN, TAaKOH Kak pPaAuOAKTUBHBIN,
XPOMOT€HHBIH, JIIOMMHECLEHTHBIH WM  (PJIyOPECLEHTHBII CHTHAJ, KOTOPBIA  MOXHO
UCTIOJIB30BATh Il KOJMUYECTBEHHOTO OMpPENENIEHUs] KOJIMYECTBA CBSA3aHHOW OOHapy)KMBaeMOM
4acTH WM MeTKH B oOpasue. OOHapy:kWBaeMble METKHM, WM3BECTHbIE B JaHHOH oONacT,
BKJIFOYAOT PaIUOU30TOIBL, TAKUE KaK SH, 14C, SZP, S wim 1251, SJIEKTPOXEMHUIIIOMUHECLICHTHBIE
MeTKU (TaKhe KaK KaTaju3aTop Ha ocHoBe pyreHus (Ru) B coderanuu ¢ cyOcTparamu u T.1.),
JIOMUHECLEHTHbIE WM OHONIOMMHECIIEHTHbIE METKH (Hampumep, €BpOMNUil, BaHAAWH),
¢bnyopecleHTHBIE WM XEMIUIIOMUHECIEHTHBIE COCAMHEHHUs, Takhe Kak HW30THOLMAHAT
¢nyopecuenHa, pomamuH unu JoundepuH, QgepmeHTsl (Hampumep, (pepMeHT, TakoH Kak
menoyHast Qocdarasza, Oera-rajakTo3uaasa WM TMEPOKCHIA3a XPEeHa), KOJOPUMETPHUYECKHE
METKH, TaKhe KaK KOJUIOMIHOE 30JI0TO, LBETHbIE CTEKJSTHHbIE MM IUIACTUKOBBIE INAPHKH
(HarmpuMep, TOJMCTHPOJ, TOJUMIPONMIICH, JAaTeKC W T.[.), MapaMarHUTHbIE aTOMbI HJIH
MarHUTHBIE areHTHI, JIEKTPOHHO-IUIOTHBIE PEAreHThl, HAHO- MM MHUKPOIIAPHKH, COAEpIKaIlHe
(byopecueHTHBIH KpacHTeNb, HAHOKPUCTAJUIB, KBAHTOBYIO TOYKY, KBAaHTOBBIH INApHK,
HAHOMETKY, IE€HAPUMEPHI C (PIYOPECHEHTHON METKOH, MUKPOTPAHCIIOHAEP, AOHOP 3JIEKTPOHOB,
MOJIEKYJTy HJIH MOJIEKYJSIPHYIO CTPYKTYPY, WM CBETOOTPAKAIOLIYIO YaCTHIY, MHUKPOUYACTHLIBI
MOTyT OBbITb HAHOKPUCTAJUIAMU HJIM KBAaHTOBBIMH TOUYKaMH. HaHOKpHCTaNIBI MPEACTaBISIOT
coOol BelIecTBa, KOTOPbIE TOIIOMAKT ()OTOHBI CBETA, a 3aTeM MEPEeU3NydaroT (POTOHBI C
npyro# nuHo# BosHBI (uryopodopsr). Kpome Toro, nononHuTenbHble (IyOpeCHEeHTHBIE METKH
WJIM BTOPUYHBIE aHTUTENA MOTYT OBITh KOHBIOTHPOBAHBI C HAHOKpHUCTAUIaMHi. HaHOKpHUCTAIITBI
KOMMEPYECKH IOCTYITHBI U3 TaKUX MCTOYHHKOB, Kak Invitrogen u Evident Technologies (Troy,
N.Y.). Hpyrue wmerku Brmo4anoT E)-5-[2-(MeTokcHKapOOHMI) 3TEHWJI|UWTHINH, KOTOPBIHA
npencrasisier  coOoi  He(IyOpPECLUEHTHYIO  MOJIEKYJdy, KOTOpas TpH  BO3ACHCTBUH
ynerpaguoneroporo (Y®P) wu3nyueHuss gaer npoaykT — 3-Oera-D-pubodypanoszmn-2,7-
TUOKCOMUPUAO [2,3-d] mupuMuIuH, KOTOPBIN MOKa3bIBAET CHUITBHBIN CUTHAJ (PIIyOpeCLieHIINH.

[0365] KoHkypeHTHOe MHTHOMpPOBAaHUE MOXKET OBITh OINpPENENIeHO JIOOBIM CIOCOOOM,
U3BECTHBIM B JJAHHOM OOJIaCTH TEXHUKH, HAIIpuMep, KOHKYpeHTHbIM MPA. T'oBopst, uro DDpp,
Takol Kak ciuthlii 6enox DDpp (manpumep, DDpp-Fc, DDpp-CAR, DDpp-scFv) unn apyras
MOJIeKyJIa, "KOHKYPEHTHO WHTHOUpyeT" CBS3bIBAHUE STAJOHHOW MOJEKYJIbl C JaHHBIM
SMUTOIOM, €CJIU OH CBS3BIBAETCSI C 3TUM 3IUTONOM B TOH CTENEHH, B KOTOPOH OH O HEKOTOPOH
CTENEeHU OJIOKUPYET CBS3bIBAHME 3TAJOHHOW MOJIEKYJBI C SMUTONOM. B KOHTEKCTE€ MaHHOTrO
OTMHUCAaHUs MOKHO CKa3aTh, 4to DDpp (Hanmpumep, ciutblii 6enok DDpp) wim apyrast MoJjiekyma

KOHKYPEHTHO I/IHFI/I6I/Ipy1-OT CBSI3BIBAHHE DTAJTOHHOU MOJICKYJIbI ¢ JaAHHBbIM 3ITUTOIOM, HAIIPUMED,
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no MeHblei mepe Ha 90 %, o meHbleil mepe Ha 80 %, o meHbiuel mepe 70 %, no MeHblIeH
Mepe Ha 60 %, no meHbiuei Mepe Ha 50 %, no MeHbiuel Mepe Ha 40 %, o MeHbIIelH Mepe Ha
30% wmm mo wMenblieir Mepe Ha 20 %. TepMUHBI «KOHKYPHPOBATB», «CIMOCOOHOCTH
KOHKYPHPOBaTb» M  «KOHKYPHPOBATb C» SIBJISIFOTCS ~ OTHOCUTENBHBIMH  TE€PMHHAMH,
UCTIONB3yeMbIMU  JIs1  ommcaHust DDpp, Ttakoro xak cnutelii Oenok DDpp, KoTopblit
obecrnieunBaer 1o MeHbiel mepe 20 %, no menbiuei Mepe 30 %, mo MenslIei Mepe 40 %, uan
no Mmesbmeil Mepe 50 % WHrHOMPOBAHUS CBSI3BIBAHUS STAJOHHON MOJIEKYJBI C MHIIEHBIO
nocpenctsoM DDpp, Takoro kak cnuteiii 6enok DDpp (manpumep, DDpp-Fc, DDpp CAR,
DDpp-scFv u antureno, conepxamee DDpp), kak onpeneneHo CTaHAAPTHBIM KOHKYPEHTHBIM
aHAJM30M, KaK ONMHCAHO B JAaHHOM JOKYMEHTE€ WJIM WHbIM 00pa3oM H3BECTHBIM B IaHHOU
o0JacTH TEXHHWKH, BKJIOYAs, O€3 OrpaHWYeHHs, CHUCTEMbl KOHKYPEHTHOTO aHajiu3a C
UCTIOJIb30BAHMEM TAaKHUX METOIOB, Kak paanoummyHoaHanus (PHA), umMmyHO(epMEHTHBIH
anamu3 (EIA), mnpenmouturensHO wMMyHOQepMeHTHbIH aHamu3 (MDA)  «coHaBUY»-
UMMYHOAHAIU3bl, UMMYHOPaJHOMETPUYECKHE aHAIM3bL, (PIyOpPECLIEHTHbIE HUMMYHOAHAIN3BI,
JIOMHUHECLEHTHbIE, 3JIEKTPOXUMHUYECKHE JIFOMHUHECLEHTHBIE W HWMMYHO3JEKTpodope3HbIe
aHamu3bl. CriocoObl ompeneneHust CBs3bIBaHUA M a((QUHHOCTH MOJICKYJI-KAaHIUAATOB Ha
CBSI3bIBAHHME M3BECTHBI B TAHHOHN 00JACTH TEXHUKU W BKJIFOUYAIOT, Oe3 orpanudenus, adpuHHyO
XpoMaTorpaduio, SKCKIIO3HOHHYIO XpOMaTorpaduio IO pa3Mepy, PaBHOBECHBINH IHAJIN3,

cMetreHne (GIyopecLeHTHOrO 30HAa U MIa3MEHHbINH Pe30HAHC.

TepanesTuueckue cpeacTaa

[0366] OnucanHble B TaHHOM A0KyMeHTe DD MoryT OBITh HCIIOJIB30BAHBI BO MHOXKECTBE
NPUMEHEHHH, BKJIIOYas, O€3 OrpaHHuYeHHs, CrocOObl TEPAreBTHUECKOTO JICUEHHs, KOTOpbIE
MOryT OBITh crtocobaMu in Vitro, €x vivo WM in vivo.

[0367] IlpumeHeHHe B KadeCTBE TEPAMEBTHYECKOTO CPENCTBA SIBIISIETCS aTPUOYTOM
cneunuIHOCTH CBs3bIBaHUs MuieHn DDpp. Bxmouenne DDpp B pasnudHble MOJIEKYISIPHBIC
KOMNO3ULIMK (Hampumep, cautble Oenku DD-anturteno, konbroratel DD-nekapcTBeHHOE
cpeactBo U DD-xuMepHBIH peuenTop) MO3BOJSIET NPUMEHATb PAa3JIMYHBIE TEPAIeBTUYECKHE
cpeacTtBa W CrocoObl, KOTOpbIE BKJIOYAIOT, 0€3 OrpaHHYeHHUs, PACTBOPUMBIE M KIETOYHO-
aCCOLMUPOBAHHBIE KOMIIO3ULIUH.

[0368] B ogHOoM BapumanTte ocyiiectBieHuss DDpp mpencraBisier coOOMl pacTBOPUMBIIA
CAUTBIH O€JIOK, COCTOAIIUMH W3 HeoOs3aTeNbHOM AMUTONMHONM MeTku 10 W HalleMBaroIIero
JIOMEHa, KOTOpbIM CBSI3bIBAE€TCSI C MHIIEHBIO, KOTOpas CBsi3aHa C 3a0oJieBaHUEM WU
HapyLICHUEM MeTabOTHIeCKOH, CEepPAEYHO-COCYAUCTOH, CKEJIETHO-MBILIEYHOM,

HEBPOJIOTHYECKON WM CKEJEeTHOM CUCTeMBbl. B apyrux BapuaHTax ocywecTsieHus DDpp
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MPECTaBISIET COOOM PACTBOPUMBIN CITUTHINA OEJIOK, KOTOPBIHN CBSI3IBAETCSI C MUIIEHBIO, KOTOpAast
cBsi3aHa ¢ MH(QpeKIred ninn 3ad0eBaHNueM, BBI3BAHHBIMU APOKKAMHU, TpUOAMH, BUPYCAMHU WU
Oakrepusimu. B HekoTOppIX BapuaHTax ocymecTtBieHuss DDpp npeacraBisier  coboit
pPAcTBOPUMBIH CIUTBII OEJIOK, KOTOPBIH CBSI3bIBAETCSI C MHUIIEHBIO, KOTOpas CBs3aHA C
3a00JIeBaHUEM WJIH PACCTPOMCTBOM HMMYHHOM CHCTEMBI.

[0369] Takxxe mNpEANIONKEHbI  TEPANEBTUYECKUE  KOMIIO3WIMH, TPUTOAHBIC IS
OCYILIECTBIIEHHUS] TEPANEBTHUECKUX CIOCOOOB, ONMUCAHHBIX B JAHHOM JOKyMeHTe. B omHOM
BApUAHTE OCYILIECTBJIEHUs] TepalneBTHUUECKUe KOMIIO3UIMM, MpeJIoKEHHbIE B JaHHOM
JIOKYMEHTE, CoIepKar (PU3UOJOTHUECKH MEPEHOCUMBIH HOCHTEIh BMECTE C MO0 MEHBLIEH Mepe
OfHUM BuAOM cautoro DDpp, kak omnucaHo B JaHHOM JOKYMEHTE, PacTBOPEHHBIM WU
JUCIEPrUpOBAHHBIM B HEM B KadecTBE AaKTUBHOIO MHIpeaueHTa. B npyroMm BapuaHTe
OCYILECTBJIEHUS] TepaneBTUYeCKHEe KOMIIO3UIMM, MpeNJO’KEHHble B JaHHOM JOKYMEHTE,
conepKat (PU3HOJIOTHYECKH IEPEHOCUMBIH HOCUTENb BMECTE C 110 MEHBIIEH Mepe OJHUM BHIIOM
DDpp, kak omucaHo B AaHHOM JOKYMEHTE, PaCTBOPEHHbIM WMJIM JUCIEPTHPOBAHHBIM B HEM B
Ka4ecTBe AaKTUBHOIO UHIPEeAMeHTa. B  mpennouTuTesbHOM BapUaHTE OCYLIECTBJIEHUS
TeparneBTHUecKass KOMIIO3ULUA He SIBISETCS UMMYHOTE€HHOM NPU BBEIEHUH MAaLMEHTY-4eI0BEKY
IUIS1 TEPANIEBTUYECKUX LIEJICH.

[0370] ITpuroroBneHue HapMakoJIOTHUECKONH KOMIIO3ULIUHM, COAEpKaIel pacTBOPEHHBIE
WIA JUCTIEPTUPOBAHHBIE B HEW aKTUBHBIC WHTPEANEHTHI, XOPOLIO U3BECTHO B NAHHOH oOnacTw
TexHUKU. OOBIYHO TaKHE€ KOMITO3UIIMH TOTOBST B BU/I€ CTEPHIIbHBIX HHBEKIIHOHHBIX PACTBOPOB B
BUZE KUIKUX PACTBOPOB HJIM CYCIIEH3WH, BOAHBIX HJIM HEBOAHBIX. OmHAaKo TBepzable (GOpMBI,
MOAXOJALINE JUIsl pacTBOPa WM CYCII€H3UHU, B KMIKOCTHU Iepes UCMONIb30BaHUEM TaKKe MOTYT
ObITh TpUTOTOBNEHBL. llpemapar Takke MOXeT ObITh SMyIbrHpoBaH. Takum oOpasom,
comepxamass DDpp KOMMo3unmuss MOXKET HMeTb (OpMy pPacTBOPOB, CYCIEH3WH, TaOJeToK,
Karncyj, COCTaBOB C 3aMEIJICHHbIM BBICBOOOXKACHHWEM WM TMOPOLIKOB WM JPYTUX
KOMIO3ULIMOHHBIX (opM. B HEKOTOpBIX BapMaHTax OCYIIECTBICHHs Kommosunmu DDpp
(Hanpumep, chutble Oenku DDpp) cocraBneHbl uisi O0€CTEYeHHs] WM ONTUMH3ALNH
pacripenenenus in vivo. Hanpumep, rematosnuedanmueckuii 6apeep (I'9b) uckirodaer MHOTHE
BBICOKOTUAPO(UIBHBIE COEAMHEHUS, U, €CJIU 3TO JKEJNATENIbHO, KOMIIO3ULIUU TOTOBAT TaK, YTOOBI
yBeIUUUTh nepeHoc depe3 ['Db, Hanpumep, nmyTem 3akirodeHus: B junocoMax. OTHOCHUTENBHO
CrocoOOB TOJyueHUsl JUMOCOM cM., Hampumep, nateHThl CIITA. Ne 4522811, 5374548 wu
5399331. JlumocoMbl MOTYT coOnep)KaTb OIWH WM Ooyieée KOMIIOHEHTOB, KOTOpBIE
n30MpaTeNbHBIM 00Pa3OM MEPEHOCSTCS B KOHKPETHBIC KJIETKH MJIM OpraHbl, yJIyd4lnas, TaKhuM
obpa3om, IeNieByI0 NOCTaBKy JekapctBa (cm., Hampumep, Ranade, Clin. Pharmacol. 29: 685

(1989)).
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[0371] DDpp (mampumep, ciutblii ropmMoH DDpp) Moxker ObITh CMEIIAH C IPYyrUMHU
AKTUBHBIMH HMHTPEAUEHTAMH W/ SKCLUINHEHTAMH, KOTOpbIE SBISIFOTCA (hapMaleBTHUECKH
NPUEMJIEMbIMH U COBMECTHMBIMH C AKTUBHBIM HHIPEOHEHTOM M B KOJIUYECTBAX, IMOAXOISIINX
IUIl  UCTIOJIB30BAHUS B TEPANEBTHUECKMX CHOCO0aX, OMUCAHHBIX B JAHHOM JOKYMEHTE.
[TogxonsAmuMu 3KCIMIMHUEHTAMU  SIBIISIIOTCS, HANpUMep, BOAA, (PU3MOJIOTHYECKUH pacTBOP,
IEKCTPO3a, TIIMLEPUH, 3TaHOJI WM TOMy nojnoOHoe W ux komOuHammu. Kpome Toro, ecim
JKEJATeIbHO, KOMITO3UIMSA MOXKET COAEP)KaTh HE3HAUMUTENbHbIE KOJNMYECTBA BCIIOMOTATENbHBIX
BEIIECTB, TAKUX KaK CMA4HMBAIOIIUE WM 3MyJbrupyromue areHtol, pH-OydepHble areHThl u
NOJNOOHBIE, M3BECTHBIE B JAHHOW OOJACTH TEXHUKH, KOTOpPbIE MOBBINAT 3(dekTHBHOCTH
AKTUBHOTO UHIPEIUEHTA.

[0372] Tepanestuueckuii DDpp MoryT BKJIIOUYaTh (hapMaleBTHUECKH MPHEMIIEMbIE COJIH
COIEpPKAIUXCS B HUX KOMIIOHEHTOB. PapMaleBTHUECKH MPHEMJIEMbIE COJIM BKIIIOYAIOT COJIH,
MIOJIYY€HHBIE TTOCPEACTBOM NO0aBIEHUSI KUCIOTHI (0Opa3oBaHHBIE € TIOMOLIBKO CBOOOIHBIX
aMHUHOTPYI TOJIUIIENTHA), KOTOpbIe 00pa3yroTcs ¢ HEOPraHWYECKUMU KHCIOTAMH, TaKUMH
KaK, Harpumep, cojstHas wiu (GocopHass KUCIOTHI, WIIH TAKUMH OPTaHUYECKHMMH KHCIOTaMHU,
KaK YKCYCHasl, BUHHAs, MUHIAJbHAs U ToMy nofoOusle. Conu, oOpa3oBaHHbIE CO CBOOOIHBIMHU
KapOOKCHJIBHBIMU TPYIIIAMH, TaKXKe€ MOTYT OBITh MOJIYYeHBl U3 HEOPTaHWYEeCKUX OCHOBAHUIA,
TAKUX KaK, HApPUMep, THMAPOKCUABI HATPUS, KaJHsl, aMMOHHS, KaJbLUs WJIM Keje3a, U TaKhX
OpPraHWYeCKUX OCHOBAHMH, KaK W3OMPONHMJIAMHH, TPHUMETWIAPHUH, 2-3TUJIAMHHO3TAHOJ,
THECTUANH, IPOKaWH U TOMY IOAOOHBIE.

[0373] ®u3noNOTUYECKH TIEPEHOCHMbIE HOCHTENM U3BECTHBI B HaHHOW 0OOJjacTH
TeXHUKU. [IpuMepaMu KMIKUX HOCHUTENEH SIBJISIIOTCS CTEPUIIbHBIE BOJHBIE PACTBOPBI, KOTOPHIE
HE COAep)kaT MAaTepPHaJOB B JIOTIOJIHEHHE K AKTHBHBIM HMHIPEIMEHTaM U BOJE WJIH COIEpKat
Oydep, Takoit kak ¢ocdar HaTpus npu HUZHOIOTHUECKOM 3HadyeHuu pH, ¢usmonormueckuii
pactBop miu 00a, Takue Kak 3a0ydepenssiii docharom dusuonormyeckuii pacrsop. Kpome
TOTO, BOJHBbIE HOCUTEJIM MOTYT cofepkaTh Oojiee omHol OydepHOl Coy, a TakkKe COJIH, TaKUe
KaK XJIOPUbI HATPUS M KaJHs, AEKCTPO3y, NMPOMIJIEHTINKOIb, MOJU3THICHIJIUKOIb H APYrHe
PacTBOPEHHbBIE BEIECTBA.

[0374] Kunkre KOMIO3UIMH MOTYT TakXe COAepkKaTb JKUAKHE (a3bl B TOTOJHEHHE K
BOJIC M 32 UCKIIIOUEHHEM BOAbl. lIpuMepaMu Takux NOMOJHUTENbHBIX KUIKUX (a3 SBISOTCS
TJIMLEPUH, PACTHTENbHbIE MACa, TAKHE KaK XJIOMKOBOE MACJIO, OPraHUYECKUE CIIOKHBIE S(HUPBI,
TaKye KaK 3TUJIOJEAT, i BOJAHO-MACIISIHbIE SMYJIbCHH.

[0375] B onHOM BapuaHTe OCYILIECTBJIEHMsI TepaneBTHUecKas KOMIO3HULMS COAEPKUT
ciuteiii 6enok DDpp, oObr4HO B KONMUecTBe, mo MeHbiued mepe, 0,1 mac.% cauroro Oenka

DDpp Ha maccy oOmel TepaneBTHYeCKOW KOMITO3ULMHU. MacCOBBI MPOLEHT MPEACTAaBIACT
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coboit oTHomenne Maccel ciuroro DDpp k obmieit kommosunmu. Tak, Hampumep, 0,1 mac.
nporenra coctasiysieT 0,1 r DDpp Ha 100 r o01mieit KoMIO3HIIUH.

[0376] TepanmeBTUYecKkasi KOMIO3UIMS, coAepkamas ciauTbii O0emok DDpp, oObraHO
comepxat ot okojo 10 Mukporpamm (MKr) Ha MHJUTHUIATP (MJT) 10 okoJsio 100 Mukporpamm (Mmr)
Ha Mu cauroro Oenka DDpp B kadecTBe aKTUBHOIO HMHIPEAMEHTA Ha OOBEM KOMIIO3WULUH H
0oJiee MPEANmOYTUTENBHO COIEPKaT OT OKOJIO0 1 Mr/mut 1o okoso 10 mMr/mi (T.€., IpUOIN3UTENBHO
ot 0,1 no 1 mac. nporieHTa).

[0377] Auanazonsl no3 s BeeneHust DDpp (wampumep, cimutoro Oenxa DDpp)
JIOCTAaTOYHO BEJNMKH JJIsl JOCTIDKEHHUs ‘kenmaeMoro 3¢ddexra, Mpu KOTOPOM CHMITTOMBI
3a00JIeBaHUs, OMOCPEAyeMble MOJIEKYJOH-MHUIIEHBIO, YMEHbIIAoTCA. Jl03MpoBKa HE IOJDKHA
OBITH HACTOJBKO OOJBINON, YTOOBI BBI3BIBATH MOOOUHBIE 3(PQEKTHI, TakHe KaK CHHAPOMBI
NOBBIIIEHHONW BS3KOCTH, OTEK JIETKHX, 3aCTOMHAs CepAedyHas HENOCTaTOYHOCTh H TOMY
nonoOHoe. Kak mnpaBmio, no3upoBka OyAeT BapbUpOBaTh B 3aBUCHMOCTH OT BO3pacTa,
COCTOSIHMS, TOJJa M CTEMeHH 3a00JieBaHMs Y TMaldeHTa W MOXKET OBITh OmperesieHa
CHEeLHUAINCTOM B JAaHHOW 00JacTu TeXHUKU. J{03MpOBKAa MOKET KOPPEKTHPOBATHCS JIEHAIINM
BPayuOM B CJIydae HAJHYUS KAKUX-JINOO OCTIOKHEHUH.

[0378] DDpp (Hanpumep, ciuteiii 0enok DDpp) MOKHO BBOAUTH MAPEHTEPAIBHO MyTEM
UHBEKIUN WM TIOCTENIEHHOH HH(QY3UH C TeUeHHEeM BpPEMEHH. XOTS K MOJIEKyJie-MULIEHU
O0OBIYHO MOJKHO TMOJIYYHTb JOCTYI B OPraHHU3ME IyTeM CHCTEMHOTO BBEICHUS U, CIEIOBATEIBHO,
Yaie BCEero ee JieuaT IMyTeM BHYTPUBEHHOTO BBEICHHS TEPANEBTHUECKUX KOMIIO3HULIMH, Opyrue
TKaHH U CPENCTBA JOCTABKH PACCMATPUBAIOTCS TaM, IA€ CYLIECTBYET BEPOATHOCTb TOTO, YTO
TKaHb-MHIIEHb COACPKUT MOJEKyNy-MulieHb. Takum obpasom, DDpp MOXHO BBOIUTH
BHYTPUBEHHO,  BHYTPUOPIOLUIMHHO,  BHYTPHUMBIIIEYHO,  IOAKOXXHO,  BHYTPHIIOJOCTHO,
TPAHCAEPMAIBHO U MOXKET JOCTaBISTHCS MEPUCTANBTHUECKUMHU cpencrBamu. Cnutbie Oenku
DDpp Taxke MOTyT OBITh JOCTABJIEHBI A3PO30JIEM B ABIXaTENIbHBIC MYTH U JIETKUE.

[0379] TepaneBTUYecKue KOMIIO3UIMH, coaepkaiue DDpp, MOTyT 0OBIMHO BBOAMTHCS
BHYTPUBEHHO, HAmpuUMep, NMyTeM HHBEKIHH pa3oBOH 103bl. TepMuH «pa3oBas [03a» IpH
UCTIOJIb30BAHUN B OTHOIIEHHHM TEPANeBTHYECKOW KOMITO3ULNH, TMPEMJIOKEHHONH B JaHHOM
JIOKYMEHTE, OTHOCHUTCS K (PM3MUECKHM JIHCKPETHBIM EAMHUIAM, MOIXOMALINM B KauyeCTBE
€IMHUYHON NO3bl JJIsl CyOBEKTa, MpUYeM Kakhas eAMHHUIA COACPIKUT 3apaHee ONpeNeTeHHOEe
KOJINYECTBO  AKTHUBHOIO  MaTepuasia,  pacCUUTaHHOE Ui TOJNIYYEHHUS  JKEIaeMOro
TeparneBTHIecKoro 3¢dexra B coueraHuu ¢ TpedyeMbIM paz0aBUTENEM, HAIPUMEP, HOCHUTENIEM
Wi Hecymeill cpemoil. B HEKOTOpBIX BapuaHTax OCYLIECTBICHHS TEPANeBTHUECKHUE
KOMITO3ULINH, coaep:kawue DDpp, BBOAAT NOAKOKHO.

[0380] DDpp (Hanpumep, cautbiii 6enok DDpp) BBOAAT crocoOOM, COBMECTUMBIM C
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JIeKapCTBEHHOH QopMOii, 1 B TepaneBTHdeckH 3¢ ekTuBHOM KoamdecTBe. KommuecTBo, koTopoe
CIEAyeT BBOAMTDH, 3aBHCUT OT TOMJIEKAIIEro JIEYCHUI0 CYOBEKTa, CHOCOOHOCTH CHCTEMBI
CyOBbeKTa HMCIOJIb30BaTh aKTUBHBIA WHIPEIUEHT BBOJUMON KOMIIO3UIIUH U JKEJAEMOH CTETIeHH
TeparneBTuIeckoro d¢¢exra. Toynble KOMMUECTBa AKTUBHOIO WHIPEIUEHTA, HEOOXOAMMBIE IS
BBEIICHUS, 3aBHCAT OT CYXKIEHHs MPAKTUKYIOIIErO Bpada U SIBISIOTCS WHAWBUAYAJIbHBIMU JUIS
Kaxaoro dyenoseka. OAHAKO NOAXOASINME AMANA30HbI 703 JUIsI CUCTEMHOTO IPUMEHEHMUs
PACKpBITI B JAaHHOM JOKYMEHTE U 3aBUCIT OT NyTU BBeAeHus. lloxxopsiue peskuMbl IS
BBEICHUS TAKXKE SIBJSIIOTCS MEPEMEHHBIMH, HO OHHU THITMYHBI JJIs1 HAYaJbHOTO BBENEHHS C
MOCIIENYFOLTUMH TIOBTOPHBIMHU JI03aMHU C MHTEPBAJIOM B OJMH WIJIM OOJiee HaCOB C MOCIEAYIOIIeH
UHBEKIMEH WIM JPYyrUM BBEIOCHHEM. AJIbTEpDHATHBHO, IIPEATIONAraeTcsl HempepbIBHAS
BHYTPUBEHHAs! HH(Y3HUS, JOCTATOUHAS ISl MOAAEP KaHUs KOHIIEHTPALUI B KPOBU B AMAINA30HAX,
YKa3aHHbBIX Ul TEPATUH 1N Vivo.

[0381] Kommozuuun DDpp COCTaBISIOTCS, IO3UPYIOTCS U BBOAATCS  CIOCOOOM,
COOTBETCTBYIOLIUM XOPOILIEH MEIULUHCKON NpakTuke. MakTopsl, NOANEKANUE PACCMOTPEHHUIO
B 3TOM KOHTEKCTE, BKJIOYAIOT KOHKDETHOE PpAacCTPONCTBO, KOTOpOE JieuaT, KOHKpETHOe
MJIEKOMHTAIOLIee, KOTOpOe JiedaT, KJIMHUYECKOE COCTOSIHME OTHEJIbHOrO MallMeHTa, MPUYUHY
paccTpoiCTBa, MECTO TOCTABKH areHTa, criocod BBEeACHUs, TpadpiK BBEACHUS U Ipyrue GpakTopsl,
U3BECTHBIE BpadaM. Jluana3zoHsl 103 A BBeneHuss DDpp 1OCTaTOYHO BETUKHU IS TOCTIDKEHHS
xemaemMoro 3¢dekra, mpu KOTOPOM CHUMITOMBI 3a00JIE€BaHMSI, OMOCPEAyEMbIE MOJIEKYJIOH-
MUILIEHBIO, YMEHBINATCS. JI03MpOBKa HEe AOJDKHA OBITh HACTOJBKO OOJIBIION, YTOOB! BBI3bIBATH
noOouHble 3(p(eKThl, Takue Kak CHHAPOMBI MOBBILIEHHON BSI3KOCTH, OTEK JIETKHX, 3aCTOHHas
cepAeyHast HeJOCTaTOYHOCTh U ToMy nofoOHoe. Kak npasuio, 1o3uposka OyeT BappHpOBATh B
3aBHCHMOCTH OT BO3pacTa, COCTOSIHHS, MOJIa M CTENEeHH 3a00JI€BaHMs Y TAIIMEHTA U MOXET ObITh
OTIpeNieNIeHa CIIeHUANNCTOM B TaHHOW O0JacTH TeXHUKHU. JI03MpPOBKAa MOJKET KOPPEKTHUPOBATHCS
JeYaIyuM BpadoM B CIIy4ae HAJUIUS KAaKUX-JTHOO OCIOKHEHUI.

[0382] Cxema nO3MPOBKM M KOJIH4YeCTBA, 3(PQeKTHBHbIE I TEPaneBTHUECKOTO U
NpOPUIAKTUIECKOTO MPUMEHEHHUS, T.€., K PEKUM AO3HPOBAHUMY, OYAYT 3aBUCETh OT MHOXKECTBA
(bakTOpOB, BKJIIOUAs MPHYUHY, CTAIUIO U TSHKECTh 3a00JIEBAHMS WM PACCTPONCTBA, 3A0POBBE,
¢du3nUIecKoe COCTOSIHNE, BO3PACT MIIEKOTIUTAIOIIETO, TIOABEPracMOro JISUEHHUIO, a TAKIKE MECTO U
cnocod pnocraBku DD. Tepanestuueckass 3(pQeKTHBHOCTP M TOKCHYHOCTb KOMILIEKCA H
oOpa3oBaHUs MOXeET OBITh OMNpenejeHa ¢ TIOMOLIbI CTaHAAPTHBIX (DapMaleBTUYECKHX,
(bapMakoIOrM4ecKNX H TOKCHKOJIOTHUECKHMX MPOLENyp Ha KIETOYHBIX KyJbTypax WM
SKCMEPUMEHTAIIbHBIX KUBOTHBIX. JIaHHBIC, TOJyUYEHHBIE B PE3yJbTaTe 3THUX MPOLEAYpP, TAKKE
MOTYT OBITh HCIIOJIb30BaHbl TMPH COCTABJICHWH AHANa3OHa O3MPOBOK IJIsl TPUMEHEHUs

yenoBekoM. KpoMme Toro, TepaneBTHYeCKUil MHIEKC (T.€., 1033, TepaneBTHIecKu 3PQekTHBHAs
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s SO IPOLIEHTOB HACeNeHMs], ACJICHHAss HA CMEPTEIbHYIO 103y i SO MPOLEHTOB HACENEHHS
(ED50/LD50)), MoxeT ObITb JIETKO OIpeneieHa C HCIOJb30BAHHEM H3BECTHBIX MPOLEAYP.
Jlo3upoBKa MPEANOYTUTENHO HAXOOUTCS B Tpenenax Arana3oHa KOHLEHTPauud, KOTOPBIH
Bkimoyaer EDS50 ¢ He3HAYMTENbHOH TOKCHYHOCTBIO WM 0€3 TOKCHYHOCTH, U MOKET
BapbHUPOBATh B IpeIesaX 3TOrO JUANa30Ha B 3aBHCUMOCTH OT HCIOJb3YEeMOH JIEKapCTBEHHOM
(OpMBI, UyBCTBUTENBHOCTH NALIMEHTA U IIyTH BBEIEHHSI.

[0383] Pesxkum  go3upoBaHHS TakKe NPUHUMAeT BO  BHUMAaHUE  TapameTpbl
(bapMaKOKWHETHKH, M3BECTHbIE B JaHHOW OOJACTH TEXHUKHU, TAaKWE KaK CKOPOCTh BCACHIBAHHS
JIEKapPCTBEHHOTO CPEACTBA, OMONOCTYMHOCTh, MeTabou3M U kiupeHe (cMm., Harpumep, Hidalgo-
Aragones, J. Steroid Biochem. Mol. Biol. 58: 611-617 (1996); Groning et al., Pharmazie 51:
337-341 (1996); Fotherby, Contraception 54: 59-69 (1996) u Johnson et al., J. Pharm. Sci. 84:
1144-1146 (1995)). B Hacrosiee BpeMsl KIMHALUCT B COOTBETCTBUH C COCTOSIHUEM U YPOBHEM
KBaJM(PHUKALMY BIIOJHE MOXKET OIPENEeNUTh PEKHM HO3MPOBAHMUS IS KaXKIOTO CyOBEKTa,
KoToporo sneyat. Kpome Toro, pasosoe WM MHOTOKpaTHOE BBeAeHUe komno3uuuii DDpp MoxxHO
BBOJAUTh B 3aBHCUMOCTH OT JO3UPOBKH M YacTOTHI, KOTOpbIE TPEOYIOTCS U MEePEHOCSTCS
cyobekroM. TIponosKUTENbHOCT MPOGUIAKTUYECKOTO M TEPANeBTUYECKOro JICYeHUs Oyaer
BapbHPOBATh B 3aBHUCHMOCTH OT KOHKPETHOTO 3a00JIEBaHMs FJIM COCTOSIHUS, TOIJIEXKAIIETO
neueHnto. Hekotopeie 3a001eBaHNs MOANAIOTCS OCTPOMY JICUEHHIO, TOT/IA KaK Apyrue TpeOyroT
JUINTENIBHOW ~ XpOHMYeCKOW Tepamuu. DDpp MOXHO BBOAWUTH MNOCJIEAOBATENBHO WU
OJTHOBPEMEHHO C JAOTOJHHUTEIBHBIM TEPANEBTUYECKUM CPEICTBOM.

[0384] B HexoTOpBIX BapuaHTax ocyllecTBieHuss DDpp BBOAAT B KOJMYECTBE OT OKOJIO
1 Mr/kr 1o okosio 50 MI/KT, OT 0k0Jio 1 MI/KT 10 OKOJIO 25 Mr/Kr, OT okosio 1 Mr/kr mo okoJsio 20
MI/KT, OT 0K0JIO 1 MI/Kr 10 0k0jio 15 Mr/kr, oT okosio 1 Mr/kr 1o okosio 10 MI/Kr U oT 0koJo 1
JI0 OKOJIO 5 MI/KT.

[0385] B mpyrom BapuaHTe ocyuiecTBieHuss DDpp BBOAST B COU€TaHUM C OJHUM WU
0oJiee JONOTHUTEIBHBIMU TEPATIEBTHUECKUMH CPEICTBAMHU.

[0386] TepanesTuyecku >¢pdexkrnBHOE KonmmuecTBO DDpp (Hanmpumep, ciutoro Oenka
DDpp) moxer ObITb TakuMm, 4YTOOBI TpH BBEOEHHH B (PU3HOJOTHYECKH TMEPEHOCUMOMN
KOMIO3ULIUK OBLIO JOCTATOYHO MJISi JOCTIKEHUS KOHLEHTPAaUWH B IUia3Me oT okojo 0,1
MUKporpamma (MKr) Ha MAJUTUTATP (Mi1) 10 okosio 100 MKr/mul, peArnoYTUTENBHO OT OKOJo 1
MKI/MJT IO OKOJIO 5 MKI/MJI U OOBIYHO OKOJIO 5 MKr/mji. HbIME CJIOBaMHU, JTO3UPOBKA MOKET
BapbHpoBaTh OT 0KkoJIO 0,1 MI/kr 10 okoo 300 MI/KT, MPEANIOUTUTENBHO OT OKoJIo 0,2 MI/KT 110
okoJio 200 mr/kr, HanboJee MPeamoOYTUTETIHHO OT 0K0JI0 0,5 MI/Kr 10 0KOJI0 20 MI/KT. OUH WIIH
6oJiee mpUEeMOB JIO3bI €KEAHEBHO, B TEUEHUE OJTHOTO MJIM HECKOJBKUX JTHEH.

[0387] B HexOoTOpBIX BapuaHTax OCYLIECTBJIEHMs] ONHCAHHbI B JaHHOM JOKyYMEHTe
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DDpp npurones ajist ie4eHus: 3a00JeBaHMs MM PACCTPOHCTBA IMMYHHOM CHCTEMBI, TAKOTO Kak
BOCTIAJICHUE WJIM ayTOUMMYHHOE 3a00JIeBaHUE.

[0388] B HexOTOpBIX BapuaHTax OCYLIECTBJIEHMs] ONHCAHHBI B JaHHOM JIOKyMEHTE
DDpp npurozaen ans nedenus paka. Takum o6pa3omM, B HEKOTOPBIX BAPHAHTAX OCYLIECTBIICHUS B
JAaHHOM HM300peTEeHNH MpPEIUIOKEH CHoco0 JIeYeHMs paka, KOTOPBIH BKJFOUAET BBEIEHHUE
TepaneBTudecku 3¢ dexrusnoro xomuuectsa DDpp (ranpumep, ciutoro DDpp) nauueHTy.

[0389] B nOMONHUTENBHBIX BapHAHTaX OCYLIECTBJIEHUS B JAHHOM H300peTEeHHH
npeasioskeH xuMepHbld aHTureHHslll penentop (CAR), rone CAR comep:kuT HalennBarOLIHiA
JIOMEH, TpaHCMEMOpaHHBIN OMEH W BHYTPUKJIETOUYHBI CHTHAJbHBIH AOMEH. B HEKOTOpBIX
BAPUAHTAX OCYILIECTBJICHHUs AOMEH HALCNMBAHUS COCTOMT IO MEHBLIEH Mepe YaCTUYHO U3
CBSI3BIBAIOILErO C MUIIEHBbIO DDpp, paCKpbITOro B JaHHOM JOKYMEHTE.

[0390] B nanHOM wM300peTeHMH TakKe TMPEIONKEHbl  KJIETKH, COIepsKalue
MOCJIEZIOBATEIbHOCTh HYKJIEMHOBOM kuciotel, koaupyomyo CAR, npuuem CAR conepxxur
AHTUT€HCBS3bIBAIOLINNA JOMEH, COCTOSILUN, MO MEHbLIEH Mepe, YaCTUYHO M3 PaCKPBITOro
MOJIUIIENITHAA, KOTOPBIA CBSI3BIBAET MPEACTABILSIIOIIYI0 HHTEpec MuiieHb (Hampumep, BCMA,
CDI123, CS1, HER2, AFP u p26 AFP), TpancMeMOpaHHBIH TOMEH U CHUTHAJIbHBIA AOMeH. B
HEKOTOpbIX BapuaHTax ocymecTtBieHuss CAR cnenmnduyeckn CBSI3bIBA€TCS € OMYXOJIEBBIM
aHTUreHOM (M, TakuM oOpa3oM, (QYHKIHMOHUPYET Ui NOCTaBKH KJIETKH, SKCIPECCHUPYIOIIEH
CAR, B omyxousib). B HEKOTOPBIX BapuaHTaxX OCYIIECTBICHHS OIYXOJIEBBII aHTHUIEH CBSI3aH C
reMaTOJIOTHYECKUM  3JIOKAYeCTBEHHbIM HOBOOOpa3oBaHHWEM. B  HEKOTOpBIX BapHaHTaX
OCYIIECTBJICHUS] OMYyXOJIEBbII aHTUTeH npeactapisieT coboii BCMA. B HekoTOphIX BapuaHTax
OCYIIECTBIIEHHs] OMYXOJIEBbIM aHTUTeH mpexactasisier coboit CD123. B HekoTOpbhIX BapHaHTax
OCYINECTBJICHUS] OIMyXOJIeBbI aHTHreH mnpeactaeisser coboit CS1. B H0OmMONHUTENBbHBIX
BAPUAHTAX OCYILIECTBJICHHs OMyXOJIEBbIM AHTUTEH CBS3aH C COJUAHON OMyXOJblO. B HEKOTOPBIX
BapUAHTAaX OCYIIECTBJICHHUS] OMyXOJEBbI aHTUTeH mpexactasisier codoit HER2. B HekoTOpBIX
BAPUAHTAX OCYLIECTBJICHUS MHIUCHIMH SIBJIAIOTCS KaK COJMAHBIC, TAK U TI'eMaTOJOTHYECKHE
HOBOOOpa3oBaHUs. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUs KieTka, skcrpeccupyromas CAR,
npezncrasisier codoi T-knerky, kieTky ecrectBeHHoro kmuiepa (NK) wmmm xmetky apyroro
MMMYHHOTO TUMa. B HEKOTOpBIX BapuaHTax OCYyILECTBIEHUs kieTka, skcmpeccupyromas CAR
(6ynp To T-kmerka, NK-kieTka miam KJieTKa APYroro THIA), MPOSBISET MPOTHBOOIYXOJIEBbIH
MMMYHUTET, KOI/1a MOJUNENTHA CBSA3bIBAETCS C COOTBETCTBYIOLUM OMYXOJEBbIM AHTUT€HOM.

[0391] B HEKkOTOpPBIX BapuaHTaX OCYLIECTBJCHHS B JAaHHOM HW300pPETEHHH MPEMIOKEH
croco0 neueHust CyObeKTa, UMEIOIIEro pak, BKIFOUAOIINN BBEIEHUE CYOBEKTY TEPareBTHIECKH
s¢dexTuBHOrO KONMMuecTBA MMMyHHOH Kietku CAR, conmepskamieii XuMepHBIH aHTUTE€HHBIN

penentop (CAR), mpuuem CAR conepkuT NOMEH CBS3bIBAHUS MUIIEHH, KOTOPBIA CONEPSKHUT
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DD, xortopslii cneungudecku csizbiBaer BCMA (Hampumep, coaepskKalini aMHHOKHUCIOTHYIO
MIOCIIeIOBATEIBHOCTh, BBIOpAHHYIO M3 Tpymnnbl, cocrosimed n3 SEQ ID NO: 11-305 u 300),
TpaHCMeMOpaHHBII JOMEH U BHYTPUKJIETOUYHBIN JAOMEH (COAep Kalliii CUrHAJIBHBIA TOMEH). B
HEKOTOPBIX BApPUAHTAX OCYIIECTBJICHUs BBeeHHAss uMMyHHas kietka CAR npeacrasisier co0oit
T-xnerky. B HekoTOpbIX BapuaHTax OCYLIECTBIEHUs BBeAeHHas uMMyHHas kierka CAR
npencrasisier coboit NK-kimeTrky. B HEKOTOpbIX BapHaHTax OCYLIECTBIIEHHUS BBEIEHHAs
umMmyHHasi kietka CAR ne sBmsiercss T-xnerxoint mnu NK-knmerkoit. B apyrux BapuaHTtax
OCYILIECTBIIEHUs] CYObEKTY BBOAAT KOMOHMHALMIO PA3JIMYHBIX THUIMOB UMMYHHBIX KieTok CAR
(marmpumep, NK-knetok u T-kneTok).

[0392] B HekOTOpbIX BapuUaHTaxX OCYLIECTBJIEHHUs [OMEH CBs3bIBaHUSA MHUIIEHU
BBeZeHHON umMmyHHOU kietku CAR cnemmnpudeckn cesizpiBaer BCMA, skcnpeccupyembiid
pakoBoH kIeTKOW cyObekra, W HHAyuupyeT wuMMyHHYI0 Kietky CAR s cozmanus
LIUTOTOKCUYECKOTO CHTHAJIA, KOTOPBIA MPUBOIUT K UTOTOKCHYECKHM 3P QPeKTaM B OTHOIIEHUH
PaKOBOH KJIETKH, TAKUM 00pa3oM obecrieunBas JeUeHHEe paka.

[0393] B HEKOTOpPBIX BapHaHTaX OCYIIECTBJEHHUS B JaHHOM H300pPETEHUH TPEIIONKEH
croco0 neueHust CyObeKTa, UMEIOIIEro pak, BKIFOUAOIINN BBEIEHUE CYOBEKTY TEPareBTHIECKH
s¢dexTuBHOrO KONMMuecTBA MMMyHHOH Kietku CAR, conmepskamieii XuMepHBIH aHTUTE€HHBIN
penentop (CAR), mpuuem CAR conepkuT HOMEH CBSI3bIBAHUST MHUIICHH, KOTOPBIA CONEPIKHUT
DD, xoropsiii cnenupudeckn cBszbiBaer CD123 (Hanpumep, copepskaluii aMHHOKHCIOTHYIO
NOCIIeIOBATEIBHOCTh, BBIOpaHHYI0 H3 rpymmsbl, cocrosmed u3 SEQ ID NO: 307-739 u 740),
TpaHCMeMOpaHHbBII JOMEH M BHYTPUKJIIETOYHBIN JOMeH (COoAepKalinid CUrHAIbHBIN AoMeH). B
HEKOTOPBIX BApPUAHTAX OCYIIECTBJICHMS BBeIeHHAass UMMyHHast kieTka CAR npeacrasisier codoit
T-xnerky. B HekoTOpbIX BapuaHTax OCYLIECTBIEHUs BBeAeHHas uMMyHHas kierka CAR
npeacrasisier coboit NK-kierky. B HEKOTOpbIX BapuaHTax OCYLIECTBIEHHS BBEICHHAS
umMmyHHasi kietka CAR ne sBmsiercss T-xnerxoint mnu NK-knmerkoit. B apyrux BapuaHTtax
OCYILIECTBIIEHUs] CYObEKTY BBOAAT KOMOHMHALMIO PA3JIMYHBIX THUIMOB UMMYHHBIX KieTok CAR
(mammpumep, NK-kiaerok u T-knerok). B HEKOTOpbIX BapHaHTaX OCYLIECTBICHHS JIOMEH
CBSI3bIBAHMS MUINEHU BBeneHHONH MMMyHHOH kierkn CAR cnenmduueckn cespiBaer CD123,
SKCIPECCHUPYEMbII PAaKOBOW KIJIETKOW CyObekTa, M MHAyLHpPyeT MMMyHHYKO kieTky CAR s
CO3/IaHUsl LIUTOTOKCHYECKOTO CUTHaJa, KOTOPBIH MPHUBOAUT K LHUTOTOKCHUYECKUM 3(ddexram B
OTHOILIEHUH PAKOBOH KIIETKH, TAKUM 00pa3oM obecrieunBasi JIEUeHNE paka.

[0394] B HexkOoTOpBIX BapHaHTaX OCYIIECTBJICHHS B JAHHOM H300pPETeHHU MPEIJIOKeH
croco0 neueHust CyObeKTa, UMEIOIIEro pak, BKIFOUAOIINN BBEIEHUE CYOBEKTY TEPareBTHIECKH
s¢dexTuBHOrO KONMMuecTBA MMMyHHOH Kietku CAR, conmepskamieii XuMepHBIH aHTUTE€HHBIN

perentop (CAR), mpuuem CAR conepkuT HOMEH CBSI3bIBAHUS MHIIEHH, KOTOPBIA CONEPKHUT
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DD, xortopeiii cneunduuecku cpszpiBaer CS1 (Hampumep, conep:Kaliuii aMHHOKHCIOTHYIO
MOCJIEOBATEIbHOCTb, BBIOpaHHYIO M3 Tpymmbl, coctosmedl u3 SEQ ID NO: 896-909 u 910),
TpaHCMeMOpaHHbBII JOMEH M BHYTPUKJIIETOUYHBIN JOMeH (COoAepKalini CUrHAIbHBIN AoMeH). B
HEKOTOPBIX BApPUAHTAX OCYIIECTBJICHMS BBeIeHHAass UMMyHHast kieTka CAR npeacrasisier codoit
T-xnerky. B HekoTOpbIX BapuaHTax OCYLIECTBIEHUs BBeAeHHas uMMyHHas kierka CAR
npeacrasisier coboit NK-kierky. B HEKOTOpbIX BapuaHTax OCYLIECTBIEHHS BBEICHHAS
umMmyHHasi kietka CAR ne sBmsiercss T-xnerxoint mnu NK-knmerkoit. B apyrux BapuaHTtax
OCYILIECTBIIEHUs] CYObEKTY BBOAAT KOMOHMHALMIO PA3JIMYHBIX THUIMOB UMMYHHBIX KieTok CAR
(mammpumep, NK-kiaerok u T-knerok). B HEKOTOpbIX BapHaHTaX OCYLIECTBICHHS JIOMEH
CBSI3BIBAHMS MHIIEHH BBeneHHOW MMMyHHOH kieTkn CAR crenumduuecku cBszeiBaer CS1,
SKCIPECCHUPYEMbII PAaKOBOW KIJIETKOW CyObekTa, M MHAyLHpPyeT MMMyHHYKO kieTky CAR s
CO3/IaHUsl LIUTOTOKCHYECKOTO CUTHAJA, KOTOPBIH MPHBOAUT K LHUTOTOKCHUYECKUM 3(ddexram B
OTHOILEHUH PAKOBOH KIIETKH, TAKUM 00pa3oM obecrieunBast JIEUeHNE paka.

[0395] B HEKOTOpPBIX BapHaHTaX OCYIIECTBJEHHUS B JaHHOM H300pPETEHUH TPEIIONKEH
croco0 neueHust CyObeKTa, UMEIOIIEro pak, BKIFOUAOIINN BBEIEHUE CYOBEKTY TEPareBTHIECKH
s¢dexTuBHOrO KONMMuecTBA MMMyHHOH Kietku CAR, conmepskamieii XuMepHBIH aHTUTE€HHBIN
perentop (CAR), mpuuem CAR conep>kuT HOMEH CBS3bIBAHHS MHUIIEHHU, KOTOPBIA COAEPKHUT
DD, xotopeiii crenuduueckn csizbiaer HER2 (Hanpumep, comepamuii aMUHOKHCIIOTHYIO
MOCIIeIOBATEIBHOCTh, BBIOpaHHYI0 H3 rpynmsbl, cocrosmed u3 SEQ ID NO: 911-949 u 950),
TpaHCMeMOpaHHBII JOMEH U BHYTPUKJIETOUYHBIN AOMeH (Comep Kalnii CUTHAJbHBIA JOMEH). B
HEKOTOPBIX BApPUAHTAX OCYIIECTBJICHMS BBeIeHHAass UMMyHHast kieTka CAR npeacrasisier codoit
T-xnerky. B HekoTOpbIX BapuaHTax OCYLIECTBIEHUs BBeAeHHas uMMyHHas kierka CAR
npencrasisier coboit NK-kimeTrky. B HEKOTOpbIX BapHaHTax OCYIIECTBICHHS BBEICHHA
umMmyHHasi kietka CAR ne sBmsiercss T-xnerxoint mnu NK-knmerkoit. B apyrux BapuaHTtax
OCYILIECTBIIEHUs] CYObEKTY BBOAAT KOMOHMHALMIO PA3JIMYHBIX THUIMOB UMMYHHBIX KieTok CAR
(mampumep, NK-knerok um T-knerok). B HEKkOTOpbIX BapHaHTaX OCYLIECTBICHHS JIOMEH
CBSI3bIBAHMS MHILICHH BBeneHHONH mMMyHHOH kieTkn CAR cnemmduueckn cpsizpiBaer HER2,
SKCIPECCHUPYEMbII PAaKOBOW KIJIETKOW CyObekTa, M MHAyLHpPyeT MMMyHHYKO kieTky CAR s
CO3/IaHUsl LIUTOTOKCHYECKOTO CUTHAJA, KOTOPBIH MPHBOAUT K LHUTOTOKCHUYECKUM 3(ddexram B
OTHOILIEHUH PAKOBOH KIIETKH, TAKUM 00pa3oM obecreunBas JeUeHHe paka.

[0396] JloTONHUTENBHO TPEAJIOKEHBl CIIOCOOBI JICUeHUS WM NPO(QHUIAKTUKH paka,
Brouaromue BeeneHne DDpp-CAR T-numdonmra manueHTy, NpeapacrioioKeHHOMY K HIIH
UMEIOIEMY paK, KOTOPBIA 3KCIPECCHUPYET OMYXOJIEBBIM AHTUIE€H Ha IMOBEPXHOCTH KIIETOK-
MulneHel, u npu 3tom DDpp crieruduyueckn CBA3bIBAECT aHTUTEH.

[0397] B HekoTOpbIX BapuaHTax ocyulecTBieHMs, B koTopbix T-knerku CAR BBozAT
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CyOBEKTy, UMEIIIEMY paK, CBA3BIBAHHE MPEICTABISIOIIEH HHTEpeC MHUIIEHH (Hampumep,
BCMA, CDI123, CS1, HER2, AFP wm p26 AFP) crumynupyer T-knerkm CAR mis
WHULMUPOBAHUS BHYTPUKIETOUHOIO CHUTHaJIMHra. B Jpyrux BapuaHTax OCYLIECTBJIEHUS
cBsazpiBaHue T-kieTku CAR c npencraBistolieil HHTepeC MUILIEHBIO CTUMYJIUpPYeT T-KieTKy 1
WHULMUPOBAHUS BHYTPUKJIETOYHOIO CHUTHAJIMHra M MNPOAYyLHUPOBAHUS LUTOKUHOB. B nmpyrux
BapuaHTax ocyiectsieHus cpssbiBaHue T-kinetku CAR c npeacrasisoeil MHTEpEC MUILIEHBIO
ctumynupyer T-kieTky MHULMHUPOBATh BHYTPHUKJIETOUHBIM CHUTHAJIMHI, MPOAYLUPOBATH
LIUTOKWHBI U AETPAHYJIHPOBATh, YTO MPUBOIUT K LMUTOTOKCHYECKOMY 3(P(EKTy B OTHOIIECHUH
pakoBo#i kieTku. B HekoTopeix Bapuantax ocymectBieHuss CAR T-knetku nposudepupyoTr B
OTBET Ha CBA3bIBAHUE INPEACTABJAOLIEH MHTepec MULIeHH. [IpernMyInecTBeHHO, B HEKOTOPBIX
BapuaHTax ocyinecTsieHus: akTUBHOCTE CAR T-kjneTok He mpuBoauT K ToMy, uTo T-kieTku
JIEMOHCTPUPYIOT (PEHOTHII, CBSI3aHHBIM C HCTOIEeHHeM T-KjIeToK. B HEKOTOphIX BapuaHTax
ocymecteieHus: TpancmemOpanHbii nomeH T-knetku CAR comepxkut 41BB wmu CD28, a
LIUTOIUIA3MATHYECKUH TOMEH CONEePKUT ajib(da-, Oera- mim n3era-uens perenropa T-KiIeTku.

[0398] B HekoTOpbIX BapuaHTax ocyllecTBleHUs BBeneHHbI CAR ponojHUTENbHO
comepxur 2, 3, 4, 5 wiu 6onee 5, DD w/mmm Apyrux CBA3BIBAIOIINX TOMEHOB (Hampumep, scFv),
KOTOpBbIE Crenn(UIECKH CBS3BIBAIOT MPENCTABISIIOIIYIO HHTepec MumeHb (Hampumep, BCMA,
CD123, CS1, HER2, AFP wmmm p26 AFP), skcnpeccupyemyro pakoBoi kieTkod. B
JOTIOJIHUTEIbHBIX BapUaHTax ocyluecTBieHus: BBOAUMbIN CAR nononHuUTENbHO COAepkuT 2, 3,
4, 5 wmm Gonee 5, DD wim npyrux CBS3BIBAIOIINX JTOMEHOB (Hampumep, scFv), kotopsie
cnenn(PUIECKH CBS3BIBAIOT JPYTYIO TPEACTABISIOMYI0 WHTEPEC MHIIEHb, SKCIPECCHPYEMYIO
pakoBoil kieTkod. B nomonHuUTENbHBIX BapuaHTax ocyuiecTBieHuss BBoauMbli CAR
JOTIOJTHUTENIBHO conepskut 2, 3, 4, 5 unu Oonee 5, DD wnu APyrux CBS3BIBAOIINX JTOMEHOB
(marmpumep, scFv), xotopele crienn(UYECKH CBSA3BIBAIOT APYTYIO MPEICTABISIOMIYIO HHTEPEC
MHUIIEHb, 3KCIPECCUPYEMYK) APYrOH pAaKOBOW KJIETKOH WIM COCYAUCTOH OSHIOTEIHANIbHON
KJIETKOM.

[0399] B HekoTOpbIX BapuaHTax OCYILECTBJIEHUS BBEJEHHAs HMMMYyHHas KIETKa
JOTOJHUTENbHO coaepkuT BTopo mnomunentua CAR, wumeromuit DD unm  npyroit
CBSI3bIBAIOIIMH NOMEH (Hampumep, scFv), koropblii cnermduyeckn CBS3BIBAET BTOPYIO
MPEACTABISIIOUIYI0 HWHTEPEC MHUIIEHb, 3KCIPECCHUPYEMYIO PAKOBOM KIETKOW. B HEKOTOpBIX
BApHAHTaX OCYIIECTBJIEHUS BBEACHHAas MMMYHHas KJE€TKa AOIOJHUTENIBbHO COAEPIKUT BTOPOM
noymnentun CAR, umeromuii DD wnm ngpyroii cBsi3piBarommii jomMeH (Hampumep, ScFv),
KOTOPBI  crenu(HuyYecKr  CBS3bIBAET BTOPYIO  MPENCTABJSIIOLIYID  HHTEPEC  MHINEHb,
SKCIPECCUPYEMYIO APYTON PAKOBOM KJIETKOW MJIM COCYAUCTON SHAOTEINATBHON KIETKOM.

[0400] B HexkoTOpbIX BapHaHTax OCYILECTBJIEHUS BBEACHHE HMMYHHBIX KJIETOK C
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nomouipto CAR sBisieTcs: BHyTpUBEHHbIM. B npyrux BapuaHTax OCYLIECTBJIEHHS HMMYHHbIE
kineTku ¢ CAR BBOJAT BHyTpHapTepUabHBIM, BHYTPUMBIIIEYHBbIM, MECTHBIM HWJIH APYTUM
MPUEMJIEMBIM IyTEM IJIs1 JAHHOTO CLICHAPUS JICYEHUSI.

[0401] B HexkoTOpbIX BapuUaHTax OCYIIECTBJIEHHUS B J[JaHHOM JOKYMEHTE TaKxke
NPEIJIOKEHBI CIIOCOOBI JIeUueHHs CyOBeKTa, UMEFOINEro PaK, BKIIIOYANOLINE. BBEIEHHE CYOBEKTY
UMMYHHOU KJIETKH, conepxkameil xumepubsiii anturensbiii penentop (CAR), mpuuem CAR
COZIEP>KUT: JIOMEH CBSA3BIBAHUS MMUILIEHH, MPUYEM JOMEH CBS3bIBAHUS MMIIEHU COJEP>KUT
NOJIUIENTHA, MMEIOIINA aMHHOKHCIOTHYIO TIOCIENOBATEIbHOCTh, BBIOPAHHYKO W3 TPYIIIbI,
cocrosuteit uz SEQ ID NO: 11-305 u 306; SEQ ID NO: 307-739 u 740; SEQ ID NO: 741-874 u
886-895; SEQ ID NO: 896-909 u 910 unu SEQ ID NO: 911-949 u 950; npuyem NOJUNETTHN
cnenn(UIecKn CBSI3bIBAET IMPENCTABJIIOLIYI0 HHTEpec MuineHb (Hampumep, BCMA, CDI123,
CS1, HER2, AFP unu p26 AFP), skcripeccupyeMyro pakoBOH KJIETKOM.

[0402] B nmomonHWUTENbHBIX BapuUaHTaX OCYLIECTBJIEHMs B JAaHHOM JIOKYMEHTe
NPENIOKEH Ccnocod JeueHust CcyOBeKTa, HMMEIOLIEr0 pakK, BKJIOYAOIUNA: BHYTPUBEHHOE
BBEJCHNE CYObEKTY MMMYHHOH KJIETKH, conepskameii xumepHblid anTureHHslil perenrop (CAR),
skcnpeccupyemoit Ha T-xnerke, mpudemM CAR conmepKuT: IOMEH CBSI3bIBAHUS MHIIEHHU,
conep AUl MONUNENTH, UMEIOINH aMUHOKUCJIOTHYIO TTOCIIEIOBATENBHOCTD, BBIOPAHHYIO U3
rpynmnsl, coctosimert u3 SEQ ID NO: 11-305 u 306; SEQ ID NO: 307-739 u 740, SEQ ID NO:
741-874 u 886-895; SEQ ID NO: 896-909 u 910 unu SEQ ID NO: 911-949 u 950;
TpaHcMeMOpaHHbII 1oMeH, BbiOpanHbiid 13 41 BB 1 CD28, u BHYTpUKIETOUHBIN JOMEH, IPHYEM
BHYTPUKJIETOYHBIH JOMEH COAEP’KUT CUTHAJNbHBIA NOMEH, BBIOpaHHBIH U3 anb(da-, Oera- mim
A3eTa-Leny perentopa T-KIeTOK, MPH 3TOM NPU BBEACHUU CYOBEKTY, UMEIOIEMY pak, JOMEH
CBSI3BIBAHHMS MUIIEHH CIELM(PHUECKH CBA3BIBAETCS C NPEACTABISIIOIIEH HHTEPEC MHIISHBIO
(mampumep, BCMA, CD123, CS1, HER2, AFP ummu p26 AFP), skcnpeccupyemoii pakoBOi
KJIETKOHM, U IpHU 3TOM CBsI3bIBaHME IpencTaBisAoliell nHrepec muieHun uHayuupyer CAR T-
KJIETKY JJIs1 CO3JAaHUSl LUTOTOKCUYECKUX CHUTHAJIOB, YTO MPUBOAUT K LUTOTOKCHYECKOMY
BO3JICEHCTBUIO HA PAKOBBIE KJIETKU. B HEKOTOPBIX BapHaHTaxX OCYLIECTBJICHHs] LIMTOTOKCHUYECKHE
sbdexTer sBsFOTCA pesynabraroM aerpanyisinun CAR  T-knerok. IlpeumyinecTBeHHO, B
HEKOTOPBIX BapUaHTaX OCYLIECTBJIEHUs aKTHBALMs U LUTOTOKcHueckas akTuBHOCTb CAR T-
kiIeTok He cesizaHa ¢ CAR T-kieTkamu, nposBIASIOIIUMHA (DEHOTHII, CBSA3aHHBIA C UCTOIIEHUEM
T-knerok. B HekoTopeix BapuaHTax ocyumectieHns CAR HeoOs3aTenbHO OMOIHUTENBHO
COAEPKUT BTOPOM AOMEH CBSI3bIBAHMS MUIIEHH, COAEPKALIUN BTOPOH MOJUIMENTH, UMEIOIIHMA
MUIIEHb, OTJIUYHYIO OT JIOMEHa CBs3bIBaHMsI MHIIEHU. B Ipyrux BapuaHTax OCYLIECTBJIEHUS
JOTIOJIHUTEIbHBIE HALENMBAIOIINNA JOMEHBl MOTYT OBITh HEOOSA3aTENbHO BKJIFOYEHBI JUIS

YCUJICHHS CIOCOOHOCTH CBSI3bIBAHMS C MAapKepOM WM JJIsl TPUAAHHUS  CHEUPUIHOCTH
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CBSI3BIBAHUS IPYTUM MapKepam.

[0403] B HEeKOTOPBIX BapHaHTAaX OCYIIECTBJIICHUS B JAHHOM H300pETEHUU MPEIJIOKEHO
NpUMEHEHHe MMMYHHOHM KIETKH, coaepskaiieil xumepHblii anturensnlii perenrop (CAR), mis
neueHuss paka, npuueM CAR comepXuT: AOMEH CBs3bIBaHMSI MHUILEHH, COAEp Kallui
NOJIUIENTHA, MMEIOIINA aMHHOKHCIOTHYIO TIOCIENOBATEIbHOCTh, BBIOPAHHYKO W3 TPYIIIbI,
cocrosuteit uz SEQ ID NO: 11-305 u 306; SEQ ID NO: 307-739 u 740; SEQ ID NO: 741-874 u
886-895; SEQ ID NO: 896-909 u 910 uymu SEQ ID NO: 911-949 u 950; TpaHCcCMeMOpaHHbIH
nomeH, BbIOpanHbii u3 41BB 1 CD28, u BHYTPHUKJIETOUHBIH JOMEH, MTPUYEM BHYTPHUKJIIETOUHBIH
JOMEH COIEeP KUT CUTHAJIBHBIN TOMEH, BBIOpaHHBIN 13 albda-, OeTa- WIn A3eTa-Ienu penenTopa
T-keTok, mpu 3TOM NPH BBENEHUU CYOBEKTY, UMEIOLIEMY pPaK, JOMEH CBSI3bIBAHUS MHIIEHH
cnenn(UIeCKn CBSI3bIBAECTCS C MPENCTABIIIOLIEH HHTEpec MulneHoto (Hampumep, BCMA,
CDI123, CS1, HER2, AFP wmmu p26 AFP), skcripeccupyemoil pakoBOW KJIETKOH, W HPH 3TOM
CBSI3bIBAHUE MPEACTABISAIOIIECH HHTEPEC MULLIEHN HHAYLIUPYET HIMMYHHYIO KJIETKY JJIsl CO3/IaHUs
LIUTOTOKCUYECKUX CUTHAJIOB, YTO MPUBOJUT K LIUTOTOKCHYECKOMY BO3JEHCTBHUI) HAa PAKOBBIE
KJIEeTKH. B Apyrux BapHaHTax OCyLIECTBJICHUS IMMYHHAs KJIETKa MOYKET IPEACTaBIATh coOoi T-
KJIETKY WJIH KJIETKY ectecTBeHHOro kriepa (NK).

[0404] Pak, KOTOpBIII MOXHO JIEUHTh, BKJIFOYAET OIMYXOJH, KOTOPbIE HE SBJISIFOTCS
BACKYJSIPU30BAHHBIMM HJIM €lI€ MO CYLIeCTBY HE BaCKyJSIPU3UPOBAHHBIMH, a TaKKe
BACKYJSIPU3MPOBAHHBIE OIMYXOJH. Pak MOXKET BKIIOYATh HECOJHUAHBIE ONMyXOJH (Takue Kak
reMaTOJIOTHYECKUE ONYXOJM, HAalpHUMep, JEeHKO3bl W JUM(POMBI) MM MOXKET BKIOYATh
COJIUIHBIC OMyXOJiu. TUTBI PaKOBBIX 3a00JIEBAaHUM, MOJISKAIINX JiedeHuo DDpp, BKIIIOUAIOT,
0e3 orpaHHueHHs, KapLIHHOMY, OJacTOMy H CapKOMy, a TaKk€ HEKOTOpbIe JIEWKO3bl HIIH
nuMQouIHbIE 3JI0KaYeCTBEHHbIE HOBOOOPA30BaHMUS, NOOPOKAUYECTBEHHBIE U 3JIOKAUECTBEHHBIE
ONyXOJIU W 3JIOKAYeCTBEHHbIE HOBOOOpPA30BaHUs, HAIPUMEP, CAPKOMBI, KapUUHOMBI H
MenaHOMBbL. Takke BKIIOYEHBI B3POCHBIE OMyXOJH/pakoBble 3a00JIeBaHUS W JETCKHE
OTyXOJIH/PaKoOBbIe 3a00JIEBAHUSI.

[0405] B HekOTOpBIX BapuaHTax OCYLIECTBJIEHMs] ONHCAHHbI B JaHHOM JOKyMEHTe
DDpp npuromeH pna JiedeHuss MalUeHTa ¢ reMarosnorudeckuM pakoM. IIpumepsr
reMaTOJIOTHYECKUX (MJIM TeMAaTOT€HHBIX) PAKOBBIX 3a00JIEBAHMN BKIFOYAIOT JEWKO3bI, BKJIIOYAS
OCTpBIE JIEWKO3bl (TaKu€ KaK OCTpPbIH JIUM(POUUTAPHBIA JIEHKO3, OCTPBHI MHUEIOLHUTAPHBIN
JEeWKO3, OCTPbIi  MHENOTeHHBIH  JIeHKO3 M MHeNoOJacTel, NPOMHEHOLUTAPHBIH,
MHUEJIIOMOHOLIMTAPHBIN, MOHOLIUTAPHBIN U 3PUTPOJICHKO3), XPOHUYECKHE JIEHKO3bl (Takue Kak
XPOHHYECKUH MHEJOLUTAPHBIN (IPaHYJIOLUTAPHBIN) JIEHKO3, XPOHUYECKHH MHEIOTE€HHBIN
JEWKO3 W XPOHWYECKUH JUM(POLUTAPHBIA JIEHKO3), HUCTHHHYIO MOJHLUTEMHIO, JUMQPOMY,

0ose3Hp XOKKMHA, HEXOKKHHCKYIO JUM(pOMYy (MHAONEHTHbIE (GOpMBI U (POPMBI BBICOKOM
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CTETIEHU  3JIOKAYECTBEHHOCTH), MHO>KE€CTBEHHYIO MHEJIOMY, MaKporio0yIMHEMHUIO
Banbnencrpema, 0oJie3Hb TSKENION 1IeTH, MUEJIOAUCTLIACTUYECKUM CHUHJIPOM,
BOJIOCATOKJIETOYHBIN JIEHKO3 U MHEJIOAUCIUIA3UKD. B HEKOTOpBIX BapuaHTax reMarosIorudyeckas
3JI0KQ4ECTBEHHAsI OIyXOJIb PEACTABISIET COO0H MHOKECTBEHHYIO MHEJIOMY.

[0406] IIpumMepnl COMMAHBIX ONMYyXOJeH, TAKUX KaK CAPKOMbl U KapLMHOMBI, BKJIIOYAIOT
¢ubpocapkoMy, MHUKCOCAPKOMY, JIHIIOCAPKOMY, XOHIPOCAPKOMY, OCTEOCAPKOMY U Jpyrue
CapKOMBI, CHHOBHOMY, ME30TeIHoMy, onyxoib FOuHra, nefiomMuocapkomy, padIoMHOCAPKOMY,
paK TOJCTOW KMIUKH, TUM(POUAHYIO 3JI0KAYECTBEHHYIO OIyXOJIb, PaK MOKETYAOYHOHN JKee3bl,
paK MOJIOYHOH »KeNle3bl, paK JErkoro, paxk sIMYHUKOB, paK MPEACTATENbHON JKEJe3bl,
reNaToOLEIUTIOJIIPHYI0  KapLUHOMY, IUIOCKOKJIETOYHBbIM pak, 0a3ajbHO-KJIETOYHBIA  pak,
aJCHOKAapPLUHOMY, KApLUMHOMY IIOTOBBIX JK€Je3, MEAY/UIPHYI0 KAapLUUHOMY IIMTOBUIHOMN
JKeJe3bl, MAMIBIPHYIO KapLUHOMY IIUTOBUAHOM JKee3bl, (PeOXPOMOLUTOMANBHYIO KapLIUTHOMY
CaJIbHBIX >Kese3, MANWUIAPHYI0 KapLUUHOMY, NanUJUIAPHBIE aA€HOKAPLMHOMBI, MEAYJUIIPHYIO
KapUUHOMY, OPOHXOTE€HHYIO KapLUHOMY, IOYEYHO-KJIETOUHYIO KapLMHOMY, T€laToMy, pak
JKETYHBIX MPOTOKOB, XOPHUOKAPLIMHOMY, ONYyXOJb BHibMcCa, pak HIEHKH MaTKH, OMyXOJb sIMYKA,
CEMHHOMY, PaK MOYEBOTO IMmy3bIpsi, MenaHoMmy U omyxonu LITHC (takue kak riavoma (Hampumep,

TJIMOMa CTBOJIA TOJIOBHOTO MO3Ta M CMELIaHHBIE MIMOMBI), MTHO0JacTOMA (TakKe U3BECTHAs KaK

MyJIbTH()OPMHAS riobnacroma) acTPOLIUTOMA, mmpoma  ITHC, repMHUHOMA,
MenyJuio0nacToma, KpaHuogapuoroma ITBanHOMA, SMIEHIUMOMA, UHEaJIoMa,
reMaHruo0IacToma, aKycTU4ecKas HEBpPOMa, OJIUTOZIEHAPOTIINOMA, MEHAaHTHOMA,

HelipoOiacTomMa, peTHHOONACTOMA M METacTasbl B TOJIOBHOH Mo3r). B HEKOTOpBIX BapuaHTax
OCYILIECTBIIEHHSI paK MPEACTABISIET COOOM paK MOJIOUHOM KeJe3bl WIN PaK SUIHUKA.

[0407] B momoJHUTENBHBIX BapHaHTaX OCYIIECTBIECHUS CIUThIA Oejok DDpp cBsi3biBaeT
(1) MuIIeHp Ha TPEACTABISIONEH HHTEpPEC KIETKE WM TKaHU (HampuMep, ONyXOJIeBbIi aHTUT€H
Ha OMyXoJieBOH KieTke) W (2) mumeHp Ha 3(¢GEKTOPHON KJIEeTKe, TaKOW Kak MOJIEKYIY
peuenTtopa T-knerku. B cooTBETCTBUM C ONHUM BapUAHTOM OCYILIECTBIICHUsI CBA3BIBAHUE OJHOMN
wii Oonee MumeHed ciauTbiM OenkoM DDpp ucnosb3yercss Ajsi HampaBieHUS HMMYHHOTO
oTBeTa Ha MH(EKLMOHHBINA areHT, KJIETKY, TKaHb WIH APYroe MPeACTaBISoIee HHTEPEC MECTO Y
nanueHTa. Hanpumep, B HEKOTOPBIX BapHAaHTaX OCYIIECTBJIEHHUs ciuThlii Oemok DDpp
cnenn(UIeCK CBA3BIBAET MUIIEHb HAa MOBEPXHOCTH 3 dexkropHoil kneTku. Takum oOpaszom, B
HEKOTOPBIX BapHaHTaX OCYINECTBJIECHUs CIUThi Oenok DDpp crneuuduueckun CBA3bIBAET
MUIIEHb Ha IOBEPXHOCTH T-KiIeTKU. B KOHKPETHBIX BapHaHTaX OCYIIECTBICHUS CIUTHIA OEoK
DDpp cneunpudeckn ceszpiBaer CD3. B nmpyrux BapmaHTax OCYIIECTBICHHS CIHMTBIH Oeok
DDpp cneunguuecku cBszpiaer CD2. B 1ONOJHUTENBHOM BapUaHTE OCYILIECTBJIEHHS CIUTHIN

6enoxk  DDpp cneunpuueckn ces3piBaer penentop T-kinerok  (TCR).  CornacHo
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JOTIOJIHUTEIIbHBIM BapHAHTAM OCYIIECTBICHHUs CIUTBIN Oenok DDpp crenuduueckn CBs3bIBaeT
MUIIEHb Ha TIOBEPXHOCTH €CTECTBEHHOH KJeTKu-Kwiepa. Takum o0Opa3oM, B HEKOTOPBIX
BAapHMAHTAaX OCYIIECTBIEHMs CIUTHIH Oenok DDpp cneunudeckn CBA3BIBAETCS C PELIEITOPOM
NKG2D (Natural Killer Group 2D). B monosHUTeNbHBIX BapHaHTAaX OCYIIECTBICHUS CIUTHIN
6enox DDpp cneunguuecku casaszsiBaer CD16 (to ecth Fe ramma RII), CD64 (to ects Fc ramma
RI) mnmu CD32 (To ectb Fc ramma RII).

[0408] B omHoM BapmanTe ciuthblii Oenok DDpp cBsizbiBaeT MHIIEHb Ha JIEHKOLUTE U
OIYXOJIEBBIN AHTUI'€H HA OMYXOJIEBOU KJIETKE. B HEKOTOPBIX BapUAHTAX OCYILECTBJICHUS CIUTBIN
6enox DDpp csizpiBaer NKG2D. B n1omoHUTETbHOM BapHaHTE OCYIIECTBICHUS CIUTHIN OeIoK
DDpp cesizeiBaeTr NKG2D u mumens, BeiOpannyio u3 ErbB2, EGFR, IGFIR, CD19, CD20,
CD80 u EPCAM. B oxgHOoM BapuanTe ocymecTBieHus ciutbiii 6enok DDpp cesasbiBaer CD3. B
KOHKPETHBIX BapHwaHTax ocymectsieHns DDpp cnenmduueckn cszpiBaer CD3 smncunon. B
OJITHOM BapHaHTe OCYIIECTBIICHUs ciuThIi Oerok DDpp ceszeBaer CD4.

Konproratel DDpp-nekapcTBeHHOE CPEACTBO

[0409] B momoHUTENHOM BapHaHTE OCYIIECTBICHHUS CIUTHIH Oenok DDpp MoskeT ObITh
CBSI3aH C JPYTUMHU OPraHWYEeCKUMH WM HEOPraHWYEeCKUMH MOJIEKYJaMH MW CyOcTparamu
MyTeM HCIOJb30BaHUS XUMMUYECKOTO KOHBIOTHPOBaHMA. B OIHOM BapuaHTe OCYyIIEeCTBJIEHUS
KOHBIOraTel DDpp-JekapcTBeHHOE CPEACTBO NpeNHa3HA4YeHbl ISl OOJEerdeHus JIOKAJIbHOM
JOCTaBKU IIUTOTOKCHYECKUX areHTOB MOCPEACTBOM HampasjeHHOH cneuuduanoctd DDpp. Ota
KOMOMHAIMs Crnenu(pUIHOCTH B OTHOLICHMHM HALENIUBAHUS M IIUTOTOKCHYECKOTO areHTa
MO3BOJISIET OCYLIECTBJIATh LIENIEBYIO JIOCTaBKY JIEKAPCTBEHHOIO CPEICTBA B OIMYXOJHU U
BHYTPHUKJIETOYHOE HAKOIUIEHHE B HUX, KOTJAa CUCTEMHOE BBEAECHHE STUX HEKOHBIOTHPOBAHHBIX
JIEKApCTBEHHBIX CPEACTB MOXET IPHUBECTH K HENPHUEMJIEMBIM YPOBHSIM TOKCHYHOCTH ISl
HOPMAJIbHBIX ~KJIETOK, a TaKKe Ui OINYyXOJEBBbIX KJIETOK, KOTOpbIe JOJDKHBI OBIThH
snumunupoBansl (Baldwin et al., Lancet pages 603-605 (1986); Thorpe, "Antibody Carriers Of
Cytotoxic agents In Cancer Therapy: A Review," B Monoclonal Antibodies '84: Biological And
Clinical Applications, A. Pinchera et al., (ed.s), pp. 475-506 (1985)).

[0410] LluTOoTOKCHYECKHE ar€HThl BKJIIOYAIOT XUMUOTEPANIEBTUYECKUE Ar€HThI, areHTh,
UHTUOMPYIOIINE  pPOCT, TOKCHHBI  (HampuMep, (EepMEHTATUBHO  aKTUBHBIH  TOKCHH
OakTepHaIbHOrO, TPHUOHOrO, PACTUTENBHOTO WM JKUBOTHOTO TMPOUCXOXKISHHUS WM UX
(bparMeHTbl), paAMOAKTHBHBIE U30TOIBI (T.€. PATUOKOHBIOTATHI) U T.Jl. XUMHOTEPANIEBTHUECKUE
areHTbl, TMPUTrOAHbIE B CO3JAHUM TaKUX HMMYHOKOHBIOIaTOB BKJIOYAeT, HaIpuUMep,
METOTPEKCAT, aJpUaMUIINH, HOKcopyOuiuH, Meidanan, wmurtomunud C, xmopamOymmi,
JayHOPYOMLIMH WJIM ApPYrHe HWHTEPKAIHMPYIOIIUE areHThl. XHUMHOTEPANeBTHUECKHE AareHTHI,

NPUMEHUMBIC HJI MOJYUYCHUSA TAKUX UMMYHOKOHBIOTATOB, TAKXKE BKIIKOYAKOT aHTI/ITY6y.]'II/IHOBbIe
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JIEKapCTBEHHbIE CpPEACTBA, TAKHE KAaK AaypUCTATHHBIL, BKJIOYAs MOHOMETHIIAypHCTaTHH E
(MMAE) u monomermnaypuctatui F (MMAF). ®@epMeHTaTUBHO aKTHUBHBIE TOKCHHBI M HX
(bparMeHThI, KOTOPbIE MOXKHO MPUMEHSITh COTJIACHO PACKPBITHIM CIMOCO0OaM, BKJIFOYAIOT LIeMb A
mudrepun, HECBSA3BIBAIOIIME AKTHUBHBIE (parMeHThl IUPTEPUHHOrO TOKCHHA, Lenmb A
SK30TOKCHHA, Ilenb A pullMHa, Lenb A abpuHa, memb A MOIEKIWHA, aib(a-capiuH, OeNKu
Aleurites fordii, 6enmxku nuantuHa, Oenmku Phytolaca americana (PAPI, PAPII u PAP-S),
uHruourop Momordica charantia, KkypuuH, KpoTuH, HHruOUTOp Sapaonaria officinalis, regonuH,
MUTOT€JUTHH, PECTPUKTOLUH, (PEHOMHUIINH, SHOMHLIUH U TPUXOTELICHBI.

[0411] B ogHOoM BapmanTte ocymecteieHusi DDpp (Hanpumep, cnutbiii 6enox DDpp)
KOHBIOTHPOBAaH C paguousoTonoM. B ponosHuTensHOM BapuanTe ocyuiectsiaeHus DDpp

1317y 123 111 105 153 67 67
I, I "'In, "Rh, 7’Sm, *'Cu, *'Ga,

2 2 2

9
KOHBIOTHPOBAH ¢ M30TOTIOM, BBIOPAHHBIM U3 OY, 1257

166 177y - 186 188
Ho, "'Lu, "Re u "~ Re ¢ UCHONBb30BaHUEM KOTO-IHOO M3 psifa U3BECTHBIX XEJNATOPOB WIIH

)
nyTeM MpssMoro Mmedenus. B gpyrux BapuanTtax ocymectsieHus DDpp cBsasaH ¢
JIEKapCTBEHHBIMH CPEICTBAMH, MPOJIEKAPCTBAMH WIIH JTUM(POKUHAMY, TAKUMH KaK MHTEP(EpOH.
Konsvtorater DDpp M IUTOTOKCHHA OOBIYHO MOTYT OBITH TOJNYYEHBI C HCIOJB30BAHHEM
pa3nu4HBIX ~ OM(YHKIMOHANBHBIX  OENKOBBIX  CBS3BIBAIOIIMX  areHTOB, TaKUX  Kak
N-cykuuaumuann-3-  (2-nupuguuautaon) nponuwoHar  (SPDP),  wummuotmonan  (IT),
On(yHKIIMOHANBHbBIE MPONU3BOAHBIE MMUAO3PHUPOB (Takue Kak numerwn), agurmumuaat HCL),
aKTHUBHBIE CIOXKHBIE 3(QUpBl (Takhe Kak IUCYKUMHUMHIWICYOepaT), ampAerunabl (Takue Kak
riyrapanbaerun), Ouc-asunocoennHenus (Takue kak Ouc (m-a3umoOeH30UJ) TeKCaHAMAMUH),
NPOM3BOJIHBIE OHMC-AMa30HMS (Takue Kak Ouc- (M-nua3o-aua3o) HIyMOEH30MIT) STUIICHINAMUH ),
IVHM30LMAHAThI (Takue Kak 2,0-IMH30IL[HaHaT TOJIyoJa) U OWC-aKTHBHbIE COEOUHEHHs (Topa
(rakme xak 1,5-gudrop-2,4-nuHNTpoOEH301). B KOHKPETHOM BapHaHTe OCYIIECTBJIEHUS] TOKCHH
KOHBIOTUPOBAH €O CiauThIM OeiaxoM DDpp uepes pacimeruisiemyro (pepMEHTOM JHHKEPHYIO
cucteMy (Hampumep, Takyw, koropas mnpucyrcteyer B SGN-35). Taxke wmoryr ObITh
UCTIOJIB30BaHbl KOHBIOraThl DDpp 1 ogHOro mim Oosiee HU3KOMOJIEKYJISIPHBIX TOKCHHOB, TAKHX
KaK KaJluxeaMuluH, MaitancuHounbl, TpuxoTeH u CC1065, u mpou3BOAHBIC 3TUX TOKCHHOB,
KOTOpBIE 00JIaIAf0T TOKCHYECKOH aKTUBHOCTBIO.

[0412] B HEKOTOpBIX BapuUaHTax OCYLIECTBJIEHHUS LIUTOTOKCUYECKUNH areHT KOBAaJEHTHO
npucoenuHer Kk DDpp ¢ moMompio TuHKepa. B HEKOTOPBIX BapuaHTax OCYLIECTBIIEHHS JIMHKED,
npucoennHsomMui DDpp 1 HTUTOTOKCUYECKH areHT, paclleruIseTcs NpoTeason.

Tepanepruueckoe NpUMEHEHNE B KQUECTBE KJIETOYHO-aCCOLMHUPOBAHHOTO PELIeTITOpa

[0413] B onnoMm BapuaHTe ocymectBiaeHus: packpbitbie DDpp-CARS npumenstoTcst ais
NepEeHANpPaBICHUs] TPAHCIYLHUPOBAHHBIX T-KJIETOK HAa OMYyXOJIEBYID MHIIEHBb, ONPEAENIEMYIO

cneunpuaHOCTHIO CBsi3bIBaHMs DDpp-CAR. B onHOM BapuaHTe ocyiuecTBieHUs epBU4HbIe T-
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KJIETKH TPaHCAYLUPYIOTCA JIEHTUBUPYCHBIM BekTOopoM, koaupywouum CAR, koTopsiii
KOMOUHUpPYET IOMEH CBsi3biBaHUS MuimeHn DD ¢ TpaHcMeMOpaHHBIM JOMEHOM W
BHYTpUKJIETOUHBIM goMeHOM CD3-m3era, CD28, 41BB. Takum o0pasoMm, mnonydeHHas
MOMYJISILUS TPAHCAYLUPOBAHHBIX T-KJIETOK MOXKET BbI3bIBATH omnocpenoBaHHbii DDpp-CAR
orBer T-kietok. B HeEkOoTOprIX BapuaHTax OCYLIECTBIEHUs T-KJIE€TKH TIeHEeTHYeCKU
monubuimposanbl g akcnpeccun  DDpp-CAR, wu  T-xmerka DDpp-CAR  BBOmSAT
HY>KJAIOIIEeMyCsl B 3TOM peLUNUeHTy. B apyrux BapuaHTax OCyleCTBJIEHHs BBOAUMAS KIETKa
crocoOHa YHHMYTOXAaTh OIYXOJIEBble KIETKH y perunueHta. OcoOSHHO BBITOJHBIE CBOHCTBA
DDpp-CAR BKIIOYAOT OAHO, HECKOJBKO WM BCE U3 CIEOYIOUINX MNpeumymects: (1)
cnenn(PUIHOCTD CBSA3BIBAHMS C MUILIEHBIO, (i1) MOBBILIEHHAs TepaneBTuieckas 3pdekTuBHOCTS,
(ii1) cHwkeHne mNOOOYHBIX O(PQPEKTOB, HE ABIAIOIIMXCA MHUIIEHSIMH, (1IV) BO3MOXKHOCTB
HACTPOWKH MapKepOB JJIsl KOHKPETHOTO MAaIMEeHTa WK TOMYJSIUY MAHeHTOB, (V) MOBBIIIEHHAS
CTa0MJIBHOCTB BO BPEMSI POU3BOACTBA U 00pabOTKH M (Vi) CIOCOOHOCTh HALIEIMBATLCS HA OJIHY,
nBe wiu OoJiee crieuUHBIX MULICHEH JJIs1 yCUIISHHsI HAITPABJICHHON HA MHUIIEHb TEPAITHH.

[0414] «'enerndyecku MOIU(ULIMPOBAHHBIE KIETKH», «IIEPEHAINPABIEHHbIE KIETKNY,
«TE€HHO-WH)KEHEPHBIE KJIETKW» WM «MOAM(PHLUHUPOBAHHBIC KJIETKI», MCIOJIb3yeMbI€ B JAHHOM
JOKYMEHTE, OTHOCSITCSI K KJIETKaM, KOTOpble akcnpeccupyroT DDpp, npeanokeHHbIi B JaHHOM
JIOKyMeHTe. B KOHKDETHOM BapuaHTE OCYINECTBICHHUS TE€HETHYECKH MOAN(PHULNPOBaHHBIE
KJIETKH SKCIpeccHpyroT ciutbiii Oenmok DDpp, takoii xak DDpp-CAR. B pmomnonauTensHOM
BAPUAHTE OCYLIECTBJICHHUS T€HETHYECKH MOIU(PHUIMPOBAHHBIC KIETKH 3KCIPECCHPYIOT H
npe3eHTupyroT DDpp-CAR Ha KJI€TOYHON MOBEPXHOCTH.

[0415] Tepmun «3aboneBaHue, HA KOTOPOE HALIGJIEHBI T€HETUYECKH MOAN(DUILIMPOBAHHBIE
KJIETKW», B KOHTEKCTE€ JAHHOTO IOKYMEHTE, OXBAThIBAECT HALENIMBAHUE HA JIIOOYIO KIETKY,
BOBJICYCHHYIO0 JIFOOBIM 00pa3oMm B JroOoe 3abosieBaHHE, T'€HETHUECKH MOAMMDULIINPOBAHHBIMU
KJIETKaMH{, HE3aBUCHMO OT TOTO, HALEJIEHBbI JH TeHETUYECKH MOIU(PULIMPOBAHHBIE KJIETKU Ha
MopakeHHble KJIETKH WJIU 370pPOBble KJIETKH MJIsl JOCTHXKEHHUS TepaneBTUYECKH I0JIE3HOrO
pesynbrata. ['eHeTmueckn MOAUGULMPOBAHHBIE KIETKH BKIOYAOT, 0O€3 OrpaHUYeHUs,
reHeTuueckn MmomudunupoBaHHble T-knerkn, NK-KJIE€TKH, TeéMOMO3THYECKHE CTBOJIOBBIE
KJIETKH, TUTFOPUTIOTEHTHBIE SMOPHOHAIBHBIE CTBOJIOBBIE KJIETKH HJI SMOPHOHAIBHBIE CTBOJIOBBIE
kiaetkn. ['eHermdeckn MonudupoBaHHble KieTku skcnpeccupyoT DDpp-CAR, xortopbrit
MOJKET HAaLEJIMBATbCS Ha JIIOOOW M3 AHTUT€HOB, SKCIPECCHPYEMBIX Ha TOBEPXHOCTH KJIETOK-
MHUIIEHEN.

[0416] B ogHoMm BapuanTe ocyiuectBieHus 4acte DDpp B DDpp-CAR mnpennasHaueHa
IUIs JIeYeHUs] KOHKPETHOTro paka. Pak, KOTOpbIN MOKHO JIEYUTh, BKJIIOUAET OMyXOJH, KOTOPbIE HE

ABJIAKOTCA BACKYJIIPU30BAHHBIMU WJIK €LHEC IO CYLIECTBY HE BACKYJIAPU3IUPOBAHHBIMU, a4 TAKKE
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BACKYJSIPU30BAaHHBIE OMyXoJd. Pak MOXeT BKIIOYATh HECOJHIHBIC OMyXOJNU (Takue Kak
reMaTOJIOTHYECKUE OIYXOJH, HarpuMep, JEeHKo3bl W JUMGOMBI) HIH MOXKET COIEepKaTh
COJIUZIHBIE OIMyXOJH. TUMBI PAaKOBBIX 3a00JI€BAaHUM, MOMNIEKAIIHNX JICUEHHIO ¢ TOMOIIbI0 DDpp-
CAR, BximovaroT, 0€3 orpaHu4YeHHs, KapUUHOMY, OJacTOMy M CapKOMy, a TaKk€ HEKOTOpbIE
JeWKO3Hble WM JUM(GOHUIHBIE 3JI0KAYeCTBEHHBbIE HOBOOOpa3oBaHMs, NOOPOKAYECTBEHHBIE H
3JIOKAYECTBEHHBIE OMNYXOJM U 3JIOKAUYEeCTBEHHBIE HOBOOOPA30BAaHMUS, HANPHMEP CAPKOMBEI,
KapUUHOMBI M MeJNAHOMbI. Takke BKJIFOUEHBI OIyXOJH/PakoBble 3a00JE€BaHUS B3POCHBIX H
OTyXOJIH/paKoBbIe 3a00JIEBAaHUS NETEH.

[0417] IIpumepsl TeMaTOJIOTHUECKUX (WJIM TI'eMaTOT€HHBIX) pPAaKOBBIX 3a00JieBaHHUN
BKJIFOYAIOT JICHKO3bI, BKIFOUAsl OCTPbIE JIEHKO3bI (TaKHe KaK OCTPBIH JUM(OIMTAPHBIA JIEHKO3,
OCTPBI  MUENOLUTAPHBIN  JIEMKO3, OCTPBI MHUEJOTeHHBIH JIEHKO3 ¥ MHENOONACTHI,
NIPOMHEHOIIUTAPHBIN, MHEJIOMOHOLMTAPHBIN, MOHOLMTAPHBIA M SPHUTPOJIEHKO3), XPOHHUYECKHE
JEWKO3bI (TaKHe KaK XPOHUUECKUH MUENTOLUTAPHBIA (rPaHyJIOLUTAPHBIN) JEHKO3, XPOHHUECKHH
MUEJIOTEHHBIN JIEWKO3 M XPOHUYECKUH JTUMQOLUTAPHBINA JIEHKO3), UCTHHHYIO MOJUIUTEMUIO,
muMpomy, Oone3Hb XOMKKHHA, HEXOKKHHCKYIO JIMMGOMY (MHIOJEHTHBIE (GOpMBI U (POPMBI
BBICOKOM CTETEeHH 3JI0KAaYeCTBEHHOCTH), MHOXKECTBEHHYIO MHEJIOMY, MaKpOIrJIOOYIHHEMHUIO
Banbnencrpema, 0oJie3Hb TSKENION 1IeTH, MUEJIOAUCTLIACTUYECKUM CHUHJIPOM,
BOJIOCATOKJIETOYHBIN JIEHKO3 U MUEJIOAUCIIIA3UIO.

[0418] IIpumepnl COMMAHBIX OMYyXOJeH, TAKUX KaK CAPKOMbl U KapLMHOMBI, BKJIIOYAIOT
¢ubpocapkoMy, MHUKCOCAPKOMY, JHIIOCAPKOMY, XOHIPOCAPKOMY, OCTEOCAPKOMY M Jpyrue
CapKOMBI, CHHOBHOMY, ME30TeIHOMy, onyXxoib FOuHra, nefiomMmruocapkomMy, padIoMHOCAPKOMY,
paK TOJCTOW KMIUKH, TUM(POUAHYIO 3JI0KAYECTBEHHYIO OIYXOJIb, PaK MOKETYAOYHOHN JKee3bl,
paK MOJIOYHOH »KeNle3bl, paK JErkoro, paxk sIMYHUKOB, paK MPEACTATENbHON JKEJe3bl,
reNaToOLEIUTIOJIIPHYI0  KapLUHOMY, IUIOCKOKJIETOYHBbIM pak, 0a3ajbHO-KJIETOYHBIA  pak,
aJCHOKApPLUHOMY, KApLUMHOMY IIOTOBBIX JK€Je3, MENYJUIPHYI0 KapLUUHOMY IIMTOBUIHOMN
JKeJe3bl, MAMIBIPHYIO KapLUHOMY IIUTOBUAHOM JKee3bl, (PeOXPOMOLUTOMANBHYIO KapLIUTHOMY
CaJIbHBIX >Kese3, MANWUIAPHYI0 KapLUUHOMY, NanUJUIAPHBIE aA€HOKAPLMHOMBI, MEAYJUIIPHYIO
KapUUHOMY, OPOHXOTE€HHYIO KapLUHOMY, IOYEYHO-KJIETOUHYIO KapLMHOMY, T€laToMy, pak
JKETYHBIX MPOTOKOB, XOPHUOKAPLIMHOMY, ONYyXOJb BHibMcCa, pak HIEHKH MaTKH, OMyXOJb sIMYKA,
CEMHHOMY, PaK MOYEBOTO IMmy3bIpsi, MenaHoMmy U omyxonu LITHC (takue kak riavoma (Hampumep,

TJIMOMa CTBOJIA TOJIOBHOTO MO3Ta M CMELIaHHBIE MIMOMBI), MTHO0JacTOMa (TaKKe M3BECTHAS Kak

MyJIbTH()OPMHAS riobnacroma) acTPOLIUTOMA, mmpoma  ITHC, repMHUHOMA,
MenyJuio0nacToma, KpaHuogapuoroma ITBanHOMA, SMIEHIUMOMA, UHEaJIoMa,
reMaHruo0IacToma, aKycTU4ecKas HEBpPOMa, OJIUTOZIEHAPOTIINOMA, MEHAaHTHOMA,

HelipoOnacToMa, peTHHOOIACTOMA U METACTa3bl B TOJIOBHOM MO3T).
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[0419] B ogHOM BapuaHTe OCYIIECTBJICHHSI pPaKOBbIe 3a00JIeBaHUS U PACCTPOMCTBA
MO>KHO JIEUHTb C UCIOJb30BaHUEM KIIETOK, akcnpeccupyroumux DDpp-CAR, koTopeie HalleneHbl
Ha BCMA, CDI123, CS1, HER2, AFP umu p26 AFP. B opHOM KOHKpETHOM BapHuaHTE
ocymectsieHust DD-CAR mosker ObITh npenHa3zHaueH A HanenuBanus Ha CD22 nns neueHust
B-knerounoit nmumdombl. B nmpyrom BapuaHTe OCYIIECTBJICHUS KJIETKA, 3KCIPECCHPYIOLIAs
DDpp-CAR, conepxxut DDpp, npeanasHaueHHbli nns HauenuBaHus Ha CDI9, moxer
UCTIOJNIB30BATBCS Il JICUEHHWs] PAKOBBIX 3a00NeBaHUH U PacCTPOMCTB, BKIIOYast, 0Oe3
orpannuenusi, npe-B OJIJI (memmarpuueckoe mokaszanue), OJIJI y B3pocnbx, mumpomy us3
MaHTHHHBIX KJIETOK, TU(PPY3HYIO KPYIHYIO B-KpynHOKIETOUHYIO TMM(OMY, TEPATIHIO CITACEHHS
NoCJie AJUIOT€HHOHM TPaHCIUIAHTALMK KOCTHOTO MO3ra M ToMy mnopoOHoe. B apyrom BapmaHTte
ocyllecTBiIeHus kieTka, skcnpeccupytomas DDpp-CAR, conepxxutr DDpp, nmpenHazHaueHHBIH
1 HauenuBaHus Ha CS1, 1 MOXXET UCIIOJIb30BaThCs [ JIEUEHUs] MHOKECTBEHHON MuesloMbl. B
APYyroM BapuaHTe OCYLIECTBJIEHHUs KieTka, skcnpeccupyromas DDpp-CAR, comepxur DDpp,
npenHasHadeHHbIH Ay HauenuBaHuss Ha BCMA, u MOXeT HCIOJB30BaTbCA Ui JIEUEHUs
MHO>KECTBEHHOUN Muesnombl. B npyroMm BapuaHTe OCYLIECTBJIEHHs KJIETKa, 3KCIpPecCUpyroLias
DDpp-CAR, conepxxur DDpp, nmnpenHasHaueHHelii 11 HauenuBaHnuss Ha CS1 wu
npenHasHadeHHbIH Ay HauenuBaHuss Ha BCMA, M MoOXeT HCHOJB30BaTbCA AN JIEUEHUs
MHO>KECTBEHHOUN Muesnombl. B npyroMm BapuaHTe OCYLIECTBJIEHHs KJIETKa, 3KCIpPecCUpyroLias
DDpp-CAR, conepxxur DDpp, nmpenHasHaueHHbli nis HauenuBaHus Ha HER2, u moxer
HCIIOJIb30BaThCS AJIs JIEUEHHUsS paka MOJIOUHOM KeJe3bl WK paKa sSIMUHUKA.

[0420] «CsizanHbie ¢ B-kneTkamu 3a0ojeBaHMs» B KOHTEKCTE MAaHHOTO OIMCAHUS
BKJIIOYAOT  MMMYyHOAepuuuTer  B-xierok, ayTOMMMYyHHbIe  3a0oJeBaHus  W/WIH
Ype3MEPHYIO/HEKOHTPOIUPYEMYIO MPOJU(EPALIUIO KIETOK, CBSI3aHHYI0 ¢ B-kieTkaMu (BKIFOUast
muMpomer w/umm neiiko3sl). IIpumepsl Takux 3aboneBaHuii, B kotopeix DDpp-CAR moryr
UCTIOJIB30BATHCS U TEPAIIEBTUYECKUX IOAXOOB, BKJIIOUAIOT, 0€3 OrpaHUYeHUs. CHCTEMHas
kpacHas BosyaHka (CKB), nmaber, peBmarommnbsiii apTpur (PA), peakTuUBHBIH apTpuT,
paccessHHbI  ckiepo3 (PC), my3blpuaTky OOBIKHOBEHHYIO, LeIHakuioo, Oone3nb KpoHa,
BOCHAJIMTEIbHOE 3a00JI€BaHUE KHUINEYHHKA, S3BEHHBIH KOJHT, ayTOMMMYHHOE 3a0oiieBaHUE
IIUTOBUIHON JKeJIe3bl, X-CLEMJICHHYI0 araMMarjooyinHeMuro, pe-B octpbrit muMdoOaacTHbIN
JeNKO3, CHUCTEMHYK KpPAacHYK BOJIYaHKY, oOOmwuid BapualOenbHbIE HUMMYHOAS(UIIHT,
XPOHHUYECKUH JUMQpOINIEHKO3, 3a00eBaHMs, CBA3aHHbIE C CEIEKTUBHBIM Aeduumutom IgA w/mmm
nepunut nonknacca IgG, nmumdomsl muHun B (mmMmdoma XomKkKuHA W/WIH HEXOIKKUHCKAS
aumdpoma), UMMYHOAEPUIUT C TUMOMOH, MPEXOIsllasi TUMOraMMarjoOyJTuHEMUs W/ WU
cunapom runep-IgM, a Takke BUPYCHO-OMOCPEOBaHHbIE B-KieTOUHbIE 3a00JIeBaHUS, TAKUE KAK

numponponupeparuBHoe 3adoneBanue, onocpenoBanHoe EBV, u xponudeckrne wWHOEKINH, B
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KOTOPBIX B-KJIeTKH y4acTBYIOT B MTaTO(U3UOIOTHH.

[0421] B npeanouturensHoM Bapuante ocyuectsienns DDpp-CAR skcnpeccupyercs B
T-xnetke n obecneunBaeT crocod JieueHus WK NPOQPHIAKTHKN Paka, BKIFOYAIOLINA BBEIEHUE
KJIETOK-X035ieB, skcnpeccupyroux DDpp-CAR, nanueHtaM ¢ pakoM, Y KOTOPBIX pakoBas
KJIETKA OKCIPECCHPYyeT OMNyXOJIeBbII AaHTUIE€H Ha CBO€ mnoBepxHocTH, u rae DDpp
crenn(UIeCKu CBSI3bIBAET AHTHIE€H-MHUIIEHb. MIIIIOCTpaTHBHbBIE aHTUT€HBI-MUIIEHH, KOTOPBIE
ces3biBatoT DDpp u DDpp-CAR, Britouarot, 6e3 orpanudenus, BCMA, CS1, HER2 u CD123.

[0422] Momudurnmposanneie DDpp-CAR-T-kneTku Takke MOTYT CIY)KHTb THIIOM
BaKIWHBl JJII UMMYHH3ALHUH €X VIVO WWIH Tepanmuu in VIVO Yy MJIEKOIMHTAIOIIETO.
IIpennouTHTENHPHO MIIEKOTIMTAIOIIEE TIPEACTABISIET COOOH YeoBeKa.

[0423] Knerkn, skcrpeccupyromue  Moxaupuumposanubie  DDpp-CAR-T-kierkw,
NPEJIOKEHHbIE B JTAHHOM JOKYMEHTE, MOXKHO BBOAWUTH JHOO OTHENBHO, JIMOO B BHIE
(dapMaeBTHUECKOW KOMIIO3ULMM B KOMOWHAIMM C pa30aBUTENsIMM W/MIH C OPYTHMH
KOMIIOHEHTaMH, TakUMH KaK XHMUOTEpaneBTUYEeCKHE CpEeACTBA, AaHTHUTENa, LUTOKUHBI WU
nonyysiuuu kierok. Kommosuuuu, npeanoskeHHble B JAHHOM JAOKYMEHTE, IMPeNrOYTUTEIbHO
COCTaBJICHBI JUIsl BHYTPUBEHHOTO BBEJICHHS, KOTOPOE MOXKHO BBOJUTH OJIMH HITH OoJiee pas.

[0424] Ucnonp3yeMble B JAHHOM JAOKYMEHTE «BapUaHTbI U30€KaHUs MOTEPU aHTUTCHA»
OTHOCSITCS K KJIETKaM, KOTOpble JEMOHCTPUPYIOT CHIDKEHHUE UM NIOTEPIO SKCIIPECCUM aHTUIeHa-
MUIIEHH, AHTUT€Hbl KOTOPBIX MPEACTaBISIOT coboil mumeHn ansi CAR, mpemioKeHHbIX B
JAHHOM JJOKYMEHTE.

[0425] PasnuuHble  BapHaHThl  OCYINECTBJIGHHS  W300peTeHHs  jpainee  OyayT
MPOUJLTIOCTPUPOBAHBI TOCPEACTBOM ONMUCAHUS SKCIIEPUMEHTOB, IPUBEIEHHBIX B COOTBETCTBUH C
HuM. Crenyromue npuMepbl IPUBEICHBI Uil OOJerYeHHsT IOBTOPEHHs] PACKPBITBIX BAPHAHTOB
OCYILIECTBJIEHUs] U HE JOJDKHBI PACCMATPHUBATHCS KaK OTPAHMYMBAIOIINE KAKUM-JINO0 0Opa3zom

OCTaJIbHYIO YacTh OMHCaHUs. B mpuMepax ccbuika fenaercst Ha MPUIIOKEHHbIE (PUTYPHI.

I[MTPUMEPBI

Ilpumep 1. Beimenenue u  xapakrepuctuka DDpp, KOTOpele  CBSI3BIBAIOT
WLTFOCTPATHBHBIE MTPECTABISAIOIINE HHTEPEC MUIIICHU

[0426] bubmuoreky DDpp, nonydenHyro kak omnucano B Intl. Appl. Publ. Ne
WO02016164305 u WO 2016164369, ckpunnposanu Ha ¢ar cesassiBanne BCMA, CD123, AFP u
AFP p26 mocpencTBoM HECKOJbKUX payHaoB otoopa. Comeprkanue kaxnoi us Intl. Appl. Publ.
No W02016164305 u WO 2016164369, nomHOCTBIO BKJIOYEHO B JaHHOE OIHMCAHUE
MOCPENCTBOM CCBUIKH).

[0427] OTnenpHBIE KOJOHUY, conepxamnue parmuny u3 pe3yapTatoB m3HHUHra BCMA,
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otOupanu u ¢ar mBJIeKaIu B 96-TyHOUHOM (opMaTe C HCIOJIB30BAHHEM BCIIOMOIaTeIbHOTO
¢para VCSM13 B COOTBETCTBUU CO CTAHAAPTHBIMH IpPOTOKOJaMu. {1l aHanmu3a CBA3BIBAHHS
MUIIEHHU ¢ ToMoIbo MDA 96-1yHOUHBIE TUIAHIIETH TTOKPBIBAIH 1,3 MKI/MJ KO3bEro aHTHTENA
npotuB 4Yenoedeckoro IgGl-Fc ¢ mocnenyromeii wnkyOamumedd ¢ 5 HM pekoMOWHAHTHOMU
muinenu uenoBeka (BCMA-Fc, CD123-Fc, AFP mnu AFP123) unmu IgG1-Fc. 3atem B xaxayro
ayHKy noOasisuii SO MKJT CIaceHHOTO (hara, pa3BeeHHOro B 5 pa3 B Onokupyromem Oydepe ans
HNDPA. CaaspiBanne oOHapyXKUBaJIU € HCIOJb30BaHHEM KOHBIOTHpoBaHHOro ¢ HRP anturena
npotuB M13, u orHomenne HM®PA nns kaxaoll MOCIEAOBAaTENbHOCTH OIpenesuld  Kak
nornomenue npu 450 em s mumenu (to ectb BCMA-Fc, CD123-Fc, AFP unun AFP123),
neneHHoe Ha kodddunuent nornomenus s 1gG1-Fc ycpenHeHHOE Mo BCeM NMPOBEPEHHBIM
JYHKaM, COepKallliM 3TOT KJIOH.

ITpumep 2. Cnuteriii 6e10x DDpps

[0428] UroObl oumeHuTH MOAYJIBHYK mnpupoay DDpp B KauecTBe CBA3BIBAIOIIETO
sneMeHTa, cesspiBaromiee Bemectso CDI137 DDpp - bbl0 (SEQ ID NO: 876), Obuto
nepeopmaripoBaHo kak ciautoe Jubo ¢ N-, mubo ¢ C-KOHLOM TSDKENOW [emu aHTUTENa,
MOJIY4eHHOTO W3 mocyenoBatenbHocTH RSV-cneunguieckoro MOHOKJIOHANBHOTO AHTHTENA
namueu3ymad (SYNAGIS®). bucnemmduueckue antutena, SYN-bb10 wu  bbl0-SYN,
nposBILIIOT cBsi3biBaHUE Kak ¢ CD137, tak u ¢ RSV (®ur. 1A-1B; 3amrpuxoBaHHbIe KBaIpaThI -
bb10-SYN, 3awmTpuxoBaHHble KpyXkun - SYN-bbl0)), nmemoHcTpupys, UTO HOBas
MOCIIEIOBATEIbHOCTh CBSI3bIBAHUS OblIa TepefaHa POAMTEIBCKON IMOCIENOBATEIbHOCTH D-
IoMeHa, U GyHKuHoHaIbHOCTE DDpp coxpaHsieTcs Kak npu ciusiHuMA Ha N-, Tak 1 Ha C-KOHIIE.
Hanporus, cnustaus Mexnay anbda-ciupanbHbIM OeTKOBBIM KapkacoM 0Oe3 mumiern (SEQ ID
NO: 1) u SYN (DD-SYN nnst N-KOHLIEBOTO CIUSHUS - He3akpameHHble Kpy:Kki, SYN-DD st
C-xoH1eBOro CiusiHUSA (He3aKpalleHHbIE KBaPaThl) MOKa3ajl CBs3bIBAHHE TOJNBKO ¢ RSV, HO He
csazbpiBaHue cCD137.

[0429] CeszpiBarne DDpp, bb10 ¢ CD137, HenocpencTBEHHO CBSI3aHHBIM C IJIACTUKOM,
Obut0 mpomeMoHCcTpupoBaHO ¢ momombio MPA (Pur. 1A-1B). Cesseieanne DDpp bbl0 ¢
CD137 B ka4uecTBe 4acTH KJIETOYHON MeMOpaHbl Takke HAOIIOAANOCH N Situ ¢ UCIOJIb30BAaHHEM
FACS (nanHbIC HE TOKA3aHBI).

IIpumep 3. DDpp-CAR, skcrpeccupyemble B T-kieTkax dYenoBeka, MPOAYLUPYIOT
LIUTOKUHBI IIPU CBS3bIBAHUN C MHUILIEHBIO

[0430] CniocobHocTe Mumuenu: Biammopneficteue DD-CAR-skcnpeccupyrommx  T-
KJIETOK C MHIIEHBIO MHAYKLHMM CEKPEeLUH LUTOKWHOB OLEHUBAIU Npu nomomu 293T-knerok,
KOTOpble BpeMeHHO TpaHcuiupoBamu 293T-kjieTku C  MOMOIIBI  JIGHTUBUPYCHBIX

yHakoBOYHBIX BekTopoB 3-ro mokojenus (pRSV-REV, pMDLg/pRRE, and pMD2.G) ¢
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xoaupoBanueM BekTopoB PELNS DDpp-CAR ¢ nomompto LIPOFECTAMINE® 3000. Yepes
IIECTh YacOB TOCNe TpaHCHEKUUH CpPeAy MEHsUIH, 3aTeM coOMpalu cpeay, COAep Kallyro
nertuBupyc, yepes 30 u 54 yaca mocie Tpanchekun, oObeAUHIH, 3aTEM HEHTPU(PYTHPOBATU
IUISL yOAJeHHs! KIETOYHOro Aedpuca. 3aTeM JIEHTUBHUPYC aTMKBOTHPOBAIH U XpaHwiH ripu -80 °C
IO WCHOJNB30BAHMUS JJI1 BHUPYCHOW TpaHcaykuuu. Tpancaykumro T-kjIeTok denoBeka
nentuBupycoM CAR  ocymectBiasiin ¢ ucnosb3oBaHueM monHbix PBMC  uenoseka,
AKTUBHPOBAHHBIX TpaHyidamu aktuBaumu CD3/CD28 T-kneTtok B KyJIbTypaJbHOW cpene,
nonosnHeHHOH 40 en/mut IL2. Yepes 24 vaca 2 X 10° PBMC BeiceBanu Ha JYHKY B O-JIyHOUHBIN
MJIAHWIET JUIsi TKAHEBBIX KyJbTYP C 1 MJI KynbTypajdbHOH Cpeabl U 3 MJ Cpefpl, coaepxKallen
neHtuBupyc, ¢ nobasnenneM 40 emx/mn IL2 u mpotamuH cyibdara. 3areM IIaHIIETHI
neHTpudyruposan B tedeHue 2 4acoB mpu 1000xg mpu 32 °C, a 3aremM HHKyOHMpOBaiM B
tedeHue Houu npu 37 °C. Ha cnenyrolue CyTKU NpOLEAYpPY JIEHTUBUPYCHOM TpaHCAYKLMH
MOBTOPSUIM CO CBEXXKMMH KYJNbTYPAJIBbHBIMU CPEIaMH M COnepxkalumu JeHTusupyc. YUepes 72
yaca IMocCje HAa4YaJIbHOM aKTHUBALMM KJIETOK LIAPUKU aKTHBALUMM T-KJIETOK yjassiiu, 3ateMm T-
KJIETKHM KyJIbTUBUPOBAJIHU AJIs PasMHOXkeHus npu ~ 0,25-0,5 x 10° T-kyeTok/M B CBEXei cpene,
nonosHeHHOH 100 en/mn IL2. Kaxnapie 2-3 cyTok T-KI€TKH MOAMUTHIBAIN AOMOJHUTEIBHBIMH
cpegamu T-xnerok u IL2 1o Tex mop, MokKa UX HE HUCHOJB30BAIM ISl aHAJIM30B LIMTOKUHOB
(omucaHHBIX HIDKE) Yepe3 7-10 cyTok mociie Ha4aabHON aKTHBALNU.

[0431] [Ipoaykuuro HUTOKMHOB B OTBET Ha HSKCHpeccHio aHTureHa-mumeHu (CDI123)
OLICHMBAIM TyTeM KyJabTuBHpoBaHus 25000 TpancayuupoBaHHBIX T-kietok (7 cyTok mocie
aktuBamun) ¢ 25000 6e3 mumenein (K562, CD123") wmm ¢ mumensto (BDCM, CDI123")
ONYXOJIEBBIX KJIETOK Ha JIyHKY B 90 syHOuHble IUaHiieTsl Yepe3 24 yaca KyJbTypaJibHbIE
CYNEpHATaHTbl COOMpaIM ¥ TPOAYKIHMIO IIUTOKMHOB OLEHUBAIM ¢ mnoMompio HODA.
Kynbrypanbubie cynepratantsl pazdaBmsuin 1: 5 mo UPA. Takum ke oOpa3oM, IMpOIYKLHUIO
LUTOKMHOB B OTBET Ha DJKchpeccuro aHtureHa-muimenu PDL1  ouneHuBanmu nyrtem
KyJapTHBHpOBaHus 25000 TpaHcayuupoBaHHbIX T-kimeTok (7 -CyTok mocne akruauuu) ¢ 25000
6e3 mumeneii (K562, PDL1") wm ¢ mumensio (SUDHLI, PDLI") omyXoneBbIX KIETOK Ha
JIyHKY B 96 nyHOuHble TuaHmeThl Yepes 24 yaca KyJabTypajibHblE CYNEPHATAHTHI COOMpPAIN U
NPOAYKLHIO LMUTOKMHOB oLeHuBanu c nomouipto MDA, KynbTypanbHble CylepHaTaHTbI
pazbasisuu 1: 5 no UDA.

[0432] Ha @ur. 2A u Qur. 2B nokazano, uro T-xierku, sxcrpeccupyromue CD123-
cesasbiBatoiine DDpp-CAR, mnponyumpyror ramma-unrepdepon (IFNy) mocne crumynsuuu
kinerkamu CD123" BDCM, Ho He knerounoii smaueit CD123” K562. Ha @ur. 2C u ®ur. 2D
nokasaso, uto T-knetku, sxkcnpeccupyrouue CD123-cesaspiBaromne DDpp-CAR, npoaynupyroT

o + o o
untepneiikuH 2 (IL2) mocne ctumynsauuu knerkamu CD1237 BDCM, HO He KJI€TOYHOH JIMHUEH
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CD123" K562. Ananmorununo, Ha ®ur. 2E u 2F nokazano, yto T-kneTku, sxcrmpeccupyroume
PDL1-cesaspiBatoune DDpp-CAR, mnponyuupyror ramma-untepdpepon (IFNy) u  IL2

2

COOTBETCTBEHHO, MOCJE CTUMYJIALWU KIETKAMH PDL1" SUDHLI, HO He KJETOYHO JIMHUeN
PDL1 K562.

IMpumep 4. T-knerku, TpancayuuposanHele DDpp-CAR, He mposiBisitoT (PEeHOTHIIOB,
CBSI3aHHBIX C UCTOLIEHHEM T-KIeTOK

[0433] nst OLEHKH MOTEHLHAIbHOTO AHTUIE€H-HE3aBUCUMOTO UCTOLIEHHUS B T-KJIETKax,
skcnpeccupyroimmnx DDpp-CAR, tparcnyuuposannabsie T-kiaerku (10-e CyTKH MOCIIe aKTUBAIUH)
okpammBany aHTuTenamu npotuB CD3 u mapkepamu ucromenus T-kierox (LAG3, PD1 u
TIM3). Ha @ur. 3A 0000I11eHbl JaHHBIE OTAEIbHBIX SKCIIEPUMEHTOB ¢ HECKOJBKUMH JOHOPAMU
T-xnetok. JlaHHBIE JEMOHCTPUPYIOT, YTO 3KCIPECCUST MAPKEPOB MCTOLICHHS He Oblila TIOBBILIEHA
B CD123-cBa3bBatomux T-knerkax DDpp-CAR mo cpaBHEHHIO ¢ TeM, YTO HaOJIOnanach ¢
antn-CD123 CAR, comepxxkamum scFv (32176). Ha ®ur. 3B moxa3aHbl penpe3eHTaTHBHBIE
JaHHble MpoTOYHON wutoMerpun okcnpeccun LAG3, PD1 u TIM3 B T-knerkax,
TpaHcAyLurpoBaHHbIX MO0 scFv-conepxkamum CAR (Bepxuwmii psin), oo DDpp-CAR (B aTom
KOHKpeTHOM skcrnepumente CD123, wnamenennsii Ha ¢g06) uepes 10 cyrok mocne
nepBoHavdanbHON akTuBaluu T-kjaeTku. CXOACTBO 3TUX JAHHBIX CHOBA JIEMOHCTpUpYeT, 4To T-
kjeTku DDpp-CAR He peryiaupyroT 3KCHPECcCHI0 MapKepOB HCTOLIEHHS, YTO JOMOJHUTEIbHO
NOATBEPKAAET UX 3(PPEKTUBHOCTD IPU UMMYHOTEPAITUH PaKa.

IIpumep 5. Oxcnpeccupyromue DDpp-CAR  T-xnerku AeMOHCTPUPYIOT MHULIEHb-
ceunpUIHYIO IETPaHyYISILUI0 U IUTOTOKCUYHOCTD OITyXOJIH

[0434] Jlnst ouenku merpanymsamuy T-kmeTok, skcmpeccupyomux DDpp-CAR, 1 x 10°
TPaHCAYLUHPOBaHHBIX T-KieTOK (9 CyTKM MOCie akTHBALMM) KYJIbTHBUPOBAIU B T-KJIETOYHOH
cpene B TeueHHMe 4 dYacoB B INPUCYTCTBUM MOHEH3MHA M PE-KOHBIOTMPOBaHHOIO
CD107a/LAMP1. T-KIeTKH KyJbTHBHPOBAIH OTACHbHO (Pur. 4A) mmm B npucytetuu 2x10°
OTyX0JIeBbIX KileTok Oe3 mumenn (K562, koropbie npeacrasisiror cobori CD123°, @ur. 4B unn
3KCIIPECCUPYIOIMX MMIIEHb ONyXoNeBbIXx Kietok (BDCM, CDI123", ®wur. 4C), 3arem
IIPOMBIBAJIM U OKpalIuBaiu B oTHoleHuH s3kcnpeccun CD3. Jlerpanynsauuto T-kieTok 3aTeM
OLICHWBAJIM TPU MOMOINY MPOTOYHON LUTOMETpHH, cHadaja BeBons kierku CD3 + SSC-low
(meomyxousieBbie), 3areM kietku CD3 + CD107a +. CuMBOJBI TpencTaBisiioT oOpaslbl U3
OTAEJNIbHBIX SKCIIEPUMEHTOB C UCIIOJBb30BAHUEM HECKOJIBKUX JOHOPOB.

[0435] ITpoaykuuss CD107a (mapkep perpanyisiuun  T-kinerok DDpp-CAR) Obuia
SKBUBAJICHTHAa OTPHLIATEIbHOMY KOHTpOJIO, korga HameneHHole Ha CDI123 T-knerku DDpp-
CAR kynbrusBupoBanu otaenbHo. OrpanuudeHHas oskcrnpeccuss CD107a npu coBMecTHOM

kynbTuBupoBaHuu T-kinerok DDpp-CAR ¢ CDI123-HeraTUBHBIMHM OITyXOJIEBBIMU KJIETKAMU
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K562 u 3naunmrensHas skcrnpeccuss CD107a nabmomanach, korma T-xmerku DDpp-CAR,
HaueneHHble Ha CD123, coBMecTHO KynbTuBUpoBatuch ¢ CD123-nmonoXuTenbHbIMU KIIETKAMU
BDCM (naHHble HE MPENCTaBlIEHbl). JTH JaHHBIE MOKA3bIBAIOT, YTO T-KIETKH aKTHBHPYIOTCS,
MO/IBEpPraloTCsl Mepefade CUTHAJOB, MOABEPraloTCs AerpaHyssILUuu U MPUBOAAT K dpaguKaluu
OMyXOJIU. DTU JaHHBIE TaKXKe OOECIEeYMBAIOT IOMOJIHUTENbHYIO MOINEPKKY AT MHIIEHb-
3aBUCUMOM akTuBalmu skcrpeccupyomux DDpp-CAR T-kiertok.

[0436] LlutonuTtnueckyro  aktuBHOCTb  DDpp-CAR  T-knetoxk  oneHuBanu  C
UCTIOJIb30BAHUEM T-KIIETOK, MOJYYEHHBIX OT JIBYX HE3aBUCHMBIX NOHOPOB. JloHop Ne 1 (Q@ur.
5A-5B) DDpp-CAR T-knerku 3¢ (peKTHBHO YHUUITOXKAIOT ONyX0JIb, SKCIpeccupyromyo CD123,
BDCM, HO nposBASIOT 04€Hb HEOONIBIIYIO LIUTOJIUTHYECKYIO aKTHBHOCTD B OTHOIIeHnu CD123-
oTpunartenbHoi onyxoin, KS62. AHanornynsle pe3yiabTaThl HaOMomanucey y foHopa Ne 2 (@ur.
5C u 5D).

ITpumep 6. bucneunduuansiii DDpp

[0437] Kak obfcyxmanocs Beime, DDpp Moxker OBITb OJHOBAJEHTHBIM  HJTU
MHOTOBAJICHTHBIM  W/WIH  MyJbTHCIIEHUPUUHBIM.  YUYT0OBI  OLEHUTHh  CIIOCOOHOCTH
myasrucnenuduuneix T-knetok DDppCAR BbI3BIBaTE MMMYHHBIH OTBET, Ha KieTkax Jurkat
skcnpeccupoBanu Oucneunpuuasie DDpp-CAR U u3Mepsin BHYTPUKIIETOUYHYIO IEpenady
CHUTHAJIOB B OTBET HA OINyXOJIEBbIE KJIETKU, SKCIPECCUPYIOIINE OAHY WIN 00e MumeHH. bouim
ckoHCcTpynpoBaHbl aBe Oucneunduunsie DDppCAR, koTopele paznuyamuch MO TOPSIKY
cnustaust JoMeHOB cBsi3biBaHust. CGO6-pb04 umeer nomen pb04, ciauteiii ¢ TpaHCMeMOpaHHOMN
obnactero CD8a, B To Bpems kak pb04-cg06 mmeer noMeH cgoO, CIUTBIN ¢ TpaHCMeMOPaHHOM
obnactero CD8a. O0e KOHCTPYKIMU UCTIONb30BaIH GS-TMHKEP MEXAY JOMEHAMHU, CBSI3bIBAHHS
MULIEHHU.

[0438] Ha @ur. 6A nokasano, uto DDpp-CAR, conep:xarme Tosnbko c¢g06, Tonpko pb04
(@ur. 6B),cg06-pb04, (Pur. 5C) u pb04-cg06 (Pur. 5D) moryr ObITH TPAHCAYLUPOBAHBI U
SKCIIPECCUPOBaHbl B pernoprepHoi kinetouHou juauu Jurkat NFAT, d4ro oreHwBaercs Mo
ceszbiBaHM0 MADb npotuB FLAG ¢ CAR. CnocoGHocT MOHOCTIEU(HBIX 1 OUCTIETUPIIHBIX
CAR axruBuposatb nyTb NFAT oneHuBanu nyreM COBMECTHOTO KyJIbTHUBUPOBAHUS PA3JIUUHbIX
CAR ¢ omyxoneBbIMH KJIETKAMH C pa3jnMyHbIM ypoBHeM skcrpeccuun CD123 wwmmu PDLI.
Knerku CcOBMECTHO KyJIbTUBUPOBAIM C KJIETKAMU-MULIEHSIMH B TedeHHEe © 4acos.
OnocpenoBannyro NFAT mnepenady CHrHajoB HU3MEpsUIM MyTeM JNOOaBJIEHUS K KIIETKAM
pearenta Ui aHanmm3a normdepassl  (Promega) W KOJMMYECTBEHHOTO — OMpeNeIeHHS
OTHOCHTENbHBIX enuHuL JromuHecreHunn (RLU) B kadecTBe Mepbl WHAYLIMPOBAHHOM
BHYTPHUKJIETOYHOM Nepenayy CUTHAJIOB.

[0439] Ha @ur. 6E u3oOpaskeHbl pe3yibTaThl 3TOr0 3KcrmepuMmeHTa. KpaiiHsisi jeBast
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rpymnmna CToyOIoB M THMCTOTPaMMa MOKa3bIBAOT OTHOCHTENbHBIA 3(dexT yHuutokeHuss DDG
cg06 mnpoTUB pa3IWYHBIX TUIOB KjeTok. CurHajbHBI OTBET TMOCJE€ COBMECTHOIO
KYJIbTUBHPOBAHUSI C BbICOKUM KosmdecTBoM CD123 + BDCM Obi1 caMbiM OOJIBIIAM € 3THM
DDpp-CAR. Crenyromass rpynma chpaBa  [OKa3blBaeT  JaHHbIE, IIOKa3bIBAIOLIUE
BHYTPUKJIETOYHYIO Tepeaady CHUTHAJOB TOCJE€ COBMECTHOTO KyjibTuBHpoBaHus DDb pb04
NPOTHB TeX K€ THIOB KieTok. Ilepenaua curnana Opina camoii Beicokoii B BDCM, 3a koTopoi
cnenytor SUHDL1 u H460 (3T0 nuHUM KJIETOK ¢ caMOM BBICOKOU dkcmpeccuen st CD123 u
PDL1 (mamnHble ©He mnokazanel)). Crnenpyoomas rpymnma copaBa H300pakaeT JaHHBIE,
MOKA3bIBAIOIINE BHYTPHUKJIETOUYHYIO Tiepenadyy curHaioB Ou-crienududeckoro cd06-pb04 DDpp
(cg06 Oonee muCTaNbHBIN TO OTHOLIEHWIO K MeMmOpaHe T-kieTok mo cpaBHeHUIO ¢ pb04).
Hakonewn, camas mpasast TpyIina rnokasblBaeT BHYTPUKIETOUHYIO Iepefady CUTHAJIOB OT BTOPOTO
oucneruduuroro DBPpp (pb04-cg06 DDpp, roe pb04 sBusercs Oojee MUCTAIBHBIM IO
OTHOLICHHIO K MeMOpaHe T-kj1eTok mo cpaBHeHuro ¢ ¢g06). DT ABE IPYyMIbl YKA3bIBAIOT HA TO,
yro Oucnenuupuyansie DDpp-CAR neiicTBUTENbHO COCOOCTBYIOT BHYTPUKIIETOUHOH mepenade
curHaioB. B cooTBercTBUM ¢ BapmaHTamMH ocyiuecTBieHus, npyxcnenuduuansie DDpp-CAR
NPOSIBJISIIOT TIOBBILICHHYI0 AKTHBHOCTH (BENIMYMHA BHYTPHUKIETOYHOH Mepeaaydl CUTHAJIOB B
rpynmne pb04-cg06 ¢ kinerkamu BDCM Oosnbie, yeM MOXeT ObITh OOBSICHEHO TOJBKO OJHHUM
DDpp pb04). Takum oOpazom, B HEKOTOphIX BapuaHtax ocymectsieans DDpp-CAR,
comepxamue asa DDpp, Moryt B3amMopeicTBoBaTh Ul yiuydineHus pyHkuuu T-knerok. B
HEKOTOPBIX BApUAHTaX OCYLIECTBJICHUS CYIIECTBYET CHHEPrH3M Mexay pasnudabiMu DDpp,
UCTIOJIB3YeMbIMU B Oucnermmdpuaaom (uiau apyrom myiasraMepHoM) DDpp-CAR.

IIpumep 7. IIpumeHeHne NBOMHBIX aJaNTEPOB CBA3BIBAIOIIUX AOMEHOB JJIS YJIYYIICHUS
nepenauu curHaiga CAR

[0440] 50000 penopTepHBbIX KJIETOK, paHee TPaHCAYLMPOBAaHHBIX cCBs3biBaromiumM AFP
(momen p26) CAR (af03) (SEQ ID NO: 921) KyJabTUBUPOBAJM B TEYEHHUE S5 YaCOB B
npucyrctBun CD123-cnemmduunoro Cg06-anantepa (Cg06-p26, SEQ ID NO: 913) umu Cg06-
nsoitHoro amanrepHoro Oenka (Cg06-p26-Cg06, SEQ ID NO: 916) B mpucyrcreum 50000
CD123" MOLMI3 wum CDI123-gedpuuuteix kmerok MOLMI3, 3areM OleHMBand Ha
akTUBHOCTh Jmoungepassl. CD123-pedpuuuTHble KIETKM CO3[AaBald €  HCIOJIb30BAHUEM
texHosorun reHHol umxeHepun CRISPR/Cas9 (®ur. 7A). AnajmormuneiM oOpaszom, 50000
pETOPTEPHBbIX KIETOK, paHee TPaHCAYLHPOBaHHBIX cBs3bBaromuM AFP (momen p26) CAR
(af03) (SEQ ID NO: 921) kynpTHBHUpOBaNIM B TeueHHe S5 dyacoB B mpucyrctsun BCMA-
cneunpuaroro Bed0-aganrepa (Bc40-p26, SEQ ID NO: 914) unu Bc40-nBoiiHOTO aganTepHOro
6enka (Bc40-p26-Be40, SEQ ID NO: 917) B mpucyTcTBuM miu oTcyTcTBud 50000 BCMA™

U266 KJIeTOK, 3aTeM OLICHHBAJIHN HA aKTUBHOCTB JiroLrdepasel (Pur. 7B).
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[0441] Ha ®ur. 7A u 7B mnoka3aHo, 4TO O€JIKM aJanTepoB C JBYMs IOMEHAMH
CBsI3bIBaHMA (OMBAJICHTHBIE) VYIPABIAIOT YCHWJIGHWEM CUTHaJIMHra kierkamu Jurkat,
skcrpeccupyromux CAR, no cpaBHeHHIO ¢ €IMHUYHBIMY aJjaliTepaMH CBA3BIBAIOIINUX TOMEHOB.

ITpumep 8. DDpp-onocpenoBanHas OnMyxoJieBasi HMMYHOTEPAIHs in Vivo

[0442] na oueHKH NPOTHUBOOMyX0JeBoH aktmBHOCTH in vivo DDpp CAR T-knerku
tpancayuupoBaian ¢ momombio bc40 DDpp CAR (CAR, nanenennsiii Ha BCMA). Bc40
npencrasisier coborr SEQ ID NO: 164. Tpancayumposansblie kietkn (5SX10E6) BBoaumm
MbiiaM NSG BHyTpuUBEHHO uepe3 34 CyTOK Mocje TOro, kak mbimu nonaydainu 10E7 kierox,
skcnpeccupyromux BCMA, meuenHbix monudepaszoit/gfp omyxonessix kierok U226. Kak
nokaszaHo Ha @ur. 8, dverplpe MbIIM noay4dunu omnyxosab U226 ma O cyTku, koTOpas
MpPOrpeccuBHO pocna B TedeHue 32 cytok. Ha 34 cytku mbimu Ne 1, Ne 2 u Ne 4 nonyyanu T-
kiaetkn CAR bc40-DDpp. Meimubs Ne 3 He monyumna T-knerok. Ha 45 cyrku omyxons U226
Obuta oumineHa y Mbimeli, nonydaBmux T-knerkn CAR, B TO BpeMsl Kak MbIlIb, KOTOpas He
nosiy4ana T-KJIeTkH, ymepJia OT OIyXOJIEBOH HArPY3KU.

[0443] Bce uutupyembie myOJNUKALIMY, TATEHTHI, 3asBKU HAa TIATEHTDI, HHTEPHET-CANUTHI 1
HOMEpa AOCTYNa/TIOCIeNOBaTeNbHOCTH 0a3 MaHHBIX (BKJIIOYAsl KaK IMOJIMHYKICOTHIHBIC, TaK U
MOJIUIETITUAHBIE MOCIENOBATEIBHOCTH) BKJIIOUEHBI B JAHHOE OINHCAHHME B KAUECTBE CCBUIKU B
NOJHOM OOBEeMe IUIA BCEX ILeNiell B TOW JK€ CTeNeHHM, KakK eciu Obl Kakzas OTAeNbHas
yOJTUKALHS, MATEHT, 3as1BKa Ha MIaTEHT, UHTEPHET-CaUT UJn HOMED
JOCTYNa/TIOCIEN0BATEIBHOCTh 0a3bl JAHHBIX ObUIN CIELHATBbHO M MHAUBUAYAJIbHO YKA3aHBI JUJIS
BKJIFOYEHHS B KAUE€CTBE CCBUIKMU.

[0444] Ilpennonaraercss, YTO  pa3iUYHblE KOMOWHALIMM WJIM  MOAKOMOWHAITUH
KOHKPETHBIX NMPH3HAKOB M aCIEKTOB, PACKPBITHIX BBIIIE, MOTYT OBITH BBINOJHEHBI M BCE €IIe
MOANANAIOT TMOJA BAapHWAHTBl OCYLIECTBJIEHUs, OXBaTblBaeMble omnucanueM. Kpome Toro,
packpeITHE JIOOOr0 KOHKPETHOTO MpPH3HAKA, achekTa, crnocoda, CBOWCTBA, XapaKTEPUCTHKH,
Ka4ecTBa, arpulOyTa, 3JIeMEeHTa WIM TOMY MOJOOHOrO B CBSI3U C BAPUAHTOM OCYIIECTBJICHUS
MOXET HCIOJIb30BATbCS BO BCEX APYIMX BAPHAHTAX OCYLIECTBJICHUs, M3JI0KEHHBIX B JTaHHOM
nokyMmeHTe. COOTBETCTBEHHO, CJE€AyeT I[OHHMAaTb, YTO pAa3jUuYHble NPU3HAKM U ACHEKThI
PaCKpBITBIX BapUAHTOB OCYIIECTBJICHHUs] MOTYT COYETaTbCA WM 3aMEHSATh Jpyr Jpyra ajs
(bopMUpPOBAHHS UIMEHSIIOIIUXCS PEKUMOB PACKPBITBIX BAPHAHTOB OCYIIECTBICHHS. Takum
oOpas3oM, mpearnoyaraercsi, 4To OOBEM BAaPHUAHTOB OCYIUIECTBJICHUS, OXBATHIBAEMBIX IAHHBIM
ONHMCAHUEM, HE JOJDKEH OBITh OrPaHWYeH KOHKPETHBIMH PACKPBITBIMH  BapHaHTAMHU
OCYLIECTBJICHUs], ONUCAHHBIMH B JAaHHOM JOKyMeHTe. Kpome TOro, XOTs OXBaTbIBaA€MbIE
BAPHUAHTBI OCYIIECTBICHUS BOCIPHUUMYHBBI K PA3JIMYHBIM MOIU(UKALUSAM U abTePHATHUBHBIM

¢dopMam, MX KOHKPETHbIE NMPUMEpbl OBLIM IMOKa3aHbl Ha (Urypax W MOAPOOHO OIMHCAHBI B
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OaHHOM JokyMeHTe. OMHAKO ClieAyeT NMOHUMATh, YTO O0BbeM H300peTeHHs] He JOKEeH ObITh
OTPaHUYEH KOHKPETHBIMH PAaCKPBITBIMU (pOpMaMU MK criocobamu, a HaoOopoT, n3oOpereHue
JOJDKHO OXBATBIBATh BCE MOIWU(HUKALNH, SKBUBAJIEHTHl M aJNbTEPHATHUBBIL, ITONANAIOIINE B
CYIIHOCTh U OOBEM pAa3JIMYHBbIX OIMHCAHHBIX BAPHUAHTOB OCYIIECTBICHHS W TMPUIIAracMoOi
dbopmynbl u300peTeHus. JIoObie pacKphIThIE B JAHHOM JTOKYMEHTE CIOCOOBI He 00s3aTebHO
JOJDKHBI BBITIOJHSTECS B YKAa3aHHOM TOpsiike. PackpeiTble B NaHHOM IOKYMEHTE CITOCOOBI
BKJIIOYAIOT OIpeAeSieHHble AENHCTBUs, MpeAlpUHUMAaeMble MPAKTUKYIOIIUM BpadoM, TeM He
MeHee, OHH MOTYT TaKKe BKJIIOYATh JIOObIE CTOPOHHUE HHCTPYKIMH STHUX ACHCTBUH, MPSMO HIIH
KocBeHHO. Hanpumep, Takue neiictBus, kak «BBeaeHue T-kierTku, conepxaiieii DDpp-CAR»,
BKJIIOUAIOT «MHCTPYKTaXX IO BBeaeHuro T-knerku, coxaepxkaweii DDpp-CAR». Kpowme Toro,
€CIIi TPU3HAKKM WM AacleKTbl H300peTeHHs OIMHCaHbl B TEPMHUHAX rpymnn Mapkyia,
CHEeLHUAINCTBl B JAHHON 00JaCTH TEXHUKH MOHMYT, YTO H300pETeHHE TaKkKe TaKuM 00pa3zom
OTHMCAHO B TEPMHUHAX JIFOOOTO OTAENBHOTO WieHa WX NOATPYIIIbI YWICHOB IPynbl Mapky1ia.
[0445] PackpbITble B JAHHOM OKYMEHTE IHAIa30HbI TAKXKe OXBATHIBAIOT JIFOOBIE U BCE
NEPEKPBITHS, MOAANANA30HbBI U UX KOMOMHAUMH. TepMHUHBI, Takhe Kak «I0», IO MEHbLIEH
Mepe», «Ooble HeM», «MEHee 4eM», «MEXKAy» U T.I., BKJIYAaeT yka3aHHoe uucio. Yucna,
KOTOPBIM MPEIIIECTBYET TaKOW TEPMHH, KaK «OKOJIO» WIIH «IPHOJUZUTENBHO», BKIIIOYAIOT
nepedncieHHble yncna. Hanpumep, «okosno 10 HaHOMeTpoB» BKIItOUaeT « 10 HAaHOMETPOBY.

TABJIULIA 2: JIonoJHUTENbHOE PACKPBITHE TTOCIE0BATEIbHOCTH:

SEQ
D MuiueHp TlocnenoBaTenbHOCTD
Homen D
. © MGSWAEFKQRLAAIKTRLQALGGSEAELAAFEKEIAAFESELQA
€3
YKGKGNPEVEALRKEAAAIRDELQAYRHN
MUILIEHH)
OnuUTon
2 LAAIKTRLQ
TKIC
CD19 LEKCFQTENPLECQDKGEEELQKYIQESQALAKRSCGLFQKLGE
YYLONAFLVAYTKKAPQLTSSELMAITRKMAATAATCCQLSED
; KLLACGEGAADIIGHLCIRHEMTPVNPGVGQCCTSSYANRRPCF
SSLVVDETYVPPAFSDDKFIFHKDLCQAQGVALQTMKQEFLINL
VKQKPQITEEQLEAVIADFSGLLEKCCQGQEQEVCFAEEGQKLIS
KTRAALGV
4 GlySer GGGGTGGGGS
5 GlySer GGGEGDGGGEGES
6 a3D (QI9E)[MGSWAEFKQRLAAIKTRLEALGGSEAELAAFEKEIAAFESELQA
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be3 MulneHu

YKGKGNPEVEALRKEAAAIRDELQAYRHN

ECD BCMA

MLQMAGQCSQNEYFDSLLHACIPCQLRCSSNTPPLTCQRYCNAS
VINSVKGTNA

ECD CD123

TKEDPNPPITNLRMKAKAQQLTWDLNRNVTDIECVKDADYSMP
AVNNSYCQFGAISLCEVINYTVRVANPPFSTWILFPENSGKPWA
GAENLTCWIHDVDFLSCSWAVGPGAPADVQYDLYLNVANRRQ
QYECLHYKTDAQGTRIGCRFDDISRLSSGSQSSHILVRGRSAAFG
IPCTDKFVVFSQIEILTPPNMTAKCNK THSFMHWKMR SHFNRKF
RYELQIQKRMQPVITEQVRDRTSFQLLNPGTYTVQIRARERVYE
FLSAWSTPQRFECDQEEGANTRAWR

RTLHRNEYGIASILDSYQCTAEISLADLATIFFAQFVQEATYKEVS
KMVKDALTAIEKPTGDEQSSGCLENQLPAFLEELCHEKEILEKY
GHSDCCSQSEEGRHNCFLAHKKPTPASIPLFQVPEPVTSCEAYEE
DRETFMNKFIYEIARRHPFLY APTILLWAARYDKITPSCCKAENA
VECFQTKAATVTKELRESSLLNQHACA VMKNFGTRTFQAITVT
KLSQKFTKVNFTEIQKLVLDVAHVHEHCCRGDVLDCLQDGEKI

MSYICSQQDTLSNKITECCKLTTLERGQCIIHAENDEKPEGLSPNL|

NRFLGDRDFNQFSSGEKNIFLASFVHEYSRRHPQLAVSVILRVAK|
GYQELLEKCFQTENPLECQDKGEEELQKYIQESQALAKRSCGLF
QKLGEYYLQNAFLVAYTKKAPQLTSSELMAITRKMAATAATCC
QLSEDKLLACGEGAADIIIGHLCIRHEMTPVNPGVGQCCTSSYAN
RRPCFSSLVVDETYVPPAFSDDKFIFHKDLCQAQGVALQTMKQE
FLINLVKQKPQITEEQLEAVIADFSGLLEKCCQGQEQEVCFAEEG

QKLISKTRAALGV

10

AFP p26

LEKCFQTENPLECQDKGEEELQKYIQESQALAKRSCGLFQKLGE

YYLQNAFLVAYTKKAPQLTSSELMAITRKMAATAATCCQLSED

KLLACGEGAADIIIGHLCIRHEMTPVNPGVGQCCTSSYANRRPCF

SSLVVDETYVPPAFSDDKFIFHKDLCQAQGVALQTMKQEFLINL

VKQKPQITEEQLEAVIADFSGLLEKCCQGQEQEVCFAEEGQKLIS
KTRAALGV

928

P26Q217P

LEKCFQTENPLECQDKGEEELQKYIQESQALAKRSCGLFQKLGE
YYLQNAFLVAYTKKAPQLTSSELMAITRKMAATAATCCQLSED
KLLACGEGAADIIIGHLCIRHEMTPVNPGVGQCCTSSYANRRPCF
SSLVVDETYVPPAFSDDKFIFHKDLCQAQGVALQTMKQEFLINL
VKQKPQITEEQLEAVIADFSGLLEKCCQGQEQEVCFAEEGPKLIS
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KTRAALGV

QESQALAKRSCGLFQKLGEYYLQNAFLVAYTKKAPQLTSSELM
AITRKMAATAATCCQLSEDKLLACGEGAADIIIGHLCIRHEMTPV|

929 szz(f;)@ NPGVGQCCTSSYANRRPCFSSLVVDETYVPPAFSDDKFIFHKDL

CQAQGVALQTMKQEFLINLVKQKPQITEEQLEAVIADFSGLLEK
CCQGQEQEVCFAEEGQKLISKTRAALGV

QESQALAKRSCGLFQKLGEYYLQNAFLVAYTKKAPQLTSSELM

P26(Q26- |[ATTRKMAATAATCCQLSEDKLLACGEGAADITIGHLCIRHEMTPYV|

930 | V229) |NPGVGQCCTSSYANRRPCFSSLVVDETYVPPAFSDDKFIFHKDL

Q217P |CQAQGVALQTMKQEFLINLVKQKPQITEEQLEAVIADFSGLLEK
CCQGQEQEVCFAEEGPKLISKTRAALGV

KYIQESQALAKRSCGLFQKLGEYYLQNAFLVAYTKKAPQLTSSE

LMAITRKMAATAATCCQLSEDKLLACGEGAADIIIGHLCIRHEM

931 p26 (K23- TPVNPGVGQCCTSSYANRRPCFSSLVVDETYVPPAFSDDKFIFHK

v229) DLCQAQGVALQTMKQEFLINLVKQKPQITEEQLEAVIADFSGLL
EKCCQGQEQEVCFAEEGQKLISKTRAALGV

KYIQESQALAKRSCGLFQKLGEYYLQNAFLVAYTKKAPQLTSSE

p26(K23- |LMAITRKMAATAATCCQLSEDKLLACGEGAADITIIGHLCIRHEM

932 | V229) |TPVNPGVGQCCTSSYANRRPCFSSLVVDETYVPPAFSDDKFIFHK

Q217P |DLCQAQGVALQTMKQEFLINLVKQKPQITEEQLEAVIADFSGLL
EKCCQGQEQEVCFAEEGPKLISKTRAALGV

GEEELQKYIQESQALAKRSCGLFQKLGEYYLQNAFLVAYTKKA

PQLTSSELMAITRKMAATAATCCQLSEDKLLACGEGAADIIIGHL

933 p26 (G17- CIRHEMTPVNPGVGQCCTSSYANRRPCFSSLVVDETYVPPAFSD

v229) DKFIFHKDLCQAQGVALQTMKQEFLINLVKQKPQITEEQLEAVI

ADFSGLLEKCCQGQEQEVCFAEEGQKLISKTRAALGV

GEEELQKYIQESQALAKRSCGLFQKLGEYYLQNAFLVAYTKKA

p26(G17- |PQLTSSELMAITRKMAATAATCCQLSEDKLLACGEGAADIIIGHL

934 | V229) |CIRHEMTPVNPGVGQCCTSSYANRRPCFSSLVVDETYVPPAFSD

Q217P | DKFIFHKDLCQAQGVALQTMKQEFLINLVKQKPQITEEQLEAVI

ADFSGLLEKCCQGQEQEVCFAEEGPKLISKTRAALGV
_ |DSSKWVFEHPETLYAWEGACVWIPCTYRALDGDLESFILFHNPE
923 ng)ezfg;z YNKNTSKFDGTRLYESTKDGKVPSEQKRVQFLGDKNKNCTLSI

HPVHLNDSGQLGLRMESKTEKWMERIHLNVSERPFPPHIQLPPEI
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QESQEVTLTCLLNFSCYGYPIQLQWLLEGVPMRQAAVTSTSLTI
KSVFTRSELKFSPQWSHHGKIVTCQLQDADGKFLSNDTVQLNV
KHTPKLEIKVTPSDAIVREGDSVTMTCEVSSSNPEYTTVSWLKD
GTSLKKQNTFTLNLREVTKDQSGKYCCQVSNDVGPGRSEEVFL
QVQYAPEPSTVQILHSPAVEGSQVEFLCMSLANPLPTNYTWYHN
GKEMQGRTEEKVHIPKILPWHAGTYSCVAENILGTGQRGPGAEL
DVQYPPKKVTTVIQNPMPIREGDTVTLSCNYNSSNPSVTRYEWK
PHGAWEEPSLGVLKIQNVGWDNTTIACAACNSWCSWASPVAL
NVQYAPRDVRVRKIKPLSEIHSGNSVSLQCDFSSSHPKEVQFFWE
KNGRLLGKESQLNFDSISPEDAGSYSCWVNNSIGQTASKAWTLE
VLYAPRRLRVSMSPGDQVMEGKSATLTCESDANPPVSHYTWFD
WNNQSLPYHSQKLRLEPVKVQHSGAYWCQGTNSVGKGRSPLS
TLTVYYSPETIGRR

925

3penbrit

ECD CS1

SGPVKELVGSVGGAVTFPLKSKVKQVDSIVWTFNTTPLVTIQPE
GGTIHVTQNRNRERVDFPDGGY SLKLSKLKKNDSGIYYVGIYSSS
LQQPSTQEYVLHVYEHLSKPKVTMGLQSNKNGTCVTNLTCCME
HGEEDVIYTWKALGQAANESHNGSILPISWRWGESDMTFICVAR|
NPVSRNFSSPILARKLCEGAADDPDSSM

927

3penbrit

ECD HER2

TQVCTGTDMKLRLPASPETHLDMLRHLYQGCQVVQGNLELTYL
PTNASLSFLQDIQEVQGY VLIAHNQVRQVPLQRLRIVRGTQLFED,
NYALAVLDNGDPLNNTTPVTGASPGGLRELQLRSLTEILKGGVL
IQRNPQLCYQDTILWKDIFHKNNQLALTLIDTNRSRACHPCSPM
CKGSRCWGESSEDCQSLTRTVCAGGCARCKGPLPTDCCHEQCA
AGCTGPKHSDCLACLHFNHSGICELHCPALVTYNTDTFESMPNP
EGRYTFGASCVTACPYNYLSTDVGSCTLVCPLHNQEVTAEDGT
QRCEKCSKPCARVCYGLGMEHLREVRAVTSANIQEFAGCKKIF
GSLAFLPESFDGDPASNTAPLQPEQLQVFETLEEITGYLYISAWP
DSLPDLSVFQNLQVIRGRILHNGAYSLTLQGLGISWLGLRSLREL
GSGLALIHHNTHLCFVHTVPWDQLFRNPHQALLHTANRPEDEC
VGEGLACHQLCARGHCWGPGPTQCVNCSQFLRGQECVEECRV
LQGLPREYVNARHCLPCHPECQPQNGSVTCFGPEADQCVACAH
YKDPPFCVARCPSGVKPDLSYMPIWKFPDEEGACQPCPINCTHS
CVDLDDKGCPAEQRASPLT

TABJIMLIA: 3 MnnrocTpaTUBHBIE aAanTephbl
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SEQ
1D
NO:

Ju3alin ananrepa

IlocnenoBaTenbHOCTD aganrepa

911

BCMA
cooer [LEMA | g

DEMGSWDEFGRRLYAIEWRLYALGGSE

AELAAFEKEIAAFESELQAYKGKGNPEV

EKLRETAAVIRSNLQAYRHNGGGGSGGG

GSGGGGSGMLOQMAGQCSQNEYFDSLLH

ACIPCQLRCSSNTPPLTCQRYCNASVTNS

VKGTNAGGGGSGGGGSGGGGSHHHHH
HHHHH

912

none HIS-
{a3D) BCMA tag

DEGGGGSMGSWAEFKQRLAAIKTRLQA
LGGSEAELAAFEKEIAAFESELQAYKGK
GNPEVEALRKEAAAIRDELQAYRHNGG
GGSGGGGSGGGGSGMLQOMAGQCSQNE
YFDSLLHACIPCQLRCSSNTPPLTCQRYC
NASVINSVKGTNAGGGGSGGGGSGGGG
SHHHHHHHHHH

913

e

DEHHHHHHHHHHKLENL YFQGGGGGS
MGSWDEFGRRLYAIEWRLYALGGSEAE
LAAFEKEIAAFESELQAYKGKGNPEVEK
LREIAAVIRSNLQAYRHNGGGGSGGGGS
GGGGSLEKCFQTENPLECQDKGEEELQK
YIQESQALAKRSCGLFQKLGEYYLQNAF
LVAYTKKAPQLTSSELMAITRKMAATA
ATCCQLSEDKLLACGEGAADIIIGHLCIR
HEMTPVNPGVGQCCTSSYANRRPCFSSL
VVDETYVPPAFSDDKFIFHKDLCQAQGV
ALQTMKQEFLINLVKQKPQITEEQLEAVI
ADFSGLLEKCCQGQEQEVCFAEEGQKLI
SKTRAALGV

914

(i)

DEHHHHHHHHHHKLENLYFQGGGGGS

MGSWSEFWVRLGAIRERLDALGGSEAE

LAAFEKEIAAFESELQAYKGKGNPEVEK
LRYTAATIRRFLQAYRHNGGGGSGGGGS
GGGGSLEKCFQTENPLECQDKGEEELQK
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YIQESQALAKRSCGLFQKLGEYYLQNAF
LVAYTKKAPQLTSSELMAITRKMAATA

ATCCQLSEDKLLACGEGAADIIIGHLCIR
HEMTPVNPGVGQCCTSSYANRRPCFSSL
VVDETY VPPAFSDDKFIFHKDLCQAQGV
ALQTMKQEFLINLVKQKPQITEEQLEAVI
ADFSGLLEKCCQGQEQEVCFAEEGQKLI

SKTRAALGV

015 DEHHHHHHHHHHKLENL YFQGGGGGS

MGSWAEFKQRLAAIKTRLEALGGSEAEL
AAFEKEIAAFESELQAYKGKGNPEVEAL
RKEAAAIRDELQAYRHNGGGGSGGGGS
GGGGSLEKCFQTENPLECQDKGEEELQK
YIQESQALAKRSCGLFQKLGEYYLQNAF
— LVAYTKKAPQLTSSELMAITRKMAATA

ATCCQLSEDKLLACGEGAADIIIGHLCIR
HEMTPVNPGVGQCCTSSYANRRPCFSSL
VVDETY VPPAFSDDKFIFHKDLCQAQGV
ALQTMKQEFLINLVKQKPQITEEQLEAVI
ADFSGLLEKCCQGQEQEVCFAEEGQKLI

SKTRAALGV

916 DEGGGGSMGSWDEFGRRLYAIEWQLYA
LGGTEAELAAFEKEIAAFESELQAYKGK
GNPEVEKLREIAAVIRENLQAYRHNGGG
GSGGGGSGGGGSGLEKCFQTENPLECQD
KGEEELQKYIQESQALAKRSCGLFQKLG
EYYLQNAFLVAYTKKAPQLTSSELMAIT
RKMAATAATCCQLSEDKLLACGEGAAD
MIGHLCIRHEMTPVNPGVGQCCTSSYAN
RRPCFSSLVVDETY VPPAFSDDKFIFHKD
LCQAQGVALQTMKQEFLINLVKQKPQIT
EEQLEAVIADFSGLLEKCCQGQEQEVCF
AEEGQKLISKTRAALGVGGGGSGGGGS

GGGGSMGSWDEFGRRLY AIEWQLYALG
GTEAELAAFEKEIAAFESELQAYKGKGN

D123 _-_ cp123 _-
cornioy P26 (o8 | — tistee
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PEVEKLREIAAVIRENLQAYRHNGGGGS
GGGGSGGGGSHHHHHHHHHH

917

BCMA
(bca0)

— 2 o)
(bcao)

DEGGGGSMGSWSEFWVRLGAIRERLDA
LGGSEAELAAFEKEIAAFESELQAYKGK
GNPEVEKLRYTAATIRRFLQAYRHNGGG
GSGGGGSGGGGSGLEKCFQTENPLECQD
KGEEELQKYIQESQALAKRSCGLFQKLG
EYYLQNAFLVAYTKKAPQLTSSELMAIT
RKMAATAATCCQLSEDKLLACGEGAAD
IIIGHLCIRHEMTPVNPGVGQCCTSSYAN
RRPCFSSLVVDETYVPPAFSDDKFIFHKD
LCQAQGVALQTMKQEFLINLVKQKPQIT
EEQLEAVIADFSGLLEKCCQGQEQEVCF
AEEGQKLISKTRAALGVGGGGSGGGGS
GGGGSMGSWSEFWVRLGAIRERLDALG
GSEAELAAFEKEIAAFESELQAYKGKGN
PEVEKLRYTAATIRRFLQAYRHNGGGGS
GGGGSGGGGSHHHHHHHHHH

TABJIMIIA: 4 UnnmroctpatusHble nocienosatenbHoctu ADBD CAR

SEQ
1D
NO:

Huzaitn CAR

ITocnenosarensHocts CAR

918

CTsp-Flag- GSnunkep-03D(Q19E)-
GSmuukep-CD8H-TM-41BB-CD3(

MAFLWLLSCWALLGTTFGDYKDDDD
KGGGGSGGGGSMGSWAEFKQRLAAI
KTRLEALGGSEAELAAFEKEIAAFESE
LQAYKGKGNPEVEALRKEAAAIRDEL
QAYRHNGQAGSGTTTPAPRPPTPAPTI
ASQPLSLRPEACRPAAGGAVHTRGLD
FACDIYIWAPLAGTCGVLLLSLVITLYC
KRGRKKLLYIFKQPFMRPVQTTQEED
GCSCRFPEEEEGGCELRVKFSRSADAP
AYKQGQNQLYNELNLGRREEYDVLD
KRRGRDPEMGGKPRRKNPQEGLYNEL
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QKDKMAEAYSEIGMKGERRRGKGHD
GLYQGLSTATKDTYDALHMQALPPR
MAFLWLLSCWALLGTTFGDYKDDDD
KGGGGSGGGGSMGSWDEFGRRLYAIE
WRLYALGGSEAELAAFEKEIAAFESEL
QAYKGKGNPEVEKLREIAAVIRSNLQA
YRHNGGGGSGGGGSGTTTPAPRPPTP
APTIASQPLSLRPEACRPAAGGAVHTR
CTsp-Flag- GSnunkep-cg06-GSnunkep-| GLDFACDIYIWAPLAGTCGVLLLSLVI

CD8H-TM-41BB-CD3( TLYCKRGRKKLLYIFKQPFMRPVQTTQ
EEDGCSCRFPEEEEGGCELRVKFSRSA
DAPAYKQGQNQLYNELNLGRREEYD

VLDKRRGRDPEMGGKPRRKNPQEGLY
NELQKDKMAEAY SEIGMKGERRRGK
GHDGLYQGLSTATKDTYDALHMQAL
PPR
MAFLWLLSCWALLGTTFGDYKDDDD
KGGGGSGGGGSMGSWSEFWVRLGALI
RERLDALGGSEAELAAFEKEIAAFESE
LQAYKGKGNPEVEKLRYTAATIRRFL
QAYRHNGGGGSGGGGSGTTTPAPRPP
TPAPTIASQPLSLRPEACRPAAGGAVH
CTsp-Flag- GSnunkep-bc40-GSnunkep- TRGLDFACDIYIWAPLAGTCGVLLLSL

CD8H-TM-41BB-CD3( VITLYCKRGRKKLLYIFKQPFMRPVQT
TQEEDGCSCRFPEEEEGGCELRVKFSR
SADAPAYKQGQNQLYNELNLGRREEY

DVLDKRRGRDPEMGGKPRRKNPQEGL
YNELQKDKMAEAYSEIGMKGERRRG
KGHDGLYQGLSTATKDTYDALHMQA
LPPR

MAFLWLLSCWALLGTTFGDYKDDDD

KGGGGSGGGGSMGSWFEFYDRLNAID
- CTsp-Flag- GSnunkep-at03-GSnunkep- ARLWALGGSEAEL AAFEKEIAAFESEL
CD8H-TM-41BB-CD3(

QAYKGKGNPEVENLRVHAAAIREWL

QAYRHNGGGGSGGGGSGTTTPAPRPP

919

920
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TPAPTIASMGSWAEFKQRLAAIKTRLE
ALGGSEAELAAFEKEIAAFESELQAYK
GKGNPEVEALRKEAAAIRDELQAYRH
NQPLSLRPEACRPAAGGAVHTRGLDF
ACDIYIWAPLAGTCGVLLLSLVITLYC
KRGRKKLLYIFKQPFMRPVQTTQEED
GCSCRFPEEEEGGCELRVKFSRSADAP
AYKQGQNQLYNELNLGRREEYDVLD
KRRGRDPEMGGKPRRKNPQEGLYNEL
QKDKMAEAY SEIGMKGERRRGKGHD
GLYQGLSTATKDTYDALHMQALPPR
MAFLWLLSCWALLGTTFGDYKDDDD
KGGGGSGGGGSMGSWLEFYHRLNAID
SRLWALGGSEAELAAFEKEIAAFESEL
QAYKGKGNPEVESLRDHAAHIREWLQ
AYRHNGGGGSGGGGSGTTTPAPRPPT
PAPTIASQPLSLRPEACRPAAGGAVHT
CTsp-Flag- GSnunkep-af05-GSnunkep-| RGLDFACDIYIWAPLAGTCGVLLLSLV
CD8H-TM-41BB-CD3( ITLYCKRGRKKLLYIFKQPFMRPVQTT
QEEDGCSCRFPEEEEGGCELRVKFSRS
ADAPAYKQGQNQLYNELNLGRREEY
DVLDKRRGRDPEMGGKPRRKNPQEGL
YNELQKDKMAEAYSEIGMKGERRRG
KGHDGLYQGLSTATKDTYDALHMQA
LPPR

922
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DOOPMVIJIA U30BPETEHHMA

I. benok, comepkamuii TOMEH CBSA3BIBAHUS MHULIEHH Ha OcHOBe aomeHa D (DD),
npudem DD npencrasisier co00H uiieH, BBIOpaHHBINA U3 TPYIIIBI, COCTOSIIEH U3:

(a) DD, kortopsrii cnenuduuecku cBsizbiBaeT BCMA u cofep:KUT aMUHOKHUCIIOTHYIO
nocnenoBarenbHocTh SEQ ID NO: 11-305 umu 306;

(b) DD, koropsriii cnenuduuecku cpsizbiBaeT CD123 u conepKUT aMHUHOKUCIOTHYIO
nocnenoBarenbHocTh SEQ ID NO: 307-739 unm 740,

(©) DD, xoropwiii crienmduyecku cpsizbiBaeT AFP U comep»KuUT aMHUHOKHUCIOTHYIO
nocnenoBarenbHOCTh SEQ ID NO: 741-874 nnm 886-895;

(d) DD, kotopslii cieundudecku csszbiBaeT p26 AFP 1 comep:kxut aMHHOKHCIOTHYIO
nocnenoBarenbHOCTh SEQ ID NO: 741-874 nnm 886-895;

(e) DD, xortoperii cnenuduuecku cpsizbiBaeT CS1 w0 COmepKUT aMHHOKUCIOTHYIO
nocnenoBarenbHoCcTh SEQ ID NO: 896-909 unm 910; u

® DD, xortopsiii cnennduyeckn csizbiBaeT HER2 u comepkUT aMHHOKHCIOTHYIO
nocnenoBarenbHOCTh SEQ ID NO: 911-949 nmm 950.

2. benok no n. 1, B kotopom DD ciut ¢ reTepoJoruyHbIM NOJIUIENTHAOM.

3. berok mo m 2, B KOTOPOM TIe€TEPOJIOTUYHBIA MOJUIENTUI COAEPKUT

)
MOJTHOPAa3MePHOE aHTUTENIO W (PParMeHT aHTHUTENA.

4. benoxk mo m 2, B KOTOPOM T€TE€POJIOTMYHBIN MMOJUNENTUH COACPKUT 4YIIEH,
BbIOpPAHHBIN U3 TPYIIIBL, COCTOSIIEH U3

(a)  TpaHCMEMOpPaHHOTO JOMEHA,

(b)  accomuupoBaHHOTO ¢ MEMOPAHOW TOMEHa,

(©) CBIBOPOTOYHOTO aIbOYMUHA YeJIOBEKa WiTH ero pparmenra;

(d)  AFP umm ero ¢parmenra,

(e) p26 AFP wnu ero ¢pparmenTa; u

® BHEKJIETOYHOTO JOMEHA PEeLenTopa Wik ero pparMeHTa.

5. benok mo n. 3, B kotopoM DD caurT ¢ aMHMHO KOHLOM TSDKEJIOW LENnu
MOJIHOPA3MEpPHOTO aHTUTENa, aMUHO KOHLOM JIETKOH LeNMu IOJHOPa3MEPHOIO aHTHUTENa,
KapOOKCHJIPHBIM KOHILIOM TSDKEJIOW LN IOJIHOPa3MEPHOTO AHTHUTENA, WM KapOOKCHIIBHBIM
KOHLIOM JIErKOH LIeNH MOJHOPa3MEPHOIo aHTHUTeNa.

6. Bbenox mo 1. 3, B KOTOPOM TreTepOJIOrnYHbII MoJunenTua npeacrasnset coboi Fe.

7. berok mo m 2, B KOTOPOM TIe€TEPOJIOTUYHBIA MOJUIENTUI COAEPKUT

2

BHEKJIETOYHBI JOMEH WiH ()parMEeHT BHEKJIETOYHOrO JOMEHAa pelenTopa, BbIOPAaHHOTO U3

rpymsl, cocrosimei u3 BCMA, CD123, CS1 u CD19.
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8. benox mo mmo6Gomy u3 nm. 1-7, KOTOPBIH SIBJISETCS] MEYEHBIM.
9. bemok mo m. 9, B KOTOPOM METKY BBIOMPAIOT M3 TPYIIIBL, COCTOSIIIEH W3
(dbepMeHTaTUBHON METKH, (bayopecueHTHON METKU, JIIOMUHECLEHTHOU METKH,

OMOIOMMHECLIEHTHOW METKH U OMOTHHOBOTO (hparMeHTa.

10.  Benok no mobomy u3 nm. 1-10, KOTOPBIH KOHBIOTHPOBAH € TEPATIEBTUYECKIM HJIH
LIUTOTOKCUYECKUM areHTOM.

11. Xwumepnsiii anturenssiii peuentop (CAR), KOTOpeIi COmEpPKUT IOOMEH
CBSI3BIBAHMSI MHUIIICHH, COZlEeprKaIni Oenok o modomy u3 nim. 1-5.

12. CAR mo n. 11, xoTopblii cOAEpKUT JOMEH CBSI3bIBAHUS  MMUILEHHU,
TpaHCMeMOpaHHBII JOMEH 1 BHYTPHUKJIETOYHBIH CUTHAJIBHBIN TOMEH.

13. CAR mo m 11 wimm m. 12, B KOTOPOM TpaHCMEMOPAaHHBI JIOMEH COIEPKUT
TpancMeMmOpaHHbii joMeH 41BB wmu CD28.

14.  CAR mo mobomy u3 mm. 11-13, B KOTOPOM BHYTPHKJIETOUHBIH CHUTHAJBHBIN
JOMEH BBIOMPAIOT U3 TPYIIIbI, COCTOSIIEH U3 TOMEHA anbda-, OeTa- WK A3eTa- LenH peLenTopa
T-knerok uyenoBeka, nomeHa 41BB uenoseka, momena CD28 wuenoBeka u Jr000H uX
KOMOHWHAITUH.

15. CAR mo mobomy u3 mm. 11-14, B KOTOPOM BHYTPHKJIETOUHBIH CHUTHAJBHBIN
IOMEH COIEPKHUT BHYTPHUKJIETOYHBIH JOMEH KOCTUMYJIHMPYIOLIEH MOJEKYJbl, BbIOPAaHHOW W3
rpymisl, cocrosimei u3 CD27, CD28, 41BB, 0X40, CD30, CD40, PD1, anTureHa, CBSI3aHHOTO C
¢ynaknueit mumdornmros-1 (LFA-1), CD2, CD7, LIGHT, NKG2C, NKG2D, B7-H3, nuranna,
KOTOpBIi crienupudecku csizbiBaeTcst ¢ CD83, u 060l nx KOMOWHAIIH.

16.  benok nmo moOomy u3 mm. 1-15, KOTOpPBIA IOMOJHHUTEIBHO COAEPIKUT BTOPOH
JIOMEH CBSI3bIBAHUS MUILIEHHU, UMEIOLIUI Ty K€ WJIH IPYryI0 MUIIEHb, YTO U AOMEH CBSI3bIBAaHUS

MHUIIeHN Ha ocHOBe DD.

17.  BoigeneHHas HyKJIEHMHOBAsl KUCJIOTA, KOOUPYIOIIasi Oeylok mo jrodbomy u3 mm. 1-
16.

18.  BekTop, coaepkaliuil HyKJICHHOBYIO KUCJIOTY IO 1. 17.

19.  Bextop mo m. 18, B KOTOpOM HYKJIEHHOBAsi KUCJIOTAa (PYHKIIMOHAIBHO CBS3aHA C

HYKJICOTUAHOHN MOCJIEA0BATENbHOCTBIO, KOTOPAsl PETYJIHPYET SKCIPECCHIO Oelika, KOAUPYEMOTO
HYKJIEMHOBOHN KHUCJIOTOM.

20.  Bexkrop no n. 19, KoTOpBIH NpeacTaBisieT cOOOH JIEHTUBUPYCHBIA BEKTOP.

21. Knerka-xo3siuH, comepamas HYKJIEMHOBYIO KHUCJIOTY MO M. 17 WM BEKTOp MO
nrobomy 3 . 18-21.

22, Krerka, CKOHCTpYHPOBaHHAas JJIs SKcrpeccuu Oenka o mrodomy u3 mm. 1-16.

23.  Knerka no nm. 21 uinu 22, B KOTOPOH KJE€TKa mpencrasisieT codoit T-kineTky uimm
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ecTecTBeHHYIO KJeTKy-krmiepa (NK).

24, dapmaneBTHYECKass KOMIIO3UIMUS, coaep:kamas Oejok mo Jiodomy w3 mm. 1-16,
HYKJIEMHOBYIO KHCJIOTY 1o 1. 17, BexTop mo mm. 18, 19 wnum 20 unu kineTky no jao0oMy U3 M.
21-23.

25.  Habop, conepskammii Oenok mo srodomy u3 mm. 1-16.

26.  Cnocob nedeHus CyObeKTa, IMEIOIIETO PaK, BKITOYAFOIIIHIL:

BBeleHUE CyObekTy 3¢ ¢eKTHBHOrO KoymdectBa Oenmka mo yrodomy u3 mm. 1-16,
HYKJIEMHOBOM KUCJOTHI 1o 1. 17, BekTopa no mm. 18, 19 nnm 20, xaetku no modomy u3 . 21-
23 wnu papMareBTHUECKOH KOMITO3ULIUH T10 T1. 24.

26. Cnocob mo m 26, B KOTOPOM pak Tpencraeisser coboii B-kierounoe
3JI0KAYeCTBEHHOE HOBOOOpA3OBaHUE, BBHIOPAHHOE W3 TPYNIbBI, COCTOSIIEH M3 JTUME(OMBI
(mammpumep, sumdombl XOIKKMHA W HEXOMKKUHCKoW juMmdombr  (HXJD), neiikosa,
TUIA3MOLIUITOMBI 1 MUEJIOMBI.

28.  Cnocob mo m. 27, B KOTOpoM B-kiierodHoe 3710Ka4ecTBEHHOE HOBOOOpa3oBaHHE
BBIOMPAIOT H3 TPYIIBL, COCTOSIIEH M3. XPOHUYECKOro JUMQOLUTAPHOTO  JIeHKo3a,
bonmukynsapaor  auMpomel, UMEPOMBI W3 MAHTUHHBIX KiIeToK U audpdy3Hor B-
KPYITHOKJIETOYHOH JIMM(OMBI, TIA3MOIIUTOMBI I MHOXKECTBEHHOH MHEJIOMBL.

27. Cnocob mo m 26, B KOTOPOM paKk TMPEACTaBIsseT COOOH MHUEJIOUTHOE
3JI0KAYeCTBEHHOE HOBOOOpPA30BaHME, BBIOPAHHOE W3 TPYMIBL, COCTOSIIEH H3. XPOHUYECKOTO
MHEJIOUTHOTO JIEMKO3a, OCTPOro MUEJIOUAHOTO JIEHK03a, JEHK03a, MIa3MOLUTOMBI U MUEJIOMBI.

29.  Cnocob nedeHus cyObekTa, UMEIOIIETO PACCTPOUCTBO, CBsI3aHHOE ¢ B-kierkamu
(HampuMep, MOHOKJIOHAJBHYKD  TaMMAaIaTUi  ompeneieHHoro  3Hadenus), (MGUS)),
BKJTIOYAIOIINI: BBeAeHHE CyObekTy 3(h(PekTHBHOrO KoindecTBa Oenka mo Jrodomy u3 . 1-16,
HYKJIEMHOBOM KUCJOTHI 1o 1. 17, BekTopa no mm. 18, 19 nnm 20, xnetku no modomy u3 mm. 21-
23 wnu papMareBTHUECKOH KOMITO3ULIUH T10 T1. 24.

30. Cnoco® neudeHus CyObeKkTa, HWMEIOLIEr0 pPacCTPONCTBO HWMMYHHOH CHCTEMBI,
BKJTIOYAIOIINI: BBeAeHHE CyObekTy 3(h(PekTHBHOrO KoindecTBa Oenka mo Jrodomy u3 . 1-16,
HYKJIEMHOBOM KUCJOTHI 1o 1. 17, BekTopa no mm. 18, 19 nnm 20, xaetku no modomy u3 . 21-
23 wnu papMareBTHUECKOH KOMITO3ULIUH T10 T1. 24.

31.  Cnoco6 mo n. 30, B KOTOPOM pacCTPONCTBO MMMYHHOH CHCTEMBI MPENCTABISET
co0oli ayTOMMMYHHO€ 3a00JIeBaHHE, TAKOE KaK PEBMATOUIHBIN apTPUT.

32.  Cnoco0 nedeHus: CyObeKTa, UMEIOIIEro PaK, BKIFOYAFOIIIHA

BBEJICHUE CyOBEKTY IMMYHHOH KJIETKH, COAEprKallel XUMEePHbIH aHTUT€HHBIH PeenTop
(CAR), npuuem CAR comep:KUT: TOMEH CBSI3BIBAHUS MUIIEHH, coaepkamuii DD, umerommmii

AMUHOKUCJIOTHYIO TOCJIENOBATEIBHOCTh, BRIOPaHHYIO M3 rpymmbl, cocTosimed n3 SEQ ID NO:
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11-949 u 950, HeoOsizarenbHO, Tipu 3ToM DD crneumduuecku CBS3BIBACT MPEICTABIISIFOIIYIO
UHTEPEC MHIIECHb, 3KCIPECCUPYEMYIO pAKOBOW KIETKOW;, TPaHCMEMOpPaHHBIH JOMEH W
BHYTPUKJIETOYHBIN TOMEH, IPUYEM BHYTPUKIECTOYHBIM JOMEH COAEP>KUT CUTHAJIbHBIN JOMEH, U
B KOTOPOM TIPH BBEACHUHU CYOBEKTY JOMEH CBSI3BIBAHHS MHILIEHH CIIELU(UIECKU CBS3BIBAETCS C
MPEACTABISIIONIE MHTEPEC MHIIEHBI), SKCIPECCUPYEMON PAKOBOM KJIETKOH, W MPU 3TOM
CBS3BIBAHUE MPEACTABJSIIOLEH HWHTEpPeC MHUIIeHM WHAYLUPYET MMMYHHYIO KIETKY IS
reHepaLny HUTOTOKCHYECKUX CUTHAJIOB, KOTOPBIE MPHUBOAIT K IUTOTOKCHYECKUM 3¢ dekram Ha

PaKOBBIX KJICTKaX.

33. Crioco6 o 1. 32, B KOTOPOM UMMYHHasl KJIETKa TpeAcTaBisieT coooi T-kneTky.
34. Crioco6 1o 1. 32, B KOTOPOM UMMYHHasi KJIeTKa npeacTasisier codoit NK-kieTky.
35. Cnoco6 no 1. 32, B KOTOPOM BBEICHHE SIBISIETCS BHYTPUBEHHBIM.

36.  IIpumeHeHHe KOMIIO3ULMM IJIsl JICUCHUs paka, MpU4eM KOMIIO3HULIUS COAEPIKHT:
6enok no mmobomMy 3 nm. 1-16, HYKIEHMHOBYIO KHCJIOTY 1O 1. 17, BEeKTOp MO JroGoMy u3 1. 18,
19 wnu 20, nnm KIeTky no jaodomy u3 mi. 21-23.

37. Ilpumenenune mo m. 36, B KOTOPOM pak mpexacraBisier coboil B-kmerounoe
3JI0Ka4eCTBEHHOE HOBOOOpa3oBaHUe.

38. IIpumenenue mno n. 37, B KOTOpOM B-kneTouHOE 3JI0KaYECTBEHHOE
HOBOOOpPA30BaHUE BBIOMPAIOT W3 TPYMIBI, COCTOSIIEH W3 JUM(OMBI (HampuMep, JTUMQPOMBI
XOIKKHUHA U HEXOIUKKUHCKOH tumbombl (HXJI), neiiko3a 1 MUETIOMBL

39. Ilpumenenne mno n. 38, B KOTOPOM B-kieTouHOE 3JI0KaYECTBEHHOE
HOBOOOpPA30BaHUE BBIOMPAIOT W3 TPYMIBI, COCTOSINEH M3. XPOHHYECKOro JHMM(OIUTAPHOTO
neiiko3a, (GomuKyIspHOH JUMGOMBI, JTUM(POMBI W3 MAaHTHUHHBIX KJIETOK W nuddysnoii B-
KPYITHOKJIETOYHOH JINM(OMBI.

40.  IlpuMeHeHHMe KOMIIO3ULIMHM [JIsl JIEYEHUsl pPACcCTPOWCTBA, CBA3AHHOIO ¢ B-
KJIETKaM{, B KOTOPOM KOMITO3ULIMSI CONEPKUT Oesok mo jrobomy u3 mm. 1-16, HYKIEHHOBYIO
kucinoty mo m. 17, Bekrop mo mm. 18, 19 wmm 20, xnerky mo mobomy u3 nm. 21-23 wmm
(hapManeBTHUECKYI0 KOMIO3UIUIO TIO 1. 24,

41. IIpumeHeHne KOMMO3ULMU [AJisl JIEYEHUs PACCTPOMCTBA, CBSI3aHHOrO ¢ B-
KJIETKaM{, B KOTOPOM KOMITO3ULIMSI CONEPKUT Oesok mo jrobomy u3 mm. 1-16, HYKIEHHOBYIO
kucinoty mo m. 17, Bekrop mo mm. 18, 19 wmm 20, xnerky mo mobomy u3 nm. 21-23 wmm
(hapManeBTHUECKYI0 KOMIO3UIUIO TIO 1. 24,

42. Ilpumenennme no mn. 41, B KOTOPOM pPacCTPOWCTBO MMMYHHOH CHCTEMBI
npeacTaBisieT coO0H ayTOMMMYHHOE 3a00JIeBaHUE, TAKOE KaK PEBMATOMIHBINA apTPUT.

43.  IIpuMeHeHHe MIMMYHHOMU KJIETKH, COJEpKallel XUMEPHbIN aHTUT€HHBIA PELENTOp

(CAR) s nedenus paka, mpudeM CAR conmep:kut: TOMeH CBSI3bIBAHHUS MUIIECHU, COAEP KAIIUN
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DD, conepramuii aMHHOKHCIIOTHYIO TIOCJIEOBATEIBHOCTD, BHIOPAHHYIO M3 IPYIIIbI, COCTOSIIEH
u3 SEQ ID NO: 11-949 unmu 950, u, HeoOs3aTeabHO, IPH 3TOM JOMEH CBSI3BIBAHUS MUIIEHU
cenn(UIECKH CBS3BIBAET MPEACTABIISAIOLIYI0 HMHTEPEC MUIIEHb, SKCIPECCUPYEMYIO PAKOBOM
KJIETKOH,

TpaHCMeMOpaHHBIII OMEH W BHYTPUKJIETOYHBIH OMEH; MPHUYEM BHYTPHKJIETOUYHBIN
JIOMEH COJNIEPKUT CHUTHAJIbHBIA TOMEH, NMPH 3TOM IOCINe BBEISHHS CYOBEKTY, UMEIOIIEMY pPakK,
JIOMEH CBSI3bIBAHMA MHUIIEHH CIEUU(PUIECKH CBS3BIBACTCS C MPEACTABISIOIIEH HHTEpecC
MHUIIEHBIO, SKCIIPECCUPYEMON PAKOBOH KJIETKOMU, U

IPU 3TOM CBS3bIBAHUE IMPENCTABISAIOLIEN HWHTEpeC MHUIIEHU HHAYLHPYET HUMMYHHYIO
KJIETKY JJi1 CO3JaHMsl LIUTOTOKCUYECKHUX CUTHAJIOB, KOTOpbIE MPUBOJAT K LIMTOTOKCHUYECKUM
s¢hexTam Ha PaAaKOBOU KIIETKE.

44.  Ilpumenenue mo 1. 43, B KOTOPOM HMMMYyHHas KJeTKa mnpezncrasisier coboit T-

KJIETKY WJIH €CTeCTBEHHYIO KiieTKy-kujuiepa (NK).
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