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OIIMCAHUE U3OBPETEHUA
2420-566050RU/045
AHTHITPOJIUPEPATUBHBIE COEJJMHEHUA U BUCIITEHU®HUYECKHE

AHTHTEJA K BCMA 1 CD3 VI KOMBUHHUPOBAHHOI'O IPUMEHEHUA

[0001] B naHHOI1 3as1BKe UCIIpALIMBAETCS] IPUOPUTET MpenBapuTenbHoil 3asBku CIITA Ne
62/675639, noganHoii 23 mas 2018, koTopasi BKJIFOUEHA B JAHHBIH JOKYMEHT B IOJIHOM O0BbeMe
MOCPEICTBOM CCBUIKH.

[0002] JlanHas 3asBKa COAEPXKUT IEepedeHb IOCIEAOBAaTEIbHOCTEH, KOTOPBIN
MPEIOCTABIISIETCS. B JJIGKTPOHHOM BHIe ¢ uMeHeM ¢aiima 10624-451-228 SeqListing. txt,
coznanHbM 21 mas 2019 r. u umeer pasmep 70646 Oaiir. IlepeueHp mocienoBaTeIbHOCTEH
MOJTHOCTBIO BKJIFOUEH B JJAHHOE OMMCAHUE ITOCPEICTBOM CCBITIKH.

1. OBJIACTb TEXHUKH

[0003] B nmaHHOM HOKyMEHTe MNpemiokeHbl crocoObl mpumenenust 4-(4-(4-(((2-(2,6-
IUOKCOTHITEPUIUH-3 -1J1)- | -OKCOM30MHIOIMH-4- 1T )OKCH)METHJT )OS H3 W ) TUepasuH- | -mi)-3-
¢TOopOeH30HUTpUIA, WM €ro SHAHTUOMEPa, CMECH JSHAHTUOMEpPOB, TayTOMEpa WIH
(apMaLIeBTHUECKH TMPUEMJIEMONH COJNM B KOMOWMHALMK C OUCTIEHU(PUUECKUM aHTUTENIOM,
cienuduIeck CBSI3bIBAIOIIMMCS C aHTUTEHOM co3peBaHus B-kierok wenoseka (BCMA) u ¢
CD3e wuenosexka (CD3), ans nedeHus, NPeAOTBPAIUEHHsS WJIM KOHTPOJIS MHOXKECTBEHHOM
MHEJIOMBI.

2. YPOBEHb TEXHUKH

[0004] MHuoxecTBeHHass muenoma (MM) mpexncraBiser coOoi pak IJIa3MaTHYECKHX
KJIETOK B KOCTHOM Mosre. Kak mpaBwjio, mia3MaTU4ecKue KJIETKH BbIpabaThIBAIOT aHTUTENA U
UTPAIOT  KJIOYEBYKD POJb B  (PYHKUMOHMPOBAHWM HUMMYyHHOW  cuctembl. OpmHAKO
HEKOHTPOJIMPYEMBIH POCT JAaHHBIX KJIETOK MPUBOAUT K MEpesioMaM KocTell u 00U B KOCTSIX,
aHeMHMH, WHQEKIUH M JIPYTHM OCJIOKHEHHsIM. MHOKECTBEHHAs] MHEJIOMa SIBJIIETCSI BTOPOH
HanOoJiee PacIpOCTPAHEHHOW TeMaTOJIOTHYECKON 3JI0KaYeCTBEHHOW OIMyXOJIbIO, XOTS TOYHbBIE
NPUYMHbI MHOJKECTBEHHOH MMEJIOMBI OCTAIOTCSI HEM3BECTHBIMH. MHOJKECTBEHHAs MHEJIOMa
BbI3BIBAET BBICOKHME YPOBHHU OEJIKOB B KPOBH, MOY€ U OpraHax, BKIIFOYas, HO HE OrPaHUYMBASChH
umH, M-0enka u Ipyrux IMMYHOTJIOOYJIMHOB (AHTHTEIN), aIb0yMHHA U OeTa-2-MUKpOrIo0yJInHA,
3a UCKIIFOYEHHEM HEKOTOPBIX MAIMEHTOB (10 oneHKaM, oT 1% 10 5%), 4bH KJIETKU MUEJIOMBI He
CEeKPETHPYIOT NaHHbIe Oeiku (T. H. HECeKpeTopHas Muenoma). M-0ejok, COKpalleHue st
MOHOKJIOHAJIBHOTO O€JIKa, TAK)KE M3BECTHBIN KaK MaparpoTerH, sBJISETCS OCOOEHHO aHOMAJIbHBIM
OesKoM, MPOAY LIUPY EMBIM TUIA3MATHUECKUMH KJIETKAMU MUEJIOMBI U MOKET OBITh HalIEH B KPOBU
WJIA MOY€ TIOYTH Y BCEX MALMEHTOB ¢ MHOKECTBEHHOW MHUEJIOMOH, 32 UCKIIFOYCHUEM MaIUeHTOB,
KOTOpPbIE UMEIOT HECEKPETOPHYIO MHUEJIOMY, WJIH YbH KJIETKH MHEJOMBI MPOAYLHUPYIOT JIETKHE
LIETTH UMMYHOTJIOOYJIMHOB € TSDKEJIOHN LETIhIO.

[0005] CkeneTHble CUMIITOMBI, BKJIFOYasi OOJIb B KOCTSIX, SIBJISIFOTCSI ONTHUMU U3 Haubolee
KJIMHUYECKH  3HAYUMBIX  CHMITOMOB  MHOJKECTBEHHOM  MHEJIOMBL  3JIOKa4eCTBEHHbBIE
IUIA3MaTHYECKUE KIIETKH BBICBOOOIKAAIOT (PAKTOPBI, CTUMYJIUPYOIIUE OCTEOKJIACTHI (BKIrouast IL-

1, IL-6 u TNF), koTOpbIe BBI3BIBAIOT BBHIMBIBAHUE KAaJIbI[Usl U3 KOCTEH, BBI3bIBAS JIUNTHYCCKUE



MOpaXeHUsI; ellle OAHUM CUMIITOMOM SIBJISIETCs FUnepKanpluemMus. @akTopbl, CTUMYJIHPYIOLINE
OCTEOKJIACThI, HAa3bIBAEMbIE TAK)KE LIUTOKWHAMM, MOTYT MPENOTBPALIATh AIMONTO3 MM T'HOenb
KJIETOK MHeNOMBI. IIATbAecsT NpoLeHTOB NalMeHTOB UMEIOT PEHTTE€HOJNOTHYECKU BbISIBJIIEMbIE
CKEeJIETHbIE MOBPEXIECHUS, CBA3AHHbIE C MUEJIOMON, HA MOMEHT MOCTAHOBKU AuarHosa. Jlpyrue
o0mue KIMHUYECKHE CHMIITOMbI MHO)KECTBEHHOH MHEJOMbI BKJIIOYAIOT MOJHHEHPONATHIO,
aHEMMUIO, TUIEPBIA3KOCTh, HHPEKLNUN 1 TOYEUHYI0 HEOCTATOYHOCTb.

[0006] CoBpemMeHHOE JIeUeHHE MHOXKECTBEHHONW MHUEJIOMbI MOKET BKJIOYATh OJHO WU
Oojee U3 XUPYpPruM, MEPECagKU CTBOJIOBBIX KJIETOK, XMMHUOTEPAIIUH, UMMYyHOTEpAruu W/WIu
Jy4eBOl Tepanmuu Al YHUYTOXKEHHs KJIETOK MHOXXECTBEHHON MMEJOMbI y manueHTa. Bce
COBPEMEHHbBIE T€PANEBTUYECKNUE MOAXObl UMEIOT CYLECTBEHHbIE HEOCTATKY JIJIs MALIMEHTA.

[0007] B mocnenHee necsATUETHE HOBBIE TEPANEBTHUECKUE AareHThl, B YaCTHOCTH,
MMMYHOMOZYJIUPYIOIIHUE TpenapaThl, TaKUe Kak JEHAIUAOMUI U MOMAIUAOMHUI, 3HAUUTEIBHO
YBEJIUYIIIN YaCTOTY OTBETA, POJOHTMPOBAHHYIO BBDKMBAaEMOCTh Oe3 nmporpeccuposanust (BBIT)
u obmyro BbDKHBaeMocTh (OB) y OonbHBIX MHOXXECTBEHHOH Muenomoil. Tem He MeHee,
NIOCTOSTHHbIE YPOBHH OCTATOYHOTO 3a00JI€BaHMs, KOTOPBIE HAXOMSATCS HIDKE UyBCTBUTEIBHOCTH
mopdogoruu koctHoro wmosra (KM), snextpodopesa OenkoB ¢ umMMmyHodHKcauueil u
KOJJMYECTBEHHOTO ONPEAENEeHUs JIETKUX LeNnel, CyLEeCTBYIOT y MHOIMX NalUueHTOB C
MHO>K€CTBEHHOM MHUEJIOMOH, 1a’ke MOCJe TOro KaK JaHHbIE MaLUEHThl JOCTUTIIN MTOJIHOTO OTBETA
(TTO), u, B KOHEYHOM CHYeTe, BBI3BIBAIOT peluAuB 3a0osieBaHus. MHUHUMAJbHAS OCTATOYHAS
6onesup (MOB) npu Muenome sSIBISETCS HE3aBUCHMBIM TMPOTHOCTHYECKUM  (PaKTOPOM
BbDKHBaeMocTH Oe3 mporpeccupoBanus (BBII) u paccmarpuBaercss B KauecTBE CyppOraTHOMN
KOHEYHOH TOYKH HCCIACNOBAHUS Ui yAy4ileHuss uaeHTudukauuu 3(P(EeKTUBHBIX METONOB
JICYEHHs], B YACTHOCTH, JJIsl IEPEOBBIX HCIBITAHUH, KOTOPBIE B HACTOsIIEE BpeMst TPeOYIOT OT 5
no 10 ner wHaOmromeHusi, YTOOBI ONPENEIMTb PA3IMYHUsl BbDKUBAEMOCTH. MOHHTOPUHT
MUHHMAaJIbHOH ocTaToyHOH Oone3nn (MOB) y maumeHToB ¢ MHOXKECTBEHHONW MHEJIOMOW, TAKUM
oOpaszoMm, olecreyrBaeT MPOrHOCTHYECKOE 3HaueHue npu mnporHozupoBannu BBIT u OB u
NPUHSATHS PeLIeHUH 110 JieueHuro. [Ipu onpeneneHny MUHUMAJIbHOM ocTaTouHOH 6onesun (MOB)
IPH MHEJIOME MOKHO HCToNb30BaTh mopor 0,01% (10-) mocie nedenwus, To ecth, nonst 10 win
MeHee KJIETOK MHOXKECTBEHHOH MHENOMBI OT OOINEro KOJMYECTBA MOHOHYKJIEAPHBIX KJIIETOK
KOCTHOTO Mo3ra cumuraercss MOB-orpunarensHoit, u monst 10 wmerok wmun 6omee MOB-
nonoxkwurenbHasi. Ilopor 10% MOB mnepBoHauambHO OBbUT OCHOBAH Ha TEXHHYECKHX
BO3MOKHOCTSIX, HO KONnuecTBeHHOe onpeneneHre MOB Teneps BO3MOKHO Tipu 107 ¢ MOMOIIIBIO
npoTouHOi uuromeTpur u 10 ¢ MOMOINBIO CEKBEHMPOBAHUsI C BBICOKOW TMPOIYCKHOM
cnocoOHocTeiO. (Rawstron ef al., Blood 2015;125(12):1932-1935). Cnoco6sr nusmepenuss MObB
BKIOUaroT cekBeHuposanue JIHK VDI, nomumepasnyro nennyro peakauto (ITLIP) (B Tom umcne
annenp-crienuduaeckyro [P, ACO I1LP) u MEOronapameTpryecKyo NPOTOYHYIO LINTOMETPHUIO
(MIILI). Anamm3er MOB, Hanpumep, Ha OCHOBE HU3MEpPEHUs] NPOPHIIS KIOHOMUNA, MAKICE
onucaner B marenre CIIIA Ne 8628927, Faham u ap., KOTOpBIH BKIFOYEH B AAHHBIA JOKYMEHT

NMOoCpEACTBOM CCBLIKH.



[0008] CymecTtByer 3Ha4uuTENbHAasT NOTPEOHOCTH B 0Oe30macHbIX U 3P (PEeKTHBHBIX
COCNMHEHUSIX U Crocodax JeUeHHs, NPEAyNpPekXIeHUs W COEPKUBAHUA MHOXKECTBEHHOMN
MHUEJIOMbI, B TOM YHCIE Ul TALUEHTOB, Yy KOTOPbIX MHOXXECTBEHHAas MHEJIOMa BIIEPBbIE
IUAarHOCTUPOBAHA WJIM SIBJIIETCS] YCTOWYHMBON K CTaHNAPTHBIM CIIOCOOAM JIEUEHHs, MPH 3TOM
yMeHbIIast Wi n30erasi TOKCHYHOCTH W/WJIH TOOOUYHBIX 3(()EeKTOB, CBSI3aHHBIX C TPAAULIMOHHON
Teparuen.

[0009] LluTupoBaHue WK OnpeneeHne Kakoi-mudo ccpliku B Pasmene 2 3Toii 3asiBke He
JOJDKHBI TOJKOBATHCS KaK MPU3HAHUE TOTO, YTO 3Ta CCHUIKA MPEIIECTBYET YPOBHIO TEXHUKU
HACTOSILIEH 3as1BKU.

[0010] B uenoM, TEXHUYECKOE OMHMCAHHUE OAHOTO BapUaHTa OCYLIECTBJICHHUS,
NPEAJIOKEHHBIM B HACTOSIILEM JOKYMEHTE MOXKET ObIThb OOBEAMHEHO C TEM, UYTO PACKpPHITO B
MOOBIX JPYrHMX BapUaHTAX OCYINECTBJICHUS M300pETeHUs], TPENCTaBICHHBIX B JIaHHOM
JOKyMEHTE.

3. CYITHOCTD U30BPETEHMA

[0011] B naHHOM HOKyMEHTe MNpemIokeHbl crocoObl mpumeHeHust 4-(4-(4-(((2-(2,6-
JTUOKCOTHITEPUIUH-3 -1J1)- | -OKCOM30MHIOIMH-4- 1T )OKCH)METHJT )OS H3WT ) ITUIepasvH- | -mi)-3-
¢TOopOeH30HUTpUIA, WM €ro SHAHTHOMEpa, CMECH OSHAHTUOMEpPOB, TayTOMEpa WIH
(apMaLEeBTHUECKH TMPUEMJIEMONH COJNM B KOMOMHAIMU C OUCTIEHU(PUUECKUM aHTUTENIOM,
cienuduyIeck CBSI3bIBAIOIIUMCS C AaHTUTEHOM co3peBaHus B-kierok wenoseka (BCMA) u ¢
CD3e uenoseka (CD3), nns jedyeHus, NPENOTBPAIICHUS WM KOHTPOJII MHOXKECTBEHHOMN
MUEJIOMBI.

[0012] B omHOM TakoM BapuaHTE OCYIIECTBJICHHsS COEAUHEHUE IJIsi MPUMEHEHHs B
KOMITO3UIUSIX U CIIOCO0ax, MPeaJIOKEHHBIX B JAHHOM JOKYMEHTE, MpeAcTaBiiseT codoit 4 -(4-(4-
(((2-(2,6-nuoKconunepUaANH-3-1)- 1 -OKCOM30MHI0INH-4-1JT)OKCH )METHIT )OS H3 I ) TUTepa3UH- | -

wn)-3-propoensonutpui (Coenunenne 1):

QQ“QV@‘?"

1

WIA €ero 5SHAaHTHOMEpP, CMeCh JHAHTHOMEPOB, TayTOMep, H30TOIOJOr WU
(apMaLIeBTHUECKN IPUEMIIEMYIO COJIb.

[0013] B pgpyrom BapuaHTe OCYINECTBJICHUS COEIUHEHHE Ui TPUMEHEHUS B
KOMITO3UIIUSIX U CTIOCO0ax, MPENJIOKEHHBIX B TJAHHOM JOKYMEHTE, MpeacTaBisieT codoit (S)-4-(4-
(4-(((2-(2,6-muokconunepuarH-3 -1 )- | -OKCON30NHTOTHH-4-

WJT)OKCH )MeTHI )OeH3 W ) unepasut- 1 -un)-3-propdenzonutpun (Coequnenue 2):



4

JWeaVaess

2

WJIN €T0 TayTOMEP, U30TOMOJIOT UITH (PapMaleBTUIECKU MPUEMIIEMYIO COJIb.

[0014] B ouepenHOM BapuaHTE OCYLIECTBICHHUS COENUHEHHE MJisI TPUMEHEHUs B
KOMITO3ULIUSIX U CIIOC00ax, MPENIOKEHHBIX B JAHHOM JOKYMEHTe, npeacrasisier codoi (R)-4-(4-
(4-(((2-(2,6-muoxconunepuIuH-3-1i)- | -OKCON30MHIOMUH-4-

WIT)OKCH )METUI ) OeH3 M )unepasus- 1 -ui)-3-propoensonurpun (Coenunenue 3):

SRCUEE:
NC/@F

3

WM €r0 TayTOMEp, H30TONOJIOT WIN (hapMalieBTHYECKU TPUEMIIEMYIO COJIb.

[0015] B omHOM BapuaHTE OCYINECTBJICHUS OHCIEHU(PUUECKOE AHTHTEIO CONEPIKUT
NIEPBYIO CBSI3BIBAIOLIVIO YACTh, CHEUU(UIECKH CBSI3bIBAIOINYIOCS C AHTUT€HOM CO3peBaHHs B-
kjeTok yenoeka (BCMA), 1 BTOPYIO CBS3BIBAIOLIYIO YaCTh, CIELM(PUIESCKU CBS3BIBAIOLIYIOCS C
CD3¢ uenoeka (CD3), mpuueM yKka3aHHas NepBasi CBA3BIBAOINAS YaCTh COAEPKUT obnacTb VH,
conepskamryto obnacte CDR1H ¢ SEQ ID NO: 21, obnacte CDR2H ¢ SEQ ID NO: 22 u obnactb
CDR3H ¢ SEQ ID NO: 17, u obnacte VL, conepskammyro obnacte CDR3L ¢ SEQ ID NO: 20, u
komOuHarmto obnacreit CDRIL u CDR2L, BeiOpaHHy O U3 Tpy bl

1) obiacte CDRIL ¢ SEQ ID NO:23 u ob6nacte CDR2L ¢ SEQ ID NO:24,

i1) obmactes CDR1L ¢ SEQ ID NO:25 u obmacts CDR2L ¢ SEQ ID NO:26 unu

ii1) obmacte CDR1L ¢ SEQ ID NO:27 u obnacts CDR2L ¢ SEQ ID NO:28.

[0016] Takxke nnsi TpUMEHEHHS B CHOCO0AaX, PACKPBITHIX B JAHHOM JOKYMEHTE,
NpeaIOKeHb! (PapMaeBTHYECKHE KOMITO3HUIUH, COCTABJICHHBIE JUIsI BBEICHUS] COOTBETCTBYFOIIUM
NyTeM U CPEeACTBaMH, coneprkamue 3P peKTHBHbIE KOHIEHTPALUH COSAMHEHUH, MPENIIOKEHHbIX
B JaHHOM AokyMmeHte, Hanpumep, Coenunenust 1, Coenunenus 2 unu CoeauHeHus 3, UK €ro
SHAHTHOMEpa, CMECH HHAHTHOMEPOB, TayTOMepa, H30TONoNora WiH (apMareBTHYECKH
NPUEMIIEMOH COJIH, B, He00s3aTeNbHO, COAEPIKALIIE MO MEHbLIEH Mepe OUH (hapMaleBTHIECKUI
HocuTenb. TakKe JJIsi MPUMEHEHUs B CIIOCO0ax, PaCKPBITHIX B JAHHOM JJOKYMEHTE, MPEIOKEHbBI
(apMaLieBTHUECKHE KOMITO3ULMH, COCTaBJICHHBIE Ui BBENEHHsS TMOAXOMAIIMM IyTEM U
cpenctsaMy, copepkamie 3((eKTUBHbIE KOHIEHTPALWU AHTUTEJ, NMPEAJIOKEHHBIX B JaHHOM
IOKyMEHTE, Hampumep, OHCIeU(IIEcKOro aHTUTENA, COAEPIKAILNEro MEPBYIO CBS3BIBAIOIIYIO

9acTh, CIeUN(UIECKH CBA3BIBAIOIIYIOCS C aHTUTEHOM co3peBaHus B-kierok yenoseka (BCMA),



U BTOPYIO CBSI3bIBAIOINYIO 4acTh, cnenuduuecku cpsizbiBaromyrocs ¢ CD3e uwenoseka (CD3),
npUYeM YKa3aHHAs MepBasi CBS3bIBAIOIIAS YacTh conepkuT obdnacte VH, conmepskamyro odnacte
CDRI1H ¢ SEQ ID NO: 21, obnacts CDR2H ¢ SEQ ID NO: 22 u o6nacte CDR3H ¢ SEQ ID NO:
17, n obnacte VL, comepskamyto obmacts CDR3L ¢ SEQ ID NO: 20, n komOuHanmo obnacrei
CDRI1L u CDR2L, BEIOpaHHYIO U3 TPYIIIIEI

1) obacte CDRIL ¢ SEQ ID NO:23 u o6macte CDR2L ¢ SEQ ID NO:24,

i1) obmactes CDR1L ¢ SEQ ID NO:25 u obmacts CDR2L ¢ SEQ ID NO:26 nnu

ii1) obmacte CDR1L ¢ SEQ ID NO:27 u o6nacts CDR2L ¢ SEQ ID NO:28.

[0017] B oqHOM BapuaHTe OCyLIECTBICHUs (papMalieBTUIECKIE KOMITO3ULIIH OCTABIISFOT
KoJuuecTBa, 3(Q(QEeKTHBHBbIE IS JICYEHUS] MHOXXECTBEHHOH MuenoMbl. B omHOM BapuaHTe
ocylIecTBJIeHUsT (papMalleBTHUECKHE KOMITO3ULIUN AOCTABJSIIOT KOJIMYECTBa, 3P PEeKTUBHbIC s
npoUIaKTUKA  MHOXXECTBEHHOW  MHeNOMbl. B OIHOM  BapuaHTe  OCYIIECTBJICHUS
¢dapmaneBTHUECKHEe KOMITO3ULIMK JOCTABJSIIOT KOJIHYECTBA, 3(PQPeKTUBHbIE st OOJIerdyeHus
MHOXECTBEHHON MHUEJIOMBI.

[0018] Takxxke B OAaHHOM IOKYMEHTE MPENJIOKEHbI KOMOMHUPOBAHHBIE TEPANUU C
MIPUMEHEHUEM COEIMHEHUIN WM KOMIIO3ULIMH, MPENJIOKEHHBIX B JAHHOM OIMCAHUU, WU HUX
SHAHTHOMEPOB, CMeCeil HHAHTUOMEPOB, TAayTOMEpPbI, M3OTOIMOJOTH WK (apMaleBTHYECKH
npuemiieMble CONM U Oucnenuduyeckoe aHTHTENO, KOTOPOe Creu(UUECcKH CBSI3bIBACTCS C
aHTUTeHOM co3peBanus B-kierok uenoseka (BCMA) u ¢ CD3¢ uenoseka (CD3), npennoskeHHOE
B JaHHOM JOKyYMEHTe, B KOMOWHAUUMU C JPyroil Tepamued, Hampumep, IPyTUM
(dapMaleBTHUECKHM areHTOM ¢ aKTUBHOCTBHIO IMPOTUB MHOJKECTBEHHOW MHUEJIOMBI WM €€
cumMnToMoB. Ilpumepnl Tepamuii B mpenensax oObeMa MaHHBIX CIOCOOOB BKJIFOYAIOT, HO HE
OTPAHUYMBAIOTCS WMHU, XHUPYPrHIO, XUMHOTEPAIHIO, JIYyUYEBYK) TEPANHI0, OHUOJOTUYECKYIO
Teparuio, TPAHCTUIAHTAIUIO CTBOJIOBBIX KJIETOK, KJIETOYHYIO TEPAUU U UX KOMOWHALIMH.

[0019] CoenuHeHHUsT WM KOMIIO3ULIUM, TIPENJIOKEHHBIE B JAHHOM JOKYMEHTE, WU UX
(hapManeBTHUECKH MPHEeMJIEMbIE TPOU3BOHBIE MOTYT OBbITh BBEIEHbI OMHOBPEMEHHO C, IO WU
MoCcJie BBENEHUs JIIOOOW APYroil M ONHUM WK OoJjiee M3 BBINMIEYKA3aHHBIX TEPANeBTHUYECKUX
cpencts. Takke mpenyoxeHbl (apMaleBTUUYECKHE KOMITO3MIIMH, CONIEpIKAIlUe COENUHEHHE,
MpeJIOKEHHOE B JAHHOM JIOKYMEHTE, U OJIHY HJTH O0Jiee BhIIIEYKa3aHHbBIX TEPATTU.

[0020] B ocymectBieHudn CrnocoOoB 3(PQEeKTUBHOE KOJIMYECTBO COEOUHEHHUH WU
KOMITO3UIIUH, COAEPKAINUX TeparneBTUIeCKu 3G PEeKTUBHbIE KOHIIEHTPALIMN COSTUHEHH, BBOIST
WHIUBUYYMY, TPOSIBJISIFOIIEMY CHUMIITTOMbI MHOKECTBEHHON MHEJIOMBI, MOAJICIKALIEH JIEYEHUIO.
JlaHHbBIE KOJTMYECTBA SBISIOTCS 3((PEKTHBHBIMU JJIsi OOJIErYeHUs] WIH YCTPAHEHUS] OTHOTO WU
HECKOJIbKMX CUMITOMOB MHOXECTBEHHON MHUEJIOMBI.

[0021] JIOTONHUTENBHO TaKXke TMpeiokeH (papManeBTUYeCKUil KOMIUIEKT WU Hadop,
conepsKaluil onuH Wi OoJiee KOHTEHHep, 3alOJIHEHHBIM OTHUM WK 0ojiee MHTPeIHEeHTAMU
dapmanesTruecknx komno3uuil. [Ipu HEOOXOIUMOCTH, MOTYT MPEIOCTABISITHCS CBS3AHHBIE C
TaKUM KOHTeliHepoMm(amu) yBeAOMJIeHHe B (opMe, TMPENnuCaHHOW TPABUTEIbLCTBEHHBIM
AreHTCTBOM, PETYJIUPYIOIUM MPOU3BOACTBO, MPUMEHEHHE WM TPONAKY (hapMaleBTHUSCKUX

npenapaToB UJIn OHOJIOrNYECKUX MPOAYKTOB, KOTOPOE OTPAXKACT YTBEPKACHHOC arCHTCTBOM I10



NPOM3BOJCTBY, NMPUMEHEHHE WJIN MPOAAXY AJsl BBENEHHs deioBeky. llaker mnm HaGop mMoryT
OpITb TIOMeueHbl wuH(pOpMammeir o cnocode BBENEeHWs, IMOCIEAOBATEIPHOCTH BBEICHUS
JIEKApCTBEHHOTO CpenCcTBa (HAmpuMep, OTHENBHO, MOCIENOBATEIbHO MM OJHOBPEMEHHO) WU
TOMY TOA0OHOE.

[0022] OTu 1 gpyrHe acMeKThI penMeTa H300PETeHNs, OMIMCAHHOTO B TAHHOM OTFCAHHH,
CTaHYT OYEBUAHBIMHU IIPH CCBUIKE HA CJIEAYIOIIee NOAPOOHOE OMUCAHHE.

4. IIOAPOBHOE OIIMCAHUME CYIIIHOCTHU U30BPETEHU A

A. OITPEJIEJIEHHA

[0023] Ecnn He yka3aHO MHOE, BCE UCIIOIb3yEMbIE B JAHHOM JOKYMEHTE TEXHUYECKUE U
HAay4YHbIE TEPMHHBI UMEIOT TO K€ 3HAU€HHE, KOTOpPOe OOBIYHO MOHMMAETCS CIIELHAIUCTOM B
JaHHOM 00NacTH TEXHUKH. Bce maTeHThl, 3as1BKH, Oy OJIMKOBAaHHBIE 3asIBKH U APYyTHe Iy OJIUKaIN
MOJIHOCTBIO BKJIFOUEHBI NOCPEACTBOM CChUIKM. B ciyyae Hanuuus HECKOJbKUX ONpEeAeNeHUi
TEPMHUHA, YINOMSHYTOTO B JTaHHOM JOKYMEHTE, CIelyeT PYKOBOJCTBOBATBCS OIpEAEICHHEM,
IIPECTaBICHHBIM B JAHHOM pa3fielie, €CJIU He YKa3aHO UHOE.

[0024] Mcnionp3oBaHue TEPMUHA B €IMHCTBEHHOM YHCJIE IIPYU IPUMEHEHUH B COYETAHUH C
TEPMUHOM «CONEPIKALINIY» B MyHKTaX (hOPMYJIbI H300pETeHUs] WK B CHIELU(PHUKALUIX MOXKET
O3HAYaTh «OIUH», HO OHO TAaK)K€ COOTBETCTBYET 3HAYCHUIO KOIMH HIIH OOJieey», 110 MEHbIIeH
Mepe OIUH» M «OIUH UK OoJiee OJHOTOY.

[0025] Hcnonp3yemble 37€Chb TEPMUHBI «COIEPKAIIUI» U «BKIKOYAIOLIUI» MOTyT
UCIIOJIb30BAThCSl B3aUMO3AMEHsIeMO. TepMHHBI «COAEpXKAIUN» M «BKIOYAOLUNY CIEAyeT
TOJIKOBATh KaK YKa3bIBAaIOIINE HANYKE YKa3aHHBIX MMPU3HAKOB WM KOMIIOHEHTOB, KaK YKa3aHo,
HO HE WCKJIIOYAIIUe HaIU4Yhe WM J00aBJI€HHE ONHOrOo WM 0Oojiee NPU3HAKOB, WU
KOMIIOHEHTOB, WM uX rpynn. Kpome TOro, TepMHHBI «COAEpPKALIUN» U «BKIHOYAIOLIUI»
NpeaHa3HAa4YeHbl JJs1 BKJIIOUYEHHs MPUMEpPOB, OXBAaTbIBAEMBIX TEPMHUHOM «COCTOSLIUI U3».
CrnenoBarenbHO, TEPMHH «COCTOSIIIMM M3» MOXKET HCIOJIb30BaTbCS BMECTO TEPMUHOB
«ComepKalMiiy M «BKJIOYANOIUN», YTOOBI ofecrmeyutrbh Oojee KOHKPETHBIE BAPHAHTBI
OCYILECTBJICHUS] U300PETEHUSI.

[0026] TepmMuH «COCTOSLINN W3» O3HAYAET, YTO MPEAMET UMEET MO MeHblel mepe 90%,
95%, 97%, 98% unu 99% 3asABJIEHHBIX IPU3HAKOB WJIK KOMIIOHEHTOB, U3 KOTOPBIX OH COCTOUT. B
APYTOM BapHaHTE peau3alii U300pETEeHUs] TEPMHUH «COCTOSLINHI H3» HCKII0YaeT U3 o0bema
ar000r0  MOCEAYIOIEro MEePeuncIeHus] JoOble Ipyrue MPH3HAKH WM KOMIIOHEHTHI, 32
UCKJIFOUEHHEM TeX, KOTOpble He SIBISIIOTCS CYLIECTBEHHBIMU MJISI TEXHUYECKOro 3¢ddexra,
KOTOPBIH JOJKEH ObITh JOCTHTHYT.

[0027] Ucnonb3yeMblil B JaHHOM JOKYMEHTE TEPMUH «WIN» CJIeNyeT UHTePIpeTHPOBaTh
KaK BKJTIOUAIOIIEE Iy, O3HAYAOIIee JIFOOYIO OHY K JIFO0YI0 koMOuHarmio. ClienoBarespHO,
«A, B wmu C» o3Havaer nmroboe u3 cnenyrotero: «A; B; C; AuB; AuC;BuC; A, BuCy.
HckirodueHne U3 3Toro onpeneneHus OyaeT HIMETh MECTO TOJIBKO B TOM CJIy4ae, €CJIM KOMOMHALHS
3JIEMEHTOB, (PYHKUMH, 3TaroB WIM MACWCTBUI SIBISIETCS B HEKOTOPOM pOJE B3aMMHO

HUCKJIFOUAIOLIEH.



[0028] «ICsp» oOTHOCHUTCS K KOJUYECTBY, KOHLIEHTPALMd WJIA J03€ KOHKPETHOTO
TECTHPYEMOT0 COEIMHEHHsI, KOTOpoe nocTuraet 50% MHruOnpoBaHust OT MAKCUMAJIBHOTO OTBETA,
TAKOro, Kak CBsA3bIBAHME PpELENTOpa, AaKTHUBHOCTb pELENTOpa, KIETOUHBbII poOCT WU
nposndeparus, N0 U3MEPEHUS C ITOMOIIBIO JIFOOOT0 M3 aHAJIM30B /72 Vifr'o WM aHAJIM30B Ha OCHOBE
KJIETOK, OITUCAHHBIX B JAHHOM JIOKYMEHTE.

[0029] dapmareBTHYECKH MPUEMJIEMble COJIM BKIIFOYAIOT, O€3 OrpaHHYeHUs, COJIU
AMUHOB, TAaKUX KaK, HO HE OrPaHUYMBAsICh UMH, NN, N'-THOSH3UI3 TUIICHIHAMIH, XJIOPIPOKAHH,
XOJNWH, AaMMHUaK, JHUSTAHOJIAMHUH U JpPyru€ THAPOKCUAIKWIAMHHBL,  STUJICHIUAMUH,
N-MeTUNrmoKaMuH, IIPOKAaUH, N-OenzundenernnaMuH,
1-napa-xnopOeH3un-2-nmuppoauans-1'-unmMeTii-0eH3UMIIa30J1,  OUATIJIAMHH W JIpyTHe
ANKWJIAMMHBL, THINEPAa3MH U TPUC(TMAPOKCUMETUI)aMHUHOMETAH, COJIM IIEJIOYHBIX METaJJIOB,
TakuX Kak, HO HE OrPaHUYUBAsACh UMHU, JIMTUM, KaJUW U HATPUH, COJU IIEIOYHO3E€MEJIbHbBIX
METaJIJIOB, TAKUX KaK, HO HE OTPaHUYUBAsACh UMHU, Oapui, Kb U MarHui;, COJIU NMePEeXOIHBIX
METaJUIOB, TAKUX KaK, HO HE OTPAaHUYMBAsACh UMH, LIMHK; U COJIU APYTHX METAJUIOB, TAKUX KakK, HO
He OrpaHH4HMBasCh MMH, ruapodocdar HaTpus u nuHaTpuidocdar; U TaKke BKIOYAIOT, HO He
OTPAaHUYUBAsACh WMHU, COJM MHHEPAJbHBIX KHUCJIOT, TaKU€ KakK, HO HE OrpaHUYMBAsCbh HMHU,
THAPOXJIOPHUIBI U CYJIb(AThl, U COJM OPraHHYECKUX KHUCIOT, TAKHe KaK, HO HE OrPaHUYMBAsICh
UMH, aleTaThl, JIAKTATh, MaJaThl, TAPTPAThL, LUTPAThl, aCKOPOAThI, CYKIHHATBI, OyTHpPATHI,
Bajiepatbl, (hymMapaTbl U OPraHu4YeCKUe Cyb(pOHATHI.

[0030] Ecnn kOHKpeTHO He yKa3aHO MHOE€, B TOM Ciyd4ae, KOrja Yy COeAMHEHUs MOXHO
MPEIINONIOKUTh CYIIECTBOBAHUE aJIbTEPHATHUBHBIX TAyTOMEPHBIX, PErMOU30OMEPHBIX W/HIU
CTepeon3OMepHbIX (POpM, BCe albTEPHATHBHBIE HM30MEPbI OXBATHIBAIOTCS B Mpeneiax o0bema
3asiBJIEHHOTO 00BbekTa m3o0pereHusi. Hampumep, rae coeaMHEHNE MOXET MMETh OJHY M3 ABYX
TAyTOMEPHBIX (HOPM, MPETIOIAraeTCsl, YTO B JAHHOE OMHUCaHue Oy Ay T BKIIFOYEHBI 00a TayTOMepa.

[0031] Takum oOpa3om, COeAUHEHHUsI, TIpeniaraeMble B JAHHOM OINMKMCAHUHU, MOTYT OBITh
SHAHTHOMEPHO YUCTHIMU UJTH ObITh CTEPEOM30MEPHBIMU UJTH HACTEPEOMEPHBIMU cMecsiMu. Kak
UCIIOJIb3yE€TCS] B JAHHOM JOKYMEHTE U €CJIM He YKa3aHO MHOE, TEPMUH «CTEPEOMEPHO UUCTHIN»
WIM ONTHUYECKHU YMCTBII» O3HA4YaeT KOMIIO3ULUIO, KOTOpasl COAEPKUT OJUH CTEepEeOU30Mep
COEIMHEHUs] U NMPaKTUYECKH HE COAEPKUT APYTHX CTePEeOHM30MEpPOB YKa3aHHOI'O COEIUHEHUS.
Hanpumep, cTepeoMepHO UnCTast KOMIIO3ULUS COSAMHEHUS, HIMEFOLIEro ONH XUPATbHBIA LIEHTP,
Oyzer mo CywecTBy He COIep’KaTh MPOTHUBOMOJIOXKHOTO 3HAHTHOMEPA NAHHOTO COCTUHEHMS.
CrepeoMepHO 4MCTasi KOMIO3HULUS COSAMHEHUS], UMEIOIIEro JBa XHPAIbHBIX IIEHTpa, OyaeT mo
CYLIECTBY He coiepXaTb JApPYrUX JAMAacTEPEeOMEpPOB JAHHOIO COeAMHEeHMs. Tunu4Hoe
CTEPEOU3OMEPHO YHCTOE COEAMHEHHE COmep:kKuUT Oomee dem okosno 80% mo macce OmHOTO
CTepeon3oMepa JaHHOTO COeIMHEHMS U MeHee ueM okou1o 20% 1mo Macce Apyrux CTepeou3oMepoB
JAHHOTO COENMHEHHs, B OJHOM BapHaHTE OCYLIeCTBIeHMs, Oonee yeM okojo 90% mo macce
OJIHOTO CTepeon3oMepa AaHHOTO COeAMHEHUs U MeHee ueM okono 10% mo macce Apyrux
CTEPEON30MEPOB TAHHOTO COETUHEHMs, B OTHOM BapUaHTE OCYLIECTBICHHUs, OOJee 4eM OKOJIO
95% mo Macce OHOTO CTEPEeor30MeEpPa JAaHHOTO COSIMHEHHUSI U MEeHee 4eM Okoyio 5% mo macce

APYTUx CTEPCOU3OMEPOB NAaHHOIO COCAUHEHNSA, U B ONHOM BAPHUAHTC OCYILICCTBIICHU, Oonee uem



0K0J10 97% 1O Macce OJJHOTO CTepeon3oMepa JAHHOTO COSIUHEHUs U MeHee, YeM OKoJio 3% mo
Macce APYTUX CTEPeOH30MepPOB JaHHOro coeauHeHus. Kak ucnonb3yercs B JaHHOM JJOKYMEHTE,
CTEPEOMEPHO YHCTOE COEOUHEHHE COAepKUT Oomee yem okono 80% mo Macce OmHOTO
cTepeonsoMepa JaHHOTO COSAMHEHUs, B OTHOM BapUaHTe OCYIIECTBIEHHsI, Oosee yeM okoio 90%
[0 Macce OJHOIO CTEpPeon30Mepa AAHHOIO COENMHEHHUs, B OJHOM BapHaHTE OCYLIECTBJICHUS,
bonee yem okono 95% mo macce OFHOrO CTepeon3OMepa AAHHOTO COENHWHEHHs, U B OJHOM
BapHUaHTe OCYIIECTBJIEHUs, Oonee uyeM okojio 97% 1o macce OAHOTO CTepeon3oMepa JaHHOTO
coenuHeHus. Kak ucronb3yercss B AaHHOM JIOKYMEHTE M €CJIM He YKa3aHO WHOE, TePMUH
«cTepeoMepHO 0OOTaIEHHBII) O3HAYaeT KOMIO3HULIMIO, KOTOPask CONEPKUT Ooee ueM okoJio 60%
IO Macce OJITHOTO CTEPEeOoU30Mepa COEAMHEHUs], B OJIHOM BapHaHTE OCYLIECTBIEHMs, Ooyee ueM
okosio 70% mo mMacce U B OXHOM BapUaHTe OCyIlecTBIeHus, Oonee ueM okoso 80% mo macce
OJTHOTO cTepeon3oMepa coequHenus. Kak ucnonb3yercs: B JaHHOM JOKYMEHTE U €CJIU He YKa3aHO
UHOE, TEePMHUH «3HAHTUOMEPHO YNCTBIH» O3HA4YaeT CTEPEOMEPHO HYHUCTYI0 KOMIIO3HULIMIO
COEMHEeHMS, HMEIOIEro OIWH XHPAJIbHbIH LEHTp. AHAJIOTUYHBIM O0pa3oM, TEpMUH
«CTepeoMepHO 0OOTAIEHHBINY 03HAYAET CTEPEOMEPHO OOOTAIEHHY0 KOMITO3HLIMIO COSANHEHNUS,
UMEIOLIEr0 OAWH XWpanbHbl LeHTp. Kak wnucrnonb3yercs B JaHHOM JAOKYMEHTE, CMeCHU
CTE€PEOH30MEPOB HJIH IUACTEPEOMEPOB O3HAYAET KOMITO3ULIMIO, KOTOpasi COAEPIKUT Ooiee OIHOro
cTepeonsoMepa COoeAuHeHUs. TUnn4yHas CMeChb CTEPEOU30MEPOB COECAMHEHMs COAEPKUT OKOJIO
50% mo Macce OZHOTO CTEpPEeOH30Mepa JAHHOIO COeNUHEeHHst U oKkojio 50% mo macce Ipyrux
CTEPEOM30MEPOB TAHHOTO COEANHEHUS] WM CONEPXKHUT Oojiee ueM okoso 50% Mo macce OaHOro
CTepeon3oMepa JaHHOTO COeUHEHHs U MeHee yeM 0KoJio 50% 1o Macce Apyrux CTepeorn3oMepoB
JAHHOTO COENMHEHMs, WIN COAepPKUT Ooee ueM okoio 45% 1Mo Macce OTHOTO CTEPeoH3oMepa
JAHHOTO COEANHEHUs U MeHee ueM OKoyo 55% mo macce Apyrux CTepeoHM30MEpOB AaHHOTO
COEIMHEHUS], UK CONEpKUT Oosiee yeM okoiio 40% 1o mMacce OJHOrO CTepeoru3oMepa JaHHOTO
COeIMHEHUs] U MeHee ueM okoJio 60% o mMacce Ipyrux CTepeou3OMepOB AAHHOTO COEAMHEHUH,
WIN conepKuT Oonee yeM okouo 35% Mo Macce OJHOTO CTEPEOH30Mepa JAaHHOTO COCAMHEHUS U
MeHee, 4eM OKoJIo 65% 1o Macce APYTUX CTePeon30MepOB JAHHOTO COEIUHEHHS.

[0032] Cnenyer moHUMaTh, UYTO MpPENCTaBJICHHbIE 3[1€Ch COEIMHEHUS MOTYT COIep>KaThb
XHUpaJbHbIC IEHTPBI. Takue XupaabHble HEHTPBI MOTYT UMeTh JInO0 (R), mudo (§) koHpuryparmo,
b0 MoryT ObITh MX cMechro. Clenyer MOHMMaTh, YTO XHUPAJbHbIE LEHTPHI COEAMHEHU,
MIPECTaBICHHBIX B HACTOALIEM JOKYMEHTE, MOTYT MOABEPraThCs dMUMepu3atuu in vivo. Takum
00pa3oM, CeHHaIUCT B JAHHOW 00JIaCTH TEXHUKHU MOWMET, YTO BBEJICHHE COCUHEHUs B €ro (R)
(opMe 3KBUBAJIEHTHO, B CIy4ae COSNUHEHHH, KOTOpPbIE MOABEPTratOTCsS SMUMEPHU3ALMHU 71 Vivo,
BBEJICHUIO coeuHeHus B ero (S) ¢popme.

[0033] Ontuuecku aktuBHbIE (1) 1 (-), (R)- u (S)-, wn (D) - u (L)- n3oMepbI MOTYT OBITH
MOJIyY€HBI C UCTIOJB30BAHUEM XUPAJIBHBIX CUHTOHOB UJIM XHUPAJIbHBIX PEAreHTOB, WIN pa3/ieleHbl
C UCTIOJIB30BAHNEM OOBIYHBIX METOJIOB, TAKHUX, KaK XpOMaTorpadus ¢ XUpajJbHON HETIOIBHIKHON
¢azoii.

[0034] Kak ucnosib3yercs B JaHHOM JOKYMEHTE, «HM30TOIOJION» O3Ha4daeT HU30TOIHO

oOorammeHHoe coennHeHne. TepMHIH « M130TOITHO OOOTaIEHHBII OTHOCUTCS K aTOMY, HMEIOIEMY



M30TONHBIN COCTAB, OTIMYHBINA OT MPUPOAHOTO M30TOITHOTO COCTaBa AaHHOTrO atoMa. «k3oTonHo
00OTaIeHHBII» MOXKET TaKXKE OTHOCHUTBCS K COCOMHEHHUIO, COIEpIKaIeMy, N0 MEHBIIEeH Mepe,
OWH aTOM, MMEKOLIWN HM30TOMHBIM COCTaB, OTIMYHBINA OT MPUPOAHOTO HU3OTOMHOIO COCTaBa
JAHHOTO aTroMa. TepMUH «HW30TOMHBIA COCTaB» OTHOCHUTCS K KOJWYECTBY KakKIOTO
NPUCYTCTBYIOIIETO HM30TONA JJsi JAHHOrO aroma. PaJoakTHBHO ME4YeHHble M H30TOIHO
oOoraieHHble COETUHEHUS SIBJISIOTCS IOJIE3HBIMU B Ka4deCTBE TEPANEBTUUYECKUX AareHTOB,
HAIpUMep, TEPaNeBTUYECKUX AareHTOB U1 MHO)KECTBEHHOH MMEJIOMBI, HCCIEeNOBATEIbCKUX
pEareHToB, HAIIPUMEP, PEAreHTOB aHAJIM3a CBSI3bIBAHUS U TUArHOCTUYECKUX areHTOB, HAIIPUMED,
areHTOB BH3yaJIM3aluH in vivo. Bce M30TOMHbIE BapHaHThl COEAMHEHHH, ONMMCAHHBIX B TAHHOM
JOKyMEHTE, PaJIMOAKTUBHBI OHM WJIM HET, JOJDKHBI OXBAThIBATHCS OOBEMOM JTAaHHBIX BaPUAHTOB
peanusanyy, NpeasIo’KeHHbIX B JAaHHOM JIOKYMEHTe. B HEeKOTOpBIX BapMaHTax OCYINECTBJIECHUS,
NPEAJIOKEHbl M30TOIMOJIOTH JIAaHHBIX COEAMHEHHuH, Hampumep, usortonojoru CoenuHenus 1,
Coenunenus 2 unu CoenuHeHNs 3 MPEACTaBIAIOT COOOH CoequHEeHNs, 000raleHHbIe efTepreM,
yraeponoM-13 unm azorom-15. B HEKOTOpBIX BapuaHTax OCYINECTBJIEHUS H30TOIOJOTH,
IpeJIOKEHHbIE B JAHHOM JIOKYMEHTE, SIBJISIIOTCS COSqUHEHUsIMU, 00OraleHHbIMU fefitepuem. B
HEKOTOPBIX BapHAHTAaX OCYIIECTBJIECHUS W30TOIOJOTH, NMPEIOKEHHbIE B JAHHOM JOKYMEHTE,
SBJISIFOTCSL COSAMHEHUAMY, 0OOTaIlleHHBIMU JielTepueM, rie o0orameHne AedTeprueM MpOHUCXOAUT
Ha XUPaJbHOM LIEHTpE.

[0035] B onucaHuy, MPUBEAEHHOM B JaHHOM JIOKYMEHTE, €CJIH CyIIeCTBYeT KaKou-1ubo
pacxokaeHne MeXIy XUMUYEeCKUM Ha3BaHHEM M XHMMHUUECKOH (opMyJiol, ¢opmyna uUMeeT
MIPUOPUTET.

[0036] Kak ucronb3yeTcsi B JaHHOM IOKYMEHTE, TEPMUH «MHOKECTBEHHAs MHEJIOMay
OTHOCHUTCSI K T€MaTOJOTMYECKHM COCTOSIHHSIM, XapaKTePU3YIOIMUXCS —3JI0KaYeCTBEHHBIMU
IUTA3MATHYECKUMH  KJIETKAMH ¥ BKJIOYAET CJIEAYIOIIHE pPAaCCTPOWMCTBA. MOHOKJIOHAJIbHAS
rammanatus HesicHoro renesa (MIHI), peummuBupyromasi, pedpakrepHas WM yCTOWYUBAsS
MHOKECTBEHHAs] MHEJIOMa; MHO)KECTBEHHAss MHEJIOMa HU3KOrO pPHUCKA, CPEIHEro pHUcKa Hu
BBICOKOT'O PUCKA; BIIEPBbIE TUATHOCTUPOBAHHASI MHOJKECTBEHHASI MUEJIOMA (B TOM YHCJIE BIIEPBBIE
JIUAarHOCTUPOBAHHAS MHOKECTBEHHAs] MHEJIOMa HU3KOrO PHCKA, CPEJHEro PUCKa U BBICOKOTO
pHICKa); MHOKECTBEHHAs MHEJIOMAa C BO3MOXKHOCTBIO TPAHCIUIAHTALMH U 0€3 BO3MOXKHOCTH
TPAHCIUIAHTALIMH; BSUIOTEKYINasl (MEIUIEHHO MPOrPeCcCHPYIOIasi) MHOKECTBEHHass MuejoMa (B
TOM YHCJIE BSUIOTEKYIlasi MHOXKECTBEHHAsI MUEJIOMa HU3KOT'O PUCKA, CPETHETO PUCKA H BBICOKOTO
pHICKa), aKTHBHAsE MHOXECTBEHHAss MHEJIOMa; OJMHOYHAS TUIA3MOLIUTOMA, SKCTpaMenyJUIsipHas
IUTA3MOLIUTOMA; JIEHKO3 IUIA3MATHYECKUX KJIETOK, MHOXKECTBEHHAs MHEJIOMa ILIEHTPaJbHON
HEPBHOW CHCTEMBI, JIETKOLIETIOYEYHAs] MHEJIOMa, HECEKPETOpHas MHEeJOMa, MHeJIoMa
umMmyHormoOyimHa D; u muenoma wummyHornoOyimHa E; W MHOXECTBEHHass MHEIOMa
XapaKTEePU3YIOAsCA TeHETUYECKMMH AHOMAJMSIMH, TAaKUMH KakK TPaHCIOKanus LUKIuHA D
(marmpumep, t(11;14)(q13;q32); t(6;14)(p21;32); t(12;14)(p13;q32); umm t(6;20);); TpaHCIOKALUU
MMSET (Hampumep, t(4;14)(p16;q32)); tpancnokaunu MAF (mampumep, t(14;16)(q32;q32);
t(20;22); t(16; 22)(qll;q13); wmmm t(14;20)(q32;q11)); wmum gpyrue QGakTopsl XPOMOCOM

(marmpumep, nenerws 17p13, wnm xpomocomst 13; del(17/17p), nerunepruionus u gain(1q)).
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[0037] Kak ucmonbp3yercs B NAHHOM JIOKYMEHTE M €CJIM HE YKa3aHO HMHOE, TEPMHUHBI
«JIGUHTBY, «JIeYaT» M «JICYEHHE» OTHOCATCS K OOJEerdeHWI0 WM YMEHBLICHHUIO TSKECTH
CHMIITOMA, CBSI3aHHOTO C 3a00JIEeBAHMEM WJIM COCTOSIHUEM, TOMJIEKAIINM JICUEHHIO, HAIIPUMED,
MHOXECTBEHHON MHUEJIOMOM.

[0038] TepmuH «mpenynpexaeHue» paclpoCTPaHseTCs Ha YMEHbIIEHHE CHMIITOMOB
KOHKPETHOTO 3a00NieBaHMs WJIM HapyIIEHWs, HanpuMep, MHOXECTBEHHOH MHENOMbl. B
HEKOTOPBIX BAPUAHTAX OCYLIECTBJIEHUS MALUEHTBl C CEMENMHBIM AHAMHE30M MHOXKECTBEHHOMU
MHUEJIOMBI SBJISIFOTCA KaHAUAATAMU U NPEAYNPEKAAIUX peKUMOB. Kak mpaBuio, TepMUH
«TpenynpexaeHne» OTHOCUTCS K BBEIEHHIO Ipernapara A0 MOSBIEHUS CHMIITOMOB, OCOOE€HHO
MALUEeHTaM C BO3MOKHBIM MOSIBJIEHUEM MHO>KECTBEHHOU MHUEJIOMBI.

[0039] Kak ucrnonb3yercsi B JAaHHOM JOKYMEHTE M €CJIM HE YKa3aHO WHOE, TePMHH
«CHEep>KUBAHME» BKIIOYAET MPEeNyNpEeXIeHNe peluauBa KOHKPETHOro 3a0oyeBaHus WU
paccTpPOUCTBA, TAKOTO, KAK MHOKECTBEHHAsl MUEJIOMA, Y MallMeHTa, KOTOPBIM CTpagan OT HEro,
YIUIMHSST BpeMsi, KOT/ia MalMeHT, KOTOPBIA CTpasan OT 3TOro 3a00ieBaHMsl WIH PacCTPONCTBA,
OCTAaeTCsl B COCTOSIHMM PEMUCCHH, YMEHbIIAas CMEPTHOCTh MALMEHTOB W/WIN MOIJEpIKAHUE
CHIDKCHHUS] TSDKECTH WM TPEJOTBPAllEeHHE CHMIITOMA, CBSI3aHHOTO C 3a00JieBaHHEM WM
COCTOSIHUEM, KOTOPOE CAEP>KUBAIOT.

[0040] Kak ucnonb3yercss B JaHHOM JOKYMEHTE, TEPMUH «CYOBEKT» WJIM KIIAL[HeHT»
O3Ha4aeT KMBOTHOE, KaK IMPABUJIO, MIIEKOITUTAIOIIEE, BKIFOUasi YeJIOBEKa, TAKOro, Kak OOJbHOM
YeJIOBEK.

[0041] TepMuH «peLUANBUPYIOIIHID OTHOCUTCS K CUTYaLIMH, KOT/A MALUEHThl y KOTOPBIX
ObUTa pEMHCCUS MHOXKECTBEHHOH MHENIOMbI TOCJE TEpanuyd HMENTH BO3BpAIIEHUE KJIIETOK
MHUEJIOMBI U CHUKEHUE KOJIMYECTBA 3JOPOBBLIX KJIETOK B KOCTHOM MO3T€.

[0042] TepmuH «pedpaKkTepHbII WIN PE3UCTEHTHBIN» OTHOCHUTCS] K TOMY OOCTOSITENILCTBY,
KOI/1a MAalMeHTHI, AK€ IMOCJI€ MHTEHCUBHOIO JICUEHUs], UMEIOT OCTAaTOYHBIE KJIETKH MHUEIOMBI
W/WK peay IUPOBAHHBIEC 3JOPOBbIE KJIIETKH B CBOEM KOCTHOM MO3Te€.

[0043] Kax ucnonp3yercsi B JaHHOM JOKYMEHTE, « MUHAYKIHOHHAs TepaIus» OTHOCUTCS K
NEPBOMY JICYEHHMIO MAHHOTO 3a00JIeBaHMS, HJIM TIEPBOMY JIEUEHUIO, OKA3aHHOMY C IIEJIbIO
WHYKIMH [TOJTHOW PEMHUCCHH 3a00JIeBaHUs, TAKOTO KaK pak.B ciiyuae ncnosb30BaHUs OTAENBHO,
MPUHATO, YTO MHAYKIMOHHAs Tepanus sBJISIETCS HAWIYYIIMM HUMEKIUMcs JedenueM. Ecnu
OOHapy>KeH OCTATOYHBIN PaK, MALUEHTHI TOJJBEPTAFOTCS JICUSHHIO IPYTOH TepaIue, Ha3bIBaeMOH
pPEeUHAYKUMOHHON.EciM  manueHT HaxoAWTCs B COCTOSIHUM IOJHOM PEMHUCCHUU  IOCIHE
UHAYKIMOHHOH Tepamuy, 3aTéM OKa3bIBAeTCs JOMOJHHUTENbHAS YKPEIUIIIomas W/ Wi
NOJ/ICPKUBAIOLIAs  Tepamusi, YTOOBl MPOUIUTh PEMHUCCHIO WM TOTEHLHAJIbHO BBUICYHTH
MALUEHTA.

[0044] Kak wucmonp3yercs B JAHHOM JOKYMEHTE, TEPMHUH «YKPEIUISIOIIasl Teparus
OTHOCHUTCSl K JIeUeHHIO 3a0OJieBaHMSI TMOCHe JOCTIDKeHHMs TepBod pemuccun.Hanpuwmep,
YKPEIUISIOIIEeH Tepalnuel paka siBJsIeTCs JIEUCHHE, OKa3aHHOE MOCJe TOrO KaK PaK HUCYeE3 MOCie
HAa4yaJdbHOM Tepanuu.YKperusiromas Tepanus MOXKET BKJIIOYATh JIY4EBYI0  TEparuo,

TPAHCIUIAHTALUUKO CTBOJIOBBIX KIIETOK HWJIM JICHCHUC JICKAPCTBAMU OT paka. prGHJ’IfII'OH.Iy}O
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TEpaIUIO TAKXKE HA3bIBAIOT yCUJINBAIOILEH Tepanuel U NOCTPEMUCCUOHHOMN Tepanuei.

[0045] Kak ucnonb3yercss B JaHHOM JIOKYMEHTE, TEPMUH «IIOAAEP KUBAIOIIAs TEParus»
OTHOCHTCS K JICUSHHIO 3a00JIeBAaHUS TIOCIIE NOCTIDKEHHSI PEMUCCHUN WIIM HAMITYYIIero OTBETa JJIs
IpenoTBpalleHnst Win 3afepkku peuunualloanepkuparomas Tepanus MOXKET BKIOYATh
XUMHOTEPANHIO, TOPMOHAJIBHYIO TEPAIUIO WIN LieJeHANPaBICHHYIO TEPAIHIO.

[0046] Kak ucnonb3yercs B AaHHOM AOKYMEHTE U €CIM HE YKa3aHO WHOE, TePMHHbI
«TepaneBTUYeCKH 3(P(PEKTUBHOE KONMUYECTBO» U «I(P(PEKTHBHOE KOIMYECTBO» COCTHHEHUS
OTHOCATCSI K KOJIMYECTBY, AOCTATOYHOMY IJisi OOeCHeueHHs! TeparneBTH4Yeckoro >¢dexra npu
JIEYEHUH, TPENYyNPEeKACHUN W/WIN CAEpKUBAHUU 3a00JIeBaHMs, HAIPUMEDP, MHOXKECTBEHHOU
MHENIOMBI, YTOOBI 3a71epKaTh WIM CBECTH K MUHUMYMY OZIMH WJIM 0OJiee CHMIITOMOB, CBS3aHHBIX
¢ 3a0oJeBaHMEM WM PAacCTPONCTBOM, MOMJIEKALIMM JIEUEHHIO. TE€PMHHBI «TepaneBTHUYECKU
3¢ (peKkTUBHOE KONUYECTBO» WIH «3(P(PEKTUBHOE KOJIHUYECTBO» MOIYT BKJIOUYATh TaKOe
KOJINYECTBO, KOTOPOE YJydllaeT OOIIYI0 Teparuio, CHIKAET WM HUCKIIOYaeT CUMITOMBI WU
NPUYHMHBI 3a00JI€BaHNs WM PACCTPOMCTBA MJIM YCHIJIMBAET TEPANEBTHUECKYIO 3(p(EKTUBHOCTD
APYroro TepaneBTUYECKOro CPEACTBA.

[0047] TepMuHBI «COBMECTHOE BBEACHHE» M «B COUYETAHHH C» BKJIOYAIOT BBEACHUE
OITHOTO MK oJIee TepaneBTHUECKUX areHTOB (HapUMep, COSANHEHHE, PEATIOKEHHOE B TAHHOM
JOKYMEHTE U elle OJUH areHT NPOTUB MHOKECTBEHHOW MUEJIOMBI, IPOTUBOPAKOBBII areHT WiIn
areHT IMOIAEPKUBAIOIIEH Tepanuy) OXHOBPEMEHHO, MapajulesIbHO WJIM IOCIEeNOBATEeNbHO 0Oe3
KaKnUX-JINOO KOHKPETHBIX OrPaHMYEHUIl 1O BpeMeHH. B OJHOM BapHaHTE OCYIIECTBIICHUS
yKa3aHHbIE areHThl PUCYTCTBYIOT B KJIETKE WJIM B OpraHU3Me IMallUeHTa B OJTHO U TO K€ BpeMs
WU MPOSIBIISIFOT CBOM OMOJIOTHUECKUH WK TepaneBTudeckuii 3hdext B OMHO U TO ke Bpemsi. B
OJITHOM BapHaHTe OCYLIECTBJICHUS TePaNeBTHUECKIE areHThbl HAXOSATCS B OAHOM U TOM K€ COCTaBe
WIM B BHIE €IUHUYHOW J03uUpoBaHHOH (opMbl. B npyrom BapuaHTe peanuzanuu
TeparneBTHUECKHUE CPEACTBA HAXOAATCS B PA3IMUHBIX KOMITO3UIUSAX WIIN PAa3IMUHbIX €JUHUYHBIX
JIEKapCTBEHHBIX (popMax.

[0048] TepMuH «areHT MOIEPKUBAIOIICH Tepamuu» OTHOCHTCS K JFOOOMY BEINECTBY,
KOTOpPO€ JICUWT, MPENOTBpPAIIAeT WK CHEPKUBAET HEONMaronpusTHbIA 3P(EKT OT JedeHus
Coenunennem 1, Coenunenuem 2 wnu CoenuHeHHeM 3, WK €ro SHAHTHOMEPOM HJIM CMECHIO
SHAHTHOMEPOB, TAy TOMEPOM, U30TOMOJIOTOM HITH (PapMaieBTUYECKH IPUEMIIEMOH COJIBIO.

[0049] TepmuH «OHOJOrHMYEcKasl Tepamusy» OTHOCHUTCS K BBEOEHHIO OHOJIOTMYECKOH
TEpaIuy, TAKOH KaK MyTIOBUHHAS KPOBb, CTBOJIOBBIE KIIETKH, (PaKTOPBI POCTA U MIOAOOHOE.

[0050] B xoHTekcTe paka, UHTHOMPOBAHKME MOKET OBITh OIEHEHO MO HHTUOUPOBAHUIO
NPOTpeCcCUPOBaHMs 3a00JIeBaHMs], HHTHOMPOBAHUIO POCTA OIMYXOJIM, YMEHBIICHHIO MEPBHIHON
OIMyXOJIM, OOJIETYEHUIO CHUMIITOMOB, CBSI3aHHBIX C OIYyXOJIbIO, MHTHOHPOBAHHIO (PaKTOPOB,
CEKPETUPYEMBIX OIYXOJIbIO, 33aJ€p:KKE IMOSBJICHUs MEPBUYHBIX WM BTOPUYHBIX OIyXOJEH,
3aMENJIEHUIO Pa3BUTHUs MEPBUYHBIX WJIM BTOPUYHBIX OIyXOJeH, CHUXEHHIO BO3HUKHOBEHHS
NEPBUYHBIX WMJIM BTOPUYHBIX OIyXOJeH, 3aMeNJIEHUI0 WM CHIKEHUIO TSDKECTH BTOPHYHBIX
s dexToB 3a0oneBanus, 3aAePKAHUIO POCTA OMYyXOJH U PErPeCcCUd OIMyXOJIeH, yBEITHYCHUIO

BpemMeHH 1o mnporpeccupoanus (B/III), yBennueHU0 BBIKHUBAEMOCTH 0€3 MPOTrpecCHUpPOBAHUS



12

(BBII), ysenuuenuro odmeii BepkuBaemoctr (OB), cpenu nmpodero. Kak ncnosnp3yercs: B JaHHOM
nokymentre, OB o3Hauaer Bpemsi OT Hauana JIEYEHUS 1O CMepTU mo Jiroboi mpuumHe. Kak
UCTOJb3yeTcss B nAaHHOM pnokymeHte BJIII o3Havaer BpeMs OT Haudana JiedeHHS [0
nporpeccupoBanus onyxonu, B/III He BxirodyaeT cmeptu. B 0nHOM BapuaHTe OCYILECTBJIEHUS
BBII o3navaer Bpemsi OT HayaJja JISYEHUsl 0 NPOrpPECCUPOBAHUS ONYXOJIU WIH CMepTU. B ogHOM
BapuaHTe ocyiuecTsiaeHuss BBII o3HawaeTr Bpems OT mepBOM 03bl COCAMHEHUS IO NEPBOrO
NPOSIBJICHUS] TIPOTPECCUpPOBaHusl 3a00J€BaHUsT WM CMEPTH Mo JroOoi mpuumHe. B omgHOM
BapUaHTe OCylecTBIeHHss ckopocTd BBII OyayT BBIMHCIEHBI C HCIOJNB30BAaHHEM OIIEHOK
Kannana-Meiiepa. beccoOpitnitnas BeokuBaeMocTh (EFS) o3HavaeT Bpems OT MOMeEHTa Hadaja
JIeUeHHs 70 JIF0OOro MposiBIeHUs] HeA(P(PEKTUBHOCTH JIEUEHHs], B TOM YHUCJIE TPOrPEeCCUPOBAHUS
3a00neBaHysl, MPEPBIBAHUS JIEUEHHs IO JII0OOH NpHYMHE WM CMEepPTH. B ogHOM BapuaHTe
ocymiecTsyieHus yactora obmero orsera (HOO) o3HavaeT 00 MalMeHTOB, KOTOPbIE TOCTHTAIOT
oTBeTa Ha jieueHue. B oqnom BapuanTe ocyuectsienus YOO o3HavaeT cyMMy A0Jei NalUeHTOB,
KOTOpBIE€ JOCTUralOT MOJHOTO U YaCTUYHOTO OTBETOB. B oHOM Bapuante ocywectsienus YOO
O3HA4aeT JIOJII0 MALMEHTOB Yel Jiydmuii oreer > yactuyHoro oreera (HO), B COOTBETCTBUH C
KpuTepusiMu  paBHoMepHoro otBeta IMWG. B onHoOM BapuaHTe  OCYyINECTBJICHHS
nponoukuteabHocTh oTBeTa (I10) mpencraBnsier coOoil BpeMsi OT JOCTIIKEHHsI OTBETa MO
peuuanBa WM IIpOrpeccHpoBaHus 3aboneBaHus. B omgHom Bapmante ocymectsienus 10
npenacTaBisieT coO00i BpeMs OT JOCTHXKEHUs 0TBeTa > yacTuyHoro oteera (UO) no penuansa win
nporpeccupoBanust 3a0oseBanus. B oqHoM BapuaHTe ocymectsienus 110 nmpencrasisier coboi
BpeMsi OT TIepBOrO  JOKYMEHTHPOBAaHHMsSI OTBETa JO IE€PBOr0  JOKYMEHTHPOBAHHS
nporpeccupoBaHusi 3abojeBaHusT WM CMepTH. B omHOM Bapuante ocymectsienus I[10
npeAcTaBisieT cCoOOH BpeMsi OT NePBOro JOKYMEHTHUPOBAHHs OTBeTa > yacTHyHOro oreera (HO)
J0 TIePBOrO JOKYMEHTHPOBAHMS TNPOTPECCUpPOBaHMs 3a00JieBaHUS WIM CMepTH. B omHOM
BapHaHTe OCyLIeCTBICHUs BpeMs a0 pa3Butus orBera (TTR) o3Hauaer Bpemsi OT mepBOil JO3BI
COEIMHEHMs 0 MEPBOro NOKYMEHTHPOBaHUs OTBeTa. B ogHOM BapuanTe ocymectBieHus TTR
O3HauaeT BpeMsl OT NepBOH A03bl COEOUHEHHs] O IEPBOr0 JOKYMEHTHPOBAHHUS OTBETa >
yactuaroro oreeta (HO). B kpaiinem ciyuae, NOJHOE HHTHOMPOBAHUE, YIIOMUHAETCS B JAHHOM
JOKYMEHTEe Kak MpeaynpexaAeHue WM XUMUONpeaynpexaeHue. B 1aHHOM KOHTEKCTe, TEpMUH
«TpenynpexIeHNey» BKIIYaeT JIMOO MOJTHOE MPEenynpekaeHHe Havajla KIMHIYECKH OYEBHIHOTO
paka WM TpefaynpexaeHue Havajla [AOKJIMHUYECKH OueBHUIHONW craguu paka. Takke
NpeaHa3HaYeHO Ui OXBaTa JaHHBIM ONpEACTICHUEM MpenynpekiaeHne TpaHchopMaluu B
3JIOKAQUYECTBEHHbIE  KJIETKM WM  3a/epKaHue Wi oOpalleHHe  IporpecCHpOBaHHUS
IO0OpOKAYECTBEHHBIX KJIETOK B 3JIOKAYECTBEHHBIE KJIETKH. JTO BKIIOYAET MPOPHUIAKTHUECKOE
JieueHHe JIULL C TIOBBIIIEHHBIM PUCKOM Pa3BUTHS paka.

[0051] B xOHTEKCTE MHOKECTBEHHOI MUEJIOMBI OTBET MOYKHO OLICHUTh C UCTIOJIb30BAHUEM
KpUTEpHEB KOHCEHCyca MexayHaponHoii padoueit rpymmel no muenaome (IMWG) ms oteeta u
OLIEHKM MUHHMMAJIBHOTO ocTatouHoro 3aboneBanust (Rajkumar ef al., Blood, 2011, 117(18):4691-
5; Kumar et al., Lancet Oncol., 2016,17(8):328-e346). Kputepun MOXHO OLIEHUTH CIECAYIOIUM
oOpasom (Gonee mogpobuas uadopmauus nocrynsa B Lancet Oncol., 2016,17(8):€328-e346).
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Kputepun orera

Kputepun MOB ot MWG (TpebyeTcsi NOJIHBII 0TBET, KAK ONpeAeeH0 HUKe)

VYcronuuBas MOBb-

OoTpuLaTeibHasA

Otpunarensrocts MOB B koctHOM Mo3re (NGF nmm NGS,
WIU U TO, U IPYTO€) M BU3yaU3aLHel, KaK ONPEAeSIeHO HIKE,
NOATBEPAUIIN ¢ UHTEepBaIOM MUHUMYM 1 rox. Ilocnenyromue
OLIEHKH MOTYT OBITh HCIONB30BAaHbl JJIsI  YTOYHEHHUS
NPOOJDKUTENBHOCTH OTpuLaTenbHoCcTH (Hanpumep, MObB-

OTPULIATENILHBIN Yepes S JieT)

MOBb-oTpunarenbHas Ha

OCHOBE MIPOTOYHOU

HUTOMETPUN

OrcyrcTBUe (eHOTHNMUECKH aOeppaHTHBIX KJIOHAJIBHBIX
ma3MaTuyecknux kjaetok ¢ nomoumbio NGF Ha acnuparax
KOCTHOTO  MO3ra C  HUCIOJIb30BAaHUEM  CTaHJAPTHOU
orepaunoHHoi mnpoueaypbl EuroFlow st oOHapyxkenus
MObB npu MHOXECTBEHHOH MuenoMe (WM yTBEP:KIEHHOTO
MHUHUMAaJIbHON

SKBUBAJIEHTHOTO MeTOo/a) c

4yBCTBUTENBHOCTHIO | 13 10° siiepHBIX KJIETOK WITH BBILIE

MOBb-oTtpuuarenbHas Ha

OCHOBE CEKBCHHUPOBAHUA

OtcyTcTBHE KJIOHAJBHBIX [1a3MaTHYEeCKUX KJIeTok Mo NGS Ha
acmupaTe KOCTHOTO MO3ra, B KOTOPOM NPUCYTCTBHE KJIOHA
OIpeNieNIAeTCs] KaK IMPUCYTCTBUE MEHEe JByX WIEHTUYHBIX
CUMTBIBAHUI CEKBEHUpOBaHUs, nNoJydeHHbIx mnocie JIHK-
CEKBEHUPOBAHUS  aCMUpPaTOB

KOCTHOI'O MO3ra C

ucrnionb3oBanueM  tiatgpopmel  LymphoSIGHT  (wnm

YTBEPKACHHOI'O S5KBUBAJICHTHOT'O MeTOI[a) ¢ MHHHMAJIbHOMN

4yBCTBUTENLHOCTBIO | B 10° simepHBIX KJIETKAX WIIU BBILIE

MOBb-oTpunaTenbHas Ha
OCHOBE BU3YyaJIU3aLUU
KIUTIOCY

MOBb-orpuniatensHocTs, omnpenensiemas o NGF nimu NGS,

IUFOC ~ WCUE3HOBEHHWE  KaXIOW  O0NacTH  MHAMKATOpa
MOBBIIIIEHHOT'O TOTJIOIIEHNUs], OOHAPYKEHHOEe Ha HCXOTHOM
ypoBue win npenmectyromei [I9T/KT, wiu ymeHbleHue
nyna kpoeu cpenocteHuss SUV 10 MeHbIIEro, 4em y

OKpY>Karoleil HOpMaJIbHON TKaHU
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Kputepun orera

CranpaptHbie kputepun otBeta IMWG

Crtporuii oiHbIN OTBET

IlonHblli OTBET, KaK OMPEAETEHO HIKE, IUIIOC HOPMaJbHOE
cootHowieHne FLC u OTCyTCTBHE KIIOHAJIBHBIX KJIETOK MpHU
OMOTNCUU KOCTHOTO MO3ra MO JaHHBIM UMMYHOTHCTOXHMUU
(otHomeHue /A <4:1 wmu >1:2 nnsg NMAaUEHTOB C K U A,
COOTBETCTBEHHO, Itocie moacdera >100 maa3MaTHYECKHUX

KJIETOK)

ITonubll oTBET

OTtpuuartenpHass UMMYHO(QUKCALUS B CBHIBOPOTKE U MOYE U
HWCYE3HOBEHME JIFOOBIX IJIA3MOLIMTOM MATKUX TKaHed u <5%

MIa3MaTU4YCCKUX KJIETOK B aCTIMpaTax KOCTHOI'O MO3ra

OuyeHp XOpowWUN YaCTHYHBIN

OTBET

M-06eiok B CBIBOPOTKE U MOYe, OOHAPY KUBAEMBbIE C TIOMOLIBIO
MMMYyHO(HKCAILIMY, HO HE C IIOMOIIBIO AJIeKTpodopesa uiu >
90% cHmwkeHus: ypoBHss M-0ejka B ChIBOpOTKe U Moue <100

MT B TeueHue 24 4yacoB

YacTUYHBIN OTBET

CHmwxenne M-Oenka B cbiBOpoTke >50% wu cHmwxkenue M-
Oenka B Mmoue >90% wmnu 1o <200 Mmr B TeueHue 24 4. ;

Ecnin M-0enok B CBIBOPOTKE U MOUE SIBJISIETCS] HEM3MEPHMBIM,
>50%  TpeOyercsi ~ yMEHBIICHHE  pPa3HHULBI  MEXIy
BOBJICUEHHBIMU M HeBOBJeueHHbIMU ypoBHsMH FLC BmecTO
kpurepueB M-0enka;

Ecnu M-6enok B CBIBOPOTKE U MOYE SIBJISIETCS. HEU3MEPUMBIM,
U o0JierdeHHbI OeCCHIBOPOTOUHBIA aHAJM3 SIBJISIETCS TAK)KE
HEM3MEPUMBIM, TpeOyeTcsl yMEHbLICHHE IUIa3MaTHYECKUX
ki1etok >50% BMecTo M-Oenka, mpu yCIOBUH, Oa30BBIN
MPOIIECHT MIA3MATHYECKUX KIETOK KOCTHOTO Mo3ra 0bu1 >30%.
B nomonHeHume K MAHHBIM KpPUTEPHUSM, Takke TpedyeTcs
yMeHblIeHHe pasMepa (SPD) mia3MOnUTOM MSATKHX TKaHEH

>50%, eciii OHH MPUCYTCTBYIOT Ha 0A30BOM JIMHUH

MunumanbHbI OTBET

CHmwxenne cbiBOpoTOYHOrOo M-0Oenka Ha >25%, HO <49% u
cHikeHne M-Oemka B cyTouHoi Mmoue Ha 50-89%. B
NOTIOJTHEHNWE K TEPEYUCIICHHBIM BBIIIE KPUTEPHSIM, TaAKXKE
TpeOyeTcsi ymeHblneHne pasmepa (SPD) mmasmoumTom
MSITKUX TKaHel >50%, ecii OHW MPUCYTCTBYIOT Ha 0a30BOMU

JIMHUH
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Kputepun orera

CrabunbHoe 3a00eBaHne

He pexkomennyercs aAias UCHONB30BAaHUS B KauecTBe
MHIMKATOpPa OTBETA, YCTOHYMBOCTH OOJIE3HH JIyHIlIe BCErO
OTMCHIBAETCS MyTEM OLIEHKH BPEMEHH JI0 MPOrPeCCUpPOBAHUS
3a0oneBanust. HecooTBeTCTBHE KPHUTEPUSIM MOJHOTO OTBETA,
O4Y€Hb XOpPOLIEro 4YaCTUYHOIO OTBETAa, YACTUYHOI'O OTBETA,

MHUHHMMAJIBHOTO OTBETA HJIU ITPOrPECCUPYIOLIETO 3a00IeBaHUs

IIporpeccupyroiee

3abosieBaHue

JIro0oit onuH niu Oonee U3 CIEAYIOIUX KPUTEPHEB:
VBenuuenue Ha 25% OT €aMOro HM3KOTO 3HAYEHMUs
NOATBEPKIEHHOIO OTBETa IO OJHOMY MM Oosee U3
CIENYIOIIHUX KPUTEPHUEB:

M-0enok  CHIBOPOTKH (a0CONIOTHOE YBEIHYEHHE IOJDKHO
coctaBisiTh >0,5 r/mn);

VBenuyenue M-Oenka CbIBOPOTKM >1 T/mj, €Cli Camblii
HU3KHAI KOMITOHEHT M Obl1 >5 1/,

M-Genok B Moue (abCONIOTHOE yBEJNWYEHHE IOJDKHO
cocTaByisATh >200 mr/24 1),

VY nanueHtoB 0€3 MOAMAIOLIMXCS M3MEPEHUIO0 ypoBHEH M-
Oenka B CBHIBOPOTKE W MOYE - Pa3sHHULA MEXKAY YPOBHIMHU
BOBJIEYEHHBIX U He BoBiedeHHbIXx FLC (abcomoTHoe
YBEJIMYECHUE TOJDKHO COCTABISTH > 10 mr/mn),

Y nanmeHtoB 0e3 wm3MepsieMbIX ypoBHeil M-Oenmka B
CBIBOPOTKE U MO4€ U O€3 U3MEePsIeMbIX YPOBHEH BOBJICYEHHBIX
FLC, npoueHT mnua3MaTH4eCKUX KJIETOK KOCTHOTO MO3ra
HE3aBUCUMO OT HCXOOHOTO cocTosiHusl  (abCOoTHOE
yBEJIMUYEHUE TOJKHO COCTABIATD > 10%);

[TosiBiieHne HOBOTO MOpakeHMsI(Mi), yBenuueHne Ha >50% ot
Hagupa B SPD> 1 nmopaxenus wnu ysenudeHue Ha >50%
CaMoro JUIMHHOTO IMaMeTpa NpeAbIAy LIero nopaxeHus > 1 cm
10 KOPOTKOMW OCH;

>50% yBEJIMYEHUE KOJINYECTBA LUPKYJIUPYIOLIUX
TUIA3MaTHYECKUX KJIETOK (MUHUMYM 200 KJIETOK Ha MKJI), €CITH

9TO GHHHCTBGHHbIﬁ [OKa3aTeJib 3a00IeBaHUs
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Kputepun orera

Knunnueckuii peuunins

Knunnueckuit penuans TpeOyeT HAJIMYUS OIHOTO Win Oornee
U3 CJIEAYIOIINX KPUTEPHUEB:

[IpsiMble WHIUKATOPBI yBEJWYEHUS 3a00NeBaHHUA W/HUIIH
micHyHKIMM KOHe4YHbIX opraHoB (mpusHaku CRAB),
CBSI3aHHBIE C JIE)KAILUM B OCHOBE KJIOHAJbHBIM HapyllIeHHEM
nponudepanuy  masMatudeckux  kierok.  OH  He
UCIIONIB3YETCsl JIsl pacdyeTa BPEMEHHU A0 MPOrpecCHUpOBaHUs
WIN BBDKMBAEMOCTH O€3 NMpOrpecCHpOBaHUs, HO YKa3aH Kak
HEYTO, O 4Ye€M MOXKHO COO0IaTh MO S>KENAHUI0 WIH Jis
UCIOJIb30BAHUS B KJIMHUUYECKOHN MPAKTUKE;

PasBuTne HOBBIX IUIa3MOLIUTOM MATKUX TKAaHEW WM
NOpaXeHUH KOCcTeH (OCTEONOPOTHUYECKHE TIEepPeNIOMbl He
CUUTAIOTCS MIPOrPECCUPOBAHUEM),

OmnpeneneHHoe  yBeNMUYEHHE  pa3Mepa  CYIIECTBYIOLIUX
IUIA3MOLIUTOM MJIM KOCTHBIX mNopakeHuil. OrnpeneneHHoe
yBEJIMYCHUE OTIpeneNsieTcs Kak yeenuderne Ha S0% (n>1 cm),
usMepsiemMoe cepuitHo ¢ mnomouieio  SPD  usmepsiemoro
MOPaKEHUS,

Iunepkanbuuemust (> 11 mr/m);

CHmwxkeHre reMorjioonHa >2 /11, He CBS3aHHOE C Tepanuen
W APYTUMU COCTOSIHUSIMU, HE CBSI3aHHBIMU C MHEJIOMO;
[ToBpIIeHNE YPOBHS KpEATHHHUHA CHIBOPOTKH HA 2 MI/IUT UJIH
Oonee ¢ Hadaja TepamuH, YTO MOXET OBITh CBS3aHO C
MHEJIOMOI;

I'nnepBsA3KOCTh, CBA3aHHAs C NApPAPOTENHOM ChIBOPOTKU

Peunus  mocjie OOJIHOTO

OTBETAa (I/ICHOJ'Ib3y €TCs TOJIBKO

B TOM CJly4ae, €C/Ii KOHEUHON

TOYKOH SIBJISIETCSI
BbIKUBAEMOCTh oe3
3a0oneBaHms)

JIro0oit onuH wiu Oonee U3 CIEAYIOIUX KPUTEPHEB:
ITosTOpHOE MOsiBIIeHHE M-0eika B CBIBOPOTKE WJIH MOYE TIPH
UMMYHO(DUKCALIUU WK 3JIEKTpodopese;

PazButue >5% mna3zmMaTHUeCKHX KJIETOK B KOCTHOM MO3I€;
[TosiBneHue JOOBIX OPYTUX MPU3HAKOB MPOTPECCHPOBAHMS
(Hampumep, HOBOH MJIA3MOLIUTOMBI, JINTUYECKOTO MOPAKEHUS

KOCTHU WUJIK TUNICPKAJIBIIUEMUHU, CM. BbILHe)
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Kputepun orera

Pemyinus ocJje MOBb-
OTPUIATEIILHOTO

(MCTIONB3yeTCsT TONBKO B TOM

clydae, €CIi  KOHEYHOM
TOYKOM SIBJISIETCS
BbIKMBAaeMOCTh 0e3
3a0o0neBaHms)

JIroboti onuH win 6ojiee U3 CIEAYOINX KPUTEPHUEB:

ITorepss MOb-oTpuIIaTeLHOTO (CBHAETENBCTBO  HATUYHS
KJIOHAJIBbHBIX T1a3MaTudeckux kiaetok Ha NGF wnu NGS, unn
MOJIOKUTEIPHOE ~ BU3YAJIM3AIIMOHHOE  HCCIIeOBAaHHE  HA
peaMeT PeLUanBa MHEJIOMBI),

IToBTOpHOE MOsiBIIeHHE M-0eika B CBIBOPOTKE WIJIH MOYE TIPH
UMMYHO(UKCALUU WIH 3JIEKTpodopese;

PazButne >5% KIOHANBHBIX TUIA3MATUYECKUX KIIETOK B
KOCTHOM MO3T€;

[TosiBneHne JOOBIX OPYTHX MPU3HAKOB IMPOTPECCUPOBAHMS
(HampuMep, HOBOMH MJIA3MOLIUTOMBI, JINTUYECKOTO MOPAKEHUs

KOCTH HJIH FI/IHepKaﬂbHI/IeMI/II/I)

O3=muanmanpHOe octarounoe 3adonesanne. NGF=nporouynas HUTOMETpPUS CIENYIOLETO

nokosienusi. NGS= cexkBeHnpoBanue cienyroiero nokonenus. FLC=cBoOonHas nerkas emb. M-

6enoxk=muenomubiii Oenok. SPD=cymma npousBeneHHil MaKCHUMAaJbHBIX NEPIEHAMKYJISPHBIX

AUaMeTpoB u3MepeHHbIX mnoBpexaeHuil. I[lpusHaku CRAB=mnoBbIIEHNE YPOBHSA KaJbLus,

MoYevyHasi HEeAOCTATOYHOCTb, AaHeMHsl, JHUTHYeckue mnopaxeHus kocteil. FCM=nportounas

uromerpusi. SUVmax=makcHUMalbHOEe CTaHAapTH30BaHHOE 3HadeHue nornomeHus. PF-FDG

PET= ¥F-¢propuesokcuriokosa PET.

[0052] B HeKkOTOpBIX BapHaHTaX OCYIIECTBIEHHS JIEU€HHE MHO>KECTBEHHOW MHEIOMBI

TaKK€ MOXKET OBITh OLCHCHO C TOMOUIBIO MEXAYHAPOAHBIX KPUTCPUCB PABHOMCPHOI'O OTBETA JJIA

mHokecTBeHHON MuenoMmbl (IURC) (cm. Durie BGM, Harousseau J-L, Miguel JS, et al

International uniform response criteria for multiple myeloma. Leukemia, 2006; (10) 10: 1-7),

HCIIOJIb3Y A ONPCACTICHHUE OTKIIMKA 1 KOHEYHOMH TOYKH, KaK IIOKa3aHO HHUXKE:

Hoaxateropus Kputepun orera?

OtBera

cl1O ITO xak ompeneneHo HUXKE U
O6brunoe cootHomenue FLC u
OTCYTCTBHE KJIOHAJBHBIX KJIETOK B KOCTHOM MO3re® ¢ moMOLIbiO
UMMYHOTHCTOXUMHHU WJIH UMMy HO(JTy OpeCIIeHITNU®

1o OTtpunareapHasi IMMYHOQHKCAIHS B CBIBOPOTKE U MOYE H
HcuesnoBeHue MOOBIX MIA3MOILMTOM MSATKUX TKaHEH U
<5% TIa3MaTHYECKHUX KJIETOK B KOCTHOM MO3reP
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Ioaxateropus Kputepun orera?
Otsera
oxX40 M-0enok B CBHIBOPOTKE W MoOuYe, OOHApyKMBAa€Mble C IOMOIIBIO

UMMYHO(UKCALNY, HO HE C TIOMOIIBIO dyiekTpodopesa wim 90% wiu
Oonee cHIkeHUsT ypoBHS M-0enka B ChIBOpOTKe U Mode <100 mr B

TeueHue 24 yacos

4o CHmxenne M-0enka B ceiBOpoTKe >50% 1 cHIDKeHHe M-0enka B Moye
>90% unu no <200 Mr B TeueHue 24 4acos

Eciu M-Gesiok B CBIBOPOTKE U MOYE SIBISIETCS HEU3MEPUMBIM,® >50%
TpeOyercss yMeHbIIEHHE pa3HUIBl MEXAYy BOBJIICYEHHbIMH U
HeBoBJeueHHbIMU ypoBHsAMH FLC BMecTo kpurepues M-0enka

Ecnu M-0enok B CHIBOPOTKE M MOY€ SIBIISIETCS HEU3MEPUMBIM, U
oOnerdeHHbIi  OECCHIBOPOTOYHBIM  aHAIM3  SIBJISIETCST  TaKXKe
HEU3MEepUMBbIM, TpeOyeTcsi YMEHbLICHHE IUIa3MAaTUYeCKUX KIJIETOK
>50% Bmecto M-Oenka, mpu yCIOBUH, OA30BbIA MPOLEHT
IUIA3MAaTUIECKUX KJIETOK KOCTHOro Mo3ra osu1 >30%

B nononHeHne kK nepeuncIeHHbIM BbILIE KPUTEPHSIM, Takke TpeOyeTcst
yMEHBIIEHNUE pa3Mepa MIa3MOLUTOM MSTKUX TKaHel >50%, ecnu oHH

NPUCYTCTBYIOT Ha 0A30BOM JIMHUH

C3 (ve | He orBeuaromee kpurepusim 10, OXYO, HO wnu nporpeccupyroiiee
pekoMeHayercss Ui | 3a0oJeBaHue

UCTIOJIb30BAHUST B
Ka4eCTBEUHINKATOPA
OTBETA;
yCTOMYHMBOCTD
0O0JIe3HU Ty YIIIe BCETO
OMUCBHIBAETCS TyTEM
OLIEHKH BPEMEHHU 0
NPOTPECCUPOBAHHUS

3a0oneBaHms)

Coxkpamenns: [10, nomueriii otBet, FLC, cBoOonHas nerkas uemnb;, YO, 4aCTUYHBINA OTBET;
C3, crabummanus 3aboneanus;, clIO, crporuii nonseii orBer; OXYO, odeHbp Xopomuit
YJaCTHUIHBIN OTBET.

2 Bce kateropuu oTBeTa TPeOYIOT JIBE MOCJIENOBATEIbHBIX OLEHKHU, CIEeJaHHbIX B JII000E

BpeMs 10 YUpeKAeHuUs JF0O0I HOBOH TepaIiy;, BCE KaTErOpUU TaKXKe TPEOYIOT NOKAa3aTeIbCTBO
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OTCYTCTBUS NPOTPECCUPYIOLINX MM HOBBIX KOCTHBIX MOBPEKACHUH, €CU ObUIM NPOBENEHBI
PEHTI€HOJIOTHYECKHE HCCIEeNOBAHNUA. PEHTTeHONIOrMYeCKHe HCCIIENOBaHus HE Tpedyercs s
yIOBJIETBOPEHUS JAHHBIX TPEOOBAHUI K OTBETY.

b [MoaTBepskneHue ¢ MOBTOPHON GHOTICHEN KOCTHOTO MO3Tra He TpedyeTcsi.

¢ Hanuyue/OTCYTCTBHE KJIOHAJIBHBIX KJIETOK OCHOBBIBA€TCS HA COOTHOIIEHWUH K/A.
AHOMaJIbHOE COOTHOIICHHE K/A TIO TaHHBIM HIMMYHOTHCTOXUMHHU W/ HIIH UMMYHO(]JTy OpeCLIeHITNN
TpeOyer mMuHMMyM 100 muia3MaTHUECKHX KIETOK Ui aHain3a. AHOMaJbHOE COOTHOIIEHHE,
OTpakarolee HATMIHUe AHOMAJIBHOTO KJIOHA, TIPEACTaBIIsieT Co00i k/A >4:1 wmu <1:2.

d TTognaroreecs: M3MEPEHHIO 3a00JI€BAHIE OMPENESIETCS M0 MEHbIIEH Mepe OMHUM M3
CIIEeYIOIIMX MTOKAa3aTesel: MmIa3MaTudecKue KJIeTKU KOCTHOro mosra > 30%; cbIBOpoTO4HbINH M-
oenok >1 r/on (>10 r/n) [10 r/n]; M-6enok B moue > 200 mr/24 4; anamm3 FLC B cbIBOpOTKeE:
ypoBeHb BoByedeHHbIX FLC >10 mr/an (=100 mr/n); npu ycnosuu, uro cootHomenue FLC B
CBIBOPOTKE HEHOPMAJIbHO.

[0053] Ilpumensiemblii B naHHOM nOKyMmeHTe ctaryc no mkaine ECOG orHocuTcs K
00IecoMaTu4ecKoMy CTaTyCy MO Likayie BocTouHOH KoonmepaTHuBHONW OHKOJIOTMYECKOW TPYIIIbI
(ECOG) (Oken M, et al Toxicity and response criteria of the Eastern Cooperative Oncology

Group. Am J Clin Oncol 1982;5(6):649-655), npousuTFOCTpUPOBAHHON HIDKE:
bann Onucanue

0 ITomHOCTBIO aKTHBEH, CHOCOOEH BBINOJHATH BCE, KaK U 110 3aboneBaHus 0e3
OTpaHUYEHUS
1 OrpaHn4eH B aKTUBHOCTH BBIMOJHATH (PU3UUECKU TSIKENYI0 pabOTy, HO MOXKET

BBIMOJIHSAT JIETKYIO HUTH CUISTUYIO0 paboTy, HAapUMep, JIETKYIO paboTy Mo A0MY,

ouchyro padory.

2 IMpoxonur neyeHre aMOyJaTOPHO M CIIOCOOEH K CaMOOOCHY KHMBAHHIO, HO HE
MOJKET BBITIONHSTH KaKyr-1ubo padoty. bonee 50% Bpemenu GompcTBOBaHUS

MPOBOAMWT aKTHBHO - B BCPTHUKAJIbHOM IOJIOKEHUHN.

3 CriocoOeH HIIb K OrPpaHMYEHHOMY CaMOOOCITy )KMBAaHUIO, TIPOBOIHT B Kpece

i noctenu oonee S0% BpeMeHU OOPCTBOBAHMSL.

4 IMonmHocThi0  HerpynocmocoOHbiA.  CoBepiieHHO  He  cmoco0eH K

camMo00CTyknBaHHIO. [TOJTHOCTBIO MPUKOBAH K MOCTENH WIN KPECIy

5 Mepts

[0054] B xoHTeKCTE JAHHOTO JOKYMEHTa TEPMUH «OKOJIO», €CJIM He YKa3aHO MHOe, NpU
WCIIOJIb30BAHUHM BMECTE C YHUCJIOBBIM 3HAYECHHEM WJIM AUANA30HOM 3HAYEHUMN, YKa3bIBAET, YTO
3HAYEHHUE WU AUana30H 3HAYEHUI MOTYT OTKJIOHSATBCS 1O CTENEHH, KOTOPasi CYMTAETCs a3y MHOU
IUTA CTIELMANINCTa B JAAHHOW OOJNACTH TEXHHKH. B ONHOM BapuaHTE OCYLIECTBICHHS TEPMHH
«OKOJIO» O3HA4aeT, 4YTO YUCJIOBOE 3HAYEHUE WJIM AUANa3OH 3HAYEHUN MOXKET BapbUPOBATH B
npenenax 25%, 20%, 15%, 10%, 9%, 8%, 7%, 6%, 5%, 4%, 3%, 2%, 1,5%, 1%, 0,5% unu 0,25%

OT YKa3aHHOI'O 3HAUCHUA WM AHalla30Ha 3HaueHui. B OIHOM BapHUAHTE OCYLHECTBJICHUA TCPMUH
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«OKOJIO» OTHOCUTCSI K 3HAYEHHUIO, KOTOpoe He Oonee ueM Ha 10% GosbIe Hiin MEHbIIe 3HAUEHHs,
M3MEHsIEMOro 3TUM TepMuHOM. Hampumep, Tepmun «okono 10 mMr/m?» o3HadaeT auamasoH OT 9
mr/m? no 11 mr/m?.

[0055] Tepmunbl «BCMA», «uenesoit BCMA», «BCMA denoBeka», UCTIOIb3yEMbIE B
JAHHOM JIOKYMEHTE, OTHOCUTCSI K aHTUT€HY CO3peBaHUs B-kileTok YenoBeka, Takke U3BECTHOMY
kak BCMA, TR17 HUMAN, TNFRSF17 (UniProt Q02223), KOTOpBIH SBJISIETCS YJIEHOM
ceMeiicTBa pEeLENnTOpPOB HEKPO3a OMYyXOJIH, KOTOpbl€ MpPEANOYTUTENBHO 3KCIPECCUPYIOCS B
nudpepeHIMPOBAHHBIX KJIETKaxX Iula3Mbl. BHekinerounslii nomen BCMA cocTouT, coriacHo
UniProt, u3 ammuokucnor 1-54 (wmm 5-51). B KOHTEKCT€ DAHHOTO IOKYMEHTa TEPMMHHBI
«aarureno k BCMAy», «antureno k BCMA» oOTHOCHUTCS K aHTUTENy, crenu(uuecku
CBSI3bIBAIOLLEMYCSl C BHEKJIETOUHBIM IoMeHOM BCMA.

[0056] Tepmuns! «cnenuduueckoe casizbiBanne ¢ BCMA» mnu «cpsizpiBanne ¢ BCMA»
OTHOCATCSL K aHTUTENy, KOTOPO€ CIOCOOHO CBs3bIBaThCsA ¢ HeneBbiM BCMA ¢ noctaTouHOM
apUHHOCTBIO, TAK YTO AHTUTENIO MOXKHO HCIIONIb30BaTh B KAUECTBE TEPANEBTHUECKOIO areHra
s BoszaelicTBust Ha BCMA. B HEKOTOpBIX BapHaHTax OCYLIECTBIIEHHs CTENEHb CBSI3bIBAHUS
anturena Kk BCMA ¢ HepoacTBeHHbIM OenkoMm, He siBisiromumMcst BCMA, npumepro B 10 pas,
npeanoutuTensHo B > 100 pa3 meHblie, yeM cBsisbiBaHME aHTUTeNna ¢ BCMA, uro usmepeHo,
HanpHuMep, C TTOMOLIBIO TOBEPXHOCTHOTO IJIa3MOHHOTO pe3oHaHca. (III1P) Hanpumep Biacore®,
ummyHo(pepmenTHoro ananuza (MDA ) unu nporounoit uuromerpun (FACS). B ogHOM BapuanTe
OCYILECTBJIEHUS aHTUTENO, KOTOpOe cBsi3biBaeTcss ¢ BCMA, nmeeT koHcTanTy auccormaruu (Kd),
paBayto 10 M unu menee, B onHOM BapuanTe ocyectsierus: ot 108 M no 1013 M, B ogHOM
BapuaHTe ocytectsierus ot 10° M no 10-1> M. B oqHOM BapuaHTe OCYIIECTBIIEHHS AHTHTENO K
BCMA cBssbiBaercs ¢ sanuronoM BCMA, koTopslii siBisieTcss KOHCepBaTUBHBIM cpennt BCMA
Pa3JIMYHBbIX BUJOB, B OJHOM BapHaHTE OCYLIECTBJICHUS CPEU YeJIOBEKa U IBAHCKOIO Makaka, a B
JOTIONIHUTENIbHOM BapuaHTe ocyliecTBieHus Takke ¢ BCMA wbimu U Kpbichl. TepMHHBI
«Oucnenmduyeckoe antuteso, crnenuduueckn cBs3bBapimeecs ¢ CD3 u  BCMAy,
«Oucnenmgpuyeckoe antutesio k CD3 u BCMAY» OTHOCHTCS] K COOTBETCTBYIOLIEMY OMPEAESIEHUIO
CBSI3BIBAHMA C OOEUMH MHLICHSAMHU. AHTUTENO, crieruduyecku cps3piBaromeecs ¢ BCMA (wmu
BCMA u CD3), He cBsi3bIBae€TCsl ¢ IPYTHMMHU YEJIOBEUYECKUMHU aHTHreHamu. ClieIoBaTeNbHO, B
HUDA 3Hauenuss OD uisi TakuxX HECBSI3aHHBIX MUIIEHEW OyIyT paBHbI WM HIDKE Tpenena
OOHapy KeHHs] KOHKPETHOTO aHAJIN3a, B OJJHOM BapHUaHTe OCyINecTBIeHuUs > 0,3 HI/MJI WU paBHBI
wii Hwke 3HaueHusiM OD KOHTposbHBIX 00pa3loB cBs3aHHOrO ¢ ruiaHmeroM BCMA wmm ¢
HeTpaHchuIrpoBaHHbIME KiieTkamu HEK293.

[0057] B xoHtekcTe pmaHHOro pAokymeHta TepMuH <«APRIL» otHocurcs K
pexomOnHaHTHOMY ycedeHHOMY APRIL mbimn (amuHOkucaoTer 106-241; NP_076006). APRIL
MO>KHO NIPOM3BOAUTH, Kak onmcaHo B Ryan, 2007 (Mol Cancer Ther; 6 (11): 3009-18).

[0058] B xourtekcre paHHOoro gokymeHta TepmMuH «BAFF» otHOcuTCcs K
pexkomOMHaHTHOMY yceueHHOMy BAFF uenoseka (UniProt Q9Y275 (TN13B_HUMAN)),
KOTOPBII MOXKET OBITh Oy 4eH, kKak onrcano B Gordon, 2003 (Biochemistry; 42 (20): 5977-5983).

B oxgHOM BapuaHTe OCyIIECTBIIEHHUS COrllacHO n300pereHmto ucnonbs3dyercs BAFF ¢ His-merkoii.
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B omnom Bapuante ocymectsienuss BAFF ¢ His-merkoli mojy4aroT myTeM KIOHHPOBAHHS
¢parmenta JIHK, xogupyromero ocrarkn BAFF 82-285, B BekTop akcnpeccuu, ciusiHue ¢ N-
KoHIeBOW His-MeTKO#, 3a KOTOpOW CienyeTr cailT pacIuelvieHHsT TPOMOHMHOM, 3KCHPeCCUU
YKa3aHHOT'O BEKTOPA M PACIIETICHUsI BOCCTAHOBJIEHHOTO OeJika TPOMOUHOM.

[0059] Tepmun «antureno k CD3», «antureno k CD3» OTHOCHUTCS K aHTHUTENY,
cneunguyeckn cpsspiBaromemycss ¢ CD3. B omHOM BapuaHTe OCYIIECTBJIEHUS] AHTHTENO
cneunguueckn cesspiBaerca ¢ CD3e. B koHTEKCTE MaHHOrO nOKyMeHTa, TepMuH «CD3e» mnn
«CD3» orrocurcs k CD3¢ yenoseka, onmucanHomy B UniProt P07766 (CD3E_ HUMAN).

[0060] B xoHTeKCTe [OAaHHOTO JOKYMEHTa, TEPMHUH «aHTHUTEJNO» OTHOCHUTCA K
MOHOKJIOHAJIbHOMY aHTUTENY. AHTUTEINIO COCTOUT U3 ABYX nap «jierkux nernei» (LC) u «Tskenbx
ueneit» (HC) (Taxue mapsei nerkoit uernu (LC)/Tsoxenol nenu CokpamieHHO 0003HaUYeHbI B JAHHOM
nokymenre kak LC/HC). Jlerkue u TsDKenble LENM TAKUX AHTUTEN NPEACTaBISIIOT COOON
MOJIMNENTHUbI, COCTOSIIIME U3 HECKOJbKMX J0MeHOB. Kaxpas Tspkenas Lenb COAEPIKUT
BapuadeNbHy0 00JacTh TSDKENOH Henu (COKpaIieHHO 0003HaYaeMyt0 B JAaHHOM JIOKYMEHTE KaK
HCVR unu VH) u koHCcTaHTHY!0 007acTh TspKenon nenu. KoHcTanTHAs 001acTh TsKENIoH Lenu
coiepKUT KOHCTaHTHbIE foMeHbl Tspkenoil nenu CH1, CH2 u CH3 (xnaccer anturen IgA, IgD u
IgQG) u, HEoOsA3aTENBPHO, KOHCTAHTHBIN oMeH Tspkenol nenu CH4 (knmaccer antuten IgE u IgM).
Kasknast nerkasi uenb COAepKUT BapuaOebHbIM TOMEH Jierkoi nenud VL U KOHCTaHTHBIN JOMeH
nerkoii uern CL. Bapuabenbhble nomensl VH u VL MOryT OBITH ZOMONHUTEIBHO TTO/EIEHBI HA
obnactu runepeapuadenbHOCTH, HA3bIBa€Mble ONPEASIIOLIMMI KOMITIEMEHTAPHOCTh O0JIACTAMU
(CDR), nepemeskaroruecsi 0ojiee KOHCEPBATHBHBIMU OOJIACTSIMH, HA3bIBAEMBIMH KapKaCHBIMHU
obiactsamu (FR). Kaxxnas VH u VL coctout u3 Tpex CDR u yerbipex FR, pacnonoskeHHbIX OT
aMUHOKOHIIA K KapOokcu-koHIly B crienyromem nopsinke: FR1, CDR1, FR2, CDR2, FR3, CDR3,
FR4. «KoHCTaHTHbIE JOMEHBI» TSKEJION LENU W JIETKOM LEeNU He Y4YaCTBYKOT HANpPSIMYyK B
CBSI3BIBAHMM AQHTHUTENA C MHIIEHBIO, HO MpPOSBISIIOT pa3indHble dpdexkropHeie ¢yHkumu. B
KOHTEKCTE JaHHOTO JOKYMEHTA, TEPMUH «aHTUTEJIO» BKJIIOYAET TaKXKe YacTh aHTUTENA, KOTopas
HeoOXOoauMa, MO MEHbIIeH Mepe, M crnenuduueckoro cBsisbiBaHusi ¢ aHTureHom CD3,
coorBercB. BCMA. CnenoBarenbHO, TaKO€ aHTHTENO (MM YaCTh aHTUTENIA) B OTHOM BapHaHTE
ocyliecTBIieHUs1 MOKeT ObITh Fab-pparMeHTom, eciiu yka3zaHHasi 4aCTh AHTUTEJIA BXOIUT B COCTAaB
oucnenuUUecKoro aHTUTENA COTJIACHO H300PETEHHI0. AHTHUTEIIO O H300PETEHHIO TAKKE MOKET
npencrasisite codoit Fab’, F(ab’),, scFv, di-scFv mnu Obucnennduyeckuii akrusatop T-kieTok
(BiTE®).

[0061] TepMHH «aHTUTENO» BKJIIOYAET, HAIIPUMEP, MBILIMHbIE AHTUTENA, YeJOBEUeCKHe
aHTHUTeNa, XUMEPHbIE aHTHUTENA, 'YMaHU3UPOBaHHbIE aHTUTENAa U T€HHO-UHKEHEepHble aHTUTENa
(BapuaHTHbIE WJIM MYTaHTHbIE AHTHTENA) IO TEX IOP, MOKAa COXPAHSIOTCA UX XapaKTepHbIE
CBOWCTBa. B 01HOM BapuaHTe OCYIIECTBICHHS AaHTUTENA IPEACTABISIFOT COOOH YeIOBEUECKHE WITN
I'YMaHU3UPOBAHHBIE AHTHTENAa, OCOOEHHO B BHUAE PEKOMOMHAHTHBIX YEJOBEYECKUX WU
I'YMaHU3UPOBAHHBIX aHTUTEN. JIOMONHUTENbHbIE BapUaHThl OCYILLIECTBJIEHUs IPEACTaBISIOT
coboti rerepocnennduyeckre anTurena (Oucnenuduueckue, TpucenupuIecKue u T.1.) U ApyTue

KOHBIOTATBI, HANMMPUMEDP C HUTOTOKCUYICCKUMU MAJIBIMH MOJICKYJIAMU.
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[0062] ®opmaTbl OucnennPUYECKNK AHTUTEN XOPOIIO H3BECTHBI B JAHHOW 00JacTh
TEXHUKH W, Hampumep, Takxke onucanel B Kontermann RE, mAbs 4:2 1-16 (2012); Holliger P.,
Hudson PJ, Nature Biotech.23 (2005) 1126- 1136 u Chan AC, Carter PJ Nature Reviews
Immunology 10, 301-316 (2010), u Cuesta AM et al., Trends Biotech 28 (2011) 355-362. B
KOHTEKCTE JaHHOTO JOKYMEHTa, TEPMHUH «OHCTenu(pUIECKOe aHTUTENO» OTHOCUTCS B OJHOM
BapUaHTE K aHTUTENy, B KOTOPOM OJHA M3 ABYX map Tspkenor nenu u jerkoi nemu (HC/LC)
cneunguueckn cwsspiBaercss ¢ CD3, a nmpyras cneungudecku cwsspiBaercss ¢ BCMA. Dtor
TEPMHH TaKXXe€ OTHOCUTCS K APYruM Qopmaram OucreruduuecKux aHTHTET B COOTBETCTBUH C
YPOBHEM TEXHUKH. B 0THOM BapuaHTe OCYILIECTBIEHHUs TEPMHUH «Oucnennpuieckoe aHTUTEI0»
BKJIFOUaeT Oucrnenuduueckue OIHOLIENOYeUHble AaHTHTENA, TaKue Kak aHTuTena B Qopmare
BiTE®, anturena DART, nuatena, TanaeMHbIe SCFV 1 MUMETUKY aHTUTE, Takhe Kak DARP-UHBI.
B omHom BapuaHTe oOcyluecTBieHHs Oucnenupuyeckoe aHTUTENO,  CHelH(HUUECKH
CBSI3bIBAOIIEECS] C AaHTUIeHOM co3peBaHus B-kierok uenoseka (BCMA) u ¢ CD3e uenoseka
(CD3), siBnsieTcss OMHUM U3 aHTUTEJ, ONIMCAHHBIX B My OJIMKALU MEX Iy HApOaHO# 3asBku Ne WO
2018/083204, koTOpast MOJHOCTHIO BKJIFOUEHA B JAHHBIN JOKYMEHT MOCPEICTBOM CCHUIKH.

[0063] B koHTekcTe JaHHOro JAoKyMeHTa, TepMuH «TCB» orHOcuTCcs K
oucnerpduueckomy antureny, cneundpudecku csizbiBaromemycs ¢ BCMA u CD3. B koHTekcTe
naHHOTrO nokyMeHTa, TepMuH «83A10-TCBcv» oTHOCUTCS K OucCTeLU(pUYECKOMY aHTUTEINY,
cnienuduyecku cesispBaroimemycsi ¢ BCMA u CD3, kak onpeneneHo KOMOMHALINEH ero TsKeIoi
u aerkoii nerneit SEQ ID NO: 45, SEQ ID NO: 46, SEQ ID NO: 47 (2x) u SEQ ID NO: 48, uro
noka3aHo Ha ®wur. 2A u onucano B EP14179705. B koHTekcTe AJaHHOTO JTOKyMEHTA, TePMHHbI
«21-TCBcv», «22-TCBcv», «42-TCBcv» OTHOCSTCS K COOTBETCTBYIOIIUM OHCIIENUPUIECKUM
antuTenaMm Mab21, uyro ompenensercs KOMOMHALMEH ero Tspkenoi u Jerkoi neneid ¢ SEQ ID
NO:48, SEQ ID NO:49, SEQ ID NO:50 u SEQ ID NO:51 (2x), Mab 22 | yto ompenessiercs
koMOuHaLuen ero Tsokenoi u jgerkoi ueneii ¢ SEQ ID NO:48, SEQ ID NO:52, SEQ ID NO:53 u
SEQ ID NO:54 (2x), m Mab42, uro onpeznensieTcsi KOMOMHALIUEH ero TSDKEJION | JIETKOH 1ernel ¢
SEQ ID NO:48, SEQ ID NO:55, SEQ ID NO:56 u SEQ ID NO:57-(2x).

B. Kpartkoe onucanue rpa maecKiux MaTepHajoB

[0064] ®ur. 1A u @ur. 1B.bucnenuduyueckue MByXBaJIEHTHbIE AHTUTENA, COAEPIKAIINE
tonbko Fab-¢pparments! (cnennpuunsie s CD3 1 BCMA) u Fc-yacts, kak ykazano: (®wur. 1A)
Fab BCMA(RK/EE)-Fc-Fab CD3; (®ur. 1B) Fab BCMA-Fc-Fab CD3(RK/EE).
AwmunokuciotHbie 3amensl st RK/EE, Beenennsie B CL-CHI1, 1myist yMeHbIIEHUST KOJTHMYECTBA
OmMOOYHO crHapeHHbIX/mo0ouHbIX mpoaykTtoB LC B mpomssomctee. CD3 Fab comepskur
kpoccoBep VL-VH nnsi ymenbinmeHus: KojudecTBa OMHOOYHO crapeHHbXx LC u moOOuYHBIX
MPOAYKTOB.

[0065] ®Dur. 2A, ®ur. 2B, ®ur. 2C u @ur. 2D. [IpeanoururensHbie dOucnenuduueckme
TPEXBAJICHTHBIE aHTHTENA, coneprkamue Toipko Fab-parments (cneunduunsie nmst CD3 u
BCMA) u Fc-yactp, kak ykazaHo: (®ur. 2A) Fab BCMA(RK/EE)-Fc-Fab CD3-Fab
BCMA(RK/EE); (®wur. 2B) Fab BCMA-Fc-Fab CD3(RK/EE)-Fab BCMA; (®wur. 2C) Fab
BCMA(RK/EE)-Fc-Fab BCMA(RK/EE)-Fab CD3; (®wur. 2D) Fab BCMA-Fc-Fab BCMA-Fab
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CD3(RK/EE). Amunokucnotabie 3amenbl 1y1si RK/EE, BBenennsie B CL-CHI, mist yMeHbIIeHUS
KOJIM4eCTBA  OMMOOYHO  CrapeHHbIX/mobouHbx  mpoaykroB LC B mpousBoacTse.
IIpenmoutnrensro CD3 Fab conmepskut kpoccoBep VL-VH nns yMeHbIIEHHs KOJHYECTBA
omunbouHo criapeHHbx LC n nobounsx npoaykros. [IpeanmouturensHo Fab CD3 u Fab BCMA
CBSI3aHBI APYT C APYTOM FMOKUMH JINHKEPAMHU.

[0066] ®ur. 3A, ®ur. 3B, ®ur. 3C u Pur. 3D. bucnermduueckne OuBaNEHTHBIC
aHTHTeNa, copepskatine Toibko Fab-¢pparments! (cneunguunsie s CD3 u BCMA) u Fe-yacrs,
kak yka3aHo: (®wur. 3A) Fc-Fab CD3-Fab BCMA(RK/EE); (®ur. 3B) Fc-Fab CD3(RK/EE)-Fab
BCMA; (®ur. 3C) Fc-Fab BCMA(RK/EE)-Fab CD3; (®wur. 3D) Fc-Fab BCMA-Fab
CD3(RK/EE). IlpennoururensHo CD3 Fab conepsxxat kpoccosep VL-VH nns ymenbiueHus
KonmdecTsa omnbouHo crapeHHbix LC u nobounsx npoaykros. Fab CD3 u Fab BCMA csizaHb!
APYT C APYTOM r'HOKUMHU JIMHKEPAMHU.

[0067] Ha ®ur. 4A, ®ur. 4B u ®ur. 4C nokazaHo, 4TO npeaBapuresbHas o0padoTka
s¢ppexropHbIX T-KJIETOK MM KJIETOK MHOXECTBEHHOW muenoMbl (MM) min KII€TOK-MUIIEHEH
PCL Coenunenuem 2 ypennuuBaeT 3PQPEeKTUBHOCTb, & B HEKOTOPBIX JHMHUSIX KIETOK TaKKe
yBEJIUYMBAET MAKCHUMAaJbHOE YHHUYTOXEHHE KJIETOK-MULICHEH, IOCTUraeMoe C ITOMOINBIO
OucneunpuecKux aHTUTEI, CeNU(PHUECKH CBA3BIBAIOLINXCS C AHTHTEHOM CO3peBaHus B-kieTok
yenoBeka (BCMA) u ¢ genoseyeckum CD3e (CD3), npeanoKeHHbIMH B JAHHOM JTOKYMEHTE.
D¢ ¢exropubie T-xknerku (CD3 +) npensapurensro obpabateiBamu JIMCO (kOHTpoOsb) WiIH
Coenunennem 2 (1 HM) B TeueHne 16 4acoB, 3aTeM MPOMBIBAJIH M UCTIOJIb30BAJIH JISI COBMECTHBIX
KynbTyp. Jluauu knerok-mumened H929 (®wur. 4A), L363 (®ur. 4B) u OPM-2 (®ur. 4C)
npeaBaputenbHo obpadareiBaiu IMCO (konTposb) win Coenunenuem 2 (1 HM) B TeyeHue 72
YacoB, 3aT€M TNPOMBIBAIM M HCHOJB30BAIU JUISI COBMECTHOIO KYJIbTUBUPOBAHHS MPU
cootHomenue 3¢ dextopubix T-knerok (E) k knerkam-mumensm (T) cocrasmsiromem 1:3, 1:1 u
1:5 coorBerctBenno. Jluamu «IMCO-IMCO»: knerku-muiieHu u 3(QGEKTOpHbIE KJIETKH,
npensaputenbHo oopadoranubie JIMCO (kortponu). Jlunun «Coenunenue 2-JIMCO»: kieTku-
MUIIEHH, TmpeaBaputesibHo  obOpadoranHble CoenuHeHueM 2, 3(G(EKTOpHBIE  KJETKH,
npensaputenbHo odpadorannsie JIMCO (kouTposb). JTunuu « IMCO-CoennHerue 2»: KIETKU-
MUIIEHH, TnpeasBapurenbHo obpaborannbie JIMCO (koHTposb), 3(dexkTopHbie KIETKH,
npensaputenbHo odpaboranubie Coenunennem 2. Jlunnu « Coenunenne 2-CoeqnHeHne 2»: Kak
1eneBbie, Tak 1 3 dexTopHbIe KIeTKH, mpeasapuresbHo oopadoranubie CoennnenueM 2. Och y
NPEACTABISIET TPOLIEHTHOE COOTHOLICHHE JKUBBIX OMYXOJEBBIX KJIETOK, INPHBEIEHHBIX K
KOJINYECTBY JKHMBBIX KJETOK B OTCYTCTBHE OHCIEUM(UYECKUX AHTHTEN, OCh X MPEACTaBIAET
log[xorueHTpanys| bucneruduyueckoro aHTuTeNa B M.

[0068] Ha ®Pwur. 5 moxkazaHo, yro CoennHeHue 2 yBenuuuBaeT >PQPEKTUBHOCTb U
MaKCHUMAaJIbHOE€ YHUUYTOKEHHE KIETOK-MHUIIEHEH, TOCTHraeMoe OMCIeHU(pUIECKUM aHTUTENIOM,
ceun(UIeCK CBSA3BIBAIOIIMMCS C aHTUT€HOM co3peBaHusi B-kierok uenoseka (BCMA) u ¢
CD3¢ yenoseka (CD3), npeanokeHHBIMH B JaHHOM J1oKyMeHTe. Dddextoprbie T-knerku (CD3
+) OT TpeX pa3HbIX TOHOPOB COBMECTHO KYJIbTUBUPOBAJIH C JIMHUEH KiieTOK-mumeneid MM H929

npu $uKCHpoBaHHOM cooTHoteHnu 3¢ dexkropupix T-knerok (E) u xnerok-mumenei (T) 1:3 B
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npucytctBun JIMCO (xontponb) mnu Coenunenust 2 (1 HM) B teuenue 72 yacoB. Ocb y
NPEACTABISIET TPOLIEHTHOE COOTHOLIEHWE JKUBBIX OMYXOJEBBIX KJIETOK, IPHUBEAEHHBIX K
KOJINYECTBY JKHMBBIX KJIETOK B OTCYTCTBHE OHCIEUM(UYECKUX AHTHUTEN, OCh X MPEACTaBIAET
log[ koHueHTpauysi| ducrnennupuaeckoro anTuTea B ml.

[0069] Ha Pur. 6 mnoka3aHo, 4YTO MpenBapHUTeNbHas 00padoTKa YCTOWYMBBIX K
JICHAJTUIOMHUAY KIJIETOK MHOXKECTBEHHOW Muenombl CoenuHeHHeM 2, HO He TOMAaIUAOMUIOM,
yBenuunBaeT 3p(EeKTUBHOCTh U MAaKCHMAJIbHOE YHUUTOXKEHHE KJIETOK-MUIICHEH, TOCTHraeMoe
oucrerpuUUecKuM aHTUTENIOM, CHEeUN(UIECKH CBSI3bIBAIOLIUMCSA C AHTHIE€HOM CO3peBaHus B-
kietok yenoseka (BCMA) u ¢ CD3e yenoseka (CD3), npeasioskeHHBIMH B JAHHOM JIOKYMEHTE.
Jluanto knerok-mumeneir H929-1051 mnpensapurensHo obpabareBamu JIMCO (koHTpoIb),
nomanugoMuaom (100 EM) unu Coenunenuem 2 (1 HM) B TeueHue 72 4acoB, 3aTe€M POMBIBAITU
Y UCTIOJIb30BAJIH ISl COBMECTHOTO KyJIbTUBUPOBAHUS IIPU COOTHOLIEHUE 3P PeKkTopHbIX T-KIeTok
(E) u xnerox-mumeneit (T) 1:3. Ocp y mpencraBisieT NMPOLEHT XKUBBIX OMYyXOJEBBIX KIETOK,
HOPMAJIM30BAHHBIN K KOJMYECTBY JKUBBIX KJIETOK B OTCYTCTBHE OHCIENM(PUIECKUX aHTUTEN, OCh
X npencrasisieT log[koHueHTpans | Oucnenuduaeckoro anturena B M.

C. Coenunenust

[0070] Ans npuMeHeHHsI B Cioco0ax, MpeIoKeHHBIX B TAHHOM JTOKYMEHTE, TPEIIOKEHO
COEeIMHEHHE 4-(4-(4-(((2-(2,6-muoxkconumnepuanH-3-11)- | -OKCOM30MHIOTIMH-4 -

WJT)OKCH )METHI )OeH3 W ) Tinepasus- 1 -un)-3-gpropOensonutpui, umenyemoe kak «CoenuHeHue

JWeasVaes

1

NN €ro OHAHTUOMED, CMECH SHAHTUOMEPOB, TayTOMED, HU30TOIOJIOT HUJIn

1»:

(hapManeBTHYECKH MTPUeMIIEMAasi COJIb.
[0071] Ans mpumeHeHuss B crocodax, MPEIJIOKEHHBIX B JAHHOM JOKYMEHTE, TaKKe
npenioxkeHo coenuaenue (S)-4-(4-(4-(((2-(2,6-nuokconunepuauH-3-mi)- 1 -OKCOM30UHIOTUH-4-

WJT)OKCH )METH )OeH3 W )unepasuH- 1 -un)-3-gropOensonutpun, nmenyemoe kak «CoenuHeHue

2»:
E;li(m 0
Nepcbary

2

HJIN €T0 TayTOMEP, U30TOIIOJIOT UJIN q)apMaHeBTI/I“IeCKI/I npuemiieMasi COJib.
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[0072] Ans mpuMmeHeHusi B crocobax, MPEIJIOKEHHBIX B JAaHHOM JOKYMEHTE, TakKKe
npenioxkeHo coenuHenue (R)-4-(4-(4-(((2-(2,6-ouokconumnepuauH-3-mi)- 1 -OKCOM30UHIOTUH-4-

WJT)OKCH )MeTHI )OeH3 W ) unepasu- 1 -un)-3-gropOenzonutpun, nmenyemoe kak «CoenuHeHue

JWeaVarsy

3

WIN €r0 TayTOMEP, U30TOMOJIOT UITH (PapMaleBTUUECKU PUeMIIeMasi COJb.

D. Honyuenne Coennnenus 1, Coennnenus 2 u Coeaunenus 3

[0073] CoenuHenus st IPUMEHEHHs B crioco0ax, MPeayIoXKeHHBIX B TAHHOM JIOKYMEHTE,
MOTYT OBITh MOJy4YeHbl CIIOCOOAMH, M3BECTHBIMU CHELIMAIUCTY B JAHHOH OOJACTH TEXHHUKH,
CNEAYIOUNMHA METOIUKAMH, aHAJOTMYHBIMH METOAMKAM, OMUCAaHHBIM B paszaene [Ipumepsr B
JAHHOM JOKyMEHTe, W HX OObIMHBIMH MoaupUKauusMH. THUMUYHAS CXemMa peakuud s
NOJIy4eHUsl JAaHHBIX COeNMHEHUH npowurocTpupoBaHa Hike Ha Cxeme 1 ansa Coenunenus 1,
Coenunenus 2 u Coenunenus 3, u Ha Cxeme 2 qis CoenuHeHus 2.

[0074] Kak mnoxka3aHo Ha Cxeme 1, mocyie 3amuThl 3-TUAPOKCH-2-METHIIOSH30HHOMN
KHCJIOTHI  (C  TIOMOLIBIO, Hampumep, oOOpa3oBaHHMs  METWJIOBOro sdupa ©  TpeT-
Oy THII( TUMETHIT)CHITUIIOBOTO 3(upa) ciieqoBasio OpOMUPOBAHKE, HATIPUMED, C UCIIOIb30BAHUEM
N-OpoMcykumHUMHUAa U a300MCH300yTHpOHHUTpWIA. Peakuus ¢  MeTwi-4,5-n1MaMuHO-5-
OKCOIEHTAHOATOM B MPUCYTCTBHH OCHOBaHUs (Takoro kak JIUIIDA), mpuBonmia K MOJIyYESHUIO
MIPOU3BOAHOIO M30MHIOJMHA, 32 KOTOPBIM CJEAOBANO yAaleHus 3amuTHoW rpymmbel TBS ¢
UCTIOJIb30BAHUEM OCHOBAHMsI, TaKOro Kak kapOoHar kanws. Ilocie peakuuu 3aMereHHOro
n30MHAO0NNHA C 1,4-0uc(OpomMmeTHiT)0eH30I0M B MPUCY TCTBUM OCHOBAHUS (TAaKOrO Kak KapOoHAT
KaJwst), clienoBasio 00pa3oBaHue Iy TapUMHIA B IPUCYTCTBUU TPeT-OyToKcHaa kanusi. Hakoner,
peakuusi ¢ 3-prop-4-(nunepasun-1-min)OeH30HUTPUIIOM TMPUBOAUJIA K TOJYYEHHUIO LEIeBOrO
Coenunennss 1. 3areM ¢ MOMOIIBI XHPAJBHOTO pasneneHus nonydain CoenuHenwe 2 u

Coenunenue 3.
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[0075] B anbrepHaTUBHOM BapHaHTe, Kak MPOWJUIIOCTPUpOBaHO Ha Cxeme 2, peakuus
MPOMEKY TOUHOTO COEIMHEHMSI METHIT 2-(6bpommerwn)-3-[TpeT-
Oy THII(IUMETIT)CUITHI JOKCUOEeH30aTa € XHpaJbHbIM TpeT-OyTmn (4S)-4,5-nuamMuHO-5-0KCco-
NEHTAHOATOM B TNPHUCYTCTBHU OCHOBaHUs (Takoro kak JIMITDA), mpuBOIUT K TMOJIYyYECHHUIO
3aMEILEeHHOr0 W30MHJOJNNHA, 3a KOTOpPbIM cienoBaio cHAtue TBS 3amwmrHON rpymnmel ¢
UCTIONIb30BaHUEM TeTpalyTuiiaMMonuii ¢propuna. Ilocie peakun 3aMeeHHOrO H30UHAOIHHA C
4-(4-(4-(xnopmeTiu)OeH3m ) unepasus- 1 -ui)-3 -pTopOeH3OHUTPHIIOM B MIPUCYTCTBUU
OCHOBaHMS (TAKOTO KaK KapOOHAT KaJvst), CIe0BAJI0 0Opa30BaHUEM [Ty TAPHMHUIA C MOy YeHHEM

nenesoro CoenquHeHus 2.
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Cxema 2.

[0076] Cnenmanucty B AaHHOH OOJACTH TEXHUKH OyJeT TMOHSTHO, KaK M3MEHHTH
METOJIUKHU, U3JIOKEHHBIE B WILTFOCTPATUBHBIX CXEMax M MpUMepax, YTOObI MOJYUYUTh JKEIaeMble
MPOAYKTHI.

E. Bucnemnpuyeckoe antureio, cnenuduiecku cesizpiaomeecsi c BCMA u CD3

[0077] TlpennoskeHHOEe IJIsi TPUMEHEHUsT B CHOCO0aX B JAHHOM JIOKYMEHTE
oucnenmuduyueckoe aHTUTENO, Crenn(UUEecKUd CBSI3bIBAKOIIEECS C AHTHUIEHOM CO3peBaHus B-
kietok uenoseka (BCMA) u ¢ CD3e uenoseka (CD3).

[0078] B omHOM BapuaHTe OCYINECTBJICHHs OucHenuduueckoe aHTHUTEJIO COIMEPIKUT
MIEPBYIO CBSI3BIBAIOINYIO YaCTh, CHeNU(PUUECKH CBS3BIBAIOINYIOCS C aHTUTEHOM CO3peBaHus B-
kJeTok yenoseka (BCMA), 1 BTOPYIO CBS3BIBAIOIIYIO YaCTh, CHELU(PUIECKH CBA3BIBAIOLIYIOCS C
CD3¢ uenoeka (CD3), mpuueM yka3aHHas epBasi CBA3BIBAOINAS YaCTh COAEPKUT obnacTe VH,
conepskamyto obnacte CDR1H ¢ SEQ ID NO: 21, obnacte CDR2H ¢ SEQ ID NO: 22 u obnactb
CDR3H ¢ SEQ ID NO: 17, u obnacte VL, conepskammyto obnacte CDR3L ¢ SEQ ID NO: 20, u
komOuHanmto obnacreit CDRIL u CDR2L, BeiOpaHHy O U3 rpy bl

1) obiacte CDRIL ¢ SEQ ID NO:23 u o6macte CDR2L ¢ SEQ ID NO:24,

i1) obmacte CDR1L ¢ SEQ ID NO:25 u obmacts CDR2L ¢ SEQ ID NO:26 nnu

ii1) obmacte CDR1L ¢ SEQ ID NO:27 u obnacts CDR2L ¢ SEQ ID NO:28.

[0079] B onmHOM BapuaHTe OCYINECTBJICHHs OucCHenu(uueckoe aHTHUTEIO COIEPIKUT

NEPBYHO CBA3ZBIBAIOINYHO 4YaCTh, CHeL[I/I(I)I/ILIeCKI/I CBA3BIBAKOIIYHOCA C AHTUT'CHOM CO3PCBaAHUA B-
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kyieTok desiopeka (BCMA), 1 BTOPYIO CBSI3BIBAOLIYIO YaCTh, CIEU(PUIECKH CBSI3BIBAIOIIYIOCS C
CD3¢ yenoseka (CD3), npudeM yka3zaHHasi epBasi CBSI3bIBAIOIIAS YaCTh COAEPKUT obnacts VH,
conepskamyto obnacte CDR1H ¢ SEQ ID NO: 21, obnacte CDR2H ¢ SEQ ID NO: 22 u obnactb
CDR3H ¢ SEQ ID NO: 17, u obnacte VL, conepskamyto oonacte CDR3L ¢ SEQ ID NO: 20, u
komOuHanmto obnacreit CDRIL u CDR2L, BeiOpaHHy O U3 rpy bl

a) obnacte CDRI1L ¢ SEQ ID NO: 25 u obnacte CDR2L ¢ SEQ ID NO: 26, unu

b) obmacte CDRIL ¢ SEQ ID NO: 27 u obnmacte CDR2L ¢ SEQ ID NO: 28.

[0080] B onHOM BapuaHTe OCYILECTBIEHMsI IEpBasl CBS3bIBAIOLIAs 4acTb COJAEPIKUT
obnacte VH, conepskamyto obmacte CDR1H ¢ SEQ ID NO: 21, o6nacts CDR2H ¢ SEQ ID NO:
22 n obnacte CDR3H ¢ SEQ ID NO: 17 u obnacts VL, conepsxamyto obnacts CDR3L ¢ SEQ ID
NO: 20, obmacte CDRI1L ¢ SEQ ID NO: 23 u obnacte CDR2L ¢ SEQ ID NO: 24.

[0081] B onHOM BapuaHTe OCYINECTBIEHMsI INEpBasl CBS3bIBAIOLIAs YacTb COAEPIKUT
obnacte VH, conepsxkamyto obnacte CDR1H ¢ SEQ ID NO: 21, o6nacts CDR2H ¢ SEQ ID NO:
22 u obnmacte CDR3H ¢ SEQ ID NO: 17 u o6nacts VL, conepxamyro obaacte CDR3L ¢ SEQ ID
NO: 20, obnmacte CDRI1L ¢ SEQ ID NO: 25 u obnacts CDR2L ¢ SEQ ID NO: 26.

[0082] B ongHOM BapHaHTE OCYINECTBJIEHHUS IEpBas CBS3bIBAIOLIAS YacThb CONEPIKUT
obsiacte VH, conepxamyto obmacts CDR1H ¢ SEQ ID NO: 21, o6nacte CDR2H ¢ SEQ ID NO:
22 u obnmacte CDR3H ¢ SEQ ID NO: 17 u o6nacts VL, conepxamyro odmacte CDR3L ¢ SEQ ID
NO: 20, obmacte CDRI1L ¢ SEQ ID NO: 27 u obaacts CDR2L ¢ SEQ ID NO: 28.

[0083] B omHOM BapuaHTE OCYINECTBJICHUS OHCIEHU(PUUECKOE AHTHTENIO CONEPIKUT
NEPBYIO CBSI3BIBAIOLIYIO YACTh, CHEM(MUYSCKH CBS3BIBAIOIIYIOCS C aHTUTCHOM CO3peBaHHs B-
kieTok denoBeka (BCMA), 1 BTOPYIO CBSI3BIBAIOLIYIO YaCTh, CIIEIU(PUIECKH CBI3BIBAIOIIYIOCS C
CD3¢ uenoseka (CD3), npudem mnepBasi CBI3bIBarOIIAst 4acTh coneps:kut obnacte VH ¢ SEQ ID
NO: 10 u o6macts VL ¢ SEQ ID NO: 12, obmacte VH ¢ SEQ ID NO: 10 u o6nacts VL ¢ SEQ ID
NO: 13 unu odnacts VH ¢ SEQ ID NO: 10 u obmacts VL ¢ SEQ ID NO: 14.

[0084] B ogHOM M3 BapUaHTOB OCYILECTBIEHUS MepBasi CBSI3bIBAIOINASI YACTh COAEPIKUT
obmacts VH ¢ SEQ ID NO: 10 u o6macts VL ¢ SEQ ID NO: 12.

[0085] B ogHOM M3 BapuaHTOB OCYILECTBJIEHUs MepBasi CBSI3bIBAIOINASI YACTh COMAEPIKUT
obmacte VH ¢ SEQ ID NO: 10 u ob6macts VL ¢ SEQ ID NO: 13.

[0086] B ogHOM M3 BapUaHTOB OCYILECTBIEHUs MepBasi CBSI3bIBAIOINASI YACTh COAEPIKUT
obnacts VH ¢ SEQ ID NO: 10 u o6aacts VL ¢ SEQ ID NO: 14.

[0087] B ogHOM BapuaHTe OCYLIECTBJICHUS MIEPBasi CBSA3BIBAIOIIAS YACTh XaPAKTEPU3Y €TCS
TEM, 4TO COAEPKUT o0nacTh VL, BRIOpaHHYIO U3 TPyIbL, cocTosimei u3 obnacreit VL ¢ SEQ ID
NO: 12, 13 u 14, rne amuHokucnora 49 BeIOpaHa W3 IPymnbl aMUHOKHCIOT TUpo3uHa (Y),
riyramuHOBOU kucyoThl (E), cepuna (S) u ructununa (H). B ogHOM BapuaHTe OCyIIeCTBICHUS
amuHokucyoTa 49 npencrasisier coboit E 8 SEQ ID NO: 12, S 8 SEQ ID NO: 13 unu H B SEQ
ID NO: 14.

[0088] B ogHOM BapuaHTe OCYLIECTBJICHUS MEPBAasi CBA3BIBAIOIIAS YACTh XaPAKTEPU3Y €TCS
TEM, 4TO COAEPKUT o0nacTk VL, BRIOpaHHYIO U3 Tpymmbl, cocTosimei u3 obnacreit VL ¢ SEQ ID

NO: 12, 13 u 14, rne amuHokucnora 74 npencrasnsier codoit TpeonuH (T) wmu ananun (A). B
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OJTHOM BapHaHTE OCYIIECTBICHUS aMUHOKHCIoTa 74 npencrasinser codoit A 8 SEQ ID NO: 14.

[0089] B ogHOM BapuaHTe OCYLIECTBIEHUS MEPBasi CBA3BIBAIOIAS YACTh XapAKTEPU3Y €TCS
teM, uto B kKauectBe VH BCMA copepxut obnacte VH ¢ SEQ ID NO: 10.

[0090] B ogHOM BapuaHTe OCYLIECTBIEHUS MEPBasi CBA3BIBAIOIAS YACTh XapAKTEPU3Y €TCS
TEM, 4TO COAEPKUT o0nactk VL, BRIOpaHHYIO U3 Ipymmbl, cocTosimei u3 obnacreit VL ¢ SEQ ID
NO: 12, 13 u 14, rne amuHOKHcaOTa 49 BRIOpaHa W3 Ipymmbl aMUHOKHCIOT TUpo3uHa (Y),
riyramuHOBOU kucyothl (E), cepuna (S) u ructunnna (H). B ogHOM BapuaHTe OCyIIeCTBICHUS
amuHokucnota 49 npeacrasiser codoit E (SEQ ID NO: 12), S (SEQ ID NO: 13) unmmu H (SEQ ID
NO: 14). B omHOM BapuaHTe OCYINECTBICHHs H300pETEHHs] TepBasi CBS3BIBAIOIIAS YacCTh
XapaKTepU3yeTCcs TeM, YTO COAEPKUT oOsactb VL, BBIOpaHHYIO W3 TPYIIIbI, COCTOSIIEH U3
obnacreit VL ¢ SEQ ID NO: 12, 13 u 14, rone amuHokuciora 74 npencrasisier coO0i TPEeOHUH
(T) nnu ananuH (A). B onHOM BapuaHTe OCYyLIECTBICHU aMUHOKHCIIOTA 74 mpeacTaBiseT coOoi
A B SEQ ID NO: 14.

[0091] B omHOM BapuaHTe OCYLIECTBIICHUS IT€PBasi CBSI3bIBAIOINAS YACTh XapaKTePU3YeTCS
teM, uto copepkut obsacte CDR3H ¢ SEQ ID NO: 17 u o6aacte CDR3L ¢ SEQ ID NO: 20 u
komOuHarmto obnacteit CDR1H, CDR2H, CDR 1L u CDR2L, BbIOpaHHBIX U3 rPyMIib a) 00J1acTh
CDRI1H ¢ SEQ ID NO: 21 u obmactu CDR2H ¢ SEQ ID NO: 22, oonactu CDRI1L ¢ SEQ ID
NO:23 u obnactu CDR2L ¢ SEQ ID NO:24, b) obnactu CDR1H ¢ SEQ ID NO: 21 u obnactu
CDR2H ¢ SEQ ID NO: 22, o6nactu CDRI1L ¢ SEQ ID NO: 25 u obnactu CDR2L ¢ SEQ ID NO:
26, ¢) obimactu CDR1H ¢ SEQ ID NO:21 u obnactit CDR2H ¢ SEQ ID NO: 22, obnactu CDRIL
¢ SEQ ID NO:27 u obnactu CDR2L ¢ SEQ ID NO: 28, d) o6nactu CDR1H ¢ SEQ ID NO:29 u
obnactu CDR2H ¢ SEQ ID NO: 30, o6mactu CDRIL ¢ SEQ ID NO: 31 u obnactu CDR2L ¢ SEQ
ID NO: 32,e) obaactu CDR1H ¢ SEQ ID NO: 34 u o6inactu CDR2H ¢ SEQ ID NO: 35, obnactu
CDRIL ¢ SEQ ID NO: 31 u obnactu CDR2L ¢ SEQ ID NO: 32,u f) o6nactu CDR1H ¢ SEQ ID
NO: 36 u oomactu CDR2H ¢ SEQ ID NO: 37, oonmactu CDRIL ¢ SEQ ID NO: 31 u obnactu
CDR2L ¢ SEQ ID NO: 32.

[0092] B ogHOM BapuaHTe OCYIIECTBJICHUS MePBasi CBS3bIBAIOIIAS YACTh XaPAKTEPU3Y €TCS
TeM, UTO CONepPKUT B KauecTBe obnactu VH obnacte VH, BIOpaHHYIO U3 TPYIIbI, COCTOSIIEH U3
SEQ ID NO: 38, 39 u 40. B oqHOM BapuaHTe OCYIIECTBICHUsS N300PETEHUS MEPBast CBSI3bIBAOLIAS
YacTb XapaKTEPU3YETCs TEM, UYTO COepKuT B kauectBe obmactu VH obmacts VH ¢ SEQ ID NO:
38 u B kauectBe obnactu VL obiacte VL ¢ SEQ ID NO: 12. B ogHOM BapHuaHTe OCYIIECTBICHUS
u300peTeHus1 mepBasi CBSI3bIBAIOIIAS YaCTh XaPAKTEPH3YETCsS TE€M, YTO COIEPIKUT B KaueCTBE
obmactu VH obnacte VH ¢ SEQ ID NO: 39 u B kauectBe obmnactu VL obnacte VL ¢ SEQ ID NO:
12. B opHOM BapuaHTe OCYIIECTBIEHHs HW300pETEHUs] TiepBasi CBSI3bIBAKOLIASl YacTb
XapaKTepU3yeTCsl TEM, YTO COAep:KUT B kauecTse obiactu VH obiacte VH ¢ SEQ ID NO: 40 u B
kadecTBe obiactu VL obmacts VL ¢ SEQ ID NO: 12.

[0093] B ogHOM BapuaHTe OCYLIECTBJICHUS MIEPBasi CBA3BIBAIOIIAS YACTh XaPAKTEPU3Y €TCS
teM, uto conepxkut obnacte CDR1H ¢ SEQ ID NO: 15, obnacte CDR2H ¢ SEQ ID NO: 16,
obnactb CDR3H ¢ SEQ ID NO: 17, obnacts CDRI1L ¢ SEQ ID NO: 18, o6nacte CDR2L ¢ SEQ
ID NO: 19 u obaacts CDR3L ¢ SEQ ID NO: 20.
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[0094] TlepBasi cBsI3BIBAIOIIAST YACTh MO M300PETEHUIO COAECPKUT B KadecTBe oOjacTei
CDR3H u CDR3L Te xe obmactu CDR, uto u antureno 83A10 (mns anturena 83A10 cm.
Tabmuuer 1A u B nanee B Tekcre).

[0095] B ogHOM BapuaHTe OCYLIECTBIEHUS MEPBasi CBA3BIBAIOIAS YACTh XaPAKTEPU3Y €TCS
TeM, 4TO cofepxut B kadecTse odnacti VH obmacte VH ¢ SEQ ID NO: 9 u B kagecTBe o0nactu
VL obnacts VL ¢ SEQ ID NO: 11.

[0096] B ogHOM BapmaHTe OCYINECTBIEHHs OuCTenU(UUIecKoe aHTHTEIO CONEPIKUT He
6onee ogHoro Fab-dparmenta wactu anturena k CD3-, ve 6onee nByx Fab-pparmentos gactu
anturena k BCMA u He Oonee onHolt yactu Fc, B omHOM BapuaHTe ocyiuecTBiieHUs: Fc-uacThb
yejioBeka. B onHOM BapuaHTe ocymecTsiieHus He Ooniee ogHoro Fab-pparmenrta yactu anTutena
k CD3 u He 6onee onnoro Fab-¢pparmenra vactu anturena k BCMA cBsizanbl ¢ Fc-uacTeio, u
CBSI3BIBAHUE OCYILIECTBIIsIeTCs nocpenacTBoM C-koHLEBOro ces3biBanus Fab-pparmenrta(os) ¢
mapHUpHON obnacTeto. B omHOM BapmanTte ocymectsieHust Bropoi Fab-¢parment wactu
anturena k BCMA cBsizan cBoum C-konHuom 6o ¢ N-koniiom Fab-¢parmenra yactu aHtutena
k CD3, nu6o ¢ mapHupHoii obnacTeio yactu Fe U, cieqoBaTeibHO, My 4acThio F¢ 1 9acThio
artutena k CD3. [IpenqnourutensHble OncnennpuuecKue aHTHTeNa IpeICTaBlIeHbl Ha Pur. 1A,
1B, 2A-2D u 3A-3D.

[0097] OcobeHHO mNPennoYTHTEIbHBIMH SIBJSIFOTCS  Oucrenuduyueckue aHTHTEA,
copepskamue Tonpko Fab-pparments! u Fc-uacte ¢ i 0e3 «aMHUHOKHCIOTHOH 3aMeHb: Fab
BCMA-Fc-Fab. CD3 (6bucnemuduueckuii popmar ®ur. 1A umu @ur. 1B), Fab BCMA-Fc-Fab
CD3-Fab BCMA (6ucneunpudeckuii popmatr ®dur. 2A win ®@ur. 2B), Fab BCMA-Fc-Fab
BCMA-Fab CD3 (6ucneuuduueckuii popmat ®ur. 2C wiu ®ur. 2D), Fc-Fab CD3-Fab BCMA
(bucnenuduyeckuii  popmar PDur. 3A wm Dur. 3B), Fc-Fab BCMA-Fab CD3
(bucneunpuyeckuii popmar ®ur. 3C niu Our. 3D).

[0098] Kak moka3zaHo Ha ®ur. 1A, 1B, ¢ 2A mo 2D u ¢ 3A no 3D, «kFab BCMA-Fcy», «Fab
BCMA-Fc-Fab CD3» u «Fab BCMA-Fc-Fab CD3» o3nauatot, uto ¢parment(si) Fab cBsizan
(cBsi3anbl) uepes ero (ux) C-koner ¢ N-konnom Fe-pparmenra. «Fab CD3-Fab BCMA» o3nauvaer,
yro Fab-¢pparment CD3 cBsizan cBoum N-koHiom ¢ C-xonuom Fab-pparmenta BCMA. «Fab
BCMA-Fab CD3» o3nauaer, uro Fab-¢pparmerr BCMA cBsizan cBouM N-KOHLIOM ¢ C-KOHLIOM
Fab-¢parmenTta CD3.

[0099] B onmHOM BapuaHTe OCYINECTBJICHHs Oucnenuduueckoe aHTHUTEJIO COIEPIKUT
BTOpOii Fab-parment ykazannoro antutena k BCMA, cBs3anHblil cBouM C-KOHLIOM ¢ N-KOHIIOM
gact aHtutena k CD3 ykaszanHoro Owucnenuduyeckoro aHturena. B OmHOM BapwaHTe
ocyiecTiieHust 1oMeH VL yka3aHHOro mepBoro ydactka aHturtena k CD3 cBs3aH ¢ JOMEHOM
CH1 nnu CL yxazanHoro Broporo anturena k BCMA.

[00100] B onmHOM BapuwaHTE OCYyINECTBIIEHUs Oucnenu(UIecKoe AHTUTEJIO COINEPIKUT
BTopoii Fab-pparmenT ykazanHoro antutena k BCMA, cBsi3anHbIi ¢cBOUM C-KOHIIOM C 4acCThIO
Fc (mono6Ho nepeomy ¢parmenty Fab ykazannoro antutena k BCMA) u cBsizaHHBIH cBOMM N-
koHIOM ¢ C-koH1IoM yuacTka aHtutesna k CD3. B ogHoM Bapuante ocyiuectsieHus: fomeH CH1

yka3aHHOH yactu anturena k CD3 cBszaH ¢ nomeHoM VH ykasaHHOMN BTOpOM 4acTH aHTUTENA K
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BCMA.

[00101] B onmHOM BapuWaHTe OCYINECTBIIEHUs OuCmenn(UIECKOe AHTUTENIO COINEPIKHUT
yacth Fc, cs3zanHyto cBouM N-koHIoM ¢ C-koHiom Fab-parmenTa ykaszaHHOro aHTurena K
CD3. B onHOM BapuaHTe OCYLIECTBIEHHsS Oucnenn(uyeckoe aHTHTENIO CONepKUT Fc-yacrs,
CBSI3aHHYIO CBOUM NepBbIM N-KOHIIOM ¢ C-KoHIIOM yka3aHHoro Fab-¢parmenra anturena k CD3,
u Bropoil Fab-¢parment ykazanHoro anturena k BCMA, ces3anHbii cBouM C-KOHIIOM CO
BTOpbIM N- koHIIOM Fc-yactu. B omHom BapuanTe ocymectsienusi nomen CL Fab-¢pparmenra
anturena k CD3 cBsi3aH ¢ mapHupHO# obnacteio Fe-yactu. B onHOM BapuaHTe OCYyINECTBICHUS
nomeH CH1 Fab-¢pparmenra anturena k BCMA cBs3as ¢ mapHupHoii odnacteio Fe-uacth.

[00102] Dparmentsl Fab cBsi3bIBarOT BMeCTe C MOMOIIBIO MOIXOISIIETO JIMHKEpPA B
COOTBETCTBUH C ypOBHEM TexHUKU. B omHOM Bapuante ncnonb3yercs: nuHkep (Gly4-Serl) 3
(Desplancq DK et al., Protein Eng. 1994 Aug;7(8):1027-33 u Mack M. et al., PNAS July 18, 1995
vol. 92 no. 15 7021-7025). ITockonpKy JMHKEp MPEACTaBIsIeT COO0H MENTUAHBIN JINHKED, TAKOe
KOBAJICHTHOE CBSI3bIBAHHE OOBIYHO OCYINECTBISIETCS] METOAMH OMOXMMHUYECKOH PeKOMOWHALINH
C HCIIOJB30BAHMEM HYKJIEMHOBOH KHCJIOTHL, Komupyromeil pomensl VL w/mwm  VH
cooTBeTcTBYHOIUX (parmeHToB Fab, nmuHkepa u, ecnu HeoOxoaumo, uenu Fe-dacTu.

[00103] B omHomM wu3 BapuaHTOB ocyuiecTBieHus aHtuteno k CD3e conmepxur
BapuabenbHblii toMeH VH, conepskamuii CDR tspxenoit uenu ¢ SEQ ID NO: 1, 2 u 3, kak
coorBerctBeHHO CDRI1H, CDR2H u CDR3H Tsxenoii nenu, u VL BapuabenbHOro nomeHa,
conepxaruit CDR nerkoit uenu ¢ SEQ ID NO: 4, 5 u 6 o6o3nauator CDR1L, CDR2L u CDR3L
Jerkol Iemu COOTBETCTBEHHO. B OJHOM BapuaHTe OCYINECTBIEHHS AHTUTEIO COIEPIKUT
BapuadenpHbie foMenbl SEQ ID NO: 7 (VH) u SEQ ID NO: 8 (VL).

[00104] B onmHOM BapuaHTe OCYILIECTBJIEHUS OucCnenupuyeckoe  aHTUTEJIO
XapaKTepHU3yeTCs TEM, YTO BapuabesbHbIe JOMeHbI yacTh aHTHTenaa K CD3 npeactasisitoT coboit
SEQ ID NO: 7 u 8.

[00105] B onHOM BapuiaHTe OCYIIECTBIICHHUSI U300peTeHus1 Oucnenupuueckoe aHTUTENIO

XapakTepusyeTcst TeM, uTo 4acTh aHturena kK CD3-(Bropast csi3piBaromias 4acThb

,
oucnenmduyueckoro aHTuTeNa) cesidaHa cBOMM N-KOHIIOM ¢ C-KOHIIOM 4acTu anTutena k BCMA
(mepBasi CBsI3BIBAIOLIAS YaCTh OUCTIE(IUECKOro aHTHUTeNa) U BapradenpHble foMensl VL u VH
yactu antutena k CD3 unn korcranTHbie noMeHbl CL u CH1 3aMeHstroTCst ApyT Ha npyra.

[00106] B onHoM BapuanTe ocymectBieHus: nomeH VH ykazanHoi yactu antutena k CD3
cesa3ad ¢ nomeHoM CHI unu CL yxaszanHoli yactu antutena k BCMA. B ogHom BapuaHTe
ocywectsieHus AoMeH VL ykasannoi dactu antutena k CD3 cesizan ¢ nomenom CH1 wnu CL
yKka3aHHOH yactu anturena kK BCMA.

[00107] B omHOM BapuaHTe OCYINECTBIICHHS TaKas YaCThb aHTUTENA MPEACTABIISIET COOOU
Fab-¢dparmMeHT cOOTBETCTBYIOIErO aHTUTENA.

[00108] bucnemudprueckoe antuteio k BCMA u CD3 B omgHOM BapuaHte
XapaKTepu3yeTcsl TEM, YTO OHO COAEPKUT

JIETKYIO LeTb U TSDKENYIO LeTb aHTHTENa, CIeUU(pUIECKU CBS3BIBAIOIIYIOCS C OJHOM M3

ykazanHbix muinenein CD3 u BCMA; n
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JIETKYIO LeTb M TSDKENYIO0 LeNb aHTUTeNa, Creu(UIeCcKH CBA3BIBAIOIINECS C IPYTroi U3
yKa3aHHBIX MUIIEHeH, mpudeM Bapuadenbabie JoMeHbl VL 1 VH win koHcTanTHbIe oMersl CL
u CH1 3ameHeHsI apyr Ha apyra.

[00109] B ongHoM BapuanTe ocyiiectBieHus: nomeH VH ykazanHoi yactu anturena k CD3
cesa3ad ¢ pomeHoM CHI unmu CL ykaszansoli yactu antutena k BCMA. B ogHoMm BapuaHTe
ocyuecTBieHuss foMeH VL ykazanHol dactu antutena k CD3 ceszan ¢ nomenom CH1 wnu CL
yKa3aHHOI yactu anturena k BCMA.

[00110] B nmonmojHUTENTbHOM BapHaHTe OCYLIECTBJICHUs OUCTEU(UIECKOe aHTUTENO, B
KOTOpOoM BapuadenbHbie noMeHbl VL 1 VH B nierkoii 1enu ¥ COOTBETCTBYIOLICH TSKEJION Lienu
yactu anturena k CD3 unu yactu anturena k BCMA 3ameHeHbl ApyT Ha Ipyra, XapakTepu3yeTcs
TE€M, YTO COAEP>KUT KOHCTaHTHbIA AoMeH CL uactu anturena k CD3 uiu 4acTu aHTUTENa K
BCMA, rne aMuHOKHCIIOTA B MONOKeHUH 124 HezaBucuMo 3amelneHa jusnHoM (K), apruanaom
(R) mnu rucruguaom (H) (mymeparms no Kabat), 1 B COOTBETCTBYIOIEM KOHCTAHTHOM JIOMEHE
CHI1, amMuHOKHCIIOTa B MOJOK€HHU 147 W aMHUHOKHUCIIOTA B IOJOKeHHU 213 He3aBUCHMO
3aMelneHbl riyTaMuHoBoi kuciotoi (E) wiu acnaparunosoii kucnoroii (D). B onHom Bapuanre
OCYIIECTBJIEHUS aHTUTEJO SBJISIETCS. MOHOBAJIEHTHBIM 110 cBsA3bIBaHMIO ¢ CD3. B ogHOM BapuanTe
OCYILIECTBJICHUs, B AOMOJHEHUE K 3aMEHE aMUHOKHUCIIOTBI B MOJOXEHUH 124 B KOHCTAHTHOM
nomeHe CL, aMUHOKHCIIOTA B MOIOKeHUH 123 HesaBucuMo 3amerneHa jJu3uHoM (K), apruauHom
(R) wnmu ructuaunom (H) (manee HasbiBaeMbIM «OOMEH 3apsuKEHHOrO BapuaHTay). B omHOM
BapHAHTE OCYLIECTBJICHUSI AHTUTEJIO SIBJIIETCS MOHOBAJIEHTHBIM B OTHOIIEHHUHU CBs3biBaHus CD3,
a amuHOkucyota 124 mpencrasnser cobor K, ammuokucnora 147 mpencrasnsier coboii E,
amuHokuciora 213 mpencrasnsier coboit E, a amunokucnora 123 mpexacrasisier coboii R. B
OJTHOM BapHaHTE OCYLIECTBJICHUs OUCTIELN(UIECKOE AHTHTENO CONEPIKUT, KPOME TPOUETro, erne
OnHy Ty ke cBsi3biBarolyt0 BCMA uacth (B OHOM BapuaHTe ocyinecTsieHus: Fab-pparmenr).
DTO Takke O3HAYAET, YTO €ClU mepBas cBs3biBaromas 4actb Kk BCMA coxepxutr oOMeH
3apsKEHHOTO BapHWaHTa, TO BTOpasi CBsi3biBaroinas 4actb K BCMA comep»KuT Takoi ke oOMeH
3apsKeHHOro BapuaHTa. (Bcst Hymeparusi aMUHOKHCIIOT ocymecTisiercs: o Kabat).

[00111] B onmHOM BapuaHTe OCYULIECTBJICHUS Oucnenupuyeckoe  aHTUTEJIO
XapaxKTepu3yeTcsl TeM, YTO COAEPIKUT

a) TEpPBYIO JIETKYIO IeNb M NEPBYI TSDKEIYIO LEeMb IEPBOrO aHTHUTENA, KOTOPOe
cnieruduiecku cesizbiBaercs ¢ BCMA; u

b) BTOpyHO JIETKyH0 Lenb W BTOPYI TSDKENYIO Iellb BTOPOTO AHTHUTENA, KOTOpbIE
cneunguyeckn cpszpiBatorcs ¢ CD3, mpu 3tom BapmabenpHble noMeHsl VL u VH Bo BTOpO#
JIErKOM LIeNHU U BTOPOH TSsHKEJION LieNy BTOPOro aHTUTE A 3aMEHEHBI APYT Ha Ipyra; U

C) IIPH 3TOM B KOHCTAaHTHOM foMeHe CL mepBoii Ierkoil Lienu COriacHoO a) aMHHOKHCIIOTA
B nojioxxeHnu 124 nHezaBucumo 3amerneHa ynsnHoM (K), apruamnnom (R) wnu ructunusaom (H)
(aymepammst o Kabat), u mpu sTom B koHCTaHTe noMeH CHI mepBoii TspKeNo# Lenu moxa a)
AMHUHOKHCJIOTOH B MOJOXKEHUU 147 1 aMUHOKHUCJIOTOH B MOJOXKEHUH 213 HE3aBUCUMO 3aMeEIEHBI
riyramMuHOBOM kuciorolt (E) wiu acmaparuaoBoit kucnoroi (D) (mymeparnus mo Kabat) (cm.,
Hanpumep, @ur. 1A, 2A, 2C, 3A, 3C).
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[00112] B ogHOM BapuaHTe OCYILIECTBJICHHUsS, YKa3aHHOe Oucrnernuduueckoe aHTHTEIO,
OMUCAaHHOE B TOCJIEAHEM NpenbiayineM ab3ane, JOMOJIHHUTENBbHO XapaKTEPU3yeTCs TeM, YTO
yKazaHHOe Oucrnenn(puieckoe aHTUTEIO CONEPKUT, KpoMme npouero, Fab-¢pparment ykasanHoro
nepBoro aHturena (nanee takxke HasbiBaemMoro «BCMA-Faby), a B xorcranTHOM nomeHe CL
ykazanHbli BCMA-Fab amunokucnora B nonoxkennu 124 HesaBucumo 3amerneHa Ju3nHoM (K),
apruanHoM (R) wm rucrunnaom (H) (Hymeparms no Kabat), u mpu 3TOM B KOHCTAHTHOM JIOMEHE
CH1 yxazannoro BCMA-Fab amuHOKHCTIOTa B TOJNIOKEHUAX 147 M aMUHOKHUCIIOTA B TIOJIOKEHUHU
213 nHe3zaBUCHMMO 3aMelneHa riayTamMuHoBoW kuciortod (E) mnm acmaparmHoBoi kucioroi (D)
(mymeparmst o Kabat) (cMm., Hanpumep, @wur. 2A, 2C).

[00113] B onHOM BapwaHTe OCYLIECTBIICHUSI N300peTeHus: Oncnennpuueckoe aHTUTEIIO
coctoutr u3 ogHoro CD3-Fab, omHoro BCMA-Fab u uwactu Fc, rme CD3-Fab u BCMA-Fab
cBsi3aHbl cBOMMH C-KOHIIaMH C IIAPHUPHOM 001acThiO YKa3aHHOH yacT Fc u Bropoit BCMA-Fab,
KOTOpBIi cBsizaH cBouM C-koHLIOM ¢ N-koniiom CD3-Fab. CD3-Fab conepsxut kpoccosep, u Tu60
CD3-Fab, mu6o o6a BCMA-Fab conepskaT aMHHOKUCIIOTHY 1O 3aMeHy (®Dur. 2A u 2B). Ocobenno
NPEATNIOYTUTENIbHBIM sIBJIsIeTCs1 Oucneuuduveckoe aHnTureno, conepskamee BCMA-Fab-Fc-CD3-
Fab-BCMA-Fab, rne o6a BCMA-Fab conepsxat aMUHOKUCIOTHYIO 3ameny, a CD3-Fab conepxxut
kpoccosep VL/VH. (®wur. 2A). OcoOeHHO MpennoyTHTEIbHBIM SIBIsieTCs Oucnennduyeckoe
anrureno, cocrosimee n3 BCMA-Fab-Fc-CD3-Fab-BCMA-Fab, rne o6a BCMA-Fab conepxar
amuHokucioTHyro 3ameny Q124K, E123R, K147E u K213E, a CD3-Fab conep:xut kpoccoBep
VL/VH. Ocobenno npeanoututensHo, 4todb 06a BCMA-Fab conep:xanu B kauectee CDR CDR
antutena 21, 22 wnu 42, wnu kak VH/VL, VH/VL anturena 21, 22 wnu 42 (anst anturen 21, 22 u
42 cm. Tabmuny 1A. u B nanee no Tekcry).

[00114] ITepssiit u BTOpOI Fab-pparmenTs! anTutena, cnenuduyeck CBsI3bIBAIOLITHECS C
BCMA, B OHOM BapHaHTe SIBJISFOTCS TIPOM3BOJHBIMU OHOTO M TOTO K€ aHTUTENIa U B OJTHOM
BapHaHTE OCYLIECTBJICHHS MASHTHYHBI MO nocienosarenbHocTssM CDR, mocnenoBaTenbHOCTIM
BapuadenpHOro nomena VH u VL w/unu mocnenoBarenbHOCTIM KOHCTaHTHOTO aomena CHI1 u
CL. B omHOM BapuaHTe OCYINECTBJIEHHS] aMUHOKHCJIOTHBIE IOCJEIOBATEIbHOCTH MEPBOTO U
BTOporo Fab-¢pparmenra anturena, cnenuduuecku cesipiBaroinerocs ¢ BCMA, unentudssl. B
OJHOM BapwaHTe ocymecTsieHus aHtureno kK BCMA mpencrasnsier coOoil  aHTUTENO,
conepxartiee mnocuenosaresbHocTd CDR anturena 21, 22 wnu 42, aHTUTENO, COAEprKailee
nocaeaoBatenbHocTd VH u VL antutena 21, 22 wnu 42, wnu antureno, coaepsxkamee VH, VL,
CHI1, u nocnenosarensHoctu CL anTurena 21, 22 umum 42.

[00115] B onmHOM BapuaHTe OCYLIECTBJICHUSI Oucnenupuyeckoe  aHTHUTEJIO
XapaKTEPU3yeTCs TEM, YTO COAEPIKUT

a) TEpBYIO JIETKYI0 LEeNb M TMEPBYI TSDKENYIO IENb IEPBOrO aHTUTENA, KOTOpOe
cnieruduaecku cpsizbiBaercs ¢ BCMA; u

b) BTOpyHO JIETKyI0 Lenb U BTOPYI TSDKENYIO Ielb BTOPOTO AaHTHUTENA, KOTOpbIE
cneunguyeckn cwszpiBatorcs ¢ CD3, mpu 3tom BapuabenpHble nomMeHbl VL u VH Bo BTOpO#
JIETKOH LIeNH U BTOPOH TSDKENOH LIeMH BTOPOTO aHTUTENA 3aMEHEHBI IPYT Ha IPYTa; U PU 3TOM

C) B 3TOM B KOHCTaHTHOM foMeHe CL BTOpO¥i JIerkol 1ienu CoryiacHo b) aMUHOKHCIIOTA B
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nojoxxennn 124 HezaBucumo 3amerneHa jgusuHoM (K), aprunmHom (R) wnmm ructunusom (H)
(mymeparmst mo Kabat), m mpu stom B koHcTante nomeH CHI1 BTopoii Tspkenoi nernu mox b)
AMHUHOKHCJIOTOU B MOJIOKEHUH 147 1 aMUHOKHUCJIOTOM B MOJIOKEHUH 213 HE3aBUCUMO 3aMelLEeHbI
riyTaMuHOBOM kucyotoi (E) wim acnaparunosoii kucioroit (D) (aymepanus no Kabat).

[00116] B onHOM BapuaHTe OCYLIECTBJIEHUs, MOMHMO 3aMEHbl AMHHOKHCIOTHI B
nonio>keHnu 124 B koHcTaHTHOM aoMeHe CL nepBoii iy BTOpOI JIETrKOH ey, aMUHOKHUCIIOTA B
nojoxenun 123 HesaBucumo 3ameniena tu3nHoM (K), apruannom (R) wim ructuannom (H).

[00117] B ogHOM BapuaHTe OCYyLIECTBIEHUS B KOHCTAHTHOM foMeHe CL aMHUHOKHCIIOTa B
nojoxernnn 124 3amenena susuHoM (K), B kxoncrantHom nomeHe CHI1 ammHokucnora B
noyiockeHnu 147 1 aMMHOKHUCIIOTA B TIOJIoXkeHuH 213 3ameHeHsl riytaMuHoBoU kuciotoi (E). B
OJIHOM BapHaHTe OCYLIECTBJIEHUS TOMUMO NTPOYEro, B KOHCTaHTHOM foMeHe CL amuHokucnoTa B
nojioxxeHun 123 3amenena apruauHoM (R).

[00118] B onHOoM BapuwaHTe OCyIIeCTBIIEHUS OucTeUPUUEecKoe aHTUTEJO COCTOUT U3
nByx BCMA-Fab u uactu Fc, rne omua BCMA-Fab u CD3 Fab cBsizanbl uepes cBou C-KOHIIBI ¢
IapHUpHON o0nacThio yka3anHoM yacth Fc, a Bropoit BCMA-Fab cBszan ¢ ero C-koHuom k N-
koHy CD3-Fab. CD3-Fab conepxwur kpoccosep, u aub6o CD3-Fab, mubo oba BCMA-Fab
coZiep:KaT aMUHOKHUCJIOTHYIO 3aMeny (Pwur. 2A u 2B).

[00119] B opHOM BapwaHTe OCYINECTBJIEHHs Oucnenupuyeckoe aHTHTENIO
XapaxkTepusyeTcs: TeM, 4To Kaxnbiii nomeH CH3 onnoit Tskenoit nenu u nomen CH3 npyroii
TSDKEJION LIeNMM BCTPEYAlOTCsl HA TPaHUIE B3aUMOAEHCTBUM, KOTOpPAsl BKJIOYAET HUCXOIHYIO
rpaHully B3aumojeHcTBuss Mexnay nomeHamu CH3 aHTuTena; npuueM yKasaHHas TIpaHULA
B3aMMOZEHCTBUSI H3MEHEeHa, 4YTOObI CHocoOCTBOBAaThH 00pa3oBaHuI0 OucHenuUUecKoro
aHTUTENA, TPUYEM U3MEHEHUE XaPAKTEPU3YETCsl TEM, YTO:

usmensiercs nomeH CH3 onHo# Tskenoll nenu, Tak YTO BHYTPU HMCXOAHOW TPaHULIBI
B3aumonenictusi nomeHa CH3 opHOW Tspkenod wLenu, KOTOPBIM BCTPEYAETCs € MCXOMHOU
rpanune Bzaumoneticreus nomena CH3 npyroii Tshxenoii nenu B OucnenuduyeckoM aHTHUTEe,
AMHUHOKHUCJIOTHBII OCTaTOK 3aMEHSIETCS] Ha aMHUHOKHCIOTHBIA OCTATOK, MMEIOMIMHA OOJbIIHI
00BeM OOKOBOM LIETH, TEM CaMbIM CO3J1aBasi BBIMYKJIOCTh HA TPAHHLIEC B3AUMOJECHCTBUS TOMEHA
CH3 onHOW TsDKENMOM LeMM, KOTOpasi MOKET pacrojaratbCsi B TIOJIOCTH Ha TPaHULE
B3aumozeiicrsust nomeHa CH3 apyroit Tsbkenol nenu u

nomeH CH3 npyroit Tspkenol Lenu HU3MEHSeTCs, TaK UYTO BHYTPH HMCXOIHOM TpaHULIbI
B3aumoneiicTBusi Broporo nomeHa CH3, koTopblii BCTpedaeTcsi ¢ HMCXONHOW TpaHULEH
B3aumoelicTeus nepsoro nomena CH3 BHyTpu Oucnennpudeckoro aHTHTENa, aMUHOKHCIIOTHBIN
OCTaTOK 3aMEHSIETCS] HA aMHUHOKHCIIOTHBIN OCTATOK, UMEIOIINI MEHBINYI 00beM OOKOBOM LIETH,
TeM CaMbIM CO371aBasi MOJOCTh Ha rpaHulle B3aumozeiicTBus Broporo nomenHa CH3, BHyTpu
KOTOPOH MO>KHO PacIoJIOKUTh BBICTYII Ha IPaHULIE B3auMoAeicTBus nepsoro nomena CH3.

[00120] B onmHOM BapuaHTe OCYUIECTBJICHUS OucCnenupuyeckoe  aHTHUTEJIO
XapaKTEePU3yeTCsl TEM, UYTO YKa3aHHBI aMHHOKHCIOTHBIH OCTAaTOK, UMEIOINUH OonbLInii 00beM
OOKOBOH Lienu, BBIOpAH U3 TPy, cocTosimen u3 aprunuHa (R), denunananuna (F), TuposuHa
(Y), rpunirodpana (W).
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[00121] B onmHOM BapuaHTe OCYUIECTBJICHUSI OucCnenupuIeckoe  aHTHUTEJIO
XapaKTePU3yeTCsl TeM, YTO YKA3aHHbIM aMUHOKUCJIOTHBIA OCTATOK, UMEFOIIHNIA MEHBIINI 00beM
OOKOBOI LienH, BBIOpAH W3 TPYIIIBL, cocTosume u3 amanuHa (A), cepuna (S), Tpeonuna (T),
BajuHa (V).

[00122] B omHOM BapwaHTe OCYIIECTBJIICHUS Takoe Oucneruduueckoe aHTHUTENIO
xapakrepuzyeTcst TeM, uyto oba nmomeHa CH3 nOMONHUTENPHO M3MEHSIOTCS IyTEM BBEIEHHS
mucrenHa (C) B KadecTBE aMHHOKHCIIOTHI B COOTBETCTBYIOLIME MOJIOXKEHHs KaXKAOTO JIOMEHa
CH3.

[00123] B omHOM BapwaHTe OCYLIECTBJICHUS Takoe Oucneruduueckoe aHTHUTENIO
XapaKTepU3yeTCs TEM, UTO OAUH U3 KOHCTAHTHBIX JOMEHOB Tskenor nenu CH3 o0enx TskenpIx
Leneil 3aMeHeH KOHCTaHTHbIM AoMeHoM Tsbkenoi nenu CHI; a apyroil KOHCTaHTHBINH AOMEH
Tspkenolt nenu CH3 3aMeHeH KOHCTaHTHBIM JOMeHOM Jierkoi uenu CL.

[00124] B onmHOM BapuaHTe OCYINECTBIIEHUs] OuCIenn(UIECKOe AHTUTEIO COIAEPIKUT
Moau(uIMpOoBaHHY0 4YacTh Fc, BeBbBatomyro rudens 20% wnnm Oonee KIETOK mpenapara
skcnpeccupyroumx BCMA knetok uepes 24 daca npu KOHLEHTpAaLHUH yKa3aHHOro anturena 100
HM ¢ nomombto A3KIL][ OTHOCUTENBHO KOHTPOJISE B UAEHTUYHBIX YCJIOBUSAX C MCIIOJIb30BAHUEM
TAKOI0 K€ aHTUTENA C POAUTEIbCKON 4acThio Fc B kauecTBe KOHTpOIsA. Takoe aHTUTENO B OJHOM
BapUaHTE OCYINECTBIJICHHUS NPEACTABIAET COOOH YUCTOE AHTUTEJIO.

[00125] B onHOM BapuaHTe OCYLIECTBICHHs OUCTelMpUIeCcKoe aHTUTENIO MPENCTABISET
coboii aHTUTENO ¢ KOJMUecTBOM (yko3bl 60% wim MeHee OT OOLIEro KOJIUYeCTBA
onurocaxapuaos (caxapo) B Asn297 (cm., Hanpumep, US20120315268)

[00126] B omHOM BapuaHTe OCYIIECTBJICHHS 4YacTb FC COOEpPKUT aMHHOKHCJIOTHBIE
3aMeHbl, KOTOpbIe BBeZeHbI B 4acTh Fc yenoseka u packpriThl B SEQ ID NO: 55 u 56.

[00127] B ogHOoM BapuaHTe ocyiuectBiieHus antureo k BCMA mnpencrasnseT coboi
Mab21, Mab22, Mab42, Mab27, Mab33 u Mab39 (mnst antuten Mab 21, 22, 42, 27, 33, 39 cm.
Tabnuubl 1A u B nanee B TekcTe), Kak ONMCAHO B JAHHOM JOKYMEHTE UX MOCIIEAOBATEIbHOCTH
CDR w/unu nocnenosatenbHocTd VH/VL BMecTe ¢ onucaHHbIMU nocienoBarenbHocTssMu CL u
CHI1. B onmHOM BapuaHTe OCYLIECTBICHHs OUCTIEIU(UIECKOE AHTHTEIO CONEPKUT WIH He
comepxut Fc-gacth, ocoberHo ¢opmar 2+1, U TSDKENyH M JIETKYIO Lenu Oucnenuduyeckoro
aHTUTEJIA, B YaCTHOCTH, TaKHe, KaK omrcaHo B Tabmuie 1A.

[00128] ArtuTteno k BCMA B 6ucnenmnduyeckom gopmare, ocodeHHo B popmate 2+1,
MPUBOAUT K UCTOILEHUIO KOJNYECTBA YEJIOBEUECKUX 3JI0KAUE€CTBEHHBIX JIa3MaTHUYECKUX KJIETOK
B acnupaTe KocTHoro mosra MM no nmo menbiueit mepe 80% mnocie 48-gacoBoii 00paboTku B
koHueHnTpauun ot 10 HM no 1 ¢M srimrountensHo. AHTUTENa K BCMA ObLTH OXapakTepu30BaHbI
npu IMHHHUHTEe Oubnmoreku ¢aroBoro nuciviess BapuabenbHou Tspkenod weru (VH) u
BapuadenbHo nerkoit nenu (VL) antutena 83A10 (6bubnuorexka VH, 6ubnmoreka VL) ¢ 1-50 HM
BCMA makaka B 1-3 payHaa u BeIOOpa BapuaOenbHOH 00acTH JIErKOW ey U BapuadOeIbHOM
o0yacTH TSDKENOW LeMmH, KOTOphle OONaJaloT TaKMMH CBOIMCTBAMH, Kak CBSI3bIBaHUE
oucnermdrueckux T-xnerok. [IpenanouTUTENTPHO MYHHUHT BBINOJIHSETCS B 3 payH/a, UCIIONb3Y s
50 ’tM BCMA maxkaka s payszaa 1, 25 ’tM BCMA makaxa s payszaa 2 u 10 stM BCMA makaka
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st payHna 3. IpeanouturensHo 6ubmmnoreku pannomusuposanbl 6o B CDR1 nerkoii nernu u
CDR2, mu6o 8 CDR1 u CDR2 Tsxenoit nenu. [lpeanodrutensHO HASHTUDUIMPOBAHBI JIETKAs U
TsDKEJIasi LeMH, KaKIObli U3 KOTOPBIX CBs3bIBaeTCs Kak Fab-parment, comepskammuii, Kpome
npodero, coorercTByromue VH umu VL anturena 83A10, c BCMA uenoseka ¢ Kd ot 50 ntM no
5 #M u ¢ BCMA wmakaka ¢ Kd or 0,1 M no 20 M. IlpenmoururenbHo OucnenupuaecKuii
dopmar mpencraBiusier cobodl  ¢opmar, mokazaHHBIH Ha Dur. 2A, coxmepikauit
COOTBETCTBYIOIME KOHCTaHTHBIE ToMeHbl VL u VH 3amens! Fab CD3 npyr Ha npyra u B npenenax
oboux Fab BCMA, amunokuciotHbix 3aMeH K213E u K147E B nomene CH1 1 aMMHOKHCIOTHBIX
3ameH E123R u Q124K B nomen CL.

[00129] bucnennduyeckoe aHTUTENO, YIIOMSHYTOE B TaHHOM IOKYMEHTE, MOXKET OBITh
NOJIy4eHO CTAAUsIMM TpaHC(HOPMALMK KIETKHU-XO35IMHA BEKTOPAMH, COAEPKAIIUMHU MOJIEKYJIbI
HYKJIEMHOBOM KHUCJIOTBI, KOJUPYIOLIUE JIETKYH LENb U TSKENYH LeNb YKa3aHHONH MOJIEKYJIbl
aHTHUTENa, KyJbTUBUPOBAHHEM KJIETKU-XO35IMHA B YCIOBHSX, KOTOpblE OOECIEYMBAIOT CHHTE3
YKa3aHHON MOJIEKYJIbl aHTUTENA, U BbIJAEJICHNE YKA3aHHON MOJIEKYJIbl aHTUTEIA U3 YKa3aHHOU
KYJbTYPBL.

[00130] bucneunguueckoe aHTUTENO, YIOMSIHYTOE B JAHHOM IOKYMEHTE, MOXET ObITh
HOJIy4eHO CTAAMSMHU TPAHC(HOPMALMH KJIIETKH-XO35IMHA BEKTOPAMHM, COAEPKAIIUMH MOJIEKYJIbI
HYKJIEMHOBOH KHCJIOTBI, KOAMPYIOLINE JIETKYIO LeTb U TSDKEYO LeTb aHTUTeNAa, CIIelU(pUIecKH
CBA3BIBAIOLIUECS] C TEPBBIMU BEKTOPAMU-MUIIECHAMHU, COAEPKALIUMH MOJEKYJIbl HyKJIEMHOBON
KHUCJIOTBI, KONUPYIOIIME JIETKYI0 LeNb M TOKENYH Lelb aHTUTeNa, CrhenuduuecKu
CBSI3BIBAIOIIMECS] CO BTOPON MUILEHBIO, TAe BapuadenbHbie qoMeHbl VL 1 VH unm KOHCTaHTHBIE
nomenbl CL u CH1 3ameHeHbI Ipyr Ha Apyra; KyJbTHBUPOBAHUE KJIETKU-XO35SHMHA B YCIOBUSIX,
00ecreunBarOIUX CHHTE3 YKA3aHHOW MOJIEKYJIbl aHTHTENA; W BbIIEIEHHE YKa3aHHOW MOJIEKYJIbI
aHTHUTEJNA U3 YKa3aHHOU KyJIbTYPBL

[00131] B ogHOM BapuaHTe OCyIIeCTBIIeHUs] OrcenupUuecKoe aHTUTENO Crielr(UuecKu
CBSI3bIBAETCS ¢ BHEKJIeTOUHBIM JoMeHOM BCMA uenoseka u ¢ CD3¢ uenoBeka, XxapakTepusysich
TEM, YTO COIEPKUT HaOOp TSIKEJION W JIETKOH Ienel, BBIOPAHHBIX U3 TPYIIIBL, COCTOSINEH M3
MOJIUTIENITUIOB

1) SEQ ID NO: 48, SEQ ID NO: 49, SEQ ID NO: 50 u SEQ ID NO: 51 (2x) (1adop 1 TCB
anturena 21),

i1) SEQ ID NO: 48, SEQ ID NO: 52, SEQ ID NO: 53 u SEQ ID NO: 54 (2x) (mabop 2
TCB anturena 22) u

ii1) SEQ ID NO: 48, SEQ ID NO: 55, SEQ ID NO: 56 u SEQ ID NO: 57 (2x) (nabop 3
TCB anTuTena 42).

[00132] B ogHOM BapuaHTe OCyIIEeCTBIICHUs] OrcenuuIecKoe aHTUTENO Crielr(uuecKu
CBSI3bIBAETCS ¢ BHEKJIETOUHBIM JoMeHOM BCMA uenoseka u ¢ CD3¢e uenoseka, xapakTepusysich
TEM, YTO COIEPKUT HaOOp TSDKEJION W JIETKOH Ienel, BHIOPaHHBIX W3 TPYIIIBL, COCTOSINEH W3
nojunentuos SEQ ID NO:48, SEQ ID NO:49, SEQ ID NO:50 u SEQ ID NO:51(2x) (rabop 1
TCB anTuTena 21).

[00133] B ogHOM BapuaHTe OCYIIECTBIICHUS] OrcennuuecKoe aHTUTENO Crielr()IIecKu
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CBSI3bIBAETCS C BHEKJIETOUHBIM 1oMeHOM BCMA uenoseka u ¢ CD3¢e uenoseka, XxapakTepusysich

TEM, YTO COIEPKUT HaOOp TSDKEJION M JIETKOH Iierel, BHIOPAHHBIX U3 TPYIIIBL, COCTOSINEH M3
nojunentunos SEQ ID NO:48, SEQ ID NO:52, SEQ ID NO:53 u SEQ ID NO:54 (2x) (mabop 2
TCB anTuTena 22).

[00134] B ogHOM BapuaHTe OCyIIEeCTBIICHUS] OrcennuuecKoe aHTUTENO Crielr()IIecKu

CBSI3bIBAETCS C BHEKJIETOUHBIM 1oMeHOM BCMA uyenoseka u ¢ CD3¢ yenoseka, XxapakTepusysich

TEM, YTO COIEP’KUT HAOOp TSDKEJON M JIETKOH IieTel, BHIOPAHHBIX U3 TPYIIIBI, COCTOSINEH M3
nonunentunoB SEQ ID NO:48, SEQ ID NO:55, SEQ ID NO:56 u SEQ ID NO:57(2x) (wabop 3
TCB anTuTena 42).

Taoauua 1A: IocaenoBaTeIbHOCTH AHTHTEJI

SEQ ID

NO Hassanmue(s) AMHHOKHCJIOTHBIE NOCJIe10BATEIbHOCTH

1 CDR1H CD3 TYAMN

2 CDR2H CD3 RIRSKYNNYATYYADSVKG

3 CDR3H CD3 HGNFGNSYVSWFAY

4 CDRI1L CD3 GSSTGAVTTSNYAN

5 CDR2L CD3 GTNKRAP

6 CDR3L CD3 ALWYSNLWV
EVQLLESGGGLVQPGGSLRLSCAASGFTFSTYAMN

. VH CD3 WVRQAPGKGLEWVSRIRSKYNNYATYYADSVKGR
FTISRDDSKNTLYLQMNSLRAEDTAVYYCVRHGNF
GNSYVSWFAYWGQGTLVTVSS
QAVVTQEPSLTVSPGGTVTLTCGSSTGAVTTSNYAN

5 VL CD3 WVQEKPGQAFRGLIGGTNKRAPGTPARFSGSLLGG
KAALTLSGAQPEDEAEYYCALWYSNLWVFGGGTK
LTVL
EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYAMS

0 VH 83A10 WVRQAPGKGLEW VSAISGSGGSTYYADSVKGRFTI
SRDNSKNTLYLQMNSLRAEDTAVYYCAKVLGWFD
YWGQGTLVTVSS
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SEQ 1D
NO HasBanmue(s) AMHHOKHCJIOTHBIE N0C/1e10BATEJIbHOCTH
VH Mab2 1 EVQLLESGGGLVQPGGSLRLSCAASGFTFSDNAMG
WVRQAPGKGLEW VSAISGPGSSTYYADSVKGRFTIS
10 VH Mab22
RDNSKNTLYLOQMNSLRAEDTAVYYCAKVLGWFDY
VH Mab42 WGQGTLVTVSS
EIVLTQSPGTLSLSPGERATLSCRASQSVSSSYLAWY
11 VL 83A10 QQKPGQAPRLLIYGASSRATGIPDRFSGSGSGTDFTL
TISRLEPEDFAVYYCQQYGYPPDFTFGQGTKVEIK
VL Mab21
VL Mab27 EIVLTQSPGTLSLSPGERATLSCRASQSVSEYYLAW
12 YQQKPGQAPRLLIEHASTRATGIPDRFSGSGSGTDFT
VL Mab33 LTISRLEPEDFAVYYCQQYGYPPDFTFGQGTKVEIK
VL Mab39
EIVLTQSPGTLSLSPGERATLSCRASQSVSSYYLAWY
13 VL Mab22 QQKPGQAPRLLISGAGSRATGIPDRFSGSGSGTDFTL
TISRLEPEDFAVYYCQQYGYPPDFTFGQGTKVEIK
EIVLTQSPGTLSLSPGERATLSCRASQSVSDEYLSWY
14 VL Mab42 QQKPGQAPRLLIHSASTRATGIPDRFSGSGSGTDFTL
AISRLEPEDFAVYYCQQYGYPPDFTFGQGTKVEIK
15 CDR1H 83A10 SYAMS
16 CDR2H 83A10 AISGSGGSTYYADSVKG
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SEQ
NO:

ID

HasBanmue(s)

AMHHOKHCJIOTHbIE nmocjIeA0BaTCJIbHOCTH

17

CDR3H 83A10

CDR3H Mab21

CDR3H Mab22

CDR3H Mab42

CDR3H Mab27

CDR3H Mab33

CDR3H Mab39

VLGWFDY

18

CDRI1L 83A10

RASQSVSSSYLAW

19

CDR2L 83A10

YGASSRAT

20

CDR3L 83A10

CDR3L Mab21

CDR3L Mab22

CDR3L Mab42

QQYGYPPDFT

21

CDRI1H Mab21

CDR1H Mab22

CDR1H Mab42

DNAMG

22

CDR2H Mab21

CDR2H Mab22

CDR2H Mab42

AISGPGSSTYYADSVKG

23

CDRI1L Mab21

RASQSVSEYYLAW

24

CDR2L Mab21

EHASTRAT

25

CDR1L Mab22

RASQSVSSYYLAW
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SEQ ID
NO: Ha3zBanmue(n) AMHHOKHCJIOTHBIE MOCJIeA0BATEJIbHOCTH
26 CDR2L Mab22 SGAGSRAT
27 CDRI1L Mab42 RASQSVSDEYLSW
28 CDR2L Mab42 HSASTRAT
29 CDR1H Mab27 SAPMG
30 CDR2H Mab27 AISYIGHTYYADSVKG
CDRI1L Mab27
31 CDRI1L Mab33 RASQSVSEYYLA
CDRI1L Mab39
CDR2L Mab27
32 CDR2L Mab33 HASTRAT
CDR2L Mab39
CDR3L Mab27
33 CDR3L Mab33 QQYGYPPDFT
CDR3L Mab39
34 CDR1H Mab33 TNAMG
35 CDR2H Mab33 AINRFGGSTYYADSVKG
36 CDR1H Mab39 QNAMG
37 CDR2H Mab39 AISPTGFSTYYADSVKG
EVQLLESGGGLVQPGGSLRLSCAASGFTFSSAPMG
- VH Mab27 WVRQAPGKGLEWVSAISYIGHTYYADSVKGRFTIS

RDNSKNTLYLQMNSLRAEDTAVYYCAKVLGWFDY
WGQGTLVTVSS
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SEQ ID
NO HasBanmue(s) AMHHOKHCJIOTHBIE N0C/1e10BATEJIbHOCTH
EVQLLESGGGLVQPGGSLRLSCAASGFTFYTNAMG
WVRQAPGKGLEW VSAINRFGGSTYYADSVKGRFTI
39 VH Mab33
SRDNSKNTLYLQMNSLRAEDTAVYYCAKVLGWFD
YWGQGTLVTVSS
EVQLLESGGGLVQPGGSLRLSCAASGFTFTQNAMG
WVRQAPGKGLEW VSAISPTGFSTYYADSVKGRFTIS
40 VH Mab39
RDNSKNTLYLQMNSLRAEDTAVYYCAKVLGWFDY
WGQGTLVTVSS
CHI 83A10 «k
BCMA
CHI Mab2l «k
BCMA ASTKGPSVFPLAPSSKSTSGGTAALGCLVEDYFPEPV
41 TVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPS
CHI - Mab22 k1 oo GTQTYICNVNHKPSNTKVDEKVEPKSC
BCMA
CHI Mab42 «
BCMA
CL 83A10 k BCMA
CL  Mab2l «
BCMA RTVAAPSVFIFPPSDRKLKSGTASVVCLLNNFYPREA
42 CL  Mab22 x| KVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTL
BCMA TLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
CL Mab42 «
BCMA
ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEP
43 CH1 CD3 VTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVP

SSSLGTQTYICNVNHKPSNTKVDKKVEPKSC
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SEQ
NO:

ID

HasBanmue(s)

AMHHOKHCJIOTHbIE nmocjIeA0BaTCJIbHOCTH

44

CL CD3

ASVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREA
KVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTL
TLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

45

HC BeicTyna 83A10

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYAMS
WVRQAPGKGLEW VSAISGSGGSTYYADSVKGRFTI
SRDNSKNTLYLQMNSLRAEDTAVYYCAKVLGWFD
YWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAA
LGCLVEDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDE
KVEPKSCDGGGGSGGGGSQAVVTQEPSLTVSPGGT
VTLTCGSSTGAVTTSNYANWVQEKPGQAFRGLIGG
TNKRAPGTPARFSGSLLGGKAALTLSGAQPEDEAEY
YCALWYSNLWVFGGGTKLTVLSSASTKGPSVFPLA
PSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTS
GVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNV
NHKPSNTKVDKKVEPKSCDKTHTCPPCPAPEAAGG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEV
KFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLT
VLHQDWLNGKEYKCKVSNKALGAPIEKTISKAKGQ
PREPQVYTLPPCRDELTKNQVSLWCLVKGFYPSDIA
VEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVD
KSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK
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SEQ
NO:

ID

HasBanmue(s)

AMHHOKHCJIOTHbIE nmocjIeA0BaTCJIbHOCTH

46

HC BIAJUHBI

83A10

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYAMS
WVRQAPGKGLEW VSAISGSGGSTYYADSVKGRFTI
SRDNSKNTLYLQMNSLRAEDTAVYYCAKVLGWFD
YWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAA
LGCLVEDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDE
KVEPKSCDKTHTCPPCPAPEAAGGPSVFLFPPKPKD
TLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKE
YKCKVSNKALGAPIEKTISKAKGQPREPQVCTLPPS
RDELTKNQVSLSCAVKGFYPSDIAVEWESNGQPEN
NYKTTPPVLDSDGSFFLVSKLTVDKSRWQQGNVFS
CSVMHEALHNHYTQKSLSLSPGK

47

LC 83A10

EIVLTQSPGTLSLSPGERATLSCRASQSVSSSYLAWY
QQKPGQAPRLLIYGASSRATGIPDRFSGSGSGTDFTL
TISRLEPEDFAVYYCQQYGYPPDFTFGQGTKVEIKR
TVAAPSVFIFPPSDRKLKSGTASVVCLLNNFYPREA
KVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTL
TLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

48

LC CD3

EVQLLESGGGLVQPGGSLRLSCAASGFTFSTYAMN
WVRQAPGKGLEWVSRIRSKYNNYATYYADSVKGR
FTISRDDSKNTLYLQMNSLRAEDTAVYYCVRHGNF
GNSYVSWFAYWGQGTLVTVSSASVAAPSVFIFPPSD
EQLKSGTASVVCLLNNFYPREAKVQWKVDNALQS
GNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVY
ACEVTHQGLSSPVTKSFNRGEC
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SEQ
NO:

ID

AMHHOKHCJIOTHbIE nmocjIeA0BaTCJIbHOCTH

49

HasBanmue(s)
HC BBICTyIIa
Mab21

EVQLLESGGGLVQPGGSLRLSCAASGFTFSDNAMG
WVRQAPGKGLEW VSAISGPGSSTYYADSVKGRFTIS
RDNSKNTLYLOQMNSLRAEDTAVYYCAKVLGWFDY
WGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAAL
GCLVEDYFPEPVTVSWNSGALTSGVHTFPAVLQSSG
LYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDEK
VEPKSCDGGGGSGGGGSQAVVTQEPSLTVSPGGTV
TLTCGSSTGAVTTSNYANWVQEKPGQAFRGLIGGT
NKRAPGTPARFSGSLLGGKAALTLSGAQPEDEAEY
YCALWYSNLWVFGGGTKLTVLSSASTKGPSVFPLA
PSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTS
GVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNV
NHKPSNTKVDKKVEPKSCDKTHTCPPCPAPEAAGG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEV
KFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLT
VLHQDWLNGKEYKCKVSNKALGAPIEKTISKAKGQ
PREPQVYTLPPCRDELTKNQVSLWCLVKGFYPSDIA
VEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVD
KSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK
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SEQ
NO:

ID

HasBanmue(s)

AMHHOKHCJIOTHbIE nmocjIeA0BaTCJIbHOCTH

50

HC BIAJUHBI

Mab21

EVQLLESGGGLVQPGGSLRLSCAASGFTFSDNAMG
WVRQAPGKGLEW VSAISGPGSSTYYADSVKGRFTIS
RDNSKNTLYLOQMNSLRAEDTAVYYCAKVLGWFDY
WGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAAL
GCLVEDYFPEPVTVSWNSGALTSGVHTFPAVLQSSG
LYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDEK
VEPKSCDKTHTCPPCPAPEAAGGPSVFLFPPKPKDTL
MISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVH
NAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEY
KCKVSNKALGAPIEKTISKAKGQPREPQVCTLPPSR
DELTKNQVSLSCAVKGFYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLVSKLTVDKSRWQQGNVFSCS
VMHEALHNHYTQKSLSLSPGK

51

LC Mab21

EIVLTQSPGTLSLSPGERATLSCRASQSVSEYYLAW
YQQKPGQAPRLLIEHASTRATGIPDRFSGSGSGTDFT
LTISRLEPEDFAVYYCQQYGYPPDFTFGQGTKVEIK
RTVAAPSVFIFPPSDRKLKSGTASVVCLLNNFYPREA
KVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTL
TLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
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SEQ
NO:

ID

AMHHOKHCJIOTHbIE nmocjIeA0BaTCJIbHOCTH

52

HasBanmue(s)
HC BBICTyIIa
Mab22

EVQLLESGGGLVQPGGSLRLSCAASGFTFSDNAMG
WVRQAPGKGLEW VSAISGPGSSTYYADSVKGRFTIS
RDNSKNTLYLOQMNSLRAEDTAVYYCAKVLGWFDY
WGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAAL
GCLVEDYFPEPVTVSWNSGALTSGVHTFPAVLQSSG
LYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDEK
VEPKSCDGGGGSGGGGSQAVVTQEPSLTVSPGGTV
TLTCGSSTGAVTTSNYANWVQEKPGQAFRGLIGGT
NKRAPGTPARFSGSLLGGKAALTLSGAQPEDEAEY
YCALWYSNLWVFGGGTKLTVLSSASTKGPSVFPLA
PSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTS
GVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNV
NHKPSNTKVDKKVEPKSCDKTHTCPPCPAPEAAGG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEV
KFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLT
VLHQDWLNGKEYKCKVSNKALGAPIEKTISKAKGQ
PREPQVYTLPPCRDELTKNQVSLWCLVKGFYPSDIA
VEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVD
KSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK
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SEQ
NO:

ID

HasBanmue(s)

AMHHOKHCJIOTHbIE nmocjIeA0BaTCJIbHOCTH

53

HC BIAJUHBI

Mab22

EVQLLESGGGLVQPGGSLRLSCAASGFTFSDNAMG
WVRQAPGKGLEW VSAISGPGSSTYYADSVKGRFTIS
RDNSKNTLYLOQMNSLRAEDTAVYYCAKVLGWFDY
WGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAAL
GCLVEDYFPEPVTVSWNSGALTSGVHTFPAVLQSSG
LYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDEK
VEPKSCDKTHTCPPCPAPEAAGGPSVFLFPPKPKDTL
MISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVH
NAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEY
KCKVSNKALGAPIEKTISKAKGQPREPQVCTLPPSR
DELTKNQVSLSCAVKGFYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLVSKLTVDKSRWQQGNVFSCS
VMHEALHNHYTQKSLSLSPGK

54

LC Mab22

EIVLTQSPGTLSLSPGERATLSCRASQSVSSYYLAWY
QQKPGQAPRLLISGAGSRATGIPDRFSGSGSGTDFTL
TISRLEPEDFAVYYCQQYGYPPDFTFGQGTKVEIKR
TVAAPSVFIFPPSDRKLKSGTASVVCLLNNFYPREA
KVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTL
TLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
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SEQ
NO:

ID

AMHHOKHCJIOTHbIE nmocjIeA0BaTCJIbHOCTH

55

HasBanmue(s)
HC BBICTyIIa
Mab42

EVQLLESGGGLVQPGGSLRLSCAASGFTFSDNAMG
WVRQAPGKGLEW VSAISGPGSSTYYADSVKGRFTIS
RDNSKNTLYLOQMNSLRAEDTAVYYCAKVLGWFDY
WGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAAL
GCLVEDYFPEPVTVSWNSGALTSGVHTFPAVLQSSG
LYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDEK
VEPKSCDGGGGSGGGGSQAVVTQEPSLTVSPGGTV
TLTCGSSTGAVTTSNYANWVQEKPGQAFRGLIGGT
NKRAPGTPARFSGSLLGGKAALTLSGAQPEDEAEY
YCALWYSNLWVFGGGTKLTVLSSASTKGPSVFPLA
PSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTS
GVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNV
NHKPSNTKVDKKVEPKSCDKTHTCPPCPAPEAAGG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEV
KFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLT
VLHQDWLNGKEYKCKVSNKALGAPIEKTISKAKGQ
PREPQVYTLPPCRDELTKNQVSLWCLVKGFYPSDIA
VEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVD
KSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK
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SEQ 1ID
NO:

HasBanmue(s)

AMHHOKHCJIOTHbIE nmocjIeA0BaTCJIbHOCTH

56

HC BIAJUHBI
Mab42

EVQLLESGGGLVQPGGSLRLSCAASGFTFSDNAMG
WVRQAPGKGLEW VSAISGPGSSTYYADSVKGRFTIS
RDNSKNTLYLOQMNSLRAEDTAVYYCAKVLGWFDY
WGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAAL
GCLVEDYFPEPVTVSWNSGALTSGVHTFPAVLQSSG
LYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDEK
VEPKSCDKTHTCPPCPAPEAAGGPSVFLFPPKPKDTL
MISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVH
NAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEY
KCKVSNKALGAPIEKTISKAKGQPREPQVCTLPPSR
DELTKNQVSLSCAVKGFYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLVSKLTVDKSRWQQGNVFSCS
VMHEALHNHYTQKSLSLSPGK

57

LC Mab42

EIVLTQSPGTLSLSPGERATLSCRASQSVSDEYLSWY
QQKPGQAPRLLIHSASTRATGIPDRFSGSGSGTDFTL
AISRLEPEDFAVYYCQQYGYPPDFTFGQGTKVEIKR
TVAAPSVFIFPPSDRKLKSGTASVVCLLNNFYPREA
KVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTL
TLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

IMpumeuanne: SEQ ID NO: 20 u SEQ ID NO: 33 uneHTUYHBI

Ta6auna 1B: [lociegoBaTesbHOCTH AHTHTEJ (KPATKHIl CITHCOK)

SEQ ID NO:

AHTUTEJIO K

CD3

VH |VL |CDRIH [CDR2H |[CDR3H |CDRIL |CDR2L [CDR3L

7 8 1 2 3 4 5 6
BCMA

VH |VL |CDRIH [CDR2H |[CDR3H |CDRIL |CDR2L [CDR3L
AHTUTENO
83A10 9 11 15 16 17 18 19 20
Mab21 10 12 21 22 17 23 24 20
Mab22 10 13 21 22 17 25 26 20
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Mab42 10 14 21 22 17 27 28 20
Mab27 38 12 29 30 17 31 32 33
Mab33 39 12 34 35 17 31 32 33
Mab39 40 12 36 37 17 31 32 33

Tabauua 2A: /lono/HNTeIbHbIE KOHCTPYKIHMHU

SEQ ID NO:

DparMeHT/KOHCTPY KLU 83A10 Mab21 Mab22 Mab42
CH1 BCMA 41 41 41 41
CL BCMA 42 42 42 42
CH1 CD3 43 43 43 43
CL CD3 44 44 44 44

Ta6auua 2B: [lonoHUTEeIbHbIE KOHCTPYKIHH

SEQ ID NO:

Kouncrpykius 83A10 | Mab21 | Mab22 | Mab42
BCMA VH CHlcvx CD3 VL CHI Fc Beictyn LALA
PG (BbicTynn HC) . 0 > >
BCMAcv HC hole LALA PG (Bnanuna HC) 46 50 53 56
BCMAcv LC IgG1 yenoseka (BCMA LC) 47 51 54 57
CD3 VH _CL (CD3 LC) 48 48 48 48

[00135] HAnsa cosmanust cnenyrommx (2+1) Fc-comepxamux TCB x BCMA/CD3
UCIIOJIb30BAJIM COOTBETCTBYIOIINE KOHCTPYKIMU/UASHTHU(PUKATOPBI MOCIEIOBATENIbHOCTEH, KaK
ykasaHo B Tabiuue 2B Bbie:

83A10-TCBcv: 45, 46, 47 (x2), 48 (Pur. 2A)

21-TCBcv: 48, 49, 50, 51 (x2) (®wur. 2A)

22-TCBcv: 48, 52, 53, 54 (x2) (®wr. 2A)

42-TCBcv: 48, 55, 56, 57 (x2) (®wr. 2A)

F. Cnoco0b1 JieueHusi 1 Npo(PUIAKTHKH U COCAHHEHHUS] Ui MPUMEHEHHSI B TAKHUX
crocobax

[00136] Coeaunenus 1, 2 u 3 ¥ UX 3HAHTHOMEPHI, CMECH SHAHTHOMEPOB, TayTOMEPHI,
W30TOMOJIOTH WK (hapMaleBTHYECKH MPUEMJIIEMbBIX COJIH, MPEIJIOKEHHbIE B JAHHOM JIOKYMEHTE,
B KOMOMHAIINYU ¢ OUCTIEIU(PUIECKIM aHTUTEJIOM, CelH(UUECKU CBSI3bIBAIOIINMCS C AaHTUTCHOM
cospeBanust B-knerok genoseka (BCMA) u ¢ CD3e yenoseka (CD3) npenyioskeHHbIE B TAHHOM
JOKYMEHTE, MOTYT HCIIOJIb30BaThCSI BO BCEX CIMOCO0AX JISYSHHs, KaK 3TO MPEIJIOKEHO B JAHHOM
JIOKYMEHTE.

[00137] B ogHOM BapuWaHTe OCYIIECTBJICHHS B JAHHOM JOKYMEHTE MPEIJIOKEH CIocod

JIEYeHHST MHOKECTBEHHOM MUCJIOMBI, KOTOprfI BKJIFOYA€T BBCACHUC MMALITUCHTY COGI[I/IHGHI/UI 1 nm
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€ro SHAaHTHOMEpa, CMECH SHAHTHOMEPOB, TAayTOMepa, H30TOMoJjiora WiH (apMaleBTHIECKH
MpUeMJIEMO CONU U OuCHenu(pUIecKOro aHTUTeNa, CHelnu(pUUecKn CBS3BIBAIOIIETOCS C
aHTUreHOM co3peBaHus B-kietok uenoseka (BCMA) u CD3¢e uenoseka (CD3), npensoxeHHbIe B
JAHHOM JOKYMEHTE, HEeOOs3aTeNIbHO, MPHU 3TOM OHCTIeI(PUIECKOe aHTUTENO COAEPIKUT MEPBYIO
CBSI3BIBAIOINYIO YacTh, CHEUU(UIECKH CBS3BIBAIOINYIOCS C AHTHIE€HOM CO3peBaHUs B-KieTok
yeynoBeka (BCMA), u BTOPYIO CBSI3BIBAIOLIYIO YacTh, crienuduyecku csizbiBaromyocs ¢ CD3e
gyenoeka (CD3), mpu 3TOM yKa3aHHasi mepBasi CBSI3bIBAIOLIAsl YacTh COAEPXKUT obmacte VH,
conepskamryto obnacte CDR1H ¢ SEQ ID NO: 21, obnacte CDR2H ¢ SEQ ID NO: 22 u obnactb
CDR3H ¢ SEQ ID NO: 17 u obnacts VL, conepxkamyto odmacte CDR3L ¢ SEQ ID NO: 20 u
komOuHanmto obnacreit CDRIL u CDR2L, BeiOpaHHy O U3 rpy bl

1) obmacte CDRIL ¢ SEQ ID NO:23 u o6macte CDR2L ¢ SEQ ID NO:24,

i1) oomacts CDRIL ¢ SEQ ID NO:25 u o6acte CDR2L ¢ SEQ ID NO:26 unn

ii1) oomacte CDRIL ¢ SEQ ID NO:27 u o6nacts CDR2L ¢ SEQ ID NO:28.

[00138] B omHOM BapuaHTe€ OCYLIECTBICHUS B JAHHOM JOKYMEHTE MPEAJIOKEHO
COeMHEeHNe I NPUMEHEHHs B CHOCOO€ JIeYeHUs] MHOXKECTBEHHOW MHEJIOMBI, NPH 3TOM
coenuHeHue npencrasisier codoll CoenuHeHne | WM ero SHAHTHOMEP, CMECh SHAHTHOMEPOB,
TayTOMep, HM30TONOJIOr MM (hapMaleBTUUECKH IMPUEMIIEMYIO COJIb, IZle CIOCO0 BKIIFOYAET
BBeZieHUe nanueHty CoenuHeHus 1 UM ero 3HaHTHOMEpPA, CMECH 3HAHTHOMEPOB, TayTOMEDA,
U30TOMNOJIOTa MM (hapMaLEeBTHYECKH NPHEMJIEMON COMM W Oucnenn(puyueckoro aHTHUTeENa,
creun(pUIeCKH CBS3bIBAIOIIETOCS ¢ AHTUTEHOM co3peBanus B-kietok yenoseka (BCMA) u CD3e
yenoBeka (CD3), mnpemiokeHHble B HaHHOM JOKyMEHTe, HEOOs3aTeNbHO, TPU OSTOM
oucneripueckoe aAHTUTENO CONEPKUT TEPBYIO CBSI3bIBAIOINYI0 YaCTh, CIEHUPUUECKU
CBSI3BIBAIOINYIOCSI C AHTUTEHOM co3peBaHusi B-xierok uwenoBeka (BCMA), u  BTOpyIO
CBSI3BIBAIOINYIO 4acTh, creuuduyecku cesabiBatromytocss ¢ CD3e uenoseka (CD3), mpu 3ToM
yKa3aHHasl TIepBasi CBS3bIBAIOIIAS YacTh comepskut obnacte VH, comepxkamyro odbmacte CDR1H
¢ SEQ ID NO: 21, obmacts CDR2H ¢ SEQ ID NO: 22 u o6macts CDR3H ¢ SEQ ID NO: 17 u
obnacte VL, conepxkamyro obnacte CDR3L ¢ SEQ ID NO: 20 u komOunanuio odnacreii CDR1L
u CDR2L, BeIOpaHHYIO U3 TPYIIIBI

1) obacte CDRIL ¢ SEQ ID NO:23 u oomacte CDR2L ¢ SEQ ID NO:24,

i1) oomacte CDRIL ¢ SEQ ID NO:25 u o6nacte CDR2L ¢ SEQ ID NO:26 unu

ii1) obacte CDRIL ¢ SEQ ID NO:27 u obnacte CDR2L ¢ SEQ ID NO:28.

[00139] B ogHOM BapuaHTe OCYIIECTBJICHHS B JAHHOM JIOKYMEHTE MPEIJIOKEH CIocod
JIeYeHHsI MHOKECTBEHHOH MUEJIOMBI, KOTOPBIH BKIIFOYAET BBeeHHe mauneHTy CoennHeHus 2, ero
TayTOMepa, H30TOMoJora Wwin (apMaleBTHYECKH NPHEMIIEMOH COoNu H OHcrnenu(puIecKoro
aHTHUTENa, CIEeUN(PUYECKH CBS3BIBAIOIIErOCS C AHTUTEHOM CO3pEBaHUsl B-KJIeTOK denoBeka
(BCMA) u CD3¢ uenoseka (CD3), npennoskeHHbIe B TaHHOM JTIOKYMEHTE, HEOOs13aTeIbHO, MPU
5TOM Oucnenudpuyeckoe aHTUTENO COAEPXKUT MEPBYIO CBS3BIBAIOLIYIO YaCTh, CHEHH(PHUECKH
CBSI3BIBAIOINYIOCSI C AHTUTEHOM co3peBaHusi B-xierok uyenoseka (BCMA), u BTOpyIO
CBSI3BIBAIOINYIO YacTh, crieuuduyuecku cesabiBatomytocs ¢ CD3e uenoseka (CD3), mpu sToM

yKa3aHHas TiepBasi CBSA3bIBAIOIIAS YacTh conepskut obnacte VH, comepxamyro obmacte CDR1H
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¢ SEQ ID NO: 21, obnacts CDR2H ¢ SEQ ID NO: 22 u o6aacte CDR3H ¢ SEQ ID NO: 17 u
obnacte VL, conepxkamyro obnacte CDR3L ¢ SEQ ID NO: 20 u komOunanuio odnacreir CDR1L
u CDR2L, BeIOpaHHYIO U3 TPYIIIBI

1) obacte CDRIL ¢ SEQ ID NO:23 u o6macte CDR2L ¢ SEQ ID NO:24,

i1) oomacte CDRIL ¢ SEQ ID NO:25 u o6iacte CDR2L ¢ SEQ ID NO:26 unnm

ii1) obmacte CDRIL ¢ SEQ ID NO:27 u o6nacts CDR2L ¢ SEQ ID NO:28.

[00140] B omHOM BapuaHTe€ OCYLIECTBICHHS B JAHHOM JOKYMEHTE MPEAJIONKEHO
COeMHEHUe MJIi TMPUMEHEHUs B CHOCO0e JICUeHUsT MHOXKECTBEHHOH MHEJIOMBI, IPH 3TOM
coeqnHeHue mnpexacrasisger coboi CoenuHeHne 2, WM €ro TayTOMEp, W30TOIOJIOT WU
(dapMaLeBTHUECKH TPUEMIIEMYIO COJIb, TPUYEM CHOCOO BKIIOYAET BBEICHUE NALMEHTY
CoenuHenuss 2, ero tayTromepa, H30TONOJIOra Wid (papMaLEBTUUECKH MPUEMIIEMOH CONU U
oucrerpuuecKkoro aHTUTENA, CIELU(PUIECKH CBS3bIBAIOLIETOCS C AaHTHIEHOM CO3peBaHus B-
kyetok udenoseka (BCMA) u CD3e yenoseka (CD3), npensoxkeHHble B JaHHOM JOKYMEHTE,
Heo0s3aTeNIbHO, TIPU 3TOM OncTe(pIecKoe aHTUTEIIO COAEPIKUT TIEPBYIO CBA3BIBAIOLIYIO YaCTh,
cienu(HuIecku CBSI3BIBAIOINYIOCS C AHTUT'€HOM co3peBaHus B-kierok uenoBeka (BCMA), u
BTOPYIO CBSI3BIBAIOIIYIO YaCTh, crieruduyecku ces3biBatomytocs ¢ CD3e yenoseka (CD3), npu
STOM yKa3aHHAs NepBasi CBsI3bIBAIOINAS 4YacThb cozepkuT obmacte VH, comepxkamryro obmacte
CDRI1H ¢ SEQ ID NO: 21, obmacte CDR2H ¢ SEQ ID NO: 22 u obnacte CDR3H ¢ SEQ ID NO:
17 u obnacte VL, comepsxamyro obmacts CDR3L ¢ SEQ ID NO: 20 u xomOunanmio obnacreit
CDRIL u CDR2L, BbIOpaHHYIO U3 TPYIIIIBI

i) obiacte CDRIL ¢ SEQ ID NO:23 u ob6nacte CDR2L ¢ SEQ ID NO:24,

i1) oomacte CDRIL ¢ SEQ ID NO:25 u o6nacte CDR2L ¢ SEQ ID NO:26 unu

ii1) obacts CDRIL ¢ SEQ ID NO:27 u obnacts CDR2L ¢ SEQ ID NO:28.

[00141] B ogHOM BapuaHTe OCYIIECTBJIEHHs] B JAHHOM IOKYMEHTE MPEIJIOKEH Crocod
JIEUEeHUsT MHOKECTBEHHOM MHUEJIOMbI, KOTOPBIH BKIJIFOUAeT BBeneHue nauueHty CoequHeHus 3 wiu
€ro TayToMepa, U30TOMoJIora Wi (HapMaleBTHUECKH MPUEMIIEMON COJM U Oucnenuuyeckoro
aHTHUTENa, CIEeUU(PUYECKH CBS3BIBAIOIIEIOCS C AHTUTCHOM CO3pPEBaHUs B-KJIETOK uenoBeka
(BCMA) u CD3¢ uesnoseka (CD3), npenioskeHHbIe B TAHHOM JOKYMEHTE, HEOOs3aTeIbHO, MPU
5TOM Oucnenudpuyeckoe aHTUTENO COAEPXKUT MEPBYIO CBS3BIBAIOLIYIO YaCTh, CHEHH(DHYECKH
CBSI3BIBAIOINYIOCSI C AHTUTEHOM co3peBaHusi B-xierok uyenoseka (BCMA), u  BTOpyIO
CBSI3BIBAIOINYIO 4acTh, creuududecku cesabiBatromytocss ¢ CD3e uenoseka (CD3), mpu 3ToM
yKa3aHHas TIepBasi CBSA3bIBAIOINAS YacTh coneps:kut obnacte VH, conepxamyro odbmacte CDR1H
¢ SEQ ID NO: 21, obmactes CDR2H ¢ SEQ ID NO: 22 u o6xacte CDR3H ¢ SEQ ID NO: 17 u
obnacte VL, conepxkamyro obnacte CDR3L ¢ SEQ ID NO: 20 u komOunanuio odnacreii CDR1L
u CDR2L, BeIOpaHHYIO U3 TPYIIIBI

1) obiacte CDRIL ¢ SEQ ID NO:23 u o6macte CDR2L ¢ SEQ ID NO:24,

i1) oomacte CDRIL ¢ SEQ ID NO:25 u o6iacte CDR2L ¢ SEQ ID NO:26 unnm

ii1) obmacte CDRIL ¢ SEQ ID NO:27 u o6nacte CDR2L ¢ SEQ ID NO:28.

[00142] B omHOM BapuaHTE€ OCYLIECTBICHHS B JAHHOM JOKYMEHTE MPEAJIONKEHO

COCAUHECHUE MOJId TPUMCHCHUSA B crocode JieYeHUsT MHOKECTBEHHOM MUEJIOMBI, TIpU 35TOM
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coennHeHne npexacrasisier coboit CoenuHeHwe 3 WM €ro TayTOMep, H30TOMNOJOr WIH
(apMaLieBTHUECKH MPUEMIIEMYIO COJIb, I/Ie€ CIIOCO0 BKIIFOYAeT BBeeHUe nanuenTy CoenquHeHus 3
WIM €ro TayToMepa, H30TOomojiora wiM (apMalneBTHUECKH NPUEMIIEMOW COIH U
oucrierpuuecKkoro aHTUTENA, CHIEUU(PUIECKA CBS3BIBAIOIIErOCS C aHTUTE€HOM CO3peBaHHs B-
kierok denoseka (BCMA) u CD3e uenoseka (CD3), nmpensioskeHHbIE B TaHHOM JOKYMEHTE,
HEeo0s13aTeNIbHO, ITPH 3TOM OHCTIeIIM(PUIECKOE AaHTUTEIIO CONEPIKUT MEPBYIO CBA3BIBAIOIIYIO YacTh,
crenn(UIeCcKn CBS3bIBAIOINYIOCS C AHTUI€HOM co3peBaHusi B-kierok uenosexka (BCMA), u
BTOPYIO CBSI3BIBAIOIIYIO HacTh, cnenuduyecku cesspiBatomytocs ¢ CD3e wenoseka (CD3), npu
STOM YKa3aHHas INepBas CBSA3bIBAIOINAS YacCTh cOmepKUT obmactb VH, comepskamyro oOnactsb
CDRI1H ¢ SEQ ID NO: 21, o6nacte CDR2H ¢ SEQ ID NO: 22 u o6nacte CDR3H ¢ SEQ ID NO:
17 u obmacte VL, conepskamyto obmacte CDR3L ¢ SEQ ID NO: 20 u xomOuHammio odnacreit
CDRI1L u CDR2L, BbIOpaHHYIO U3 IPYIIIIBI

1) obmacts CDRIL ¢ SEQ ID NO:23 u o6macte CDR2L ¢ SEQ ID NO:24,

i) obmacts CDR1L ¢ SEQ ID NO:25 u obnacts CDR2L ¢ SEQ ID NO:26 unu

iii) obmacte CDR1L ¢ SEQ ID NO:27 u o6nacts CDR2L ¢ SEQ ID NO:28.

[00143] B ogHOM BapuaHTe OCYINECTBJIEHHS B JAHHOM JOKYMEHTE MPEMJIOKEH CIOCo0
NPEAOTBPALEHUsT MHOKECTBEHHOM MMEJIOMBI, KOTOPBII BKJIOUAET BBEACHHUE NALUEHTY
COEIIMHEHUs], NPEICTABIEHHOrO B JAHHOM JI0KyMeHTe, HanpuMmep, Coenunenus 1, Coenunenus 2
wnu CoennHeHMs 3, WIM €ro SHAHTHOMEpPA, CMECH SHAHTHOMEPOB, TayTOMepa, U30TOIOJIOra UIN
(bapMaLIeBTHUECKH MPUEMJIEMOI CONM U OMCTeHU(UUECKOro aHTHUTENA, CONEPIKAIIEro MEPBYIO
CBSI3BIBAIOINYIO YaCTh, CHELU(UYECKH CBS3BIBAIOIIYIOCS C AHTHIEHOM CO3peBaHUs B-KieTok
yenoBeka (BCMA), u BTOPYIO CBSI3BIBAIOLIYIO 4YacTh, crienupuyuecku cBsibiBatomyrocs ¢ CD3e
yenoeka (CD3), mnpemiokeHHbIMH B JaHHOM JOKYMEHTe, HeoOs3aTelbHO TMPU 3TOM
oucnerppuueckoe aHTUTENIO XapaKTePU3YeTCsl TEM, YTO YKa3aHHAsl TIepBasi CBSA3bIBAIOIIAS YaCTh
comepsxkut obaactb VH, comepskamyto obnacte CDRI1H ¢ SEQ ID NO: 21, obnacte CDR2H ¢
SEQ ID NO: 22 u obnacte CDR3H ¢ SEQ ID NO: 17 u obnacte VL, comepxkainyr o0aacThb
CDR3L ¢ SEQ ID NO: 20 u kombunammto obnacreii CDR1L u CDR2L, BeiOpaHHy O U3 TPy IIIBI

1) obacte CDRIL ¢ SEQ ID NO:23 u o6macte CDR2L ¢ SEQ ID NO:24,

i1) oomacte CDRIL ¢ SEQ ID NO:25 u o6iacte CDR2L ¢ SEQ ID NO:26 unu

ii1) obmacte CDRIL ¢ SEQ ID NO:27 u obnacts CDR2L ¢ SEQ ID NO:28.

[00144] B omHOM BapuaHTe€ OCYLIECTBJICHHS B JAHHOM JOKYMEHTE MPEAJIONKEHO
COEIMHEHHUE 11l IPUMEHEHHS B CIIOCO0e MPeOTBPAILEHUsI MHOYKECTBEHHONW MHEJIOMBI, TIPH 3TOM
COEIMHEHHUE MPECTABISIET COOOH COeANMHEHNUE, TPEATIOKEHHOE B JAHHOM JOKYMEHTE, HaIlPUMED,
Coenunenue 1, Coenunenne 2 min CoenuHeHUe 3, WIN €ro SHAHTHOMEP, CMECh SHAHTHOMEPOB,
TAyTOMEpP, M30TOIOJIOT WK (apMaleBTUYECKH MpHEMJIEMasi COJb, MPHYEM CIIOCOO BKIJIFOYAET
BBEJCHUE TMAIMEHTY COEAMHEHUs, NPEAJIOKEHHOrO0 B JaHHOM JOKYMEHTE, HalpuMep,
Coenunenus 1, Coenunenns 2 mnn CoequHeHUs 3, WA €ro SHAHTHOMEPa, CMECH SHAHTHOMEPOB,
TAayTOMepa, H30TOMoJora Wwin (apMaleBTHUECKH NPHEMIEMONH CONM M OHCrenu(puIecKoro
aHTHUTENA, COAEPIKALIETO TEPBYIO CBS3BIBAIOLIYIO YacTh, CHENM(PUIECKH CBS3BIBAIOLIYVIOCS C

aHTUreHOM co3peBaHus B-kierok uenoBeka (BCMA), u BTOPYI CBSI3BIBAIOLIYIO 4YacTb,
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cneungpuyeckn cessbBaoImyrocss ¢ CD3e denoseka (CD3), mpemiokeHHBIM B JaHHOM
IOKyMEHTE, NPU 3TOM OHCrer(puuecKkoe aHTUTENO0 HEOOs3aTeNIbHO XapaKTePU3yeTCs TEM, UTO
yKa3aHHAas TIepBasi CBSA3BIBAIOIIAS YacTh coneps:kut obynacte VH, comepxamyro odbmacte CDR1H
¢ SEQ ID NO: 21, obnacts CDR2H ¢ SEQ ID NO: 22 u o6aacte CDR3H ¢ SEQ ID NO: 17 u
obnacte VL, conepxamyro obnacte CDR3L ¢ SEQ ID NO: 20 u komOunanuio odnacreirt CDR1L
u CDR2L, BeIOpaHHYyIO U3 TPYIIIBI

1) obmacte CDRIL ¢ SEQ ID NO:23 u ob6macte CDR2L ¢ SEQ ID NO:24,

i1) oomactes CDRIL ¢ SEQ ID NO:25 u o6acte CDR2L ¢ SEQ ID NO:26 unn

ii1) obmacte CDRIL ¢ SEQ ID NO:27 u o6nacts CDR2L ¢ SEQ ID NO:28.

[00145] B npyroMm BapuaHTe OCYIUECTBJIEHUS B JAHHOM JOKYMEHTE MpPEIJIOKEH CIoco0
JIeYeHUs] MHOXKECTBEHHOH MHENIOMBI, KOTOPbII BKJIOYAET BBEICHUE MALMEHTY COEAMHEHUs,
NPEJIOKEHHOTO B JaHHOM pAokymeHrte, Hampumep, Coenunenust 1, CoeauHeHus 2 wnu
Coenunenus 3, WM €ro SHAHTUOMEPA, CMECH HHAHTHOMEPOB, TayTOMEpPAa, U30TOIOJIOra WU
(apmaneBTHUECKH TPHEMIIEMON COMM M OUCHenU(HIECKOro aHTUTENa, CONEePIKALIero MePBYIO
CBSI3BIBAIOIIYI0 YaCTh, CHELU(PHYECKH CBS3BIBAIOINYIOCS C AHTUI'CHOM CO3peBaHHs B-kieTok
yenoBeka (BCMA), u BTOpYIO CBSA3BIBAIOIIYIO YacThb, crieruduyecku cessbiBaromyrocs ¢ CD3e
yenoseka (CD3), mpemioskeHHbIMU B JAHHOM IOKYMEHTE, ITPU 5TOM OucTernpuaecKkoe aHTHTEINO
HeoOsA3aTeIbHO XapaKTepH3yeTcs TeM, YTO YKa3aHHAs MepBasi CBSA3BIBAIOLIAS YacTh COAEPIKUT
obsacte VH, conepxamyto obmacts CDR1H ¢ SEQ ID NO: 21, o6nacte CDR2H ¢ SEQ ID NO:
22 n obaacte CDR3H ¢ SEQ ID NO: 17 u obnacts VL, conepskamyto obnacts CDR3L ¢ SEQ ID
NO: 20 u komOunanmo obnacreit CDRI1L u CDR2L, BrIOpaHHYIO U3 TPYIIIIBI

i) obiacts CDRIL ¢ SEQ ID NO:23 u o6nacts CDR2L ¢ SEQ ID NO:24,

i1) oomacte CDRIL ¢ SEQ ID NO:25 u o6iacte CDR2L ¢ SEQ ID NO:26 unu

ii1) obacte CDRIL ¢ SEQ ID NO:27 u obnacts CDR2L ¢ SEQ ID NO:28.

[00146] B npyrom BapuaHTe OCYIIECTBJIEHHS B JaHHOM JOKYMEHTE IPEIJIOKEHO
COCIMHEHUE Ui TPHMEHEHUs B CIOoco0e JIEYeHUS MHOXKECTBEHHOW MHENIOMbI, TMpHYeM
COEIMHEHHUE MPECTABIISIET COOOM COeAMHEHNE, TPEAJIOKEHHOE B JAHHOM JOKYMEHTE, HallpUMeD,
Coenunenne 1, Coennnenue 2 nnn CoequHeHne 3, WIH €ro SHAHTHOMEP, CMECh YHAHTHOMEPOB,
TAyTOMEp, M30TOIOJIOT MK (papMalleBTUYECKH MTPUEMJIEMasi COJIb, IIPH 3TOM CIIOCO0 BKJIFOYAET
BBEJCHUE TMAIMEHTY COEAMHEHUs, NPEAJIOKEHHOrO B JAHHOM JOKYMEHTE, HaIlpuMep,
Coenunenus 1, Coenunenns 2 mnn CoequHeHUs 3, WA €ro SHAHTHOMEPA, CMECH SHAHTHOMEPOB,
TAyTOMepa, H30TOMoJora Wwin (apMaleBTHYECKH MPHEMIIEMONH COoNd B OHCIenu(puIecKoro
aHTHUTENA, COAEPIKAIIETO TEPBYIO CBS3BIBAIOLIYIO YacTh, CHEHM(PUUESCKH CBS3BIBAIOLIYVIOCS C
aHTUreHOM co3peBaHus B-kietok uenoBeka (BCMA), u BTOPYH CBSI3BIBAIOLIYIO 4YacThb,
cneungpuyeckn cBs3pBatonyocss ¢ CD3e uenoseka (CD3), mpeanokeHHBIMH B JTaHHOM
IOKyMEHTE, NPU 3TOM OHCrerpuIecKoe aHTUTEN0 HeoOs3aTeNIbHO XapaKTePU3yeTcss TEM, UTO
yKa3aHHas TiepBasi CBSA3bIBAIOIIAS YacTh conepskut obnacte VH, comepxamyro odbmacte CDR1H
¢ SEQ ID NO: 21, obmacts CDR2H ¢ SEQ ID NO: 22 u obnacts CDR3H ¢ SEQ ID NO: 17, u
obnacte VL, conepxkamyro obnacte CDR3L ¢ SEQ ID NO: 20 u xomOunanuio odnacreir CDR1L
u CDR2L, BeIOpaHHYIO U3 TPYIIIBI
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1) obiacte CDRIL ¢ SEQ ID NO:23 u o6macte CDR2L ¢ SEQ ID NO:24,

i1) obmactes CDR1L ¢ SEQ ID NO:25 u obmacts CDR2L ¢ SEQ ID NO:26 nnu

ii1) obmacte CDR1L ¢ SEQ ID NO:27 u obnacts CDR2L ¢ SEQ ID NO:28.

[00147] B onHOM BapuaHTe OCYLIECTBJICHUS M300PETEHHUS B TAHHOM JIOKYMEHTE TaK:Ke
NPEIJIOKEHbl  CIOCOOBI  MHAYLHMPOBAHUS TEPAIEBTUYECKOTO OTBETA, OLIEHUBAEMOIO I10
MexnyHapOOHBIME €AMHBIMA KPUTEPHSIMH OTBeTa Npu MHOKkecTBeHHOH Muenome (IURC) (cm.
Durie BGM, Harousseau J-L, Miguel JS, ef al. International uniform response criteria for multiple
myeloma. Leukemia, 2006; (10) 10: 1-7) y nmanmeHTa, BKIOUYaromue BBeaeHHE 3G(HEKTHBHOTO
KOJINYeCTBA COENUHEHMs, ONHCAHHOIO B MAaHHOM JAOKyMeHTe, Hampumep, Coenunenus 1,
Coenunenus 2 i CoenuHeHus 3, WIM €ro SHAHTUOMEPA, CMECH HAHTHOMEPOB, TaAyTOMEDPA,
U30TONOJNOra Win (papmManeBTUYECKH NPUEMIIEMOM CONMM U OHCrenu(pUUecKoro aHTHTENa,
crienn(pUIEeCKH CBSA3bIBAIOIIErOCs C aHTUIeHOM co3peBaHus B-kierok yenoseka (BCMA) u CD3e
gyenoseka (CD3), mnpennoXeHHbIMM B JaHHOM JAOKYMEHTE, TMALHUeHTy, CTPaAarolemMy
MHOKECTBEHHOH MHUEJIOMOM, HeoOs3aTeIbHO, MPH 3TOM OHCHenU(pHYECKOe aHTHTENIO COAEPIKUT
HEPBYIO CBSI3BIBAIOIIYIO YaCTh, CIEIM(UUECKH CBSI3bIBAIOLIYIOCS C AHTHMICHOM CO3peBaHHs B-
kJeTok yenoseka (BCMA), 1 BTOPYIO CBA3BIBAIOLIYIO YaCTh, CHELU(PUUECKH CBS3BIBAIOIIYIOCS C
CD3¢e uenoseka (CD3), mpu 3TOM yka3aHHas mepBasi CBA3bIBAOIIAS YACTh COAEPKUT obmacte VH,
cogepxaiyto obmacte CDR1H ¢ SEQ ID NO: 21, o6iracts CDR2H ¢ SEQ ID NO: 22 u obnacts
CDR3H ¢ SEQ ID NO: 17 u obnacte VL, conepxammyto obnacte CDR3L ¢ SEQ ID NO: 20, u
komOuHarmto obnacreiit CDRI1L u CDR2L, BeiOpaHHy O U3 TPy IIIbI

i) obiacte CDRIL ¢ SEQ ID NO:23 u obonacte CDR2L ¢ SEQ ID NO:24,

i) obmacte CDR1L ¢ SEQ ID NO:25 u obnacts CDR2L ¢ SEQ ID NO:26 unu

ii1) obmacte CDR1L ¢ SEQ ID NO:27 u obnacts CDR2L ¢ SEQ ID NO:28.

[00148] B onHOM BapuaHTe OCYIIECTBJICHHUS B TAHHOM JOKYMEHTE TAKXKe MPEIOKEHbI
CHOCOOBI MHAYKIUH TEPANEBTHYECKOTO OTBETA, OLEHEHHOTO ¢ TIOMOIIBIO KPUTEPHUEB KOHCEHCYCa
Me:xnynapoanoii padoueit rpymnmel o muesnome (IMWG) nist oTBeTa U OLIEHKH MHHUMAJIBHOTO
ocratouHoro 3abonesanus (Rajkumar et al., Blood, 2011, 117(18):4691-5; Kumar et al., Lancet
Oncol., 2016,17(8):e328-e346) y marnueHTa, BKJIIOYAOIIUE BBeIeHUE 3((HEKTUBHOIO KOJINIECTBA
COEIMHEHUs], ONMCAHHOTO B JAHHOM JIOKyMeHTe, Hanpumep, Coenunenus 1, Coennaenus 2 wim
CoenuHenns 3, WM €ro SHAHTUOMEPA, CMECH SHAHTHOMEPOB, TayTOMEpPa, U30TOMOJIOra WU
dapmaneBTHUECKH TpUeMJIEMON coidu W OucmenuuyYeckoro aHTUTeNa, CrenupUuIecKu
CBSI3BIBAIOINEIOCS C aHTHUIEHOM co3peBanusi B-kierok denmoeka (BCMA) u CD3e yenoseka
(CD3), mpeanoXeHHBIMH B JaHHOM JOKYMEHTE, MALMEeHTYy, CTPaJarollleMy MHOKECTBEHHOH
MHUEJIOMOH, HeoOs3aTeNbHO, TNPH 3TOM OuCHenu(pUIECKOe AaHTHUTENO COAEPIKHUT MEPBYIO
CBSI3BIBAIOINYIO YacTh, CHEUU(UIECKH CBS3BIBAIOIIYIOCS C AHTHIE€HOM CO3pEBaHUs B-KieTok
yenoBeka (BCMA), u BTOPYIO CBSI3BIBAIOLIYIO YacTh, crienupuyecku csizbiBaromyocs ¢ CD3e
yenoeka (CD3), mpu 3TOM yka3aHHasi mepBasi CBSI3bIBAIOIIAsl YacTh COAEPXKUT obmacte VH,
conepskamyto obnacte CDR1H ¢ SEQ ID NO: 21, obnacte CDR2H ¢ SEQ ID NO: 22 u obnactb
CDR3H ¢ SEQ ID NO: 17 u obnacts VL, comepxamyro obnacte CDR3L ¢ SEQ ID NO: 20, u
komOuHanmto obnacreit CDRIL u CDR2L, BeiOpaHHy O U3 TpyIIIbI



56

1) obiacte CDRIL ¢ SEQ ID NO:23 u o6macte CDR2L ¢ SEQ ID NO:24,

i1) oomacte CDRIL ¢ SEQ ID NO:25 u o6iacte CDR2L ¢ SEQ ID NO:26 unnm

ii1) obmacte CDRIL ¢ SEQ ID NO:27 u o6nacts CDR2L ¢ SEQ ID NO:28.

[00149] B omHOM BapuaHTE OCYLIECTBICHHS B JAHHOM JOKYMEHTE MPEAJIOKEHO
COeNMHEHWe [JIsi TPUMEHEHUS B CIOCOObI HWHAYLHUPOBAHUS TEPANIEBTHUYECKOrO OTBETA,
OLICHMBAeMOTro O MeKIyHAPOIHBIMH E€OUHBIMA KPUTEPUSIMU OTBETa MPH MHOKECTBEHHOMN
muesnome (IURC) (cm. Durie BGM, Harousseau J-L, Miguel JS, ef al. International uniform
response criteria for multiple myeloma. Leukemia, 2006, (10) 10: 1-7) y mauueHTa, mpudem
COeMHEHUE MPEICTaBISIET COOON COeMHEHHE, TIPEIOKEHHOE B TAHHOM JJOKYMEHTE, Halpumep,
Coenunenne 1, Coennnenne 2 nian CoenuHeHue 3, WK €ro SHAHTUOMEP, CMECh IHAHTHOMEPOB,
TayTOMep, U30TOIOJIOT UTH (PapMaIeBTUYECKH MPUEMIIeMasi COJIb, TIPH 3TOM CITIOCOOBI BKJIFOYAOT
BBeleHHEe O(P(PEKTUBHOIO KOJMYECTBA COEOUMHEHMs, OIMHUCAHHOIrO B JaHHOM JOKYMEHTE,
Hanpumep, Coegunenns 1, Coenunenunst 2 win CoenuHeHUs! 3, WIM €ro SHAHTUOMEpa, CMeCU
SHAHTHOMEPOB, TayTOMepa, H30TOMoJora wWid (apMaleBTUYECKH MPUEMIIEMOW CONMH |
oucneruyuecKkoro aHTUTENA, CIeUU(PUIECKH CBSI3bIBAIOIIETOCS ¢ AaHTHICHOM CO3peBaHUs B-
kietok 4enoBeka (BCMA) u CD3e venoseka (CD3), npeniokeHHbBIMU B TaHHOM JOKYMEHTE,
NAlMeHTy, CTPAJaloLIeMy MHOXECTBEHHOW  MHEJIOMOH, HeoOsS3aTeNbHO, TMpU  3TOM
oucnerpipuyueckoe aAHTUTENO CONEP)KUT TEPBYIO CBSI3bIBAIOINYIO YaCTh, CHEHUPUUECKU
CBSI3BIBAIOINYIOCSI C AHTUTEHOM co3peBaHusi B-xierok uwenoBeka (BCMA), u BTOpyIO
CBSI3BIBAIOINYIO 4acTh, creuuduyecku cpsibiBatomytocs ¢ CD3e uenoseka (CD3), mpu sToM
yKa3aHHasl TIepBasi CBSA3bIBAIOIIAS YacTh comeps:kut obnacte VH, comepxkamyro odbmacte CDR1H
¢ SEQ ID NO: 21, obmacts CDR2H ¢ SEQ ID NO: 22 u o6nacts CDR3H ¢ SEQ ID NO: 17 u
obnacte VL, conepxkartyro odiaacts CDR3L ¢ SEQ ID NO: 20, u komOunanmto odnacreit CDR1L
u CDR2L, BeIOpaHHYyIO U3 TPYIIIBI

i) obacte CDRIL ¢ SEQ ID NO:23 u o6nacte CDR2L ¢ SEQ ID NO:24,

i1) oomacte CDRIL ¢ SEQ ID NO:25 u o6iacte CDR2L ¢ SEQ ID NO:26 unu

ii1) obacte CDRIL ¢ SEQ ID NO:27 u obnacts CDR2L ¢ SEQ ID NO:28.

[00150] B omHOM BapuaHTe€ OCYIIECTBJICHHS B JAHHOM JOKYMEHTE MPEAJIONKEHO
COeMHEHUE JJIsl MPUMEHEHHsS B CITOCO0aX MHAYKIIMH TEPAMEBTHYECKOTO OTBETA, OLEHEHHOIO C
MIOMOIIBIO KPUTEPHEB KOHCEHCYca MeskayHaponHo# paboueit rpynmsl o mueiome (IMWG) aist
OTBETa W OIIEHKH MHUHHMAJBbHOrO octaTodHoro 3aboneBanusi (Rajkumar ef al., Blood, 2011,
117(18):4691-5; Kumar et al., Lancet Oncol., 2016,17(8):€328-e3460) y mammeHTa, NMpH 3TOM
COeMHEHUE MPENCTABIISIET COOON COeMHEHHE, TIPEIOKEHHOE B TAHHOM JIOKYMEHTE, HallpuMep,
Coenunenue 1, Coenunenne 2 min CoenuHeHne 3, WIN €ro SHAHTHOMEP, CMECh SHAHTHOMEPOB,
TayTOMep, HW30TOMOJIOT WM WX (HapMALEBTHYECKH MPUEMJIEMYIO COJIb, MPH 3TOM CIIOCOOBI
BKJIIOYAIOT BBelneHue 3(PQEeKTUBHOTO KONMMYECTBA COEAWHEHHs, OMNHCAHHOTO B JaHHOM
nokymenre, Hanpumep, Coennnenns 1, Coennnenus 2 win CoeqnHEeHUs 3, WM €10 SHAHTHOMEDA,
CMECH 3HAaHTHOMEPOB, TayTOMepa, M30TOMOoJiora Win (papMaleBTUYeCKH MPUEMJIEMON COJTU U
oucnenuPUUECKOro aHTHUTENA, CIeUU(pUISCKH CBS3BIBAIOMIETOCS C AaHTHUTEHOM CO3peBaHUs B-

kierok 4enoBeka (BCMA) u CD3e venoseka (CD3), npemiokeHHbBIMUA B TaHHOM JTOKYMEHTE,
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NAlMEHTy, CTPAJaloLIeMy MHOXXECTBEHHOH  MHEJIOMOH, HeoOs3aTesNbHO, TMpU  3TOM
oucrierpuuecKkoe AHTUTENO CONEPKUT TEPBYIO CBSI3bIBAOINYI0 YaCTh, CIEHUPUUECKH
CBSI3BIBAIOINYIOCSI C AHTUTEHOM co3peBaHust B-xierok uwenoseka (BCMA), u BTOpyIO
CBSI3BIBAIOINYIO YacTh, creuuduuecku cessbiBatomytocss ¢ CD3e uenoseka (CD3), mpu sToM
yKa3aHHas TiepBasi CBS3BIBAIOIIAS YacTh coneps:kut obnacte VH, comepxamyro odbmacte CDR1H
¢ SEQ ID NO: 21, obnacte CDR2H ¢ SEQ ID NO: 22 u o6aacte CDR3H ¢ SEQ ID NO: 17 u
obnacte VL, comepxkarryto ooimacts CDR3L ¢ SEQ ID NO: 20, u komOounanmto odnacreit CDR1L
u CDR2L, BeIOpaHHyIO U3 TPYIIIBI

1) obmacte CDRIL ¢ SEQ ID NO:23 u o6macte CDR2L ¢ SEQ ID NO:24,

i1) oomactes CDRIL ¢ SEQ ID NO:25 u o6iacte CDR2L ¢ SEQ ID NO:26 unn

ii1) obmacte CDRIL ¢ SEQ ID NO:27 u o6nacts CDR2L ¢ SEQ ID NO:28.

[00151] B npyrom BapuaHTe OCYLIECTBIEHUS B JTAHHOM JJOKY MEHTE ITPEJJIOKEHBI CITOCOObI
JOCTUKEHHUs] CTPOroro IMOJIHOTO OTBETA, MOJIHOTO OTBETa WJIM O4Y€Hb XOPOILIEro 4aCTUYHOIO
OTBEeTa, KaK OmpeneseH0 MeXayHapOAHbIMU YHU(DHULHUPOBAHHBIMU KPUTEPHSIMH OTBETA IS
mHokecTBeHHOM Muenombl (IURC) y mamuenra, BiiIouaromue BBefeHHE 3(PQPEKTHBHOTO
KOJIMYeCTBA COEIUHEHMs, ONHCAHHOIO B JAaHHOM JAOKyMeHTe, Hampumep, Coenunenus |1,
Coenunenus 2 uau CoenuHeHus 3, WIM €ro SHAHTUOMEPA, CMECH 3HAHTHOMEPOB, TayTOMEDA,
U30TOMOJIOTa MM (papMaLEeBTHYECKH NPHEMJIEMON COMM W Oucnenn(puueckoro aHTHUTeENa,
crienu(pUIeCcKH CBS3bIBAIOLIETOCS C aHTHTEHOM co3peBanust B-kierok uenoseka (BCMA) u CD3e
yenoBeka (CD3), mnpemnoXeHHbIMM B JaHHOM JOKYMEHTE, TMALUeHTy, CTPaaarolnemMy
MHOKECTBEHHOW MHEJIOMOM, HeOOsI3aTeIbHO, MPH 3TOM OUCTIEHU(UIECKOE aHTUTEIO COAEPIKHUT
NIEPBYIO CBSI3BIBAIOIIVIO YACTh, CHEUM(UIECKH CBSI3bIBAIOINYIOCS C AHTUT€HOM CO3peBaHHs B-
kyeTok denoBeka (BCMA), 1 BTOPYIO CBSI3BIBAIOLIYIO YaCTh, CIEIU(PUUECKH CBI3BIBAIOIIYIOCS C
CD3¢ uenoseka (CD3), mpu 3TOM yKa3aHHasi IepBasi CBSA3bIBAIOLIAS YaCTh COAEPKUT obnacts VH,
conepskamryto obnacte CDR1H ¢ SEQ ID NO: 21, obnacte CDR2H ¢ SEQ ID NO: 22 u obnactb
CDR3H ¢ SEQ ID NO: 17 u obnacte VL, comepxamyro obnacte CDR3L ¢ SEQ ID NO: 20, u
komOuHarmto obnacreit CDRI1L u CDR2L, BeiOpaHHy O U3 rpy bl

1) obiacts CDRIL ¢ SEQ ID NO:23 u o6nacte CDR2L ¢ SEQ ID NO:24,

i1) oomacte CDRIL ¢ SEQ ID NO:25 u o6iacte CDR2L ¢ SEQ ID NO:26 unu

ii1) obmacte CDRIL ¢ SEQ ID NO:27 u obnacts CDR2L ¢ SEQ ID NO:28.

[00152] B npyrom BapuaHTe OCYLIECTBICHUS B TAHHOM JJOKYMEHTE MPEIOKEHBI CITOCOOBI
noctwkenus:  ycronuuBod  MOB-orpunarensHoct, MOB-oTpunatenpHOCTH Ha  OCHOBE
nporoyHoit 1mroMmerpur, MOB-orpunarenpHocTH Ha OCHOBE cekBeHupoBanus, MObB-
OTPHULATENILHOCTU Ha OCHOBE BHU3YyallM3aLlUU IUIIOC, CTPOrOro MOJHOIO OTBETA, MOJIHOTO OTBETa
WM OYeHb XOpOILIero YaCTUYHOTO OTBETA, ONpPEAENIEHHBIX C MOMOIIBIO KPUTEPUEB KOHCEHCYCa
MexnyHaponHoi padoueli rpynmsl o muenome (IMWG) auis olleHKU OTBETa M MHHUMAJTbHOU
OCTaTOYHOH OOJNe3HW y TMalMeHTa, BKIIOYAOIINe BBEAeHHE J(PQPEKTUBHOIO KOJIUYECTBA
COEIMHEHUs], OTMCAHHOTO B JAHHOM JIOKyMeHTe, Hanpumep, Coenunenus 1, Coennaenus 2 wm
CoenuHeHus 3, UMM €ro SHAHTHOMEpAa, CMECH SHAHTHOMEPOB, TayTOMepa, M30TOIOJIOra WU

(dapManeBTHUECKH TpUEMJIEMON COMM W OucmenuUyYecKoro aHTUTeNa, CrIenupUIecKu
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CBSI3BIBAOIIEIOCS C AHTHUIEHOM co3peBanusi B-kierok udenmoeka (BCMA) u CD3e yenmoBeka
(CD3), npeanoXeHHBIMH B JaHHOM JOKYMEHTE, MALMEeHTy, CTPaJarolleMy MHOKECTBEHHOH
MHUENIOMOH, HeoOs3aTeNbHO, NPH 3TOM Oucnenu(pUIecKoe AaHTHUTENO COAEPIKHUT MEPBYIO
CBSI3BIBAIOINYIO YacTh, CHEUU(UIECKH CBS3BIBAIOINYIOCS C AHTHIE€HOM CO3peBaHUs B-KieTok
yeynoBeka (BCMA), u BTOPYIO CBSI3BIBAOLIYIO YacTh, crienuduydecku csizbiBatromyocs ¢ CD3e
gyenoeka (CD3), mpu 3TOM yka3aHHasi mepBasi CBSI3bIBAIOLIAsl YacTh COAEPXKUT obmacte VH,
conepskamryto obnacte CDR1H ¢ SEQ ID NO: 21, obnacte CDR2H ¢ SEQ ID NO: 22 u obnactb
CDR3H ¢ SEQ ID NO: 17 u obnacte VL, copepxamyro obnacte CDR3L ¢ SEQ ID NO: 20, u
xkomOuHanmto obnacreit CDRIL u CDR2L, BeiOpaHHy O U3 rpy bl

1) obmacts CDRIL ¢ SEQ ID NO:23 u o6macte CDR2L ¢ SEQ ID NO:24,

i1) obmacts CDR1L ¢ SEQ ID NO:25 u obnacts CDR2L ¢ SEQ ID NO:26 unu

ii1) obmacte CDR1L ¢ SEQ ID NO:27 u o6nacts CDR2L ¢ SEQ ID NO:28.

[00153] B npyrom BapuaHTe OCYLIECTBJIEHUS B [JaHHOM JOKYMEHTE IPEIJIOKEHO
COeIMHEeHNE JJIsl TIPUMEHEHUsI B CIIOCO0aX IOCTHXKEHHUs] CTPOrOro MOJIHOTO OTBETA, IMOJHOIO
OTBETAa WJIM O4YE€Hb XOpOIIEro YacCTHYHOIO OTBETA, ONPEAENeHHbIX MeXayHapoIHbIMU
yHU(UIMPOBAHHBIMU KPUTEPUSIMU OTBeTa Juist MHOkecTBeHHOH muenombl (IURC) y manuenTa,
IpUYEM COeIMHEHHE MPENCTaBIsieT COOOH COeAMHEeHUe, NMPEUIOKEHHOE B TAHHOM JTOKYMEHTE,
Hanpumep, Coenunenue 1, Coenunenue 2 unu CoeauHeHue 3, WIM €ro SHAHTUOMEpP, CMECh
HHAHTHOMEPOB, TayTOMeEp, H30TONOJOr WM (hapMaleBTUYECKH NpUeMJIeMasl COJb, MPU 3TOM
CrocoObI BKIIFOUAIOT BBeieHUE 3()(HEeKTUBHOTO KOJIMUECTBA COCTUHEHHS, ONMMCAHHOTO B JAHHOM
noxkymenre, Hanpumep, Coenunenus 1, Coenqunenus 2 win CoeMHEHUs 3, WK €0 SHAHTUOMEPA,
CMeCH HHAHTHOMEPOB, TayTOMepa, M30TOMOJIOra WK (apMaleBTHYECKH MPUEMJIEMON CONU U
oucneruuecKkoro aHTHTENA, CHeUU(PUIECKA CBSI3BIBAIOIIErOCS C aHTUI€HOM CO3peBaHHs B-
kietok 4enoBeka (BCMA) u CD3e venoseka (CD3), npemioKeHHbBIMUA B TaHHOM JTOKYMEHTE,
NAlMEHTy, CTPAJaloLIeMy MHOXECTBEHHOH  MHEJIOMOH, HeoOs3aTeNIbHO, TMpU  3TOM
oucnerpuyueckoe aHTUTENO CONEPKUT TEPBYIO CBSI3bIBAOINYK0 YaCTh, CIEHUPUUECKU
CBSI3BIBAIOINYIOCSI C AHTUTEHOM co3peBaHusi B-xierok uwenoBeka (BCMA), u  BTOpyIO
CBSI3BIBAIOINYIO 4acTh, creuuduuecku cesabiBatromytocs ¢ CD3e uenoseka (CD3), mpu sToM
yKa3aHHasl TiepBasi CBSA3bIBAIOINAS YacTh conepskut obnacte VH, comepxamyro odbmacts CDR1H
¢ SEQ ID NO: 21, obmacts CDR2H ¢ SEQ ID NO: 22 u o6xactes CDR3H ¢ SEQ ID NO: 17 u
obnacte VL, conepxkarryro odiaacts CDR3L ¢ SEQ ID NO: 20, u komOunanmto odnacreit CDR1L
u CDR2L, BeIOpaHHYIO U3 TPYIIIBI

1) obmacte CDRIL ¢ SEQ ID NO:23 u o6macte CDR2L ¢ SEQ ID NO:24,

i1) obmacte CDR1L ¢ SEQ ID NO:25 u obmacts CDR2L ¢ SEQ ID NO:26 nnu

ii1) obmacte CDR1L ¢ SEQ ID NO:27 u obnacts CDR2L ¢ SEQ ID NO:28.

[00154] B npyroMm BapuaHTe OCYLIECTBJIEHHS B JaHHOM JOKYMEHTE IpPEIJIOKEHO
COEIMHEHNE I MPUMEHEHHs B crocolax AoCTIKeHHs ycroiunBord MOB-oTpunarensHOCTH,
MOB-oTpuLaTeIbHOCTH Ha OCHOBE NMPOTOYHOMN 1uToMeTpun, MOB-0oTpuLiaTebHOCTH HA OCHOBE
cexBeHHpoBaHus, MOB-OTpHLIATEILHOCTH HAa OCHOBE BU3YaJIM3ALUH IUIIOC, CTPOTOTrO MOJHOTO

OTBE€TA, MOJIHOI'O OTBETA UJIM OYCHDb XOPOLIErO YaCTUYIHOIO OTBETA, ONPEACIICHHBIX C ITOMOIIBIO



59

KpUTEpUEB KOHCEHCyca MeskayHaponHoit pabdoueit rpynmsl mo muenome (IMWG) nns oneHku
OTBETa 1 MUHUMAJIBHON OCTaTOUHOH OOJIE3HH Y MAIMEHTa, IPU 3TOM COSAMHEHUE MPEACTABIAET
co0Ol CcoennHEHHe, TMPEeNJIOKEHHOE B IaHHOM JOKyMeHTe, Hampumep, Coemunenue 1,
Coenunenne 2 unn CoenuHeHne 3, WIM €ro SHAHTHOMEP, CMECh 3HAHTHOMEPOB, TayTOMED,
U30TONOJIOr MM HMX (papMaleBTHYECKH NPUEMIIEMYIO COJIb, TPH 3TOM CIIOCOOBI BKJFOYAIOT
BBeZIeHHE H(PPEKTUBHOIO KOJIUYECTBA COCOUHEHHUS, OIMCAHHOTO B JAaHHOM JOKYMEHTE,
Hanpumep, Coeaunenus 1, Coenunenus 2 wnu CoenuHeHus! 3, WIM €r0 SHAHTUOMEpA, CMECU
SHAHTUOMEPOB, TayTOMepa, H30TONoJora wWid (apMaleBTUYECKH NPUEMIIEMOW CONMH |
OucrerpuuecKoro aHTUTENA, CHELU(PUIECKU CBS3BIBAIOIIErOCs C AaHTUIE€HOM CO3peBaHHs B-
kaetok 4enoBeka (BCMA) u CD3e venoseka (CD3), npemiokeHHbBIMUA B TaHHOM JTOKYMEHTE,
NAalMeHTy, CTPAJarolIeMy MHOXECTBEHHONH  MHENOMOH, HeoOsA3aTesNbHO, TMpU  3TOM
oucrierpuyuecKkoe aHTUTENO CONEPKUT TEPBYIO CBS3bIBAIOIIYI0 YaCTh, CIEHUPUUECKU
CBSI3BIBAIOINYIOCSI C AHTUT€HOM co3peBaHus B-ximerok uwenoseka (BCMA), u BTOpyIO
CBSI3BIBAIOIIYIO 4acTh, crieuududecku cpssbiBatomytocs ¢ CD3e uenoseka (CD3), npu sToM
yKa3zaHHasl TiepBasi CBSA3bIBAIOIIAS YaCTh coaep:kutT obaacte VH, comepxaryio obmacts CDRIH
¢ SEQ ID NO: 21, obaacts CDR2H ¢ SEQ ID NO: 22 u o6nacts CDR3H ¢ SEQ ID NO: 17 u
obsacte VL, copepaxanryto obnacts CDR3L ¢ SEQ ID NO: 20, u komOunauuio obnacreii CDR1L
u CDR2L, BbIOpaHHYIO U3 TPYTIIBI

i) obmacte CDRIL ¢ SEQ ID NO:23 u ob6nacts CDR2L ¢ SEQ ID NO:24,

i1) oomacte CDRIL ¢ SEQ ID NO:25 u o6nacte CDR2L ¢ SEQ ID NO:26 unu

ii1) obacte CDRIL ¢ SEQ ID NO:27 u obnacts CDR2L ¢ SEQ ID NO:28.

[00155] B npyrom BapuaHTe OCYLIECTBICHUS B JTAHHOM JJOKY MEHTE MPEIOKEHbI CITOCOObI
JOOCTHKEHUS] YBENUYeHUs OOlIei BBDKHMBAEMOCTH, BBDKHMBAEMOCTH 0€3 MpOrpecCUpOBaHUS,
BbDKMBAEMOCTH 0Oe€3 COOBbITHH, BPEMEHH [0 NpPOTrPeCCUPOBAHMS WM BbDKHBAEMOCTH Oe€3
3a0osieBaHysl y TMAIMEHTa, BKIIIOYAKOIUe BBeAeHHe 3(P(EeKTHBHOrO KOIMYECTBA COEAMHEHWUS,
OMUCAHHOTO B JTaHHOM AokyMmeHTe, Hanpumep, Coenunenus 1, Coenunenns 2 win CoeqnHEeHUs
3, WUTH €10 YHAHTUOMEPAa, CMECH YHAHTHOMEPOB, TAyTOMepa, U30TOMOJIOra WIH (hapMaLeBTHIECKU
npUeMJIEMO CcOoNu U OuCmenupUIecKoro aHTUTeNa, Crhenu(uueckn CBS3bIBAOIIETOCS C
aHTUTeHOM co3peBaHus B-knetok uenoseka (BCMA) u CD3¢e yenoseka (CD3), npemiokeHHbIMU
B JJAHHOM JIOKYMEHTE, MalUeHTy, CTPAAAIEeMy MHOKECTBEHHOH MHEIOMOH, HeoOs3aTeNbHO,
IIPU 3TOM OUCTIELN(UIECKOE aHTUTEJIO COAEPIKHUT MEPBYIO CBSI3BIBAIOILIYIO YaCTh, CIEHU(PUIECKU
CBSI3BIBAIOINYIOCSI C AHTUTCHOM co3peBaHus B-xierok uyenoseka (BCMA), u BTOpyIO
CBSI3BIBAIOINYIO 4acTh, creuududecku cpsiabiBatomytocs ¢ CD3e uenoseka (CD3), mpu sToM
yKa3aHHas TIepBasi CBSA3BIBAIOIIAS YacTh coneps:kut obnacte VH, comepxamyro odbmacte CDR1H
¢ SEQ ID NO: 21, obnacts CDR2H ¢ SEQ ID NO: 22 u o6aacte CDR3H ¢ SEQ ID NO: 17 u
obnacte VL, conepxkaryro odimacts CDR3L ¢ SEQ ID NO: 20, u komOunanmto odnacreit CDR1L
u CDR2L, BeIOpaHHYIO U3 TPYIIIBI

1) obmacte CDRIL ¢ SEQ ID NO:23 u o6macte CDR2L ¢ SEQ ID NO:24,

i1) oomacte CDRIL ¢ SEQ ID NO:25 u o6iacte CDR2L ¢ SEQ ID NO:26 unum

ii1) obmacte CDRIL ¢ SEQ ID NO:27 u obnacts CDR2L ¢ SEQ ID NO:28.
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[00156] B npyrom BapuaHTe OCYLIECTBJIEHHUS B JaHHOM JOKYMEHTE IPEIJIOKEHO
COEIMHEHNE ISl MPUMEHEHHs B CIIOCO0axX MOCTIDKEHUs YBEIHUYEHHsI OOIIell BBDKHBAEMOCTH,
BbDKHMBAEMOCTH 0O€3 TPOrpecCHpoBaHMs, OECCOOBITMHHONW BBDKMBAEMOCTH, BPEMEHH MO
IPOTPECCUPOBAHMS WJIM BBDKHBaeMOCTH Oe3 3a00JeBaHMS y TMALUEHTa, NMPHYEM COCIUHEHHE
npeacTasisieT coO0i CoOeTMHEHNE, PEATIOKEHHOE B TAHHOM IOKyMeHTe, Hanpumep, CoenuHeHne
1, Coenunenue 2 unu CoenuHeHue 3, WU €r0 SHAHTHOMEpP, CMECh SHAHTUOMEPOB, TayTOMED,
U30TONOJIOT UK (papMaleBTUYECKH MTPHEMIIEMasi COJIb, IIPH 3TOM CITOCOOBI BKIIFOUAIOT BBEACHNE
3(}(eKTUBHOrO KOJMYECTBA COEAMHEHUs, OIMMCAHHOTO B MAHHOM JOKYMEHTE, HaIlpuMep,
Coenunenus 1, Coenunenus 2 mnu CoequHeHUs 3, UK €ro SHAHTHOMEPa, CMECH SHAHTHOMEPOB,
TayTOMepa, H30TOMNoJora Win (apMaleBTHYECKH NPHEMIEMONH colu H Oucrnenupuueckoro
aHTHUTENa, CIeUU(pUUECKU CBSA3BIBAIOIIErOCS C AHTUTEHOM CO3peBaHus B-kjeTok uenoBeka
(BCMA) u CD3e uyenoeka (CD3), mpennoXeHHbIMM B JAaHHOM JIOKYMEHTE, MAalHeHTY,
CTpaJlarollleMy MHOXXECTBEHHONW MHENIOMOH, Heo0s3aTeNbHO, HpU 3TOM Oucnenuduyeckoe
AHTUTENIO COAEP’KUT TNEPBYIO CBSI3BIBAIOINYI0 YacCTh, CHELU(PHYECKH CBSI3BIBAIOINYIOCS C
aHTUreHoM co3peBaHusd B-kierok uenoBeka (BCMA), u BTOpPYIO CBSI3BIBAIOLIYIO HacTb,
cneuupudeckn cpsizpBatromytocss ¢ CD3e uenoBeka (CD3), mpu 3TOM yka3aHHas mepBas
CBSI3BIBAOINAS YaCTh comepskut obmacts VH, comepxamyto obmacts CDR1H ¢ SEQ ID NO: 21,
obmacte CDR2H ¢ SEQ ID NO: 22 u o6macte CDR3H ¢ SEQ ID NO: 17 u obaacts VL,
cogepxaiyto obmacte CDR3L ¢ SEQ ID NO: 20, u kombunamumio obnacreit CDR1L u CDR2L,
BBIOPAHHYIO U3 TPYIIIBI

i) obiacte CDRIL ¢ SEQ ID NO:23 u obonacte CDR2L ¢ SEQ ID NO:24,

i1) oomacte CDRIL ¢ SEQ ID NO:25 u o6nacte CDR2L ¢ SEQ ID NO:26 unu

ii1) obacts CDRIL ¢ SEQ ID NO:27 u obnacts CDR2L ¢ SEQ ID NO:28.

[00157] B npyrom BapuaHTe OCYLIECTBICHUS B JTAHHOM JJOKY MEHTE MPEIOKEHBI CITOCOOBI
JOOCTWKEHUS] yBeJIM4YeHHss OOmeidl BBDKMBAEMOCTH Y TMALMEHTAa, BKJIOYAOLINE BBEICHHE
5(}(eKTUBHOrO KOJUYECTBA COEAMHEHUs], OIHUCAHHOTO B JAHHOM JIOKYMEHTE, HaIrpuMep,
Coenunenus 1, Coenunenns 2 mnn CoenquHeHUs 3, WA €ro SHAHTHOMEPa, CMECH SHAHTHOMEPOB,
TAyTOMepa, W30TOMoJora win (apMaleBTHYECKH MPHEMIIEMONH CONM W OHCIenu(pUIecKoro
aHTHUTENa, CIEeUU(PUYECKH CBS3BIBAIOIIEIOCS C AHTUTEHOM CO3pEBaHUs B-KJIEeTOK uenoBeka
(BCMA) u CD3e uyenoeka (CD3), mpenyioXeHHbIMH B JaHHOM JIOKYMEHTE, MAlHeHTY,
CTPAaroLIeMy MHOXKECTBEHHOW MHEJIOMOH, Heo0s3aTeNbHO, NpU 3TOM Oucnenuduyeckoe
AHTHUTEJIO COAEPKUT TIEPBYIO CBS3BIBAIOLIYID YaCTh, CHEHU(PHUECKH CBSI3bIBAOLIYIOCA C
aHTUreHOM co3peBaHus B-kietok uenoBeka (BCMA), W BTOPYH CBSI3BIBAIOLIYIO 4YacThb,
cneungpuyeckn cps3pBatomytocss ¢ CD3e uemoseka (CD3), mpu 3TOM yka3aHHas mepBast
CBSI3BIBAIOINASL YaCTh comepskut odnacte VH, conepskamyro obnacte CDRIH ¢ SEQ ID NO: 21,
obnactb CDR2H ¢ SEQ ID NO: 22 u obmacte CDR3H ¢ SEQ ID NO: 17 u obnacts VL,
conepskamyto oonacte CDR3L ¢ SEQ ID NO: 20, u kombunarmro odnacreit CDR1L u CDR2L,
BBIOPAHHYIO U3 IPYIIIEI

1) obacte CDRIL ¢ SEQ ID NO:23 u o6macte CDR2L ¢ SEQ ID NO:24,

i1) oomacte CDRIL ¢ SEQ ID NO:25 u o6iacte CDR2L ¢ SEQ ID NO:26 unum
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ii1) obmacte CDRIL ¢ SEQ ID NO:27 u o6nacte CDR2L ¢ SEQ ID NO:28.

[00158] B npyrom BapuaHTe OCYLIECTBJIEHHS B JaHHOM JOKYMEHTE IpPEIJIOKEHO
COEIMHEHHUE MU IPUMEHEHHs B CIIoco0ax JOCTIKEHHs YBEIMYeHHs1 OOIell BbIKUBAEMOCTH Y
NAalMEHTa, NMPUYEM COEMHEHHE INPENCTaBiIseT COOOH COEOMHEHHE, NMPENJIOKEHHOE B TAHHOM
nokymMmeHnre, Hanpumep, Coenunenue 1, Coenunenue 2 unu CoeanHeHue 3, WK €ro 3HaHTUOMED,
CMeCb HYHAHTHOMEPOB, TAyTOMEpP, M30TOIMOJIOT WIH (papMaleBTUYECKH IpUeMiIeMasl COJb, IPU
3TOM CIIOCOOBI BKJIFOYAKOT BBeAeHHE 3((EKTHBHOTO KOJHUYECTBA COEIMHEHHs], ONMHCAHHOIO B
naHHOM nokyMmenrte, Hanpumep, Coenunenus 1, Coenunenus 2 wnu CoenuHeHus 3, WM €ro
SHAHTHOMEpa, CMECH JHHAHTUOMEPOB, TayTOMepa, H30TONOJNora WM (apMareBTHYECKH
npueMJIeMO colu U OucCnenupuIeckoro aHTUTeNa, Chenu(pUUecKn CBS3bIBAIOIIEIOCS C
aHTUreHoM co3peBaHus B-knetok uenoseka (BCMA) u CD3¢e uenoseka (CD3), npeniokeHHbIMU
B JJAaHHOM JIOKYMEHT€, MallUeHTy, CTPAAAIoIEMy MHOKECTBEHHOH MHENIOMOH, HeOOs3aTeNbHO,
IpU 3TOM OucTenn(pUIecKOe aHTUTEIIO COAEPIKHUT MEPBYIO CBSI3BIBAIOLIYIO YaCTh, CIIEUPUIECKU
CBSI3BIBAIOINYIOCST C AHTUI€HOM co3peBaHus B-xierok uenoBeka (BCMA), u BTOpyIO
CBSI3BIBAIOINYIO0 4acThb, crnienuduyecku cpsspiBaromyiocs ¢ CD3e wenoseka (CD3), mpu stom
yKa3zaHHasl TiepBasi CBA3bIBAIOIIAS YacTh coaep:kut obaacte VH, comepxaryio obmacts CDRIH
¢ SEQ ID NO: 21, obiacts CDR2H ¢ SEQ ID NO: 22 u o6nacts CDR3H ¢ SEQ ID NO: 17 u
obsacte VL, copepaxantyto obnacts CDR3L ¢ SEQ ID NO: 20, u komOunauuio obnacreirt CDR1L
u CDR2L, BbIOpaHHYIO U3 TPYyIIIBI

i) obmacte CDRIL ¢ SEQ ID NO:23 u o6nacte CDR2L ¢ SEQ ID NO:24,

i1) oomacte CDRIL ¢ SEQ ID NO:25 u o6nacte CDR2L ¢ SEQ ID NO:26 unu

ii1) obacte CDRIL ¢ SEQ ID NO:27 u o6nacts CDR2L ¢ SEQ ID NO:28.

[00159] B npyrom BapuaHTe OCYLLIECTBICHUS B JTAHHOM JJOKY MEHTE MPEJIOKEHbI CTOCOOBI
JIOCTHKEHUS] YBEJHMUEHHUsT BbDKHBAEMOCTH 0O€3 MPOrpecCUpOBAHUs Y MAIMEHTa, BKJIOYAOLINE
BBeZIcHHE O(PPEKTUBHOIO KOJIMYECTBA COCOUHEHHS, OIMUCAHHOTO B JAaHHOM JOKYMEHTE,
Hanpumep, Coeaunenus 1, Coenunenus 2 wnu CoenuHeHus! 3, WIM €ro SHAHTUOMEpa, CMEeCU
SHAHTHOMEPOB, TayTOMepa, H30TONoJora wWid (apMaleBTUYECKH NPUEMIIEMOH CONMH |
oucnerpuuecKkoro aHTHTENA, CIEUU(PUIECKA CBSI3BIBAIOIIErOCS C AHTUI€HOM CO3peBaHHs B-
kietok 4enoBeka (BCMA) u CD3e uenoseka (CD3), npemioKeHHbBIMUA B TaHHOM JOKYMEHTE,
NAlMEHTy, CTPAJaKoLIeMy MHOXECTBEHHOH  MHEJIOMOH, HeoOs3aTeJIbHO, TMpU  3TOM
oucrierpuyueckoe AHTUTENIO CONEPKUT TIEPBYIO  CBSI3bIBAIOINYK0 YaCTh, CIEHUPUUECKU
CBSI3BIBAIOINYIOCSI C AHTUTCHOM co3peBaHus B-xierok uyenoseka (BCMA), u BTOpyIO
CBSI3BIBAIOINYIO 4acTh, creuududecku cpsiabiBatomytocs ¢ CD3e uenoseka (CD3), mpu sToM
yKa3aHHas TIepBasi CBSA3BIBAIOIIAS YacTh coneps:kut obnacte VH, comepxamyro odbmacte CDR1H
¢ SEQ ID NO: 21, obnacts CDR2H ¢ SEQ ID NO: 22 u o6aacte CDR3H ¢ SEQ ID NO: 17 u
obnacte VL, conepxkaryro odimacts CDR3L ¢ SEQ ID NO: 20, u komOunanmto odnacreit CDR1L
u CDR2L, BeIOpaHHYIO U3 TPYIIIBI

1) obmacte CDRIL ¢ SEQ ID NO:23 u o6macte CDR2L ¢ SEQ ID NO:24,

i1) oomacte CDRIL ¢ SEQ ID NO:25 u o6iacte CDR2L ¢ SEQ ID NO:26 unum

ii1) obmacte CDRIL ¢ SEQ ID NO:27 u obnacts CDR2L ¢ SEQ ID NO:28.
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[00160] B npyrom BapuaHTe OCYLIECTBJIEHHUS B JaHHOM JOKYMEHTE IPEIJIOKEHO
COEIMHEHUE Ui TPUMEHEHHUs B CIoco0ax IOCTH)KEHHUS YBEJIWYEHUs BBDKHBAEMOCTH Oe3
NPOTPECCUPOBAHMs y TMAIMEeHTa, NPUYEM COCOUHEHHE NPEACTaBsieT CoOOH coenuHeHwHe,
NpeJIo)KeHHOe B JaHHOM JokymeHte, Hampumep, Coenunenme 1, CoenmHenme 2 wiu
Coenunenne 3, WM €ro >HAHTUOMEDP, CMECh SHAHTHOMEPOB, TAayTOMEpP, H30TOIOJOr WU
(dapmaneBTHUECKH MPUEMIIEMasi COJIb, TIPU 3TOM CITOCOOBI BKIIOUAIOT BBeneHue 3(pPeKTHBHOrO
KOJINYEeCTBA COENUWHEHMs, ONHCAHHOIO B MAaHHOM JAOKyMeHTe, Hampumep, Coenunenus 1,
Coenunenns 2 wim CoequHeHuUs 3, WIM €ro SHAHTUOMEPA, CMECH HAHTHOMEPOB, TaAyTOMEDPA,
u30TONOJNOra WiM (papManeBTUYECKH NPUEMIIEMOM CONMM U OHCIenu(pUUecKOro aHTHTENa,
crenn(pUIEeCKH CBA3bIBAIOIIErOCs ¢ aHTUIeHOM co3peBanus B-kierok yenoseka (BCMA) u CD3e
yenoseka (CD3), mnpeanoXeHHbIMM B JaHHOM JAOKYMEHTE, MALHUEeHTy, CTPaAaroleMy
MHO>KECTBEHHOW MHEJIOMOM, HEOOsI3aTeNIbHO, MPH 3TOM OuCTenM(UIECKOe aHTUTEIO COAEPIKUT
NEPBYIO CBS3BIBAIOIIYIO YACTh, CHELU(UIECKH CBS3bIBAIOINYIOCS C aHTUT'€HOM CO3peBaHMs B-
kJeTok yenoseka (BCMA), 1 BTOPYIO CBA3BIBAIOLIYIO YaCTh, CHELU(PUUECKH CBS3BIBAIOIIYIOCS C
CD3¢e uenoseka (CD3), mpu 5TOM yKa3aHHasi iepBasi CBS3bIBAIOIIAs YACTh CoAepkuT obmactb VH,
cogepxaiyto obmacte CDR1H ¢ SEQ ID NO: 21, o6inacts CDR2H ¢ SEQ ID NO: 22 u o6nacts
CDR3H ¢ SEQ ID NO: 17 u obnacte VL, conepxammyto odnacte CDR3L ¢ SEQ ID NO: 20, u
xoMmOuHaio obnacreiit CDR1L u CDR2L, BBIOpaHHYIO U3 TPYIIIbI

i) obmacte CDRIL ¢ SEQ ID NO:23 u ob6nacts CDR2L ¢ SEQ ID NO:24,

i1) oomacte CDRIL ¢ SEQ ID NO:25 u o6nacte CDR2L ¢ SEQ ID NO:26 unu

ii1) obacte CDRIL ¢ SEQ ID NO:27 u obnacts CDR2L ¢ SEQ ID NO:28.

[00161] B npyrom BapuaHTe OCYLIECTBICHUS B JTAHHOM JJOKY MEHTE MPEJIOKEHbI CITOCOObI
JOOCTH)KEHUS] YBEJIMYSHUsI BbDKUBAEMOCTH 03 COOBITHIl y MalMeHTa, BKJOYAIOLINE BBEICHHE
5(}(eKTUBHOTO KOJUYECTBA COEAMHEHUs, OIHUCAHHOTO B JAHHOM JOKYMEHTE, HaIrpuMep,
Coenunenus 1, Coennnenns 2 mnn CoequHeHUs 3, WA €ro SHAHTHOMEPa, CMECH SHAHTHOMEPOB,
TAyTOMEpa, H30TOMOJora Win (apMaleBTHYECKH NPUEMIIEMONH CONM W OHCTIenu(pUIecKoro
aHTHUTENa, CIEeUU(PUYECKH CBS3BIBAIOIIEIOCS C AHTUTCHOM CO3pPEBaHUs B-KJIETOK uenoBeka
(BCMA) u CD3e uyenoeka (CD3), mpenyioXeHHbIMM B JaHHOM JOKYMEHTE, NAlHEHTY,
CTPaIaroLIeMy MHOXXECTBEHHOW MHEJIOMOH, HeoOs3aTeNbHO, NpU 3TOM Oucnenuduyeckoe
AHTHUTEJIO COAEPIKUT TIEPBYIO CBS3BIBAIOLIYIO YaCTh, CHEHU(PHUECKH CBSI3bIBAIOLIYIOCA C
aHTUTeHOM co3peBaHuss B-kietok uenoBeka (BCMA), W BTOPYH CBSI3BIBAIOLIYIO 4YacThb,
cneunguyeckn cps3pBatromytocss ¢ CD3e uenoseka (CD3), mpu 3TOM yka3zaHHas mepBast
CBSI3BIBAIOINAS YaCTh coneps:kut odnacte VH, conepskamyro obnacte CDRIH ¢ SEQ ID NO: 21,
obnactb CDR2H ¢ SEQ ID NO: 22 u obnacte CDR3H ¢ SEQ ID NO: 17 u obnacts VL,
conepskamyto oonacte CDR3L ¢ SEQ ID NO: 20, u kombunamuro odnacreit CDR1L u CDR2L,
BBIOPAHHYIO U3 IPYIIIIBI

1) obacte CDRIL ¢ SEQ ID NO:23 u o6macte CDR2L ¢ SEQ ID NO:24,

i1) oomacte CDRIL ¢ SEQ ID NO:25 u o6macte CDR2L ¢ SEQ ID NO:26 unum

ii1) obmacte CDRIL ¢ SEQ ID NO:27 u obnacte CDR2L ¢ SEQ ID NO:28.
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[00162] B npyrom BapuaHTe OCYLIECTBJIEHHUS B JaHHOM JOKYMEHTE IPEIJIOKEHO
COEIMHEHHUE JJIsl TPUMEHEHHS B CTIOCO0ax JOCTIKEHUS YBEJTNUEHHS BBDKUBAEMOCTH 0€3 COObITHI
y TalUeHTa, MPUYEeM COCIUHEHNE MPEACTABIsIET COOOH COSAMHEHHE, MPEIJIOKEHHOE B JAaHHOM
nokymMmeHnre, Hanpumep, Coenunenue 1, Coenunenue 2 nnu CoeanHeHue 3, WK €ro 3HaHTHOMED,
CMeCb HYHAHTHOMEPOB, TAyTOMEP, M30TOIOJOr WM (papMaleBTUYECKH NpUeMiIeMasl COJb, NPU
5TOM CIIOCOOBI BKJIFOYAKOT BBeAeHHE 3()(EKTHBHOTO KOJHYECTBA COEIMHEHHs], ONMHCAHHOIO B
naHHOM nokyMmenrte, Hanpumep, Coenunenus 1, Coenunenus 2 wnmu CoenuHeHUs 3, WU €ro
SHAHTHOMEpa, CMECH JHAHTUOMEPOB, TayTOMepa, H30TONONOra WM (apMareBTHYECKH
npueMJIieMo coiu U OucmenupuIeckoro aHTUTeNa, Chenu(pUUecKn CBS3BIBAIOIIETOCS C
aHTUreHOM co3peBaHus B-knetok uenoseka (BCMA) u CD3e yenoseka (CD3), npemiokeHHbIMU
B JJAaHHOM JIOKYMEHTE, MallUeHTy, CTPAAaoIEeMy MHOKECTBEHHOH MHENIOMOH, HeoOs3aTeNbHO,
pH 3TOM OUCTIEI(PHUECKOE AHTUTEJIO CONEPIKHUT MEPBYIO CBSI3bIBAIOLIYIO YaCTh, CIIeHU(PUIECKU
CBSI3BIBAIOINYIOCSI C AHTUT€HOM co3peBaHus B-xinerok uwenoBeka (BCMA), u BTOpyIO
CBSI3BIBAIOINYIO 4acTh, crieuuduuecku cpssbiBatomytocs ¢ CD3e uenoseka (CD3), mpu sToM
yKa3zaHHasl TiepBasi CBSA3bIBAIOIIAS YaCTh coaep:kutT obaacte VH, comepxaryio obmacts CDRIH
¢ SEQ ID NO: 21, obaacts CDR2H ¢ SEQ ID NO: 22 u o6nacts CDR3H ¢ SEQ ID NO: 17 u
obsacte VL, copepaxanryto obnacts CDR3L ¢ SEQ ID NO: 20, u komOunauuio obnacreii CDR1L
u CDR2L, BbIOpaHHYIO U3 TPYTIIBI

i) obmacte CDRIL ¢ SEQ ID NO:23 u ob6nacts CDR2L ¢ SEQ ID NO:24,

i1) oomacte CDRIL ¢ SEQ ID NO:25 u o6nacte CDR2L ¢ SEQ ID NO:26 unu

ii1) obacte CDRIL ¢ SEQ ID NO:27 u obnacts CDR2L ¢ SEQ ID NO:28.

[00163] B npyrom BapuaHTe OCYLIECTBICHUS B JTAHHOM JJOKY MEHTE MPEJIOKEHbI CTOCOOBI
JTOCTHKEHUS YBEJTMYEHHUs] BPEMEHHU JI0 MPOTPECCUPOBAHMS Y MALMEHTA, BKIIOYAIOIHUE BBEICHHE
5(}(eKTUBHOTO KOJUYECTBA COEAMHEHUs, OIMHCAHHOTO B JAHHOM JIOKYMEHTE, HaIrpuMep,
Coenunenus 1, Coennnenns 2 mnn CoequHeHUs 3, WA €ro SHAHTHOMEPa, CMECH SHAHTHOMEPOB,
TAyTOMEpa, H30TOMOJora Win (apMaleBTHYECKH NPUEMIIEMONH CONM W OHCTIenu(pUIecKoro
aHTHUTENa, CIEeUU(PUIECKH CBS3BIBAIOIIEIOCS C AHTUTCHOM CO3pEBaHUs B-KJIEeTOK uenoBeka
(BCMA) u CD3e uyenoeka (CD3), mpenyioXeHHbIMM B JaHHOM JOKYMEHTE, NAlHEHTY,
CTPaIaroLIeMy MHOXXECTBEHHOW MHEJIOMOH, HeoOs3aTeNbHO, NpU 3TOM Oucnenuduyeckoe
AHTHUTEJIO COAEPIKUT TIEPBYIO CBS3BIBAIOLIYIO YaCTh, CHEHU(PHUECKH CBSI3bIBAIOLIYIOCA C
aHTUTeHOM co3peBaHuss B-kietok uenoBeka (BCMA), W BTOPYH CBSI3BIBAIOLIYIO 4YacThb,
cneunguyeckn cps3pBatromytocss ¢ CD3e uenoseka (CD3), mpu 3TOM yka3zaHHas mepBast
CBSI3BIBAIOINAS YACTh conepskut odnacte VH, conepskamyro obnacte CDRIH ¢ SEQ ID NO: 21,
obnactb CDR2H ¢ SEQ ID NO: 22 u obnacte CDR3H ¢ SEQ ID NO: 17 u obnacts VL,
conepskamyto oonacte CDR3L ¢ SEQ ID NO: 20, u kombunamuro odnacreit CDR1L u CDR2L,
BBIOPAHHYIO U3 IPYIIIIBI

1) obacte CDRIL ¢ SEQ ID NO:23 u o6macte CDR2L ¢ SEQ ID NO:24,

i1) oomacte CDRIL ¢ SEQ ID NO:25 u o6macte CDR2L ¢ SEQ ID NO:26 unum

ii1) obmacte CDRIL ¢ SEQ ID NO:27 u obnacte CDR2L ¢ SEQ ID NO:28.
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[00164] B npyrom BapuaHTe OCYLIECTBJIEHHS B JaHHOM JOKYMEHTE IPEIJIOKEHO
COEMHEHHE Ui TPUMEHEHHS B Croco0ax AOCTIDKEHHs] YBEJNWYEHHS BPEMEHH 10
NPOTPECCUPOBAHMs y TMAIMEeHTa, NPUYEM COCOUHEHHE NPEACTaBsieT CoOOH coenuHeHwHe,
NpeJIo)KeHHOe B JaHHOM JokymeHte, Hampumep, Coenunenme 1, CoenmHenme 2 wiu
Coenunenne 3, WM €ro >HAHTUOMEDP, CMECh SHAHTHOMEPOB, TAayTOMEpP, H30TOIOJOr WU
(dapmaneBTHUECKH MPUEMIIEMasi COJIb, TIPU 3TOM CITOCOOBI BKIIOUAIOT BBeneHue 3(pPeKTHBHOrO
KOJINYEeCTBA COENUWHEHMs, ONHCAHHOIO B MAaHHOM JAOKyMeHTe, Hampumep, Coenunenus 1,
Coenunenns 2 wim CoequHeHuUs 3, WIM €ro SHAHTUOMEPA, CMECH HAHTHOMEPOB, TaAyTOMEDPA,
u30TONOJNOra WiM (papManeBTUYECKH NPUEMIIEMOM CONMM U OHCIenu(pUUecKOro aHTHTENa,
crenn(pUIEeCKH CBA3bIBAIOIIErOCs ¢ aHTUIeHOM co3peBanus B-kierok yenoseka (BCMA) u CD3e
yenoseka (CD3), mnpeanoXeHHbIMM B JaHHOM JAOKYMEHTE, MALHUEeHTy, CTPaAaroleMy
MHO>KECTBEHHOW MHEJIOMOM, HEOOsI3aTeNIbHO, MPH 3TOM OuCTenM(UIECKOe aHTUTEIO COAEPIKUT
NEPBYIO CBS3BIBAIOIIYIO YACTh, CHELU(UIECKH CBS3bIBAIOINYIOCS C aHTUT'€HOM CO3peBaHMs B-
kJeTok yenoseka (BCMA), 1 BTOPYIO CBA3BIBAIOLIYIO YaCTh, CHELU(PUUECKH CBS3BIBAIOIIYIOCS C
CD3¢e uenoseka (CD3), mpu 5TOM yKa3aHHasi iepBasi CBS3bIBAIOIIAs YACTh CoAepkuT obmactb VH,
cogepxaiyto obmacte CDR1H ¢ SEQ ID NO: 21, o6inacts CDR2H ¢ SEQ ID NO: 22 u o6nacts
CDR3H ¢ SEQ ID NO: 17 u obnacte VL, conepxammyto odnacte CDR3L ¢ SEQ ID NO: 20, u
xoMmOuHaio obnacreiit CDR1L u CDR2L, BBIOpaHHYIO U3 TPYIIIbI

i) obmacte CDRIL ¢ SEQ ID NO:23 u ob6nacts CDR2L ¢ SEQ ID NO:24,

i1) oomacte CDRIL ¢ SEQ ID NO:25 u o6nacte CDR2L ¢ SEQ ID NO:26 unu

ii1) obacte CDRIL ¢ SEQ ID NO:27 u obnacts CDR2L ¢ SEQ ID NO:28.

[00165] B npyrom BapuaHTe OCYLIECTBICHUS B JTAHHOM JJOKY MEHTE MPEJIOKEHbI CITOCOObI
JIOCTHKEHUS yBEJIMYCHUST BBDKUBAEMOCTH 0e3 3a00JIeBaHMs Y MAIIMEeHTA, BKIIFOYAIOIINE BBEICHHIE
5(}(eKTUBHOTO KOJUYECTBA COEAMHEHUs, OIHUCAHHOTO B JAHHOM JOKYMEHTE, HaIrpuMep,
Coenunenus 1, Coennnenns 2 mnn CoequHeHUs 3, WA €ro SHAHTHOMEPa, CMECH SHAHTHOMEPOB,
TAyTOMEpa, H30TOMOJora Win (apMaleBTHYECKH NPUEMIIEMONH CONM W OHCTIenu(pUIecKoro
aHTHUTENa, CIEeUU(PUYECKH CBS3BIBAIOIIEIOCS C AHTUTCHOM CO3pPEBaHUs B-KJIETOK uenoBeka
(BCMA) u CD3e uyenoeka (CD3), mpenyioXeHHbIMM B JaHHOM JOKYMEHTE, NAlHEHTY,
CTPaIaroLIeMy MHOXXECTBEHHOW MHEJIOMOH, HeoOs3aTeNbHO, NpU 3TOM Oucnenuduyeckoe
AHTHUTEJIO COAEPIKUT TIEPBYIO CBS3BIBAIOLIYIO YaCTh, CHEHU(PHUECKH CBSI3bIBAIOLIYIOCA C
aHTUTeHOM co3peBaHuss B-kietok uenoBeka (BCMA), W BTOPYH CBSI3BIBAIOLIYIO 4YacThb,
cneunguyeckn cps3pBatromytocss ¢ CD3e uenoseka (CD3), mpu 3TOM yka3zaHHas mepBast
CBSI3BIBAIOINAS YaCTh coneps:kut odnacte VH, conepskamyro obnacte CDRIH ¢ SEQ ID NO: 21,
obnactb CDR2H ¢ SEQ ID NO: 22 u obnacte CDR3H ¢ SEQ ID NO: 17 u obnacts VL,
conepskamyto oonacte CDR3L ¢ SEQ ID NO: 20, u kombunamuro odnacreit CDR1L u CDR2L,
BBIOPAHHYIO U3 IPYIIIIBI

1) obacte CDRIL ¢ SEQ ID NO:23 u o6macte CDR2L ¢ SEQ ID NO:24,

i1) oomacte CDRIL ¢ SEQ ID NO:25 u o6macte CDR2L ¢ SEQ ID NO:26 unum

ii1) obmacte CDRIL ¢ SEQ ID NO:27 u obnacte CDR2L ¢ SEQ ID NO:28.
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[00166] B npyrom BapuaHTe OCYLIECTBJIEHHS B JaHHOM JOKYMEHTE IpPEIJIOKEHO
COEIMHEHUE Ui TPUMEHEHHUs B CIoco0ax IOCTH)KEHHUS YBEJIWYEHUs BBDKHBAEMOCTH Oe3
3a00seBaHN y AIIMEHTA, IPHYEM COEeTMHEHHE TPEICTABIIIET COOON COeTMHEHHUE, TIPEIIOKEHHOE
B JJaHHOM AokyMeHTe, Hanpumep, Coenunenue 1, Coenunenue 2 unu CoeanHeHue 3, UIN €ro
SHAHTHOMEp, CMECh YHAHTHOMEPOB, TAYyTOMEP, U30TOMNOJIOT HIIH (papMaLleBTHIECKH IpUeMIIeMast
COJIb, NPU O3TOM CIIOCOOBI BKJIIOYAIOT BBeAeHHE 3(P(PEKTHBHOrO KONMWYECTBA COENUHEHMS,
OMMCAaHHOTO B JaHHOM AokyMeHTe, HanpuMmep, Coenunenus 1, Coenunenus 2 unu CoequHeHUs
3, MUK €10 SHAHTHOMEPAa, CMECH YHAHTHOMEPOB, TAyTOMEPA, H30TOMNOJIOra I (apMaLeBTHIECKH
NpUeMJIeMON CONMM W OuCHeUn(UYecKOro aHTHTENa, CIeUU(pUUIEeCKU CBSI3bIBAIOLIETOCS C
aHTUreHoM co3peBaHus B-knetok uenoseka (BCMA) u CD3e yenoseka (CD3), npemiokeHHbIMU
B JJaHHOM JIOKYMEHT€, MallUeHTy, CTPAAaoIeMy MHOKECTBEHHOH MHENIOMOH, HeoOs3aTeNbHO,
pH 3TOM OUCTIEI(PHUECKOE AHTUTEJIO CONEPIKHUT MEPBYIO CBSI3bIBAIOLIYIO YaCTh, CIIeHU(PUIECKU
CBSI3BIBAIOINYIOCSI C AHTUT€HOM co3peBaHus B-ximerok uwenoseka (BCMA), u BTOpyIO
CBSI3BIBAIOINYIO 4acTh, crieuududecku cpssbiBatomytocs ¢ CD3e uenoseka (CD3), npu sToM
yKa3zaHHasl TiepBasi CBSA3bIBAIOIIAS YaCTh coaep:kutT obaacte VH, comepxaryio obmacts CDRIH
¢ SEQ ID NO: 21, obracts CDR2H ¢ SEQ ID NO: 22 u o6macts CDR3H ¢ SEQ ID NO: 17 u
obsacte VL, copepaxanryto obnacts CDR3L ¢ SEQ ID NO: 20, u komOunauuio obnacreii CDR1L
u CDR2L, BbIOpaHHYIO U3 TPYTIIBI

i) obnacts CDRIL ¢ SEQ ID NO:23 u obnacts CDR2L ¢ SEQ ID NO:24,

i1) oomacte CDRIL ¢ SEQ ID NO:25 u o6nacte CDR2L ¢ SEQ ID NO:26 unu

ii1) obmacte CDR1L ¢ SEQ ID NO:27 u obnacts CDR2L ¢ SEQ ID NO:28.

[00167] B naHHOM DOKyMEHTE TaK»Ke MPeIJIOKEeHbI CIIOCOOBI JIEYeHH sl TIALIMEHTOB, PaHee
MPOXOAUBIIMX JIEUEHHE MHOKECTBEHHOM MHENIOMbI, HO HE OTBEYAIOIIMX Ha CTaHIapTHbIE
TeparneBTHUECKUE CPEICTBA, a TAaK)XKe IMallUeHTOB, paHee He IMOABEP)KEHHBIX JieueHH0. Takxke
BKJIFOYEHbI ~CTIIOCOOBI  JICUEHHWs] TALMEHTOB, MPOLICAIINX XUPYPTrHUECKYH  ONEPalHIo,
NPENNPUHATYIO N1 JIeYeHHs] MHOXECTBEHHONH MHENIOMBI, a TaKXe MalHUeHTOB, He
MOJBEPraBIINXCsA ONepalii. B aHHOM NOKYMEHTE TakKe MPEJIOKEHbI CIOCOObI JIUeHHUs
NAlUeHTOB, paHee IMPOXOAWBLIMX IIEepecagKy OpraHoB, a Takke IMALUeHTOB, paHee He
MOJIBEPTaBIINXCSl TAKOMY JIEUEHHIO. B TaHHOM JIOKyMEHTe Takke MPeNJIoKEeHO COeAUHEHUE IS
NPUMEHEHUSI B CIIOCO0AX JICUSHHs MALMEHTOB, paHee MPOXOIUBINUX JIEYEHHE MHOKECTBEHHON
MHEJIOMBI, HO HE OTBEYAIOIINX Ha CTAHAApPTHBIEC TEPANIeBTUYECKUE CPEACTBA, a TAK)KE MALEHTOB,
paHee He MOJBEPIKEHHBIX JICUEHHI0. TakKe BKIIFOYEHO COeTMHEHHE Il MPUMEHEHHUs B CrIoco0ax
JIeUYeHUs] MALUEeHTOB, MPOIIEAIINX XUPYPTUYECKYIO OINEpalyio, MPEeANPUHATYI0 Uil JieueHus
MHO>KECTBEHHOI MHEJIOMBI, a TakKe MalUeHTOB, He IMOJBEpraBIIUXCs omepauuu. B pnanHOM
IOKYMEHTE TaKKe MPEUIOKEHO COSAMHEHHUE Uil TIPUMEHEHUs B CIIOCO0ax JIEUEeHUs! MalFeHTOB,
paHee MNPOXOIMBIIMX IE€pPECcajKy OpraHoB, a TaKkKe MALIMEHTOB, paHee He IOABEPraBLIMXCS
TAKOMY JIEYEHHUIO.

[00168] IlpennaraemMbie B JaHHOM ONHUCAHUU CHOCOOBI  BKJIIOYAIOT  JICYCHHE
MHOKECTBEHHOW MUEJIOMBI, KOTOpasi SIBJSIETCS] PEelUIUBUPYIOIEH, pedpakTepHOH WU

ycToiunBoil. IlpennaraeMble B TaHHOM ONMHCAHUU CIOCOOBI BKJIIOYAIOT MPEnypekAeHHe
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MHOKECTBEHHOW MUEJIOMBI, KOTOpasi SIBJISIETCS PEeHUIUBUPYIOIIEH, pedpakTepHOH WU
ycroiiunBoil. IlpemmaraemMble B [aHHOM ONHMCAHUHM CIIOCOOBI BKJFOYAIOT CAEPIKUBAHUE
MHOKECTBEHHOW MUEJIOMBI, KOTOpasi SIBJISIETCS PEeHUIUBUPYIOIEH, pedpakTepHOH WU
yCTOWYNBON. B HEKOTOpBIX TaKUX BapUaHTaX OCYLIECTBJIEHUS MUEJIOMA SIBJISETCS] OJHOKPATHO,
JBYKPAaTHO, TPEXKPATHO, YETHIPEXKPATHO WJIM MATUKPATHO PELUAUBUPYIOLIEH MHOXKECTBEHHOMN
muenomoil. CrocoObl, TpenyioKeHHble B JAHHOM JOKYMEHTE, BKIOYAIOT JIEYCHHE
MHOKECTBEHHOW MMUEJIOMBI, KOTOpas TPEACTaBisieT COOOH BHEepBblE IUATHOCTHPOBAHHYIO
MHO’KECTBEHHYIO MUEJIOMY (BKJIIOYasi BIIEPBbIE TUATHOCTUPOBAHHY) MHOXKECTBEHHYIO MUEJIOMY
C HHU3KHUM, CPEJHHM H BBICOKUM pUCKOM). CriocoObl, MpeIIoKeHHbIE B TAaHHOM JOKYMEHTE,
BKJIFOYAIOT NPEAOTBPALIeHNE MHOKECTBEHHON MUEJIOMBIL, KOTOpasi MPenCTaBseT coO0i BepBbIe
IUAarHOCTUPOBAHHYIO MHOXKECTBEHHYIO MHENOMY (BKJIIOUYash BIIEPBbIE IHArHOCTHPOBAHHYIO
MHOKECTBEHHYIO MUEJIOMY C HU3KHM, CPEHUM M BBICOKMM pUCKOoM). CriocoObl, MpeiosKeHHbIe
B JJAHHOM JOKYMEHTE, BKJIOYAIOT MEpONpUsATHs NO OoppOe ¢ MHOKECTBEHHOH MMEJIOMOH,
KOTOpasi mpeacTaBisieT coOOil BHEepBble IUATHOCTUPOBAHHYK) MHOXKECTBEHHYI) MHUEJIOMY
(BKJIIOYAsl BHEpPBbIE TUATHOCTHPOBAHHYIO MHOXKECTBEHHYIO MHEJIOMY HHU3KOI'O PUCKA, CPEIHEro
pHCKa M BBICOKOTO pUCKa). B OnHOM BapuaHTe OCYLIECTBJIEHHS CIIOCOOBI, MPENJIOKEHHbIC B
JAHHOM AOKYMEHTE, YMEHbIIAIOT, NOAAEP/KUBAOT WIM yCTPAHSAIOT MUHUMAJBbHYK OCTATOYHYHO
6onesnp (MOB). B omHOM BapuaHTe OCYINECTBJIEHHUS CHOCOOBI, MPEIIOKEHHbIE B JAHHOM
JOKYMEHTE, OXBATBIBAIOT JIEUEHHUE, MNPEeNyNpeXACHUE WIM CACPKUBAHUE PA3IMYHBIX THUIIOB
MHOKECTBEHHOW MHEJIOMBI, TAKUX KaK MOHOKJIOHAJIbHASI TaMManaTusi Hesichoro reHe3a (MI'HI),
MHO>KECTBEHHAs! MHEJIOMa HU3KOTr'O PUCKa, CPEIHEr0 PUCKa M BBICOKOT'O PUCKA; MHOKECTBEHHAs
MHEJIOMa C BO3MOKHOCTBIO TPAHCIUIAHTALMH U 0€3 BO3MOKHOCTH TPAHCIUIAHTALIMHU; BSJIOTEKY IIasT
(MEeIUIeHHO TPOrPecCHPYIOIasi) MHOXKECTBEHHasi MuejoMa (B TOM YHCHE BsUJIOTEKYINas
MHOKECTBEHHAs] MHEJIOMa HHU3KOTO PHCKA, CPEIHEro PHCKa M BBICOKOTO PHCKA);, AKTUBHAs
MHO)KECTBEHHAasl MHeJIOMa, OJMHOYHAs IUIa3MOLIUTOMA, 3KCTpamenyJuIsipHasl I1a3MOLIMTOMA,
JefKOo3 IUIa3MaTUYeCKUX KJIETOK; MHO)KECTBEHHAsi MUEJIOMa LEHTPAJbHONW HEPBHOW CHUCTEMBI,
JIETKOLIETIOUEYHAs MHUEJIOMA, HECeKPEeTOpHas MHEJIOMa;, MHeJIOMa HMMMYHOrjoOynmHa D; u
MuesnoMa uMMyHornoOyianaa E, myrem BBenmeHust TepaneBTHYecKH 3(PPEKTHBHOrO KOJIUYECTBA
COEIMHEHUs, ONMCAaHHOTO B JaHHOM JOKyMeHTe. B oOfHOM BapuaHTe OCYIIEeCTBIEHHUS
MHOKECTBEHHAsI MHEJIOMa MPENCTaBIIsieT COOOW JIEWKO3 IIa3MaTUYeCKUX KJIETOK. B npyrom
BApPUAHTE OCYLIECTBJICHUS CIOCOOBI, TPEAJIOKEHHbIE B ITAHHOM JIOKYMEHTE, OXBAaTBIBAIOT
JieueHue, npenynpexaeHue WIH cepKUBaHue MHO’KE€CTBEHHOM MUEJIOMBI,
XapaKkTepU3NpYIOLIeNHcs NeHeTUYeCKUMH aHOMAIMSIMM, TaKUMHU Kak TpaHCJIOKaluus LukiauHa D
(mammpumep, t(11;14)(q13;q32); t(6;14)(p21;32); t(12;14)(p13;q32); umm t(6;20);); TpaHCIOKALUU
MMSET (Hampumep, t(4;14)(p16;q32)); tpancnokaunu MAF (mampumep, t(14;16)(q32;q32);
t(20;22); t(16; 22)(qll;q13); wmm t(14;20)(q32;q11)); wmum ngpyrue QakTopsl XpPOMOCOM
(marmpumep, nenerwst 17pl3, mnmm xpomocomer 13; del(17/17p), merunepronaus u gain(1q)),
NyTeM BBEACHUS TepaneBTHYeCKH 3(P(EKTUBHOTO KOJHYECTBA COENUHEHHs, ONMCAHHOTO B
JAaHHOM JOKyMeHTe. B OmHOM BapuaHTe OCYIIECTBIIEHHS CIOCOObI BKIJIIOYAIOT BBEICHHE

TepaneBTuuecku 3¢ dexktnBHoro kommdectsa CoexnuHeHUs | WM €ro >HAHTHOMEpPA, CMeECH
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SHAHTHOMEPOB, TAayTOMepa, H30TONoJora wWid (papMaleBTUYECKH NPUEMIIEMOH CONMH |
oucrierpuuecKoro aHTUTENA, CIEUU(PUIECKA CBS3BIBAIOIIErOCS C aHTUTE€HOM CO3peBaHHs B-
kierok denoseka (BCMA) u CD3e uenoseka (CD3), nmpensioskeHHbIE B TaHHOM JOKYMEHTE,
HEeo0s13aTeNIbHO, MTPH 3TOM OHCTIeIIM(PUIECKOe AHTUTEIIO CONEPIKUT MEPBYIO CBA3BIBAIOIIYIO YacCTh,
cenn(UIecKn CBS3BIBAIOINYIOCS C AHTUIEHOM co3peBaHusi B-kierok uenosexka (BCMA), u
BTOPYIO CBSI3BIBAIOIIYIO HacTh, cnenuduyecku cesspiBatomytocs ¢ CD3e wenoseka (CD3), npu
STOM YKa3aHHAas NepBas CBS3bIBAIOINAS YaCTh COAEPKUT obmactb VH, coxmepskamyro oOnactsb
CDRI1H ¢ SEQ ID NO: 21, obnacte CDR2H ¢ SEQ ID NO: 22 u o6nacte CDR3H ¢ SEQ ID NO:
17 n obnacte VL, comepkamyro obmacte CDR3L ¢ SEQ ID NO: 20 u xomOuHanuio obnacren
CDRI1L u CDR2L, BbIOpaHHYIO U3 IPYIIIIEI

1) obmacte CDRIL ¢ SEQ ID NO:23 u o6macte CDR2L ¢ SEQ ID NO:24,

i1) obmacts CDR1L ¢ SEQ ID NO:25 u obnacts CDR2L ¢ SEQ ID NO:26 nnu

ii1) obmacte CDR1L ¢ SEQ ID NO:27 u o6nacts CDR2L ¢ SEQ ID NO:28.

[00169] B ngpyrom BapuaHTe€ OCYLIECTBJICHUs CHOCOOBI BKJIOYAIOT BBEICHHE
TepaneBTH4ecKu dppexTuBHOro konuuecrsa CoennHeHHs 2, ero TayToMepa, U30TOIMOJIOra WIN
(apMaLIeBTHUECKH TPUEMJIEMOM CONMU U OUCTIEHUPHUUECKOT0 aHTUTeNa, Crhenu(uuecKu
CBSI3BIBAIOLLETOCS C aHTHUreHOM co3peBanus B-kierok udenoBeka (BCMA) u CD3e uyenoseka
(CD3), mpensio’keHHbIE B AaHHOM JOKYMEHTE, HeoOs3aTeNbHO, NpU 3TOM Oucneruduyeckoe
AHTUTENIO COAEP)KUT NEPBYIO CBSI3BIBAIOINYI0 YaCTh, CHELU(PHYECKH CBSI3BIBAIOILYIOCA C
aHTUTeHOM co3peBaHus B-knerok uenoBeka (BCMA), u BTOpYIO CBSI3BIBAIOLIYIO YacTh,
cnenuduuecku cpsizbiBaromycs ¢ CD3e genoseka (CD3), mpu 3TOM yKa3aHHasi mnepBas
CBSI3BIBAIOINAS YaCTh comeps:kutT odnacte VH, comepskamyro obnacte CDRIH ¢ SEQ ID NO: 21,
obnacte CDR2H ¢ SEQ ID NO: 22 u obmacte CDR3H ¢ SEQ ID NO: 17 u obaacts VL,
conepskamyto odgacte CDR3L ¢ SEQ ID NO: 20 u komOunamuto obnacreii CDRIL u CDR2L,
BBIOPAHHYIO U3 TPYIIIIBI

1) obacte CDRIL ¢ SEQ ID NO:23 u o6nacte CDR2L ¢ SEQ ID NO:24,

i) obmacte CDR1L ¢ SEQ ID NO:25 u obmacts CDR2L ¢ SEQ ID NO:26 unu

ii1) obmacte CDR1L ¢ SEQ ID NO:27 u obnacts CDR2L ¢ SEQ ID NO:28.

[00170] B ngpyrom BapuaHTe OCYLIECTBJIEHHS CIOCOOBI BKJIOYAIOT BBEACHUE
TepaneBTudecku 3 dexTrBHOro Komuuectsa CoeaMHEHUs 3, €ro TayToMepa, U30TOIOJIOra HIIH
dapmaneBTHUECKH TpUeMJIEMON coidu W OucmenuuyYeckoro aHTUTeNa, CrenupUuIecKu
CBSI3BIBAIOIIETOCS ¢ aHTHUIeHOM co3peBanusi B-kierok denmoeka (BCMA) u CD3e yenoBeka
(CD3), npenyioskeHHbIE B JTaHHOM JOKYMEHTE, HeoOs3aTelbHO, NMpU 3TOM Oucnenuduyeckoe
AHTHUTEJIO COAEPIKUT TIEPBYIO CBS3BIBAIOLIYID YaCTh, CHEHU(PHUECKH CBS3bIBAOLIYIOCA C
aHTUTeHOM co3peBaHus B-kietok uenoBeka (BCMA), u BTOPYH CBSI3BIBAIOLIYIO YacThb,
cneunguyeckn cps3pBatomytocss ¢ CD3e uemoseka (CD3), mpu 3TOM yka3aHHas mepBast
CBSI3BIBAIOINASL YACTh comepskut odnacte VH, conepskamyto obnacte CDRIH ¢ SEQ ID NO: 21,
obnactb CDR2H ¢ SEQ ID NO: 22 u obnacte CDR3H ¢ SEQ ID NO: 17 u obnacts VL,
conepskamyto odmacte CDR3L ¢ SEQ ID NO: 20 u komOunaruro obnacreii CDRIL u CDR2L,

BBIOPAHHYIO U3 IPYIIIIBI
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1) obiacte CDRIL ¢ SEQ ID NO:23 u o6macte CDR2L ¢ SEQ ID NO:24,

i1) obmactes CDR1L ¢ SEQ ID NO:25 u obmacts CDR2L ¢ SEQ ID NO:26 nnu

ii1) obmacte CDR1L ¢ SEQ ID NO:27 u obnacts CDR2L ¢ SEQ ID NO:28.

[00171] B onHOM BapuaHTE OCYIIECTBJIEHUS] MHOKECTBEHHAs] MHEJIOMa BBICOKOTO pUCKA
NpPEeACTaBIsieT COOOW MHOXKECTBEHHYIO MHENIOMY, KOTOpas peLUANBHpOBaJia B TeueHue 12
MecsLEeB TI0CjJe IepBOro Kypca JieueHus. B eme OZHOM BapuaHTe OCYINECTBIEHUS
MHOJKECTBEHHAs] MHEJIOMa BBICOKOTO PUCKA IMPEICTABIsIET COOOH MHOXKECTBEHHYIO MUEJIOMY,
KOTOpasi XapaKTepU3yeTCsl TeHeTUYEeCKUMH aHOMAJMSIMH, HarpuMep, OJHO Wiu Oojee u3
del(17/17p) n t(14;16)(q32;q32).

[00172] B HEKOTOpBIX TaKMX BapUaHTaX OCYLIECTBJIECHUS MHOXXECTBEHHas MHUEIOMa
SIBJISIETCSl  BIIEPBbIE MArHOCTUPOBAHHONW MHOXKECTBEHHOM MMEJIOMOM C BO3MOKHOCTBIO
TpaHCIUIAaHTaUuU. B 1pyroM BapuaHTe OCYINECTBJIEHUS MHO)KECTBEHHAsh MHEJIOMA SIBJIAETCS
BIIEPBbIE TMArHOCTHPOBAHHOM MHOXXECTBEHHON MHEIOMOM 0e3 BO3MOKHOCTH TPAHCIUIAHTALIUH.
B eme onHMX BapuaHTax OCYINECTBIEHHsS] MHOXKECTBEHHAsl MHEJIOMA XapaKTepU3yeTCsl PAaHHUM
nporpeccupoBaHueM (HarpuMep, MeHee 12 MecsieB) rocie nepBOHAaYaJbHOro JieueHus. B eme
OJTHUX BapUaHTaxX OCYILECTBJIEHUs MHOXECTBEHHAs MHEJIOMAa XapaKTepU3yeTCsi PpPaHHUM
IporpeccupoBaHueM (HampuMmep, MeHee 12 MecsueB) IOcie MNepecagkyd ayTOJIOTHYHBIX
CTBOJIOBBIX KJIETOK. B Apyrom BapuaHTax OCYyINECTBJIEHUS] MHOKECTBEHHAs MUEJIOMA SIBJISIETCS
pebpakTepHON WM YCTOHYMBOW K JIGHAIMAOMHUAY. B JIpyrom BapmaHTe OCYIIECTBICHUS
MHOKECTBEHHAsl MHUEJIOMa sIBJIsIeTCsl pedpakTepHON K JeHaaugoMuay. B napyrom Bapuante
OCYLLIECTBJICHUSI MHO)KECTBEHHAsl MHEJIOMA sIBJISIETCSl YCTOMUMBOW K JieHAIUAOMULy. B npyrom
BapHAHTAX OCYLIECTBJIEHH MHOXKECTBEHHAs] MUEJIOMA SIBIISIETCS peppaKkTepHOM WM yCTOWYHBOMN
K noMmanuaoMuay. B mpyrom BapuaHTe OCYIECTBIEHHMS MHOXKECTBEHHAsT MHEJIOMa SIBIISETCS
pedpakrepHoii kK moMamuaoMuay. B 1pyroM BapuaHTe OCyIIEeCTBICHUS] MHOKECTBEHHAS] MUEJIOMA
SIBJISIETCS YCTOMUMBONM K NOManuaoMuay. B HEKOTOpBIX Takux BapuaHTax OCYLIECTBJICHHUS
CIPOTHO3MPOBAHO, YTO MHOKECTBEHHAs MHUEJIOMa SIBJIIETCS pepaKkTepHON K MOMAJTHIOMUIY
(HampuMmep, MOJIEKYJISIPHOM — XapakTepucTUKoi). B  apyrom BapuwaHTe OCYIINECTBIICHUS
MHOKECTBEHHAs] MHEJIOMa SIBJSIETCS PELUAMBHPYIOLIEH wiu pedpakrepHoll k 3 wmiu Oonee
JICUeHUSIM W TOJBEeprajach SKCIO3ULMK HHruOWTOpa mpoTeacoM (Hampumep, Ooprezommuoda,
kappuasomuda, WKcazoMuOa, OMpo3oMuda WM Mapu3oMuOa) W HMMYHOMOIYJHUPYIOLIETO
coenuHeHus (Hanmpumep, TanuaoMuna, ieHamuaomuaa, nomaaunomuna CC122 unu CC220), wmu
IBOWHOM pedpakTepHON K HHTHOUTOPY MPOTEACOM M IMMYHOMOYJIUPYIOIEMY COeTUHEHUIO. B
MOCJEAYIOUX JPYrMX BapHaHTaX OCYINECTBIEHUs] MHOXECTBEHHasi MHeJIOMa SIBISAETCS
peunauBHpYOIEl mwin pedpakTepHOd K 3 win Oojee JeUeHHsIM, BKJIIOYAIOIIUM, HAIPHMED,
CD38 wmoHokoHanbHbiM — aHTUTEIOM (CD38 mAb, Hanmpumep, papaTymymMaOoOM WU
u3aTykcuMaboMm), HMHTHOMTOpPOM mpoTreacoM (Hampumep, Oopre3oMuOOM, Kap(um3omMuooMm,
UKCA30MHUOOM WJIH Mapu30MHOOM) W HMMYHOMOIYJHUPYIOIIUM COeIHHEeHHEM (Harpumep,
TanuaoMuaoM, JeHamunomunoyM, mnomamuaomunom CC122 wmm CC220), wunu  1BOHHOMU
pedpakTepHOIl K HHTUOUTOPY MPOTEACOM WJIM MMMYHOMOAYJIHPYIOIIeMy coequHeHno u CD38

mAb. B mocnenyromux apyrux BapuaHTax OCYIIECTBJICHHS MHOKECTBEHHAS MUEJIOMA SIBJISIETCS
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TPOWHON pedpakTepHON, HANMpUMep, MHOXKECTBEHHas MHUeNIoMa sSBJsieTcsl pedpakTepHOH K
UHruOUTOpY mporeacoM (Hampumep, Oopresomuly, kapdhuazomudy, UKCa30MHOyY, OIMpPO30MUOY
Wi Mapu3oMuly) U HUMMYHOMOIYJIUPYIOIIEMY COENUHEHHIO (Hampumep, TaJTHUIOMHUAY,
nenamuaomuny, nomanuaomuny CC122 unmun CC220) u ogHOMY IpyroMy aKTUBHOMY areHTy, Kak
OMMCAHO B JAHHOM JIOKYMEHTE.

[00173] B HeKkOTOpbIX BapHaHTaX OCYLIECTBJIEHUs B JAAHHOM JIOKYMEHTE IpeJIOXKEeHbI
CHOCOOBI JIeUeHHs!, MPOPUIAKTUKNA W/ WU CIEPKUBAHUS MHOKECTBEHHOM MHUEJIOMBI, BKJIFOUAs
PEeLUANBHUPYIOINY0/pedPAKTEPHYI0 MHOXKECTBEHHYIO MHEJIOMY Yy NAIlMEHTOB C HapyIIEHUEM
(YHKIIMY TOYEK, WJIM €€ CUMITOMOB, BKIIOYAIOIHE BBEIECHUE TEPANEBTUUECKU 3P PEeKTUBHOTO
kosmuectBa Coenunenus 1, Coenunenus 2 wnn CoequHeHus: 3, WIM €ro SHaHTUOMEpa, CMeCU
SHAHTUOMEPOB, TayTOMepa, H30TONoJora MWid (apMaleBTUYECKH NPUEMIIEMOW CONMH |
oucrerpuuecKoro aHTUTENA, CIELU(PUIECKU CBS3BIBAIOIIErOCS C AaHTUIE€HOM CO3peBaHMs B-
kietrok 4enoBeka (BCMA) u CD3e yenoseka (CD3), npeniokeHHbBIMU B TaHHOM JJOKYMEHTE,
NAaLMEeHTy, CTPajaloIleMy peLHINBHPYIOIIeil/pedpakTepHOl MHOMKECTBEHHOH MHEJIOMON C
HapyueHneM (QyHKLHHU MoYeK, HeO0OsS3aTeNIbHO, MPH 3TOM OHCTIELU(PHUECKOE AHTUTENIO COAEPIKHUT
HEPBYIO CBSI3BIBAIOIIYIO YaCTh, CHEM(UUECKH CBSI3bIBAIOLIYIOCS C AHTHICHOM CO3peBaHHs B-
kjeTok yenoseka (BCMA), 1 BTOPYIO CBS3BIBAIOIIYIO YaCTh, CHIELM(PUIECKU CBS3BIBAIOLIYIOCS C
CD3e uenosexa (CD3), mpu 3TOM yka3aHHas mepBasi CBA3bIBAIOIIAS YaCTh COAEPKUT obnmacte VH,
cogepxaiyto obmacte CDR1H ¢ SEQ ID NO: 21, o6nacts CDR2H ¢ SEQ ID NO: 22 u obnacts
CDR3H ¢ SEQ ID NO: 17 u obnacte VL, cogepxamyto obnacte CDR3L ¢ SEQ ID NO: 20, u
komOuHarmto obnacreiit CDRI1L u CDR2L, BeiOpaHHy O U3 TPy bl

i) obiacts CDRIL ¢ SEQ ID NO:23 u o6nacts CDR2L ¢ SEQ ID NO:24,

i) obmacte CDR1L ¢ SEQ ID NO:25 u obnacts CDR2L ¢ SEQ ID NO:26 unu

ii1) obmacte CDR1L ¢ SEQ ID NO:27 u obnacts CDR2L ¢ SEQ ID NO:28.

[00174] B HekOoTOpBIX BapHaHTaX OCYINECTBJICHHUS B JAHHOM JIOKYMEHTE MPEHJIONKEHO
COEIMHEHUE Ml TMPHUMEHEHHs B CHoco0ax JieueHus, NPOPHIAKTHKU W/WIN CHEePKUBAHUS
MHOKECTBEHHOW MHEJIOMBI, BKJIIOYAs PELUAMBUPYIOLIYIO/pepakTepHYI0 MHOKECTBEHHYIO
MUEJIOMY Y MALHUEHTOB ¢ HApyLIeHHEM ()yHKIUH MTOYEK, WIH €€ CUMIITOMOB, IPHYEM COCTUHEHNE
npeacTaBisieT coO0l CoOeMHEHNE, TIPETIOKEHHOE B JAHHOM IOKyMeHTe, Hanpumep, CoenuHeHne
1, Coenunenue 2 unu CoenuHeHWe 3, WIM €r0 SHAHTUOMEP, CMECh SHAHTHOMEPOB, TayTOMED,
U30TONOJIOT WK (PapMaleBTUYECKH MTPHEMJIEMast COJIb, IPH 3TOM CITOCOOBI BKIIFOUAIOT BBEACHUE
TeparneBTudecku 3¢ dextrusHoro konndectra Coenunenus 1, Coenunenns 2 wim CoenuHeHus 3,
WINA €r0 SHAHTHOMEPA, CMECH YHAHTHOMEPOB, TayTOMepa, U30TOIOJIOra WiH (apMaleBTHIECKH
NpUEMIIEMOH COJMM W OuCeUn(UYEeCKOro aHTHTENA, CIEeUU(pUYIECKH CBSI3bIBAIOLIETOCS C
aHTUTeHOM co3peBaHus B-kneTtok uenoseka (BCMA) u CD3e uenoseka (CD3), npemiokeHHbIMI
B JaHHOM JOKYMEHTE, TalHeHTy, CTpPajallleMy peluauBUpyromIei/pedpakTepHOi
MHOXKECTBEHHOW MHENIOMOH ¢ HapylmeHHeM (QYHKIMH TMOYeK, HeoOsA3aTeNnbHO, IMPH 3TOM
oucrierpuyuecKkoe AHTUTENIO CONEPKUT TEPBYIO CBSI3bIBAIOINYI0 YaCTh, CIEHUPUUECKH
CBSI3BIBAIOINYIOCST C AQHTUIEHOM co3peBaHusi B-kierok uyenoBeka (BCMA), u BTOpyHO

CBSI3BIBAIOINYIO YacTh, crieuuduuecku cpsabiBatromytocs ¢ CD3e uenoseka (CD3), mpu sToM
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yKa3aHHAas TIepBasi CBSA3BIBAIOIIAS YacTh conepskut obnacte VH, comepxamyro odbmacte CDR1H
¢ SEQ ID NO: 21, obnacts CDR2H ¢ SEQ ID NO: 22 u o6aacts CDR3H ¢ SEQ ID NO: 17 u
obnacte VL, conepxkaryto odimacts CDR3L ¢ SEQ ID NO: 20, u komOunanmto odnacreit CDR1L
u CDR2L, BeIOpaHHYIO U3 TPYIIIBI

1) obmacte CDRIL ¢ SEQ ID NO:23 u o6macte CDR2L ¢ SEQ ID NO:24,

i1) oomactes CDRIL ¢ SEQ ID NO:25 u o6iacte CDR2L ¢ SEQ ID NO:26

ii1) obmacte CDRIL ¢ SEQ ID NO:27 u o6nacts CDR2L ¢ SEQ ID NO:28.

[00175] B HekoTOpBbIX BapHaHTaxX OCYLIECTBJIECHUS B JAAHHOM JIOKYMEHTE IpEeJIOKEeHbI
CHOCOOBI JIeueHHsl, MPOPUIAKTUKNA W/ WU CIEP>KUBAHHUS MHOKECTBEHHOM MHUEJIOMBI, BKJIIOUAs
PELUANBHUPYIOIIYIO HIIH pePakTEPHYI0 MHOKECTBEHHYIO MHEJIOMY Y OCJabJI€HHBIX MALIEHTOB,
WIA €€ CHUMITOMOB, BKJIIOYAIOINUE BBEIACHHUE TepaneBTHUECKH 3(PPEKTHBHOIO KOJIUYECTBA
Coenunenus 1, Coenunenus 2 unu CoeauHenus 3, UM €ro 3JHAHTUOMEPA, CMECH S HAHTUOMEPOB,
TayTOMepa, W30TOMNOoJora Win (apMaleBTHUECKH TNPHEMIIEMONH colu u Oucrnenupuueckoro
aHTHUTeNa, CreUn(pUUEeCKU CBSA3BIBAIOIIErOCS C AHTUTEHOM CO3peBaHus B-kjeTok uenoBeka
(BCMA) u CD3e uyenoseka (CD3), npenyiokeHHbBIMH B JTAHHOM JOKYMEHTE, OCJIabJIeHHOMY
NALMEeHTy, CTPAjaloleMy MHOMKECTBEHHOH MHEJIOMOH, HeoOs3aTeNbHO, TPH  3TOM
Oucneunuyeckoe AaHTUTEJIO COAEPKUT TMEPBYI0 CBA3BIBAIOIIYI) YacTh, CHEHHU(PUYECKH
CBSI3BIBAIOINYIOCSI C AHTUIeHOM co3peBaHus B-xierok uwenoseka (BCMA), u BTOpyIO
CBSI3BIBAIOIIYIO 4acThb, crnenupuyeckn cesspBaromyiocs ¢ CD3e wenoseka (CD3), mpu stom
yKa3zaHHasl iepBasi CBSA3bIBAIOIIAS YacTh coaep kUt odaacte VH, comepxamryro obmacts CDRIH
¢ SEQ ID NO: 21, obmacts CDR2H ¢ SEQ ID NO: 22 u o6nacts CDR3H ¢ SEQ ID NO: 17 u
obnacte VL, comepsxkartiyro odiaacts CDR3L ¢ SEQ ID NO: 20, u komOunanmto odnacreit CDR1L
u CDR2L, BbIOpaHHYyO U3 TPYIIIBI

i) obiacts CDRIL ¢ SEQ ID NO:23 u ob6nacte CDR2L ¢ SEQ ID NO:24,

i1) oomacte CDRIL ¢ SEQ ID NO:25 u o6iacte CDR2L ¢ SEQ ID NO:26 unu

ii1) obacte CDRIL ¢ SEQ ID NO:27 u obnacts CDR2L ¢ SEQ ID NO:28.

[00176] B HekoTOpBIX BapHaHTaX OCYINECTBJICHHUS B JAHHOM JIOKYMEHTE MPEAJIONKEHO
COEIMHEHHE Ml MPUMEHEHHs B CHoco0ax JieueHus, NPOQHIAKTHKH W/WIN CAECPKUBAHUS
MHOKECTBEHHOW MHEJIOMBI, BKJIFOUAsl PELUAUBUPYIOLIYIO WIN pedpakTePHYI0 MHOKECTBEHHYIO
MUEJIOMY Yy OCJIabJIEHHBIX MALMEHTOB, WM €€ CUMIITOMOB, NPHYEM COEAMHEHHUE MPEACTaBIAET
co0ol COeqMHEHHe, TMPEeNJIOKEHHOe B IaHHOM JOKyMeHTe, Hampumep, CoemuHenue |,
Coenunenne 2 unn CoenuHeHHe 3, WIM €ro SHAHTHOMED, CMECh SHAHTHOMEPOB, TayTOMED,
U30TONOJIOT WK (PapMaleBTUYECKH MTPHEMJIIEMast COJIb, IPH 3TOM CITOCOOBI BKIIFOUAIOT BBEACHUE
TepaneBTudecku 3¢ dextruBHoro konndectsa Coenunenus 1, Coenunenns 2 wm CoenuHeHus 3,
WIN €r0 SHAHTHOMEPA, CMECH YHAHTHOMEPOB, TAyTOMepa, U30TOIOJIOra WK (apMaleBTHIECKU
MpUeMJIEMOW CONU U OUCTeIU(pUIECKOr0 aHTUTeNa, Chenu(prUecKn CBS3BIBAIOINETOCS C
aHTUreHOM co3peBaHus B-kneTtok uenoseka (BCMA) u CD3e yenoseka (CD3), npemiokeHHbIMI
B JAHHOM JIOKYMEHTe, OCJIabJIeHHOMY MalMeHTy, CTPaJaroIleMy MHO)KECTBEHHON MHEJIOMOW,
HEeo0s13aTeNIbHO, MTPH 3TOM OHCTIeIIM(PHIECKOE aHTUTEIIO CONEPIKUT MEPBYIO CBA3BIBAIOIIYIO YacCTh,

cenn(UIEeCKH CBS3BIBAIOINYIOCS C AHTUI€HOM co3peBaHusi B-kierok uenosexka (BCMA), u
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BTOPYIO CBSI3BIBAIOIIYIO HacTh, crenuduyecku cesspiBatomytocs ¢ CD3e wenoseka (CD3), npu
STOM YKa3aHHAas MepBas CBSI3bIBAIOINAS YaCThb COAEPKUT obmactb VH, comepskamyro oOnacts
CDRI1H ¢ SEQ ID NO: 21, obnacts CDR2H ¢ SEQ ID NO: 22 u o6nacte CDR3H ¢ SEQ ID NO:
17 u obnacte VL, comepskamtyto obnacte CDR3L ¢ SEQ ID NO: 20, u xomOuHauuio obnacrei
CDRI1L u CDR2L, BEIOpaHHYIO U3 TPYIIIIEI

1) obacte CDRIL ¢ SEQ ID NO:23 u o6macte CDR2L ¢ SEQ ID NO:24,

i1) obmactes CDR1L ¢ SEQ ID NO:25 u obmacts CDR2L ¢ SEQ ID NO:26 nnu

ii1) obmacte CDR1L ¢ SEQ ID NO:27 u o6nacts CDR2L ¢ SEQ ID NO:28.

[00177] B HeEKOTOpPHIX TAaKMX BapUAHTAaX OCYLIECTBIEHMs, OCIA0JEHHBIH MAlMEHT
XapaKTePU3yeTCs] HEBO3MOKHOCTBIO MHAYKIMOHHON TE€PaIny MIIH HEMEPEHOCUMOCTBIO JIEUEHHSI
JeKCaMeTa30HOM. B HEKOTOpBIX TaKMX BapHAHTaX OCYINECTBJICHUS OCJAOJEHHBIN MalUeHT
HaxOAUTCS B IPEKJIOHHOM BO3pacTe, HAIIPUMeEp, B BO3pacTe crapiue 65 JeT.

[00178] B HekoTOpbIX BapHaHTaxX OCYILECTBJICHMs MALMEHT, MOAJEKALIUN JEUEHUIO
OJJHUM M3 CHOCOOOB, MPEAJIOKEHHBIX B JTAHHOM JOKYMEHTE, HE IMPOXOIWJI TEParuio MPOTUB
MHOKeCTBeHHOH Muesombl 00 BBeneHuss Coenwnenusi 1, Coenunennst 2 wiu CoenuHeHus 3,
NPEAJIOKEHHOTO B JAHHOM JIOKYMEHTE, UJIH €r0 SHAHTUOMEPA, CMECH SHAHTHOMEPOB, TAyTOMEPA,
U30TOMOJIOTa MM (papMaLEBTHYECKH NPHEMJIEMON COMM U Oucnenn(puyueckoro aHTHUTeENa,
cneun(UIeCK CBSI3BIBAIOILErOCS ¢ aHTHIEHOM co3peBanusi B-kierok uenoBeka (BCMA) u ¢
CD3e uyenoseka (CD3), mpeanoeHHbIMH B JaHHOM JOKyMEHTe. B HEKOTOpBIX BapuUaHTax
OCYLIECTBIICHUS MALHEHT, MOJIeKALINH JIEYSHUIO OJJHUM U3 CIIOCOOOB, MPEIOKEHHBIX B JAHHOM
JIOKyMEHTE, MPOXOIIIT TEPAITUIO IPOTUB MHOXKECTBEHHOW MHEJIOMBI 10 BBeneHus1 CoennHeHust 1,
Coenunenus 2 nan CoequHeHus 3, MPENIOKEHHOTO B JAHHOM JIOKYMEHTE, HITH €r0 SHAHTHOMEDA,
CMeCH HHAHTHOMEPOB, TayTOMepa, M30TOMOJIOra WK (apMaleBTHYECKH MPUEMJIEMON CONU U
oucneruuecKkoro aHTHTENA, CIEUU(PUIECKA CBS3BIBAIOIIErOCS C AaHTUI€HOM CO3peBaHHs B-
kietok uenoBeka (BCMA) u ¢ CD3e uenoseka (CD3), npenjio:keHHbBIMU B TAHHOM JIOKYMEHTE.

[00179] B HexkoTOpbIX BapHaHTax OCYIIECTBJIEHMs y MallMEHTa, MOAJIEKAIIEro JeUEeHUIO
ONHUM U3 CIOCOOOB, MPEIJIOKEHHBIX B ITAaHHOM JOKYMEHTE, pa3BHJIACh JIEKAPCTBEHHAs
YCTOHYMBOCTh K TEPANUM MPOTUB MHOXKECTBEHHOH MHEJIOMbL. B HEKOTOPBIX TaKMX BapUaHTAX
OCYILECTBJICHUSI Y MALMEHTa Pa3BUJIACh PE3UCTEHTHOCTh K OTHOMY, ABYM, TPEM, YETBhIPEM, IIATH
i Ooee TepaneBTHYECKIM CPEICTBAM MPOTUB MHOKECTBEHHOH MHUEJIOMbL. B 0THOM BapuaHTe
OCYIIECTBJIEHUS] TEPANEBTUYECKUE CPEACTBA BHIOPAHBI U3 MOHOKJIOHAJTBHOTO aHtutena k CD38
(mAb k CD38, Hanpumep, maparymymaba WiIM H3aTyKCHMMada), WHrHOMTOpa NPOTEACOM
(Hanmpumep,  Ooprtesomuba,  kappumsomuda,  ukcazomuba  wid  Mapusomuda) U
UMMy HOMOJY JINPYFOIIETO COEMHEHUs (marmpumep, TAJIUIOMU/A, JICHAJNIOMUA,
nomayugomuna, CC122 wmm CC220). B onHOM BapuaHTe OCYIIECTBICHHS TEPAIEBTUUECKUE
CpeICTBa BKJIIOYAIOT OAHO MK Oosee M3 MOHOKJIOHaNbHOrO aHTuTena k CD38 (mAb k CD38,
Hampumep, Jnapatymymada wiM u3aTykcuMaba), HMHrHOUTOpa MpoTeacoM (Hampumep,
ooptesommba, kappuwiazomuda, wukcazomuba WM Mapu3oMubda) W HMMYHOMOIYJIUPYIOIIEe
coenuHeHue (11 HapUMep, TATUIOMUIA, teHaauaomuaa, nomaaunomuna, CC122 wmm CC220).

B omaoM BAPUAHTEC OCYILICCTBJICHUA TECPANCBTHUYCCKUEC CPEACTBA BKIIIHOYAOT OAWH HWIIN Oonee
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ANKWINPYIOIIUX areHToB (Harnpumep, Mendanas, ukiodochamun, OeHIaMyCTHH), THTHOUTOPOB
I'HCTOHZeALeTHIa3bl (HapuMep, TAaHOOUHOCTAT), IPYTHX MOHOKJIOHAJIBHBIX aHTHUTEIN (HAIIPUMED,
aarureno k SLAMF7, Hanpumep 3510Ty3yMal), TIIFOKOKOPTHKOUAOB (HAIIpUMep, JeKCaMeTa30Ha,
NPEAHU30HA), APYTUX TEPANIeBTHYECKUX CPEICTB MPOTHB MHOKECTBEHHON MUEJIOMBI (HAIIPUMED,
LIUCIUIATHHA, S0TOMO31AA, TOKCOPYONIIMHA) U KJIIETOYHBIX TEPANIEBTHUECKUX CPEICTB (HAIpUMeDp,
CAR-T).

[00180] Criocobbl, mpeayIoKeHHbIE B JAHHOM JJOKYMEHTE, BKIIIOYAIOT JICUeHUE TAINeHTa,
HE3aBUCHMO OT BO3pacTa NalMeHTa. B HEKOTOpPBIX BapUAHTAX OCYIIECTBJIEHHS CYOBEKT
npezncrasisier codoi 18-neTHero cyOwpekTa uiam crapiie. B npyrux BapuaHTax OCyINECTBICHHUS
BO3pacT cyobekra cocraisier donee 18, 25, 35, 40, 45, 50, 55, 60, 65 wmm 70 ner. B apyrux
BapHaHTaxX OCYIIECTBJICHHS BO3pPacT CyObeKTa COCTaBIIsieT He MeHee 65 ser. B npyrux Bapuanrax
OCYIIECTBJIEHUS] BO3PacT CyObeKTa cocTaBisier He Oosiee 65 gner. B omHOM BapuaHTe
OCYIIECTBJICHUs] CyOBEKT SIBJISETCS MOKUIBIM CyOBEKTOM C MHOXKECTBEHHOH MUENIOMOH, TAaKUM
Kak cyObekT crapiue 65 jer. B omHOM BapuaHTe OCYINECTBICHUsS! CyOBEKT SIBJISETCS MOXKHIIBIM
CyOBEKTOM ¢ MHOXKECTBEHHOIH MHEJIOMOM, TAKUM Kak CyOBeKT crapiie 75 JerT.

G. lo3upoBanue Coequnenus 1, Coenunenus 2 uinu CoequHenns 3.

[00181] B  HekOTOpbIX BapUaHTax  OCYIIECTBIEHUS  TEpaleBTUYECKH WU
npodunakTuuecku 3pekTHBHOE KOINYECTBO COSAMHEHHs coCcTaBisieT ot okoio 0,01 1o okono
25 mr B cyTkH, OT 0kojo0 0,01 mo okono 10 mr B cyTku, ot okono 0,01 10 0koj0 5 Mr B CyTKH,
okoJio ot 0,01 g0 okos0 2 Mr B ¢yTkH, OT okoJio 0,01 go okosno 1 Mr B ¢cyTku, oT okosio 0,01 o
okoJio 0,5 mr B cyTku, ot okoJio 0,01 no okoso 0,25 mr B cyTku, oT 0kojo 0,1 1o okoyio 25 Mr B
cyTkH, okosio ot 0,1 no okoso 10 mr B cyTku, ot okosio 0,1 10 okoJsio S Mr B CyTkH, OT oko1o 0,1
JI0 OKOJIO 2 MT B CyTKH, OT 0koJio 0,1 1o okono 1 mr B cyTku, ot okoso 0,1 go okono 0,5 mr B
cyTkH, okoJj0 ot 0,1 10 okoso 0,25 mr B cyTkH, OoT 0k0J10 0,5 10 0KOJIO 25 Mr B CYyTKH, OT OKOJIO
0,5 no okosio 10 mr B cyTkH, oT 0koJio 0,5 10 OKOJIO 5 MT B CyTKH, OT 0k0J0 0,5 10 OK0JIO 2 Mr B
CyTKH, OKOJIO OT 0,5 10 0K0J10 1 MI' B CyTKH, OT OKOJIO 1 10 OKOJIO 25 Mr B CYTKH, OT OKOJIO 1 710
0K0J10 10 Mr B CyTKH, OT OKOJIO 1 1O OKOJIO 5 MI B CYTKH, OT OKOJIO 1 A0 OKOJO 2,5 MI B CYTKHU
WM OT OKoJIo 1 10 okoJo 2 Mr B cyTKU. B 01HOM BapuaHTe OCYILECTBICHUsI TEPANIeBTUYECKU WU
npodrnakTuaecku 3h(HEeKTUBHOE KOJNYECTBO COSAMHEHUs cocTaBisieT oT okoJyio 0,01 mo okono
25 Mr B CyTKH. B OJHOM BapuaHTe OCYIIECTBJICHUS TEPANIEBTUYECKH WJIH MPOPUIAKTUIECKU
3¢ pexTHBHOE KOMUYECTBO COequHEHHs cocTaBsieT oT okojo 0,01 mo okosno 10 mr B cyTku. B
OHOM BapUAaHTE OCYIIECTBICHHUS TEPANEBTUYECKH WM TNPOoPUIakTHYECKH 3(PPEeKTUBHOE
KOJIMYECTBO COeNMHEeHUs cocTaBisieT oT 0okoJo 0,01 no okono 5 mr B cyTku. B ogHOM BapuaHTe
OCYILECTBJICHUSI TEPANIEBTHUECKU WIH MPOPIIaKTHIeCKH 3P (PEeKTHBHOE KOJINIECTBO COSTMHEHUS
coctaBisier oT okojo 0,01 no oxono 2 mr B CyTku. B OgHOM BapuaHTe OCYLIECTBIIEHUS
TEPANeBTUYECKH M MPOPHUIAKTHIECKH 3(P(HEKTUBHOE KOJINYECTBO COCAMHEHHUS! COCTABISIET OT
okoio 0,01 no okxono 1 mr B cyTkn. B 0OHOM BapuaHTe OCYINECTBJICHUs] TEPANEBTUYECKHU WU
npodunakTuaecku 3p(PekTHBHOE KONNYECTBO COEAMHEHUs cocTaBisieT oT okoyo 0,01 mo okono
0,5 Mr B cyTku. B OIHOM BapuaHTe OCYIIECTBIIEHHS TEPANEBTHYECKH WM NMPO(HIAKTHUIECKH

s pexTuBHOE KONMMYECTBO coeANMHEeHUsT cocTaBsieT oT okoio 0,01 mo okono 0,25 mr B cyTku. B
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OJHOM BapUAaHTE OCYIIECTBICHHUS TEPANEBTUYECKH WM TNpoduiIakTHIecKu >(PQPeKTUBHOE
KOJIMYECTBO COEIMHEHUs COCTaBisieT OT 0koJo 0,1 1o okono 25 mr B cyTku. B ogHOM BapuaHTe
OCYILECTBJICHUSI TEPANIEBTHYECKH WIH MPOPIIakTHIeCKH ) (PEeKTUBHOE KOINIECTBO COSTMHEHUS
coctaBisier oT okojo 0,1 no okonmo 10 mr B cytkn. B ogHOM BapuaHTe OCYLIECTBIIEHUS
TEPANeBTUYECKN M MPOPUIAKTHIECKH 3P(HEKTUBHOE KOINYECTBO COCAMHEHHUSI COCTABISIET OT
okoio 0,1 1o okono 5 Mr B CyTKM. B OZHOM BapuaHTE OCYLIECTBJIEHHUS TEPANEBTUYECKU WU
npodunakTuaecku 3QpPEeKTUBHOE KOJIMIECTBO COSAMHEHUs cocTaBiszeT ot okouo 0,1 1o okono 2
MI' B CyTKH. B OZHOM BapuaHTe OCYLIECTBIEHHs TEPANEeBTHYECKH WIM NPO(HIAKTHUECKH
3¢ PexTUBHOE KOTUIECTBO COEAMHEHUS COCTaBJIsieT oT 0koJIo 0,1 1o okoso 1 mr B cyTku. B ogHOM
BAapPUAHTE OCYINECTBJICHUS TEPANEBTUUECKU WU NMPOPUIAKTUIECKH 3PPEKTUBHOE KOJIMUYECTBO
coequHeHust cocrasysger or okono 0,1 mo oxomo 0,5 Mr B cyTtku. B omHOM BapuaHte
OCYIECTBJICHUSI TEPANIEBTHUECKU W MPpOopuiIakTuiecku 3p(PeKkTUBHOE KOINYECTBO COSTMHEHUS
coctasisier or okoio 0,1 no okono 0,25 mMr B cyTku. B onHOM BapuaHTe OCYLIECTBIEHUS
TepaneBTUYECKU WK NpopunakTuiecku 3pPekTHBHOE KOINYEeCTBO COSTUHEHHs COCTABISIET OT
okoso 0,5 10 0koJI0 25 Mr B CYyTKU. B OAHOM BapuaHTe OCYyLIECTBJICHMs T€PaNeBTHUYECKH WU
npodunakTuueck 3P PeKTHBHOE KOJIMIECTBO COSTUHEHHsI COCTABISIET OT 0KoJI0 0,5 1o okoso 10
MI' B CYTKH. B OZHOM BapuaHTe OCYLIECTBJIEHHsS TEPANeBTHYECKH MIH NPOQUIAKTHYECKH
3¢ (eKTUBHOE KOJMYECTBO COSTUHEHUSI COCTABIISIET OT 0K0JI0 0,5 10 0K0JIO 5 Mr B cyTKH. B omHOM
BapUaHTE OCYINECTBJICHUS TEPANeBTUUECKH WIN NMPOopHIakTHIecku 3(H(PHEeKTUBHOE KOJHMYECTBO
COEIMHEHUs COCTABJIAET OT 0KOJIO 0,5 10 0K0JI0 2 MT B CYyTKU. B 01HOM BapuaHTe OCyIEeCTBICHUS
TEPANeBTUYECKU MIIH MPOGUIAKTHIECKH 3(P(HEKTUBHOE KOJUYECTBO COCAMHEHHUSI COCTABIISIET OT
okono 0,5 o okono 1 Mr B cyTku. B 0nHOM BapuaHTe OCYLIECTBJIEHUS TEPANEBTHUUYECKU WU
npodrnakTuiecku 3h(HEeKTUBHOE KOJUYECTBO COEAUHEHHs COCTABIISET OT OKoyIo 1 10 okono 25
MI' B CYyTKH. B OJHOM BapuaHTe OCYIIECTBICHHs TEPANeBTHYECKH WIH TPO(IIaKTHUECKH
3¢ pexTHBHOE KOTMYECTBO COEIUHEHHS COCTABJISIET OT OKOJI0 1 10 okosio 10 mMr B cyTku. B ogHOM
BapHUAHTE OCYINECTBJICHUS TEPANEBTUUECKU WU MPOPUIAKTUIECKH >PPEKTHBHOE KOJIHMYECTBO
COEIMHEHUs COCTABJISIET OT OKOJIO 1 10 Okoso 5 Mr B cyTku. B oHOM BapuaHTe OCyIeCcTBIEHUS
TEPANeBTUYECKN TN MPOPUIAKTHIECKH 3(P(HEKTUBHOE KOJUYECTBO COCAMHEHUSI COCTABISIET OT
oKkoj0 1 g0 oxono 2,5 Mr B CyTKU. B OIHOM BapuaHTe OCYLIECTBJIEHUS TEPANEBTHYECKU WU
npodunakTuaecku 3h(HEeKTHBHOE KOJIUYECTBO COSUHEHHS COCTABIISIET OT OKOJIO | 10 OKOJIO 2 Mr
B CyTKH. B OnHOM BapuaHTe OCYINECTBJICHUS] TEPANEBTUYECKH WA NPOPHIAKTHIECKU
s dexTuBHoe kommuectBo Coenunenusi 1, Coequnenus: 2 wiu CoenwiHeHHsT 3 COCTaBJISIET OT
okoo 0,1 Mr B cyTku 10 0k0710 0,4 MI B CyTKH.

[00182] B HekOoTOpBIX BapWaHTAaX OCYLIECTBIIEHHS YKa3aHHOE TEPANEBTHYECKU WIIH
npodunakTuaecku 3G heKTUBHOE KOIIMUECTBO cocTaiisieT okouio 0,1, okonio 0,2, okojio 0,3, okoso
0,4, oxoxo 0,5, okomno 0,6, okomno 0,7, okomno 0,8, okono 0,9, okono 1, okoso 2, 0koj0 3, 0K0JIO 4,
OKOJIO 5, 0K0J10 6, 0OKOJI0 7, 0KoJIO 8, oKkoJIo 9, okoiio 10, okoso 15, okono 20 wim 0koJI0 25 MT B
CYTKH. B HEKOTOpBIX Takux BapHaHTax OCYILECTBJIEHMs] YKa3aHHOE TEepareBTUYECKU WU
npodunakTuiaecku 3G heKTUBHOE KOIMUECTBO cocTaisieT okouio 0,1, okonio 0,2, okojio 0,3, okoso

0,4, oxono 0,5, oxono 0,6 unu okono 0,7 Mr B CyTKH. B HEKOTOPBIX BapuaHTaxX OCYILECTBIIEHUS
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TEPANeBTUYECKN M MPOPUIAKTHIECKH 3(PPEKTUBHOE KOJUIECTBO cocTaBisieT okoyo 0,1 mr B
CYyTKH. B HEKOTOpBIX BapHaHTaxX OCYIIECTBICHHS TEPANEeBTHYECKH MM TNPOPIIAKTHIECKH
3¢ (eKTUBHOE KOJMYECTBO coCTaBisieT Ookono 0,2 Mr B CyTKM. B HEKOTOpBIX BapHaHTaX
OCYIIECTBJICHUS TEPATIEBTHIECKH WIN NMPoQriakTuiaecku 3¢ (HEeKTUBHOE KOJIMYECTBO COCTABIIAET
okoino 0,3 mMr B cyTkH. B HEKOTOpPBIX BapuaHTax OCYINECTBJICHHs] TEPANEBTHYECKH WU
npodunakTuiecku 3pdexruBHOe KONMUYIECTBO cocTaBisieT okojo 0,4 Mr B CyTKU. B HEKOTOpBIX
BApPUAHTAX OCYLIECTBJICHHS TEPANEBTUYECKH WIH MPOPHIAKTHIECKH 3(PPEKTHBHOE KOJIMYECTBO
cocTasJsieT 0K0J0 0,5 Mr B CyTKH. B HEKOTOPBIX BapHaHTax OCYLIECTBJICHUS TEPANIEBTUYECKU WIIN
npodunakTuiecku 3pdexTuBHOe KONMUYIECTBO cocTaBisieT okojo 0,6 Mr B CyTKU. B HEKOTOpBIX
BApPUAHTAX OCYLIECTBJICHHS TEPANEeBTUYECKH WIHM MPOPHIAKTHIeCKH 3(PPEKTHBHOE KOJIMUYECTBO
cocTassieT 0K0J0 0,7 Mr B CyTKU. B HEKOTOPBIX BapHaHTax OCYLIECTBJICHUs TEPANIEBTUYECKU WIN
npodunaktuiecku 3¢pdexruBHOe KONMUYECTBO cocTaBisieT okojo 0,8 mr B cyTku. B HekoTOpbIX
BAapPUAHTAaX OCYLIECTBJICHUs TEPANEBTUYECKH WIHM MPOPHIAKTHIECKU 3(PPEKTUBHOE KOJIMUECTBO
cocTtasisieT 0koso 0,9 Mr B CyTKU. B HEKOTOPBIX BapHaHTaX OCYIIECTBJIEHNUS TEPANIeBTUUECKU WU
npodunakTuuecku 3GpPekTHBHOE KOJNYECTBO COCTABISET OKOJO 1 Mr B CyTKU. B HEKOTOpBIX
BapUAHTAX OCYLIECTBJICHHs TEPANEBTHYECKH WIN NMPOPHIAKTUYECKU 3(H(PEKTHBHOE KOJHMYECTBO
COCTABJISIET OKOJIO 2 MI' B CYTKH. B HEKOTOPBIX BapUaHTaxX OCYILECTBJICHUs TEPANIeBTUUYECKHU WU
npodunakTuuecku 3GpPekTHBHOE KOJNYECTBO COCTABISET OKOJIO 3 MI' B CYTKU. B HEKOTOpBIX
BapUAHTAX OCYLIECTBJICHHs TEPANeBTHYECKH WIN MPOPHIaKTUIeCKU 3(H(PEKTHBHOE KOJHMYECTBO
COCTaBJISIET OKOJIO 4 MI' B CYyTKU. B HEKOTOpBIX BapuaHTax OCYLIECTBJICHUS TEPANEBTUYECKU WIN
npodrnakTuiecku 3HHEKTUBHOE KOJMYECTBO COCTABJISIET OKOJO 5 Mr B CYTKU. B HEKOTOpBIX
BapPHUAHTAX OCYLIECTBJICHHS TEPANIEBTHYECKU WM MPOPUIAKTHIeCKH 3(PPEeKTHBHOE KOJTHMYECTBO
COCTABJISIET OKOJIO 6 MI' B CYyTKU. B HEKOTOpBIX BapuaHTax OCyLIECTBJICHUS TEPANEBTUYECKU WIN
npodrnakTuiecku 3(HHEKTUBHOE KOJMYECTBO COCTABJISIET OKOJO 7 MI B CYTKH. B HEKOTOpBIX
BAPHUAHTAX OCYLIECTBJICHHS TEPANIEBTHYECKU WM MPOPHIAKTHIeCKH 3P PEeKTHBHOE KOJTHMYECTBO
COCTABJISIET OKOJIO 8 MI' B CYTKU. B HEKOTOpBIX BapuaHTax OCYLIECTBICHUS TEPANIEBTUYECKU WU
npodrnakTuiecku 3HHEKTUBHOE KOJMYECTBO COCTABJISIET OKOJO 9 Mr B CyTKH. B HEKOTOpBIX
BApPHUAHTAX OCYLIECTBJICHHS TEPANIEBTHYECKH WIH MPOPIIAKTHYeCKH 3(PPEeKTHBHOE KOJTHMYECTBO
cocTasJsieT 0koJio 10 Mr B cyTkH. B HEKOTOPBIX BApHaHTax OCYLIECTBICHUS TEPANeBTUUECKU WIN
npodrakTuaecku 3P PEeKTHBHOE KOJUUECTBO COCTABIIET OKOJIO 15 Mr B cyTku. B HEKOTOpBIX
BAPHUAHTAX OCYLIECTBJICHHS TEPANIEBTHYECKH WIH MPOPIIAKTHICCKH 3(PPEKTHBHOE KOJTHMYECTBO
cocTaBJIsieT OKOJIO 20 MI B CyTKH. B HEKOTOPBIX BApUAaHTaX OCYLIECTBICHUS TEPANEeBTUUECKU WIN
npodunakTuaeck 3QPeKTHBHOE KOTUYECTBO COCTABIISIET OKOJIO 25 MT B CYTKH.

[00183] B onmHOM BapuaHTe OCYILIECTBIEHUS PEKOMEHAYEMbIN TUAMa30H CyTOYHOH JO3bI
Coenunenus 1, Coennnenns 2 mnn CoequHeHUs 3, WA €ro SHAHTHOMEPA, CMECH SHAHTHOMEPOB,
€ro TayToOMepa, M30TOIMoJIora Wi (apMaleBTHYECKH MPUEMJIEMON COJNHM B CIIydae yCJIOBHIA,
ONHMCAaHHBIX B JAHHOM JOKYMEHTE, JIeXkKaT B npenenax ot okoso 0,1 mMr 1o okoso 25 Mr B CYyTKH, B
OIHOM BapHaHTEe OCYLIECTBJICHUs B BUAE Pa30BOM AO03bl OAUH pa3 B CYTKU WIH B Pa3AeJeHHBIX
703aX B T€UYEHHE CYTOK. B Ipyrux BapuaHTax OCYIUECTBJICHHMs], JUANA30HbI 403 COCTABISAIOT OT

okoJio 0,1 no oxoso 10 mr B cyTku. Konkpernsie 103b1 B cyTku BirovaroT 0,1, 0,2, 0,3, 0,4, 0,5,
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1,2,3,4,5,6,7,8,9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24 unu 25 Mr B CyTKH.
bonee konkperHele 10361 B cyTkH Biaro4daroT 0,1, 0,2, 0,3, 0,4 wnm 0,5 mr B cyTku. B ogHOM
0,1 B
0,2 B
0,3 B
0,4 B
0,5 B

BApHUAHTE OCYLIECTBJICHUS KOHKPETHAA 1034 B CYTKU COCTABIISICT 1Mrs CYTKH. B OOHOM BApHUAHTE

BAPHUAHTEC OCYLHCCTBJICHUSA KOHKPETHAA O03a B CYTKHU COCTAaBIIACT MI' B CYTKH. OJJHOM

BAPHUAHTEC OCYLICCTBJICHUSA KOHKPETHAA O03a B CYTKHU COCTABIIACT MI' B CYTKH. OJJHOM

BAPHUAHTEC OCYLICCTBJICHUSA KOHKPETHAA O03a B CYTKHU COCTABIIACT MI' B CYTKH. OJJHOM

BAPHUAHTEC OCYLICCTBJICHUSA KOHKPETHASA O03a B CYTKHU COCTAaBIISACT MI' B CYTKH. OJJHOM

BApHUAHTEC OCYLHCCTBJICHUSA KOHKPETHASA O03a B CYTKHU COCTAaBIISACT MI' B CYTKH. OJHOM

OCYILECTBJICHUs] KOHKPETHasi 10332 B CYTKM COCTaBJsieT 2 MI B CyTKU. B OgHOM BapuaHre
OCYILECTBJICHUs] KOHKPETHasi 10332 B CYTKM COCTaBJsieT 3 MI B CyTKU. B OgHOM BapuaHte
OCYILECTBJICHUs] KOHKpPETHasi 40332 B CYTKM COCTaBisieT 4 Mr B CyTKU. B ogHOM BapuaHre
OCYILECTBJICHUs] KOHKPETHasi 10332 B CYTKM COCTaBJsieT 5 Mr B CyTKU. B OgHOM BapuaHre
OCYILECTBJICHUs] KOHKPETHasi 40332 B CYTKM COCTaBisieT 6 Mr B CyTKU. B ogHOM Bapuanre
OCYLLIECTBJICHUsI KOHKPETHas 71032 B CYTKHU COCTaBjsieT 7 MI B CyTku. B ogHOM BapuaHTe
OCYLIECTBJICHUs KOHKpPETHas 71032 B CYTKU COCTaBjsieT 8 Mr B CyTku. B ogHOM BapuaHTe
OCYLIECTBJICHUsI KOHKPETHasl 71032 B CYTKU COCTaBisieT 9 Mr B CyTku. B ogHOM BapuaHTe
OCYLLIECTBJIEHUs KOHKPETHasi 1032 B CyTKU cocTaBisier 10 mr B cytku. B omHOM BapuaHTe
OCYLLIECTBJICHUs KOHKPETHAasi 1032 B CyTKU cocTaBisier 11 mr B cytku. B omHOM BapuaHTe
OCYLLIECTBJIEHUs KOHKPETHAasi 1032 B CYTKHU cocTaBjsieT 12 mr B cyTku. B omHOM BapuaHTe
OCYLLIECTBJIEHUs KOHKPETHAsi 1032 B CYTKM cocTaBisieT 13 mr B cyTku. B omHOM BapuaHTe
OCYILECTBJICHUs] KOHKPETHasi 1032 B CYTKH cocCTaBysieT 14 Mr B cyTku. B ogHOM BapuaHre
OCYILECTBJICHUs] KOHKpETHasi 1032 B CYTKH COCTaBjsieT 15 mMr B cyTku. B ogHOM BapuaHre
OCYILECTBJICHUs] KOHKPETHasi 1032 B CYTKH COCTaBjsieT 16 Mr B cyTku. B ogHOM BapuaHte
OCYILECTBJICHUs] KOHKPETHasi 1032 B CYTKU cocTaBjsieT 17 Mr B cyTku. B ogHOM BapuaHre
OCYILECTBJICHUs] KOHKpETHasi 032 B CYTKHM cocTaBjsieT 18 Mr B cyTku. B ogHOM BapuaHre
OCYILECTBJICHUs] KOHKPETHasi 1032 B CYTKU cocCTaBjsieT 19 mMr B cyTku. B ogHOM BapuaHre
OCYILECTBJICHHs] KOHKpETHasi 103a B CyTKU cocTaBysieT 20 Mr B cyTku. B ogHOM BapuaHre
OCYILECTBJICHHs] KOHKpETHasi 1032 B CYTKU cocTaBjsieT 21 Mr B cyTku. B ogHOM BapuaHre
OCYILECTBJICHHs] KOHKPETHasi 1032 B CYTKHM COCTaBJsieT 22 Mr B CyTKM. B oaHOM BapuaHte
OCYILECTBJICHHs] KOHKPETHasi 1032 B CYTKHM COCTaBJisieT 23 Mr B CyTKM. B oaHOM BapuaHte
OCYILECTBJICHHs] KOHKPETHasi 1032 B CYTKU COCTaBjisieT 24 Mr B CyTKM. B ogHOM BapuaHte

OCYIECTBJIEHUsI KOHKPETHAs! 1032 B CYTKH COCTABJISAE€T 25 MI' B CYTKH.

[00184] B KOHKpPETHOM BapHUaHTE OCYIIECTBJEHHUS PEKOMEHAyeMas HadajbHas 1034

MoxeT coctasyAtk 0,1, 0,2, 0,3, 0,4, 0,5, 1, 2, 3, 4, 5, 10, 15, 20 unu 25 mr B cyTku. B npyrom
BapHAaHTE peaanu3alny, peKOMEeHAyeMas HadajbHas 103a MoxkeT coctasiaAth 0,1, 0,2, 0,3, 0,4 win
0,5 mr B cyTku. /103y MOKXHO NOBbIIATHE 10 1, 2, 3, 4 unu 5 Mr B CyTKH.

[00185] B

npodunakTuiecku 3¢pQPEKTUBHOE KOJMYeCTBO cocTaBisieT oT okoio 0,001 mo oxomo 5

KOHKPETHDBIX BapHaHTax OCYIECTBJICHUA TCPANCBTUICCKU WU

Mmr/kr/cyTku, ot okoso 0,001 mo okono 4 mr/kr/cyTku, oT okoso 0,001 mo okono 3 MI/Kr/cyTKH,

ot okoJio 0,001 o okono 2 mr/kr/cytku, ot okoJyio 0,001 mo okono 1 mr/kr/cytku, 0,001 1o okono
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0,05 wmr/kr/cytku, ot okosio 0,001 mo okxono 0,04 mr/kr/cytku, ot okoso 0,001 no okojo 0,03
mr/kr/cytku, ot okosio 0,001 mo okomo 0,02 wmr/kr/cytku, ot okojo 0,001 mo oxomo 0,01
Mr/Kr/cyTku nm ot okoio 0,001 go okono 0,005 mr/kr/cyTku.

[00186] BBogumast 103a TakyKe MOKET ObITh BbIpa)k€Ha B IPYTHX €AMHHULIAX, OTIIMYHBIX OT
mr/kr/cytkn. Hampumep, 03Bl I MapeHTEPATbHOrO BBENEHHUS MOTYT OBITh BBIPAXKEHBI B
mr/m?/nenpb. CrienuaarucT B JaHHOU 00J1aCTH TEXHUKH JIETKO ONPENENUT, KakK Mpeodpa3oBaTh A03bI
U3 MI/KI/CYTKH B MI/M?/CyTKH C yY€TOM BBICOTBI HJIH MAacChl CyObeKTa MM UX 000HX (CM.
www.fda.gov/cder/cancer/animalframe htm). Hampumep, moza 1 Mr/kr/cyTku misi 4ejnoBeka
Maccoit 65 Kr npudIU3NUTEIBHO paBHa 38 MI/M%/CyTKH.

[00187] B 3aBHCHMOCTH OT COCTOSIHUSI 3a00JIeBaHUs, MOIJIEKALIETO JICYCHUIO, U OT
cocrosiHust cyobekra, Coenunenue 1, Coenunenne 2 unu CoegmHeHHe 3, TPEAJIaraéMoro B
JAHHOM JOKYMEHTE, WIH €ro SHaHTHOMEpP, CMEChb YHAHTHOMEPOB, TAyTOMEpP, W30TOMOJOr WU
(bapMaLieBTHUECKH TPUEMJIEMYIO COJb MOXKHO BBOAWMTH NEPOPAIbHBIM, IapEeHTEPATbHBIM
criocoOoM (Hampumep, BHYTPHMBIIIEYHBIM, WHTPANEPUTOHEANbHbIM, BHYTpuBeHHbIM, CIV,
MUHTPALMCTEPHAIBHON MHbEKIUEeH WM MH(Y3UEH, MOAKOXKHONW NHBEKLUEeH HIIH C TPUMEHEHHEM
UMIUIAHTAaTa), TOCPEICTBOM  WHIAJSIIMM,  HA3aJbHBIM,  BAarHHAIbHBIM,  PEKTaJbHBIM,
CyOJIMHIBAJIHBIM HJIM MECTHBIM (HANpHMep, TPAaHCAEPMAJIbHBIM MJIH JIOKAJbHBIM) CIIOCOOOM
BBeneHusi. Coenunenue 1, Coenunenue 2 win CoenuHeHue 3, NpPENJIOKEHHOE B JaHHOM
JOKyMEHTe, WJIM €ro »HAHTHOMEpP, CMeChb OSHAHTUOMEPOB, TayTOMep, MW30TOMOJOr WU
(bapMaLIeBTHUECKH TpUEMIeMasi COJb MOTYT OBbITb COCTABJIEHbI, OTAEJIbHO WJIM COBMECTHO, B
NOIXOMALIYI E€IMHUYHYIO JIeKapCTBEHHYI ¢opMy ¢ (apMaueBTHYECKU MPUEMIIEMbIMU
BCIIOMOTATEJIbHBIMH ~ BELIECTBAMH, HOCUTENISIMH, AaJbIOBAHTAMH M JKUIKUMH CpPEIaMH,
MOJXOISALIMMHE JJIS1 KAKJIOTO Croco0a BBEICHUS.

[00188] B onnom Bapuante ocyuiectBieHuss Coenunenue 1, CoeguHenue 2 wnu
Coenunenne 3, TpeMIOKEHHbIE B MAHHOM JOKYMEHTE, WIM €ro 3HAHTHOMEp, CMeCh
SHAHTHOMEPOB, TayTOMEpP, H30TOIMOJIOT WIN (apMALEBTHUECKH NPUEMIIEMYIO COJIb BBOZST
nepopaibHo. B papyrom Bapuante ocymectienusi Coenunenne 1, CoeguHenue 2 wiu
Coenunenne 3, TpeMIOKEHHbIE B MAHHOM JOKYMEHTE, WIM €ro 3HAHTHOMEp, CMeCh
SHAHTHOMEPOB, TayTOMEpP, HM3O0TOIOJIOT WIN (apMALEBTHUECKH NPUEMIIEMYIO COJIb BBOZST
napeHTepanbHo. B eme ogHoMm BapuaHTte ocyinectsieHus Coenunenue 1, Coenunenue 2 unu
CoenuHenne 3, TpeMIOKEHHbIE B MAHHOM JOKYMEHTE, WIM €ro 3HAHTHOMEp, CMeCh
SHAHTHOMEPOB, TayTOMEpP, HM3O0TOIOJOr WIN (apMaALEBTHUECKH NPUEMIIEMYIO COJb BBOZST
BHYTPHBEHHO.

[00189] Coenunenne 1, Coenunenue 2 wnn CoennHeHHE 3, MpeasiaraeMoe B JaHHOM
JOKyMEHTE, WJIH €ro 3HAHTHOMEpP, CMeChb SHAHTHUOMEPOB, TayTOMeEp, H30TOMOJOr WU
(apMaLIeBTHUECKH TPUEMIIEMYIO COJIb MOKHO JIOCTaBJISITh B BUZIE PA30BOH N1O3bI, TAKOW Kak,
HarpuMep, OJHOKpaTHAsI OOJFOCHAsI MHbEKLUS WIH MePOPaTbHble TAOJETKH MITU TFUTIOJIN; WU B
TE€YCHHE ONPEACICHHOTO BPEMEHH, HANpUMep, MOCPEICTBOM HETPEPhIBHON WH(Y3HU B TEUEHUE
OTPENENIEHHOr0 BPEMEHH WM B BHUAE APOOHBIX OONIOCHBIX 103 B TEYEHHE OMPEIENEHHOrO

BPEMCHU. COGI[I/IHGHI/UI, OMUCAHHBIC B JAHHOM NJOKYMCHTE, IIpU H€O6XOI[I/IMOCTI/I MOJKHO BBOAUTH
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HECKOJIBKO pa3, HalmpuMep, 10 CTaOWIIM3aliy WM perpeccuy 3ab0ieBaHus y MalyueHTa Wi 10
NPOTPEeCCUPOBaHMs 3a00JIEBAaHUS WM HEMPUEMIIEMON TOKCHYHOCTH y manueHTa. CrabuibpHOe
3a00NeBaHNe WJIM €ro OTCYTCTBHE OINPENeNIOT CrocoO0aMy, M3BECTHBIMH B JaHHOH 0O0JacTH
TEXHUKH, TAKMMH KaK OLIEHKa CHMIITOMOB IaLMEHTa, MEAMLUHCKUH OCMOTp, J1abopaTOpHbIE
UCCIIEIOBAHMS, BU3YAJIN3aLHs] ONyXOJIH, CHUMOK KOTOPOH MOJy4YeH C IOMOIIBI0 PEHTT€HOBCKOTO
m3nyuenus, KT, [I9T unmm MPT, a Taxke ¢ MOMOIIBIO APYTHX OOIENPUHITHIX CIOCOOOB OLIEHKH.

[00190] B onmHOM BapwaHTe OCYLIECTBJICHHS CIIOCOOOB, MPEMJIOKEHHBIX B ITaHHOM
IOKyMEHTE, COelMHEHHe, NPEIJIOKEHHOE B JaHHOM AOKyMeHTe, Harmpumep, CoenuHenue 1,
Coenunenne 2 unn CoenuHeHue 3, WIM €ro SHAHTUOMEP, CMECh 3HAHTHOMEPOB, TayTOMED,
M30TONOJIOT WK (papMalieBTUIECKH IPUEMIIEMYIO COJIb BBOAST 10 OucTenn(puIecKoro aHTHTeNa,
crieru(pUIeCKH CBSI3bIBAIOIIETOCS] ¢ AHTUTEHOM co3peBaHusi B-kierok uenoeka (BCMA) u ¢
CD3e wuenoseka (CD3), mnpemiokeHHbIM B HaHHOM JOKyMeHTe. B omHOM BapuaHTe
OCYIIECTBJIEHUSI CIOCOOOB, MPEJIOKEHHBIX B JAHHOM JJOKYMEHTE, COeIMHEHNE, NTPEJIOKEHHOE B
naHHOM nokyMmeHrte, Hanpumep, Coenunenne 1, Coenunenue 2 mnu CoenuHeHue 3, WIN €ro
HHAHTHOMED, CMECh YHAHTHOMEPOB, TayTOMEP, U30TOIOJIOT WIH (PapMaLeBTUYECKHU MIPUEMIIEMYFO
COJIb ONHOBPEMEHHO C OucrnenupUYecKuM AaHTHTENIOM, CHeLU(PUUECKH CBS3bIBAIOLINMCS C
aHTUTreHOM co3peBaHust B-kietok yenoseka (BCMA) u ¢ CD3¢ uenoseka (CD3), npensioxeHHbIM
B JaHHOM JIOKyMeHTe. B 0OHOM BapHaHTe OCyINeCTBIEHUS CTIOCOO0B, MPEIJIOKEHHBIX B TaHHOM
JOKyMEHTE, COe[MHEHHe, NPEeIJIOKEHHOe B JaHHOM AOKyMeHTe, Hampumep, Coenunenue 1,
Coenunenne 2 wiu CoenuHeHue 3, WIM €ro SHAHTHOMEP, CMECh SHAHTHOMEPOB, TayTOMeED,
U30TOMONIOr WK (hapMalleBTHYECKH TMPUEMIIEMYIO COJIb BBOIAT IMOCHe Oucrnenuduyueckoro
aHTHUTENa, CIEeUU(UYIECKH CBS3BIBAIOIIErOCS C AHTUTEHOM CO3peBaHUs B-KJIeTok uenoBeka
(BCMA) u ¢ CD3¢ yenoseka (CD3), npenyioKeHHbIM B JAHHOM JOKYMEHTE.

[00191] Coenunenue 1, Coequnenue 2 wnu CoenuHeHue 3, MpemasIOKEHHOE B TaHHOM
JOKyMEHTE, WJIH €ro 3HAHTHOMEpP, CMeChb SHAHTHUOMEPOB, TayTOMep, H30TOMOJOr WU
(hapMaLIeBTHUECKH TIpHUEMIIEMAst COJIb MOJKET HE3aBHCHMO BBOIUTCS OMH pa3 B cyTku (QD) wu
MOJKET OBITh pa3fesieHO Ha HECKOJIbKO THEBHBIX 7103, TAKUX KaK I MpUeMa JBa pa3a B CYTKH
(BID), Tpu pasa B cytku (TID) u uetsipe pasa B cytku (QID). Kpome Toro, BBeieHre MOXKET OBITh

HENpPephIBHBIM (T. €., €XKEJHEBHO B TEYEHHe HECKOJNbKUX JIHEH WM KaXIblil JEHb),

>
NEPUOTUYECKUM, HAIPUMEp, B IIUKJIAX (T. €., B TOM YHCJIE JTHU, HEJEJIU WIH MECSIbl OTAbIXa Oe3
JEKapCTBEHHOTO cpezacTsa). Kak mcnosp3yercss B JaHHOM JOKYMEHTE, TEPMHH «EKETHEBHO»
O3HayvaeT, 4YTO TepalneBTHdeckoe coennHeHue, Takoe kak Coenunenue 1, CoenuHeHue 2 uinu
Coenunenue 3, npearaeMble B JaHHOM ONMCAHUM, WM €r0 3HAHTHOMEp, CMeCh IHAHTUOMEPOB,
TAyTOMEp, H30TOIOJIOT MK (hapMaLIeBTHIECKH MPUEMIIEMYIO COJIb BBOIST OAMH WM Ooee pas B
CYTKH, HAampuMep, B TEYEHUE NepHoAa BpeMeHU. TepMHH «HENpepbIBHBIN» O3HAYAET, 4YTO
TeparneBTHueckoe coennHeHune, Takoe kak Coenunenne 1, Coenunenne 2 unu CoenuHeHue 3,
npeaiaraéMble B JAHHOM OINMCAHWUU, WU €r0 SHAHTHOMEp, CMECh SHAHTHOMEPOB, TayTOMeEp,
U30TONOJNOr WM (PapMaLEeBTUYECKH NPUEMIIEMYIO COJIb BBOISAT €XKEAHEBHO B TEUYCHHE
HEMPEPBIBHOIO MEPUOJIA, IO MEHbIIEH Mepe, OT 7 JHel 10 52 Henenb. TepMUH «IepUOAUYECKHUINY

HJIN «TICPUOANICCKID?, HpHMeHﬂeMbIﬁ B JAHHOM OOKYMCHTEC, O3HAYACT MPCKPALICHUE U HAYaJIO C
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PEeryJsipHBIMM WM HEPEryJIIpHbIMU HHTepBaJaMu. Hampumep, mnepuoguyeckoe BBEICHUE
Coenunenus 1, Coeaunenus 2 unu CoenuHeHus 3, mpeajaraeMoro B JaHHOM JOKYMEHTE, WU
€ro SHAHTHOMEpa, CMECH SHAHTHOMEPOB, TAayTOMepa, H30TOMoJjora WiH (apMaleBTHUIECKU
NPUEMIIEMOM COJIM MPEACTABISET COOOH BBEACHNE B TEUEHUE OT OJJHOTO JI0 IIECTH JTHEH B HEJEIIO,
BBEJCHUE B ILMKJAX (HampuMmep, €XEIHEBHOE BBEICHWE B TEUYEHHWE OT JBYX JO BOCHBMH
NOCJIEIOBATEBHBIX HEJENb, TIOCIIE YEerO UAET MEPHO OTbIXa Oe3 BBEACHUS B TEUEHHE A0 OJHOMN
Henenan) WIM BBeNeHHE uepe3 CyTKH. Mcrmomp3yemblii B OaHHOM JOKYMEHTE, TEPMUH
CUUKJIMYECKUH» O3HAdaeT, 4TO TepaneBTU4UeCKOoe coequHeHue, Takoe kak Coemgunenue 1,
Coenunenue 2 nnu CoenuHenue 3, MpeaJIOKEHHbIE B JAHHOM IOKYMEHTE, UJIM €r0 3HaHTHOMED,
CMeCh HYHAHTHOMEPOB, TAyTOMEP, U30TOMNOJIOT WK (PapMaLeBTUUECKH PUEMIIEMYIO COJIb BBOJST
€XKeCYTOUYHO WJIM HENPEPhIBHO, HO C MEPHOAOM OTAbIXa. B HEKOTOPHIX MOAOOHBIX BapHUaHTAX
OCYLIECTBJICHUS] BBEACHUE OCYLIECTBIISIFOT OAMH Pa3 B CYTKHU B TEUEHUE OT JIByX 10 LIECTU CYTOK,
C MOCJIEAYIOLIUM NEPUOJIOM OTAbIXa O€3 BBEIEHUS B TEUEHUE OT ITATH 10 CEMHU CYTOK.

[00192] B HexOTOpBIX BapuaHTax OCYILUECTBJIECHMs, YaCTOTAa BBEIECHHUS HAXOOUTCS B
npenensax OT OKOJO A03bl €XEIHEBHO IO N03bl €XKEeMeCAYHO. B KOHKpEeTHBIX BapHaHTax
OCYLIECTBJICHUs, BBEIEHUE OCYLIECTBIISIIOT pa3 B CYTKH, [1Ba pa3a B CyTKH, TPHU pa3a B CYTKHU,
YEThIpe pa3a B CyTKH, OMH pa3 B CYTKH, 1BA pa3a B HEAEIO, OAUH Pa3 B HEJENIO, OJUH Pa3 B 1B
Hellenu, OAWH pa3 B TPU HENENM WM OAWH pa3 B 4YeTblpe Hedenu. B onHOM BapuaHTe
ocywectsieHust Coenunenue 1, Coenunenue 2 unu CoenuHeHue 3, NpeAsoKEHHbIE B JAHHOM
NOKYMEHTE, WJIM €ro SHAHTUOMEP, CMEChb OSHAHTHUOMEPOB, TayTOMEpP, W30TOMOJIOr WU
(bapMaLIeBTHUECKH TMPUEMJIEMYIO COJIb BBOISIT OAMH pa3 B CyTKH. B apyrom BapuaHte
ocymectsieHus: Coenunenue 1, Coenunenne 2 wiu CoenuHeHue 3, MpeyIOKEHHbIE B TaHHOM
NOKYMEHTE, WJIM €ro SHAHTUOMEP, CMeChb OSHAHTHUOMEPOB, TayTOMEpP, W30TOIMOJOr WU
(bapMaLIeBTHUECKH TPUEMIIEMYIO COJIb BBOASIT J1BAa pa3a B CyTKU. B emme omHOM BapHaHTe
ocymectsieHust Coenunenue 1, Coenunenue 2 wiu CoenuHeHue 3, NpesIOKEHHbIE B TaHHOM
NOKYMEHTE, WJIM €ro SHAHTUOMEP, CMEChb JSHAHTHUOMEPOB, TayTOMEpP, H30TOMOJIOr WU
(hapMaLIeBTHUECKH TPUEMIIEMYIO COJIb BBOAAT TPU pa3a B CYTKU. B emme OIHOM BapHaHTe
ocymectsieHus: Coenunenue 1, Coenunenue 2 wiu CoenuHeHue 3, NpesIOKEHHbIE B JTaHHOM
NOKYMEHTEe, WJIM €ro 5SHAHTUOMEP, CMeChb JSHAHTHOMEPOB, TayTOMEpP, H30TOMOJNOr WIU
(bapMaLIeBTHUECKH TPUEMIIEMYIO COJIb BBOASIT YETHIPE pa3a B CYTKH.

[00193] B omHOM BapuaHTe OCYINECTBICHHS TeparneBTHIECKU d(PHEKTHUBHOE KOIUIECTBO
Coenunenus 1, Coenunenus 2 nnu CoearHeHus 3 BBOIAT B LIUKJIE JIEYEHMsI, KOTOPBIH BKJIOYAET
MEepHUOA BBEIEHUS, COCTABISIOMMI He Ooyiee 20 mHEH, C MOCIEAYIOMUM MEPHOAOM OTAbIXa. B
OJJHOM BapUaHTE OCYINECTBJICHHUsS TeparneBTuuecku 3¢dexTnBHoe komamuectBo CoenuneHus 1,
Coenunenus 2 wnu CoenauHeHusi 3 BBOAST B LUKJIE JIEYEHMs], KOTOPBII BKJIOYAET MEPHON
BBEJICHUS, COCTABJISIIOMMIA He Ooyiee 15 mHEH, ¢ MOCIenyrInM NMEPUOAOM OTAbIXa. B omHOM
BapHaHTE OCYINECTBJIEHUs] TepaneBTHUeckn >(dextnBHoe KoimdectBo Coenunenus |,
Coenunenus 2 wnu CoeauHeHusi 3 BBOAST B LUKJIE JIEYEHMs], KOTOPBII BKJIOYAET MEPHOJ
BBEJICHUS, COCTABISIOIMI He Oonee 10 mHEH, ¢ MOCIENyHOIMM MEPHOAOM OTAbIXa. B omHOM

2

BapHAaHTE OCYIIECTBIIEHUs] TepaneBTU4eckn >¢dektuBHoe kommdectBo Coenunenus 1
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Coenunenus 2 unu CoenuHeHus 3 BBOAST B LUKIJIE JICYEHUS, KOTOPBIA BKJIFOYAET MEPUON
BBEJICHUS, COCTABJSIIOIUI He Oojiee 7 OHEH, ¢ MOCIEOYIOMIMM TEePUOIOM OTAbIXxa. B omHOM
BapHAaHTE OCYIIECTBIIEHUs TepaneBTH4eckn >¢dektuBHoe kommdectBo Coenmnenus 1,
Coenunenus 2 unu CoenvHeHus 3 BBOAST B LUKIJIE JICUEHUS, KOTOPbIA BKJIFOYAET MEPUON
BBENICHUS, COCTABISIIOIUI He Oojiee 5 mHEH, ¢ MOCIenyIINM MEepUOIOM OTAbIxa. B omHOM
BapHAaHTE OCYIIECTBIIEHUs] TepaneBTudeckn >¢pdektuBHoe KommdectBo Coenunenus |1,
Coenunenus 2 unu CoenuHeHus 3 BBOAST B LUKIJIE JICUEHUS, KOTOPBIM BKJIFOYAET MEPUON
BBENIEHUS, COCTABISIIOIUI He Oojee 4 OHEH, ¢ MOCIEeNYIOMNM MEePUOIOM OTAbIxa. B omHOM
BapHaHTE OCYIIECTBIIEHUs] TepaneBTudeckn >¢dektusHoe KommdectBo Coenunenus |1,
Coenunenus 2 unu CoenuHeHus 3 BBOAAT B LUKIJIE JICYEHUS, KOTOPBIM BKJIFOYAET MEPUON
BBEJICHUSI, COCTABJISIFOIINIA He OoJiee 3 HEH, C MOCIenYOIIUM MEPHOAOM OTbIXA.

[00194] B ogHOM BapuaHTe OCYILIECTBIICHUS LIUKJI JIEUCHHs BKJIIOYAET NEPUO]] BBEACHMUS,
cocTaBysAOLIMI He Oonee 14 nmHeH, ¢ MOCIEAYIOLIMM MEPUOIOM OTAbIXxa. B omHOM BapuaHTe
OCYIIECTBJICHUSI LIUKJI JICUEHHUs] BKJIFOYAET MEPUOJT BBEICHHs, COCTABJISIIOINI He Oonee 10 qHei,
C MOCHEAYIOIIUM MEpPUOIOM OTAbIXxa. B OZHOM BapuaHTe OCYINECTBJICHUS] LUKJ JIEYEHUs
BKJIFOYAeT MEPUOJ BBEICHMs, COCTABJISIOUIUI He Oosiee 7 OHEN, ¢ MOCIEAYIOLIUM MEePHOIOM
oTabixa. B OgHOM BapuaHTe OCYIIECTBJICHMS LMKJ JICUEHUs BKJIOYAET IMEPUOA BBEACHUS,
COCTaBIAOIIMI He Oonee 5 AHEW, ¢ MOCIENYIOIIUM MEPHONOM OTAbIXa. B OgHOM BapuaHTe
OCYILECTBJICHUSI LIMKJI JICYSHUsI BKJIFOYAET MEPUO]] BBEACHMUSI, COCTABJISIIOLINIA He Oosee 4 mHei, ¢
MOCJIENYOLNUM NIEPUOJIOM OTbIXa. B OTHOM BapuaHTe OCYIIECTBIEHUS LIUKJI JIEUEHUsI BKIFOYAET
NEPUOA BBEIEHMUS, COCTABIISIIOLIUI He OoJiee 3 AHEM, ¢ MOCIenyOIINM MEPHUOIOM OTIbIXA.

[00195] B ogHOM BapuaHTe OCYLIECTBIEHUS IEPUO] OTAbIXA COCTABIISIET OT OKOJIO 2 THEH
1o okosio 11 nHell. B onHOM BapuaHTe OCYILUECTBIICHUS MEPUOA OTAbIXa COCTABJISIET OT OKOJIO 2
nHent 1o oxono 10 nHeil. B onHOM BapuaHTe OCYUIECTBIICHUS MEPUOJ OTAbIXa COCTABIISIET OKOJIO
2 nHel. B onHOM BapuaHTe OCYLIECTBJICHUS MEPUO OTAbIXA COCTABJISIET OKOJIO 3 nHel. B onHOM
BApUAHTE OCYILIECTBJICHUs IMEPUOA OTAbIXa COCTABJIsIET OKONO 4 nHel. B ogHOM BapuaHTe
OCYILECTBJICHHsI EPUOJ] OTAbIXa COCTABJISIET OKOJIO 5 HEN. B 0AHOM BapuaHTe OCYILECTBIIEHUS
MepPUO OTABIXA COCTABJISET OKOJIO 6 AHEeN. B npyrom BapuaHTe OCYILIECTBICHUS NEPUOJ OTAbIXA
COCTaBJISIET OKOJIO 7 nHeW. B ApyroM BapuaHTe OCYLIECTBJICHHUS MEPHUOJ OTAbIXa COCTABJIAET
0KOJI0 8 AHeN. B npyrom BapuaHTe OCYLIECTBIICHHS IEPUO OTAbIXA COCTABJISAET OKOJO 9 nHei. B
IPYyTOM BapuUaHTe OCYIUECTBJEHMs MEPUOJ OTAbIXa cocTaBysgeT okojo 10 gueli. B npyrom
BapHAaHTE OCYILECTBJECHUS NEPUO OTAbIXA COCTABISAET OKOJIO 11 nHEi.

[00196] B ogHOM BapuaHTe OCYIIECTBIICHUS LIUKJI JICUCHHS BKJIFOYAET TIEPHO]] BBEACHMUS,
COCTaBJISIOIIUH He OoJiee 15 mHEH, ¢ moCIeAyOIUM MEPUOIOM OTABIXAa OT OKOJIO 2 JHEH 10 OKOJIO
10 nueii. B ogHOM BapuaHTe OCYLUECTBJIEHUS LUKJ JICUCHHUS BKJIIOYAET IMEPUOJ BBEICHUS,
cocTapisOIui He Oosiee 10 mHEH, C MOCIEAYOINUM MEPUOIOM OTABIXA OT OKOJIO 2 JHEH 10 OKOJIO
10 nueli. B ogHOM BapuaHTe OCYLUECTBJIEHUS LUKJ JICUCHHUS BKJIOYAET IMEPUOJ BBEICHUS,
COCTaBJISIOIIUH He OoJiee 7 THEH, ¢ OCIeAYOUIUM IMEPUOIOM OTbIXa OT OKOJIO 2 THEH IO OKOJIO
10 nueii. B ogHOM BapuaHTe OCYLUECTBJIEHUS LUKJ JICUCHHUs BKJIIOYAET IMEPUOJ BBEICHUS,

COCTaBJISIOIIUH He OoJiee 5 THEH, ¢ OCIeAyOLIUM ITEPUOIOM OTIbIXa OT OKOJIO 2 THEH IO OKOJIO
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10 nueii. B ogHOM BapuaHTe OCYILUECTBJIEHUS LMKJ JICUCHHUS BKJIIOYAET IMEPUOJ BBEICHUS,
COCTaBJISIOIIUH He OoJiee 3 HEH, ¢ MOCIeNY O IINM IEPUOJIOM OTIbIXa OT OKoJIo 10 qHel 10 0KoJIo
15 nueii. B ogHOM BapuaHTe OCYILUECTBJIEHUS LUKJ JICUCHHUS BKJIIOYAET IMEPUOJ BBEICHUS,
COCTaBJISIOIIUH He OoJiee 3 HEH, ¢ OCIeAyIOUINM ITEPUOIOM OTbIXa OT OKOJIO 3 THEH 10 OKOJIO
15 nueit.

[00197] B ogHOM BapuaHTe OCYIUECTBIICHUS LIUKJI JICUCHHs BKJIFOYAET MEPHUO]] BBEICHMUS,
cocTaBisOIui He Oosiee 15 gHEH, ¢ MOCIENYIOMUM IEPUOIOM OTIbIXA, COCTABIISIOIINM 7 JTHEH.
B onHOM BapuaHTe OCYIIECTBJICHUS LIUKJI JIEYSHHUs BKJIFOUAET MEPUO] BBEICHUSI, COCTABJISIOIIHHA
He Oosee 10 nHEW, ¢ MOCIENYIOUIMM MEPHOAOM OTAbIXA, COCTABISIIOIMKM S5 nHeld. B omHOM
BapUaHTE OCYIIECTBJICHUS LIUKJI JIEUEHHsI BKJIIOYAET MEPUOJ BBEIECHHUS, COCTABIISAIOLINN He Oonee
10 gnen, ¢ mocienyrLUM MEPUOAOM OTAbIXa, COCTaBisoWUM 4 nHen. B ogHOM BapuaHTe
OCYIIECTBJICHUS LIUKJI JICUSHUSI BKJIFOYAET MIEPUOJT BBEACHUS, COCTABILIIOIIMIA He Oonee 10 nHEl,
C MOCJEAYIOIIUM MTEPHUOIOM OTAbIXA, COCTABIIAIOIINM 3 THENW. B O1HOM BapuaHTe OCYLE€CTBIICHUS
LIMKJT JIEYEHHSI BKJIFOUAET NMEPUOA BBEICHUS, COCTABIIOIUIT He Oosnee 10 qHEH, ¢ MOCIeayIuM
NEPUOAOM OTABIXA, COCTABIAIOLNM 2 AHEH. B 0qHOM BapuaHTe OCYIIECTBIEHUS LIUKJI JIEUEHUS
BKJIFOYAeT MEPUOJ BBEICHMs, COCTABJISIOUIUI He Oosiee 7 OHEN, ¢ MOCIEAYIOLIUM MEePHOIOM
OT/IbIXa, COCTABJSIFOIIMM 7 IHEeH. B oqHOM BapuaHTe OCYLIECTBJICHUS LUK JIEYCHHs] BKJIFOYAET
NepuoJl BBEACHUS, COCTABISIOMIMI He Ooyiee 5 AHEH, ¢ MOCHENYHOIMUM MEePUOIOM OTAbIXA,
COCTAaBJIAOLMUM 5 NHeH. B 0gHOM BapuaHTe OCYILECTBJICHMs LMK JICYEHUs BKIHOYAET MEPUOL
BBEJICHUSI, COCTABJIIOINUI He Ooiee 3 THEH, ¢ OCIeAYOLINM MEPHOAOM OTIbIXA, COCTABIISFOIIUM
11 nueit. B gpyroM BapuaHTe OCYILECTBJIEHUS LIMKJI JICYEHUs BKJIIOYAET MEPHOJ BBEIACHMS,
COCTaBJISIIOLIUI He Ooiee S5 THEH, ¢ MOCIEAYOUUM MIEPUOIOM OT/IbIXa, COCTABISIIOIMM 9 nHell. B
IPYroM BapHaHTe OCYIIECTBJICHHs IIUKJI JICUCHUs BKJIFOYAET MEPHOJ BBEICHUS, COCTABJISIOIUN
He Oosee 5 nHEH, ¢ MOCIEAYIOUIMM NEePUOAOM OTHbIXa, COCTABJSIOIUM 2 nHed. B npyrom
BapHUAHTE OCYLIECTBJICHHUS LIUKJI JICUEHHsI BKJIFOUAET NMEPUOJT BBEICHHUS, COCTABJISIIOLINIA He Ooee
3 nHEH, ¢ MOCIEAYLUIUM IEPUOIOM OT/bIXA, COCTABIISAIOIINUM 4 THEH.

[00198] B omHOM BapuaHTe OCYIIECTBICHMsI LMK JIeYeHUs BKJIIOYAeT BBEACHUE
tepaneBTuuecku 3¢ dexrunoro koquuectsa Coenunenus 1, Coenunenus 2 unu CoenuHeHwus 3
B THM 1-5 28-gHeBHOro mukia. B npyroM BapuaHTe OCYIIECTBJICHMS LIUKJI JICYEHUS BKJIKOYAET
BBenenue Coenunenus 1, Coequnenus 2 uiu CoenuHenus 3 B guu 1-10 28-nHeBHOrO 1MKjia. B
OIHOM BapUaHTE OCYLIECTBJIEHUS IUKJI JICUCHUsS] BKJIKOYAET BBEICHHUE TEPANECBTUUECKU
s dexruBnoro komuuectsa Coenunenns 1, Coemunenus 2 win Coenunenus 3 B qau 1-21 28-
IHEBHOTO IMKJA. B ApyroMm BapwaHTe OCYLIECTBICHHUS LMKJ JICUCHUS] BKIIFOUAET BBEICHUE
tepaneBTudecku 3¢ dekruHoro komuuectsa Coenuuenus 1, Coenunenus 2 unu CoenuHeHwus 3
B AHU 1-5 7-gHeBHOro nukia. B apyrom BapuaHTe OCYINECTBJIEHHUS LUK JICYCHHs] BKIKOYAET
BBeneHue TepaneBTuuecku d¢pdexTuBHoro konudecra Coenmnenusi 1, CoenwHeHms 2 wiu
Coenunenus 3 B 1Hu 1-7 7-gHeBHOrO 1UKJIa. B 0JHOM BapuaHTe OCYIIECTBIEHUS LUK JI€UEHUS
BKJIIOUAET BBEACHHE TepaneBTidecku 3¢ dexktuBHoro konmmuectsa Coenunenus 1, Coequaenus 2
unn Coenunenuss 3 B gHu 1-10 u mum 15-24 28-gHeBHOro mwmkiaa. B omHOM BapuaHTe

OCYyHIECTBJICHUA LHUKII JICUCHUA BKJIKOUACT BBEACHHUEC TCPANICBTUICCKU 3(1)(1)6KTI/IBHOFO KOJIMYECTBA
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Coemunenus 1, Coenunenus 2 unu Coequnenus 3 B quu 1-3 u quu 15-18 28-nHeBHOrO Nukia. B
OHOM BapUaHTE OCYLIECTBJIEHUS LMK JIEYCHUs BKJKOYAET BBEICHHUE TEPANEBTUUYECKU
s dexrusHoro konmmuectsa Coenunenns 1, Coequnenus 2 win Coenunenus 3 B nuu 1-7 u 1HA
15-21 28-npmeBHOro nukjga. B OgHOM BapuaHTe OCYLIECTBICHHUS LUKJ JIEYCHHs] BKJIIOYAET
BBeneHue TepaneBTuuecku d¢pdexTuBHoro konumdecrsa Coemmnenus 1, CoenwHenms 2 wiu
Coenunenus 3 B auu 1-5 u guu 15-19 28-gHeBHOro nukia. B ogHOM BapuaHTe OCyIEeCTBIEHUS
LUKJT JICUEHUS] BKJIFOUAET BBEJEHUE TepaneBTudecku 3¢ dekruBHOro koguuectsa Coequnenus 1,
Coenunenust 2 unu CoenuHenust 3 B qHu 1-3 u quu 15-17 28-qHEBHOrO LIUKIIA.

[00199] B opHOM BapuaHTe OCYIUECTBICHMsI LMK JIEYEHUs BKJIIOYAE€T BBEACHUE
tepanesTHaecku 3¢ dexruHoro kojguuectsa Coenunenus 1, Coenunenus 2 unu CoequHeHus 3
B AHU 1-14 21-gHeBHOro nukia. B apyrom BapuaHTe OCYyLUECTBIEHUS LIUKJI JEUECHUs BKIFOYAET
BBenenue Coemunenns: 1, Coenunenns 2 unu Coemunenus 3 B gHU 1-4 u 8-11 21-mHEBHOrO
LukKiIa. B 0AHOM BapuaHTe OCYILIECTBJICHUS LIMKJI JICUEHUs BKJIFOUAET BBEAECHUE TEPATIEBTUYECKU
s¢pPexrusnoro xonmuyecrsa Coenunenus 1, Coenunenus 2 wiu Coenunenus 3 B quu 1-5 u 8-12
21-gHeBHOro HUKIa. B npyroMm BapuaHTe OCYLIECTBJICHHS LIUKJ JIEYEHUS] BKJIIOUAET BBEICHUE
tepanesTudecku d¢p¢exkrusHoro koauuectsa Coenunenus 1, Coequnenus 2 wnu CoenrHeHus 3
B auu 1-5 u 11-15 21-nHeBHOrO nukna. B npyrom BapuaHTe OCYLIECTBJICHMs LIUKI JICUYEHUS
BKJIFOYAET BBeCHUE TepaneBTuiecku 3¢ dextruBHoro komuuectsa Coennnenus 1, Coequnenus 2
wm Coenunenust 3 B aHu 1-5 u 8-12 u 15-19 21-gHeBHOro mukia. B npyrom BapuaHTe
OCYIIECTBJICHUsSI LIMKJI JICUEHHsI BKJIFOYAaeT BBEACHUE TepaneBTUuecKu 3 (HEeKTUBHOTO KONIUYEeCTBA
Coemunenus 1, Coequnenus 2 wi Coenunenust 3 B quu 1-4 u 8-11 u 15-18 21-1HEBHOrO LIUKJIA.
B npyrom BapuaHTe OCYILECTBJIEHUS LIMKJI JICUEHUS] BKJIFOUAET BBEICHHE TEPareBTUUECKH
s dexTusHoro konmudyecrsa Coenunenusi 1, Coenunenus 2 wnu Coenunenus 3 B quu 1-4 u 8-10
u 15-17 21-gueBHOro mmkna. B apyrom BapuaHTe OCYIIECTBJICHHMS LIUKJ JIEYEHUS BKJIKOYAET
BBeneHue TepaneBTuydecku d¢pdextuBHOoro konudecra Coemnmnenuss 1, CoenvHeHus 2 Wiu
Coenunenus 3 B auu 1-3 u 8-11 21-nHeBHOrO 1uKia. B Apyrom BapuaHTe OCYIIECTBIEHUS LUK
JIeUEeHUs] BKJIIOYAET BBEACHHE TeparneBTuyecku 3¢dekruBHOro komudecrBa CoemuueHus 1,
Coenqunenust 2 unu Coenudenust 3 B gy 1-3 1 11-13 21-mHEeBHOroO LUKIIA.

[00200] JTroOoii 1K JIeYeH s, ONIMCAHHBIN B JAHHOM JOKYMEHTE, MOXKET TIOBTOPSITHCS C
YHCJIOM LUKJIOB MO MeHbineil mepe 2, 3, 4, 5, 6, 7, 8 wiu Oosbine. B HEKOTOPBIX ClTydasix LUK
JIEYEHUs], OMMCAHHbBIA B JAHHOM JIOKYMEHTE, BKJIIOUAET OT 1 10 OKOJIO 24 LIUKJIOB, OT OKOJIO 2 10
OKOJIO 16 LUKJIOB MM OT OKOJO 2 10 OKOJO 4 LUKJIOB. B HEKOTOPBIX Cilydasx LIMKJ JICYEHUS,
ONHCAaHHBIN B TAaHHOM JOKYMEHTE, BKJIIOUYAET OT 1 10 OKOJIO 4 HUKJIOB. B HEKOTOpBIX BapuaHTax
OCYIIECTBJIEHUS] BCE MUKJIbI 1-4 mpencraBistoT coOoil 28-mHeBHBbIE LUKIBL B HEKOTOPBIX
BapUAHTAX OCYINECTBJCHUs TeparneBTuuecku 3¢dektuBHoe komudectBo Coenunenus 1,
Coenunenns 2 nin CoennHeHust 3 BBOIAT B TeueHue 1-13 nukioB u3 28 nuel (Hampumep, B
TedeHre OKoJio | roma). B HEKOTOPBIX Cilydasix LUKJINYECKasl Teparusi He OrpaHUYeHa YHCIIOM
IIUKJIOB, W TPU 3TOM TEpaNui0 MPOAOCJIKAT A0 MporpeccupoBaHus 3adoneBanus. L{ukibl B
HEKOTOPBIX CJy4dasX MOryT MpPeAyCMaTpUBaTh PA3JIMYHYI0 MNPOJOIKUTEIBHOCTh MNEPHOIOB

BBCACHUA W/ WIH NEPHUOAOB OTAbIXA, OIMMCAHHBIX B JAHHOM NJOKYMCHTE.
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[00201] B opHOM BapuaHTe OCYILECTBIECHMsI LMK JIeYeHUs BKJIIOYAeT BBEACHUE
Coenunenus 1, Coenunenus 2 unu CoenuHeHus 3 MpH BEIMYUHE AO3HPOBKHU, COCTABIAIOLIEH
okouno 0,1 mr/cytku, 0,2 mr/cytku, 0,3 mr/cytku, 0,4 mr/cytku, 0,5 mr/cytku, 0,6 mr/cytku, 0,7
mr/cytkn, 0,8 mr/cytku, 0,9 mr/cytkm, 1,0 mr/cytku, 5,0 mr/cytku wmimu 10 mr/cyTtku, mpu
BBEJICHUM OAWH pa3 B CYTKU. B OJHOM BapuaHTe€ OCYILIECTBJICHUS LMKJ JIEYEHUs BKJIKOYAET
BeeneHne Coenunenus 1, Coenunenust 2 unu CoeauHeHuss 3 TOpU BEJIUYHUHE JO3UPOBKH,
cocrapisitoeit okoso 0,1 mr/cytky, 0,2 mr/cyTku, 0,3 mr/cytku, 0,4 mr/cytky, 0,5 mr/cytku, 0,6
mr/cytky, 0,7 mr/cyTku mnu 0,8 Mr/CyTKH, IpU BBEACHUU OIHH pPa3 B CYyTKU. B HEKOTOPBIX TaKHX
BapUAHTAaX OCYLIECTBJEHUs LMK JieueHus BKJouaeT BBeaeHue Coenunenus 1, Coenunenus 2
unu CoenuHeHus 3 pas3a B CYTKHU MPU BEJTUYMHE JO3UPOBKHU, cocTaBiaroLiel okojo 0,1 mr, 0,2 wmr,
0,3 mr, 0,4 mr mnu 0,5 mr, B auu 1-10 28-gHeBHOro nukia. B HEKOTOPBIX TakWX BapHUaHTax
OCYLIECTBJIEHUsl LUKJ JieueHus BkimodaeT BBeaeHue Coenunenus 1, Coenunenus 2 wiu
CoenuHeHus 3 pas3a B CyTKHU IPU BEJIMUUHE AO3UPOBKH, cOcTaBisomeit okoo 0,1 mr, 0,2 mr, 0,3
mr, 0,4 mr unu 0,5 mr, B 1Hu 1-10 u 15-24 28-ngHeBHOrO 1ukia. B HEKOTOPBIX TAaKUX BapUaHTax
OCyIIECTBJIEHUS] LUKJ JiedeHus: BkitoudaeT BeeneHue Coenunenust 1, Coenunenuss 2 wiu
Coenunenus 3 pasa B CyTKU IPU BEJTMYUHE JO3UPOBKH, cocTasisitoiieit okono 0,1 mr B aau 1-10
u 15-24 28-gneBHOro nukiaa. B apyrux BapuaHTax OCYLIECTBICHMs LIUKJI JICYEHHs] BKJIFOYAET
BeeneHue Coenunenus 1, Coenunenust 2 win CoenuHeHUs! 3 ABaKIObl B CYTKU MPHU BEJIMYHUHE
N03UpOBKHY, coctasisitouei okoso 0,1 mr, 0,2 mr, 0,3 mr, 0,4 mr unu 0,5 wmr, B quu 1-3 28-
JHEBHOIO LMKJIA. B apyrux BapuaHTax OCYLIECTBIEHUS LUKJ JICUCHMs BKJIFOYAET BBEICHUE
Coemunenus 1, Coequnenus 2 unu CoearHeHUs1 3 ABAXKAblI B CYTKH MPHU BEJIUYHHE JO3UPOBKH,
cocrtasisromeit okoso 0,1 mr, 0,2 mr, 0,3 mr, 0,4 mr v 0,5 mr, B nau 1-3 1 15-19 28-gHeBHOTO
nukia. B npyrux BapuaHTax OCyIIEeCTBIICHHS [IUKJI JIeYeHUs1 BKIrOYaeT BBenenue Coenunenus 1,
Coenunenus 2 unmu CoequHeHus: 3 ABAXKABI B CYTKU NPU BEJIMYUHE JTO3UPOBKH, COCTABJISIOIIEH
okoJio 0,1 mr, 0,2 mr, 0,3 mr, 0,4 mr unu 0,5 mr, B n1au 1-3 u 15-17 28-gHeBHoro uukna. B npyrux
BapUaHTaX OCYLIECTBJIEHUS LMKJ JieueHus BKouaeT BBeaeHue Coenunenus 1, Coequnenus 2
nnu CoennHeHus 3 OBaXKAbl B CYTKH NPU BEJIMYHHE JO3UPOBKHU, COCTABIISIIONIEH okojo 0,2 MI B
auu 1-3 u 15-17 28-nHeBHOrO LMkKiIa. B O4HOM TakOM BapuaHTe OCYILIECTBJEHUSI COEAUHECHUE
BBOIAT B AHH OT 1 10 3 (yTpoM u Beuepom), neHb 14 (Tonpko Beuep), nHU 15 u 16 (yTpom u
Be4YepoM), U ieHb 17 (Toapko yTpom) B L{ukie 1.

H. lo3upoBanue 6ucnenn(puuecKoro AHTUTEI0, CrieH(PpUIeCKH CBA3bIBAIOIIEr0Cs C
BCMA u CD3

[00202] B onHOM BapwaHTe OCYLIECTBJICHUSI OUCTIeIM(PHUECKOe aHTUTENIO BBOISAT OIHH
WIK JBa pa3a B HEAENIO B OJHOM BapHaHTE TOAKOKHBIM BBEIACHHEM (HANpUMEP, B OIHOM
BapuaHTe B auamnasoHe 103 oT 0,1 mo 2,5, B omqHOM BapuaHTe 10 25 Mr/mM*/Henens, B OXHOM
BapuaHte 10 250 mr/m*/Henens). M3-3a MPeBOCXOMHON MTOTOKCHYHOCTH OMCHENU(PUUECKHUX
AHTHUTEJl UX MOXHO BBOJUTH, TI0 MEHBIIEH Mepe, B TOM K€ JAHANa30oHe KIMHUYECKUX 103 (WTu
Jake HIKE) 10 CPABHEHHIO ¢ OOBIMHBIMH MOHOCTEIU(PUYECKUMH aHTUTEIAMH WU OOBIYHBIMU
oucrierpUUecKUMH aHTUTENIAMH, KOTOPbIE HE SBISIOTCA Oncreruduueckumu k T-kiaerkam (T.e.

He cBsi3biBaroTCst ¢ CD3 Ha ogHOM 1uteue). [Ipenmonaraercs, 4to njist OucnenupuIecKux aHTUTEN
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MOJKOKHOE BBEIEHUE NPEATIOUTUTENIbHEE B KITIMHUYECKUX YCIOBHSIX (HAPUMep, B TUAMa30He 103
0,1-250 mr/m*/uenensi). Kpome toro, y maunentoB ¢ Beicokumu ypoBHsimMu APRIL u BAFF B
CBIBOPOTKE (HampuMmep, y MalHUeHTOB C MHOJKECTBEHHOH MHEJIOMOH) MOXET He MOTpe0oBaThCs
yBEIUYEHNE 103bl OMCIenu(UUECKOro aHTUTENa, TMOCKOJIbKY Ha HEro MOXKET HEe MOBIHUSTH
KOHKYpeHIUs TUranaoB. HarmpoTuB, y 3THX MalHeHTOB MOKET MOTPeOOBaThCs YBEIHMUEHHE 103
APYTUX JUTaHA-OJIOKUPYIOMNX/KOHKYpupyromux antuten kK BCMA. Jlpyrum npenMyInecTBoM
oucrerpuuecKoro aHTUTeNa SBISETCS MEPHOA MONYKU3HU OT 4 10 12 CyTOK, YTO MO3BOJSAET
BBOJIUTH 110 MEHBIIEH Mepe OIMH WM ABa pa3a B HEAEIIO.

[00203] B onHOM BapuaHTe OCYIIECTBIIEHUS] OUCTICIU(PUISCKOe aHTHTENO MPEACTABIISET
co0oii anTUTeNo, o0NaarInee CBONCTBAMH, MO3BOJIIOLINMU POBOAUTD JIEUEHHNE OMH/1BA pa3a
B HENEN0 BHYTPUBEHHBIM ITyT€M, HO B OJHOM BapHaHTE OCYLIECTBIEHUS IOCPEICTBOM
MIOZIKOJKHOTO BBeeHusI (Hampumep, 103upoBka B auanazone 200-2000 mr/m?/Hepens B Teuenue 4
Henenb). [Ipennonaraercs, 4yTo At OucnenuduuecKux aHTUTEN MTOAKOXKHOE BBEIEHHE BO3MOXKHO
U TPEANOUTUTENIbHO B KJIMHUYECKMX YCJIOBUSX (HampuMep, B auanazoHe 103 200-2000
Mr/M2/HeNemo, B 3aBMCUMOCTH OT MOKasaHwil 3aboneBanus). Kpome TOro, y mamueHTOB C
Bbicokumu ypoBHsiMH APRIL u BAFF B ceiBOpoTKE (Hampumep, y MallMEHTOB ¢ MHOXKECTBEHHOMN
MHEJIOMOI) MOXeT He moTpe0OBaThCs YBEIMYEHHE JO03bl OHCIenu(UYEecCKOro aHTUTeNa
(HanmpuMep He UraHA-0JIOKHpYOIIee/KOHKY PHPYIOIIee aHTUTEIIO), TOCKOJIBbKY Ha HETO MOKET He
NOBJIMATh KOHKYPEHLMS JUraHaoB. HampoTus, y STHX NAaLMEHTOB MOXET MOTPeOOBaTHCS
yBeJIMUeHHE 103 APYTUX JIUTaHI-0JOKUPYOIINX/KOHKY pupyomux antutena kK BCMA, uro nenaer
MOJIKO’KHOE BBEIEHHE TeXHHUYeCKH Oojiee ClIoxHbIM (Hampumep, (papmauetudecku). Jpyroe
NPEeUMyLIeCTBO OHCTeU(pUUECKUX aHTUTENI OCHOBAHO Ha BKIIFOUeHMH YacTu Fc, koTopasi cBsi3aHa
C TIEPUOAOM MOJTYKU3HU OT 4 10 12 CyTOK U MO3BOJISIET BBOJAUTH MO MEHBIIEH Mepe OUH WU 1B
pasa B HEZIeJIIO.

I. KoMOMHMpOBAHHAS Tepanus ¢ JONOJHUTEJIbHBIM AKTHBHBIM areHTOM

[00204] Jleuenue Coenunenmem 1, Coemunenuem 2 wunu CoenuHeHueMm 3,

;
NPENIOKEHHBIME B JAHHOM JOKYMEHTE, WJIH €ro SHAHTHOMEPOM, CMECHI0 3HAHTHOMEPOB,
TAyTOMEPOM,  H30TOMOJOTOM  HWJIM HMX  (papMalEBTHYECKH MPUEMJIEMOH  COJNBI0 U
Oucneun(pUUecKM aHTHTENIOM, CIEHU(PUUECKH CBSI3bIBAIOIIUMCS C aHTUIEHOM CO3peBaHus B-
kietok denoeka (BCMA) u ¢ CD3e yenoseka (CD3), mpemiokeHHBIM B JAHHOM JOKYMEHTE,
TaKKe MOKET ObITb OObEANHEHO WJIH UCTIOIb30BAHO B COUETAHUH C (HAMMPUMEp, 10, BO BPEMsI WIIH
nocje) OOBIYHOM Tepamuel, BKJIIOYAIONIEH, HO HE OrPAaHUYUBASCh WMH, XHPYPTHIO,
OHMOJIOTMYECKY O TEpPAIHIo (B TOM YHCJIe HMMYHOTEPAITHIO, HAPUMED, C TIOMOIIBIO HHTHOUTOPOB
KOHTPOJIbHOM TOYKH), JIY4EBYIO TEPAIMUI0, XMMHUOTEPAIHIO, TPAHCIJIAHTALIUIO CTBOJIOBBIX KJIETOK,
KJIETOYHYIO TEpanuio WIH IPYTyI TEepardio HEe Ha OCHOBE IIPENapaToB HCIONB3YEMyH0 B
HACTOsILIee BPeMsl TSl JIeUeHHsI, TPEAOTBPALIEHHS I CAEPKUBAHHSI MHOJKECTBEHHOIH MHEIOMBI.
KomOuHHpOBaHHOE MPUMEHEHHE COSTUHEHUs], TPEJIOKEHHOTO B IJAHHOM JOKYMEHTE, U O0BIYHOMN
Tepanuu MOKeT OOeCHeYHTh YHUKAJbHBIA PEXKUM JIEYeHHs], KOTOPbIA SIBJISIETCS HEOKHUAAHHO
5 (PEeKTHBHBIM Y HEKOTOPBIX MalMEeHTOB. He orpaHMYMBasCh TEOpUEH, CUUTACTCS, YTO JICUCHHE

Coenunennem 1, Coenunennem 2 wim CoenuHeHneM 3 u Oucnenn(UYeCKHMM aHTUTENIOM,
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cenn(UIEeCK CBSA3BIBAIOIIMMCS C aHTUT€HOM co3peBaHusi B-kierok uenoseka (BCMA) u ¢
CD3¢ gyenoseka (CD3), npemiokeHHBIM B JAHHOM JIOKYMEHTE, MOYKET 00€CTIeYBaTh aJINTUBHBIE
WK CHHepreTndeckue 3¢ eKThl Mpu OJHOBPEMEHHOM NIPUMEHEHUH C TPAJAULIMOHHON Tepanen.

[00205] Kak ommcaHo B JaHHOM JOKYMEHTE, MPEAyCMOTPEH Crocod yMEHBIIEHUs,
JIeUEHNsT W/ WK IPeNy PEKASHNS HEOIaronpHUATHBIX WIH HEXKENIATENbHBIX 3P EKTOB, CBI3aHHBIX
C TPaOULMOHHON Tepanuei, BKI0Yasi, HO He OrPaHUYMUBAsCh STUM, OINEPALIUI0, XMMHUOTEPAITHIO,
JYYEBYIO TEPANUIO, OMOJIOTHYECKYIO TEPAINUI0 U UMMy HoTepanuio. CoeMHEeHNe, MPEIJIOKEHHOe
B JJaHHOM A0KyMeHTe, Hanpumep, Coenunenue 1, Coenunenue 2 unu CoeanHeHue 3, WU €ro
SHAHTHOMED, CMECh IHAHTHOMEPOB, TAyTOMEP, U30TOIOJIOT WK (papMaIieBTUIECKH IPUEMIIEMY O
coJib U Oucneunpuueckoe aHTUTENO, CeUU(PUIECKH CBSI3bIBAIOLIEECS C AaHTUTEHOM CO3PEBAHUS
B-kierok yenoseka (BCMA) u ¢ CD3¢ yenoseka (CD3), npenyioskeHHbIM B JaHHOM JIOKYMEHTE,
U JOTIOJTHUTEJIbHBIN aKTUBHBIN MHTPEJUEHT MOXKHO BBOIUTH MALMEHTY J10, BO BPEMs WM 1OCIHEe
BO3HHKHOBEHUs HEONaronpuaTHoro 3gpQexra, CBA3aHHOTO C TPAIULMOHHON Teparnuei.

[00206] Coenunenue 1, Coenunenue 2 wnu CoenuHeHue 3, MpeasioKEHHOE B JaHHOM
JOKyMEHTE, WJIM €ro 3HAHTHOMEpP, CMeChb JSHAHTUOMEPOB, TayTOMeEp, MW30TOMOJOr HWIH
¢dapmaneBTHUECKH TNpHeMyieMas CONb M Oucrmenuduyeckoe aHTHUTENO, CHenU(pUYECcKH
CBSI3BIBAIOINEECS] C aHTUIreHOM co3peBaHusi B-kierok yenoseka (BCMA) u ¢ CD3e yenoseka
(CD3), mnpennokeHHbIM B JAaHHOM JOKYMEHTE, TaKke€ MOTYT ObITb OOBEIWHEHbI WU
UCIIOJIb30BAHBI B COUETAHUU C JIOTIOJIHUTEIbHBIMY TEPANIeBTUYECKHMU areHTaMu, NOJIE3HBIMU AJIs
JeYeHUs] /WM NPOPUIAKTHKH MHOXKECTBEHHOH MUEJIOMBI, OITMCAHHBIMH B TAHHOM JJOKYMEHTE.

[00207] B ogHOM BapuaHTe OCYIIECTBJIEHHs] B JAHHOM JOKYMEHTE MPEIJIOKEH Crocod
JIeYeHHsI MHO)KECTBEHHON MHEJIOMbI, BKJIFOYArOIUi BBeAeHue nanuenty Coenunenus 1 uimm ero
SHAHTHOMEpA, CMECH DHHAHTUOMEPOB, TayTOMepa, H30TOMoNora WiH (apMaleBTHYECKH
NpUEMJIEMOH COJM W OUCTEeUU(UYECKOr0 aHTHTENA, CHEeUU(UYECKH CBSI3bIBAIOLIETOCS C
aHTHreHOM co3peBaHust B-kietok uenoseka (BCMA) u CD3¢e yenoseka (CD3), mpeniokeHHbIM
B JAHHOM JIOKYMEHTE, B KOMOMHALIMH C JOTIOJHUTEIBHBIM AKTHBHBIM areHToM. B oiHOM BapuaHTe
OCYIECTBJICHUs] B JAHHOM JOKYMEHTE MPEMIONKEH CIocod MpO(HIAKTHKH MHOKECTBEHHON
MUEJIOMBI, BKJIOYAKOUINI BBeaeHue nanueHty CoenuHeHuss | WM ero SHaHTHOMEpa, CMECH
SHAHTHOMEPOB, TAayTOMepa, H30TONojora wWin (apMaleBTUYECKH NPUEMIIEMOH CONMH |
oucneruuecKkoro aHTHTENA, CHEUU(PUIECKA CBSI3BIBAIOIIErOCS C AHTUTE€HOM CO3peBaHHs B-
kietok denoseka (BCMA) u CD3e uenoseka (CD3), npemiokeHHbIM B JAHHOM JOKYMEHTE, B
KOMOWHAIIMM C JONOJHUTENbHBIM aKTUBHBIM areHToM. B OJHOM BapuaHTe OCYINECTBJICHHUS B
JAHHOM JOKYMEHTE MPEJIOKEH CIIOco0 CAePIKUBAHUS MHOKECTBEHHON MUEJIOMBI, BKJITFOUAOLITHNA
BBeZieHne manueHTy CoenuHeHHss 1 MM €ro HaHTHOMEpPA, CMECH HAHTHOMEPOB, TayTOMEPA,
u30TONOJNOra Wi (papMaleBTUYECKH MPUEMIIEMOH CONM W OHCTenu(pUUEecKOro aHTHTENa,
crieru(pUIeCKH CBS3BIBAIOIETOCS C AHTUTEHOM co3peBaHusi B-kierok uenoseka (BCMA) u CD3¢
yenoseka (CD3), mpensokeHHBIM B JaHHOM JOKYMEHTE, B KOMOWHALMH C JOMOJHHUTEIbHBIM
aKTUBHBIM areHTOM. B OIHOM BapHaHTEe OCYINECTBJICHHS B JAHHOM JIOKYMEHTE MpPEIIOKEH
CHOCcO0 JIeUeHUs] MHOKECTBEHHOW MHEJIOMBI, BKJIFOUAOLIHNHA BBeAeHHe nanueHty CoenuHenus 2

WIN €ro TayToMepa, U30Tomoyiora wid  (apManeBTUYeCKH IPUEMIIEMON COMH |
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oucrierpuuecKoro aHTUTENA, CIEUU(PUIECKA CBS3BIBAIOIIErOCs C aHTUIE€HOM CO3peBaHHs B-
kietok dyenoseka (BCMA) u CD3e uenoseka (CD3), npemiokeHHbIM B JAHHOM JOKYMEHTE, B
KOMOMHAIIMM C JONOJHUTENbHBIM aKTUBHBIM areHToM. B OZHOM BapuaHTe OCYINECTBJICHHUS B
JAHHOM JIOKYMEHTE TMPEUIOKEeH Ccrnoco0 mNpopHIAKTUKH MHOKECTBEHHOH  MHEJIOMBI,
BKJIIOHAOIui BBeneHne mnauueHTy CoeanHeHuss 2 €ro TayToMmepa, H30TONOJNOra WIN
dapmaneBTHUECKH TpUEeMJIEMONH COMM W OucmenuuyUeckoro aHTUTeNa, CrenupUuIecKu
CBSI3BIBAIOIIETOCS C AHTHUIeHOM co3peBanusi B-kierok udenmoseka (BCMA) u CD3e yenoseka
(CD3), nmpemyioskeHHBIM B IaHHOM JIOKYMEHTE, B KOMOMHAIIMM C JOTOJHHUTEIbHBIM aKTUBHBIM
areHToM. B OHOM BapuWaHTe OCYIIECTBIEHHsS B HAHHOM JOKYMEHTE NPEMJIOKEH CHocod
CepP>KUBAHUs] MHOYKECTBEHHON MUEJIOMBI, BKJIFOUYAIOIINH BBeieHHEe manneHTy CoennHeHus 2 uin
€ro TayToMepa, M30TOIoJIora Win (papMaleBTHIECKH pUeMIIeMON cou U Oucnenuduyeckoro
aHTHUTeNa, CIeUU(pUUEeCKU CBS3BIBAIOIIErOCS C AHTUTEHOM CO3peBaHusl B-kjeTok uenoBeka
(BCMA) u CD3¢ uyenoseka (CD3), npenyioXXeHHbIM B JaHHOM JOKYMEHTE, B KOMOMHALIMU C
JOTIOJTHUTEIbHBIM aKTUBHBIM areHToM. B 071HOM BapuaHTe OCyIIeCTBIEHUS B JAHHOM JJOKYMEHTE
NPEeIJIOKEH CIOCO0 JIEYeHUs] MHOKECTBEHHOW MHUEJIOMBI, BKJIFOYAIOINMN BBEIACHHE MALUEHTY
CoenuHeHys 3 WM €ro TayToMepa, U30TOIOJIOra WK (hapMalleBTUYECKH MPUEMIIEMON COJU U
Oucnennpuyeckoro aHTuTeNna, CnenupUUecKr CBSI3bIBAIOIIErOCsl ¢ aHTUTEHOM CO3peBaHus B-
kietok denoeka (BCMA) u CD3e uenoseka (CD3), npemiokeHHbIM B JAHHOM JOKYMEHTE, B
KOMOMHAIIMM C JOTIOJHUTENbHBIM aKTUBHBIM areHTOM. B OIHOM BapHaHTe OCYINECTBIICHUS B
JAHHOM JIOKYMEHTE TMpPEeUIOKeH Ccrnocod mNpoQHIAKTUKH MHOKECTBEHHOH  MHEJIOMBI,
BKJIFOHAIOIUI BBereHne mnauueHTy CoeauHeHuss 3 €ro TayToMmepa, H30TONOJOra WIH
(dapMaleBTHUECKH TpUEMJIEMON COJMM W OucmenuUyYecKoro aHTUTeNa, CrenupUuIecKu
CBSI3BIBAIOIIETOCS ¢ aHTHUIeHOM co3peBanust B-kierok denoBeka (BCMA) u CD3e dyenoBeka
(CD3), mpemyioskeHHbIM B TaHHOM JTOKYMEHTE, B KOMOMHAILIMH C JOTMOJHHUTEIbHBIM aKTHBHBIM
areHToM. B OZHOM BapHWaHTe OCYINECTBIEHHs B HAHHOM JOKYMEHTE NPEMJIOKEH Crocod
CIep>KUBAHUSI MHOXKECTBEHHOW MHUEJIOMBI, BKJIFOUYAIOIINH BBeeHHe mauneHTy CoenrnHeHus 3 Win
€ro TayToMepa, U30TOINOoJIora Wi (HapMaleBTHUECKH MPUEMIIEMON COJM U Oucnenuduyeckoro
aHTHUTENa, CIEeUU(PUIECKH CBS3BIBAIOIIEIOCS C AHTUTCHOM CO3pPEBaHUs B-KJIeTOK uenoBeka
(BCMA) u CD3¢ uyenoseka (CD3), nmpenyioXXeHHbIM B JaHHOM JOKYMEHTE, B KOMOWHAIMH C
JOTIOTHUTEIbHBIM AKTUBHBIM ar€HTOM.

[00208] B ogHOM BapuaHTe OCYIIECTBJICHHS B JAHHOM JIOKYMEHTE MPEIJIOKEH CIocod
JeUeHHst, TPOPHUIAKTHKH WM CAEPKUBAHUS MHOKECTBEHHON MUEJIOMBI, BKIIFOYAIOI U BBEICHHE
nauuenty Coenunenust 1, Coenmnenus: 2 unu CoenuHeHusi 3 WIM €ro SHAHTHOMEPA, CMECHU
SHAHTHOMEPOB, TAayTOMepa, H30TONoJora wWin (papMaleBTUYECKH NPUEMIIEMOH CONMH |
oucrerpuuecKoro aHTUTENA, CHEUU(PUIECKA CBSI3BIBAIOIIErOCS C aHTUTE€HOM CO3peBaHHs B-
kietok yenoseka (BCMA) u CD3e yenoseka (CD3), npenyioxXeHHOTO B TAHHOM JTOKYMEHTE, B
KOMOWHAIIMY C OAHUM WU OOJiee TOTIOIHUTEIbHBIMI aKTUBHBIMU ar€HTaMH U, HEO0S3aTeNIbHO, B
KOMOWHAIIMH C JIy4€BOH Tepanuei, nepeJIMBaHuEM KPOBH WIIK XUPYPrHYECKUM BMEIIATEIbCTBOM.

[00209] B naHHOM KOHTEKCTe TEPMHH «B KOMOWHAIMI» BKJIIOYAET NMPUMEHeHHne Oolee

4eM OJHOU Teparuu (HarpuMmep, OJHOTO WK OoJiee MPOPUITAKTHUSCKUX W/WITH TePANIeBTUIECKIX
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areHToB). OTHAKO MPUMEHEHNE TEPMUHA «B KOMOWHAIIMIY HE OTPAHUYHBAET MOPSIIOK, B KOTOPOM
TEpareBTUIECKHe CpencTBa (Hanpumep, NpoQUIaKTUIECKHe W/ I TePareBTUIECKUE CPEICTBA)
BBOIAT NALMEHTy, CTpajaromeMy 3aboneBaHueM uiam paccrpoiictBom. Ilepsast Tepamus
(HarpuMep, TPOPHIAKTHUECKOE WM TEPANEeBTUUECKOE CPEACTBO, TAKOE KaK COEIUHEHHE,
npeasiaraeMoe B JaHHOM JoKyMmeHTe, Hanpumep, Coenunenne 1, Coenunenue 2 unu CoenuHeHue
3, WM €ro SHaHTHOMEpP, CMECh YHAHTHOMEPOB, TAYyTOMEP, U30TOMOJIOT WIH (apMaLeBTHIECKU
npuemiieMas Cojib U OUCTIeUpHUEcKOe aHTUTENO, CIIEHU(PUIECKH CBSI3bIBAIOIIEECS C AaHTUTEHOM
cospeBanus B-kierok genoseka (BCMA) u ¢ CD3¢e yenoseka (CD3), npeasioskeHHOE B JaHHOM
JIOKyMEHTE) MOKET ObITh BBEZICHA Iepe]] (Hampumep, 3a S MUHYT, 15 MunyT, 30 MUHYT, 45 MUHYT,
1 uac, 2 gaca, 4 yaca, 6 yaca, 12 gaca, 24 gaca, 48 gyaca, 72 yaca, 96 yaca, 1 Henemro, 2 Hegemnu, 3
Henenu, 4 Henenw, S5 Henenb, 6 Henenb, 8 Henenb WK 12 Hexelb), OMHOBPEMEHHO C WIIH TMOCIIEe
(Hampumep, cryctst S munyT, 15 MunyT, 30 MUHYT, 45 MunyT, 1 Hac, 2 yaca, 4 Jaca, 6 dacos, 12
4qacoB, 24 yaca, 48 daco, 72 4daca, 96 4aca, 1 Henemro, 2 Hexenu, 3 Henenu, 4 Heaenu, 5 HeAellb,
6 Henmenb, 8 Hemenb WM 12 Henmenu) BBENEHUs] JOINOJHUTENbHON Tepamuu (Hampumep,
NpO(UIAKTUUECKOrO WM TePANeBTUYECKOro CpeicTBa) cyObekTy. UeTBepHast Tepamusi TakKe
paccMaTpUBaeTCs B JAHHOM JJOKYMEHTE, TaKXKe KaK U IATUCOCTaBHasA Tepanusi. B onHoM BapuaHTe
OCYLIECTBJICHUS TPETHH TePaNeBTUIECKUI areHT NPEACTaBIsAeT COOOH 1eKCaMeTa30H.

[00210] Beenenme Coemunenust 1, Coenunenuss 2 umu CoemuHeHHs 3 WIH €ro
SHAHTHOMEpA, CMECH »HHAHTHOMEPOB, TayTOMepa, H30TOmoyiora WM (papMaleBTHIeCKH
NpUEeMJIEMOM COJIM W OUCTeUU(UYECKOr0 aHTHTENA, CHEeUU(PUYECKH CBSI3bIBAIOLIETOCS C
aHTUTreHOM co3peBaHus B-kietok uenoeka (BCMA) u ¢ CD3¢ yenoseka (CD3) npeayioskeHHOro
B JJAHHOM JIOKYMEHTE, U OAMH WM OoJiee TOMOJHHUTEIbHBIX AKTUBHBIX areHTOB I MALUeHTa
MOTYT BBOJIMTHCS] OJHOBPEMEHHO WJIH MOCJIEA0BATEIbHO OTHUM U T€M K€ MJIH PA3HBIMU Iy TSIMHU
BBeZIeHUsA. [IpUromqHOCT KOHKPETHOTO Crocoda BBENEHHs, MPUMEHSIEMOro Uil KOHKPETHOTrO
AKTUBHOTO CPEICTBA, 3aBUCHUT OT CAMOTO aKTHBHOTO CPEACTBa (HANPUMEP, OT BO3MOYKHOCTHU €0
NEePOPANLHOTO BBEIEHHs Oe3 pa3IoXKEHHUsI 10 TIOMAIaHus B KPOBOTOK).

[00211] Ilyte BBenmenuss Coemuuenusi 1, Coenunennst 2 win CoeauHEHUsT 3 WU €ro
SHAHTHOMEpA, CMECH DHHAHTHOMEPOB, TayTOMepa, H30TONoJIora WiIH  (apMareBTHYECKH
NpUEMJIEMOH COJM W OUCHeUU(UYECKOr0 aHTHTENA, CIEeUU(PUYIECKH CBSI3bIBAIOLIETOCS C
aHTHreHOM co3peBaHust B-xierok uenoBeka (BCMA) u ¢ CD3e uenoseka. (CD3),
NPEJIOKEHHOTO B JAHHOM JIOKYMEHTE, He 3aBUCUT OT My TH BBEIACHHS JIOTIOJHUTEIbHOW TEPATTHH.
B onnom Bapuanre ocyuectsienus Coenunenue 1, Coequnenue 2 unu CoennHeHue 3, Win €ro
SHAHTHOMED, CMECh YHAHTHOMEPOB, TAyTOMEP, U30TOTOJIOT WK (papMaieBTUIECKH IPUEMIIEMY O
COJIb BBOJSIT MEPOPANIbHO, W OuCIenu(pUIecKOoe aHTUTENO, CHEIU(PUIECKH CBSI3BIBAIOMIEECS C
aHTUTEHOM co3peBaHus B-kietok yenoseka (BCMA) u CD3¢ yenoseka (CD3), npemioxeHHOE B
JAaHHOM JOKYMEHTE, BBOISAT BHYTPUBEHHBIM IyTEM, HO B OJZHOM BapHaHTE OCYLIECTBICHHUS
NOCPECTBOM TOJKOXKHOTO BBeneHHs. B npyrom Bapuante ocymuectieHusi CoenuHenue 1,
Coenunenne 2 wiu CoenuHeHHe 3 BBONAT BHYTPUBEHHO, W Oucrenuduyeckoe aHTUTEO,
cenn(pUIECKH CBA3BIBAIOLIEECS C AaHTUTEHOM co3peBaHms B-kinetok yenoseka (BCMA) u CD3e

yenoseka (CD3), mpeanoskeHHOE B TaHHOM JOKYMEHTE, BBOIST BHYTPUBEHHBIM ITyTEM, HO B
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OJIHOM BapHaHTE OCYLIECTBJIEHUs MOCPEACTBOM MOJKOKHOIO BBeZeHUs. Tak, B COOTBETCTBUU C
yKa3aHHbIMU BapuaHtamu ocyinectsieHus, Coenunenue 1, Coenunenue 2 unu CoeanHenue 3,
WIA €ro HAHTUOMEpP, CMECh 3HAHTHOMEPOB, TAyTOMEp, HU30TONOJOr WM (apMaLeBTHUIECKU
NPUEMIIEMYIO COJIb BBOIAT IEPOPATBHO WJIM BHYTPUBEHHO, Oucnenuuyeckoe aHTUTEo,
crenn(pUIECKH CBSI3bIBAOLIEECS C aHTUT€HOM co3peBaHusi B-kietok uenoseka (BCMA) u ¢ CD3e
yenoseka (CD3), npeanoskeHHOE B TaHHOM JOKYMEHTE, BBOIST BHYTPUBEHHBIM ITyTEM, HO B
OJIHOM BapUaHTE OCYILECTBJEHUs MOCPEICTBOM IOAKOKHOTO BBEAEHUs, & IONOJHUTENbHBIN
TEparnuio MOKHO BBOJUTbH NEPOPATIbHO, MapEeHTEPabHO, UHTPANEepUTOHEATbHO, BHYTPUBEHHO,
BHYTPHAPTEPHAIBHO, TPAHCAEPMANIBHO, CYOJHHIBAJIbHO, BHYTPUMBILIEYHO, PEKTAJIBHO,
TPaHCOYKKaJIbHO, MHTPAHA3aJbHO, JUIIOCOMAJIBHO, IIOCPEACTBOM HHIASALMY, BaruHAJIbHO,
MHTPAOKYJIAPHO, TOCPENCTBOM MECTHON IOCTABKM 4Yepe3 KaTeTep WM CTEHT, MOIKOXHO,
MHTPAAIUINO3aJIbHO, HHTPAAPTUKYJSIPHO, HHTPATEKAJbHO WJIM B JIEKApPCTBEHHOM ¢(opme ¢
MeJIEHHBIM BbICBOOOXKIeHHEeM. B omHOM BapuanTe ocyiiectsinenus Coenunenue 1, Coenunenne
2 unn CoenuHeHue 3, WIN €ro SHAHTUOMEpP, CMECh SHAHTHOMEPOB, TAyTOMEP, U30TOMOJIOT WU
(bapMaLeBTHUECKU PUEMIIEMYIO COJIb U JONOJHUTEIBHYIO TEPANUIO BBOAAT OJUHAKOBBIM ITyTEM
BBEICHMsI MEPOPAIbHO WM BHYTPHBEHHO, M Oucnenuduyeckoe aHTHTENO, CHenupUIeCcKH
CBSI3BIBAOIIEECS C AaHTUT'CHOM co3peBaHus B-kieTok uenoseka (BCMA) u CD3¢e yenoseka (CD3),
IPEJIOKEHHOE B JTAHHOM JOKYMEHTE, BBOJASAT BHYTPUBEHHBIM IIyTE€M, HO B OJHOM BAapUaHTE
OCYLIECTBJICHUs] MOCPEACTBOM IOAKOXKHOTO BBEACHMs. B Ipyrom BapuaHTe OCYINECTBICHUS
Coenunenne 1, Coenunenue 2 ninn CoenuHeHue 3, WIKM €ro SHAHTUOMEP, CMECh YHAHTUOMEPOB,
TAyTOMEpP, U30TOMOJOr WK (PapMaleBTUYECKHU MPHEMIIEMYIO COJIb BBOIST OIHUM CIOCOOOM
BBEJICHUsI, HAIPUMEpP, BHYTPUBEHHBIM BBEIEHHEM, TOTJA KaK JOMOJIHUTEJbHBIA areHT (areHT
NPOTHB MHOKECTBEHHOW MHEJIOMbI) BBOASIT APYTUM CIOCOOOM, HAmpuMep MNepopaibHO, U
oucnerpuueckoe aHTUTENO, Crenu(UYECKH CBSI3BIBAIOLIEECS C AHTUTEHOM CO3peBaHusi B-
kietok yenoBeka (BCMA) u ¢ CD3e uenoseka (CD3), mpencraBieHHOE B JAHHOM JOKYMEHTE,
BBOAST BHYTPUBEHHBIM IyTEM, HO B OJHOM BapHaHTE OCYILIECTBJICHUs uepe3 IMOCPEeICTBOM
MOJIKOXKHOTO BBEJIEHUSI.

[00212] B ogHOM H3 BapHaHTOB OCYLIECTBJIEHUS AOIMOJHUTENbHbIN aKTUBHBIH areHT
BBOJAST BHYTPUBEHHO WU MOJKOXHO U OAAMH WJIH ABa pa3a B CyTKH B KOJMYECTBE OT OKoJO 1 1o
okosio 1000 mr, ot okoso 5 10 okojio 500 mr, ot okoo 10 1o okono 350 mr unu ot okoso S0 Ao
okojio 200 mr. KOHKpeTHOE KOJUYECTBO AOMOJHUTEIBHOIO AKTUBHOIO areHTra 3aBUCUT OT
KOHKPETHOI'O HCIOJIb3yEeMOr0 areHTa, TUIla MHOKECTBEHHON MHUEJIOMBI, MOAJeXallel JIeUeHHIO
WIA CAEPKUBAHUIO PAa3BUTHS, TSDKECTH M CTaguu 3a00JIeBaHUs, a TaKXKe OT KOJIWYECTBA
Coenunenus 1, Coennnenns 2 mnn CoenquHeHus 3, WA €ro SHAHTHOMEPa, CMECH SHAHTHOMEPOB,
TayTOMepa, H30TOMOJora Win (apMaleBTHYECKH NPHEMIIEMOH CONM M OHCrenu(puIecKoro
aHTHUTENa, CIEeUN(PUIECKH CBS3BIBAIOIIETOCS C AHTUTCHOM CO3pEBaHUs B-KJIeTok uenoBeka
(BCMA) u ¢ CD3¢ ugenoseka (CD3), npenyio;keHHbIM B JAHHOM JIOKYMEHT, TMPEIJIOKEHHBIX B
JAaHHOM JOKYMEHTe, M JIIOOBIX HeOoOs3aTeNbHBIX JIOMOJHUTENBHBIX AKTUBHBIX AareHTOB,
napajuleIbHO BBOJUMBIX MAIUEHTY.

[00213] OnuH wu OoJiee OTMOTHUTEIBPHBIX AKTUBHBIX HHIPEIUEHTOB HJIA AT€HTOB MOXKHO
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ucnonb3oBath BMmecte ¢ Coenunenuem 1, Coemmnennem 2 wunu CoenuHeHueM 3 W
oucrerpUIecKuM aHTUTENIOM, CHeUN(UIECKHA CBSI3BIBAIOLINMCS C AaHTHI'€HOM CO3peBaHHs B-
kietok yenoBeka (BCMA) u ¢ CD3e yenoseka (CD3), npeasioskeHHBIM B TaHHOM JTIOKYMEHTE B
crioco0ax M KOMIO3HMLMUSAX, MPEJIOKEHHBIX B TaHHOM JIOKYMeHTe. JlOTOTHUTENbHbIE aKTUBHBIE
CpeACTBa MOTYT IPEACTABIATh COOOIH BBICOKOMOJIEKYJIAPHBIE COSAMHEHUs (Hampumep, OemKm),
MaJyible MOJIEKYJIbl (HampuMmep, CHHTETHYECKHE HEOPTaHMYECKHe, METAJUIOOPTaHUYeCKHue WU
OpTraHHUYECKHEe MOJIEKYJIbl) WM KJIETOUYHbIe Tepanuu (Hanpumep, kietku CAR).

[00214] Ilpumepsl IOMONHUTENBHBIX AaKTHBHBIX AareHTOB, KOTOPbIE MOTYT OBITh
UCTIOJIb30BAHBI B CIIOCO0AX M KOMITO3UIMAX, OMUCAHHBIX B JAHHOM JJOKYMEHTE, BKIIFOYAIOT OIUH
wii Oonee M3 CIHCKA, BKIIOYAIOINEro MeldaniaH, BUHKPUCTHUH, LUKIOpochamMun, 3TOMO3UL,
OOKCOPYOUIH, O€HAaMyCTHH, UHTHOUTOp mpoTeacoM (Hampumep, doprezomud, kaphpuazomuo,
HUKCA30MUO, OMpo30MUO WM Mapu3oMuO), HHTUOUTOP THUCTOHJAE3aleTUsa3bl (Harpumep,
na"nobunocrat, ACY241), uaruburop BET (wanpumep, GSK525762A, OTX015, BMS-986158,
TEN-010, CPI-0610, INCB54329, BAY 1238097, FT-1101, C90010, ABBV-075, BI 894999, GS-
5829, GSKI1210151A (I-BET-151), CPI-203, RVX-208, XD46, MS436, PFI-1, RVX2135,
ZEN3365, XD14, ARV-771, MZ-1, PLX5117, EP11313 u EP11336), uaru6burop BCL2
(HampuMep, BEHETOKJAKC WM HaBUTOKJAkC), uHruourop MCL-1 (Hanmpumep, AZD5991,
AMG176, MIK665, S64315 wumm S63845), xopTtukocTepoun (Hampumep, MPEIHU30H),
nekcameTa3oH; aHtuTeno (Hampumep, antuteno CS1, Takoe kak 35m0Ty3ymad; anturteno CD38,
TaKoe Kak mapatymymad, mzarykcumad; wiu antuteso BCMA win KOHBIOTAaT aHTUTENA, TaKOH
kak GSK2857916 wumu BI 836909), uHrHOMTOp KOHTPOJBHON TOYKM (KaK OMHCAHO B JAHHOM
noxkymenre) win kieTku CAR (kak OMUCaHO B JAHHOM JJOKYMEHTE).

[00215] B opmHOM BapuaHTe€ OCYLIECTBIIEHUS AOMOJHUTEIbHBIA AKTHUBHBIA areHT,
ucnosbzyemelii BMecte ¢ CoenunHenueMm 1, CoenunenueMm 2 wiu CoenuHeHueM 3, WIH €ro
SHAHTHOMEPOM, CMECBHIO HHAHTHOMEPOB, TAYTOMEPOM, HU30TOIMOJOrOM WM (hapMareBTHYECKH
NPUEMJIEMOH COJIbI0 M OUCTIeLU(UYECKUM AHTHTEIOM, CIEeUU(PUYECKH CBS3BIBAIOIIMMCS C
aHTHreHOM co3peBaHust B-kierok uenoseka (BCMA) u CD3e yenoseka (CD3), mpeniokeHHbIM
B JaHHOM JOKYMEHTE, B CHOcOo0aX M KOMIIO3ULUSIX, OMHCAHHBIX B JAHHOM JOKYMEHTE,
NPEACTABISIET COOOMH IeKCaMEeTa30H.

[00216] B HEKOTOPBIX BapHaHTAaX OCYIIECTBJICHHS AEKCAMETa30H BBOIST MPU TO3UPOBKE
4 mr B auu 1 u 8 21-nHeBHOro nukia. B HEKOTOpPBIX APYruX BapUaHTax OCYIIECTBJICHHS
JIeKCAMETa30H BBOASAT MpHU A03UpoBKe 4 Mr B 1HU 1, 4, 8 u 11 21-aHeBHOrO 1iukia. B HeKOTOpBIX
BAPUAHTAX OCYLIECTBJIEHUS AEKCAMETAa30H BBOAST Npu Ao3upoBke 4 mr B nHu 1, 8 u 15 28-
JHEBHOTO LIMKJIA. B HEKOTOpBIX APYrMX BapHaHTaxX OCYIIECTBIEHHs JAEKCAMETa30H BBOJAT IpHU
nosuposke 4 mr B aHu 1, 4, 8, 11, 15 u 18 28-nHeBHOro nmkna. B HEKOTOpBIX BapuaHTax
OCYILIECTBJICHUsI I€KCAaMETa30H BBOAST NpHU A03UpoBKe 4 Mr B nHU 1, 8, 15 u 22 28-gHeBHOrO
LuKja. B oqHOM TakoM BapuaHTe OCYIIECTBJIEHUsI AEKCAMETa30H BBOJAT MPU JO3UPOBKE 4 MT B
nuu 1, 10, 15 n 22 [uxna 1. B HEKOTOpBIX BapUaHTax OCYLIECTBIICHUS 1€KCAMETa30H BBOAAT MPHU

nosuposke 4 mr B gHu 1, 3, 15 m 17 28-nHeBHOro nukina. B ogHOM TakOM BapuaHTe

2

OCYLIECTBJICHUsI AEKCAMETa30H BBOIAT NpU A03upoBke 4 mr B nuu 1, 3, 14 u 17 Iukna 1. B
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HEKOTOPBIX IPYTUX BapUAHTaX OCYIUECTBJIEHUs JEKCAMETa30H BBOJAT MPU JO3UPOBKE 4 MI' B THU
1,2,4,5,8,9, 11 u 12 21-nreBHOrO 1IUKJIA (B OAHOM TaKOM BapHAHTE OCYIIECTBICHUS TUKJIbI 1-
8). B HEKOTOPBIX APYTrUX BapUAHTAX OCYLIECTBJICHHS NEKCAMETa30H BBOMSAT MPHU JTO3UPOBKE 4 Mr
B nuu 1, 2, 8 m 9 21-gHeBHOro nmkia (B OMHOM BapUaHTE OCYINECTBICHHsS LUKJIBI > 9). B
HEKOTOPBIX IPYTUX BapUAHTaX OCYIUECTBJIEHUs JEKCAMETa30H BBOIAT MPU JO3UPOBKE 4 MI' B THU
1,2,8,9,15, 16, 22 u 23 28-AHEBHOIO I[HKJIA.

[00217] B HekOTOpBbIX APYrHMX BapHUaHTAaxX OCYLIECTBJIEHUs E€KCAMETa30H BBOAST IpHU
nosuposke 8 Mr B aHM | m 8 21-gHeBHOro nukia. B HEKOTOpPBIX APYyrux BapHaHTax
OCYILECTBJICHUsI EKCAMETa30H BBOAAT NPU N03UPOBKe 8 Mr B AHU 1,4, 8 u 11 21-1HeBHOrO LUKIA.
B HEKOTOpBIX BapuaHTax OCYLIECTBJICHUS JEKCAMETA30H BBOJAT MPU AO3UPOBKE 8 Mr B AHU 1, 8
u 15 28-nHeBHOrO 1ukKiIa. B HEKOTOPBIX IPYyrUX BApUAHTAX OCYLLECTBIEHUS 1€KCAMETA30H BBOIAT
npu no3uposke 8 mr B 1Hu 1, 4, 8, 11, 15 u 18 28-nHeBHOrO nukia. B HEKOTOpPBIX BapuaHTax
OCYLIECTBJICHUSI €KCAaMETa30H BBOAST IPU A03UPOBKE 8 Mr B nHU 1, 8, 15 u 22 28-gHEBHOrO
nukia. B oqHOM TakOoM BapuaHTE OCYIIECTBJICHHS JEKCAMETA30H BBOJST MPHU JO3UPOBKE 8 MT B
auu 1, 10, 15 u 22 Iukna 1. B HEeKOTOpBIX BapuaHTaxX OCYLIECTBIEHUS EKCAMETa30H BBOAAT NPU
nosuposke 8 mr B nHu 1, 3, 15 m 17 28-mHeBHOro mnukia. B ogHOM TakoM BapuaHTe
OCYLIECTBJICHUS] IEKCAMETa30H BBOJAT NpH A03upoBke 8 mr B Auu 1, 3, 14 u 17 Llukna 1. B
HEKOTOPBIX IPYTUX BapUAHTAX OCYILECTBIECHUS AEKCAMETa30H BBOAAT MPU JO3UPOBKE 8 MI' B THU
1,2,4,5,8,9, 11 u 12 21-naeBHoro 1ukia (B OAHOM TaKOM BapHaHTE OCYIIECTBIEHUS [TUKJIbI 1-
8). B HEKOTOPBIX APYTUX BapHAHTAX OCYIIECTBJICHHUS AEKCAMETa30H BBOMASAT MPU JO3UPOBKE 8 Mr
B auu 1, 2, 8 u 9 21-gHeBHOroO 1HMKiIa (B OAHOM BapHaHTE OCYLIECTBICHUs LUKJBI > 9). B
HEKOTOPBIX IPYTUX BapUaHTaX OCYILECTBJIEHUS JeKCAMETa30H BBOJAT MPU JO3UPOBKE 8 MTI B IHU
1,2,8,9, 15, 16, 22 u 23 28-g1HEBHOTO IHKJIA.

[00218] B HeKOTOPBIX BapHaHTAaX OCYIIECTBJICHHS AEKCAMETa30H BBOIST MPU TO3UPOBKE
10 mr B nuu 1 u 8 21-gHeBHOro 1ukia. B HEKOTOPBIX APYrUX BapUaHTax OCYILECTBJIECHHUS
JleKcaMeTa30H BBOIAT npu go3upoBke 10 mr B axu 1, 4, 8 u 11 21-gHeBHOrO 1ukiia. B HEKOTOpBIX
BApUAHTAaX OCYILECTBJICHMs AEKCaMETa30H BBOAAT Ipu no3uposke 10 mr B num 1, 8 u 15 28-
JHEBHOTO LIMKJIA. B HEKOTOpBIX APYrMx BapHaHTaX OCYILECTBJEHHUs ACKCAMETA30H BBOIAT IPHU
nosupoBke 10 mr B num 1, 4, 8, 11, 15 u 18 28-gHeBHOrO nukiaa. B HEKOTOPBIX BapHaHTax
OCYLIECTBJICHUsI JIEKCAMETAa30H BBOAAT npu no3uposke 10 mr B aum 1, 8, 15 u 22 28-gHeBHOrO
HuKiIa. B 0OHOM TakOM BapuaHTE OCYILECTBJIEHUs 1E€KCAMETAa30H BBOJAT NPU 103UpoBKe 10 Mr B
nuu 1, 10, 15 n 22 Huxna 1. B HEKOTOPBIX BapUaHTax OCYUIECTBIICHUS 1€KCAMETa30H BBOAAT MIPU
nosupoBke 10 mr B auu 1, 3, 15 u 17 28-pHeBHOro mnukia. B OnOHOM TakoM BapuaHTe
OCYILIECTBJIEHUsI I€KCAaMETa30H BBOIAT npu no3uposke 10 mr B nHu 1, 3, 14 u 17 llukna 1. B
HEKOTOPBIX APYTUX BapUaHTax OCYLIECTBJICHHUs NEKCAMETa30H BBOAAT Npu A03upoBke 10 mr B
aan 1,2,4,5,8,9, 11 u 12 21-gHeBHOTO 1IMKJIA (B OJHOM TaKOM BapHAHTE OCYIECTBJICHUS [IUKJIbI
1-8). B HEKOTOPBIX IPYTHX BapUAHTAX OCYLIECTBICHHS AEKCAMETa30H BBOMST MPU AO3UPOBKe 10
mr B auu 1, 2, 8 u 9 21-gHeBHOrO mukia (B OMHOM BapUaHTE OCYINECTBJICHHsS IUKJBI > 9). B
HEKOTOPBIX APYTUX BapUaHTax OCYLIECTBJICHHUs NE€KCAMETa30H BBOAAT mpu A03upoBke 10 mr B

aau 1,2, 8,9, 15, 16, 22 u 23 28-1HEBHOTO ITUKJIA.
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[00219] B HEKOTOPBIX BapHaHTAX OCYIIECTBJICHHS AEKCAMETAa30H BBOIST MPU TO3UPOBKE
20 mr B 1ou 1 u 8 21-gHeBHOro nukia. B HEKOTOPBIX APYrux BapUaHTAX OCYIIECTBICHUS
JeKCaAMeTa30H BBOIAT npu Ao3upoBke 20 mr B Axu 1, 4, 8 u 11 21-gHeBHOrO nukiia. B HEKOTOPBIX
BApUAHTAaX OCYILECTBJICHMs AEKCaMETa30H BBOAAT Ipu no3uposke 20 mr B nuu 1, 8 u 15 28-
JHEBHOIO LIMKJIA. B HEKOTOPBIX APYrMX BapHaHTax OCYLUECTBJICHUs IEKCAMETa30H BBOAT MpU
nosupoBke 20 mr B nuu 1, 4, 8, 11, 15 u 18 28-gHeBHOrO nukiaa. B HEKOTOPBIX BapuaHTax
OCYLIECTBJICHUSI JE€KCAMETa30H BBOAAT npu no3uposke 20 mr B anu 1, 8, 15 u 22 28-gHEBHOrO
HUKJIa. B OqHOM TakOM BapuaHTEe OCYLIECTBIICHUS JEKCAMETa30H BBOJSAT MPU AO3UPOBKE 20 MI B
auu 1, 10, 15 1 22 [Muxna 1. B HeKOTOpBIX BapuaHTax OCYIUECTBJICHUs JEKCAMETa30H BBOASAT MpU
nosuposke 20 mr B anu 1, 3, 15 u 17 28-pHeBHOro nukia. B OOHOM TakoM BapuaHTe
OCYLIECTBJIEHUSI I€KCAaMETa30H BBOIAT npu no3uposBke 20 mr B nHu 1, 3, 14 u 17 llukna 1. B
HEKOTOPBIX APYIMX BapUaHTaX OCYIUECTBJICHHUs AEKCAMETa30H BBOIAT NPU AO3UpPOBKE 20 Mr B
aun 1,2,4,5,8,9, 11 u 12 21-gHeBHOTO 1IMKJIA (B OQHOM TaKOM BapHaHTE OCYLIECTBJICHUS LIUKJIbI
1-8). B HEKOTOPBIX IPYTrHX BapUaHTaX OCYLIECTBIEHUS AEKCAMETa30H BBOAST NPU AO3UPOBKe 20
mr B auu 1, 2, 8 u 9 21-gHeBHOro nukia (B OAHOM BapUaHTE OCYINECTBIEHHs LUKJIBI > 9). B
HEKOTOPBIX APYTUX BApUAHTaX OCYILECTBJIEHHUs AEKCAMETAa30H BBOJAT MpPU J03UpOBKe 20 Mr B
nuau 1, 2, 8,9, 15, 16, 22 u 23 28-1HEBHOTO LIMKJIA.

[00220] B HEKOTOpBIX BapUaHTaX OCYINECTBJIEHHS AEKCAMETAa30H BBOIAT MPU JO3HPOBKE
40 mr B nHu 1 u 8 21-nHeBHOro mukia. B HEKOTOpBIX APYruxX BapHaHTaX OCYLIECTBJICHUS
NeKCaMeTa30H BBOAAT npu no3upoBke 40 mr B 1uu 1, 4, 8 u 11 21-gHeBHOrO 1ukia. B HeKOTOpBIX
BApUAHTAX OCYILECTBJICHMS AEKCAMETa30H BBOAAT Ipu no3uposke 40 mr B nuu 1, 8 u 15 28-
JHEBHOIO LMKJAa. B ONHOM TakOM BapuaHTE OCYIIECTBJICHHMsS JE€KCAMETa30H BBOAAT MpHU
nosuposke 40 mr B auu 1, 10, 15 n 22 [ukna 1. B HeKOTOPBIX Ipyrux BapuaHTax OCYLECTBICHUS
JeKCaMeTa30H BBOAAT mpu no3upoBke 40 mr B nuu 1, 4, 8, 11, 15 u 18 28-nHeBHOrO Lukia. B
APYTuX TaKMX BapUAHTAaX OCYLIECTBJIEHUS NEKCAMETA30H BBOAAT Npu A03upoBke 40 Mr B 1HU 1,
8, 15 1 22 28-gHeBHOrO LMKJA. B 1pyrux Takux BapuaHTax OCyLIECTBJICHUS JEKCAMETa30H BBOJSAT
npu posuposke 40 mr B gHu 1, 3, 15 u 17 28-gueBHOro nmkia. B ogHOM TakoMm BapuaHTe
OCYLIECTBJIEHUsI IeKCaMeTa30H BBOIAT npu no3uposke 40 mr B nHu 1, 3, 14 u 17 llukna 1. B
HEKOTOPBIX APYIMX BapUaHTaX OCYIUECTBJIEHUs AEKCAMETAa30H BBOIAT NMpu A03upoBke 40 Mmr B
aan 1,2,4,5,8,9, 11 u 12 21-gHeBHOTO 1IMKJIA (B OJHOM TaKOM BapHAHTE OCYIIECTBJICHUS [IUKJIbI
1-8). B HEKOTOPBIX IPYTHX BapUAHTAX OCYLIECTBICHHS AEKCAMETA30H BBOMST MPU AO3UPOBKe 40
mr B auu 1, 2, 8 u 9 21-gHeBHOrO mMkia (B OMHOM BapUaHTE OCYINECTBICHHS IUKJBI > 9). B
HEKOTOPBIX APYIMX BapUaHTaX OCYIUECTBJIECHHUs AEKCAMETa30H BBOIAT Npu Ao3uposke 40 Mmr B
aam 1,2, 8,9, 15, 16, 22 u 23 28-1HEBHOTO ITUKJIA.

[00221] B pmpyrom BapuaHTe OCYIIECTBJIEHHUS JONOJHUTENbHbINI aKTHUBHBIM AareHr,
ucnosbp3zyemelii BMecte ¢ CoenunenueMm 1, CoenunHenueMm 2 wiun CoenuHeHueMm 3, WIH €ro
SHAHTHOMEPOM, CMECBHI0 HYHAHTHOMEPOB, TAyTOMEPOM, H30TOMOJOrOM WM (papMareBTHYECKH
NPUEMIIEMOH COJIbI0 M OuCTeUM(UYECKUM AHTHTEIOM, CIEeUU(PUUIECKH CBSA3BIBAIOIIMMCS C
aHTUreHOM co3peBaHust B-kierok uenoseka (BCMA) u CD3e yenoseka (CD3), mpeninokeHHbIM

B JAHHOM JOOKYMCHTC, B criocobax u KOMIIO3ULUAX, OINHCAHHBIX B HOaHHOM HOOKYMCHTC,
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npencrapisier coboii OGopresomud. B npyrom BapuaHTe OCYIIECTBIIEHUS IOMOJHUTEIBHBIN
aKTHUBHBII areHT, ucnoib3yemblii BMecTe ¢ CoeaunenueM 1, Coenunenunem 2 unu CoennHeHneM

3

(apManieBTHUECKH TPUEMJIEMON COJNIBI0 U OucnenupuueckuM aHTHTEJIOM, CIeHu(pUIeCKu

, WIA €ro DJHAHTHOMEPOM, CMEChIO SHAHTHOMEPOB, TayTOMEPOM, M30TOIMOJOTOM HIIH
CBSI3BIBAIOINMMCS C aHTUTEHOM co3peBaHusi B-kierok denmoseka (BCMA) u CD3e yenmoBeka
(CD3), npeasioskeHHBIM B JAHHOM IOKYMEHTE, B CIOCO0aX M KOMITO3ULIMSX, ONTMCAHHBIX B TAHHOM
TOKyMEHTE, pencTaBisieT co0oi napatymyMad. B HEKOTOPBIX TaKMX BapUAHTAX OCYLIECTBICHUS
yKa3aHHbIE CIOCOOBI JOTOJHUTENPHO BKJIIOYAIOT BBEIACHHWE IEKCaMeTa3oHa. B HEKOTOpBIX
BapHUAHTAaX OCYIIECTBIIEHHs criocoObl BKIouaroT BBeneHue Coenunenus 1, CoenuHenus 2 wnu
CoenuHenuss 3 WM €ro SHAHTHOMEpPA, CMECH >HAHTHOMEPOB, TAyTOMEpa, M30TOMNOJOra WIN
dapmaneBTHUECKH TpUEeMJIEMON COMM W Oucmeuuuyueckoro aHTuTeNa, CrenupuIecKu
CBSI3BIBAIOIEIOCs] C AHTUIe€HOM co3peBaHus B-kierok denoseka (BCMA) u ¢ CD3e uenoseka
(CD3), npencraBieHHOrO B JaHHOM AOKYMEHTE, C MHIMOMTOPOM IPOTEAcoM, KakK ONUCAHO B
JAaHHOM JOKyMeHTe, aHTureqoM Kk CD38, kak omnmcaHo B JaHHOM JOKyMEHTE, U
KOPTUKOCTEPOHUIOM, KaK OMHICAHO B JAHHOM JOKYMEHTE.

[00222] B onpenenenHbix BapuaHtax ocyuiectsieHus Coenunenue 1, Coennnenue 2 unu
Coenunenune 3, WM €ro >HAHTHOMEpP, CMECb OJHAHTHOMEPOB, TayTOMEp, H30TOIOJOr WU
(apMaLIeBTHUECKH TPUEMJIEMYIO COJIb, M OHCTeHU(PUYECKOE AaHTHUTENO, CrenuduuecKu
CBSI3BIBAIOINEECS C aHTUT'CHOM co3peBanus B-kietok uenoseka (BCMA) u CD3¢ yenoseka (CD3),
NPeJIOKEHHOe B JTAHHOM JOKYMEHTE, BBOJASAT OJHOBPEMEHHO C MHIMOMTOPaMH KOHTPOJBHBIX
ToueK. B 0HOM BapuaHTe OCYIIECTBIICHUS] OMUH MHTHOUTOP KOHTPOJIBHBIX TOYEK HUCTIONb3YETCSI
B koMOuHaumu ¢ Coenunennem 1, Coenunenuem 2 wiu CoequHEHUEM 3 UM €r0 SHAHTHOMEPOM,
CMECBHIO0 SHAHTHOMEPOB, TAyTOMEPOM, H30TOIMOJIIOTOM MJTH (hapMaLleBTHYECKH PUEMIIEMON COJIBIO
u OucrenpIecKuM aHTUTENIOM, CIIEHU(UIECKH CBSI3bIBAIOIINMCS C AHTUT€HOM CO3peBaHus B-
kietok denoBeka. (BCMA) u CD3e uenoseka (CD3), mpenyiokeHHbIM B JTAHHOM JTOKYMEHTE, B
CBSI3M CO crmoco0aMu, TPEAJIOKEHHBIMH B JaHHOM JOKyMeHTe. B npyrom BapuaHre
OCYIECTBJICHUsI JBA HMHICHOUTOpPA KOHTPOJBHBIX TOYEK HCHOJB3YIOTCS B KOMOMHALMU C
Coemunenuem 1, Coenmnenuem 2 wnu CoenwiHeHHEM 3, WM €ro 3HAHTHOMEPOM, CMECHIO
SHAHTHOMEPOB, TAYTOMEPOM, H30TOIOJIOTOM WM (hapMaLEBTHYECKH MPUEMIIEMOH COJBI0 H
oucnerpuUecKuM aHTUTENIOM, CHIeUU(UYECKH CBSI3BIBAIOLINMCS C AaHTHI'€HOM CO3peBaHHs B-
kietok denoBeka (BCMA) u CD3e uyenoseka (CD3), mpenyoKeHHbIM B JaHHOM JOKYMEHTE,
OTHOIIEHHIO K CIIOCO0aM, MPEACTABICHHBIM B JAHHOM B JaHHOM JOKyMEHTE, IpeAcTaBisieT. B
APYyTOM BapHaHTE OCYIIECTBJICHHS TPH WHTUOMTOpPA KOHTPOJIbHBIX TOYEK HCIIOJIB3YIOTCS B
komOuHamu ¢ Coenunennem 1, Coennnenuem 2 min CoenMHEHHEM 3, HITH €r0 SHAHTHOMEPOM,
CMECBHIO0 SHAHTHOMEPOB, TAyTOMEPOM, H30TOIOJIOTOM UITH (hapMaLleBTHIECKH IIPUEMIIEMON COJTBIO
U OucrierpIecKUM aHTUTENIOM, CIIEHU(IIECKH CBSI3bIBAIOIIUMCS C aHTUT€HOM CO3peBaHus B-
kierok denoBeka (BCMA) u CD3e uyenoseka (CD3), mpenyoKeHHbIM B JaHHOM JOKYMEHTE,
OTHOILIEHHIO K CIIoco0aM, MPeCTaBIEHHBIM B JAHHOM B JAHHOM JIOKYMEHTE, NIPEICTaBIISIET.
[00223] [IpuMeHsieMblli B JAHHOM JIOKYMEHTE TEPMUH «HHTHOUTOP KOHTPOJBHBIX TOYEK

HUMMYHHOT'O OTBETa» HUJIN ((I/IHFI/I6I/ITOp KOHTPOJIbHBIX TOYCK» OTHOCUTCS K MOJICKYJIaM, KOTOPbIC
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MOJTHOCTBIO WJTM YAaCTHYHO CHIDKAIOT, MHTHOUPYIOT, CO3MAIOT MPETSATCTBUS MM MOAYJIHUPYIOT
onuH 1in Oosiee OENKOB KOHTPOJIbHBIX TOUeK. He orpaHNUYMBasiCh ONpeneeHHON Teopue, OeKu
KOHTPOJIbHBIX ~TOYEK PEryJUpyIOT akTHBauuio wWin  ¢GyHKOomo T-xietok.  M3BecTHBI
MHOTOUHUCJICHHBIE OeJTKU KOHTPOIbHBIX Touek, Takue kKak CTLA-4 u ero muranget CD80 u CD86
u PD-1 ¢ ero murannamu PD-L1 u PD-L2 (Pardoll, Nature Reviews Cancer, 2012, 12, 252-264).
Otn OenKu OTBETCTBEHHBI 32 KOCTUMYJHUPYIOIIME WM HHTHOUpyromue B3aumoneiicteus T-
KJIETOYHBIX OTBETOB. BeJKi IMMYHHBIX KOHTPOJIbHBIX TOUEK OTBETCTBEHHBI 32 PETYJIUPOBAHIE U
NOJAEPKUBAHUE  AyTOTOJEPAHTHOCTH, a TaKXKe MPOJOJDKUTENBHOCTH U AMIUIUTYAbI
(U3NONOTNUECKUX HMMYHHBIX peakiuid. HMHruOuTopel MMMyHHBIX KOHTPOJBHBIX TOYEK
BKJIFOUAIOT aHTUTEJIA WU NOJyUYEeHbl U3 AHTUTEIL.

[00224] B onHOM BapuaHTe OCYLIECTBIEHHs HHTHOUTOP KOHTPOJBHBIX TOYEK
npencrasisier coboit marudburop CTLA-4. B onHOM BapuaHTe OCYINECTBIEHUS HWHTHOUTOP
CTLA-4 npencrasinsier codoit antuteno k CTLA-4. ITpumepst antuten k CTLA-4 BrrouaroT, 63
OrpaHUYeHus1, aHTUTeNa, onucaHHble B mareHtax CIIIA Ne 5811097; 5811097, 5855887, 6051227,
6207157, 6682736, 6984720 u 7605238, BCe U3 KOTOPBIX B MOJHOM 00BbEME BKIIFOUYESHBI B TAHHBIH
JOKYMEHT MOCPENCTBOM CChUIKH. B onmHoM BapuanTte ocyuectsieHus antureno k CTLA-4
npeacTaBisier codoi TpemenuMymad (Takke U3BECTHBIN Kak Tuiminmymad wiu CP-675206). B
apyrom Bapuante peanusanuu, antuteno k CTLA-4 npeacrasisier coboii unumumymad (Taxke
u3BecTHbI kKak MDX-010 mm MDX-101). MnunuMymal sIBISIETCS] TOJTHOCTBIO YEJIOBEUECKUM
MOHOKJIOHANbHBIM [gG-anTuTenom, koropoe cpsizbiBaercsi ¢ CTLA-4. Unumumymab npencrasieH
Ha PBIHKE MO TOPrOBBIM HAUMEHOBaHUEM Y ervoy ™.

[00225] B onmHOM BapuaHTe OCYLIECTBIEHHsS HWHTHOUTOP KOHTPOJBHBIX TOYEK
npexacrasisier coboit uarudburop PD-1/PD-L1. Tlpumeps! uarudburopos PD-1/PD-L1 BximrodaroT
0e3 orpaHuYeHHs] TaKOBble, KOTOpble omucanbl B mareHTax CIIIA NeNe 7,488 802; 7,943,743,
8,008,449; 8,168,757, 8,217,149 wu nyOnukaumsx mnareHTHOW 3asBku 1o PCT NoNe
WO02003042402, WO2008156712, WO02010089411, WO02010036959, WQO2011066342,
WO2011159877, W0O2011082400 u WO2011161699, Bce M3 KOTOPBIX BKJIFOYEHBbI B JaHHBIHA
JOKYMEHT BO BCEH CBOEH MOJHOTE.

[00226] B onmHOM BapuaHTe OCYIIECTBIEHHsS HHTHOUTOP KOHTPOJBHBIX TOYEK
npezncrasisier cobori maruouTop PD-1. B omHOM BapmanTe ocyiuecTBieHus: uHruoutop PD-1
npexncrasisier codoit antuteno k PD-1. B ogHOM BapmaHTe ocynecTBiieHUs: antutesno Kk PD-1
npexncrasisier coboit BGB-A317, auBonymad (taxke m3BecTHbI kak ONO-4538, BMS-936558
wi MDX1106) nnu nemOponuszymad (takxke mssecTHbli kak MK-3475, SCH 900475 wmu
nambponusymad). B ogHOM BapmaHTe ocymmecTBieHust aHTHTENo K PD-1 mpexncrasnsier coboi
HuBonymMad. HuBonmyma® mnpencraBnsier coboii MOHOKJIOHaNbHOe aHtutTeno IgG4 k PD-1
YeJIOBEKa, M IPU 3TOM OH MPEICTABIICH Ha PbIHKE MOA TOProBbIM HauMeHoBaHueM Opdivo™. B
APYyrOM BapHaHTe ocyliecTBIeHUs aHTUTeno k PD-1 mpencrasnsier coboit memOpommsymad.
IMemOponusymad npencrapisieT OO0 TyMaHU3UPOBAHHOE MOHOKJIOHANBbHOE aHTtutesno IgG4 u
MPEICTaBIeH Ha PhIHKE MOJ TOProBbiM HamMmeHoBaHueM Keytruda™. B eme ogHOM BapuaHTe

ocymectBieHust antureno k PD-1 npeacrasnsier coboiit CT-011, rymaHu3npoBaHHOE aHTHUTEIIO.
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CT-011 mpu BBemeHUHM caMOro Mo cede He MPOIEMOHCTPUPOBAJ OTBET MPH JICUEHUH OCTPOTO
muenongHoro neiiko3a (AML) npu pernuse. B emme onHOM BapHaHTe OCYIECTBIICHUS] aHTHTENO
Kk PD-1 mpencrasnsier codoit AMP-224, cnuteiii Oenok. B npyrom BapmaHTe OCYyINECTBJICHHUS
aatureno k PD-1 mpencrasmsier coboii BGB-A317. BGB-A317 mpencrasnsier coOoi
MOHOKJIOHAJIbHOE aHTHTEJIO, B KOTOPOM CIIEIIMaIbHO pa3paboTaHa CliocOOHOCTD CBSI3bIBATHCS € Fe
ramma-penenTopom I, 1 koTopoe NMeeT yHUKAJIBHYIO CUTHATY Py CBsi3biBaHus ¢ PD-1 ¢ BeIcOKOM
a(ppUHHOCTBIO U PEBOCXOHON CHEUN(PUIHOCTHIO K MUIIEHH.

[00227] B opmHOM BapMaHTe OCYINECTBJIEHUS WHIMOUTOP KOHTPOJBHOH TOYKH
npexncrasisier codoit narndutop PD-L1. B ogHOM BapuanTe ocymectsienus naruourop PD-L1
npezacrasisier codoii antureno k PD-L1. B ogHom BapuanTe ocymecTsieHus antureno k PD-L1
npencrasisier codoit MEDI4736 (nypBanyma0). B npyrom BapuaHTe OCyIIECTBIIEHUS] aHTUTENO K
PD-L1 npencrasisier coboit BMS-936559 (Taxxe nzBectasiii kak MDX-1105-01). B eme onnom
BapuaHte ocymectsieHust uaruourop PD-L1 mpencrasisier coOoit arezonmuzymad (Takke
u3BecTHbIl kak MPDL3280A u Tecentriq®).

[00228] B onmHOM BapuaHTe OCYINECTBJICHUS WHCHOUTOP KOHTPOJBHOW TOUKH
npexcrasisier codoit uarudurop PD-L2. B onqHOM BapuanTe ocyiuectBnenus nuarudurop PD-L2
npexcrasisier coboit antureno k PD-L2. B oqHOM BapuaHTe ocyiecTBieHust antureno k PD-L2
npexcrasisier coboit rtHIgM12B7A.

[00229] B onHOM BapuaHTe OCYLIECTBJIEHHS MHIUOMTOP KOHTPOJIBHBIX TOYEK
npezacrasisier cobol nHruouTop reHa akruBanuu jguMponntos 3 (LAG-3). B ogHom BapuanTe
ocymectBiienus: uuruOutrop LAG-3 npexacrasinsier codoit IMP321, pacTBOpuMBIi CIUTHIN OelToK
Ig (Brignone et al., J. Immunol., 2007, 179, 4202-4211). B npyrom BapuaHTe OCYLIECTBICHHUS
unruourop LAG-3 npexacrasisier coboit BMS-986016.

[00230] B onmHOM BapuaHTe OCYLIECTBICHHS HMHIHOUTOPBI KOHTPOJIBHBIX TOYEK
npeAcTaBsiIoT coboit marudbutop B7. B omHoM BapuanTe ocymectBieHuss uHruobutop B7
npeacrasisier coboit wmHruOuTop B7-H3 wmm unruburop B7-H4. B onmHoMm BapuanTe
ocywectsieHust uaruourop B7-H3 npencrasnsier coboit MGA271, antuteno k B7-H3 (Loo ef
al., Clin. Cancer Res., 2012, 3834).

[00231] B onmHOM BapuaHTe OCYLIECTBICHHS HMHIHOUTOPBI KOHTPOJIBHBIX TOYEK
npeacTaBsiroT codoit mHrudbutrop TIM3 (momeH T-kiI€TOYHOrO MMMYHOTTIOOYJHMHA U JOMEH
mytuaa 3) (Fourcade et al., J. Exp. Med., 2010, 207, 2175-86; Sakuishi et al., J. Exp. Med., 2010,
207,2187-94).

[00232] B opmHOM BapuWaHTe OCYINECTBJCHHS WHTHOUTOP KOHTPOJIBHBIX TOYEK
npexncrasisier coboit aronncta OX40 (CD134). B ogHOM BapuaHTe OCYIIECTBICHUS] HHTHOUTOP
KOHTPOJIBHBIX TOUEK NpeacTaBisieT coboit antureno k OX40. B ogHOM BapraHTe OCYIIEeCTBICHUS
aatureno k OX40 mpencrasnsier codoit aHTH-OX-40. B apyroM BapuaHTe OCYINECTBIICHHUS
antuteno k OX40 npexacrasinsier codoit MEDI6469.

[00233] B opmHOM BapWaHTe OCYINECTBJCHHS WHIHOUTOP KOHTPOJIBHBIX TOYEK
npencrasisier coboii aromncrta GITR. B omHOM BapmaHTe OCYLIECTBIEHHS WHTHOUTOP

KOHTPOJIBbHBIX TOYEK MpencTasisier codoii antuteso k GITR. B ogHOM BapraHTe OCyIIeCTBICHHUS
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antuteno k GITR npencrasisier coboii TRXS18.

[00234] B onmHOM BapuaHTe€ OCYIIECTBIEHHS HHTHOUTOP KOHTPOJBHBIX TOYEK
npencrasisier codoit aronucra CDI137. B ogHOM BapuaHTe OCYLIECTBJIEHUS WHTHOUTOP
KOHTPOJIbHBIX TOYEK Tmpencrasisier coboit antuteno k CDI137. B onmHoM BapuaHTe
ocymectieHust antureno k CD137 mpencraenser coboit ypenymab. B nmpyrom Bapuanre
ocymectsieHus antureno k CD137 npencrasnser codoit PF-05082566.

[00235] B opmHOM BapWaHTe OCYINECTBJCHHS WHIHOUTOP KOHTPOJIBHBIX TOYEK
npencrasisier coboit aromucta CD40. B oxgHOM BapuaHTe OCYIIECTBIEHHS WHIHOUTOP
KOHTPOJIbHBIX TOUEK IpeacTaBisieT codbol antureno k CD40. B ogHOM BapraHTe OCYIIECTBICHUS
antureno k CD40 npencrasisier codoit CF-870893.

[00236] B opHOM BapuaHTe OCYINECTBJCHHS WHIHOUTOP KOHTPOJIBHBIX TOYEK
NpeAcTaBysieT co0O0M peKOMOWHAHTHBIN YenoBedeckuil nuTepnelkus-15 (rhIL-15).

[00237] B onmHOM BapuaHTe OCYLIECTBJIEHHS HHTHOUTOP KOHTPOJBHBIX TOYEK
npencrasisier codoit uarndbutop IDO. B omHoM Bapmante ocymectsienus uaruourop IDO
npencrasisier coboit INCB024360. B ppyrom Bapuante ocyiuectBienuss uHruourop DO
npencTaBisieT COOOH MHIOKCHMO],

[00238] B HekoTOpBIX BapuaHTaX OCYLIECTBJICHUs BHAbl KOMOMHUPOBAHHOH TEpaIuH,
IPEe/ICTaBJICHHbIE B JAHHOM IOKYMEHTE, BKIIFOYAIOT JBa WK OOjiee MHrHOUTOPOB KOHTPOJIBbHBIX
TOYEK, OITUCAHHBIX B JAHHOM JIOKYMEHTE (B TOM YHCJI€ HHTHOUTOPOB KOHTPOJIbHBIX TOUEK OJTHOTO
Y TOTO K€ WJIN OTJINYHOTO Kyiacca). bosnee Toro, Buapl KOMOMHUPOBAHHON Tepamyy, ONMCAHHBIC B
JAHHOM JIOKYMEHTE, MOTyT TNPUMEHSTbCS B KOMOMHALMU C OOHUM WIH 0Oojiee BTOPbIMU
AKTUBHBIMU CPEACTBAMH, OMIMCAHHBIMH B JAHHOM JIOKYMEHTE, €CJTH 3TO HEOOXOIUMO TSI JIEYSHUST
3a00JIeBaHMA, OTTMCAHHBIX B TAHHOM JIOKYMEHTE, U MPEAYyCMOTPEHO B 00IACTH TEXHHUKH.

[00239] B Hexoropbix BapuaHTax ocyiiectsieHusi Coenunenue 1, Coenunenue 2 wiu
Coenunenne 3 u Oucnennduyeckoe aHTUTENO, CHEUUPUISCKH CBS3BIBAIOIEECS C AHTHIEHOM
cospeBanust B-knerok uenoseka (BCMA) u ¢ CD3¢e yenoseka (CD3), npensiokeHHbIe B TaHHOM
JOKyMEHTE, MOXKHO NPHMEHSTh B KOMOMHAIMM C ONHOH Wi 0Ojiee MMMYHHBIMH KJIETKaMH,
SKCIIPECCUPYIOIIMMH OAMH Wi Ooliee XUMepHbIX aHTHreHHbIX peuentopoB (CAR) Ha ux
NOBEPXHOCTH (Hampumep, MoauduuupoBaHHOW HMMMyHHOH kietkoil). Kak mpasuno, CAR
CoZlepKaT BHEKJIETOYHBIN JOMEH U3 MepBOro Oenka (Hampumep, aHTHIeHCBSI3bIBAIOLIETO OelKa),
TPAaHCMEMOPAHHOTO JIOMEHAa W BHYTPHKJIETOYHOIO CHTHAJIBHOIO JOMEHa. B HEKOTOpBIX
BapPHUAHTAX OCYIIECTBIICHUS, KAK TOJIbKO BHEKJIETOUHBIN JOMEH CBSI3BIBACTCS C OEIKOM-MHULIEHBIO,
TAaKMM KaK acCCOLMHPOBAaHHBbIM ¢ omyxonbto aHtureH (TAA) wmnm onyxosecrnenuduyuecKuil
antured (TSA), curHan reHepupyeTcsi OoCPeACTBOM BHYTPUKJIETOYHOTO CUTHAJIBHOTO JIOMEHa,
KOTOpPBIN aKTUBHUPYET UMMYHHYIO KJIETKY, HAIpUMep, JIJIs HalleIMBaHUS U YHUUTOXKEHUsI KJIETKH,
SKCIPECCUPYIOLIEH 1eIeBOM OeIoK

[00240] Bueknerounsie nomeHbl: Breknetounble aomeHbl CAR CBs3bIBarOTCSA C
MPEACTaBIISIFOLIMM HHTEPEC aHTUTEHOM. B HEKOTOpBIX BapuaHTax OCYLECTBICHUs] BHEKIJIETOUHbIN
nomeH CAR BxirouaeT peLenTop WM 4YacTb PELENTOpa, KOTOPbIN CBSI3bIBAETCS C yKa3aHHBIM

aHTUreHoM. B HEKOTOPbIX BapHUaHTaX OCYIICCTBIICHUA BHEKJIETOUHBII AOMECH COACPIXKUT, WU
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npeacTaBisieT COO0H, aHTUTENO WIIH €0 AHTUT€HCBS3bIBAIOINY IO YaCTh. B KOHKPETHBIX BapUaHTax
OCYIIECTBJICHUS] BHEKJICTOYHBIN JTOMEH COACPIKUT, WK MPENCTaBIsieT COO0H, OMHOLEMOUSYHBIN
nomeH Fv (scFv). Onnonenoueunsiii nomeHn Fv MokeT conmepxarb, Hanpumep, V;, CBA3aHHBIN C
Vp mocpencTBoM ruOKOro JUHKepa, rae V, U Vy sSBISAIOTCS aHTUTENAMH, KOTOPBIE CBSI3bIBAIOT
YKa3aHHbIN aHTUIEH.

[00241] B HexOTOpBIX BapuUaHTax OCYINECTBJIEHUs AHTUIEH, pacClO3HABAEMbI
BHEKJIETOUHBIM JJOMEHOM TOJMIIENTH A, ONMCAHHBIA B JAHHOM JJOKYMEHTE, MPECTaBIsIeT COO0H
acCOLMMPOBaHHBIN ¢ onyxounbio aHTureH (TAA) nnn onyxonecneungudeckuii anturex (TSA). B
Pa3NUYHBIX KOHKPETHBIX BApPUAHTAX OCYINECTBJIEHUS, aCCOLIMHUPOBAHHBIN C OIMyXOJbIO AHTUT€H
WK OIyXxoJyiecrieu(pUIeCcCKuil aHTUTeH MpencTaBisieT codoi, 0e3 orpanuyenus, Her2, anturexn
CTBOJIOBBIX  KJIeTOK mpexctarenbHoit  kenesol  (PSCA), anbda-peronporenn (AFP),
kapuuHooMOpuoHanbHbii  aHTureH (CEA), pakosseiii anturen-125 (CA-125), CA19-9,
kanpperuHuH, MUC-1, anturen cospeBanusi B-kinerok (BCMA), snutenuaabHbli MEMOpaHHBIH
oenok (EMA), snurenuanbhbiii onyxosesblii antureH (ETA), TuposuHasa, memaHoma-24-
accounnposannbiii anturen (MAGE), CD19, CD22, CD27, CD30, CD34, CD45, CD70, CD99,
CD117, EGFRvVIII (Bapuant III snmnepmampHOro ¢akropa pocra), mesorenud, PAP
(mpocratnueckas kucnas ¢ocdarasza), npocreud, TARP (6enok T-knmerouHoro penenrtopa
aNbTEePHATUBHON paMku cuuTbiBaHus ramma), 1rp-p8, STEAPI (wmectutpancmemOpaHHbIH
SIUTENNAJIbHBI AHTUIEH NPENCTaTeNbHON »Kejie3bl 1), XpOMOrpaHUH, LUTOKEPATUH, AECMUH,
ruanbHbid GubpusipHbiid kucibiii 6enok (GFAP), Genok sKMAKOCTH MpU OCTPOM KHCTO3HOH
6osne3nu (GCDFP-15), anturen HMB-45, 6enok Mmenan-A (aHTUT€H METaHOMBI, paCIIO3HABAEMbIi
T-mumpormramu, MART-I), Muo-D1, mbieyno-cnienuduunbiii aktiud (MSA), HelipodunameHt,
HelipoH-ciennpuueckas enonaza (NSE), mnanentapHas menouHasi ¢gocdarasa, CHHANTOPU3,
TUPEOTI00YIHH, (PaKTOP TPAHCKPHUIILIMHU IIUTOBUIHOM JKene3bl- 1, nuMepHas Gopma nzodpepmeHTa
tuna M2 nupyBar-kuHas3bl (onyxoib M2-PK), aHOMasbHBIN ras-0eJIOK WIH aHOMaJIbHBINH OeJoK
p53. B Hekotopeix npyrux BapuaHTax ocyuiectieHuss TAA wunu TSA, pacnosHaBaembie
BHekJIeTouHbIM oMeHOM CAR, npencrasisitot coboit uarerpun avp3 (CD61), ranaktun wiu Ral-
B.

[00242] B nexoropbix BapuaHTax ocyinectsieHuss TAA wnu TSA, pacno3HaBaemble
BHeKJIeTouHbIM goMeHoM CAR, mpencraBisiror co0oil pakoBo-TecTukyJsipHbid aHTuren (CT),
Hanpumep, BAGE, CAGE, CTAGE, FATE, GAGE, HCA661, HOM-TES-85, MAGEA,
MAGEB, MAGEC, NAS88, NY-ESO-1, NY-SAR-35, OY-TES-1, SPANXBI, SPA17, SSX,
SYCPI unu TPTE.

[00243] B HexkoTopbIx Jpyrux BapuaHTax ocymectsieHuss TAA wnu  TSA,
pacmo3HaBaeMblii Kak BHekJeTouHbIi nomeH CAR, mpencrasnsier cobol kapOormapar wimu
ranrnuo3un, Hanpumep, fuc-GMI, GM2 (onkodeTanbHbli aHTHreH-UMMY HOTeHHBIH-1; OF A-I-1);
GD2 (OFA-I-2), GM3, GD3 u nogo6Hoe.

[00244] B mHexkoTopbIX Jpyrux BapuaHTax ocymectsieHuss TAA wnu  TSA,
pacro3HaBaeMblil Kak BHeKJieTouHbli foMeH CAR npencrasnsier codoli anbda-akTuHUH-4, Bage-
1, BCR-ABL, crnuterii 6enok Ber-Abl, 6era-katennn, CA 125, CA 15-3 (CA 27.29\BCAA), CA
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195, CA 242, CA-50, CAMA43, Casp-8, cdc27, cdk4, cdkn2a, CEA, coa-l, cursrii 6enok dek-can,
EBNA, EF2, anturens! Bupyca Dmniureiina-bappa, ciaureiii 6enok ETV6-AML1, HLA-A2, HLA-
All, hsp70-2, KIAA0205, Mart2, Mum-1, 2 u 3, neo-PAP, muo3un kiacca I, OS-9, cnuterii 6enok
pml-RARa, PTPRK, K-ras, N-ras, Tpuzodocdarusomepasa, Gage 3,4,5,6,7, GnTV, Herv-K-mel,
Lage-1, NA-88, NY-Eso-1/Lage-2, SP17, SSX-2, TRP2-Int2, gp100 (Pmel17), Tupo3unasa, TRP-
1, TRP-2, MAGE-], MAGE-3, RAGE, GAGE-], GAGE-2, p15(58), RAGE, SCP-1, Hom/Mel-40,
PRAME, p53, HRa, HER-2/neu, E2A-PRL, H4-RET, IGH-IGK, MYL-RAR, anturens: E6 u E7
Bupyca nammuioMmbl denoseka (HPV), TSP-180, MAGE-4, MAGE-5, MAGE-6, p185erbB2,
p180erbB-3, c-met, nm-23H1, PSA, TAG-72-4, CA 19-9, CA 72-4, CAM 17.1, NuMa, K-ras, 13-
karenud, Mum-1, pl6, TAGE, PSMA, CT7, tenomepasa, 43-9F, 5T4, 791Tgp72, 13HCG,
BCA225, BTAA, CD68\KP1, C0-029, FGF-5, G250, Ga733 (EpCAM), HTgp-175, M344, MA-
50, MG7-Ag, MOV18, NB\70K, NY-CO0-1, RCAS1, SDCCAG16, TA-90, TAAL6, TAG72, TLP
unmu TPS.

[00245] B pa3snu4HbIX KOHKPETHBIX BApUAHTaX OCYLIECTBJIEHUS aCCOLUHUPOBAHHBIN C
OIYXOJIbI0 AHTHI'€H WJIM ONyXoJecHelu(pHUIecKuii aHTUTeH NPEACTaBIsieT cOO0i OmyXoeBble
aHTHUreHbl, cBsi3aHHble ¢ AML, kak onucano B S. Anguille ef al, Leukemia (2012), 26, 2186-2196.

[00246] [Ipyrue cBsI3aHHBIE C OMYyXOJIBIO U ONMyXOJeceu(pUIecKne aHTUTeHbl H3BECTHBI
B IAHHOM OOJIACTH TEXHUKH.

[00247] W3 ypoBHA TEXHUKH H3BECTHBI pELENTOpbl, aHTUTena U scFv, koropbie
ces3piBatoTCsl ¢ TSA u TAA, mpurogHeiMu Uisi KOHCTPYHPOBAHHSI PELIENITOPOB XHMEPHBIX
AHTHIEHOB, a TAKXKE HYKJICOTHUIAHBIE MTOCIEIOBATEIbHOCTH, KOTOPbIE KOAUPYIOT UX.

[00248] B  HEKOTOpPBIX KOHKPETHBIX BapUaHTaX  OCYLIECTBJICHHUS  AHTHUIEH,
pacro3HaBaeMblil BHEKJIETOYHBIM JOMEHOM XHMEPHOTO aHTUIE€HHOTO PELenTopa, MpeCcTaBisieT
co0oli aHTUreH, KOTOphlli 00bMHO He cumtaercss TSA wmu TAA, HO KOTOpBI TeM HE MeHee
ACCOLMHMPYETCS] C OMyXOJIEBBIMU KJIETKAMH HJIM TOBPEKICHUEM, BBI3BAHHBIM OIYXOJbi0. B
HEKOTOPBIX BAPHAHTaX OCYINECTBJICHHs], HAPUMep, aHTHIeH MPECTaBIsieT COOOH, HampuMmep,
dakTOp poCTa, ILUTOKWH WM HWHTEPJIEHKUH, Hampumep, (GakTop pocTa, IUTOKUH WU
UHTEPJICHKWH, CBSI3aHHBI C AHTHOTEHE30M WM BacKyJoreHe3oM. Takue (akTopsl pocrTa,
LIUTOKWHBI WJIH UHTEPJIEHKUHBI MOTYT BKJIFOYATh, HAIPUMED, (PaKTOp pocTa SHAOTENHUS COCYIOB
(VEGF), ocHoBHoil daktop pocta ¢udpodnacror (bFGF), tpomOouurtapHsiii akTop pocra
(PDGF), ¢akrop pocra rematouuto (HGF), mncymmunononobusii ¢akrop pocra (IGF) wmu
uHTepiedknH-8 (IL-8). Omyxoam MOTyT Takke CO3aBaTh TMIIOKCHYECKYIO CPEAy, JIOKAJIBHO 110
OTHOILIEHHIO K omyXonu. TakuMm oOpa3oMm, B OPYTrUX KOHKPETHBIX BAPHAHTAX OCYIIECTBICHHUS
AHTHUTEH MPENCTaBIIsIeT CO00M GakTop, CBA3aHHBIN ¢ runokcuei, Hanpumep, HIF-1a, HIF-13, HIF-
20, HIF-2B, HIF-300 mom HIF-3B. Onyxomu MOryT Takke BBI3BIBATH JIOKAJTHM30BAHHOE
NOBPEXKIACHHE HOPMAJIbHONW TKAaHU, BBI3bIBAasl BBICBOOOXKIEHHE MOJIEKYJ, H3BECTHBIX Kak
MOJIEKYJIbl TTATOr€H-aCCOLMUPOBAHHOTO MoJjieKyJisipHoro narrepHa (DAMP; Takke n3BeCTHbIE
KaK ajapMuHbl). Takum 00pa3oM, B HEKOTOPBIX APYTHX KOHKPETHBIX BAPHAHTAX OCYIIECTBICHHUS
aHTUreH npeacrasisier coboit DAMP, Hanpumep, 6Ky TEIIOBOro moka, OOKC 1 CBA3aHHBIX C

XpOMaTUHOM 0enkoB ¢ BbicOKOH noasrkHOCTEIO (HMGB 1), S100A8 (MRP8, kanrpanynun A),
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S100A9 (MRP14, xanrpanynuH B), ceiBoporounsiii amuionn A (SAA) win MoxeT ObITh
Ie30KCUPUOOHYKJIEMHOBOH  KUCJIOTOH, aneHO3uHTpudochaToM, MOYEBOH KHCIOTOH WIH
CyJib()aTOM renapuHa.

[00249] TpancmeMOpaHHBIE IOMEH: B HEKOTOPBIX BapHaHTaX OCYINECTBJICHUS
BHekjeTouHbli nomeH CAR coenunsiercs ¢ TpaHCMEMOpPaHHBIM JIOMEHOM IMOJUMIENTHAA C
MOMOLIBI0 JIMHKEPHOW, CHEHCEePHONM WM METJIEBOM NOJUNENTUAHOW MOCIEN0BATEIbHOCTH,
HarpuMmep, mnocienoBateapbHocTH u3  CD28  wiu  nmocnepnoBarenbHocTu 13 CTLAA4.
TpancmeMOpaHHBIH JOMEH MOXKET OBITH Oy Y€H WJIH ObITh TPOU3BOAHBIM U3 TPAHCMEMOPAHHOTO
IoMeHa JI000ro TpaHcMeMOpaHHOTO Oejka U MOXKET BKJIFOYATh BECh TAKOM TPaHCMeMOpaHHBIN
JOMEH WJIM ero 4acTb. B KOHKPETHBIX BapuUaHTaX OCYLIECTBJIEHUsS TPAHCMEMOpPAHHBIH OMEH
MOXKET OBbITb TOJyueH wWin ObITh NpousBogHbIM U3, Hampumep, CD8, CDI16, peuenrtopa
LIUTOKWHOB U PeLENTOpa HHTEpJIeHKNHA WK peLenTopa (pakropa pocTa WIH TOMY NOAOOHOTO.

[00250] BHyTpUKJIETOUHbIE CUTHAJIbHbIE JOMEHbl. B  KOHKpPETHBIX BapUaHTax
ocyliecTBieHUs BHyTpukierouHblii nomMeH CAR mpencrasmser coOoi WM COREPIKUT
BHYTPUKJIETOYHbIH JOMEH WM MOTUB O€JIKa, KOTOPBIH SKCHPECCUPYETCs] HAa MOBEPXHOCTH T-
KJIETOK M MHULMHPYET aKTUBALMIO W/Wiu mpoiudeparyo ykazaHublx T-kinerok. Takoit momen
WIN MOTHUB CHOCOOEH IepefaBaTh NEpPBUYHBI AHTUICHCBSI3BIBAIOINMI CHIHAJ, KOTOPBIM
HEOOXOAMM JUI aKTHBALMH T-TMM(pOLUTOB B OTBET HA CBSI3bIBAHME AHTUI€HA C BHEKJIETOYHOM
yacTeio CAR. OGBIMHO 5TOT JOMEH MM MOTUB COAEPIKUT HIIH pencTasisier coooit ITAM (motus
aKTUBAaLlUM HAa OCHOBE THPO3MHA HMMyHopeuenTopa). Ilomunentunsl, comepxamue ITAM,
nonxonsmue i CAR, Bxiouarot, Hampumep, temnb a3era CD3 (CD3() wnu ee conmep:kainue
ITAM yactu. B KOHKpEeTHOM BapHaHTE OCYINECTBJIEHHS BHYTPUKIIETOUHBIN JAOMEH SBJIAETCS
BHYTPHKJIETOYHBIM CUTHaJbHBIM 1oMeHoM CD3({. B apyrux KOHKpPETHBIX BapUaHTax
OCYIIECTBJICHUsS] BHYTPUKJIETOUHBINA TOMEH MPEACTaBJsieT COOOH Lemnb perentopa JUMQOLHUTOB,
komruiekcHbIl Oejiok TCR/CD3, cyovenununiy peuenropa Fe wiu cyobenunuiy peuenrtopa IL-2.
B Hekoropbix BapmanTax ocymectBieHuss CAR NONOJTHUTENBHO COAEPIKUT ONMH WM Ooiee
KOCTUMYJIUPYIOLINX JTOMEHOB MJIM MOTHUBOB, HallpUMep, KaK 4acTh BHYTPHUKJIETOUHOTO AOMEHA
nojunentuaa. OauH wiu 6ojiee KOCTUMYJTUPYIOIIUX JTOMEHOB MIIH MOTHBOB MOTYT IPENCTABIISATh
co0OW MM MOTYT COIepKaTh OAHY WM Ooyiee W3 KOCTUMYJIHPYIOLIEH MOCIeNOBATENbHOCTH
nomunentuna CD27, kocrumynupyromeit mocienoBarenpbHOCTH — nojunentuaa CD28,
KOCTUMYJIUpYIoleil mocnenosarenpHocT nonunentuaa OX40 (CD134), koctumynupyromei
nocienosareipHocTd nonmnentuaa 4-1BB (CD137) unn KOCTUMYIHPYIOLIEH HHAYUHOETbHON
noyunenTuaHoi mocnenoBatenbHocTH T-kiaerok (ICOS) wnm npyroro KOCTUMYJHUPYIOLIETO
JOMEHa M MOTHBA WJIH JIFOOOH MX KOMOWHAIIHH.

[00251] CAR wMoryT Takxe copaepkaTb MOTHB BbDKHMBaHUsA T-kierok. Motus
BbDKHBAEMOCTH T-KJIETOK MOXKeT OBITh JIFOOOW MOJUMENTUAHON IOCIENOBATEIbHOCTRIO HWITH
MOTHBOM, KOTOPBIH 00JIeryaeT BbKUBAEMOCTh T-TUM(OLIUTOB 1MOCe CTUMYJISIIMHA aHTUTEHOM. B
HEKOTOPBIX BapUAHTaX OCYIIECTBJICHUS MOTHUB BBDKHBAaHUS T-KIETOK MpEACTaBisieT COOOW WITn
nonydeH u3 CD3, CD28, BHyTPHUKIETOYHOrO CHrHaJbHOrO nomeHa penenropa IL-7 (IL-7R),

BHYTPUKJIETOYHOIO CUTHAJIBHOrO AoMeHa peuentopa IL-12, BHYTpPUKIETOYHOrO CUTHAJIBHOIO
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noMeHa peuentopa IL-15, BHYTpHKJIETOYHOrO CUrHajbHOro aomeHa peuenrtopa IL-21 wnm
BHYTPUKJIETOYHOTO CHTHAJIBHOTO JOMEHa perentopa TpaHcopmupyromero ¢akropa pocra [
(TGFB).

[00252] MoaupuunpoBaHHBIMH MMMYHHBIMH KieTkamHu, skcrpeccupyromumu CAR,
MoryT ObITh, Hanpumep, T-mumbountsr (T-knerku, Hanpumep, CD4+ T-knerkn wan CD8+ T-
kjetkn), uurorokcndeckne jumdonntel (CTL) mnmm ecrectBenHble kieTku-kmiepsl (NK). T-
JTUM(OLUTHI, TPUMEHsIEMbIE B KOMITO3ULIUSX U CTIOCO0ax, MPEACTABICHHbIE B JAHHOM JIOKYMEHTE,
mMoryT ObiTh HaTuBHbBIMH T-mumdonuramu win MHC-orpanmuenssivu T-mumdonuramu. B
HEKOTOPBIX BapHaHTax OCYILECTBIICHHS T-mumdoruTs MIPEICTABIISIIOT coboit
uHpunpTpupytomue onyxonu aumdounts! (TIL). B HekoTopsIx BapuanTax ocyiuecTieHus T-
TuMQOLUTHI OBUTH BbIENIEHBI U3 OMOIICUN OMYXOJIU U ObUTH pa3MHOKEHBI U3 T-muMponuTos,
BBIJIEJIEHHBIX M3 OMOIICUU OMyXOJIM. B HEKOTOPBIX APYruX BapHaHTaX OCYLIECTBICHUs T-KJIETKU
ObUIM BBbIENEHBbl U3 WM Pa3MHOXKEHBI U3 T-TUMQOLUTOB, BBIAENEHHbIX W3 Nepudepudeckoi
KPOBH, MyTOBUHHOW KPOBH WM JUM(}BL. IMMyHHBIE KJIETKH, MOJIEKAINNE MPUMEHEHHIO IS
reHepanuyu MOIN(UIMPOBAHHBIX HMMYHHBIX KJIETOK, skcnpeccupyromux CAR, moryT ObITh
BbIJIEJIEHbI C MPUMEHEHHEM OOIIETPHHATHIX, OOBIMHBIX CHOCOOOB, Hampumep, cOopa KpPOBU C
nocienymuM  adepe3oM U, HeoOs3aTeNbHO, AHTHUTENIONOCPENOBAHHOTO BBIIECJNCHUS WM
COPTUPOBKH KJIETOK.

[00253] MonuduuupoBaHHble HMMYyHHbBIE KJIETKH MPEANOYTHTENBHO  SIBILSIFOTCS
ayTOJOTWYHBIMH HWHAMBHAYYMY, KOTOPOMY HEOOXOIMMO BBOAUTH MOAU(DHUIIMPOBAHHBIE
UMMYyHHbIE KJIETKH. B HEKOTOPBIX APYrUX BapHaHTaX OCYIUIECTBJICHUS MOAU(PHUIMPOBAHHBIE
UMMYyHHbBIE KJIETKH TPEANOYTUTENbHO SIBJISTFOTCS QJJIOTEHHBIMH HWHAMBHAYYMY, KOTOPOMY
HEOOXOIMMO BBOAWTh MOIUGUIMPOBAHHbIE HMMMYHHbIe KieTku. Korma amnorenasie T-
muMporutsl win NK-kIeTku NpUMEHSIIOT AJIsl Oy YeHUs MOTU(PUIIMPOBAHHBIX T-THM(OIUTOB,
npeAnodTUTeNIbHO BbIOUpatoT T-nmumdormtel win NK-KIeTKH, YTO YMEHBIIAET BEpPOSTHOCTH
NOSIBJICHUSI PEAKLUH «TpaHCIUIaHTaT npotuB xo3siuHa»y (GVHD) y urnuBupa. Hampumep, B
HEKOTOPBIX BAapHAHTaX OCYINECTBJICHUs] BHpYycC-crienudpuueckue T-TUMQPOUUTH BBIOPAHBI IS
NOJIyYeHUsT MOAUMULIUPOBAHHBIX T-JTUM(OLMUTOB; OXUIAETCS, YTO TaKHe JUMQPOLHUTHI OyayT
UMETh 3HAUYHUTEJIbHO YMEHBIICHHYI0 HATHBHYIO CIIOCOOHOCTDb CBSI3bIBATHCS C U, TAKUM 00pa3oMm,
aKTUBUPOBATBCSA  JIIOOBIMH ~ AHTUT€HAMH-PELIMIIHEHTAMH. B HEKOTOpBIX  BapHUaHTax
OCYILECTBJIEHUs] OTTOPJKEHHE, OMOCPEAOBAHHOE PELUIHEHTOM, aJUIOreHHbIX T-muMdoruTos
MOXET OBITh YMEHBIIEHO IIyTeM COBMECTHOTO BBEJCHUS XO35SMHYy OXHOro win Oolee
UMMYHOCYTIPECCUBHBIX areHTOB, HampuMep, LMKIOCIOPHHA, TaKpOJIUMyCa, CHPOJUMYCA,
ukiodpochaMuaa, MM TOMy TOZOOHOTO.

[00254] T-nmumdonursr, Hampumep, HemonubuuupoanHuble T-mumdorutsr i T-
muMornursl, sxcnpeccupyromue CD3 u CD28, unm coxepkaiue MOJUIENTH, COAEPKALIINA
curHanbHblii joMeH CD3( u koctumynupyrommii nomeH CD28, moryT ObITh pa3MHOMKEHBI C
npuMmeHeHrneM antuten k CD3 u CD28, nanpumep, aHTUTEN, NPUKPEIUIEHHBIX K TpaHyJam,
cmotpu, Hampumep, nateHTbl CIITA NeNe 5948893; 6534055; 6352694, 6692964, 6887466, u
6905681.
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[00255] Monmu¢puumpoBaHHble UMMYHHBIE KJIETKH, HarpuMep, MomuduuuposaHHble T-
JTUM(OLUTHI, MOTYT HEOOSI3aTENBbHO CONEPIKATh «CY MIMAAIBHBIN T€HY WIIN KIIPEIOXPAHUTENbHbINA
NEePEeKIIFoUaTeNb), KOTOPBIM MpPH  JKEJAHWW TI03BOJsIET yOWMBaTh MO CYLIECTBY BCe
MOIU(pHUIMPOBaHHBIE UMMYyHHBIE KieTkn. Hanpumep, momudunmpoBanHble T-mum@orursr B
HEKOTOPBIX BAPHAHTAX OCYINECTBIEHHU MOTYT copepkatb reH HSV-rtumunnnkunassl (HSV-TK),
KOTOPbI  BBI3BIBAET TIHOENb MOAU(PUIMPOBAHHBIX T-TUM(OLUTOB TMpH KOHTaKTe C
raHLUUKJIOBUPOM. B Apyrom BapuaHTe OCYINECTBJIEHUS MOAM(ULMpPOBaHHBIE T-TUMQPOLUTHI
comep:kaT WHAYUUOENbHYIO Kacrmasy, Hampumep, WHAyUuOenbHyr Kacmazy 9 (icaspase9),
HanpUMep, CIUTBIA Oellok Mexay kacmasoi 9 u yenoBedeckuM FKS06-CBSI3bIBAOIIIM OEIKOM,
YTO TO3BOJIAET AUMEPHU30BATHCS C NMPUMEHEHHeM crnenugudeckoil papmManeBTHdeckol Majon
monekyel. Cm. Straathof ef al., Blood 1 05(11 ):4247-4254 (2005).

J. ®apmaneBTHYECKHE KOMIIO3UIIHH

[00256] DapmaneBTHUECKHE KOMIO3ULIMU, TMpeajaraeMble B JaHHOM JOKYMEHTE,
cofiepKaT TepaneBTUUeCKU >(PQPEeKTUBHOE KOJIUYECTBO OAHOTO WJIM HECKOJIBKUX COEIUHEHHH,
npenjiaraeéMplXx B JaHHOM JIOKYMEHTe, M HeoOs3aTeNbHO (DapMaLeBTUYeCKH IPUEMIIEMbI
HOCHTEINb, pa30aBUTENb UM BCTIOMOTaTeIbHOE BEIECTBO.

[00257] B nonoTHUTEIbHOM BapUAHTE OCYIIECTBIEHUS B JAHHOM JJOKYMEHTE MPEIJIOKEeHa
(dapmaneBTHUECKass KOMIIO3UIMS, COAEp’Kalasl COEJUHEHWE, NPEeNJIOKEHHOe B JaHHOM
IOKYMeHTe, U Oucrnenuduyeckoe aHTHTENO, CHeNU(PUUECKH CBA3BIBAIOLIETOCS C AHTHUIE€HOM
cospeBanusi B-kierok denoseka (BCMA) u CD3e yenoseka (CD3), npemiokeHHOE B TaHHOM
OOKyMeHTe, (hapMaLEBTHUECKH MPHUEMJIEMbIH SKCLUIHEHT, HeoOs3aTeNIbHO, MpPH OSTOM
oucneripueckoe aAHTUTENO CONEPKUT TEPBYIO CBSI3bIBAIOINYI0 YaCTh, CIEHUPUUECKU
CBSI3BIBAIOINYIOCSI C AHTUTEHOM co3peBaHusi B-xierok uwenoBeka (BCMA), u  BTOpyIO
CBSI3BIBAIOINYIO 4acTh, crieuuduyecku cesibiBatromytocs ¢ CD3e uenoseka (CD3), mpu s3TOoM
yKa3aHHasl TIepBasi CBS3bIBAIOIIAS YacTh comepskut obnacte VH, comepxkamyro odbmacte CDR1H
¢ SEQ ID NO: 21, obmacts CDR2H ¢ SEQ ID NO: 22 u o6macts CDR3H ¢ SEQ ID NO: 17 u
obnacte VL, conepxkamyro obnacte CDR3L ¢ SEQ ID NO: 20 u komOunanuio odnacreii CDR1L
u CDR2L, BeIOpaHHYIO U3 TPYIIIBI

1) obacte CDRIL ¢ SEQ ID NO:23 u oomacte CDR2L ¢ SEQ ID NO:24,

i1) oomacte CDRIL ¢ SEQ ID NO:25 u o6nacte CDR2L ¢ SEQ ID NO:26 unu

ii1) obmacte CDRI1L ¢ SEQ ID NO:27 u obnacte CDR2L ¢ SEQ ID NO:28. B onHom
BapHAHTE OCYINECTBJICHUS] KOMITO3UIMS NpPEAHA3HAYeHA JJIsi KOMOMHMPOBAHHOTO TMPUMEHEHHS
IIPU JIEUEHUH MHOKECTBEHHONW MHUEJIOMBI.

[00258] B monosHUTETPHOM BapHUAHTE OCYILECTBJICHHS B JAHHOM JOKYMEHTE MPEIJIOKEHA
dapmanestuueckas kommnosunus, couepxkamasi Coequnenne 1, Coequnenne 2 umn CoenuHeHnue
3, WM €ro SHaAaHTHOMEpP, CMECh YHAHTHOMEPOB, TAYyTOMEp, U30TOMOJIOT WK (apMaleBTHIECKH
NPUEMIIEMYIO COJIb U OHCTIEU(UECKOe aHTUTENO, CONEpIKallee MEPBYIO CBA3BIBAIOLIYIO YacCTh,
crenn(UIEeCKH CBS3BIBAIOINYIOCS C AHTUTEHOM co3peBaHusi B-kierok uenosexka (BCMA), u
BTOPYIO CBSI3BIBAIOLIYIO YacTh, crnernuduueckn cps3biBaromyrocs ¢ CD3e genoseka (CD3),

NPEAJIONKEHHOE B JAHHOM OOKYMECHTC, HE00s13aTEIBLHO npu 5TOM 6I/ICH6LII/I(1)I/ILIGCKOG AHTUTECIIO
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XapaKTepU3yeTcss TeM, YTO YKa3aHHas IepBas CBS3BIBANOLIAsl YacThb cOmepkuT obmactb VH,
conepskamyto obnacte CDR1H ¢ SEQ ID NO: 21, obnacte CDR2H ¢ SEQ ID NO: 22 u obnactb
CDR3H ¢ SEQ ID NO: 17 u obnacts VL, conepsxkamyto odmacte CDR3L ¢ SEQ ID NO: 20 u
komOuHanmto obnacreit CDRIL u CDR2L, BeiOpaHHy O U3 rpy bl

1) obmacte CDRIL ¢ SEQ ID NO:23 u o6macte CDR2L ¢ SEQ ID NO:24,

i1) oomacts CDRIL ¢ SEQ ID NO:25 u o6iacte CDR2L ¢ SEQ ID NO:26

ii1) obmacte CDRIL ¢ SEQ ID NO:27 u obnacts CDR2L ¢ SEQ ID NO:28,

U (papmManeBTUYECKH MPHUEMIIEMbIH SKCLUMHUEHT. B OfXHOM BapHaHTE OCYIIECTBICHHUS
KOMIIO3ULIMST ~ TNpeAHa3HadeHa JUid KOMOMHHUPOBAHHOIO  IPHUMEHEHHs TIpU  JICYEHUH
MHO>KECTBEHHON MHEJIOMBI.

[00259] Yka3aHHbIe COENMHEHHS MOTYT OBITh COCTAaBJIEHBI B OJXO/ALINE JIEKAPCTBEHHbBIE
(GbopMBI, Takue Kak pPacTBOPBI, CYCNEH3UH, TaOJNETKH, AUCIEPrUpyeMble TaOJNETKH, MIIIIOJIH,
KaIiCyJibl, TOPOIUKH, Tpernaparbl C 3aMEeAJIEHHbIM BBICBOOOXIEHHEM WM 3JIUKCUPBI, AJIs
NepOpPaNbHOTO  BBEJECHMS, WM B  CTEPUIBHBIX pAacTBOpax MJIM  CYCNEH3UAX  JAJs
0(hTaNBMOJIOTMYECKOTO WJIM MaPEHTEPATIbHOTO BBEACHUS, a TAK)KE TPAHCIEPMAJIbHbIN IIACTIPb
U UHrajsATopel B BHJE cyXoro nopomka. Kak mnpaBuio, COeIUHEHUs, ONUCAHHbBIE BBILIE,
COCTaBJICHBI B (PapMalleBTHUECKHE KOMIIO3HLIUH C UCTIOIB30BAHUEM METOZOB U METOIMK, XOPOLIO
U3BECTHBIX B JAaHHOW obnactu TexHukH (cM, Hanpumep, Ansel Introduction to Pharmaceutical
Dosage Forms, 7-e uzn. 1999).

[00260] B manHbIXx koMmo3uuusix 3(deKkTHBHbIE KOHLEHTPALMM OIHOrO MM Ooee
COEOMHEHUI WM uX (papMaleBTUYEeCKH NPHEMJIEMbIX COJIEH CMELIMBAIOT C TMOAXOISIIUM
(hapMaLIEBTHUECKUM HOCUTEJIEM MJTH HAMOJIHUTENeM. B KOHKPETHBIX BapHaHTaX OCYIIECTBICHHUS
KOHIEHTPALIMH COEAUHEHWI B KOMIIO3UIUIX SIBISIFOTCS A(PQPEKTUBHBIMU ISl TOCTABKHU
KOJINYECTBA, KOTOPOE MPH BBEICHUH JICUUT, MPEAOTBPAIIAET UM O0JIerdaeT OJJUH UJIA HECKOJIbKO
CHUMIITOMOB H/HJTH MPOTPECCUPOBAHNE MHOKECTBEHHON MUEJIOMBI.

[00261] Kak mpaBuiio, KOMITO3UIIMH COCTABJICHBI JIsI OMHOKPATHOTO BBEACHUS HO3bL. [ st
NPUTOTOBJIEHHST KOMITO3UIIMA MACCOBYIO) HABECKY COEIMHEHHsI PACTBOPSIOT, CYCHEHAHPYIOT,
OUCTIEPTUPYIOT WM HMHBIM 00pa3oM CMENIMBAIOT B BBHIOPAHHOM HAIOJHHUTENE C TaKOW
3¢ (eKTUBHON KOHLIEHTPALMEH, YTO MAaTOJIOTHYECKOe COCTOSTHUE O0JIer4aercsl MM yIIydlIaeTcs.
dapmareBTUYECKHEe HOCHUTENIM WJIM HAMOJHUTENH, MOAXOMSININE JUIsl BBEIEHUS COEIMHEHHHH,
NPEACTABICHHbIX B ITaHHOM JOKYMEHTE, BKJIIOYAIOT JIIOObIE TakWe HOCUTENH, W3BECTHBIE
CHEeLUANCTaM B JAHHOHM 00JIaCTH TEXHHUKH, MOIXOASIIHE Uil KOHKPETHOTO CIIoco0a BBEEHHSI.

[00262] Kpome Toro, coeaWHEHHs MOTYT OBITH COCTaBJIEHbI B BHUIE EIUHCTBEHHOTO
(bapMaLIeBTHUECKH AKTUBHOIO HMHIPEAMEHTa B KOMIIO3MLHUU WM MOTYT OBITh OOBEIUHEHBI C
OPYTHEMH aKTHBHBIMU HHIpeIueHTaMH. JIMMOCOMaibHbIe CYCIIEH3WH, B TOM YHCJIE JIUTIOCOMBI,
HAIlCJICHHbIE HA TKAHH, TAKU€ KaK JIMTIOCOMBI, HAIEJIEHHbIE HA OMyXOJb, TaKXKE€ MOTYT OBITh
NPUTOAHBI B KauecTBe (papMalleBTUUECKH NMpHeMIIeMbIX HocuTesneld. OHM MOTYT OBbITh MOJTy4Y€HbI
B COOTBETCTBHHM CO CHOCOOaMH, HW3BECTHBIMH CIEIHMAINCTaM B JaHHOW OOJACTH TEXHUKH.
Hanpumep, TunocoMHbIe ieKapCTBEHHBIE (POPMbI MOTYT OBITh MOJIYY€HBI, KaK U3BECTHO B JAHHOM

o0yacTu TexHUKH. BKpaTiie, TMIOCOMBI, TaKHe Kak MHOTOCIIONWHBIE Be3uKyJIbl (MLV), MoryT ObITh
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o0pa3oBaHbl TyTEM BBICYIIMBAHUS sIMUHOrO (ocharuaunxonmuHa u  QocaTuauiceputa
TOJIOBHOTO MO3ra (MOJISIPHOE COOTHOILIEHWE 7:3) Ha BHYTpeHHeH cTopoHe KojiObl. JloOaBmsroT
pacTBOpP COEAWHEHHWs], MPEIJIOKEHHOTO B JAHHOM JOKyMeHTe B 3al0ydepeHHoM dochatom
¢usnonornueckom pacteope (PBS), numeHHOM [BYXBaN€HTHBIX KAaTHOHOB, H  KOJOY
NePEeMEINBAIOT A0 TeX NOp, TIOKa JIMMHIHAS [UIEHKA He [ucneprupyercs. [loxydeHHblIe BE3UKYJIbI
MPOMBIBAIOT st yiaJeHus HEMHKAIICYJIUPOBAHHOTO COEIMHEHUS, OCAXKIAOT
LEeHTPU(]YTUPOBaHUEM U 3aTEM pecycneHaupyoT B PBS.

[00263] AKTHBHOE COEAMHEHHE BKJIIOYEHO B (HapMAlEeBTHYECKH MPUEMJIEMBbIN
HATIOJIHUTEIb B KOJIMYECTBE, TOCTATOYHOM JUUIsl OKA3aHUS TEPANIeBTUYECKH 1T0JIE3HOTO 3 dekTa B
OTCYTCTBHUE HEXeJaTeJIbHbIX MOOOUHBIX 3 (deKTax i malueHTa, MOABEPTatoLIerocs JIEYEHHUIO.
Tepanesruuecku >PpPeKTHBHAS KOHLEHTPALUS MOXKET OBITh ONpeAeNeHa SMIUPHYECKH IMyTeM
HCCJIEIOBAHUS COEAUHEHUN B [N VIO WU in Vivo CUCTeMax, ONMCAHHBIX B JAHHOM JOKYMEHTE, U
3aTeM KCTPAroINPOBaHa HA OCHOBAHUH 3TOTO Il AO3UPOBKH AJIS JIFOIEH.

[00264] KoHueHTpays akTHBHOTO COSTUHEHHS B (papMaLieBTUYECKOH KOMIO3UIuY Oy 1eT
3aBHCETh OT CKOPOCTeH abcopOumu, pacmpeneneHusi B TKAaHSIX, WHAKTUBALMM, MeTadonnu3Ma U
HKCKPELUH aKTUBHOTO COEMHEHNs], (PU3UKO-XMMUYECKUX XapPAKTEPUCTHK TAHHOTO COCIMHEHMS,
rpaduka O3MPOBAHMS W KOJMYECTBA BBOJMMOIO BELIECTBA, a TaKXkKe APYTHX (PaKTOpPOB,
U3BECTHBIX CHELMAINCTaM B JaHHOW oOjmacT TexHUKH. Hampumep, KOIMYeCTBO, KOTOpOe
JOCTABJICHO, SIBJISIETCS] IOCTATOYHBIM JIJIs1 YJIYUIIEHUs] OJJHOTO MJIM HECKOJIBKUX CUMIITOMOB paKa,
B TOM YHCJIE€ COJUAHBIX OMyXOJIel 1 reMaTOJOTHUeCKHIX OIyXOJIeH.

[00265] PactBopbl WM  CyCHEH3WH, MPUMEHsEeMble JUIsi  TapeHTePabHOTO,
BHYTPHKOXKHOTO, TOAKOXKHOTO HWJIM MECTHOTO TPUMEHEHHs, MOTyT BKJIIOYaTh JIIOOOW U3
CIIENYIOIIMX KOMIIOHEHTOB. CTEPUJIbHBIM pa30aBUTENb, TAaKOW Kak BOIA JJIsi HHBEKLIWIA,
(u3NONOrHUeCKUH  pacTBOp,  HeJeTydyee  Macio,  MOJMATHICHIJIMKONb,  TJIHLEPHH,
NPONIICHIJIMKOIb,  AUMETWIALETAMHI  WJIA  JAPYrod  CHHTETUYECKUH  PacCTBOPUTEIIb,
NPOTHBOMUKPOOHBIE CPEACTBA, TAKHE KaK OCH3UJIOBBIM CIIUPT U METUJINAPAOeH; AHTHOKCHUAAHTHI,
TaKMe KaKk aCKOPOMHOBas KUCJIOTa M OUCYJb(HUT HATpPUS, XENATUPYIOLINE CPECTBA, TAKUE KaK
sTHIIeHAnaMuHTeTpaykcycHass kucinora (J/TA);, Oydepsl, Takue Kak ameraTbl, LUATPATHI H
¢docdater; 1 cpeacTsa A PeryIMPOBKH TOHMYHOCTH, TAKHE KaK XJIOPU HATPHUS WIN AEKCTPO3a.
[TapeHTepanbHbIE IPENapaThl MOTYT OBITh 3AKJIFOYEHBI B AMITYJIbI, INMPULIBI-PYYKH, OJHOPA30BbIE
IIMPHLBI, WIK OAHOPA30BbIE MM MHOTOPa30Bble (DJIAKOHBI U3 CTEKJA, TUIACTHKA WJIN JPYyroro
MOJXOALIETO MaTeprana.

[00266] B cnydasix, kOrma COEAWHEHHUS MPOSBISIFIOT HEAOCTATOYHYHO PAaCTBOPUMOCT,
MOTYT OBITh MCIOJIB30BAHBI CIIOCOOBI JIST CONMOOMIN3UPYIOMNX coenuHeHnil. Takue crocoOb!
W3BECTHBI CIIEIUAUCTAM B TAHHON OOJIACTH TEXHUKHU M BKIIFOYAIOT, HO HE OTPAaHUYUBAIOTCS] HMH:
NMpUMEHEeHNEe CcopacTBOpuTeNel, Takux kak aumerwicyibdokcun (JAMCO), npumeHeHue
MOBEPXHOCTHO-aKTUBHBIX BelecTB, Taknx kak TWEEN®, wiu pacTBOpeHHE B BOJHOM PacTBOPE
ruapokapOOHaTa HATPUs.

[00267] I1pu cMemuBaHUYU WK NOOABIEHUH COSAUHEHHUsI(M) MOMyUYEHHAs] CMECh MOJKET

NPEACTABISATh COOOW PacTBOp, CYCIEH3MIO, SMYJIbCHIO WM TOMY NonoOHoe. JlekapcTBeHHas
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¢dopma moNyueHHOH CMECH 3aBHCHUT OT psiia (aKkTOpPOB, BKIFOUAs MPEATIONAraeMbli Croco0
BBEJCHUS M pPACTBOPUMOCTb COEJUHEHHsS B BBHIOPAHHOM HOCUTENIE WM HAINOJHHUTEINE.
D¢ dexTuBHAS KOHIEHTpauus JOCTATOYHA MU YMEHBLIEHHWS CHMIOTOMOB 3a00JieBaHUs,
HApYIIEHHs WK NMATOJOTUH, H MOKET OBITh ONpeaesieHa SMITHPUIECKH.

[00268] dapmaLieBTHUECKHE KOMIIO3ULIMKM TMPEJHA3HAUEHbl IJIsi BBEACHUS JIIOIAM H
JKUBOTHBIM B BHJI€ JIGKAPCTBEHHBIX (POPM EAMHUYHBIX 103, TAKUX KaK TaOJNETKH, KarcCyJbl,
MWIIOJH, TOPOILIKM, TIPaHyJbl, CTEPUIbHbIE NapeHTEpabHbIE PACTBOPbI WU CYCIIEH3UH, U
pPacTBOPBI WM CYCIEH3UMU AJIsI MOJOCTH PTa, a TAKXKE S3MYJBCHUHM MAacCiO-BOJAA, COAEpIKAIIUX
NOAXONALINE KOJMYECTBA COEOUHEHMH WM UX (apMaleBTHUECKH MPUEMIIEMBIX COJIEH.
dapMalLleBTUYECKN TePANeBTUYECKN aKTHUBHBIE COCUHEHUS] U UX COJM COCTABJISIIOT U BBOJSAT B
BUE EIWHUYHBIX JIEKApPCTBEHHbIX (OPM WM JIEKaPCTBEHHBIX ()OPM MHOTOKPATHBIX J03.
Enunuunble nexapcTBeHHblE (DOpPMBI, NpPUMEHsIEMble B JAHHOM JIOKYMEHTE, OTHOCSTCS K
(bu3nYeCKn AUCKPETHBIM €ANHULIAM, TOAXOIAIIMUM JUJIS JIFOAEeH W )KUBOTHBIX, M YIIAKOBBIBAIOTCS
VHIMBHIYAJIbHO, KaK U3BECTHO B JaHHOW oOnactu TexHUKU. Kaknas eauHuYHAs 1032 COMEPIKUT
MIPENOINPEACICHHOE KOIUYECTBO TEPANEBTUYECKA AKTUBHOIO COEAUHEHUs, NOCTATOYHOIO IJIs
NOJyYeHHs JKEJAaeMOro TepaneBTU4YecKoro d¢dQexra, B COYETAHHH C HEOOXOJUMBIM
(apmManeBTHUECKIM HOCHTENEM, HANOJHUTeNeM WiIH pazbaButenem. [Ipumepsl €IMHUYHBIX
JIEKapPCTBEHHBIX (POPM BKJIIOYAIOT AMITYJIbI ¥ INIPHULIBI,  HHANBUAYAJIBHO YITAKOBAHHBIE TAOIETKH
WIN Kancysbl. EnuHUYHBIE JeKapCTBEHHbIE (OPMbI MOKHO BBOAMTH B BUAE YaCTeH WM HX
KpaTHBIX BeJH4HH. JIekapcTBeHHas hopMa MHOTOKPATHOM 03B! IPEACTABISET COOOH MHOKECTBO
UJICHTHUYHBIX JIEKAPCTBEHHBIX ()OPM NUHUYHOM TO3bI, YIIAKOBAHHBIX B OJMH KOHTEHHEP, KOTOPhIE
JOJDKHBI BBOAMTBHCSI PA3feNIbHBIMU JIEKAPCTBEHHbIMU (OpMaMH €AMHUYHON 103bl. [Ipumepsr
JIEKApCTBEHHBIX (POPM C MHOKECTBOM 103 BKJIOYAIOT (DJIAKOHBI, OyThUIH TaOJETOK MK KarcCyJl
win Oy THUTH MUHT WM TaJUIOHOB. CJIe10BaTENbHO, JIEKAPCTBEHHBIE (POPMBI MHOTOKPATHOM JTO3BI
KpaTHa €JUHUYHBIM J103aM, KOTOpbIE HE pa3/esieHbl B YIIAKOBKE.

[00269] MOXHO HM3rOTOBUTH JIEKAPCTBEHHbIE (OPMBI MM KOMITO3UIIMH, CONEPIKaIlne
aKTUBHBIN MHrpenueHT B auamnazoHe oT 0,005% mo 100%, rae ocTanbHYH 4acTbh COCTaBISET
HETOKCHUYHBbIH HOCHTENb. JlJIi TepopasbHOrO BBENEHHs (PapMaleBTUYECKH TMPHEMIIEMYIO
HETOKCHUYHYI0 KOMIIO3HMLMIO TOJYYaOT MyTeM BHECEHHs JIOOOr0 M3 OOBIMHO MPUMEHSEMbIX
HATIOJIHUTEJIEH, TAKUX KaK, Harnpumep, papMalieBTHYECKHE KIIAaCChl MAHHUTA, JIAKTO3bL, KpaxXMaJa,
cTeapara MarHMsi, TajbKa, NMPOU3BOAHBIX LEJUIIOJIO3bI, HATPUH-KPOCC-KAPMEJIO3bl, IHOKO3BI,
caxapo3a, kapOOHaTa MarHus WM caxapuH HaTpus. Takue KOMIO3WULUH BKJIOYAIOT PACTBOPHIL,
CyCIIeH3UH, TaONeTKH, KarCyJibl, IOPOIIKM U JIEKAPCTBEHHbIE (OPMBI C 3aMEIJIEHHBIM
BbICBOOOXKIEHHEM, TaKHe Kak, HO HEe OrPaHWYMBAsCh JIMIIb STUMH. HMIUIAHTATBl U
MUKPOKAIICYJIMPOBAHHBIE CHCTEMBI TOCTABKH, U OHOpasiaraeMble OMOCOBMECTUMBIE TTOJUMEPHI,
Takue Kak KOJUIAreH, OJSTUJICHBUHWJIALETAT, IOJHUAHTUAPUIBI, MOJUINIMKONEBAass KHUCIOTA,
NOJOPTO3(UPBI, MONUMOJIOYHAS KUCioTa U Apyrue. CrocoObl MONydeHHst STHX KOMIO3HIIUN
U3BECTHBI CIIELUAIUCTAM B TAHHOHW OOJIACTH TEXHUKH.

[00270] AkTHBHBIE COETUHEHHUS MK (PapMaLeBTUUECKU MPUEMIIEMBIE COJIU MOTYT OBITh

NOJIYYCHBI C HOCUTCIIAMH, KOTOPBIC 3alHUIIAOT COCAWHCHUE OT 6bICTpOFO BBIBCACHUA U3
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OpraHu3Ma, TAaKUMH KakK JIeKapCTBEHHbIE (DOPMBI IUIsI BBICBOOOXKACHHS CO BPEMEHEM WU
Ipenaparsl C IOKPhITHEM.

[00271] Komno3uuuu MOTYT COZepKaTh APyTHe aKTUBHbIE COEAMHEHUs AJIs MOJyUeHUs
KeNaeMbIX KOMOMHanui cBoicTB. CoeaMHEHUs], PEAJIOKEHHbIE B JAHHOM OMMCAHUH, WU WX
(apMaLieBTHUECKH MPUEMIIEMbBIE COJIH, KaK OMHCAHO B JAHHOM JIOKYMEHTE, TaKXKe MOTYT OBITh
NPEUMYILIECTBEHHO BBEIEHBl B TEPANEBTUUECKUX WIH MPOPUIAKTHIECKHX LEIAX BMECTE C
apyruM (papMakoJIOTMYECKHM CPENCTBOM, KOTOPOE M3BECTHO B OOINEM ypPOBHE TEXHHUKHU Kak
NOJIE3HOE JUIA JIEYEHHs OAHOTrO wWiu Oonee 3a00NeBaHMN MM MEAWLUHCKHX COCTOSHHA,
YIOMSIHYTBIX BbIIIE B AHHOM JOKYMEHTE, TaKHX Kak OOJI€3HHU, CBA3aHHBIE C OKHCIHUTEIbHBIM
crpeccoM. CrenyeT NMOHMMAaTh, YTO Takas KOMOMHHUPOBAHHAsl TEparusl MPEACTaBiIsAeT COOOH
JOTIOTHUTENbHBIN aCIeKT KOMIIO3UIUN M CrocOOOB JIEYeHHUs, NPEACTABICHHBIX B JaHHOM
JOKYMEHTE.

K. OueHka aKTHBHOCTH M CBOMCTB KOMOHHALIMHU

[00272] Crangaptaele (usnonorundeckue, (apMakoJOrnyeckue u OHOXUMHYECKHE
IpOLEAYPBl JOCTYIHbI JUI WCCIENOBAHUSI COSNUHEHUH Ui WACHTH(UKALMH TeX, KOTOpbIE
o0NafaroT JKeJaeMbIMH CBOWCTBAMH, B TOM YHCJIE€ AKTUBHOCTBIO TPOTHB Mposudepannu
MHOKECTBEHHOH MHEJIOMBI 1 aJIeKBATHbIM Mpo¢uieM Oe3onacHocTH. Takue aHaIM3bl BKIIFOYAIOT,
HarpuMep, OHOXUMHYECKHUE aHAJTN3BI, TAKHE KaK aHAJIU3bI CBSI3bIBAHMS, AHAJIM3bI PAJHOAKTHBHBIX
BKJIFOUEHUH, a TAKXKE PA3INYHbIC AHAJTU3bI HA OCHOBE KJIETOK.

[00273] IToHATHO, YTO BBILIETIPUBENEHHOE MOAPOOHOE OMUCAHUE U COMPOBOIUTENbHBIE
MPUMEpPHI SBJIIOTCA BCErO JUIIb WJUTOCTPATHUBHBIMU, U UX HE CIeAyeT BOCIPUHHMATH Kak
orpaHuyeHue odbeMa o0bekTa n300peTeHust Pa3mudHble M3MEHEHUsT U MOIU(UKALIMK OTTUCAHHBIX
BAPHUAHTOB OCYIIECTBJICHHUS] OyAyT OYEBHIHBI CIICLIMAIMCTAM B JaHHOW 00J1aCTH TEXHUKHU. Takue
U3MEHeHUsT W MoAu(pUKALWK, BKIOYas, 0e3 OrpaHHYeHHs, OTHOCSAIINECS K XUMHYECKUM
CTPYKTypaM, 3aMeCTUTENSIM, IPOU3BOAHBIM, IPOMEKY TOUHBIM COEIMHEHUSIM, CHHTE3Yy, COCTaBaM
u/wm cnocobaM MPUMEHEHHs], TIPUBEICHHBIM B JAHHOM JIOKYMEHTE, MOYKHO OCYILIECTBIISITh, HE
OTCTyMasi OT ero cymHocTy U oobema. [larenter CIIIA u myOnmukaiyy, yroMuHaeMble B TAHHOM
JOKYMEHTE, BKJIFOUEeHbI B JAHHBII JOKYMEHT ITOCPEICTBOM CCHUIKH.

5. IIPUMEPBI

[00274] Hexotopsie BAPUAHTbl  OCYULIECTBJIEHUS  JAHHOIO n300peTeHust
MPOUJUTIOCTPUPOBAHBI CIIENYOIIMMU HEOTPAaHUUHBAIOIUMU IPUMEPAMHL.

Coxkpainenus:

AIBN: a300ucH300y THPOHUTPUIT

Boc mpem-6yTokcukapbonun

Boc,O nu-mpem-OytunaukapOoHat

tBuOK 7pem-OyTokcun xamus

JUTID A nuu3onponuis THIAMIH

JIM®A N, N’-Jlumernnpopmamung

EtOAc sTunauerar

MeOH mertanon
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MM MHO>KeCTBEHHAs1 MUEJIOMA

NBS: N-O6poMcy KIHHUMUT

SMP snepHbII MATHUTHBIA PE30OHAHC

1-PrOAc: u3onponmnanerar

TBSCI Tper-Oy THIANME THIICHITHITXJIOPU

TT'® rerparunpodypan

TCX tonkocnoliHas xpomarorpadus

TMSCI TpuMeTHICHITHIXIOPUL

IIpumep 1: Cunres 4-(4-(4-(((2-(2,6-anoxconune puauH-3-uj)-1-0KCOM30MHI0TUH-4-

HJI)OKCH)MeTHJ)0eH3 W )nunepa3sun-1-mi)-3-¢propoenzonurpuia (Coegunenne 1).
9
0
N NH
oo
NC F

[00275] 2-AmMuHO-S-MeTOKCH-S-OKcomeHTaHOBass Kucaora. K cycneHsum 2-
aMHUHOTNIEHTaHAMHOBOMN KHCIOTHI (250 1, 1,70 Monb) B cyxom metanodie (2,5 1) B atmocdepe a3ora
nobaBsu Tpumerwicumwixjaopun (277 r, 2,55 monp) B TeueHne 30 muHyT. IlonmydeHHbIi
MIPO3pavHbIN pacTBOp MepemMeInrBaiy npu koMHaTHo Temreparype (20 °C) B Teuenue 30 MUHYT.
'H SIMP niokasa, 4To KCXOIHbIN MaTepHaJ OblI M3PacXOI0BaH MOJHOCThIO. PEaKIIMOHHY IO CMECh
UCIIOJIb30BAJIM Ha CIENYIOIel cramuu 6e3 IomnojHUTENbHON obOpabdorku. 'H SAMP: 400 MI i
CD;0D 6: 4,17-4,15 (m, 1H), 3,71 (¢, 3H), 2,70-2,60 (M, 2H), 2,33-2,25 (M, 2H).

[00276] 2-((TpeT-0yTOKCHKAPOOHUI)AMHHO)-5-MeTOKCH-S5-0KCONEHTAHOBAsI
kucyaoTa. K nmonmyueHHomy pactBopy mo0aByisiiv TpusTWiIaMuH (275 1, 2,72 MOJb) U IU-TPET-
Oytunaukapoonar (447,35 r, 2,05 monb). PeakipioHHy cmech nepememuBanu npu 25°C B
TeueHue 2 4. PacTBop ymapuBanu aocyxa, 3areM nobaBisuid Bony (2,5 1) Ay pacTBOPEHHS
ocratka. [lonyueHHy0 BogHy0 a3y mpombiBaiu 3tuianeratom (200 M), 3aTeM MOIKUCITSUTN 10
pH=3 ¢ nmomomsto HCI (1 H) u skcrparuposanu stunaneratoM (1 o X 3). Opranudeckue ciou
NPOMBIBAJIM COJIEBBIM pacTBOopoM (800 mur), cymmmiu Haja cyibdaToM HaTpus, GUIbTpoBaIU U
yHapuBaIM C TOJNyuYeHHEeM 2-(TpeT-OyTOKCHKapOOHMJIAMHHO )-5-METOKCH-5-0KCOTIEHTaHOBOM
kucnotel (250 r, BeIxoa 56%, nBe cramun) B Buae Oenoro Teepaoro semectsa. 'H IMP: 400 MI'i
CD;OD &: 4,18-4,11 (m, 1H), 3,69 (c, 3H), 2,48-2,43 (m, 2H), 2,21-2,15 (m, 1H), 1,95-1,91 (M,
1H), 1,46 (c, 9H).

[00277] Metna S-amuHO-4-(TPeT-0yTOKCHKAPOOHUIAMHHO)-S-0Kco-neHTaHOoaT. K
pacTtBopy 2-(TpeT-OyTOKCHKapOOHUITAMHHO )-5-MEeTOKCH-5-0KCOMEHTaHOBOM KUCIOTHI (200 1, 765
mMmonb) B 1,4-nuokcane (1,5 m) noGasmsmu nu-tper-OyTin aukapboHar (267 r, 1,22 MMmonb) u
nupuanH (121 1, 1,53 mons). [Tocne Toro, kak peakMOHHYIO cMech nepeMentnsanu npu 25°C B
teyeHune 30 MUHYT, K cMecu 100aBsu kapboHat ammonust (182 1, 2,30 MoJib) U epeMerTnBaIu

B TeueHue eme 16 udacos mpu 25 °C. Opranuueckuil pacTBOPUTENb yAAJSUIA HA POTOPHOM
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ucnapureie, octatrok nogkucisuin HCl (6 M) no pH=3, a 3aTeM 3KCTparupoBajy STHIALETATOM
(800 Mz x 3). OOBEeAMHEHHYO OPTaHUYECKYIO (ha3y MPOMBIBAIIH COJEBBIM pacTBOPoM (800 mi),
CYLIMJIH HaJ cyJib(haToM HaTpust U GuinbTpoBain. JleTyune opraHndecKie BemecTBa Y aIsIn Ipu
NOHWXEHHOM  JaBJI€HWM, TOJdydas  METWI-5-aMUHO-4-(Tper-O0yTOKCHKapOOHHMIAMHHO)-S-
okconenranoat (180 r, Beixom 90%) B Bume Gemoro TBepmoro Bemecra. 'H SAMP: 400 MI'i
CDCl; 6: 6,51 (c, 1H), 5,94 (c, 1H), 5,43 (c, 1H), 4,21 (c, 1H), 3,63 (c, 3H), 2,59-2,40 (M, 2H),
2,15-2,11 (m, 1H), 1,94-1,90 (c, 1H), 1,42 (c, SH).

[00278] Metua 4,S-nuamMuHO-S-0KCO-meHTaHOAT ruapoxJjopua. Cmecy metun S-

aMuHO-4-(TpeT-OyToKCuKapOOHMIAMHUHO)-5-0kconeHranoarta (180 r, 692 wmmomb) WU

HCl/atunauerar (300 mi, 4 M) nepemermmanu npu 25°C B Teuenune 12 gacoB. OcaxneHHOe
TBEPJIO€ BELIECTBO COOMpaNy BaKyyMHON (uibTpanueil u npoMbiBanu stuianeratoM (500 mi) ¢
NOJIyYeHUEM TUAPOXJIopUaa MeTui-4,5-n1uaMuHo-5-okconenranoara (130 r, Bexon 95%) B Bune
6enoro TBepaoro Bemecta. 'H SIMP: 400 MI'u CD;0D 6: 4,00-3,96 (m, 1H), 3,70 (c, 3H), 2,59-
2,52 (m, 2H), 2,22-2,13 (m, 2H).

[00279] Metna 3-ruapokcu-2-meruia-6enszoar. Uerbipe 3arpys3ku (200 r kaxpmas)
npoBoawin napamiensHo. K pactBopy 3-runpokcu-2-metunoen3oiinoit kuciaoter (200 T, 1,31
MoJib) B MeTaHoie (4,0 1) 1o0aBIsiiv KOHLIEHTPUPOBAHHYIO CEPHYIO KUCIOTY (47,7 T, 486 MMOJIB).
Peakunonnyto cmech nepemerinpainu npu 60°C B reuenne 17 4. PeakinoHHyI0 CMeCh yrapuBaju
1o 800 mu. TToaydennyro cmech oxiaxaanu 1o 20 °C u MeaneHHO BbutHBaU B Boay (400 mut) B
teuenue 30 munyT. JoGasmsmu Boay (1200 mut) npu 20°C B TeueHHe 3 4acOB U MOJTYyYEHHYIO
cMmech nepememnuBanu npu 20°C B Teuenune 1 yaca. OcaxxieHHOE TBEpAOE BELIECTBO coOMpan
BaKyyMHOW (uibTpaumedi (4erbipe TApTUH OOBEAMHEHBbI) H  TPIKABI  POMBIBAIIU
Boxoii/mMeranosiom (1000 My, 9:1) no pH > 3. Teepnoe BemecTBo cyuwim B Bakyyme nipu 45°C ¢
NOJIy YeHHEM MeTHJI-3-ruipokcu-2-metuindensoara (700 r, Beixoxn 80,4%) B BUzE CEpOro TBEPAOTO
semiecta. 'H SIMP: 400 MI'u IMCO-d; 6: 9,70 (s, 1H), 7,18 (t, J=6,8 T'y, 1H), 7,09 (1, /=7,6
I'n, 1H), 7,00 (1, J=6,8 I'u, 1H), 3,81 (c, 3H), 2,29 (c, 3H).

[00280] MeTua-3-[TpeT-0y THJI(AUM e THII ) CHJIINJI|OKCH-2-MeTHI0eH30aT. J[Be 3arpy3ku
(240 r xaxxgas) mpoBoawIK napaienbHo. K pactBopy mMeTmin 3-ruapokcu-2-metimidoensoara (240
r, 1,44 monb) B N, N-numerunpopmamune (1,40 i) nobasmsin umunaszon (246 r, 3,61 momnb) u
Tper-OyTrnanmermncwxiopun (238 r, 1,58 monp) mpu 5 °C. Ilocne nobaBieHusi, cMech
Harpesaiu 10 20°C u nepememvBany B TeueHue 6 yacos. Jlobapnsn m3onpomunarnerar (1700
MJT) , @ 3aTeéM MeUIeHHO 1o0aBisuy Boay (2000 mit) B TO BpeMsi Kak TEMIEPATy Py MOANEPKUBAIN
Hwke 30 °C. Tloigy4eHHYIO CMeCh MepeMeIlnBalii, W OPTaHUYeCKyr0 (asy OTHEISUIU.
OOBbenuHEeHHYI0 OpraHn4eckyro ¢a3y (oObequHEeHHBIE JABe 3arpy3ku) nmpombiBaiu Boaoi (1700
mi x 3) u ynapuBaimu 10 ~1500 mn (KF < 0,05%). IlponykT XpaHWIN B BHIE pacTBOpa B
U30TPOIMIIALIETaTe, KOTOPBIH HCIIONB30BAIN U CIEAYIOIed ctagun Oe3 JOMONHUTEIbHON
OYHUCTKH.

[00281] Metna 2-(0pommertun.t)-3-[Tper-OyTHa(aumerna)cuanilokcu-o6ensoar. [Ise
3arpy3ku (~ 375 r xaxpmas) mnpooamau mapauensHo. K pactBopy wmermnm 3-[Tpert-

OyTun(numeTw)cuimi Jokcu-2-metmnoensoata (~ 375 1, 1,34 monp) B H30mpommianerare
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nobasysimn N-Opomcykuuaumun (274 r, 1,54 monb) u azobucuzodbytuporutpun (4,40 r, 26,8
MMoJb). Peakumnonnyro cmech HarpeBasnn 1o 70°C B TedeHume mo MeHbIned mepe 1 daca u
nepememuBaiu npu 70 °C B TeueHue 4 ydacoB. PeakumoHHyr0 cmech oxyaxkganu 1o 20°C u
Bbiiep>kuBanu ripu 20 °C B TeueHue o MeHbIne Mepe 1 yaca. JIBe 3arpy3ku TBepOro BELIECTBA
(cykumHNMHIa) yaamsuid (UIBTPOBAHHEM M NPOMBIBANM u3onporuianeratoM (700 mo).
@DunbTpaT NPOMBIBAIN HACBIEHHBIM pacTBOpoM cynbbuta Hatpus (700 r) B Boge (6000 mu),
3areM Bomo# (1500 mur). Opranudeckuii cioii neperoHsun B Bakyyme npu 45°C nocyxa, mosydast
metun 2- (Opommernn)-3-[Tper-OyTmn(aumern)cunmi] okcudensoat. (920 r, Bbxon 95,5%) B
BHJIEe TeMHO-0OparskeBoro Macna. 'H SIMP: 400 MI'u JIMCO-d; 6: 7,45 (n, J=6,8 T', 1H), 7,36 (T,
J=8,01Iu, 1H), 7,13 (1, J=7,2 'y, 1H), 4,95 (c, 2H), 1,02 (c, 9H), 0,29 (c, 6H).

[00282] Metua S-amuno-4-[4-[TpeT-OyTHIA(AUMeTHIT)CHIMI | oK CH-1-
OKCOM30MHI0JHH-2-1JI]|-S-0kconenTtanoar. K nepememuBaeMOMy pacTBopy wmeTun 4,5-
IUaMUHO-5-OKCOINeHTaHoat ruzapoxygopuna (74,5 r, 379 mmonb) B aueronutpuie (2,50 m)
nobasysimn MeTHn 2-(Opommerun)-3-[TpeT-Oy Trn(aumeTwn ))cuii Jokcudenzoat (125 r, 348
mmonb). K cycnensun nobasisinu auusonponuisTiiiaMuH (89,9 r, 696 MMOJTb) uepes KaresbHy o
BOPOHKY B TeueHue 10 MHHYT U 3areM cmech nepeMernnsainy npu 60°C B teyeHue 16 dacos.
Peakunonnyto cmech pa3basisuiu stunaneraroM (1,0 ), mociaenosarensao npombisaiu HCI (1 H,
1,0 1), rugpoxap6onaTom Hatpusi (Hac. 1,0 ;1) u coneBbiM pactBopoM (1,0 1). Opranuueckutii cioit
yIapuBaiu c MOJIy YEHUEM HEOUHILIEHHOIO METHUJI 5-amuHO-4-[4-[TpeT-
Oy THII( TUMETHIT)CHITHI JOKCH- | -OKCOM3O0MHIOJIMH-2-1J1 |-5-0OKCONeHTaHoaTa (108 T,
HEOYHIIEHHbIH MPOAYKT) B BHAe OyieqHO-KenToro Teepmoro BemectBa. KX-MC: m/z 4073
[M+1]".

[00283] Metua S5-amuno0-4-(4-rugpokcu-1-oKco-u30MHIOJIMH-2-1J1)-S5-
okconeHTtaHoar. K mnepemermnBaeMOMy XOJIOIHOMY pacTBOpPY MeTHN S-aMuHO-4-[4-[Tpet-
Oy THII( TUMETHIT)CHITUI |OKCH- | ~-OKCOM3OMHIONIUH-2- 11 |-5-0kconenTanoara (108 r, 266 MMoJib) B
N, N-numerundopmamuae (350 mun) nopuumsimu nodasisutu kapooHat kanust (14,7 r, 106 mmonb)
B Bozie (40 mu) B TeueHune S MuHyT. [1oy4eHHY0 peakLIMOHHYIO cMech niepemernnBany mpu 15°C
B TeueHne 15 yacoB. PeakIIMOHHYIO CMeCh OXJTaKIalIi Ha JIEASTHOH OaHe U MeIUIeHHO H00aBIIsIH
HCI (12 M, 15 mn) mpu 0-5 °C. K cmecu nobasmsuiu arieroHuTpui (200 M) U 0Opa3oBbIBAJICS
TBepAbli ocanok. CycreH3 o nepeMelnBaIi Ipyu KOMHATHOM Temrnepatype B TedeHue 10 MuHyT
u ¢unbrpoBanu. Ocanok Ha GuiIbTpe mpombiBaiu 3THaneTatoM (200 M X 5) ¢ monyyeHneM
npoxykta (55 r). @uneTpaT ynapuBaiu Moj BBICOKUM BaKyyMOM C TOJTy4YE€HHUEM HEOUHIIEHHOTO
npoxaykta (100 r) koropsrit pacTBopsiiu B nuxyopmerane (1,0 ;1) u ocrapmsuin ctosth npu 15°C B
tedeHne 16 yacoB. OOpa3oBbIBaJIOCH Oelloe TBEpPAOE BEIIECTBO, KOTOpOE (GHIBTPOBAIU C
NOJIyYeHHEM S T IpoayKTa. TBepble BeecTBa OO bEAMHSIIH C MOy YeHUEM METHII-5-aMUHO-4-(4-
THAPOKCH- 1 -OKCO-N30MHIONNH-2-1T)-5-0kconeHTaHoata (60 1, Bbxonm 77%) B BHzme Oenoro
tBepaoro Bemectra. 'H AMP: 400 MI'u JIMCO-d; 6: 7,58 (c, 1H), 7,31 (1, /=8,0 T', 1H), 7,19--
7,14 (m, 2H), 7,01 (n, J=7,6 ', 1H), 4,75-4,71 (M, 1H), 4,50 (n, J=17,6 'y, 1H), 4,32 (7, J=17,6
I'n, 1H), 3,51 (c, 3H), 2,29-2,18 (m, 3H), 2,09-1,99 (m, 1H).

[00284] MeTtua S-amuno-4-[4-[[4-(0pommeTni)perun] MeTOKcH]-1-0KCO-
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W30HHIOINH-2-Wi|-S-okconenTanoar. /e peakumu (25 r, 85,5 MMmomp) mpoBOIMIH
napamnensHo. Cmecsk 1,4-6uc(6pommermin)oensona (67,7 r, 257 mmonb), kapoonara kamwst (11,8
r, 85,5 MMOJIb) 1 METHI S-aMUHO-4-(4-TUPOKCH- | -OKCO-M30UHAOINH-2-11)-5-0OKCOITEHTAH0aTa
(25 1, 85,5 mmonp) B aneronutpuiie (1 1) nepememmBanu mpu 60 °C B Teuenne 16 yacos. /e
3arpy3ku  oOpenuHSIM W cMmech oxynaxnamun a0 15°C wu  ¢unbrpoBamm.  PumbTpar
KOHIIEHTPUPOBAJIN M OYHINAIH KOJIOHOYHON Xpomartorpadueit Ha cunukarene (3moupys ot 50%
nieTposeiiHoro s¢gupa B srmnanerare 10 100% stunanerara) ¢ mojiyueHueM MeTUII-5-aMIUHO-4-[4-
[[4-(bpommeTin) eHmT| METOKCH | -1-0OKCO-M30MHIOINUH-2-1J1| -5-0KconeHTaHoar (52 T, BbIXOA
63%) B Buze Oesioro TBepaoro Bemecta. 'H IMP: 400 MI'u JIMCO-ds 6: 7,59 (¢, 1H), 7,50-7,44
(m, SH), 7,32-7,28 (m, 2H), 7,19 (c, 1H), 5,26 (c, 2H), 4,79-4,71 (m, 3H), 4,55 (1, J=17,6 'y, 1H),
4,43 (n, J=17,6 T'y, 1H), 3,52 (¢, 3H), 2,30-2,19 (m, 3H), 2,10-2,08 (m, 1H).

[00285] 3-[4-[[4-(OpomMmeTH)(peHnT|MeTOKCH]-1-0KCO-U30MHAOTHH-2-
Wi |nunepuann-2,6-quoH. /e peakuu (28,5 v, 60,0 MMOJIb) MPOBOAMIIN MapalIeIbHO. MeTui
5-amuH0-4-[4-[[4-(6pommeTu)eHIT |MeTOKCH |- 1 -OKCOU30MHIOIMH-2- 1T |-5-0KCOTIeHTaHOAT
(28,5 1, 60,0 MmoOIIB) pacTBOpsIH B TeTparuapodypane (720 M) u pacTBOp OXJakaain OaHeH ¢
cyxuM Jbaom/anieronoM no -70 °C. Ilpu nepeMernnBaHMM K NPO3paYHOMY PACTBOPY OIHOM
nopuueit nobasisiiu Tper-Oyrokenn kanus (7,4 r, 66,0 Mmmonb). PeakunonHast cMech nprodpena
OnemHO->KeNThI BT M NepeMelINBaHue MPOAOJDKAIM B TedeHue eme 2 4vacoB mpu -70 °C.
Oxnaxnennbiii pacteop HCI (1 H, 260 wmu) ObicTpo n00aBisii B PEaKIHMOHHYK CMECh,
noanepskuBas remneparypy Ha yposse -70 °C. Cmech cpasy ke cTajia MOJOYHO-0eJoi, 1 OaHio
cyxod Jen/aneroH ypamsuii. Cwmech ymapuBamM sl yOQJUEHUs  OONblIed  4acTu
terparunpodypana. Ilocne ymapuBaHHs PpEaKIUOHHOW CMECH OCaXIAJOCh Oenoe TBeproe
BelecTBO. benyrw cycnensuro pasdasisuii Boxoi (500 mi) u 3arem ¢unbTpoBain. Ocamok Ha
¢dunbTpe npombiBasu Bogoi (S00 M) u cymmim B BakyyMHO# nieun pu 40°C B Teuenue 12 4acos,
3areM mpombiBaiu TIianeratoM (500 mu). IMaptum obbeauHsny, 4ToObl monyuuTh 3-[4-[[4-
(6pommerwn)pennn|MeTokCH |- 1 -OKCO-U30MHIOMMH-2 - WiT |[munepuauH-2,6-nuoH (49,85 1, 93%) B
BUJIE CBETIIONO *KeaTOoro TBepaoro semecrea. 'H AMP: 400 MI'u JIMCO-d, 6: 10,95 (c, 1H), 7,51-
7,41 (m., SH), 7,35-7,28 (m, 2H), 5,23 (c, 2H), 5,12-5,07 (m, 1H), 4,70 (¢, 2H), 4,41 (n, J/=17,6 'Ly,
1H), 4,25 (n, J/=17,6 I'y, 1H), 2,90-2,84 (M, 1H), 2,58-2,53 (m, 1H), 2,44-2,41 (m, 1H), 1,98-1,95
(M, 1H).

[00286] 4-(4-(4-(((2-(2,6-auoxconunepuanH-3-1.1)-1-0KCOU30MHAOIHNH-4-
HJT)OKCH)MeTHT)0eH3 UIT) nunepasuH-1-ui)-3-¢propéeH30HHTPHIL. 3-(4-((4-
(6pommeTHIT)OeH3MIT)OKCH )- | -OKCOM30UHTONHUH-2 -1 ) UTnepuanH-2,6-1uoH (5,0 T, 11,28 Mmmorb)
nobasysim B kondy ¢ 3-¢rop-4-(nunepasun-1-wn)denzoraurpunom (2,315 r, 11,28 mmons),
auusonpomunTIIaMuHOoM (5,91 mit, 33,8 mmone) u aneroHutpuwioM (100 mi). PeakinonHyro
cmech nepemernnBany npu 40°C B Teuenue 18 4. Jleryune opraHndeckue BelecTa y1asild Ipu
MOHI)KEHHOM JaBJICHHH W OYHCTKOH CTaHAApTHBIMH MeronaMu noiydanu 4-(4-(4-(((2-(2,6-
TUOKCOIUTIEPUTUH-3 -1T)- | -OKCOM30MHIOINH-4-1IT)OKCH ) METHIT )OS H3 T )ITHTIepa3uH- | -m)-3-
¢dropdensonutpmn. 'H AMP (400 MI'y, IMCO-d¢) 6 10,97 (¢, 1H), 7,68 (nx, J=1,96, 13,45 T'yy,
1H), 7,56 (nn, J=1,77, 8,38 'y, 1H), 7,43-7,52 (m, 3H), 7,30-7,38 (m, 4H), 7,11 (T, J=8,80 'y, 1H),
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5,24 (¢, 2H), 5,11 (am, J=5,14, 13,33 I'u, 1H), 4,37-4,46 (M, 1H), 4,22-4,30 (m, 1H), 3,54 (¢, 2H),
3,12-3,23 (M, 4H), 2,84-2,98 (M, 1H), 2,52-2,62 (m, SH), 2,36-2,48 (M, 1H), 1,92-2,04 (m, 1H). MC
(ESI) m/z 568,2 [M+1] *. Anan. pacuer mut Cs,H;0FNsO4: C, 67,71; H, 5,33; N, 12,34.
Hab6monaemoe: C, 67,50; H, 5,44; N 12,34.

IIpumep 2: Cunres (S)-4-(4-(4-(((2-(2,6-amoxconunepuanH-3-u1)-1-

OKCOM30MHI0JHH-4-UJT)OKCH)MeTHT)0eH3 1) nunepasuH-1-uma)-3-gpropoeH30HUTPHIA

e Vaess

[00287] TpeT-ByTHa (4S)-5-amuH0-4-(0eH3MTOKCHKAPOOHHUJIAMHHO)-S-0KCO-

(Coennnenue 2)

MEeHTAHOAT. K pacTBopy (25)-2-(6en3unokcukapOOHUIAMUHO)-5-TpeT-0y TOKCH-5-
okcomneHTaHoBOM KUCIOTHI (150 1, 445 mmonp) B 1,4-nuokcane (1,50 i) nobasnsiiu qu-tpet-OyTHi
aukapOonat (155 r, 711 mmons), mupuaus (70,3 T, 889 MMob) u ammonui ruapokapboHar (105
r, 1,33 monp). Peakumonnyro cmech nepememnmsanu npu 18 °C B TeueHune 16 yacoB u 3arem
ynapusanu. Ocratok pactsopsuin B stunauerare (5,0 m) u Boge (5,0 1), opranudeckuil cioit
ortaensii U npomeiBaian HCI (3,0 mu, 1 H), HachIeHHBIM pacTBOPOM TMIAPOKapOOHATa HATPUS
(3,0 n), conebiM pactBopoM (3,0 1), cymmiu Hax O€3BOAHBIM CYJIb(HATOM HATPUS, PUIBTPOBATIN
U ymapuBaiu c MOJTyYeHHUEM HEOYMIIIEHHOTO  TpeT-OyTHI (4S)-5-amuno0-4-
(OeH3MIOKCUKApOOHMITAMUHO)-5-0KconieHTaHoaTta (450 T, HEO4YHMINEeHHbIH) B BuUIe Oenoro
TBEPJIOTO BEINECTBA, KOTOPOE HCIOJb30BAIM B CIEAYIOUIeH cTaauu 0Oe3 JOMOJHHUTEIbHOM
ounctku. 'H AMP 400 MI'u IMCO-d; 6: 7,35-7,30 (m, 5H), 7,02 (¢, 1H), 5,01 (n, J=3,2 Ty, 1H),
3,93-3,90 (m, 1H), 2,20 (T, /=8,0 I'y, 2H), 1,88-1,84 (m, 1H), 1,72-1,69 (M, 1H), 1,35 (¢, 9H).

[00288] Tper-Byrma (4S)-4,S-nmamuno-5-oxconentanoar. K pacrtBopy Tper-OyTiu
(4S)-5-amuH0-4-(6eH3MIOKCUKapOOHMIAMUHO))-5-0kcomeHTanoara (112 r, 333 wmmonb) B
metaHojie (1,0 1) nobasmsuiu 10% nammanuii Ha yroe (15 ) B atMocdepe azora. CycrneH3uro
Jera3upoBaIM MO BAKYyMOM M MPOAYBAJIH BOIOPOIOM HECKOJBKO pa3. CMech mepeMernBaiu
nox armocdepoit Bogopona (40 ¢yHt/kB. mroiim, 2,75 bap) mpu 30°C B Teuenue 16 uacos.
Peakunonnyro cmech (QHIBTpOBAIH, U (PUIBTPAT KOHIEHTPUPOBAJH, IMOJy4Yash HEOUHINEHHBIH
TpeT-OyTun (4S)-4,5-1MaMHUHO-S5-0KCOTIEHTaHOaT B Buje OeciseTHoro Macia. 'H SAMP 400 MI'i
JAMCO-ds 6: 7,30 (¢, 1H), 6,95 (¢, 1H), 3,10-3,07 (M, 1H), 2,27-2,23 (M, 2H), 1,69-1,78 (m, 1H),
1,59-1,55 (m, 1H), 1,38 (c, 9H).

[00289] Metna 3-ruapokcu-2-meruia-6enszoar. UYerbipe 3arpysku (200 r kaxmas)
npoBoamsn mapajuiensHo. K pactBopy 3-rumpokcu-2-metwindensoiiHoi kucnotsl (200 1, 1,31
MOJIb) B MeTaHoie (4,0 J1) 100aBIsIM KOHLIEHTPUPOBAHHYIO CEpHYIO KUCIoTy (47,7 T, 486 MMOIIB).
Peaxinonnyo cmech nepemetnnaiu npu 60°C B Teuenue 17 4. PeakiMoHHY0 cMech yrapuBaiu

no 800 mu. ITonydennyro cMmech oxnaxaanu 1o 20 °C u MeaseHHO BbuTMBaIU B Boay (400 mur) B
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teuenne 30 munHyT. JoGasmsmu Boay (1200 mur) mpu 20°C B TeueHHe 3 4acOB U MOJNTYyYEHHYIO
cMmech nepememmuBanu npu 20°C B Teuenne 1 gaca. OcaxxieHHOE TBEpAOE BELIECTBO coOMpau
BAaKyyMHOW (uipTpanmeidl (4erbipe TApTUH OOBEAWHEHBI) W TPIDKABI  IPOMBIBAIN
Boxoti/mMeranosiom (1000 My, 9:1) no pH > 3. Teepnoe BemecTBo cyurmim B Bakyyme nipu 45°C ¢
NOJIy YeHHEM MEeTHII-3-Tuipokcu-2-metunbdensoara (700 r, Berxoxn 80,4%) B Buze ceporo TBepAOro
semrecta. 'H SIMP: 400 MI'u IMCO-d; 6: 9,70 (s, 1H), 7,18 (t, J=6,8 T'y, 1H), 7,09 (1, /=7,6
I'n, 1H), 7,00 (1, J=6,8 I'y, 1H), 3,81 (c, 3H), 2,29 (c, 3H).

[00290] MeTua-3-[TpeT-0yTHa(AMMeTHI)CHINJI|OKCH-2-MeTHI0eH30aT. [(Be 3arpy3ku
(240 r xaxxgas) mpoBoawIK napaiensHo. K pactBopy mMetun 3-runapokcu-2-mMetmndensoara (240
r, 1,44 monb) B N, N-numerundpopmamune (1,40 i) nobasmsnu umunaszon (246 r, 3,61 momnb) u
Tper-OyTrnanmermncunniaxiopun (238 r, 1,58 monp) mpu 5 °C. Ilocne noOaBieHus, cmech
Harpesasu 10 20°C u nepememuBanu B TedeHue 6 dacos. JloOasmsuin usonponunanerar (1700
MJT) , @ 3aTeéM MeJIeHHO 100aBisiiu Boay (2000 mit) B TO BpeMsi Kak TeMIEpaTypy MOAIEPKUBAIN
Hke 30 °C. IlonyueHHy10 cMeCh NEepPEeMEeLINBaIH ¢ MOCIEeAYLINM OTAEIeHUEM OpraHu4eCcKOn
¢asbr. OO0benuHeHHbIe oprannveckue (asbl (0ObeAMHEHHbBIE ABE 3arpy3KH) MPOMBIBAIH BOAOH
(1700 mn x 3) u ynapusanu 10 ~1500 mn (KF < 0,05%). IIponykT XpaHuiu B BUae pacTBOpa B
M30MPONMIIALIETaTe, KOTOPbIA HCIONB30BAIN Ul CIEAyIoed craauu 0e3 JONOJHUTENbHOM
OYHUCTKH.

[00291] Metna 2-(6pommetnit)-3-[Tper-OyTHa(aumerni)cuanilokcu-6ensoar. [[se
sarpy3ku (~ 375 r kaxpmas) mnpoBoawnu mapauienbHo. K pactBopy mertmn 3-[Tpert-
OyTun(numeTi)cuimi Jokcu-2-metmnoensoata (~ 375 r, 1,34 moap) B H30mMpomuianerare
nobasysimn N-Opomcykuuuaumun (274 r, 1,54 monb) u azobucuzodytuporutpua (4,40 r, 26,8
MMOJib). Peakumnonnyro cmech HarpeBasin 10 70°C B TedyeHue mo MeHbined mepe 1 uaca u
nepememuBaau npu 70 °C B TeyeHue 4 4dacoB. PeakumonHyro cmech oxnaxganu no 20°C u
BbiAepskuBanu rpu 20 °C B TeueHne o MeHbInei mepe 1 yaca. [IBe 3arpy3ku TBepaoro BEIIeCTBA
(cykumHuMHIa) yaamsuid (UIBTPOBAHHEM M TPOMbIBANIM u3onpomuianeratoM (700 mo).
@OunbTpaT NPOMBIBAIN HACBIIEHHBIM pacTBOpOM cysbduta Hatpus (700 r) B Boge (6000 mu),
3areM Bono# (1500 mur). Opranudeckuii ciioi meperoHsun B Bakyyme npu 45°C nocyxa, mosydast
metua 2- (Opommerwn)-3-[Tper-OyTrn(aumeTn)cunmi] okcudensoat. (920 r, Bbxon 95,5%) B
BUJIE€ TEMHO-OpaHskeBoro Macna. 'H SAMP: 400 MI'u JIMCO-d; 6: 7,45 (n, /=6,8 T, 1H), 7,36 (T,
J=8,0Tu, 1H), 7,13 (1, /=7,2 'y, 1H), 4,95 (c, 2H), 1,02 (¢, 9H), 0,29 (c, 6H).

[00292] TpeT-byTnan (45)-5-amuno-4-[4-[TpeT-OyTHA(AUMeTHII)cHINI|OKCH-1-
OKCOM30HHIO0INH-2-Wi]-S-okconenTanoar. K pacrBopy Ttper-Oyrun (4S)-4,5-nmamuno-5-
okconenranoara (130 r, 643 mmonb) B aneronutpuie (4,0 1) nodasisum MeTw 2-(0poMMeTHIT)-
3-[TpeT-OyTin(aumern)cum Jokcudbensoat (210 r, 584 mmonb) u qursonpommunTHiIamMuH (113
r, 877 mmornb). Peakunonnyro cMmech nepememmBany npu S0°C B Teuenue 16 4. PeakimoHHyIO
CMeCh YIapHBaJH JJIs yAajeHus: OONbIIel YaCTH alleTOHUTPUJIA, OCTATOK PACTBOPSUTH B METHUJI-
TpeT-OytrnoBoM 3dupe (2,0 1) u Bone (1,5 1), OpraHUYECKH CJIOW MPOMBIBAIH HACHIIIEHHBIM
pactBopoMm aurunpodochara kamust (1,0 nm x 2), coneBeim pactBopom (1,0 i), cymmmn Hax

0e3BOHBIM CYJIb(ATOM HATPHSL, PUIBTPOBAIN U YIIAPUBAIH C TIOJTYyYEHUEM HEOUHIIEHHOTO TPET-
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OyTn (4S)-5-amuHO-4-[4-[ TpeT-Oy THI( IUMETHIT ) CUITHII | OKCH- | -OKCOM30MHTONINH-2-HJT ] -5 -
okcomeHTaHoara (524 1), KOTOPBIM UCTIOIB30BAIN B CIEAYIOIIEH cTaguu 0e3 JDOMOJHUTETBHON
OYHUCTKH.

[00293] TpeT-ByTHa (4S)-S-amuH0-4-(4-ruapoKcu-1-0Kco-u30MHA0JIHH-2-I)-5-0KCO-
nenranoat. K pacreopy tper-Oytun (4S)-5-amuno-4-[4-[Tper-OyTrn(aumern)cunmn] okcH-1-
OKCOW30MHIOJNH-2-1|-5-0kconeHTanoata (275 r, 613 mmonb) B Meranone (2,0 1) nobasnsim
teTpabytunammonuii propun tpuruapar (38,7 r, 123 mmons). Cmech nepemernnanu mpu 18°C
B TeueHne 16 4acoB. PeakMOHHYI0 CMeCh yIapuBay AJisl yAaleHus1 OONbIIel YacTH METAHOIa,
OCTaTOK PacTBOPSUIN B AUXJIOpMeTane/Boze (3 ji/ 2 1), OpraHUYeCKHid CJIOH MPOMBIBAJIA COJIEBBIM
pactBopoM (1,0 x), cyumnu Hax 6€3BOAHBIM CyJIb(GATOM HATpUs, GUIBTPOBAIN U yIAPUBAIHU C
MOJIyYeHUEM HEOUYMINEHHOI'O TMPOMAYKTa KOTOPBIM OYHMINAIM HAa KOJIOHKE C CHUJIMKareieM C
nojydenueM npoaykra (260 r). Ilponykr moGasnsnu B aueroHutpun (750 mu) u cmech
nepemenuBaiu npu 60°C B TeueHune 2 yacos, oxyaxaaiu 10 18°C u nepeMeninBagu B TeUCHHUE
eme 2 yacoB. TBepoe BerecTBo (GUIBTPOBAIM U OCAAOK CYLIMJIH C OTyueHHeM TpeT-0yTui (4S)-
5-amuHO-4-(4-ruapoKcu- 1 -OKCOM30UHAONMNH-2-1T)-5-0KconeHTanoara (248 r, Beixon 60,5%) B
Buze ceporo TBepaoro Bemecrsa. 'H AMP 400 MI'y JIMCO-d; 6: 10,00 (¢, 1H), 7,54 (¢, 1H), 7,29
(t,J=7,6T'u, 1H), 7,14 (7, /=4,8 I'yy, 2H), 4,72-4,68 (m, 1H), 4,49-4,28 (m, 2H), 2,17-1,97 (m, 4H),
1,31 (c, 9H).

[00294] 4-(4-(4-(xsiopmeTHT)0eH3 M) IHNIepa3HH-1-11)-3-PTOPOEH30HUTPILIL.
1,4-6uc(xnopmerun)oenson (51,2 r, 292 Mmosb) nomMeranu B Kojly ¢ anetroHUTpriioM (195 mir)
u N, N-numetundopmamunom (195 mi). PeakinoHHYI0 CMeCh NepeMeIuBaIu Py TEMIIepaType
OKpY’Karollel cpenbl OO0 TMOJIHOTO PAcCTBOPEHMS TBEPHABIX BELIECTB. 3areM J00aBIsUTH
mumzonporiamud (51,1 mit, 292 mmosb) BMecTe ¢ 3-(hrop-4-(nunepasus- 1 -uin)0eH30HUTPIIIOM
(20 1, 97 mmonb). Peakumnonnyro cMmech HarpeBanu npu 60°C B TeueHue 1 waca. ALETOHUTPHI
yAAJSUTY TIPH MOHMKEHHOM JaBfieHHH. OCTaBLIYIOCS CMECh OTMBIBAIIH C TIOMOLIBIO 3THUJIALIETaTa
(1,0 ), Bogst (700 mu) u conesoro pacteopa (300 muir). OpraHudeckuii CIOH OTAENSIN U BOTHBIN
CJIOM IBaKIbl SKCTPArMPOBAJIH STHJIALIETATOM. JleTy4yne opraHn4ecKue BEIecTBa yAAJSUIN TPU
NOHW)KEHHOM JaBJIEHUU. TBepHoe BEIeCTBO pACTBOPSUIM B MHUHHMAJIBHOM KOJUYECTBE
IUXJIOPMETaHa ¥ OYHIIAIN Ha KOJIOHKe ¢ cuirkareseM (0-100% sTunanerara B rekcaHe B TCUSHHE
3 n). @pakuuy, copepikalife >KeTaeMblii NMPOAYKT, OOBEAHMHSIM M JIETYYHEe OpPTaHUYeCKUe
BEIIECTBA YAAISUIM TPU TOHWKEHHOM papieHnH. OCTaTOK pacTBOPSUIM B MHUHHMAIBHOM
KOJINYECTBE TUXJIOPMETAHA U OYUIIIAIN BTOPOH pa3 Ha KOJIOHKE C CUJIUKaresieM (M30KpaTHIeCKUN
10% sTunanerar B rekcane B Teuerune 800 mu, 3atem 20-80% sTHnaneraTta B rekcaHe B TedeHue 4
7). @pakunu, CopepKalIie KeIaeMblii MPOAYKT, OOBEIUHSIIN U JIETYYHe OPTAHUIECKHE BEIECTBA
yAAJSUTM TIPH IOHMKEHHOM JIaBJICHUH C rostyueHueM 4-(4-(4-(xiopmeTin)OeH3mn)numnepasus-1-
wn)-3-gropbensonntpuna (22,7 r, 66,0 mmonb, BeIxon 67,7%) kak rps3HO Oejoe TBepHoe
semecto. 'H SIMP (400 MI'u, CDCl3) & m.x. 7,33-7,39 (M, S H) 7,29 (n, J/=1,96 Ty, 1 H) 7,25 (x,
J=1,96Tn, 1 H) 6,91 (1, /=8,56 'y, 1 H) 4,60 (s, 2 H) 3,58 (¢, 2 H) 3,19-3,27 (m, 4 H) 2,58-2,66
(M, 4 H). MC (ESI) m/z 344,2 [M+1]".

[00295] (S)-Tper-O0yTHan S-amuno-4-(4-((4-((4-(4-uuano-2-propdenna)nunepasu-1-
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WJT)METHIT)0e€H3WT)OKCH)-1-0KCOM30HHI0JIHH-2-WT)-S-0KconeHTaHoaT.(S)-Tper-Oy v 5-
aMHUHO-4-(4-runpoKcu- 1 -OKCOM30UHAONNH-2-1)-5-0kconeHTanoar (22,05 r, 65,9 wmmonb)
nobasysim B KoyOy ¢ 4-(4-(4-(xnopmermn)OeH3un)nunepasut- 1-mn)-3-GropOeH30HUTprIOM
(22,67 r, 65,9 mmonb), kapboHatom kaims (18,23 1, 132 mmons) u N, N-numerunpopmamMuaom
(330 mx). Peaknmonnyto cmech HarpeBaiu npu 45°C B Teuenue 16 yacos. PeakunonHyo cmech
pazbasisutn sTrnaneratoM (50 M) GprtbTpoBau. UIBTPAT OTMBIBAIN C TOMOIIBIO 3 THIALIETATA
(900 wmm), Bombl (600 M) u coneBoro pacteopa (200 mu). OpraHudeckuii CIOH OTHENAIN U
pazgemsin Bopod (600 mur). OpraHudeckuil CJIOW OTHENSUIH, W BCE OPraHUYECKHE CIIOU
O0BEMHSIIN, CYLIMIIN HaJl CyJIb(GATOM HATPHUS U JIETYYHe BEINECTBA YA NPH NOHWKEHHOM
nasnennn. Ocratok obpadareiBany 20% 3TUIALIETATOM B I€KCaHe, U JIETY4He BEIIeCTBA Y AN
NPY TOHMKEHHOM JaBJjieHHH ¢ mojiydeHuem (S)-tper-Oytun S-amuno-4-(4-((4-((4-(4-unano-2-
dTopdenunn)nunepazus- 1-mi)MeTHT)0eH3 I )OKCH )- | -OKCOU30MHIONUH-2-1T)- 5 -
okcorneHranoara (44,02 r, 68,6 mmoub, Beixon 104%) B BUIE cepoBATOro TBEPIOTO BEINECTBA.
Brrxon Obls1 HEMHOTO BbILIE KOJIUYECTBEHHOTO, TOCKOJIBKY OCTaBaJIOCh HEKOTOPOE KOJNUECTBO N,
N-mumerundopmamuza. 'H AMP (400 MI'u, CDCl;) 6 m.a. 7,43-7,49 (M, 2 H) 7,40 (c, 4 H) 7,36
(an, J=8,38, 1,28 I'y, 1 H) 7,29 (n, J=1,96 I'y, 1 H) 7,26 (1, J=1,83 I'y, 1 H) 7,11 (an, J=7,64,
1,16 'y, 1 H) 6,92 (1, J=8,50 'y, 1 H) 6,23 (ymi ¢, 1 H) 5,24-5,32 (M, 1 H) 5,15 (¢, 2 H) 4,86-4,94
(m, 1 H) 4,38-4,55 (m, 2 H) 3,61 (¢, 2 H) 3,18-3,32 (m, 4 H) 2,58-2,70 (m, 4 H) 2,09-2,47 (M, 4 H)
1,43 (c, 8 H). MC (ESI) m/z 642,4 [M+1]*.

[00296] (S)-4-(4-(4-(((2-(2,6-auoxconunepuauH-3-ui)-1-0KCON30MHAOTUH-4-
WJI)OKCH)METHJT)0eH3 W1 ) unepa3uH-1-umi)-3-gpropoeH3oHuTpui.(S)-tpet-OyTin - S-aMuHO-4-
(4-((4-((4-(4-unano-2-propdenmn)nunepasun- 1 -ma)MeTH ) OEH3UIT )OKCH )- | -OKCOM30MHOIH-2-
wi)-5-okconentanoart (12,1 r, 18,86 mmoub) noGasisiiu Bo (hiakoH ¢ aueToHUTpuiioM (189 mi) u
OensosncyboHOBON kucioTol (3,96 1, 24,51 mMMmomb). PeakMOHHYIO CMeCh MOMEINAIN MO
BAKyyM U MPOAYBaJIU a30TOM. JlaHHYIO Mpouenypy MOBTOPSUIM €Ile pa3 M MOJTYyYEeHHYI0 CMECh
3areM Harpesasu 10 85 °C B TedeHHne HOUM B aTMocdepe a3oTa. PeakIIMOHHYIO CMECh BBLITHBAJIH
TEIUION HENMOCPEACTBEHHO B 2 JEIHUTEIbHBIX BOPOHKH, copepskamux auxiopmera (1000 mn) u
stunaunerat (300 mu). K nanHOW cMmecu m00aBisUIM HACBIIEHHBIN PacTBOpP ruapokapOoHaTa
HaTpus (900 M), Boay (100 mut) u coneBoii pactBop (450 mut). OpraHudecKuii CJION OTAENSITH U
BONHBIN CJION 3KcTparupoBaiau nuxyjopmeraHoM (800 mi) wu stwinameratom (200 wmui).
OObennHEeHHbIE OPTaHUYECKUE CIION CYIIMIHN Ha Oe3BOAHBIM CYJIb()aTOM MAarHUs U yIapHUBAIIH.
OuncTka CTaHIAPTHBIMM METOINAMHM Jlajia yKa3aHHOE B 3aroyioBke coexmHenue. 'H AMP (400
MI'u, IMCO-dg) 6 m.x. 10,96 (¢, 1 H) 7,68 (nn, J=13,45, 1,83 ', 1 H) 7,56 (nx, J=8,44, 1,83 I'y,
1 H) 7,43-7,52 (m, 3 H) 7,29-7,39 (M, 4 H) 7,11 (1, J=8,80 'y, 1 H) 5,24 (¢, 2 H) 5,11 (nm, J=13,20,
5,14Tu, 1 H) 4,22-4,46 (m, 2 H) 3,54 (¢, 2 H) 3,12-3,22 (M, 4 H) 2,85-2,97 (m, 1 H) 2,53-2,62 (m,
2 H) 2,38-2,48 (m, 2 H) 1,93-2,03 (m, 1 H). MC (ESI) m/z 568,2 [M+1]".

IIpumep 3: Auturtena k CD3

[00297] Tlpenmouturensho antuteno k CD3 comepxut BapuabenbHbId nomMeH VH,
conepxarruit CDR Tsixenoii nenu ¢ SEQ ID NO: 1, 2 u 3 kak CDR1, CDR2 u CDR3 Tsixxenoi

L[N, COOTBETCTBEHHO, U BapuadenbHblil JoMeH VL, conepxkammii CDR nerkoii uenu ¢ SEQ ID
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NO: 4, 5 u 6, coorBerctBernno, CDR1, CDR2 u CDR3 nerkoii uenu. [IpennodrurenbHo aHTUTENO
conepxut Bapuabdenpabie foMeHsl ¢ SEQ ID NO: 7 (VH) u ¢ SEQ ID NO: 8 (VL) Axturena x
CD3, kak onucaHo BbIIIE, UCTIOIB30BAJIH I CO3AaHMs Oucnerpduaecknx aHTures Kk T-kieTkam
B COOTBETCTBUU CO CJIEAYIOLIUM IPUMEPOM.

IIpumep 4: IMonyuenue Oucnenuduyeckux antures kK BCMA/CD3 T-kierox B
dopmare, copep:xkamem Fc 2+1.

[00298] x/IHK, komupyromue MONHbIE TSDKENblE W JIETKHE LIEMH COOTBETCTBYHOLINX
antuten [gGl xk BCMA, a takke k/IHK VH u VL k CD3, ucnonp3oBainu B Kaue€CTBE UCXOIHBIX
marepuanoB. [lna xaxmoro Oucnenmnpuyeckoro aHTUTeNa ObUIM 3aJeHCTBOBAHBI YEThIpE
OesKOBBIE LIETH, BKIIOYAIOIINE TSHKENYIO U JIETKYIO LIeTH COOTBETCTBYIOLIEro anTurena k BCMA
U TSDKEJYIO U JIeTKY0 1enu antutena k CD3, onucaHHbIE BbIIIe, COOTBETCTBEHHO. UTOOBI CBECTH
K MHUHUMyMYy OOpa3oBaHHE MOOOYHBIX MPOAYKTOB C HEMPABUIBHO CIIAPEHHBIMU TSKEIBIMU
LEMsAMH, HAapUMeEp C ABYMs TsDKENIbIMU LernsaMu anTuTena k CD3, ucnonp3yercs MyTUpOBaHHAas
rereponuMepHass obmactb Fc, Hecymass MyTauuMd THIA «BBICTYI BO BHAOUHY» U
CKOHCTPYHUpPOBAaHHAsI TUCYJIbQUAHAS CBsI3b, Kak omrcaHo B W02009080251 u W02009080252.
UroObl MHUHHUMH3HPOBATh OOpa3oBaHHE MOOOYHBIX MPOAYKTOB C HECHAPEHHBIMH JIETKUMH
LEensIMH, Hampumep, ¢ IOByMsl Jerkumu Lermsimu aHtutesna k BCMA, KOHCTaHTHBbIN Kamma-
kpoccosep CHI x mpumeHsieTcs k TspkeJoHN U Jerkoil uernsm anturena k CD3 ¢ ucnonbp3zoBaHuemM
MeToauK, onmucaHHbiXx B W(02009080251 1 W02009080252.

[00299] a) bucneunduueckoe antuteno k BCMA/CD3 T-knerok ¢ ¢opmarom 2+1, To
ecThb Oucneruduyeckoe antureno (Fab), x (Fab), koropoe siBisiercst OuBajenTHbIM 11t BCMA u
MoHOBajieHTHbIM i CD3, Oyner wMeTh TmpeuMyIIecTBa B OTHOIIEHHH AaKTHBHOCTH,
npenckasyeMocTd 3QPeKTHBHOCTH U O€30MacHOCTh, IOTOMY YTO OHO OyJeT MPearnoYTUTEHHO
CBSI3BIBATBCSA C omyxonbio-muinieHbt0 BCMA wu usberath mnornomenust anturen CD3, dro
MOBBILIAET BEPOSITHOCTD BO3ACUCTBUS JIEKAPCTBEHHOT'O CPEACTBA HA OMYXOJIb.

[00300] bucnemuduieckoe antutenio Kk BCMA/CD3 T-kierok ¢ ¢popmarom 2+1, To ecThb
oucnemupuueckoe antureno (Fab), x (Fab), koropoe siBisiercst OuBanentHbiM 1 BCMA u
moHoBajeHTHble st CD3 ¢ Fe, Obuth mpoayupoBaHbl IJisl paHee BbIOPAHHBIX HEJIOBEUECKUX
anturen Kk BCMA. K/THK, kogupyromue nonsbie Fab (nomenst VH u CHI1 Tspxenoit uenu mtoc
nomenbl VL u CL nerkoii nerm) coorserctByrouux anruten [gGl k BCMA, a taxke k/IHK VH
u VL x CD3 Obuin HCMONB30BaHBI B KA4YeCTBE WMCXOMHBIX MaTepuayioB. Jlis kaxmoro
oucnenuduyueckoro aHturesia ObUTM 3aMeHCTBOBAHBI YeThIpe OENKOBBIE IIETH, BKIIOYAIOIINE
TSOKEJIYI0 U JIETKYI0 LM COOTBeTCTBYIoLero anturena k BCMA u Tskenyro U JIerkyro Lenu
antutena k CD3, onucanubie Boiie, ¢ Fc 001acTsIMU, COOTBETCTBEHHO.

[00301] Bkparne, kaknoe Oucnenuduaeckoe aHTUTENO MPOIYIHUPYETCs] OTHOBPEMEHHOU
KOTpaHC(EKIMel dYeThIpeX SKCIPECCHOHHBIX BEKTOPOB MIICKOIMUTAIONIUX, KOIUPYIOIIHX,
cootBercTBeHHO: a) kKJIHK monHOpa3MepHOW Jerkol Memu COOTBETCTBYIOIIErO aHTUTENA K
BCMA, b) rubpumnyro k/IHK, mnonydeHHY:0 CTaHAAPTHBIMH METOAAMH MOJIEKYJISIPHOM
ouosornn, takumu kKak II[P ¢ mepekpbITHEM-CIIACHHIOM W YIUTMHEHHEM, KOIUPYIOLIYIO

cnuTeli Oenok, cocrosimuid w3 (B mopsiake oT N- no C-KOHIIA) CEKPETOPHOH JuaepHOH
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nocienosarenpHoctd, Fab (VH, 3a koropemm crnepyior nomenol CHI) coorBercTByrOmero
antutena k BCMA, ommcanHoro Bbime, rubkoro mmHkepa riunuH(Gly)-cepun(Ser) ¢
nocaenosarenbHOCTIO Gly-Gly- Gly- Gly-Ser-Gly-Gly- Gly-Gly-Ser, Fab (VH, 3a xoropeim
cnenyroT nomensl CH1) coorBercTByromero antutena k BCMA, onucaHHOro BbIlie, THOKOTO
muakepa rmnuH(Gly)-cepun(Ser) ¢ mocnenosarensrOCTHIO Gly-Gly-Gly-Gly-Ser-Gly-Gly-Gly-
Gly-Ser, VH antutena xk CD3, onucaHHOro BBILIE, U KOHCTAHTHOTO Kanma-nqomena k/IHK nerkoi
uenu yenoseka, c¢) ciautyro kJAHK, momyueHHy: CTaHAapTHBIMM METOJAMH MOJIEKYJISIPHON
Ounonorun, takumu kak IILP ¢ nepekpeITHEM-CIUTAWCHHIOM M YAJHUHEHHEM, KOAWPYIOMIYIO
CIUTBIN OEJIOK, COCTOSILITNI U3 CEKPETOPHOH JIMAEPHOU MOCIeIOBATEILHOCTH (B MOpsiake oT N- 10
C-xonua), VL anturena k CD3, omucannoro Beime, k/[HK kouncrantaoro nomena CHI1 IgGl
yenoBeka. KoTpaHcekiys KIETOK MIIEKONHUTAIOLUINX M CO3JAaHHE M OYUCTKA AHTUTEN C
UCIOJIb30BAHUEM METO/AOB, OIHCAHHBIX BbIle MAJI NPOAYLUPOBAHUS YEJNOBEUECKUX WU
ryMaHM3upoBaHHbIX aHTHTen IgGl, ¢ omHON MonmuduKanuei: A OYUCTKU AHTHUTEN IepBas
CTaaMs 3aXBaTa HE BBINOJHIETCS C HCIOJIb30BAHHEM OEJIKOM A, a BMECTO 3TOTO BBINOJHSIETCS C
UCIIONIb30BAHUEM KOJIOHKH, Takoi kak KappaSelect, nnst addunsOlt Xpomarorpadumu,
3aITOJIHEHHAsI CMOJIOM, CBSI3BIBAIOLIENCS ¢ KOHCTAHTHOM 00JIaCThIO JIEFKOH Karma-Ieny YejloBeKa
(GE Healthcare Life Sciences). Kpome TOro, MOXHO BKJIFOUUTb AMCYJIb(HI U yBEITUYCHUS
CTaOMJIBHOCTH U BBIXOZA, & TAKXKE JTOTOJHUTENbHbIE OCTATKH, 00pa3yoLIre HOHHbIE MOCTHKH U
yBeJIHUUBaroInre Bbixoabl rerepoaumepusanuu (EP 1870459A1).

[00302] Hnsa co3manusi BekTopoB Oucnenmpuyecknx anturen BCMAxCD3
oucnerpuueckue MonekyJbl, monyueHHble u3 IgGl, cCOCTOAT MO MeHblelW Mepe U3 JBYX
AHTUTCHCBS3BIBAIOIINX TPYTI, CIIOCOOHBIX CHEU(PUUECKH CBS3BIBATHCS C OBYMsI Pa3IUYHBIMU
antureHHbiMu  aerepmuHantraMu  CD3 uw BCMA. AHTUTeHCBsi3bIBaOIIUE  (PparMeHThI
npencTaBisitoT codoit Fab-(parmeHThI, coCTOsIME U3 TSOKENOH U JIETKOW LeTel, Kaxnaas W3
KOTOPBIX CONEPIKUT BapHadesIbHYI0 U KOHCTaHTHYIO obnactu. ITo menbieit mepe, oqun u3 Fab-
¢dbparmenToB Obu1 hparmenToM «Crossfaby, B KOTOPOM KOHCTaHTHBIE TOMEHBI TSKEJION U JIETKOH
uernu Fab Oputn 3amMeHersl. OOMeH KOHCTAHTHBIX JIOMEHOB TSKEJION | JIETKOH 1eneii BHyTpH Fab-
¢parmMeHnTa rapaHTupyeTr, uro Fab-pparmeHTl € pasHON CHeHUOUYHOCTHIO HE UMEIOT
UJICHTHYHOTO PACIOJIOKEHUSI IOMEHOB U, CIIEIOBATEIbHO, HE OOMEHHBAIOTCS JISTKUMH LETISIMH.
KoncTpykimst Oucnenuduaeckoi MoJieKyibl Obuia ogHoBanieHTHOM Mt CD3 u nByXBasieHTHOU
s BCMA, rne omun Fab-¢pparment cnut ¢ N-konmom BHyTpeHnero CrossFab (2+1).
bucnenuduueckas monekyna copepkana 4acte Fc, uToOpl mMeTh Ooliee IIUTENbHBIA MEPHOA
noJy ku3HA. CxeMaTHueckoe N300 paKeHne KOHCTPYKIHIA npecTaBieHo Ha @ur. 1A, 1B, 2A-2D
u 3A-3D; mocnenoBaTeIbHOCTH MPEATIOUTUTENbHBIX KOHCTPYKLHUI NMPUBEACHBI B Tabmuie 2A.
Monexy el nony4anu nyteMm kotpancdekunu kinerok HEK293 EBNA, pacTymux B CyClieH3UH C
BEKTOPaMM 3KCIPECCHUU MJIEKOMUTAIOIIUX, C UCIOJb30BAHUEM PAacTBOpPa HA OCHOBE MOJHMeEpa.
s nonyuenns koHCTpykuui CrossFab-1gG 2+1 kneTku TpaHCHUIHPOBATIH COOTBETCTBY FOLTMHU
BEKTOpaMH dKcrpeccuu B cooTHommeHuu 1:2:1:1 («Bexkrop Fc (BbICTYMm)»: «BEKTOD JIETKOH LTI :
«Bekrop nerkoi nenu CrossFaby: «Bektop Tsoxenoii nenu-CrossFaby).

IIpumep S: KomOuHHpOBaHHOe mnpHMeHeHHe OucHeHHPHYECKOr0 AHTHTEJA K
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BCMA/CD3 T-kjaetok ¢ CoennHeHHeM

[00303] AkTuBanus T-K1€TOK M BHICBOOOKAeHHE HUTOKUHOB. QunineHHbie T-KieTkn
pa3mopaxuBaroT B cpene RPMI 1640, conepxkameit 10% ®BC u 1 ur/mun IL-7 yenoseka. Kierku
noacuuThIBalOT Ha cyerdnke kietok Vi-CELL u pasbasisiror kieTouHo#t cpemoit mo 2x106
KJIeTOK/MII. T-KJIETKHM BOCCTaHABJIMBAKOT B HHKybOarope ¢ 5% CO, npu 37°C B Teuenne Houn. T-
KJIETKH oOpabarpiBatoT Oucrnenn(UIecKuM aHTUTEJIOM, CHEUU(UISCKH CBSI3bIBAIOIINMCS C
aHTUreHOM co3peBaHus B-kneTtok uenoseka (BCMA) u CD3e yenoseka (CD3), npemiokeHHbIMU
B AaHHOM nokymeHTe, unu CoenunenueM 1, Coenunenunem 2 unu CoequHeHHEM 3 B KauecTBe
OJTHOTO areHTa Wik B KoMOMHamu, B TedeHne 24, 48 u 72 gacos. Kierku coOUparoT B KaXabIi
MOMEHT BPEMEHH U aHaIU3UpYyIOT ¢ nomounpto aHanuza FACS Ha mapkeps! akTuBanuu T-kneTok
(CD25, CD69 u HLA-DR) na nmogmuoxectsax CD3+ CD4+ u CD3+ CD8+. KynbrypanbHbie
cpelbl TakXke COOMPAIOT B KaKIbI MOMEHT BPEMEHH U aHAIU3HUPYIOT Ha IIUTOKUHBI C TOMOIIBIO
wiargopm MesoScale Discovery uimu Luminex.

[00304] CoBmecTHBIe KyJabTypbl 3p¢exTopHbIX T-KieToK (E) 1 onmyxoJieBbIX KI€TOK
(T). T-xneTku wW/Wiu ONMyXOJieBble KJIETKHU MNpeaBapUTEIbHO 00paboTaHHBIE CHENH(pUUECKH
CBSI3BIBAIOIUMCSI C aHTUTeHOM co3peBaHusi B-kierok uenoseka (BCMA) u ¢ CD3e yenoseka
(CD3), npennoXeHHBIMH B IaHHOM JAOKYMEHTE, WM OJHUM areHTOM WIM KOMOMHarmei
Coenunenuss 1, Coenunenus 2 wnn CoeanHeHUs: 3, COBMECTHO KYJIBTUBHPYIOT BMECTE C
pasnuuabiMU E: T-otnomenus npu 37 °C, 5% CO, u onenusarotcst uepes 24, 48 unu 72 yaca s
UHAYyLIUpOBaHHOro T-kjeTkaMM YHUYTOXKEHHs] OINyXOoJu ¢ mnomomplo aHaimusoB FACS.
OnyxoneBble KJIETKH METSIT CFSE (5(6)-xkapbokcudayopecienH N-
THAPOKCUCY KUIMHUMHIMJIOBBIM 3(pHUPOM) B COOTBETCTBUM C HWHCTPYKLUSMHU MPOU3BOIUTENS
HEMOCPEICTBEHHO Iepell HayajloM aHajlnu3a COBMECTHOro KyJbTuBHpoBaHUs. Kpome Toro,
mapkepsl aktuBaimn T-xinerok (CD25, CD69, HLA-DR) orcnexuarorcs ¢ momomsio FACS Ha
nogMHuoxkecTBax CD3+ CD4+ u CD3+ CD8+.

[00305] B ogHOM BapHaHTe OCYIIECTBIEHUS] KOMOMHUPOBAHHOE JICYUEHUE TIEMOHCTPUPYET
MOBBIIIEHHYIO TNTyOWHY OTBETA B KJIETKAX, YCTOMYUBBIX K JICHATUAOMHUY H/WJIH TOMAJTHUIOMHUAY,
IO CPABHEHUIO C JIFOOBIM OJTHUM areHTOM IO OTAEJIBHOCTH. B Ipyrom BapuaHTe OCYINECTBICHUS
KOMOWHHUPOBAHHOE JIEYCHUE TEMOHCTPUPYET CHHEPTETUUECKYIO W/ N aiTUTHBHYI0 AKTHBHOCTh
B OTHOLIEHMHU YHHYTOXXEHUS MHUEJIOMHBIX KJIETOK ¢ Hu3koi skcrpeccuerr BCMA wnu ee
orcytcTBUeM. KpoMe Toro, KOMOMHUPOBAaHHOE JIEYCHHE IEMOHCTPUPYET YBEINICHNE aKTHBALIUI
T-kneTok u nmponykuuu HUTOKUHOB (Takux Kak IL-2, [FN-ramma u TNF-anb¢a) nmo cpaBHeHHUIO €
OJIHUM areHTOM I10 OTAEJNbHOCTH.

IIpumep 6: KomOuHHpOBaHHOe mnpuMeHeHHe OucHeHPHYECKOr0 AHTHTEJA K
BCMA/CD3 T-kJjetok ¢ CoenHeHHeM

[00306] CoBmecTHOe KyabTuBHpoBaHHe 3(dexkTopHbIX T-kiIeTok (E) M Kkierok-
mumeneii (T) mocne npeaBapuTe/bHBIM JedeHHeM coeanHeHusiMu. CD3+ T-xnerku
BBIIEISITH U3 (PpaKLUi MOHOHYKJICAPHBIX KJIETOK NepruepuIeckoil KpOBH OT 3JOPOBBIX TOHOPOB
C TIOMOIIBIO MarHUTHO-aKTUBUPOBAHHON COPTUPOBKM KkjeToK. KieTrku pasmopakuBaiun B

KyJbTypanbHoi cpene RPMI 1640 ¢ nobasnennem 10% (00./00.) ¢peTanpHON ObIubeii CHIBOPOTKH
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(®bC), 3aMEeHUMBIX aMUHOKHCIOT U NMUpPyBaTa HaTpus. Bce KynbTypel KJIETOK M 00paboTKH
KJIETOK MpoBomwin B uHKybOarope ¢ temmeparyporr 37 °C, 5% CO, B TedeHHe yKa3aHHBIX
nepuonoB  BpemeHu. 3arem T-knerku wmerwn CFSE  (cykumHUMHOWIOBBIA — 3Hp
kapOokcuyopecienHa) B COOTBETCTBUH ¢ WHCTPYKLUSIMU TPOU3BOAMTENST M OCTABJILIN IS
BOCCTAaHOBJIEHUsI B TeueHWe Ho4uuM B npucyrctBuu 1 Hr/mn IL-7 yenoseka. T-kieTku
obpabatreBamu JIMCO (xontpoinb) unun CoeanHeHneM 2 B Ka4eCTBE €IMHCTBEHHOTO areHTa B
TeueHue 16 4acoB nepes COBMECTHBIM KyJIbTUBUPOBaHUEM. KileTOUHBIE IMHUA MHOKECTBEHHOU
muenombl H929 n OPM-2 unu KJ1€TOUHYIO JIMHUIO Jieliko3a rma3marndeckux kietok (PCL) L363
metmu uonerossiM kpacuresieM CellTrace™, 3arem npensapurensro obpadareBamu JJMCO
(xoHnTponb) niau CoenrHEHNEM 2 B KQUeCTBE €IMHCTBEHHOI'O areHTa B TeUeHHe 72 4acoB. 3aTeM
T-kneTku M KIETKU-MUIIEHM MPOMBIBAIM U1 yAAJNeHUs COEAWHEHMH U COBMECTHO
KYJIbTUBUPOBAJIN B NMPUCYTCTBUN BO3PACTAIOIINX KOHLIEHTPALMH OHCIIeU(pUUECKOro aHTHTENA,
creun(UIecK CBSA3BIBAIOIIErOCs C aHTUIeHOM co3peBaHus B-kierok uenosexka (BCMA) u ¢
CD3¢ uenoseka (CD3), xak Npemyio)keHO B NAHHOM JOKyMEHTE, B Te4YeHHe 72 4acoB IpU
pasnuuHbIX cooTHoweHusx 3¢dexkropubix T-knerok (E) m xnerok-mumeneit (T). Knerku
coOupany B KOHIIE COBMECTHOTO KyJIbTUBHPOBAHHS Ul AHAJIHM3a arloNTO3a U HEKPO3a KIIETOK-
MHIIEHEH C MOMOINBIO MPOTOYHOH LIUTOMETPUH C MCHOJIb30BaHMEM HaOOpa st OOHAPY KEHUsI
anontoza APC Annexin V ¢ 7-AAD, cnenys ykasanusim mnpomsBomutessi (BioLegend).
PesynpTaThl NpPOAEMOHCTPUPOBAIM, YTO NpenBapuTeNnbHas o00paboTka KIETOK-MHUIIEHEH
CoenuHeHreM 2 3HAUYMTENBHO yBeIMYUBaa 3P(EeKTUBHOCTD OUCTeudruuecKkoro antutena (Kak
st knerok H929, tak u gst knmerok L363), a Takke MakCHMallbHOE YHHUYTOXKEHHE KJIETOK-
mutneHer (s kierok H929), nnnynuposanHoe OucrnenuduuecKuM aHTUTENIOM, KaK MOKa3aHo B
tecte (Pur. 4A u 4B). B ananuzax nuToTOKCUUHOCTH ¢ KiteTkamMu OPM-2 pe3ynibTaThl HOKA3aJIH,
yto 0OpabdoTka b0 3¢ dexkropHbiX T-KIeTOK, OO0 TONBKO KieToK-muineHel CoenuneHuem 2
yBEJIMYNBAJIA AKTUBHOCTD M 3()()EKTUBHOCTb YHUUTOKEHHSI KJIETOK-MHIIEHeH Oucnennuyeckium
aHnTuTesoM nipu Tectupoanuu (®ur. 4C). [{ns aHamm3oB urorokcuaHocTi OPM-2 koMOuHaIus
npeaBapuTenbHON 006padoTku 3 dexTopHbIX T-KIETOK U MpeaBapUTEIbHON 00pabOTKH KIETOK-
mutneHe CoearHeHneM 2 pHUBeJa K HAHOOJBbIIEMY YCHIIEHHIO U YBEIHIeHHIO 3((EeKTUBHOCTH
oucnerduueckoro anturesa npu rectuposannu (Pur. 4C).

[00307] CoBmecTHOe KyabTuBHpoBaHHe 3(dexkTopHbIX T-kiIeTok (E) M KieTok-
vumeneii (T) ¢ oqHoBpeMeHHOI 00padoTku coennuenussmu. CD3+ T-kiieTku ObUTH BbIIETEHBI
u3 (¢pakuuii MOHOHYKJIEAPHBIX KJIETOK MepU(PepUvIecKoll KPOBH OT TPEX Pa3HBIX 3IOPOBBIX
noHopos (moHopoB A, B u C) ¢ HCnonbp30BaHHEM MarHUTHO-aKTUBHPOBAHHOH COPTHUPOBKU
kietok. Knerkn pasmopaxwuBanu B KyibTypanbHOi cpene RPMI 1640 ¢ nobanenuem 10%
(00./06.) ®BC, 3aMeHNMbIX aMUHOKHCIIOT, TIUPYyBaTa HATPHUsI M MEHULWUIHMHA/CTPENTOMULIIHA.
Bce kynbTyphI Ki1eTOK 1 00padoTKH MpoBOAWIN B HHKyOaTope ¢ Temneparypoii 37 °C, 5% CO; B
TeYeHHe YKa3aHHbIX nepronoB BpeMmeHu. 3ateM T-kietku Metwin CFSE (CyKUMHUMUAWITOBBIN
s¢up xkapOokcudIyopecerHa) B COOTBETCTBHH ¢ MHCTPYKIUSIMU MPOU3BOAUTENISI U OCTaBJISLIU
1T BOCCTAHOBJICHHUS B TeUueHHe HO4YM B mpucyTcTBuu 1 Hr/mi IL-7 yenoseka. Kinerounyro auHMIO

MHOeCTBEHHON Mueombl H929 metunu ¢ nomompio ¢uoneroBoro kpacures CellTrace™ u
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BOCCTAHABJIMBAJIH B TeUeHHE HOUU. 3aTeM T-KJIeTKU U KJIETKU-MULIEHH! TPOMbBIBATI U COBMECTHO
KYJIbTUBUPOBAJIN B TNPHCYTCTBUM BO3PACTAOIIMX KOHLEHTPALMH Oucnennuyeckux aHTHUTEN,
cnenn(pUIECKH CBSI3bIBAIOLIINXCS C AHTUT€HOM co3peBanusi B-knerok uenoseka (BCMA) nc CD3e
yenoBeka (CD3), mpencraBieHHBIMH B J@HHOM JOKYMEHTE, B TeUeHHe 72 dYacoB TIpU
¢dukcupoBanHOll Temmnepatype, cooTHomeHnu 3¢dexropupix T-knerok (E) u knerok-muinenei
(T) 1:3. CoBmecTHOE KYJBTUBHPOBAHUE B MPHUCYTCTBUU OHCTIELM(PUUECKUX aHTUTEI MPOBOIUIN
B npucytctBun JIMCO (xonTpois) unu Coenunenns 2. Knerku coOupany B KOHIIE COBMECTHOTO
KyJbTUBUPOBAHUS JIJIs1 aHAJIN3a aloNTo3a U HEKPO3a KJIETOK-MULIEHEH ¢ MOMOILBIO MPOTOYHOMN
LUTOMETPHUH C HCIOJNb30BaHHEM Komruiekta aerekiuu arnonto3a APC Annexin V ¢ 7-AAD.
PesynbTaTel NpOEMOHCTPUPOBAJIH, UYTO AJIl BCEX MPOTECTUPOBAHHBIX JOHOPOB OJHOBPEMEHHOE
Bo3nelictBue Ha kietku CoenuHeHMs 2 3HAUUTENBHO YBENIWYMBAIO 3(P(EKTUBHOCTH
OucrierpuuecKkoro aHTUTENa MpPH TECTUPOBAHHM, a TaKKe YJYULIAJO0 MaKCHUMAaJIbHYIO
3} (PEeKTUBHOCTD YHUYTOXKEHHS] KJIETOK-MUIIEHEH, OMOCPEIOBAHHOTO Oucmenu(puueckum
anrurenom (Pwr. 5).

Ipumep 7: KomOumHupoBaHHOe mnpuMeHeHHe OHcnenH(PHUYECKOro AHTHTENA K
BCMA/ CD3 T-1um¢pouuToB ¢ coeJHHEHHEeM IPH MHOKeCTBEHHOI MHeJIoMe, yCTOHYHBOH K
JICHAJTHAOMHUAY

[00308] CosmectHoe KyabruBupoBanue >¢dexropusx T-knerok (E) m ycroiumBbIx K
JEHAIUAOMUY KJIETOK-MUIIEHeH MHO)keCTBeHHOH MuenoMbl (T) mocne mnpenBapuTenbHON
obpabotku coenuHeHnssMu. CD3+ T-kneTku Buigensin U3 (pakiuii MOHOHYKJICAPHBIX KJIETOK
nepudpepudeckoll KpPOBH OT TpeX pasHbIX 3740poBbIX AoHOpoB (monoper D, E u F) ¢
HCIOJIb30BAHHEM COPTUPOBKM MarHUTHO-aKTUBUPOBAHHBIX KieTOK. KieTku pasmopaxuBanu B
KysbTypanbHoii cpene RPMI 1640 ¢ nobasnennem 10% (00./00.) ¢peTanbHOM ObIubeii CHIBOPOTKH
(®bC), 3aMeHUMBIX AMHUHOKHCJIOT, NMHPYyBaTa HATPUsi M NEHULWLIMHA/CTPENTOMUIMHA. Bce
KYJIBTYPBbI KJIETOK 1 00pabOTKH KJIETOK MPOBOIMIM B HHKyOaTope ¢ Temneparypoii 37 °C, 5% CO,
B TEYEHHE YKa3aHHBIX nepronoB BpemeHu. 3atem T-knetku metmiu CFSE (CyKumHUMUIUIOBBIH
a¢up kapOokcudayopecenHa) B COOTBETCTBUH ¢ MHCTPYKIUSMU MPOU3BOAUTENISI U OCTaBJISLIU
IUII BOCCTAHOBJIEHUsI B TeueHHe HOuM B mpucyTcTBuU | Hr/mi IL-7 yenoBeka. YCTOHYMBYIO K
JEHATUAOMUAY KJIETOYHYH JIMHUK) MHOXECTBEHHOH muenoMmsl H929-1051 nmonmywanu myTtem
JUIUTEIbHOrO KYJIbTUBUPOBAHUS B MPUCYTCTBUHU BO3PACTAIOIIUX KOHLIEHTPALUN JIEHATHIOMU/A,
kak ommcaHo panee (Ghandi et al. Br. J. Haematol. 2014 Jan; 164(2):233-44) ucnomns3ys
onucanubie MeTozbl (Lopez-Girona et al. Leukemia. 2012 Nov;26(11):2326-35). Knerku H929-

1051 merunu ¢uoneroseiM kpacutenem CellTrace™, 3atem mpensapurenbHo oOpadaThIBaIH

,
JAMCO (koHTposb), moManruaoMunaoM win CoennHeHneM 2 B Ka4eCTBE €IMHCTBEHHOTO areHTa B
TedeHue 72 yacoB. 3aTeM T-KJIeTKH U KJIETKH-MHUIIEHH MPOMBIBAIHN JUTS yAAJICHHUST COSIMHEHUS 1
COBMECTHO KYJIFTHBHPOBAIHM B MPUCYTCTBUH BO3PACTAOIIMX KOHLEHTpAaMi Onucnenupuaeckux
aHTHTEIN, Ce(PUIECKH CBSI3bIBAIOIINXCS C AHTUTEHOM co3peBaHus B-kierok yenoseka (BCMA)
u ¢ CD3¢ genoseka (CD3), npenctapieHHbIMUA B JAHHOM JIOKYMEHTE, B Te€UeHHE 72 YacoB MPHU
¢dukcupoBaHHOl Temmnepatype, cooTHomeHnu 3¢ dexropubix T-knerok (E) u xnerok-muineHei

(T) 1:3. Knerku coOupanu B KOHIIE COBMECTHOTO KYJIETUBHUPOBAHMS JJIs1 aHAJIM3a arlonTo3a U
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HEKpPO03a KJIETOK-MHUIIEHEH ¢ MOMOIIBI0 MPOTOYHON IUTOMETPUH C MCIIOJIb30BAHUEM KOMIUIEKTA
nerekiuu anonto3a APC Annexin V ¢ 7-AAD, cnenys ykazanusim npoussoaurensi (BioLegend).
Pe3ynpraTel MPOAEMOHCTPUpPOBANM, HYTO IpeaBapuTesnbHas o0padoTka YCTOMYHMBBIX K
ne”HanuaoMuay kietok-mumeHeii H929-1051 Coenunenuem 2, HO He IpelaBapuTeNbHas
00paboTka MOMaJHIOMHIOM, yBeIuuuBaja 3(p(EKTUBHOCTh U MAKCHMAIbHOE YHHUYTOXECHHE
KJIETOK-MHIIEHEH, NHIY IMPOBaHHOE OMCTen(pUIECKUM aHTUTEJIOM ITPpU TeCTHpoBaHuH (Pwur. 6).
JlaHHbIE CBHIETENBCTBYIOT O TOM, YTO JaHHAs KJIETOYHAsl JIMHUS TaKKe YCTOHUYMBA K
NOMaJIMIOMHUAY .

[00309] BapuaHTbl OCYIIECTBJICHHs, OINMCAHHBIC BbILIE MPEIHA3HAYEHBI TOJBKO B
Ka4ecTBE NPUMEPOB M CIEIMAJINCTaM B JAHHOW OOiacTH OyJeT MOHATHO WIM OHH CMOTYT
yCTaHOBUTD, UCIOJIB3Y s HE 0OJIee UeM Py THHHBIE SKCIIEPUMEHTBI, MHOIOYHUCJIEHHBIE SKBUBAJICHTBI
KOHKPETHBIX COCIMHEHHUH, MaTeprasoB U MeTonauk. ITonpasymenaercs, 4To Takue 3KBUBAJIEHTHI
BKJIFOUEHbl B OOBEM [aHHOTO H300peTeHHMs U OXBAaTBIBAIOTCS IpHiaraeMoi QopmyJoi

n300peTeHus.
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POPMYVYIJIA U3OBPETEHUA
1. Crioco® neueHnst MHOXKECTBEHHOW MHEJIOMBI, BKJIFOYAIOIINN BBEIEHUE HY KIA0LIIEMY CsI

B 5TOM MMALUEHTY TePareBTHIECKU 3)(PEKTHBHOTO KOJIMUYECTBA COSOUHEHUS (PopMy Il 1

JWeasVaes:

1

WIM €ro »JHAHTUOMEpa, CMECH »JHAHTHOMEPOB, TayTOMepa, H30TONOJOra WM
(papmareBTHUYECKH MPUEMIIEMOM COJH;

B KOMOHMHAIMH ¢ OuCTeru(pUIeCKUM aHTHTEJIOM, COIEP KALUM TMEPBYIO CBSI3bIBAIOIIYIO
YacTh, CEUU(PUUECKH CBA3BIBAIOLIYIOCS C AaHTUT€HOM co3peBaHus B-knerok uenoseka (BCMA),
U BTOPYIO CBSI3BIBAIOIIYIO YacThb, crieuuduvecku cBs3biBaromytocs ¢ CD3e venoseka (CD3),
IpUYEM yKa3aHHas epBasi CBSI3bIBAIOIIAST YaCTh coepskut obmacte VH, comepikainyro o0iactsb
CDRI1H ¢ SEQ ID NO: 21, o6macte CDR2H ¢ SEQ ID NO: 22 u obnacts CDR3H ¢ SEQ ID NO:
17, n obnacte VL, conepsxkammyto obmacte CDR3L ¢ SEQ ID NO: 20, u komOunamo obnacreit
CDRIL u CDR2L, BbIOpaHHYO U3 IPYIIIBI

i) obmacte CDRIL ¢ SEQ ID NO:23 u o6macte CDR2L ¢ SEQ ID NO:24,

i1) oomacte CDRIL ¢ SEQ ID NO:25 u o6iacte CDR2L ¢ SEQ ID NO:26 unu

ii1) obmacte CDR1L ¢ SEQ ID NO:27 u obnacts CDR2L ¢ SEQ ID NO:28.

2. Crioco0 neueHrsi MHOKECTBEHHOM MHEJIOMBI, BKJTFOYAOLIHI BBEICHHUE HY KA IIEMY CsI

B 9TOM MalUeHTy 3((EKTUBHOTO KOJIUYECTBA COENMHEHHST (POPMYJIbI 2

2

WIN €0 TayTOMEepPa, U30TOMNOJIOora Win (hapMaleBTHYECKH PUEMIIEMOIN COJH.

B KOMOHWHAIMH ¢ OuCnenupuIecKuM aHTHTEJIOM, CONEPIKAIIUM MEPBYIO CBSI3bIBAOIIYIO
4acTh, CeLU(UISCKH CBI3BIBAIOINYIOCS C aHTUTEHOM co3peBaHus B-kietok yenoseka (BCMA),
U BTOPYIO CBSI3BIBAIOIIYIO YacTh, crieunduuecku cBssbiBatomytocs ¢ CD3e genoseka (CD3),
NpUYeM YKa3aHHAs MepBasi CBS3bIBAIOIIAS YacTh conep:kuT obdnacte VH, conmepskamyro odnacte
CDRI1H ¢ SEQ ID NO: 21, obnacts CDR2H ¢ SEQ ID NO: 22 u o6aacte CDR3H ¢ SEQ ID NO:
17, n obnacte VL, copepskamyto obmacts CDR3L ¢ SEQ ID NO: 20, n komOuHanmo obnacrei
CDRI1L u CDR2L, BBIOpaHHYIO U3 TPYIIIIEI

1) obacte CDRIL ¢ SEQ ID NO:23 u o6macte CDR2L ¢ SEQ ID NO:24,

i) obmacte CDR1L ¢ SEQ ID NO:25 u obmacts CDR2L ¢ SEQ ID NO:26 nnu
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ii1) obmacte CDR1L ¢ SEQ ID NO:27 u obnacts CDR2L ¢ SEQ ID NO:28.

3. Cnoco6 mo m | wmm 2, B KOTOPOM MHOKECTBEHHAs MHEJIOMA SIBISIETCS
peLUaNBHUPYIOLIEH, pedpaKkTepHONH WIN YCTOWIHBOM.

4. Cniocob mo m. 3, B KOTOPOM MHOXKECTBEHHAs] MUEJIOMA SIBIISIETCS pepaKkTepHON WM
yCTONYMBOMU K JICHAIUIOMUAY .

5. Cnoco® mo m. 3, B KOTOPOM MHOXKECTBEHHAsI MHUEJIOMA SIBJIIETCS pepakTepHON WIn
YCTOMYMBOW K MOMAJIUIOMULY .

6. Cnoco0 mo n. 1 mwim 2, B KOTOPOM MHOXKECTBEHHAsT MHEJIOMA SIBIISIETCS BIIEPBBIC
JUAarHOCTUPOBAHHON MHOXKECTBEHHON MHUEJIOMOMU.

7. Cnocob mo n. 1 wiu 2, B KOTOPOM MHOXKECTBEHHAsi MHUEJIOMa SIBJISIETCS JIEHKO30M
IIa3MaTHYECKUX KIIETOK.

8. Crocob mo mobomy u3 mm. 1-7, B KOTOPOM COEIUHEHHE BBOIST Mepel BBEICHHEM
oucnerdpuueckoro aHTUTENA.

9. Cnoco6 mo mobomy u3 mm. 1-7, B KOTOPOM COEAMHEHHE BBOIST OIHOBPEMEHHO C
OucnennpuIecKM aHTUTEIIOM.

10. Cnocob mo mobomy u3 mm. 1-7, B KOTOPOM COEAMHEHHE BBOIST IOCJE BBEISHHS
OucnennpuecKoro aHTUTENA.

11. Cnoco6 mo mobomy u3 mnm. 1-10, HONOJHHUTENBHO BKJFOUAOLIMA BBEIECHUE
JOTIOJTHUTENIbHOTO aKTUBHOI'O areHTa.

12. CoenuHeHHe aJisi TPUMEHEHUs] B CHOCOOE JICUEHUs] MHOJKECTBEHHOH MHEJIOMBI,

pUYeM COeMHEHHE MPENCTaBisieT coOol coenquHerne Gopmy bl 1

JUesVars:

1

WIA €ero 5SHAaHTHOMEpP, CMeChb JHAHTHOMEPOB, TayTOMep, HW30TOMOJOr WU
(apMaLIeBTHUECKH IPUEMIIEMYIO COJIb;

IIPU 3TOM CITOCOO BKIIFOYAET BBEICHUE HYKIAIOLIEMYCsl B 5TOM MAL[UEHTY TePAeBTUYECKU
3(¢(eKTUBHOrO KOJMYeCTBa coenuHeHus QopMynbl 1, WiIM €ro >HAHTHOMEPa, CMeECH
SHAHTHOMEPOB, TayTOMEpPa, H30TOMoJora Win (apMaLEeBTHUECKH TMPHEMIIEMON COJM B
KOMOMHAIMK ¢ OuCrenuUUEecKUM aHTUTENIOM, COAEPIKALINM MEPBYIO CBS3BIBAIOIIYIO YacTb,
crenn(UIECKH CBS3BIBAIOINYIOCS C AaHTUTEHOM co3peBaHusi B-kierok uenoseka (BCMA), u
BTOPYIO CBSI3BIBAIOLIYIO YacTh, crnernuduueckn cps3biBaromyrocs ¢ CD3e genoseka (CD3),
NpUYeM YKa3aHHAs MepBasi CBS3bIBAIOIIAS YacTh conep:kuT odnacte VH, conmepskamyro odnacte
CDRI1H ¢ SEQ ID NO: 21, o6nacts CDR2H ¢ SEQ ID NO: 22 u o6nacte CDR3H ¢ SEQ ID NO:
17, u obmacts VL, comepkamyro obmacte CDR3L ¢ SEQ ID NO: 20, u xomOuHanuro odnacreit
CDRI1L u CDR2L, BEIOpaHHYIO U3 TPYIIIIEI
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1) obiacte CDRIL ¢ SEQ ID NO:23 u o6macte CDR2L ¢ SEQ ID NO:24,

i1) obmactes CDR1L ¢ SEQ ID NO:25 u obmacts CDR2L ¢ SEQ ID NO:26 nnu

ii1) obmacte CDR1L ¢ SEQ ID NO:27 u obnacts CDR2L ¢ SEQ ID NO:28.

13. CoenuHeHue nJsi MPUMEHEHHUs] B CIOCOOE JIEYSHHs MHOYKECTBEHHOH MHEJIOMBI,

puyYeM COeUHEHHE MPENCTaBIsieT CoOo coenuHeHue GpopmyJibr 2

2

WIN €r0 TayTOMEP, U30TONOJIOT UK (PapMaLeBTHUECKU PUEMIIEMYIO COJIb,

IIPU 3TOM CIIOCOO BKJIOUYAET BBEICHUE HYKIAIOIIEMYCs B ’TOM MAL[UEHTY TePareBTUYECKU
5(p(PEKTUBHOTO KOJIMYECTBA COEAMHEHMS (OPMYJbI 2, WIM €ro JHAHTHOMEpa, CMeCcu
HHAHTHOMEPOB, TayTOMepa, H30TONOJOra WiH (apMaLEBTHYECKH TNPHEMJIEMOH COJH B
KOMOMHau ¢ OucrnenuduyeckuM aHTUTENIOM, COAEPKAIUM IEPBYIO CBA3BIBAIOLIYIO YaCTh,
crneun(UIecKr CBS3BIBAIOINYIOCS C AHTUIEHOM co3peBaHusi B-kietok uenoBeka (BCMA), u
BTOPYIO CBSI3BIBAIOIIYIO 4YacTh, cnenuduuecku cpssbiBaromyocs ¢ CD3e uenoseka (CD3),
IpUYEM yKa3aHHas IepBasi CBSI3bIBAIOIIAS YaCTh cofepskut obmacte VH, comepikainyro o0i1acTsb
CDRI1H ¢ SEQ ID NO: 21, o6aacts CDR2H ¢ SEQ ID NO: 22 u o6nacts CDR3H ¢ SEQ ID NO:
17, u obnacte VL, comepskamyto obmacts CDR3L ¢ SEQ ID NO: 20, u komOuHammo obnacrei
CDRI1L u CDR2L, BbIOpaHHYIO U3 TPYIIIIBI

i) obiacte CDRIL ¢ SEQ ID NO:23 u obonacte CDR2L ¢ SEQ ID NO:24,

i) obmacte CDR1L ¢ SEQ ID NO:25 u obnacts CDR2L ¢ SEQ ID NO:26 unu

ii1) obmacte CDR1L ¢ SEQ ID NO:27 u obnacts CDR2L ¢ SEQ ID NO:28.

14. Coenunenue st npuMeHeHus 1o 1. 12 wiu 13, B KOTOPOM MHOKECTBEHHAsI MUEJIOMa
SIBJIIETCS PELIUAUBUPYIOIIEH, pepakTepHOH WIH YCTOHIUBOM.

15. CoenuHenue njsi MpuUMEHEeHUss TO M. 14, B KOTOPOM MHOKECTBEHHAss MHEJIOMa
SBJIIETCSI pePaKTEPHON WIIH YCTOMIUBOMN K JICHATUIAOMUTY .

16. CoenuHeHue 1jsi NMpUMEHEHUs TO M. 14, B KOTOPOM MHOKECTBEHHAsT MHEIOMa
SABJIIETCS peppaKTEPHON WM YCTOMIMBON K TIOMAJIUAOMHITY .

17. Coenunenue njst npuMeHeHus 1o 1. 12 wiu 13, B KOTOPOM MHOKECTBEHHAsI MUEJIOMa
SIBJISIETCS] BIIEPBbIE AUATHOCTUPOBAHHON MHOKECTBEHHON MUEJIOMOM.

18. Coenunenue njst npuMeHeHus 1o 1. 12 wiu 13, B KOTOPOM MHOKECTBEHHAsI MUEJIOMa
SIBJISIETCS JICMKO30M IJIa3MaTHYECKUX KIJIETOK.

19. Coenunenue s mpuMeHeHHs MO Jro0oMmy u3 mm. 12-18, B KOTOPOM COenMHEHUue
BBOJIAT TIepe BBEJACHNEM Oncnenn(puIecKoro aHTuTeNa.

20. CoennHeHue U1 MPUMEHEHHs MO Jro0oMmy u3 min. 12-18, B KOTOPOM COeAMHEHUe

BBOJAT OAHOBPEMEHHO C 6I/ICHeLII/I(1)I/ILIeCKI/IM AHTHUTECIIOM.
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21. CoenuHeHue U1 MpUMEHEHHs MO Jro0oMy u3 min. 12-18, B KOTOpOM COeAMHEHUe
BBOJIAT TOCJIE€ BBEACHUS OUCTIEIIN(PHUECKOTO aHTHTENA.

22. CoenuHeHue Uil NPUMEHEHHs Mo JodoMmy m3 mm. 12-21, B KOTOpOM crocod
JOMNOJHUTEIBHO BKJIFOYAET BBEICHHUE JOMOJHUTEIBHOIO aKTUBHOTO areHTa

I1o noBepenHoCTH
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