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2420-560619EA/061
AHTUTEJIA TIPOTUB CD48 U UX KOHBIOI'ATEH

[IEPEKPECTHHE CCEJIKVM HA POHOCTBEHHHE 3SAABKU

[0001] IaHHas 3afdgBKa UMCIpallUBaeT IIPUOPUTET COIJIACHO CTaThbe
119(e) paszspmesa 35 Komexca 3akoHOB CIIA 1[I0 NPeOBaAPUTEJSILHOM 3asBKe
Ha TmaTedHT CHIA N 62/134981, mnomauuou 18 wmapra 2015 1., KoTOopasd
BKJIOUEeHa B IaHHBM OOKYMEHT IIyTeM CCHJIKM B IIOJIJHOM ofbeMe.

OBJIACTH M3OBPETEHUA

[0002] B @maHHOM M300peTeHUM NpPencTaBJIeHH MHIIMHEE, XVMEPHEBE
M T'yMaHU3MPOBAHHEE aHTHUTeJla, KOTOPHE CIHelIMOUUeCKM CBASHBAaKRTCHA C
CD48, M MX KOHBIOI'ATH.

YPOBEHE TEXHUKU

[0003] AuTMreH CD48 (kmacTep 1UbdepeHUIMPOBKM 48) Takxe
M3BECTeH KakK MapKep akKTuBauuy B-smmMmooumTor (BJIACTHAA KIIETKA-1)
WM MOJIEKYJIa 2 nepenauu CUrHaja JIVMMOOLIMTAapPHOM aKTUBaLVN
(SLAMF2) . CDh48 ABJIAETCH npencraBUTeJIeM I[IOOCEeMeNCTBa CD2
CylepceMelcTBa MMMyHOIJIOOYJIMHOB (IgSF), koTopoe BKJWUYaeT OeJIKU
SLAM (MOJIEKYJIEL Ilepelauy CHUITHajla aKTuBaluMM JIMMOOLMTOB), TakKMe Kak
chg4, CD150, CD229 wm CD244. CD48 oOHapyXeH Ha IIOBEPXHOCTHU
JIMMOOLIMTOB M OPYIMX MMMYHHEIX KJE€TOK, a TakXe IeHOPUMTHHX KJIETOK,
¥ OH IIpMHMMaeT YydacTHe B MexXaHM3Max aKTuBaluuM U OIUdOepeHLMPOBKE
B ©BTUX KJeTKax. JM3BecTHO, uYTo CD48 sKCHOpeccUpyeTCHa Ha KIeTKax
MHOXECTBEHHOM MMEeJIOMEL U IPYyTMX PaKOBHEHX HOBOOOpaszsoBaHMM  B-

KJIETOUHOTO IIPOUCXOXIEHMS, HaIpMMep, HEeXOIXKKMHCKOM JrMbpoMul (NHL),

XPOHUUECKOMN Mo TapHOM JenKeMnu (CLL), MOHOKJIOHAJILHOM
TaMMalliaTUM HedaCHOTO TeHes3a (MGUS) , MaKpOTJIOOYJIMHEMUN
BasiboeHCcTpeMa (WM) , OTIYXOJIEBEIX KJIeTKax OOJIBHOT'O

MMePBUUYHLEM/ CUCTEMHEM aMUJIOVMIOO30M ¥ KJeTKax OOJIIMUKYJIAPHONW JIMMGOOME
(FL) .

KPATKOE OIMCAHME CVYIIHOCTM M3OEPETEHNMA

[0004] B oOmHOM acIleKTe IaHHOTO OINMCAaHMA [IPeOJIOKEHO XMMEPHOE

i TIT'YMaHM3MPOBaHHOEe aHTHUTeJIO, KOTOopoe CHeLU/I(l)MT{eCKI/I CBA3EIBaeTCHA

c OHeJIKOM CDh48 yeJIOBEKa. HaHHOe AHTUTEJIO BKJIOUAET
rIocJjlefoBaTeJIbHOCTHU CDR T AXKEeJION Lerm SEQ ID NO:3-5 u
nmocJemoBaTeJibHOCTM CDR  Jerko uUenm  SEQ ID NO:6-8. IDaHHOE

AHTUTEJIO IPpOoABJIAeT O0oJiee BHCOKYID addPMHHOCTL CBA3BEBaAHMA C OeJIKOM



CDh48 JeJioBeka - IIo CPaBHEHMI C  MBIIMHEIM  aHTUTEJIOM, KoTOpOEe
CrieuMdUUeCKM CBA3HBaeTCa C OejxkoM CD48 uejioBeka M TaKXe BKJIOUAET
[IOCJIeDOBATEJILHOCTH CDR T SIKeJIOU Lnenu SEQ ID NO:3-5 n
nocjyenoBaTesgbHoCcTM CDR  Jgerxom uenmu SEQ ID NO:6-8. B oIHOM
BapMaHTe peajM3aluM U300peTeHMA XMMEePHOe WM I'YMaHU3UMPOBaHHOE
AHTUTEJIO I[IpOABJISeT IO MeHbIeM Mepe B 2 pasa 0o0Jiee BHCOKY
addMHHOCTL CBA3BBaHMA m0Jid Oejika CD48 uejloBeKa II0 CPaBHEHUI C
MBIIMHEIM aHTUTEJIOM. B Opyr'oM BapMaHTe pealiM3aluu U300peTeHUd
AHTUTEJIO npencrapjdgeT cobon TyMaHM3MPOBaHHOE AHTUTEJIO . B
OOIOJIHUTEJILHOM BapMaHTe peajM3alui M300peTeHMId aHTUTEJIO COLEPXUT
BapuabeJIbHEM YyYacTOK TaKeJioM Lenu SEQ ID NO:1. B mpyT'oM BapMaHTe
peanmmMszaluuM U300peTeHUud AaHTUTEJO COINEepXUT BaprabelIbHHM yUYaCTOK
Jerxkoy uenu SEQ ID NO:2. B OONOJHUTEJLHOM BapMaHTe peajr3aluu
n300peTeHUd AaHTUTEJO COOEPXUT BapuabeJIbHHM YUYaCTOK TSXKeJION Lelu
SEQ ID NO:1 um BapuabeJIbHHM YyYacTOK JeTkow uLenmu SEQ ID NO:2. B

OIOHOM BapMaHTe peaJilm3alll MSO@peTeHMH AHTUTEJIO KOHTBRIMPOBAHO C

LUUTOTOKCUYECKUM JIEKapCTBEeHHEM CpeICTEBOM, [IPUCOEeOVHEHHEM K
JIMHKEDPY .
[0005] B [OOHNOJIHUTEJILHOM BapMaHTe pealus3aluu MU300peTeHud

IIprmcoeMHeHHoe K aHTUTeJly JieKapCTBeHHOe CpeIlCTBO—JIMHKeED VMeeT

bopmy sty :
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WM ABJAeTCcd ee QapMalleBTMUeCKM I[IpUeMIJIeMOM CcoJibl, TOe 7
IpencTaBJgeT cobom opraHnYeCKUuMn bparmeHnT, comepxamu
PeakKUMOHHOCIIOCOOHHM caur, CIIOCOOHHM BCTYIIAaTh B peaKLuo c
OYHKIMOHAJLHOM TPYIINOM Ha aHTuTese, oJjsa ofpas3oBaHUA C HeHu

KOBaJIEHTHOT'O COeIMHEeHMs, nh HaxXOoOMTCA B IMalaszsoHe oT 8 mo 36, RER

opencraBjggeT coboM aToM BOOOPOOa MM  BallMTHYID TPYIINY, R21



IpeICTaBJIAeT cobon KBNNIUPYIIYO eIMHUILLY bparMeHTa
IOJINB TUJIEHTJIMKOJIA .

[0006] B IpyIT'OM acCIIeKTe IOaHHOTO ONMCaHM4 IPpenJyioXeHO
TYMaHM3UPOBaAHHOE aHTUTEJIO, KOTopoe cleluduuecky CBA3HBaeTCsa C
BesqxoM CD48 uyeJjloBeka, KOTOpPOe COHNEepXUT BapuabeJIbHHM ydacCToK

TsKeJion uenu SEQ ID NO:1 m Bapuab®eJbHHY ydacTok JieTkKoM Hemnu SEQ

ID NO:2.

[0007] DaHHOE AHTUTEJIO, B OIIHOM BapMaHTe peaan3zaumm
nzobpeTeHms, KOHBIOTUPOBAHO c LIMTOTOKCHUUYECKMUM JIeKapCTBEeHHBEM
CpelCTBOM, NPUCOEOMHEHHEM K  JIMHKEDPY. TUIIoBOE  JIeKapCTBEHHOE

CPenCTBO-JIMHKED MMeeT QOpMyJIY :
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WM 4BJisgeTcsa ee dapMalleBTHUUECKM I[IpMeMIIeMO¥V CcoJibl, I'Ie 7

npencTaBJisgeT cobom opraHuueCcKun bparmenT, conepxamun
PeaKIMOHHOCIIOCOOHHM camnr, CIIOCOOHHM BCTYIIATH B peaxkumo c
OYHKUMOHAJILHOM  TI'PYINOM Ha aHTuTese, nJjs ofpas3oBaHUS C HeHu

KOBaJIGHTHOT'O COeIMHEeHMI, N HaxoIMTcd B OMalas3oHe oT 8 mo 36, RER
nopencraBjgeT cobol aToM BOOOpoda WM 3SallMTHYID TPyOny,  R2l
npencrTaBJIsgeT cobou K3IIUPYIOIYIO e OVHUILY bparMeHTa
IOJIUS TUJIEHTJIMKOJIS .

[0008] HOpyroe TUIIOBOE JIEKAPCTBEHHOE CPeICTBO-JIMHKED OJid

KOHBROT'allMM C OIIMCAaHHBEIMM aHTUTeJIlaMM VMMeeT (]_)opMyJ'Iy:
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UM SABJsSeTca ee dQapMalleBTHMUeCKM I[IpMeMJIeMOM CcoJiblo, The 7
opencraBJgeT cobom opraHnYeCKUMn bparmeHnT, comepxamy
PeakUMOHHOCIIOCOOHLM canr, CIIOCOOHHM BCTYIIaTh B pPeaKLuo c
OYHKIUMOHAJILHOM  TPYINOW Ha aHTuTele, I0Jg obpa30oBaHMA C Heu
KOBaJIEHTHOT'O COeIMHEeHMs, nh HaxXoOMTCsa B IMalasoHe OoT 8 mo 36, RER
OpencraBJgeT coboM aToM BOOOpOOa WMIM  BallMTHYID ITPYIIY, R21
npencTaBJgeT cobom KBNIUPYIOMYIO eIVHUILY bparMeHTa
IOJIMB TUJIEHTJIMKOJIA .

[0009] [IHOpyroe TUIOBOE JIEKAPCTBEHHOE CPeICTBO-JIMHKEep IJd

KOHBROT'allMM C OIIMCAaHHEIMM aHTUTeJIlaMM VMMeeT @opMyﬂy:
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WM 4BJigeTcsa ee (apMaleBTHMUECKM [IPMeMJIEMOM COJIb, I'Ie n
HaxXoOMTCHA B IOManas3oHe oT 8 mo 36, RFR mpemcTaBisgeT coboM aToM
BOIOPOIa WMJIM 3alUMTHY TPYINY, R2I OpencraBjgeT cofoM KSINMPYIOIYIO
eIMHNLY OQparMeHTa IOJIMDTUJIEHTJIMKOJIAL.

IpyTroe TUIIOBOE JIEKAPCTBEHHOE CPEeICTBO-JIMHKEP OJIS KOHTBOIALUN

C OIIMCaHHBIMM aHTHUTeJlaMM MVMeeT @OpMYHYI
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WUIM SaBJsSeTca ee dapMalleBTHMUeCKM IIpMeMJIeMOM CcoJiblo, TOe n
HaxXoOMTCs B IOManas3oHe oT 8 mo 36, RPFR mpemcTaBjisseT coBoM aToM
BOIOPOIa WMJIM 3allUMTHY TPYINY, R2! opemcraBjageT cofoM KSINMPYIOIYIO
eOVMHUIY OparMeHTa IIOJIMBTUIIEHTJIMKOJIA .

B HeKOTOpPHX BapMaHTax JaHHOT'O OIMCAaHMA 3HaAUeHMEe N MOXET
HaxXxoOUTLCSA B HOMamna3o0oHe oT 8 pmo 14. B @OpyI'Mmx BapMaHTax IOaHHOTO
ONMCaHMsa 3BHaueHMe n HaxXoOMTLCA B IOManazoHe oT 10 mo 12. B
OOIOJIHMTEJIbHOM BapMaHTe pealiM3allMM ITaHHOTO OIMCaHMA 3HadeHMe n
cocTaBjdgeT 12. B IOpyroM BapMaHTe pealusalur usobpeTeHms R21
nopencraBjysgeT codowm —-CHs miam —CH2CH2CO2H.

[0010] B OIpyIT'OM acIieKkTe OaHHOTO ONMCaHM4g NIPenJyIoXeHO
COeNMHEHVEe KOHBII'aTa aHTM-CD48 aHTUTeJla-JIEKAapCTBEHHOI'O CPencTBa,

nMermero GopMyJIy
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I ee GapMalleBTHMUeCKM IIpueMIieMas CcoJib, ITIOe Z OIpedcTaBigeT
coBoll opTraHMUYeCKUr O(paIrMeHT, CBASHBaALIMUNA aHTUTEJO M OCTaTOK
JIEKapCTBEHHOTO CpelcTBa-JIMHKepa IIOCPeICTBOM KOBAJIEHTHHX CBI3el,
n HaxoIMTCHA B 1OuamnasoHe oT 8 mo 36, R2l mpenmcrariger cobol

KOIIIIMPpymyn eOVMHUILY cpparmeHTa I[NIOJIMSTMIIEHTJIMKOJIA, a p COCTaBJIAeT



or 1 mo 16. AHTUTEJIO MOXeT OBTH JIKOBM M3 OINMCAHHHX aHTu-CD48
aHTUTEJ. B OpelnouTHTeJILHOM BapMaHTe pealu3aluuu u3o0dbpeTeHud
AHTUTEJIO MMeeT BapuabeJIbHBM ydacToK Taxejou Lenmu SEQ ID NO:1 u
BapuabeJIbHHM ydacTOK JierkoM uemnm SEQ ID NO:2.

[0011] [HOpyroe TuUIOBOE JI€KApPCTBEeHHOE CpPeICTBO-JIMHKEep MOJd

KOHEBERIT'alMM C OIIMCaHHEIMM aHTUTeJlaMM VMeeT C]_)OpMYJ'IYI
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WM ABJISeTCa ee dapMalleBTUMUEeCKM [IPUEMJIEMOM COJIBI.
[0012] [HOpyroe TUIOBOE JIeKAPCTBEHHOE CPeOCTBO-JIMHKEep IJid

KOHBROT'allM C OIIMCAaHHEIMM aHTUTeJIaMM VMMeeT (]_)opMyJ'Iy:
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WUIM ABJISeTcHa ee OQapMalleBTUUEeCKM I[IpMeMJIeMOM coJiblo, Taoe RER
npencraBjsgeT coBOOM aToOM BOINOPOIA WMJIM BallMTHYID ITPYIILY .
[0013] HOpyroe TUIOBOE JI€KAPCTBEHHOE CPeICTBO-JIMHKEep IJd

KOHBROT'allMM C OIIMCAaHHEIMM aHTUTeJIlaMM VMMeeT (]_)opMyJ'Iy:
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WM ABJSeTCa ee dapMalleBTUUECKM TIPUEMJIEMOM COJIBIO.
[0014]Opyroe TUIIOBOE  JIeKapCTBEHHOE CPEenCTBO-JIMHKED  IOJI4

KOHBIROT'allM C OIIMCAaHHBEIMM aHTUTeJIaMM VMMeeT (]_)opMyJ'Iy:
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WM ABJISAeTCA ee dapMalleBTHUUECKM [IPpUEeMIIEMOM COJIBI.
[0015]Opyroe TUIIOBOE  JIeKapCTBEeHHOE CPeInCTBO-JIMHKED  IJI4

KOHEBERIT'alMM C OIIMCaHHEIMM aHTUTeJlaMM MMeeT @OpMYJ'IYI
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mJjim  ABJIAeTCHd ee€ @apMaHeBTquCKT/I HpMeMﬂeMOﬁ COJIBIO, rge RER
IIpencTaBJideT coboy aToM BoOooponoa WMJIM 3allMTHYI IT'PYIILY .

[0016] B HeKOTOPHX BapMaHTax HOaHHOT'O OIMCaHMig 3HaueHMe n



MOXeT HaxOIMThCS B »OManas3zoHe oT 8 no 14. B IOpyruMx BapMaHTax
OAaHHOT'O OINMCaHMA 3HaueHMe N HaXOOUTLCA B OuanaszoHe oT 10 mo 12.
B OONOJIHMTEJNIBLHOM BapMaHTe peajiM3aluM OaHHOTO OIMCaHMA 3HadeHMe n
cocTaBJdgeT 12. B IOpyr'oM BapuaHTe pealuszalun wuzobpeTeHus R21
nopencraBjsgeT cobor —-CHs mim —CH2CH2CO2H.

[0017] B npyT'oM BapMaHTe pealiM3aluM Kn300peTeHUsa Jioboe U3
OIMCaHHBIX KOHBIOTaTOB AHTUTEJI-JIeKapCTBEHHEX CpencTB uMeeT
3HaueHMe P PpaBHOe 8. B IpyToM BapMaHTe pealuz3aluy U300peTeHusd
JIEKapCTBEeHHOe CpeICTBO-JIMHKED IPUCOenHEeHO K AHTUTEITY
[IoCpelCTBOM LIMCTEMHOBHX OCTaTKOB MeXI1eTTHEMA IVCYJIEOUMIOHEIMA
CBA3AMU aHTHUTEJI.

[0018] B nmpyroM BapuaHTe peaju3aluy M300peTeHUd KOMIIO3ULUI
KOHEBOI'aTa aHTUTeJIO-JIEKAapCTBeHHOE CPEeOCTBO COLOEPXUT  IIOIIYJISLIUIO
MOJIEKYJI KOHEBRIaTa aHTKu-CD48 aHTuTesla-JIeKapCTBEHHOI'O CpelcTBa CoO
CpelHVM 3HaueHMeM HaTpy3KM JIeKapCTBEeHHHEM CPeICTBOM PaBHEM 8 U C
ODpeobilajanmyM  3HaueHMEeM HaTpy3KM JIeKapCTBEeHHEIM CpPEeOCTBOM B
DaHHOM KOMIIO3MIMM PaBHEM 8.

[0019] B OpyTOM acIieKkTe IOaHHOTO OIMCaHM4 IpenjIoXeHH
bapMalleBTHMUECKME KOMIIO3MUIUM M COCTaBH, KOTOPHE BKJIOUAIT KOHBOTAT
AHTUTEJIO NPpOoTUB CD48-jleKapCTBEHHOE CPEeNCTBO, OIMCAHHBEM B IaHHOM
OOKYMEHTe.

[0020] B  IOONOJHUTEJIBHOM  aclleKTe M300peTeHMA  KOHBII'aTH
aHTUTEJIO HOpoTuB CD48-JleKapCTBEeHHOE CPelCTBO IMNPUMEHSITCS OJId
JleueHMsa MallMeHTOB OOJIBHEIX pakoM, KOTOPHM BDKcHOpeccupyeT CD48.
SKCIpecCcUpym1i CD48 pak, B OIOHOM BapuaHTe peannzaluu
nz300peTeHUsda, IOpelcTaBJgeT coBO0M MHOXeCTBEeHHYI MMeJIOMy. B IpyIux
BapuaHTax pealnsaluum  U300peTeHud SKCOpeccupymuii  CD48  pax
npencraBjsgeT cobon B-KJIeTOUHY HeOoIlla 3N, HalpuMep,
HeXOIXKMHCKYLD JUMOOMY, OQOJINIUKYIAPHYK JUMMOOMY, MaHTUMHOKIIETOUHYIO
JIMMPOMY , MOHOKJIOHAJIBHYID  TaMMallaTHl  HesSCHOTI'O TeHesa (MGUS) ,
MaKpOTJIOOYJIMHEMUIO BajbeHCcTpeMa (WM) , [IEePBUYHLI/ CMMCTEMHEIM
AMMUIIOMIO3 OIIYXOJIEBHX KJIETOK TallMeHTa M XPOHUUEeCKYyl JMMOOUMTaAPHYK
JIeVIKeMM . OpyTrum IpUMepPOM BKCIpeccUupyrmero CDh48 PaxKoBOITO
3aboJIeRaHMs, KOTOPHM MOXHO JI€UMTE C MCIHOJB30BaHMEM CIOCOOOB,
ONMCaHHEIX B IOaHHOM IOKYMeHTe, ABJIAETCA OCTpas MHMeJIOTeHHas

JeKeMMs.



OIIPEINEJIEHUA

[0021] TepMmH KMOHOKJIOHAJIE HEIE AHTUTEJIO», B KOHTEeKCTe
OaHHOTO IOOKYMEHTa, OTHOCUTCH K aHTUTEJY, [IOJIyUYeHHOMY nu3
[ONYJIALUMM  [IPaKTUUYECKM  T'OMOT'€HHHEIX aHTUTeJ, T. e. OTIOeJIbHEX

QHTUTEJI, COCTAaBJIAKINX IIONYJIALNID, KOTOPHE HABJAKTCS MIOEHTUMUHBEMM 3a
UCKJIIOUeHMEM BO3MOXHEIX MyTallMyi IPUPOIHOTO TMIPOUCXOXIEHUI, KOTOPHE
MOTYT IIPUCYTCTBOBATE B HEe3HAUMTEJIBHHEX KOJIMUecTBax. MoIoMdMKaTOp
«MOHOKJIOHAJIbLHOEe» VyKashHBaeT Ha TO, UYTO AaHTUTEJIO I[IOJIyYeHO U3
IpakKTUUEeCKM TOMOTEeHHOM IOoNyJAUMM aHTUTeJ, M eIro He cJjenyerT
VHTEPNPETUPOBATE kKak TpeboBaHMe TIMNIPOOYKUMM aHTHUTeJla I[IOCPEeIOCTBOM
KakoTro-Jmbo KOHKPETHOTO crocoba. Hampumep, MOHOKJIOHAJIb HHE
aHTUTeJla, KOTOpPHEe IpeldrnojaraeTcd IIPMMEeHATb B COOTBETCTBUM C
HacToAmMM M300peTeHMeM, MOTYT IIoJydaThb MeTOOOM IMOPMIOM, BIIEPBHE
onvcaHHeM Kohler et al. (1975) Nature 256:495, IV MOTYT
IoJiydyaThk MeTolaMM pekoMOMHaHTHHX [JHK (cMm., HamnpuMmep, mnaTeHT CIIA
N 4816567). MOHOKJIOHAJILHHE aHTHUTeJa TakXe MOXHO BHIOESJIATE U3
baropex OMOJIMOTEK aHTUTEJ C MCIOJb30BaHMEM METOINMK, HallpUMeED,
onmcaHHEX B Clackson et al. (1991) Nature, 352:624-628 u Marks
et al. (1991) J. Mol. Biol., 222:581-597, wmaM MOXHO IIOJIyUyaThb
OpyIrMMM  criocobamm. AHTUTEeIE, OIIMCaHHEE B OaHHOM HOOKYMEHTe,
ABJISATCS MOHOKJIOHAJIbHBEIMMY aHTUTEJIaMU .

[0022] AHTUTeJla, Kak I[IpaBUJIO, MIpeacTaBJieHH B BHIOEJEHHOM
bopmMe. DBTO 03HavaeT, UTO KakK OIpaBWJIO aHTuTeJio objlagaeT IIo
MeHbmel Mepe 50% 006./00. UMCTOTH OT Memalmux OeJIKOB ¥ OPpYyTIUX
3aTrpPA3HANIMX BEMEeCTB, BO3HMKAKIMX IIPM €TI0 NPOOYKIUM WM OUMCTKE,
HO He MCKJnYasd BO3MOXHOCTM TOT'O, UYUTO AaHTUTEJIO KOMOMHUMPYETCHS C
U30HTKOM (GapMalleBTUUECKM TMIPUEeMIIEMOTO (-HX) HOCUTeNd (-et) uWInu
IpyToTro HATIOJIHUTEJIA, npelHa3HadeHHOTO OJIs obJjleryeHmMs
VICIIOJIE30BaAHUSA aHTUTeJla. B OTHENBHHEX Clydadax aHTuTeJla o6JjamalnT IIo
MeHbIe Mepe 60%, 70%, 80%, 90%, 95 miam 99% Mac./Mac. UMCTOTH OT
Memapmrx ©OeJIKOB M 3alpA3HAKIMX BEIEeCTB W3 >Talla OPOOYyKIUM WK
OUMCTKMH . AHTHUTEIA, BKJIOU A 4 BHIIIEJIEHHEIE aHTUTeJa, MOXHO
KOHBOTUPOBATE C LIUTOTOKCUUECKMMM CpenOcTBaMM M OpemjiaraTb UX B
KaueCTBe KOHBIOIATOB aHTUTEJa M JIEKAPCTBEHHOT'O CpPelCTRa.

[0023] «BHIDEeJIeHHBE» [IOJIMHY KJIEO TUI OTHOCUTCH K

IIOJIMHYRJIIEOTIMOY , KOTOPOTIO M,]IeHTM(bMLI,MpOBaJ'[M n OTIOeJIVIIN I/I/I/LJ'H/I
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BHIOEJWIIM M3 KOMIIOHEHTOB €TI0 IPUPONHOT'O OKPYXEHUS.

[0024] Chneumpuueckoe CBA3BBaHME MOHOKJIOHAJILHOTO aHTuUTeJa C
1IeJIEBEIM aHTUMITeHOM O3HauaeT addMHHOCTL, PAaBHYK IIO MeHBIIEM Mepe
10, 107, 108, 10° wmym 1010 M-1, Cneumumpmueckoe CBASHBaAHME IIO
BeJIMUMHE u PasInuYrMOCTH ABJIAETCHA BEISABJISIEMO BHIIE, ueM

HeclleundpmrueCKoe CBA3HBaHUE, ImporcxXoomdmee IIO MeHbInen Mepe C OHOM

HeoOpaboTaHHOM MUIIEHBO . Crieundurueckoe CBA3LIBAHUE MOXeT
NpeacTaBISaTh cobon pesyiLTaT oBpasoBaHus cBA3en Mexmy
KOHKP e THEMM bYHKLMOHAJBL HEIMI TpynnaMm VI KOHKPE THEM

IPOCTPAHCTBEHHEIM COOTBETCTBMEM (HaIpuMep, TuUulla «KJoua M 3aMKay),
TOT'Da KaK Heclheludpmueckoe CBA3HBaHMe OOBUHO IIpedcTaBJjisgeT cobon
pesyJeTaT OEeMCTBUS cuil BaH-pmep-BaaJjbca. KoHBHOIaTH aHTUTeJla—
JIEKAPCTBEHHOT'O CpencTBa, HallpabJieHHEe npoTue CD48, wm anTu-CD48
aHTHUTeJla chHeuudUUeCcKM CcBSA3HBaTCcsa ¢ CD48.

[0025] OcHOBHas CTPYKTypHasd eOMHMIa aHTUTeJla [IpeldCTaBJIseT
cobor TeTpaMep U3 CcyOwbemmHMll. KaxOEM ~TeTpaMep COIEpPXUT HOBRe
UIOEeHTUUHEE TIapH [IOJUIIENTUOHEX lelel, Kaxdasa I[Iapa ¥’MeeT OIHY
«Jerkyo» (okoJjio 25 kJa) M omHY TaSxelyio Lelb (okoJjo 50-70 kla).
AMMHOKOHIIEBASA UYaCThb KaXIOOM lLelM COOEePXUT BapuabelIbHHM YydacTOK U3
okojio oT 100 pmo 110 wmam ©OoJiee aMMHOKMUCIIOT, IJIaBHEM OOpa3oM
OTBeUalMMxX 3a paclo3HaBaHMe aHTUIeHa. 9ToT BapuadesIbHBEM YU4aCcTOK
[IepBOHAUAJIBHO DSKCIPEeCCHUpPYeTCad CBA3aHHEIM C OTHEIJISEeMBM CUI'HaJIbHEBEM
IelITUIOM. Bapmra®eJIbHEIM  yUyacTok  Bes CUTHaJbLHOTO  IenNTuma B
OTHOEeJIbHHX CJIyuasax Ha3HBaeTCsa B3peJibiM Bapuab®eJIbHEM YJYacTKOM. TaKuMm
oBpa30M, HalpMuMep, 3peJibtli BapuabeJIbHBM  YyUYaCcTOK JIeTKOM  Lelu
03HavaeT BapuabeJIbHHM VYYacTOK JleTkoM ULelu ©0e3 CUIHAJBLHOTO
nenTuia JeTKoy Lenmu. JeTkKMe lLelM KIAaCCUOULUMPYIOTCS Kak Kalla WK
JaMbrna. TsaxeJble LelM KlacCcUMUIMPYITCS KakK T~aMMa, Mo, aJbbda,
neJabTa W SIICUJIOH u oIpenesyganT M30THUII aHTuTeJa Kak,
cooTBeTCcTBeHHO, I1IgG, IgM, IgA, IgD um IgE. B mopenejax JeTKOoM U
TAXEeJION LelM HWKHMEe M KOHCTAaHTHHEe YUYaCTKM COeOMHEeHH II0CPeIdCTBOM
ydyacTka «J» M3 O0koJio 12 wuiam ©0oJiee aMUHOKMUCIIOT, C BKJIIKUYEHUEM
TakXke B TSXeJYID Lelb ydacTka «D» wm3 okoJjgio 10 wmiam ©BoJiee
aMMHOKMcJoT. (CMmM., B UeJoM, Fundamental Immunology (Paul, W.,
ed., 2nd ed. Raven Press, N.Y., 1989, Ch. 7, KOTOpOe BKJIOUEHO B

DaHHBM JTOKYMEeHT B IIOJIHOM oObeMe IIyTeM CCHUIKM @OJIS Bcex LieJieu) .
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SpeJitie BapuabeJibHEE YUACTKM KaxXOo¥ IMIapH JIETKOM/TSXeJIoON Lelu
00pas3ynT aHTUTeJIOCBA3HBAaIMM canT. TakuMmM o00pasoM, MHTaKTHOe
AHTUTEeJIO MMeeT OBa CBA3HBaKMMX canTa. Bce 1Lemnmm HOpOABJIAKRT
OOVHAKOBYI OOMyln CTPYKTYPY OTHOCUTEJILHO KOHCEPBATHMBHEX KapKaCHBX
yuyacTKOB (FR), coenOMHeHHHX TpeMsa TIUllepBapuabellbHEMM YdUdaCTKaMM,
TakXe Ha3BEBaeMHMM OIpelelISOlMMM KOMIIJIEMEHTAPHOCTE YydacTKaMu WMJIU
CDR. CDR ™3 OBYyX lemne¥ KaxOoM Iapkl BHPOBHEHH  KapKaCHBMU
yuacTKaMM, UTO IDaeT BO3MOXHOCTL CBASHBATLCA CO CHeuuduuecKUM
sauTonoM. OT N-koHUa »Jo C-KOHIa, M JeTkas U TsaSxeJas Lelb
CoOmepXuT OOMeHE FRI1, CDR1, FR2, CDR2, FR3, CDR3 wm FR4.
[lprcBOEHME AMVHOKMCJIOT K KaxIgoMmy IOIOMeHY IPOUCKOOUT B
COOTBETCTBMM C oIpemejieHusaMmu Kabat, Sequences of Proteins of
Immunological Interest (National Institutes of Health, Bethesda,
MD, 1987 m 1991) wmim Chothia & Lesk, J. Mol. Biol. 196:901-917
(1987); Chothia et al., Nature 342:878-883 (1989). KabarT Takxe
IpenJIOXNII MUPOKO IPMMeHSeMOe IpaBuUJIO HyMepaluun (cucTeMa
HyMepauum KabaTa), COIJIaCHO KOTOPOMY COOTBETCTBYKIMM OCTaTKaM
MeXIOy pPasJIMUHEMK BaprabeJIbHBEMM Yy4YaCTKaMM TSXKeJIOM LelM WIXM MexIy
Paz3JMUYHEIMM Bapuab®eJIbHEIMM ydacTKaMM JIETKOM LelM I[IpMCBaMBaKTCH
OOVHAaKOBEE HOMepa. HyMepalMsa KOHCTAHTHOTO YdYacTKa TAKeJION Lelu
IIPOUCXOOUT IIOCPenCcTBOM MHOekca EU, kak u3zjoxeHo B Kabat (Kabat,
Sequences of Proteins of Immunological Interest (National
Institutes of Health, Bethesda, MD, 1987 m 1991).

[0026] TepMMH <«aHTHUTEJIO» BKJIOUAeT MHTAKTHHE aHTUTeJla M UuX
AHTUTEeHCBA3HBaKmMe (parMeHTH. «/HTaKTHOE aHTUTEJIO» IIPpedCcTaBJIgeT
cobom aHTUTEJIO, comepxalee AHTUT eHCB I 3LBammi BapuadeJibHuM
IOMeH, a TakXe KOHCTAaHTHHM JoMeH Jerkoy Henr (CnL) M KOHCTaHTHHE
IOOMEHE TsaxeJioM uenm, Cpl, Cp2, Cy3 U Cpd, KaK COOTBEeTCTBYeT KJIaCccCy

aHTHTeJIa . KoHCTaHTHEIE @OOMEHH MOI'YT OHTHL KOHCTAHTHEIMM ITOMEHaMU

HATIVBHEIX nocJegoBaTeJIbHOCTEN (Hanpmmep, KOHCTaHTHEIE JOMEHEI
HAaTIVBHEIX nocJiegopaTeJIbHOCTEN yeJIOBEKa) MJin nXx BapMaHTaMM
AMIVMHORKMCJIIO THEIX nocJegoBaTeJIbHOCTEN. @paPMeHTH AHTUTEeJI

KOHKYPUPYIOT C MHTAKTHBEIM AHTUTEJIOM, M3 KOTOPOI'O OHM IIOJIYYEeHH, 3a
crneundmUUueckoe CBSI3HBHBaHMEe C MUIEHbBI, OHM BRJIOUAKT OTIeJIbHEEe Fab
TAXEeJIBIX llelreM, JeTkKux lerney, Fab', F(ab')., F(ab)c, mmareja, Dab,

HaHOoTeJla 17 Fv. @paPMeHTH MOXHO IIpoJjiy4vyaThb MeTOIOIMKaMM
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pPeKOMOVHAaHTHEIX IHK, VI bepMeHTaTVBHEM VI XYIMUY € CKVM
paslelJleHMeM MHTaKTHHEX MWMMYHOIJIOOYJIMHOB. TepMMH «aHTUTEJIO» TaKXe
BKJIOUAET OMaTeJIO (TOMOIMMEPHEM OparMeHT FVv) MIM MUHUTEJO (Vi—Vi—
Cu3), OucnennupmUuecroe AHTUTEJIO ZNAZN nomofHoe AQHTUTEJIO.
Bucneuupmueckoe wmamM OUOYHKIMOHAJILHOE AaHTUTEJIO IIpenacTaBJiseT codou
UCKYCCTBEHHOe TIMOpMUOHOE aHTUTEJIO, MMeKllee OBe pPas3JIMuHbBle IIaphl
TAOKEJION/JIETKOM Lelr M IBa PasJMUHLHX caliTa CcBA3HBaHMd (CM.,
HanpuMmep, Songsivilai and Lachmann, Clin. Exp. Immunol., 79:315-
321 (1990); Kostelny et al., J. Immunol., 148:1547-53 (1992)).

[0027] TepMyH «IIalurMeHT» BKJIIOUaeT yeJIoBeKa n IPYyTUX
MJIIEKONIUTAKIMX CYyOBEeKTOB, KOTOPHE IoJydarnT JMbOo NpoduiIaKTUUeCcKOoe,
JMBO TepalleBTUUECKOE JIeUeHUE.

[0028] C LeJlbo KJIaCCUPUKALIUA 3aMeH AMMHOKMCJIOT Kak
KOHCEPBATHUBHEX WJIM HEKOHCEPBATHBHHX, AMMHOKMCJIJIOTH  T'PYINIVPYIOT
ciaenyomyM ofbpa3oM: Tpyhina 1 (ruapodoOHEle OOKOBHE 1Lenu): met,

ala, wval, leu, ile; rTpynna I1II (HeVTpaJlbHEE TIUIPOPUILHEHE OOKOBEHE

uemnu) : cys, ser, thr; rpynna III (KMCIOTHHE OOKOBEE ILEeNM): asp,
glu; rpynmna IV (ocHOBHHe OOKOBEE Lemnu): asn, gln, his, lys, arg;
rpynna Vo (oCcTaTkM, BJIMAKIME Ha OpMeHTauubo Leneu): gly, pro u
TpyIina VI (apoMaTHuueCcKue OOKOBEHE uenm) : trp, tyr, phe.

KoHcepBaTUBHEE 3aMeHB BKJIOUAKT 3aMeHH MeXIOy aMMHOKMCJIOTaMM TOTIO
xe KJlacca. HekxoHCepBaTMEHHE 3aMeHH IpenCcTaBJIST 3aMeHy
OpencTaBUTEJIS OOHOTO M3 YKa3aHHHX KJAaCCOBR IpeIncTaBUTeJIeM IPYyToTo
KJacca.

[0029] [TpolleHTHEIE 3HAUEeHUS UIOIEeHTUYHOCTEM
[IOCJIeIOBATEJILHOCTEN ONpeneligiT II0 II0CHelOoBAaATeJILHOCTSAM aHTUTel,
MaKCUMAaJIbHO BHPOBHEHHHX IIO IIpaBuJly HyMepauuu Kabara. Ilocie
BHPAaBHUBAHUSA, €CJM MCCIeOYeMBlM ydacTOK aHTUTeJla (HaldpuMmep, LeJIH
3peJib BapuadeJibHHM YyUJacToOK T AXEJION WM JIeTKOM 1enm)
CpaBHMBaeTCd C AaHaJOI'MUHHM YYaCTKOM D2TaJIOHHOTO aHTUTeJla, TO
IPOILIeHTHOEe 3HaueHUe MIOEeHTUUHOCTHU mocjiegoBaTeJIbHOCTEN MeXmy
ydyacTKaMM MCCJelIyeMoT0 M D2TaJIOHHOTO aHTUTeJla OpelcTaBjisgeT cobomn
KOJIMUEeCTRBO IIOJIOXKEHMM, SBaHSATHX OOHOM M TOM Xe aMMHOKMCJIOTOM Ha
ydacTKe MCCIeIyeMOoTO M D2TaJIOHHOTO aHTUTeJla, pasleljlieHHOe Ha ofmee
KOJIMUECTBO BHPOBHEHHEIX IIOJIOXKEHMM IaHHHX OBYX YYacTKOB, 0es3 yueTa

I'SIIOB, YMHOXeHHOe Ha 100 mima npeof®pa30BaHMA B IIPOLEHTHOE
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3HaueHNe.

[0030] KoMIIOBMUMM MJIM CIIOCOOH, «BKJIOUaKMMe» OIOMH MIM O0oJee
[IEPEUMCIIEHHEIX BJIEMEHTOB, MOI'YyT BKJIKUATE IOPYIMEe BSBJIEMEHTH, KOTOPHE
CllellMaJIbHO He  IIePeuMCIIAJIUCE . Hanpumep, KOMIIO 31UV, KoTOopad
COOEPXUT aHTUTEJIO, MOXeT COIepXaThb TOJBKO aHTUTEeJIO MM OHO OyIeT
HaxXxoOUTCSd B KOMOMHaALMM C OPYI'MMM MHIPelIVeHTaMM.

[0031] TepMMH «TepalleBTHUUYeCKM 30OEeKTHMBHOE KOJMUECTEO» WJIU
«adbekTHUBHOE KOJINUECTBO» OTHOCUTCH K KOJIMUEeCTBY KOHBIT'aTa
AHTUTeJIa-JIEKAapPCTBEHHOTO CpPencTBa, KOTopoe »0PeKTHMBHO OJS JIeUeHUSA
Yy MIekonuTawnmero 3abojieBaHMS WM HapylmeHMda. B ciydae pakKoBOTO
3aboJjieBaHMA, TepaneBTUUEeCKM 50OeKTUMBHOE KOJMUYECTBO KOHBOIATa
MOXeT CHWXaThk KOJMUECTBO PAaKOBHX KJIETOK; YMeHBIIaThk  pPas3Mep
OIIyXOJIM,; MHIMOMPOBATL (T. €. OO HEeKOTOPOM CTelleHM 3aMelJIATh U
NIPenlouTUTEeJIbHO OCTaHaBJIMBAaThE) MHOMJIIbLTPAMKO pPaKOBHEX KJIETOK B
nepudpeprueckmre opraHb,; MHITUMOMPOBaATE (T. €. OO HEeKOTOPOM CTelleHU
3aMenJIaATh ¥ TIPEeOrnodTUTEJIBEHO OCTaHaBJIMBATH) MeTacTa3upoBaHKeE
OMYXOJIM; MHIUOMPOBATEL POCT OIYyXOJdM MW/UIM o00JleTuaThk OOMH WJIMU
foJjiee CHMIITOMOB, CBS3aHHBIX C JaHHBM pPaKOBHM 3abojieBaHueM. [Jid
TepallMyu paka 200eKTUMBHOCTBL MOXeT, Halpumep, OHThE M3MepeHa IIyTeM
OLIEHKM IlepMolla BpeMeHu 0o IporpeccupoBaHusa 3abojieBaHusga (TTP)
U/UIM  OoNpenesleHus YPOBHA OTBETOB (RR) . TepMH «20beKTUBHLIM
pexuM» OTHOCUTCH K KOMOMHALMM KOJMUeCTBa BBOOMMOI'O KOHBOIaATa U
YaCTOTH HO3BUPOBKM, HeOOXOIMMOM IJIS IIPOBeleHUS JIeUueHMI HapyleHM.

[0032] TepMMHE «JIEUUTL» WM «JIeueHMe», eCJIM KOHTEeKCTOM He
yKaz3aHO MHOe, OTHOCHUTCHA Kak K TepaleBTUMUEeCKOMY JIeUeHUI, IIPpU
KOTOPOM Yy obBeKTa OOJDKHO VHIMOUPOBATECSH VI 3aMenJIAThECHA
(yMeHBMIATBCSH) HexeJlaTeJIbHOe dM3MOJIOTUUECKOE V3MEeHEeHUEe VI
HapylleHue, Takoe KakK pasBUTHE VI pacrnpoCcTpaHeHre paka.
BilaronpuaTHEE WM XeJlaeMble KIMHUUECKME pPesyJIbTaTh BKJOUAKT, HO
He OT'paHMuYMBaKTCAa ocJabJieHMeM CUMIITOMOB, YMEHBIIEeHVMEM CTEeIeHU
zabojieBaHMusa, cTabuauszaluuel (T. €. OTCYTCTBRMEM YXYIIeHMSI) TeUdeHUd
3aboJieBaHUA, 3adepXKon VI 3aMeIJIEHVEM IpOTPECCUPOBAHNA
3aboJieraHusa, OOJIeTUeHMEeM WIM BPEeMeHHEM ofJieTueHVeM OOJIE3HEHHOT'O
COCTOAHMA U peMuccuer (J4acTMUHOM WMJIM IIOJIHOM), KaK BHABJISEMEMH,
TaK W HEBHABJISEeMbIMM. «JleueHMe» MOXeT TaKXe O3HauaThb I[IOBHIIEHUE

Inepmnuona BEIXMIBaAEeMOCTU I10 CPaBHEHNMIO C OXUOaeMom BEDKMBaeMOCTEBIO
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nauyeHTa, KOTOPHM He IoJIydaeT JiedeHMsa. Hyxmawomyecsd B IOJYyUeHUU
JeueHmA BKJIOUYAOT Tex [IaluMeHTOB, N4 KOTOPEIX 3aboJieBaHue
BHABJIAeTCA. Hyxnmawommecd B IIOJYUEHMM JIeUeHMA MOI'YyT TaKXe BKJIIOUATH
Tex IalMeHTOB, Y KOTOPHX 3aboJjieBaHMe He BHABJIAETCA, HalpUMep,
NalmMeHToB, KOTOPHE OOCTUIJIM  IIOJIHOT'O OTBeTa IIOoCJle  JIeUeHUd
HapylleHMs C B»BKchOpeccuelr CD48, HO HyXIaKMUXCA B TepaluM IJS TOTO
UTOOH NPelOoTBPpaTUTL PEeLUUOnB.

[0033] TepmuH «bapMalleBTUUECKHU IpVEeMIIEMEI » O3HauvaeT
ONOBGPEeHHHY WJIM »OONyCKaKmui oOodpeHUe pPeTryJIATOPHEM BeIOMCTBOM
OemepalIbHOTO NIpaBUTEeJILCTERA VI IpaBUTEJILCTRA mrara, VI
IPpUBEIEHHEN B dapMakoIliee CIIA W opyTon ofmenpuU3HaHHON

@apMaKonee IJIA IIpMMeHeHAd Yy XMBOTHEX U, foJiee KOHKPETHO, N

yeJIOBEKa. TepMmuH "bapMalleBTHUUECKH COBMEC TUMEI VHTPpeIVNeHT»
OTHOCUTCH K (QapMalleBTUUECKM IIpMeMIIeMOMYy pas3faBUTEN, albloBaHTY,
HalOJIHUTEJII® WM HOCHUTEJK, C KOTOPHM aHTu-CD48 aHTUTeJIO WM
KOHBOTAT aHTUTEJIO-JIEKAPCTBEHHOE CPENCTBO BBOIMTCSH CYDOBEKTY.

[0034] Opasa «bapMaleBTHUUeCKM IIpHeMIeMas COJIb» OTHOCUTCH K
bapMalleBTUUECKU preMJIeMBIM OpTaHNYECKMM VI HEOPTaHUYECKMM
coJigM. THUIIOBHE COJIM BKJKUAKT CyJbOaTHEE, LUTPaTHBE, alleTaTHHE,
OKCaJlaTHEE, XJIOPUIOHEE, OpPOMUIHELE, VMOOVIHEE, HUTpPAaTHEE,
OucyJibdaTHHE, docdaTHEE, runpodpocdaTHEE, M30HUKOTMHATHEE,
JlakTaTHBEEe, caMuMiaTHEEe, TIHUIPOUMTPAaTHEE, TapTpaTHEeEe, OJIeaTHEHE,
TaHHATHHE, IaHTOTeHaTHEEe, fMTapTPaTHEE, ackopbaTHHE,
CYKLMHATHHE, MaJleaTHHE, TeHTUM3MHaTHEEe, §QyMapaTHHEe, IJIOKOHATHHE,
TJIOKYPOHATHHE, CcaxXapaTHHEe, QopMMaTHEe, OeH30aTHHE, IJIyTaMaTHHE,
MeTaHCYJIbEQOHATHHE, STaHCYJIEOOHATHEE, OEeH30JICYJIbQOHATHEE, -
TOJIYOJICYJIbLGOHATHEE M IIaMoaTHHe com (7. e. 1,1'-MmeTmien—-o6muc-— (2-
TUIPOKCU—3-HadTOoaTHHE) ) comm. QdapMalleBTUUECKM IIpuUeMIieMas CoOJib
MOXeT CoIOepXaTh BKJIOUeHMEe IPYyIoM MOJIeKYJE, TaKoM Kak, alleTaT-—
MOH, CYKIUMHAT-MOH MM IPYyTOV MNPOTHUBOMOH. IIPOTMBOMOHOM MOXEeT OHTH
Jodon OpTaHU4YeCKUN VI HeopTraHU4YeCKUN bparmMmeHT, KOTOPHM
CTabUIN3UPYET 3apan Ha MCXOIOHOM COENVHEHUM . Kpowme TOTO,
bapmMaleBTUUECKU npremiieMa s COJIb MOXeT comepXaThb B cBoen
CTPpYyKType 06oJiee OOHOTO  3apaSXeHHOT'O aToMa. B cayuasax, rae

HEeCKOJIBEKO SAPAXKEHHEIX aTOMOB ABJIATCA YaCTEBIO @apMaHeBTquCKM
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npremJIeMOM COJIM, OHa MOXeT COIOepXaTh HEeCKOJIbBKO IIPOTUBOMOHOB.
TakuMm oOpasoM, GdapMalleBTUUECKU IOIpUeMIeMasd COJIb MOXeT COmepXaTh

oOViH WM BoJiee  BapAXeHHBX ~ aTOMOB  M/WMJIM  OOMH WM BoJiee

IIPOTVUBOVOHOB .
[0035] CoJILBATH, B KOHTEeKCTe OAaHHOTO n3obpeTeHuUsd,
IpenCcTaBJIST cobom Takme bopMEL coenMHeHuM 10 IOaHHOMY

n300peTeHnrn, UYTO OHM 00pal3ylnT KOMIIJIEKC B TBepIOM WM XUIKOM
COCTOSHUNU yepes KOOPIOMHALINIO MOJIEKYJI COJILBEHTa. T'maopaTH
OpencTaBJIgnT CcoboM OOHY KOHKpeTHYI OGopMy COJLBATOB, B KOTOPHX
KoopOMHAUMS OPOUCXOOMT C BomoM. IlpedlouTUTeJIbHEE COJILBATH, B
KOHTEeKCTe HacCTOoAmeIro M300peTeHUsa, IPeOCTaBJAT CcoOOM TMIOPaTH.

[0036] EcauM TOJILKO M3 KOHTEeKCTa He [gBJIIeTCS OUeBUIHHM,
TEepPMMH «OKOJIO» OXBaThHBaeT 3HaueHMd B TIpeldejlax CTaHOapTHOTO
OTKJIOHEHUS YyKa3aHHOT'O 3HaUeHMUAd.

KPATKOE OIIMCAHUE TI'PAOMUECKUX MATEPHAJIOB

[0037] Ha Oomr. 1 mnokaszaHH aMMHOKMCJIOTHEE II0CJIeDOoBaTeJIbHOCTHU
BapuabesIbHOTO YuYacTka TAXeJOoM Lely MBIMMHOTO aHTuTesJa MEM102 wu
TYMaHM3UPOBAHHOM TaXeJioM ULemnm VHA, vHE wm VvHC, 1 BHIOpPAaHHEE
[IOCJIeOOBATEJIbHOCTHU aKLEeIITOPHOT O BapnabesIbHOTO ydyacTKa
3apOIHIIEBOM JIMHUM UeJIOBeKa.

[0038] Ha our. 2 mnoka3aHbl aMMHOKMCJIOTHHE IIOCJIeOOBATEJIbHOCTU
Baprab®eJIbHOTO YyduacTKa JeTKOM LelX MBEIMHOTO aHTuTesla MEM102 wu
TYMaHU3UPOBAHHOM JleTko¥ lLenm VLA, vLBE wu vVvLC, U  BHOpPAaHHEE
[IOCJIeOOBaATEJIbLHOCTHU aKLEelITOPHOT O BapnabesIbHOTO y4JdacTKa
3apOoIHIIeBOM JIMHUM uUeJlIOBeKa.

[0039] Ha our. 3 noka3aHH KPUBEE HACHIEHMS CBA3HBAHUA OJIA
anTuTeJ MEM102 Ha kJjJeTkax U-266 MHOXeCTBeHHOM MMEeJIOMH UeJIOBeKa.

[0040] Ha omur. 4 mnokxa3aHH KPUBEE HACHIEHMS CBA3HBaAHUA OJIA
anTuTes MEM102 Ha kJeTkax CHO, TpaHceumpoBaHHEX CD48 gBaHCKOTO
MakKaka.

[0041] Ha dur. 5 rIoKasaHa aKTUBalMA Kacria3Ee 3/7
(anonTuueckas Tudelib KJIeTOK) B kJIeTkax NCI-H929 MHOXeCTBEeHHOM
MMEJIOMEL UeJIOBeKa IIOCJIe JIeueHMsd C nomombio ADC MEM-102.

[0042] Ha Oour. 6 Iokas3aHa aKTMBallMg KkacHnaso 3/7 B KJeTKax
U-266 MHOXEeCTBEHHOM MMEJIOME UeJloBekKa IIocJie JiIeueHMs C rowmombio ADC

MEM-102.
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[0043] Ha dmr. 7 oDokasaHa aKTUBHOCTL in vivo ADC hMEMI102 B
MOIeJIM KCeHOTPaHCIJIaHTaTa MBIM, MMILJIaHTUPOBaHHOTO KJeTkKaMu NCI-
H929. 370 mMcCCeMMHMPOBAHHAafA MOOEJIb MHOXECTBEHHOWM MMEJIOMEH.

[0044] Ha dmr. 8 mokasaHa aKTMBHOCTL 1in vivo ADC hMEMI102 B
MOIeJIM KCeHOTPaHCIJIaHTaTa MBIM, MMILJIaHTUPOBaHHOTO KJeTkKaMu NCI-
H929. DT0 HOOKOXHAasS MOOeJb MHOXECTBEHHOM MMEeJIOMH.

[0045] Ha dmr. 9 mnokasaHa aKTUBHOCTL in vivo ADC hMEMI1O02 B
MO eJIn KCeHOTpaHCIIJIaHTaTa MBI, VIMILJIAHTUMPOBAHHOTO KJIeTKaMM
MM.1R. D2T0 IOMCCEMMHMPOBAHHASA MOIOEJIb MHOXECTBEHHOM MMEJIOME.

[0046] Ha our. 10 mokasaHa aKTMBHOCTL in vivo ADC hMEM102 B
MO eJIn KCEeHOTpaHCIJIaHTaTa MBI, VIMILJIAHTUPOBAHHOTO KJIeTKaMM
MM.1R. 39TO IIOOKOXHAaS MOIOeJIb MHOXECTBEHHOM MMUEJIOMEH.

[0047] Ha omr. 11 mokasaHa aKTMBHOCTL in vivo ADC hMEM102 B
MOIeJIM KCeHOTpPaHCIJIaHTaTa MM, MVMILJIaHTUPOBAHHOTO KJeTKaMu EJM.
9TO IOMCCeMMHUMPOBaHHAaS MOIeJlb MHOXECTBEHHOW MUEeJIOMEH .

[TIOOJPOEHOE OIIMCAHUE CYINIHOCTU U3OBPETEHUA

[0048] HacrTosmee wm300peTeHUEe, B UYaCTHOCTH, OCHOBaHO Ha
OTKPHEITUM TOTO, UTO KOHBRIATHE aHTUTEeJIa-JIEKapCTBEHHOT'O CpPeICTBa,
BKJIOUAA KOHBIOTATH I[I2TUIUMPOBaHHOTO-MMAE aHTUTeJIa-JIeKapCTBEHHOT'O
CpenoCcTRBa, HallpaBJieHHEe Ha CD48, kKoTOphele OCOOEHHO DSOOEKTUMBHEL B
YVHUUTOXEHUM BKCIpeccupyiommux CD48+ wjeTox. B uacTHOCTM, OBUIO
OBHapyXeHO, UYTO BHCOKad adpdMHHOCTL I'yMaHM3MPOBAHHOTO aHTUTeJa
MEM102 MOXeT OHITEH CKOHCTPpYHUpPOBaHa C MCIIOJIb 30BaHMEM Kak
AKILENITOPHOM IOCJEeIOBATEeJILHOCTKU BapuabeJIbHOTO yuacTKa  TsSKeJIou
nenu hIgG VH7-4-1/hIgG-JHS5 BapuabelbHOTO YdYacTKa TSIXKeJION Illelu
3apOoIHIIeBOM JIMHUM UeJioBekKa. Mg Bapuad®eJJbHOTO YyuyacTka JeI'kKou
Lenmu NpelnouTUTeJIbHAa A aKlLenTopHas [IOCJIEOOBATEJILHOCTD

opencraBygeT cobolM BapuabeJIbHEM Yy4YacTok JlerkoM el hIgG-VK6-

21/hIgG-JK4 3apOOBEIMEeBOY  JIMHMUM  UeJIOBeKa. [lprMeUaTeJIbHO, uTo
I'YyMaHU3MPOBaHHOE AHTUTEJIO MEM102 C BEHICOKOMU AKTHMBHOCTLIO
CKOHCTPYMPOBaHO Bes HeOoOXOOUMOCTH BHIIIOJIHEHU S CO3peBaHnd

adOMHHOCTM M TIIPM DTOM C COXpaHeHMeM WMIEeHTUUYHOCTM CDR MBEIIMHOT'O
aHTuTesa. I'yMaHU3MPOBaHHOEe aHTUTeso MEM102 ¢ BHCOKOM aKTUMBHOCTLIO
Takxe OBJIO 20QeKTHMBHO IIPM OOCTaBKEe JIEKAPCTBEHHOT'O CpencTBa Kak
YJacTM KOHEBRIaTa aHTUTeJla UM JIeKapCTBEeHHOTO CpencTtBa. B ciyuae

KOHBOIUPOBAHUA C SGD-5088 I3 TUiInpoeaHHeM-MMAE,, TIOJIYYEeHHLEM
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KOHBOTAT C 8-KpaTHOM Harpy3koym hMEM102-MDpr-PEG(12)-gluc-MMAE,
OBJI BEICOKOAKTMBHHEM I[IPOTMB IIaHeJM JIMHUM KJIeTOK MHOXeCTBEHHOMU
MMEJIOMEHI .

LeneBHEe MOJIEKYJIH

[0049] Ecom He ykKa3aHO MHOe, CD48 oTHocuTCH K CD48
yeJioBeka. THUIIOBOM UeJIOBEUEeCKOM II0CJIeOOBaTeJILHOCTU IIPUCBOEH HOMEpP
nocryrna Genbank CAG33293.1.

AHTUTEJIA IO OaHHOMY MUB00peTeHMo

[0050] I'yMaHU3UPOBaHHOE AHTUTEJIO npencTapjsgeT cobom
TeHeTUUeCKM CKOHCTPYMPOBaHHOE aHTHUTeJOo, B koTopoM CDR oT
HeueJIOBeUEeCKOTO aHTUTeJla-«IOOoHOopa» IMIPMBUTH Ha I[HOCJIeOOBATEeJILHOCTHU
UeJIOBEUECKOTO aHTUTeJla-«akienropa» (cM., Hanopumep, Queen, US

5530101 wm 5585089; Winter, US 5225539; Carter, US 6407213;

Adair, US 5859205 wm Foote, US 6881557). IlocjemoBaTeJIbLHOCTHU
aHTUTeJla—-aKIenTopa MOTY'T OHTE , HalpuMep, 3peJon
[IOCJIENOBATEJIBHOCTEIO aHTUTEeJa YeJIOBeKa, COBOKYIIHOCTLIO TaKUX
mocjienoBaTeJIbLHOCTEN, KOHCeHCYCHOM [IOCJIENOBATEJIBHOCTEIO

IOCJIeIOBATEJILHOCTENM aHTUTeJl uYeJIoBeKa WM TIIOCJedoBaTeJIbHOCTBLIO
ydacTKa 3apOoObIMeBOV JIMHUMU.

[0051] TaxkmuMm obpasoM, TyMaHM3UPOBaAHHOE AHTUTEJIO
npencraBjseT cobo¥ aHTHUTeJIO, UMeklee HeKOoTophle wiIM Bce CDR,
LUeJIMKOM WMJIM B OCHOBHOM U3 HeUeJIOBeUeCKOT'O aHTUTeJla-IOoHOopa,
KapKacCHEE II0OCJIENOBATEJILHOCTM BapuabeJIbHEIX YUaCTKOB UM KOHCTAHTHEHE
Yy4acTKHU, ecymn MNPUCYTCTBYIOT, LIeJIMKOM W B OCHOBHOM nus3
nocjienoBaTeJIbHOCTEM YeJIOBeUeCKMUX aHTUTEJ. CXOIOHBEM obpas3oM,
TYMaHM3UPOBAaHHASA TaxeJasd lelb KMMeeT I1I0 MeHbIleM Mepe OIHO, IOBa U
0oOrUHO Bce Tpu CDR, LeJMKOM WJIM B OCHOBHOM M3 TOXeJIOM Lelu
aHTHUTeJla-OooHOopa, KapKacHYI IOCIenoBaTeJIbLHOCTE BapmuabelIbHOTO
ydyacTKa TaXeJIoM LelM ¥ KOHCTAHTHHEM Yy4YaCTOK TSXeJIOM Lelu, eCclu
IPUCYTCTBYIOT, B OCHOBHOM M3 IocCJiedoBaTeJIbHOCTeM BapuabelIbHOTO
yuacTKa KapKaCHBEX M KOHCTAHTHEIX YUYaCTKOB TSXeJIOM LielM uejloBeKa.
CxoOHEIM 0O0pa30oM, TI'yMaHM3MPOBaHHAad JieTKas lLelb MMeeT II0 MeHbIen
Mepe OIOHO, IOBa ¥ OOBUHO BCe Tpu CDR, LeJMKOM WMJIM B OCHOBHOM U3
JeTKOM LelM aHTUTeJa-IoHopa, ¥ KapKacHOM IOCJIemoBaTeJIbLHOCTHU
BapuabesIbHOTO Yy4YacCTKa JIeTKOM lLelM M KOHCTAHTHOTO ydacTKa JeI'Kou

lenu, ecJM MHOPUCYTCTBYIT, B OCHOBHOM M3 I[I0OCJeOOBATEJILHOCTEN
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BapuabesIbHOTO YyYacTKa KapKAaCHHEX ¥ KOHCTAHTHHX YYaCcTKOB JIEeT'KOoM
nenu 4yejopeka. OTJIMUYHOE OT HAHOTEJ M IOMaTe]Jl I'yMaHU3UPOBaHHOE
AHTUTEJIO, KaK IIpaBUJIO, COOEPXUT I'yMaHM3MPOBAHHYID TIXKeJIYD Lellb U
TYMaHM3MPOBAHHY  JIETKYK  Lelb. CDR B TYMaHUBUPOBAHHOM  WMJIM
UeJIOBEUEeCKOM aHTUTeJle COCTOMT B OCHOBHOM M3 WIM IIpaKTUUeCKU
UISHTUUHLIY COOTBeTCTBylmeMy CDR B HeueJIOBeUeCKOM aHTUTeJle, KorIma
no MeHbmelm wMepe 60%, 85%, 90%, 95% wmiam 100% COOTBETCTBYIIIUX
OCTaTkKOB (kKak omnopenejyieHo o KabaTy) MIEHTUMUHHEH Yy COOTBETCTBEHHEBX
CDR. B  HeKOTOPEHIX BapraHTax peanusaluuu  MU300peTeHUd CDR B
TYMaHM3MPOBAHHOM WMJIM YeJIOBEeUeCKOM aHTUTeJle COCTOMT B OCHOBHOM U3
WM HOPaKTUUYeCKM UIOSHTUUHHM COOTBeTCTByKmeMy CDR B HeueJIOBEUECKOM
aHTuTeJe, kKoI'da B KaxigoM CDR uMMeeTcd IO MeHbIleM Mepe He 0oJjiee 3
KOHCEepPBaTHBHBIX AMMHOKMCJIO THEIX 3aMeH. KapkacHue
[IOCJIeNOBATEJIbHOCTY  BapuabeJIJbHOTO  y4dYacTKa LelM aHTUTeJla WK
KOHCTaAaHTHOTO YydYacTKa LelM aHTUTeJa IOoXoOaT B  OCHOBHOM U3
KapKacHOM IIOoCJIeIoBaTeJIbHOCTM BapuabellbHOTO YyduacTKa ueJIoBeKa WM
KOHCTaAaHTHOTO Yyd4YacCTKa UJeJIOBeKa, KOoI'la SBJAKRTCA MWIEHTUMUHBEIMM II0
MeHbmen wMmepe 70%, 80%, 85%, 90%, 95% mam 100% COOTBEeTCTBYIIMMUX
OCTaTKOB, OlpeneJieHHEXx I[10 KabaTy. B HEKOTOPHX I'yMaHM3UPOBAaHHEX
aHTHTeJlax I[10 OaHHOMYy M300peTeHMI He CYymeCcTBYeT OO0paTHHX MyTalun
B BapuabeJIbHOM KapKacHOM YuacTKe TSKeJIOM Lelu aHTHUTeJla M He
cymecTBYeT OOpaTHHEX MyTaliui B BapuabeJJbHOM KapKacCHOM YuyacTKe
JIeTKOM LelM aHTuTeJa.

[0052] XoTrsda aHTHUTeJa JyacTo BKJIIOUAOT BCe mecTb CDR
(MpelnouTUTEeJIbHO Kak ompenejieHo o KabaTy) M3 aHTUTeJla MBIIM, OHU
TakKxe MOT'YT OHTH CO3IaHH M3 MeHee dUeM Bcero Habopa CDR
(HanpuMep, IO MeHbmeM Mepe 3, 4 wmim 5) CDR M3 aHTUTeJa MBI
(HanpuMmep, Pascalis et al., J. Immunol. 169:3076, 2002; Vajdos
et al., Journal of Molecular Biology, 320: 415-428, 2002;
Iwahashi et al., Mol. Immunol. 36:1079-1091, 1999; Tamura et al,
Journal of Immunology, 164:1432-1441, 2000).

[0053] OnpernejsyieHHBlE  AMMHOKMCJIOTEL M3 KapKaCHEX OCTaTKOB
BapnabesIbHOTO ydYacTKa MOT'YT BHOMpaATbCHA MOJS 3SaMeHHE Ha OCHOBe UX
BO3MOXHOTO BJMSHMS Ha KoHbopmaumio CDR  u/MiaM  CBS3HBaHUe C
aHTHUTeHOM. lMccjiegoBaHMe TaKMX BO3BMOXHEX BJIMAHUNM OPOBOOAUTCH IIyTEM

MO IOeJIMpOBaHMA, N3y4dYeHNA CBOMCTB AMIMHORIMCIIOT B KOHKPETHEIX
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[IOJIOXEHUAX WM OSMIVMPUUYECKOM HabimwneHUM 50OeKTOB 3aMeHB WK
MyTareHes3a KOHKPETHBEX aMMHOKMUCIIOT.

[0054] B wu300peTeHUM NPeICTaBJIEHE aHTUTeJIa, HallpaBJIeHHHE
IIPOTUB aHTHUTeJIa CD48. [IpennouTmTeNbHEE aHTHUTEeJa ABJIAITCA
XUMEPHBEIMM  MJIM  I'yMaHM3MPOBAHHBIMU  aHTUTEeJIaMy, [IOJIYYEHHEIMM U3
MEIIMHOTO aHTuTejia MEM102.

[IpennouyTuTeJIbHASL aKLEeNTOopHada [IOCJIENOBATEJILHOCTD oA
BapuabesIbHOTO ocTaTKa T SKeJION nenm IpencTaBJIsgeT cobon
Baprab®eJIbHEM YUYaCTOK TaxeJon uenu VH7-4-1/hIgG-JHS 3apomnwmeBoit
JIMHUN yeJIOBeKa. Iiisa BapuabelIbHOTO ydgacTka JeTKon uenmu,
NpenrnouTuTesibHa g aKLeNTopHada [IOCJIENOBATEJIEHOCTD npencraBjisgeT
cobor BapuabeJIbHHM yYyYacTOK JerkoV unenr hIgG-VK6-21/hIgG-JK4
3apOOHIIEBOV JIMHUM YeJIOBEKa.

[0055] TunoBoe aHTM-CD48 AHTUTEJIO npencTaBjsgeT cobom
TYMaHM3UPOBAHHOE aHTUTEJIO, KOoTopoe comepxuT CDR TaSXeJoM Lenwu,
Kak ykazaHo B SEQ ID NO:1, m CDR JlerxkoMm LeIM, KaK ykaszaHo B SEQ
ID NO:2, ¥ I»OOINOJHUTEJBHLHO UMeeT 3peJItM BapuabellbHHM yUaCcTOoK
TAXEeJIOM Lenou C IO MeHbmer Mepe 90%, 91%, 92%, 93%, 94% wumm 95%
UOeHTUMYHOCThID SEQ ID NO:1 u 3peJjnl BapuabelIbHBM YYaCTOK JIeTKOM
enu C IO MeHbmen Mepe 90%, 91%, 92%, 93%, 94% wmym  95%
nmeHTMUYHOCThEID SEQ ID NO:2. CDR ompenejeHs 1o Kabarty.

[0056] T'ymaHM3MpOBAaHHEE OQOPMH aHTMTesla MEM102 MBIIM COLOEPXAT
TPM WJJIOCTPATUBHEX I'YMaHM3UMPOBAHHEIX 3pPeJlbiXx BapuabeJIbHHX YyduacTKa
TSKEJION  lLenu (HA-HC) M TPpUM  WUIIOCTPATUBHEX TI'YMaHUM3MPOBAaHHEX
3peJitiX  BapuabeJIbHHX yuacTKa Jerkor Henu (LA-LC). IlepecTaHOBKU
STUX Leley BkJoualoT HALA, HALB, HALC, HBLA, HBLB, HBLC, HCLA,
HCLB m HCLC. W3 »TUX [IepeCTaHOBOK IIpPelllouTUTEJIbHOW HABJIAEeTCH
HALA. HALA cCOOepXuT TIKeJIyKD Ilelb, yKas3aHHyn B SEQ ID NO:1, wm
JIeTKYyID lellb, YVKAa3aHHYI B SEQ ID NO:2. BMecTo HALA MOXHO
MCIIOJIL30BaThE Jobyw m3 HALB, HALC, HBLA, HBLB, HBLC, HCLA, HCLB wu
HCLC.

[0057] B HEeKOTOPHX acllekTax M300peTeHMsa KaxXymadcd KOHCTaHTa
oMccouranumum (kd) IYMaHMU3MPOBAHHEX aHTuTes MEM102 nmma  CD48
yeJioBeKa IMIPpelllouTUTEJIbHO HaxXoIUTcd B auanazoHe orT 0,1 BHM mo 10
HM, @Daxe I[IpemlIouTUTeJIbHee B OuanasoHe oT 0,1 BEM mo 5 HM, naxe

NpenlouTUTesJIbHO B IuamnaszoHe oT 1 HM mo 3 HM uiamM oT 2 HM OO OKOJIO
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3 HM. B omoHOM acrekTe u3o0bpeTeHUd aHTuTeJa IO  IOaHHOMY
M300peTeHNI0 MMEIT KaxXylylncd KOHCTAaHTY OMUCCOLMalMM B OMala30He OoOT
0,1 nmo 2,0 paz wmmm paxe orT 0,5 mo 4 pas KpaTHYL 3HaUeHUD
Kaxymencs KOHCTaHTH IOMCCOLUMAalMM MBEIIMHOTO aHTUTeJsa MEM102 niasa
CD48 yeJIOBEKa . B  HeKOTOPHX acrexkTax m300peTeHud 3HaUeHue
Kaxymelcs KOHCTAaHTH Iuccoumaumuy (kd) a”dTures mjs CD48 ueJoBeka
cocTaBJgeT okoJo 5,0.

BuiOop KOHCTAHTHOTO Yy4dacTkKa

[0058] BaprabeJbHEE YY4acTKHU T IXEeJION u JIeTKOM Lenm
TYMAaHUBUPOBAHHEX aHTHUTeJ MEM102 MOXHO CBA3BHBATL C IO MeHbIeN
Mepe UYacTbl KOHCTAHTHOTO YYacTka uYeJloBeka. BHOOP KOHCTAHTHOTO
ydyacTKa MOXeT 3aBMcCeTh, B UYaCTHOCTM, OT HeODXOIOMMOCTM HaJIUUNUIA
AHTUTEeJIO3aBUCUMOMN KJIETOUHO-OIIOCpeNOBaHHOM HVTOTOKCUUHOCTH,
AHTUTEJIO3aBUCUMOTO KJIETOUHOTO barouuTosza n/nnm

KOMILJIEMEHT3aBUCHMOY ILIMTOTOKCUUYHOCTM. Hamnpumep, M30TUIE 1gGl wu

IgG3 yeJiIoBEeKaA oBiamamnT CUJILHOM KOMILJIEMEHT 3aBUCUMOMN
UUMTOTOKCUUHOCTRIO, M'30TUII IgG2 oBiamaeT crnabon
KOMILJIEMEHT 3aBUCUMOMN UUTOTOKCUUHOCTLIO, a Y IgG4 JeJIoBEeKa
OTCYTCTBYET KOMIIJIEMEHT3aBUCUMAaA LUTOTOKCUUHOCTD. IgGl wu IgG3

yeJioBekKa TaKXe MHIOYUMPYIT ©0oJiee CUIIBHEE KJIETOUHO—-OIIOCPeOOBaHHHE
sbdexkTOpPHEe OGyHKUMM, uYeM I1gG2 wm IgG4 dejyioBeka. KOHCTaHTHEE
YyUacTKM JIeTKOM Lelr MOTYT OHTL JaMOoa WM Kalrna. AHTHUTeJa MOIYT
DKCIIPEeCCUpPOBaATLECA KaK TeTpaMepH, coIepXxalue IBe JIeTKMe U IOBRe
TaXeJIEe LelM, Kak OoOTIOeJIbHHEe TaXeJlbtle Lenr, JIeTKMe Lelu, Kak Fab,
Fab', F(ab')2 u Fv, uIM KakK OIHOIeIOUeUHEEe aHTUTeJla, B KOTOPHX
HVXHMEe  OOMEeHBl TSXeJIOM U JIeTKOM  lLelM CBS3aHH I[IOCPedCTBOM
credicepa.

[0059] KOHCTAHTHHE YUACTKM UeJloBeKa IIOKa3LBAaKT aJlJIO TUIMUHYIIO
BapMaluul ¥ M30aJUIOTUIIMUHYKD BapMalWil MeXIy OTIeJIbHBEMM MHIOMBUIAMMU,
a WVMeHHO, KOHCTAaHTHBEE VYUYaCTKM MOT'YT OTJIMYATBCH Yy Pa3JIMUHBEIX
VHIVBUOOB IIO OOHOMY MM ©OoJiee MNOJUMOPOHEIX IIOJIOXeHUM . W30aJIJIoTUIIL
OTJIMYATCHA OT  aJIJIOTUIIOB, B KOTOPEX CHBOPOTKA, paclo3HaKmasd
M30aJIJIOTUII, CBA3HBAETCHA C HENOJMMOPOHHM YYaCTKOM OIHOTO  WJIM
QoJiee OPYyIMX M3OTUIIOB.

[0060] B wacTM MJIM BCexX MOJIeKyJlaxXx MOTYyT OTCYTCTBOBATH WJIMU

OBITH TeprmMBaTM3VMPOBAHEL OIIHa WJIM HEeCKOJIBKO aMMHOKMCIIOT Ha aMMHO-—
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WM KapOOKCUKOHIlE JIETKOM M/MIM TSIKeJIOM Lenr, TakKue Kak C-
KOHIIeBOM JIM3UH T SXeJION Lenm. 3aMeHH MOXHO BHIIOJIHATE B
KOHCTAHTHHX Yy4YacTKax -OJA YMEeHBIeHUS WM YBeJIUMdeHUS 2QPeKTOopHOM
OYHKLMM, TakoM Kak KOMILJIEMEHTONOCPpeIOBaHHAd LMTOTOKCUUHOCTL WJIM
A3BKI (cMm., Hamnpumep, Winter et al., naredT CIA N 5624821; Tso et
al., narve”T CIMIA N 5834597 um Lazar et al., Proc. Natl. Acad. Sci.
USA 103:4005, 2006), wiv 510Jda OpOIOJIeHMS IIepuol IIOJIYBHBEeOEeHUI VY
Jione (cMm., HanopuMmep, Hinton et al., J. Biol. Chem. 279:6213,
2004) .

[0061] KoHCTaHTHEI Yy4acToOK MOXHO MOIOUOUUINPOBATH oJisa
oBecrnieueHnd camTcrneundmuecrom KOHBOT ALK JIEKapCTBEHHOTO
CpelCTBa-JIMHKepa. TaKye METOOMKM BKJIOUAKT I[IPMMEeHeHMEe NIMCTEMHOBEX
OCTaTKOB MIPUPOIHOTO [IPOUCXOXIEHU S VI CKOHCTPYUPOBAaHHHX
LHMCTEVMHOBEIX OCTATKOB, IUCYJIBOUIHEIX MOCTUKOB, [NOJUITUCTUIVHOBHX
nocjienoBaTeJIbHOCTEN, TJIMKOCKOHCTPYUPOBAaHHEX MapKepoB u
mocjienoBaTeJIbHOCTEN pacrio3HaBaHMUA TPaHCTJIy TaMM/Ha 3H . Tunoras
3aMeHa nJisg camTcrneunpruuecrom KOHBOTalun C VICIIOJIE 30BAHUEM
BakTepralJlbHOM TpaHCIUIyTaMMHAa3H OpelcTaBjgeT cobom N297S wmiam
N297Q. Tunorasa 3aMeHa  OJId camTcrneundmMueckom  KOHBOTaUuM  C
VCIIOJIE 30BaHUeEM CKOHCTPYUPOBAHHOT O UUCTEerHa cobon S239C.
OpaI'MeHTE aHTUTEeJI TaKXe MOXHO MOIUGUMUIMPOBATH IOJIA [IPOBEeIeHusd
camTcrnenudruUueckoy  KOHBOTAUMM JIeKapCTBEHHOTO  CpeacTBa-JIMHKepa,
cM. Hanpmumep Kim et al., Mol Cancer Ther 2008;7(8).

SOKCIpecCcusd PEeKOMOMHAHTHEIX aHTUTeJ

[0062] T'yMaHM3MPOBAHHOE WJIM XUMepHOoe aHTuTejo MEMI102 MOXHO

I10JIy4YaThb IIyTeM peKOMGMHaHTHOﬁ SKCIIpeCCHN. PexoMOMHAHTHEE
IIOJIMHYRJIIEOTMIOHEIE KOHCTPYKIVNM, Kakr I1paBmJIO, BRJIIOUYAKT
IIOCJIEOOBATEJIEHOCTHM C KOHTpPOJIEM SKCIIpeCcCrH1, @yHKHMOHaﬂbHO

CBA3aHHEE C KOIOIVPYOIMVIMI II0CJIeJOBaTEeJIEHOCT AMI nemnen aHTnUTeJI,
BRJIKUAA aCCOLUMMPOBaHHEE €eCTeCTBEeHHEM O@paSOM i T'eTepPOJIOT'MYHEIE
IIPOMOTOPHEE YH4aCTKM. HpeHHOqTMTeﬂbHO, II0CJIEOOBaTEJIEHOCTHU C
KOHTPOJIEM SKCIIpeCCHUMA InpencraBJIAKRT cobom SYRKapmMoTHMUYeCKIMEe
IIPOMOTOPHEE CHMCTEMEL B BEKTOpax, CIIOCODHHE K Tpch@opMaHMM I
Tpch@eKHMM SYKAPMOTUUECKHUX KJIETOK—XO34€eB. Ilocae BRJIIIOUEHN A
BEKTOpa B COOTBETCTBYKIIET'O XO34dVHa, XO34AVH InogmepxmBaeTCA B

YCIIOBMAX, TIOOXOIOANMX IIJIA BEICOKOI'O YPOBHA 3SKCIIpeCCHUNM HYKIIEOTUMIHEX
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mocjienoBaTeJIbHOCTEN, a TaKxe cbopa u OUMCTKU
[IEPEKPECTHOPEATUPRYIUX aHTUTEJ.

[0063] KiteTku MJIEKOIIUT AKX ABJIATCHA NIPEenrIouTUTEeJIbHEM
XOBAMHOM IJIS  DKCIPEeCCUM  HYKJIEeOTUMIOHEIX CEeIMeHTOR, KOOUPYIOMX
VMMYHOTJIOOYJIMHE MM UX ¢parMeHTH. CM. Winnacker, From Genes to
Clones, (VCH Publishers, NY, 1987). B nmaHHOM 0O0JIaCTM TEeXHUKM OBLI
paspadboTaH pAan IIOOX O I AMMX JIMHUM KJIETOK—-X035geB CIIOCOOBOHEIX
CeKpeTHPOBaTE MHTAKTHHE TIeTepPOoJIOTMUHEEe OeJIKM, ¥ OHM BKJIUAIT
JUHUM kJeTok CHO (Hanpumep, DG44), pa3jauuHbHe JMHUM KJIeTok COS,
kJIeTku Hela, kJjJeTku HEK293, L-kKJIeTKM M He ONpOIOyLMPyKIMe aHTHUTeJa
MMEeJIOME, BKJIouakmmue Sp2/0 u NSO. IpedlouTHUTeJIbHO KJIIETKU SBIISOTCSI
HEUeJIOBEUECKMMM KJIeTKaMM. OKCIPECCHMOHHEE BEKTOPH IJS B3TUX KIETOK
MOTYT BKJIOUATE IIOCJEOOBaATEJILHOCTM C KOHTPOJIEM BKCIPECCHUM, TaKue
KakK TOUKa Hauvaljla peluMKaluM, IIPOMOTOp, DPHXaHcep (Queen et al.,
Immunol. Rev. 89:49 (1986)), ¥ HeoOxoOMMHEe MHOOPMALMOHHEE CaWTH
IpolLleCCHUHTa, TakKue Kak CBA3HBaKMMe pubocomy CamTH, CcamTH
crilacuHrTa PHK, caWiTH OOJMaOeHMJIMPOBAHUA U IIOCJIedOoBaTeJIbHOCTU
TPaHCKPUIILMOHHEIX TEePMUHATOPOB . [lpenmnouyTmTeJIbHEE
IOCJIeIOBATEJILHOCTM C KOHTPOJIEM BKCIPeCcCUM TIMIpeOcTaBJIgiT cobon
[IPOMOTOPH, I[IPOUCXOIANME W3 SBHIOTEHHEX I'€HOB, LMTOMeI'aJIOBMUpPYCa,
SV40, apmeHOBUpPYyCa, IalWJJIOMaBMpyCa KpPYIHOI'O poraToro cKoTa u
TOMYy Iomo®HEle. CM. Co et al., J. Immunol. 148:1149 (1992).

[0064] ITocJie DKCIPpeCcCcumn aHTHUTeJla MOXHO oumnImaThb B
COOTBETCTBUM CO CTaHIAPTHEIMM [OpollelypaMy HOaHHOM oBJlacTy TexXHUKU,
BKJIOUA 4 BoOXX—-ounucrry, KOJIOHOUHYIO XpoMaTorpadno, reJyib—
aJIekTpodopes M ToOMy TIOoOOoOHEHEe MeTomel (CM., B 1IeJIoM, Scopes,
Protein Purification (Springer-Verlag, NY, 1982)).

HykJIeMHOBHE KMUCJIOTEH

[0065] B wm300peTeHUM OOMOJHUTEJLHO I[IPEOJIOKEHE HYKJIEMHOBHE
KMCJIOTH, KoIMpyomMe JOOYID M3 I'YMAaHUBUPOBAHHEX TSXKEJION U JIeTKOoM
lierney, OIMCaHHBX B ITaHHOM OOKyMeHTe. KakK MOpaBMJIO, HYKJIEMHOBHE
KMCJIOTH TakXe KOIMPYIT CUTHaJLHHM [DelTuld, CJIUTHN CO 3pPeJEMA
BapuabeJbHEMM  ydaCcTKaMM  TAXeJoM U JIeTKOW  llelu. Konupymomme
[IOCJIEOOBATEJIbHOCTM Ha HYKJEMHOBEX KMCJIOTax MOI'YT HaXOOMTBHLCS B
OYHKIMOHAJILHOM CBA3M C PEeTryJIATOPHEMM I[IOCJIeOOBaATeJIbHOCTAMM IJIA

obecrieueHusa SKCIIpeCCHUMr OJaHHEX KOOMPYIIMX HOCJ’[e,JIOBaTeJ'IbHOCTeﬁ,
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TakKMMM KakK I[IPOMOTOP, DSHXaHCep, CBA3HBaIUM pubdoCcoMy CcalT, CUITHAaJ
TepMUHAalMM TPaHCKPUIILUM M TOMY I[HOHNOOHBEMM. HYKJIIEMHOBEE KUCJIIOTEH,
KoOupylmye TaXeJHe UM JIeTKMe lelu, MOTYT BCTpeuaThbCsSa B BHIOEJIEHHOM
bopMe wmIIM MOTYT OHTH KJOHMPOBAHH B OIMH MM OoJiee BEKTOPOB.
HykJIeMHOBEE KV CJIOTEL MOXHO CUHTEe3UpOBaTh, HalpuMep, nyrem
TBepno®as3HOTO CHHTe3a wWiau I[P [DepeKpHBaKIUXCA OJIMTIOHYKJIEOTUIOB.
HyKJIEMHOBEIE KMCJIOTH, KOIOMPYIIIME TSKeJIHe U JerKue Lenu, MOTYT
OHITH COeIMHEeHHE  Kak OIOHa HellpepHBHAaS HYKJIeMHOBAa4g KMCJIOTa,
HalopuMep, B IOpenejlaxXx BSKCIPeCCHUMOHHOTO BeKTopa WMIM MOTYT OHTH
pasleJIeHHBEIMU , HalpuMep, Kaxmnoas KJIOHUPOBaHa B CBOEeM
DKCIPEeCCHMOHHOM BeKTOpe.

[0066] B oOIHOM BapuaHTe pealiM3aluy WM300peTeHUsa B OaHHOM
OTIMCaHUN IpenJIOXeH BHIIEJIEHHEI MMOJIMHYKJIEOTHU, KOIMP YOI
BapuabesibHuM y4acToK T IXeJION LEenn aHTUTeIa, comepxamu
AMMHOKMCJIOTHYI IIOCJIeIOoBaTeJIbHOCTL, KakK ykKazaHo B HA, HB wmum HC.
HanpuMep, BHIOEJIEHHBEM I[IOJMHYKJIEOTUI MOXeT KOOMPOBATL BapuabelbHHM
y4acTok T SXKeJION LEenm aHTUTEeJa, comepXamui aMVHOKMCJIOTHYIO
nmocJjiemoBaTesibHOCTE SEQ ID NO:1. BHIOEJEeHHHM I[IOJMHYKJIEOTHI MOXeT
OOINOJIHUTEJIFHO KOOMPOBATE KOHCTAHTHHM YyUacTOK Taxejom uLemnn I1gG
yeJloBeka. M30TMII KOHCTAHTHOTO YyuacTka I1gG mnpencraBjigeT coboi,
HanpuMmep, IgGl, IgG2, IgG3 mum I1gG4. B oOHOM BapMaHTe pealM3allu

nz300peTeHUa M30TUII KOHCTAHTHOTO YydYacTKa 1gG nOpencTaBygeT codou

IgGl. B @mpyroM BapMaHTe pealu3aluy Mu300peTeHMsS KOOUPOBAHHLIM
KOHCTAaHTHLM Yy4acTOK IgGl MeeT AMMHOKHUCJIO THYIO
[IoCcJIenoBaTeJIbHOCTE, comepxamymn 3aMeHy rio OCTaTKy 239, B

COOTBETCTBMM MHIOekcoM FEU, kak yKazaHO B cucreMe KabarTa, T. e.
S239cC. B O CaHUNU Takxe npenjoxXeH SKCIIPEeCCUOHHBM BEKTOP,
comepXalui  BBIOEJIEHHHM IIOJMHYKJISOTUI, KOoOUpyomuy  BapuadeJibHHM
Yy4acTok T XKeJION nenu auTuTesna, comepxamui AMUHOKHUCJIJIO THYIO
[IOCJIeIOBATEJIbHOCTL, Kak ykaszaHo B HA, HB wmium HC (Hanpumep, SEQ
ID NO:1 wmim ee BapMaHT) , M IOOIIOJIHUTEJILHO, KJIeTKa—-X034AMHa,
comepxalmas TaKo¥ DKCIPEeCCUOHHHM BeKTOop. B HEKOTOPHX BapuaHTax
OCYMEeCTBJIEHUA KJIeTKa-xX03AMH IIpeldcTaBJIgeT CcoOoM XO3AMCKYID KIEeTKY
MJIeKOoIIMTaKero, HalpuMep kjeTky CHO.

[0067] B @mpyroM BapMaHTe peaju3alMy KM300peTeHMA B LOaHHOM

OIIMCaHNNA IIpenJIoXeH BHII&JIeHHBIN IMOJIMHYRJIIEeO TN, KO,]:[I/IpyTOHH/Iﬁ
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BapuabesibHuM Yy4acToOK JeTKOoM nenu auTuTesa, comepxammi
AMMHOKMCJIOTHYI IIOCJIeIOoBaTeJIbHOCTL, Kak ykazaHo B LA, LB wmim LC.
Hanpuwmep, BHIIEJIEHHBEN NOJIMHYKJIEOTHU, KOOUP YU BapuabesbHEN
Yy4acToK JIeTKOM uenu aHTuTesa, comepXamui AMMHOKHUCJIJIOTHYIO
nmocjlenoBaTeJIbHOCTE SEQ ID NO:2. BHIOeJIEHHHM IIOJMHYKJIEOTHI MOXEeT
OOTOJIHUTEJILHO KOOMPOBATE KOHCTAHTHEM YUaCTOK Jerkou uenu I1gG
yeJIOBEKa. NsoTun KOHCTaHTHOTO yyacTKa JIleTKOo’! Lenm IgG
opencraBjgeT coboi, HallpuMep, KOHCTAHTHEM yyacToOK Kalla. B
ONIMCAaHUM TakKxe TIPpenJIoXeH DSKCIPEeCCUOHHHM  BeKTOp, comepxammi
BHIOEJIEHHEM I[IOJIMHYKJIEOTUI, KOOMPYIIMM BapuabeJIbHHM YUYacTOK JIeT'KOoM
el aHTUTeJla, CcoIepXali aMMHOKMCIIOTHYI IIOCJIeOOoBaTeJIbHOCTL, Kak
ykazaHo B LA wmwmm LB, wmmm LC (HanpuMmep, SEQ ID NO:2 wmim ee
BapMaHT) , Y OOTIOJIHUTEJLHO, KJIeTKa-xX0341Ha, comepxamas TaKou
SKCIPEeCCHUOHHEM  BEKTOP. B HeKOTOpPHEX BapMaHTax  OCYIeCTBJIEHUSA
KJIeTKa—-X03a1H IpencTaBJIgeT cobon XOBAMCKYIO KJIETKY
MJIEKOIIMTAKIETO, HalpuMep kJjeTky CHO.

[0068] B mpyroM BapMaHTe peajM3alMy KN300peTeHrsa B LOaHHOM
ONIMCaHUM MNpelJIOXeH BHIOEeJIEHHEM NOJMHYKJISOTUI WM I[IOJMHYKJIEOTHUIH,
Kooupywoime BapmabeJib HEl Yy4acToK T XKEeJION nenm aHTUTeNa,
comepXamu¥ aMMHOKMCJIOTHYH IIOoCJeoBaTeJIbHOCTE SEQ ID NO:1, "
BapuradeJibHEM Yy4acToOK JerTKou uenu aHnTuTesa, conepxammun
AMUHOKMCJIOTHYIO IIOCJIeIOoBRaTeJIEHOCTE SEQ ID NO:2, BapuradesbHEM
IOMEH TXKeJIOM LelM UM BapuabeJIbHBM ITOMEeH JeI'KoM lenu, ofOpasyolue
AHTUTEJIO WJIM aHTUIeHCBSI3HBaMUM (paIrMeHT, KOTOPHM CclIelunudpruieckmu
cBA3EBaeTcsa c CD48 yeJjoBeka. B OaHHOM OINMCAHMM TakKxe IIpelJIOXeH
SKCIPECCHUOHHEM BEKTOP, COIepXallMi BHOSJIEHHHM IOJMHYKJIEOTUI WK
IIOJIMHYKJIEOTUIE, KOoOUpyKIMe BapuabesIbHHM YYaCTOK TAIXeJION Lelu
aHTuTeJa, CcomepXamMrM aMMHOKMCJIOTHYI IocJedoBaTesibHOCTL SEQ 1ID
NO:1, u BapmuadeJIbHEM VYAaCTOK JeTKoM Lelr aHTUTeJla, CcoIepxXxamlui
aMMHOKMCJIOTHYK TIIOCIeloBaTeJIbHOCTE SEQ ID NO:2. IllpemjioXeHa TaKxXe
KJIEeTKa-X034aKH, coIepxXalas SKCIPeCCUMOHHEM BeKTOP WM BeKTOPH.
KileTrka—-x034aMH NPennouTUTEeJIEHO npencraejgeT coboun KJIETKY
MJIEKOIIMTAKIEeTO, HalpuMmep kJjeTkKy CHO.

[0069] B mpyroM BapMaHTe pealM3aluy WM300peTeHMsa B TaHHOM
OV CaHUNU NpenjioXxeH [IepPBHM u BTOpPOM BEKTOPH, comepxamme

IIOJIMHYRJIIEO TN, KO,L'LI/IPYIOHH/Iﬁ Bapmaéeﬂb HEIV YdacCTOK T SXKeJION el
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aHTuTeJa, CcomepXamrM aMMHOKMCJIOTHYI IocjedoBaTelJlbHOCTL SEQ 1ID
NO:1, ¥ T[OJMHYKJIEOTHI, KOOVPYIIMM BapuabOeJIbHEM YyYaCTOK JIETKOU
Leny aHTUTeJla, CcolepXallM aMUMHOKMCJIOTHYK IIOCJIeHoBaTeJIbHOCTE SEQ
ID NO:2, BapuabeJIbHEI JIOMEH TAXEJIONM LelX ¥ BapuabeJIbHEM IOMeEH
JleTKOM uenu, obpasynumye AHTUTEJIO VI AHTUT E€HCB A3LB allui
bparMeHT, KOTOPHM CHeludMUeCKM CBA3EBaeTca C CD48 uejioBeka.
[lpenjioxeHa KJEeTKa-xX034MH, coOepXallad BEeKTOPH, MIPpellouTUTeJIbHO,
KJIETKM-X034eBa MJIeKOoIMTaKIMx, Takue Kak kJjeTka CHO.

KOHEBIOTATH aHTUTEJIO-JIEKAPCTBEHHOE CPenCcCTBO

[0070] AHTM-CD48 aHTUTEeJIa MOTYT OBITH KOHBOIMPOBAHE  C
TepalleBTUUYECKMMM  CPpencTBaMy, OMATHOCTHUUECKUMU CPencTBaMy WU
CTaOMIIM3UPYOIMMKY  CPpenCcTBaMu C OOpa30oBaHMeM KOHBI'AaTOB aHTUTEJ.
AuTu—-CD48 QHTUTEJa, KOHTBIOIUPOBAHHEE C TepalleBTUYEeCKUMA
CpenoCcTBaMM Ha3HBATCAd B ITaHHOM IOOKYMEHTe KOHBOIaTaMM aHTUTeJa-
JIEKapCTBEeHHOTO cpencrsa (ADC). TuUIIOBHE TepalleBTUUECKME CpPenCcTBa
ofllamanT LIUTOCTATHUUECKMM WIM LIUTOTOKCUUYECKUM IeVCTBMeM U TakKXe

MOTYT OTHOCUTCA K LIUMTOTOKCHUUECKNVM WJIM HMTOCTATHMUYECKVMM CpelCTBaM.

TUIIOBHE LMTOTOKCUUECKUE cpencTea BKJIOUAT, HalpuMep,
aypUCTaTHUHEL, KaMIITOTELMHH, KaJIMxXeaMMIIMHEH, OYyOKaPMULIVHHEL,
STOIIO3UIEL, MaMTaH3VHOUIE (HanpuMep, DM1, DM2, DM3, DM4) ,

TakCaHE, 0OeH30IMa3elMHH (HalopuMmep, IuppoJo[l, 4]6eH300Ma3elIHH,
VHIOOJIMHOOEeH30oMa 3 elIUHE u OKCa30JIMONHODEH30O0Ma3elINHH, BKJIOUA A
OVMEPEL nuppoJio[1, 4] 6eHzonna3enMHOB, OVIMEPEL
VHOOJMHOOEH30IMAa3EeIMHOB M OUMEPH OKCAa30JIUMIMHOOEeH30OMa3elMHOB) U
aJikaJiounoel OapBUHKA.

[0071] MeTomukM IOJIA KOHBOIMPOBAHUSA TepaleBTUUECKUX CPEeOCcTB
c OeJkamMM, ¥ B UYaCTHOCTM C aHTUTeJIlaMM, XOPOIMO WM3BECTHH (CM.,
HanpuMep, Alley et al., Current Opinion in Chemical Biology 2010
14:1-9; Senter, Cancer J., 2008, 14(3):154-169). Kak mnpaBWiIO,
TepalleBTUUYECKOE CPeOCTBO KOHBOIMPOBAHO C AaHTUTEJIOM IIOCPEeICTBOM
JMHKEPHOM eOMHMUL. JIMHKepHas eIVHUIla MOXeT OHBTL OTHellJISeMOoV WMJIn
HeoTmeIigeMol. Hampumep, TepaleBTUUECKOe CpPpelCcTBO MOXeT OHTh
IpUCcoenVHeHO K aHTUTeJIy C IIOMONbI OTHEeIlJIgSeMOoTo JIMHKepa, KOTOPHM
UYBCTBUTEJIEH K  OTIEIJIEHMI BO  BHEKJIETOUHOM OKpyXeHuu CD48-
SKCHpecCcHUpylel pPaKoBOM KJETKM, HO IPaKTHUUeCKM He UyBCTBUTEJIEH K

BHEKJIETOUHOMY OKPYXEHNIO, TakK uTo KOHEBIRI'AT OTIEeIlJIAeTCHA oT
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aHTHTeJla, KOT'Ida OH MHTepHalusupobBaH CD48-sKcIpeccHUpyoIes pakKoBOM
KJIETKOM (HamopuMep, B SDHIOCOMAJIBHOM, JIM30COMAJILHOM OKPYXEeHUM WK
B KaBeOJIAPHOM OKpPYXeHMM). B IOpyI'oM [IpUMepe TepalleBTUUeCKOoe
CpenOCcTBO MOXeT OHTh KOHBRIMPOBAHO C  aHTUTEJIOM IIOCPenCTBOM
HEOTIEIJIZEMOTO JIMHKEepa U BHCBOOOXIEHMEe JIeKapCTBEHHOT'O CpencTBa
IPOUCXOOUT TIIYyTeM IIOJIHOTO paspylleHMsa aHTUTeJa C [ocjenyiolmen
MHTepHalIu3auren CD48-skcHpeccupylle pakoBOM KJIIETKOM.

[0072] Kak nparBumjo, ADC ©OymeT coIepXaThb JMHKEPHHM YUYacCTOK
MeXOy LIMTOTOKCUUECKMM WM LIMUTOCTaTUUEeCKMM CpeldCTBOM M aHTu-CD48
aHTUTeJIoM. Kak OTMeueHO BHIIe, JMHKEP MOXeT OHTb OTIEIJISEMEIM BO
BHY TPUKJIE TOUHEX YCJIOBUAX, TaKUX uTo OTHMEeIJIEHUE JIMHKEpPa
BHICBOOOXIaeT TepalleBTUUECKOE CpelCcTEO oT aHTUTeJa BO
BHY TPUKJIETOUHOM OKPYXEeHUNU (HanpuMmep BHYTPU JIM30COMEL VI
DHIOCOMHI, VI KaJIbBEOJIBI) . JInuKEep MOXeT OHTE , HaIopuMep,
IeITUONIIbHEM JIMHKEPOM, KOTOPHM OTHeIJigeTCcs BHY TPUKJIE TOUHLM
MNENTUIOA3HEIM WM [IPOTea3HBEM OQepMeHTOM, BKJIOUAKIMVM JIM30COMAaJIbHYI
WY BSHIOCOMAJIbHYK IIpoTeasy. OTIHeIUIAKreE CpelcTBa MOTI'YT BKJIKUYATH
KaTelncuHel B m D, M mja3MMH (CM., HaopuMmep, Dubowchik and Walker,
Pharm. Therapeutics 83:67-123, 1999). HamuboJiee JyacTo
[NENTUOMIIbHEIE JIMHKEPH ABJIAKRTCH OTIMEIJISeMeMY QepMeHTaMu, KOTOpPHE
[IPUCYTCTBYIOT B CD48-sKCIpeCCUPYRIMX KJIeTKax. Hanpumep,
NenTUIMJILHEN JIMHKEeP SABJISeTCS OTIEeIlJISeMEIM THMOJI3aBUCHMOM IIpoTeas3on
KaTellCuH-B, KoOToOpasd B BHCOKOM CTelleHM DSKCIPeCcCUpyeTcsd B PaKOoBOM

TKaHM, MOXeT MCIIOJIBE30BaAaTbCA (Hanpmmep, JIMMHKEeP, conepmammﬂ IIeIITr

Phe-Leu wiu Val-Cit). JIMHKep Takxe MOXeT OHTb YIJIEBOIOHHM
JIMHKEPOM, BKJIOY AOMMM JIMHKep-caxap, KOTOPHM OTIEeIIAeTCHA
BHYTPUKIIETOUHOV TJUIMKO3MOA30M (HamopuMep, TJIOKYPOHMIHHM JIMHKED,

OTHEeIlJIAeME TUIKOPOHUIA30M) .

[0073] JimHKep Takxe MOXeT OBTE HEOTIHEIJIAEMEM JIMHKEPOM,
TaKMM KakK MaJIeMMU OO~ aJIKUJIEHO BEM MaJIeMMUIO—apWJibHEM JIMHKEP,
KOTOPHM HeloCpelICTBeHHO IMIpMCcOoeIVMHEeH K TepalleBTUUeCKOMY CpelCTBY
Y BHEHICBODOXIOAaeTCHd INPOTEOJIMTUUECKMM pas3pylleHVMEM aHTUTEeIa.

[0074] AHTM-CD48 AHTUTEJIO  MOXeT OBITH KOHBOIMPOBAHO c
JIMHKEPOM IIOCPEINCTBOM I'eTepoaToMa aHTUTeJla. 39T I'eTepOoaTOMEl MOTYT
IPUCYTCTBOBaATE Ha aHTUTeJIe B CBOEM ECTEeCTBEHHOM COCTOSHUU WK

MOT'YT OBTBb BBeIEeHEH B aHTUTEJIO. B HEeKOTOPEX acClleKTaX MBO@peTeHMﬂ
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aHTM-CD48 aHTMUTesiOo OylIeT KOHBOIMPOBAHO C JIMHKEPOM IIOCPEeICTBOM
arToMa as30Ta WM JIM3MHOBOT'O OCTaTKa. B HeKOTOpPHX acleKkTax
n3o0bpeTeHus aHTU-CD48 aHTUTeJiO OyIeT KOHBOIMPOBAHO C JIMHKEPOM
[IOCPeICTBOM aToMa CepH WM LIUMCTEMHOBOTO OCTaTKa. LUMCTEMHOBHM
OCTaTOK MOXeT OHTbH BCTPeYalmMUMMCsa B IIPUPOOe WMJIM TakMM, KOTOPHM
BBeOIeH B AaHTUTEJIO KOHCTPYMPOBaHMUEM. CriocoBbe  KOHBIOIVMPOBAHUA
JIMHKEPOB u JeKapCTBEHHHX CpenOCcTB-JIMHKEPOB c aHTUTeJIaMM
IIOCPEeICTBOM JIM3MHOBEIX WM LMCTEMHOBHEX OCTATKOB WM3BECTHH B IaHHOM
oBJIaCTU TEeXHUKMU.

[0075] TwnoBeEe KOHBOIATE AaHTUTEJIa-JIeKapCTBEHHOT'O CpelcTBa
BKJIOUAKT KOHBIOTATH AaHTUTEeJla-JIeKapCTBEHHOTO CpPeIcTBa Ha OCHOBe
aypucTaTHHa (T. e. KOMIIOHEHT JIeKapCTBEHHOTO CpenCcTBO
opencraBJgeT coBoM JleKapCTBeHHOe CpPpelCTBO aypucTaTuH) .  BBUIO
[I0OKa3aHO, 4YTO aypUCTaTMHH BJIMAKLT Ha IMHaAMMKY pPOCTa MUMKpOTpyOouek
M AdIepHoe U KJeTOUHOe IeJIeHUEe, u obJjajanT OPOTUBOPaAKOBOM
aKTMBHOCTBI. Kaxk npaBuUJIo, KOHBOTaT aHTUTeJIla—-JIeKapCTBEHHOTO
CpencTrBa Ha OCHOBE aypucTaTHHa COIEepPXUT JIMHKEP MeXITy
JIEKApPCTBEHHEIM CPEeICTBOM aypucTaTMHOM ¥  aHTu-CD48 aHTUTEJIOM.
JIMHKep MOXeT OBTh, HallpMMep, OTIeIJISeMEM JIMHKEPOM (HallpuMep
IeITUONIIb HE JIMHKEP, YTJIEBOOHBIM JIMHKEDP) NI HeOTIIEILJI I EMEIM
JIMHKEPOM (HampuMep  JIMHKep, BHICBOOOXIAEMEM IIyTeM »OeTpanaluu
aHTuTeJa) . AypUCTaTHMHE BkJodaiT MMAF m MMAE. CHMHTe3 M CTPYKTypa
TUIIOBHX aypMUCTaTMHOB ONMCaHH B nOybaumkaumsax CIA N 7659241,
7498298, 2009-0111756, 2009-0018086 m 7968687, kaxmas M3 KOTOPHX
BRJIIOUeHAa B JaHHHM JOKYMEHT IIyTeM CCHJIKM B IIOJIHOM 00beMe U BO
BCeX CMHCJIax .

[0076] Ipyrue TUIIOBHE KOHBIOTATH aHTUTeJa—-JIeKapCTBEHHOTO
CpeIncTBa BKJIOUAT MaVTaH3MHOUIHHE KOHBIOTATH aHTUTeJIa—
JIEKapCTBEHHOTO CcpencTBa (T. €. KOMIIOHEHT JIEKAapCTBEHHOTO CpeIcTBa
IpencTaBJIAEeT cobom JIeKapCTBEHHOE CpPeInCcTEO MaVTaH3MHOUI) n
BeH300Ma3elIMHOBHE KOHBIOT'A TH aHTUTeJIa—-JIEKAaPCTBEHHOTO CpelncTBa
(HanpuMep OuMepsl ouppoJio[l, 4]0eHzonmaszennHda (ouMep PBD), numMmepH
VHIOOJIMHOOEH30IMa3EeNIMHa M IOVMMEPH OKCalIMOMHOOEH3O0IMAa3ENMHA) ) .

[0077] [IpennouTHUTEeNbHEN o4 [IpVYMeHeHM A oUMep PBD B
HacToAmeM M300peTeHUM IIpencTaBJieH o¢opMyJion I. IIpedlouTHuTeJIbHAad

CTepeoxmumma nmuMmepa PBD Takad, kKak rnokasaHa B dopmyJsie Ia:
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MJin ABJIAEeTCHA @apMaHeBTquCKOﬁ COJIBO, COJIBEBaAaTOM WJIN

COJILBATOM BTOM COJM, T'Ie HMWKHUM MHIOEeKC N paBeH 1 miam 3.

[0078] CoJabBaTH ¢opmyJel (I) m (Ia), kak OpaBuio, oOpa3yonTcs
opu nobaBJIEHVMM BOINH WM CIMPTOBOI'O PaCTBOPUTEIS UYepes3 VMUHHYKD
OYHKUMOHAJIBEHY  I'PYIIly  OOHOT'O MM  OoB0OMX  MOHOMEPOB PBD C
oBpazoBaHMeM KapOuHOJaMMHa (-0B) U/MIM KapOWMHOJAMUHHEIX IIPOCTEX
spupor. Hanpmmep, nojioxeHue NI10-Cll wMoxeT OBTE WMMMHOM (N=C),
kapbuHoslaMmHoM (NH-CH (OH) ) wmiM KapOMHOJIAMMHOBEM IIPOCTHM 3S0MPOM

(NH-CH (OMe) ) , Kak IpencTaBJIeHO HWke ¢opMmyJlamm 1' m Ia'.
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Toe:

(a) R? mpenmcramjsger cobou H, a Rl npemcramBiser cobomr OH wmim
OR#, TIe RA OpelcTaBJIAeT cobomn HaCHIEeHHBN Ci-14 AJIKUII
(MpelnouTUTEJIbHO MEeTWJI) ; WK

(b) R0 y Rl oBpasyeT a30T-yINUIEPOIHYID IOBOMHYID CBA3L MeXIY
aToMaMM asoTa M yIJlepoIa, C KOTOPHM OHM CBS3aHH,; MU

(c) ommu wu3 R!Y mnpencraBiasger cobom H, a Rl npemcramiser
cobom OH wmam ORA, rme R mpencTapigeT cob®oM HacbmeHHBM Ci-4 aJIKWII
(IpednouTuTesJIbHO MeTuJ), a gpyrod wus R19 um Rl obpasyer asor-

YITUIEPOIOHYIO HBO%HYD CBA3E MeXnoy aToMaMr as30Ta Wt YyIJlepola, C
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KOTOPHM OHU CBSA3aHH.

[0079] IHOumep PBD o¢opMmysnel I wmim Ia (M dapMalleBTHUUeCKas
COJIb, COJIbBAT WM COJIbBAT €TI0 COJIM) KakK IIpaBWJIO CBA3aH C
AHTHUTEJIOM IIOCPEeOCTBOM JIMHKEPHOM eIumHulle, LU. JIMHKepHas eOMHMuIa
OelcTBYeT Tak YTOOR ovMep PBD bopMyJIEL I M Ta (M
bapMalleBTHUECKASA COJIb, COJILBAT ZNRZN coJiEBaT ero coJm)
BHICBOBOXIAJICS B lLeJIeBOM calTe (HaIpuUMep, BHYTPM PaKOBOM KJIETKM) .
PBD-coenmMHeHMe JIEKApPCTBEHHOT'O CpeOcTBa-JIMHKepa [OJ4 I[IPpMMEeHeHUS B
HaCcToAlleM n300peTeHnn npencTapJIeHO HIDKE bopmyJion IT (c
NpeOnoUuTUTEeILHOM CTepeoxuMMren, IIOKa3aHHOU B ITa), rge LU
opencraBJigeT coOOoM JIMHKEPHYI eIMHMLIY. JIMHKepHas eOMHMIa MOXeT
OHTE , HalpuMep, OTHeIJISeMoM NenITUIHOM JMHKEepPHOM enVHULIeN
(HanpuMep, JIMHKEP, comepxammui NenTUn BaJIMH—-aJIaHWH) VI

OTWEeIJISEeMOM OUCYJIbOUIHOW JIMHKEPHOW eIMHUIIEN:
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IZNpnZ ABJIAEeTCHA @apMaHeBTquCKOﬁ COJIBO, COJIEBaTOM WJInN

COJILBATOM DTOM COJIM, T'Ie HWXHMM MHIeKC n paBeH 1 wuam 3.
[0080] [MpennouTuTesJIbHOE BD-coenmHeHMe JIEKAPCTBEHHOTO

CpeICTBa-JIMHKepa s IpYMeHeHU S B HacToAmeM n300peTeHUn
npeIcTaBJIEHO HWXe dopMmyJonm IIT1:
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2NN ABJIAETCA (]_)apMaLLeBTMT{eCKOIZ COJIBO, COJIEBaTOM I

OMe
(II1)

COJILBATOM STOM COJM, TIOe HWXHUM MHIOEKC n paBeH 1 mamM 3, a HWKHUM
VMHIOEKC m paBeH LeJIOMy 4YMKCJy OT 2 mo 5.
[0081] [pennourTuTesibHAaLI CTepeOoXVMNA KOMIIOHEHTaAa

JIEKAPCTBEHHOTI'O cpeliCcTBa PBD JIEKapCTBEHHOT'O cpelCTBa—JIMHKEPAa
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TakKas, KakK IIoKasaHa HUXe B opmyJie IITa:
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[0082] [MpennouTUTesibHAA CTEepeOXMMMA KOMIIOHEHTOB

JEeKapCTBEHHOT'O Cpencrtea PBD M JIMHKepa Takad, KaK IIokKa3aHa HWXe B

bopmysie II1b:

y ° 9 e
NQ)LN N:QL
o) mH 5§ G

[0083] JlekapcTBEeHHOE CpelcTBO PBD-JIMHKEP KOHBRIUPYOT C

OMe
(ITIb) .

Iz

antu-CD48 aHTHMTeJIOM IJIA IOJIYUeHMS HalleJIeHHOT'o Ha CD48 koHworaTa
aHTUTeJIa—-JIEKAaPCTBEHHOTO CpeICcTEa. Hampumep, aHTUTEJIO MOXHO
KOHBOTUPOBATE C JIEKAPCTBEHHBM CPEeICTBOM-JIMHKepOM GQOpMyJiEl 11 WM
bopmysier III. TuHUOOBOM HalleJleHHB Ha CD48 KoOHBOITAT aHTUTeJa-

JIEKapCTBEHHOT'O CpencTBa IIokaszsaH Huke B dopmyJslax IV, IVa m IVb:
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VI ABJIAETCHA bapMalLleBTUUECKOM COJILIO, COJILBATOM ZNIZ!
COJIbBATOM D2TOM COJIM, TOe HWKHUM MHIOEKC nh paBeH 1 wmim 3; HWKHUML
MHOEeKC I paBeH lLeJioMy UMcJIy OT 2 @Oo b5; a HWKHMM MHIEKC P
cocTaBjgeT oT 1 mo 4.

[0084] TUIIoOBEE JIeKapCTBEHHEE CpeldCTBa-JIMHKEPE BKJIIOU AT
JeKapCTBEHHEE cperncrera MMAE-JIMHKEPEHL. ABTOpaMM-UCCIIeNOBaTEJIAMA
ODHaApPyXEeHO, UTO BKJIIKUEHME IIOJMMepa IIOJIMATUIIEHTJIMKOIISA B KauecTBe
BOKOBOM LlelM B OTHeIlIgeMoe [-TJIOKYPOHUOHOE JIeKapCTBEeHHOEe CPEeICTBO
MMAE-JIMHKep  obecleurBaeT IIOJIYUeHMe KOHEITaTOB JIEKapCTBEHHOTO
cpencTeBa ¥ aHTUTeJla C yYMEeHBIIEHHBIM BHBEeIEeHMEeM U3 IIJIasMel U
YBeJIMUeHHOMN IIPOTUBOOIIYXOJIEBOM AKTUBHOCTEIO B MOOeJIax
KCEeHOTPAaHCIIJIAHTATOR II0 CpabBHeHMI ¢ He-IISTMIMpPOBaAHHEIM KOHTPOJIEM.
COOTBETCTBEHHO, B YaCcTHOCTH, NIperMyleCTBEeHHEE JIeKapCTBEHHEEe
cpencTra—-JIMHKEPH  IJIA nprucoenmMHeHn g K AHTUTEJY 1o OaHHOMY

MBO@peTeHMD ABJIAKRTCA CJIeOYIOIMVIMII

seoassiernasds

21
N N/l<,/\0 R
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n

JIMm ABJIARRTCA UMX @apMaHeBTquCKM HpMeMﬂeMOﬁ COJIB.

(V)

[0085] [pennouTnUTeJIbHAa S CTepeOoXMUA oJjisa TaKoI'O

JIEKAPCTBEHHOT'O CpelCTBa—JIMHKepa IIOKa3aHa HMXe:
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mjm eTI'o @apMaHeBTquCKM InprnemMiieMad COJIb, TIT'oe OJIA @OpMYH V u

(Va)

Va, Z TpencTaBJigeT CcoboM oOpraHMYeCKMM O(GparMeHT, comepxammui
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PeakKUMOHHOCIIOCOOHLM canr, CIIOCOOHHM BCTYIIATh B peaKLuo c
OYHKIUMOHAJILHOM TPYINOM Ha aHTuUTele, 10Ja obpa30oBaHMA C Hen
KOBaJIEHTHOTO COeIOMHEeHMs, n HaxXxoOMTCda B IOuala3oHe oT 8 pmo 36, a
HamboJiee IMPEenIouTUTeJIbHO HaxXOoOUTCAd B Ouanas3oHe oT 8 @pmo 14
(HamBoJiee mpenmnouTUTesJibHO 12), R2l nperncraiBisgeT coBoM KBINIUPYIONYO

SeIOVMHUILY @paPMeHTa NOJIUATUIIEHTJIMKOJIA, OpellouTuTesibHO -—-CHs wniam -

CH>CH2CO2H.
[0086] [IpeOnouTUTeJIb HEM bparMeHT Z npencrTapjsgeT cobom
MaJIeUMMM I~ COOe XAl bparMeHT. B YJaCTHOCTH, IpennouTUTeJIbHEE

@paPMeHTH 7 TIOKaA3aHBEl HUXEe B JIEKAPCTBEHHEX CpelCTBaX—JIMHKepax:
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WM ABJAKTCA UMX bapMalleBTUUeCKM TIPUEMIIEMOM COJIBIO.
[0087]IpennouTuTrelsibHas CTepeOoxXMMMUI OJIS TaKUX JIeKapCTBEHHBX

CpelCTB—JIMHKEPOB IIOKa3aHa HIMXe:
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Wi mMxX dapMalleBTUUECKM [IpHeMiieMasa CcoJib, I'oe njaga oopmys VI,
VIa, VII m VIIa, n HaxoOMUTCda B IMaldaz0He oOoT 8 @mo 36, a HauboJjee
OPEenrIouTUTEJIbHO HaxXoOUTCA B IOManasoHe oT 8 npmo 14  (Haubojee
OpennouruTesbHO 12), RPR mpencrarigeT cof®oM aToM BoIopoda WM
3allMTHY TpPYINy, HalpuMep, KUCJIOTOJabMIIbHYH 3allMTHYID ITPYINY,
HallpuMep BOC, R21 IpencTaBJIdeT cobon KBINNIUPYIIOIYIO eOIVHUIY
dparMeHTa IIOJUDTUIIEHTJIMKOJIA, OpelnodTuTesibHO —CHs mim —CH2CH2CO2H.

[0088] Kak oTMeueHO BbmIe, RFR MoxeT OBITL aTOMOM BOOOpPOIa MJIM
3allMTHOM TPYIIOM. SBamMTHHEe TPYIIH, KakK MCIOOJL3YITCS B OaHHOM
IOOKYMeHTe, OTHOCATCSA K TpyIllaM, KOTOphHe M30MpaTeJIbHO OJIOKUPYIOT
JIMB0 BPEMEHHO, JInB0 IIOCTOSHHO PeakuIMOHHOCIIOCOOHBIM camT B
MHOTOQYHKUIMOHAJIEHOM CoOeIMHEeHUN . BammrHasa TpyIna ABJIAeTCH
IOoOXOOAmMeN 3allMTHOM TPYIINo¥, KoI'la OoHa clIocobHa IOIpedoTBpalaTh
MM OeJaThk HeBO3MOXHEIMM HexeJlaTeJlbHHe [IOOOUHEEe peaKUuuu, WIn
IpexaeBpeMeHHasa IIoTepd  BallMTHOM TPYINE B YCJOBMAX  peakKluu
TpebyeTca @OJ4 BJIMAHMA Ha TpebyeMoe XUMMUeCcKOoe I[IpeBpalleHue B
JodoM OpyToOM MecTe B OaHHOM MOJIeKyJie U, eclu TpebyeTcsa, BO BpeMd
OUMCTKM HOBOOOpPasOBaHHOM MOJIEKYJIE, M MOXeT yIaJIATbCAa B YCJIOBUAX,

KOTOPEIE He OKa3EBaAKT He@ﬂaI‘OHpMHTHOI‘O BO3OEeMCTBMA Ha CTPYKTYDPY
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2NNz CTEepeOXVMIMMUYECKYIO LIeJIOCTHOCTD HOBOO@paBOBaHHOﬁ MOJIEKYJIH .
llooxonmAaume aMVMHHEIE SalllMTHEE T'OYIIIIE BRJIOY AT KMCJIOTOJIaOUIIbL HEE

asoTcollepXxalmye 3BallMTHHE TPYIMNHE, BRIIOUakmMe IpeljioxeHHBe Isidro-

Llobel et al. "Amino acid-protecting groups” Chem. Rev. (2009)
109: 2455-2504. Kaxk HOpaBWJIO, KHUCJIOTOJabuJIBHas as3oTcolepxallas
3alMTHaad Tpylla OpeBpallacT IIepPBUUHYK MM BTOPUUHYI aMUHOTPYIIILY B
COOTBETCTRBYIIEV el kapbamMaT M BKJIoOUaeT T-0YyTWUI-, aJUIMJI- U
OeH3MIIKapOaMaTH .

[0089] Kak oTMeueHO Brme, R?! mpemcrapiigeT cofoM KIMINIUMPYIOIYIO
eIVHUILY dparmMeHTa IOJIMA TUJIEHTJIUKOJIA . Kaxk BymeT TIOHSATHO
crieuMaJMCTy B HaHHOM o0B0JlacTy, eOMHMIH IOJUDTUIIEHIJIMKOJIS MOTYT
OBITEL TepMMHAJILHO KBINMPOBAHE OOJbIMM pasHoobpa3MeM OpTraHUMUeCKUX
bparmMeHTOB, Kak IpaBUIIO Tex, KOTOpHE OTHOCUTEJILHO
HepeaKIMOHHOCIIOCOOHH. IIpeOloUuTUTeJIbLHEIMM  ABJILITCA  aJIKMJILHEHE U
3aMemeHHHe aJIKMJIbLHEEe TPYIINE, BKJUakmye, HanopuMmep, -Ci-io aJIKWUI, -
Cz2-10 adxmJI-CO2H, -Cz2-10 adxmy-OH, -C2-10 aJKmJI-NHz, Cz-10 aJxmi—-NH (Ci-2
asnkuir) mian Co-10 aJIkKMJI-N (Ci-3 aJikuiI) 2.

[0090] B wpeJiom, cymecTByeT oT 1 1no 16 JIeKapCTBEHHHX
CpeICTB-JIMHKEPOR, MIPUCOEIMHEHHEX K KaXIOMy aHTUTEeJY .

JlekapCcTBeHHass Harpys3ka - «p»

[0091] IIo OTHOmeHMIO K HalleJIeHHBEIM Ha  CD48 KOHEBIOI'aTaM
aHTUTeJa-JIeKapCTBEHHOTO CpencTBa, HWKHMM MHIEKC P IOIpedcTaBjigeT
coboMm JleKapCTBEHHYI HaATrpPy3Ky M, B 3aBHMCUMMOCTM OT KOHTeKCTa,
MOXEeT IMpPedCTaBJIATL KOJUUECTBO MOJIEKYJI M3 MOJIEeKYJl JIeKapCTBEHHOTO
CpeIncTBa-JIMHKepa, IIPUCOeIMHEHHEX K OTIeJIbLHOM MOJIeKyJle aHTUTella,
M IO CYmecTBY OpedcTaBJIATL CcoBoM lleJloe 3HaueHMe WMJIM MOXEeT
OpedCcTaBJIATL CPEeOHID JIeKAapCTBEHHYID HaTPy3Ky, M II0 CYMNeCcTBY MOXeT
OBITL  LeJIBIM MM HelleJJkIM  3HaueHMeM, HO Kak I[OIpaBWMJIO HelleJoe
3HaueHure. CpenHsaga JieKapcTBeHHasa Harpy3ka IpencTaBJieHa B
INONYJIALVM CPpelIHMM KOJMUEeCTBOM MOJIEKYJI JeKapCTBEeHHOTO CcpelcTBa-—
JMHKepa Ha aHTuTeJo. dacTo, HO He BceTza, ecJarM aBToOpaMm
moIpas3yMeBaeTCsa aHTUTEeJIO, HalpMMep MOHOKJIOHaJbHOEe aHTUTeJIO, TO
ABTOPH IOOpa’yMeBalT IIONYyJIALUMID MOJIEeKYJ aHTHUTeJ. B KOMIO3UIINUM,
comepxalmey IMIONYJALMIO MOJIEKYJ KOHBIOIATOBR aHTUTEeJIO-JIeKapCTBEHHOE

CpenCcTBO, cpellHee SHaUeHNe ﬂeKapCTBeHHOﬁ Hal'Py3KMu ABJIAETCA
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BaXHEIM IIOKazsaTeJIeM KadeCTBa, IIOCKOJIBKY OHO OoIlIlpeleJIideT KOJIMYeCTBO
JIEKApPCTBEHHOT'O CpeldcCTea, KOTOpoOoe MOXeT IOOCTaBJIATBECA B KRIIETKY—
MHMIIEHE . HpoueHTHoe ColepXaHMe HEKOHTBRIMPOBAHHEX MOJIEKYJI aHTHUTEJIa
B KOMIIO3MUIVIM BRJIOUEHO B CpelHee 3HadeHUMe HeKapCTBeHHOﬁ HaT'PYy3KNU.

[0092] B MOpelnouTHUTEJILHEX aclekTax HacToAmero u300peTeHud

CcCpellHAA JleKapCTBeHHa4d HaTr'py3Ka, B OTHOIEHMN KOMIIO3MIINM,
conepmameﬁ TIOITYJIALIVIO CoOeIMHEeHUMN KOHTBII'aTOB aHTuTesIa—
JIEeKapCTBEeHHOTI'O CpencTBa, cocTaBjideT oT 1 oo OKOJIO 16,

NIpenlIouTUTEeJIbHO OT OKOJIO 2 OO OKoJo 14, [OpendlIouTUTeJibHee OT
OKOJIO 2 @mo okoJio 10. Jjaa PBD-KOHBOIaTOB aHTUTeJa-JIEKAapCTBEHHOTO
cpeIcTBa, TakKMxX Kak I[IpMBeIeHHHEe B KauecTBe IIpuMepa B ITaHHOM
IOOKYyMEeHTe, 0COBEeHHO IpennouyTuTeIbHasa cpenHas JleKapCcTBeHHad
Harpy3Ka COoCTaBJIgeT OKOJIO 2. B HEeKOTOPHX aclekTax Mu300peTeHUud
bakTMUeckasa JIeKapCTBeHHasd Harpy3Ka Ha MOJIeKYJIH OTIeJIbHHX aHTUTeJ
B IOy JIALNN coenIVHeHUM KOHTBIOTaTOB aHTHUTeJla—JIeKapCTBEHHOTO
cpencrtea cocTaBjasger or 1 pmo 4, or 1 mo 3 wmyim or 1 @mo 2, cC
npeobiamanmen JIeKapCTRBEHHOM HaTpy3KOou paBHOM 2. B
OPenrnouTUTEJILHEX  acllekKTax M300peTeHMAa  CpelHSAd JeKapCTBeHHAad
Harpy3kKa paBHaga 2 OOCTHUTaeTCH IoCpelCcTBOM MeTOONK
camTcrneundmuuecKom KOHBIOTalUM (HanpuMep, CKOHCTPYUPOBAaHHEMA
LUMCTEeMHaM, BBEeIOEHHEIMM B aHTUTEJO U COIepXallMMMCS B IIOJIOXEHUU
239 B COOTBETCTBMM C CHUCTEeMOM HyMepaluuMu 10 uHOekcy EU).

[0093] Oisg ADC c [I3T'MInpoOBaHHEMA MMAE, TaKMX Kak
IpuBeIeHHEEe B KauecTBe IIpuMepa B ITaHHOM IOKyMeHTe, O0COOeHHO
OpenrnouTuTelJIbHad CpelOHas JIeKapCTBeHHas Har'pys3kKa COCTaBJISEeT OKOJIO
8. B THUIOBHX BapMaHTax pealu3aluy u300peTeHusa JeKapCTBEeHHLEe
CcpeIncTBa—JIMHKEPH KOHTBIOTUPOBAaHE c LUVCTEeMHOBRMM ocTaTKaMu
BOCCTAHOBJIEHHHMM MeXIelHHMY IUCYJbOuIaMM. B HeKOTOPHX acleKTax
n30bpeTeHrsa dpakTUUeckasd JieKapCTBeHHasd Harpy3ka Ha  MOJIEKYJIH
OTHOEeJILHHX aHTUTeJl B I[IONYJALMM COeIMHEeHMM KOHBIIaTOB aHTUTesa-—
JIEKapCTBEHHOTO CpelncTBa cocraBjgser oT 1 mo 10 (mum or 6 mo 10
uiIM oT 6 mo 8) c mpeobiananmel JeKapCTBEeHHOM HaTpPy3KOW paBHOM 8.
MoxHO HOOCTHUIAaThb OoJiee BECOKOM JeKapCTBeHHOM HaTrpy3KM, HalpuMep
ecau B pobaBJeHue K  MexlLelHbEM IUCYJIbOMumaM, JIeKapCTBeHHOe
CpeInCTBO-JIMHKED KOHBIOTUPOBAHO c BBeIeHHHMM LVCTEeMHOBEMU

ocTaTkKaMM (TakMMM Kak LUMCTEeNHOBEIN oCcTaTokK, BBEOEHHHM B IIOJIOXEHNE



36

239, B COOTBETCTBMM C MHIOekKcoM EU) .

[0094] Twunomele ADC BKJIOUAT cJleOyolMe DJIeMeHTH:
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Wi mx GapMalleBTUUECKM [IPpMeMIIeMyk COJIb,
oManasoHe oT 8 »mo 36,

oMarasoHe oT 8 oo 14 (HambBoJiee

npencraBjgeT cofOoM aToM BOOOPOIa WIIM SallMTHYID ITPYIIIY,

KMUCJIOTOJIABMIIbHYID SBallMTHYD TPYIIY,

IIpeoliouTrTEeJIEHO

Hanpumep BOC,

I'De N HaXoouMTcCAa B

a HawmboJlee InpenlilouTrTEeJIEHO HaXoIMTCHd B

12),

R21

coBon K3NNVPYOIY eOVHULLY bparMeHTa [IOJIMB TUJIEHTJIMKOJIA,
npennouTuTesibHO —-CHsz wmim —-CH2CH2CO2H, Ab mnpencraejiseT aHTu—-CD48
AHTUTEJIO, a P IIpelcTaBJdeT LieJioe UYUCJO B OuanasoHe oT 1 mo 16,

npepnmnourmrespsHo or 1 pmo 14, or 6 mo 12,

10, 1npu VyIOMMHaAHMM OTIEJIBHEIX MOJIEKYJI

JJeKapCTBEeHHaA Hal'Py3Ka c<CcocTaBJjideT OT OKOJIO 4 wiIu OO OKOJIO 6 IO

aHTmuTeJia,

or 6 go 10 mmm oT 8 mo

mJin

HalpuMep,

IIpeacCcTaBJjideT

CpenHsas
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okoJio 14, NOpedanodTUTEJIEHO OKOJIO 8 I[OIpKM YIIOMMHAHUM IIOIIYJISLUU
MOJIEKYJI aHTUTeJa.

[0095] Kakx oTMeuUeHO BHIIe, dYacThk I[I9T' (HDOJIMBTUIIEHTJIMKOJIL)
JIEKapCTBEHHOTO CpenOcTBa M JIMHKepa MOXeT HaxXOIUTCHd B IOMalla30oHe OT
8 mo 36, oIHakKo, OpUIO OOHapyXeHOo, dYTo IIBT' wm3 12 enouHUI
STUJIEHOKCHUIA ABJIAETCH OCOBEeHHO IpenllouTUTeJIbHEM. Bruto
OBDHaApyXeHO, UTO O0oJiee MIJMHHHE Lenm 131" MOT'YT OPUBOOUTE kK 0Oojiee
MeIJIEHHOMY BHBeIeHMI, ToI'la Kak O0oJiee KOpOTKMe uenm I3 MoTyT
IPUBOIUTEL K IIOHWXKEHHOM AaKTUBHOCTM. COOTBETCTBEHHO, HIMXHUNM MHIEKC
n BO BCex n3 BapMaHTOB peann3alumum nz3obpeTeHmUs BHIIIE
NpenrnouTuTeJIbHO cocTaBjageT oT 8 pmo 14, or 8 mo 12, ot 10 mo 12
mwmm or 10 mo 14 m HamboJiee MPemIouTUTeJIbHO — 12.

[0096] TommnucrniepcHele IISI', MoHOIMCIIepCHEEe IIST' M OMCKpPEeTHHE
[I31" MOTYT MCIOJB30BaThbCA oJjid co3naHmd IISTMIMPOBaAHHEIX KOHBIOI'ATOB
aHTUTeJla W JEeKapCTBEHHOTO CpPeICcTBa IO JaHHOMY M300peTeHMD.
[TosIMIOMCIIePCHEIE [sr npencTaBJIgnT cobon TeTepOT'eHHYD CMECBH
pasMepoB M MOJIEKYJIAPHEX MacC, ToI'la KakK MOHoIOMCIIepCHEe IISI', Kak
IpaBUJIO, OUMIEHH OT TIeTepOTleHHEX CMecel U I[I03ToMy of0ecreuMrBaiT
OOHY IJIMHY ¥ MOJIEKYJIAPHYK MaccCy LelM. IlpelllouTuTeJIbHEE eIVHUIIE
[I5T" mnpencrTaBJAlT COOOM IOUCKpPeTHHe I[I5I' - CoeOMHEHUS, KOTOPHE
CUHTE3UPYIOTCA IIODTallHEM CIocoBoM, a He IIOCPpelCTBOM IIpollecca
[oJiMMepm3alumnm . IvckpeTHEe I[IOI' mnOpencTaBJglT OOHY  MOJIEKYJy C
onpeneJIeHHOM U YCTAHOBJIEHHOM MOJIMHOM Lelr. KakK C HWXHMM MHISKCOM
«pP» OpM YIOMMHAHUM TIONYJIALUUNM KOHBIOTATOB AaHTUTEeJIO-JIeKapCTBeHHOe
CpelICTBO, 3HaueHMEe OJIS HWKHeI'O MHIeKCa «n» MoXeT OBThE CpeIHVM
3HAUEHMEM UM MOXeT OHTh JMOO IeJIOUMCJIeHHEM, JMOO HeleJIOUMCJIEHHBEM
3HAUEHMEM.

[0097] B MNpelllOUTUTEJIBHEX BapMaHTax pealn3aluy nU300peTeHUd
KOBAJIEHTHOE TIIPUCOEeIVMHEeHME aHTUTeJla K JIeKapCTBEHHOMY CPEeICTBY-—
JMHKEePY BHIIOJHAETCHA I[IOCPeICTBOM CVYJILOTIUIPUMILHOM OYHKIMOHAJILHOM
TPYIIIH aHTUTeJla, B3aMMOOEeMCTBYKIMEeM ¢ MaJeMMUMOIHOM OYHKIMOHAJILHOM
TpYyIInon JIMHKEpPa JIEKapCTBEHHOTO CpeIncTea C oBpasoBaHUeM
TMO3aMENEHHOT'O CYKLUMHMMHUIA . CynsdIruopuibHa g OYyHKIMOHAaIbHA A
TpyIna MOXeT OHITH npelncTaBJIEHA Ha JIMUTaHOHOM eOMHUILLE B
€CTeCTBEHHOM COCTOSHUM JMI'aHla, HalpUMeEp, B OCTaTkKe IIPUPOIOHOI'O

IIPOUCXOXIOEHMA (MexX1elIOUuHEe ,HMCVJIB@M,HHBI@ OCTaTKT/[), WUJIVM MOXeT OHTb
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BBelleHa B JMIaHO I[IOCPeICTBOM XMMMUECKOW MOOIMOUKALIMM WM I[IyTeM
BMOJIOTUUECKON WHXeHepuM, WM KoMOMHalLMer 2Tux oBoux CIoCOOOB.
BymeT TIIOHATHO, UYTO AaHTUTEJIO C 3aMelleHHBEM CYKUVMHUMUIOM MOXET
CymeCTBOBAThL B IMUIPOJMU3UPOBaAHHOM (-Ex) OdopMe (-ax). Hamnpumep, B
IPenlouTUTEeJIbHEIX BapMaHTax peajmz3aluun mus3o00peTeHusda ADC COCTOUT M3
CYKIMHMMMOHOTO OQparMeHTa, KOTOPHM IIPUM CBA3HBAHUM C AaHTUTEJIOM,

npeIcTaBJIeH CTPYKTYPOM M3

Ab N 2

i cocTOouUT nus COOTBETCTBYKIIEI'O eMy KMCIJIIOTHO—aMMIHOTI'O
(]_)paI‘MeHTa, KOTOpBIIZ I1pn CBA3BIBAHNM C aHT1UTEeJIOM, IIpenacCcTaBJIeH

CTPYKTYPOM M3:

HoN
HoN 0] )\W
. N .
Abﬂ o) ©
O ym HO2C .

BOJIHMCTEE JIMHMM YKa3HBalT CBS3b C OCTaJIbHBEIM JIeKapCTBEHHEM
CpeldCTBOM—JIMHKEPOM.

TepaneBTUUYECKME IIPUMEeHEHUS

[0098] HauejeHHHM Ha CD48 KOHBIOTAT aHTHUTeJa-JIeKapCTBEHHOTO
cpencTBa, OINMCAHHBEIM B JaHHOM HOOKYMEHTe, MOXHO IIPUMMEHSTH IJId
JIeueHn BKCIPEeCCUPYIETO CDh48 HapylleHus, TakoI'o Kak
sKCIpeccupykmee CD48 pakorBoe 3abojieBaHMe. Kak TMOIpaBUJIO, Takue
pakoBEe 3aboJiIieBaHUSA I[IOKaA3HBAKRT OeTeKTUPYEMHE YPOBHU WM3MEPEHHOTO
CDh48 1o yYpoBHKO  0OeJika (HanmpyMep  MMMyHOAaHaJIM30M) i  PHK.
HexoTopee Takue pakoBEEe 3aboJieBaHMA I[IOKA3HBAKT IIOBHIIEHHHE YPOBHU
CDh48 OTHOCUTEJIBHO HepakoBOM TKaHU TaKoT'O xe TUIIA,
NIPenrnouTUTEeJIbHO OT TOT'O Xe HallMeHTa. Heob®d3aTelJlbHO ypoBeHb CD48
B PaKOBOM ONYXOJM MU3MepseTcda Iepel NpoBeldeHMeM JIeUeHMUI.

[0099] TlpuMepH pakKOBHX 3aboJieBaHWUM, CBSA3aHHHX C BKCIpeCcCUuen
Cch4s, BKJIIOUAIT MHOXEeCTBEHHVYIO MUEJIOMY n opyrue B-KJI€e TOUHEE
HeoIlJla3uM, BKJOUasg 3abojieBaHMe XOOXKKMHA, HEXOIXKKUHCKYI JHMMOOMY,

OOIIUKYIIAPHYID JIUMOOMY, XPOHMUECKYH JuMboUMTapHyl Jerkemmio (CLL),
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MaHTUMHOKJIIE TOUHYIO JMboMy, MaKpoOTIJIOOYJIMHEMUIO BanngeHcTpeMa,
IIEPBUYHLI/ CUCTEMHEIM aMUJIOMOO3 OIIYXOJIEBHX KJIETOK alueHTa, MGUS u
aMMIIOUIOOS . Habmonany, uTo HEKOTOpPHE JIMHUU KJIETOK oCcTpon
MUeJIOUMTapHOM Jekemur (AML) (HanopuMmep, JelkeMuuecKyue OJIaCTHEHE
KJIEeTKM HalumMeHTa Cc AML) »skchopeccupyioT CD48 u, No3ToMy, TMalMeHTH C
pakoBeMM 3abojieBaHMAMM AML, KOTOpPBeEe »BKcIpeccupyioT CD48, MOXHO
JIEUMTL C MCIIOJIb30BaHMeM ONMCaHHEHX ADC mnpoTue CD48.

[0100] CriocoBel IO [HOaHHOMY M300peTeHMI BKJIKUYAKT JIeUeHUre
mauMeHTa, KOTOpHM ©OoJieeT pPaKoBHM 3abojleBaHMEM C DKCIpecCcuen
CD48, BKRJKUYaS BBEeIOeHMe IIallMeHTy KOHEBIIaTa aHTUTeJIO-JIeKapCTBEeHHOe
CpPencCTBO IIO IJaHHOMY M300peTeHMK. PakorBoe 3abojileBaHMe MOXeT OHTH
JIIOOBIM BKCIPEeCCUPYIIINM CD48 PaKOBEIM 3aboJjieraHMEM, BRJIOUA L,
HalpuMmep, MHOXeCTBEHHYID MHeJIOMY .

[0101] HamnparBJieHHEE Ha CDh48 KOHBIOI'aTH aHTUTeJa-
JeKapCTBEHHOTO CpencTBa BBOOAT B OO3UPOBKE, noIpas3yMeBamwmen
50PeKTUBHYID CXeMy, C IIyTeM BBeIOeHMA M UYacTOTOM BBeOeHMS, KOTOPHe
3aMeoJIgnT [OPpOdBJIeHUeE, CHMXalT TAXKeCTh, IOIaBJIAT OaJlbHeWnee
YVXyOmeHre COCTOSHUS U/UIM oOJIeTyaloT [0 MeHbIel Mepe OOMH IpPpM3HaK
WX CHUMIITOM PakKOBOI'O COCTOSAHUA.

[0102] Turnoere OO3UPOBKMU o4 HallpaBJIEHHEIX Ha CDh48
KOHBIOTATOR C N2TMIMPOBaHHEIM MMAE OOBUWHO COCTaBJAKRT OT oOkoJio 1,0
MKT/KT mo 10,0 mMr/kr, miam or okoJsyio 0,1 Mr/kKr mo 5,0 MID/KD MJIM OT
okojio 0,5 mMr/xr mo 1,0, 2,0 mnu 4,0 MKI'/KI, XOTA DOOpPas3yMeBalTCH
" aJIb TepHaTUBHEE OOBUPOBKU. [IpeOnouTUTeJIbHEIM ouamnasoH oos
cocraBjygeT oT okoJio 0,3 MI/xr mo okoJio 2,0 MrO/kxr.

[0103] BeenmeHue MOXeT IPOBOINUTCH PasJINUYHEMU Iy T AMU
BBelleHMSA. B HEeKOTOPHX BapMaHTax peajM3aluy M300peTeHMS KOHBII'aTH
BBOIOAT IapeHTepaJIbHO, HalIpMMep, BHYTPUMEBEHHO, BHYTPUMHBIIEUHO WJIU
[IOOKOXHO. g BBeOeHmda ADC 1Jida JIeUueHUMd paka »OoCTaBkKa MOXeT

IIpoBoIoIMTCA B CHMCTEMHOE KpOBooépameHme IIyTeM BHYTPMBEHHOI'O WMJIM

IIOOKOXHOTI'O BBelIcHNMA. B KOHKPEeTHOM BapMmMaHTe pealimsallm
MSO@peTeHMH BBeleHNe IIPOoNCXoOoOnT IIoCpelCTBOM BHYTpMBeHHOﬁ
JOCTaBKNM. BHYTpMBeHHoe BBeIcHNe MOXeT InpomncxoaomtT, HallprMep,

IyTeM MHQY3MM B TEUEHUM TaKoI'o Inepuola Kak 30-90 MMHYT WM IIyTEM
OOHOKpPaTHOM OOJIOCHOM MHBEKLUUM. B HEeKOTOPHX acleKTax M300peTeHUs

BBEeIEHIE oymeT IIPOoXoIOINMThb Iocpel CTBOM B/B BIIMBAHMA (. e. B
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TeueHre 30-60 cexyHI) B IepubdeprMUeCKM BCTaBJIEHHHM LIeHTPAaJIbHHM

KaTerep.
[0104] YacToTa BBEeOEeHMA 3aBUCUT OT MHOI'MX  Pas3JIMUHEX
baxTOpPOB, BKJIOUA I CpeICcTRBRa BBeIOeHUs, 1eJIeBOu camur,

dMBMOJIOTMUEeCKOEe COCTOSAHME IallMeHTa, IIallMeHT SABJISeTCHS UYeJIOBEKOM
MM XMBOTHEIM M OPYTMX BBOIMMEIX JIEKAPCTBEHHEX IIpelapaTokB. dYacToTa
MOXeT  ObBThL  eXeIHeBHOM, eXeMeCSUYHOM MM uUepe3  HepeTyJISpPHBE
MHTePBAaJIb B OTBET Ha M3MeHEeHU I COCTOSAHUS nauMeHTa W
IpoIrpeccupoBaHme mU3JIeuuBaeMoT'o pPakoBOTO 3abojieBaHus. Tumnopasd
YyacToTa OJS BHYTPMBEHHOT'O BBeIOeHMS HaxXOOMUTCS Mexnoy IBYX pa3 B
HeIeJllo M UYeTHPeXKpaTHO B TeueHMe HelIpepHBHOTO Kypca JeueHUs,
XOTd TakKxe BO3MOXHO O0o0Jiee WIM MeHee uYacToe Io3UpoBaHMe. [IpyIue
TUIIOBHE YaCTOTH NOJIA BHYTPMBEHHOTO BBEeIOeHMS COCTAaBJADT KaxIwe TpU
HeleJM M MexOoy OIHMM pa30M B HeOeJlo WMIM OIHMM pPas0oM B Mecsdll B
TeueHMe HeIPepHBHOTO Kypca JieueHUd, XOTA TaKXe BO3MOXHO OoJiee
WIn MeHee JacToe OO3VpPOBaHUE . Opyrasa THUIIOBAaA JacToTa
opencraBJgeT coboM BBeIeHMe KaxIhe mMecThk HemeJb. 4 IOOKOXHOTO
BBeIeHUS TUIIOBAS YaCTOTa OO3UPOBAHMA COCTaBJIAeT OT eXeOHeBHOM IO
exxeMeC sSUHOM, XOTd  TakXxe BO3BMOXHO 0OoJjlee WM MeHee  dacToe
OO3MpPOBaHUE .

[0105] QapMalleBTHMUECKME KOMIIO3MUMUM OJIS9 MCXOOHOT'O BBeIeHUI
OPENIOUTUTEJIEHO HABJIAIRTCS CTEPUJIBHEMU M HIPaKTHUUYECKM W30TOHWYUHEIMI,
U IPpOUBBEIOEeHHBe B YCJIOBUAX COOTBeTCTBMSA GMP. JdapMaleBTUUeCKHUE
KOMIIOBUILIMM MOTYT IIOCTABJISATLCA B eIMHUUHOM JIeKapCTBEeHHOW dopMe
(T. e. »OO3UMPOBKAa mOJId OIHOKPATHOTO BBeleHMUA). OdapMalleBTHUUeCKUe
KOMIIOBUILIMM MOTYT COCTaBJATLCS C MCIOJL30BaHMEM OIHOTO WIM 0OoJiee
dMBMOJIOTUUECK I[IPpMeMJIEMHX HOCUTeJlel, pasfaBuTesiel, HaloJIHUTeJIen
MM BCIOMOTATEJIbHHX BemecTB. CoCTaB MOXeT 3aBUCETh OT BHOPaHHOTO
IyTM BBeIeHUA. JIS UMHBEKUIUM KOHBIOTATHE MOTYT OHTL OPUIOTOBJIEHH B
BOIOHHX pacTBOpax, IOPelloUuTUTeJIbHO B (QU3MOJOTUUECKM COBMECTHVMEIX
BybepHEIX PpacTBOpax, TakMxX Kak pacTBop XBHKCa, pPacTBOp PuHrepa
WM  QU3UMOJIOTUUECKUM COJIEROM PacTBOP MM alleTaTHHY OybepHBM
pacTBoOp (OJIS CHMXEHMS HEeIPUATHHX OMyMeHMM B MeCcTe MHBEeKLUUN) .
PacTBOp MOXeET comepXaTh Takmue cocTaBJdlmMe  BemecTBa, Kak
CYCHeHIUpYIMe, CTadtuIM3upyomre M/UIM IUCIepTUpylMe BemecTBa. B

aJIbTEPHATMBHOM BapMaHTe aHTHTeJla MOI'yT OHITEL B HMO@MHMBMPOB&HHO%
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bopMe @OJId pacTBOPEeHMA IIepeld MCIOJbL30BaHMeM IMIOOXONOAMMM HOCHUTeJIEM,
HalpyMep CTepuJIbHOM alIuMpoT'eHHOM BoOOoM. KOHIeHTpalMsa KOHBOITaTa B
XUOKOM JIeKapCTBEHHOM (QOopMe MOXEeT BapbMPOBATH B MUMPOKMX IIpeneax.
B HeKOTOpPHX acrnekTax u3obperTeHusa ADC OpPUCYTCTBYET B KOHIEHTpalUM
or okojo 0,5 Mr/miu pmo oxojgo 30 wMr/mia, or okojo 0,5 M©r/mMi mOo
okoJsio 10 Mr/mi, oT okoJjo 1 Mr/miu mo okojo 10 Mr/mi, OT OKOJIO 2
MT'/MJI 0O OKOJIO 10 MI'/MJI MJIM OT OKOJIO 2 MI'/MJI OO OKOJIO 5 MI/MII.

[0106] JleueHMre KOHBOITaTaMM I[10 IJaHHOMY M300peTeHMI MOXHO
KOMOMHUPOBATL C XMMMOTepaluel, palualuel, JeueHreM CTBOJIOBBMMU
KJIeTKaMM, XUPYPIMUECKMM BMemMaTeJIbCTBOM UM IPYTUMMM BUIaAMM JeUueHUd,
50PeKTUBHEIMM IPOTUB M3JIeUMBaAeMOTO HapVyIleHMs, BKJOUAS CTaHIapTHHM
YXOO 3a KOHKPEeTHHM Mu3JIeuMBaeMBIM HapylmeHueM. COOTBEeTCTBEHHO,
HacToAmee M300peTeHMe OXBaTHBAaeT CIHOCOOH JedeHMsa 3abojieBaHUI U
HapymeHul, OINMCAHHHX B OaHHOM IOOKYyMeHTe, B BUIe MOHOTepaluM WM
B KOMOMHMPOBAHHOM TepaluM, HaIpyMep, CO CcTaHIapToM yxXoIa WMIM C
nccJenyeMueMmI JIeKapCTBeHHLEMN cpeIcTBaMmu 0JIs JleueHus TaKMUx
zaboJieBaHUM  U/MUIM  HapyIeHMUN. CrocoB®rl mOJg JeueHMSa  PaKoBOTO
3aboJieBaHMA BKJOYAT BBeOeHMe MaluuMeHTy, HyXIaoleMycsa B HeM,
20PEeKTUBHOTO KOJIMUeCTBa HalpaBJIEHHOT O Ha CDh48 KOHEBIOTaTa
aHTHUTeJIa-JIeKapCTBEeHHOTO CpeICcTBa HaCTOAmETO n3obpeTeHnd B
KOMOMHALMM C OOINOJIHUTEJIBHEM I[IPOTMBOPAKOBEIM CPEOCTBOM WM IPYyITUM
CPeICTBOM IJIA JIeUeHMS PaKoBOTO 3aboJIeBaHUA.

[0107] TurnoBoe CpencTBoO oJjidg KOMOMHUPOBAHHOM Tepanmmu
opencraBjigdeT cobon KapduiIsoMmd (HanpuMep KYPROLIS®) -
IPOTEACOMHEM MHIUOUTOP, MUCIOJbL3IYEeMHM IJIS JeueHMS MHOXeCTBeHHOM
MueJioMel (cM. Siegel DS et al. A phase 2 study of single-agent
carfilzomib (PX-171-003-A1) in patients with relapsed and
refractory multiple myeloma. Blood 2012; 120:2817-2825) .
KapouiasoMmu® MOXHO BBOIOUTL B BHUIEe BHYTPUBEHHOM (B/B) HUHOYy3MM. B
OODHOM BapMaHTe peajM3aluM un300peTeHrMsa kKapduiasoMmd BBOOAT B
KOMOMHUMPOBAHHOM  TepalMM C  HalOpaBJIeHHEM Ha CD48  KOHBIOIAaTOM
aHTHUTeJla-JIeKapCTBeHHOTO CpelcTBa IO »OaHHOMYy M300peTeHUD. B
OOTIOJIHUTEJIE HOM BapMaHTe peanmnsanmm n300peTeHn KapdouirsoMmod
BBOOAT B KOMOMHMPOBAHHOM TepalMM C KOHBROIAaTOM aHTHUTeja hMEMI102-

JJEKAPCTBEHHOI'O CpelCTBa IIO0O IOTaHHOMY MSO@peTeHMIO. B IOOIOJIHUTEJIEHOM
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BapuaHTe peanmnsanuum n300peTeHnd Kapdpuinsommod BBOLOAT B
KOMOVMHMpPOBaHHOM Tepanuu ¢ hMEM102-MDpr-PEG(12)-gluc-MMAE c 8-
KpaTHOM HaTrpy3KOM IO ITaHHOMY M300peTeHMD.

[0108] KapduinzoMm® TakXke MOXHO BBOIUTE B KOMOMHUPOBAHHOM
Tepaluu c HallpaBJIeHHBEIM Ha CDh48 KOHBOI'aTOM aHTUTeJa-
JIEKapCTBEHHOTO CpencTBa [0 IaHHOMY M300pPeTeHMI U IOIIOJIHUTEJILHEM
CpenoCTBOM. Kapdmiazommd KOMOMHMPOBAJIA C PasInYHEIMA
OOTOJIHUTEJILHEMY CPpeaCTBaMy IJId JieUeHMSa MHOXECTBEeHHOM MMeJIOMEH .
Hanpuwmep, KapouirzomMmd KOMOMHMPOBAaJINU C JIeHaAJIMOOMUIOM u
oexkcameTasoHoM (cMm. Stewart KA et al. Carfilzomib, lenalidomide,
and dexamethasone for relapsed multiple myeloma. N Engl J Med.
2015; 372:142-152). B oOHOHOM BapMaHTe pealn3aluM U300peTeHUd
KapbduazomMn® BBOOAT B KOMOMHMPOBAHHOM TepaluM C JeHaJIuIOMUIOM,
IexKCaMeTa30HOM ¥ HalpaBJieHHEM Ha (CD48 KOHBOITAaTOM aHTHUTeJa-—
JIeKapCTBEHHOTO CpelCcTBa II0 NaHHOMY M300peTeHMI. B IOMNOJIHUTEJILHOM
BapuaHTe peanmnsanuum n300peTeHn g Kapdpniazommod BBOLOAT B
KOMOVMHUMPOBAHHOM  Tepaluu C  JIeHaJIUOIOMMIOM, oeKcaMeTa30HOM U
KOHBOI'aTOM aHTuTejsla hMEM102-JjleKkapCTBEHHOTO CpenCcTBa I[I0 OaHHOMY
n300peTeHM. B IOONOJHUTEJEHOM BapMaHTe peaM3aluu W300peTeHUs
kapduiazomMm® BBOOAT B KOMOMHMPOBAHHOM TepalMM C JeHaJIUIOMUIOM,
nexcaMeTa3oHoM u  hMEM102-MDpr-PEG(12)-gluc-MMAE C 8-KpaTHOM
Harpy3KOoM IO IaHHOMYy M300peTeHMD.

[0109] KapduazoMmd Takxke KOMOMHUMPOBaJIM C IOeKcaMeTa30HOM
(cmM. Dimopoulos MD et al. Carfilzomib and dexamethasone versus
bortezomib and dexamethasone for patients with relapsed or
refractory multiple myeloma (ENDEAVOR): a randomised, phase 3,
open-label, multicentre study. Lancet Oncology 2016; 17:27-38).
B O»DHOM BapMaHTe peaju3alun mn300peTeHMd KapdmiasoMmd BBOOAT B
KOMOVHUPOBAHHOW TepalMM C IOeKCaMeTa30HOM U HalpaBJIeHHEM Ha CD48
KOHBOTaTOM AHTHTEeJa-JIeKapCTBEHHOTO cpencTBa 1o DaHHOMY
n300peTeHMiO. B IONOJHUTEJEHOM BapMaHTe pealr3aluy K300peTeHUus
KapbduiazomMnd BBOOAT B KOMOMHMPOBAHHOMW TepalMM C IOeKCaMeTa30HOM U
KOHBOTATOM aHTuUTeJla hMEM102-JIeKapCTBEHHOT'O CpPeNCcTBa IIO0 IOaHHOMY
n300peTeHM. B IOONOJHUTEJEHOM BapMaHTe peaM3alur W300peTeHUs
Kapduizomm® BBOOAT B KOMOMHMPOBAHHOM TepalMM C IOeKcaMeTa30HOM U

hMEM102-MDpr-PEG (12) —~gluc-MMAE ¢ 8-KpaTHOM HaIrpy3KOM IO ITaHHOMY
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M300pEeTeHUD.
[0110] KapoduiazoMmbd Takke KOMOMHUPOBaJIM C IIaHOBOMHOCTAaTOM

(cM. Berdeja JG et al. Phase I/II study of the combination of

panobinostat and carfilzomib in patients with
relapsed/refractory multiple myeloma. Haematologica 2015;
100:670-676) . B OIOHOM BapMUaHTe peanmusanmnm n300peTeHnd

Kapduiasommu® BBOOAT B KOMOMHMPOBAHHOM TepalMM C IIaHOOMHOCTATOM WM
HalopaBJIeHHEM Ha CD48 KOHBOIaTOM aHTUTeJla-JIeKapCTBeHHOT'O CpeIacTBa
10 JaHHOMY M300peTeHMI. B IONOJHUTEJBHOM BapMaHTe peajM3aluu
nz3obpeTeHrs Kapduiazomud BBOOAT B KOMOMHMPOBAHHOM Tepaluu C
[IaHOOMHOCTATOM WM  KOHBOI'AaTOM aHTuTejsa hMEM102-jiekapCTBEeHHOT'O
CpencTBa IO HJaHHOMY M300peTeHMKO. B  IOONOJHUTEJIBHOM BapMaHTe
peadu3zauuy  u30OpeTeHUI Kapdmasommd BBOIOAT B KOMOMHMPOBAHHOMU
TepalMu C HODaHoOmMHocTaToM ¥ hMEM102-MDpr-PEG(12)-gluc-MMAE c 8-
KpaTHOM HaTrpy3KOM IO ITaHHOMY M300peTeHUD.

KapounzoMn® KOMOMHMPOBAJM C IIOMaJMIOMMIOM UM IOeKCaMeTa30HOM
(cmM. Shah J et al. Carfilzomib, pomalidomide, and dexamethasone
(CPD) in patients with relapsed and/or refractory multiple
myeloma. Blood 2015; 126: 2284-2290) . B OOHOM  BapMaHTe
peanmzauuy muzobpeTeHUAa Kapdmiaszommbd BBOIOAT B KOMOMHMPOBAHHOMU
TepaluMy C I[IOMaJMIOOMMIOM, HOEeKCaMeTa30HOM M HalpaBJIeHHBEM Ha CD48
KOHTBII'aTOM AHTUTEeJIa-JIeKapCTBEHHOTO CpenocTea 1o OaHHOMY
nz3obpeTeHMin. B IOOMNOJHUTEJLHOM BapMaHTe pealu3aluM u300peTeHUsd
Kapduazommu® BBOOAT B KOMOMHMPOBAHHOM TepalMM C IIOMaJMIOMUIOM,
oeKcaMeTa30HOM U  KOHBOI'aToOM aHTuTejsa hMEM102-jiekapCTBEeHHOTO
CpeIcTBa IO HaHHOMY M300peTeHMO. B  IOONOJHUTEJIBHOM BapMaHTe
peadu3zaluuy  u300peTeHUI Kapduiasommud BBOOAT B KOMOMHMPOBAHHOM
TepalMy C [IOMaJUIOMUIOM, JIeKcamMeTaszoHoM ¥ hMEM102-MDpr-PEG(12) -
gluc-MMAE C 8-KpaTHOM Harpy3KOWM IO HaHHOMY WU300pEeTeHM .

[0111] Ipyroe THUIIOBOE CPeICTBO OJIA KOMOMHMPOBAHHOM Tepaluu
IpencTaBjigeT cobon oaparyMyMad (HallpuMep DARZALEX™) -
MOHOKJIOHAJIbLHOE AHTUTEJIO yeJIOBEKa, KOTOpoOe CBA3HEBAET CD38
(IJIMKONPOTEerH, Ha BHCOKOM YPOBHEe BKCIPEeCCHUPYeMBM Ha KJIeTKax
MHOXECTBEeHHOM MMeJIOMH) . [JapaTyMyMa® MOXHO BBOIOMTL IIallMeHTaM
IyTeM BHYTPUBEHHOM MHOQY3UM IOJI4 JiedeHUSI MHOXEeCTBEHHOM MMeJIOME

(cM. Lokhorst HM et al. Targeting CD38 with daratumumab
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monotherapy in multiple myeloma. N FEngl J Med 2015; 373:1207-
1219). B omHOM BapmMaHTe peaM3aumMy U300peTeHUsa mapaTyMyMad
BBOIOAT B KOMOMHMPOBAHHOM  TepalMM C  HalpaBJIeHHEIM Ha  CD48
KOHBIOTaTOM AHTUTEeJIa-JIeKapCTBEHHOTO cpencTea 1o OaHHOMY
n300peTeHU. B IOONOJHUTEJIEHOM BapraHTe pealu3aluM U300peTeHUd
napaTymMymMad BBOOAT B KOMOMHMPOBAHHOM  TepaluMM C  KOHBIOTATOM
aHTUTeJla hMEMI102-jlekapCTBEHHOTO CpPelCTBa IO IOaHHOMYy M300peTeHM.
B IOONOJHUTEJBHOM BapMaHTe pealu3aluMy u300peTeHusa JapaTyMyMad
BBOOAT B KOMOMHMPOBaHHOM Tepanumu ¢ hMEM102-MDpr-PEG(12)-gluc-
MMAE c 8-KpaTHOM HaTpPy3KOoM IO OaHHOMY M300peTeHMUo.

[0112] HapaTtymyMa® Takxe MOXHO BBOIOMTL B KOMOMHMPOBAHHOM
Tepanuu c HallpaBJIEHHBIM Ha CD48 KOHTBIOTaTOM aHTUTeJIa-
JIEKApPCTBEHHOTO CpPeICcTBa I[I0 IOaHHOMY M300peTeHMIK M OOIMOJIHUTEJIbHEM
CPpenoCTBOM. HDapaTtymyMatd KOMOMHUPOBAJU c paszJIMUHEMA
OOINOJIHUTEJLHEMM CPeOCcTBaMKy OJIS JiedeHMS MHOXEeCTBEHHOM MMEeJIOMH .
Hanpuwmep, ODapaTyMyMad KOMOMHUPOBAJU C fopTes3oMMOOM u
JeHaquooMunoM (cM. Phipps C et al. Daratumumab and its potential
in the treatment of multiple myeloma: overview of the
preclinical and clinical development. Ther Adv Hematol 2015;
©6:120-127). B OOHOM BapMaHTe peajMuz3aluu MU300peTeHUd OapaTyMyMad
BBOOAT B KOMOMHMPOBAHHOW Tepaluu c BopTesoMuOOoM, JEeHaJIUIOMUIOM U
HalopabBJIeHHEM Ha CD48 KOHBII'aTOM aHTHUTeJla-JIeKapCTBEHHOT'O CpencTBa
10 JaHHOMY M300peTeHMI. B IONOJHUTEJLHOM BapMaHTe peajM3aluu
nzobpeTeHus mapaTyMymMa® BBOIOAT B KOMOMHMPOBAHHOM  Tepanuu C
fopTe3zoMmubOOM, JIeHaJIMIOMUIOM U KOHBIOI'aTOM aHTUTeJa hMEM102-
JIEKapPCTBEHHOTO CpencTBa II0 OaHHOMYy M300peTeHMIO. B OOMNOJHUTEJIBHOM
BapuaHTe peann3alumum n3006peTeHns napaTyMyMad BBOIOAT B
KOMOMHUPOBAHHOM Tepaluu c OopTe3oMuOOM, JeHalumoMuIoM M hMEM102-
MDpr-PEG (12) —~gluc-MMAE C 8-xpaTHOMU HaTpy3KOoM 1o OAaHHOMY
N300pEeTEeHUD.

[0113] [HapaTtyMmyMad® Takxe KoOMOMHUMpPORBaJIM C ©OopTe3oMuMOOM U
IoexaMeTas0HOM (cM. Phipps C et al.). B OOHOM BapMaHTe pealM3aluM
nzobpeTeHrs OapaTyMyMa® BBOOAT B KOMOMHUMPOBAHHOWM Tepanmuu C
topTezoMnubOOM, HOeKCaMeTa30HOM M HalpaBJIEHHHM Ha CD48 KOHBOI'aTOM
aHTUTeJIa-JIEKAaPCTBEHHOT'O CpencTBa IO JaHHOMY M300peTeHUo. B

OJOIIOJIHMTEJIEHOM BaplMaHTe peayimsallnm MBO@peTeHMH napaTyMyMaG
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BBOOAT B KOMOMHMPOBAHHOM Tepaluu C 0OopTes3oMMOOM, OeKCaMeTa30HOM
¥ KOHBOIaToM aHTuTejla hMEM102-JleKkapCTBEHHOT'O CpencTBa I10 JaHHOMY
M300peTeHr . B OONOJHUTEJIBHOM EBapMaHTe peajiM3aluM KN300peTeHnd
napaTyMyMa® BBOOAT B KOMOMHMPOBAHHOW Tepaluu C OopTe30MUOOM,
nexcaMeTa3oHoM u  hMEM102-MDpr-PEG(12)-gluc-MMAE C 8-KpaTHOM
Harpy3KOoM IO IaHHOMYy M300peTeHMD.

[114] IpyTroe THUIIOBOE CPeACTBO OJa KOMOMHMPOBAHHOM Tepaluu
npencTarjigeT cobBom 3JI0TYy3yMad (HanpuMep EMPLICITI™) -
MOHOKJIOHAJILHOE aHTUTeJIO UYeJlIoBeKa, KOoTopoe cCceAs3eBaeT CD319 wiwm
CUTHaJILHYID MOJIEKYJY JuMbouMTapHOW akTuBaumuu F7 (SLAMFE7), Mapkep
3JIOKAUECTBEHHHX KJIETOK MHOXECTBEHHOW MMEJIOMH) . 3JI0TYy3yMad MOXHO
BBOOUTH nauyeHTaM IIyTeM BHYTPMBEHHOW  MHOQY3MM  OJIA  JIedeHUSd
MHOXECTBEeHHOM  MMEeJIOMEH (cm. Zzonder JA et al. A phase 1,
multicenter, open-label, dose escalation study of elotuzumab in
patients with advanced multiple myeloma. Blood 2012; 120: 552-
559)). B omOHOM BapMaHTe pealM3aluMv M300peTeHMd 2JIO0TYy3yMad BBOIAT
B KOMOMHMPOBAHHOM TepalMy C HalpaBJeHHEM Ha CD48 KOHBOIaTOM
aHTUTeJla—-JIeKapCTBEeHHOT'O  CpencTBa [0 HaHHOMYy  M300peTeHUD. B
OOIIOJIHUTEJIEHOM BapMaHTe pealn3aluy M300peTeHMA BJOoTy3yMad BBOOAT
B KOMOVHUPOBaHHON Tepalnu C KOHBIOT'aTOM aHTuTeja hMEM102-
JIEKAPCTBEHHOTO CpencTBa II0 OaHHOMY M300pPeTeHMIK. B HOONOJHUTEJIEHOM
BapuaHTe peanmszanmnmn n300peTeHnA BII0TYy3yMab BBOOAT B
KOMOVMHUPOBAHHOW Tepanuu ¢ hMEM102-MDpr-PEG(12)-gluc-MMAE c 8-
KpaTHOM HaTpy3KOM 10 ITaHHOMYy M300peTeHM.

[0115] OSJorysyMad Takxe MOXHO BBOIUTL B KOMOMHMPOBAHHOM
Tepanuu c HalpaBJIeHHEM Ha CDh48 KOHBII'aTOM aHTUTEeJa-
JIEKAPCTBEHHOTO CpelcTeBa 10 JaHHOMY M300pPEeTeHMI UM HOOIIOJIHUTEJIbLHEM
CPeICTBOM. J3JI0OTy3yMad KOMOMHMPOBAJM C PAa3JMYHEMY OOIIOJIHUTEJIEHEMM
CpeIcTBaMmn 0JId JleueHms MHOXECTBEeHHOM MM EJIOMEL . Hanpumep,
BJIOTYy3yMad KOMOMHMPOBAJNM C JIeHaJMOOMMIOM M IeKcaMeTa30HOM (CM.
Lonial S et al. Elotuzumab therapy for relapsed or refractory
multiple myeloma. N Engl J Med 2015; 373:621-631). B oOHOM
BapuaHTe peanmzalunmn n300peTeHn BII0TYy3yMab BBOOAT B
KOMOVHUPOBaHHOM Tepalnumn C  JIeHaJIMIOOMMIOM, OeKcaMeTas30HOM U
HalpabJIeHHEM Ha CD48 KOHBOIaTOM aHTUTeJla-JIEeKapCTBEHHOT'O CpencTBa

IO OaHHOMYy WM300peTeHUD. B DOOHNOJHMUTEJIEHOM BapMaHTe peajM3alnn
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n300peTeHUda 2JI0TYy3yMad BBOOAT B KOMOMHMPOBAHHOM  Tepaluu C
JIeHaAJIUOOMUIOM, IeKcaMeTa30HOM M KOHBOIaTOM aHTuTeJsla hMEM102-
JIEKAPCTBEHHOTO CpPenCcTBa I[I0 OaHHOMY WM300pPeTeHMI. B HOONOJIHUTEJILEHOM
BapuaHTe peanmszanmnmn n300peTeHNnd BII0TYy3yMab BBOOAT B
KOMOMHUPOBAHHOM  TepaluM C  JIeHaJIuIOMMIOM, OeKcaMeTas0HOM U
hMEM102-MDpr-PEG (12) -gluc-MMAE ¢ 8-KpaTHOM HaIPy3KOM IO HOaHHOMY
N300peTeHU.

[0116] HOpyTroe THIOBOE CPenNCcTBO IJa KOMOMHUPOBAHHOW Tepaluu

IpencraBjigeT cobon JIeHaJIMIOOMULI (HanipuMep REVLIMID®) -
VMMYHOMOIIYJIMpYyKllee CpenNcTBO, IaBaeMoe IlallMeHTaM IJa JieueHUusd
MHOXeCTBeHHOM MMeJioMel (cMm. Richardson PG, A randomized phase 2
study of lenalidomide therapy for patients with relapsed or
relapsed and refractory multiple myeloma. Bliood 2006, 108: 3458-
3464) . JleHaluMIoMMI MOXeT OBTbL VYIIAKOBaH B BMIe KaICYJH, IIMJIIOJIN
i TabjleTkM OJIS  IepopalibHOTO  BBeIeHMsA. B OOHOM BapMaHTe
peammMzauuM M300peTeHMA JIeHAJIUIOMMI BBOOSAT B KOMOMHUMPOBAaHHOM
Tepannuu c HalpaBJIeHHEM Ha CDh48 KOHBOTaTOM aHTUTEeJa—
JIEKapCTBEHHOTO CpPenCcTBa II0 IaHHOMY WM300peTeHMI. B IONOJIHUTEJILHOM
BapraHTe peanuzauuu n300peTeHnud JIeHaJIMOOMUI BBOLAT B
KOMOVHUPOBaHHOM Tepalnn C KOHBIOI'aTOM aHTUTeJa hMEM102-
JIEKapCTBEHHOTO CpencTBa 10 INaHHOMYy WU300peTeHMI. B IONOJIHUTEJILEHOM
BapraHTe peanmnzaumun n300peTeHnud JIeHaJIMOOMUT BBOIAT B
KOMOVMHUPOBAHHOW Tepanuu ¢ hMEM102-MDpr-PEG(12)-gluc-MMAE c 8-
KpaTHOM HaTpy3KOM 10 ITaHHOMY M300peTeHM.

[0117] JleHamumoMMI TakKXe MOXHO BBOIUTHL B KOMOMHUPOBAHHOM
Tepanuu c HalnpaBJIeHHEM Ha CDh48 KOHBOTaTOM aHTUTEeJa—
JIeKapCTBEHHOTO CpenNcTBa I[I0 IaHHOMY M300peTeHMVI ¥ IOIIOJIHUTEJILHEM
CPenCTBOM. JleHamMooMuUn KOMOUHUPOBAJIA C pas3JIMYHEIMA
OOTIOJIHUTEJILHEMY CPelNCTRBaMM, KOTOPHEe JiedaT MHOXeCTBEHHYK MUeJIOMY .
Hamopuwmep, JIeHaJIMIOOMNUI KOMOMHUPOBAJIA C fopTes30MUIOM 7
IeKcaMeTas30HOM (cwMm. Richardson PG et al. Lenalidomide,
bortezomib, and dexamethasone combination therapy 1in patients
with newly diagnosed multiple myeloma. Blood 2010; 116:679-686).
B ozZHOM BRapMaHTe pealM3aluy WU300peTeHUA JeHaIUIOMUI BBOLAT B

KOMOVHUPOBaHHOM Tepalnuu C SopTesoMmuOOM, OIexkcaMeTas30HOM 17
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HallpabBJIeHHEM Ha CD48 KOHBOIaTOM aHTUTeJla-JIeKapCTBEHHOT'O CpencTBa
[I0 OaAaHHOMYy M300peTeHMI. B HOOIOJHUTEJIEHOM BapMaHTe peaju3alun
n300peTeHUsa JeHaJMIOMMI BBOOAT B KOMOMHUMPOBAHHOWM Tepamuu C
opTeszoMmuOOM, IOeKcaMeTa30HOM ¥ KOHBOI'aTOM aHTuTeja hMEM102-
JIEKAPCTBEHHOTO CpencTBa I[I0 OaHHOMY M300pPeTeHMI. B OONOJIHUTEJIbEHOM
BapuaHTe peanmszalumnmn n300peTeHnd JIeHaJIMIOOMUL BBOIOAT B
KOMOVHUPOBAHHOM Tepallun C fopTesoMmubOM, oexcaMeTa30HOM u
hMEM102-MDpr-PEG (12) —~gluc-MMAE c 8-KpaTHOM HaTrpy3KOoM IO IaHHOMY
N300peTeHU.

[0118] JleHamuooMMI TakXe KOMOMHMpPOBAJIM C KapduiasoMmuboM U
nexkcaMeTaszoHoM (cm. Stewart KA et al.). B O©OIZHOM BapMuaHTe
peanmmuszauuM M300peTeHMA JIeHAJIUIOMMI BBOOAT B KOMOMHUPOBAaHHOM
TepalMM C KapduiazoMmboM, OeKCaMeTa30HOM U HallpaBJIeHHEM Ha CD48
KOHEBII'aTOM aHTUTEJIa—JIeKapCTBEHHOTO CpeICTBa 1o OaHHOMY
N300peTeHN . B I[OONOJHUTEJIEHOM EBapMaHTe pealiM3aluy Kn300peTeHUd
JeHaIuaoMMI BBOOAT B KOMOMHMPOBAHHOM TepaluM C KapduiazommdoMm,
OeKcaMeTa30HOM W  KOHEBOI'aToOM aHTuTejsa hMEM102-jieKapCTBEeHHOT'O
CpeICTBa [0 JOaHHOMY M300peTeHMI. B  OONOJHUTEJIEHOM BapMaHTe
peammzauuM M300peTeHMd JIeHaJIUIOMMI BBOOAT B KOMOMHUMPOBAaHHOMU
TepalMu C KapdouisomMmbOoM, OekcamMeTaszoHoM ¥ hMEM102-MDpr-PEG(12) -
gluc-MMAE c 8-KpaTHOM HaTrpy3KOM IO HaHHOMY M300peTeHMD.

[119] JleHammupooMMI TakKxe KOMOMHMPORAJM C HOapaTyMyMaboM U
BoprezoMmboMm (cMm. Phipps C et al.). B omoHOM BapMaHTe pealu3aluM
n30bpeTeHrs JeHaJIMIOMUI BBOIOAT B KOMOMHMPOBAHHOM Tepalumu C
oDapatyMyMatoM, OopTe3oMMOOM WM HalpaBJIeHHEM Ha CD48 KOHBOI'ATOM
aHTHUTeJla-JIeKapCTBEeHHOT'O  CpencTBa [0 HaHHOMYy  M300peTeHUuD. B
OOIIOJIHUT EJIEHOM BapuaHTe peaam3alumm n300peTeHnd JIeHaJIMOOMML
BBOIAT B KOMOMHMPOBAHHOM TepaluM C IapaTyMyMaboM, OopTe3oMuOOM U
KOHBOTATOM aHTUTeJla hMEM102-JIeKkapCTBEHHOT'O CpPeICTBa IO IOaHHOMY
N300peTeHN. B [OONOJHUTEJIEHOM EBapMaHTe peajiM3aluyr KnN300peTeHUd
JeHalIuaoMMI BBOOAT B KOMOMHMPOBAHHOM TepalMM C »OapaTyMyMadoM,
fopTeszoMmuOOM u hMEM102-MDpr-PEG(12) —gluc-MMAE C 8-KpaTHOM
HaTpy3KOM IO HaHHOMY M300peTeHMUo.

[0120] JleHanmumoMMI TakKXe KOMOMHMpPOBAJM C BJOTy3yMaboM U
nexcaMeTas3oHOoM (cMmM. Lonial S et al. Elotuzumab therapy for

relapsed or refractory multiple myeloma. N FEngl J Med 2015;
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373:621-631). B OIOHOM BapMaHTe peannsanmnm n3o0peTeHud
JeHaIMOoOMMI BBOOAT B KOMOMHMPOBAHHOM TepaluM C BJOoTy3yMadoMm,
OeKcaMeTa30HOM M HallpaBJIeHHEM Ha CD48 KOHBOI'aTOM aHTUTeJla-—
JIEKAPCTBEHHOT'O CpPenCcTBa II0 OaHHOMY M300pPeTeHMI. B HOONOJIHUTEJILEHOM
BapuaHTe peanmszalumnmn n300peTeHnd JIEHAJIMIOIOMNI BBOLAT B
KOMOMHUPOBAaHHOM Tepalnmn C BJI0TYy3yMaboM, OeKcaMeTas0HOM WU
KOHBIOTATOM aHTUTeJla hMEM102-jJekapCTBEHHOTO CpelcTBa I[I0 TaHHOMY
n300peTeHr. B OONOJHUTEJIEHOM BapMaHTe pealiM3aluM K300peTeHUd
JeHalIuaoMMI BBOOAT B KOMOMHMPOBAHHOM TepaluMM C BJO0Ty3yMadoM,
nexkcaMeTazoHoM u  hMEM102-MDpr-PEG (12) -gluc-MMAE c 8-KpaTHOM
HaTpy3KOM MO OaHHOMY M300peTeHMo.

[0121] HOpyToe THUIOBOE CPeNCTBO IJa KOMOMHUPOBAHHOW Tepaluu
npencrapiasgeT cobon OGopTezommb® (HanpuMmep VELCADE®) - mpoTeaCOMHHM
MHTUOUTOP, IaBaeMHlM HallMeHTaM »OJIA JeUYeHMsS MHOXeCTBEHHOW MMEJIOMH
M MaHTUMHOKJIETOUHOM MMeJIOMH (cM. Richardson PG, A randomized
phase 2 study of lenalidomide therapy for patients with relapsed
or relapsed and refractory multiple myeloma. N Engl J Med 2003;
348:2609-2617) . BopTes3oMuO MOXHO BBOIUTL IIallMeHTaM IIOCPEeNCTBOM
BHYTPUBEHHOM MHBEKUIMM. B OZHOM BapMaHTe pealus3aluy U300peTeHUd
BopTeszoMmO BBOOAT B KOMOMHUMPOBAHHOM TepalMM C HallpaBJIeHHBIM Ha
CD48 KOHBOTATOM aHTUTeJIa-JIeKapCTBEHHOTO CpencTBa [0 ITaHHOMY
n300peTeHr . B [OONOJHUTEJIBHOM BapMaHTe peajM3aluM Un300peTeHnd
BopTesoMm® BBOOAT B  KOMOMHMPOBAHHOM  TepaluMM C  KOHBOI'aTOM
anTuTeJsia hMEM102-JjlekapCTBEHHOT'O CpPenOCTBa II0 OaHHOMYy M300pPeTEeHMD.
B OOHNOJIHUTEJILHOM BapMaHTe peajMzalumu uU300peTeHMAa OopTesoMud
BBOOAT B KOMOMHMPOBaHHOM Tepanum ¢ hMEM102-MDpr-PEG(12)-gluc-
MMAE ¢ 8-KpaTHOM HaTpPy3KOM IO OaHHOMY M300peTeHMUo.

[0122] BopTeszoMud Takxe MOXHO BBOIMTL B KOMOMHMPOBAHHOM
Tepanuu c HallpaBJIEHHEIM Ha CDh48 KOHBIOI'aTOM aHTUTEeJa-
JIEKAPCTBEHHOT'O CpelcTeBa I[I0 IaHHOMY M300peTeHMI UM HOOIIOJIHUTEJIEHEM
CpeICTBOM. BopTesoMm® KOMOMHMPOBAJM C PA3JIMUYHEMY OOIIOJIHUTEJIEHEMM
CpeICcTBaMmn oJid JleueHma MHOXECTBEHHON MUEJIOMEL . Hanpumep,
fopTeszoMMO KOMOMHMPOBaJM C TaJlMOIOMMIOM M OeKcaMeTa30HOM (CM.
Kapoor P et al. Bortezomib combination therapy in multiple

myeloma. Semin Hematol 2012; 3:228-242). B OOHOM BapMaHTe
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peanmsaluunu  MU300peTeHUd oopTesoMmud BBOOAT B KOMOMHUPOBAaHHOM
TepalMy C TaluIOMMUIOM, IeKcCaMeTa30HOM M HallpaBJIeHHEM Ha CD48
KOHBIOI'aTOM AHTUTEJIa-JIeKapCTBEHHOTO cpencTea 1o OaHHOMY
n300peTeHUw. B IOONOJHUTEJIEHOM BapMaHTe pealu3alumM U300peTeHUsd
BopTresoMmu® BBOIOSAT B KOMOMHMPOBAHHOM TepanMy C  TaJuIOMUIOM,
oexcaMeTa30HOM ¥  KOHBOIaToM aHTuTesla hMEM102-jekapCTBEeHHOTO
cCpencTBa IO HJaHHOMY M300peTeHMIO. B IOONOJHUTEJIBHOM BapMaHTe
peanmszalun  U300peTeHUd oopTre3zoMmd BBOOAT B KOMOUMHUPOBAHHOM
TepalMM C TaJdMUMOIOMUIOOM, IeKcamMeTasoHoM ¥ hMEM102-MDpr-PEG(12) -
gluc-MMAE c 8-KpaTHOM HaTrpy3KOM IO HaHHOMY WU300pEeTeHM .

Boprezomub TakKxe KOMOMHMPOBaJIM C IeKCaMeTa30HOM,
TaJIMIOMMUIOM, LUMCILJIaTUHOM, IOKCOPYOUMLIMHOM, uukJodpochaMmumoM U
sTonosuaomM (cm. Kapoor P et al.). B oIOHOM BapMaHTe pealM3aluM
nz3obpeTenus OopTe3omMubd BBOOAT B  KOMOMHMPOBAHHOM  Tepaluu C
IeKCaMeTas30HOM, TaJIMIOMIIIOM, LUMCILJIaTUHOM, IOKCOPYOMIIMHOM,
HuKJopochaMmMmoM, BTOMIO3MIOM WM HalpaBJIeHHEM Ha CD48 KOHBOI'ATOM
aHTUTeJIa—-JIEKAaPpCTBEHHOT'O CpencTBa IO JaHHOMY  M300peTeHUu. B
OOIIOJIHMTEJIbHOM BapMaHTe peajM3aluu M300peTeHMd OopTe30MMO BBOOAT
B KOMOMHUPOBAHHOM Tepallu c OeKCcaMeTa30HOoM, TaJIMIOMUIOM,
LVCIIJIaTUHOM, OOKCOPYOULMHOM, umrJgopochamMmmooM, STOIIO3UIOM u
KOHBIOTATOM aHTuTesa hMEM102-j1eKapCTBEHHOT'O CpeICTBa I[I0 OaHHOMY
n300peTeHUw. B IOONOJHUTEJEHOM BapraHTe pealu3aluM U300peTeHUd
BoprTeszoMud® BBOOSAT B KOMOMHMPOBAHHOM TepalluM C OeKcaMeTa30HOM,
TaJUIOMUIOM, LMCILJIaTMHOM, OOKCOPYOULIMHOM, LHMrJIopochaM1IoM,
STOINOBUIOM u hMEM102-MDpr-PEG (12) —~gluc-MMAE c 8-KpaTHOM
HAaTpPy3KOM IO OaHHOMY M300peTeHMo.

[0123] Boprezomub TakXxe KOMOMHMPOBAJIM C »OapaTyMyMad®boM U
JeHamuooMunoom (cMm. Phipps C et al.). B oOHOM BapMaHTe pealM3alluM
nz3obperTenus OopTe3zomMubd BBOOAT B  KOMOMHMPOBAHHOM  Tepaluu C
napaTyMyMaOoM, JIEHaJIUMIOMUIOM WM HalpaBJIeHHEIM Ha CD48 KOHBOI'aTOM
aHTUTEeJIa-JIEKAaPCTBEHHOTO CpencTBa IO ITaHHOMY M300peTeHUuo. B
OOIOJIHMTEJIbHOM BapMaHTe peaJM3aluu M300peTeHMa OopTe30oMMO BBOIOAT
B  KOMOMHMPOBAHHOM TepaluM C JapaTyMymMad®oM, JIeHaJUOIOMMIOM WU
KOHBOTAaTOM aHTuUTeJia hMEM102-JIeKkapCTBEHHOT'O CpPelCcTBa II0 IOaHHOMY
n300peTeHUr. B IOONOJIHUTEJEHOM BapMaHTe pealrn3alumM U300peTeHUsd

BopTesoMmO BBOOAT B KOMOMHMPOBAHHOM Tepaluy C »apaTyMyMadoM,
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JIEHAJIMIOOMUIOM u hMEM102-MDpr-PEG(12) —gluc-MMAE C 8-KpaTHOM
HaTrpy3KOM IO OaHHOMY M300peTeHM.

[0124] BoprezoMub TakXe KOMOMHMPOBAaIM C JIEHAJIUIOMUIOM U
nexcaMeTa30oHOM (cMm. Richardson PG et al. 2010). B oOHOM BapMaHTe
peanuzauum us300peTeHMs OopTes3oMuMd BBOOAT B KOMOMHUPOBAHHOM
Tepaluy C JIeHaJMOOMMIOM, HOEeKCcaMeTa30HOM M HalpaBJIeHHEM Ha CD48
KOHBIOTaTOM AHTUTEeJIa-JIeKapCTBEeHHOTO cpeIncTrBa 1o OaHHOMY
nz3obpeTeHMin. B IOOMNOJHUTEJBHOM BapMaHTe pealn3aluM U300peTeHUs
BbopTeszoMu® BBOOAT B KOMOMHMPOBAHHOM TepalMM C JIeHaJIMIOMUIOM,
oeKcaMeTa30HOM W  KOHBOI'aToOM aHTuTejsa hMEM102-jiekapCTBEeHHOTO
CpencTBa IO HJaHHOMY M300peTeHMO. B IOONOJHUTEJIBHOM BapMaHTe
peanmsalnuu  U300peTeHUd oopTeszoMud  BBOOAT B KOMOMHUPOBAHHOM
TepalMy C JIEHaJIUIOMUIOM, JIeKcamMeTaszoHoM ¥ hMEM102-MDpr-PEG(12) -
gluc-MMAE c 8-KpaTHOM Harpy3KOWM IO HaHHOMY WM300pPEeTeHMO.

[0125] BoprezoMmb Takxe KOMOMHMPOBAaJM C IIaHOOMHOCTATOM U
nexcaMeTasoHoM (cM. Richardson P et al. PANORAMA 2: panobinostat
in combination with bortezomib and dexamethasone in patients
with relapsed and bortezomib-refractory myeloma. Blood 2013;
122:2331-2337) . B OIOHOM BapuaHTe peanmsanmum n300peTeHmnd
BbopTezoMn® BBOOAT B KOMOMHMPOBAHHOMW TepaluMM C I[IaHOOMHOCTATOM,
OIeKcaMeTa30HOM M HallpaBJIeHHHM Ha CD48 KOHBOIaTOM aHTUTeJla—
JIEKapCTBEHHOT'O CpencTBa I[I0 OaHHOMYy M300peTeHMI. B HOONOJIHUTEJIbEHOM
BapuaHTe peann3alumumn n3o0bpeTeHms BopTezoMmbd BBOIOAT B
KOMOMHUPOBAHHOM  Tepaluu C  IIaHOOMHOCTAaTOM, IeKCcaMeTas0HOM U
KOHBIOTATOM aHTUTeJla hMEM102-JJeKkapCTBEHHOTO CpelcTBa IO OaHHOMY
n3o0bpeTeHU. B IOMNOJHUTEJBHOM BapMaHTe pealr3alluM U300peTeHUd
BopTeszoMr® BBOOAT B KOMOMHMPOBAHHOM TepaluMM C I[IaHOOMHOCTATOM,
DexkcaMeTaszoHoM u  hMEM102-MDpr-PEG (12) -gluc-MMAE c 8-KpaTHOM
HaTpPy3KOM IO OaHHOMY M300peTeHMD.

[0126] HOpyToe THUIOBOE CPeNCTBO IJd KOMOMHUPOBAHHOW Tepaluu

npencTaejgaeT cobomn OeKcaMeTasoH (HanpuMep DECADRON®) -
TJIDKOKOPTUKOCTEPOUTT, VICIIOJIb 3Y € MBI nJis JIeUeHn PaxKoBOTO
3ab0oJIeBaHU A (BRJIOUAKIETO  MHOXECTBEHHYK  MMeJIOMY, JeuKeMmin U

J'H/IM(]_)OMV) ’ BOCIIaJIEHNA, aﬂﬂepI‘Mﬁ " TOMHOTEI. IexcamMeTasOH MOXHO

BBOIOUTL B BHUIe TabJIeTKH, IMUTIOJIM - VMIJIM  KallCYJIEL IOJIA I1epPOpaJIBHOI'O
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BBeleHUsd, WJIM BHYTPMBEeHHOM MHOy3MelM. B OIHOM BapMaHTe peasM3alliu
n300peTeHrsa IeKcaMeTa30H BBOOAT B KOMOMHMPOBAHHOM Tepanuu C
HaopaBJIeHHEM Ha CD48 KOHBIIAaTOM aHTHUTeJa-JIeKapCTBEHHOTO CpelcTBa
10 O»OaHHOMY M300peTeHMIO. B OONOJHMUTEJBLHOM BapMaHTe peau3alliu
nzofbpeTeHUa IeKcaMeTasO0H BBOOAT B KOMOMHMPOBAHHOW Tepanuu C
KOHBIOTATOM aHTuTesa hMEM102-j1eKapCTBEHHOT'O CpPeICTBa I[I0 OaHHOMY
nzobpeTeHrio. B IOMNOJHUTEJILHOM BapMaHTe peaJiM3aluM U300peTeHus
IexcaMeTa30H BBOIOAT B KOMOMHUMPOBAaHHOW Tepanuu Cc hMEM102-MDpr-
PEG(12) -gluc-MMAE ¢ 8-KpaTHOM HATPYy3KOM II0 HOaHHOMYy M300peTeHUO.
IODexkcaMeTas0H TakXe MOXHO BBOIUTL B KOMOMHMPOBAHHOM Tepaluu C
HaopaBJIeHHEM Ha CD48 KOHBIIAaTOM aHTHUTeJa-JekKapCTBEeHHOTO CcpeldcTBa
10 HaHHOMY M300peTeHMUI UM IOINOJIHMTEJILHBEIM CPpelCTBOM.

[0127] IOpyToe THUIOBOE CPeNCTBO IJa KOMOMHUPOBAHHOW Tepaluu

npencTarejgeT cobomn nmrigodpochamMmm (HanmpnMep CYTOXAN®) -
aJIKWUJIMpYyrle e CpelCTEO, MCIIOJIE3YeMoe 04 JleueHns PakKoBOIO
3ab0oJileBaHMA  (BRJIKUAKIEI'O CpelM [IPpOoYMX MHOXECTBEHHY MMeJIOMY,

OCTPYID MUEeJIOUMTAaPHYI JeVKkeMun, JduMboMy XODIKKMHA M HEXOIKKMHCKYIO
auMboMy, pPakK MOJIOUHOM XeJle3H M pak Jerkoro) . lumxkjobocdamMmn MOXHO
BBOOUTEL IIYTEM WMHBEKLUUM, MHOY3UM, B BUIOe TabJIeTKM, WU WU
KaricyJiel @OJIS IIepopalIbHOTO BBeIeHMS, WM MHBEKLUMEeV B MHIIY, B
OpKOIHYK  I[IOJIOCTE WMJIM B IIOJOCTH JIeTKOI'O. B OOHOM BapuaHTe
peanuzauumM muzodbpeTeHUd LUKJIopochaMuMa BBOOAT B KOMOMHUPOBAHHOM
Tepalnmu c HallpaBJIEHHEM Ha CD48 KOHBITaTOM aHTUTeJa-—
JIEKAPCTBEHHOTO CpPeICTBa II0 OaHHOMYy WM300peTeHMI. B HOONOJIHUTEJIEHOM
BapuaHTe peanmn3anunm n300peTeHnd HurIJIopoCchamMm BBOLOAT B
KOMOVHUPOBAHHOM Tepallun C KOHTBIOI'aTOM aHTUTeJIa hMEM102-
JIEKAPCTBEHHOTO CpelICcTBa II0 OaHHOMYy WM300peTeHMK. B HOOIOJIHUTEJIEHOM
BapuaHTe peaim3anunm n300peTeHn g nmurIopochamMmn BBOLOAT B
KOMOVMHUPOBaHHOM Tepanuu ¢ hMEM102-MDpr-PEG(12)-gluc-MMAE c 8-
KpaTHOM HaTrpy3KOM I[IO0 IOaHHOMY M300peTeHubo. [ukjJodbochaMmI TakKxke
MOXHO BBOIMTL B KOMOMHMPOBAHHOWM TepalMM C HalpaBJIeHHBEIM Ha CD48
KOHBIOT'aTOM AHTHUTEJa-JIeKapCTBEHHOTO CpeICTBa 1o OaHHOMY
M300pEeTEeHUI M OOIMOJIHUTEJIBHEM CPEeOCTEOM.

[0128] Ipyroe THUIIOBOE CpPeICTBO OJIA KOMOMHMPOBAHHOM Tepaluu

InpeocraBjiaeT cobon MeJipasiaH, alKuIMpykllee CpPencTBO, MCIOJb3yeMoe
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IOJIA JIEeUeHNA PaxKoBOIO 3aboJieraHuUA (BKJIOUAKIIETO MHOXECTBEHHYIO
MHeJIoOMy "M pak AVNYHUKA) . MendpanaH MOXHO BBOIUTH I1epopalJiIbHO, B
BUOe VMHBEKINN MJIin MHQY3UNA . B OIOHOM BapmmaHTe peajlimsallm

n300peTeHna  MeJjipajiaH BBOOAT B KOMOVHUPOBaHHOM Tepannmnu C
HanpapkJleHHEIM Ha CD48 KOHEBOIaTOM aHTUTeJa—-JIeKapCTBEHHOT'O CpelcTRBa
[I0 OAaHHOMYy M300peTeHMIO. B HOOIOJHMUTEJIEHOM BapMaHTe peaju3alun
nzobpeTeHns  MeJipallaH BBOIOAT B KOMOVHUPOBAHHOM Tepannmu c
KOHBIOTATOM aHTUTeJla hMEM102-jJeKkapCTBEHHOTO CpelcTBa I[I0 OaHHOMY
n300peTeHr. B IOONOJHUTEJIEHOM BapMaHTe pealiM3aluy K300peTeHUd
MenbaslaH BBOOSAT B  KOMOMHUMPOBAaHHOW  Tepamuu ¢  hMEM102-MDpr-
PEG(12) ~gluc-MMAE c 8-KpaTHOM HaTPy3KOM 10 OaHHOMY M300peTeHUO.

[0129] MendajaH TakXe MOXHO BBOIMUTL B KOMOMHMPOBAaHHOM
Tepallun C HallpaBJIEHHEIM Ha CDh48 KOHBIOI'aTOM aHTUTeJa-
JIEKAPCTBEHHOT'O CpelcTeBa I[I0 IaHHOMY M300peTeHMI M HOOIIOJIHUTEJIEHEM
CpPeLCTBOM.

[0130] HOpyTroe THUIOBOE CPeNCTBO IJi KOMOMHUPOBAHHOW Tepaluu

npencraBjigeT cobon [IOMaJIMOIOMUI (HallpuMep POMALYST®) -
MMMYHOMOIYJIMPYIIle e CpencTBoO, MCIIOJIb 3y eMoe nJjig JIeUeHN A
MHOXEeCTBEHHOM MMEJIOMH . [loMalMIOMMI MOXHO BBOIUTEL B BUIEe KallCYJIH,
OWJIIOJIM MM TabJIeTKM OJId [IepopalibHOTO BBeleHMA. B OOHOM BapMaHTe
peasMzauuu M300peTeHMa IIoMaJMIOMMUI BBOIAT B KOMOMHUPOBAHHOM
Tepalnmu C HallpaBJI€HHEIM Ha CDh48 KOHBIOTaTOM aHTUTEeJa-
JIEKapCTBEHHOTO CpencTBa 10 INaHHOMY MU300peTeHMI. B IONOJHUTEJILEHOM
BapraHTe peanmzaumum n306peTeHNnd rIoMaJiMooMNI BBOIOAT B
KOMOVHUPOBAHHOM Tepallun C KOHTBII'aTOM aHTUTeJIa hMEM102-
JIEKapCTBEHHOTO CPencTBa 10 OaHHOMY MU300peTeHMI. B IONOJHUTEJLEHOM
BapraHTe peanmzaumun n300peTeHnd IIoMaJIMogoOMNI BBOOAT B
KOMOVHUPOBaAHHOW Tepanuu ¢ hMEM102-MDpr-PEG(12)-gluc-MMAE c 8-
KpaTHOM HaTrpy3KOM IO ITaHHOMY M300peTeHUD.

[0131] TomMamuMmoMMI TakKXe MOXHO BBOIUTE B KOMOMHMPOBAHHOM
Tepallun C HallpaBJIEHHEIM Ha CDh48 KOHBIOI'aTOM aHTUTeJa-
JIEKapCTBEHHOTO CpencTBa I[IO0 IaHHOMY M300PEeTEeHMI U IOIIOJIHUTEJILHEM
CpeICTBOM. [NomManmmooMm I KOMOUMHUPOBAJIA C pas3JIMYHBEIMA
OOIOJIHUTEJILHEMY CPeOCTBaMy IOJid JIeUeHUMS MHOXECTBEeHHOM MMeJIOMEH.

[lomManmmupooMmn KOMOMHMpPOBAaJM C IekKcaMmMeTasoHOM (cM. Richardson P et
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al. Pomalidomide alone or in combination with  low-dose
dexamethasone 1in relapsed and refractory multiple myeloma: a
randomized phase 2 study. Blood 2014; 123:1826-1832). B oOHOM
BapraHTe peannzaumun nz300peTeHUd IoMaJIMOoOMUI BBOLAT B
KOMOMHUPOBAHHOM TepaluM C OeKcaMeTa30HOM M HallpaBJIeHHEIM Ha CD48
KOHBIOT'aTOM aHTUTeJIa-JIeKapCTBEeHHOT'O cpencrTea 10 OaHHOMY
nzobpeTeHMn. B IONOJHUTEJHLHOM BapMaHTe pealu3aluu Ku300peTeHUus
IoMaJIMOOMMI BBOOAT B KOMOMHMPOBAHHOM TepaluM C OeKcaMeTas30HOM U
KOHBIOTATOM aHTUTeJla hMEM102-JJeKapCTBEHHOTO CpelcTBa IO OaHHOMY
nzobpeTeHMnO. B IONOJHUTEJHEHOM BapMaHTe pealu3aluM K300peTeHUus
IoMaJMOOMMI BRBOOAT B KOMOMHMPOBAHHOM TepalluMM C OeKcaMeTas30HOM U
hMEM102-MDpr-PEG (12) -gluc-MMAE c 8-KpaTHOM HaTpy3KOoM [0 IaHHOMY
N300pEeTEeHUD.

[0132] MNoManmmuooMm KOMOMHUPOBAJU C KapduiasomMmdoM "
nexcaMeTasoHoM (cMm. Shah J et al. Carfilzomib, pomalidomide, and
dexamethasone (CPD) in patients with relapsed and/or refractory
multiple myeloma. Blood 2015; 126: 2284-2290). B oOIHOM RapMaHTe
peammMzauuM M300peTeHMA IIOMaJIMIOMMI BBOOAT B KOMOMHUMPOBAaHHOM
TepalMyu C KapduiizoMmuboM, HOeKCaMeTas30HOM M HallpabBJIeHHEM Ha CD48
KOHTBITaTOM aHTUTeJla-JIeKapCTBEeHHOTO cpencTea 1o OaHHOMY
n300peTeHM. B IOONOJHUTEJIEHOM BapMaHTe peajM3aluu MK300peTeHUs
IoMajMOOMMI BBOLOAT B KOMOMHMPOBAHHOM TepaluM C KapduisoMudoM,
oeKcaMeTa30HOM U  KOH&BOIaToM aHTuTesa hMEM102-jekapCTBeHHOTO
cpencTBa IO IOaHHOMY M300peTeHMI. B  HOOMNOJHMTEJILHOM BapMaHTe
peanmuzaluuM M300peTeHMS IIOMaJIMIOMMI BBOOAT B KOMOMHUPOBAHHOM
TepalMu C kKapduiazomMmbOoOM, IeKcamMeTaszoHoM ¥ hMEM102-MDpr-PEG(12) -
gluc-MMAE c 8-KpaTHOM Harpy3KOM IO OaHHOMY WU300pPEeTeHM .

[0133] OpyTroe THUIOBOE CPeNCTBO IJd KOMOMHUPOBAHHOW Tepaluu

npencrTaBiasgeT cobor maHobmHOCTAaT (HanpyMmep FARYDAK®) - wuHTUOUTOP
TMCTOHOBOM mHealleTuJiassl (HDAC), MCHOOJB3YEeMHM OJIg JIeUeHUS PakKoBOTO
3aboJiIeBaHMa (BKJOUAKMEIO MHOXeCTBEeHHYI MMeJioMy) (cm. Wolf JL et
al. A phase II study of oral panobinostat (LBH589) in adult
patients with advanced refractory multiple myeloma. ASH Annual
Meeting Abstracts, 2008). IlaHO®MHOCTAT MOXHO BBOOMUTL B BUIE

OWJIIOJIY, KaICYJIE MM TabJleTKU IJig I[IepopallIbHOT'O BBEIOEHIMA. B omHOoM
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BapMaHTe peanmzalunmn n300peTeHn nIaHoOMHOCTAT BBOLAT B
KOMOVMHMPOBAHHOM  TepaluMy C HalpaBJeHHEM Ha CD48  KOHBOIaTOM
aHTHTeJla—-JIeKapCTBEeHHOT'O CpencTBa I[I0 HOaHHOMy  M300peTeHMO. B
OOIIOJIHUTEJIBHOM  BapMaHTe  peajM3aluy M300peTeHMAa  [IaHOOMHOCTaT
BBOOAT B KOMOMHMPOBAHHOM TepallMM C KOHBOI'aTOM aHTUTeja hMEM102-
JIEKAPCTBEHHOTO CpencTBa II0 OAaHHOMY M300pPeTeHMI. B HOONOJHUTEJIBEHOM
BapraHTe peaamzalunu n3006peTeHnsd naHo®MHOCTAT BBOOAT B
KOMOVMHUPOBaAHHOW Tepamnuu ¢ hMEM102-MDpr-PEG(12)-gluc-MMAE c 8-
KpaTHOM HaTrpy3KOM 10 ITaHHOMY M300peTeHMO.

[0134] TIlaHOOMHOCTAT TakxXe MOXHO BBOOMUTE B KOMOMHUPOBAHHOM
Tepanuu c HalpaBJIeHHEM Ha CDh48 KOHBOTAaTOM aHTUTEeJa-
JIEKAPCTBEHHOT'O CpelcTBa 10 IaHHOMY M300pEeTeHMI ¥ OOIIOJIHUTEJIbLHEM
CPeICTBOM. [TanoBuHOCTAT KOMOUMHUPOBAJIU C pas3JIMYHEIMA
OOTIOJIHUTEJILHEMY CPeAOCTBaMy IOJId JIeUeHUMSa MHOXECTBEeHHOW MMeJIOMEH.
Hamopuwmep, aHOBUHOCTAT KOMOUMHUPOBAJIA C KapdmiszoMmudoM (cMm.
Berdeja JG et al.). B oOHOM BapMaHTe pealu3aluM U300peTeHUd
IaHOOMHOCTAT BBOOAT B KOMOMHMPOBAHHOM TepaluM C KapbduiasoMmboM u
HallpabBJIeHHEM Ha CD48 KOHBOIaTOM aHTUTeJla-JIeKapCTBEHHOT'O CpencTBa
[I0 OaHHOMYy M300peTeHMI. B HOOIOJHUTEJIBHOM BapMaHTe peaju3alun
n300peTeHMa IHaHOOMHOCTAT BBOOAT B KOMOMHUMPOBAHHOM Tepaluu C
KapomiasovmuboM U KOHBIOT'aTOM aHTUTeJIa hMEM102-JjlekKapCTBEHHOTO
CpeIncTBa [0 JOaHHOMY M300peTeHMIO. B  OONOJHMTEJIEHOM BapMaHTe
peanmuzaluumM M300peTeHMsa I[aHOOMHOCTAT BBOOAT B KOMOMHMPOBAHHOM
Tepanuu c kKapouiasovmboM u  hMEM102-MDpr-PEG(12)-gluc-MMAE c 8-
KpaTHOM HaTrpy3KOM 10 ITaHHOMY M300peTeHMO.

[TanoBuHOCTAT TaKXxe KOMOMHUPOBAJIA c BopTeszoMUOOM u
oexaMeTasoHOM (cMm. Richardson P et al. 2013). B oOHOM BapMaHTe
pealmMszaluM M300peTeHMsa [TaHOOMHOCTAT BBOOAT B KOMOMHMPOBAHHOM
Tepanmu C OopTeszoMmOOM, IOeKCaMeTa30HOM WM HalpaBJIeHHEM Ha CD48
KOHEBII'aTOM aHTUTEJIa—JIeKapPCTBEHHOTO CpeICTBa 1o OaHHOMY
n300peTeHN . B OONOJHUTEJIEHOM EBapMaHTe pealiM3alu KnN300peTeHUd
IaHOOMHOCTAT BBOIOAT B KOMOMHUPOBAHHOM Tepaluu C OopTe30MUOOM,
OeKcaMeTa30HOM W  KOHEBOI'aToOM aHTuTejsa hMEM102-jieKapCTBEeHHOTO
CpeICTBa [0 JOaHHOMY M300peTeHMI. B  OONOJHUTEJIEHOM BapMaHTe
peanmmMzauuM M300peTeHMsa I[IaHOOMHOCTAT BBOOAT B KOMOMHMPOBAHHOM

Tepanmuu Cc OopTe3oMuboM, OekcamMeTaszoHoM M hMEM102-MDpr-PEG(12) -



56

gluc-MMAE C 8-KpaTHOM Harpy3KOM IO OaHHOMY WU300pEeTeHMO.

[0135] HOpyTroe THUIOBOE CPeNCTBO IJA KOMOMHUPOBAHHOW Tepaluu

npencraBjigeT cobon MKcazoMmb (NINLARO®) - IIpOTEeaCOMHEM
MHITUOUTOP, VICIIOJIb 3y €MEIM 0JI4 JleueHma PaKoOBOTO 3aboJieBaHnAa
(BRJIOUAKMETO MHOXECTBEHHY MMeJIoMy) . JMKcazoMu® MOXHO BBOIOUTH

lepopalibHO. B oOOHOM BapuaHTe pealMzaluM MK300peTeHusa MKKCcasoMuod
BBOOAT B KOMOMHMPOBAHHOM  TepaluM C  HalpaBJeHHEIM Ha  CD48
KOHBIOTaTOM AHTHUTeJla-JIeKapCTBEeHHOTO cpencTBa 1o OaHHOMY
nzobpeTeHMnO. B IOONOJHUTEJLHOM BapMaHTe pealu3aluy K300peTeHUus
MKcaszoMmd BBOIAT B KOMOMHMPOBAHHOMW TepaluMM C KOHBOIaTOM aHTHUTeJa
hMEM102-JlekapCTBEHHOT'O CpenoCTEa 1o OaHHOMY N300pEeTEeHUD. B
OOTIOJIHUTEJILHOM BapMaHTe pealv3aluM M300peTeHMsS MKCas0oMMO BBOIAT
B KOMOMHMpPOBAaHHOWM Tepanuu ¢ hMEM102-MDpr-PEG(12)-gluc-MMAE ¢ 8-
KpaTHOM HaTrpy3KOM IO ITaHHOMY M300peTeHUD.

VrxcazomMm® TakXke MOXHO BEOIOUTE B KOMOMHMPOBAHHOM Tepaluu C
HamnpaBJieHHEM Ha CD48 KOHBOIaTOM aHTUTeJa-JIeKapCTBEeHHOTO CpencTRa
II0 HDaHHOMYy M300peTeHuI U IOONOJHUTEJBEHEM CPelNCcTBOM. JMKcaszoMmod
KOMOVMHMPOBaJIM C  Pas3JMUHBEMY  OOIOJHUTEJBEHEMM  CpelCcTBaMM  OJIA
JledeHMsa MHOXECTBEHHOM MMeJIOMH. Hanpumep, HMKcasoMub KOMOMHUPOBAJU
C JIeHaAJIMIOMMIOM M JIeKcaMeTasoHOM (cMmM. Moreau P et al. Ixazomib,
an 1investigational oral proteasome inhibitor, in combination
with lenalidomide and dexamethasone, significantly extends
progression-free survival for patients with relapsed and/or
refractory multiple myeloma: the phase 3 tourmaline-MM1 study.
ASH Annual Meeting Abstracts, 2015). B oIHOM BapMaHTe pealM3alllU
nzobpeTeHUda  MKcaszoMmd® BBOIAT B KOMOMHMPOBAHHOWM  Tepaluu C
JeHalIuOOMMIOM, IOeKCaMeTasO0HOM UM HalpaBJIeHHEM Ha CD48 KOHBOIaTOM
aHTUTeJIla-JIeKapCTBEHHOTO CpelcTBa I[I0 JaHHOMY UM300peTeHMBO. B
OOTIOJIHUTEJILHOM BapMaHTe pealv3aluM M300peTeHMsS MKCcasoMMO BBOIAT
B KOMOMHMPOBAHHOM Tepaluu C JIeHaJUIOMMIOOM, »IeKCaMeTa30HOM U
KOHBOTATOM aHTUTeJla hMEM102-JIeKapCTBEHHOT'O CpPeICTBa IO IOaHHOMY
n300peTeHMiO. B IOONOJHUTEJEHOM BapMaHTe pealr3aluy K300peTeHUus
nKcazomMmd BRBOOAT B KOMOMHMPOBAHHOM TepaluMM C JIeHaJMOOMUIOM,
oexkcaMeTaszoHoM u  hMEM102-MDpr-PEG (12)-gluc-MMAE C 8-KpaTHOM

HarpysKOoM IO ITaHHOMY M300peTeHMD.
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[0136] JlwboM mnpmM3HaK, 5STal, SJeMeHT, BapuaHT pealv3alluM WU
aCIleKT I10 HOaHHOMY M300pPEeTEHMI MOXET MCIIOJIBE30BATHECSA B COUETaAHUM C
JIIOOBEIM  OPYTUM, €CJM TOJIEKO KOHKPETHO He YyKas3aHo WMHoe. XOoTHd, IJIA
ACHOCTM  I[IOHMMAaHUA, BHIIEMBJIOXKEHHOE M300peTeHMe OBUJIO HDOOPOOHO
ONMCAaHO TIIOCPEeIOCTBOM WJJIOCTPpaUuM ¥ IIPpMMEPOB, OUeBUIHO, UYTO B
npenejlax obbeMa HOpujaraemMor GopMyJiEl M300peTeHus MOTYT OHTb
OCYIEeCTRBJIEHH Ha OIpaKTMKe HEeKOTOPHEe M3MeHeHMSI M MOOMOUKAILIWM.

[1PVIME PEI

Cilemyomye OPUMMEPH OIPelJIOXeHB OJISd WIJICTpaluuy, HO He IJIA
OTpaHMUeHMa 3agBJIEHHOTO M300peTeHUd.

IpuMmep 1. BeOOp M I'yMaHU3aLUMsa aHTUTeJa.

[0137] CHauvaJla OBJIO OIMCAaHO MHIIMHOEe  aHTuTeJJo MEM102,
CBA3HBakmeecs ¢ ©OejgxkoM CD48 wuyejoBeka, B Bazil et al., Folia
Biologica 35:289-297 (1989). BouM UISHTUOUIMPOBAHH HYKJIEMHOBHE
KMCJIOTH, KOIMPYKIME MBIIMHOE aHTuUuTejo MEM102, X CeKBEeHMpPOBaJM U
OHM KOIMPOBAJM IocJemoBaTesibHOCTM CDR TSXKeJOM M JIeTKOM Lienu, T.
e. SEQ ID NO:3-8. HexkoTopre I'yMaHM3UPOBaHHEE aHTUTejla MEMI102
KOHCTPYMPOBAJIM C MCIOJb30BaHMeM BapuabeJIbHOTO ydacTKa TIXReJIoNn
nenm hIgG VH7-4-1/hIgG-JH5 3apPOOEIIEBON JIHUY JeJioBeKa u
BapmnabeJIbHOT'O y4yacTKa JIeTKON Lnenmn hIgG-VK6-21/hIgG-JK4
3aPOOHIIEBOY JIMHUM UYeJIOBekKa B KaueCTBe UeJIOBeUeCKUX aKIelITOPHHIX
IocJegoBaTeJILHOCTEN . A”THUTEJIa, OTJIMUaBIIMECS r1o BHIOODPY
AMMHOKMCJIO THEIX OCTaTKORB, nooBepraimu oBpaTHOM My Talu oo
[IOCJIEIOBATEJILHOCTM AaHTHUTeJa MBIM WM SaPOIOBIIEeBOV JIMHUM — MBINN .
AuTHUTeJIO, o0003HaueHHOe HALA (Taxejlagd Lelb, YyKasaHHass B SEQ ID
NO:1 (vHA) wu Jerkas ULelb, Yka3aHHad B SEQ I D NO:2 (vLA)),
BHOpaJm Kak TJIaBHOE T'YMaHM3UMPOBaHHOE AHTUTEJIO MEM102 1o
CpaBHeHMIO C IOPYITMMM BapMaHTaMM Ha OCHOBe ero: (1) xapakKTepucTHUK
CBA3BBaHMA, (11) cHmocoBHOCTM HOCTABJIATL JIeKapCTBEeHHOEe CpelCTBO U
(1ii) KoJIMuecTBa OOpaTHHX MyTaluuyi. I'YMaHMBUPOBAHHOE AaHTUTEJIO
MEM102 Takxe Ha3wBaioT hMEM102.

[0138] BMecTOo aHTUTesia HALA B HaCTOAlleM M300pPeTEeHUM MOXHO
MCIIOJIE30BaAThH AHTUTEJIO, ODOBHAUEHHOE HCLA (aHTUTEJIO c
BaprabeJIbHEIM  YUJaCTKOM T XEeJION nenu, 0B03HaUEeHHBM vHC, u
BapuabeJIbHHM YUYaCTKOM JIeTKOMW Lelu, oBbo3HauUeHHBEM VLA), HALB

(aHTUTEJIO C BapMaéeﬂbeIl\/l YHYaCTKOM T XKEeJIOM nelu, ODO3HAUEHHBEM
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VvHA, u BapuabeJIbHHM Yy4YaCTKOM JeTKo¥ ULenu, oB0o3HaueHHHM VLB),

HBLA (aHTUTEJIO C BapradeJibHEIM YyUuacTKOM T SXKeJION 1enu,
O000O3HAUEHHEM VvHE, nu BapradeJbHEIM Y4yaCcTKOM JeTKoun uernmu,
oboz3HaueHHEM VLA), HBLB (aHTUTEJIO C BaprabeJyIbHEM  yUYacCcTKOM

TaXeJIOM Lenu, o60o3HaueHHHEM VHB, ¥ BapuabeJbHEM YUYaCTKOM JeT'KOoM
nenm, obosHadveHHEM VLB), HCLB (a”"TuTesio C BapMabeJIbHEM Yy4Y4aCTKOM
TSKeJIOM lenu, o6o3HaueHHHM VHC, ¥ BapuabeJIbHHM YUYaCTKOM JIeT'KOoM
enm, 0B03HaAUEeHHEM vLB) . CM. dur. 1 " 2 KacaTeJIbHO
mocJjiemoBaTeJibHoCcTel VHA, vVvHB, VvHC, vLA, VvLB m VvLC. AdOMHHOCTU
CBABBBAHMA IJIS Pas3JIMUYHBEIX I'YMAaHU3UPOBAHHHX OGopM MEM102 gBJId0TCH
CXOIOHEMU IIPY MCCJIENOBAHUM MX [IPOTUE KIIETOK, CBEPXBKCIPEeCCUPYRIINX
Kak CD48 uejloBekKa, TaK M SBaAaHCKOIO MaKaka.

IpuMep 2. XapaKTepuCTHMka CeBa3bBaHusa hMEMI102.

[0139] MeTomel MCCIIeOOBaHMS. OJis omnpeneyieHnusa HaCHIIEeHN A
CBAS3HBaHUA anTm—-CD48 aHTUTeJa OIIYXOJIEBEIE KJIETKMA U-266
MHOXEeCTBEHHOM MMEeJIOMEl UeJIoBeKa WM CTabuJIbHO TpaHChelMpOBaHHEE
CD48 4BaHCKOT'O MakKakKa KJIOHMpOBaHHEHEe KJeTku CHO-DG44 okpammBalu
TUTPOBaHHEIMU AHTUTEeJIaMI (0,8 HT/MJI - 50 MKI'/MJ) ,
KOHBIOIMPOBaHHEMM C Alexa Fluor-647, HarpyXeHHEMM IPpUOIMU3UTEIIBHO
2-4 QayopodopaMm Ha aHTMUTeJiOo. Ilocjie OOHOTO dYaca MHKyOauum Ha
JbOY, KJIEeTKM IOBaXOH IIPOMEBaJM QOCOaTHO-COJIEBEIM OydQepHEM pacTBOP,
comepxamuM 2% bdeTajbHOM ObUbel CHEBOPOTKM M 0,02% asmuia HaTpHUA.
QJIyopeCLeHIMI BHABJIAJIM Ha IIPOTOUHOM LKToOMeTpe LSRIT M olpenesidasnn
3HaueHusa Kd C MCIOJBL30BaHMEM HeJIMHEeMHOM perpeccuM C OIHMM CalTOoM
CBA3HBaHMUA (Tunepdoiia) B mnporpamMme GraphPad Prism.

[0140] PesyneTaTH. B Tabdtjn. 1 m Ha dur. 3 m 4 1oxkasaHO, UTO
anTuTeJo hMEM102-HALA of6JjlajaeT CXOIOHOM addMHHOCTLIO CBSA3LHBAHUA IIO
CpaBHeHMK Cc CcMEM102 B kinerkax U-266, KakK OTMEUEHO HUBKVMU
3HaueHuaMm Kd. ApPMHHOCTE CBa3HBaHMda hMEM102-HALA m cMEM102 c
CD48 ABAHCKOTO Makaka B CTabUIBLHO TpaHCOEeUNPOBaHHKBX
KJIOHMPOBAHHEX KJjeTkax CHO-DG44 Takxe OrvJla CpaBHMMadg. B oboux
JIMHMAX KJIeTOK kKak hMEM102-HALA, Tak u cMEM102 objgamaam ©OoJiee ueM
B 4 pasa MeHbIMM 3HadueHMeM Kd o cpaBHeHMn ¢ mMEM102. AuTM-CD48
aHTUTeJla ofbJjamaliu  HOPpUDINU3UTEJIEHO B 6 paza OoJjlee CUJILHOMU
addMHHOCTBEI CBA3BBaHMA C CD48 dyeJjioBekKa IO CpaBHeHM C CD48

ABAHCKOI'O MaKakKa.
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Tabmuua 1.
Kd (aM)
CHO-DG44 -
AHTHUTEJIO N cepun U-266 CD48 aBaHCKOI'O
Makaka

hMEM102-HALA 9915029F 5,0 31,1

cMEM102 7713039A 5,8 40,5

mMEM102 275036T 20,8 164,7

Mpumep 3. CuHTe3 MDpr-PEG(12)-glyc-MMAE wu KOHEBOTAUUA C

hMEM102.

[0141]00was wmHOOPMALIMS .

pPacTBOpPUTEIJIMM MWMCIIOJIBE30OBaJIA Bes HOOMNOJHUTEJILHOM OUMCTKMA.

131" noJgyuajn
Oramo) .
cusimkKareje

T'mbcrayHy,

Ha anmnapatTe Chromatotron

Kamupopuusa) .

Biotage Isolera One c QJupI-OUMCTKOM

KaposmHa) .

ProStar 210 ¢ mnomauey pacTBOPUTEeJEN,

330.

IeTEeKTOPOM

obpameHHO-)a3HYy KOJOHKY Cl2 Phenomenex Synergi

MKM,
M BOXH,
Justo 0,1%

CoenomMHeHU A

alueTOHUTpUIIa OT 5%

[IOCJIeOYKIVM M30KpaTUUEeCKUM BJIoMpoBaHueM 95%

MIMH

PAaBJIMUHEX

AHaAJIMTUUECKYID

60 F254 Ha

KoJIOHOUHYD

AHAJIIUTUUECKYIO

Varian

SJIMPOBAaJIN

CHUCTeMax.

KOMITaHMM

mrTaT Hewo-Jxepcwu) .

ProStar

MypaBbMHOﬁ KM CJIOTEL

criexkTpoMeTpa ZMD Micromass,

Agilent 1100,

Phenomenex Synergi 2,0x150 MmM,

COCTOAJI M3 JIMHEMHOTO TIpaldMeHTa aleTOHUTpMJa OT 5%

O0DOpPYODOBaAHHOMY

BOXX

CucremMa

Quanta

XpoMaTorpaduo

KOTOpHEe comepxaju Jmbo 0,05%

JIMHEeMHEIM

(ckopocTh moToka=1,0 MJI/MUH) .

1

obpameHHO-dha3HOM

4 MKM,

aJIIOMMHMEBOM  QoJILTe

(Harris Research,

(r. HapJoTT,

BEITIOJIHAJIN

BioDesign
TOHKOCJIOMHYID XpOoMaToIpaduio

(EMD Chemicals,

r.

BEIIIOJIHAJIN Ha

Ha

(r. Iay»nJji,

I[Tasio—-AJbTO,

CucTemMe

Bce KOMMepUeCKM OOCTYIIHHE Oe3BOIHHE
PeakTUBE
mraT
BEIIIOJIHAJIM Ha
T.
PamranbHyn XpoMaToTrpadmio BHIIOJIHAJIN
mraT
CUCTeME
mTaT CeBepHasd

Varian

CKOHOUTYPUPOBAHHOM C PDA-

Obpasusl

I'vallMeHTOM

EKX-MC

Ha 1 MMH I0ocJe BBeIeHUMAI OO 95%

SJIIOMPOEBaJIint

2,0x150 ™M,

yepes

4

80 A. IlomgxmucJeHHasd MNOIOBWXHad (pasa COCTOAJa M3 alleTOHUTPMIIA
TPUOTOPYKCYCHOM KMCJIOTH,

(OTMEUeHO IJIA KaxXoor'o CcoelOuHeHUd) .

IIOOKMCJIIEHHOTI'O

Ha 11 wMmH

C

aleTOHUTPUIJIOM Ho 15

COCTOAJIa nus3

KOJIOHKOM

Anamnmms EKX-MC BHIIOJHAJIM Ha IOIBYX
Macc-—
INOOKJIOUEHHOTO K IIpubopy mnjma BIXX HP

C1l2

80 A. TOOKMCJIEHHHIT BSJI0EHT

Ha 95%

B 0,1%
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BOOHOM MYypPaBbMHOM KMCJOTe B TeueHre 10 MMH C [OCJHeIyIIONMM
M30KpPaTUUECKVM D2JIoMpoBaHueM 95% aleTOHUTPUIIOM B TeueHUe 5 MUMH
(ckopocTs noroka=0,4 wi/MmH). CucremMa 2 5»njag XX-MC cocrTosaja us
Macc-crekTpoMeTpa Waters Xevo G2 ¢ Tof, NOOKIKUEHHOTO K MOIYJIO
0Jig paszpejieHur Waters 2695 ¢ QOTOOIMOIHEIM MaTPUUHHM OEeTEKTOPOM
Waters 2996; koJIOHKa, NOOBWXHad OGasa, I'palMeHT U CKOPOCTHL IIOTOKAa
OBJIM aHaJIOTMUHHEMKM KaK IJII cucTeMel 1. AHamu3 CB3XX-MC npoBoOOMIIM
Ha Macc-IOeTeKTope Waters SQ, [IOOKJIUEeHHOM K

CBEPXBEICOKOSOOEKTUBHOM cucTeMe KX Acquity, 000pPYyIOIOBaAHHOM

obpameHHO-)a3HOM KOJIOHKe Acquity UPLC BEH C18 2,1x50 mM, 1,7 MKM.
IlookucJeHHasa IOoOBWXHasas ¢aza (0,1% MypaBbMHOM KUCIJIOTEHE) COCTOAJa
u3 TpaareHTa 3% aueToHuTpmsa/97% Bomel mo 100%  alueToOHUTPUIIA
(ckopocTs mnoToka=0,5 wi/Muu). I[penapaTvBHYD BOXX HNpoBOOMIM Ha
cucTeMme Varian ProStar 210 c nomademn pacTBOpPUTENEN,
CKOHOUTYpUpPOBaHHOM C PDA-meTekTopoM Varian ProStar 330. IIpoOyKTH

ouMmaJiM Ha ofOpalleHHO-®a3HOM KOJIOHKe C12 Phenomenex Synergi

10,0x250 »mM, 4 MM, 80 A, sJUpoBaHMeM ¢ nowmombilo 0, 1% MypaBbUHOM
KMCJIOTEH B BoIe (pacTBopuTess A) u 0,1% MypaBbMHOM KUCIJIOTH B
alleTOHUTPpUIIE (pacTBOPUTEID B). MeTon OUMCTKU COCTOAJI "3
cienynuero I'palMeHTa pacTeopuTesis A u pacrTteopuTessa B: 90:10 or O
no 5 w»mH; 90:10 gmo 10:90 or 5 MmMH pmo 80 MMH; C TIOCJIeIYIMM
M30KpaTHUUeCKUM »JmoupoBaHveM 10:90 B  TeueHmMe 5 MMH. CKOPOCTH
noToka cocTaBjgsjga 4,6 MI/MMH C MOHMTOPMHTOM mpu 254  HM.
[IpenapaTuBHy BOXX s coelIuHeHMM B cxXemMax 3 u 4 BMmecTto 0,1%
MypPaBbMHOM KUCJOTH InpoBoauiu ¢ 0,1% TpUOTOPYKCYCHOM KMCJIOTOM B
oBerx MOOBMXHEX (asax.

Cxema 1.

OH COH oH

CO;Me [o] 0
H H o H © H
Acoﬁ OJL';Q(N;&N QAJ\NNTKQ _ Ho, L., ok,\IrN, N\'QWQKH’N
[N Me O Me OMeO CH,O O LioH | oo Me O Me OMeO CH,0 O
OAc O _NH 87% OH O _NH

1 {coeamnenne 8a B US 2008/0241128 A1) 2

HN‘Fmoc NHz

[0142] (2s,35,4S8,5R,68) -6- (2- (3—aMmHOIIpOnaHaMmno) -4 -
((58,88,118,12R) -11-((S) —-BTOpP-OyTHin) -12-(2-((S) -2-((1R,2R) -3-
(((1S,2R) -1-rugpoxkcu-1-9peHnNnpornan-2-muji) aMmHO) -1 -MeTOoKCHU—-2—

MeTUJI-3-OKCUIIPONINII ) IUPPOININH—-1-1J1) —2-0oKCcoDTIi) -5 , 8—qunusonponmii-
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4,10-mmeTun-3, 6, 9-rtpuokco-2,13-guokca-4,7,10-
TpualaTeTpanelumi) peHokcu) -3,4 , S-rpuruapoxcurerparugpo-2H-nmMpaH-
2-kapBOoHOBast KMCJIOTAa (2) . B koJBy, comepXallyio M3BECTHHMN
MHTepMearaT 2 TJIOKYypOHMO-MMAE (coemmHenme 8a B US 2008/0241128
Al) (40 wMr, 26,8 wMkMOJIb) gHJobaBagaam 0,9 w1 MeTanHojJa u 0,9 M
TeTparunpodypaHa. 3aTeM pacTBOp OXJaxXnalM Ha JeOAHOoM OaHe M IO
KaljiaM JOo0aBJIAJM MOHOTMOpAaT IMIOPOKCHUIa JIMTUA (6,8 w1, 161
MKMOJIE) B BuIOe pacTeopa B 0,9 MI BOIOH. 3aTeM peakKLMOHHYK CMeCh
lepeMellBaJiM Ha JbIOy B TedeHue 1,5 U, 3a DTO BpeMs aHaJIM30M
XX/MC BHABJIEHO IIOJIHOE IIpeBpalleHre B OPOAYKT. 3areM no0aBJIalU
JeOaHyln YKCYCHYKL KucjJoTy (9,2 Mk, 161 MKMOJB) UM pPeaKIMOHHYD
CMeCh VylIlapMBaJiM OO CYXOoI'o cocTodHuga. IllpenapatueHad B3XX palia
BO3BMOXHOCTE BHIEJIUTE [IOJIHOCTBI Hesamulle HHEN JIMHKEePHEMN
MHTepMeIraT 3 INIOKypoHMna-MMAE (26 M, 87%) B BMIOEe MaCJAHUCTOIO
ocTaTka. AHaMTMUeckasa B3XX (0,1% w™MypaBbBMHasg kucjoTa): tr 9,3
MyH. Cucrtema 1 gpgmg EKX-MC: tzx 11,10 MuH, ofOHapyxkeHHBlr m/z (ES')
1130,48 (M+H)*, obOHapyxeHuel m/z (ES”) 1128,63 (M-H) .

Cxema 2.

o}

NH, HNJ\/\O/\/O\/\O/\/O\/\O/\/O\/\O/\/OJ
0] O DIPEA
MeO-PEG,:-0Su N T T VI |

— 8T
DIPEA
Frnoc\N OH KoAUY. Frmoc.. OR
H N

e] H o

3 4 R=H
NHS,DIC(

5 R = cyrumrumng,

62% {ape ctapuu)

CO,H o hoo L OH
HO™™0 Me O Me OMeC CH, 0 O
6H O;/NH
NH

nmwmm(ﬁ R=ﬁmcH;IM“V“Nj\”h”\p\”b”\p»”b”\p\”b”\ﬁ
86% 7 R=H R " /o\/‘o’\/o\/\oj
[0143] (S)-44-((((SH-dnmyopeH-9-1i) METOKCHK) KapOOHMII) aMMHO) —
38-okco-2,5,8,11,14,17,20,23,26,29,32,35-nomexaokca-39-
asaneHTaTeTpakKoOHTaH-45-ounorass kucyiora (4). B kojaby, coIepxalyno
No—-Fmoc-aus3mH 3 (59 mMr, 161 MKMOJIb) »obaBJaaam 2,9 MjI 0e3BOIOHOTO
OMXJIOPMETaHa C TIOoCIelylmuM nodaBJieHMeM MeToKcu-II3T'12-0Su (100
MT', 146 MKMOJIb) . B3aTeM »pobamisgiam DIPEA (127 wMrj, 730 MKMOJIB) U

PEaKRLIMOHHYIO CMeChb rnepeMelBalil Ion asoToM Ipm KOMHAaTHOM
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TeMIIepaType C IocjenylmuM OpoBemeHueM TCX wum XX/MC. Uepes 2 u

aHaimuzoM XX/MC BHABJIAIM IIpeBpalleHre B IIPOOYKT. PeaKUMOHHEIN
pacTBOp pasztaBiidnu B OMXJIOpMeTaHe u oumIaJIm MeTOIOOM
XpoMaTorpadpum Ha cumkarerse. HenonoBmxHYIO basy BJIOVPOBaJIN

IMXJIOPMEeTaHOM C BO3pacTalllMMM KOoJMUecTBaMM MeTaHoJa (oT 0% 1o
20%) nnsa nojydeHus TpebyeMoro mnponmykrta 4 (153 mr, 112%). CB3XX-
MC: tgr 1,77 MuH, oOHapyXxeHHbM m/z (ES*) 939,58 (M+H)*.

[0144] (S) -2, 5-guokconupponnone-1 - 44-((((9H-dnyopen-9-
WMJI) METOKCHU ) KapBOHMIT) aMMHO) —38-0KCo-
2,5,8,11,14,17,20,23,26,29,32,35-ngonexaokca-39-
asaneHTaTeTpakoHTaH-45-ocar (5). Komnby 3anojaHaau Ne—-Fmoc-Jm3uH
(PEG12)-0OH 4 (153 MI, 163 MKMOJIb ) " 1,6 wi He3BOOHOTO
rugpodypaHa. HoBaBasany N-THMIPOKCUCYKUMHUMMUL (28 ™M, 245 MKMOJB)
C HnocjyenyomuM noOaBJIEHMEM OUMIONPONWIIKapboouuMuoa (38 wMwrj, 245
MKMOJIb) . PeaKUMOHHYID CMEeCh M30JIMPOBaJiM IIOHA a30TOM U IIepeMellUBaiu
B TedeHMe HOouM. HeOouMlleHHYK pPeakKUMOHHYK CMeChb pa30aBjisain B
IUXJIOpMeTaHe C BO3pacTanlMMM KOJMUeCcTBaMM MeTaHojsa (oT 0% 1o
10%) 1nid noJjgydeHusa TpeByeMoI'o aKTUMBUMPOBAHHOTO CJIOXHOTO 3dupa b5
(155 wM1). BemecTBO MCIHOJB30BaJM 0e3 OOMNOJIHUTEJIBHOT'O OllpeleliIeHusd
xapakTepucTrk. CBOXX-MC: tzx 1,92 wMmH, oOHapyXeHHEM m/z (EST)
1036,48 (M+H) .

[0145] (25,35,4S,5R,68) -6-(2-((S) -44- ((((SH-dnnyopen-9-
WMJI) MEeTOKCHK ) KapBoHMII) aMmHO) -38,45-muokco-
2,5,8,11,14,17,20,23,26,29,32,35-gonexaokca-39,46-
OMasaHOHATeTpakoHTaHaMmuno) -4-((58,8S,11S,12R) -11-((S) -BTOP-
oyrmi) -12-(2-((S) -2-((1R,2R) -3-(((1S,2R) -1-rumpokcmu-1-
beHMNnponan-2-mi) aMMHO) -1 -MeToKCHU—-2 -MeTUII—-3—
OKCOIIPOIINII ) IMPPOINIONH-1-mui) -2-oxkcosTui) -5, 8—-gumsonponmin-4,10-
mmMeTun-3, 6, 9-Ttpuokco-2,13-guokca-4,7,10-
TpualsaTeTrpanelumin) peHokcu) -3,4 , S-rpurnapoxcurerparungpo-2H-nmpaH-
2-kapbOoHoBass kmucyoTa (6). HesamumeHHHM JMHKEPHHM MHTepMeauaT 2
TJIOKypoHMma-MMAE (92 wmr, 81 MKMOJEL) pacTBopaM B Oe3BOOHOM
oMeTuIpopMaMune (1,6 ™) M poBaBiaaiaM B KoJby, colepxamyn No-—
Fmoc-mu3muu (PEG12)-0Su 5 (101 w™Mmr, 97 MKMOJIB). 3aTeM »nodaBJisaM

OUMBOIIPONINIIS TUJIaM/H (70  wMKJ, 405 MKMOJIB) , IIOTOM PeaKLMOHHYIO
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CMecChb IIepeMemMBaJM IO as30TOM IIpM KOMHATHOM TeMIepaType. Yepes
4,5 u anammszom XX/MC BHABJIAJIM IIpeBpameHye B OIPOOYKT. IIpoOoykKT
ouMmaJiM IpenapaTUBHOM BOXX @0js nDojydeHMsa MHTepMeImaTa 6 Fmoc-
Lys (PEG12) —momokypoHnn-MMAE (111 wMT, ©62% 3a IOBe CTaluM) B BUIOe
MacCJISHMCTOTO ocTaTka. CBOXX-MC: tr 2,01 MuH, OOHAPYXEHHHM m/Zz
(ES*) 2050,92 (M+H)*.

[0146] (28,38,4S8,5R,68)-6-(2-((S) -44-amnu0-38,45-mnokco-
2,5,8,11,14,17,20,23,26,29,32,35-gonexaokca-39,46-
OMasaHoOHATeTpakoHTaHaMmuno) -4-((58,8S,11S,12R) -11-((S) -BTOP-
oyrmi) -12-(2-((S) -2-((1R,2R) -3-(((1S,2R) -1-rumpokcu—-1-
beHMNNIpoOnan-2-mi) aMMHO) -1 -MeToOKCHU—-2 -MeTMUJI—-3—

OKCOIIPOIINII ) IMPPOINIONH-1-mui) -2-oxkcosTui) -5, 8—-gumsonponmin-4,10-
mmMeTun-3, 6, 9-Ttpuokco-2,13-guokca-4,7,10-
TpualsaTeTpanelumin) peHokcu) -3,4 , S-rpurnapoxcurerparungpo-2H-nmpaH-
2-kapBOOHOBasT KMUCJIOTa (7). PacTropanM  MHTepMenOuaT 6 Fmoc-
Lys (PEG12) —maorkypoHun—MMAE (111 MI, 54 MKMOJIb ) B 2,2 MJI
Be3BOOHOTO IOUMeTHUIIQOpMaMMIa C HocjenympmmuMm nobaBjeHueM 0,5 M
NUIlepunorHa. PeakKUMOHHYK CMeCh IlepeMellMBajiM II0I a30TOM B TeUeHUEe
3 YacoB M 3aTeM ylapuBaJiXM OO CYXOTI'O COCTOAHMA. IIpOOYyKT ouMilaJiv
npenapaTuBHOM BIOXX @mJjg nojiydeHMsa MHTepMenmaTa /7 H-Lys (PEG12)-
TJKypoHnn-MMAE (85 MT, 86%) B BUIe MacCJHSHMCTOT'O ocCcTaTkKa. CB3IXX-
MC: tr 1,50 MmH, oOHapyxeHuwew m/z (ES*) 1829,31 (M+H)".

[0147] (S) -2, 5-mguokconupponnonu-1 —mi 3-((TpeT-
By TokCcHuKapOOHMII) aMMHO) -2 (2 , 5-mmokco-2, 5—-muruopo-1H-ntmppoi-1-

WMJI) IIPOIIaHOoAT (9) . PacTropanu (S) —No—MajienmMmmo-Np—Boc—
IVMaMMHOIIPOIIAHOBYID KMCJIOTY 8 (Nature Biotechnology, 2014, 32,
1059-1062) (400 MI, 1,4 MMOJIE ) B 7 MJI 0e3BOOHOTO
oMeTHIdopMaMria. JobapjadaamM N-TMIpOKCHUCyKUuMHUMMMUO (178 w™mr, 1,5
MMOJIb ) c 1o cJle Oy IyM nobaBJieHMEM l-oTMiI-3-(3-
OVME TUJIaMUHONPpONIWII) Kapbonuumun (298 M1, 1,5 MMOJEB). PeaKUMOHHYID
CMecChb IIepeMemMBaJM I[IpM KOMHATHOWM TeMIepaType IIOI as0TOM B
TeueHre 3 JacoB. Bomouywo 00paboTKy BHIIIOJIH AJIN [IOCPelCTBOM
pazbaByeHua B 120 M BOIOH,; 3aTeM BOOHHM CJIOM BKCTparMpoBaliMd TpPU
pasza C TTOMOIIL 0 60 MJI sTMIaleTaTa. BaTeMm 00 BenVHEeHHM

OpI‘aHquCKMﬁ cJIon IIPOMEIBAJIVM COJIAHEIM pPaCTBOPOM, BEICYIIMBaJIM Hal
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cylbbaToM HaTpMsa U yHapuMBalXM OO CYXOT'O COCTOAHMA. Ouumaju
OPpOOYKT  QJIBM-KOJIOHOUHOM  XpoMaToTpaduen, BIOUPYS  CMecsaMyl U3
reKcaHa:»>TuJalterTaTa (50:50 mo 0:100) @midga T[OJYyYeHMAa  CJIOXHOI'O
spupa NHS wu (S) -Na—MajienMnIo-Np—BoC—OMaMMHOIIPOIIAHOBOM  KMCJIOTH
[MDpr (Boc)-0Su] 9 (297 wmr, 55%). Cucrema 1 XX-MC: trg 12,23 wuH,
obHapyXeHHer m/z (ES*) 282,0599 (M+H-Boc rpynna)*. Cucrema 2 XX-
MC: tg 11,30 MmH, oOGHapyxeHHbM m/z (ES*) 2580,2515 (M+H)*

Cxema 3.
COH H SH
H JiL)\ )\) e
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oo HO?™ /©/\ Me O Me OMeQ CH,0 O
o] Q OH O, _NH
o N DIPEA
N ) +
VLo 7
(9] o] 0. __NH o
HZNj:r/\/\H J'k/\o/\/o\/\o/\/o\/\o/\/o\/\o/\/Oj 40%

/O\/\O/\/O\/\O
NHS, EDCI
DMF, kr, 184

—_—

OH

B NER PR ie =T e

OH 0y NH
8
10 R=Boc q})\ T/\/\N O/\/o\/\of\/o\/\o,\/o\/\o,\/o
O%TFA/DCM< OO, ]
os%  ST1R=H © ©
[0148] (2R/S,38,48,5R,68) -6-(2-((S)-44-((S) -3-( (TpeT-

By ToKCHUMKapPBOHMII) aMMHO) —2- (2, 5-mnokco-2 , 5-murugpo-1H-mmppon-1-

mi) nponaHammno) -38,45-guokco-2,5,8,11,14,17,20,23,26,29,32,35-
ODomekaokca-39,46-guasaHoHaTeTpakKoOHTaHaMmno) -4-((58,88,11S,12R) -
11-((S) -BTop-OyTmi) -12-(2-((S)-2-((1R,2R) -3-(((1S,2R) -1~
IMOpoKCHU-—1-deHnnnponan—-2-mi) aMmMHoO) -1 -MeToOKCHU -2 -MeTHUJI -3 -
OKCOIIPOIINII ) IMPPOINIONH-1-1ui) —-2-oxkcosTmui) -5, 8—-gumsonponmin-4,10-
mmMeTun-3, 6, 9-Ttpuokco-2,13-guokca-4,7,10-
TpualsaTeTpanelumin) peHokcu) -3,4 , S-rpurnapoxcurerparugpo-2H-nmpaH-
2-xapboHorass kucinaorTa (10). MDpr(Boc)-0Su 9 (20 wmr, 53 MKMOJB)
pacTBopaM B 2,2 MJI O0Oe3BOIHOTO OMMeTWJIQopMaMMIa W »HOoOaBJIAIM B
KOJIbY, coepXxalyn JIMHKEPHBI MHTepMenuaT 7 H-Lys (PEG12) -
TJIIOKypOoHUI-MMAE (86 MI, 44 MKMOJIB ) . 3aTeM no0aBJIaJIn
OUUBONIPONUIISTUIIaMMHE (15 MkrJ, 88 MKMOJIB), IIOTOM PEeaKLUMOHHYI CMEeCh

InepeMemmMBajirM 1100 asoTOM IIPU KOMHaTHOM TeMIlepaType B TeudeHNe 2,5
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U. PeakuLuuio OCTaHaBJMBAaJM C IIOMOMmMBI 15 MKJI JIeOsSHOM YKCYCHOM
KMCJIOTH ¥ OuMIlaJiM IIpeldapaTuBHOM BOXX ©OJjsg BO3BMOXHOCTM IIOJIYUYeHUH
nHTepMenraTa 10 MDpr (Boc)-Lys (PEG12) —mimoxkypoHnn-MMAE (37 wMr,
40%) B BUIe CMECHU IOMaCTEPEeOU30OMEPOB. [MacCTepeOon30MEPH pPa3nesidaiin
MeTOLOM XUpaJIbHOM XpoMaTorpadum. CB3XX-MC: tr 1,84 MIVH,
obHapyXeHHet m/z (ES*) 2095,44 (M+H)".

[0149] (2R/S,38,48,5R,68)-6-(2-((8S)-44-((R)-3-ammu0-2-(2,5-
omoxco-2 , 5-murnnpo-1H-mmppon-1-ui) nponaHamMmno) —38,45-gmuokco-
2,5,8,11,14,17,20,23,26,29,32,35-gonexaokca-39,46-
OMasaHoOHATeTpakoHTaHaMmuno) -4-((58,8S,11S,12R) -11-((S) -BTOP-
oyrmi) -12-(2-((S) -2-((1R,2R) -3-(((1S,2R) -1-rumpokcu-1-
beHMNnponan-2-mi) aMMHO) -1 -MeToOKCHU—-2 -MeTUII—-3—

OKCOIIPOIINII ) IMPPOINIONH-1-mui) -2-oxkcosTui) -5, 8—-gumsonponmin-4,10-
mmMeTun-3, 6, 9-Ttpuokco-2,13-guokca-4,7,10-
TpualsaTeTrpanelumin) peHokcu) -3,4 , S-rpurnapoxcurerparngpo-2H-nmMpaH-
2-kapboHoBassi kKucyora (l1). Koiuby, comepxamy® wmHTepMenuaT 10

MDpr (Boc) —-Lys (PEG12) —tiroKkypoHuI—MMAE (34 MI', 1o MKMOJIb ) ,

oxjaxnanu no 0 °C Ha JepgsgHoM OaHe IIOO a30ToM. IIo kKaliaM HOoOaBJIAIMU
pacTeop 10% TpuMOTOPYKCYCHOM KMUCJOTHEH B OuUxJopMeTaHe (0,8 wMiI).
3aTeM peaklMOHHYI CMecChb IepeMemmBaiu pu 0 °C B TeueHMe 2 U, 3a
3TO BpeMsa aHaJauzoM XKX/MC BHABJIEHO IIOJHY IIOTepln BoOC-3allMTH.
3aTeM peakKLUMOHHYI CMeChb VyIapMBajM OO HEOUMIIEHHOTO OCTaTKa U
oummaJ M IpenapaTUBHOM BOXKX mng nojgydeHmusa JMHkepa 11 MDpr-
Lys (PEG12) —maokypoHun—-MMAE (22 wMr, 68%). CBIXX-MC: trz 1,50 wMumH,
ofHapyXeHHwlr m/z (ES*) 1995,18 (M+H)".

[0150] CoenmHeHUe 11 KOHBOIMPOBAJIN IIOCPEenCcCTBOM ero
MEXIeTHEX THOJIOB C aHTHU-CD48 aHTUTeJIOM IIPpK CpedHeM JieKapCTBEeHHOM
HaTrpy3kKe 8 MOJIeKyJ JIEKapCTBEHHOT'O CpencTBa Ha aHTUTEeJO C
WCIOJIb30BaHeM CIIOCOOOB, M3BECTHEIX B HaHHOM OOJaCcTU TeXHUKU
(cMm., Hanpumep, natedHT CIA N 7659241).

IpuMmep 4. LIuroTOoKCHMUHOCTE ADC hMEM-102 Ha JMHMAX PaKOBHX
KJIETOK MHOXECTBEHHOW MMEJIOMH .

[0151] MeTomnrl MCCJIEIOBAHUSI. JIMHMM  KJIETOK  MHOXECTBEHHOM
MMeJIOMBEl uYeJioBeka EJIJM (DSMz; IMDM +20% FBS), L3633 (DSMZ; RPMI
1640 +15% FBS), MM.1R (ATCC; RPMI 1640+10% FBS), NCI-H929 (ATCC:
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RPMI 1640+10% FBS), U-266 (ATCC; RPMI 1640 +15% FBS) u LP-1
(DSMZ; IMDM +20% FBS) kyJabTuBMpoBaJ M Hopu 37 “C, 5% CO2. KoHBIOT'aTH
aHTM-CD48 aHTUTeJIa c JIEKAPCTBEHHEM CPeICTBOM  aypUCTaTMHOM
CepUMHO 3-KpaTHO pa30aBjaAlIM B cpele OJ4 HojydeHMs 10-TM TOUEUHEHX
KPVBHX 3aBUCUMOCTM OT nHos3e (1000 wr/mMm - 0,05081 HT/MI) u
HAHOCUMJIM Ha KJI€TKM MHOXECTBEHHOM MMUEJIOMEl, KYJILTUBUPOBAHHHX B 96-
JYHOUHEIX aHaJIMTHUUeCcKMUx IJlaHmeTrax (or 10000 mo 15000 xJjeTOK Ha
JYHKY B 200 MKJ cpensl). KieTku wuHKyOMpoBalIM C ADC B TeueHMe
Bcero 96 uyacoB npu 37 ‘C, 5% CO02. AHaIM3UPOBAIM XMBHECIIOCOOHOCTDL
KJIETOK C MCIOJIB30BaHMEM JIIOMMHECIEHTHOTO aHajlM3a LIMTOTOKCUUYHOCTU
Cell Titer Glo (Promega), a HaHHHEe cCcoOMpaJM C MCIOJb30BaHMEM
YCTPOMCTBA CUMTHBAaHMA ILJIaHmeToB EnVision (PerkinElmer) . Bce
aHaJM3E LUUTOTOKCUUHOCTM  BEIIOJHAIM C TOUKAMM UYEeTHPEeXKPaTHOTO
[IOBTOPEHUSA NOaHHEX, W OTMedaliM CcpelHue 3HauveHusa I1C50 w3 2-3
HE3aBUCHUMEIX B3KCIIEPVMMEHTOB.

[0152] AnonTtuueckyw ImMbeJIb KJIETOK WU3MEPAJIM C MWCIOJIb30BaHMEM
aHam3a Caspase-Glo 3/7 (Promega), MCHOJL3YA MUISHTUUHEE YCJOBUS
aHaJin3a, OIIMCAaHHEE BHIIE.

[0153] PeBynbTaTe. PesyjabTaTe IHOKa3aHH B Tabjl. 2. AHTUTEJIO
hMEM102 xoHBOIMpOBasJM C VCcMMAE (4-kpaTHad Harpys3ka), ncMMAF (4-
KpaTHasd Harpy3ka) u MDpr-PEG(1l2)-gluc-MMAE, xak BOCbMMKpaTHaAd
Harpy3Ka, TakXe Ha3ueBaeTcsa hMEM102-5088(8). CxXOIOHHE KOHBOIALUU
BHIIOJIHAJIM Ha KOHTPOJILHOM aHTUTeJle — HecBA3HBakmeM CD48 aHTUTeJIe.
I[Io CcpaBHEHMIO C TakKuM Xe aHTUTeJIOM, KOHBIOIMPOBAHHEM C VCMMAE (4) wu
mcMMAF (4), AHTUTEJIO hMEM102-5088 (8) PO ABJISJIO YVBEJIMUEHHYIO
IMTOTOKCUUECKYK aKTMBHOCTE. B KaueCTBe OTpPULATEJLHOT'O KOHTPOJS B
SKCIePUMEHT TaKxe BKJIOUEHA JIMHU A KJIETOK, KOoTOopasd He

BKCIpeccupyeT CD48, LP-1.

Tabauiia 2.
Harp JIMHNM KJISTOK MHOXSCTBCHHOM MMEJIOMEL
vBKa (Kosi-Bo CD48-pelenTopoB/KIETOK)
JInEkep Jexka
JIeKapcTB pcTB
AHTUTEJIO EJM L363 MM. 1R U-266
€HHOTI'O @HHO NCI-H929 LP-1
(13500 | (46000 | (33600 (27000
cpencTBa bale) (483000) (0)
0) 0) 0) 0)

cpen

cTBa




6’/

hMEM102 vcMMAE 4 8,7 36 12 13 6,0 >1000
He

hMEM102 mcMMAF 4 4,0 34 7,0 UCCIIENOB 3,0 >1000
MDpr-—-
PEG(12) -

hMEM102 8 2,0 11 2,0 2,5 1,0 >1000
gluc-
MMAE
AypucratT

hMEM102 8 1,0 15 1,7 1,5 1,0 >1000
uH T

hIgG vcMMAE 4 >1000 >1000 >1000 >1000 >1000 >1000

hIgG mcMMAF 4 >1000 >1000 >1000 >1000 >1000 >1000
MDpr-
PEG(12) -

hIgG 8 >1000 >1000 >1000 >1000 >1000 >1000
gluc-—
MMAE
AypucrTart

hIgG 8 >1000 >1000 >1000 >1000 >1000 >1000
mH T

[0154] JIBe JMHMM KJIETOK OlLeHMBaJIM Ha allolITUUecKyil T1rudelib
KJeTok, NCI-H929 um U-266. PesyabTaTH IIOKaszaHH Ha odur. 5 m 6. B
oB6erx JIMHUAX KJIEeTOok KoHBwratr hMEM102- MDpr-PEG(12)-gluc-MMAE (8)
VMHOYyLMPOBAaJl allONTUUEeCKyl IMbeJib KJETOK I[IOCJe CeMUIOECATM UYacoB
BO3IENCTBUI OaHHOTO JIEKApPCTBEHHOTO CpeIcTBa. Ciiyuaesn
aronTuyeckom 1rubesn He OBJIO OOHapyXeHO B KkJeTkax, o00paboTaHHEX
KOHTPOJIBHEIM aHTUTEJIOM, KOHBOIMPOBaAHHEIM C MDpr-PEG(12)-gluc-MMAE
(8). Ha »TOoM OouIrype Ha OIHOM aHTHUTeEJIe KOHBOIMPOBAHHE JIMHKEP
JIeKapCTBEHHOTO CpelcTBa, HasbBaeMulM 5088, M BoceMb JIMHKEPOB
JIeKapCTBEeHHOTO cpelcTBa. Ha obeux dur. 5 m 6 koHBOIAaT hMEM102-
MDpr-PEG (12) —~gluc-MMAE (8) mnpeOcTabBJIeH 3aKpalleHHBEMM KBalpaTaMiu,
TOI'Da KaK KOHBOIAT KOHTPOJBHOTO aHTUuTesna-MDpr-PEG(12)-gluc-MMAE
(8) mpencrTabBJIeH He3aKpalleHHBEMM KeaZpaTaMu.

Ipumep 5. HccjenoBaHMA KCEHOTPAHCIJIAHTATOB MHOXECTBEHHOM
MMEJIOMEL in vivo.

[0155] CaMkaM NSG (NOD scid-ramMma; NOD.Cg-Prkdcscid
T12rgmiWil/SzJ)  MeOIEM MMILJIAHTUPOBAJM BHYTPUMBEHHO 2,5 MUIJIMOHOB
kjeTok NCI-H929 Ha XMBOTHOe IJIS I[OJIYUYEeHMs OUCCEMMHUPOBAHHOM
MOIEeJ M MHOXECTBEHHOM MMeJIOMEI. UYepes MATH IHEeM I[I0CJe UMILJIaHTalluu
Oy XOJIEBEIX KJIETOK, n=8 MBIIAM  Ha TPYIILY JleueHusda oaeaJju
OOHOKPATHYK BHYTPUOPKIIMHHYID WHBeKLIU©D ADC hMEM102-MDpr-PEG(12) -
gluc-MMAE (5088) wnaImM HecBA3HBaKMLMM KOHTpPOJBHEYM ADC hIgG-MDpr-
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PEG(12)-gluc-MMAE (5088), wmm hMEM102-aypucTtatmuH T (4830), wim
HeCBA3HBAKMUM KOHTPOJILHEM hIgG-aypuctatuH T (4830). lcciaenyeMee
ypoBHKM no3 ADC cocraejgsau 0,33 wMr/xkr m 1,0 wMr/xr. Momel cC
OIlyXOJIEBOV HaTPy3KOW Ha I[IO3IHeM CTaIuM yMEePUBJIAJIM IPU OPOSABJIEHUU
CMMIITOMOB IlapajiMda Tas30BOM KOHEUYHOCTM, OTeKa TOJIOBHOT'O MO3Tra
U/WNJIUM  COCTOAHMA aTOHUMU. Kak r1okas3aHO Ha Oour. 7, oba ADC
co3IaBal I[IPOIOJIKUTEJILHEE IIOJIHBElE OTBeTH Yy 8/8 Memeld Ha BCex
YPOBHAX O3 (OOHOKpaTHasd Ho3a), Tor'la KaK BCe MBIM, KOTOPHM
BBOIOMJIM HO3BH HEeCBA3HBAKIMEI'O KOHTPOJBHOTO ADC, OBUIM YyMEpPIBJIEHH
n3—-3a B3abdojieBaHMI Ha CcyTku 60 McclemDoBaHMUA.

[0156] CaMKaM NSG (NOD scid-ramMmMma; NOD.Cg-Prkdcscid
T12rgtmlWil/S7J) MBIIEM VMILIAHTUPOBAJM IMOIKOXHO 1 MWJIJIMOH KJIETOK
NCI-H929 MHOXeCTBeHHOM MMeJIOMH Ha XMBOTHoe. Korma cpelHul obbneMm
onyxoJu pmocturas 100 wmMv3, n=7 MeImaM Ha TPYIIY JedeHMsd IaBaJu
OOHOKPATHYK BHYTPUOPKMMHHYID WHBeKIUMI©D ADC hMEM102-MDpr-PEG(12) -
gluc-MMAE (5088) wIM HecCcBA3HBAKMUM KOHTPOJBHEYM ADC hIgG-MDpr-
PEG(12)-gluc-MMAE (5088), wmm hMEM102-aypucTtatrmH T (4830), wim
ADC hMEM102-vcMMAE (1006), wWiIM HecCBA3HBaMUM KOHTPOJBHEM hIgG-
VCMMAE (1006) . MHcciaemyeMmble YPOBHM no3 ADC cocrargsan 0,33 MI/XrT
mu 1,0 mMr/xr. OTHEJIBHHIX MHIEN YMEPmBJIAIM, KoTrna OO0BeM IIOIKOXHOM
onyxosm NCI-H929 gpocturan 1000 wmv3. Kaxk noxaszaHo Ha odur. 8, c
[IOMOIIB I ADC hMEM102-MDpr-PEG (12) —gluc-MMAE (5088) oJIydaJin
IPOOOJIKUTEJILHEE IIOJIHEE OTBETH Yy BCeX MHIIEM IIpM YPOBHAX HO3H 1,0
MT/KT. Ilpy MeHbImeM ypoBHe mno3wel 0,33 Mr/xr, hMEM102-MDpr-PEG(12)-
gluc-MMAE (5088) nojiyyaji¥ 3adepXKy pasBuUTUdg onyxojqmu. ADC c
VCcMMAE u aypucTaTMHOM T MHOYUMPOBAJM 3alepPXKy Pa3BUTUA OIIYyXOJIU
TOJIEKO IIpM HauOOoJIbIMX IO3ax.

[0157] CaMKaM NSG (NOD scid-ramMmmMma; NOD.Cg-Prkdcscid
T12rgtmlWil/SzJ) wMBIIEV VMILJIAHTUPOBAJY BHYTPUMBEHHO 1 MWJIJIMOH KJIETOK
MM.1R Ha KMBOTHOe IOJA I[IOJYYeHMsa  JIUCCEMUHMPOBAHHOM  MOIEeJIU
MHOXECTBEHHOW  MMEJIOMH . Uepes TIHOATE OHeM  IHoCje  MMILIaHTalluu
Oy XOJIEBEIX KJIETOK, n="7 MBIIAM  Ha TPYIILY JleueHusa oaeaJjiu
OODHOKPATHYK BHYTPUOPKMMHHYID WHBeKIUI©D ADC hMEM102-MDpr-PEG(12) -
gluc-MMAE (5088) wIM HeCcBA3HBAKMUM KOHTPOJLHEYM ADC hIgG-MDpr-
PEG(12)-gluc-MMAE (5088), wmmm hMEM102-aypucTtatmH T (4830), wim
HeCBA3HBAKMUY KOHTPOJIBEHEYM hIgG-aypuctatuH T (4830). HNcciaenyeMree
YpOBHKM nmo3 ADC cocraBasaau 1,0 wMmr/xr m 3,0 wMr/xr. Momelr cC
OIyXOJIEBOV HaTPy3KOM Ha [O3IHeW CTaIuM YMEPUBJIAIM IPU OPOSABRJIEHUU
CMMIITOMOB IlapajiMda Tas30BOM KOHEUWHOCTM, OTeKa I'OJIOBHOI'O MO3Ta

U/UIM  COCTOSHMSA aTOHUM. Kaxk r1nokasaHo Ha OQur. 9, oba ADC
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co3maBajiM [OPOOOJIKUTEJILHEE  I[IOJIHEle OTBETH Yy MHIIEM Ha  BCeX
MCCJIeNOBAHHHX YPOBHAX O3 (OOHOKpaTHasd HOo3a), ToTDa KakK y MeIel,
KOTOPEM BBOIMJIM IHOO3E HECBA3HBAKIEI'O KOHTPOJBHOTO ADC, BCe OBUIM
YMepIBJIeHE M3-3a 3abojieBaHMAa Ha CcyTkM 60 MccienoBaHMA.

[0158] CaMkaM NSG (NOD scid-rammMma; NOD.Cg-Prkdcscid
T12rgtmiWil/SzJ) MBmIer MMILDIAHTHMPOBAJM IIOOKOXHO 5 MMJIJIMOHOB KJIETOK
MM.1R MHOXECTBEHHOV MMeJIOMEl Ha XMBOTHoe. Korma cpenHut oOneMm
onyxoyu pmocturas 100 wmMv3, n=7 MemaM Ha TPYIIOY JeueHMd JaBaJu
OOHOKPATHYK BHYTPUOPKMMHHYID WHBeKUIMio ADC hMEM102-MDpr-PEG(12) -
gluc-MMAE (5088) waIM HeCcBA3HBAKMUM KOHTPOJLHHY ADC hIgG-MDpr-
PEG(12)-gluc-MMAE (5088), wmmm hMEM102-aypuctatmH T (4830), wim
ADC hMEM102-vcMMAE (1006), wWiIM HeCBA3HBAaMUM KOHTPOJLHEM hIgG-
VCMMAE (1006) . HcciaemyeMmble YPOBHM no3 ADC cocrargaan 0,33 MI/xrT
u 1,0 mMr/xr. OTHOEJBHHX MHIEN YMEPmBJIAIM, KOoTna OO0BeM IIOIKOXHONM
onyxosqu MM.1R moctmrasg 1000 wmvm3. Kak IokasaHo Ha our. 10, c
[IOMOIIB IO ADC hMEM102-MDpr-PEG (12) —gluc-MMAE (5088) T10JIy4daJin
HauboJjiee CUMJBHHM T[IPOTUBOOIYXOJIEBEHM OTBEeT UM CaMyl OJIUTeJIBHY
3a0epPXKy Pa3BUTUA OIIYyXOJM.

[0159] CaMKaM NSG (NOD scid-ramMmma; NOD.Cg-Prkdcscid
IT12rgtmlWil/SzJ)  MeIIEV MMILJIAHTUMPOBAJM BHYTPMBEHHO 5 MWJIJIMOHOB
kjJeTok EJM Ha XMBOTHOe mOJA IIOJyUYeHMSA OUCCEeMMHMPOBAHHOM MOLEJIU
MHOXECTBEHHOM  MMEeJIOMH. Uepes3 HOATE OHEM  IIOCJe  MMILJIaHTaluM
Oy XOJIEBEIX KJIETOK, n==8 MBIIAM  Ha TPYIILY JleueHumda oapaJjmn
OOHOKPATHYI BHYTPUOPKIMHHYID MHBeKIM©O ADC hMEM102-MDpr-PEG(12) -
gluc-MMAE (5088) wmiIM HecCBA3BBalLKMM KOHTPOJLHEM ADC hIgG-MDpr-
PEG(12)-gluc-MMAE (5088), wimm hMEM102-aypuctatmuH T (4830), wiu
HeCBA3HBAKMMY KOHTPOJBHHY hIgG-aypuctatuH T (4830). HNcciaenyeMee
YpOBHM nHo3 ADC cocrargdau 0,33 wMr/xr u 1,0 wMr/xr. Momeld cC
ONIyXOJIEBOV HaTpPy3KOM Ha IIO3IHEeW CTaIuM YMEePmBJIAIM IIPU IPOSABJIEHUU
CHMMIITOMOEB IapajiMda Tas30BO¥ KOHEUHOCTM, OTeKa I'OJIOBHOTO MO3Ta
/UM COCTOSHUA aroHmm. Kak InokaszsaHo Ha Owmr. 11, ¢ nomompn ADC
hMEM102-MDpr-PEG (12) —~gluc-MMAE (5088) mnoJjgyuajgu HaubdoJiee CUJILHHMA
IPOTUBOOIIYXOJIEBEIM OTBeT, 6/8 MNoJHHX oTBeToB npu 0,33 Mr/xr m 7/8
MMOJIHEX OTBeTOB mpu 1,0 Mr/xr. Bce MBIM, KOTOPEIM BBOIOWUIM HOOS3H
HeCBA3EBaKIEeIro KOHTPOJIEHOTO ADC, OBLIIN YMEPIBJIEHEL n3—-3a
3aboJieBaHMAa Ha cyTkM 60 McciIemoBaHMA.

[IpuMep 6. SbdekTOpHadA QYHKLUMA.

[0160] MeTonmamm OJis KJIETOK-MMHIIeHEeN WIL2-S M3MepP AJIN
AHTUTEJIO3aBUCUMYD KJIETOUHYKR LUTOTOKCUUYHOCTE (A3KI) [IOCpPeICTBOM

BEICBOOOXIEHM A XpOMa—5l C VMCIIOJIE 3OBaAHVIEM OUMIIEeHHEIX KJIETOK
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E€CTeCTBeHHEX kKuJiepoB (NK) B CoOUeTaHMM C TIIOKPHTHEHMM aHTUTEeJIaMA
CD48-MIOJIOKMUTEJIbHEMM  KJIeTKaM/-MUIIeHAMM . OINyXoJIeBHe KJeTku WIL2-S
MEeTUIJIM XpOMOM—-51 u IOpelBapUTeJIbHO MHKyOUpoBaJiM B TedeHue 30
MUHYT C aHTuTeJamm (0,1 HD/MIT - 10 MKD/MII) . SarTeM KJIIETKM-MUIIEeHU
o0BeIMHAIN C 50beKTopHEMU KJeTkaMu NK (cooTHolleHMe 5BodekTopHas
kjeTka/Mumens 10:1) ¥ MHKYOMpPOBAJM HONOJHUTEJbHO 4 uYaca mnpu 37
°C, 5% CO2. BaTeM B CylepHaTaHTe KOJUUECTBEHHO OIpenesisain xpom-51
Ha YCTpOMCTBe CUMTEHBaHMA  I[LIJIAHIIETOB Perkin Elmer TopCount.
AKXTMBHOCTEL AS3KI M3MepAM B BUIe IIPOLEHTa OT MaKCHMMAaJIBLHOT'O JIM3MCa
OTHOCHUTEJIbHO 00paboTaHHEX 1% pacTBopoM Triton X-100 KOHTPOJIBHEIX
KJIeToK-MuleHeV . ASBKI aHalu3UpOBaJM IJIS HOPMAJBLHEX T[IOKOAMMUXCS T-
KJIETOK UeJIOBeKa (BCce kJIeTkKHu) C MCIOJIb30BaHMEM aHaJIOTMYHOT'O
COOTHOIIEHU A 50deKTOPOB NK-kJjieTOK " anTu—-CD48 aHTUTeJIa NI
ovariasoHa TUTPOBaAHUA ADC, ONIMCAHHOTO BHIOIE . OmHako oJjisa
MapKMpPOBaHMSA KJEeTOUHOV MeMOpaHH MCIOJbL30BalIM Habop ¢ KJIeTOUHBM
JMHKepOM ¥ KpacuTejeM PKH2 ¢ 3ejleHOM oQJyopecleHuuer (Sigma) (He
xpoM-51) . s MU3MEPEHUA  XKUIHECIOCOOHOCTHU T-KJIETOK MeTOIOM
IPOTOUHOM LMUTOMETPUM MCIOJL30BaJM KpacuTesb /-AAD, [IpUMeHAd
npoTouHEM nuToMeTp LSRII (Becton Dickinson).

[0161] KoMIieMeHT3aBUCUMYIO UMTOTOKCUUHOCTD MU3Mep AJIn
VHKYOUPOBaHMEM  HOPMAaJIbHHX T-KJEeTOK UYeJIOBEKa WM  OIIYyXOJIEBHX
KJIeTOK WIL2-S C CcepuMiHO pasBeleHHBEM aHTuTejioM (0, 02-50 MKT/MI) B
KYyJbTypaJbHOM cpenme RPMI 1640, comepxamer 10% MHaAKTUBUPOBAHHOM
HaTpeBaHMEeM UeJIOBeUEeCKOW CHBOPOTKM AB u 5 MKM @QJIYOpPEeCLeHTHOTO
KpacuTeya Sytox Green. 3aTeM KJETKM MWHKYOMPORaJM B TedeHue 2
yacoB mpu 37 °C, 5% COz. OJIYOpecCLeHIMO OT JMU3UPOBAHHEX KJIETOK
V3MepP AJIU Ha YCTPOMCTBE CUMTHBAHUSA [IJIaHIIE TOB Envision.
MakcUMaJILHEM CHeUUMOUUEeCKUN JIM3UC KIJIeTOK-MMUIIeHeM PacCCUMTHBAaJM Kak
IPOLIEHT OTHOCUTEJIFHO ofpaboTaHHux 1% pacTBopoM Triton X-100
KOHTPOJIBHHX KJIETOK.

[0162] AHTHUTEJIOBaBUCHUMEIM KJIETOUHEM (arouMTo3 U3IMEPSaIn C
VICIIOJIE 30BaHUEM MPOUCXO I AMMX oT Makpoparon MOHOIIMTOB Kak
50PeKTOPHEIX KJIETOK U kKpacuresnda PKH26 ¢ KpacHoM OdJyopeclieHlnelN,
MEeTUMEIIETO HOPMAaJIbHEIE UeJIOBeUueckMe T-KJeTKM (Bce KJeTKu), WIL2-S
VI Oy XOJIEBHE KJIETKU Raji. KireTkn—-mMume IpenBapuTeJIbLHO
UHKYyOMpOBaJM C CepUMHO pasbaBJIeHHEM aHTuUTejoM (0,2 Hr/Mn - 2
MKT/MJI) B Tedenue 30 MMHYT, a 3aTeM IOPOMHBaJXM IBa pasa C
dpochaTHO-COJIEBEM OydepHEIM pacTBOpOM. K KIeTKaM-MUIIEHAM TOOaBJIAJIU
Makpobarm B cooTHomeHuM 4:1 B KyJbTypaJibHOM cpenme RPMI 1640,

comepxamenn 10% @deTasbHOM OBULEM CHBOPOTKM C HU3KMM COIepXaHUeM
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IgG m wmHKYyOMpOBalIM B TeueHMe 2 uyacoB npm 37 °C, 5% CO2. B3BaTem
Makpobdarm Me TUJIIN KOHBIOIMPOBaHHEM Alexa Fluor®-488
AHTHUEeJIOBEUEeCKMM CDllb-a"HTHTEesiOM MBI . Bruin OOHapyXeHE!
IIOJIOXMUTEJIbHEIE K OIIYyXOJIEBEIM KJIeTKaM Makpodarm B BUIe COOHTHUM,

IIOKa3HBaIMX 3eJIeHYIO u KpacCHYI OBOMHYIO

FACSCalibur.

d_)aI‘OLLMTapHyIO AKTMBHOCTE IIpelICTaBJIAJIN

biyopecleHIMD Ha

IIPOTOYHOM omToMeTpe MakcuMaJIbHYO CIelUUOUUIECKYIO

KakK IIPOLEHT IIOJIOXMTEJILHEX K
OIIYXOJIAM Makpodaron nocJe BEUMTaHNA boHOBOM aKTUMBHOCTHU
HEeCBA3HBAKIEI'O0 M30TUIIHOTO KOHTPOJIA.

[0163]

hMEM102

PesynbTaTH. AKTMBHOCTB A3KII
u ADC hMEM102-MDpr-PEG(12)-gluc-MMAE
OlLleHMBAJIM M CPaBHUBaAJIM C aKTMBHOCTLI AS3KI CAMPATH®

anTm—-CD52 (aHTM—-CD20

HEKOHBIOIMPOBAHHOI'O
(5088)

(amemTy3yMabd,

aHTHTeJIa

aHTUTEJIO) U pUTykcuMada aHTHTeJI0) . Kak

nokaszsaHo B Tabyl. 3, I'yYMaHM3MpPOBaHHOe aHTuTeyo MEM102-HALA wmMeeT
YMEpeHHYI aKTUMBHOCTE ASKI OIpOTMBE HOPMAJIbHEX IIOKOAMMXCHA T-KJIEeTOK

M JIMHUKM OIIYXOJIEBHX KJIeTOK WILZ2-S. AKTMBRHOCTE ASBKI[] B 3HAUMTEJILHOM

CTelleHM CHMWXeHa IIpM KoHmpraumm 5088, npueromsa k 2, /-KpaTHOMY
YMeHBIIeHMID akTuBHOCTM AS3KI B T-KjeTkax I[I0 CpaBHEHUK C IT'OJIEM
AHTUTEJIOM.
Tabamiza 3. ABKI]
MakCMMAaJIbHBEIN % CHeUMdMUuecKoTo JM3uca
KJIETOK
KoJy—-BO Kosi-BO Kosi—-BO hMEM102- PUTYKCH
hMEM102- Kamnar
Tun CDh48 CD52 CD20 HALA— Mab
KJIE TOK pelLenTo | peLenTo pelenTo HALA (CD52)
5088 (CD20)
poB poB POB
HopwmauJib
HBIE T-
KJIe TKU 38900 115200 6543, 1 2444 ,4 60+3,5
yueJIOBEK
a (n=2)
WIL2-5
359558 34200 502700 4340, 6 17+£1,0 4216, 0
(n=2)
[0164] PesyJabpTaTH ONpenesieHUS aKTMBHOCTM K3II T1okas3aHHE B
Tabjg. 4. HM HEeKOHBOIUMpOBaHHOe aHTUTesio hMEM102, Hm ADC hMEM102-

MDpr-PEG (12) —gluc-MMAE

ajleMTy3yMat,

(5088)

HOPMAJIbHBEIX IIOKOAIMXCSH T-KIETOK U OIyXOJIEBHX KJIeTok WILZ2-S.

He IIPpOABMJIM aKTUBHOCTEL K3l IpOoTUBR
Kak

Tar ™" pMTYKCMMa6 IMNPOABWMIIM SHaUMTEJIBEHYID aKTHMBHOCTDB
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Tabamia 4. K3II
MaKCMMAaJIbHEIN % CHeUMIMUecKOoTO JM3Mca
KIJIIETOK
KoJy—-BO Kos-BO Kosi—-BO hMEM102 PuTykKCH
hMEM102 Kamnar
Tun CD48 CD52 CD20 CHALA- e
KJIE TOK peLenTo | peLenTo pelenTo -HALA (CD52)
5088 (CD20)
poB poB POoB
Hopwmausib
HBIE T-
KJIe TKU 38900 115200 2,4%0,6 1,9+2,7 108%5,2
yeJIOBEK
a (n=2)
WIL2-5
359558 34200 502700 0,9+0,2 1,4+0,9 66+1,4
(n=2)

[0165] PesesgbpTaTH omnpenejeHuda A3K® nokazaHel B Tabjg. 5. Kak
HeKOHBIIMPOBaHHOe aHTuTejo hMEM102, Tak wm ADC hMEM102-MDpr-
PEG(12)-gluc-MMAE (5088) OPOSABUJIM  yYMEPEeHHYK aKTMBHOCTL A3KO
IPOTHE HOPMAJILHEIX IIOKOAMMXCA T-KJIETOK WMIM JIMHUM  OIIYyXOJIEBHX
KJIETOK WIL2-S n Raji, cormJiacyouymocd C YPOBHAMM, KOTOpPHE

Habomaay OJS KaMiaTa UM pUTykKcrMmada.
Tabnuia 5. ABK®

MakcCUMaJIbHE $ cHeuudruyecKoIro JmMs3uca
KJIe TOK
Kos—-BO Kos—-BoO KoJs—-Bo hMEM102 Purykcu
hMEM102 Kamnar
Tun CD48- CD52- CD20- CHALA- et
KJIE TOK peLenTo peLenTo peLenTo -HALA (CD52)
5088 (CD20)
pPoOB poB PoB
Hopwmauib
HBEIe T-
KJIe TKU 38900 115200 56 54 57
4yeJloBeK
a (n=2)
WIL2-5
359558 34200 502700 62 60 56
(n=2)
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249023
Raji 29200 394100 37 34 57
(24%)

[IOHATHO, UYTO TIIPUMEPH M BaPMAHTH peaju3auuu usodpeTeHUd,
OIIMCaHHLEe B OaHHOM IOOKYMEHTe, nperHasHaUeHH TOJILKO nJIs
WJIJIIOCTPATUBHEIX 1eJleM U CclelMaJMcTaMM B OaHHOM o0JlacTu MOTYT OHTH
ONpenJioXeHE MX  pPa3jIMuHbBEe MOOMOUKALMM MM M3MEeHeHUS, KOTOPHEe
OOJDKHEL OHTE BKJIOUEHH B CYMHOCTE U chepy IOeMCTBUA HOaHHOM BasgBKU U
obweM mHnpuijaraeMor QopMyJiH M300peTeHMA. Bce nyOaMKaLMM, IIaTEHTH U
3a4BKM Ha IIaTEeHTH, LUTUPYyeMble B IJaHHOM M»OOKYMeHTe, TeM CaMbM

BKJIIOUEHE B IIOJIHOM OO0BeMe IIYyTeM CCHJIKM BO BCeX CMHCJaxX.
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[IEPEYEHDB [IOCJIENOBATEJIBHOCTEN BES3 COBJIOIEHNMA OOPMAJIBEHHEX
TPEBOBAHUN

SEQ ID NO:1, hMEM102 HA - Bapma®eJIbHEM YUYaCTOK TIKEJION lenn

QVOLVQOSGSELKKPGASVKVSCKASGYTEFTDEGMNWVROQAPGQGLEWMGWINTETGEPS
YGNVFKGREVEFSLDTSVSTAYLQISSLKAEDTAVYYCARRHGNGNVEDSWGQGTLVTVSS

SEQ ID NO:2, hMEM102 LA - BapuaBeJIbHHEM YyYaCTOK JIETKOM lLelu

EIVLTQSPDFQSVTPKEKVTITCRASQSIGSNIHWYQQKPDQSPKLLIKYTSESISGVP
SRESGSGSGTDFTLTINSLEAEDAATYYCQQSNSWPLTEFGGGTKVE IKR

SEQ ID NO:3, CDR1 TaxeJiol Lelun

DFGMN

SEQ ID NO:4, CDR2 TaxeJiol Lelun

WINTFTGEPSYGNVEKG

SEQ ID NO:5, CDR3 TaxeJiol Lelun

RHGNGNVEDS

SEQ ID NO:6, CDR1 JierkoM lenmu

RASQSIGSNIH

SEQ ID NO:7, CDR2 JjieTkoM lielu

YTSESIS

SEQ ID NO:8, CDR3 JlerkoM leln

QOSNSWPLT

SEQ ID NO:9, hMEM102 HA H-uenb Gl

QVQLVQSGSELKKPGASVKVSCKASGYTFTDFGMNWVRQAPGQGLEWMGWINTEFTGEPS
YGNVFKGREFVESLDTSVSTAYLQISSLKAEDTAVYYCARRHGNGNVEFDSWGQGTLVTVSSASTK
GPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQOSSGLYSLSSV
VIVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLEPPKPKD
TIMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGEYPSDI
AVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQOGNVESCSVMHEALHNHYTQKSL
SLSPGK

SEQ ID NO:10, hMEMI102 LA L-1enb

EIVLTOQSPDFQSVTPKEKVTITCRASQSIGSNIHWYQQOKPDOSPKLLIKYTSESISGVP
SRESGSGSGTDFTLTINSLEAEDAATYYCQOSNSWPLTEFGGGTKVEIKRTVAAPSVEIFPPSDE
QLKSGTASVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYE
KHKVYACEVTHQGLSSPVTKSEFNRGEC

SEQ ID NO:11, KOHCTAHTHEM YUYaCTOK TIXKeJIOM Lely IPUPOIOHOTO

IIPOUCXOXIOEHMA
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astkgpsvfiplapsskstsggtaalgclvkdyfpepvtvswnsgaltsgvhtfpavlgs
sglyslssvvtvpssslgtgtyicnvnhkpsntkvdkkvepkscdkthtcppcpapellggpSv
flfppkpkdtlmisrtpevtcvvvdvshedpevkfnwyvdgvevhnaktkpreeqynstyrvvs
vlitvlhgdwlngkeykckvsnkalpapiektiskakggprepgvytlppsrdeltkngvsltcl
vkgfypsdiavewesnggpennykttppvldsdgsfflyskltvdksrwgggnviscsvmheal
hnhytgkslslspg

SEQ ID NO:12, KOHCTaHTHHM y4dacCTOK JIeTKOM Ilellu

tvaapsviifppsdeqglksgtasvvcllnnfypreakvgwkvdnalgsgnsgesvteqgd
skdstyslsstltlskadyekhkvyacevthgglsspvtksfnrgec
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$OPMYJIA MN3OEPE TEHNA

1. BoOeJeHHH BEeKTOpP, COIepXamMM BHIOEJEHHYID HYKJIEMHOBYI
KMUCJIOTY, COINepXallyln [IOCJIeOOBaATEeJILHOCTL, KOIMPYIIIYO

BaprabeJIbHYI ofJlacThb T SXKEeJIOM uenu, comepxalyn
AMMHOKMCJIOTHYIO IocJeloBaTelJibHOCTE SEQ ID NO:1, m

BapradbelbHY 00JIaCTh JIeTKOM lenu, CcomepXallyld aMUHOKMCIIOTHYIO
mocjlemoBaTeJIbHOCTE SEQ ID NO:2.

2. BrmeJleHHas KJeTKa-XO03AMH, colepxXallasd BeKTOop Io I.l.

3. KieTka-xo034MH IO II.2, KOTOopasa MNpeAcTaBjigeT CcoDoOM KIIEeTKY
CHO.

4. Crioco® IIOJIyYeHM A aHTu-CD48 aHTHUTeJa WJIN ero
AHTUTEeHCBA3HBaKLIEero dparMeHTa, BKJIOUAINN

a) KyJIb TUBMPOBaHME  KJIETKM—-XO3gMHa [0 II.2 B VYCJOBUAX,
NOOXOOAMMX IOJIS DKCIOPEeCCUM TIOJIMHYKJIeOTUIa, KOOUPYKIETO aHTUTEJO
MM €70 aHTUTEeHCBA3HBAMUM QpaTMeHT; U

b) BHIOeJleHVe aHTUTeJla WM aHTUIEH-CBA3HBAKIETO (parMeHTa.

5. Cnoco® mno n.4, T'me KJeTKa IOpedcTaBaseT cobom kjgeTky CHO.

©. Crioco® [IOJIYyUYeHU A KOHEBII'aTa aHTu-CDh48 aHTUTeJla u
JIEKAPCTBEHHOTO CPEenOCcTBa, BKJIOUAKINUNA:

a) KyJIb TUBMPOBaHME  KJIETKM—-XO3fAMHa [0 II1.2 B YCJOBUAX,
NOOXOOAMNX IOJA DSKCIOPEeCCUM IIOJIMHYKJIeOTHIa, KOOUPYKIEero aHTUTEJO
WM €70 aHTUTEeHCBA3HBAaMUM QparMeHT;

b) BHIOeJleHMe aHTUTeJla MJIM aHTUIeH-CBA3HBaKmero dparMeHTa; U

C) KOHBOOIMPOBaHME IMTOTOKCUUECKOTO aleHTa C aHTUTEJIOM WK
€70 aHTUTEeHCBA3HBaKIUM (palMeHTOM.

7. Cnoco® mno mn.4, TI'oe KJeTKa IOpelcTaBJgeT cobor kJjeTky CHO.

8. AHTMTEJIO IO II.4, T'Ie LUTOTOKCUUECKUNM areHT uMeeT (QOpMYyJIy

AT A
«CK /@A ﬁMe OMeO CH;0 O 72\@
OH O NH

O« NH
I/\/\ i
21
Z—HN N)L</\O R
H n
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WM ABJIAeTCA ee dapMalleBTUUECKM IIPpUMeMIIeMOM COJIbIo,
Toe 7 OpencTaBJasgeT cobo¥ opraHMUueckuy OGparMeHT, coIepXamuin
PEeakKUMOHHOCIIOCOOHHM camur, CIIOCOOHHM BCTYIIaTh B peakuuo C

OYHKIUMOHAJILHOM TPYIINOM Ha aHTUTeJle, ofpal3lysa C HeM KOBaJIEeHTHOe
cCoeIMHEHUE,

n HaxXoOMTCAd B IOMalazoHe oT 8 mo 36,

R21 IpencTaBJIsgeT cobom KBINIMP YOO eOUHUILY dbparMeHTa

TIOJIMS TUIIEHTJIMKOJIA .

[Io mDOBepeHHOCTHU
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hMEM102 vHC
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Cpe,u,Hee reoMeTpuyeckKkoe UHTEHCUBHOCTH
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AKTMBHOCTb Kacnasbl 3/7

(% yBennmueHusa no cpaBHEHUIO C

6/11

KoHueHTpauua ADC (Hr/mn)

oUI'. o6

& hMEM102-5088(8)
-3 hlgG-5088(8)



ADC anti-CD48 c aypucratuHom (~ 483000 peuentopos CD48 / knetky NCI-H929) pns mbiwein NSG

100 T &

S 804 R -%- be3 neyenus

= OpHokpaTHan fo2a L . «

g ] -A&- hlgG-4830(8) 1,0 mr/kr

2 604 ~& higG-5088(8) 1,0 mr/kr

g 1 -~ hMEM102-4830(8) 0,33 mr/kr

g 40 - hMEM102-4830(8) 1,0 mr/kr

X 29: -6~ hMEM102-5088(8) 0,33 mr/kr

@ ! -9~ hMEM102-5088(8) 1,0 mr/kr
0 p—

OpnHoKpaTHana gosa; IP

© 20 40 60 80 100 120
CyTOK nocne MMNNAHTALMKM ONYXONHU

oUI. 7

LL/L



CpeaHuit o6vem onyxonm (mm®)

ADC antTn-CD48 ¢ aypucratuHom (™~ 483000 peuentopos CD48 / knetky NCI-H929) ansa mbiweit NSG

1400-
1200-
1000-

800-

606’ OpHokpaTHaA goza

400- Ry
200+

4 W
o o N Sl ] i
4 0

CYTOK nocne MMnAaHTauMm onyxoam

oUI'. 8

0 5 10 15 20 25 30 35 40

-¥- be3 neyeHus

~Et higG-1006(4) 1,0 mr/kr

-& higG-4830(8) 1,0 mr/kr

- higG-5088(8) 1,0 mr/kr

-#- hMEM102-1006(4) 1,0 mr/kr

-~ NMEM102-4830(8) 0,33 mr/kr
-4~ hMEM102-4830(8) 1,0 mr/kr

-6~ hMEM102-5088(8) 0,33 mr/kr
~@- hMEM102-5088(8) 1,0 mr/kr

OpHorpaTHana gosa; IP

L1/8



ADC an™u-CD48 ¢ aypuctatnHom (~ 336000 peuenTtopos CD48 / knetky MM. 1R} ans mbiwen NSG

100+ —

_ ; T | l -#~ be3 nedyeHna

£ 80qR, h: -E- higG-1006(4) 3,0 mr/kr

f‘é onHorpaman nosa , """""" -A- higG-4830(8) 1,0 mr/kr

: 801 g % higG-5088(8) 3,0 mr/kr

% 40- & | -~ hMEM102-1006(4) 3,0 mr/kr

o ‘ : ~A~ hMEM102-4830(8) 1,0 mr/kr

2 20- [l: -6~ hMEM102-5088(8) 1,0 mr/kr
. X -3 hMEM102-5088(8) 3,0 mr/kr

aﬂ v 2'8 ' 4’0 bﬁlﬁ i Bfﬂ 169 1é0 139 OpHokpartHana posa; IP

CYTOK nocne MMnNAaHTauum onyxonm

onIr. 9
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Cpeanuit o6vem onyxonu (mm®)

ADC aHtn-CD48 c aypuctatHom (™~ 336000 peuentopos CD48 / knetky MM.1R) ana mbiweit NSG

1200-
1000-
800-
600-
400-
200-

CyToK nocne MMnNAaHTaUMKU ONyXonu

OUII.

10

40

~¥-~ be3 neyeHuna

-3- hlgG-1006(4) 1,0 mr/kr

-&- higG-4830(8) 1,0 mr/kr

-&» hlgG-5088(8) 1,0 mr/kr

-~ hMEM102-1006(4) 1,0 mr/kr
- hMEM102-4830(8) 0,33 mr/kr
A~ hMEM102-4830(8) 1,0 mr/kr
-¢- hMEM102-5088(8) 0,33 mr/kr
-9~ hMEM102-5088(8) 1,0 mr/kr

OCaHoxrpaTtHas goza; 1P

L1/0lL



ADC aHtn-CD48 c aypuctatuHom (~ 135000 peuenTtopos CD48 / kneTky EJM) ana mbiwen NSG
100 ——

BoixxusaHue mbiweit (%)

80~

2

OUII.

80 100 120

CyTOK nocne MMNAAHTaLMK ONYXONmn

11

~#- be3 neveHunn

-A- higG-4830(8) 1,0 mr/kr

< hlgG-5088(8) 1,0 mr/kr

- hMEM102-4830(8) 0,33 mr/kr
A~ hMEM102-4830(8) 1,0 mr/kr
-6 hMEM102-5088(8) 0,33 mr/kr
-@- hMEM102-5088(8) 1,0 mr/kr

OpHokrpaTtHana gosa; IP

LL/LL
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