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OIIMCAHUE U3OBPETEHUA
2420-564325EA/032
CBA3BIBAIOHIUE BCMA AHTUTEJIA 1 UX TPUMEHEHHUE

1. CIIMCOK TTOCJIEJIOBATEJIbHOCTEN

[0001] Hacrositasi 3asiBka COAEPKUT CITUCOK MOCIEA0OBATEIbHOCTEH, KOTOPBIH OBLI ITOAaH
B a5ekTpoHHOM BHIe B ASCII-popmare u, Takum 0Opa3om, MOJHOCTHIO BKJIIOUEH B HACTOSINEE
onucaHue mnocpeacTBoM ccbulku. YkazanHas konust ASCII, co3mannas 13 ¢espans 2019 r,
HaszpiBaeTcs 298068-00272 SL.txt u umeet pasmep 26248 Gaiir.

2. OBJIACTb TEXHHUKH

[0002] Hactosimmee wu300peTeHHME OTHOCUTCS K BBIAEJICHHBIM AQHTUTENAM WA HX
¢dparmeHTaMm, KOTOpBIE CBSI3bIBAIOTCA € AHTUreHOM co3peBaHusi B-kieroxk (BCMA),
NOJUHYKJIEOTHAAM,  KOAMPYIOIIUM  aHTUTeNa UM (parMeHThl,  KJIETKaM-XO35€BaM,
NPOAYLMPYIOLUIUM aHTUTeNAa WM (PpParMeHThl, U K Ccroco0aM NPUMEHEHUS WM JIEUEHUs C
UCIIOJIb30BAHUEM AHTHUTEN UM (ParMeHTOB.

3. YPOBEHb TEXHHUKHU

[0003] BCMA (Anturen cospesanust B-kierok; Takxe nmenyembiid kak TNFRSF17 nnun
CD269) npencrapnsier coOoil TpaHCMeMOpaHHbIH O€JOK, NMPUHAUIEKAIMUN K CyNnepceMeiCcTBy
peuentopoB TNF. BCMA sBnsercs MapkepoM B-kjeTok, KOTOpbIN BakeH AJIi Pa3BUTHUS U
romeocrasza B-kierok Omaromaps cBoeMy B3aMMOIEHCTBHIO cO cBoumu Jjurangamu BAFF
(paxTopom aktuBaimu B-knerok u3 TNF-cemeiictBa; Takxke umenyembiM TALL-1 wmu
TNFSF13B) u APRIL (Munyuupyrommm nponudepayro JUraHaoM).

[0003] HU3BecTHO, uTo 3Kcmpeccuss BCMA orpanuyeHa kjioHamu B-kieTok, u Oeok B
OCHOBHOM IPHUCYTCTBYET Ha MJIA3MAaTHYECKUX KJIETKAX U IIa3Mo0JiacTax, U B HEKOTOPOH CTeTeH!
Ha B-kjeTkax nmamsiT, HO MPaKTUYECKH OTCYTCTBYET Ha nepuepruyecKuX U HAaUBHbIX B-kieTkax.
Bwmecre ¢ unenamu cBoero cemeiictBa, 6emkom TACI (TpancmMeMOpaHHBIM aKTHBATOPOM H
B3aUMOZEHCTBYOIUM ¢ ukjIodumuHoBbIM Jurangom) u BAFF-R (Peuentopom dakropa
aktuBaimu B-knerok u3 cemeiictea TNF), BCMA peryaupyer pasjd4HbIe aCHEKThI
IryMOpaJIbHOIO HMMYHHTETA, pa3BUTHs B-kieTok u romeocrasa.

[0005] BCMA Take 3KCIpecCHpPyeTcst Ha KJIETKaX MHOKeCTBeHHOH muenombl (MM).
BCMA, no-BunuMomy, MOAAEPKUBAET POCT U BbDKUBAHHE KJIETOK MHOXKECTBEHHOM MUEJIOMBI
(MM). Knerounsble muanu MM u cBeKeBbIIEIeHHbIE KIIETKU MM 00BIMHO 3KCIPECCUPYIOT OeTKu
BCMA u TACI Ha cBOeli KJIETOUHOH MOBEPXHOCTH U UMEIOT BapUaOENIbHYIO SKCIIPecCHIo Oenka
BAFF-R Ha cBoell kjeTOYHOH MOBEpPXHOCTU. MHOXECTBEHHAsi MUEJIOMa - BTOpas MO 4acToTe
reMaToJIoruueckas 3JJ0KaueCTBEHHas OMyXo0Jib, CocTaBisAoas 2% BCex CilydyaeB CMEPTHU OT paka.
MM sBisieTcsl Te€TEpOreHHbBIM 3a00JI€BaHMEM M BBI3BIBAETCS B OCHOBHOM XPOMOCOMHBIMH
TpaHcaokauusmy, Bkmodas t(11;14), 1(4;14), t(8;14), del(13) u del(17). [TaunerTsr ¢ MM MoryT
UMETh MHOJKECTBO CBSI3aHHBIX C 3a00JIEBaHHEM CHMITOMOB H3-32 HHQWJIBTPALUH KOCTHOTO
MO3ra,  paspylIeHus: KOCTeH, T[OYEeYHOW  HEeNOCTaTOYHOCTH, HMMyHOnepuuuTa U
NICHXOJIOTHYECKOTO OpEeMEHH, CBSI3aHHOTO C OHKOJIOTHUECKUM THArHO30M.

[0006] CoBpemeHHBIE METONbI JIEUEHHs], MPUMEHSIEMbIE JJIs1 JIEYEHHUs] MHOXKECTBEHHOMN



MUEJIOMBI, OOBIYHO HE MO3BOJIIIOT NOCTHYDb W3JICUEHUsS MalueHTa. TpaHCIIaHTaLUsl CTBOJIOBBIX
KJIETOK MOKET HE€ MOIXOIUTb JJII MHOTHX MAal[MEHTOB H3-3a MPEKJIOHHOTO BO3pPACTa, HAJIUYUS
OPYTHX CePbe3HBbIX 3a00JIeBaHUN WU APYTUX (PU3NIECKUX OrpaHHYEHUN. X UMUOTEPAIHsl JTUIIb
YACTUYHO KOHTPOJHUPYET MHOKECTBEHHYI) MHUEJIOMY U PEIKO MPUBOIUT K TMOJHON PEMUCCHH.
Takum oOpaszoMm, cymecTByer NOTpeOHOCTh B HOBBIX, WHHOBAIIMOHHBIX METONAX JICYSHUS
MHOXKECTBEHHOW MMEJIOMBI M JApyrux 3a0oneBaHUl WM PACCTPOWCTB, CBSI3AHHBIX C
Ma3MaTHYeCKUMU Win B-kineTkamu.

4. CYIHHOCTDH U30BPETEHUA

[0007] B mepBoM acmekTe B HACTOSIIEM JOKYMEHTE MPEIJIOKEHO AHTUTEJIO, KOTOPOe
CBsI3bIBAETCS ¢ AHTUTeHOM cospeBaHusi B-knerok (BCMA), wim ero BCMA-cBsizbIBatomuit
¢dparmenT, conepxamuii nocienoBatenbHoctT CDR 1, CDR2 wnmu CDR3 Tsixenoit nenu: SEQ ID
NO: 7, SEQ ID NO: 8 u SEQ ID NO: 9, coorBerctBenno, SEQ ID NO: 10, SEQ ID NO: 11 u
SEQ ID NO: 12, coorBercrBenno; SEQ ID NO: 13, SEQ ID NO: 14 u SEQ ID NO: 15,
cootrBercTBeHHO; SEQ ID NO: 18, SEQ ID NO: 19 u SEQ ID NO: 20, coorsercrBenHo; SEQ ID
NO: 21, SEQ ID NO: 22 u SEQ ID NO: 23, coorBerctBenHo, SEQ ID NO: 24, SEQ ID NO: 25 u
SEQ ID NO: 26, coorBerctBenno, SEQ ID NO: 29, SEQ ID NO: 30 u SEQ ID NO: 31,
cootrBercrBeHHO; SEQ ID NO: 32, SEQ ID NO: 33 u SEQ ID NO: 34, coorBercrBeHHO; SEQ ID
NO: 35, SEQ ID NO: 36 u SEQ ID NO: 37, coorBerctBeHHO, SEQ ID NO: 40, SEQ ID NO: 41 u
SEQ ID NO: 42, coorBercrBenHo; SEQ ID NO: 43, SEQ ID NO: 44 u SEQ ID NO: 45,
cootrBerctBeHHO, SEQ ID NO: 46, SEQ ID NO: 47 u SEQ ID NO: 48, coorBercrBeHHO; SEQ ID
NO: 51, SEQ ID NO: 52 u SEQ ID NO: 53, coorBerctBenHo, SEQ ID NO: 54, SEQ ID NO: 55 u
SEQ ID NO: 56, coorBerctBenHo;, unu SEQ ID NO: 57, SEQ ID NO: 58 u SEQ ID NO: 59,
COOTBETCTBEHHO. B KOHKPETHOM BapuaHTE OCYIIECTBJICHUS] aHTUTENO AOTOJHUTENBHO CONEPIKUT
nocaenoBatesibHocTH CDR1, CDR2 unu CDR3 nerkoit e SEQ ID NO: 2, SEQ ID NO: 3 win
SEQ ID NO: 4, coorBeTcTBeHHO. B pyroMm KOHKpPETHOM BapHaHTE OCYINECTBJIEHHUS AHTHUTENO
nonojHUTeNbHO comepxkut nocienoatenbHocTd CDR1, CDR2 u CDR3 nerxoii ueru SEQ ID
NO: 2, SEQ ID NO: 3 u SEQ ID NO: 4, cOOTBETCTBEHHO.

[0008] B KOHKpPETHOM BapuUaHTE OCYLIECTBJIEHHUSI B HACTOSAILIEM JOKYMEHTE MPEATIONKEHO
aHTuTeno, Kortopoe cs3biBaeTcss ¢ BCMA, wim ero BCMA-cBsi3biBaromuii  (parmeHr,
conep KalIiil JIErKyr 1enb, coaepsxkairyro nociaeaosarenbHoctd CDR1, CDR2 unu CDR3 SEQ
ID NO: 2, SEQ ID NO: 3 u SEQ ID NO: 4, coorBeTcTBeHHO, U mociienopareibHoctu CDRI,
CDR2 u CDR3 tspxenoit nermu SEQ ID NO: 7, SEQ ID NO: 8 u SEQ ID NO: 9, cooTBETCTBEHHO;
SEQ ID NO: 10, SEQ ID NO: 11 u SEQ ID NO: 12, coorBercTtBenHo;, unu SEQ ID NO: 13, SEQ
ID NO: 14 u SEQ ID NO: 15, cOOTBETCTBEHHO.

[0009] B npyroM KOHKPETHOM BapUaHTE OCYLIECTBJIEHHUS B HACTOSILIEM JOKYMEHTe
MPEeNJIOKEHO aHTUTeNo, Koropoe cBs3piBaeTcsi ¢ BCMA, wnu ero BCMA-cBs3piBaromuii
(dbparMeHT, CoAepsKalnii JIETKYIO Iemb, coaepxkamyr nocnenosareapbHoctd CDR1, CDR2 wnu
CDR3 SEQ ID NO: 2, SEQ ID NO: 3 u SEQ ID NO: 4, coOOTBETCTBEHHO, U MOCIEA0BATEIbHOCTH
CDRI1, CDR2 u CDR3 Tsxenoit nenu SEQ ID NO: 18, SEQ ID NO: 19 u SEQ ID NO: 20,
cootrBerctBeHHO;, SEQ ID NO: 21, SEQ ID NO: 22 u SEQ ID NO: 23, coorBercTBeHHO; 1iau SEQ



ID NO: 24, SEQ ID NO: 25 u SEQ ID NO: 26, cOOTBETCTBEHHO.

[0010] B npyroM KOHKPETHOM BapHaHTE€ OCYLIECTBJIEHHUS B HACTOSILEM JOKYMEHTE
MPENJIOKEHO aHTUTeNo, Koropoe cBs3bpiBaeTcss ¢ BCMA, unu ero BCMA-cBs3pIBaromuii
(bparMeHT, comep Kalnii JIETKYIO 1enb, coaepxkamyr nocienosarenpbHoctd CDR1, CDR2 wnu
CDR3 SEQ ID NO: 2, SEQ ID NO: 3 u SEQ ID NO: 4, cOOTBETCTBEHHO, U MOCJIEA0BATEIbHOCTH
CDR1, CDR2 u CDR3 Tsxenoit nuenu SEQ ID NO: 29, SEQ ID NO: 30 u SEQ ID NO: 31,
cootrBerctBeHHO; SEQ ID NO: 32, SEQ ID NO: 33 u SEQ ID NO: 34, coorBercTBeHHO, 1iau SEQ
ID NO: 35, SEQ ID NO: 36 u SEQ ID NO: 37, cOOTBETCTBEHHO.

[0011] B npyroM KOHKPETHOM BapHaHTE€ OCYLIECTBJIEHUS B HACTOSIIEM JOKYMEHTE
MPENJIOKEHO aHTUTENo, KoTopoe cBssbiBaeTcss ¢ BCMA, unu ero BCMA-cBs3bpIBarouii
¢dbparMeHT, coaepKaluii JIETKyo 1ernb, coaepxamyo nocienosareabHoctd CDR1, CDR2 wnu
CDR3 SEQ ID NO: 2, SEQ ID NO: 3 u SEQ ID NO: 4, cOOTBETCTBEHHO, U MOCIEA0BATEIbHOCTH
CDRI1, CDR2 u CDR3 Tsxenoii ueriu SEQ ID NO: 40, SEQ ID NO: 41 u SEQ ID NO: 42,
cootrBercTBeHHO; SEQ ID NO: 43, SEQ ID NO: 44 u SEQ ID NO: 45, coorBercTBeHHO; 1iu SEQ
ID NO: 46, SEQ ID NO: 47 u SEQ ID NO: 48, cOOTBETCTBEHHO.

[0012] B npyroMm KOHKPETHOM BapHaHTE OCYINECTBJIEHUS B HACTOSIIEM JOKYMEHTE
MPEIJIOKeHO aHTHUTeNo, Kotopoe cBs3biBaeTcsi ¢ BCMA, uwnmu ero BCMA-cBszbiBaromuii
(bparMeHT, comepKalIHii JErKyr Lenb, coaepxaiyto nocuenoBareabHoctd CDR1, CDR2 wnu
CDR3 SEQ ID NO: 2, SEQ ID NO: 3 u SEQ ID NO: 4, cOOTBETCTBEHHO, U TIOCIEA0BATEILHOCTH
CDRI1, CDR2 u CDR3 Tsxenoit nemn SEQ ID NO: 51, SEQ ID NO: 52 u SEQ ID NO: 53,
cootrBerctBeHHO; SEQ ID NO: 54, SEQ ID NO: 55 u SEQ ID NO: 56, coorBercTBeHHO; Wi SEQ
ID NO: 57, SEQ ID NO: 58 u SEQ ID NO: 59, coOTBETCTBEHHO.

[0013] B napyrom Oonee KOHKPETHOM BapHaHTE OCYIIECTBJIEHUS JIOOOro U3
BbILIEYKa3aHHbIX aHTUTeN Win X BCMA-cBs3bIBarOMX (PparMeHTOB, AHTUTENO WM €ro
BCMA-cBsi3bIBatoIiMii ~ (parMeHT  COAEPIKUT  AMHHOKHCIIOTHYIO  IOCIEIOBATEIbHOCTb
BapuadebHOrO TOMeHa JIETKOMH 1enu 1Mo MeHblel Mepe Ha 80%, o MeHbiueli Mepe Ha 85%, mo
MeHblIel mepe Ha 90%, 1o MeHbIel mepe Ha 95%, 1o MeHbIuel Mepe Ha 96%, 1o MeHbIlel Mepe
He 97%, no MeHbleil Mmepe Ha 98%, no MeHbleit mepe Ha 99% unu Ha 100% nnenTuuHyo SEQ
ID NO: 1, 1 aMHHOKHCJIOTHYIO MOCJIEIOBATEIPHOCTh BapUabeIbHOrO JOMEHA TSKEJION LI 1o
MeHb1Iel mepe Ha 80%, 1o MeHbIel Mepe Ha 85%, 1o meHbluel Mepe Ha 90%, o MeHbllel Mepe
Ha 95%, no menblueil Mepe Ha 96%, no MeHblueil Mepe Ha 97%, no MeHblIel Mepe Ha 98%, o
MeHbinel Mepe Ha 99% nnu Ha 100% nnentnunyro SEQ ID NO: 6, SEQ ID NO: 17, SEQ ID NO:
28, SEQ ID NO: 39 unu SEQ ID NO: 50.

[0014] B Oonee KOHKPETHOM BapUaHTE OCYLIECTBICHHUS JIFOOOrO W3 BBIIIEYKA3aHHBIX
aaturen win ux BCMA-cBsi3biBaromux (parmeHToB, aHTuTeNno uin ero BCMA -cBsi3bIBaromuit
(parMeHT COmEep>KUT aMUHOKHCIOTHYIO IOCJIEAOBATENIbHOCTD BapUabENbHOrO JOMEHa JIErKOH
e SEQ ID NO: 1 nian aMMHOKHCIIOTHYO TIOCIIEOBATENIBHOCTD BAPHAOEIBHOTO JOMEHA JIETKOH
uenu no meHbiuel Mepe Ha 80%, no MeHblieil mepe Ha 85%, mo meHbiuell Mepe Ha 90%, no
MeHblIel Mepe Ha 95%, 1o MeHblel Mepe Ha 96%, 1o MeHbllel Mepe Ha 97%, 1o MeHbllel Mepe

Ha 98% win o MeHbInel mepe Ha 99% unentuunyo SEQ ID NO: 1. B npyrom Oonee KOHKpeTHOM



BapHUAHTE OCYINECTBJIEHHUs JIOOOTr0 U3 BBIMIEYKA3aHHBIX aHTUTEN Wik UX BCMA-CBA3BIBAIOLINX
¢parmenToB 5310 aHTHTeno wian  ero  BCMA-cBsa3pBaOmuid  (parMeHT  comepikat
AMUHOKHUCJIOTHYIO TIOCIIEIOBATEIBHOCTL BapruabenpHoro qoMeHa tsokeson nermu SEQ ID NO: 6,
SEQ ID NO: 17, SEQ ID NO: 28, SEQ ID NO: 39 unu SEQ ID NO: 50, unu aMUHOKUCIOTHYIO
NOCJIEIOBATEIBHOCTh BapHA0ENbHOIO JOMEHA TSDKENION Lienmu 1o MeHblied mepe Ha 80%, mo
MeHblIel Mepe Ha 85%, 1o MeHblel Mepe Ha 90%, 1o MeHbluel Mepe Ha 95%, o MeHbllel Mepe
Ha 96%, no MeHblueil Mepe Ha 97%, no MeHblIell Mepe Ha 98% unu o MeHblIel Mepe Ha 99%
unentuuHyo SEQ ID NO: 6, SEQ ID NO: 18, SEQ ID NO: 28, SEQ ID NO: 39 unu SEQ ID NO:
50. B npyrom OoJiee KOHKPETHOM BapUaHTE OCYLIECTBIICHHUS JIFOOOTO U3 BHIIICY Ka3aHHBIX AHTUTE
i ux BCMA-cBs3bBaromux pparmMeHToB antuteno wiu ero BCMA-cBs3biBaromuii pparmMeHT
COIEPKUT AMUHOKUCIIOTHYIO TOCJIEIOBATENbHOCTh BapHaOENbHOrO JOMEHa JIETKOM Lemu 1o
MeHblIel mepe Ha 80%, 1o meHblel Mepe Ha 85%, 1o MeHbluel Mepe Ha 90%, o MeHbluel Mepe
Ha 95%, no menbluei Mepe Ha 96%, o MeHblueil Mepe Ha 97%, no MeHblIel mepe Ha 98%, o
MmeHbineil Mepe Ha 99% wumn Ha 100% wpentuunyro SEQ ID NO: 1, 1 aMHHOKUCIIOTHYIO
HIOCJIEIOBATEIBHOCTD BAPHAOEIbHOTO JOMEHA TSDKEJION LienH 1o MeHbluel Mepe Ha 80%, mpu mo
MeHblIei mepe Ha 85%, o MmeHbLIel Mepe Ha 90%, o MeHbIuel Mepe Ha 95%, o MeHbLIel Mepe
Ha 96%, no MeHblIed Mepe Ha 97%, 1o MeHblel Mepe Ha 98%, o MeHbIel Mepe Ha 99% unu
Ha 100% unentuunyro SEQ ID NO: 6, SEQ ID NO: 17, SEQ ID NO: 28, SEQ ID NO: 39 unu
SEQ ID NO: 50.

[0015] B Oonee KOHKpPETHOM BapUaHTE OCYLIECTBICHMsS JIFOOOTO W3 BBILIEYKA3aHHBIX
anturen win ux BCMA-cBsi3biBaromux (parmMeHToB, aHTHTENO Wik ero BCMA -CBsi3bIBarOIIUi
(parMeHT COmEP’KUT aMUHOKHCIOTHYIO IMOCJIEAOBATEIbHOCTh BapuabeNbHOrO AOMEHa JIErKOH
L[N, KOTOpasi COAEP>KUT aMMHOKHUCIIOTHY0 nocnenosarenbHocTs SEQ ID NO: 2, SEQ ID NO: 3
u SEQ ID NO: 4, u siBnsercs no menbiueii mepe Ha 80%, no menbiueii Mmepe Ha 85%, o MeHbIei
Mmepe Ha 90%, no meHbIuei Mepe Ha 95%, 1o MeHblueil Mepe Ha 96%, o MeHblIel Mepe Ha 97%,
1o MeHblIel Mepe Ha 98% unu no menblel Mepe Ha 99% unentuunoit SEQ ID NO: 1. B apyrux
0oJiee KOHKPETHBIX BapHUAHTAX OCYLIECTBJICHHUS JIFOOOTO M3 BBIINICYKA3aHHBIX AHTHTEN WA HX
BCMA-cBsi3biBatomiux (parmeHToB antuteno wm ero BCMA-cBsi3piBatomuii - parmMeHt
COIEPKUT aMHHOKHUCJIOTHYIO MOCJIEOBATEIbHOCTh BapuabeIbHOro JoMeHa Tspkenon nenu SEQ
ID NO: 7-9, 10-12 unu 13-15 u siBnsiroTcst mo MeHbiuei mepe Ha 80%, o menbleit mepe Ha 85%,
1o MeHblel Mepe Ha 90%, o meHblel Mepe Ha 95%, o MeHblIel Mepe Ha 96%, Mo MeHblel
Mepe Ha 97%, no Menbiuel Mepe Ha 98% wnu o meHbel Mepe Ha 99% unenruunbivu SEQ 1D
NO: 6; anrtuteno wimm ero BCMA-cBsi3piBaOmuii (parMeHT COAEPIKUT AMHHOKHCIOTHYIO
MOCJIEIOBATEIPHOCTD BapradenpHOro nomena tsokeson uermu SEQ ID NO: 18-20, 21-23 wunu 24-
26 u SBJISIIOTCA 1O MeHbIIeH Mepe Ha 85%, mo meHblueit mepe Ha 90%, o MeHbIuel Mepe Ha 95%,
no MeHblieil Mmepe Ha 96%, no meHblieil Mepe Ha 97%, mo MeHblieil Mepe Ha 98% wunu no
Menbinen mepe Ha 99%, unenruunbivu SEQ ID NO: 17; antureno wiu ero BCMA-cBsi3piBaromuii
(bparMeHT comepKUT aMUHOKUCIIOTHYIO TOCIIENOBATENbHOCTD BapUabeIbHOrO TOMEHa TSKEION
uenu SEQ ID NO: 29-31, 32-34 unu 35-37 u aBisiroTcs 110 MeHbluel Mmepe Ha 80%, mo MeHbInein

Mepe Ha 85%, o MeHblueil Mmepe Ha 90% no MeHblIel Mepe Ha 95%, 1o MeHblel Mepe Ha 96%,



no MeHbluell Mepe Ha 97%, mo meHbluel Mepe Ha 98% wunu no MmeHbiueld Mepe Ha 99%
unentnuHbiMu SEQ ID NO: 28; antureno win ero BCMA-cBsi3bIBaromuii (pparmMeHT CORep KHUT
AMUHOKHUCJIOTHYIO TTOCJIEAOBATEIbHOCTD BapradenpHOro gomeHa tsokeson nenu SEQ ID NO: 40-
42, 43-45 unu 46-48 u sBsAOTCA O MeHbliel Mepe Ha 80%, mo meHbliel Mmepe Ha 85%, Mo
MeHblIel mepe Ha 90%, 1o MeHblIel Mepe Ha 95%, 1o MeHblel Mepe Ha 96%, o MeHbllel Mepe
Ha 97%, o meHbiuel Mepe Ha 98% nnu no MeHblieil mepe Ha 99% unentuunsiMu SEQ ID NO:
39, amtureno umun ero BCMA-cBs3pBarOmmii  (parMeHT COOEPKUT aAMHUHOKUCIOTHYIO
MOCJIEIOBATEIPHOCTD BapradenbHoro nomena tsokeson uernu SEQ ID NO: 51-53, 54-56 unu 57-
59 u aBnsArOTCS Mo MeHblIel Mepe Ha 80%, o MeHbIel Mepe Ha 85%, o MeHbLIel Mepe Ha 90%,
1o MeHblIel Mepe Ha 95%, no MeHblueld Mepe Ha 96%, o MeHblIel Mepe Ha 97%, Mo MeHbLIel
Mmepe Ha 98% unu o mesbluell Mepe Ha 99% unentuunsivu SEQ ID NO: 50.

[0016] B KOHKpeTHBIX BapuUaHTax OCYIIECTBIEHHs JioOoro u3 anruren nporus BCMA
i ux BCMA-cBsi3bIBatomux (pparMeHToB, MPEJIOKEHHBIX B HACTOALIEM JOKYMEHTE, AaHTUTENO
NpeACTaBsieT COOOH MOHOKJIOHAJIbHOE AHTUTENO, XUMEPHOE AaHTHUTENOo, AuaHTureno, Fab-
¢parment, Fab’-¢pparmenr wumu  F(ab’)2-pparenr, Fv, OucneunduuHoe aHTHUTEINO,
Ooucneundrunsiii Fab2, oucnenuduanenii (mab)2, ryMaHU3UPOBAHHOE AHTHTEINO, HCKYCCTBEHHO
CO3JJAHHOE YEeJIOBEYeCKOe aHTHTENOo, OncnennduuHblii aktuBarop T-kiIeTok, OucnenupuuHbIi
akTrBaTop NK-KJIETOK, OIHOLENOYEYHOE aHTHUTEJNIO (HarpuMep, OAHOLeNno4YeHbIH Fv-pparmeHt
wnu scFv), Triomab (], BapuanT IgG «BbicTyn u Biagunay (kih) ¢ oOmmeit nerkoii nensto, aHTUTENA
Ha tatdopme CrossMADb, opto-Fab IgG, DVD-Ig, 2 B 1-1gG, IgG-scFv, sdFv2-Fc, bu-Hanoterno,
TandAb, anTuTeno Ha riaThopme ¢ MEPENpPOrpaMMHUPYEMOI HAIMPABICHHOCTBIO U JBOHHOMN
appunnoctrro (DART-mnardpopme), DART-Fc, scFv-HSA-scFv (rone HSA npencrasnsier coboii
CBIBOPOTOUHBIH aJIbOYMHH YeJIOBEKA) WIIM aHTHTEJIO C «3aMUparoum cesizpiBanuem» (dock-and-
lock) (DNL)-Fab3. B npyrom KOHKpeTHOM BapHUaHTE OCYIIECTBIIEHUS JIFOOOT0 U3 aHTHUTEJ MPOTUB
BCMA i ux BCMA-cBsi3bIBatOIuX (pparMeHTOB, MPEIOKEHHBIX B HACTOSIIIEM JTOKYMEHTE,
yYKa3aHHOE aHTUTEJIO MJIH (PparMeHT npeacTaBisieT COO0H KOHBIOTAT aHTUTENA C JIEKAPCTBEHHBIM
CPEICTBOM.

[0017] B npyrom acrmekTe B HACTOSLIEM JOKYMEHTE MPEAJIOKEH MOJUMENTHI, KOTOPBIN
conepxut nocaenosarenbHoctd CDR1, CDR2 unu CDR3 msixenoit nenu SEQ ID NO: 7, SEQ ID
NO: 8 u SEQ ID NO: 9, coorBercrBenno;, SEQ ID NO: 10, SEQ ID NO: 11 u SEQ ID NO: 12,
cootrBerctBeHHO, SEQ ID NO: 13, SEQ ID NO: 14 u SEQ ID NO: 15, coorsercrBenno; SEQ ID
NO: 18, SEQ ID NO: 19 u SEQ ID NO: 20, coorBerctBenno, SEQ ID NO: 21, SEQ ID NO: 22 u
SEQ ID NO: 23, coorBercrBenHo; SEQ ID NO: 24, SEQ ID NO: 25 u SEQ ID NO: 26,
cootrBerctBeHHO; SEQ ID NO: 29, SEQ ID NO: 30 u SEQ ID NO: 31, coorBercrBenHo; SEQ ID
NO: 32, SEQ ID NO: 33 u SEQ ID NO: 34, coorBerctBenno, SEQ ID NO: 35, SEQ ID NO: 36 u
SEQ ID NO: 37, coorBercrBenHo; SEQ ID NO: 40, SEQ ID NO: 41 u SEQ ID NO: 42,
cootrBerctBeHHO;, SEQ ID NO: 43, SEQ ID NO: 44 u SEQ ID NO: 45, coorsercrBenHo; SEQ ID
NO: 46, SEQ ID NO: 47 u SEQ ID NO: 48, coorBerctBenno, SEQ ID NO: 51, SEQID NO: 52 u
SEQ ID NO: 53, coorBercrBenHo; SEQ ID NO: 54, SEQ ID NO: 55 u SEQ ID NO: 56,
cootBercTBeHHO, Wi SEQ ID NO: 57, SEQ ID NO: 58 u SEQ ID NO: 59, coorBeTcTBeHHO. B



IPYyroM BapHUaHTE OCYLIECTBJICHUSI B HACTOSIIEM TOKYMEHTE MPEIJIOKEH MOJHUIENTU ], KOTOPBIN
conepxut nocienosarenbHoctd CDR1, CDR2 u CDR3 nerkoii nenu SEQ ID NO: 2, SEQ ID NO:
3 u SEQ ID NO: 4, cooTBeTCTBEHHO. B KOHKpPETHOM BapHaHTE OCYIIECTBIICHHUS JFOOOro W3
MOJIMTIENTUIOB, TPEAJIOKEHHbIX B HACTOSALIEM JOKYMEHTE, TMOJUNENTHA AOTOTHUTEIBHO
conepxut nocnenosareapHocTd CDR1, CDR2 unu CDR3 nerkoit uenu SEQ ID NO: 2, SEQ ID
NO: 3 umu SEQ ID NO: 4, cooTBeTCTBEHHO. B KOHKPETHOM BapHaHTe OCYIIECTBJICHUs JI0O0T0
U3 TIOJIMMENTHUIOB, MPEIJIOKEHHBIX B HACTOSIIEM MOKYMEHTE, MOJUIENTH AOTOIHUTEIBHO
conepxut nociuenosareapHocTd CDR1, CDR2 unu CDR3 nerkoit uenu SEQ ID NO: 2, SEQ ID
NO: 3 u SEQ ID NO: 4, coorBercTBeHHO. KpoMe TOro, B HacTOsIIEM JOKYMEHTE MPEAJIONKEH
MOJIMIIENITH T, KOTOPBII COAEPIKUT BapHaOeNbHYO MOCIeN0BaTeNbHOCTD Jerkoi nenu SEQ ID NO:
1. Kpome TOro, B HacTosleM AOKYMEHTE TMpPEIJIOKEH IOJUMENTUZl, KOTOPbIM COAEPIKUT
BapuadenpHyI0 nocienoarenbHocTh Tsokenoi nenn SEQ ID NO: 6, SEQ ID NO: 17, SEQ ID
NO: 28, SEQ ID NO: 39 unmu SEQ ID NO: 50.

[0018] B pgpyrom acmekTe B HACTOSILIEM JOKYMEHTE MPEIOKEHA KOMITO3UIIMS,
comepxaiasi Jr000€ HM3 AHTUTEN, HUX CBS3BIBAOMIMX (PArMEHTOB WM TOJUIEITHIOB,
MIPENJIOKEHHBIX B HACTOSIIIIEM JOKYMEHTE. B KOHKPETHOM BapuUaHTe OCYyLIECTBIEHUS KOMIIO3ULIUS
npeacTaBisier coboit (papMaleBTUYECKYI0 KOMITO3HIMIO. B JPyrux KOHKPETHBIX BapUaHTax
OCYLIECTBJIEHUS KOMIIO3ULIMSL ~ COCTaBJ€HAa [Jsi BHYTPUBEHHOW, BHYTPUAPTEPHUAJIBbHOMN,
BHYTPUMBIIIEYHON, BHYTPUKOXXHOW, MOJKOXKHOW, WHTPAAypalbHON, HWHTPATEKaJbHOW WU
BHYTPHOPIOIINHHON TOCTABKH.

[0019] B nmpyroMm acmekTe B HACTOSIIEM IOKYMEHTE MPEJIOKEHbI MMOJIHHYKIEOTUIBL,
KOAUPYIOIIKe JI0Oble U3 aHTUTEN, (PPAarMeHTOB aHTHUTEN WJIM TOJUIEITUIOB, MPEIOKEHHBIX B
HACTOSIIIEM JOKyMeHTe. B OmHOM BapuaHTe OCYINECTBJICEHHUS B HACTOSINEM JIOKYMEHTE
MPEeNJIONKEH TOJNIMHYKICOTHA, Koaupyromui antureno npotus BCMA, BCMA-cBsi3bIBaromuii
(dbparMeHT aHTHTENA WU MOJUNeNnTUn, comepxamue nocienoBarenbHocTd CDR1, CDR2 wnu
CDR3 mspxenoit nenu SEQ ID NO: 7, SEQ ID NO: 8 u SEQ ID NO: 9, coorBercTBerH0; SEQ ID
NO: 10, SEQ ID NO: 11 u SEQ ID NO: 12, coorBerctBenno, SEQ ID NO: 13, SEQ ID NO: 14 u
SEQ ID NO: 15, coorBercrBenno; SEQ ID NO: 18, SEQ ID NO: 19 u SEQ ID NO: 20,
cootrBerctBeHHO, SEQ ID NO: 21, SEQ ID NO: 22 u SEQ ID NO: 23, coorBercrBeHH0; SEQ ID
NO: 24, SEQ ID NO: 25 u SEQ ID NO: 26, coorBerctBenHo, SEQ ID NO: 29, SEQ ID NO: 30 u
SEQ ID NO: 31, coorBercrBenno; SEQ ID NO: 32, SEQ ID NO: 33 u SEQ ID NO: 34,
cootrBerctBeHHO, SEQ ID NO: 35, SEQ ID NO: 36 u SEQ ID NO: 37, coorBerctBeHHO; SEQ ID
NO: 40, SEQ ID NO: 41 u SEQ ID NO: 42, coorBerctBenHo, SEQ ID NO: 43, SEQ ID NO: 44 u
SEQ ID NO: 45, coorBercrBenHo; SEQ ID NO: 46, SEQ ID NO: 47 u SEQ ID NO: 48,
cootrBerctBeHHO; SEQ ID NO: 51, SEQ ID NO: 52 u SEQ ID NO: 53, coorsercrBenHo; SEQ ID
NO: 54, SEQ ID NO: 55 u SEQ ID NO: 56, coorBercrBenHo; mum SEQ ID NO: 57, SEQ ID NO:
58 u SEQ ID NO: 59, coorBeTcTBeHHO. B 00j1€€ KOHKPETHOM BapUaHTE OCYIIECTBIICHHS JIFOOOTO
U3 TIOJUHYKJICOTHIOB, MPEAJIOKEHHbIX B JaHHOM JIOKYMEHTE, TIOJUHYKJICOTHU] CONEPKUT
HyKJeotunnyto nocieaosarenbHocTs SEQ ID NO: 5, SEQ ID NO: 16, SEQ ID NO: 27, SEQ ID
NO: 38, SEQ ID NO: 49 unu SEQ ID NO: 60. B npyrom BapuaHTe OCYILECTBJIEHHs] B HACTOSIILEM



JIOKYMEHTE TPENJIOKEH IMOJUHYKIECOTHA, KOTUpPYromuid antureno npotus BCMA, ¢parmenr
ceszbiBatoliero BCMA anTutena wiu moJunentun, coaepramiue nocnenoparenbHoctu CDRI,
CDR2 unu CDR3 nerxoii nenu SEQ ID NO: 2, SEQ ID NO: 3 u SEQ ID NO: 4, COOTBETCTBEHHO.
B npyroMm BapuaHTe OCYLIECTBJIEHMsS B HACTOSIIEM AOKYMEHTE MpPEIJIOKEH IOJHUHYKJIEOTUs,
KOTOpbI koxupyer antuteno npotuB BCMA, BCMA-cBs3biBaromuii pparMeHT aHTUTENA WIN
MOJIMIIENITH]I, COAepIKalie BapuadeIbHy 0 NocIenoBaTenbHOCTh Jerkoit nenu SEQ ID NO: 1. B
APYrOM BapUaHTE OCYLIECTBJIEHHUS B HACTOSLIEM JAOKYMEHTE NpPEIJIOXKEeH MOJUHYKICOTHN,
KOTOpbIi koxupyer antuteno npotus BCMA, BCMA-cBs3bIBatromuil parMeHT aHTUTENA WITH
MOJIUTIENITH]I, COAEeP KAIINe BapuabesbHYI0 MOCIenoBaTesIbHOCTh Tspkeson nerm SEQ ID NO: 6,
SEQ ID NO: 17, SEQ ID NO: 28, SEQ ID NO: 39 unu SEQ ID NO: 50. B koHKpeTHOM BapHuaHTe
OCYILIECTBJICHUS] B HACTOSIIEM AOKYMEHTE MPEJIOXKEH MOJUHYKJIEOTH], KOTOPBIM KOIUPYeT
antureno nporuB BCMA, BCMA-cesa3biBatolmii (parMeHT aHTHUTENAa WIM TOJHUIENTHL,
conepikarrie BapuadbenpHyo nocienosareabHoCTh jterkoi nenu SEQ ID NO: 1 u BapuabenbHyro
nocaegoBaTenbHoCTh Tspkenow nenu SEQ ID NO: 6, SEQ ID NO: 17, SEQ ID NO: 28, SEQ ID
NO: 39 unmu SEQ ID NO: 50.

[0020] B mpyrom acmekTe B HACTOSIIEM JIOKYMEHTE NPEeJIOKEHbI IMOJHHYKIEOTUIHbIE
BEKTOPBI, COAEprKallhe TMOJMHYKICOTUAbl, MPEAJOKEHHBbIE B HACTOSAIIEM JOKyMeHTe. B
KOHKPETHOM BapUaHTEe OCYLIECTBJIEHHUs BEKTOP MPEACTABIIAET COOO0I SKCIPECCHOHHBIN BEeKTOp. B
APYTrOM KOHKPETHOM BapHaHTE OCYLIECTBJICHHs BEKTOp IpeACTaBisieT cOOOH peTpoBHPYCHBIH
BEKTOP WJIM JICHTUBUPYCHBIN BEKTOP.

[0021] B mpyrom acmekTe B HaCTOSIIIEM AOKYMEHTE TMpeasioyKeHa KJIeTKa, CoIepKainast
000 U3 MONMHYKJICOTUIOB, MPEIJIOKEHHBIX B HACTOSLIEM JOKYMEHTE, HITH SKCIIPECCUPYIOINast
moboe u3 anruren npotuB BCMA, ux BCMA-cBs3biBaromue GparMeHTbl WIN MOJUIETITH/IBI,
MpeJIOKEHHbIE B HACTOSIIEM JOKyMeHTe. B KOHKpEeTHOM BapuaHTE OCYLIECTBJIECHMS KIJIETKa
COIEPKUT JII0OO0H U3 BEKTOPOB, MPEIJIOKEHHBIX B JAHHOM JOKYMEHTE.

[0022] B apyroMm acmekTe B HACTOSALIEM IOKYMEHTE NPEMJIOKEH CHOCOO MOTydeHHs
MOJIUMENTHA, BKJIIOYAOIIMNA B ce0s MHUIHMALMIO B JIEOOOHW M3 KIJIETOK, MPEIJIOKEHHBIX B
HACTOALIEM JIOKyMEHTE, OKCIIPECCUM TMOJIMHYKJIEOTHAA, IMPENJIOKEHHOT0 B  HACTOSIIEM
JOKYMEHTE, BCJIEJCTBHE KOTOPOM NpPOAYyLHPYETCs yKa3aHHbIH IONMIENTUA, U BBbIIEICHUE
yKaszaHHOro noyunentuaa. Kpome Toro, B HACTOALIEM TOKYMEHTE MPEIJIOKEH CIOCO0 MOy YeHHSI
antutena npotuB BCMA win ero BCMA-cBsi3biBaromero gpparMeHTa, BKJIFOYAOIUNA B ce0st
UHULHAALMIO B JIOOOH W3 KIETOK, NPEMJIOKEHHBIX B HACTOSIIEM IOKYMEHTE, SKCIPECCHU
MOJNIMHYKJIEOTH1a, TMPEAJIO)KEHHOTO B HACTOSIILEM JOKYMEHTE, BCJEACTBHE KOTOpPOH
NPOAYLHPYETCs YKa3aHHOE aHTUTEJIO WIIH ero (PparMeHT; U BhIACIEHHE YKA3aHHOTO aHTUTENa WITH
ero pparmenTa.

[0023] B apyrom acmekTe, B HACTOSIIEM JOKYMEHTE MPEUIOKEH CIOCO0 HCTOIIECHUS
skcnpeccupyromux BCMA kiieTok y maluenTa, Hy KAAFOLIErocs B 3TOM, BKJIFOUAIOIINI BBEICHHE
NALHMEHTY TepaneBTHYecku 3(PpPeKTHBHOrO KonmudecTsa Jirodoro u3 anturen npotus BCMA, ux
BCMA -cBsi3bIBaroIero ¢pparMeHra Wi MMOJUNENTHIOB, TPEAJIOKEHHBIX B TaHHOM JIOKYMEHTE.

KpOMe TOr'0, B HACTOALIEM MAOKYMCHTE IMPEATIONKEH criocod HUCTOLICHUA SKCIIPECCUPYIOINUX



BCMA kneTok y manuenTa, Hy>KAaroImerocsi B 5TOM, BKJIIOYAIOIINN B ceOst BBEACHUE MALIUCHTY
TepaneBTHYeCKH 3P PEeKTUBHOrO KoimdecTsa jrodoro m3 antuten npotne BCMA, ux BCMA-
CBSI3BIBAIOINETrO ()parMeHTa WIM TOJUNENTUIOB, NMPEIUIOKEHHBIX B HACTOSIIEM IOKYMEHTE.
Kpome Toro, B HacTosAIIeM JOKyMEHTE NPEMJIOKEH CrIOco0 JieueHHs 3a00IeBaHNsA, BBI3BAHHOTO
skcnpeccupyrommu - BCMA  knerkamu,  Hampumep — akcmpeccupyroomumu  BCMA
IUTA3MATUYECKUMHU KJIETKaMH, Yy TaLWeHTa, HY)KOAOIIErocss B 3TOM, BKIIOYAOMUA B cels
BBEJICHNUE MALMEHTy TepamneBTudecku 3dpdexruBHoro xomuuectsa anruren npotus BCMA, ux
BCMA-cBsi3bIBaroiiero (parmMeHTa WM TMOJHIENTHIOB, MPENJIOKEHHbIX B HACTOALIEM
nokymeHTte. Kpome Toro, B HaCTOSIIEM TOKYMEHTE MPEIOKEH CIIoco0 JieueHust CBA3aHHOTO ¢ B-
KJIeTKaMU 3a00JIeBaHMsI, aCCOLMUPOBAHHOTO ¢ SKcnpeccueit BCMA, y manuenTa, Hy KIaroerocs
B 5TOM, BKJIIOHYAIOIINHA B ce0s1 BBEIEHHE MALIUEHTy TeparneBTu4ecku 3QHEeKTUBHOTO KOINYECTBA
moboro u3 anturen npotus BCMA, nx BCMA-cBsi3piBarolero pparMeHTa Wiv NOJUIENTH/IOB,
NPEJIOKEHHBIX B HACTOSALIEM JOKyMeHTe. B KOHKpETHbIX BapHaHTaX OCYIIECTBJICHUS
n3o0pereHust cBsA3aHHOe C B-kieTtkamm 3aboneBaHMe MPencTaBisieT COOOM MHOMKECTBEHHYIO
MHEJIOMY, TUIa3MOLIUTOMY, TUM(pOMY XOIKKHHA, HEXOKKHHCKYIO JTUM(POMY, (OITHKYIAPHYIO
IUM(POMY, MEJNKOKJIETOYHYIO JUM(POMY € HEpacCIIEeIUICHHBIM SAPOM, SHAEMHUYECKYIO JUMGOMY
bepxurra, cnopannueckyro snumpomy bepkurra, numdomy MapruHanIbHOH 30HBI, 3KCTpa-
HOAaNbHYI0 JUMpOMy ITUMPOUAHON TKaHM, aCCOLMHUPOBAHHON CO CIU3UCTBIMU OOOJOYKAMHU,
Y3JIOBYI0 MOHOLIMTOHIHYIO B-kierounyroo numpomy, nmumpomy ceneseHkH, TUMPOMY KIETOK
MaHTHHHOW 30HBI, KPYITHOKJIETOUHYIO JuMpomy, nupdysHyro mumMdomy U3 CMEIaHHBIX KIETOK,
muddysHyro kpynHOKIeTouHyo B-knerounyro aumdomy (DLBCL), unnoneHTHyo Jumdomy,
muMdorazmMaTHuecKyo B-kiaerounyro numpoMy, UMMYHOONACTHYHO JHM(OMYy, NEPBUYHYIO
MEIMaCTHHAJIbHYI B-KkieTouHyr auMdoMy, JIErOYHYH B-KJI€TOYHYIO aHTMOLEHTPUYECKYIO
miMmpomy, Manyro JuMmporuTapHyro JUMGOMY, XPOHHYECKHH JHUM(pOLUTAPHBIA JIEHKO3,
nponudepanyro  B-kieTok ¢ HEONpeneNeHHbIM  3JIOKAYECTBEHHBIM  IMOTEHIHAJIOM,
TUM(OMATOUIHBIA  TPaHyJIeMaTo3, IMOCTTPAHCIUIAHTALIMOHHOE  JuMdonponudpepaTuBHOe
3a0oseBaHre, WMMYHOPETYJIATOPHOE 3a00JieBaHME, PEBMATOMIHBIN AapPTPUT, MHACTEHHIO,
UIUOTIATUYECKYIO TPOMOOIIMTONIEHUYECKY IO My pIypy, aHTU(HOCHOTUITUAHBIN CHHAPOM, O0JIe3Hb
[Taraca, Oonesnp I'peiiBca, rpanHynemaro3 Berenepa, y3eJKOBbIH NOJHAPTEPHHT, CHHIAPOM
[Terpena, BYJIbI'APHY IO Ny3bIPYATKY, CKJIEPO/IEpPMHUIO, paccestHHbIH CKJIEPO3,
antudochomununubiii cunapom, ANCA-acCOUMUPOBAaHHBIN BacKyJuT, Oone3Hb [ 'yamacyepa,
6one3np KaBacaky, ayTOMMMYHHYIO T€MOJUTHYECKYIO aHEMHIO, CHCTEMHYIO KPACHYIO BOTYAHKY,
OBICTPO TPOTPECCUPYIOIUN TIIOMEPYJIOHEPPUT, OONE3Hb TSDKENBIX LeNel, NMepBUYHBbIN WIN
UMMy HOLIUT-aCCOLIMUPOBAHHBIN aMUJIONI03, KOJKHYIO KpPACHYI BOJMAHKY, MOHOKJIOHAJBHYIO
raMMOTIATHIO HEYCTAHOBJIEHHOTO 3HAUEHUS! HITH TIIHO0IaCTOMY .

[0024] B nOMOMHUTENHHOM acleKTe B HACTOSALIEM JOKYMEHTE MPEIJIOKEHbl XUMEPHBIE
anturennble perentopbl (CAR), koTopeie cozmepkar moOyro u3 nocnenoBatenpHocTen CDR
TSDKEJIOW WJIM JIETKOH LeNy, MNPEIJIOKEHHBIX B HACTOALIEM MOKYMEHTe, WM JIO0yI H3
BapHadENIbHBIX MTOCIIEN0BATEIbHOCTEH TSHKENION WIIH JIETKOW LETH, MPEAJIOKEHHBIX B HACTOSIIEM

nokymente. B onmHom  Bapuante  ocymectBiaeHuss CAR  comepkuTr  yKa3aHHbIE



nocienosarepHocTy  CDR1, CDR2 u CDR3 Tmmkemoil wnenu W/HMIM — yKa3aHHbIE
nocienosatenbHocTd CDR1, CDR2 u CDR3 gerxoii nenu BoO BHekJieTouHOM BCMA-
CBsA3bIBAOLlEM JAoMeHe. B npyrom Bapuante ocyuiectBieHuss CAR comepkKuT yka3aHHYIO
NOCJIEIOBATEIBHOCTD JIETKOW LIeTH W/HIIN YKa3aHHYIO IMOCJIENOBATEIbHOCTh TSDKEJIOH LU BO
BHekseTouHOM BCMA-cBsi3biBatolieM aoMeHe. B apyrom Bapuante ocyuiectsieHuss CAR
COIEPIKUT W AOTOTHUTENBHO CONEPKUT OAMH MIJIM HECKOJIBKO U3. TPAHCMEMOPAaHHOTO IOMEHa,
NEPBUYHOTO CUTHAJBHOTO AOMEHAa W/MIIM KOCTHUMYJIMPYIOLIEro AoMeHa. B maHHOM mOKyMeHTe
TAK>Ke TPEIOKEHBI KJIETKH, HAIPUMEP UMMYHHBIE KJIETKH, KOTOPbIE SKCIIPECCUPYIOT JIF000H 13
CAR, mnpeanokeHHBIX B HACTOSIIEM JAOKyMeHTe. B Ooiee KOHKPETHBIX BapHUaHTax
OCYIIECTBJICHUSI KJIETKH MPEACTABISIOT co00i T-KieTkH, ecTecTBeHHbIe KiiepHble kieTku (NK-
KJIeTkH) wiu ectecTBeHHble KuuiepHble T-knetku (NKT-knerku). Kpome Toro, B Hacrosimem
JOKyMEHTE TpPEeJIOKEeH Crocod HCTOLIEHMs KIETOK, skcrpeccupyroumx BCMA, Hanpumep
IUIA3MaTUYECKUX KJIETOK, V MALUEeHTa, HYKIAIOIIErocsi B 3TOM, BKJIIOYAIOIUi B ceOsl BBEAECHUE
NALMEHTy TeparneBTHudecku 3 PeKTUBHOrO KOJMUYECTBA KIIETOK, SKCIpeccupyoimux antu-BCMA
CAR, mpennokeHHblii B HacToseM aAokyMmeHte. Crnocol jedeHus CBsI3aHHOTO ¢ B-kieTkamu
3aboneBaHusl, aCCOLMUPOBAHHOTO C dKcnpeccueit BCMA, y maiuenTa, HyKAAIOMErocsi B 3TOM,
BKJIIOYAIOIIUI B ceOsl BBECHNE MALMEHTY TepaneBTHYeCKU 3()(EKTHBHOTO KOJMUECTBA KIIETOK
no mobomy u3 nm49-52. B KOHKPETHOM BapHaHTE OCYLIECTBJIECHHs JIOOOro u3 crocoboB,
BKJIFOYAIOLIUX KJIETKY, skcrpeccupyromyo anTu-BCMA CAR, npeniokeHHyI0 B HacTOsIIEM
IOKYMEHTe, CBsi3aHHOe C B-xyeTkamu 3a0oseBaHue, NMpeAcTaBisieT COO0H MHOXKECTBEHHYIO
MUEJIOMY, TUIa3MOLUTOMY, JTUM(POMY XOKKHHA, HEXOKKHHCKYIO JTUM(POMY, (POJUTUKYISIPHYIO
auM(poMy, MENTKOKIETOUYHYIO JHUM(OMY C HEPACLICTUICHHBIM SIAPOM, SHIEMHUYECKYIO JHM(POMY
bepkutra, cnopagmueckyro gumpomy bepkurra, auM(pOMy MaprUHaNIbHOW 30HBI, JKCTpa-
HOJAJIbHYIO JIUM(POMY JTUM(POUTHONW TKAHHU, aCCOLMUPOBAHHOW CO CIM3UCTBIMH OOOJOYKAMH,
y3JIOBYIO MOHOLIMTOMIHYIO B-kierounyro maumpomy, nuMpomy cene3eHkH, JUMEPOMY KIIETOK
MaHTHHHOW 30HBI, KPYITHOKJIETOUHYIO JuMpomy, nupdy3Hyro muMdpomy U3 CMEIaHHBIX KIETOK,
muddy3ayro KpynHOKIeTouHyo B-knerounyro mumdomy (DLBCL), unnoneHTHyro Jumdomy,
muMdoruiazMaTHUecKyo B-kiaeTounyro sumMpoMy, UMMYHOONACTHYIO JHM(OMYy, NEPBUYHYIO
MEIMaCTHHAJIBHYI B-KkieTouHyr auMdoMy, JIErOYHYH B-KJI€TOYHYIO aHTHOLEHTPUYECKYIO
mMpomy, Manyro JuMporuTapHyr JUM(POMY, XPOHHYECKHH JIMM(pOLUTAPHBIA JIEHKO3,
nposnudepanyro  B-kiIeTok ¢ HEONpeneNeHHbIM  3JIOKAYECTBEHHBIM  ITOTEHIHAJIOM,
TUM(OMATOUIHBIA  TPaHyJIeMaTo3, IMOCTTPAHCIUIAHTALMOHHOE  JuMdonponudepaTuBHOe
3a0oneBaHne, WMMYHOPETYJATOPHOE 3a00JieBaHME, PEBMATOMAHBIN AapTPUT, MHACTEHHIO,
UIMOTIATHYECKYI0 TPOMOOIMTONIEHHYECKY IO My pIypy, aHTU(HOCHOTUIUAHBIN CHHAPOM, O0JIe3Hb
ITaraca, Oone3np I'peiiBca, rpanynemaro3 Berenepa, y3eJKOBBIH NOJHAPTEPHHT, CHHIAPOM
Ilerpena, BYJIbTAPHYIO My3bIpUaTKY, CKJIEPO/IEPMHUIO, paccestHHbIH CKJIEpPO3,
anTudochomununubiii cunapom, ANCA-accOUMUpPOBAaHHBIN BacKyJuT, Oone3Hb |'yamacyepa,
6one3np KaBacaky, ayTOUMMYHHYIO T€MOJUTHYECKYIO aHEMHIO, CHCTEMHYIO KPACHYIO BOTYAHKY,
OBICTPO TPOTPECCUPYIOIUN TIIOMEPYJIOHEPPUT, OONE3Hb TSDKENBIX LeNel, NMepBUYHBbIN WIN

UMMy HOLIUT-aCCOLIMMPOBAHHBIA aMUJIONI03, KOKHYIO KPAacCHYHK BOJYAaHKY, MOHOKJIOHAJbHYIO
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raMMOTIATHIO HEYCTaHOBJIEHHOTO 3HAUYEHUSI FJTH TIIHO0IACTOMY .

5. PUT'YPBI

[0025] @urypa 1 npexncrasisieT coO0M CXeMAaTUYECKYIO MILTIOCTpauuio aBuaHoro (1A) u
HeasuHOro (1B) cBsi3piBaHus.

[0026] Ha ¢urype 2 npeacraBieHbl THCTOTPaMMbl, MOka3biBatolie, uto IgG denoseka,
320262, 319966, 320111, 319883 u 320199, cesaseiBatoT kietku C6, sxcrpeccupyromue BCMA
4eJI0BEeKa.

[0027] Ha d¢urype 3 mnpencraBieHbl THCTOTPAMMBL, IeMOHCTpupyomue, 4yro IgG
yejoBeka, 320262, 319966, 320111, 319883 wu 320199, He cBszwbBaroT kjieTku Hek293,
skcnpeccupyromue npeacrasutess cemeiictsa TNF-penenropos, TNFRSF12A.

[0028] Ha ¢urype 4 npencraBieHbl THCTOIPaMMBI, TOATBEp KAatoLIHe, uyTo [gG yenoBeka,
320262, 319966, 320111, 319883 u 320199 cCBsA3BIBAIOT KJIETKU MHO>KECTBEHHOW MHUEJIOMBI
yenoseka NCIHO929, koropslie sHnoreHHo skcnpeccupytror BCMA.

[0029] Ha ¢urype 5 npencrasieHbl KpUBbIE 103a-0TBET Ul CBsi3biBaHUsA 1gG demnoBeka,
320262, 319966, 320111, 319883 wu 320199, ¢ BCMA-NONOKHUTENTbHBIMUA KJIETKAMU
MHOKeCTBEHHOH MuesoMbl yenoBeka U266B1 u KMS12BM. Ha ¢urype S Takke npencTaBieHbl
THCTOrpaMMbl, H300paxkaromue npoduian skcrpeccun mnpencrasureneit cemeiicrBa TNF-
peuentopoB, BCMA, TACI u BAFF, B xnerkax OPM2 u NUDHLI1 c¢ wucnonb3oBanuem
KOMMEpPYeCKH AOCTYNHBbIX aHTuTen. HakoHew, Ha ¢urype mokasaHsl KpPHUBbIE H03a-OTBET I
cBszbiBaHus antuten 320111 u 320262 ¢ knerkamu OPM2 (BCMAY/TACI/BAFFR”), HO He ¢
knerkamu NUDHL1 (BCMA/TACIT/BAFFR™).

6. IOAPOBHOE OIIUCAHUE

B HacrosiieM nokymeHTe npeiioxKeHbl noaunentuasl, Hanpumep, BCMA-cBs3biBatomue
MOJIUTIENITU B, KOTOpbIe comep:kat cneuuduyanbie nocienoBatenbuoct CDR1, CDR2 u CDR3,
u BCMA-cBsi3bIBaroIue aHTHTENA, (PparMeHThl aHTUTEN W MOJUIENTHABL, KOTOPbIE COAEpIKAaT
takue mnocineposarenpHocTd CDR1, CDR2 u CDR3. B HacrosiimeM JOKyMEHTE Takke
NPEIJIOKEHBI CIOCOOBI MPUMEHEHUS TAKHX aHTUTEJN, (PPArMEHTOB aHTUTEJ U MOJHUIETITHAOB IS
TEPAreBTUYECKUX LeJIeH, Hapumep, ISl JIeYeHUs] CyOBeKTOB, CTPAJAIOIINX 3a00JeBAHUEM HIIH
paccTpoCTBOM, CBSI3aHHBIM C IJIa3MaTHUECKUMU UiIH B-kieTkamu.

[0031] B «koHrekcre Hacrosimero omnucanus «CDR» o3Hawaer omnpenensomyro
KOMIUIEMEHTapHOCTh o0acTe, KOTOpast IpeCTaBIIseT coboii oTpefeNieHHbIe
MOCJIEIOBATEBHOCTH TSKEJION MJIU JIETKOM LieTIe aHTUTENA, ONOCPEAYIOLINE CBSI3bIBAHUE MEXIY
AHTUTEJIOM U aHTUT'€HOM MJIM 3MUTOIOM, Ha KOTOPBIl HANPABIEHO aHTUTENO, AMUHOKHCIIOTHbIE
OCTaTKH AaHTUTENa, KOTOpble (OOBIMHO TPU WM 4YeTbIpe KOPOTKHE 00JacTu ¢ KpaiiHel
U3MEHYHBOCTBIO TOCJIEIOBATENIbHOCTH) HAXOASTCS B JOMEHe V-001acTh UMMYHOTJIOOYIHHA,
KOTOpble O0pa3yroT AHTUTCHCBS3bIBAIOIIUN CAWT W SIBISIFOTCS OCHOBHBIMU JE€TEPMHUHAHTAMH
anturenHoil cneuuduunoctu. IlocnenosatensHocTe CDR  Moxker ObITh oOmnpeneneHa WIN
pOHyMepoBaHa, HarpuMep, no cucreMe Kadara (cm. Kabat, ef al., 1983. Sequence of Proteins of
Immunological Interest. National Institutes of Health, Bethesda, Maryland); mo cucreme Hornnu

(cm. Chothia &, Lesk, “Canonical Structures for the Hypervariable Regions of Immunoglobulins,”
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J. Mol. Biol. 196, 901-917 (1987));, unu no cucreme IMGT (cm. Lefranc ef al., “IMGT Unique
Numbering for Immunoglobulin and Cell Receptor Variable Domains and Ig superfamily V-like
domains,” Dev. Comp. Immunol. 27, 55-77 (2003)). Cm. Taxxe Abhinandan & Martin, “Analysis
and Improvements to Kabat and Structurally Correct Numbering of Antibody Variable Domains,”
Mol. Immunol. 45:3832 (2008).

6.1. IllonunenTuabl

[0032] B HacTOALleM MAOKYMEHTE MPENJIOKEH MOJNUIMENTH, KOTOPbI COAEPKUT
cneunguunsie nocnenosarensHoctu CDR1, CDR2 u CDR3 Tsxenoii nenu. B KOHKpeTHBIX
BAapUAHTAaX OCYLIECTBJICHUs HM300pETEeHMs TaKue TOJMIIENTHbl CIIOCOOHBI CBsA3bIBaTH BCMA
a100 TO OTHENIbHOCTH, JHOO B KOMOWHALMHM C TOJUIIENITHUAOM, COAEPIKALINM Clelu(pUIHbIe
nocnegoBatenbHocT CDR1, CDR2 u CDR3 nerkoit nemnu.

[0033] B mnepBOoM BapuaHTe OCYIIECTBJICHHS B HACTOSLIEM IOKYMEHTE MPENJIOKEH
MOJIUTIENITH]T, KOTOPBIN copepkut nocnenosareabHoct CDR1, CDR2 w/unu CDR3 SEQ ID NO:
7, 8 u 9, coorBeTcTBeHHO. Kpome TOro, B HacTOALIEM AOKYMEHTE MPENJIOKEH MOJUIMENTHN,
KOTOpbIit copepxut nocienosarenbuoctu CDR1, CDR2 w/umu CDR3 SEQ ID NO: 10, 11 u 12,
COOTBETCTBEHHO. Kpome TOro, B HacTOsEM IOOKYMEHTE MPEAJIOKEH MOJUNENTHI, KOTOPBIN
cogepxut mnocienosareibnocty CDR1, CDR2 w/unmu CDR3 ¢ SEQ ID NO: 13, 14 u 15,
COOTBETCTBEHHO. B KOHKDETHOM BapHaHTE OCYINECTBIECHUS JIIOOOr0 W3 3TUX BapUAHTOB
OCYLIECTBJICHUs MOJHUIIENTU COAEPKUT MOCIIEA0BATENbHOCTh BapuabeabHONW 00IacTH TSKEIOH
e SEQ ID NO: 2. B KOHKpETHOM BapuaHTe OCYIIECTBJIEHUs JFOOOr0 M3 3THUX BapUAHTOB
OCYIIECTBJICHUs] TIOJMIENTHT Tpeactasisier coboit Fab-dparmeHt, KkoTOpwI comepKuT
NOCJIeIOBATEIBHOCT BapHadenbHoi obnactu Tspkenod uermm SEQ ID NO: 6. B ppyrom
KOHKPETHOM BapHaHTE OCYINECTBJICHUs] JOO0Or0 W3 OTHX BapHAHTOB OCYLIECTBIICHHS,
MOJIUTNIENITU]T TIpencTaBisier coboii F(ab’),-pparmeHT, KOTOPBIN COMEPIKUT MOCIEAOBATEIHLHOCTh
BapuadenpHOU obnactu Tskenoi nenu SEQ ID NO: 6.

[0034] B npyrom BapuaHTE€ OCYINECTBIEHHS B HACTOALIEM JOKYMEHTE MpeasIoKeH
NOJIUIIENITH T, KOTOPBIH copep:kut nocnenosatensHoctd CDR1, CDR2 w/unu CDR3 SEQ ID NO:
18, 19 u 20, coorBercTBeHHO. KpoMe TOro, B HacTOALEM AOKYMEHTE MPEJIOKEH MOJUNENTH],
koTopsii cogepskut nocienoBarenbuoct CDR 1, CDR2 w/unu CDR3 ¢ SEQ ID NO: 21, 22 u 23,
COOTBETCTBEHHO. B HacTosiIeM AOKyMEHTe JOMOJHUTEIbHO MPEJIOKEeH MONUNENTH I, KOTOPbIH
conepxkut mocnenosarenpbHoctd CDR1, CDR2 w/unmu CDR3 SEQ ID NO: 24, 25 wu 26,
COOTBETCTBEHHO. B KOHKpeTHOM BapuaHTe TIOOOr0 M3 STHUX BaPHAHTOB OCYIIECTBJICHHUS
MOJTUTIENITH]T COAEPIKUT TOCIIeIOBATEIBHOCTD BapradepHol obnactu Tsukenoi nerm SEQ ID NO:
17. B KOHKPETHOM BapHWaHTE OCYIIECTBJICHHUS JIOOOr0 M3 3TUX BAPHAHTOB OCYIIECTBIICHUS
MOJIUTIENTH TpeAcTaBysieT coboli Fab-gparMeHT, KOTOpBIA COAEPKUT TOCIEAOBATEIHHOCTh
BapuabenpHON obnactu Tspkenod nemu SEQ ID NO: 17. B npyroM KOHKPETHOM BapHaHTE
OCYIECTBJIEHUsI JTFOOOTO U3 3TUX BAPUAHTOB OCYIIECTBJICHHUS MOJUIENTH MPEACTABISIET COOOH
F(ab’),-pparmeHT, KOTOPBINA COAEPKUT MOCIENOBATEILHOCTh BapraOeIbHONW O0NACTU TSIKEION
nenu SEQ ID NO: 17.

[0035] B npyrom BapuaHTe OCYINECTBIEHHs B HACTOALIEM JOKYMEHTE MpeAsIOKeH
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MOJIMIIENITH T, KOTOPHIH copepkut nocnenosarensHoctd CDR1, CDR2 w/unu CDR3 SEQ ID NO:
29, 30 u 31, cootBercTBeHHO. KpOMe TOro, B HACTOAIIEM JOKYMEHTE MPEIJIOKEH MOIUNENTHN,
koTopsiid copepxkut nocienoBarenbHocTH CDR1, CDR2 w/unmu CDR3 SEQ ID NO: 32, 33 u 34,
COOTBETCTBEHHO. Kpome TOro, B HacTOsIIEeM IOKYMEHTE MPEAJIOKEH MOJUNENTHJ, KOTOPbIH
conepxkur mocnenosareapbHocTd CDR1, CDR2 w/umum CDR3 ¢ SEQ ID NO: 35, 36 u 37,
COOTBETCTBEHHO. B KOHKpeTHOM BapuaHTe MOOOr0 M3 S3THUX BAPHAHTOB OCYINECTBJICHUS
MOJIUTIETITH]T COAEPIKUT TOCIIeIOBATEIBHOCTD BapradenpHol obnactu Tspkesnoi nerm SEQ ID NO:
28. B KOHKPETHOM BapHWaHTe OCYLIECTBJICHUS JIOOOr0 M3 3THX BAaPUAHTOB OCYLIECTBIICHUS
MOJIUTIENTH TIpeAcTaBisier coboi Fab-gparmMeHT, KOTOpBIA COAEPKHUT TOCIEAOBATEIHHOCTD
BapuabenpHOl obnactu Tspkenoi nenu SEQ ID NO: 28. B npyroM KOHKPETHOM BapHaHTE
OCYIIECTBJIEHUS JIFOOOr0 U3 3TUX BAPHAHTOB OCYILIECTBIEHHMS, TOJUIENITU NMPEICTABIAET COOOH
F(ab’),-pparmenT, KOTOPBIN COAEPKUT MOCIENOBATEILHOCTh BapHaOeIbHONU O0NacTU TSDKEION
uenu SEQ ID NO: 28.

[0036] B npyrom BapuaHTe OCYINECTBIEHHS B HACTOALIEM AOKYMEHTE MPEAJIOKEH
MOJTUTIENITH T, KOTOPHIi copep:xut nocnenosatensHoctd CDR1, CDR2 w/unu CDR3 SEQ ID NO:
40, 41 u 42, cootBercTBeHHO. KpOoMe TOro, B HacCTOSAIEM JOKYMEHTE MPEIJIOKEH MOIUNENTHN,
KoTOpbIit copepxkut nocienosarenbuoctu CDR1, CDR2 w/unu CDR3 SEQ ID NO: 43, 44 u 45,
COOTBETCTBEHHO. Kpome TOro, B HacCTOAIEM INOKYMEHTE MPEAJIOKEH MOJUNENTHI, KOTOPBIN
cogepxut nocienosarenbhocty CDR1, CDR2 w/umun CDR3 SEQ ID NO: 46, 47 u 48,
COOTBETCTBEHHO. B KOHKpETHOM BapuaHTe JIOOOr0 M3 STHUX BapHAHTOB OCYINECTBJICHUS
MOJIUTIENITH]T COAEPIKHUT TOCIIeI0BATEIbHOCTh BapradebHOM obnacTu Tsukenoi nerm SEQ ID NO:
39. B KOHKpeTHOM BapuaHTe JIOOOr0 M3 3THX BAPHUAHTOB OCYLIECTBJICHHUS TMOJHIIEITH
npencrasisier codoii Fab-hparmeHT, KOTOPBINA COAEPIKUT MOCIENOBATEBHOCTh BapHuadeTbHOMN
obiactu Tsokenoit uenu SEQ ID NO: 39. B npyrom KOHKPETHOM BapUaHTE OCYINECTBIICHUS
a000ro M3 3THX BAPHUAHTOB OCYINECTBJICHUS, MOJUNENTUA Mpencrasisier codoiri F(ab’),-
(bparMeHT, KOTOPBIH COAEPIKUT MOCNIENOBATEILHOCTD BapuadebHOM 00macTu Tsokenoi nenu SEQ
ID NO: 39.

[0037] B npyrom BapuaHTe OCYINECTBIEHHS B HACTOALIEM JOKYMEHTE MpeasoKeH
NOJIUTIENITH T, KOTOPBIH copep:kut nocnenosatensHoctd CDR1, CDR2 w/unu CDR3 SEQ ID NO:
51, 52 u 53, coorBercTBeHHO. KpOoMe TOro, B HaCTOALEM AOKYMEHTE MPEIOKEH MOJUIMENTH],
koTopeiid copepxkut nocienoBatenbHocTH CDR1, CDR2 w/unu CDR3 SEQ ID NO: 54, 55 u 56,
COOTBeTCTBEHHO. Kpome TOro, B HacToslleM IOKYMEHTE MPEAJIOKEH MOJUNENTHI, KOTOpPbIH
conepxkut mocnenosarenpbHocTd CDR1, CDR2 w/unmu CDR3 SEQ ID NO: 57, 58 u 59,
COOTBETCTBEHHO. B KOHKpeTHOM BapuaHTe TIOOOr0 M3 STHUX BaPHAHTOB OCYINECTBJICHUS
MOJTUTIENITH]T COAEPIKUT TOCIIeIOBATEIBHOCTD BapradepHol obnactu Tsokenoi nerm SEQ ID NO:
50. B KOHKpETHOM BapuaHTe JIOOOr0 W3 3THX BAPHAHTOB OCYIIECTBICHUS TOJHIIENTHI
npencrasisier coboii Fab-(parmMeHT, KOTOpBIN COMEPIKUT MOCIENOBATEIBHOCTh BapHaOeTbHON
obmactu Tspxenor nern SEQ ID NO: 50. B npyroM KOHKPETHOM BapHaHTe JEOOOro M3 3THX
BAPUAHTOB OCYLIECTBJICHUS MOJUMNENTHA mpencrasisier coboii F(ab’),-pparment, koropwrit

COZIEP>KHT TIOCIIEIOBATEIPHOCTD BapradenbHOl o0mactu Tsikenoi neru SEQ ID NO: 50.
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[0038] B HacrosiieM OOKyMEHTE TaKKe MPENJIOKEHO AHTHUTENO, KOTOPOE COMEPIKUT
cneunguunasie nocnenosatenbHoctd CDR1, CDR2 u CDR3 nerkoit mernu. B KOHKpeTHBIX
BAapPHUAHTAaX OCYLIECTBJICHHUs M300pETEHHs] TaKWe aHTUTeNa CrocoOHBI cBsA3biBaTh BCMA nubo
OTHEeNbHO, 00 B codeTanuu ¢ nocienoBareabHocTsiMu CDR 1, CDR2 u CDR3 Tsxenoti nienu. B
NEPBOM BapHaHTE OCYIIECTBJIEHUS B HACTOSIIEM AOKYMEHTE MPEAJIOKEHO aHTUTENO, KOTOpoe
comepxkur mnocienosarenbHocTy CDR1, CDR2 w/umm CDR3 SEQ ID NO: 2, 3 u 4,
COOTBETCTBEHHO. B KOHKpETHOM BapuaHTE OCYINECTBJIEHHUS JIIOOOrO0 W3 3TUX BApUAHTOB
OCYIIECTBJICHUS] AHTUTEJNA COAEPIKAT IMOCIEAOBATEIbHOCTD BapuabenpHONH 00IacTH JIETKOH Lenu
SEQ ID NO: 1. B KOHKpETHOM BapHaHTE€ OCYLIECTBJIEHHs JIOOOro W3 3TUX BaPHAHTOB
OCYIIECTBJIGHUs] aHTUTENA TMpPENCTaBIsAlOT coboil  Fab-gparment, xkoropeli comep:kur
NOCJIEI0BAaTEIbHOCTD BapradenbHoi obnactu jerkoi nenu SEQ ID NO: 1. B npyrom koHKpeTHOM
BapHaHTE OCYIIECTBIIEHUS] AHTUTEJIO MpeacTasiisieT codoii F(ab’),-pparMeHT, KOTOPBIH COOEPIKUT
MOCJIEI0OBATEIbHOCTD BapradenpHoi ooOactu serkoi nenu SEQ ID NO: 1.

[0039] B naHHOM OKyMEHTE MPEIJIOKEHO aHTUTENI0, KOTOPOE COAEPIKUT Crielu(pIHbIe
nocienosarenbHocTy CDR1, CDR2 u CDR3 Tskenoit nenu. B KOHKpETHBIX BapuUaHTax
OCYIIECTBJIEHUs N300pETEHHsI TAKHE TIOUIIENTHIBI CIOCOOHBI CBsi3biBaTh BCMA nu00 oTaensHo,
1160 B KOMOMHALINY C TTOJIUIENITHOM, COAEPIKAIUM crierinpuaHble nocnenoBareabHocT CDR1,
CDR2 u CDR3 nerkoii nenu.

[0040] B mepBoM BapuaHTe OCYLIECTBJIEHHUsS B HACTOSILIEM IOKYMEHTE IPENJIOKEHO
aHTHTENO, KoTopoe conepskuT nocnenosatenbHoctd CDR1, CDR2 w/umu CDR3 SEQ ID NO: 7,
8 u 9, coorBercTBeHHO. KpoMe TOro, B HaCTOSILEM AOKYMEHTE MPEAJIOKEHO aHTUTENO, KOTOPOe
comepxkut mocnenosarenbHoctd CDR1, CDR2 w/wunu CDR3 SEQ ID NO: 10, 11 wu 12,
COOTBeTCTBEHHO. Kpome TOoro, B HacCTOSIEM JOKYMEHTE MpPEIJIONKEHO AHTUTENO, KOTOpoe
comepxkut mocnenosarenbHoctd CDR1, CDR2 w/wunmu CDR3 SEQ ID NO: 13, 14 wu 15,
COOTBETCTBEHHO. B KOHKPETHOM BapuaHTE OCYINECTBJICHHUS JIIOOOrO W3 3THX BAapUAHTOB
OCYILECTBJICHUSI AHTUTEJIO COINEP’KUT IOCIEIOBATEIbHOCTh BapuaOenbHON 00JacTH TSKETON
e SEQ ID NO: 2. B KOHKPETHOM BapUaHTe OCYINECTBJIEHUs JFOOOrO M3 3THUX BapUAHTOB
OCYIIECTBJICHUs] aHTUTENIO TpeactaBisier coboit Fab-gparmeHnt, kotopslii comep:kut
NOCJIEIOBATEIBHOCT BapHadenbHOi obmactu Tspkenod nerm SEQ ID NO: 6. B ppyrom
KOHKPETHOM BAapUaHTE OCYINECTBJICHUs] aHTUTENO mnpexacrtasisier coborr F(ab’),-¢pparmenr,
KOTOPBII CONEPIKUT MOCIEeN0BATEIbHOCTh BapradenbHol obnactu Tsokenoi neru SEQ ID NO: 6.

[0041] B apyrom BapuaHTe OCYyIIECTBJEHHS B HACTOSIIEM AOKYMEHTE MpPEIJIOKEHO
aHTHUTENO, KoTopoe conepskut nocienosatenbHocTH CDR 1, CDR2 w/umun CDR3 SEQ ID NO: 18,
19 u 20, cooTBeTcTBeHHO. KpOMe TOro, B HACTOSIIIEM TOKY MEHTE MPEIJIOKEHO AHTUTENO, KOTOPOE
conepxkur mocnenosarenbHoctd CDR1, CDR2 w/unmu CDR3 SEQ ID NO: 21, 22 u 23,
coOoTBeTCTBEHHO. Kpome TOro, B HacTOsIEM AOKYMEHTE MpPEJIONKEHO AHTUTENO, KOTOpoe
conepxkut mocnenosarenpbHoctd CDR1, CDR2 w/unmu CDR3 SEQ ID NO: 24, 25 wu 26,
COOTBETCTBEHHO. B KOHKPETHOM BapuaHTE OCYINECTBJIEHHUS JIIOOOrO W3 3THX BApPHUAHTOB
OCYILECTBJICHUS] aHTUTENIO COINEPKUT IOCIENOBATEIbHOCTh BapuabenbHON 00MacTu TSKETON

uern SEQ ID NO: 17. B KOHKpETHOM BapuaHTe OCYIIECTBIEHHS JIIOOOro M3 3TUX BapUAHTOB
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OCYIIECTBJICHUs] aHTUTENO Tnpeacrasisier coboit Fab-gparment, kotopelii comep:kur
NOCJIEIOBATEIbHOCTh BapuabenpHON obOmactu Tspkenor nerm SEQ ID NO: 17. B ppyrom
KOHKPETHOM BapHUaHTE OCYINECTBJIEHUS JIFOOOrO M3 5TUX BAPHAHTOB OCYIIECTBJICHUS, aHTHTEIO
npencrasisier codoit F(ab’),-¢pparmMeHT, KOTOPBIi COMEPIKUT MOCISNOBATEILHOCTD BapHaOeTbHON
obnactu Tskenoii uenu SEQ ID NO: 17.

[0042] B apyroM BapuaHTe OCYIIECTBJEHHS B HACTOSLIEM AOKYMEHTE NpPEIJIOKEHO
aHTHUTEIO, KoTopoe conepskut nocienosarenbHocTd CDR 1, CDR2 w/umun CDR3 SEQ ID NO: 29,
30 u31, coorBercTBeHHO. KpoMe TOro, B HaCTOsAIIEM TOKY MEHTE MPEIIOKEHO AHTUTENO, KOTOPOE
conepxkur mocnenoBarenbHoctd CDR1, CDR2 w/mnmu CDR3 SEQ ID NO: 32, 33 u 34,
COOTBETCTBEHHO. Kpome TOro, B HAaCTOSIIEM AOKYMEHTE MpPEJIONKEHO AHTUTENO, KOTOpOoe
comepxxur mocnenoBarenbHoctd CDR1, CDR2 w/mnmu CDR3 SEQ ID NO: 35, 36 u 37,
COOTBETCTBEHHO. B KOHKPETHOM BapHUaHTEC OCYLICCTBICHUA J'[IO6OFO U3 OTHUX BApUAHTOB
OCYILECTBJICHUS] aHTUTENIO COMEPKUT IOCIENOBATEIbHOCTh BapuaOenbHON 00JacTu TsKeIon
nerin SEQ ID NO: 28. B KOHKpETHOM BapHaHTe JIEOOOr0 M3 3TUX BAPHAHTOB OCYIIECTBICHUSI
u3o0pereHust  aHTUTENO TnpexncrtaBinsier cobod  Fab-dparment, koropeii  comepikut
HIOCJIEIOBATEIbHOCTh BapuadenbHON oOmactu Tspkenod uerm SEQ ID NO: 28. B mpyrom
KOHKPETHOM BapHaHTe OCYLIECTBJIEHHs JFOOOro M3 3THX BAPHUAHTOB OCYLIECTBJICHUSI AHTHTEJO
npezacrasisietr coboii F(ab’),-pparmMeHT, KOTOpBIi COAEPIKUT MOCIEN0BATEIbHOCT BapuabeTbHON
obnactu Tsikesoin neru SEQ ID NO: 28,

[0043] B gpyrom BapuaHTe OCYIIECTBJIEHHS B HACTOSIIEM AOKyMEHTE MpPEJIOKEHO
aHTHUTEJO, KOoTopoe conepskut nocienosatenbHocTd CDR 1, CDR2 w/umu CDR3 SEQ ID NO: 40,
41 u 42, coorBeTrcTBeHHO. KpOMe TOro, B HACTOSILIIEM TOKYMEHTE MPEAJIOKEHO aHTUTENO, KOTOPOE
comepxkut mocnenosarenbHoctd CDR1, CDR2 w/unu CDR3 SEQ ID NO: 43, 44 wu 45,
COOTBeTCTBEHHO. Kpome TOoro, B HacCTOsIEM AOKYMEHTE MpPEIJIONKEHO AHTUTENO, KOTOpoe
conepxkut mocnenosarenbHocTd CDR1, CDR2 w/unu CDR3 SEQ ID NO: 46, 47 u 48,
COOTBETCTBEHHO. B KOHKPETHOM BapHUaHTE OCYIICCTBICHUA JI}O6OFO U3 OTHUX BApPUAHTOB
OCYILECTBJICHUS] AHTUTEJIO CONEP’KUT IOCIENOBATEIbHOCTh BapuabenbHON 00JacTH TSKETON
e SEQ ID NO: 39. B KOHKpETHOM BapuaHTe OCYIIECTBIEHHs JIIOOOrO M3 3TUX BapUAHTOB
OCYIIECTBJICHUs] aHTUTENO TNpeacrasisier coboit Fab-gparmeHnt, kotopslii comep:kut
NOCJIeIOBAaTEIbHOCT BapuabenpHOH obmactu Tspkeno nerm SEQ ID NO: 39, B ppyrom
KOHKPETHOM BapHUaHTE OCYINECTBJICHUS JIFOOOrO M3 3TUX BAPHAHTOB OCYIIECTBJICHUS, aHTHTEIO
npencrasisier codoit F(ab’),-hparmMeHT, KOTOPBIN COMEPKUT MOCIENOBATEILHOCTD BapHadeTbHON
obnactu Tskenoii uernu SEQ ID NO: 39.

[0044] B apyroMm BapuaHTe OCYIIECTBJEHHS B HACTOSIIEM AOKYMEHTE NpPEIJIOKEHO
aHTHUTENO, KoTopoe conepskut nocienosarenbHocTd CDR 1, CDR2 w/umn CDR3 SEQ ID NO: 51,
52 u 53, coorBeTcTBEHHO. KpoMe TOro, B HaCTOALEM JOKYMEHTE MPEAJIOKEHO aHTUTENO, KOTOPOe
conepxkut mocnenosarenpbHoctd CDR1, CDR2 w/unmu CDR3 SEQ ID NO: 54, 55 u 56,
coOoTBeTCTBEHHO. Kpome TOro, B HacCTOsIEM AOKYMEHTE MpPEIJIOKEHO AHTUTENO, KOTOpoe
conepxkut mocnenosarenpbHoctd CDR1, CDR2 w/wumu CDR3 SEQ ID NO: 57, 58 u 59,

COOTBETCTBEHHO. B KOHKPETHOM BapHUaHTE OCYLICCTBICHUA m000ro M3 3THUX BApPHUAHTOB



15

OCYILECTBJICHUS] aHTUTENIO CONEPKUT IOCIENOBATEIbHOCTh BapuaOenbHON 00JacTH TSKETON
e SEQ ID NO: 50. B KOHKpETHOM BapuaHTe OCYILIECTBIEHHS JIIOOOrO M3 3TUX BapUAHTOB
OCYINECTBJICHUs] aHTUTENO Tpeacrasisier coboit Fab-¢parment, kotopslii comep:kut
NOCJIEIOBATEIbHOCTh BapuabenpHON obOmactu Tspkenor nern SEQ ID NO: 50. B ppyrom
KOHKPETHOM BapUaHTE OCYINECTBJIEHUS JIFOOOrO M3 3TUX BAPHAHTOB OCYIIECTBJICHHS, aHTHTEIO
npencrasisier codoit F(ab’),-¢pparmMeHT, KOTOPBIi CONEPKUT MOCISAOBATEILHOCTD BapHaOeTbHON
obnactu Tskenoii nermu SEQ ID NO: 50.

[0045] B HacTosilieM NOKyMEHTE TaKKe MPENJIOXKEH IMOJMUIENTUA, KOTOPBIM COAEPKUT
cneunguunasie nocnenosatenbHoctd CDR1, CDR2 u CDR3 nerxoit mernu. B KOHKpeTHBIX
BApUAHTAaX OCYIIECTBJIEHHUsS TaKue TIOJUNENTUAbl CIocOOHB! cBsi3piBaTh BCMA nubo mo
OTAENBHOCTH, JHOO B KOMOMHAIIMKM C TMOJUIENTHAOM, COAEpKallUM  CreruduIHbe
nocnenosatenpbHocTd CDR1, CDR2 1 CDR3. B nepBoM BapuaHTe OCYILECTBICHHsI B HACTOSILEM
NOKYMEHTE NPEIJIOKEH MOJMIENTHUI, KOTOpbIi comepkut nocnenosarenbHoctd CDR1, CDR2
w/unu CDR3 SEQ ID NO: 2, 3 u 4, cooTBETCTBeHHO. B KOHKpETHOM BapHaHTe JFOOOTO U3 ATHX
BapUAHTOB OCYLIIECTBJICHHSI TOJUMENTH COAEPKUT IOCIEOBATEIbHOCTD BapHadeIbHOM 001acTH
aerkori nenn SEQ ID NO: 1. B KOHKpeTHOM BapHaHTE OCYINECTBJICHHUS JIFOOOro M3 3THUX
BApUAHTOB OCYLIECTBJICHHs IOJUMIENTHI mpeactasBusier coboit Fab-¢pparment, xoropsiit
COIEPIKUT MOCIIEe0BATEIbHOCTD BapuabenbHoi obnactu jgerkoi nenu SEQ ID NO: 1. B npyrom
KOHKPETHOM BapHaHTE OCYIIECTBIIEHHs IFOOOTO M3 3TUX BAPUAHTOB OCYIIECTBIICHHUS MTOJIUITENTH
npeacrasiasier  coboit  F(ab’)2-¢pparmMeHT, KOTOpBIH  CONEPXKUT  MOCJIEAOBATENbHOCTh
BapuadenpHOM obnactu jerkoii nenu SEQ ID NO: 1.

[0046] B nHacrosimeM IOKyMEHTE TaKXe MPENJIOKEHO aHTHUTENO, KOTOPOE COIEPIKUT
cneunduunsie nocnaenosareabHoctn CDR1, CDR2 u CDR3 nerkoii uenu. B nepsom Bapuanrte
OCYIIECTBJICHHUS B HACTOALIEM JIOKyMEHTE TMPENJIOKEHO AaHTUTENIO0, KOTOpPOe COHEPIKUT
nocnenosareabHocTd CDR1, CDR2 w/unu CDR3 SEQ ID NO: 2, 3 u 4, cooTBeTCTBEHHO. B
KOHKPETHOM BapHaHTE OCYILIECTBIEHHS JIFOOOrO U3 3THX BAPHAHTOB OCYLIECTBJICHUS AHTHTEIO
CONEP’KHUT TIOCIENOBATEIBHOCTh BapuadenbHOl obnactu serkodi e SEQ ID NO: 1. B
KOHKPETHOM BapHaHTE OCYILIECTBJIEHHS JIFOOOrO U3 3THX BAPHAHTOB OCYLIECTBJICHUS AHTHTEIO
npencrasisier codoii Fab-parmMeHT, KOTOPBINA COMEPIKUT MOCIENOBATEIBHOCTh BapHuadeTbHON
obnactu nerkoii uenu SEQ ID NO: 1. B npyroM KOHKpETHOM BapHaHTE OCYIIECTBIIEHUS JTFOOOTr0
U3 3THX BAPUAHTOB OCYIIECTBIIEHHS aHTUTEJIO NpeacTaisier codoit F(ab”)2-pparmenT, koTopsrit
COZIEP>KHT TOCIIEOBATEIBHOCTD BapradenbHol obmactu erkoi nenu SEQ ID NO: 1.

[0047] B Oonee KOHKPETHBIX BapUaHTAX OCYIIECTBJICHUS M300peTeHus: JoO0Oro u3
BbILIEYKa3aHHbIX aHTUTeN Win X BCMA-cBs3bIBarOmMX (PparMeHTOB, AHTUTENO WIIH €ro
BCMA-cBsi3bIBatoIinii  ()parMeHT  COAEPIKUT  AMHHOKHCIOTHYIO  IOCIIEIOBATEIbHOCTb
BapHabEIbHOrO JOMEHA JIETKOH 1ien 1Mo MeHblel Mepe Ha 80%, mo MeHbLIel Mepe Ha 85%, mo
MeHblIel mepe Ha 90%, 1o meHblel Mepe Ha 95%, 1o MeHbllel Mepe Ha 96%, 1o MeHbllel Mepe
Ha 97%, no MeHbleil Mmepe Ha 98%, no MeHblell mepe Ha 99% unu Ha 100% naenTuunyo SEQ
ID NO: 1, 1 aMHHOKHCIIOTHYIO MOCIIEIOBATEIbHOCTh BapUabeIbHOrO JOMEHA TSKEJION LI O

MeHblIel mepe Ha 80%, 1o MmeHbIel Mepe Ha 85%, 1o meHbluel Mepe Ha 90%, o MeHbllel Mepe
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Ha 95%, no menblueil Mepe Ha 96%, no MeHblueil Mepe Ha 97%, no MeHbleil mepe Ha 98%, no
MeHbinen mepe Ha 99% unn Ha 100% unentnunyro SEQ ID NO: 6, SEQ ID NO : 17, SEQ ID NO:
28, SEQ ID NO: 39 unu SEQ ID NO: 50.

[0048] B Oonee KOHKPETHOM BapUaHTE OCYLIECTBIECHUS JIIOOOrO W3 BBIIIEYKA3aHHBIX
aaturen win nx BCMA-cBs3biBaromux ¢parmeHToB, aHTuTeno uin ero BCMA -cBsi3bIBaromuit
(dparMeHT COmEep>KUT aMUHOKHCIOTHYIO ITOCJIEAOBATENIbHOCTh BapUabENbHOrO JOMEHA JIErKOH
menu SEQ ID NO: 1, unnm aMHHOKHCIIOTHYHO TOCJEIOBATEIBHOCTh BapHaOEeIbHOrO JAOMEHA
JIerKoil 1ienu no MeHbieil mepe Ha 80%, o MeHbInel Mepe Ha 85%, mo MeHblIei mepe Ha 90%,
1o MeHblIel Mepe Ha 95%, o MeHbluel Mepe Ha 96%, o MeHblIel Mepe Ha 97%, o MeHblIel
Mmepe Ha 98% wmu mo MeHbineit mepe Ha 99% unentnunyro SEQ ID NO: 1. B apyrux Gonee
KOHKPETHBIX BapMaHTaX OCYLIECTBIEHUs JIFOOOro U3 BhIIEyKa3aHHBIX aHTHTEN Win ux BCMA-
CBs3bIBAIOIUX (pparmMeHTOoB aHTUTENO M ero BCMA-cBs3biBarommii parMeHT COAEPIKUT
AMUHOKHUCJIOTHYIO TIOCJIEIOBATEILHOCTD BapruabenpHoro qoMena tspkesoi neru SEQ ID NO: 6,
SEQ ID NO: 17, SEQ ID NO: 28, SEQ ID NO: 39 unu SEQ ID NO: 50, uian aMUHOKUCIOTHYIO
HIOCJIEIOBATEIBHOCTh BapHaOEIbHOrO JOMEHA TSDKEJIOW Iienu 1Mo MeHblneil mepe Ha 80%, mo
MeHblIei mepe Ha 85%, o MmeHbLIel Mepe Ha 90%, o MeHbIuel Mepe Ha 95%, o MeHbLIel Mepe
Ha 96%, o MeHbluel Mepe Ha 97%, no meHblueil mepe Ha 98% unu no MeHbIneil Mepe Ha 99%
unentnunyo SEQ ID NO: 6, SEQ ID NO: 18, SEQ ID NO: 28, SEQ ID NO: 39 unu SEQ ID NO:
50. B npyrom GoJjiee KOHKPETHOM BapHaHTE OCYIECTBIICHUS JIIOOOT0 U3 BBILIEYKA3aHHBIX AaHTHTEI
i ux BCMA-cBsizbiBaromux pparmMeHToB antutTeno win ero BCMA-cBsi3bIBaroIuii (pparMeHt
COIEPKUT AMUHOKHCJIOTHYIO TOCJI€IOBATEIbHOCTh BapHaOEIbHOrO JOMEHA JIETKOH LIeMu I0
MeHb1ei mepe Ha 80%, 1o MeHbInel mepe Ha 85%, 1o MeHbIuel mepe Ha 90%, 1o MeHbIel Mepe
Ha 95%, no menblueii Mepe Ha 96%, no MeHblueil Mepe Ha 97%, no MeHblIel mepe Ha 98%, o
MeHbiiel mMepe Ha 99% wmnu Ha 100% wupentuunyro SEQ ID NO: 1, u aMUHOKHCIOTHYIO
NOCJIEIOBATEIBHOCTh BapHAOEIbHOTO JOMEHA TSDKEJION Lienmu 1Mo MeHbliedl mepe Ha 80%, mo
MeHblIel Mepe Ha 85%, 1o meHbIuel mepe Ha 90%, 1o MeHbIuel Mepe Ha 95%, o MeHbIlel Mepe
Ha 96%, o meHb1el Mepe Ha 97%, no MeHbIuel Mepe Ha 98%, o MeHbIel Mepe Ha 99% unu
Ha 100% unentnunyro SEQ ID NO: 6, SEQ ID NO: 17, SEQ ID NO: 28, SEQ ID NO: 39 unu
SEQ ID NO: 50.

[0049] B Oonee KOHKPETHOM BapUaHTE OCYLIECTBICHUS JIFOOOrO W3 BBIIIEYKA3aHHBIX
anturen win ux BCMA-cBsi3bIBaromnx ¢pparmMeHToB, aHTHTENO Wik ero BCMA -cBs3bIBarOIuit
(parMeHT COmEep’KUT aMUHOKHCIOTHYIO ITOCJIEAOBATEIbHOCTD BapUabENbHOrO JOMEHA JIETKOH
L[eNH, KOTOopasi COAEP>KUT aMMHOKHUCIIOTHY0 nocnenosarensHocTs SEQ ID NO: 2, SEQ ID NO: 3
u SEQ ID NO: 4 u sBnsercs no MeHbliei Mepe Ha 80%, no meHb1uel mepe Ha 85%, 110 MeHbIIel
Mepe Ha 90%, no meHbIuel mepe Ha 95%, 1o MeHblueil Mepe Ha 96%, no MeHblIel Mepe Ha 97%,
1o MeHblIei Mepe Ha 98% unu no menbluel Mepe Ha 99% unentuynoit SEQ ID NO: 1. B npyrux
0ojiee KOHKPETHBIX BAapUAHTaX OCYIIECTBJICHUS H300pETEeHHs! JIIOOOro W3 BBIMIEYKA3aHHBIX
aaturen wim ux BCMA-cBs3bBaromux (pparmeHToB antureno mwim ero BCMA-cBs3bIBaromuit
(dparMeHT cComepKUT aMUHOKUCIIOTHYIO TIOCIIENOBATENbHOCTh BapUabeIbHOrO TOMEHA TSKEION

uend SEQ ID NO: 7-9, 10-12 unu 13-15 u sBnsiroTcs mo MeHbinert mepe Ha 80%, Mo MeHbInen
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Mepe Ha 85%, no meHbiuell mepe Ha 90%, 1o MeHblueil Mepe Ha 95%, no MeHblIel Mepe Ha 96%,
no MeHbluell Mepe Ha 97%, mo meHbluel Mepe Ha 98% wunu no MmeHblueld Mepe Ha 99%
unearnaHbiMu SEQ ID NO: 6; aartureno umn ero BCMA-cBsi3bIBatomuii (pparMeHT COMEPKUT
AMUHOKHUCJIOTHYIO TTOCJIEAOBATEIbHOCTD BapradenbHOro nomeHa tsokeson nenu SEQ ID NO: 18-
20, 21-23 unu 24-26 u sBastoTca o MeHbliel mepe Ha 80%, nmo meHblielt Mepe Ha 85%, Mo
MeHblIel mepe Ha 90%, 1o MeHblel Mepe Ha 95%, 1o MeHblel Mepe Ha 96%, o MeHbllel Mepe
Ha 97%, o meHbiuel Mepe Ha 98% nnu no MeHblieil mepe Ha 99% unentuunsiMu SEQ ID NO:
17, antureno wumn ero BCMA-cBsspBatommii  (parMeHT COAEPKUT AMHUHOKHUCIOTHYIO
MOCJIEIOBATEIPHOCTD BapradenbHoro nomena tsokesoi uenu SEQ ID NO: 29-31, 32-34 wuu 35-
37 u sBisiroTCs 1O MeHbLel Mepe Ha 80%, no MeHblel Mepe Ha 85%, mo Menbiel Mepe Ha 90%,
10 MeHblIel Mepe Ha 95%, no MeHblueld Mepe Ha 96%, 1o MeHblIel Mepe Ha 97%, Mo MeHbLIel
Mepe Ha 98% unu no mesbluell Mepe Ha 99% unentuunsiMu SEQ ID NO: 28; antureno unu ero
BCMA-cBsi3bIBatoIinii ~ (parMeHT  COAEPIKUT  AMMHOKHCIOTHYIO  IOCIIEIOBATEIbHOCTD
BapuabenpHoro nomeHa Tspkenoi nenu SEQ ID NO: 40-42, 43-45 unu 46-48 u ABIAIOTCA 1O
MeHblei Mmepe Ha 80%, o MeHblel Mepe Ha 85%, o MeHbIueil Mepe Ha 90%, o MeHbLIel Mepe
Ha 95%, no meHblIeH Mepe Ha 96%, 1o MeHbluel Mepe Ha 97%, o MeHbIuel Mepe Ha 98% wunu
no menbiiei Mepe Ha 99% wunentmunHeiMu SEQ ID NO: 39; antureno mmu ero BCMA-
CBSI3BIBAIOINNI (PparMeHT COAEPIKUT aMUHOKHCIOTHYIO MOCJIENOBATEIbHOCTh BapHaOETbHOIO
nomena Tspkenoi uernu SEQ ID NO: 51-53, 54-56 unu 57-59 u sBisIOTCSI IO MEHbIIEH Mepe Ha
80%, mo meHbIuel mepe Ha 85%, mo MeHbliel mepe Ha 90%, mo MeHbluel Mepe Ha 95%, 1o
MeHblIel Mepe Ha 96%, o MeHblIeil Mepe Ha 97%, no meHbinel Mepe Ha 98% uiu 1o MeHbIIei
Mmepe Ha 99% unentuuneivu SEQ ID NO: 50.

6.2. AHTHTEJIA

[0050] B nacrosimeM qOKyMEHTE TakKe MPEeJIOKEHbI aHTUTENA, KOTOPBIE MPEICTABIISIOT
coboii mimu coxepxar nocnenosatenbHocTd CDR wmnm BapuaOenbHbIE TOCIENOBATENBHOCTH
TSKEJION WM JIETKOM Lieneil.

[0051] TepMHH «aHTUTENO», MCIONB3YEMbIH B NAHHOM JIOKYMEHTE, O3Ha4aeT JI00yIo
NPUPOAHYK) MJIM  HCKYCCTBEHHO CO3JaHHYK) KOH(QUIYPALMIO  AaHTUTCHCBSI3bIBAIOIIETO
MOJIMMIENTH/IA, BKIIOYAOIY0 oaHy, ABe unu tpu CDR nerkoit uenu u oy, nse unu tpu CDR
TSDKEJION LENH, TAe MOJUIMENTH CTIOCOOEH CBSI3bIBATHCS C AHTUTEHOM.

[0052] B HEKOTOpBIX BapUAHTAX OCYLIECTBIECHHsS W300PETEHHs, AHTHUTENO II0
nu300peTeHnio npeactasisier codoi antureno ¢ Fc-yacteio mnmm 6e3 Fc-uactu. B HexoTOpbIx
BApPHAHTAX OCYILIECTBJIEHUS M300PETEHUs, aHTUTENA, MPEIOKEHHBIE B HACTOSIIEM JOKYMEHTE,
npencTaBisiioT coboit anturtena IgG, Hampumep anturena IgGl, IgG2, IgG3 wmm IgG4. B
HEKOTOPBIX BAPHAHTAX OCYLIECTBJICHUS M300PETeHUs, aHTHTENA TPEICTABISIIOT COO0H aHTUTENa
IgA, anturena IgE, antutena IgD unu anturena IgM. B HekoTOpBIX BapuaHTax OCYyLIECTBIEHHUS
n300peTeHNs, aHTUTeNla TMPEACTABISIFOT COOOH MOHOKJIOHAJIBHBIE AHTHTENA, HAIpPUMED,
MOHOKJIOHaJIbHBIE aHTuTeNna 1gG.

[0053] B HeKOTOpBIX BapHaHTaX OCYIECTBIIEHUS] H300pEeTEeHUs, JTI000e U3 MPEANIOKEHHBIX

B HACTOSIIEM JAOKYMEHTE aHTHTEN comep:kuT BapuaHT Fc must Fc-obnmactu venoseueckoro IgG
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IUKOTO THUMA, 7€ YKAa3aHHOE AaHTHTEJIO MMeeT NMOHMKeHHYI addunHOCTh K FCyRIIIA w/nmm
FcyRIIA w/unmmn FcyRI uenoBeka mo CpaBHEHHMIO C aHTUTENOM, coxepxamum Fc-oOmacte IgG
JUKOTO THIA.

[0054] B HeKkOTOpBIX BapHaHTaX OCYLIECTBJICHHsS W300pETeHUs, yYKa3aHHbIC aHTUTENA
NPEACTABISIIOT COOOM HMCKYCCTBEHHO IIOJNYYEHHbIE IOJHOCTBIO YEJIOBEUECKHE AHTHTENa,
HAIpUMEP aHTHUTENA, IPOAYLIUPYEMbIE MBIIIBIO MIIH KPBICOH, TeHETHYECKH MOAU(DUINPOBAHHBIE
A npoaykuuu denoedeckux anturen, Hanpumep OMNIRAT wim OMNIMOUSE (Ligand
Pharmaceuticals). Takue anTuTENna HE BCTPEUAIOTCS B IPUPOAE, HO UMEIOT KapKac M KOHCTAHTHbIE
obnactu anturen uenoseka. llockombky BCMA  denoBeka sIBISE€TCST ayTOAHTUTEHOM,
YeJIOBeUeCKUIl Oopranu3M He BbIpabaTeiBaeT aHTtuTena kK BCMA denoBeka. AHTHUTENa YeOBEKa
nporus BCMA MoryT npencrasisite coO0i aHTUTeNa, UMEroIINe BapuadenbHble i KOHCTAHTHbBIE
o0yacTy, MO CYyINECTBY COOTBETCTBYIOLIME IIOCJIENOBATENBHOCTAM HMMMYHOIJIOOYJIHHOB
3apOJIbILIEBON JIMHUHU YeJIOBEKA, U3BECTHBIM B TJAHHOM 00J1aCTH, BKJIIOUAsi, HATPUMEP, T€, KOTOpPbIe
onucanbl Kabat et al. AnTuTena uenoBeka Mo N300PETEHUIO MOTYT BKJIIOYaTh AMUHOKHCIIOTHBIE
OCTAaTKH, HE KOAMPYEMbIEe IOCIEeOBATEIbHOCTSMU UMMYHOIIOOYJIHMHOB 3apOJBIIEBOH JIMHUH
yeJsioBeKa (Harmpumep, My TalluH, BBEICHHBIE CITyYaiHbIM WIH CalT-CrieU(pUIECKUM My TareHe30M
in vifro UM B pe3yJIbTaTe COMaTHYECKONW MyTaluH in vivo), Haripumep, B CDR, u, B yactHOCTH, B
CDR3. IlpenyokeHHbIE B HACTOSALIEM JOKYMEHTE uesoBeueckue anturena nporus BCMA moryT
UMEeTh MO MeHbLIeH Mepe OIHO, /IBa, TPH, YeThIpe, MATh WK OoJiee MOJIOKEHNUH, 3aMEHEHHBIX
AMUHOKHUCJIOTHBIM  OCTAaTKOM, KOTOpPBIM  HE  KOAMPYETCAd  MOCIEeN0BATENbHOCTBIO
UMMy HOTJIOOYJIMHA 3apOIBILIEBON JIMHUH YEJIOBEKa.

[0055] B HEKOTOPBIX BapHAHTAX OCYIIECTBIICHUST U300PETEHNUSI, AHTUTENA, MTPEIJIOKEHHBIE
B HACTOSIIEM JOKYMEHTE, MPEACTABIISIOT COO0M MOHOKJIOHANIbHbIE aHTUTeNa. Mcroap3yemblii B
HACTOALIEM JOKYMEHTE TEPMHUH «MOHOKIOHAJIbBHOE AaHTHUTENIO» OTHOCUTCA K AaHTUTEy,
MOJIyY€HHOMY U3 MOIYJISLUHU 0 CYIIeCTBY TOMOT€HHBIX aHTUTEJN, TO €CTh OT/IeJIbHbIE aHTUTENA,
COCTABJISIIOLIME TOMYJIALNIO, SBISIOTCS WASHTUYHBIMY, 32 UCKIIIOUEHHEM BO3MOJKHBIX MyTaLUi
W/WIM  TOCTTPAHCISIMOHHBIX MOIU(UKALMA (HampuMep, HM30MEpU3aLUH, AMUAUPOBAHMUS),
KOTOpbl€ MOTYT IIPUCYTCTBOBAaTb B HE3HAUMTENbHBIX KOJUYECTBAX. JTOT TEPMHH MOXKHO
UCTIONB30BaTh Ui OOO3HAUEHUs] TAKOW TOMOTEHHOW MOMYJISILUU aHTUTEN. MOHOKJIOHAJIbHBIE
aHTHUTENA SIBJISIIOTCS BBICOKO CHENM(UYHBIMU, OHM HAMPABJICHBI MPOTHB OJHOTO AHTHUTE€HHOTO
caiita. Kpome Toro, B OoTJiM4YHe OT MpPENapaToB MOJUKIOHAIBHBIX AHTUTEN, KOTOPbIE OOBIMHO
BKJIFOYAIOT Pa3HblE AHTUTEIA, HAIIPABJIEHHbIE TIPOTUB PA3HBIX JETEPMHUHAHT (3TIHTOINOB), KaJKI0e
MOHOKJIOHAJIbHOE€ aHTUTEJNIO HAIPaBJI€HO NPOTHUB OJHOI JeTepMHHAHThI Ha aHTUreHe. B
JOTIOTHEHHE K CBOEH crielin() M'YHOCTH MOHOKJIOHAJIBHBIE AaHTUTEIIA UMEIOT TO IPEUMY LIIECTBO, YTO
OHM MOTyT OBITb CHHTE3UPOBaHBbl KYyJIbType THOPUIOM, HE 3arpsi3HEHHbIE IPYTHMH
ummyHoroOymHamu. OnpeneseHne K MOHOKJIOHAJTbHOEY YKa3bIBAET HA XapaKTep aHTHTENA, KaK
MOJIyUeHHOT0 M3 M0 CyLIECTBY TOMOT€HHON TMOMyJSIMUM AaHTUTENI, U €ro He Ccleayer
UCTOJIKOBBIBATh KaK TPEeOYIOIUI MOJMYy4YeHHs aHTUTENa KaKHUM-JTMOO KOHKPETHBIM CIOCOOOM.
Hanpumep, npennioskeHHbIe B HACTOSALIEM JOKY MEHTE MOHOKJIOHaJIbHbIE aHTuTeNna npotus BCMA

MOTYT OBITH MOJIy4eHBI THOPUAOMHBIM criocoboMm, BrepBble onucanHbiM Kohler et al., Nature,
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256:495 (1975), nnu mMoryT ObITh TONy4eHs! criocobamu pexkomOnHanTHEIX JIHK (cm., Harpumep,
nateHt CIIIA Ne 4816567). « MOHOKIIOHAJIbHBIE AHTUTENIA» TAK:KE€ MOTYT OBITh BBIIEICHBI W3
(baroBbIx OUOTMOTEK AHTUTEI C HCTIOIB30BAaHUEM METONUK, HanpumMep, onucanubix B Clackson et
al., Nature, 352:624-628 (1991) u Marks et al., J. Mol. Biol., 222:581-597 (1991).

[0056] B HEeKOTOpBIX BapHaHTaX OCYIIECTBICHUS] H300pPETeHUsI aHTUTENA, IPEIJIOKEHHBIE
B HACTOSAIIEM JIOKYMEHTE, HAIPUMEP MOHOKJOHAJbHbIE AHTUTENA, NPEACTABISIIOT COOOH
«XUMEpHBIE» aHTHUTENA (MMMYHOTJIOOYJINHBI), B KOTOPBIX YYACTOK TSDKEJION W/WIN JIETKOHM LieTH
SBJIAETCSI WIEHTUYHBIM WJIM TOMOJIOTHYHBIM COOTBETCTBYIOLIMM IIOCJIE€IOBATENLHOCTSM B
aHTHUTENaX, TOJYYEHHBIX W3 KOHKPETHBIX OHOJIOTWYECKHX BHIOB, WJIH OTHOCHUTCA K
OTIPENIEJICHHOMY KJIACCY WJIM TIOAKJIACCY AaHTHUTEIN, B TO BPeMs KaKk OCTaJIbHAs 4aCTh LeTH (Lieneil)
ABJIAETCSI WAEHTHUYHOW WM TOMOJIOTHYHONW COOTBETCTBYIOLIMM IIOCJIEIOBATENBbHOCTSAM B
aHTUTENAX, NOJTYy4YEHHBIX U3 APYroro OMOJOrHUECKOro BUa HIIM OTHOCSIIUXCS K IPYTOMY KJIaccy
WIM TIOAKJIACCY AaHTUTEN, a TakXKe IPEeACTaBIAI0T CO0OM (parMeHThl TaKMX AaHTUTE.
ITpeanoururenbHO, YTOOBI TAKME XUMEPHbIE aHTHTENA MPOSBISUIN JKEIAeMyH OMOJIOTHYECKYIO
aKTHBHOCTB, HanpuMep cBsasbiBaiarch ¢ BCMA (marent CIIIA Ne 4816567; Morrison et al., Proc.
Natl. Acad. Sci. USA, 81:6851-6855 (1984)). B HekoTOpbIX BapHaHTaX OCYIIECTBICHUS
N300peTeHus] TPEeNJIOKEHHbIE B HACTOSINEM IOKYMEHTE XHMEPHbIE AHTHUTENa BKJIIOYAIOT
«TPUMATU3UPOBAHHBIEY» AHTHUTENA, COJEp’KAllUe AHTUICHCBA3BIBAIOLINE IOCIENOBATEIbHOCTU
BapuabeIbHOrO JOMEHA, MOJy4YeHHbIE M3 NPHMATOB, KPOME 4YeJioBeKa (HAamNpHMep, SBAaHCKOIO
Makaka, 00€3bsiH | T.JI.), ¥ IOCJIEA0BATEIbHOCTH KOHCTAHTHBIX 00JIaCTeH aHTHTENA YeIOBEKa.

[0057] B HekoTOpbIX BapuaHTax ocyuiecTBieHus n3odperenus BCMA-cBsi3bIBarOIINE
aHTHTENA, TPEAJIOKEHHbIE B HACTOSIIIEM JOKYMEHTE, SIBJITIOTCSI MOHOBAJICHTHBIMU. B npyrux
BapHaHTax ocyuiecTBieHus nzodperenuss BCMA-CBs3bIBaIOIINE AHTUTENA, TPEIJIOKESHHbIE B
HACTOSIIEM  JOKYMEHTE, SIBJSIFOTCS — TOJIMBAJICHTHBIMH,  HAlpUMeEp JBYXBAaJECHTHBIMH,
TPEXBAJICHTHBIMH WJIM YETBIPEXBAJEHTHBIMA. B HEKOTOPBIX BapHAHTaX OCYIIECTBJICHHS
u3zobperennsi BCMA-cBs3bIBAIOIINE AHTHTENA, NPEMAJIOKEHHBIE B HACTOSALIEM JTOKYMEHTE,
SBJIIIOTCST MOHOcnennuyHbIMU. B apyrux BapmaHTax ocymecteieHust uzodperenuss BCMA-
CBSI3BIBAIOIME  AQHTHUTENA, MPEUIOKEHHbIE B HACTOALIEM  JIOKYMEHTE,  SIBJISFOTCS
MyJIbTHCTIE(HYHBIMY, HATPUMEpP OUCTIELN(UIHBIMH, TPUCTIEUU(UIHBIME U T.I. B HEKOTOpPBIX
BApPHAHTAX OCYILIECTBJIEHHS HM300PETEHHUs] NPENJIOKEHHblEe B HacrosimeM aokymeHTe BCMA-
CBSI3BIBAIOIME AHTUTEJA, KOTOPBIE SIBISIFOTCS ITOJIMBAJICHTHBIMH, CBSI3BIBAIOT JBA HJIM HECKOJIbKO
snutonos Ha BCMA.

[0058] B HEKOTOpBIX APYTrUX BapHAaHTaX OCYINECTBJICHUS HM300pETEHHs AHTHTEJA,
HAIpUMep, MOHOKJIOHAJIbHBbIE AHTHTENA, MPEIJIOKEHHbIE B HACTOSINEM JOKYMEHTE, MOTYT
SIBJIATHCS] Ty MAHU3UPOBAHHBIMU AHTHTEIAMHU, KOTOPBIE MOTYT OBITh IOJIYYE€HBI C UCTIOIb30BAHUEM
metonoB pekomOuHaHTHBIX JIHK, m3BecTHBIX B naHHOH obmactu. OnucaHbl pa3IndHbIE TOAXOIbI
K TIOJIy4eHHUI0 XUMepHbIX antuten. Cm., Hanpumep, Morrison et al., Proc. Natl. Acad. Sci. USA,
81:6851 (1985); Takeda et al., Nature 314:452 (1985), Cabilly et al., marent CIIIA Ne 4816567,
Boss et al., marent CIIIA Ne 4816397; Tanaguchi et al., EP 0171496; EP 0173494, GB 2177096.

[0059] B mpyrux BapHaHTax OCYINECTBJIEHHs] H300PETEHHs aHTUTENO, NMPEIJIOKEHHOE B
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HACTOSIIEM JIOKYMEHTe, NpEeACTaBisieT coOol OucnenuduyHOe aHTUTENO, TO €CTh OHO
HAmNPaBJICHO Ha BTOpoW aHTWreH B ponojHeHne kK BCMA. «bucnemuduanoe» wimu
«On(pyHKIIMOHAIBHOEY» AHTUTENO WM WMMYHOIJIOOYJIMH MpPEACTaBIsieT cOO0M MCKYCCTBEHHOE
rHOPUIHOE AHTHUTENO MIIK UMMY HOTJIOOY JIMH, MIMEIOLIee IBE Pa3Hble aphl TSHKEJIONH/IeTKOH nernei
U JIBA pa3HbIX caiita CBs3bIBaHUA. bucrenuduyuHble aHTUTENAa MOKHO MOJYYHUTh PA3IMYHBIMU
criocobamu, BKJIIOUAs CIUSIHUE THOpUIOM win cBsisbiBaHue Fab’-pparmenTos. Cwm., Hampumep,
Songsivilai & Lachmann, Clin. Exp. Immunol. 79: 315-321 (1990). i mony4eHust aHTUTEN WIIH
UX aHTUTCHCBS3BIBAIOIINX (PPArMEHTOB IOCTYIHbI MHOTOYHCJIEHHBIE CIIOCOOBI, H3BECTHBIE
CreLMaIncTaM B AaHHOW obnactu. Hampumep, aHTUTENa MOXKHO TMOJYYUTh C MCIIOJIB30BAHUEM
cniocoboB pexomOuHanTHEIX JIHK (cm., Hampumep, matent CIIIA Ne 4816567). B HenaBHeM
npomwioM  Obulo  paspaboraHo  OonbLIoe  KOMUYECTBO  (OPMATOB  PEKOMOMHAHTHBIX
oucneruunbix anturen (cMm., Hanpumep, Kontermann RE, mAbs 4:2, (2012) 1-16). B
KOHKPETHBIX BapMAHTAaX OCYLIECTBJIEHUs M300pETEHHs aHTUTEJNO MPECTABISAET COOON uaTelo,
OucneunpuyHOe aHTUTEIIO, OHCIeU(PUIHOE AHTUTEIO IO TEXHOJIOTUH «BBICTYIIBI M BIIAIHHBD),
OucneundruHoe anTureno no rexHonoruu CrossMAB, Hanpumep, rae VL u VH unun CH1 u CL
OJTHOTO WJIH HEeCKOJibKuX Fab-(pparmMeHTOB moMeHsiHbI MecTamu, Oucneundpuunbiii Fab2 w/unu
Ooucneunduunsii (mab)2 u T.n. B xoHkperHOM BapuanTte ocyiectsieHus anti-BCMA Fab
BKJroyaeT TexHojoruo CrossMAB. B npyrom KOHKpPETHOM BapHaHTe YKa3aHHBIH BTOPOH
aHTUreH npexncrassier codoit CD19.

[0060] B npyrux KOHKPETHBIX BapHUaHTAX OCYINECTBJICHUS H300pPETeHUs AHTHTENO
npezacrasisier codoil OucnenuduyHbIi areHT, B3aumopencTByromuii ¢ T-knerkamu. B Oonee
KOHKPETHOM BapHaHTE OCYLIECTBJICHHs BTOPbIM aHTUT€HOM, Ha KOTOPBIN HarlejieH aktuatop T-
kiaetok, siBiasiercss CD3. B apyrux KOHKPETHBIX BapHaHTaX OCYLIECTBJICHUS W300pEeTeHUs
AHTHUTEJIO MpeacTaBisieT coboit OucnenuduuHbIi areHT, B3auMonencTByomumii ¢ NK-kieTkamu.
B 0Oosnee KOHKpPETHOM BapHaHTE OCYIIECTBIIEHHsS BTOPHIM AHTUT'€HOM, HAa KOTOPBIN HalleJeH
axtusatop NK-knerok, sBnsercs NKG2D.

[0061] B HEKOTOPBIX BapuUaHTaX OCYIIECTBJICHHS U300peTeH s OucnenuGUIHOe aHTUTETIO
comepskut He Oonee nByx Fab-¢parmento 3 antu-BCMA antutena u He Oonee omHoro Fab-
¢dparmMeHTa M3 BTOPOrO aHTUTENA, Hampumep, He Oojee omuoro Fab-¢parmenra antu-CD3-
antuTena, (cxema «2+1»), Heobsi3aTenpHO, He OoJee ueM ¢ oHOM Fe-yacThio.

[0062] B nmpyrux BapuaHTax OCYLIECTBIIEHHS B HACTOSILIEM JOKYMEHTE MpeJIOXKeHbI
¢parmerTel BCMA-CBS3BIBAIOIINX AHTUTEJN, HAMpPHUMEP OJHOILENOUeYHble aHTuTena, Fab-
¢dparmentsl nin F’(ab)2-¢pparmeHTsI.

[0063] Kpome Toro, B Hacrosimem AOKyMeHTe mpemnokeHbl BCMA-cBsi3biBaroIme
aHTHTENA B APYTUX KOHPUTYpPALUIX, HAPUMED, YKa3aHHOE aHTUTEJIO MPEICTaBIsIeT co00i miun
BKrouaeT Triomab, kih IgG ¢ obmeii nerkoit nensto, CrossMAb, manpumep rae VL u VH wnu
CHI1 u CL ognoro mu Heckonbkux Fab-pparmenTos nomensiHel Mecramu, opro-Fab IgG, DVD-
Ig, 2 B 1-IgG, IgG-scFv, sdFv2-Fc, 6u-nanoreno, TandAb, anTuteno Ha mmatdopme ¢
nepenporpaMMUpPyeMON HANpaBIeHHOCTBIO W ABOWHONW addurHOCTEIO (DART-mmatdopwme,

Hanipumep ot Creative Biolabs), DART-Fc, scFv-HSA-scFv (rme HSA mpencrasnsier coboit
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CBIBOPOTOYHBIH a;TbOYMHH UEJIOBEKa), aHTUTEIIO C «3amuparoium cBsizbiBaaneM» (dock-and-lock)
(DNL)-Fab3, InmTAC, DAF, HSA body, IgG-¢punomep u ART-Ig.

6.3. KoHBIOraThl AHTHTEJIO-JIEKAPCTBEHHOE CPEACTBO

[0064] B npyrom acniekTe, B HEKOTOPBIX BAPHAHTAX OCYIIECTBJICHUS N300PETEHNS KasKI0e
i iroboe n3 anruten ik ux BCMA-cBs3pBaroInx (parMeHTOB MOKET OBbITh KOHBIOTHPOBAHO
C JIEKApCTBEHHBIM CPEICTBOM, HAIPHMEP, TOKCHHOM WM TOKCHYECKUM (PparMeHTOM, OEIKOM,
MOJINCAXapUIOM WIIM HU3KOMOJIEKY JIIPHBIM COETUHEHNEM, C 00pa30BaHNEM KOHBIOTaTa aHTUTENA
U JIEKapCTBEHHOI'O cpeAcTBa. B omHOM BapmaHTe OCyLIeCTBIeHUS N300pETEHUs JIEKapCTBEHHOE
CPEACTBO NpEACTaBisieT COOOM, HampuMmep, OJHO WM HECKOJBKO W3 aHTHANONTOTUYECKOTO
areHra, MUTOTHUYECKOTO UHrUOUTOpA, IIPOTUBOOIYXO0JIEBOTO aHTHOMOTHKA,
MMMYHOMOZY JIUPYIOILErO areHTa, Hy KJIEMHOBOM KUCIOTHI [JIsl TEHHOH Tepanyi, aIKUINPYIOLIEro
areHTa, AHTH-aHTMOTE€HHOTO  areHTa,  aHTuMmerabonura,  OopcoieprKallero  areHra,
XUMHUONPOTEKTOPHOIO ~ areHTa, T[OPMOHAJIBHOIO  areHTa, AaHTUTOPMOHAJIBHOIO  areHTa,
KOPTUKOCTEPOUAA, (OTOaKTUBHOTO  TEPaNeBTUYECKOrO  areHTa, OJINTOHYKJIEOTUA,
PagMOHY KJIMAHOTO areHTa, paguoCeHCUOMIN3aTOpa, HHIMONTOpA TOMOM30Mepa3bl U HHTHOUTOpa
TUPO3MHKMHA3. B HEKOTOpBIX BAapUAHTaxX OCYLIECTBICHHS H300PETEHUs]I MUTOTHUYECKUM
MHTHOUTOPOM SIBJISIETCSI TOJIACTATHH, ayPUCTATHH, MAWTAH3UHOU U PACTHTENbHBIN anmkanoun. B
HEKOTOPBIX BAPUAHTAX OCYLIECTBJICHHUsS] M300pETEHMs JIEKAPCTBEHHOE CPEACTBO IMPEACTABISET
coboll nonmacTtaTWH, aypUCTATHH, MaWTAH3MHOWA M pPaCTUTENbHBIH ankanonn. [Ipumepom
aypuctatuHa sisercs MoHoMmerunaypucratud F (MMAF) wnu monometnaypucratun E
(MMAE). IIpumepbl MaliTaH3UHOWIOB BKJIIOYAIOT, HO HE OrpaHUYMBArOTCS umu, DM1, DM2,
DM3 u DM4. B HekoTOpbIX BapuaHTaX OCYINECTBJICHUS M300PETEHHUs] MPOTUBOOMYXOJEBbIM
AHTHOMOTUK BBIOMPAIOT W3 TPYNNbI, COCTOSALICH W3 AKTMHOMULIMHA, AHTPALMKIINHA,
KaJMXxeaMULIMHA W JOyOKapMULMHA. B HEKOTOpBIX BapUaHTaX OCYINECTBJICHUS W300pEeTEeHUs
AKTUHOMHUIIMH MPeNCcTaBysieT codol mupposodenzoaunazenud (PBD).

[0065] B HEKOTOpPBIX BapuUaHTAX OCYLIECTBICHHsS H300pPETeHUs, B KOTOPBIX
JIEKApCTBEHHOE CPEICTBO MPENCTABJISET COOOW MAaWTAaH3WHOWA, MAWTAH3WHOWI MPEICTABISET
co0ol THOJCOAEpIKALIMA MaWTAH3UHOW, TIOJNYYEHHBbIH, HAlpUMep, B COOTBETCTBHH CO
cnocobamu, packpbiTbivu B ateHTe CLITA Ne 6333410. B KOHKpeTHOM BapuaHTE OCY IIECTBIICHUS
MaNTaH3UHOUN NpeCTaBIIsIeT coboit DM-1 (N2-neanetnn-N2-(3-mepkanTo-1-
okcomnponuin)maitansus). DM-1 B 3-10 pa3 6oJiee IUTOTOKCHYEH, YeM MalTaH3UH, U MOXKET ObITh
NPEBPAILEH B MPOJIEKAPCTBO MyTEM CBSI3BIBAHHS €T0 Uepe3 ANCYIb(UAHYIO CBSI3b (CBSA3H) C aHTH-
BCMA anrturenom wiu ero BCMA-cBs3bIBarOIINM (pparMeHTOM, IPEAJIOKEHHBIMHU B HACTOSLIEM
nokyMeHTe. HekoTtopble M3 3TUX KOHBIOIaTOB (MHOTZA HAa3bIBAEMbIE «IPOJIEKAPCTBEHHBIMU
COCIMHEHUSIMH, aKTHBHPYEeMbIMH onyxoibio» (TAP)) He SBISIOTCS LUTOTOKCHYECKHMMH B
KPOBOTOKE, IIOCKOJIbKY OHU AaKTHUBUPYIOTCS TpPH CBS3bIBAHUM C KJIETKAMU-MULICHSIMH U
UHTEPHAIU3YIOTCA B KJETKY, TAaKMM OOpa3oM BBICBOOOKIAsl JIEKAPCTBEHHOE CoenuHeHHe. B
APYTUX KOHKPETHBIX BapHAHTaX OCYIIECTBIEHHUs H300pEeTeHUs MaHTaH3MHOHMIbI COIEpIKaT
OOKOBYIO LIEIb, KOTOpasi COAEPIKUT CTEPUUECKHU 3aKPBITYIO THOJBHYIO CBSI3b, TAKHE KaK, IOMHUMO

npouero, MairtaHsuHOuAbl N2-neaneTia-N2-(4-MepkanTo-1-OKCONEHTHI)-MaiTaH3WH, TaKKe
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umenyembiii «DM3» u N2-peanernn-N2-(4-MeTHin-4-MepKanTo-1-0OKCOMEHTI) MaHTaH3HH,
Takxke uMeHyeMbiii «DM4y». DM4 otiaunvaercsa or DM1 u DM3 TeM, 4TO OH HECET METHUJIbHBIE
rpynnsl Ha cBoeM oC. OTO NPUBOAUT K CTEPUUYECKUM 3aTpyJHeHusiM, koraa DM4
MIPUCOEIUHSETCS Yepe3 JINHKEP, B YaCTHOCTH, HO HE OrPAHUYMBASICh STUM, JIMHKEP, COAEP KA AN
IUCyNb(QUIHYIO CBsI3b, K HANIPABILIOIIEMY areHTy, TakoMmy kak nBT062. Bonbimoe pasHooOpasue
MaNTaH3WHOMOB, HECYIUX CTEPUUECKH 3aKPITYIO THOJBHYIO TPYIy (MMEIOIIYIO OJMH WX J1BA
3aMECTHUTEJIS], B YACTHOCTH AJIKUJIbHBIE 3aMECTUTENH, TAKHE KaK METUJIbHBIE 3aMecTuTeN B DM4),
packpbiTel B nyOsukanuu narenra CIIA Ne 2004/0235840, koTopasi MOJTHOCTBIO BKJIFOYEHA B
HACTOSIIIUI TOKYMEHT IOCPEACTBOM CChUTKU. MOTYT OBITh UCTIONB30BaHbI APyTrUe 3¢ HeKTopHbIE
MOJIEKYJIbI, COAEpPIKAIUe 3aMECTUTENN (TaKue KaK aJKWJIbHbIE TPYIIbI) B TAKUX MOJIOKEHUSX,
KOTOpble 00eCcrnevYnBaloT CTEPUYECKYI0 3aKpbITOCTh, Koraa 3¢dQexkTop mnpucoenvHeH K
HaIpPaBJSIIOLIEMY areHTy 4depes3 JUHKEp. B HEeKOTOPBIX KOHKPETHBIX BAPUAHTAX OCYLIECTBIEHUS
9Ta 3aKPbITOCTb BBI3BIBAET XMMUYECKYIO0 MOAU(PHUKALINIO, TAKYIO KaK aIKMIMPOBAHNE CBOOOAHOTO
JIEKAPCTBEHHOTO COEAWHEHMUs, ISl TOBBIIEHHs ero OOIel CTa0MIBHOCTH, YTO IO3BOJISAET
JEKapCTBEHHOMY COEJUHEHUIO HE TOJIbKO BbI3bIBATh T'MOENb KIETOK WM MOCTOSHHYIO
OJIOKMPOBKY KJIETOYHOTO IMKJIA B OIYXOJEBBIX KJIETKax, skcrpeccupyromux BCMA, Ho,
HeoOsA3aTeNIbHO, TakKe MOTYT BO3AEHCTBOBATH HA BCIOMOTATENIbHBIE KIETKH, KOTOpBIE,
HaIpuMep, MOAAEPKUBAIOT WU 3aALIUINAIOT ONYXOJb OT JIEKAPCTBEHHBIX CPEICTB, B YaCTHOCTH,
KJIETKH CTPOMBI OITYXOJIHM M COCYAHMCTOH CETH OMyXOJIH, U KOTOpPbIe OOBIYHO HE HKCIPECCUPYIOT
BCMA, 4r0o0bl YMEHBLUINTh WM MOAABUTH WX MOAAECP KUBAIOIIYIO MIIM 3aLIUTHYIO (DyHKIHIO.
JHK-ankunupyrome areHThl TakKe€ MOTYT OBITh HCIOJNB30BaHbI B KauecTBe 3(PPEeKTOPHBIX
MOJIEKYJT W BKJIIOYAKOT, Oe3 orpanuueHusi, aHajoru wim npousBomHsie CC-1065. CC-1065
NPEACTaBIsieT COOOW MOIIHBIA MPOTUBOOINYXOJEBbIH AHTUOMOTHK, BBIACICHHBIH W3 KYJBTYP
Streptomyces zelensis, u ObLIO MOKA3aHO, YTO OH UCKJIFOYUTEIIBHO [IUTOTOKCHYEH 172 Vifro (TaTeHT
CIITA Ne 4169888).

[0066] B HEKOTOpPBIX APYTrMX KOHKPETHBIX BapHAHTAX OCYIIECTBJICHUS H300pETEeHUs
JIEKApCTBEHHOE CPEACTBO MPEACTaBIsieT COOOM TaKCaH, HApPUMEp TaKCaH, KOTOPBIA COAEPIKUT
ONHY WM HECKOJbKO THOJBHBIX WIM JUCYJIbQUAHBIX rpynm. TakcaHbl WHTHOUPYIOT
AETIOMMMEPU3aLNI0 TyOyJIMHA, YTO MPUBOIUT K YBEIHUYEHHIO CKOPOCTH COOPKH MUKPOTpPYOOUeK
u rubenu kyieTok. TakcaHbl, KOTOpble MOTYT OBITh HCIIOJNIb30BAHBI B KOHBIOraTaX aHTUTENO-
JIEKAPCTBEHHOE CPEACTBO C NPEACTABICHHBIMU B HACTOALIEM JOKYMEHTE AHTUTENIaMH MPOTUB
BCMA nnmn ux BCMA-cBsi3biBatomumu (pparmMeHTaMu, Hanpumep, packpbITel B matentax CIIIA
NeNe 6436931, 6340701, 6706708 wu mnyOmukammsix nateHtoB CIITA NeNe 2004/0087649,
2004/0024049 wu 2003/0004210. [Ipyrue TakCaHbl, KOTOpPbIE MOTYT OBITh HCIHOJB30BAHBI,
packpbIThl, Hanipumep, B mateHTax CIIIA NeNe 6002023, 5998656, 5892063, 5763477, 5705508,
5703247, 5367086 u 6596757.

[0067] B HEKOTOPBIX BapUaHTaX OCYILIECTBICHUS H300PETeHUS JIEKAPCTBEHHOE CPEACTBO
npeacraeisier  coborn  momanupomun(4-amunao-2-[(3RS)-(2,6-nnokconunepunus-3-mn)-1H-
uzouHnoi-1,3(2H)-nnoH). B apyroM KOHKPETHOM BapUaHTE OCYIIECTBICHHUS HW300pETeHUs

JEKapCTBEHHOE CcpeacTBO mpencrasisier codor Tamupomun((RS)-2-(2,6-auokconunepuans-3-
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wn)-1H-m3ounnon-1,3(2H)-nuon). B apyroM KOHKPETHOM  BapHaHTE  OCYINECTBJICHHUS
n300peTeHNs JIEKApCTBEHHOE CPEICTBO MpeacTaBsier cobol enamunomua(3- (4-aMmuHo-1-0kco-
1,3-nurnapo-2H-n30nMHn00-2-1n)IUnepuana-2,6-110H). B IpyroM KOHKPETHOM BapuaHTe
OCYIIECTBJICHUS] H300PETEHHS JIEKAPCTBEHHOE CPEACTBO MPEACTABIISIET CO00M 3-[4-(4-MopdonuH-
4-nnmeTunOeH3WIOKCH)- 1 -0kco-1,3-nurunpo-usonnaon-2-ul |nunepunus-2,6-nuos. B apyrom
KOHKPETHOM BapHUaHTE OCYIIECTBJICHUS H300peTeHHs LepeOIOH-CBA3bIBAIOINEE COENUHEHHE,
UCTIONBb3yEMOE B COOTBETCTBHM CO CHOCOOAMH, ONHMCAHHBIMH B HACTOSIIEM JOKYMEHTE,
npexncrasisier codoi 3-(4-((4-((4-(2,4-mudropdennn)nunepaszns- 1 -un)MeTrn)0eH3 1T )OKCH)- 1 -
OKCOW30MHOJINH-2-WI)IUNepUInH-2,6-11noH. CM., HanpuMmep, pacKpbiTHE 3THX COENUHEHHWH B
nyOnukauuy nateHTHOW 3asBku CIIIA Ne 2014/0162282, xoropas NMONHOCTBIO BKJIKOYEHA B
HACTOALIUI TOKYMEHT ITOCPECTBOM CCHUIKH.

[0070] Coenunenust 1yist COCOOOB, MPENJIOKEHHBIX B HACTOALIEM JOKYMEHTE, BKJIFOUAIOT,
HO HE OrPaHUYUBAIOTCS UMM, MMMyHomonyhupyoomue coenuHeHus (Celgene Corporation),
TPYIIy COEIMHEHUH, KOTOpble MOTYT OBITh IOJIE3HBI MAJISI JIEYEHUS HECKOJIbKUX THIIOB
3a00JIeBaHHI YeJIOBeKa, BKIIIOYast HEKOTOPBIE BUIBI PaKa.

[0069] HMcnonb3yeMmblii B HACTOALIEM AOKYMEHTEe (€CM HE YKa3aHO WHOE) TePMUH
«MMMYHOMOJYJIUPYIOIee COEAMHEHHE» MOXKET OXBaTbIBATh OINpEIeNieHHble HeOoNbIIne
OpraHM4YecKue MOJIEKYJIbl, KOTOpble WHIHOMPYIOT HHAyLHpoBaHHYI0 LPS mpoayxkiro
monoruramu TNF-o, IL-1B, 1L-12, IL-6, MIP-1a, MCP-1, GM-CSF, G-CSF u COX-2. Otu
COEIMHEHUS] MOTYT OBITh MOJy4YEHbl CHUHTETHYECKHM ITyT€M WM MOTYT OBITh NPUOOPETEHBI
KOMMEPUECKH.

[0070] B HEKOTOPBIX BapHaHTAX OCYLIECTBIIEHUs H300PETEHUS JIEKAPCTBEHHOE CPEACTBO
BKJIFOYAET TeTpa3aMelleHHbIe 2-(2,6-THOKCOMUIEePUANH-3-11)- | -OKCOU3OUHTOIUHBI, ONTICAHHBIE
B marenre CIIIA No 5798368, 1l-okco- wu 1,3-nr0Kc0-2-(2,6-IUOKCONMUNIEPUINH-3-
WI)U30UHAOIUHBL  (HAmpuMep, 4-MeTWINPOU3BOAHBIE TAJUIOMHAA), 3aMelneHHbie2-(2,0-
TUOKCONHMIIEPUANH-3-WT)PTATUMUABI M 3aMeIleHHble 2- (2,6-IHOKCOmUNepuInuH-3-1i)-1-
OKCOM3O0UHJOJBI, BKJIKOYas, HO HE OrpaHUYMBasCbhb UMH, packpbiTble B naTeHTax CIITA NeNe
5635517, 6281230, 6316471, 6403613, 6476052 u 6555554, nybnukanuun Ne WO 02/059106).
ITonnoe copmep:kaHMe KakIOTO W3 MATEHTOB U IMAaTEHTHBIX 3asBOK, YKAa3aHHBIX B HACTOSIIEM
JOKYMEHTE, BKJIFOUEHO NOCPEACTBOM CCBIJIKH.

[0071] Pa3nuuHble ONMUCAHHBIE B HACTOSIIIIEM JJOKYMEHTE COSIUHEHUS COAEP KaT ONMH WIIH
HECKOJIbKO XHMpaJbHbIX LIEHTPOB M MOTYT CYyLIECTBOBAaTh B BHJE paLleMUYECKUX cMecel
SHAHTHOMEPOB WIN cMeceil nuactepeomepoB. TakuM 0Opa3oM, B HACTOSIIEM JOKYMEHTE TaKKe
NPEIJIOKEHO HCIIONb30BAHUE CTEPEOMEPHO UHCTBIX (OPM TaKUX COENWHEHHH, a TakKke
UCTIONBb30BaHuE cMeceil 3Tux (opm. Hampumep, MOXXKHO HCHONB30BATh CMECH, COIEpIKaIlne
paBHble WJIM HEpaBHblE KOJMUYECTBA SHAHTHOMEPOB OMNPENENEHHBIX MMMYHOMOAYJIUPYIOLINX
COEOMHEHUI. DTH W30MEpbl MOTYT OBbITb CHHTE3MPOBAHBI ACUMMETPHYHO WJIM Pa3[eNeHbl C
HCIOJIb30BAHNUEM CTAHIAPTHBIX METOAMK, TAKMX KaK XHpaJbHble KOJOHKH WM XHpajbHbIE
pazgemstomue areHtel. Cwm., Hampumep, Jacques, J., et al., Enantiomers, Racemates and
Resolutions (Wiley-Interscience, New York, 1981); Wilen, S. H., et al., Tetrahedron 33:2725
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(1977); Eliel, E. L., Stereochemistry of Carbon Compounds (McGraw-Hill, NY, 1962); u Wilen,
S. H., Tables of Resolving Agents and Optical Resolutions p. 268 (E. L. Eliel, Ed., Univ. of Notre
Dame Press, Notre Dame, Ind., 1972).

[0072] UMMy HOMOAY IUPYIOLINE COSTUHEHMS], PEAJIOKEHHbIE B HACTOSIIEM JJOKYMEHTE,
BKJIFOYAIOT, HO HE OrPaHMYUBAIOTCA WUMH, |-0kco-ul,3-arokco-2-(2,6-IuoKComnepuInH-3-
WUT)U30MHIOJIMHBI, 3aMeIeHHbIE aMUHOTPYIIIOH B OEH30JbHOM KOJIbLIE, KAK OMHUCAHO B MATEHTE
CIITIA Ne 5635517, KOTOpBIi BKJIIOUEH B HACTOSALIUI TOKYMEHT TOCPEACTBOM CCHUIKH.

[0073] DTu coenuHeHUsI UMEIOT CTPYKTYpY I:

B KOoTOpo# oxguH u3 X u Y mpencrasisier coboit C=0, npyroii u3 X u Y npeacrasiser
coboit C=0 unu CH,, u R? npezncrasiisier coO0# BOXOPO MITH HU3LIHIA aJTKHJI, B YaCTHOCTH METHIL.

KOHerTHbIe NMMYHOMOOYJIUPYIOIMUEC COCANHEHMS BKIIFOYAI0T, HO HE OIrpaHUYUBaOTCA UMU!

@;G

l-opco—2-i2,6-

IO BLC QIO e BRIOMEA — 3 —¥II) — <4 — asFH OF S OFE O IIE
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W
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l, 3-mgopco—-2- (2, E-MORCONMOSTIIA— 3 —
VI -4 - aMMAON 3 OFMATO IR

o 0
/
O
N 0O
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\D
MH-

l, 2-moprco—-2-(2-mermrn-32, &

IFOEC ONMNeEHMOMA— 3 —¥II) — 34— aWH O S OFE IO TIHE
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U X ONTUYECKU YUCThIE H30MEPHL

[0074] CoennneHust MOTYT OBITH MOJYYEHBI CTAHAAPTHBIMHU CIIOCOOaMU CUHTE3a (CM.,
Hanpumep, nateHT CHIA Ne 5635517, BKIIOUEHHBINH B HACTOALIWM AOKyMEHTE MOCPENCTBOM
ccoutkn). Coenunenus Takke nqoctymnasl ot Celgene Corporation, Warren, NJ.

[0075] Hdpyrue nexkapcTBEHHbIE CPEACTBA, UCIIOJIb3YE€Mbl€ B OMUCAHHBIX B HACTOSILIEM
JOKYMEHTE KOMITO3ULMAX, OTHOCATCA K KJACCy 3aMEIleHHBIX 2-(2,6-IHOKCOMUIIEPUINH-3-
WI)PTATUMHIIOB U 3aMEIEeHHBIX 2-(2,6-THOKCOMUIEPUINH-3-11)- | -OKCON30MHI0JIOB, TAKUX KaK
onucanHble B nmateHtax CIIIA NeNe 6281230, 6316471, 6335349 u 6476052, u MexayHapOIHON
narenTHoU 3asBke Ne PCT/US97/13375 (mexnynapomHas myOnukamust Ne WO 98/03502),
KaKaasi U3 KOTOPBbIX BKJIIOYEHAa B HACTOSALIWM AOKYMEHT MOCPEACTBOM CCBUIKM. THUMHUYHBIE
COEIIMHEHUS IMEIOT (pOpMYJIy:

R! o
R X R NH

\N O
R ¥

Rd

B KOTOpO#: onuH u3 X u Y npexacrasisier codoit C=0, a npyro#i u3 X u Y npencrapisier
coboii C=0 umu CHy; (i) kaxabiii u3 R, R2, R3 u R*, He3aBUCHMO OT IpyTrHX, MPeACTaBisieT coOoi
rajioreH, ki ¢ 1-4 aroMaMu yriepoza Wik ajlKoKcurpymnmny ¢ 1-4 aromamu yriaepona, wiu (ii)
omud w3 Rl R? R? u R* npencrasmsiror coboit -NHRS, a ocraBumecs u3 R, R2 R3 u R*
NpencTaBIssioT coboi Bomopon, R mpencrapisier coboit BOOopoa wiu ajkuia ¢ 1-8 aromamu
yraepona; R® mpencrasnsier coboit Bomopon, ankuia ¢ 1-8 atomamu yriepoma, OeH3MI WU
rajioreH; mpu ycioBun, 4to R® He siBjsieTcst Bomoponom, ecim X u Y npencrasisitot coboit C=0,
u (i) xkaxmenii w3 RY R2 R? u R* npexncrasisier coboit ¢rop, wium (ii) omuu u3 RY, R2 R3 umu R*
SIBJIAETCS] aMUHOTPY IO,

[0076] CoenvHeHus1, PEACTABIISIOIINE STOT KJIACC, UMEIOT (POPMY JIbI:

0 0
c"’? NH
OO
N 0 M
s
2
H:N \D
;D 0
c"r R! NH
O
N 0,
/
c
H,N H>

rae R! npexncrasisier co0oii BOMOPON Wik METHIL. B OTHEIBHOM BapHaHTe OCY IECTBIICHHSI

B HACTOSIIIEM JOKYMEHTE MPEJIOKEHO UCTIOJIb30BAHUE SHAHTHOMEPHO YUCTHIX (POpM (HAIIpuMep,
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ontuiecku YUCThIX (R) v (S) SHAHTHOMEPOB) 3TUX COENUHEHHH.

[0077] Hpyrumu crienuduuecKUMI IMMY HOMOY JIMPYOIUMH COSAMHEHUSIMH SIBJISTFOTCS
TeTpazaMerieHHble 2-(2,6-1MOKCOMUNepUANH-3-11)- | -OKCOM30MH/I0JIMHBI, OITUCAHHBIE B TIATEHTE
CIITIA Ne 5798368, KOTOpbIil BKJIIOUEH B HACTOSIIIIUN JOKYMEHT ITOCPEACTBOM CChIIKU. TUITHYHbIE

COEIMHEHUS] IMEIOT (OpMYITy:

1
R /0 o
5 3
RS c NH
AN
N O
%
K
R‘ E 3
R 1

rae kaxabii u3 RY, R?2, R? u R4, HesaBucumMo OT Apyrux, mpeacrasisieT coOOi rajioreH,
ankwi ¢ 1-4 aromamu yrieposa Wim alkokcurpymnmy ¢ 1-4 aromamu yriepona.

[0078] ApyruMuU KOHKPETHBIMU MUMMYHOMOIYJIHUPYIOIIUMH COCIUHEHUSIMU SBISAIOTCA |-
okco- ¥ 1,3-nnokco-2-(2,6-11oKCONUnepuAnH-3-11)I30UHAOINHBL, packpeiTele B nateHte CIIIA
Ne 6403613, xOTOpBIN BKJIIOYEH B HACTOSILINI JOKYMEHT NOCPEACTBOM CCBUIKU. Tunu4Hble

COeIMHEHUS] IMEIOT (HopMyITy:

1
o O
N
N 0
/
C
A
» Y
R?

B KOTOPOH
Y mpencrasisier coboi kucaopon win Hy,
nepeeiii w3 R! um R? mnpexncraBnsier co0OM TrajoreH, ajkwi, ajJKOKCUTPYIIIy,
ANKWJIAMHHOTPY Y, AUAJTKAIAMHUHOTPYIITY, IMAHOTPYTIITY WA KapOaMOMIIBHYIO TPy, BTOPOH
3 R! u R? He3aBHCHMO OT MEPBOro, MPEACTABISIET COOOM BOXOPOM, TajiOTeH, AJIKHJI,
AJIKOKCUTPYIIITY, aNKUJIAMUHOTPYTIIY, JIUANKUJIAMUHOTPYIIITY, LUAHOTPYy Iy WA
KapOaMOUJIBHYIO TPYIIY, U
R3 npencrasisier cob0i BOMOPO, aIKUIT WITH OEH3HII.
[0079] KoHKpeTHbIE IPUMEPBI COETUHEHUH UMEIOT (HOPMYITy:
1
O O
7
¢ R NH
N
N O
V4
¢
H,

RE

rae nepseiii u3 R! u R? npencrasisier coboit ramoreH, ankui, copepxamuii or 1 mo 4
aTOMOB yIJepona, aJKOKCHIPYIMIy, cofepkamyi or | mo 4 aroMoB yriepona,
IMAKAIAMUHOTPYTINY, B KOTOPOH KaXIblii ajikui uMeeT OoT 1 10 4 aTOMOB yriepona,

LMAHOTPYTIIy WK KapOaMOWIbHYIO rpyriy; BTopoil m3 R! m R?, He3aBHCHMO OT mMepBOro,
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npencrasisier coOOi BOAOPOM, TaJOTeH, ajKWi, comepkamuii or 1 1o 4 aToMoOB yriepona,
AJIKOKCUTPYIIITY, COAEp KaIlyo OT 1 10 4 aTOMOB yIiiepo/ia, alKUIaMUHOTPYIITY, B KOTOPOH aliKUi
cofepXuT or 1 1o 4 aToMOB yriepojaa, AUAJKWIAMUHOTPYITY, B KOTOPOH KaXKIbIH alKWUI
comepkuT OT 1 10 4 aTOMOB yriiepoa, LHAHOTPYIIY MiM KapOaMOWIbHYK rpymmy, u R3
npencTaBisier coOOl BOAOPOX, aJIKWJI, comepskammuii oT 1 10 4 aTOMOB yriiepoaa, Win OeH3WIL
KonkperHble TmpuMepbl BKJIIOYAIOT, HO HE OrPaHUYMBAIOTCS UMH, 1-0kco-2-(2,6-
TUOKCOTHIIEPUINH-3 -1IT)-4-METUITM30UHIOJINH.
[0080] Apyrue THNHYHBIE COSNUHEHUS] UMEIOT (POopMy Ty
0o 0
¢ R’ NH

rae: nepsbiii w3 R u R? mpencrasisier coboit ranoreH, ankui, coxepskaimuii ot 1 mo 4
aTOMOB  yINIEpOAa, aJKOKCUIPYyNNy, conepxkaumyro or | nmo 4 aroMoB yriepona,
AUAJKUIAMUHOIPYIIITY, B KOTOPOH KaXIblil aJKWJI COAEPKUT OT | 10 4 aTOMOB yriepona,
LMAHOTPYTINY WM KapOaMOWIbHYIO rpyrmy; Bropoir u3 R!' u R?, He3aBHCHMO OT mepBOro,
npeacTaBisier co0OH BOAOPOA, TaJOreH, ajKWi, coaepkammid oT 1 1o 4 aToMoB yrieponaa,
AJIKOKCUTPYIIITY, COAEP KAl OT 1 10 4 aTOMOB yIiiepo/a, alKWIAMUHOIPYIIITY, B KOTOPOU aJIKUJI
comepkuT oT 1 10 4 arOMOB yriepona, AUAIKUIAMUHOTPYMIY, B KOTOPOM KaXKAbIM aJKHII
comepkuT OT 1 10 4 aTrOMOB yriiepoma, LUAHOTPYIIY WM KapOaMOWIbHYK rpymmy;, u R3
npencTasisieT coO0H BOIOPO, ajIKuII, COAEpsKaIIuii OT 1 10 4 aTOMOB yrjiepona, uin OeH3uI.

[0081] Hdpyrue KOHKpPETHBbIE COENMHEHHs, IMpPENJIOKEHHbIE B HACTOSIIEM JOKYMEHTE,

UMEIOT hOpMy Ty
1

NH

U X (hapMarleBTHUECKH TPUEMIIEMbIE COJIH, COJIbBATHI U CTEPEOU3OMEPBI, I7IE:

R! npexncrasnsier coboii: Bomopoxn; ranoreH; -(CH,),OH; (C;-Ce)ankun, HeoOs3aTENBHO
3aMeIleHHbI ONMHUM Wi HeckojbkuMu ranoreHamu; (C,-Cg)ankokcurpymmy, HeoOs3aTebHO
3aMEIEeHHYI0 OJTHUM MJIA HECKOJIbKUMH T'aJIOr€HAMU;, HJTH

-(CH2), 3 rne R? mpencrapnsieT COOOU:

BOZIOPOL;

(C1-Cg)ankumi, HeoOs3aTeNIbHO 3aMEIEeHHBIH OTHUM WJTH HECKOJBKUMU TaJIOTeHAMH,

-(CHy),-(6-10-unenHslii apun),

-C(0O)-(CHy),-(6-10-unennsrit apun) wim -C(O)-(CH,),-(6-10-unenHHbIi rerepoapui), rae
apuJl WK TeTepoapui HeoOs3aTebHO 3aMeLeH OIHUM WIJIM HECKOJbKUMU u3: raynoreHa; -SCFj;

(C-Cg)ankmia, camoro HeoOs13aTeIbHO 3aMEIEHHOTO OHUM WJTH HECKOJIbKUMU TaJIOTeHAMU, FITH
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(C1-Cg)ankokcurpymmbl, camMol HeOOs3aTeNIbHO 3aMEIIeHHONH OIHUM WM HECKOJIbKUMU
rajloreHaMu,;

-C(0)«(C1-Cg)anmkmn, rme ankui HEOOsI3aTENBHO 3aMEIleH ONHUM WM HECKOJbKUMH
rajloreHaMu,;

-C(0)~(CH,),~(C5-Cyp-umkmoankmn),

-C(0)-(CH,),-NRPR®, rne RP u R€, kasxapiii HE3aBUCHMO, MTPEACTABIISIOT COO0I: BOTOPOL;

(C1-Cg)ankxui, HeoOs3aTeNIbHO 3aMEIEeHHbIH OTHUM WJIH HECKOJIBKUMU TaJIOTeHAMH,

(C1-Cg)ankokcurpymiy, HeoOs3aTeIbHO 3aMELIEHHYI0 OOHUM HJIM HECKOJbKUMHU
rajJloreHaMu; WJIN

6-10-uneHHplli apwi, HEOOs3aTENbHO 3aMELICHHbIM OJHUM WM HECKOJbKUMH U3
CJIEIYIOUINX TPYII: TaJoreHa,

(Ci-Cg)ankuma, caMoro HeOOsI3aTENbHO 3aMEIIEHHOIO OJHUM WM HECKOJbKUMHU
rajloreHaMu; WJIn

(C,-Cg)anmkokcurpymibl, camMoii HeoOsS3aTeIbHO 3aMEIEHHONW OIHUM WJIM HECKOJIbKHMHU
rajjoreHaMmu,;

-C(0)-(CH,),-O-(C-Cg)anxmn; nnu

-C(0)-(CH2),-0-(CH,),-(6-10-unennsblii apun),

R? mpencrasisier coboit: Bomopon;, -(CH,),OH; denun, -O-(Ci-Co)ankum;, wim (C;-
Ce)ankui, HeoOsA3aTeNPHO 3aMEeIIeHHbII OTHIM WJIN HECKOJIBKIMH TraJIOTeHAMH;

R3 mpencrasnser coboit Bomopoxn;, wimu (Ci-Cg)ankumi, HeoOs3aTeNbHO 3aMeIleHHbIH
OJTHUM WJIH HECKOJBKUMH TaJIOT€HAMU; U

n umeeT 3HaueHue 0, 1 wim 2.

[0082] KoHkpeTHbIE MPUMEPBI BKJIOYAIOT, HO HE OTPAHUYHMBAIOTCS UMH, 3-(5-aMHUHO-2-
MeTHi-4-okco-4H-xunazonun-3-mn)nunepuaus-2,6-nuoH  («CoenuHenne Ay»), KOTOpoe HMeEeT
CNEAYIOUIYIO CTPYKTYPY:

he

N

NH; O
0 N o

WIA €ro >HAHTHOMEpP, WIH CMeCh €ro SHAaHTHOMEpPOB, WJIH ero (apmMauneBTH4YecKH
NPUEMIIEMYIO COJIb, COJIbBAT, THAPAT, COKPUCTAILI, KJIATPAT WU TIOJUMOPD.

[0083] Coenunenue A MoxeT OBITH MOJYYEHO B COOTBETCTBHH CO CIOCOOaMHU,
ONHUCAHHBIMU B paszene [Ipumepsl, NpeaCcTaBIeHHOM B HACTOSIIIEM JOKYMEHTE, WIN KaK OMHCAHO
B mareHte CIJA Ne 7635700, packpbiTHe KOTOpPOTO IOJIHOCTBIO BKJIOYEHO B HACTOSLIUI
JOKYMEHT TIOCPeACTBOM CChUIKH. COEOMHEHHE TaKkKe MOXKET OBITh CHHTE3MPOBAHO JPYTHMHU
crioco0amu, OYeBHIHBIMH ISl CIIELIHATUCTOB B TAHHOW OOJIACTH, HA OCHOBE MPEICTABJIEHHBIX B
HaCTOALIEM JAOKyMeHTe upaeil. B HEKkOoTOprIX BapHaHTax OCYIIECTBJIEHHUS COeIUHeHue A
HAXOAUTCS B KPUCTAJUTMYECKOH (hOpMe, ONMMCAaHHOW B MpeABapUTEIbHON maTeHTHOM 3asske CIITA

Ne 61/451806, momanHoi 11 mapra 2011 r., KOTOpasl MOJHOCTHIO BKJIIOYEHA B HACTOSLIMN
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JOKYMEHT TOCPEICTBOM CChUIKA. B HEKOTOPBIX BapuaHTaX OCYIIECTBICHUS H300pETeHUS
THAPOXJIOPHIHAS COJIb COSAMHEHUSI A HCTIONB3YETCs B CIIOCO0ax, MPEINIOKEHHBIX B HACTOSIIEM
noxkymente. CriocoOs! ieueHst, IPOQUIAKTHKH W/HITH KOHTPOJIS PAKOBBIX U IPYTHX 3a00eBaHIN
C UCTOJIb30BaHuEM coennHeHus A onucanbl B mateHTe CIIIA Ne 8802685, kOTOpPBIi MOJHOCTHIO
BKJIFOUEH B HACTOSIINN JOKYMEHT IIOCPEACTBOM CCBIJIKU.

[0084] [lpyrue KOHKpETHbIE COEIMHEHHUs, INpPENJIOKEHHbIE B HACTOSIIEM JOKYMEHTE,

UMEIOT hOpMYyITy:

WIA SABISAIOTCS €ro (apMaleBTUYECKH TPUEMIIEMBIMH COJIBIO, COJbBATOM WU
CTEPEOU30MEPOM, TIE:

X npeacrasisier coboit C=0 umu CHy;

R! mpexncrasisier coboit Y-R3;

R? npencrasisier coboit H um (C;-Ce)anku,

Y mpexncrasnsier coOoi 6-10-ueHHBIH apuil, TeTEPOAPUIT MM T€TEPOLIMKII, KaXKIbIi M3
KOTOPBIX MOXKET OBITh HEeOoOs3aTeNbHO 3aMELIeH OJHHM WM HECKOJbKMMH TajJlOT€HaMU;, I
CBSI3b;

R3 npexncrasnsier coboii: -(CHy)p-apui, -O-(CHy)y-apun wimn -(CHy),-O-apun, roe apui
HeoOs3aTeNIbHO 3aMelneH onHuM Wik Heckonbkumu u3: (C-Cg)ankuna, caMmoro HeoOsi3aTeIbHO
3aMELICHHOTO OAHMM WiH HecKosbkuMu rajoreHamu;, (C;-Ce)amKOKCUTpynmbl,  CaMoit
3aMEINEHHbI OJHHUM WM HECKOJbKHMM TajJlOT€HaMH, OKCOTPYIIIbl, aMUHOTIPYIIIIBI,
KapOOKCHIIBHOW TPYIIIBI;, [THAHOTPYIIBI, THAPOKCHIBHOW TPYIIBI, TajoreHa, nedrepus;, 6-10-
YJIEHHOTO apuJjia WK reTepoapuiia, HeoOs13aTeIbHO 3aMEIeHHOrO OJHUM HITH HeCKOJbKUMU (C -
Ce)ankunamu, (C,-Ce)ankokcurpynmnamu uian ranorenamu; -CONH;; wiu -COO-(C,-Cg)ankuna,
i€ ATKHJI MOKET OBITh HEOOS3aTeIbHO 3aMEILEH OTHUM I HECKOJIbKUMH TaJIOr€HAMU;

-(CH;)y-rereporukd, -O-(CH,)y-retepormki win -(CH;),-O-reTeporuk, rae reTeporuk
HeoO0s13aTeNIbHO 3aMelleH OqHUM Win HeckonbkuMu u3: (C-Ceg)anmkmia, camoro HeoOs3aTeIbHO
3aMELIEHHOr0 OAHMM WiIH HecKosbkuMu rajoreHamu;, (C,-Ce)amKkoKCUrpynmbl, CaMoi
3aMEINEHHbI OJHHUM WM HECKOJbKHMM TajJOr€HaMH, OKCOTPYIIIbl, aMUHOIPYIIIIHL,
KapOOKCWIIbHOW TPYIIIBI, [THAHOTPYIIIBI, THAPOKCHIBHOW TPYIIBI, TajoreHa, nedrepus, 6-10-
YJIEHHOTO apuJjia WK reTepoapuiia, HeoOs13aTeIbHO 3aMEeIeHHOrO OJHUM HITH HeCKOJNbKUMU (C -
Ce)ankunamu, (C,-Ce)ankokcurpynmamu uin ranorenamu; -CONH;; wim -COO-(C,-Cg)ankuna,
i€ AJIKAJI MOKET OBITh HEOOSI3aTENbHO 3aMEIeH OHUM M HECKOJIbKHMMH TaJIOr€HAMU; HITH

-(CH;)y-rerepoapmn, -O-(CH;),-rerepoapun wiu -(CH,),-O-reTepoapu, rie rerepoapui
HeoOs13aTeNIbHO 3aMelleH ofHNM Win HeckonbkuMu u3: (C-Ce)anmkuna, camoro HeoOs3aTeIbHO
3aMELIEHHOr0 OAHMM WiIH HeckonbkuMu rajoreHamu;, (C,-Ce)amKOKCUrpynmbl, CaMmoit

3aMeH_IeHHI:>II\/'I OJHUM Wi HECKOJIbBKUMHU raJJorcHaMu, OKCOTI'PYIIIIbI, AMUHOTI'PYIIIIBIL,
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KapOOKCWIIHOW TPYIIIBI, [IHAHOTPYIIBI, THAPOKCHIBHONW TPYIIBI, TajoreHa, nedrepus, 6-10-
YJIEHHOTO apuJjia WK reTepoapuiia, HeoOs13aTeIbHO 3aMEeIeHHOrO OHUM M HeCKOJNbKUMU (C -
Ce)ankmnamu, (C,-Cg)ankokcurpynmamu uian rajorenamu; -CONH,; wmm -COO-(C,-Cg)ankuna,
I7ie aJKWI MOXeT ObIThb HeoOsI3aTEeNbHO 3aMELIeH OJHUM WJIM HECKOJbKHMHU TaJOr€HaMH, U N
umeet 3HaueHue 0, 1, 2 unu 3.

[0085] KonkperHble npuMepbl BKJIIOHYAKOT, HO HE OrpaHUYHMBAOTCA uUMH, 3-(4-((4-
(MopdonmHOMETHIT)OEH3HIT)OKCH )- | -OKCOU30MHIONUH-2-UIT)TUNIEpUANH-2 ,-6-1noH. B ogHOM M3
BAPUAHTOB OCYLIECTBJIEHUs] N300PETEHUsI COeAMHEHNE TpeCTaBisieT codoi (S) crepeonszomep3-
(4-((4-(mopdonHOMETHIT)OEH3MIT)OKCH)- | -OKCOU30MHIOINH-2-UI)[TUNIEPUANH-2,-6-THOHA
(«Coenunenne B») Hampumep, A UCHOJB30BAHUS B OMMCAHHBIX B HACTOALIEM JOKYMEHTE
cnocobax. Panemuueckuii  3-(4-((4-(MopdonuHOMETHIT)OEH3 I )OKCH)- | -OKCOM30UHIOINUH-2-
WUT)[TUIEPUINH-2,6-THOH U CIIOCOOBI €ro MOoJy4eHHsl ONUcaHbl B naTeHTHON myOnukanuu CIIA
Ne 2011/0196150, xoTopast MOJTHOCTHIO BKJIFOUEHA B HACTOSIIIUHN JOKYMEHT MOCPEICTBOM CChUIKH.

Coenunnenne B nmeer cnenyomyro CTpyKTypy:
o]

cH
N

3

kS

Bce onmcaHHble COeTMHEHHs] MOYKHO JTUOO MPUOOPECTH Y KOMITAHUMH, JTHOO MONYyYUTh B
COOTBETCTBUH CO CrocoOaMM, ONMUCAHHBIMH B MATEHTAX WK MATEHTHBIX MyOJMKALUSX,
PACKPBITHIX B HACTOSIIEM JTOKYMeHTe. KpoMe TOro, ONTHYECKH YHCThIE COSAMHEHUS] MOTYT ObITh
CHUHTE3HUPOBAHbl ACUMMETPUYHO WJIM Pa3JeNieHbl C UCIONIb30BAHUEM H3BECTHBIX Pa3esIsIFOIINX
areHTOB MWJIH XUPaJbHBIX KOJOHOK, a TaKXe APYTUX CTAHAAPTHBIX METOAOB CHHTETHUECKOM
OpraHudeckoil xumuu. JlomonmHuTeNnpHyH0 HHGOPMAIMIO 00 HMMMYHOMOAYJIHPYIOLIHX
COCIMHEHUSX, WX TOJIyYeHUH M NPUMEHEHHH MOXKHO HAWTH, Hampumep, B ITyOJIHKAIHsIX
nateHTHBIX 3asBOK CIITA NeNe US20060188475, US20060205787 u US20070049618, kaxnas u3
KOTOPBIX MOJHOCTBHIO BKJIFOUEHA B HACTOALINI JOKYMEHT ITOCPEACTBOM CCHUIKH.

[0086] B cimyuae HECOOTBETCTBHSI MEXKAY H300PaKEHHOH CTPYKTYpOH W Ha3BaHHEM,
TAHHBIM 3TOH CTPYKType, CTPYKTypa Ha u300pakeHMH uMmeeT Oonblimii Oonbimii Bec. Kpome
TOT0, €CIIH CTEPEOXHMUS CTPYKTYPBI HITH YaCTH CTPYKTYPbI HE 0003HaU€HA, HATIPUMED, YKUPHBIMH
WIM TOyHKTUPHBIMU  JIMHUSIMH, TO CTPYKTypa WM Y4YacCTOK CTPYKTYpbl  JOJIKHBI
MHTEPIIPETUPOBATHCS KAK OXBATBIBAIOILIINE BCE €€ CTEPEOU30MEPDL.

6.4. XumepHbBIe AHTHT€HHbIE PEeLeNTOPI

[0087] B HEKOTOPBIX BapHaHTaX OCYIIECTBIEHHS N300pEeTEHMs JTI000€e U3 AaHTUTEI IPOTUB
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BCMA nnu nx BCMA-CBS3bIBaIOLIMX YUaCTKOB BKJIFOUEHO B XMMEPHBINM aHTUT'€HHBIH peLenTop,
Hanpumep, B Bujae Hampasisromero Ha BCMA nomena unu yactu Hanpasisitouiero Ha BCMA
noMeHa. B koHKpeTHbIX BapuaHTax ocynectBieHust CAR conepkut pparMeHT CBA3BIBAIOIIETO
BCMA anturena, npeajoXXeHHOTO B HACTOSIIEM JOKyMEHTE, HapuMep, OJHOLenoYeuHbIi Fv-
¢parment wnu Fab-pparment.

[0088] B HEKOTOPBIX BapHaHTaX OCYLIECTBJIEHUS M300pETEHHs XUMEpPHbIE AHTUT€HHbIE
pernentopsl (CAR) npencrapisitor co0oi HCKYCCTBEHHbIE MEMOPAHOCBSI3aHHBIE O€JIKH, KOTOPhIE
HanpasisitoT T-mumdonute! mu ectectBeHHble kuiutepsl (NK) x anTureny, Hanpumep, BCMA,
u cruMyaupyroT T-mumdouutsl win NK-kIeTkun Ha YHUUTOXKEHHE KIIETKH, MPEACTaBISIOINEH
antures, Hanpumep BCMA. Cm., Hanpumep, Eshhar, marent CIIIA Ne 7741465. Kak MUHUMYM,
yka3aHHble B HacrosimeM pnokymMeHte CAR copmepaT BHEKJIETOUHBIM JOMEH, KOTOpPBIH
cszbiBaercss ¢ BCMA; TpaHcMeMOpaHHBIN OMEH U BHYTPHKJIETOUHBIN (IIMTOIIA3MATUYECKHIT)
CUTHAJIbHBIM TOMEH, KOTOPBIN NepenaeT CUrHajl epBUYHON aKTUBALUU UMMYHHOU KieTke. Ilpu
coOmoeHnn Beex Apyrux ycnosuii, korna CAR skcnpeccupyercs Ha MOBEPXHOCTH, HAIIPUMED,
T-numpouura, n BHexsnerounelii nomMeH CAR cpsbiBaercsi ¢ BCMA, BHYTPHKIETOUYHBIH
CUTHAJIBHBIA OMEH IepefaeT CUrHai T-muMGOnuTy AJIsl aKTHBALMM W/WIK Tpoaudepaniy, u,
eciu BCMA npucyTcTByeT Ha TOBEPXHOCTH KJIETKH, JUIsl YHUYTOXKEHUS  KJIETKH,
skcnpeccupyromieit BCMA.

[0089] ITockoabky T-nmumdoruram 11t MOTHOH aKTHBALMH TPeOyeTCsl 0 MEeHbIIEeH Mepe
IiBa CUTHAaJIa, IEPBUYHBIA CHUTHAJT AKTUBALIUU U KOCTUMYJIHpYroImuii curHain, ooeraHo CAR Takske
coZiep>KaT KOCTUMYJIUPYIOIINI TOMEH, TaK YTO CBS3bIBAaHHE BHEKJIETOUHOTO foMeHa ¢ BCMA Ha
MOBEPXHOCTH KJIETKH NPUBOAMT K Meperade Kak MEePBHYHOIO CHTHajla aKTHBALMM, TaK U
KOCTUMYJIMPYIOLIETO CUTHAJA.

[0090] B HEeKOTOPBIX BapHaHTaX OCYIIECTBIEHHSI M300PETEHUSI BHY TPUKJIETOYHBIN TOMEH
CAR mpencrapnsier coO0# MIH BKJIFOYAET BHY TPUKJIETOYHBIN TOMEH WJIM MOTUB O€JKa, KOTOPBIH
skcnpeccupyercst T-mumdounTaMu U 3anmyckaeT aKTHBALMIO /WA TPOTU(epanno yKa3aHHbIX
T-mumpormro.  Takol  OOMEH WIM  MOTHB  CHOCOOEH  NepefaBaTh  MEPBHYHBINA
AHTUTCHCBS3BIBAIOIIMI CUTHAJ, KOTOPBIH HEOOXOAMM /ISl aKTUBaUUU T-TuMQoLuTa B OTBET HA
CBSI3bIBAHHME AHTUTEHA C BHEKJIETOUHON 4acThio CAR. OOBIMHO 3TOT JOMEH MJI MOTUB COAEPIKHUT
win npencrasisier codoit [ITAM (MOTHB akTHBaLIMM UMMYHOpPELEeNTOPHOro THpo3uHa). ITAM-
cofepskaie nonunentuasl, noaxondauiue st CAR, Bxmouaror, Hanpumep, aseta-uens CD3
(CD3() unm ee yuactku, conmepkamue ITAM. B KOHKpeTHOM BapuaHTe OCYIIECTBIICHUS
BHYTPHKJIETOYHBIH IOMEH MPECTaBIsIeT COO0I BHYTPUKIIETOUHBIH CUrHaIBbHBIN nomeH CD3(. B
OPYyTUX KOHKPETHBIX BAapHUAHTAaX OCYIIECTBJICHUS M300pETeHUs] BHYTPUKIIETOUHBIH JIOMEH
MPOUCXOANT U3 LIeTH perentopa JuMporuTos, komiuiekcHoro oenka TCR/CD3, cyOobequHuIbI
perenropa Fc unmu cyobenunuipl perenrtopa [L-2. B HEeKOTOpBIX BapuaHTaX OCYIIECTBIICHUS
n300peTeHNs] EPBUYHBIN CUTHAIBHBIA IOMEH MPENCTaBIAET COOOH MITH CONEPKUT CHTHAIBHBIN
nomeH u3 TCRE FcRy, FcRB, CD3y, CD33, CD3g, CDS, CD22, CD79a, CD79, CD278, FceRlI,
DAP10, DAP12 nnu CD66d.

[0091] B HekoTopsIx BapuaHTax ocyiuecTBieHus nzobperenuss CAR nomomHUTENHHO
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COZIEP’)KUT OAMH WM HECKOJIBKO KOCTUMYJIMPYIOIIUX AOMEHOB WJIM MOTUBOB, Hampumep, B
KauecTB€ YaCTH BHYTPUKJIETOYHOro JoMeHa mnonunentuaa. OAWMH UIM  HECKOJBKO
KOCTHMYJIUPYIOIIHUX TOMEHOB WJIK MOTUBOB MOTYT MPEACTABISTH COOO MM COZepIKaTh OAHY WITH
HECKOJIBKO [OCJIEA0BATEILHOCTH KOCTUMYJIMPYIOILETO MOJIUINIENTUAA CD27,
MOCJEOBATEIbHOCTH  KocTuMyJiupyromero  nojunentuaa CD28,  mocnenoBaTenbHOCTH
koctumyupytomiero nojunentuga OX40 (CD134), nocienoBaTeIbHOCTH KOCTUMYJIUPYIOLIETO
nonunentuna 4-1BB (CD137) unu mocienoBaTeIbHOCTH UHIY IUPYEMOTO KOCTUMYJIUPYIOLIETO
T-knerounoro (ICOS) nonunentuaa, Win Ipyroro KOCTUMYJIHUPYIOIIEro JOMEHA HIIH MOTHBA. B
HEKOTOPBIX APYTUX BapUAHTAX OCYINECTBJIEHUS H300pEeTEeHUs] KOCTUMYJHUPYIOIIUH JOMEH
npeacTasisier coO0M MM BKIIOYAeT (YHKLUHMOHAJIBHBIN CHTHAJIBHBIA JOMEH, MOJIyYEHHBIH U3
onHoit mim Heckonpkux Mosiekys1 MHC kiacca I, TNF-penentopa, “MMyHOTIO0Y THHOTIOOOHOTO
Oenka, IUTOKMHOBOIO PELENTOpa, MHTErPHHA, CUTHAJIbHONW MOJIEKYJIbl aKTUBALUH JTUM(OIIUTOB
(6enxka SLAM), akrusupyromero NK-knerounoro perentopa, BTLA, peuenropa Toll-nuranna,
CD2, CD7, CD27, CD30, CD40, CDS, ICAM-1, LFA-1(CD11a/CD18), B7-H3, CDS, ICAM-1,
ICOS (CD278), GITR, BAFFR, LIGHT, HVEM (LIGHTR), KIRDS2, SLAMF7, NKp80
(KLRF1), NKp44, NKp30, NKp46, CD19, CD4, CD8ac, CD8p, IL2Rp, IL2Ry, IL7Ra, ITGA4,
VLA, CD49a, ITGA4, IA4, CD49D, ITGA6, VLA-6, CD49f, ITGAD, CD11d, ITGAE, CD103,
ITGAL, CDl11a, LFA-1, ITGAM, CD11b, ITGAX, CDl11c, ITGB1, CD29, ITGB2, CD18, LFA-
1, ITGB7, NKG2D, NKG2C, TNFR2, TRANCE/RANKL, DNAMI1 (CD226), SLAMF4 (CD244,
2B4), CD84, CD9%, CEACAMI1, CRTAM, Ly9 (CD229), CD160 (BYS5S), PSGL1, CD100
(SEMA4D), CD69, SLAMF6 (NTB-A, Ly108), SLAM (SLAMF1, CD150, IPO-3), BLAME
(SLAMEF8), SELPLG (CD162), LTBR, LAT, GADS, SLP-76 unu PAG/Cbp.

[0092] TpaHcmeMmOpaHHasi 00JacTb  MOKET  MPENCTaBJsITh  coOol o0y
TpaHCMeMOpaHHYIO 00J1aCTh, KOTOPAsi MOKET ObITh BKJIFOUeHA B PyHKIMOHATbHBIA CAR, 00BIMHO
TpancMeMOpanHyr0 oOnacte u3 Mmosiekyisl CD4 wmm CD8. B HEKOTOphIX BapHaHTaX
ocyliecTBIieHUs1 U300peTeHus TpaHcMeMOpanHbiii jomeH CAR npoucxoqut u3 Oeiika UMMYHHOH
CHCTEMBI, KOTOPBIH OOBIYHO TNepenaeT WHrHOMPYIOLIMA CHrHAJ TaKUM KJIETKAM HMMYHHOH
CUCTeMbI, Hampumep, TpaHcmemOpanHoro paomeHa u3 CTLA4 (uurorokcuueckoro T-
TUM(OIUTAPHOTO aHTHreHa 4 WJIM LUTOTOKCHYECKOro T-TuMQoLuTapHO-aCCOMHPOBAHHOTO
6enka 4) uiu PD-1 (benka nporpammupyemoii cmepta-1).

[0093] B HEKOTOPBIX BapHaHTAX OCYIIECTBIECHUS H300peTeHus TF0O0H 13 MPEaIOKEHHBIX
B HACTOSIIIEM JOKyMeHTe T-TuM(pOIHTOB, KOTOpPBIE COAEPKAT MHOXKECTBO MOJHUIENTHIOB
KJIETOYHOU CMepTH, comepxkat TpancMeMOpanubiii tomeH u3 CTLA4 wiu PD-1. B xoHKpeTHOM
BapHaHTe OCyLIeCTBICHUs u300pereHust T-muMQOIHT, 3KCIPECCHPYIOLUINA  yKa3aHHBINA
NOJIUMENTH WM J000H M3 TakuWX TOJHMIIENTHIOB, ONMHCAHHBIX B JAHHOM JOKYMEHTE,
AaKTUBUPYETCS WM CTHUMYJHPYeTCsl K mponudepanuy, KOrjaa yKa3aHHBIH MOJHIIENTHI
CBSI3BIBAETCS C YKA3aHHBIM aHTUT€HOM. B KOHKPETHOM BapHaHTE OCYIIECTBIIEHHS] N300pETeHUs
NOJIUIENTH, KOTrJa OH 3KCIpeccHpyercss Ha moBepxHOCTH T-nmmmdormra, Hampasiser T-
TUM(OLUT HA YHUUTOKEHHE KIIETKH, SKCIPECCUPYIOLIEH YKa3aHHBINH aHTUTEH.

[0094] B KOHKpPETHBIX BapUAHTAX OCYLIECTBICHUS M300peTeHuss JOO0Oro us3
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NOJIMIENTHIOB B JTAHHOM JOKYMEHTE, B KOTOPBIX TPAHCMEMOpPAHHBIH IOMEH MOJHIIEeNITHIA
npoucxogur u3 CTLA4, TtpancmemOpanueiii nomen CTLA4 mnonywator uz CTLA4
MJIEKOTIMTAIOLNX, HAalpUMep YelOBeKa, NPUMATOB WM TPBI3YHOB, HAMpPHUMEp, MBIIIMHOIO
CTLA4. IlpennodrurenbHO, 4TOOBI TPAHCMEMOpPAHHBIN TOMEH HE COAep)kKajl aMHUHOKHCIIOT U3
BHYTPUKJIETOUHOTO JIOMEHA, BHEKJIETOYHOIO JOMEHA WJIM BHY TPUKJIETOUHOTO MJIM BHEKJIETOUHOTO
nomeHa CTLA4 unu PD-1. KonkpeTrHble HeOrpaHUUHMBAIOLINE IPUMEPHI NOCIEN0BATEIbHOCTEN
tpancmembpanHoro qomena CTLA4 wmu PD-1 npencrasiieHbl Hike.

[0095] B KOHKpPETHOM BapHaHTE OCYINECTBJIEHHUs TpaHcMeMOpaHHbII nomeH CTLA4
NpeACTaBisieT COOOH MOJHUMENTUIHYIO MOCIEeN0BATENbHOCTh, KOAHPYEMYIO 3K30HOM 3 TeHa
CTLA4 yenoBeka. B n1pyromM KOHKpeTHOM BapHaHTE OCYIIECTBIEHUS TPAHCMEMOPAHHBINH TOMEH
CTLA4 nmpencraBiasier coOOH WM CONEPXKHUT AMUHOKHCJIOTHYIO —TOCIEIOBATEIHHOCTD
PEPCPDSDFLLWILAAVSSGLFFYSFLLTAVSLSKM (B tpex0OyksernHom kone Pro-Glu-Pro-
Cys-Pro-Asp-Ser-Asp-Phe-Leu-Leu-Trp-Ile-Leu-Ala-Ala-Val-Ser-Ser-Gly-Leu-Phe-Phe-Tyr-
Ser-Phe-Leu-Leu-Thr-Ala-Val-Ser-Leu-Ser-Lys-Met) (SEQ ID NO:61). B npyrom KoHKpeTHOM
BapUaHTe OCyINecTBIeHUs TpaHcmeMOpanublii nomeH CTLA4 mpeacraBnsier  coboit
NOJIUNENTUIHYK  MOCIEAOBAaTENbHOCTb,  KOAMPYEMYyK  Hykjeotuaamu  610-722  wu3
HIOCJIEIOBATEIBHOCTH € perucTpanoHHeiM HomepoM GenBank NM 005214.4 unu comepsxut ee.
B npyroM KOHKpPEeTHOM BapHaHTe OCyIIecTBIeHUs TpaHcMeMOpanHbli nomeH CTLA4
IPEACTaBIsET coboit WIH BKJIFOYAET AMUHOKHCJIOTHYO NOCJIeA0BATEIbHOCTD
PDSDFLLWILAAVSSGLFFYSFLLTAVSL (B TpexOykseHHoM kozxe Pro-Asp-Ser-Asp-Phe-
Leu-Leu-Trp-lIle-Leu-Ala-Ala-Val-Ser-Ser-Gly-Leu-Phe-Phe-Tyr-Ser-Phe-Leu-Leu-Thr-Ala-
Val-Ser-Leu) (SEQ ID NO:62). B npyroMm KOHKPETHOM BapHWaHTe OCYIIECTBJICHUS
tpancmemOpanHbiii nomeH CTLA4 npencrassier co0O0i MONMUIENTUAHYIO MOCIEI0BATENIbHOCTD,
KOIUPYEMYI0 HykJeoTuaaMu 636-699 M3 mocienoBaTebHOCTH C PETUCTPALIMIOHHBIM HOMEPOM
GenBank NM _005214.4 unu comepxut ee. B 1pyroM KOHKPETHOM BapUaHTE OCYIIECTBJICHUS
TpancmemOpannbiii jomeH CTLA4 mnpencraBisier coOOH WM COAEPIKUT AMHUHOKHCIOTHYIO
nocnenoBatebHOCTE FLLWILAAVSSGLFFYSFLLTAYV (B TpexOykBenHoM kone Phe-Leu-Leu-
Trp-Ile-Leu-Ala-Ala-Val-Ser-Ser-Gly-Leu-Phe-Phe-Tyr-Ser-Phe-Leu-Leu-Thr-Ala-Val)  (SEQ
ID NO:63). Cwm., Hanpumep, CChUIKY Ha O€JOK C pEruCTPALMOHHBIM HOMEPOM
ENSP00000303939.3 B 0a3ze Ensembl. B npyrom KOHKpPETHOM BapHaHTE OCYINECTBJICHHS
tpancmemOpannbii nomeH CTLA4 mnpencraBisier coOOH WM BKIFOYAET TMOJHITEITUIHYIO
nocnenosatepHOCT FLLWILAAVSSGLFFYSFLLT (B TpexOykennom kone Phe-Leu-Leu-
Trp-Ile-Leu-Ala-Ala-Val-Ser-Ser-Gly-Leu-Phe-Phe-Tyr-Ser-Phe-Leu-Leu-Thr) (SEQ ID
NO:64), cMm., HarpuMep, MOCJIEAOBATENBHOCTD ¢ peructpauoHHbIM HoMepom UNIPROT P16410.
B npyroM KOHKpETHOM BapuaHTe OCYILIECTBICHUs TpaHcMeMOpanHblii pomeH CTLA4
MpeaCTaBIsIeT coboit 13071 COZIEPKUT NOJUNENTHIHYIO MOCJIEIOBATENbHOCTh
FLLWILVAVSLGLFFYSFLVSAVSLS (B tpexOyksernnom koae Phe-Leu-Leu-Trp-Ile-Leu-Val-
Ala-Val-Ser-Leu-Gly-Leu-Phe-Phe-Tyr-Ser-Phe-Leu-Val-Ser-Ala-Val-Ser-Leu-Ser) (SEQ ID
NO:65). Cm., Hanpumep, Shin et al., Blood 119:5678-5687 (2012). B npyromMm KOHKpETHOM

BapHaHTE OCYINECTBICHHs TpaHCMeMOpaHHbIii fomeH PD-1 npencrapnsier coOol Wi Conepskut
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aMUHOKUCIIOTHYIO mocnenoBatenbHOCTh TLVVGVVGGLLGSLVLLVWVLAVICSRAA (B
TpexOykBeHHOM kone Thr-Leu-Val-Val-Gly-Val-Val-Gly-Gly-Leu-Leu-Gly-Ser-Leu-Val-Leu-
Leu-Val-Trp-Val-Leu-Ala-Val-lle-Cys-Ser-Arg-Ala-Ala) (SEQ ID NO:66). Cm. Finger et al.,
Gene 197 (1-2):177-187 (1997). B npyrom KOHKPETHOM BapHaHTe OCYIIECTBJICHHUS
TpancMeMOpaHHbIi gomeH PD-1 mpencraBnsier coOOH MM COAEPKUT AMHHOKHCIOTHYIO
nocaenosareabHocTh VGVVGGLLGSLVLLVWVLAVI (B TpexOyksenHoMm kone Val-Gly-Val-
Val-Gly-Gly-Leu-Leu-Gly-Ser-Leu-Val-Leu-Leu-Val-Trp-Val-Leu-Ala-Val-Ile) (SEQ ID
NO:67). Cwm., Hampumep, IOCIENOBATENBHOCTh C peructpanroHHbiM HomepoM UNIPROT
Q15116. B npyroM KOHKPETHOM BapUaHTe OCYLIECTBIEHHsS TpaHCMeMOpaHHbIN nomeH PD-1
IPEACTaBIsIET coboi WIH COIEPKUT AMUHOKHCJIOTHYO MOCJIEIOBATENbHOCTD
FQTLVVGVVGGLLGSLVLLVWVLAVI (B tpexOyksennom koxe Phe-Glu-Thr-Leu-Val-Val-
Gly-Val-Val-Gly-Gly-Leu-Leu-Gly-Ser-Leu-Val-Leu-Leu-Val-Trp-Val-Leu-Ala-Val-Ile) (SEQ
ID NO:68). Cm., Hapumep, MOCIEAOBATENPHOCTh C perucTpanuoHHbIM HoMepoMm GenBank
NM 005018.2.

[0096] B HeEKOTOpbIX BapHaHTaX OCYIIECTBJIICHUS HW300pEeTEeHHs] HYKJICOTHIHAS
IIOCJIEIOBATEIBHOCTD, KOAUPYIOIIAsi OAUH U3 TPAHCMEMOpPAHHBIX MOJMIIENTUIOB, PACKPBITHIE B
HACTOALIEM AOKYMEHTE, COAEPKUT HyKJICOTHIHYIO MOCIENOBATENbHOCTb, KOTOPas KOAUPYET
moOyI0 U3 aMUHOKHCIIOTHBIX MocienosaTenbHocTel, packpbiThix B SEQ ID NO: 61, SEQ ID NO:
62, SEQ ID NO: 63, SEQ ID NO: 64, SEQ ID NO: 65, SEQ ID NO: 66, SEQ ID NO: 67 unu SEQ
ID NO: 68. B apyrom KOHKpPETHOM BapHUaHTE OCYINECTBJIEHUs] TpaHCMeMOpaHHbIi noMeH PD-1
npeacTaBisieT CoOOM M COMEPKUT Mo MeHbinel mepe 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20
i 21 mocaenoBarenbHbIX aMUHOKUCIOT, packpbiTyio B SEQ ID NO: 61, SEQ ID NO: 62, SEQ
ID NO: 63, SEQ ID NO: 64, SEQ ID NO: 65, SEQ ID NO: 66, SEQ ID NO: 67 unu SEQ ID NO:
68. B HEKOTOPBIX BapHUAHTAX OCYINECTBIIEHUS H300PETEH s HYKJIEOTHUIHASI TOCIENOBATEIbHOCTD,
KOTOpasi KOAUPYET OAWH U3 PACKPBITHIX B HACTOSINEM JOKYMEHTE IOJIUIENTUAOB, BKJIHOYAET
HYKJICOTHJIHYIO IOCJIE€I0BATENbHOCTD, KOTOpask koaupyeT no MeHslen mepe 10, 11, 12, 13, 14,
15, 16, 17, 18, 19, 20 unu 21 nocnenoBaTeIbHbIX aMHHOKHUCIIOT, packpbIThix B SEQ ID NO: 61,
SEQ ID NO: 62, SEQ ID NO: 63, SEQ ID NO: 64, SEQ ID NO: 65, SEQ ID NO: 66, SEQ ID
NO: 67 mwmu SEQ ID NO: 68. Ilpu xoHcTpyupoBanuu nonunentuna, Hanpumep CAR, B
HEKOTOPBIX BAapHAHTAX OCYINECTBJIEHUS] M300PETEHHUsS IMOCIENOBATEbHOCTH, MPUHAJIEKAIINE
YeJIOBEKY, MOTYT OBITh OOBEIMHEHBI C TMOCIEAOBATENILHOCTIMHE, MPUHAIICKAIINMHU KHUBOTHBIM.
Hanpumep, nonunentun, Hanpumep CAR, copep:kaiuii aMUHOKHCIOTHBIE [TOCJIE0BATEILHOCTU
BHEKJIETOUHOTO W BHYTPHUKJIETOYHOTO JIOMEHOB O€JKa 4YeloBeKa, MOXKET BKIOYATh
TpaHCMeMOpPaHHBIA TOMEH U3 Oeska OHOJIOTHYECKOro BHIA, KPOME UEJIOBEKA, HAIIPUMEpP, MOXKET
comepkath TpancMmeMmOpaHHbli noMeH CTLA4 wmbpimm wiu TpaHcMeMOpaHHbI nomeH PD-1
mpii. B Oonee KOHKPETHOM BapHaHTE OCYIIECTBIEHHsS H300pPETEHHS MOXKET BKIFOYATh
TpancMemOpannbiii TomMeH CTLA4 mbimu wnu TpaHcMeMOpaHHblid foMeH PD-1 M. B Gonee
KOHKPETHOM BapHaHTe OCYLIeCTBIeHUs n3o0perenus: nonunentn, HanpuMmep CAR, comepkut
AMUHOKHUCJIOTHbIE TOCJIE0BATENbHOCTH, IMPHUHAJIEKALINE YEIOBEKYy, IJIsl BHEKJIETOYHOIO U

BHYTPUKJIETOYHOTO IOMEHOB U COAEPKUT TPAHCMEMOPAHHBIN TOMEH, UMEIOLITUH HITH COCTOSIIUH
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W3 aMHUHOKUCJIOTHOH nociienoBaTeabHOCTH SEQ ID NO: 65.

6.5. PapmaneBTHYECKHE KOMIIO3ULIUU

[0097] B opyrom acmekTe B HACTOSIIIEM JOKYMEHTE MPEIIOKEHBI (hapMareBTHUECKHUE
KOMITO3UINH, conepskatiue odoe u3 antuten npotus BCMA win ux BCMA-CBS3BIBAFOIINX
¢parmenToB. B HEKOTOpBIX BapuaHTaX OCYLIECTBIEHUS H300peTeHns (apMaLeBTHUIECKHe
KOMITO3UIIUH CONEpKaT (papManeBTHIECKH PUEMIIEMBbII HOCUTEITb.

[0098] B HekoTOpBIX BapHaHTaxX OCYLIECTBIEHUs H300peTeHusi coctaBbl aHTU-BCMA
anturen uian ux BCMA-cBs3bIBarOIUX (PparMeHTOB, NMPEIJIOKEHHBIX B HACTOSIIEM JJOKYMEHTE,
W3TOTABJIMBAIOT ISl XPAHEHHS U IPUMEHEHUS IIyTeM OOBEIMHEHHSI OUUILEHHOTO CBS3bIBAIOINETO
areHTa Mo HacTOosIIEMY H300peTeHHIO ¢ (PapMalleBTHUYECKU IPUEMIIEMBIM HOCHTENIEM (HAaIpUMeD,
HocuTeneM uiau HaronHuteneMm). Iloxxopsmue ¢apmaneBTHUECKH TNpHEMIIEMble HOCUTENN
BKJIFOYAIOT, HO HE OrPaHUYMBAIOTCA UMH, HETOKCUYHbIE Oydeprl, Takue kak ¢ocdar, nurpar u
Apyrue OpraHuYecKHe KHUCIOTbI, COJH, TAaKME KaK XJIOPUI HATpUs, aHTUOKCHAAHTBI, BKIJIIOUAs
acKOpOMHOBYIO  KHCJIOTY M METHOHMH,  KOHCEPBAHTBI,  TakMe  Kak  XJOPHJ
OKTaACLMIIAUMETHIOSH3MJIAMMOHUS, XJIOPU TeKCAMETOHHs, XJOpHI O€H3aJKOHMS, XJIOPH
OenzeToHus, (heHOI, Oy THIIOBBIN WM OSH3UJIOBBIN CIIUPT, AJIKUINApaOeHbl, TAKHE KaK METHII- I
nponminapabeH, KaTexoJ, Pe30PLHH, UKJIOTeKCAHOJ, 3-IEHTAHOI M M-KPe30JI; MOJUITENTHABI C
HH3KOW MOJIEKYJIIPHOH Maccoi (Hampumep, MeHee mpumepHO 10 aMHHOKHCIIOTHBIX OCTaTKOB);
OenKy, Takue Kak ChIBOPOTOYHBIH aIbOyMUH, XKEJTATHH WM UMMYHOTJI00YINHBL, THAPO(QUIbHbBIE
MOJINMEPBI, TaKhe KaK MOJUBUHWIMHPPOIUAOH, aMUHOKHUCIIOTBL, TaKUe KaK TJIMLIWH, TJIyTaMUH,
acriaparv, TUCTUAVH, apTUHUH WM JIM3UH, YTJIEBObI, TaKHe KaK MOHOCAXapHbl, THCAXapUIbL,
IJII0K03a, MAaHHO3a WJIN IeKCTPUHBL, XeJaTUpyoiue areHTsl, Takue kak EDTA; caxapa, Takue kak
caxapo3a, MaHHHUT, Tperajgo3a WiId COpPOUTON, coyeoOpasyroluue MPOTUBOMOHBI, TaKUE Kak
HATPUil; KOMIUIEKCHI METAJJIOB, TAKHUE KaK KOMILUIEKCHI Zn-0eoK; 1 HEMOHHBIE TTOBEPXHOCTHO-
akTuBHbIe BelecTBa, Takue kak TWEEN wm nommstunenriukons (I1910). (Cwm., Hampumep,
Remington: The Science and Practice of Pharmacy, 225 Edition, 2012, Pharmaceutical Press,
London).

[0099] TIpennoskeHHBIE B HACTOSIIEM JOKYMEHTE (hapMalleBTUIECKHUE KOMITO3ULIUU MOTY T
OBITH COCTABJICHBI JJIsI BBEIEHHS JIFOOBIM CIIOCOOOM IUIsi MECTHOTO WJIM CHCTEMHOTO JICYSHHS.
[IpennoxeHHbIe B HACTOSIIIEM TOKYMEHTe (papMaleBTHIEeCKUE COCTaBbl MOTYT OBbITh COCTaBJICHBI
IUIsI MECTHOTO TPUMEHEHMs], HalpuMep, B BHAE JIUAEPMAIbHBIX WM TpaHCAEePMalbHbIX
MJIacThIpel, Ma3el, JOCbOHOB, KPEMOB MJTH I'eJiei; Win B (OpMe Karejb, CYyMIO3UTOPUEB, CIIPEEB,
JKUJIKOCTEH U TIOPOIIKOB; JUIs JIETOYHOTO BBEACHHUS My TEM MHTAJSIIUHN WiIH UHCY QdIsaum, B TOM
Yrciie ¢ MOMOIIBI0 HeOynai3epa, WM HHTPATPaxealbHOrO WIH HHTPAHA3AJIbHOTO BBECHHUS, WU
ISl TApeHTepalibHOTO  BBEAEHMs,  BKJIOYAash  BHYTPUBEHHOE,  BHYTpHAapTEpUaJIbHOE,
BHYTPHONYXOJIEBOE, MIOAKOXKHOE, BHY TPUOPIOIIMHHOE, BHY TPUMBIIIEYHOE (HATIPUMED, HHBEKLIUS
Wi UHPY3WsI) WK BHyTpUUYEpenHoe (HanmpuMep, MHTPATEKAJIbHOE WM BHYTPIIKETYTOUYKOBOE)
BBEJICHUE.

[0100] Tepanesruueckuii cocra antuten npotus BCMA unn ux BCMA-cBsi3bIBaroLmx

(parMeHTOB, TMPEIJIOKEHHBIX B HACTOSIIEM JOKYMEHTE, MOXKET MPeNCTaBsTh COoOOH
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CTaHIAPTHYIO JIEKApCTBEHHYIO (opMy. Takue cOCTaBbl BKIFOUAIOT TAOJIETKH, MUTIOJIH, KaIICyJIbL,
MOPOILIKH, FPAHYJIbI, PACTBOPBI UJIM CYCIIEH3UU B BOJI€ UJIM HEBOJHOMU Cpezie, WK CYNIO3UTOPHUH,
WM MJIACTUKOBbIE TIAKETHI AJI1 KPOBU WJIM aHAJOTUYHbIE YCTPONCTBA, MOAXOASIINE, HAIPUMED,
17151 OMHOKPATHOIO BHYTPUBEHHOI'O WJIM BHYTPUAPTEPUAILHOTO BBEACHMSI.

[0101] B HeKOTOpBIX BapHaHTaX OCYINECTBIEHUs n300peTeHus anTurena npotus BCMA
wm nx BCMA-cBsa3bBatomuye (parMeHTsl, MPEIOKEHHBIE B HACTOSINEM JOKYMEHTE,
3aKII0YeHbl B MHUKpOKAncyjbl. Takue MHKpOKAmcCysbl MOJy4YarT, HanpuMep, MeTOAaMHU
KoalepBaluy Wik Mex(a3HOH MoNuMepu3aluy, HapuMep, THAPOKCHMETHIILIEIUTFOJIO3HbIE WITH
JKEJIaTUHOBBbIE MUKPOKAIICYJIbl U MOJUMETHIMETALUIATHbIE MUKPOKAIICYJIbI, COOTBETCTBEHHO, B
KOJUIOMAHBIX ~CHCT€Max JOCTaBKU JIGKAPCTBEHHBIX CPEACTB  (HAmpUMep, JIHIIOCOMBI,
anbOyMUHOBBIE MHUKPOC(EpPBL, MHKPO3MYJIbCUM, HAHOYACTHIIBI M HAHOKAICYJbI) WIH B
MaKpo3MyJIbcusx, kKak onrcano B Remington: The Science and Practice of Pharmacy, 225 Edition,
2012, Pharmaceutical Press, London.

[0102] B HekOTOpBIX BapuUaHTAaX OCYINECTBJIEHUs H300peTeHus (hapmaleBTHUECKUE
COCTaBbl, MPEIJIOKEHHbIE B HACTOALIEM JOKYMEHTE, BKJIIOUAKOT OAHO WM HECKOJIbKO aHTHUTEN
npotuB BCMA wm nx BCMA-cBsa3bIBatomux (GparMeHToB, MPEAJIOKEHHBIX B HACTOSIIEM
IOKYMEHTe, B KOMIUIeKCe C JurnocoMamu. CrocoObl IOJyYEHHUs! JIUIIOCOM HM3BECTHBI
crieLuagrcTaM B JaHHOH obnactu. Hampumep, HEKOTOpBIE JIMIIOCOMBI MOXKHO MOJYYUTh MyTEM
ucrnapeHust B oOpameHHoH (ase ¢ JUNUIHON KOMIO3ULMeH, copepskamei GochaTunmixonus,
xonecrepun u II0I-momudunmposannsiii  pocharuammstanonamun (PEG-PE). Jlumocomsr
MOJKHO SKCTPYAMPOBATH 4epe3 (QUIBTPBI C ONMPEAESICHHBIM pa3MepOM MOp, 4TOOBI MOJYYHTh
JIUIIOCOMBI KEJNaeMOro JUaMeTpa.

6.6. IToTMHYK/1€0THABI B CIOCOOBI MOJTYYeHHUSs MOJIHNENTHI0B H AHTUTEJ

[0103] B nmpyroMm acmekTe B HACTOSIIEM IOKYMEHTE MPEJIOXKEHbI MOJIHHYKIEOTUIB,
HATpuMep, MOJUHYKJICOTHIHbIE TOCIEA0BATEIbHOCTH, KOTOPbIE KOIUPYIOT JEOOOE W3 aHTUTEN
npotue BCMA mn nux BCMA-cBsizbIBaromuye pparMeHTbl, BKIIOYAs TSHKEINbIe WIN JIETKHE LETTH,
u/wnn nocnenosatenbHocTH CDR 1utst kakaoi nenu. B HEKOTOPBIX BapUaHTaX OCYIIECTBICHUS B
HACTOALIEM JIOKYMEHTE IMpeNJIOoKEeHbl MOJUHYKJICOTHIbL, COIEpKallue IOJIUHYKIEOTU B,
KOTOpble KOOUPYIOT nojunentun (wid (parMeHT NONHIENTHaa), KOTOPBIH creru(uIHo
cesspiBaeT BCMA. TepMuH «IONHUHYKJIEOTHAbI, KOAMUPYIOIIME TIOJMIENTH» OXBaThIBAET
MOJNIMHYKJIEOTHl, KOTOPBbIN BKIJIIOYAET TOJBKO KOAMPYIOIIME TOCJIEN0BATENIbHOCTH IS
MOJIUMIENTHUIA, & TaK)Ke MOJUHYKJIEOTH, KOTOPbIM BKIHOYAET JOMOJHHUTENbHbIE KOAUPYIOLIUE
W/WIM  HEKONUPYIOIIME IOCIeNOBaTeNbHOCTH. Hampumep, B  HEKOTOPBIX  BapHUaHTax
OCYLECTBJICHUS n3o0pereHune OTHOCHUTCSA K MOJIMHY KJIEOTUAY, cozepkauemMy
MOJIMHY KJIEOTUIHY IO MOCNIEA0BATEIbHOCTD, KOTOpast koaupyeT antuteno kK BCMA uenoseka unu
KomupyeT (hparMeHT Takoro aHtutena (Hampumep, (GparMeHT, cOmep KalINid CalT CBSI3bIBAHHUS
BCMA). IonuHykiaeoTuabl N0 u300peTeHnto MoryT Haxoautbes B ¢popme PHK nnm B dopme
JIHK. B xoHkpeTHbIX BapuaHTax ocymectsieHus JJHK mosxxer mpencrasisite OO0, Harpumep,
k/IHK, renomuyro JIHK wu cuntermueckyro JIHK; u MokeT OBITh IBYXLIEMIOYEYHOW WU

OJHOLIENIOYEYHON, W, B OAHOLETIOUEYHOH (popMe MOXKeT OBbITh KOAUPYIOIIEH LEeNnblo WU
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HEKOJUPYIOIIel (aHTHCMBICIIOBOH ) LIETIBIO.

[0104] B KOHKpETHBIX BapHAaHTaX OCYIIECTBIEHHUs H300PETEHHs] MOJHHYKJICOTHIBL,
NPEJIOKEHHBIE B HACTOSAILIEM INOKYMEHTE, KOIUPYIOT BapuaOenbHYH OONAcTh JIETKOH menu
aHTHUTENa, COAEPIKAIlyH, COCTOSILYI0 B OCHOBHOM M3 WM COCTOSIIYK) U3 HYKJICOTHUAHOMN
nocnegoBatenbHocT SEQ ID NO: 5.

[0105] B  jmpyrux  KOHKPETHBIX  BapHaHTaX  OCYINECTBJIEHUS  H300pEeTEeHUs
MOJIMHY KJIEOTHIbI, IPEAJIOKEHHbIE B HACTOSIIEM TOKYMEHTE, KOAUPYIOT BapHabenbHy0 001acTh
TSKEJIONW LIeNM aHTHUTeNa, COAEPXKAIyH0, COCTOSLIYI0O B OCHOBHOM M3 WM COCTOSLIYIO U3
HykJeotunHoi nocnenosarenbHocTy SEQ ID NO: 16, SEQ ID NO: 27, SEQ ID NO: 38, SEQ ID
NO: 49 unu SEQ ID NO: 60.

[0106] B  pgpyrux  KOHKPETHBIX  BapHaHTaX  OCYINECTBJIEHUS  H300peTEeHUs
NOJIMHY KJIEOTHIbI, IPEAJIO’KEHHbIE B HACTOSIIEM JTOKYMEHTE, KOAMPYIOT BapHabeabHy0 001acTh
JIETKOW LIeNM aHTUTENA, COAEpIKAallyl0, COCTOSALIYI0O B OCHOBHOM M3 MM COCTOSILIYIO U3
Hykseotuanoi nocnenosarenbuoctd SEQ ID NO: 5, u koaupyroT uenb BapuadenbHON 001acTi
TSKEJIOW LeNM aHTHUTeNa, COAEPXKAILLYH0, COCTOSALIYI0O B OCHOBHOM M3 WM COCTOSLIYIO U3
HykieotunHoit nocnenosarenbHoct SEQ ID NO: 16. B gpyrux KOHKpETHBIX BapHaHTax
OCYLIECTBJIEHUs H300pETEeHMs] MOJMHYKJICOTHUIBI, MPENJIOKEHHbIE B HACTOSIIEM JOKYMEHTE,
KOIUPYIOT BapuabenbHYI0 O0JacTh JIETKOH LM aHTUTeNa, COAEPIKALIyI0, COCTOSINYI0 B
OCHOBHOM U3 WJIH COCTOSIIYI0 M3 HyKJeoTHaHOW mnocienosarenbHocty SEQ ID NO: 5, u
KOIUPYIOT BapHabeNnbHYI0 OO0JNAcTh TSDKENIOH IeNnu aHTUTENa, COMAEpPIKALIYI0, COCTOSIIYIO B
OCHOBHOM U3 WJIH COCTOSILIYIO U3 HyKJieoTuaHOM nocnenosarenbHocTd SEQ ID NO: 27. B apyrux
KOHKPETHBIX BapHAHTaX OCYLIECTBJCHHS H300PETEHHs MOJHHYKJICOTHIbI, MPEIJIOKESHHbIE B
HACTOSIIEM JOKYMEHTE, KOOUPYIOT BapualeNbHYI O0JNacTh JIETKOH IeNMu aHTHTENa,
COMEpIKALIyI0, COCTOSIIYKD B OCHOBHOM M3 WM COCTOSIIYKD M3  HYKJICOTHAHOMN
nocienosareibHoctTd SEQ ID NO: 5, u xomupyroT BapuabenbHYH 00JacCTh TSDKEJIOH Lenu
aHTHUTENa, COAEp KAy, COCTOSILYI0 B OCHOBHOM M3 WM COCTOSIIYK U3 HYKJICOTHAHOMN
nocnenosatenbHocTd SEQ ID NO: 38. B npyrux KOHKpPETHBIX BapHaHTax OCYIINECTBIIEHUS
u300peTeHNs] TOJNIMHYKJIEOTHABL, TMPEIJIOKEHHbIE B HACTOSIIEM JIOKYMEHTE, KOAHUPYIOT
BapHabeNIbHYI0 00JIaCTh JIETKOW LIENH aHTUTENA, COAEPIKALIYI0, COCTOSIIYIO B OCHOBHOM M3 WU
COCTOALIYIO U3 HyKJIeoTHHOU nocienosarenbHoctd SEQ ID NO: S, u kogupyroT BapuabeapHy 0
00J1aCTh TSKEJION LETNH aHTUTEINA, COAEPIKAIIYI0, COCTOSIIIYI0 B OCHOBHOM M3 UJIH COCTOSIIYIO U3
HykjeorunHon mocnenoBareabHocTH SEQ ID NO: 49. B npyrux KOHKPETHBIX BapHaHTax
OCYIIECTBJICHUs] M300pPETEHUS] TOJIMHYKJIEOTHABL, NPEIJIOKEHHBIE B HACTOSIIEM ITOKYMEHTE,
KOIUPYIOT BapHaleNbHYI0 OO0NACTh JIETKOW LeNH AaHTHUTENa, COAEPIKAIIYI0, COCTOSIIYIO B
OCHOBHOM M3 WJIM COCTOSILIYIO W3 HykJjJeoTunHo mnocienosarenbHoctd SEQ ID NO: 5, u
KOIUPYIOT BapHaOeNbHYI0 OONaCTh TSKENOW LEMU AHTHTENA, CONEPIKaIlyl0, COCTOALIYIO B
OCHOBHOM W3 WJIH COCTOSIIIYIO U3 HyKj1eoTuaAHoH nocienosatenbHocTd SEQ ID NO: 60.

[0107] JIro6o¥i M3 MOJUHYKJICOTHIIOB, MPEINIOKEHHBIX B HACTOSIIEM JTOKYMEHTE, MOKET
COIEPKATbCsl B MOJMHYKJICOTHIHOM BEKTOPE W/MIIM SKCIPECCUPOBATHCA C HEro. B HEKOTOpBIX

BapHuaHTax OCYILICCTBIICHUA 1/1306peTeH1/1$1 BEKTOP COACPIKUTCA B KIICTKE-XO35AUHE. Takas kieTka-
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XO35IMH TIOCJe TpaHC(HOpMALMKM WM TPAaHCHEKUUH BEKTOPOM, NPEMJIOKEHHBIM B HACTOSLIEM
IOKyMEHTE, OJKCIPECCHpPYeT WM  CHOCOOHAa  SKCIPECCHPOBATH  IMOJIMHYKJIEOTHIHBIE
MOCJIEI0BATENIPHOCTH, Koaupyomue aHtutena npotus BCMA, npennoxeHHble B HACTOSIILEM
IOKyMeHTe. B HEKOTOpbIX BapHaHTax OCYIIECTBJIEHUS H300PETeHHUs MOJUHYKIEOTH/IBI,
NPEAJIOKEHHBIE B HACTOSIIIEM JOKYMEHTE, (PYyHKLMOHAIBHO CBSI3aHbI C OJTHOW WMJIM HECKOJIbKUMHU
PEryJISTOPHBIMH TOCJIENOBATEIBHOCTSMU B BEKTOpE, YTOOBI obecneunTs sKkcnpeccuio BCMA-
CBSI3BIBAIOLErO AHTUTEIA.

[0108] TepMuH «BEKTOp», HCHOJb3yE€MbI B JAHHOM JAOKYMEHTE, O3HA4YaeT MOJIEKYJy
HYKJIEHHOBOM KHUCJIOTBI, MCMOJb3yEMYI0 B KAaue€CTBE HOCUTENS AJIA MEPEHOCA TE€HETUYECKOIO
MarepHasa B KJIE€TKY, 1 OXBAaTbIBAaeT, O€3 OrpaHUYEHHUs, TUIA3MUIbI, BUPYCHBIE T€HOMBI (BKJIIOUast
HECTOCOOHBIE K PETUINKALIUHM BUPYCHBIE TEHOMBI U BUPYCHBIE T€HOMBI B HECKOJIBKHUX CETMEHTaX),
KOCMHJIbI 1 MCKYCCTBEHHBIE XPOMOCOMBI. B 00IeM, CKOHCTPYHpPOBaHHBbIE BEKTOPBI COAEPIKAT
TOYKY WHHULMALMHK PEIUIMKALWU, y4aCTOK C MHOXKECTBOM CaWTOB [Jis1 KJIOHUPOBAHUSL H
cenekTuBHbI  Mapkep. Cam BekTop OOBMHO mpeacTaBisieT CcoOOH  HYKJICOTHAHYIO
HIOCJIEIOBATEIBHOCT, O0BIYHO mocienoBarenbHocTh JIHK, koTOopast comepKUT BCTaBKY
(TpaHcreH, HampuMmep, JIOOYI0 U3 OMHCAHHBIX B HACTOSIIIEM JOKYMEHTE IOCIEeOBATEIbHOCTEH,
Komupyromux aHtuteno npotuB BCMA) u Oonee NIMHHYIO TMOCIEAOBATENbHOCTh, KOTOpAas
CIIy’KUT KapKacoM BEKTOpa. BekTopsl MOIYT BKIIFOYAThH JOMOJHHUTENbHBIE (YHKIHH, TTOMHMO
BCTABKM TPAHCTE€HA U KapKaca: MPOMOTOP, TeHETUUECKUI MapKep, yCTOMYMBOCTb K AaHTHOMOTHKY,
PETOPTEPHBIN T'eH, HAMPABISIOLIYIO MOCIEIOBATEIBHOCTb, TeT IJIsi OYUCTKU Oenka. BekTopsl,
Ha3bIBAEMbIE€ HKCIPECCUOHHBIMU BEKTOPAMH, 00ECIEUHBAIOT HKCIPECCHIO TPAHCTEHA B KJIETKE-
MUIIEHH U OOBIYHO HMMEIOT PEryJIATOPHBbIE TMOCIEAOBATEIbHOCTH, TaKHE KaK MPOMOTOpPHAs
MOCJIEIOBATEIBHOCTb, KOTOpasl yIpPaBJsieT SKCIpeccuedl TpaHCreHa. BcTpauBanue BekTOpa B
KJIETKY-MHIIEHb OOBIYHO HA3bIBAETCSl «TpaHChopMmanmen» s OaKTepHaTbHBIX KIETOK U
«Tpanchexkumueny 1Is 3yKapUOTHUECKUX KIIETOK; TaKXKe, BCTABKa BUPYCHOTO BEKTOPA B KIIETKY
MJIEKOIUTAIOLIETO HA3bIBAETCS K TPAHCIYKLIUEH».

[0109] Ucnonp3yemMblii B HACTOSALIEM JOKYMEHTE TEPMHUH «KJIETKA-XO35IMH» OTHOCHUTCS K
KJIETKEe, B KOTOPyK NOJuHykieotun, koxupyrowuii BCMA-cBs3bIBaromee aHTUTETO,
NPEJIOKEHHOE B HACTOSIEM JIOKYMEHTE, BBOIUTCS TMOCPEACTBOM  TpaHC(HOpPMALIHH,
TpaHC(HEKUUH U T.I. DTOT TEPMHH OTHOCUTCS HE TOJIbKO K KOHKPETHBIM KJIETKaM, KOTOpbIE
TPaHCHULUPYIOTCS, TPAHC(HOPMHUPYIOTCS HITH TPAHCIY LUPYIOTCSI, HO M K TOTOMKAaM TAKHUX KJIETOK.
[TockonbKy onpeneneHHble MOAU(PUKALUN MOTYT BOSHUKATh B TOCIIEAYIOLINX MTOKOJEHUAX H3-32
MyTaLi WJIA BIUSIHHUS OKPYJKAarOIIEH Cpenbl, TAKOE MOTOMCTBO MOXET He ObITh HIEHTHYHBIM
POAMTENBCKUM KJIETKAM, HO TO-TIPEKHEMY BXOOUT B OOBEM HCIIOJB3YEMOIrO B HACTOSIIEM
JOKYMEHTE TePMUHA.

[0110] Ucnionb3yeMblii B HACTOSIIEM JOKYMEHTE TEPMHH «IKCIPECCUST» BKITIOYAET JIFOOY IO
CTaJUI0, YYACTBYIOIIYIO B MPOAYKLNH CBS3bIBAIOINEH MOJIEKYJIBI 110 H300PETEHHIO, BKIIOYAs], HO
HE OrPaHUYWBASCh, TPAHCKPUILHMIO (HAmpuUMep, C TMOJHHYKJIEOTHIA, NPEJIOKEHHOTO B
HACTOsALIEM JTOKYMEHTe, WM MOJNUHYKJIeoTuaa, koaupyomero BCMA-cBs3bIBatoliee aHTUTENO

wi ero BCMA-cBs3bIBaOIni (pparMeHT, MPeJIOKEHHbIE B HACTOSIIEM IOKYMEHTE), W, B
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HEKOTOPBIX BAPHAHTAX OCYIIECTBJICHUS U300PETEHNUS, TOCTTPAHCKPHUITLMOHHYO MOAH(HUKALHIO,
TPAHCISALIUIO, TOCTTPAHC/ILMOHHYI0 Momudukamio ©  cekpeuuwro, Hampumep, BCMA-
cBsi3bIBaroIero antutena wian ero BCMA-cBs3pBaromero (parmMeHTa, NpPEAioKEHHbIX B
HaCTOSALIEM IOKYMEHTE.

[0111] TepmMuH «peryasiTOpHbIE MOCIEAOBATENIBHOCTU» OTHOCUTCS K HYKJICOTHUIHBIM
MOCJIEOBATEIBHOCTSAM, HEOOXOAMMBIM  JUIA  3KCHpecCHH  (YHKIMOHAJIBHO  CBSI3aHHOH
KOAMPYIOIIEeH MOCNeNOBaTeNIbHOCTU B KOHKPETHOM OpraHusMe-xo3siuHe. PeryisitopHbie
MOCJIEI0BATEIbHOCTH, KOTOpbIE NOAXOAAT AJA MPOKApPHOT, HApHUMEp, BKIIOUAIOT MPOMOTOP,
HEeoOs13aTeNIbHO, ONEPATOPHYIO MOCIEAOBATENLHOCTD M CAlT CBsA3bIBaHMs puOocoMbl. M3BeCTHO,
YTO 3YKapUOTUYECKUE KJIETKH UCIOJB3YIOT, & BEKTOP MOXKET COAEP KaTh. MPOMOTOPBI, CUTHAJIbI
MOJINAACHUINPOBAHNUS U SGHXAHCEPBI.

[0112] B naHHOM KOHTEKCT€ HYKJIEMHOBAs KHUCJIOTAa WIM IOJUHYKJIEOTH]
«(pYHKLMOHAJBHO CBSI3aHBI», KOTAA OHU HAXOIATCS B (DYHKILHOHAJIBHOM CBS3M C APYrou
HYKJIEOTHIHON MOCHeAoBaTeIbHOCTEIO. Hampumep, HykieoTuaHas MOCIEAO0BAaTEIbHOCTD
npoMoTopa (YHKLHMOHAJIBHO CBS3aHA C HYKJIEOTHAHOH MOCIENOBATENbHOCTBIO, KOAMPYIOIIEH
BCMA-cBsizbiBatoiiee antuteno win ero BCMA-cBsi3biBarOIni (parMeHT, €Ciu MpOMOTOp
ympasysier skcrpeccueli BCMA-cBs3biBaroiero anrurena uiu ero BCMA-cBs3bIBaromero
¢dparmenTa; win, B KauecTBE APYroro NpuMepa, HyKJICOTUAHAS IOCIEeNOBATENbHOCTD ISl TIpe-
HIOCJIEIOBATEIBHOCTH WJIM CEKPETOPHOTO JHAepa (YHKIHOHAIBHO CBS3aHA C HYKJIEHHOBOM
KHCJIOTOH, KOJUPYIOINEH MOJUIENTH I, €CJIU OHA HKCIPECCHPYeTCsl B BUAe mpedenka, KOTOPhIH
y4aCTBYeT B CEKPELMHU MOJUIENTHAA, MPOMOTOP WM HXaHCep (DYHKIHOHAJIBHO CBSI3aHBI C
KOAUPYIOIIEeH  MOCHeNOBAaTEIbHOCTBIO,  €CIIM  OHH  BJIMUAKOT  HA  TPAHCKPHUIILIMIO
MOCJIEIOBATEIBHOCTH; I CAHT CBSI3bIBAHUSI pUOOCOMBI (Y HKIIMOHAIBHO CBSI3aH C KOOUPYIOIIEH
NIOCJIEIOBATEIBHOCTBIO, €CJTH OH PACIIONIONKEH TaK, YTOOBI CIOCOOCTBOBATh TpaHCsIUU. OOBIMHO
«(pYHKLMOHAJIBHO CBSI3aHHBII» O3HAYAET, YTO CBSI3AHHBIE MOCIEIOBATEIBHOCTH HYKJIEHHOBBIX
KHCJIOT SIBJISIFOTCSI CMEXHBIMU, a B CIydyae CEKPETOPHOrO JHiepa SIBISIOTCS CMEXKHBIMH U
HAXOJSATCS] B OTHOM M TOM K€ paMke cuuThiBaHMs. OHAKO SHXAHCEPBI He 0053aTEIbHO JOJIKHBI
ObITh CMeXHbIMH. CBSI3BIBAHHE MOKHO OCYILIECTBIISITh, HATIPUMED, JIMTUPOBAHHEM IO YIOOHBIM
calitam pectpukuuu. Ecnu Takue cailiTbl He CyIIECTBYIOT, WCIIOJB3YIOTCS CHHTETUYECKHE
OJIUTOHY KJICOTH/IHBIE aIalITePhl WX JINHKEPBI B COOTBETCTBHHU C OOLIETIPUHSITON MPAKTHKOH.

[0113] TepMuHBI «KJIETKA-XO35IUH», «KJIETKA-MUIICHBY WIN «KJIETKA-PELIUTTUEHT
BKJIFOYAIOT JIIOOYIO OTHEJIbHYIO KJIETKY WJIHM KYJBTYPY KIJETOK, KOTOpPbIe MOTYT ObITh WA ObUTH
pEeLMIIMEeHTaMU JJIs1 BEKTOPOB WJIM JJIsl BKJIFOUEHHUS SK30T€HHBIX MOJIEKYJI HYKJIEHMHOBBIX KHUCIIOT,
MIOJIMHY KJICOTHOB W/HIIH OEJTKOB. DTH TEPMHUHBI TAKXKE BKJIIOYAIOT MOTOMCTBO OJTHOM KJIETKH, U
5TO TIOTOMCTBO HEOOS3aTENIbHO JOJDKHO OBITh TOJHOCTBIO HACHTHYHBIM (10 MOp¢osorum,
reHoMHou wn odmeit [IHK) ucxomnHol ponuTenbeKOl KIIETKE M3-3a €CTeCTBEHHOM, CITy4YaitHOH
WIM TpenHamMepeHHoW MyTauud. Kietku  MoryT  ObITh  NMPOKapPUOTHYECKHMMH — WIIH
SYKapUOTUYECKUMH U BKIIFOYATh, IOMHMO NIPOUEro, OaKTepHaibHbIE KIETKH, POJKIKEBBIE KIIETKH,
KJIETKU KMBOTHBIX U KJIETKU MJIEKOMHUTAIOIINX, HAITPUMEP MBILIH, KPbIChI, MaKaka WJIN YeJIOBEKa.

HOZ[XOI[;IH_[I/IG KIJIIETKU-X035€Ba BKJIFOUAOT MPOKAPUOTHYCCKHUE U DJSYKAPUOTUYCCKUE KIICTKHU-
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X0351€Ba, BKIIFOUAsT APOKKH, TPUOBI, KJIETKH HACEKOMBIX M KJIETKH MJICKOITUTAFOIIUX.

[0114] AnTuTena wiam uX (QparMeHTbl MOTYT HpoxyuupoBaThesi OakrepusimMu. [locne
SKCIIPECCUH CBS3BIBAIOINAS MOJIEKYJa MO HM300pPETeHHIO, NMPENNOYTHUTEIBHO, BBIIEIAETCS W3
ocajKa KJeTok £2. coli B pacTBOpUMOM (ppaKkIMy U MOKET OBITh OUUIIIEHA, HAITPUMED, C TOMOIIBIO
apdunHON Xpomarorpadpuu w/mnu reap-xpomarorpaduu. OKOHYATENBHYIO OUYHUCTKY MOXKHO
NPOBOIUTH AHAJIOTUYHO MPOLECCY OYUCTKH AHTHUTEN, SKCIPECCHPYEMBbIX, HAIPUMED, B KIIETKAaX
CHO.

[0115] B nonosHeHne K MPOKapuOTaMm, MOAXOASAIIUME X035€BaMU JIJIsl KJIOHUPOBAHUS WIH
JKCIIPECCUN  CBSA3BIBAIOINEH MOJIEKYJIBI 1O HM300PETEHHIO SIBJISIFOTCS  3YKAPHOTHUYECKHUE
MHUKPOOPTaHU3MbI, TaKue KaK MHLEIHAJIbHbIE TPUOBI MIIN APOXCOKU. Saccharomyces cerevisiae,
WM OOBIUHBIE MIEKAPCKUE APOSOKH, HANOOIIee YaCTO UCTIONB3YIOTCS U3 HU3LINX 3y KapUOTHYECKUX
MHUKPOOPTaHU3MOB-Xx03€B. OHAKO Psii IPYTUX POAOB, BUIOB U IITAMMOB OOBIYHO HOCTYITHBI U
MOJXONAT JIsl IPUMEHEHUs B HACTOsALIEM H300pEeTEeHUH, TaKue Kak Schizosaccharomyces pombe,
KJIeTKU-x03s55e€Ba Kluyveromyces, Takue xax, Hanpumep, K. lactis, K. fragilis (ATCC 12424), K.
bulgaricus (ATCC 16045), K. wickeramii (ATCC 24178), K. waltii (ATCC 56500), K.
drosophilarum (ATCC 36906), K. thermotolerans u K. marxianus; Yarrowia (EP 402 226); Pichia
pastoris (EP 183 070), Candida, Trichoderma reesia (EP 244 234); Neurospora crassa,
Schwanniomyces, Takue kak Schwanniomyces occidentalis; v MulieTuaIbHbIe TPUOBI, TAKHE KaK,
Hanpumep, Neurospora, Penicillium, Tolypocladium, n xnetku-xo3siesa Aspergillus, Takue xax A.
nidulans w A. niger.

[0116] Tlomxomsiuue  KIETKU-XO3s€Ba  JJISI  OKCIPECCUU  TIIMKO3WIMPOBAHHOM
CBSI3BIBAIOINEH MOJIEKYJIbI MO HM300PETEHHIO, MPEANOYTUTENIbHO, CBSI3BIBAIOLINX MOJIEKY I,
MOJIYYEHHBIX M3 AaHTUTEJ, MPOUCXOAAT M3 MHOTOKJIETOYHBIX OpraHu3MOB. [IpuMepnl KJeTOK
O€CIO3BOHOUHBIX BKJIIOYAIOT KJIETKH PACTCeHUH M HACEKOMbIX. BbUIM WIEeHTH()HLIHUPOBAHBI
MHOTOYHCJICHHbIC IITAMMBbI H BapPHAHThl OaKyJOBHUPYCOB M COOTBETCTBYIOIIHE MMEPMHCCUBHBIE
KJIETKH-X0351€Ba HACEKOMBIX, TaKue Kak Spodoptera frugiperda (rycennua coBku), Aedes aegypti
(xomap), Aedes albopictus (xkomap), Drosophila melanogaster (nnonosasi myuika) u Bombyx mori.
PazHooOpasHble BUPYCHBIE IITAMMBI [T TPAHC(PEKLINH SBIISTFOTCS OOLIETOCTY THBIMH, HAIIPUMED,
BapuaHT L-1 Autographa californica NPV u mitamm Bm-5 y Bombyx mori NPV, u Takue BUpyChI
MOTYT HCIOJIB30BAThCS B KAUECTBE BUpPyCa B HACTOSIIEM IOKYMEHTE COTJIACHO HACTOSIILIEMY
n300peTEeHNI0, B YaCTHOCTH, JUI TPAaHC(EKINH KIETOK Spodoptera frugiperda.

[0117] KynbTypbl pacTUTENBHBIX KJIETOK XJIOMYaTHHKA, KYKYpy3bl, KapTodess, COH,
neryHuH, Tomara, Arabidopsis nnm Tabaka Takke MOXKHO HCIIOJNB30BaTh B KAUECTBE XO35EB.
BexTopsl 1S KIIOHUPOBAHUST M SKCIPECCUH, TPUMEHUMBIE [T MIPOAYKLUUHN OEJKOB B KYJIBTYpe
pPaCTHTENIPHBIX KJIETOK, U3BECTHBI CIIelUaIicTaM B qaHHoU oonactu. Cm., Hanpumep, Hiatt ef al.,
Nature (1989) 342: 76-78, Owen et al. (1992) Bio/Technology 10: 790-794, Artsaenko et al. (1995)
The Plant J. 8: 745-750 u Fecker et al. (1996) Plant Mol. Biol. 32: 979-986.

[0118] Pa3MHOKeHHE KJIETOK MO3BOHOYHBIX B KYJIbTYpe (KyJIbType TKaHU) U SKCIIPECCHUs
B HUX OEJKOB CTaJu PyTHHHOH mpouenypoi. IlpumMepaMu moaXomsminx JHHUN KIIETOK-XO035€B

MIIeKONHUTAOLINX ABIsIF0TCsA JuHUSA CV 1 mouku o6e3bsiHbl, Tpanchopmuposansas SV40 (COS-7,
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ATCC CRL 1651); nunus mouku sMOproHa denoBeka (kieTku 293 umun 293, cyOKIOHHPOBAHHBIE
IUTA pOCTa B CyCIIEH3MOHHOM KynbType, Graham et al., J. Gen Virol. 36:59 (1977)); kneTku nouku
nerenbia xomsiuka (BHK, ATCC CCL 10); Knerku simunuka kutaiickoro xomsiuka/-DHFR
(CHO, Urlaub et al., Proc. Natl. Acad. Sci. USA 77: 4216 (1980)); mpiunbie kiaetku Cepronu
(TM4, Mather, Biol. Reprod. 23: 243-251 (1980)); knerku nouku ode3bsiuel (CV1, ATCC CCL
70); knerkn nouku adpukaHckoi 3enenoit mMapteimku (VERO-76, ATCC CRL1587); knerku
kapuuHoMmsbl 1eliku MaTku denoseka (HELA, ATCC CCL 2); knerku nmouku codaku (MDCK,
ATCC CCL 34), xnerku neuenu cepoit kpbicsl (BRL 3A;, ATCC CRL 1442); kneTku J1erkoro
gyenoseka (W138, ATCC CCL 75); xnerku nedenu yenoeka (Hep G2,1413 8065); kierku
onyxonu MosiouHoH xene3bl Mbiu (MMT 060562, ATCC CCLS51); knetku TRI (Mather ef al.,
Annals N.Y. Acad. Sci. 383:44-68 (1982)), xnerku MRC 5; xnerku FS4; u nuamMa knerok
rernarombl yenoseka (Hep G2).

[0119] ITpu ncnonp3oBaHUU peKOMOMHAHTHBIX MeTON10B, BCMA -cBsI3pIBaIOIINE aHTUTENA
Wwid uX (parMeHThl, NPENJIOKEHHblE B HACTOSIIEM JOKYMEHTE, MOTYT IpPOAYLHPOBATHCS
BHYTPHKJIETOYHO, B MEPHUIJIA3MATUIECKOM ITPOCTPAHCTBE HIIM MPSMO CEKPETUPOBATHCS B CPEAY.
Ecnu cesa3biBaromas MosiekyJia MpOAYLUPYETCsl BHYTPUKIETOUHO, HA MEPBOM JSTale YacTHULIbI
nedpuca, Oyap TO KIETKU-XO035€Ba WJIM JIM3UPOBAHHBIE (PArMEHTBI, YIOAISIOTCS, HAPUMEp, C
MIOMOIIBIO LeHTPU(YTHpoBaHus win yiasTpadpunbTpauuu. B cratee Carter et al., Bio/Technology
10: 163-167 (1992) ommcaHa npouenypa BBIAEICHUS AHTUTEN, KOTOPbIE CEKPETHPYIOTCS B
HepHUILIa3MaTHYECKOe NMPOCTPAHCTBO f. coli. BkpaTie, KJIeTOUHBIH 0CaJoK Pa3MOpPaKUBAETCS B
npucytctBun anerara Hatpus (pH 3,5), EDTA u denunmeruncynsdponundropuna (PMSF) B
tedeHne npumepHo 30 muH. OCTaTKHU KJIETOK MOXHO YIaJIUTh LHeHTpudyruposanHueMm. Korma
AHTHUTEJIO CEKPETHPYETCS B Cpeny, CYNEepPHATAHThl TAKUX HKCIPECCHOHHBIX CHCTEM OOBIMHO
CHavyaja KOHLEHTPUPYIOT C HCIIOJNb30BAHHEM KOMMEPUYECKH IOCTYIMHOro (UIbTpa AJist
KOHLIEHTpaLuKN Oeyika, HampuMmep, ycTporcTBa s yiabrpaduiabrpaimu Amicon win Millipore
Pellicon. Uuruburop mnporeas, takoii kak PMSF, moxer ObIThb BKIIOUEH Ha JHOOOH H3
BBILIEYKA3aHHBIX CTAAMi i WHTUOMPOBAHUSI TMPOTEOJH3a, & AHTUOMOTHKH MOTYT OBITh
BKJIFOUEHBI JUIsI IPEAOTBPALICHHUS POCTA MONABLINX MHUKPOOPTaHH3MOB.

[0120] Awntmrena mnpotuB BCMA wmun ux BCMA-ces3bpBaromme (pparMeHTsl,
NOJIyYeHHbIE M3 KIETOK-XO35€B, MOIYT OBIThb OYHINEHBl C WCIOJB30BAHUEM, HAIPUMED,
xpoMarorpaguu Ha THOpPOKCHJIAMATHTe, renb-3jiekrpodopesa, auanmuza u  adduHHOU
XpoMmarorpaduu, NpUYeM MPEANOYTUTENIbHOH METOIUKONH OYHCTKH siBisieTcsl  adduHHAs
xpomarorpadus. Hocutenp, k koTtopoii mnpucoenuHeH ad@UHHBIA JUraHA, dYamie BCETo
npeAcTaBisier co0Ol arapo3y, HO JOCTYIIHBI U Ipyrue HOCUTEeNu. MexaHHUeCKH CTaOHIIbHbIE
HOCUTENIM, Takhue KaKk CTEeKJIO C  KOHTPOJNUPYEMBIM  pasMepoM  MOp  WIH
NOJH(CTUPOJIANBHHIIT)OCH30JI, OOecrednBaoT 0Oojiee BBICOKHME CKOPOCTH TOTOKa U Ooee
KOPOTKOE€ BpEeMS MPOLEAYPHI, MO CPABHEHUIO C TEMH, KOTOpPble MOTYT OBITh JOCTHTHYTHI C
araposoii. Eciu cBs3pIBaroImast MoJieKyJia 1o HaCTosLeMy H300peTeHHo copepkut nomeH CH3,
IUTsl OYUCTKH MOXHO wmcrmonib3oBaTh ABXMresin Bakerbond (JT Baker, Phillipsburg, NJ). B

3aBUCUMOCTH OT QHTHUTEIA, NOAJICIKAIIECIO BBIICICHHUIO, MOTYT HCIIOJb30BAaTHCs APYTHE METOIbI
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OYUCTKH OENKOB, Takne Kak (pakIHOHHMPOBAHWE HA HOHOOOMEHHOH KOJIOHKE, OCaKACHHE
3TaHONIOM, oOpameHHodazoBast BOXKX, xpomarorpadust Ha TUOKCHAE KPEMHHMS, XpOMaTorpadust
Ha renapuH-SEPHAROSE™

(Takoll KaK KOJIOHKa C TOJIMACTaparuHOBOH KHCIOTOH), xpomarodokycuposka, SDS-PAGE u

, XpoMarorpadusi Ha AHHMOHHOH WJIM KaTHOHOOOMEHHOH cMole
OcaXieHue CyJIb(haTOM aMMOHHSI B COOTBETCTBUH CO CTAHAAPTHBIMH MTPOLIETY PAMH.

[0121] B npyrom acriekre npeayioskeHbl CIIOCOOBI MOy YSHHSI CBSI3BIBAIOIITNX MOJIEKYJI IO
HACTOSIIEMY H300PETEHHUI0, IZI€ YKa3aHHbIE CHOCOOBI BKIIOYAIOT KyJIbTUBUPOBAHHUE KIIETKH-
XO35IMHA, ONPENENeHHON B NAaHHOM JOKYMEHTE, B YCIOBHAX, MO3BOJSIIOIIUX 3KCIPECCHIO
CBSI3bIBAOIIEI MOJIEKYJIbI, U BBIJENIEHHE MOy YEHHOHN CBA3BIBAIOINEH MOJIEKYJIbl U3 KYJIbTYPbL

[0122] TepMuH «KyJIBTHBHPOBAHUE» OTHOCUTCS K MOANep:kaHuio, nuddepeHInpoBKe,
pocTy, npoaudepalyy W/ Uiy pa3MHOKEHHIO KJIETOK i71 Vifro B IOAXOSIINX YCIOBHSX B Cperie.

6.7. Cnoco0bl npuMeHeHHsl.

[0123] B npyrom acmekre B HACTOALIEM JOKYMEHTE IPEAJIOKEHBI CIIOCOObI PUMEHEHUS
anturen npornB BCMA wumu ux BCMA-cBsi3biBatonnX (GparMEeHTOB, HAMpUMep CIOCOOBI
JICYEHUS C UCTIONb30BAHNEM TAKHX AaHTHUTEJ MM (PParMEHTOB aHTHTEII.

[0124] B HeKOTOpBIX BapHaHTaX OCYIIECTBJICHUS] H300pETEH s, B HACTOSIIIEM JOKYMEHTE
NpeINIOKEeH Croco0 JeueHuss CyObekTa, CTpajmarouiero 3a00JieBaHUEM WM HapyIIEHHEM,
csizanHbIM ¢ BCMA, BkIro4aro1uii B ce0st BBeIeHHE CyObEeKTY TepaneBTUu4ecku 3P PeKTHBHOTO
KOJINYECTBA OAHOTO MM Heckojbkux aHtuten npotuB BCMA unmu ux BCMA-cBs3BIBaIOLINX
¢parmenToB. B HacTosilieM IOKYMEHTE TakXkKe MpPeIJIOKEeH Crnocod JedeHus CyObeKTa,
CTpajarouiero 3a00JeBAaHUEM WM HApyIIEHUEM, CBSI3aHHBIM C TUIA3MATHYECKUMH KJIETKAMH,
BKJIFOHAIOIIUI B ce0sl BBeIEHHE CYOBEKTy TepaneBTUYeCKH 3(P(EKTUBHOTO KOJIUYECTBA OTHOTO
WM HeCKONbKNX aHTuTen npotuB BCMA wm nx, BCMA-cBs3biBaomux (¢pparmMeHtos. B
HACTOSIIEM JOKYMEHTE TakKe MpPeIJIOKEeH Crocod JiedeHust CyObeKTa, CTpajaroInero
3a00yieBaHNEM WM HAPYLICHHWEM, CBS3aHHBIM C B-KiieTkamu, BKJFOUAIOLINA B ceOsi BBEIEHUE
CyOBEKTYy TepaneBTH4eCKH 3(PpPEeKTHBHOTO KOTMYECTBA OJJHOTO HJIM HECKOJIbKUX aHTUTEN MPOTUB
BCMA wn ux BCMA-cBsi3piBaroux (parMeHToB. B KOHKPETHBIX BapHAHTAX OCYINECTBJICHHS
uzobpereHus: cpsizanHoe ¢ BCMA 3aboneBaHue mpencraBisieT coOOil MakporjioOyJIMHEMUO,
aMIJIONI03, MaKpomIoOyIMHEMHIO BanbaeHcTpeMa, COJHTApHYHO IUIA3MOLIMTOMY — KOCTH,
SKCTPaMENYJULIPHYIO TUIA3MOLIUTOMY, OCTEOCKJIEPOTHUECKYI0 MHEJIOMY, 3a00JIEBAHUS TSKEIIbIX
Lernel, MOHOKJOHAJIbHYIO TaMMOIATHIO HEYCTAHOBJIEHHOTO 3HAUEHUs] M TJICIOMIYIO
MHOKECTBEHHYIO MUEJIOMY .

[0125] B HacTosilieM MOKYMEHTE TaK:Ke MPENJIOKEH Crocod MOIaBJIeHHsI pOCTa KIIETOK
MHOKECTBEHHONW MHEJIOMBI, BKJIFOUAIOIIUN B ce0sl KOHTAKTHPOBAHUE KJIETOK MHOKECTBEHHOMN
MHEJIOMBl C OJHMM WM HeCcKOoJbkUMM aHTutenamu mnpotus BCMA wmu ux BCMA-
CBSI3BIBAIOIIUMH (PparMeHTaMu, TNPEAJIOKEHHBIMH B HACTOSIIEM AOKyMeHTe. Kpome Toro, B
HACTOSIIIEM JOKYMEHTE MPEIUIOKEH Croco0 CHIKEHUSI CKOPOCTH POCTA KJIIETOK MHOKECTBEHHOMN
MUEIJIOMBI, BKJIIFOUAOLINHA B C€0s1 KOHTAKTUPOBAHUE KJIETOK MHOKECTBEHHOH MHUEIOMBI C OTHUM
WM HeCKOJbKUMHU aHTuTesnaMu potuB BCMA wimm nx BCMA -cBsi3bIBaroIinMu (pparMeHTaMH,

NPEAJIOKEHHBIMU B HACTOAIIEM JOKYMCHTE.
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[0126] B r0oboM u3 crmocoOOB, Hampumep, CIOCOOOB JIEUEHUs, MPEIIOKEHHBIX B
HACTOSAIIEM NOKyMeHTe, aHTtuteno wiu ero BCMA-cBs3bpBaomul (parMeHT MNpPEACTaBIISET
cO0OM «roJI0€» aHTHUTENO MU (PParMeHT, TO €CTh AHTHTENO WIH (parMeHT He MOAH(HLIUPOBAHBI
IUTSI BKJTFOYEHHSI TOKCUYHOTO (hparmMenTta. B mrobom u3 crmocoOoB, Harpumep, CriocoOOB JICUESHUS,
MPEIJIOKEHHBIX B HACTOSIIEM AOKyMeHTe, anTtuteno win ero BCMA-cBsi3piBatommii hparMeHt
SIBJISIETCS. 4aCTbIO KOHBIOTaTta aHTureno-iekapcrBenHoe cpeactso (ADC), nampumep ADC,
ONMCAaHHOIO B pasjaene 5.3 BbIlIE.

[0127] B mrobom u3 crocoOOB JieUeHHs, MPENJIOKEHHBIX B HACTOSIIEM IOKYMEHTE,
antutena npotus BCMA wm nx BCMA-cBs3biBatome (QparMeHTbl HCIOJB3YIOTCS HITU
BBOASITCSI B  TepameBTHYeCKH 3(PQPEeKTHBHOM KOJUuUecTBE. B  pa3iIuyHBIX BapHaHTax
OCYIIECTBJIEHHsI TepaneBTHYeckr 3()(HEKTUBHOE KOMHMUECTBO cocTaBisieT oT 1x10° no 5x10°, or
5x10° mo 1x10°, ot 1x10% mo 5x10°, ot 5x10° mo 1x107, ot 1x107 mo 5x107, ot 5107 mo 1x108,
ot 1x10% no 5x108, or 5x10% mo 1x10° HAHOMONB yKa3aHHBIX AHTHTEN WM (parMeHToB. B
Pa3NUYHBIX JPYTHX BapUAHTaX OCYLIECTBJCHUS H300peTeHHs TepaneBTHUeCKH 3((EeKTUBHOE
KOJNM4eCTBO cocTaBisieT oT 1x10° 1o 5x10°, or 5x10° go 1x10°, ot 1x10° no 5x10°, or 5x10° no
1x107, or 1x107 mo 5x107, ot 5107 mo 1x10%, or 1x10% no 5x10%, or 5x10% go 1x10° HaHOMOJIB
yYKa3aHHBIX aHTUTEJ WK (ParMeHTOB.

[0128] Awnturena nporuB BCMA wnu BCMA-cBs3biBatonre (QpparMeHTbl MOTYT
BBOJIUTHCSI TALIMEHTY, KOTOPBI B 3TOM HYXKIAeTCs, MO JIFOOOW CXeMe BBEICHHUs, KOTOPYIO
Jevaliye Bpauu WIM KJIMHULUCTBI COUTYT MOAXOASIIEH, HapuMep, OOUH pa3 Kaxasle 1, 2, 3, 4,
S, 6 v 7 gqHei uam omuH pa3 B 1, 2, 3,4, 5,6, 7, 8, 9 wim 10 Henenb. Antutena nporus BCMA
i ux BCMA-cBsi3biBatoiue parMeHTbl MOKHO BBOAWTH B TEYEHHE OINPENeCHHOrO Mepruoa
BpeMeHH, Hanpumep, 1, 2, 3 wiu 4 Henenb, ¢ MOCIEAYIOUIUM OTABIXOM Oe3 BBEIEHHs aHTUTENA
Wi ¢pparMeHTa antutena. Takol UK BBEASHH-OTAbIXa MOYKET MOBTOPATHCS 2, 3, 4 wiu S pas.

[0129] B HekoTOpBIX BapUaHTaX OCYIIECTBIIEHUS H300pPETeHHs TMAIlUEHT, KOTOPOMY
BBOAST aHTuTena nporus BCMA unmu ux BCMA-cBsi3biBaroiie parMeHTsl, paHee mojy4yan 1,
2, 3 wu OoJiee JTMHUH Teparuu, IPUYeM MPeabIay [IHe IMHAU TEPANUUA MOTYT BKJTIOUATh BBEACHUE
OJTHOTO WJIM HECKOJIbKUX U3 CIIEAYIOIIUX JIEKAPCTBEHHBIX CPEACTB: ieHamunomuaa (Pesnmumuna),
nomanuaomuna  ([Tomammcra), Ttamumomuna (Tanomumpa), Ooprtesomudba  (Benkana),
nexcaMeTa3oHa, nukinodpochamuna, nokcopyourmnaa (AnpuamunuHa, Pybekca), kapdpunzomuda
(Kpunonuca), wukcazomuba (Hunnapo), unucrmatuHa (IlnatuHona),  mokcopyOuumHA
(Anpuamunmaa), stono3uaa (Jromodoc), anturen nporuB CD38, Takmx kak mapatymymad
([Map3anekc), manobuHocrara wid 3J0Ty3ymada (Omrumcuti). B KOHKpPETHBIX BapHaHTAX
OCYWIECTBJIEHUS] HM300pEeTeHHsT TaKue TMAlUEHThl TMOJy4Yaid Tepanmur OopTe30MUOOM,
JeHaTuaoMuaoM u  jaekcamerasoHoM (RVD); OopresommboMm, unukiopochamupom u
nexcametazoHom  (BCD);  GopresommubOM,  JOKCOpPYOMIIMHOM HW  JeKCaAaMETa30HOM,
KappuI30MuOOM, JIeHATUAOMUAOM U nekcameTazoHoM (CRD); nkcazoMuboM, JeHATUAOMUIOM U
JIeKCaMeTa30HOM, OOpTe30MHOOM H  JIeKCaMeTa3oHOM, OOpTe30MHOOM, TaJUAOMHUAOM U
IEKCAaMETa30HOM, JICHATUIOMHIOM M JEKCAMETa30HOM, IEeKCAMETa30HOM, TAJIUAOMUJIOM,

[UCTUTATUHOM, JOKCOpYyOUIMHOM, nukiodpochamunom, stomnosuaom u Odopresomudom (VTD-



44

PACE), neHamugoMuaoM W  JEeKCAMETa30HOM B  HU3KHUX  J03ax; OoOpTe30MHOOM,
mukinopochamMunoMm u - gekcaMeTa’oHOM; Kappui3oMuOOM U AEKCAMETa30HOM, TOJBKO
JEHAJUIOMUIOM; TOJNBKO OopTe3oMHOOM; TONBKO  mapatymymaboMm, Oopresomubdom,
JCHAIMAOMUIIOM M JIeKCaMeTa30HOM, aapaTymyMadbom, OopTe3oMHOOM U IeKCaMETa30HOM,
IapaTyMyMaOOM, JICHATHMIOMHUIOM M JEKCAMETa30HOM, 3JIOTYy3yMaOOM, JICHATUIOMUAOM |
JIeKCAMETAa30HOM, SJIOTY3yMaOoM, JIEHAJHAOMHIOM U JEeKCaMETa30HOM, OeHIaMyCTHHOM,
OopTe3oMHOOM W JEKCaMETa30HOM, O€HIaMyCTHHOM, JICHAIUAOMHIOM M JEKCaMETa30HOM,
NOMAJTUIOMUIOM M JIEKCAMETa30HOM;, MOMAIUIOMHUIOM, OOpTEe30MHOOM M JEKCaMETa30HOM;
MOMaJTUAOMUAOM, KappuI30oMHOOM U JEeKCaMeTa30HOM, OOpPTe30MUOOM W JIUIIOCOMAJIbHBIM
nokcopyOumHoM; 1ukiodpochaMuaom, JEHATUIOMUAOM H IAEKCAMETa30HOM; 3JIOTY3yMaOoM,
OopTe3oMHOOM M JEKCaMeTa30HOM; HKCAa30MHUOOM U JIEKCAMETa30HOM, ITaHOOHMHOCTATOM,
60pTe30MHOOM U AEKCaMETa30HOM, MTAHOOMHOCTATOM U KappHUI30MHUOOM; UITH TOMATHUIOMHUIIOM,
uKI0pochaMuaIoM U 1eKCAMETa30HOM.

[0130] Beenenue anturen npotuB BCMA wimn ux BCMA-cBs3bIBatomux (parMeHTOB
NALMEHTy, HYKAAILIEMyCs B O3TOM, MOXET COMPOBOXKIATHCS ONHUM WJIM HECKOJbKUMH
JOTIOJTHUTEIbHBIMU METOIaMU JieueHust. [[J1s1 HeKOTOPBIX BUAOB paKa, HalpuMep MHOKECTBEHHOM
MUEJIOMBI, OZlHa WU HECKOJBKO JOMOJHHUTEIbHBIX TEPANEBTHUECKUX CXEM MOTYT BKJIIOYAaTh B
ceOs OOUH WM HECKOJNBKO M3 CIEAYIOUMX MPEenaparoB. JEHAJUIOMUA, IOMAJIUAOMMUI,
tanuaoMuz, Oopre3omMud, nekcamerasoH, LukiaopochamMua, AOKCOpyOuImH, KapHuazomuo,
MAKCU30MUO, WHCIUIATHUH, MAOKCOpyOuumH, stomo3ua, aHtu-CD38 aHTHMTeNno, Takoe Kak
napatyMyma0, MaHOOMHOCTAT W/WJIH 3JI0TY3yMa0, MO OTAEIBHOCTH WU B OTHOW M3 KOMOWHALIMIA,
NEPEYKCIIEHHBIX BBIIIE, UITH B JIOOOH IPyroil KOMOUHAIIHH.

[0131] B  HekoTOpbIX BapHaHTaX OCYIIECTBJCHUS H300pPETeHUS  MALHEHTY,
HY>KIAIOMIEMYCsl B 5TOM, BBOISAT OIHO MJIH HECKOJIbKO aHTUTeN poTuB BCMA, npenioeHHbIX
B HACTOSIIIEM JOKYMEHTE, B KOMOHWHALIMH C OJHHUM WIIH HECKOJbKUMH COEIMHEHHUSIMH,
ONMUCAaHHBIMH B pa3jaeie 5.3 Bblllle, HAMpUMepP, B KOMOWHAIMH C JIEHAJHIOMHUIOM WA
MOMAJTUIOMUIOM.

[0132] B HEKOTOpBIX OPYTHX BapHAHTaX OCYLIECTBICHHS H300PETEHHs MAIHEHTY,
HY>KIAIOMIEMYCsl B 5TOM, BBOIST OIHO MJIH HECKOJIbKO aHTUTeN potB BCMA, npeniokeHHbIX
B HACTOSINEM JOKYMEHTE, B KOMOWHAI[MH C OIHHUM WIH HECKOJbKMMU W3 CIEYIOIINX
COETUHECHUI.

[0133] TIpumepsl coenuHEHWI BKJIKOYAKOT, HO He OrpaHudmBaroTcs wmu, N-{[2-(2,6-
nuokco(3-nunepunui)- 1,3 -TMoKCON30MHIOINH-4- 1T [METHIT } IUKJIOMpOonuI-kapOokcamun; 3-[2-

(2,6-muokconunepunus-3-mi)- 1,3-nuokco-2,3-nuruapo- 1 H-usonanon-4-unmernn|-1,1-

JUMETUIMOYEBUHA; (-)-3-(3,4-mumerokcudenrnn)-3-(1-okco-1,3-TUruapoON30UMHA0N-2-
WJT)[IPOTTHOHAMU, (+)-3-(3,4-numeroxcudenmn)-3-(1-okco-1,3-quruaApon3onHI0N-2-
WJT)[IPOTTHOHAMUL, (-)-{2-[1-(3-3TOKCH-4-MeTOKCH(PEHNIT)-2-MeTHIICY b OHIITI THII | -4-a-
LETHJIAMHUHOM30UHI0NNH-1,3-1THO0H }; (+)-{2-[1-(3-3TOKCH-4-MeTOKCH (D EeHNIT)-2-

METHIICY Tb()OHMIA TUI | -4-a e THITaAMHHON30MHIONMHH- 1, 3-uon };  mudropmerokcu-SelCID;  1-

¢dranmumuno-1-(3,4-nusToKCH(pEHNUT)ITaH; 3-(3,4-numerokcudennn)-3-(3,5-
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TUMETOKCU(EHNIT)aKPUIIOHUT P, 1-oxco-2-(2,6-nnoKconunepuanH-3-mi)-4-
AMHHOHW30UHIOJIHNH, 1,3-nnokco-2-(2,6-1HoKCOnune pUaH-3 -1 )-4-aMIUHOU3OUHAOJIHH; 4-
aMHUHO-2- (3-MeTm-2,6-TMOKCOTHUITePUANH-3 - HJ1) HM30UHIO0JI-1,3-010H; 3-(3-

arieroaMuaoTaIuMuao)-3-(3-3Tokcu-4-MeTokc U eI )-N-ruAPOKCUITPOTHOHAMH,  1-0KCO-2-
(2,6-nuokconunepuanH-3-mi)-4-MeTHIn30uHAoNuH,  mukigonponumi-N-{2-[(1S)-1-(3-3Tokcn-4-
MeTOKCHU(EHIT)-2-(METUIICY JTb() OHILT )3 THII |-3-OKCOU30MHIOTHH-4-1J1 } KApOOKCAMHIT;
3aMelleHHbIN 2-(3-ruapokcu-2,6-1HOKCOMTUIEPUINH-5-HIT ) HI30UHAOJIH, N-[2-(2,6-
OUOKCOMUMEpUIUH-3-1i)-1,3-1uokco-2,3-nuruapo- 1 H-usonnnon-5-uamervn|-4-
TpupTOpMETOKCUOEH3AMUT, (S)-4-xnop-N-((2-(3-meTnn-2,6-quokconunepuaus-3-umn)-1,3-
JTUOKCOM30MHAONNH-5-1T)MeTH)0eH3aMu;, MHUPUANH-2-KapOoHoBaskucaoral2-[(3S)-3-meTu-
2,6-nuokconunepunaun-3-mi|-1,3-auokco-2,3-qurunpo- | H-uzonnnon-S-unmerwn |amug;,  (S)-N-
((2-(3-metun-2,6-nuokconunepuanH-3-1mi)- 1,3 - THOKCON30MHOINH-5 - UIT)METHIT )-4 -
(rpudropmerun)denzamun; 3-(2,5-numernn-4-okco-4H-xunazonuH-3-1n)nunepuans-2,6-110H U
T.IL

[0134] B  HeKOTOpbIX BapUaHTaxX OCYLIECTBJICHHS H300pETeHHs  MALUEHTY,
HY>KJAIOLIEMyCsl B TOM, BBOZSAT OJIHO MJIM HECKOJIbkO aHTuTen npotus BCMA, npensoxeHHbIX
B HACTOSIIEM JIOKYMEHTE, B KOMOMHAIMM C OAHUM WJINM HECKOJbKUMH IIHAHO- U KapOOKCH-
NPOM3BOJHBIMU 3aMEIEHHbIX CTHPOJIOB, TAKUMH KakK Te, 4TO packpbIThl B nateHte CIIA Ne
5929117, 1-okco-2-(2,6-n1uokco-3-PpTopnunepuanH-3-ui)u30MHA0IHHAMU U 1,3-11okco-2-(2,6-
IHOKCO-3-(propnunepnanH-3-1ia)U30UHI0INHAMY, TaKUMH Kak onucaHHble B mateHtax CLIA
NoNe 5874448 u 5955476, 1-okco- u 1,3-AMOKCON30MHIOINHAMHU, 3aMEIEHHBIMHU B 4-M WJIH 5-M
MOJIOXKEHUN WHJIOJMHOBOTO Koubla (Hampumep, 4-(4-aMuHO-1,3-AHOKCOM30UHIONUH-2-11)-4-
kapOamounsI0yTaHOBAKKCIIOTA), onucaHHbiMU B aTeHTe CIIIA Ne 6380239; uonHmonuH-1-oHOM
U HU30UHAOIMH-1,3-TMOHOM,  3aMeEINeHHbIMU BO 2-M  IIOJIOKEHMH  2,6-AHOKCO-3-
THAPOKCUIHIIEPUANH-5-1iIoM (Hanpumep, 2-(2,6-1HOKCO-3-THAPOKCH-S-QTOPITUIEPUINH-S-11T)-
4-aMHUHOU30UHIONMHH- | -0H), onucaHHbIid B mateHTe CIIIA Ne 6458810; npencraButessiMu Kiiacca
HEMOJUMENTHIHBIX LUKJINYECKUX aMUAOB, packpbiThbix B mareHtax CIIIA NeNe 5698579 u
5877200; ¥ WM3OMHAOJEUMHUIHBIMH COEIWHEHHUSIMHU, TAKUMH KaK OIMHUCAHHBIE B MyOJHMKAIUH
narenta CHIA Ne 2003/0045552, mnyOmukaumum mnarenta CIIIA Ne 2003/0096841 wu
meskayHapoaHoit 3asiske Ne PCT/US01/50401 (mexxnyHaponHas myOnukanus Ne WO 02/059106).
B ny6nukanuu natenta CIIIA Ne 2006/0205787 onucasbl KOMITO3ULIUU 4-aMHHO-2-(3-MeTw-2,6-
JUOKCOIUTNEPUIUH-3 -1T)U30uHA0N-1,3-1rona. B nmybnukanuu marenra CIIIA Ne 2007/0049618
OIHCaHbl H30UHAOJIEUMHUIHbIE COSTMHEHUSI.

[0135] B HekoTOpbIX BapHaHTaxX OCYIIECTBICHUS H300pPETEHUS  MALHEHTY,
HY>KJAIOLIEMYyCsl B 3TOM, BBOZST OJIHO MJTH HECKOJIbKO aHTuTeN npotus BCMA, npeniioeHHbIX
B HACTOSIIIIEM JTOKYMEHTE, B COYETAHUH C OJHUM WM HECKOJBKHMH TPEACTABUTENSIMHU Kjacca
WU30UHIOJIENMHIIOB, packpbIThix B mateHTe CIIIA Ne 7091353, myOnukamuu marenta CIITA Ne
2003/0045552 u mesknyHaponnoii 3asiske Ne PCT/US01/50401 (mexxnyHapoaHas myOnukars No
WO 02/059106), ka>xnblif 13 KOTOPBIX BKJIIOUEH B HACTOSLIMHA TOKYMEHT MOCPEICTBOM CCBUIKH.

Tunuunbie coenuHeHus: UMErOT Gopmyy 11
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U ux (apManeBTUYECKH TMPUEMIIEMbIE COJIM, TUAPATHL, COJbBATHI, KJATPAThI,
SHAHTUOMEPBI, TUACTEPEOMEPHI, palleMaTbl U CMECH CTEPEOHM30MepOB, rae. OomuH u3 X u Y
npexncrassiet coboit C=0, a npyroii npexncrassier coboit CH, wiu C=0; R! npencrassier coboii
H, (C,-Cg)anxun, (Cs-Cy)uuknoankun, (C,-Cg)amkenun, (C,-Cg)ankunmn, 6ensm, apwi, (Co-
Cyanxun-(C-Cg)rerepoumknoankuyi, (Co-Cq)ankun-(C,-Cs)rerepoapun, C(O)R?,  C(S)R?,
C(O)OR?, (Ci-Cg)ankun-N(R®),, (C;-Cg)ankun-OR> (Ci-Cg)ankun-C(O)ORS, C(O)NHR?,
C(S)NHR?, C(O)NR3R?* | C(S)NR3R? unu (C;-Cg)ankun-O(CO)R3; R? npencrasnser coboii H, F,
6ensuin, (Ci-Cg)ankun, (Co-Cg)ankenun wimm (C,-Cglankuawr, R* u RY npencrasnsior coboi
He3aBucuMo (C;-Cg)ankun, (Cs-C7)umknoankun, (C,-Cg)ankenunn, (C,-Cs)ankunm, OeH3uI, apu,
(Co-Cy)amkun-(C,-Co)rerepormrnoankui, (Co-Cy)ankumn-(C,-Cs)rerepoapun,  (Co-Cg)anmku-
N(R®),, (C1-Cg)ankun-OR3, (C1-Cg)ankun-C(O)OR3, (C-Cy)ankun-O(CO)R?> unu C(O)OR?; R*
npencrasisier cobor (Ci-Cglankwmn, (Cy-Cg)ankenun, (C,-Cglankuuun, (Ci-Cy)ankun-OR?,
oensun, apun, (Co-Cq)amkmi-(C;-Ce)rerepoumknoankun win (Co-Cy)anxun-(C,-Cs)rerepoapm,
R npencrassier coboi (Ci-Cg)ankun, (Cy-Cg)ankenun, (C,-Cg)ankunmi, 6ensui, apui, or (Co-
Cs)retepoapui; BO Beex cinydasx R® mpexncrasnsier coboii Hezasucumo H, (C-Cg)ankun, (C,-
Cg)ankenun, (Cy-Cg)ankunun, 6ensun, apui, (C,-Cs)rerepoapun umn (Co-Cg)ankun-C(0)0-R?,
WM TPy bl R® MOTyT COeMHATBCS ¢ 00pa3OBAHUEM IeTEPOLMKIIOAIKIIBLHON MPYIIIbL, N UMEET
3Havenue O unu 1; u * npencrasisier cOOOI XUPANBHBIN YTITIEPOIHBIN LEHTP.

[0136] B koHKpeTHBIX coenuuenusix o popmysie I, korna n umeer 3Hauenue 0, Torna R}
npencrasisier coboit (Cs-Cy)uuknoanku, (C,-Cglankenwun, (C,-Cg)ankunamn, 6ensmn, apui, (Co-
Cyanxun-(C-Cg)rerepouuknoanku, (Co-Cq)ankun-(C,-Cs)rerepoapun, C(O)R?, C(O)OR?, (C;-
Cglankun-N(R%),, (C;-Cgankun-OR?, (C1-Cg)ankun-C(O)OR? C(S)NHR? wmnu (C1-C8)anxui-
O(CO)R?,

[0137] R? mpencraBasier coboit H mumu (C-Cg)ankun, u R? npencrasnsier coboii (Ci-
Cg)ankun, (Cs-Co)uuknoanku, (C,-Cg)ankenun, (C,-Cg)ankunaun, 6ensmn, apui, (Co-Cy)ankui-
(C1-Co)rereporuknoankun, (Co-Cy)ankun-(C-Cs)rerepoapun, (Cs-Cglankun-N(RS),;  (Co-
Cg)ankun-NH-C(0)0O-R3; (C;-Cg)ankun-OR3, (C;-Cg)ankun-C(O)OR?, (C;-Cg)ankun-O(CO)R?
i C(O)OR3; u npyrue nepeMeHHbIE UMEIOT TAKHUE JKE ONPEEIIEHVS.

[0138] B mpyrux KOHKpeTHbIX coenuHeHusix 1o popmyne II R? npencrasnsier coboit H
win (C,-Cy)amkm.

[0139] B npyrux KOHKPETHbIX coenuHenusix no Gopmyne II R! npexcrasusier coboit (C-
Cg)ankun win OeH3MII.

[0140] B mpyrux KOHKpETHbIX coenuHenusix mo gopmyne II R npencrasisier coboii H,
(C1-Cg)ankwmn, 6ensun, CH20OCH3, CH,OCH;, CH,CH,OCH; wnu
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)

O

[0141] B npyrom BapuaHTe coenunenwuii o popmyiie II, R! mpencrasisier coboit

rae Q npencrasisier coboit O wam S, U B KaXkIoM ciiydae R7 HE3aBUCHMO TMPEACTABIISET
coboii H, (C,-Cyg)ankun, (C3;-Co)uuknoankun, (C,-Cg)ankenun, (C,-Cg)ankunun, OeH3u, apu,
ranoreH, (Cy-Cy)anxun-(C,-Cg)rerepormkinoankuy, (Co-Cy)ankmn-(C,-Cs)rerepoapun, (Co-
Cgankun- N(R®),, (C;-Cglankun- OR? (C;-Cg)ankun--C(O)OR?, (C1-Cg)ankun-O(CO)R> unu
C(O)OR’, wmu cocennne R7 MoryT ObITh 0OBEAMHEHBI ¢ OOpa3sOBaHHEM OWIIMKIMYECKOTO
AJIKWJIbHOTO MJIM apUJIBHOTO KOJIBLIA.

[0142] B npyrux KOHKpeTHBIX coenuuerusix o ¢popmyie IT Rl is C(O)R;.

[0143] B mpyrux koHKpeTHbIX coenuneHuii Gopmyssl I, R npencrasmsier coboit (Co-
Cy)ankun-(C,-Cs)rerepoapun, (C-Cg)ankun, apun unu (Co-Cy)ankun-OR3.

[0144] B opyrux KOHKpeTHbIX coequHeHusix no ¢opmyse Il rerepoapun npencrasnser
coboii mupuani, Gypus WIH THSHUIL.

[0145] B npyrux KOHKpeTHbIX coenuHeHusix mo (opmyne II R! mpencrasnsier coboii
C(O)OR*.

[0146] B npyrux xonkpeTHbIX coenuHeHusx no ¢opmysie II H B C(O)NHC(O) moxer
ObITh 3aMeHeH (C-Cy)aaKuioMm, apuiioM Wi OSH3UIOM.

[0147] JlomomHuUTENbHBIE TPUMEPBl COENUHEHHH S3TOTO KJAcCa BKJIIOYAKOT, HO HE
OrPaHUYMUBAIOTCS AMHU; [2-(2,6-nuokconunepuann-3-mi)-1,3-guokco-2,3-quruapo-1H-
U30UHA0-4-UIMEeTHI |aMuUz, TpeT-OyTunoBbiid Gup(2-(2,6-auokconunepuann-3-mn)-1,3-
IUoKCco-2,3-muruapo- 1 H-uzonunon-4-unmerwin )kapOaMUHOBOHKHCIIOTHI, 4-(aMUHOMETHIT )-2-
(2,6-mnoxco(3-munepun) )Ju30UHAOIHH- 1,3 -AHOH; N-(2-(2,6-nuoxconunepuans-3-min)-1,3-
nuokco-2,3-nurunpo- 1 H-m3ounnon-4-unmerun)auetamua,  N-{(2-(2,6-nuokco(3-nurmepuamn)-
1,3-1HOKCON30MHTONMUH-4-1JT)MeTHJ } IuKJionpormuiikapookcamun;, 2-xyop-N-{(2-(2,6-auokco(3-
nunepunni))-1,3-1noKCON30MHIOMNH-4-T)METHII } alleTAMUT, N-(2-(2,6-nrokco(3-
nunepunni))-1,3-1MoKCON30MHAOINH-4-11)-3 -TTHPUANIKapOOKCAMU; 3-{1-okco-4-
(6eH3MIAMUHO )U30WHAOMH-2- 11 } MTUTIEPUIUH-2,6-THOH; 2-(2,6-nuokco(3-munepuar))-4-
(OeH3MIIaMUHO)M30MHAOIHH- 1,3 -1HOH; N-{(2-(2,6-aguokco(3-munepuann))-1,3-
TUOKCOM30MHAOINH-4- 1) METUJ } IPOTIAHAMH, N-{(2-(2,6-guokco(3-munepuann))-1,3-

TUOKCOU3OUMHAOMUH-4-11)MeTn § -3 -rupunmikapbokcamun, N-{(2-(2,6-nuokco(3-nmumepuar))-
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1,3-1MOKCON30MHAOINH-4-1IT)METUI § TENITAHAMUT, N-{(2-(2,6-nuokco(3-munepuann))-1,3-
IUOKCOU3OMHAOMNH-4-1m1)Metwn } -2-pypunkapookcamun;  {N-(2-(2,6-nuokco(3-nmumepuarn))-

1,3-nuokconsonHaoanH-4-mn)kapoamonn jMernianetar; N-(2-(2,6-nuokco(3-mumnepunmn))-1,3-

TUOKCOM30WHIOINH-4 -1 ) IIEHTAHAMUT, N-(2-(2,6-muokco(3-munepunmn))-1,3-
TUOKCOM30UHAOINH-4-111)-2-THEHIITKaPOOKCAMUT, N-{[2-(2,6-muokco(3-munepunmn))-1,3-
TUOKCOU3OUHAOINH-4-11 |MeTHI } (Oy TUIIaMUTHET)KapOOKCaMU, N-{[2-(2,6-auokco(3-

nunepunni))-1,3-1nokcon30nHA0INH-4-11 |MeTHn § (OkTuIaMuHO )kapOokcamun, u N-{[2-(2,6-
anokco(3-nunepuann))- 1,3 -AMoKCON30NHIONNH-4-11 | MeTII | (O H3MIIAaMHHO )KapOOKCaMU.
[0148] B HekoTOpBIX OPYTUX BapHaHTax OCYLIECTBICHUS H300pETEHHs NAlHEHTY,
HY>KIAIOLIEMyCsl B 3TOM, BBOZST OJTHO WJIM HECKOJIbKO aHTuTen npotuB BCMA, npennoskeHHbIX
B HACTOSIIEM IOKYMEHTe, B KOMOWHAIIMK C OJHUM MJIM HECKOJBbKUMH NPEACTAaBUTENSIMH KJIacca
W30MHIOJMMHJIOB, PACKPBITEIX B myOnukauuu mareHTHou 3asBku CIIIA Ne US 2002/0045643,
mexayHaponHoit myOmukamuun Ne WO 98/54170 u matente CIIIA Ne6395754, xaknplii u3
KOTOPBIX BKJIIOUEH B HACTOSLIMM OKYMEHT MOCPEACTBOM CCBUIKM. THUIUYHBIE COEJUHEHUS

umerot popmyay III:
1

R:

RJ

U ux (apManeBTUYECKH TNpUEMIIEMbIe COJIM, TUAPATBL, COJbBATHI, KJIATPATBHI,
SHAHTHUOMEpHBI, JHACTEPEOMEpPBI, paleMaTbl U CMECH CTePeOHU30MepoB, Tae: oauH u3 X u Y
npencrasisier codoii C=0, a npyroii npencrasisier codoii CH, unmu C=0;

R npencrasnser codoit H unu CH,OCOR';

(i) xaxxmpiii w3 R R2 R3 wnm R4, He3aBUCHMO OT qpyrux, MPEeACTaBisieT cOOOH raoreH,
ankwi ¢ 1-4 atoMaMu yriiepoaa Win aikokcurpymnmny ¢ 1-4 atomamu yriepoaa, viu (ii) OnuH w3
R!, R?, R3 unu R* mpexncrasisier coboii murporpynmny win -NHRs, a ocraBmmecs u3 R, R?, R3
win R* npencrasnsiror coboii Bomopoxn; R® mpencrasisier co0oil BOOOPOA MM ainkuin ¢ 1-8
aromamu yriepona, R® mpexcrasisier coboit Bomopon, ankui ¢ 1-8 aromamu yriepona, 6eH3o,
XJIOp Wik GTop;

R' npencrasmsier codoit R7-CHRI-N(R?R?);

[0149] R7 mpencraBisier coboii M-penunen uin n-permned wim -(C,H,,)-, B KoTOpO#i n
umeeT 3Havenue ot 0 10 4; kaxabiii u3 R® u R%, HezaBucumo apyr ot apyra, npeacTaBisieT codoit
BOIOPOX WJIM aJKWJI, comepskamuii ot 1 mo 8 aromor yraepona, win R® u R, B3siteie BMecTE,
MPENCTaBISIFOT COOO TeTpaMeTIieH, nearameTieH, rekcamermies wim -CH,CH,X,CH,CH,-, B
kotopoii X npexncrasinsier coboii -O-, -S- wnu -NH-; R npexncrasnsier coboii BOTOpOI, aKui ¢
8 atomamu yriepona i GeHur; u

* mpencTasisieT COOOH XUPANIbHBIN YTIIEPOAHBINA LIEHTP.

[0150] Apyrue THNHYHBIE COENUHEHUS] UMEIOT (PopMyTy:
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4] ]]{10 R3
Il /
N—ClL—0—C—R7—C—N
I A
u) R?

rne: oguH 3 X u Y npexncrasisier coboit C=0, a apyroii u3 X u Y npencrapisier coOoit
C=0 unu CHy;

(1) xaxxmprii w3 R R2 R3 wm R4, HeszaBrcumo OT qpyrux, mpeacTaBisieT co0Oil raioreH,
ankwi ¢ 1-4 atomMaMu yriiepoga win ankokcurpynmny ¢ 1-4 atromamu yriepoaa, wiu (i1) OIuH 13
R!, R? R3 u R* mpencrasnsier coboii -NHRs, a ocraBmuecst u3 R!, R?, R? unu R* npexncrasnsitor
co0oit Boopox;

R npencrasisier cob0i BOOOPOX MK ajiKui ¢ 1-8 aromamMu yrieposa;

RS npencrassier coboit Bogopox, ajkui ¢ 1-8 aromamu yriiepona, 6eH30, XJ10p uiu GTop;

R7 mpencrasisiet coboit m-pennnen win n-¢pernned win -(C,H,,)-, B KOTOpOit n nmeer
3HadeHue ot 0 10 4;

kaskbiii u3 R® u R, HesaBucumo npyr ot apyra, nmpencrasiisieT co00i BOOOPO HITH aJIKHJI,
comepxkamuit ot 1 1o 8 aromoB yriepona, wiu R® u R%, B3siThle BMecTe, mpencTaBisitoT coOoi
TeTpaMeTwusieH, mneHrtamerwieH, rekcamerwneH wiu -CH,CH,X,CH,CH,-, B koropoii X,
npezacrasisier codoii -0O-, -S- i -NH-; u

R!% npencrassier coboii BOXOPO, ajKuiI 10 8 aTOMOB yIJiepoa Witk (hEeHMI.

[0151] [Apyrue TUNMYHBIE COENUHEHUST UMEIOT (hopMyTy:

B KOTOPOH

onuH u3 X u Y npexacrasisier codoit C=0, a apyroit i3 X u Y npexncrasiser codoit C=0
win CHy;

kaxabii 13 R, R? R? u R*, He3aBUCHMO OT IpyIuX, MPENCTABISIET COOOM rajoreH, aaKull
¢ 1-4 aromamu yrieposa Wiy ajgkokcurpymmy ¢ 1-4 atomamu yriaepona uis (ii) omun u3 R, R?,
R3 u R* mpencrasnsier co60i HUTPOrPYIIY WM 3aLIMINEHHYI aMHUHOIPYIIY, 8 OCTABIIMECS W3
R!, R? R? u R* mpexacrasisitor coGoit Bonopoxn; u

RS npencrasiser coboii Bonopox, ankui ¢ 1-8 aromamu yriepona, 6eH30, XJa0p uin GTop.

[0152] Apyrue THNHYHBIE COENUHEHUS] UMEIOT (PopMyITy:
1
RA X NH

R.3

R-l

B KOTOPOM:
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onuH u3 X u Y npexacrasisier codoit C=0, a apyroit m3 X u Y npexncrasisier codoit C=0
nnu CHy;

(i) xaxmerii w3 R, R?, R? u R*, He3aBuCHMMO OT ApyTHUX, MPEACTABIsiET COOOM rayioreH,
ankwi ¢ 1-4 atoMaMu yriiepoaa win aikokcurpymnmny ¢ 1-4 atomamu yriepoaa, v (i1) OIuH w3
R, R?, R? u R* mpencrasisier coboit -NHRs, a ocraBmmecst u3 R, R%2, R? u R* npencrasnsitor
co0oit Boopox;

R> mpencrasisier coboit Bomoponm, ankun ¢ 1-8 aromamu yrimepoma wiaum CO-R’-
CH(R!)NR®R?, B koropoii kaxaprii u3 R7, R® R’ u R1® umeer 3HaueHus, ykasaHHble B JTaHHOM
TIOKYMEHTE; U

RS npencrasisier coboit ankui ¢ 1-8 aromamu yriepona, 6eH30, Xjaop wiu Grop.

[0153] KonkpeTHbIE IPUMEPBI COSTUHEHHII UMEIOT (HOpMY Ty

9]
X NH
:
N o
[ :[ !
Y R®

NHCO—R'—CHR!"NRFR?

onud m3 X u Y npexacrasisier codoit C=0, a apyroii u3 X u Y npencrasser coboii C=0
unu CHy;

R npexncrasisier coboit ankui ¢ 1-8 aromamu yriiepona, OeH3uII, XJ10p Win GTop;

R’ mpencrasnsier coboii m-¢penunen, n-¢penmner win-(C,H,,)-, B KOTOpoil n mmeer
3”HaueHue ot 0 fo 4;

kaxaeii u3 R® u R, He3aBUCHMO IpyT OT apyra, MPencTaBisieT COO0M BOIOPO UM aJIKHIL,
comepskamuii or 1 1o 8 aromoB yriepona, uau R® u R B3sThIe BMecCTe, mpencTaBisitoT coOoit
TeTpaMeTusieH, neHtamerwneH, rekcameruneH wim -CH,CH,X,CH,CH,-, B kotopoit X,
npencrasisier codoii -O-, -S- win -NH-; u

R!° mpencrassier coboii BOXOpO, ajkui ¢ 1-8 aroMamMu yriiepona v (heHmI.

[0154] Apyrumu cienn(puIHBIMA HIMMY HOMOY JIUPYFOIIUMHU COSIMHEHUSIMHU SIBJISIFOTCS |-
OKC0-2-(2,6-1noKco-3-pTOpIUnepuarH-3-WI)U30MHAOANHBL U 1,3-1uokco-2-(2,6-11oKco-3-
(bTopnUnepUINH-3-1T)U30UHAOINHBI, Takue Kak onucaHHbie B mateHTax CIIIA NeNe 5874448 u
5955476, xaxnaplii M3 KOTOPBIX BKJIIOUEH B HACTOALIMN JOKYMEHT MOCPEACTBOM CCBUIKH.

TunudHble COeTMHEHUST UMEOT (POPMYITY
RI

o 0
RA c"’/ F NH
N
N 0
C/
R Y

rae: Y npencrasisieT coboit kucaopon wir Hy, u kaxneiii u3 R R? R3 u R*, HezaBucumo
OT JIpPyTHX, TPEeACTaBiIsieT cOoOOM BOAOPOA, TajoreH, ankua ¢ 1-4 aromamu yrieponaa,
aJKOKCHUrpymnmy ¢ 1-4 atomamu yriepoaa uid aMHUHOIPY Y.

[0155] [dpyrumu  cnenuUYHBIMH ~ MMMYHOMOIYJHPYIOIIUMH  COEAUHEHUSIMH,



51

PACKpPBITBIMHU B TAHHOM JIOKYMEHTE, SIBJISAIOTCA 1-0KCO- U 1,3-THMOKCOM30MHI0IMHBL, 3aMEIEHHbIE
B 4-M WU 5-M IIOJIOKEHUU UHAOJHMHOBOIO KOJblla, onucaHHble B mateHTe CIIIA Ne 6380239 u
nateare CIIIA Ne 7244759, xortopbie 00a BKIFOYEHBI B HACTOSIINI JOKYMEHT MOCPEICTBOM

cchUTKU. TUNHMYHBIE COeNMHEHUS] UMEIOT PopmyTy:
o O

\N—*c—(CH Jo—C—R!
C/ \Rs 2 M

Xl
\\0

x!

B KOTOpOI atoM yriepona, odo3HadueHHbI C*, mpeacTaBisieT OO0 XUPATBHBIA LIEHTP
(korma n He paBHO HyJtO, M R! He siBisieTcst TeM ke, uto ¥ R?); omun u3 X! u X? npencrasnsier
co00¥ aMHHOTPYIIY, HUTPOTPYIIITY, aJIKUJI C YUCIJIOM aTOMOB YIJIEPOAA OT OJJHOTO 10 MIECTU WU
NH-Z, a npyroit u3 X! wiu X? npezncrasisier coboii Bogopon;, kaxabiid u3 R u R?, HezaBrucumo
OT ApYyTOro, mpeAcTaBisieT coboit ruapokcurpymny win NH-Z; R3 npexncrasnsier coboii Bonopox,
aJKWJI C YHUCJIOM aTOMOB YIJIepOoJa OT OAHOrO A0 ILIECTH, Tajiore€H WU TaJOTeHANKuiI, Z
npencTaBisieT cOOOH BOAOPOM, apwil, AJIKUJI C YHUCJIOM aTOMOB YIJIEpOa OT OJHOIO A0 LIECTH,
(bopMUIT MK A1UIT C YUCIIOM aTOMOB YIJIEPOZa OT OAHOTO JI0 IIECTH; U N uMeeT 3Hauenue 0, 1 win
2;

TIPU YCIIOBHH, YTO eciii X! mpezcTaBisieT coboii aMUHOTPYTINY, & N UMEET 3HaueHue 1 uiu
2, torga R! u R?, 06a He SIBISIFOTCS TUAPOKCHIILHOM TPYIIION; M MX COJIH.

[0156] [lpyrue TUNHYHBbIE COENUHEHUST UMEIOT PopMyTy:

7\

7 N_e o
N =/
N—C\—(CHZ),,—C—R'

XZ R3

X]

B KOTOPOU aToM yriepona, obo3HaueHHblii C*, mpencrasnseT coOOM XUpabHBINA EHTP,
Korma n He paBHO Hymo, U R! He sBusercs R?, ommu w3 X! m X? mpencrasnsier coOoit
aMUHOTPYIIIY, HUTPOTPYIITy, aJIKUJI C YUCIIOM aTOMOB YIJIepoJia OT OAHOro A0 mectu wiu NH-Z,
a npyroi u3 X! mnu X? npexncrasnsier coboit Bomopox; kaxkabii u3 R! u R?, He3aBHCHMO OT
APYroro, mpeacraBisier codoi ruppokcurpynmy wid NH-Z; R3 npencrasnser coboii ankun ¢
YHCJIOM aTOMOB YIJIEpOAa OT OJHOTO JIO LIECTH, raJioTeH WM BOIOPOX; Z MPECTaBIsET COOOH
BOZIOPO/, apuJl WJIH aJIKWJI UK allUJI C YUCJIOM aTOMOB yIJIepOJia OT OJJHOTO 70 LIECTH; U N UMeeT
3Hadenue 0, 1 unm 2.

[0157] KoHkpeTHBIE TPUMEPHI BKJIIOYAIOT, HO HE OTPAHUYHMBAIOTCA UMH, 2-(4-aMuHO-1-
0KCO0-1,3-aurupon30nHA0N-2-1i)-4-KapOaMOMIMACISIHY IO KUCIOTY U 4-(4-amuHO-1-0kco-1,3-
OUTAAPOU3OUHIION-2-11)-4-KapOaMOMIIMACIITHYI0 KUCIIOTY, KOTOPbIE MMEIOT HIDKECIIEAYIOLIHNe
CTPYKTYpBI, COOTBETCTBEHHO, M UX (PapMaleBTUYECKH TPHUEMIIEMbIE COJH, COJbBATHI,

MPOJICKAPCTBCHHBIC COCANHEHUA U CTCPEON3OMEPDI.
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OH

NH,

NH,

NH,

[0158] Apyrue THNMYHBIE COENUHEHUS] UMEIOT (POopMyJTy:

o O
C//I '\\C_RZ (0]
\N—"c/—(CH —C—R!
< \R3 e

XZ
\\O

XI

B KOTOpPOI1 aToM yriepona, o0o3HaueHHslit C*, npencrasisier coO0i XUpaIbHBIA LIEHTP,
Korma n He paBHO Hymo, U R! He sBusercs R2, omun w3 X! m X? mpencrasnsier coboil
AMHUHOTPYIIY, HUTPOTPYIIY, aJIKUJI C YUCJIOM aTOMOB yTJIepoa OT OJHOTO 10 mectu wiu NH-Z,
a npyroi u3 X! mnu X? npexncrasnsier coboit Bomopox; kaxkabii u3 R! u R?, He3aBHCUMO OT
APYroro, mpeacraBisier codoi ruppokcurpynmy wid NH-Z; R3 npencrasnser coboii ankui ¢
YHCJIOM aTOMOB YIJIepOAa OT OJHOTO JIO LIECTH, TajioreH WM BOIOPOX; Z MPEACTaBIsieT COOOoM
BOJIOPOI, APHJT HJTH AJTKWJT WJTH AIlHJT C YHCIIOM aTOMOB YIJIepoAa OT OJHOTO A0 IIECTH; U N UMEET
3HadeHue 0, 1 wim 2; 1 UX COJIH.

[0159] KoHkpeTHBbIe MPUMEPBI BKJIIOYAIOT, HO HE OTPAHUYHBAIOTCS MU, 4-KapOamon-4-
{4-[(dypan-2-unmermn)amuno|-1,3-110KCO-1,3-IUTHAPOU3OMHIOI-2-1JT } MACIISTHY IO KHCIIOTY, 4-
kapbamounn-2-{4-[(pypan-2-uimermin)amuso |- 1,3-1uokco-1,3-1urugpon3onHao-2-

W} MaCJISIHY IO KHCTIOTY, 2-{4-[(pypan-2-unmermn)amuno]-1,3-1uokco-1,3-1uruapon3ouHaon-2-
W }-4-1I-reHIIKapOaMOMI-MaCIsIHy 0 KUCIoTy U 2-{4-[(dypaH-2-mnmernn)amMuHo] 1,3 -arokco-
1,3-aurnapOn30UHAON-2- 1T  IEHTAHUOBYIO ~ KUCJIOTY, KOTOpbIE HMEIOT HIDKECIIEAYIOLIHe
CTPYKTYpPBI, COOTBETCTBEHHO, M UX (PapMaleBTUYECKH TPUEMJIEMbIE COJH, COJIbBATHI,

MPOJICKAPCTBCHHBIE COCAMHEHUA U CTCPEON3OMEPDI.
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[0160] [ipyrue KOHKpETHbIE PUMEPHI COSTUHEHHI UMEIOT (HOpMY Ty
§)

A
N—C—(CH,),—C—R!
C/ \
2 R
X A\
X o
B KOTOPOM:

onua u3 X! u X? npencrasnser coboit Hutpo wnu NH-Z, a apyroit uz X! wim X2
npencTaBisieT CoO0H BOIOPOL;

kakbiii w3 R! v R?, HE3aBUCUMO OT IPYroro, NpeacTaBisieT COO0M THAPOKCUTPYTIITY MU
NH-Z;

R mpencraisieT coO0M aJKUIT ¢ YKCIIOM aTOMOB YIJIEPOA OT OHOTO 10 HIECTH, TAJIOTEH
WIIN BOZIOPOT,

Z nipencrasisieT co00i BOAopoA, peHwn, alpl ¢ YMCIOM aTOMOB YIJIEPOZia OT OHOTO JI0

EeCTU UKW aJIKWJI C YHUCJIOM aTOMOB yIJI€poaa OT OAHOIO 40 WIECTU, U N1 UMEECT 3HAYUCHUEC O, 1 mm
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2:u
ecii -COR? u -(CH,),COR! paznuunsl, aTom yriepona, obo3HadeHHbiii C*, mpeacrasisier
co0OM XUpaTbHBIN LIEHTP.

[0161] Apyrue THNHYHBIE COENUHEHUSI UMEIOT (PopMyTy:

O 0
C/] \C—Rz O
\N ' —(CH,),—C—R!
C/ \R3 2/
2
X )
X! 0
B KOTOPOM:

onun u3 X! u X? npezncrasisieT cOOO0M aJKKJI, COMEPIKAIIUI OT OJHOTO IO [IECTH aTOMOB
yraepona,

kaxapii u3 R! 1 R?, He3aBUCHMO OT APyTroro, NpeacTaBiseT COO0M THAPOKCUTPY Iy HJTH
NH-Z;

R3 mpexncraisieT co0O# aNKUII C YUCIIOM aTOMOB YIJIEPOA OT OAHOTO 0 IECTH, TAJOTeH
WJIY BOJOPO;

Z npencrapisier co0oit BOAOpoA, GeHwm, alu ¢ YMCIOM aTOMOB YIJIEpOsia OT OJHOTO JI0
LIECTH WK AJIKUJI C YUCJIOM aTOMOB yIJIEpOZia OT OAHOTO J10 IECTH; U n uMeeT 3HaueHue 0, 1 wiu
2:u

eci -COR? 1 -(CH,),COR! pasnuunbl, aToM yriepona, 0603HadeHHbIid C*, mpencTapiser
co0OM XUpATBbHBIN LIEHTP.

[0162] Eme oaHuMu CrneuupUUHBIMA HMMYHOMOIYJHPYIOIIUMH  COSIUHEHUSIMHU
SIBJISIFOTCSI U30MHJOJWH-1-0H U HU30MHAOJWH-1,3-110H, 3aMeleHHble BO 2-M TOJOKEHUH 2,6-
IHUOKCO-3-THAPOKCUNTUTIIEpUIUH-5-mioM, onucanHble B mateHTe CIIIA No 6458810, koropsii
BKJIFOYEH B HACTOSIIIHHA TOKYMEHT MTOCPEICTBOM CChLUIKH.

[0163] TunuuHbIe COENMHEHUST UMEIOT (POPMYITY:

B KOTOPOM:

aToOMBbI yTiiepoaa, 0003HaYeHHbIE *, MPEACTaBIISIOT COOON XUpPaIbHBIE LIEHTPHI,

X npeacrasisiet coboit -C (O) - mmu -CH,-;

R! npencrasiusier coboii ankui ¢ 1-8 aromamu yriepona uim -NHR?;

R? npencraisier coboit BOnopo, ankui ¢ 1-8 aTomaMu yriieposa Wid rajoreH; u

R3 mpexncraeisier coboit Bonopoxn,

ankui ¢ 1-8 aTomamu yrieposa, He3aMeIleHHY 0 HIA 3aMELIeHHYI0 allKoKcurpyrmy ¢ 1-8
aTOMaMH yTJepoza, rajloreH, aMUHO- WK aJIKWIAMHHOTpymny ¢ 1-4 atomMamu yriepona,

LUKJIOAJKUA ¢ 3-18 aTtomamu yriaepona,
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deHnn, He3aMELIeHHbI WM 3aMeleHHbI ankwioM ¢ 1-8 aromamu yriepona,
aJKOKCUrpynmnoi ¢ 1-8 aromamu yriepoaa, raJoreHom, aMUHO- WU JIKUJIaMUHOrpynmnon ¢ 1-4
aTOMaMH yTIiepona,

OeH3uy, He3aMeIleHHBbIH WM 3aMELIeHHbIH ankmwioM ¢ 1-8 aromamm yriepona,
aJKOKCUrpynmnoi ¢ 1-8 aromamu yriepozaa, raJoreHom, aMUHO- WU aJIKUJIaMUHOrpynmnou ¢ 1-4
aromamu yriepona unu -COR?, B koTopoii

R* mpexncrasisier coboii Bonopon,

aJKui ¢ 1-8 aToMamu yriepona, He3aMeLIeHHbIM WA 3aMEIIEeHHbIN aJTKOKCUIPYIIoH ¢ 1-
8 atomamu yriepoza, raJJoreHoM, aMUHO- WJIH aJIKWIAMUHOIPynnoi ¢ 1-4 aromamu yraepona,

LIUKJIOAJIKUA ¢ 3-18 aTtomamu yriepona,

deHnn, He3aMeLIeHHbI MM 3aMelleHHbI ankwioM ¢ 1-8 aromamu yriepona,
aJnKoKcurpynmnou ¢ 1-8 aromamu yriiepozaa, raJoreHom, aMUHO- WU aJIKUJIaMUHOrpynmnou ¢ 1-4
aTOMaMH yTJIepoAa, UiIH

OeH3uJ, He3aMeIleHHbIH WM 3aMeLIeHHbIH ankmwioM ¢ 1-8 aromamu yriepona,
ajKokcurpynnoi ¢ 1-8 aromamu yrieposaa, raJoreHoM, aMHHO- WK aJIKWJIaMUHOTpynmoi ¢ 1-4
aTOMaMH YTJIEPOA.

7. IPUMEPBI

B skcnepumenTax, ONMCaHHBIX B IpUMepax 1-3, NCONb30BaIU CAEAYOLINE MAaTEPHAIIbI U
CIIOCOOBL.

[0165] KynpruBupoBanue kietok: kierku Hek293 Beipamwmsanu B cpene DMEM
(ThermoFisher) ¢ mobGaBnennem 10% ¢etanpHOl Oblubeii ceiBOpoTkH (FBS). Knerku C6
KyJIbTUBHPOBAJIM Ha nuTateabHoi cmecu Ham's F12 (ThermoFisher) ¢ nobasnennem 10% FBS.
Knerkun NCIH929, U266B1, KMS12BM, OPM2 u NUDHLI1 kynstusupoBanu B cpene RPMI-
1640 ¢ noGasnenuem 10% FBS.

[0166] IInmasmunsr: xJAHK, xomupyromyro mnonHopasmepHbiii BCMA  denoeka
(UniProtKB-Q02223; TNFRSF17) kioHMpOBadM B 3KCIpecCHOHHBbIH BekTop SF#10008 u
tpanchurmpoBain B kinetku C6. IMTomnopasmepnyro kJIHK, komupyromyro TNFRSF12A
yesnoseka (TWEAKR; NP 057723.1), cyOknoHupoBanu B 3KkcripeccuoHHbiii BekTop pCDNAS3. 1
(+), xoropwri BrociencTsuu TpaHcunmposamn B kierku Hek293. Tpancdexranter Obutn
oToOpaHbl ¢ MCIOIB30BAHMEM NYPOMULIMHA WM HEOMHIMHA, U KJIOHAJIbHBIC MOMYJISILUN ObUTH
CO3/1aHbl U MPOAHATU3UPOBAHBI C TOMOLIBIO TPOTOYHONW LIUTOMETPHH.

[0167] FACS-anamm3: FACS-anTuTena, wuCnoyib3yeMble B STOM HCCIEAOBaHUH,
BkirogaroT: 1) LS-C106982-100, MeimmHOE MOHOKJIOHANBbHOE aHTUTENo npotuB TNFRSF12A
4eJioBeka, KoHbrorupoBaHHoe ¢ R-¢pukospurpunom (PE) (LifeSpan BioSciences, Inc.); 2) EM901,
KOTOpOe paHee ObUIO oxapakrepu3zoBaHo kak BCMA-ces3biBaromee antuteno (Mab42; Homep
MeskayHapoaHoit 3asBku W02017/021450); 3) cneundpuunoe k Fey IgG uenoseka oT koMnaHnuu
Ebiosciences, meuenHoe PE; 4) xortpons nzoruna IgG yenoska; 5) antu-TACI antuteno [1A1]
(Abcam); 6) anTuteno k peuentopy BAFF 8A7 (ThermoFisher); 7) antu-BCMA anTureno 19F2
(BioLegend). Kaxnprii tun knerok (75000 kineTOK/NMyHKY) WHKYOHpPOBAJIM C TMEPBHYHBIMU

antutenamu B Oydepe mist FACS (PBS, conepskammii 0,2% BSA) B Teuenue 25 muHyT B 96-
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nyHo4HOM maHmere. Kierku npomeiBanu oguH pa3 Oydepom miss FACS u wakyOupoBamu ¢
BTOPUYHBIM aHTHUTENOM B passeneHun 1:100 B Tewenme 25 munyt. Ilocne omHOKpaTHOMU
IPOMBIBKH KJIETKH (ukcupoBanu B TedeHne 10 munyT 1%-Mm napadopmanbaerniom, IpoOMbIBaIN
oydepom mist FACS u pecycnennuposanu B 100 mxn Oydepa mans FACS. Meuensle KIeTKu
aHATM3UPOBAIM C HCIOJB30BAaHMEM MpPOTOYHOro muromerpa Attune NxT, a naHHbIe
obpabarsiBanu ¢ nomoiso FlowJo 10.0.8r1 (FLOWJO LLC) B coOTBETCTBUU C HHCTPYKLUSAMHU
MPON3BOIUTEIS.

7.1. lIpumep 1

[0168] Awnturen cospeBanus B-knerok (BCMA), Ttakke W3BECTHBIH Kak dWieH
cynepcemeiictea 17 penentopos ¢akropa mHekposa onyxonu (TNFRSF17), npeacrasnsier coboit
0eoK, KOTOPBII HaliIeH PU MHOTUX Pa3JIMYHbIX THIIAX paka.

[0169] Ilonyuenue anturen npotuB BCMA: anturena npotus BCMA uenoseka Obutn
nojiydeHbl B pesynbraTe uMMyHm3auuu >kuBoTHeIX OmniFlic (Ligand Pharmaceuticals) x
RATSLew, mnposenenHodi B Aldevron Freiburg (®paiiOypr, I'epmanusi) ¢ MHOTOKpaTHbIM
npumenennem Bektopa JIHK, comepxamero BCMA-(ak 1-54) u pekoMOMHAHTHBIH
BHeKJieTouHbIl foMeH BCMA uenoseka (ax 1-54), npuobperennsiii B AcroBiosystem (Hproapk,
Henasep, 19711). Cobupanu mumdatuueckue y3iabl OT UMMy HOPEAKTHBHBIX KUBOTHBIX, H OOIIYIO
PHK skcrparuposany u3 nepsuuHbIx JuMpounTos B Teneobio, Inc. (ITano-Ansro, Kamudopaus).
Bapuabensubie obnactu IgG Opimn ammmuduimpoBaHsl B KoM obpasne nepes npoBeaeHneM
NAPHOKOHLIEBOI'O CEKBEHHPOBAHMS CIIEAYIOWEr0 IOKOJEHUS C TOCHEAYIOIUM PAaHTOBBIM
aHAJTU30M Il KOJIMYECTBEHHOTO OMpEIENICHHsT YPOBHS SKCIPECCUH I KaXKIOH YHHKaJIbHON
BapuabenbHOM obnactu IgG venoseka.

[0170] Dxcnpeccus antuten npotius BCMA: panee onucanHble mATh V-001acTeit BMecTe
¢ maHenbto mpenanonaraeMbix BCMA-peakTHBHBIX Vy ObUIM KOTPaHC(HULMPOBAHBI C OJHOHN
obmeit V; B cranmaptHoMm ¢opmarte anturen IgGl/kappa. Bee mocnenoBaTenbHOCTH aHTHTEN
Obutn cyOxoHnpoBanbl B BekTop pTTS mst sxcnpeccun 6enkos miekonuTaromux (NRC-CNRC,
OrtraBa, Onrapuo, Kanana). AnTuTena TpaH3ueHTHO TpaHCUIpoBanu B kietku Expi293 wmun
ExpiCHO-S (Thermo Fisher Scientific, Vonram, Maccauycerc) B 24-riiyOOKOJyHOUYHBIX
ianmeTax (kat.Ne P-DW-10ML-24-CS, Axygen, TerokcOepu, MaccadyceTc) B COOTBETCTBHU C
npotokojgamMu npousBonurtens. Jns kaxgoro anturena cootHomenue JIHK mns LC:HC 1:1
ucnonb30Ban s sxcnpeccuy npu 0,5 mxr/mn JIHK/MI 5KCripecCHOHHON Cpenbl, U KYJIBTYPhI
BCTpsixuBau nipu S00 06/MUH, UCTIONB3YsT 3-MM OpOUTANBHYIO MIaTGOpPMy JJIsi BCTPSIXMBAHUS
npu 37°C B armocdepe 5% CO,. Uepe3 mectb-ceMb IHEH Mocie TpaHCHEKIHU CpPeay B
raHmeTrax ocerisuid neHtpudyruposanuem (3724 RCF, 4°C, 30 muH), U CynepHaTaHTHI
NEPEHOCHIIM B HOBBIE MHOT'OJTy HOUHBIE IUIAHLIETHI, TPeJHA3HAUEHHBIE JIJIs1 ONIPEIENIEHHUs TUTPA C
UCTIONIb30BaHNEM OuoceHcopoB Ha Oenke A Ha ycrpoiictBe Octet Red 384 (Pall ForteBio,
®pumont, Kanndopraus) 1 mpoBOIMIM CKPUHUHT HA aKTUBHOCTb.

[0171] Ilocne wuneHTHPUKAIMHU CYNEPHATAHTOB, NAIOLINX IOJIOKUTENBHBIA OTBET,
noreHmaigbable aHTH-BCMA  Monekysipl ObUTM TPaH3UEHTHO TPAHCHULMPOBAHBI B KIJIETKH

ExpiCHO-S B obbeme 60 mn B xombax Dpnenmeriepa Ha 250 mu (xat.Ne: 431144, Corning,
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Trroxcbepu, Maccauycerc) B COOTBETCTBUH C HHCTPYKLUSMH POU3BOAUTENSI M BCTPSIXUBAIN NIPU
37°C u 120 o0/muH Ha BcTpsxuBaeMoil ruatgopme ¢ opburoit 25 mm. Ilocne onHoW Henemu
KYJIbTUBUPOBAHMS CylepHaTaHThl codupanu nenrpudyruposanuem (3724 RCF, 4°C, 30 munyT)
¢ mocnenyrotel ¢uibrpamueit (kat.Ne 89220-720, VWR, Pennop, IleHcunbBanms) u 3aTteM
OYHILAJIH.

[0172] Ouncrka antu-BCMA anTHTEN: OTQWIBTPOBAHHBIE CYNEPHATAHTHI OYHIIAIH C
ucrnosb3oBanueM 5 My cmoibl Mab Select Sure Lx (kar.Ne 29157185, GE Healthcare) Ha
xpomarorpaduueckoii cucteme AKTA Pure (xkat.Ne 29046694, GE Healthcare). Dt obpasibl
3JIFOUPOBAJIM C KOJIOHKHM, MCTNOAb3ys uurpaTt Hatpus, pH 3,0, u Helirpanusosanu 1o pH 5,5 ¢
nomomeo 3M Tris-HCl. Koneunsle oOpa3ubl auann3oBanu B J1aOOpaTOPHBIA yHHUBEPCAIbHBIN
oydep (10 MM anerar Hatpusi, pH 5,2 u 9% (macc./00.) caxapo3sl). KoHIIEHTpaLmio U YUCTOTY
(oueHka arperaunn) u3Mepsuu ¢ ucrosnb3oBanneM SEC-kononku (kat.Ne PL 1580-3301, Agilent,
CIIA).

[01732] Ananu3 cBsizpiBaHus st aHTU-BCMA  aHTUTEN METOAOM MOBEPXHOCTHOTO
IUTA3MOHHOTO pe3oHaHca: pabounii Oydep, NCHONb3yeMblil B 5TOM aHAJIU3€e, MPEICTABIIsLT COOO0M
HBS-EP (150 MM NaCl, 10 MM Hepes pH 7,4, 3 MM EDTA u 0,005% noBepXHOCTHO-aKTHUBHOT'O
Bemiectsa P20). /Ins HeaBuaAHbIX u3Mepenuii, anturena 320199 u 319883 Obuir UMMOOMITM30BAHBI
Ha umne ¢ Oenkom A (GE Healthcare) B xoHuentpamum 2 MKI/MJI, B TO BpeMsl Kak
pexomOuHanTHBIE Hu-BCMA (BCMA uenoseka) ot Acro Biosystems (BCA-HS522y), a Taxxke
Cyno-BCMA (BCMA sBaHCKOTO Makaka) ¢ OTIIEIUIeHHbIM F¢ mpomnyckany HaJ HUMH, HAaYUHAs
C MaKCUMaJIbHOW KOHLeHTpaiwu 50 HM ¢ mocienyrmuMi 3-KpaTHbIME pazOaBieHusMu 1o 0,6
HM (50 HM, 16,66 HM, 5,55 uM, 1,85 uM, 0,6 1M u 0 HM). AHanuzsl npoBoawH pu 25°C u
37°C u ckopoctu notoka 10 MkJ1.

[0174] Hlectp antu-BCMA knonoB ot Teniobio (320199, 319883, 319952, 320262,
319966, 320111) O6pum mpoTecTrpoBaHbl Ha cBsidbiBaHue ¢ Human-BCMA (uenoseka), Cyno-
BCMA (sianckoro makaka) u Cyno-TACI (B3aumoneiictyromuii ¢ CAML TpaHcMeOpaHHBIH
AKTUBATOPHBIA OEJIOK SIBAHCKOTO MaKaka), SKCIPECCUPOBAHHBIX B KyeTKaxX 293 ¢ MbimmHbIM Fc-
Terom, ¢ ucnojn3osanuem npudopa Biacore-8K (GE Healthcare). beutn npoBeneHsr H3MepeHHst
asupHocTH ((pur.1A) u HeaBugHOCTH (ur.1B).

[0175] dnst u3MepeHusi aBUAHOCTH aHTUTEHBI 3aXBaThIBAJIN HA MOBEPXHOCTHU, CITOCOOHOMU
CBSI3BIBATHCS C MBILIUHBIME AHTHTEIAMH, B KOHIEHTPALUH 2 MKI/MJI, B TO BpeMsl KaKk aHTUTENA
MIPOIYCKAJIA C HAYaJIbHOW MaKCUMaJIbHOU KOHLeHTpauuen 50 HM ¢ nocnenyomuMy 3-KpaTHbIMU
pazbasnerussmu 10 0,6 HM (50 HM, 16,66 HM, 5,55 HM, 1,85 HM, 0,6 HM U 0 HM). AHANTHU3BI
nposoamyu nipu 25°C u ckopoctu motoka 10 Mki/mMuH st 3axBata, 30 MKJI/MUH B Te€4eHHE 3
MUHYT JUI aCCOLMAIMU M 5 MHUHYT s qucconuannd. [IoBepXHOCTh pereHepHpOBaIU TOCIHE
KaKA0ro [ukJia ¢ momomsio 10 MM rinunuHa, pH 1,5, B Teuenue 1 munyThL. B KauecTse pabouero
Oydepa, ucnonbzyemoro B 3toM aHanuse, 0but B3siT HBS-EP (150 MM NaCl, 10 MM Hepes pH
7,4, 3 MM EDTA u 0,005% noBepXHOCTHO-aKTUBHOTO BetnecTsa P20).

[0176] AHann3 maHHBIX MPOBOAWIM C HCIOJB30BAHUEM IPOTPAMMHOrO OOECIeueHus

Biacore 8K Analysis (GE Healthcare), paccmaTpuBasi naHHblE ¢ ABOHHBIMH KOHTPOJISIMH H
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ucnosp3yst Moaensb Jlenrmropa 1:1 ana annpoxkcumauuu kpuBoil. AHTU-BCMA antHTENnO OT
EngMab ncnonp30Baiv B Ka4eCTBE MOJOKUTEILHOTO KOHTPOJIS, a antuTeno npotus RSV1-1gGl
HCIOJIb30BAJIM B KAU€CTBE OTPULIATEILHOTO KOHTPOJIS.

[0177] IMMyHOTHCTOXUMHS: OJHOLBETHOE HMMYHOTHCTOXHUMHUYECKOE OKpAILINBAHHE
(IHC) ¢ ucnionbzoBanneM DAB cBsi3pIBarommx MoJieKy1 B kapkace IgG uenoBeka wiii KpoJjiuka ¢
HopMmanbHBIMU IgG uenoBeka u kponuka (Abcam, ab172730) B kadecTBe KOHTpoOJIeH HM30THIIA
BomonHsun Ha Bond-III Autostainer (Leica Microsystems) ¢ Habopom Bond polymer refine
detection (Leica, DS9800). B ¢uxcupoBannbix (opmanmaom, 3anutsix napapusHom (FFPE)
cpe3ax (4 MKM) KJIETOYHOTO OCajKa JI€MACKHPOBAJIM AHTUIEH C TOMOLIBK pacTBopa 1 ams
u3pneueHuss snutonos (Leica, AR9961) B Teuenme 20 munyt npu 100°C u OGnokuposanu
NEPOKCUIHBIM OJIOKHUPYIOIIUM areHToM B TedeHue S5 MuHYT. Cpe3pl MHKyOHpOBaiM CO
CBA3BIBAIOIMMHU areHTaMu IIPU COOTBETCTBYIOIIMX pa3BeACHUsX B TeueHue 15 munHyT. s
CBSA3BIBAIOLUX areHTOB B Kapkace IgG yenoBeka UCHOIB30BaIM BTOPUYHOE KPOJIUYbE AHTUTENO
npotuB IgG uenoseka (Abcam, ab2410, 1:100) va 8 MuHyT. DTOT WWAar He TpebOBaCS A
CBSI3BIBAIOIINX areHTOB B Kapkace kpoimubero IgG. 3atem cpe3bl HHKyOHpPOBaIH B MOJHMEpPE B
TedeHue 8 MuHyT, nposieisiii B DAB B Teuenue 10 MuHyT, OkpamuBaiu reMaTOKCHJIMHOM B
TeueHHe 5 MHUHYT, TOKPhIBAJIH NOKPOBHBIM cTekyioM Sakura Finetek.

7.2. HceaenoBanus cesizbiBanust antu-BCMA antures. Ilpumep 2

[0178] Oror mpumep nemoHctpupyer, uto IgG uenoseka, 320262, 319966, 320111,
319883 u 320199, pacnosnatot kierku C6, skcnpeccupyromue 6emok BCMA uenoseka. Knetku
C6, crabunpHo TpaHchuuupoBanHbie BCMA uenoBeka Uiv JIOKHO-TPAHCPUIIMPOBAHHBIE KJIETKH
C6, unkybOupoBamu ¢ 0,4 mxr/ma EM901, 320262, 319966, 320111, 319883 wumu 320199.
PeaxkTuBHOCTD Kax1oro anturesaa koHTponuposanu ¢ nomouisto FACS. EM901, antureno, ans
KOTOpOro paHee Obuto moOkazaHo cBsizbiBanne ¢ BCMA (momep marenta W02017021450),
Xopomo CcBs3biBajo TpaHcekTaHToB CO6-BCMA, monrsepskmasi skcrpeccrro BCMA stumu
kietkamu. [To cpaBHEHHUIO ¢ HeTpaHCPHUIMPOBAHHBIMU KiieTkamu C6 (JieBasi rucTorpamMma (CHHsIs)
KPUBasi B KAKJOMN MaHeNN), THCTOTPAaMMBbI, COOTBETCTBYOIINE HOMepaM 320262, 319966, 320111,
319883 u 320199 (mpaBas ructorpamma (KpacHasi) KpHBas B KaKIOW TaHENH), MOKa3aJln
CyLIEeCTBEHHbIE CABUTH BIpaBo (purypa 2). DT pe3yapTaThl MOKa3bIBAOT, 4To 320262, 319966,
320111, 319883 1 320199 pearupytot ¢ uenoseueckuM BCMA , skcripeccupyembIM Ha KJIE€TOYHOMN
MOBEPXHOCTU. BKIIOUeHb! reoMeTpuyeckre CpeHue 3HaUeHUs, KOJMYECTBEHHO OMMCHIBAIOIINE
3TO cBs3bIBaHME (purypa 2).

7.3. UccnenoBanus cesizbiBanust aHTH-BCMA anturen. llpumep 3

[0179] Dtor nmpumep mokaseiBaeT, uro 320262, 319966, 320111, 319883 u 320199 we
cBsa3bBatoT  kietkn  Hek293,  skcmpeccupyromue — TOJHOPa3MEpHBIH  UEIOBEYECKHH
TNFRSF12A/TWEAKR, unen cemetictBa TNF-peuentopos, poactBeHHeix BCMA. Knetku
Hek293 crabunpro Tpancounmposansbie uenoBedeckuM TNFRSF12A, unkyOuposamu ¢ 0,4
MKr/Mj1 KoHTposisi m3otumna IgG demoseka, 320262, 319966, 320111, 319883 wumm 320199.
PeakTuBHOCT KaXxmoro anrturena koHTposnupoBaimn ¢ momombio FACS. Knerkm Hek293-

TNFRSF12A, okpamennbie antTurenoM npotus TNFRSF12A, cBuneTenbCTByOT 00 SKCIIpeccun
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TNFRSFI12A. OTHOCHUTENBPHO KOHTPOJS H30THNA (CHHSISI THCTOTPaMMa) CIOBUTH BIIPABO
THECTOrPaMM, COOTBETCTBYIOIINX HOMepaM 320262, 319966, 320111, 319883 1 320199 (moka3aHsb!
KpacHbIM), OOHapykuTh He yranoch (purypa 3). ITu pe3yapTaThl MOKa3bBAOT, YTO 320262,
319966, 320111, 319883 u 320199 He npOABIAIN 3HAYUTEBHON CBA3BIBAIOLIEH AKTUBHOCTH B
orHowiennu TNFRSF12A yenoseka. I1oka3anbl reoMeTpudeckue CpeaHUe AJisi KOJIMUECTBEHHON
OLIEHKH 3TOTO CBs3bIBaHMS (purypa 3).

7.4. UccaenoBanus cesizbiBanust aHTU-BCMA anturean. Illpumep 4

OTtoT mpuMep aeMoHcTpupyer, uto 320262, 319966, 320111, 319883 u 320199
pacmo3HaroT KJIeTKU MHOXecTBeHHON MuenaoMbl NCIHO929, koTopble 3HAOT€HHO 3KCIPECCUPYIOT
BCMA wuenoseka. Knerku NCIH929 unkyOuposanu ¢ 1,0 mMxr/mn koHTpons usoruna IgG
yenoseka, EM901, 320262, 319966, 320111, 319883 unu 320199. PeakTUBHOCTH KaXAOTO
aHTuTena koHTpoauposanu ¢ nomowmbo FACS. Antuteno EM901, pacnosnarouiee BCMA,
npouHo cBs3biBaercss ¢ kierkamu NCIH929. OtnocutenpHO KOHTposs wu3oTuna (JieBas
rucTorpaMma (CHHss1) KpUBasi B KaKAOH MaHEeNIH) TUCTOrPaMMBbl, COOTBETCTBYIOIIHME HOMEpaM
320262, 319966, 320111, 319883 u 320199 (mpaBas rucrorpamMmMa (KpacHast) KpuBasi B Ka>kao
TIaHEJN ), TOKA3aJIH CYIeCTBEHHbIE CABHUTH BNIPaBo ((purypa 4). DTH pe3ynbTaThl IOKA3bIBAIOT, YTO
320262, 319966, 320111, 319883 u 320199 B3aumopeiictBoBamu ¢ kjerkamu NCIH929.
IToka3aHbl reOMeTpUUECKHE CPEIHUE AJIST KOJIUYECTBEHHON OLIEHKU 3TOrO CBs3bIBaHUSA ((purypa
4).

7.5 Uccnenosanus cesizbiBanus aHTu-BCMA anTuten. llpumep S

JtoT mpuMep neMoHcTpupyer, uyto 320262, 319966, 320111, 319883 u 320199
pacro3HAKOT  KJIETKU MHOXecTBeHHOW wMuenombl BCMA®', U266B1 u KMSI12BM,
uHKyOupoBanubie ¢ 0,016-10 mxr/mn xonTpons m3oruna IgG yenmoseka, EM901, ¢urype 5.
PeakTBHOCTH Ka3k0TO aHTUTENA KOHTpOupoBaiu ¢ momoinsio FACS. EM901, 320262, 319966,
320111, 319883 u 320199 cesizpiBaniu U266B1 1 KMS12BM 0THOCUTETBPHO KOHTPOJISI U30THUTIA
no3o3aBucuMbiM obpaszom (purypa S5). Kpome Toro, 320262 u 320111 pacmo3Hanmm KJIETKU
MHOkecTBeHHOH muenomel OPM2, koropeie sxcnpeccupyror BCMA, Ho He TACI unu BAFF
perentop, npyrue 4ieHsl cemerictsa TNF-penentopos, ponctsennbie BCMA (kpuBast 103a-0TBET
u ructorpamma, ¢urypa 5). Hamportus, 320262 u 320111 He ceszpBatoT kietku NUDHLI,
kotopsie siBisitoTcss BCMA/TACI/BAFFR™ (kpuBast 103a-0TBET U ruCcTOrpaMma, gurypa 5). Itu
pe3yJIbTaThl MOKa3bIBAKOT, uTO 320262, 319966, 320111, 319883 u 320199 nposisnsiror BCMA-
3aBHUCUMOE, 10303aBUCUMOE CBsi3biBaHHeE ¢ kjeTkamu. [IokasaHbl reomeTpudeckue cpefaHue Ais

KOJINYECTBEHHOH OLIEHKH 3TOrO CBsI3bIBaHUs (purypa 5).
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SEQ | OIIMCAHUE TMOCJIEIOBATEJIBHOCTD
ID
NO.
1 O6mass  nerkas | EEVMTQSPATLSVSPGERATLSCRASQSVSSNLAWYQQKPGQAPRLLIYGASTRATGIPARFSGSG
uens VL SGTEFTLTISSLQSEDFAVYYCQQYNNWPWTFGQGTKVEIK
2 cLC CDRI1 RASQSVSSNLA
(o Kabary,
Yoruu, IMGT)
3 cLC CDR2 GASTRAT
(o Kabary,
Yoruu, IMGT)
4 cLC CDR3 QQYNNWPWT
(o Kabary,

Yoruu, IMGT)

cLC

GAAATTGTGATGACTCAGTCGCCCGCCACCCTGTCCGTGTCTCCGGGAGAGCGGGCCACTCTGAGCTGT
CGCGCGTCACAGTCGGTGTCCTCCAACCTCGCCTGGTACCAGCAGAAGCCTGGACAGGCCCCAAGACTG
CTGATCTACGGCGCCTCCACCCGGGCCACCGGGATTCCTGCCCGGTTCTCCGGCTCCGGTTCCGGCACTG
AGTTCACCCTGACCATCAGCTCACTGCAGTCCGAGGACTTCGCCGTGTACTACTGCCAGCAGTACAACA
A

CTGGCCGTGGACCTTTGGCCAAGGAACCAAGGTCGAAATCAAG

320111 VH

QLPLQESGPGLVKPSETLSLTCTVSGGSIRSSSYYWGWIRQPPGKGLEWIGTIYYSGSTYYNPSLKS
RVTISVDTSKNQLSLKLSSVTAADTAVYYCARPYYDSSGYYYYWGQGTLVTVSS

320111 VH

SSSYYWG
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CDRI1 no Kabary

8 320111 VH | TIYYSGTYYNPSLKS
CDR2 no Kabaty

9 320111 VH [ PYYDSSGYYYY
CDR3 no Kabaty

10 320111 VH | GGSIRSSSY
CDRI1 no Yortuu

11 320111 VH | YYSGS
CDR2
o Yoruu

12 320111 VH | PYYDSSGYYYY
CDR3
no Yoruu

13 320111 VH | GGSIRSSSYYWG
CDRI1 no IMGT

14 320111 VH | TIYYSGSTYYNPSLKS
CDR2 no IMGT

15 320111 VH | PYYDSSGYYYY
CDR3 mo IMGT

16 320111 VH CAGCTGCCGCTGCAGGAGTCGGGCCCAGGACTGGTGAAGCCTTCGGAGACCCTGTCCCTCACCTGCACT

GTTTCTGGTGGCTCCATCAGGAGTAGTAGTTACTACTGGGGCTGGATCCGGCAGCCCCCAGGGAAGGGG
CTGGAGTGGATTGGGACTATCTATTATAGTGGGAGCACCTACTACAACCCGTCCCTCAAGAGTCGAGTC
ACCATATCCGTAGACACGTCCAAGAACCAGCTCTCCCTGAAGCTGAGCTCTGTGACCGCCGCAGACACG
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GCTGTGTATTACTGTGCGAGACCTTACTATGATAGTAGTGGTTATTACTACTACTGGGGCCAGGGCACCC
TGGTCACCGTCTCCTCA

17 320199 VH QLQLQESGPGLVKPSETLSLTCTVSGGSISSSNSYWGWIRQSPGRGLEWIGRIYYSGITHYNPSLKSRVTISVD
TSKNQFSLKLSSVTAADTAVYYCASPYKWNDGNFFGWGQGTLVTVSS
18 320199 VH SSNSYWG
CDRI1 no Kabaty
19 320199 VH RIYYSGITHYNPSLKS
CDR2 no Kabaty
20 320199 VH PYKWNDGNFFG
CDR3 no Kabaty
21 320199 VH GGSISSSNS
CDRI1 no Yoruu
22 320199 VH YYSGI
CDR2
no Yoruu
23 320199 VH PYKWNDGNFFG
CDR3
no Yoruu
24 320199 VH GGSISSSNSYWG
CDRI1 nmo IMGT
25 320199 VH RIYYSGITHYNPSLKS

CDR2 o IMGT
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26 320199 VH PYKWNDGNFFG
CDR3 no IMGT

27 320199 VH CAGCTGCAGCTGCAGGAGTCGGGCCCAGGACTGGTGAAGCCTTCGGAGACCCTGTCCCTCACCTGCACT
GTCTCTGGTGGCTCCATCAGCAGTAGTAATTCCTACTGGGGCTGGATCCGCCAGTCCCCAGGGAGGGGG
CTGGAGTGGATTGGGAGGATCTATTATAGTGGGATCACCCACTACAACCCGTCCCTCAAGAGTCGAGTC
ACCATATCCGTAGACACGTCCAAGAACCAGTTCTCCCTGAAGCTGAGCTCTGTGACCGCCGCAGACACG
GCTGTGTATTACTGTGCGAGTCCGTATAAGTGGAACGACGGGAATTTTTTTGGTTGGGGCCAGGGCACC
CTGGTCACCGTCTCCTCA

28 320262 VH QLQLQESGPGLVKPSETLSLTCTVSGGSISNSNYYWGWIRQPPGKGLEWIGNIYYSGRTY

YTPSLKSRVTISEDTSKNQFSLKVRSVTVADTGVYYCARPDYYGSGTIAWGQGTLVTVSS

29

320262 VH
CDRI1 no Kabary

NSNYYWG

30

320262 VH
CDR2 no Kabary

NIYYSGRTYYTPSLKS

31

320262 VH
CDR3 no Kabary

PDYYGSGTIA

32

320262 VH
CDRI1 no Yoruu

GGSISNSNY

33

320262 VH
CDR2 no Yotuu

YYSGR

34

320262 VH
CDR3 no Yotuu

PDYYGSGTIA

35

320262 VH

GGSISNSNYYWG
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CDR1 no IMGT
36 320262 VH NIYYSGRTYYTPSLKS
CDR2 no IMGT
37 320262 VH PDYYGSGTIA
CDR3 no IMGT
38 320262 VH CAGCTGCAGCTACAGGAGTCGGGCCCAGGACTGGTGAAGCCTTCGGAGACCCTGTCCCTCACCTGCACT
GTCTCTGGTGGCTCCATCAGCAATAGTAATTATTACTGGGGCTGGATCCGCCAGCCCCCAGGAAAGGGG
CTGGAGTGGATTGGGAATATCTATTATAGTGGGAGAACCTATTACACCCCGTCCCTCAAGAGTCGCGTC
ACCATATCCGAAGACACGTCCAAGAACCAGTTCTCCCTGAAGGTGAGGTCTGTGACCGTCGCAGACAC
GGGTGTGTATTACTGTGCGAGACCGGATTACTATGGTTCGGGGACTATCGCGTGGGGCCAGGGCACCCT
GGTCACCGTCTCCTCA
39 319883 VH QLQLQESGPGLVKPSDTLSLTCTVSGGSISSSNSYWGWIRQSPGRGLEWIGRIYYSGITH

YNPSLKSRVTISVDTSKNQFSLKLSSVTAADTAVYYCASPYKWNDGNFFGWGQGTLVTVSS

40

319883 VH
CDRI1 no Kabary

SSNSYWG

41 319883 VH | RIYYSGITHYNPSLKS
CDR2 no Kabaty

42 319883 VH | PYKWNDGNFFG
CDR3 no Kabaty

43 319883 VH | GGSISSSNSY
CDRI1 no Yoruu

44 319883 VH | YYSGI

CDR2 no Yotuu
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45

319883 VH
CDR3 nio Yoruu

PYKWNDGNFFG

46

319883 VH
CDR1 no IMGT

GGSISSSNSYWG

47

319883 VH
CDR2 no IMGT

RIYYSGITHYNPSLKS

48

319883 VH
CDR3 o IMGT

PYKWNDGNFFG

49

319883 VH

CAGCTGCAGCTGCAGGAGTCGGGCCCAGGACTGGTGAAGCCTTCGGACACCCTGTCCCTCACCTGCACT
GTCTCTGGTGGCTCCATCAGCAGTAGTAATTCCTACTGGGGCTGGATCCGCCAGTCCCCAGGGAGGGGG
CTGGAGTGGATTGGGAGGATCTATTATAGTGGGATCACCCACTACAACCCGTCCCTCAAGAGTCGAGTC
ACCATATCCGTAGACACGTCCAAGAACCAGTTCTCCCTGAAGCTGAGCTCTGTGACTGCCGCGGACACG
GCTGTGTATTACTGTGCGAGTCCGTATAAGTGGAACGACGGGAATTTTTTTGGTTGGGGCCAGGGCACC
CTGGTCACCGTCTCCTCA

50

319966 VH

QLQLQESGPGLVKPSETLSLTCTVSGSSISRSNYYWGWIRQPPGKGLEWIGTFYYSGTTY
YNPSLKSRVTISEDTSKKQLSLNLRSVTAADTAVYYCARPSGYTTSWGQGTLVTVSS

51

319966 VH
CDRI1 o Kabary

RSNYYWG

52 319966 VH | TFYYSGTTYYNPSLKS
CDR2 no Kabaty
53 319966 VH | PSGYTTS

CDR3 no Kabaty

54

319966 VH

GSSISRSNY
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CDRI1 o Yoruu

55

319966 VH
CDR2 o Yoruu

YYSGT

56

319966 VH
CDR3 no Yotuu

PSGYTTS

57

319966 VH
CDR1 no IMGT

GSSISRSNYYWG

58

319966 VH
CDR2 no IMGT

TFYYSGTTYYNPSLKS

59

319966 VH
CDR3 nmo IMGT

PSGYTTS

60

319966 VH

CAGCTGCAGCTGCAGGAGTCGGGCCCAGGACTGGTGAAGCCTTCGGAGACCCTGTCCCTCACCTGCACT
GTCTCTGGAAGCTCCATCAGCAGGAGTAATTACTACTGGGGCTGGATCCGCCAGCCCCCAGGGAAGGGT
CTGGAGTGGATTGGGACTTTCTATTATAGTGGGACCACCTACTACAACCCGTCCCTCAAGAGTCGAGTC
A
CCATATCCGAAGACACGTCCAAGAAACAGTTATCCCTGAACCTGAGGTCTGTGACCGCCGCAGACACGG
CTGTGTATTACTGTGCGAGACCTTCCGGATATACCACCAGCTGGGGCCAGGGCACCCTGGTCACCGTCT
C

CTCA
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DOOPMYJIA U3OBPETEHUA

1. AHTHTEN0, KOTOPOE CBS3BIBAETCS C aHTHTEHOM co3peBanus B-kinetok (BCMA), wiu ero
BCMA-cBsizpBaromuii ¢pparmeHt, conepskamuii nocienosarenbHoctd CDR1, CDR2 wnu CDR3
TSDKEJION LeNu:

a. SEQ ID NO:7, SEQ ID NO:8 u SEQ ID NO:9, cOOTBETCTBEHHO;

b. SEQID NO:10, SEQ ID NO:11 u SEQ ID NO:12, COOTBETCTBEHHO;

c. SEQ ID NO:13, SEQ ID NO:14 u SEQ ID NO:15, COOTBETCTBEHHO;

d. SEQ ID NO:18, SEQ ID NO:19 u SEQ ID NO:20, COOTBETCTBEHHO;

e. SEQ ID NO:21, SEQ ID NO:22 u SEQ ID NO:23, COOTBETCTBEHHO;

f. SEQ ID NO:24, SEQ ID NO:25 u SEQ ID NO:26, COOTBETCTBEHHO;

g. SEQ ID NO:29, SEQ ID NO:30 u SEQ ID NO:31, cOOTBETCTBEHHO;

h. SEQ ID NO:32, SEQ ID NO:33 u SEQ ID NO:34, cOOTBETCTBEHHO,

1. SEQ ID NO:35, SEQ ID NO:36 u SEQ ID NO:37, COOTBETCTBEHHO;

j. SEQ ID NO:40, SEQ ID NO:41 u SEQ ID NO:42, cOOTBETCTBEHHO;

k. SEQ ID NO:43, SEQ ID NO:44 u SEQ ID NO:45, cOOTBETCTBEHHO,

1. SEQ ID NO:46, SEQ ID NO:47 u SEQ ID NO:48, COOTBETCTBEHHO;

m. SEQ ID NO:51, SEQ ID NO:52 u SEQ ID NO:53, cOOTBETCTBEHHO;

n. SEQ ID NO:54, SEQ ID NO:55 u SEQ ID NO:56, COOTBETCTBEHHO, HUJIH

o. SEQ ID NO:57, SEQ ID NO:58 u SEQ ID NO:59, coOTBETCTBEHHO.

2. Anaruteno wiu ero BCMA-cBsi3bIBarouii (pparmMeHT 1o 1.1, rae yKka3aHHOe aHTUTEINO
IOTNOJHUTENTBHO conepskut nocienoBarenbHocTd CDR 1, CDR2 unu CDR3 nerkoit nenu SEQ ID
NO: 2, SEQ ID NO: 3 mum SEQ ID NO: 4, cOOTBETCTBEHHO.

3. AnTureno uin ero BCMA-cBs3bIBaroIui (pparMeHt 1o 1. 1, rae yka3aHHOe aHTUTENIO
nonojHUTeNbHO comepxkut nociaenoatenbHocTd CDR1, CDR2 u CDR3 nerkoii ueru SEQ ID
NO: 2, SEQ ID NO: 3 u SEQ ID NO: 4, cOOTBETCTBEHHO.

4. AnTtureno, kotopoe cps3biBaercsi ¢ BCMA wiu ero BCMA-cBsi3piBaronuii pparmMeHT,
conep KalIiil Jerkyr 1enb, coaepxkamryro nociaeaosarenbHoctd CDR1, CDR2 unu CDR3 SEQ
ID NO: 2, SEQ ID NO: 3 u SEQ ID NO: 4, coorBeTcTBeHHO, U IociienopareibHoct CDRI1,
CDR2 u CDR3 Tstxenol memnm:

a. SEQ ID NO:7, SEQ ID NO:8 u SEQ ID NO:9, cOOTBETCTBEHHO;

b. SEQID NO:10, SEQ ID NO:11 u SEQ ID NO:12, COOTBETCTBEHHO, HJIH

c. SEQ ID NO:13, SEQ ID NO:14 u SEQ ID NO:15, COOTBETCTBEHHO.

5. ArtuTeno, koropoe ces3biBaeTcst ¢ BCMA, unu ero BCMA -cBsi3pIBaromii pparMeHr,
conep KalInil IErKyro 1enb, coaepskamyto nociaeaosarenbHoctd CDR1, CDR2 unu CDR3 SEQ
ID NO: 2, SEQ ID NO: 3 u SEQ ID NO: 4, coorBeTcTBeHHO, U mociienopareibHoctu CDRI,
CDR2 u CDR3 Tstxenoli mienm:

a. SEQ ID NO:18, SEQ ID NO:19 u SEQ ID NO:20, cOOTBETCTBEHHO;

b. SEQ ID NO:21, SEQ ID NO:22 u SEQ ID NO:23, COOTBETCTBEHHO, HJIH

c. SEQ ID NO:24, SEQ ID NO:25 u SEQ ID NO:26, COOTBETCTBEHHO.

6. Artureno, kotopoe cas3bpiBaercsi ¢ BCMA, mn ero BCMA -cBsi3biBaromuii pparmMent,
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conep KalInil JIErkyr 1emnb, coaepskauryto nociaeaosarenbHoctd CDR1, CDR2 unu CDR3 SEQ
ID NO: 2, SEQ ID NO: 3 u SEQ ID NO: 4, coorBeTcTBeHHO, H IociienopareabHoctu CDRI,
CDR2 u CDR3 tspxenoi uenu:

a. SEQ ID NO:29, SEQ ID NO:30 u SEQ ID NO:31, COOTBETCTBEHHO,

b. SEQ ID NO:32, SEQ ID NO:33 u SEQ ID NO:34, cOOTBETCTBEHHO, HJIH

c. SEQ ID NO:35, SEQ ID NO:36 u SEQ ID NO:37, COOTBETCTBEHHO.

7. Anrureno, kotopoe caszpiBaercsi ¢ BCMA, mnn ero BCMA -cBsi3biBaromuii pparMeHt,
conep KalInil JErkyro 1emnb, coaepsxkauryto nociaeaosarenbHoctd CDR1, CDR2 unu CDR3 SEQ
ID NO: 2, SEQ ID NO: 3 u SEQ ID NO: 4, coorBeTcTBeHHO, H IociienopareabHoctu CDRI,
CDR2 u CDR3 tspxenoi nenu:

a. SEQ ID NO:40, SEQ ID NO:41 u SEQ ID NO:42, COOTBETCTBEHHO;

b. SEQ ID NO:43, SEQ ID NO:44 u SEQ ID NO:45, coOTBETCTBEHHO, UJIU

c. SEQ ID NO:46, SEQ ID NO:47 u SEQ ID NO:48, COOTBETCTBEHHO.

8. AHTtuTeno, koropoe cs3biBaeTcst ¢ BCMA, unu ero BCMA -cBsi3piBarominii ¢pparmeHr,
CoIep KalInil JerkyIo 1enb, conaepskamyto nocienosarenbHoctdt CDR1, CDR2 unu CDR3 SEQ
ID NO: 2, SEQ ID NO: 3 u SEQ ID NO: 4, coorBeTcTBeHHO, U nocienoBarenbHoctu CDRI1,
CDR2 u CDR3 Tsxenoit nenu:

a. SEQ ID NO:51, SEQ ID NO:52 u SEQ ID NO:53, cOOTBETCTBEHHO,

b. SEQ ID NO:54, SEQ ID NO:55 u SEQ ID NO:56, COOTBETCTBEHHO, WU

¢. SEQ ID NO:57, SEQ ID NO:58 u SEQ ID NO:59, COOTBETCTBEHHO.

9. AHTHTENIO WJIH €T0 CBSI3BIBAIOIINIA (PPArMEHT IO JJEOOOMY U3 1. 1 -6, KOTOpbIE COAepIKaT
BapuabeNbHYI0 MOCIenoBaTebHOCTD Jerkoi nenu SEQ ID NO: 1.

10. AHTHTENO MM ero CBs3bIBAIOIIMK (pparMeHT mo odomy u3 . 1-6, KOTOpbIe
COJZIEpIKaT MOCJIeOBATEIbHOCTD BapradeIbHOM nocenosarebHoCTH Tspkesoi nenu SEQ ID NO:
6, SEQ ID NO: 17, SEQ ID NO: 28, SEQ ID NO: 39 unu SEQ. ID NO: 50.

11. AxrruTeno no jgrobomy u3 mm.1-8, rme yka3aHHOE aHTUTENO MPENCTaBIsieT COOOM
MOHOKJIOHAJIbHOE€ aHTUTEJIO, XUMEPHOE AHTHUTENIO, TUAHTHUTENIO, OUCTEIU(PUYIHOE AHTHUTEJIO,
oucnermduunbii Fab,, oucnennpuynsiii (mab),, r'yMaHH3UPOBAHHOE AHTUTEJIO, UCKYCCTBEHHO
CO3JIaHHOE YEeJIOBEYECKOe aHTUTeNo, Oucrenuduunplii akTuBatop T-kieTok, OucnenuduyuHbIi
akTuBaTOop NK-KJI€TOK NIM OTHOLIENIOUYEYHOE AHTUTEO.

12. Antureno mo mobomy u3 mm. 1-8, rme yka3aHHOE aHTUTENO MPEACTaBISIET COOOM
Triomab, kih IgG ¢ obmeti nerkoii nensto, CrossMAD, opro-Fab IgG, DVD-Ig, 2 B 1-1gG, IgG-
scFv, sdFv,-Fc, ou-nanoreno, TandAb, DART, DART-Fc¢, scFv-HSA-scFv uau DNL-Fab3.

13. Antureno mo mobomy u3 mm.1-10, rae yka3saHHOE aHTUTENO MPEACTABISIET COOOM
KOHBIOTAaT aHTUTENO-JIEKAPCTBEHHOE CPECTBO.

14. CeszpiBaromuii ¢pparmMeHT mo grodomy u3 mm.1-8, KOTOpeIi mpencrariseT coOoit
ofHoLenovyeuHbll BapuabenbHbiil pparmenT (scFv), Fab-pparmenT umn F(ab’),-¢pparment.

15. IomunenTtua, xkotopeie comep:xkar nocnenoBarenbHocT CDR1, CDR2 unu CDR3
TSDKEJION LeNu:

a. SEQ ID NO:7, SEQ ID NO:8 u SEQ ID NO:9, cOOTBETCTBEHHO;
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b. SEQID NO:10, SEQ ID NO:11 u SEQ ID NO:12, COOTBETCTBEHHO;

c. SEQ ID NO:13, SEQ ID NO:14 u SEQ ID NO:15, COOTBETCTBEHHO;

d. SEQ ID NO:18, SEQ ID NO:19 u SEQ ID NO:20, COOTBETCTBEHHO;

e. SEQ ID NO:21, SEQ ID NO:22 u SEQ ID NO:23, COOTBETCTBEHHO,

f. SEQ ID NO:24, SEQ ID NO:25 u SEQ ID NO:26, COOTBETCTBEHHO,

g. SEQ ID NO:29, SEQ ID NO:30 u SEQ ID NO:31, cOOTBETCTBEHHO;

h. SEQ ID NO:32, SEQ ID NO:33 u SEQ ID NO:34, COOTBETCTBEHHO;

i. SEQ ID NO:35, SEQ ID NO:36 u SEQ ID NO:37, COOTBETCTBEHHO;

j. SEQ ID NO:40, SEQ ID NO:41 u SEQ ID NO:42, cOOTBETCTBEHHO;

k. SEQ ID NO:43, SEQ ID NO:44 u SEQ ID NO:45, cOOTBETCTBEHHO;

1. SEQ ID NO:46, SEQ ID NO:47 u SEQ ID NO:48, cOOTBETCTBEHHO;

m. SEQ ID NO:51, SEQ ID NO:52 u SEQ ID NO:53, cOOTBETCTBEHHO;

n. SEQ ID NO:54, SEQ ID NO:55 u SEQ ID NO:56, COOTBETCTBEHHO, HJIH

o. SEQ ID NO:57, SEQ ID NO:58 u SEQ ID NO:59, coOOTBETCTBEHHO.

16. Ilomunentua no mn.l, rae ykas3aHHbIA MONMUNENTUA AOMOJHUTEIBHO COAEPIKUT
nocnenosatesbHocTH CDR1, CDR2 unu CDR3 nerkoit nenu SEQ ID NO: 2, SEQ ID NO: 3 u
SEQ ID NO: 4, cCOOTBETCTBEHHO.

17. Ilomunentua no mn.l, rae ykas3aHHbIA MONMNENTUA AOMOJHUTEIBHO COAEPIKUT
nocaenoBatenbHocTH CDR1, CDR2 u CDR3 nerkoii nenu SEQ ID NO: 2, SEQ ID NO: 3 u SEQ
ID NO: 4, cOOTBETCTBEHHO.

18. TMonmunentun, xkoropsii comepskutr mnocnenoarenbHocTy CDRI1, CDR2 u CDR3
nerkoi nenu SEQ ID NO: 2, SEQ ID NO: 3 u SEQ ID NO: 4, cCOOTBETCTBEHHO.

19. TlonunenTua, KOTOPbIH COAEPIKUT BapHAOETbHYIO MOCIEN0BATEIbHOCTD JISTKOW LIETTH
SEQ ID NO: 1.

20. IMonwmenTua, KOTOPBIH CONEPKUT BapHUAOENbHYIO MOCIEAOBATEIbHOCTD TSKENIOH
uenu SEQ ID NO: 6, SEQ ID NO: 17, SEQ ID NO: 28, SEQ ID NO: 39 unu SEQ ID NO: 50.

21. KoMmno3unusi, copepskaliasi aHTUTEJO, €r0 CBSI3bIBAIOLIHN (PPAarMEHT HITH MTOJIUNETITU
1o Jrodomy u3 mm. 1-20.

22. Komnosuuusi mo m.2l, rnme yka3aHHAash KOMIIO3WULMS TPEACTaBIsieT CcoOoit
(hapManeBTHYECKYO KOMITO3UIIHIO.

23. Komnosunusa no m.22, rae ykasaHHash KOMIIO3HMLUS COCTaBJI€HA AJi1 BHYTPUBEHHOM,
BHYTPUAPTEPUATIbHOMN, BHYTPUMBILIEYHOM, TOAKOKHON, UHTPAAYPAJIbHOMN, HHTPATEKAJIBHON WIN
BHY TPUOPIOIIUHHON TOCTABKH.

24. TIonuHYKJIEOTH I, KOMUPYIOIUN aHTUTENO, (PparMeHT aHTUTeNa WIIH TOJTUIETITU] 10
nrodomy u3 . 1-20.

25. IlonuHykyeoTHA, KOAUPYIOIIUNA MOJUINENTH], COAEpPKALUN MOCIEA0BATENbHOCTU
CDRI1, CDR2 unmu CDR3 Tsxenoii menw:

a. SEQ ID NO:7, SEQ ID NO:8 u SEQ ID NO:9, cOOTBETCTBEHHO;

b. SEQID NO:10, SEQ ID NO:11 u SEQ ID NO:12, COOTBETCTBEHHO;

c. SEQ ID NO:13, SEQ ID NO:14 u SEQ ID NO:15, COOTBETCTBEHHO;
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d. SEQ ID NO:18, SEQ ID NO:19 u SEQ ID NO:20, COOTBETCTBEHHO;

e. SEQ ID NO:21, SEQ ID NO:22 u SEQ ID NO:23, COOTBETCTBEHHO;

f. SEQ ID NO:24, SEQ ID NO:25 u SEQ ID NO:26, COOTBETCTBEHHO;

g. SEQ ID NO:29, SEQ ID NO:30 u SEQ ID NO:31, COOTBETCTBEHHO;

h. SEQ ID NO:32, SEQ ID NO:33 u SEQ ID NO:34, cOOTBETCTBEHHO,

i. SEQ ID NO:35, SEQ ID NO:36 u SEQ ID NO:37, COOTBETCTBEHHO;

j. SEQ ID NO:40, SEQ ID NO:41 u SEQ ID NO:42, cOOTBETCTBEHHO;

k. SEQ ID NO:43, SEQ ID NO:44 u SEQ ID NO:45, cOOTBETCTBEHHO,

1. SEQ ID NO:46, SEQ ID NO:47 u SEQ ID NO:48, COOTBETCTBEHHO;

m. SEQ ID NO:51, SEQ ID NO:52 u SEQ ID NO:53, cOOTBETCTBEHHO;

n. SEQ ID NO:54, SEQ ID NO:55 u SEQ ID NO:56, COOTBETCTBEHHO, HJIH

o. SEQ ID NO:57, SEQ ID NO:58 u SEQ ID NO:59, coOOTBETCTBEHHO.

26. IlonuHykieoTua, KOAUPYIOIIMM MMOJUIIENTHA, COAEpKAaLlui MNOCIEeI0BATEIbHOCTU
CDR1, CDR2 unu CDR3 nerkoii nenu SEQ ID NO: 2, SEQ ID NO: 3 u SEQ ID NO: 4,
COOTBETCTBEHHO.

27. TlonuHykJeoTH MO M.25, re yKa3aHHbII MOJUHYKJICOTHA CONEPKUT HYKICOTHIHYIO
nocnenosatenbHocTh SEQ ID NO: 5, SEQ ID NO: 16, SEQ ID NO: 27, SEQ ID NO: 38, SEQ ID
NO: 49 unmu SEQ ID NO: 60.

28. TlonuHYKJI€OTHUA, KOTOPBbIH KOAMPYET IOJUIENTH[, COAepKallui BapHaOeIbHYIO
nocjaenoBaTeNIbHOCTD Jierkoi e SEQ ID NO: 1.

29. llonuHykneoTun, KOTOPBIM KOAUPYET TNOJMUINENTUN, KOTOPBIA  COAEPKUT
BapuadebHy0 mnocienoBarenbHocTh Tskenoi nenu SEQ ID NO: 6, SEQ ID NO: 17, SEQ ID
NO: 28, SEQ ID NO: 39 unu SEQ ID NO: 50.

30. TToauHY KJIEOTHIHBIN BEKTOP, COAEPIKAIUN TOJUHYKJICOTH] IO JTF0OOMY 13 . 24-28.

31. Bexrop no n.30, rae yka3aHHbINA BEKTOP SIBJISAETCS SKCIPECCUOHHBIM BEKTOPOM.

32. Bekxrop 1o n1.30, rne yka3aHHBINM BEKTOP MPENCTaBJIsIeT COO0I pETPOBUPYCHBIN BEKTOD
WJTU JICHTUBUPY CHBIN BEKTOP.

33. Knerka, conep:kainasi MOJUHYKJICOTH]T TIO JTEOOOMY 13 1. 24-28.

34. Knetka, cogepsxawmast Bekrop mo n.31 wmm n.32.

35. Knerka no .33 wiu 11.34, rae ykazaHHas KJIETKa SKCIPECCUPYET YKa3aHHOE aHTUTEINIO,
€ro CBS3BIBAIOIIUH (parMeHT WITH TOJTUIETITH]L.

36. Crnoco® mony4eHHs] TMOJMIENTHAA, BKIIOYAIOMUN WHHIMALMIO JKCIPECCUH
YKa3aHHOT'O NOJIMHYKJIEOTHAA KJIETKON Mo 1.35, BCIENCTBHE 4Yero MpOAyLUPYETCs yKa3aHHBIN
MOJIUTICTITH]T, U BBIAEICHUE YKA3aHHOTO MTOJIUIETITHIA.

37. Cnocob monyuyeHus aHtuTeNna, koropoe cesizbiBaercs ¢ BCMA wimu ero BCMA-
CBSI3BIBAIOIIETO (hparMeHTa, BKIIOHYAKOIUN B Ce0s WHHUIHMALMIO SKCIPECCHH YKA3aHHOTO
MOJIMHYKJIEOTHUAA KJIETKOHM Mo 1.35, BCIENCTBHE YEro MpOAYLHUPYETCs YKA3aHHOE aHTUTENO; U
BBIICJICHHE YKa3aHHOTO aHTUTENA.

38. Cniocob ucromenns BCMA -3kcnipecCUpyOIUX KIETOK Y MAlMeHTa, HY KA Ierocst

B 5TOM, BK.]'II-OLIaI-OH_II/Iﬁ B ceOs BBCACHHE MALUCHTY TCPAINCBTUYCCKHU 3(1)(1)6KTI/IBHOFO KOJIM4YECTBA
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anTutena wim ero BCMA-cBsi3pIBatomero ¢gparMeHTa Wi NoJUnenTuaa mno jsodomy us mi. 1-20.

39. Cnocob ucromenus skcnpeccupyrommux BCMA mia3MaTudecKux KJIETOK y MAalHeHTa,
HY>KAAIOLIErocss B O3TOM, BKJIIOUAKOMMKA B cebsd BBENEHHE MALMEHTY TePareBTHUYECKU
s¢ppexkTuBHOrO KonmuecrBa aHtutena wim ero BCMA-cBs3biBaromero (parmMeHTa HiH
NOJIUIENTHIA 1O JroOoMy m3 . 1-20.

40. Criocob nedenus 3a0oneBaHus1, BBI3BAHHOTO SKcpeccupyromumu BCMA knetkamu,
y MaLMEeHTa, HYKIAOLIErocs B 3TOM, BKJIIOYAIOIINN B ceOsl BBEICHNE MALIUEHTY TePareBTHYECKH
s¢pexkTuBHOrO KonmuectBa aHtutena wiu ero BCMA-cBs3biBaromero (parmMeHTra HiH
NOJIUIENTHIA 10 JrFoOoMy m3 . 1-20.

41. Cnoco0 gneueHust 3aboneBaHusi, BBI3BAHHOIO JKcmpeccupyomumu BCMA
IUIA3MAaTUYECKUMHU KJIETKAMHU y TALMEHTa, HY>KAAIOLIerocs B 3TOM, BKIIOYAOIUNA B cels
BBEJICHUE MAIEHTy TepaneBTUUeCKU >(PPEKTUBHOrO Konudectsa aHTurena win ero BCMA-
CBSI3bIBAIOIETO (pparMeHTa WK MOJUIENTHAA 1O Jro0oMy u3 . 1-20.

42. Cnoco0 nedeHHst CBA3AHHOTO ¢ B-kieTkamu 3a00neBaHUs, aCCOLMUPOBAHHOTO C
skcnpeccueit BCMA, y manueHTa, HyKIalOIErocs B ’TOM, BKJIIOYAIOLIUI BBEIEHHUE MMALIUEHTY
TepaneBTH4YecKu 3(PQPEeKTUBHOrO KonudecTBa aHTuTena win ero BCMA-cBs3bIBaroIero
(parMeHTa WU nmonunenTuzaa mno jrdomy u3 mm. 1-20.

43, Cnocob6 mo mobomy u3 mnmn.38-42, rme ykasaHHOe CBsi3aHHOe C B-kieTkamu
3a0oneBaHre MpeAcTaBisieT coOOW IIasMouUTOMy, JUMPOMYy XOJIKKUHA, (HOJUTHKYJISIPHYIO
IUM(POMY, MEJKOKJIETOYHYIO JUM(OMY € HEpacCIIEIUIEHHBIM SAPOM, SHAEMUYECKYIO JUM(OMY
bepkutra, cnopaguueckyro aumpomy bepkurra, auMpomMy MapruHaiIbHOW 30HBI, 3KCTpa-
HOJAJIbHYIO JIUM(POMY JTUM(POUIHONW TKAHHU, aCCOLMUPOBAHHOW CO CIM3UCTBIMH OOOJOYKAMH,
y3JIOBYK0 MOHOLIMTOMIHYIO B-kietounyro aumpomy, numpomy cene3eHkH, JUM(OMY KIIETOK
MaHTHHHOW 30HBI, KPYITHOKJIETOUHYIO JuMpomy, nupdys3Hyro muMdpomy U3 CMEIaHHbIX KIETOK,
UMMYHOONACTHYIO JUM(OMy, TEPBHYHYK) MEIUACTHHAJIBHYIO B-kierounyw aumdomy,
JIETOYHYI0 B-KJIETOYHYIO aHTHOLEHTPUUECKYIO JHM(POMY, MATYIO JUM(OLUTAPHYIO JTUMOPOMY,
nposnmdepanytro  B-kiIeTok ¢ HEONpeneNeHHbIM  3JIOKAYECTBEHHBIM  IMMOTEHIHAJIOM,
TUM(OMATOUIHBIA  TPaHyJIeMaTo3, IMOCTTPAHCIUIAHTALMOHHOE  JuMdomnponudepaTuBHOe
3a0osieBaHre, WMMYHOPETYJIATOPHOE 3a00JieBaHME, PEBMATOMAHBIN AapPTPUT, MHACTEHHIO,
UIUOTIATUYECKYIO TPOMOOIMTONIEHHYECKY IO MypIypy, aHTU(HOCHOTHITUAHBIN CHHAPOM, OO0JIe3Hb
ITaraca, Oone3snp I'peiiBca, rpanyiemaro3 Berenepa, y3eNKOBBIA MOJIHAPTEPHHUT, CHHAPOM
Ilerpena, BYJIbTAPHYIO My3bIpUaTKY, CKJIEPO/IEpPMHUIO, paccestHHbIH CKJIEpPO3,
antudochomununubiii cuaapom, ANCA-acCOUMUPOBAaHHBIN BacKyJuT, Oone3Hb [ 'yamacyepa,
6one3np KaBacaky, ayTOMMMYHHYIO T€MOJUTHYECKYIO aHEMHUIO, U OBICTPO MPOTPECCUPYIOIIUI
rioMepyJoHeppuT, OONE3Hb TSDKENBIX LETNel, MepBUYHBIA WIM UMMYHOLMT-AaCCOLMUPOBAHHBIN
aMUJION03 UM MOHOKJIOHAJIbHYO FaMMOIIATHIO HEYCTAHOBJIEHHOTO 3HAUEHUS.

44. Tlomunentua no mobomMy u3 m.15-18, rae ykasaHHBIA MOJUNENTHA MPEICTABISET
coboii xumepHslit anTureHsbIi peaentop (CAR).

45. TomunenTux o modomy u3 nm.15-18, raoe ykasanuenii CAR comep:kuT yka3aHHbIE

nocienosarepHocTy  CDR1, CDR2 u CDR3 Tmmkenoil wnenmu W/HIM — yKa3aHHbIE
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nocienopatenbHocTt CDR1, CDR2 u CDR3 gerxoii nenu BO BHekJieTouHOM BCMA-
CBSI3BIBAIOLLEM JIOMEHE.

46. Ilomunentua no m.19 umum n.20, roe yxaszaHHbii CAR comepKuT yKa3aHHYIO
NOCJIEIOBATEIBHOCTD JIETKOW LIeTH W/HIIN YKa3aHHYIO IMOCJIENOBATEIbHOCTh TSDKEJIOH LU BO
BHekJIeToOuHOM BCMA -CBs3bIBaIOLIEM JOMEHE.

47. Tlonunentun no n.44, rae ykazanHblii CAR copepXUT ONMH WM HECKOJIBKO W3
TPaHCMEMOPAHHOTO JIOMEHA, NEePBUYHOTO CHTHAJBHOIO JOMEHAa MM KOCTHUMYJIHPYIOLIETO
JIOMEHa.

48. Ilonmunentun no n.44, rae ykasanubiii CAR comep:xut TpaHcMeMOpaHHBIN JOMEH,
MePBUYHBIN CUTHAJIBHBINA JOMEH WIN KOCTUMYJIUPYIOIIUN JOMEH.

49. KneTka, SKCIPeCCUPYOLIasi MOJUIENTH 10 JTIo0oMy u3 mir.44-48.

50. Knerka no n1.49, rae ykasaHHasi KJIETKA SIBJIIETCSI UMMYHHOU KJIETKOM.

51. Knerka o n.50, rae yka3zaHHas IMMYHHasl KJI€TKa INpeacTasisier coboit T-kieTky,
€CTeCTBEHHYI0 KWJuIepHyto KieTky (NK-kieTky) ninm ecrectBeHHyro kmuiepHyro T-knerky (NK-
T-knetky).

52. Cnoco® ucToleHus KIeTok, skcnpeccupyromux BCMA, y natuenTa, Hy KIarerocs
B 9TOM, BKJIOUAIOIIUil B ce0sl BBEIEHHE MALEHTY TepaneBTU4eCKU 3P (PEeKTUBHOrO KOINYECTBA
KJIETOK MO JIt00oMy 13 m.49-52.

53. Cnoco® wucTomeHus IUla3MaTUYeCKUX KIETOK, skcmpeccupyooumx BCMA, y
NalMeHTa, KOTOPhIH B OSTOM HYXKAAETCsS, BKIOYAOLMMA B ceds BBeJEHHE NALUEHTY
TeparneBTHUYeCKH 3P (HEKTUBHOTO KOJHMYECTBA KJIETOK IO JII0OOMy U3 m.49-52.

54. Cnoco0 neuenust 3a00JeBaHus], BBI3BAHHOTO dKcnpeccupyomumn BCMA knetkamy,
y TAalHMeHTa, Hy>KAAloIIerocs B 5TOM, BKJIIOYAIOIIUN BBENEHHE IallUEHTY TeparneBTHUECKU
3¢ pexTHBHOrO KOJUYECTBA KJIETOK MO JIoOoMy U3 mi.49-52.

55. Cmnoco® nedenusi 3aboneBaHMs, BBI3BAHHOTO 3Kcmpeccupyromumn BCMA
IUTA3MATUYECKUMHU KJIETKaMH, Yy TalWeHTa, HY)KTAIOIIErocss B 3TOM, BKIKOYAOMUA B cels
BBEJICHHUE MALMEHTY TepaneBTHYECKH 3(P(PEKTUBHOrO KOJUUYECTBA KIIETOK 1O JIOOMy H3 m.49-
52.

56. Cnocob neueHusi CBsI3aHHOTO ¢ B-kieTkamu 3a00fieBaHMS, aCCOLMHPOBAHHOTO C
skcnpeccueit BCMA, y manuenTa, HyKAArOLIErocss B 3TOM, BKJIFOYAOLIUN BBEICHHUE MAI[UCHTY
TepaneBTHIYeCKH 3 (HEKTHBHOTO KOJHMYECTBA KJIETOK IO JIFoOoMy u3 mm.49-52.

57. Cnocob mo modomy u3 . 52-56, rae ykasaHHOe CBsi3aHHOE ¢ B-kieTkamu HapyLieHue
npeAcTaBsier coOod 1ua3mMouuToMy, JuMpomy XOmKKHHA, (OTHKYJSIPHYIO JuMdomy,
MEJIKOKJIETOUHYI0 JTHM(POMY C HepaclIeIUIEeHHbIM SIAPOM, SHAeMHYecKyro Jumpomy bepkurra,
cnopaguueckyro numdpomy bepkutra, numpoMy MapruHaIbHOW 30HBI, 3KCTPA-HOAAIBHYIO
miMpomy THMEPOUIHOW TKAHH, ACCOLUMUPOBAHHON CO CIM3UCTBIMH OOOJIOUKAMH, Y3JIOBYIO
MOHOIIMTOUIHYIO B-kierounyro mumbomy, muMdomy cene3eHKH, JUMPOMY KJIETOK MAHTUHHON
30HBI, KPYMHOKJETOUHY0 JuMpomy, mudpdy3Hyro JIumMPpoMy U3 CMELIAHHBIX KJIETOK,
UMMYHOONACTHYIO JUM(POMy, TEPBHYHYI0 MEIUACTHHAJIBHYIO B-kierounyrwo muMdomy,

JIETOYHYI0 B-KJI€TOUHYIO aHTHOLEHTPUUECKYIO JHM(POMY, MAIYIO JUM(OLUTAPHYIO JTUMOPOMY,
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nponudepanyro  B-kieTok ¢ HEONpeneNeHHbIM  3JIOKAYECTBEHHBIM  IMTOTEHIHAJIOM,
TMM(OMATOUIHBI  TPaHyJIeMaTo3, IMOCTTPAHCIUIAHTALMOHHOE  JuMdornponudepaTnBHOe
3a0oneBaHne, WMMYHOPETYJATOPHOE 3a00JieBaHWE, PEBMATOMAHBIN AapTPUT, MHACTEHHIO,
UIUOTIATUYECKYI0 TPOMOOIMTOIIEHHIECKY IO MypIypy, aHTU(HOCHOTUIUAHBIN CHHAPOM, O0NIe3Hb
IMTaraca, Oone3np I'peiiBca, rpanHynemaro3 Berenepa, y3eNKOBBIH MOJIUAPTEPUUT, CHHAPOM
ITerpena, BYJIBI'APHY IO Ny3bIPYATKY, CKJIEPOZIEPMHUIO, paccestHHbIN CKJIEPO3,
antudochomumunubiii cunapom, ANCA-accOUMUPOBaHHBIN BacKyJuT, Oone3Hb |'yamacuepa,
6one3np KaBacaky, ayTOMMMYHHYIO T€MOJUTUYECKYIO aHEMHUIO, U OBICTPO MPOrPeCcCUpPYIOIIUI
rioMepyoHeppuT, OONE3Hb TSDKENBIX LENel, MepBUYHBIA WIM UMMYHOLMT-AaCCOLMUPOBAHHBIN

AMUJION 03 NI MOHOKJIOHAJIbHYKO TaMMOIIATHIO HEY CTAHOBJICHHOT'O 3HAYUCHUA.
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