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UX UCIojb30BaHus. COIIacHO OINpEAEIeHHBIM BapUaHTaM OCYILECTBICHUs aHTHUTeNA [0 W300PETEHHIO
cBs3piBatoTcsi ¢ CD3 dernoBeka ¢ BBHICOKOH apUHHOCTRIO W MHAYIHPYIOT mpoiudepannio T-KiIeTok
yesioBeKa. M300peTeHHe OTHOCHTCS K aHTHTeNlaM, KOTopble cBsizbiBaloTcs ¢ CD3 u MHIyIUMpYIOT
OHOCpe}IOBaHHbIﬁ T-knerkamu HUTOJIN3 OIIYXOJICBBIX KJICTOK. CormnacHo OINPCACIICHHBIM BapUaHTaM
OCYIIIECTBIICHHUS HACTOSIIEE H300pETEHHE OTHOCHTCS K OHCrenu(UUecKIM aHTHUTEHCBSA3BIBAIOIINM
MOJIEKYJIaM, COZIEPIKAINM TIEPBBIH aHTHT'€HCBS3BIBAIONINI TOMEH, KOTOPBIH CIICN(HUUESCKH CBSI3bIBACTCS
¢ CD3 yenoBeka, 1 BTOPYIO aHTUTCHCBSI3BIBAIOILYIO MOJICKYITY, KOTOpasi CeU(UIECKH CBSA3BIBACTCS C
CD20 genoBeka. B onpeneneHABIX BapuaHTax OCYIIECTBICHHUS ONCTICN(PIUECKIAE AHTUTCHCBI3BIBAIOIIIHE
MOJIEKYJIbl TI0 HACTOSIIEMY H300pPETEHHMIO CIIOCOOHBI MHTHMOMPOBATH POCT B-KIIETOUHBIX OITyXOJEH,
skcrpeccupyronmx CD20. Anturena u OucnenupuIeckre aHTUTCHCBA3BIBAIOIINEC MOJICKYIBI 10
N300PETEHUIO MOAXOMAT UL JIeUueHUs 3a001€BaHUN ¥ HapyIIEHUH, IPH KOTOPBIX JKEIATCIbHBIM W/HITH
TepareBTHYecKU 3((HEKTUBHBIM SIBISCTCS aKTUBUPOBAHHBIN MITH WHTYIIUPOBAHHBIN 11€71€BOH MIMMYHHBIH
OTBCT. Haan/lMep, AHTUTCJIA I10 M306p€TeHI/IIO noAXOAAT Jid JICHCHUA PA3JIMYHBIX 3JIOKa4Y€CTBCHHBIX
OITyXOJIeH, a TakXkKe APYTHuX cBsa3aHHBIX ¢ CD20 3aboneBannii M HapyIICHIH.
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AHTUTEJIA IIPOTUB CD3, EUCIELIUSPUYECKUE AHTUI'EHCBSSHBAIIME
MOJIEKYJIEI, KOTOPEHE CBS3BBAKTCA C CD3 M CD20, U MX NPMMEHEHUA

OBJIACTH M3OBEPETEHNA

[0001] HacTodumee wu300peTeHMEe OTHOCUTCH K aHTUTEJIaM U UX
AHTUTEHCBA3HBANIMM QparMeHTaM, KOTOPHE HABJATCH CclheuudryueCcKUMU
onnsa CD3, m x cnocobbaMmM UMX MCHOJNbB30BaHMA. Hacrogumee wm3obpeTeHHUE
TakKXe OTHOCUTCH K OMUCHeUMPUUECKMM AHTUIEHCBASBIBAKIMM MOJIEKYJIAM,
KOTOPEIe CBA3HBaTCA ¢ CD3 u MOJIeKyJOM-MMIIEHB, Takoy kxak CD20,
M K crnocobbaM MX MCIOJIB30BAHUA.

[IPENMECTRBYII/A YPOBEHL TEXHUKU

[0002] CD3 npencrapjibgerT cobon TOMOIVMEPHBIN W
TeTepPONMMEPHEIM AaHTUTEH, BSKCIPecCUupyeMmes Ha T-KjeTkax COBMECTHO
C KOMIIJIEKCOM T-KJIETOUWHOTO peLuenTopa (TCR), u ABJIAETCH
HeOoOXOIMMBIM OJI1s aKTUBaALUU T-KJIEeTKaMM. OYHKLIMOHAJIL HEIN CD3
ofpa30BaH IMMEPHOM acColuMaluMel IOBYX M3 UeTHPEeX Pa3JIMUHEIX Lelen:
DIICUJIOH, oseTa, oeJbTa M TI'aMMa. PacniosoxeHue gnguMmepor CD3
BKJIOUAET TaMMa/3MCUJIOH, IeJjbTa/3nCuiioH u ng3era/n3eTa.  BeUIO
nokKasaHo, YTo aHTuTesia nopotur CD3  npuBomaT kK 0oOpasOBaHUI
kjacTtepoBR CD3 Ha T-kjeTkax, TakuM o0Opa30oM, BHBBEBAA akTuBauuio T-
KJIETOK CIOCODOOM, aHaJIOTUMUHBIM BlamMomeMcTeuioo TCR ¢ HarpyXeHHBMU
nenrtuiamMmmu MoJekysamm MHC. TaxmuMm ob0pasoM, aHTuTejsia nportus CD3
ObBUIM OPEeJIOKEeHBl IJIS TepaleBTUUEeCKMUX leJey, BKJIoYas akKkTuBaumo T-
KJjleToKk. Kpome Toro, OucHeuupmuuecKue aHTUTEJId, KOTOPBE CIOCOOHE!
cpasepBaThCca ¢ CD3 M  aHTUT'€HOM-MUIIEHBK, OBUJIM [IPEIJIOKEHEl IJid
TepaneBTUUECKUX I[IPUMMEeHEeHUM, BKJIOUAs HalpaeJjieHue T-KJI@ TOUHBIX
MMMYHHBEIX OTBETOBR Ha TKaHU U KJETKM, 3BKCIpeCCUpyKlMe aHTUIeH-
MMIUIEeHE .

[0003] CD20 NpencTaByigeT cobon HETJIMKO3UJIMPOBAHHEIM
bochonpoTenH, DKCOPECCUPYEMEBIM Ha KJIETOUHBEIX MeMOpaHax 3pPeJibix B-
KJIETOK. CD20 paccMaTpUBanT Kak B-KJI€ TOUYHEBI
OMyX0QJIeaCCOUUMMPOBAHHEIM AaHTUTEH, T.K. OH DDKCHPEeCcCUpyeTcs Ipu
tojiee 95% B-KJIETOUHEIX HEXOOXKMHCKUX Jumbpom (NHL) m mpyrux B-
KJIETOUHEIX 3JI0OKAUEeCTBEHHEIX HOBOOOPAl30BaHMAX, HO OH OTCYTCTBYET
Ha npenueCTBEeHHUKAX B-xJjeToK, OEeHOPMTHBIX KJIeTKax 178

[J1asMaTUUYe CKUX KJIEeTKax. B ,HaHHOI\/'I obnacTu M3BECTHEI CIIOCOBEI



JIeUueHMd 3JIOKAUeCTBEHHOM ONYyXOJIM IIyTEeM HalPaBJIEHHOTO BO3IEUCTBUMA
Ha CD20. Hampumep, xXUMEpPHOE MOHOKJIOHAJIBHOE aHTUTeJIO npoTue CD20
PUTYKCUMAO MCIOJb30BAJIM WM PEeKOMEeHIOBaJIM OJId [IPUMEHEHUSd IIPpU
JIeUEeHUM 3JIOKAUeCTBEHHHIX OIyXOoJieM, Takux kak NHL, XpoHMUeCKUM
auMboumTapHE Jleykoz (CLL) wm MeJskokJeTouHasd JmMmdoma  (SLL).
[MomarawnT, uYyro CD20 yHMUTOXaeT »kcHnpeccupyioume CD20 onyxoJieBble
KJIETKM I[OCPEeICTBOM OOYCJIOBJIEHHOM KOMIIJIEMEHTOM ILIUTOTOKCUYUHOCTLIO
(cpecy, AHTUTEJIO3aBUCUMOM OIoOCpPenoOBaHHOM KJIeTKaMM
UMTOTOKCHUMUYHOCTED (ADCC) wu/miamM MHOYKLUMENM arolTo3a U IIOBLIIeHUD
UYyBCTBUTEJIBHOCTM K XUMMMOTEepanumM. HecmMoTps Ha TO, UYUTO B YCJIOBUAX
KJIMHUKM [JId CTpaTeruy HalpaBJIeHHOM HOOCTaBKM B OIYXOJb C
MCIIOJIE 30BaAHMEM aHTUTEJ IPOTUB CD20 NPOOEMOHCTPUPOBAJIN
MHOTOODemanume pe3yJjbTaTh, HEe BCe MNAlMEHTHE PearupyinT Ha Tepaluo
anTuTesaMu nportmus  CD20, M OJIS9 HEKOTOPHBIX [NAalMeHTOB  OBUIO
NPONEMOHCTPUPOBAHO Pa3BUTUE YCTOMUMBOCTU WMJIM Y HUX BHSABJISAJU
HerIOJIHEIe peakUuMM Ha Tepanuion aHTuTeJaMu OpoTuB CD20 (HanopuMmep,
YCTOMUUBOCTE K PUTYKCUMADY) .

[0004] Bucneundpnueckmue AHTUTE€HCBA3bIBaIINME MOJIEKYJIBI,
KOTOpEEe CBA3bBawnTCa ¢ CD3 M aHTUTIeHOM-MMIIEHBIO (TakuM kak CD20)
MOTYT OBITb MNOOXOOAUMMM IIPM TepaleBTUUEeCKUX IIPUMEeHEeHUIxX, IIpu
KOTOPHEIX XeJlaTeJIbHEIMM ABJISITCS KOHKPEeTHas HalpaBJIeHHas IocTaBKa
M ONOCPpenOoBAaHHBIM T-KJIEeTKAMM LUTOJIM3 KJIETOK, DKCIPEeCCUPYIIMX
AHTUTEeH~MHUIIEHb .

KPATKOE OIIMCAHME CVYIIHOCTU M3O0OBPETEHUA

[0005] B mnepBOM acHnekxkTe HacTodAllee M300PEeTEeHMEe OTHOCUTCH K

AHTUTEJIaM I nx AHTUT €HCBA3bBIBAKIIVM (bpaI'MeH’I‘aM, KOTOPEIE
CBA3BIBANTCH C CD3 JeJioBEKaA. AHTHTeETIa o 3TOMY ACIIEKTY
I/ISO@peTeHMF{ B yuciie npoyero ABJIARTCA IIOOX O OAIVIMM IOJIA

HallpaBJIEHHOM HOCTaBku B T-KJIeTKM, 3KcIOpeccupyouye CD3 u mjg
CTUMYJIALUMKM akKTuealuuu T-KJIETOK, HaopuMep, B YCJIOBMAX, KOT'Oa
OJIaTONPMATHEM M XeJIATEJIbHEIM SBJISeTCS OINOCPEeINOoBaHHEBM T-KJIeTKaMu
UMTOJINS . AuTuTesa IPOTUB CD3 1o n300peTeHnn, W MX
AHTUTECHCBA3HBANIME YYaCTKU MOXHO BKJIOUYATEH KakK YacThb
OucrneumudmUueCKOro aHTUTEJA, KOTOpOe HalpabkJgeT OINOCPENOBAHHYK
CD3 axTuepauuion T-KJIETOK I[IO OTHOUWEHMI K KOHKPETHBIM TUIaM KJIETOK,

TaKVMM KaK OIIYyXOJIeBble KIJIETKM, WMIIM BOB@YIU/IT@J'[FIM I/IH(_I)@KLU/IM.



[0006] MnnocTpaTMBHEIE aHTHUTEeJa OpoTuB CD3 NO HacTodmeMy
MB00PEeTEeHMU [epeduMrcIieHsl B Tabmuuax 1 u 2 B HaCTO4UleM ONMCaHUM.
B Tabauie 1 YKa3aHEel MOeHTUOUKATOPEL AMMHOKMCJIO THEIX
IoCJIenOBaATEJIBHOCTEeN BapuabesibHEIXx oOJjiacTter (HCVR) Tsaxemyor uenm u
BaprabenbHEIX obJjlacTer  (LCVR)  Jlerxkom Uenu, a olpelejdouye
KOMIIJIEMEHTAPHOCTL obJjlacTu Takxe Taxejyor uenu (HCDR1, HCDR2 wu
HCDR3), wm onpenengaomMe KOMIIJIEMEHTAPHOCTL OOJACTK JIETKOW Lelu
(LCDR1, LCDRZ2 um LCDR3) WIIOCTPATMBHEIX aHTUTeJ npotue CD3. B
Tabnuie 2 YyKa3aHH MKISHTUOUKATOPHE I[IOCJIEOOBATEJIBHOCTEM MOJIEKYJI
HYKJIEMHOBOMW KUCJIOTE, Komupykumey HCVR, LCVR, HCDR1, HCDR2 HCDR3,
LCDR1, LCDRZ m LCDR3 MILIOCTPATUBHBIX aHTUTeJ npotms CD3.

[0007] Hacrosumee m3obpeTeHUMEe OTHOCUTCH K aHTUTEJIaM, WM UX
AHTUTIEeHCBA3BBAKILMM (parMeHTaM, comepxammMm  HCVR, COOEepPXally
AMUHOKMCIIO THYIO [IOCJIenORaATEeJIbHOCTE, BEIOPAHHYI U3 JIobonm us
AMUHOKMCJIIO THBIX [IOCJIENOBATEJIBHOCTEN HCVR, [IePEeUUCII€HHEBIX B
Tabauue 1, wWiIM OO CYWECTBY AaHaJIOTMUHOM MM I[IOCJIENOBATEJIbHOCTH,
objlamawnumer rno MeHbumer mepe 90%, no MeHbumer mMepe 95%, $oO MeHbuEeM
Mepe 98% wmim 1o MeHbuweM Mepe 99% MIOEHTUMUHOCTBI C 3TUMU
[IOCJIeNOBATEJIbHOCTAMMA .

[0008] HacTosumee wu300peTeHMe TaKXe OTHOCUTCS K aHTUTesaM,
W 17924 AHTUT©HCBAS3LIB anlMM ¢parMeHTaM, comepxallrM LCVR,
comepxalyilo aMMHOKMCJIOTHYI IIOCJIEeOOBAaTEJIbHOCTL, BHIOPAHHYID U3
JI00O0M M3 aMMHOKMCJIOTHEIX IIocjiemoBaTesibHOCcTer LCVR, HIepeumncJieHHHX
B Tabmuue 1, WM IO CYUWECTBY AaHAJOTUMYHOM MM IIOCJIEOOBATEJIbHOCTH,
objlamanumer rno MeHbuen mepe 90%, no MeHbuwen Mepe 95%, 1o MeHbIIEM
Mepe 98% wim 100 MeHpmelw Mepe 99% MIOEHTHMYHOCTBIO C DTUMK
[IOCJIeNOBATEJILHOCTAMMU.

[0009] Hacrosmee wuzobpeTeHMe TaKXe OTHOCUTCH K aHTUTEeJaM
nuiu, 179:4 AHTUTEHCB 4 3LIB allM bparmMeHTaM, comepXaumuMm napy
AMMHOKMCJIOTHEIX [OocJlemoBaTeJsibHocTelrr HCVR wm  LCVR (HCVR/LCVR) ,
comepxaummx JOOYID M3 aMMHOKMCJIOTHHIX [OocJienmoBaTesibHOCTer HCVR,
[IepeunCcJIeHHEX B Tabjuie 1, CcHoapeHHYy©w C JOOOM M3 aMMHOKMCJIIOTHBIX
nocyenoeatresyibHoCcTeM LCVR, nepeumcyieHHHXx B Tabimue 1. CoIJlacHO
onpeneJieHHBIM BapMaHTaM OCYIEeCTBJIEHMS HacTodllee U300peTeHue
OTHOCUTCSH K AaHTHUTeJlaM MM UX aHTUTEHCBA3bBBanUMM OQOparMeHTaM,

comepxammMm I[apy aMMHOKUCIIOTHHIX I[IOoCJiemoBaTesibHocTern HCVR/LCVR,



comepXxaummMxcs B JIOOBIX MJUIOCTPATMBHEIX aHTUTEeJax npoTur CD3,
[IepeunCIIe HHEIX B Tabauile 1. B OnpeneJIeHHEIX BapraHTax
OCYUECTRJIEHUS IIapa aMMHOKMCJIOTHBEIX IIOCJIEIOBATEJIBHOCTEN HCVR/LCVR
BLIOpaHa M3 TpPyNOne, cocrosmer wu3 SEQ ID NO:2/10 (Hanpumep,
H1H2712N), 114/122 (uwanpumep, H2M2609N), 514/522 (Hanpumep,
H2M3563N), 770/778 (Hanpumep, HIH5778P), 1050/1234 (Hanpumep,
HI1H7195B) u 1090/1234 (Hanpumep, HI1H7208B).

[0010] HacTosumee wmz300peTeHME TaKXe OTHOCUTCA K aHTUTeJaM,
MM UMX AHTUTEeHCBA3bBalMM o¢parMeHTaM, conmepxammMm CDR1  (HCDR1)
TSXKEJIOM  LenM, COoIepXallyld aMMHOKMCJIOTHYO IIOCJIEeNOBATEJILHOCTL,
BEIOPAHHYI M3 JIODOM M3 aMMHOKMCJIOTHHIX [OocCjienoBaTeJibHocTen HCDRI,
[IEPEeUUCIJIeHHEIX B Tabjauue 1, WM IO CYWEeCTBY AaHaJIOTUYHOM UM
nocJjenoBaTeNbHOCTHM, ofJjamawniel o MeHblelr Mepe 90%, 00O MeHblen
Mepe 95%, m©no wMenbumen wMepe 98% wim 1o Mednbumey wmepe  99%
UISHTUUYHOCTBIO IIOCJIeIOBATEJIbHOCTH .

[0011] HacTosdumee wum300peTeHMEe TaKXe OTHOCUTCS K AaHTUTEJaM,
MM MX AHTUTEeHCBA3LBBaKIMM ooparMeHTaM, cormepxammMm CDR2 (HCDR2)
TSXKEJION  LenM, COoIepXalyl aMMHOKMCJIOTHY M[NOCJIeNOBATEJILHOCT,
BEIOPAHHYI M3 JII0O0OM M3 aMMHOKMCJIOTHHIX I[OCjiemoBaTeJsibHocTer HCDR2,
IepeuncyieHHEx B Tabjuie 1, wWiIM OO CYHEeCTBY AaHAJOTUUHOM UM
rnocJjenoBaTeNbHOCTK, obJjamawnimen no MeHblmey Mepe 90%, 100 MeHblen
Mepe 95%, ©no MeHbuwey Mepe 98% wim 10 MeHbuey Mepe  99%
UISHTUYHOCTBIO MNOCJIeIOBATEJILHOCTHA.

[0012] HacTosdumee wu300peTeHMe TaKXe OTHOCUTCSH K aHTuUTesaM,
MM MX AaHTUTEeHCBA3bBaOUMM OoparMeHTaMm, cozmepxammMm CDR3  (HCDR3)
TSKEJIONW  LenM, COoIepXalyln aMMHOKMCIJIOTHYO IOCJIENOBATEJIBHOCTE,
BEIOPAHHYID M3 JIIO00M M3 aMMHOKMCJIOTHHIX HOCJemoBaTeJsibHOocTen HCDR3,
IepeuncJIeHHEX B Tabjuie 1, WM TI[I0 CYWEeCTBY AaHAJIOTUYHOW UM
IoCJIeNOBATEJIBHOCTY, ob6Jjamawniuen o MeHbier Mepe 90%, 10 MeHbIEN
Mepe 95%, ©nOo MeHbumey Mepe 98% wim 10 MeHbuey Mepe 99%
UISHTUYHOCTBIO MOCJIeIOBATEJIBHOCTHA.

[0013] HacTosdumee wu300peTeHMe TakKXe OTHOCUTCH K aHTUTesaM,
MM UMX AHTUTEeHCBA3LBBaAIMM QparMeHTaM, comepxammM CDR1  (LCDRI1)
Jerkou uenu, COoIepXallyld aMMHOKMCJIOTHYH I[OCJIEeNOBATEJIBHOCTE,
BHIOPAHHYKL M3 JIIOO0OM M3 aMMHOKMCJIOTHHIX I[IOCJiemoBaTeJibHocTen LCDRI1,

[IepPeunCIJIeHHEIX B Tabjuie 1, wWiKM TI[I0 CYWEeCTBY AaHAJIOTUYHOW UM



IOCJIeNOBATEJIBHOCTY, ob6Jjamawnimen o MeHbler Mepe 90%, 10 MeHbUEU
Mepe 95%, ©nO0 MeHbumey Mepe 98% wim 110 MeHbuey Mepe  99%
UISHTUYHOCTLI NOCIeIOBATEJILHOCTHA.

[0014] HacTosumee wuz300peTeHMEe TaKXe OTHOCUTCA K aHTUTesaM,
MM UMX AHTUTEeHCBA3bBaMM ofparMeHTaM, comepxammMm CDR2 (LCDR2)
Jerkom uenu, coIepxXallyld aMMHOKMCJIOTHYH I[IOCJIeIOBAaTEJIBHOCTE,
BEHIOPAHHYK M3 JIIOOOM M3 aMMHOKMCJIOTHHIX I[OocCjienoBaTeJsibHocTen LCDRZ2,
[IEPEeUMCIJIEHHEIX B Tabjuie 1, WM TI[IO0 CYWEeCTBY AaHaJIOTUYHOM UM
[IoCJIenOBATEJIBHOCTY, obOJjamawnien o MeHblelr Mepe 90%, [0 MeHbEN
Mepe 95%, m©Do MeHbueym Mepe 98% wim 10 MeHbuley Mepe 99%
MISHTUYHOCTBIO OCJIeIOBATEJIBHOCTH .

[0015] Hacrodumee wm300peTeHMEe TaKXe OTHOCUTCA K aHTUTEeJaM,
MM UX AaHTUTEeHCBSA3BBaKIMM oGparMeHTaM, comepxammM CDR3  (LCDR3)
JerKkou uenu, COomepxXallyld aMMHOKUCIJIOTHYI I[IOCJIeIOBATEJIbHOCTE,
BEIODPAHHYID U3 JI00O0M M3 aMMHOKMCJIOTHHIX [HOCJemoBaTejibHocTer LCDR3,
[IePeUYnCcJIeHHEx B Tabmjuie 1, wiM IO CYWeCTBY AaHAJIOTUYHOM UM
nocJjenoBaTeIbHOCTY, obJjamawnien o MeHbmer MmMepe 90%, 100 MeHblen
Mepe 95%, mno wMenbumen wMepe 98% wim 1o MeHbumen wMepe  99%
UISHTUYHOCTLIO MNOCJeIOBATEJILHOCTHA.

[0016] HacTosumee wu300peTeHMEe TaKXe OTHOCUTCSH K aHTUTesaM,
UM ux AHTUTEHCB A 3LIBALUIINM bparmeHTawMm, comepXxalmm napy
AMMHOKMCJIOTHEIX [ocJjenosaresbHocTer HCDR3 m LCDR3 (HCDR3/LCDR3),
comepxaumyn JOOYI0D M3 AaMMHOKMCJIOTHREIX [OCJenoBaTesbHocTer HCDR3,
[IepeuncyieHHE X B Tabjuie 1, coapeHHy®©n C JoO0M M3 aMMHOKMCJIIOTHBIX
nocjyenosaTenbHocTer LCDR3, mnepeuncieHHBXx B Tabjauie 1. CorJiacHO
ONpeneJIeHHEIM BapMaHTaM OCYUEeCTBJIEHUS  HacTosdlee U300peTeHue
OTHOCKTCSH K aHTUTEJIaM, WJIM WX AaHTUTEHCBA3BBAKIMM OQparMeHTaM,
comepxaummMm [1apy aMMHOKMCJIOTHHEIX [ocJjiemoBaTesibHocTerr HCDR3/LCDR3,
comepXauynoncsa B JIOOBIX MIUIOCTPATUMBHEIX aHTHUTeJax npoTtus CD3,
IepeunCJIe HHBIX B Tabauiie 1. B onpeneJIe HHBIX BapraHTax
OCYHIeCTBJICHNUSA napa aMMHOKMCJIO THEIX IOCJIeIOBATEJILHOCTEN
HCDR3/LCDR3 BHIOpaHa w3 TIpynone, cocTodmer wu3 SEQ ID NO:8/16
(nanpvmMmep, HIH2712N), 120/128 (HampuMep, H2M2609N), 520/528
(nanpumMmep, H2M3563N), 776/784 (Hanpumep, HIH5778P), 1056/1240
(HanpvmMep, HIH7195B) m 1096/1240 (umanpumep, HIH7208B).

[0017] Hacrosmee wuzobperTeHMe TaKXe OTHOCUTCH K aHTUTEJIaM



UM WX aHTUTEHCBA3BBAKIMM QparMeHTaM, COIepXallM CEepMD M3 MeCTHU
CDR (HanpuMep, HCDR1-HCDR2-HCDR3-LCDR1-LCDR2-LCDR3),
comepXaumMxcsa B JIOOBIX  MIUIOCTPATMBHEIX aHTHUTeJax nportmue CD3,
[IepPeUuMCII€HHBIX B Tabaule 1. B ONpPEeIeJIeHHEBIX BapraHTax
OCYUEeCTRJIEHUSA CepMus aMMHOKMCJIOTHHEIX IIOoCJienoBaTejsibHocTeln HCDRI1-
HCDR2-HCDR3-LCDR1-LCDR2-LCDR3 BelOpaHa M3 TPYIMIE, COCTOAlEN U3
SEQ ID NO:4-6-8-12-14-16 (nHanpumep, HIH2712N), 116-118-120-124-
126-128 (HanpuMep, H2M2609N) , 516-518-520-524-526-528
(HanpuMep, H2M3563N), 172-774-T776-780-782-784 (HanpuMep,
H1H5778P), 1052-1054-1056-1236-1238-1240 (Hanpmmep, HIH7195B) u
1092-1094-1096-1236-1238-1240 (manpumep, HI1H7208B).

[0018] B pOOCTBEHHOM BapMaHTe OCYULEeCTBJIEHUS HacTodllee
nsobpeTeHue OTHOCUTCH K aHTUTeJjlaM, WIM KX AaHTUIT'EHCBASBEBALIUM
bparmMenTamM, comepxaumMm cepuno wu3z wmectu CDR  (Hanpumep, HCDRI1-
HCDR2-HCDR3~-LCDR1~LCDR2-LCDR3), comepxammxcsa B nape
AaMMHOKMCJIOTHOM rocJsemoBaresbHocT HCVR/LCVR, Kak OlIpeneJjieHo
JIOOBIMM  MJIIOCTPATUBHEIMM aHTUTeJaMyu OpoTue CD3, NEepedUCIIEHHBIMM B
TabJsuiie 1. Hanpumep, HacTodAumee  m300peTeHUue OTHOCUTCHA K
aHTUTEJIaM, WM KX aHTUTEHCBAS3BBALUMM OparMeHTaM, CoIepXalllM
Cepmr  aMMHOKMCJIOTHEIX  HOcJemoBaTesibHocTer  HCDR1-HCDR2-HCDR3-
LCDR1~LCDR2~LCDR3, ComepXallynca B nape AMMUHOKMCJIO THBIX
nocyienoearesbHocTerr HCVR/LCVR, BBIOPAHHBIX M3 TPYINB, COCTOSIUEN
n3s SEQ ID NO:2/10 (manpwmep, HIH2712N), 114/122 (Hanpumep,
H2M2609N), 514/522 (umanpmumep, H2M3563N), 770/778 (uanpumep,
H1H5778P), 1050/1234 (HanpuMep, H1H7195B) 121 1090/1234
(HanpuMep, HIH7208B). CnocoOvel M MeToIuku umeHTudouxaumum CDR B
AMMHOKMCJIIOTHEIX HocJiemoBaTesibHoOCcTAXx HCVR m LCVR xopomo M3BEeCTHH
B IAaHHOM O0OJIaCTM U MX MOXHO MCIOJIL30BATH I8 MIeHTuOurauum CDR
B KOHKPETHEIX AaMMHOKMCJIOTHEIX I[OCJenoBaTesnbHocTax HCVR  wu/unm
LCVR, omnmceEBaeMBIX B HACTOLUEM ONMCaHMM. MIINOCTpaTHBHEE OpaBuia,
KOTOPEIE MOXHO MCIOJIB30BaThb IOJj4d uneHTubpmrkaumm  rpaHul  CDR,
BKJIOUANT, HaopuMmep, onpenejyeHme no Kabat, onpemeneHme 1o
Chothia wu onpenesnenrne AbM. B obumx TepMMHaX ONpenesyieHMe I10
Kabat OCHOBAHO Ha BaprabesbHOCTH [IOCJIENOBATENIBLHOCTH,
onpenenienue 1o Chothia ocrHoBaHO Ha Jokanuzauum  obJacTeM

CTPYKTYPHOM I[eTiM, U olpenejyieHue AbM 4gBjigeTCs KOMIPOMMCCOM



Mexny nomxomamu 1o Kabat w  Chothia. Cwm., =Hanpwmep, Kabat,
"Sequences of Proteins of Immunological Interest"™, National
Institutes of Health, Bethesda, Md. (1991), Al-Lazikani et al.,
J. Mol. Biol., 273:927-948 (1997), m Martin et al., Proc. Natl.
Acad. Sci. USA, 86:9268-9272 (1989) . g UIOeHTUOUKALINA
nocyienoBaTeyibHoCTer CDR B aHTUTEJIe TakKXe IOOCTYIMIHBE OOMEenOCTYIIHBE
©asbel OaHHEBIX .

[0019] Hacrosamee wuszsobpeTeHMEe TaKXe OTHOCUTCHS K MOJEeKyJaM
HYKJIEMHOBOM KUCJIOTHE, KOIOUPYOUMM aHTuTejla HOpoTue CD3 wmam ux
yyacTKM. Hanpumep, HacTodllee WU300pPeTEeHME OTHOCUTCH K MOJIeKyJaM
HyKJ’IeMHOBOf/'I KMCJIOTEI, KoIOMpyKrirM J'IIO6YIO mus AMMHOKMCJIIO THBIX
[I0CJIeNOBATEJILHOCTEN HCVR, [IePeYNCIIEHHBIX B Tabnule 1; B
onpeneJieHHEIX BapmaHTax OCYWEeCTBJIEHUS  MOJIeKYyJla HYKJIEMHOBOM
KUCJIOTEl COIEPXUT IMNOJIMHYKJIEOTUIHYO IIOCJIeINOBATEJIbHOCTE, BHEOPAHHYIO
13 JoOoM M3 I[I0OCJeIOBATEJIbHOCTEeM HYKJIeMHOBOM KMcJOTH HCVR,
[IepeunCJIEHHEIX B Tabjuie 2, WIM OO CYWeCTBY AaHAJIOTUYHONW UM
nocJjenoBaTeIbHOCTY, obJjamawnien o MeHbmer MmMepe 90%, 100 MeHblen
Mepe 95%, mno wMenbumen wMepe 98% wim 1o MeHbumen wMepe  99%
MIOICHTVMUYHOCTBI C 3TUMMM IIOCJIeIOBATEJIBHOCTAMM .

[0020] HacTosgmee wuszobpeTeHMEe TaKXe OTHOCUTCHS K MOJEeKyJaMm
HyKJ’IeMHOBOIZ KMCJIOTEI, KoIoMpyrnirM J'IIO6YIO mus3 AMVHOKMCJIOTHBIX
[IOCJIeNOBaTEeJILHOCTEN LCVR, [IePEeUYNCIIEHHEIX B Tabnule 1; B
ornnpeneJsieHHBIX BapMrmaHTax OCyHmeCTBIJIECHMA MOJIEKYJIa HYKJIeI/IHOBOIZ
KMCJIOTEI COOEPXMT IIOJIMHYKJICOTUIOHYIO II0CJIegoBaTeJIbHOCTE, BbI@paHHYIO
us Jiobo¥ U3 IIOCJeOOBATEJILHOCTEM HYKJIEeMHOBOM kKucjgoTel LCVR,
IepeumncJIeHHEX B Tabjuie 2, WM I[I0 CYUWEeCTBY AaHaJIOTUUYHOW UM
IoCJienOBaATEJIBHOCTY, ob6Jjamawnimen o MeHbler Mepe 90%, 10 MeHbIEN
Mepe 95%, ©no MeHbuwey Mepe 98% wiIm 110 MeHbuey wMmepe 99%
MIOCHTVMUYHOCTBI C 3ITUMMM IIOCJIeIOBATEJIBHOCTAMM .

[0021] Hacrosmee wuzobpeTeHMe TakKXe OTHOCUTCH K MOJEeKyJaMm
HyKJTeMHOBOIZ KMCJIOTEI, KooMpyrnurM J'IIO@YIO us3 AMVHOKMCJIIOTHBIX
[I0CJIenOBaTEeJIbHOCTEN HCDR1, [IE€PEeUYNCIIE HHBIX B Tabauie 1; B
orpeneJieHHBIX BapMrMaHTax OCyHeCTBJIECHMA MOJIEKYJIa HyKJTeMHOBOIZ
KMCJIOTEI COOEPXMT IIOJIMHYKIJICOTUMIHYI II0CJIefOoBaTeJIbBHOCTE, BbI@paHHyIO
U3 JoboM U3 TI0CJeIOBATEeJIbHOCTENM HYKJIEeMHOBOM KuUCJOoTel HCDRI,

[IepPeunCJIeHHEIX B Tabjuie 2, WK [0 CYWEeCTBY AaHaJIOTUYHOW UM



IOCJIeNOBATEJIBHOCTY, ob6Jjamawnimen o MeHbler Mepe 90%, 10 MeHbUEU
Mepe 95%, ©DoO MeHbwey Mepe 98% wim 10 MeHbumey Mepe 99%
MIOSHTVMUYHOCTBI C 3ITMMM IIOCJIeIOBATEJIBHOCTSAMM.

[0022] Hacrosmee wuszobpeTeHMe TaKXe OTHOCUTCHA K MOJIEKyJlaM
HyKJ’[eMHOBOIZ KMCJIOTEI, KoIoMpyrirM J'[IO6YIO mus3 AMVMHOKMCIIOTHBIX
nociyenoeatreybHocTern  HCDRZ, IEePeUunCJIeHHEIX B Tabmauue 1; B
orpeneJsieHHBIX BapMraHTax oCylueCTBIJICHUA MOJIEKYJIAa HYKJTQMHOBOIZ
KMCJIOTEI COOEPXMT IIOJIMHYKIICOTHMIHYI IIO0CJIedOBaTeJIbBHOCTE, BbI@paHHy'IO
u3 JoboM U3 TIIOCJeIOBATEeJIBHOCTEeM HYKJIEeMHOBOM KucjoTel HCDR2Z,
[IepeuncJieHHEXx B Tabjule 2, WIM I[IO0 CYWECTBY aHaJIOTUMUYHOM UM
[IOCJIeIOBATEJIbHOCTHK, ofbJjlamanmer 1o MeHbluen Mepe 90%, 10 MeHbIEeN
Mepe 95%, ©DoO MeHblleM Mepe 98% wim 10 MeHbuley Mepe 99%
UOSHTUYHOCTBIO C DTUMU [IOCIJIEOOBATEJILHOCTSAMMU.

[0023] HacTogmee wuszobpeTeHMEe TaKXe OTHOCUTCS K MOJEKYyJaMm
HYKJIEMHOBOMN KMUCJIOTHI, KOOMPYOIMM  JIIOOYID U3 aMMHOKMCJIO THBEIX
rocJjiegoBaTesJIbHOCTEeN HCDR3, [IepeumnCIJIEHHBIX B TabJsmie 1; B
onpeneseHHBIX BapraHTax OCYIIeCTBJIEHUS  MOJIeKYJia HYKJIEMHOBOMN
KUCJIOTE COIEPXUT IMNOJIMHYKJIEOTUIHY NOCJEeIOBATEJIbHOCTEL, BHOPAHHYD
1u3 JoboM U3 II0CJeIOBaTeJIbHOCTEM HYKJIeMHOBOW KucjioTel HCDR3,
IepeuncyieHHEX B Tabjguie 2, WM TI[IO0 CYIEeCTBY AaHaJIOTUUYHOW UM
rnocJjenoBaTeNbHOCTK, obJjamawnimen no MeHblmey Mepe 90%, 100 MeHblen
Mepe 95%, ©no MeHbuwey Mepe 98% wim 10 MeHbuey Mepe  99%
MIOICHTVMUYHOCTBI C 3TUMMM IIOCJIeIOBATEJIbHOCTAMM .

[0024] HacrTodmee wuszobpeTeHMe TakKXe OTHOCUTCHA K MOJeKyJiaMm
HyKJ’[eMHOBOIZ KMCJIOTEI, KooMpyriurM J'[IO6YIO mus3 AMVHOKMCJIOTHBIX
nociyenoeareyrHocTern  LCDRI1, [IEepeunCJyIeHHEIX B Tabmauue 1; B
orpeneJsieHHBIX BapMrMaHTax OCyHmeCTBJIECHMA MOJIEKYJIa HYKJTQMHOBOIZ
KMCJIOTEI COOEPXMT IIOJIMHYKJIICOTUIOHYIO II0CJIefoBaTeJIbHOCTE, BbI@paHHyIO
U3 JoboM U3 TI[OCJeIOBATEJIBHOCTEM HYKJIeMHOBOM KucjoTel LCDRI,
IepeunCcJIeHHEX B Tabjuie 2, WK I[I0 CYUWEeCTBY AaHaJIOTUYHOW UM
IOCJIeNOBATEJIBHOCTY, ob6Jjamawnien 1o MeHblmey Mepe 90%, 10 MeHbIEN
Mepe 95%, ©no MeHbumey Mepe 98% wix 10 MeHbuey Mepe 99%
MIOCHTVMUYHOCTBI C 3ITUMMM IIOCJIeIO0OBAT&JIBHOCTAMM .

[0025] Hacrosmee wuzobpeTeHMe TaKXe OTHOCUTCH K MOJEeKyJaMm
HYKJTQMHOBOIZ KMCJIOTEI, KooMpyrniurM J'IIO@YIO us3 AMVHOKVMCIJIOTHEIX

nocyienoeatrejbHocTern  LCDRZ, [IEPEeUMCIJIeHHEIX B Tabmauue 1; B



onpeneJjieHHBIX BapMaHTax OCYUEeCTBJIEHUI  MOJIEeKyJa HYKJIEMHOBOU
KMCJIOTEL COOEPXUT NOJIMHYKJIEOTUIHYK [NOCJIeIOBATEJIbLHOCTL, BHOPAHHYI
13 JoboM M3 [OCJIeIOBATEJILHOCTEM HYKJIEeMHOBOM KucjoTel LCDR2,
[IEPEeUMCIJIeHHEIX B Tabjule 2, WIKM I[I0 CYWEeCTBY AaHaJIOTUYHOW UM
[IOoCJIenOBATEJIEHOCTY, ob6Jjamawnimer o MeHbler Mepe 90%, [0 MeHbUIEU
Mepe 95%, m©DoO MeHbmey wMepe 98% wiIm 10 MeHblley Mepe 99%
MISHTUYHOCTBIO C 3TUMU [HOCJIEOOBATEJILHOCTAMMU.

[0026] Hacrosamee wuszsobpeTeHMe TaKXe OTHOCUTCHS K MOJEeKyJaM
HYKJIEMHOBOMU KMCJIOTEHL, KOoOUpyoumuM  JIOOYyKn U3 aMMHOKMCJIIO THBIX
[IoCcJyiefoBaTeJIbHOCTEN LCDR3, [IePEeUMCIJIEHHEIX B Tadbguie 1; B
OnpenesieHHEIX BapMaHTax OCYUWEeCTBJIEHMI  MOJIEKYJa HYKJIEMHOBOMN
KMCJIOTEl COOEPXUT NOJIMHYKJICOTUIHYK I[NOCJIEeIOBATEJIbHOCTE, BHOPAHHYIO
13 JoboM M3 I[IOCJeIOBATEJIbHOCTEeM HYKJIeMHOBOM KucjioTel LCDR3,
[IEPEeUUCIJIeHHEIX B Tabjaule 2, WIKM TI[IO0 CYWeCTBY AaHaJIOTMYHOM UM
nocJenoBaTeNIbHOCTY, obOJjajanmer no MmeHbmen umepe 90%, 10 MeHblIeMr
Mepe 95%, ©DoO MeHbuleyM Mepe 98% wim 10 MeHbuley Mepe 99%
MISHTUYHOCTBI C 3TUMU [NOCJIEOOBATEJIBHOCTAMMU.

[0027] HacTogmee wuszobpeTeHMEe TaKXe OTHOCUTCS K MOJEeKyJaMm
HYKJIEMHOBOMW KMUCJIOTE, KomumpyoumM HCVR, rmme HCVR COIepXuT Cepuno
nus TpeXx CDR (HanpmuMep, HCDR1-HCDR2-HCDR3) , roe cepusd
AMMHOKMCJIOTHEIX TocyienoBaTesibHocTer HCDR1-HCDR2-HCDR3 saBjseTcs
TAaKOM, KakK OoIpelnejieHO JIOOBMMY MJJIOCTPATUBHEIMY AHTUTEJIaMM [TPOTUB
CD3, mnepeducyieHHEIMM B Tabauie 1.

[0028] HacrTosdmee wuszobpeTeHMe TakKXe OTHOCUTCHA K MOJEeKyJaMm
HYKJIEMHOBOMW KUCJIOTH, KkKomupyoumM LCVR, rme LCVR COIEpPXUT Cepuno
nus TPpEeXx CDR (HanpuMmep, LCDR1-LCDR2-LCDR3), roe cepusd
AMMHOKMCJIOTHEIX TocyienoBaTesbHocTer LCDR1-LCDR2-LCDR3  gamBjsieTcs
TAaKOM, KakK OolIpelesyieHO JIOOBMMY WMJJIOCTPATUBHEIMUY AHTUTEJIAMMU [TPOTUB
CD3, mnepeducyeHHEBEIMM B Tabauie 1.

[0029] HacrTosmee wuzobpeTeHMe TakKXe OTHOCUTCH K MOJEeKyJaMm
HYKJIEMHOBOM KMUCJIOTH, komupywommuMm HCVR m LCVR, rme HCVR comepxuT
AMMHOKMCJIOTHYH  I[IOCJIeOOBAaTEeJIbHOCTD Jgodon  u3 aMMHOKMCJIO THEIX
nocjyenosaTensHocTer HCVR, nepeumciyieHHBIX B Tabmwmue 1, u rme LCVR
COOEPXUT AMMHOKMUCJIIOTHYIO [IOCJIeOOBATEJIbLHOCTD Jobon 1Z4C]
AMUHOKMCJIO THBIX [IOCJIENOBATEeJIbHOCTEN LCVR, [IePEeUMCIJICHHBIX B

Tabauile 1. B onopenesileHHBIX BapMaHTax OCYIEeCTRBJEHUS MOJeKyJa
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HYKJIEMHOBOM KM CJIOTEL COOEepPXUT [IOJIMHYKJIEOTUOHYIO
[IOCJIENOBATEJIBHOCTE, BHIOPAHHY M3 JHOOOM M3 [OOCJIENOBATEJILHOCTEN
HYKJIEMHOBOM kKuCJIOTH HCVR, mnepeduucsyieHHBIXx B Tabjauue 2, WM IO
CYHWECTRBY AHAJIOTMYHOM UM [OCJeIOBATeJILHOCTHU, objajanuer o
MeHbmey Mepe 90%, 1o MeHbumen Mepe 95%, 1o MeHbmen Mepe 98% wnm
no MeHbwen mMepe 99% MOEHTUUHOCTH C ITUMM IIOCJIEINOBATEJIBHOCTAMM,
M TIOJIMHYKJIEOTUIHYK I[I0CJIENOBATEJILHOCTL, BHIOPAHHYK M3 JOOOM U3
[IOCJIENOBATEJIBHOCTEN HYKJIEMHOBOM KMCJOTE LCVR, TI[EepedrCIJIeHHEIX B
Tabnuue 2, WM [IO CYWEeCTBY aHAaJIOTMUHOM UM II0CJIEeNOBATEJILHOCTH,
obJslamamuen 1o MeHblen Mmepe 90%, 1o MeHbuen Mepe 95%, 10O MeHblUEM
Mepe 98% wmim 10 MeHbleM Mepe 99% MIOEHTUUHOCTBI C 2TUMU
[IOCJIENOBATEJIbHOCTAMM . B ONpeneJsyieHHBIX BapMaHTax OCYWEeCTBJIEHUS II0
2TOMY ACIEeKTY M300peTeHMd MOJIEKYJIa HYKJIEMHOBOM KUCJIOTH KOIOUPYET
HCVR m LCVR, r1rme HCVR wm LCVR nojgyyawnT M3 OODHOTO M TOI'O Xe&
aHTuresa nporms CD3, npuBeneHHOTO B Tabiuue 1.

[0030] HacrTosumee nsobpeTeHMne TaKxe OTHOCUTCSH K
PEKOMOMHAHTHBIM BEKTOpPaM 3SKCIPEeCCUM, CIOCOOHBIM 3KCIPECCUPOBATH
[IOJIMIIENITUL, COHepXalmM BapuabeJibHyl O0JIaCTb TSXEJION WM JIETKOU
uenu a"HTuTeJsa nportuB CD3. Hanpumep, HacTodllee U300peTeHUe
OTHOCUTCSH K PekKOMOMHAHTHEIM BeKTOpaM »KCIPpeccuu, CcolepXalyuMm
JOOYID M3 MOJIEKYJI HYKJIEMHOBOM KMCJIOTHE, YKas3aHHBIX BHIIE, HAIPUMED,
MOJIEKYJIBI HYKJIEMHOBOMU KMCJIOTHL, KoOUpyolume JI00YI0 Z8C]
nocjenoearTenbHocTer HCVR, LCVR wm/mim CDR, Kak ykasaHo B Tabjuie
1. B obBbeM HACTOAWETO U30OPETEeHMS TaKXe BXOIAT KIETKM-XO034eBa B
KOTOpPEE BBOIOWUJIM TakKKe BEKTOPH, a TakKxe K crnocobtbamM I[IOJIyUeHUHd
AHTUTEJI WM MX YYaCcTKOB IMOyTeM KyJIbTUBUPOBAHUSA KJIETOK=-XO34€B B
YCIJIOBUAX, ofecrneuuBamMX NPOOYKLUIO aHTUTEeJ WM (QOparMeHTOB
AHTUTEJI U BHIOEJIEHME AaHTUTeJ U OPparMeHTOB aHTUTEeJ, NPOOYyLUUPYEMHIX
TaKkMM 00pas3oM.

[0031] HacrTodmee u300peTeHME OTHOCUTCH K AHTUTEJIAM OPOTUB
CD3 ¢ MOIDMOUMUMPOBAHHBIM MNPOOUIIEM TJMKO3UIMPOBAHMA. B HEKOTOPHIX
BapraHTax OCYUWEeCTRJIEHUS I[IOOXONOANEN MOXeT OBTbH MOIOMOMKALMS IJId
yIaJjleHMda HeXeJIATEeJIbHEIX YUAaCTKOB IUVIMKO3UWIMPOBAHMUL, WM AHTUTEJIO,
He comepxalee Tpynny OYyKO3E, COIHepXallyloCs B OJUTOCAXapPUIHOU
uenu, HanpuMmep, oJs  yBeJuueHus  QYHKUMM  AHTUTEJIO3aBUCUMOM

KJIETOUHOM UUTOTOKCHMUHOCTM (ADCC) (cmMm. Shield et al., (2002)
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JBC, 277:26733) . B OIPYTMX IPUMEHEHUAX MOXHO [IPOBOIUTE
MOAMOUKALMI TajlaKTO3UIMPOBaHMd Jid Moaubpukaumy OOyCIJIOBJIEHHOM
KOMIIJIEMEHTOM LUUTOTOKCHMUHOCTM (CDC) .

[0032] B OIpyTOM acrexkTe nz3obpeTeHue OTHOCUTCH K
bapMalleBTHUUECKOM KOMIIO3ULMUM, CoIepXallell PeKOMOMHAHTHOE AaHTUTEJIO
yeJjioBeka WM ero OQparMeHT, KOTOPHM cHeuudpmuecky CBI3bBIBaeTCa C
CD3, wu G¢apMaleBTUYECKM [IPUEMJIEMBII HOCUTEJIb. B pPOICTBEHHOM
acrnexTe n300peTeHue OTHOCUTCHA K KOMIIO3ULIUM, KoTOpasd
npencrapjsgeT CcoboM KOMOMHALMID aHTuTejyia npoTuB CD3 m BTOPOTO
TepaneBTUUECKOTO CpenCTBa. B OOHOM M3 BapMAaHTOB OCYLECTBJIEHUA
BTOPOE  TepaleBTUUECKOe CPenCcTBO MOpencTabjgeT cobom  Jiodoe
CpPencTBO, KOTOPOE MNPEeMMYLIECTBEHHO OOBEAMHAKNT C aHTUTEJIOM IPOTUB
CD3. JumoCcTpaTUBHLBIE CPelCcTBa, KOTOPHE MOXHO [IPEeUMMYyLIeCTBEHHO
O0OBEeIMHATE C aHTuTesioM OpoTms CD3, BKIOUAT O0e3 OIpaHMUEeHUA
Ipyrue CpencTBa, KOTOPHE CBA3HBAKTCA M/UIM aKTUBUPYOT IIepenady
curHaJoB CD3 (pkipuas IOpyTrMe aHTUTeJla MM MX AaHTUI'EHCBSI3bBallye
dparMeHTEl ¥ T.H.) u/WIM CPencTBa, KOTOPHIE HENOCPeACTBEHHO He
cBaspBaTCA ¢ CD3, HO, TeM He MeHee, AaKTUBUPYOT MM CTUMYJIMPYIT
AKTUBALIMIO MMMy HHBIX KJIETOK . JONOJIHUTEJIb HEIE CIIOCOOEL
KOMOMHUPOBAHHOTO JiedeHUusd M COCTABOB IJid COBMECTHOT'O BBeIESHMSA,
BKJIOUAA aHTuTesia nOpoTus CD3 mo HacTodlweMy MK300PEeTEHMIO, ONMCAHEH
B OpyI'OM MeCTe B HACTO4lleM ONMCAaHUU.

[0033] B eme onHOM aclHnekTe u300peTeHue OTHOCUTCH K
TepaneBTUUECKMM  CHnocofaM  CTUMyIauuy  akTuBauum  T-KIJIETOK C
MCIIOJIB30BAHMEM aHTUTeJsa nOpoTus CD3  wmiaM aHTUTEHCBSASHEBALIETO

ydacCTKa aHTuTesia IIo MBO@p@TeHMIO, roe TepaleBTUYeCKUue CTIOCOORI

BKJIOUA0T BBEeIeHUE TepaleBTUYECKU 230beKTUBHOTO KOJIMYeCTBa
bapMalleBTHUECKOMT KOMIIO 3ULINK, comepxalen AHTUTEJIO ZNpZi
AHTUI'€HCB 1 3bIB A0 bparmMeHT aHTUTEJa o n300peTeHND,

HyXIaolleMyCd B 3TOM MHIMBMIOYYMYy. [lomojyexamee JIeUEeHMIO HapyLeHMKE
npencraejgeT cobom Jioboe 3abojieBaHMe MM COCTOSHME, KOTOopoe
HOPMAJIM3YT, VYIAYyYNanT, MHTUOMPYOT MM NPEOOTBPAllalT IOCPEeNCTBOM
CTUMYJIALIMM aKTMBHOCTM MM Iepenauy curHajor CD3.

[0034] CorjlacHO JOpyTr'OMy AacCHOeKTy HacTodllee u300peTeHue
OTHOCUTCH K  OucneumMdpMuecKMM  aHTUTIEHCBA3BIBALIMM  MOJIEKYJIaM,

KOTOPHIE CBA3BBAKNTCA c CD3 M AHTUTE€HOM-MMIIEHBI. CoruytacHo
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oripeaeJie HHBEIM VIIJIIOC TP ATV BHBIM BapMaHTaM OoCylmeCTBIJICHUA

OucreumMdmuUecKye aHTUTEeHCBS3ERBaKLIME MOJIEKYJIEl CBA3bBaloTCca ¢ CD3 u

CD20; B HACTOAUEM OTIMCAHUU TakKue bucneunpruecrue
AHTUT'E€HCBA3EBALIUE MOJIEKYJIBI Takxe 0003HaYAKT Kak
"OucrneunpruUeckme MOJIeKyJiEl opoTue CD3/CD20". YuacToxr npotwur CD20

OrcrnemnMonuuecKom MOJIEKYJIHI npoTuB CD3/CD20 4aBjisgeTcs OOAXOISIMM
oyis HaOpaBJIEHHOMW  IOCTaBKM B ONyXOJIEBBIE  KJIETKU, KOTOPEIE
skcnpeccupyior CD20 (HanpuMmep, B-xjieTOUHBIE ONYXOJM), U YyUHaACTOK
npoTue CD3 OucneumdmdeckomM MOJIEKYJIEL SABJIS€TCHS HNPUTONHBIM  IOJ1d
axTuBauum T-xJjIeTok. OIDHOBPEeMeHHOe CBa3bBaHue CD20 Ha oOnyxoJIeBOM
kjeTke wu CD3 Ha T-xjeTke ofOJileTuaeT HaNpPaBJIEHHBM LUTOJMUSI
(KJIETOUHHIM JIM3MC) OIYyXOJIEBOM KJIETKU-MUUIEHM aKTUBUPOBaAHHOM T-
KJISTKOM . TaxuMm obpasoum, pucrneunbmuueckue MOJIEKYJIBI IPOTUB
CD3/CD20 mo mB0o0peTeHMu B UYMCJIe OPOUYEeTO SABJSOTCS NPUIOMNHBIMMU IIJIS

JeueHusa  3aboJieBaHUM U HaAPYUIEHUM, CBSIBAHHEIX C  OIYXOJISMH,

3KCcIOpeccupyoummmu  CD20, i  OOYCJIOBJIEHHBIMM  MMU (HanpumMep,
JmMboM) .

[0035] Bucneuudmueckme aHTUIEHCBASBBALIIME  MOJIEKYJIB  II0
OaHHOMY ACIeKTY HAaCTOAWEeIO n300peTeHnus coIepxar [IepPBLI

aHTMPeHCBHBMBaDMMﬁ IJOMeEH, KOTOpHﬁ CH@HM@MH@CKM CBA3BIBAEeTCA C

CD3 ueJoOBeKa, M BTOPOM AHTUTEHCBSSHBBAKIMN  IOOMEH, KOTOPHIN

crienudmUUeCcKu CBA3BIBAETCH c CD20. HacrTosgumee nsobpeTeHue
OTHOCUTCHA K Bucneundrue CKUM MOJIEKYJIaM IPOTUB CD3/CD20
(HanpuMep, pucneurpmuue CKuUM aHTuTeJaMm) , TIe KaXIbI

AHTUTEHCBSSLEIBAKIMY OOMEH COIEPXMT BapuadesbHyn OO0JIaCTb TAXEJIOU
uenmu (HCVR), cnapeHHy®w C Bapuad®esbHOM O0OJACTHI JETKOMV Lenu
(LCVR) . B omnpeznejyieHHBIX WIIJIOCTPATUBHBEIX BaPMaAHTAX OCYLIECTBIIEHUA
n300peTeHra KaXIbM AaHTUIEHCBA3bBALIMY OOMeH OpoTmB CD3 wu
AHTUTEHCBA3EBALIMY  IOOMEH I[IPOTUB CD20 COOEPXUT  pPasJIUYHEE,
ornmuanumecs HCVR, cnapensele ¢ ofepwHOM LCVR. Hamnpumep, Kak
NP OUJIIIIOC TOPUPOBAHO B npuMepe 7 B HaCTOALIEM onmMcaHuu,
KOHCTPpyMpOBan Oucneuududeckmue aHTUTEJE, comepxauye  IIePBH
AHTUTEHCBA3BBALINMY HOOMEH, KOTOPEM CclHeuudmudecKky CBA3BHBaeTCS C
CD3, roe [IEPBEI AHTUT'EHCBA3LBAKIMY  IOMEH COOEPXUT napy
HCVR/LCVR, nojiydaeMyno M3 aHTuTejsa npotus CD3, M  BTOPOU

aHTMPeHCBHBMBaDMMﬁ IJOMEH, KOTOpHﬁ CH@HM@MH@CKM CBA3BIBACETCA C
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CDh20, TIoe BTOPOM AHTUIEHCBSSBBBAKIMM OoMeH conmepxuT  HCVR,
[IoJiydaeMyn u3 AHTUTEJIO [IPOTUB CD20, CHApPEeHHYD C LCVR,
moJyiyuaeMoy wu3 aHTureja nopoTtus CD3  (HanpuMmep, Takom xe LCVR,
KOTOPYH BBOIAT B AHTUIEHCBSASBHBALIMM IoMeH npoTus CD3) . Ipyrumu
CJIOBaMM, B WIJIOCTPATUBHEIX MOJIEKYJIaX, OINMUCHBAEMBIX B HACTOLIEM
onucaHuu, crnapueaHmeM HCVR wu3 aHTuTena npotmue CD20 ¢ LCVR wus
auTuTesa OpoTurR CD3 nojiyyanT aHTUTEHCBSA3BBALIMM IOMEH, KOTOPHIM
cneumupmueckm cBAs3bBaeTca ¢ CD20 (Ho He cBg3plBaeTca ¢ CD3). B
TaKMX BapMaHTax OCYIECTBJIEHUA [IEPBEIE u BTOPELIE
AHTUITEHCBAS3EBAKIIME OOMEHEl CcomepxaT pasiamnuHele HCVR  a”HTHTEsa
nportue CD3 wm nportms CD20, HO comepxaT ofbmwywn LCVR aHTHTesa
npotus CD3.

[0036] HacTosmee wusobpeTeHMe OTHOCUTCS K OucneumdpmrdecKum
MoOJIeKyJiaM NpoTuB CD3/CD20, TOe NepBbM aHTUTEHCBS3BBALIMUM ILOMEH,
KOTOPEIM chHeunubmuecky Cea3bplBaeTcsa ¢ CD3, comepxuT Jobyn U3
AMMHOKMCJIOTHEIX IIocJenoBaTesibHocTer HCVR, kak ykaszaHo B Tabiuile
1 wnm Tabmuue 18. IlepBeEl AHTUTEHCBSA3BIBAKILMIY IOMEH, KOTOPEHI
crieumudpmMuecky ceasviBaeTca ¢ CD3, Takxe MOXeT COHNepXaThb JIOYI U3
AMMHOKMCJIOTHEIX IIocJenoBaTesibHocTer LCVR, kak ykKaszaHo B Tabiule
1 mnm Tabmamue 19. CoTJlacHO ONpenesiIeHHBIM BapMaHTaM OCYUEeCTBJIICHUS
[IEPBEIL AHTUIT'€HCE 1 '3bIB a0 IOOMEH, KOTOPEBIA crieundprueCcKu
CBAB3BIBAETCSH c CD3, comepxmuT JIoOyn M3 [Iap AaMMHOKMKCJIOTHBIX
nocjenoearTenbHocTelr HCVR/LCVR, kak ykKas3aHo B Tabjauie 1 wiu
Tabaulie 17. Hacrosauee nsobpeTeHMne TaKxe OTHOCUTCHA K
BucneuudruueCKmUM MOJIEKYJIaM [IPOTUB CD3/CD20, roe [IEPBEIL
AHTUTEHCBSA3LBIBAKIMY OOMEH, KOTOPHIM cHelunudruyecKkr CBSA3BBAETCS C
CD3, comepxmuT JOOYID M3 aMMHOKMCJIOTHHIX I[IOCJiemoBaTeJsibHocTen CDRI1-
CDR2-~CDR3 TsaXxeJiONM Lenu, KakK ykKasaHo B Tabiauie 1 uamu Tabiauie 18,
u/unu obyrn M3 aMUMHOKMCJIOTHBIX I[IOCJIENOBATEJILHOCTEM JIETKOU LeNu
CDR1-CDR2-CDR3, kak ykaz3aHo B Tabjauue 1 wuam Tabiauie 19.

[0037] CorylacHO ONpeneJIeHHBM  BapMaHTaM  OCYUECTBJIEHUSA
HacToAwee um300peTeHue OTHOCKUTCHE K OucneuuMduueckKuM MOJIEKYJIaM
npotuB CD3/CD20, THOe NEpBHM AHTUTEHCBASBBBAOILMNI IOMEH, KOTOPLIA
crneuudmuuecku cBAa3blBaeTca ¢ CD3, comepxuT BapuabesbHYID 00JAaCTb
TAXEJION uenm (HCVR) , comepxallyn AMMHOKMCJIOTHYIO

[IOCJIENOBATEJIBHOCTE, BHOPAHHYI M3 TPYINH, cocTosmer wm3 SEQ ID
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NO:1250, 1266, 1282, 1298, 1314 wn 1329 wium 10 CylecTBY
AHAJIOTUYHOM MM I[IOCJIENOBATEJILHOCTK, ofOJlajamielr IO MeHbBIEeM Mepe
90%, mno wmeHbuweyw wumepe 95%, no wMeHbWEN Mepe 98% MM IO MeHbIEeM
Mepe 99% MIOEHTMYUHOCTBLI [OCJENOBATEJIbBHOCTHU.

[0038] Hacrosauwee nsobpeTeHMre TaKXe OTHOCUTCSH K
oucneumMpmieCKmMM MOJIEKYJIaM [IPOTUB CDh3/CD20, rae [IEPBLIL
AHTUTEHCBS3EIBAKIMY OOMEH, KOTOPHBIM CHeUMdUUIeCcKM CBSA3BBAETCHS C
CD3, COOEPXUT BapuabesibHy  06JacThb JIeTKOM  Lenu (LCVR),
comepXallyin aMUMHOKMUCJIOTHYID I[IOCJIeOOBATEJIbHOCTE, BHIOPaHHYK U3
Tpynmnel, cocrosmer m3 SEQ ID NO0O:1258, 1274, 1290, 1306, 1322 wu
1333, WX IO CYUWEeCTBY AHAJIOTMYHOM MM I[IOCJIeIOBATEJILHOCTHU,
obJslamanuen 1o MeHblen Mmepe 90%, 1o MeHbuen Mepe 95%, 1O MeHbUIEM
Mepe 98% 12N 1o MeHbIIen Mepe 99% UOEHTUUHOCTHIO
[IOCJIeNOBATEJILHOCTH .

[0039] HacTosumee nsobpeTeHue TaKxe OTHOCUTCSH K
brucneundmuue CKmUM MOJIEKYJIaM IPOTUBR CD3/CD20, roe [IEPBLI
AHTUTEHCBABBBAKIMY OOMEH, KOTOPBM CHeuudmuiyecKy CBSSLHBAETCS C
CD3, comepxmuT Hapy aMMHOKMUCJIIOTHEIX MHOocJenoBaTenbHocTer HCVR wu
LCVR (HCVR/LCVR), BHOPAHHBIX W3 TPYINLE, cocTodmern u3 SEQ ID
NO:1250/1258, 1266/1274, 1282/1290, 1298/1306, 1314/1322 wu
1329/1333.

[0040] Hacrosauee nsobpeTeHMne TaKxe OTHOCUTCSH K
oucneumpmUieCKmUM MOJIEKYJIaM [IPpOTUB CD3/CD20, roe [IEPBLI
AHTUTEHCBS3BIBAKIMM OOMEH, KOTOPHBIM cHeundmyecKkr CBSA3BBAETCS C
CD3, conepxuT gnomMeH CDR3 Taxejyior uenu (HCDR3), comepxaummm
AMUHOKMCJIOTHYIO IOCJIeNOBATEJIBHOCTE, BEIOPAHHYIO ns3 TPYIIH,
cocrTosamen mu3 SEQ ID NO:1256, 1272, 1288, 1304, 1320 u 1332 wmwm
10 CYUWEeCTBY AaHAaJIOTMUYHYK MM IIOCJIeOOBATEJIbHOCTL, OOJamawnilyrn II0
MeHbmer Mepe 90%, no meHbmen Mepe 95%, no menbmen Mepe 98% wnwm
no wMeHbuwer mepe 99% MIEHTUUHOCTHI I[IOCJIEIOBATEJILHOCTM,; U IOMEH
CDR3 JIeTKOM uenu (LCDR3), comepxaumm AMMHOKMCJIIOTHYIO
IOCJIeNOBATEJIBHOCTE, BHOPAHHYI M3 TPYINH, cocTosmer wu3 SEQ ID
NO:1264, 1280, 1296, 1312, 1328 wm 1336 wim 10 CYyHlecTBY
AHAJIOTUYHOM UM IIOCJIeOOBATEJIbHOCTHK, obJjamawnielr 10 MeHbIEeN Mepe
90%, mno wmeHbuwen wumepe 95%, no wMeHbwEeN Mepe 98% WM IO MeHbIEM

Mepe 99% MIOEHTUMUHOCTLI [IOCJEeNOBaTEeJIbHOCTHU.
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[0041] B omnpenejieHHBIX BapraHTax OCYULEeCTBJIeHMS I[I€PBHEN
AHTUTEHCBSA3EIBAKIMY IOOMEH, KOTOPBIM CHelurMduyeCcKrM CBSA3BBAETCHS C
CD3, CONEePXUT napy AMMHOKVCJIO THEIX [IOCJIENOBATENILHOCTEN
HCDR3/LCDR3, BEIOPAHHBIX us TPYyIIEL, cocTodluen us SEQ ID
NO:1256/1264, 1272/1280, 1288/1296, 1304/1312, 1320/1328 wu
1332/1336.

[0042] Hacrosauwee nzobpeTeHMne TaKXe OTHOCUTCSH K
OucrnemnMonuyeCcKmMM aHTUTEHCBSASEBALIMM MOJIeKyJlaMm npotus CD3/CD20,
TIoe TIIePBLM AaHTUTEHCBA3BIBAOUMK  IOMEH, KOTOPEIM  CcHeundpmuecku
ceasgplBaeTcsa ¢ CD3, comepxuTr nomeH CDR1 Tsaxesior uenm (HCDR1),
comepXxallMy  aAMUMHOKMUCJIOTHYI  [IOCJIEeOOBATEJIbHOCTE, BHIOPaHHYI U3
Tpynmnel, cocrosumer m3 SEQ ID NO:1252, 1268, 1284, 1300, 1316 wu
1330 wuam 0o CyHlecTBY AaHaJOIMUHOM MM IIOCJIeIOBATEeJILHOCTH,
obyamawnumer rno MeHbmer mepe 90%, no MeHbuer Mepe 95%, 0O MeHbUIEM
Mepe 98% 12N 1o MeHbIIen Mepe 99% UOEHTUUHOCTHIO
rnocJyenoBaTesJbHOCTK; noMmeH CDR2 (HCDR2) Taxejyion Lenm, COIepXalluil
AMUHOKMUCJIOTHYIO [I0CJIeNOBATEJILHOCTE, BBEIOPAaHHYIO m3 TPYIIIH,
cocrodmenm m3 SEQ ID NO:1254, 1270, 1286, 1302, 1318 wm 1331 wnum
o CYUWEeCTBY AaHaJIOTUUYHOM MM IIOCJIeOOBATEeJIbHOCTHM, ofJjiamawniei 10
MeHbmen Mmepe 90%, no mMeHbmen Mmepe 95%, no MeHbumen Mepe 98% wam
o MeHbller Mepe 99% MIOIEHTUYHOCTBI IIOCJIEHNOBATEJIBHOCTH,; IOMEH
CDR1 JIeTKOM Lenu (LCDR1), comepXxaumn AMMHOKMCJIIO THYIO
IOCJIeNOBATEJIbHOCTE, BHOPAHHYI M3 TPYINBE, cocTosmer wm3 SEQ ID
NO:1260, 1276, 1292, 1308, 1324 wu 1334 wim 100 CYUWEeCTBY
AHAJIOTUYHOM UM IIOCJIeOOBaTeJIbHOCTHK, obJjamawnier 10 MeHbIeN Mepe
90%, mno wmeHbuwen wumepe 95%, no wMeHbUEeN wMepe 98% MM IO MeHbIEeM
Mepe 99% MIOEHTUMUHOCTBK I[IOCJenoBaTeJIbHOCTM, U nmomMeH CDR2 (LCDR2)
Jerkou  uenu, coIepxalui  aMMHOKMCJIOTHYH  IIOCJIeIOBATEJIBHOCTE,
BEHIOPAHHYI M3 TpPYyHNOe, cocTosmer m3 SEQ ID NO:1262, 1278, 1294,
1310, 1326 17 1335 1ZRai7] 1o CyHmecTBY AHAJIOTUYUHOM UM
IOCJIeNOBATEJIBHOCTY, ob6Jjamawnien 1o MeHblmey Mepe 90%, 10 MeHbIEN
Mepe 95%, ©no MeHbumey Mepe 98% wix 10 MeHbuey Mepe 99%
UOSHTUUYHOCTBHI IOCJIEeNOBATEJIBHOCTHA.

[0043] OnpenesieHHBIE HEeOTPaHMUMBALIMKE MJIJIIOC TP A TUBHEIE
prcnelmnonyecKkme aHTUTEHCBASLBAKLIME MOJEKYJE NpoTuB CD3/CD20 1o

M300PEeTeHNI0 COINepXaT I[IEPBHEM AaHTUIEHCBA3LBALIMM IOMEH, KOTOPEHI
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crneuudpmuuecku crpaswrBaeTcsa ¢ CD3, conmepxamwmit nomensl HCDR1-HCDR2-

HCDR3-LCDR1-LCDR2-LCDR3, COOTBETCTBEHHO, comepxamme
AMMHOKMCJIO THEIE [IoCJIenOBaATEJIbLHOCTHM, BEIODPAHHBIE us3 TPy,
cocrodumen u3: SEQ ID NO:1252-1254-1256-1260-1262-1264
(HanpuMep, B33/20-001) ; 1268-1270-1272-1276-1278-1280
(HanpuMep, B33/20-002) ; 1284-1286-1288-1292-1294-1296
(HanpuMep, B3S3/20-003) ; 1300-1302-1304-1308-1310-1312
(HanpuMep, B33/20-004) ; 1316-1318-1320-1324-1326-1328
(HanpuMep, BS3-20-005) ; 2 1330-1331-1332-1334-1335-1336

(HanpuiMep, BS3/20-007).

[0044] HacrTogauee n3o00peTeHKe TaKxe OTHOCUTCH K
oucneumpruue CKmUM MOJIeKYJlaM IPOTUBR CD3/CD20, roe BTOPOU
AHTUTEHCBAZBBAKINMY OOMEH, KOTOPHM CHeuudmruyecKy CBS3LHBAETCS C
CD20, comepxuT BapuadbesibHY® O0OJIaCTb  TAXEJIOM Lelnu (HCVR) ,
comepXallyld aMUHOKMCJIOTHYI IIOCJlemoBaTeJIbHOCTE SEQ ID NO:1242,
WM IO CYWEeCTBY AaHAJOTMUHY €l I[I0CJIeNOBaTeJIbHOCTL, OBOJamanuyo
no MeHbumer Mmepe 90%, no MeHbmer umepe 95%, no MeHbumen Mmepe 98%
WM 1o MeHbleM Mepe 99% MIOeHTMYHOCTLI [NOCJIEIOBATEJILHOCTMU.

[0045] Hacrosuwee nsobpeTeHMue TaKxe OTHOCUTCSH K
oucneumpmUie CKmUM MOJIeKYJIaM IPOTUBR CD3/CD20, roe BTOPOM
AHTUTEHCBS3LIBAKLIMMY  OOMEH, KOTOPHIM  CHeumdpmuuecKr CBSASBIBAETCH
CD20, comepxuT BapuabesbHy® 00JIaCTh  JIETKOM  lLenu (LCVR),
comepXauyln aMMHOKMUCJIOTHYKH [IOCJIeOOBATEJIbHOCTS, BEHIOPAHHYK U3
Tpynmoel, cocTosmer u3 SEQ ID NO0O:1258, 1274, 1290, 1306, 1322 wu
1333 UM 110 CYHIeCTBY  AHAJIOTMUYHOM KM I[IOCJIeIOBATeJILHOCTH,
objlamawnumer rno MeHbuey mepe 90%, no MeHbumeyr Mepe 95%, $O MeHbUEN
Mepe 98% 12Ny o MeHbIIeN Mepe 99% MOEHTUUHOCTBIO
IOCJIeNOBATEJIBHOCTHU .

[0046] Hacrosauee nsobpeTeHMne TaKxe OTHOCUTCSH K
BucneunudruueCKmUM MOJIEKYJIaM [IPOTUB CD3/CD20, roe BTOPON
AHTUTEHCBSASLIBAKIMY  IOOMEH, KOTOPHIM  CHeuudruuecKM  CBSA3BBAETCSH
CD20, comepxuT TIMapy AaAMUHOKMUCIJIOTHEIX IoOcjienoBaTejibHOoCcTerw HCVR wu
LCVR (HCVR/LCVR), BHOPAHHBIX W3 TPYINLE, cocTodmer u3 SEQ ID
NO:1242/1258, 1242/1274, 1242/1290, 1242/1306, 1242/1322 wu
1242/1333.

[0047] Hacrosauee nzobpeTeHre TaKXe OTHOCUTCSH K
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OucneuudpruueCKmUM MOJIEKYJIaM [IPOTUB CD3/CD20, roe BTOPON
AHTUTEHCBSABLEIBAKIMY  IOOMEH, KOTOPBIM  CcHeumduuecKr CBS3BBAETCH
CD20, conmepxuT znoMeH CDR3 Taxejon uenmu (HCDR3), comepxaummi
AMMHOKMCIJIOTHYI  [IOCJIeIOBATEJIBHOCTD SEQ ID NO:1248 uiM - 1o
CYWIeCTBY AHAJIOTMYHYK €M I[IOCJIeNOBATEJIBHOCTE, oblamamuyn 10
MeHbmey Mepe 90%, no MeHbuwen Mepe 95%, no mMeHbmen Mepe 98% wnm
o MeHbleM Mepe 99% MIEHTUMYHOCTBI I[IOCJIENOBAaTEeJIbHOCTU; U IOMEH
CDR3 JIeTKOM Lenm (LCDR3), comepxaummn AMMHOKMCJIJIOTHYIO
[IOCJIENOBATEJIBHOCTE, BHOPAHHYI M3 TPYINH, cocTosmer wu3 SEQ ID
NO: 1264, 1280, 1296, 1312, 1328 wmu 1336, wmim 10 CYUECTBY
AHaJIOTMYHOM MM IIOCJIENOBATEJIbHOCTK, obJjiaanlel I10 MeHbUleM Mepe
90%, mno wMenbuwenm wMmepe 95%, no wMeHbllen Mepe 98% WM IO MeHbUEM
Mepe 99% UIOEHTUUHOCTBI [NOCJIENOBATEJIbHOCTU.

[0048] B omnpenesieHHBIX BapMaHTax OCYHECTBJIEHMS BTOPOM
AHTUTEHCBA3BIBAKINMY  OOMEH, KOTOPEM  CHeuudmuyuecKy CBSA3BIBAETCH
CD20, COOEPXUT napy AMMHOKMCJIO THEIX [IOCJIENOBATEJILHOCTEN
HCDR3/LCDR3, BeIOpaHHy® M3 TIPYINNOe, cocTosmern wu3 SEQ ID NO:
1248/1264, 1248/1280, 1248/129¢6, 1248/1312, 1248/1328 u
1248/1336.

[0049] Hacrosauee nsobpeTeHMne TaKxe OTHOCUTCSH K
oucrnelMdmMUeCcKrM AaHTUTEHCBASHBALIMM MOJIeKyJiaM npoTrue CD3/CD20,
IIme BTOPOM AHTUI'€HCBASEBALUMNI LOOMEH, KOTOPHM clheunduuecKy
cBsaspiBaeTcsa CD20, comepxur pomeH CDR1  Tsaxemom uenw (HCDR1),
comepXxauny aMMHOKMCJIOTHY I[ocjiemoBaTesbHOCTE SEQ ID NO:1244 wnm
o CYUWEeCTBY AaHaJIOTMUHYK el II0CJIemHOBaTeJIbHOCTL, ofJjiamawniein IIo
MeHbmen Mmepe 90%, no meHbmen Mmepe 95%, no MeHbmey Mepe 98% wm
no MeHblley Mepe 99% MIEHTUUYHOCTBI I[IOCJIEIOOBATEJIBHOCTHM; IOMEH
CDR2 TAXEJION Luenu (HCDR2) , comepXxaumn AMMHOKMCJIIOTHYIO
nocyienoraresibHOCTE SEQ ID NO: 1246 mim O CYUWEeCTBY aHAJOTMYHYI
eyl [oCJIeNOBATEJIbHOCTL, OfOJjlamawnuyln DO MeHbmer wepe 90%, 10
MeHber Mmepe 95%, 1o wmeHpmeym mepe 98% wmyim 1o MeHbmen Mepe 99%
UOEHTUYHOCTER [IOCJIENOBATEJILHOCTHY ; IOOMEH CDR1 JIeTKOU Lernm
(LCDR1), comepXxaummn AMMHOKMCJIIOTHY [IOCJIeg0BaTEeJIbHOCTE,
BEHIOPAHHYK M3 TPyHHOe, cocrTosmer m3 SEQ ID NO:1260, 1276, 1292,
1308, 1324 u 1334 WJI info) CYLIECTRBRY AHAJIOTUUHOMU VM

IoCJIenOBaATEJIBHOCTY, ob6Jjamawnmer o MeHbler Mepe 90%, 10 MeHbUIEU



18

@)

Mepe 95%, m©no MeHbmey Mepe 98% wim 1o MeHbllen Mepe 99%
UISHTUUHOCTLID I[OCJeIOBATEJILHOCTHM, M »noMeH CDR2 Jierkom uLenu
(LCDR2), conmepxaummin AMMHOKMCJIOTHYIO [IoCJjIieJOBaATEJILHOCTh,
BEHIOPAHHYK M3 TPYHNIOE, cocTosmer mu3 SEQ ID NO: 1262, 1278, 1294,
1310, 1326 171 1335 1ZBaNZI 1o CyueCTBY AHAJIOTUUHOM VM
[IOCJIeNOBATEJIBHOCTY, obOJjamawnien o MeHblelr Mepe 90%, 1[I0 MeHbIIEN
Mepe 95%, m©no MeHbuweym Mepe 98% wix 10 MeHbuey Mepe 99%
UISHTUYHOCTBIO MOCJIeIOBATEJIBHOCTH .

[0050] OnpeneJsieHHBIE HEeOTPaHMUUBALIME MJIJIIOC TP A TUBHEIE
pucrnenupruUecKre AaAHTUTESHCBAS3BBALIME MOJIEKYJEl npoTrmB CD3/CD20 no
M300pPEeTeHUId COoHmepXaT BTOPOM AaHTUTEHCBSA3BIBAOUMM IOMEH, KOTOPHIM

crneumbpmuecky crpaspBaeTcsa CD20, conmepxaumyt pgomeHel HCDRI1-HCDR2-

HCDR3-LCDR1~LCDR2~LCDR3, COOTBETCTBEHHO, comepxaume
AMMHOKMCJIIO THEIE NoCJIeOBATEJILHOCTH, BEIOPaHHBIE u3 TPYIIIEL,
cocrTosmen ZicH SEQ ID NO:1244-1246-1248-1260-1262-1264
(HanpuMmep, BS3/20-001) ; 1244-1246-1248-1276-1278-1280
(HanpuMep, BS3/20-002) ; 1244-1246-1248-1292-1294-1296
(HampuMmep, BS3/20-003) ; 1244-1246-1248-1308-1310-1312
(HanpuMep, BS3/20-004) ; 1244-1246-1248-1324-1326-1328
(HanpuMep, BS3-20-005) ; u 1244-1246-1248-1334-1335-1336

(nanpvmMep, BS3/20-007).

[0051] B poIOCTBeHHOM BapMaHTe OCYUECTRBJIEHUS U300peTeHUe
OTHOCUTCSH K OMUCHeUUOUUIEeCKUM AHTUTEHCBASBBALIMM MOJEKYJIaM IPOTUB
CD3/CD20, rIe BTOPOMU AHTUT €HCBA 3bIBALMI IOMeEeH, KOTOPHBIN
crneuudpmuyecku cpaswBaeTrcs CD20, comepxurT nomMeHsl CDR  TAXeJom u
JIeTKOM 1lenm, CcoIepXalurecs B I[IOCJIeOOBaTEJIbHOCTAX BapuabesbHOU
obylacTu TsaxeJou u Jerkor uenmu (HCVR/LCVR), BBOPAHHBEIX U3 IT'PYIINH,
cocTrosmer w3 SEQ ID NO:1242/1258, 1242/1274, 1242/1290,
1242/1306, 1242/1322 n 1242/1333.

[0052] B mpyroM acHnekTe HacTodlee M300peTeHre OTHOCUTCHI K
MOJIEKYJIaM HYKJIEMHOBOU KMCJIOTEL, KOIOUPYOUMM JIO0YI0 ns
[I0CJIenOBaTEeJIbHOCTEN HCVR, LCVR NI CDR oucneuudmuIeCcKmx
AHTUTEHCBSA3LBALIMX MOJIeKyJl npoTwsB CD3/CD20, ONMCHIBAEMEIX B
HacTo4dleM  ONMCaHuMu, BKJIOUAS  MOJIEKYJIEI HYKJIEMHOBOMW  KMCJIOTHI,
comepxaume IOJIMHYKJIEOTUIHBIE I[IOCJeOOBATEeJIbHOCTM, YKasaHHEE B

Tabmuiax 20 wm 21 B HacTOdUEeM OIOMCaHMM, a TakKXe MOJIEKYJIBI
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HYKJIEMHOBOMW KMCJIOTHE, COIepXallue OBe WM 0oJiee MNOJMHYKJIIeOTUIOHBIX
[IOCJIeDOBATEJIbHOCTEM, VYKa3aHHBX B Tabamiax 20 m 21, B Jjo0OOM MUX
OYHKUMOHAJILHOM COYETAaHUM WJIM PacCloJioxeHuMr. Takxe B U300peTeHUeM
npenyCcMOTPEHE! PexoOMOMHAaHTHEIE BEKTOPEBI BKCIIPECCUM, Hecylume
HYKJIEMHOBEIE KMUCJIOTEL 10 M300pPEeTeHUN, U KIETKM-XO039eBa, B KOTOPHE
BRBOOIMJIM TakKMe BEKTOPEH, Kak ¥ CHOCOOBl [IOJIyUeHMS  aHTUTEeJ
KyJIb TUBMPOBAHMEM KJIETOK-X035gEB B YCIJIOBUSAX, obecreurBaMx
NPOOYKIMIO aHTUTEJI M BHOEJIEHME, NPOOYLUUPYEMBIX aHTUTEJ.

[0053] HacTosumee wuszsobpeTeHME OTHOCUTCA K OucHneumdrudeCKUM
AHTUTEHCBA3BBAKIMM MOJIEKYyJlaM nportus CD3/CD20, rme maobor us3
YVKAa3aHHBIX BHIIE AHTUTEHCBS3BBAKNIMX IOMEHOB, KOTOPHE CHeumupuiuecKu
cBasgbBalTCa ¢ CD3, o0O0BeIUHAT, IOIPUCOSIUHSAIT WJIM MWHBEIM OO0pa3oM
CBSA3BIBAIT C JIIOOBIM M3 YyKas3aHHBIX BHIIE AHTUTEHCBSA3BBAKNIMX IOMEHOB,
KOTOpPEIE creuudpmUUueCckKum CBA3HBAKNTCSH C CD20, C [IOJIyUeHUeM
pucnenmupnueCcrom AHTUTEHCBS3bEBaIeNn MOJIEKYJIEL, KoTOopas
ceaseBaeTca ¢ CD3 u CD20.

[0054] HacTosumee uszobpeTeHMe OTHOCUTCSA K OucneumdpmuieCcKuUm
AHTUTEHCBA3BIBALIMM MOJIeKYyJlaM HpoTus CD3/CD20 ¢ MOIUOUIIMPOBAHHLIM
npodmyieM TJIMKOBUIIMPOBAHMSA. B HEKOTOPHEX I[IPUMMEHEeHMSAX XeJlaTeJIbHOM
MOXeT OHTb MOOMOMUKALIMSA OJIS YyIAaJIeHUS HeXeJIaTeJIbHBEIX YUaCTKOB
TJIMKOBUJIMPOBAHMSA, WJIM AaHTUTEJIO, He coIepxalee Tpynny OyKoOs3H,
comepXxamyncss B OJIMIOCAXapUIHOM lenu, HalpuMmep, OJsS YyBeJMUYeHUS
OYHKLMUY aHTUTEJIO3AaBUCUMOM KJIETOUHOM LUTOTOKCHMUYHOCTHM (ADCC) (cMm.
Shield et al., (2002) JBC, 277:26733). B @mpyrux OIpUMEeHEHUIX
MOIMUKALIMID MOXHO MNPOBOIUTEL T'aJIaKTO3MJIMPOBAHMEM IJiS MOIMbUKALIMNA
0OYCJIOBJIEHHOM KOMIIJIEMEHTOM LIMTOTOKCHUUHOCTK (CDC) .

[0055] B OIpyTOM acrexkrTe nzobpeTeHue OTHOCUTCSHA K
bapMmalnieBTHUECKOM KOMIIO3ULIUN, comepxaluen bucneundrudeCcKyn
AHTUTEHCBSASLHBAKLIYD MOJIEKYJy nOpoTue CD3/CD20, kak ONMCAHO B
HaCcTOsAeM ONUCaHuy, U OGapMaleBTUUEeCKM I[IPUEMJIEMBI HOCUTEJbE. B
POIOCTBEHHOM acIlleKTe Mu300peTeHMre OTHOCUTCS K KOMIO3MIMM, KOTOopas
NpencTaBlaeT cobou KOMOMHALIUIO pbucnenndrueCcrom
AHTUI'EHCB I 3bIBaIeN MOJIEKYJIBL [IPOTUBR CD3/CD20 u BTOPOTO
TEepaneBTUUECKOTO CPenCTBa. B OOHOM M3 BAPUAHTOB OCYUECTBJIEHUS
BTOPOE  TepaleBTHUUECKOe CPeICTBO IpencTabjgeT cobom  Jodoe

CpencTBoO, KOTOPpOe MNPEeVMYIEeCTBEHHO OOBeOUHAT C Oucrneumudruieckom
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AHTUTEHCBSABBBAKIEN MOJIeKyJio npoTtuB CD3/CD20. WInCcTpaTUBHLE
cpencTea, KOTOpPHIE MOXHO IpeuMylle CTBEeHHO o0BENVHAT c
OrcnenmMdmuIecKor AaHTUTEHCBASLBAKLIEN MOJIeKyJion rnpoTrur CD3/CD20,
BoJjiee nOoOpoOHO ONMCAHBL B OIPYyI'OM MEeCTEe B HACTOSAWlEM ONMCAHUM.

[0056] B eme oZOHOM aclHnekTe u300peTeHre OTHOCUTCH K
TepaneBTUIe CKUM crocobam HalpaBJIEHHOM OOCTaBKM/LUUTOJIM3A
ONyXOJIEBEIX  KJIETOK, skcnpeccupyoumux  CD20, C HMCIOJIE30BaHUEM
OrcrnenmnMonuyecKomM aHTUTEHCBASLBAKLIEN MOJIeKYyJEl npoTuB CD3/CD20 mno
MB00pPEeTEeHNK, TI'iIe TepaleBTUUECKME CIHOCOOB BKJUYAKT BBEICHUE
TeparneBTUUYECKHU 20beKTUBHOTO KOJIMUeCcTBa bapmalleBTUUECKON
KOMIIOB3ULINY, conepxauen ducneumMprueCcKy AHTUTEHCBSA 3BIBANILY
MOJIEKYJIy NpoTurB CD3/CD20 mo m300peTeHMIOD MHIUBUIYYMY .

[0057] HacTosumee nsobpeTeHue TaKxe OTHOCUTCSH K
MCIIOJIE 30BaHUIO pucneumpnueCcKom AHTUTEHCBS 3BIBALLIEN MOJIEKYJIBL
nporuB CD3/CD20 0o mM300peTeHMrIn B IIOJYUYEHUM JIEKAPCTBEHHOTO
cpencTea g JiedeHus 3a00JIeBaHMA WIIM HAPYLEeHMs, CBAS3aHHOTO C
skcnpeccuen CD20 wmam oOyCJIOBJIEHHOTO eu.

[0058] IpyrMe BapMaHTE OCYUECTBJIEHMS CTAaHYT I[IOHATHH [IPU
PacCCMOTPEeHUM CJleyl lero HMXe NONPODOHOTO ONMCaHUEe.

KPATKOE OIMCAHUE UEPTEXEN

[0059] Ha odurype 1 mnpencraBjieH o0OBEM ONYXOJM (B MMS) B
TeueHue MPONOJIKUTEJILHOTO Ieproma BpeMmMeHu y wMemer NOD/SCID,
KOTOPEIM MMOOKOXHO MMIIJIAHTUPOBAJIM CMECHh OIIYXOJIEBEIX KJIETOK Raji wu

PBMC, mnocise wmMmnaHTauuMm OINYXOJIM UM JIeUeHMHd, HauMHad Ha CYTKU

UMIIJIAHTALIMK ONyxoJu, Fc uyejyoBeka (hFc, crJiomHas JMHUS) MK
bucneumprueckmuM aHTUTes oM CD3XCD20 (BS3/20-007, NYyHKTUPHAaL
JIMHUSA) .

[0060] Ha ourype 2 mnpencrarBjeH o0BbeM OOyxoJu (B MM3) B
TeueHue MPONOJIKUTEJILHOTO Iepuoma BpeMeHu y wmemer NOD/SCID,
KOTOPEIM MMOOKOXHO MMIIJIAHTHMPOBAJIM CMECH OIYXOJIEBEIX KJIETOK Raji wu
PBMC, mnocje wuMIIJIaHTAUMM ONYyXOJM U JIeUeHud, HauuHadgd udepes 7/

CYTOK TIIOCJie UMIJIaHTaluuu Oonyxojmu, Fc uejyioBeka (hFc, cnojoumHas
JIVIHWSA ) uinm  OucneumpruyeckmuMm aHTUTes oM CD3XCD20 (BS3/20-007,
NYHKTUPHASA JIMHMUA) .

[0061] Ha o¢urype 3 npezncrarjieH rpaduk KoOJIMUeCTBa B-KJIETOK
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(x1000/mxJ1) B TedeHMre IIPOOOJIXUTEJIBHOT'O IIepuona BpPEeMeHM B
ofpasuax KpOBUM OT HABaHCKMX MaKaK, KOTOPEIX of0pabaTeBaliM TpeM:d
pPasuMUHbBIMK I03aMu  Oucneumdrueckoro auTuTesa BS3/20-001 (0,01,
0,1 wim 1,0 MT'/KT); KOHTPOJILHEIM AHTUTEJIOM NPOTMUB CD20 B HMBKOU
noze (xkoHTposib V, 0,01 MIP/KT) WM KOHTPOJILHBIM AHTUTEJIOM [IPOTUB
CD20 B BBICOKOM mo3e (koHTposb IIT (1,0 Mmr/xT).

[0062] Ha o¢urype 4 npezncrarjieH IpadUK KOJIUYUECTB T-KJIETOK

(x1000/mxJ1) B TedeHMEe I[IPOOOJIXMUMTEJIBHOT'O I[Iepuona BpPEeMeHM B
obpasuax KpOBUM OT HBAHCKMX MaKakK, KOTOPBEIX o0OpabaTeBaniM TpeMd
pasInMuHbBIMKM Oo3aMu Oucneumdrueckoro aHTuTesa BS3/20-001 (0,01,
0,1 mumm 1,0 MI'/KI'); KOHTPOJIBHBEIM AHTUTEJOM NOpoTuB CD20 B HMUBKOU
nosze (xoHTposib V, 0,01 MI/KT') WMIM KOHTPOJIBHEIM AHTUTEJIOM [IPOTUB
CD20 B BBRICOKOM mo3e (koHTpoJss I1II (1,0 mMr/xr).

[0063] Ha o¢urypax 5A, 5B, 5C wm 5D mnpencraBJIeHB YPOBHU
(nr/mn) IFN-ramMma, IL-2, IL-6 u TNF-anbda, COOTBETCTBEHHO, IO
OO3UPOBAHUA M IOCJIe OO3MPOBaHMA y HABaHCKUX MakakK, KOTOPEHIX
obpabaTeBaSIM OIHOKPpAaTHOM pjo3om BS3/20-001 (0,01, 0,1 wmmm 1,0
MI'/KT') , KOHTPOJILHBIM aHTUTesoM npoTurB CD20 B HuM3KOM mnoze (0,01
MI'/KI' KOHTPOJIb V) MMM KOHTPOJILHBEIM aHTUTeJIoM npoTue CD20 B
BuICOKOM mo3e (1,0 Mr/kr xoHTpoJsib IIT1).

[0064] Ha o¢urype 6 mnpencraBjeH Opoduies skcrnpeccum CD20
(BRIPAXaeMbl B KpaTHOM LOgZ2 WM3MEeHEHMI BKCIPeCCUK), ONpelelisaeMbln
B ofOpas3uax KpPOBM, IIOJIy4aeMOM B pPasJiIMUHEE MOMEHTEl BPEMEHU VY
ABAHCKMX MaKaK, KOTOPHX obpabareBanu koHTpojsem V 0,01 wMmr/xrm
(anTuTesio npoTur CD20); xourposem III 1,0 wMI'/KT (aHTUTEJIO
nporue CD20) wmu BS3/20-001 0,01 wmr/xr, 0,1 wmr/xkr wm 1,0 wMr/xr
(bucneumndprueckoe aHTUTeJIO NpoTuB CD3XCD20) .

[0065] Ha owurype 7 nOpencrarjieHa ofmad KOHLEHTpauusa B
CBIBOPOTKE (MKIT'/MJI) Oucneurpuueckoro aHTuTesa OpoTuB CD3xCD20
(BS3/20-001) B TeueHue MNPOLNOJIKMTEJILHOTO I[epuola BPEeMeHUu B
obpaslax KpPOBM y SBAHCKMX MaKak, KOTOPHIX obpabaTeiBanu 1,0 Mr/xrT
(He3akpalleHHEIe TPeyTOJILHUKK) , 0,1 MT'/ KT (HezakpaleHHEIE
kBanpatTel) wuau 0,01 Mr/xr (HesakpalleHHHE POMOH) OUCHEeLUNOUUECKOTO
aHTuTeJsa npotmus CD3xCD20.

[IOOPOBHOE OIIMCAHUE
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[0066] Ilepen TemM Kak HacTodllee u30OpeTeHMe ONMCEBALT,
cienyer MNOHMMAaTh, 4TO 3TO nzobpeTeHKe He OTPaHUUYEHO
OIIMCBIB aeMBIMIM KOHKpPEeTHEIMM crnocobamm 12 SKCIIEPVMMEHTAJIb HEIMM

YCJIOBMAMM, TakuM o00OpasoM, CHOOCODEl M YCJIOBMA MOT'YT M3MEHATHCH.
Takxe cJlengyeT IIOHMMATh, dTO MCIIOJIBb3yeMad B HacTodlueM OIIMCaHUuM
TEPMMHOJIOTMA CIIYXUT TOJIBKO 1IJIA OINIMCaHMA KOHKPETHBIX BaApPMAHTOB
OCylleCTBJIEHUSH, 173 He nompasyMeBRanT, UTo OHa ABJIAETCSH
OTpaHMYMBAKLIEN, T.K. obbeM HaCcTOglero n3obpeTeHms oymeT
OTPaHMUYEH TOJILKO HNpujaraeMmor GopMyJion M300peTeHusd.

[0067] Ecam He onopenesieHO MHade, BCEe TEeXHUUYECKME UM HayuHBEe
TePMMHE], MCIIOJIb 3y EeMEIC B HacTo4dueM onmcaHmm, MerT TakKoe Xxe
3HaueHue, Kak OOWENPMHATO IIOHMMAaeT ClIeluajiMCT B HOaHHOM o6JjacTu,
K KOTOPOM NPMHALOJEXUT HOaHHOe us3obpeTeHue. Kak UCHONB3YOT B
HacTodglueM omnMcaHmu, TEePMUH "npubausuTresabHo", Korga ero
MCIIOJIE3YIT I[IO OTHOUWEHMI K KOHKPETHOMY [IEePeUYMCIISEeMOMYy UYUCIJIOBOMY
3Ha4YEeHUD, O3HauaerT, UTOo 3HA4YEHUEe MOXET OTKJIOHATBHCH oT
[lepeunucyigseMoro sHaueHue He Oojee uyeM Ha 1%. Hanpumep, kak
UCIIOJIE3YIOT B HACTOSANEM ONMCAHUM, BhpaxeHue "npubiusmurensHo 100"
BrJiouaeT 99 um 101 u BCe 3HaueHuUs Mexny HuMM (Hanpumep, 99,1,
99,2, 99,3, 99,4 u 7.mo.).

[0068] HecmoTps Ha TO, UYUTO B IIPAKTUUECKOM OCYIECTBJIEHUU
nMJin TeCTUpPpOBaHUM HacTo4aweIro MBO@pGTeHMH MOXHO NCIIOJIBE30BATH
JIoOBIe CIHOCOOBl M BEWEeCTBa, AaHAJOTMUHBIE WM DSKBUBAJIEHTHEE TEM,
KOTOPEIE OINIMCBIBAKT B HacTodueM OInIMCaHuM, HIVIXEe OIIMCAHEBL
NPennouUTUTEeJIbHEIE CIOCOOBE M BeuecCTBa.

OnpenesieHusd

[0069] Kax wmcoosaps3ymonT B HaCTOdlleM OIMCaHuM, DKCIOpeccus
"CD3" oTHOCKMTCH K AaHTUIeHY, KOTOPBIM 3KCIpeccupyercs Ha T-
KJIeTKAaX KaKk JacCThb MYJIE TVMOJIEKYJIAPHOT' O T-KJIETOUHOTO peunernTopa
(TCR) M KOTOPBIM COCTOMUT U3 TOMOOMMEPaA WM TeTepoImuMepa,
0o0paz30BaHHEIX accoluualMell IOBYX M3 dYeThpex Lelel peunenropa: CD3-
BIICUJIOH, CD3-pmesnbTa, CD3-m3eTa " CD3-TaMmMa. CD3-2mICcuiioH
UeJIOBEeKa COIEePXUT AaMMHOKMCIJIOTHY I[IOCJIeIOBATEJIBHOCTL, YKal3aHHY
B SEQ ID NO:1370; CD3-mesibTa dYeJiOBEeKa COIEPXUT aAMUHOKUCIIOTHYIO
[IOCJIeOOBATEJIBHOCTD SEQ ID NO:1371. B mHacTodmeM  ONMCaHUM

NpennoyiaranT, YTO BCE CCBUIKM Ha OeJKM, NOJUIENTHIBE U OEJIKOBEIE
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bparMeHTH OTHOCHATCH K BapMaHTy COOTBETCTRBYKIETO benka,
NONIUIIENITHIA WM OeJIKOBOTO ¢parMeHTa UYeJIOBeKa, eCJiM SBHO He
YKAa3aHO KakK I[IPOUCXOIAlMe OT He HABJIANIMXCS UYeJIOBEKOM BUIOOB.
Taxum oOpaszomMm, BepaxeHue "CD3" os3HauaeT CD3 desioBeKa, €CHAM HABHO
HE YKa3aHO KaK IM[IPOMCXOIAWMNM OT He HABJIAOIMXCH UYeJIOBEKOM BUIOB,
Hanpumep, "CD3 memm", "CD3 obes3pdgubl" U T.I.

[0070] Kax wmMcCHnoJsib3yoT B HACTOAIEeM OIMcaHuy, "aHTuTeJso,
KOTOpOe cB4A3plBaeTca ¢ CD3" wmmm "aHTuTeso npotmus CD3" BrIIowuUaeT
aHTuTeJa u 17924 AHTUT'EHCBSA3BIBANLIME bparmMeHTH, KOTOPEIE
crieumMdpmuecKm PacCIrO3HAKnT OIOHY CyOBenmMHUILLY CD3 (HanpumMep,
3ICUJIOH, XJeJjibTa, TIaMMa WM 5nO3eTa), a TakKxe aHTuUTeJla U UX
AHTUTEHCBSA3ERALIME (QPAaTrMEeHTH, KOTOPBE CcHeunuduuecKr paclo3HanT
OVMEPHE KOMILJIEKC M3 IBYX cybwbenuuui, CD3 (Hanpumep, zumepsr CD3
raMMa/3ICUJIOH, nesbTa/s3NCHUIIOH, W nOs3era/nsera). AHTUTEJlA U
AHTUTEHCBSA3ERALIME QPATMEHTHE I[I0 HaCTOoAWleMy M300PeTEeHMIO MOTyYyT
CBSABBIBATLCA C pacTBOopuMbIM CD3 wu/mpm CD3, DSKCOPEeCCUPYEMBIM Ha
KJIETOYHOM I[IOBEPXHOCTM. PacTeopuMens CD3 BKJIOUAET MNPUPONHBIE OEJIKU
CD3, a Takxe peKOMOMHaAHTHBIE BapuaHTel Oejska CD3, Takue Kak,
HanpmUMep, MOHOMEPHBEe U IMMEepHbBe KOHCTpykumu CD3, KOTOphEe He
comepxaT TpaHCMeMOPAaHHBIM IOMEH, WJIM MHBEIM O00pasOoM He CBSASAaHB C
KJIETOUYHOV MeMOpPaHOM.

[0071] Kax wMCHOJB3YIT B HaCTOAUlEeM ONMCAaHUM, BHPaxXeHMue
"DKCIPEeCCUPYEMBIM Ha KJIETOUHOM moBepxHoCcTM CD3" o3HauvaeT OIMH
unu OoJjee Oesxor CD3, KOTOpHE 3KCIOPECCUPYTCS Ha [IOBEPXHOCTHU
KJIeTKM in vitro wmnu in vivo, TakuMmM oO0pasoM, UTO 10 MeHBIEeM Mepe
yacThe Oeyka CD3 3KCHOHMPYETCS Ha BHEKJIETOYHOM CTOPOHE KJIETOYUHOU
MeMOpPaHBl U ABJIAETCS INOCTYIMNHOM IJiS AHTUTEeHCBSASBBBAKIETO YyuyacTKa
aHTuresa. "JKCIPEeCCUpPyeME  Ha  KJIEeTOYHOM  MoBepxHocTm  CD3"
BrJoUaeT Oenxku CD3, comepxaumecsa B QYHKIUMOHAJBHOM T-KJI€TOUHOM
peuenTope B MeMmOpaHe KJIeTKM. BrelpaxeHue "9KCIOpeCcCHPyYyEeMBlI Ha
KJIETOYHOM IoBepxHoCTM CD3" BripouaeT Oejiok CD3, 3KCHOpeCcCUPyYEMEBI

Kak dYacCTb TIT'OMOIOVMEpa MM TeTepolrMepa Ha IIOBEPXHOCTU KIIETKU

(HanpuMep, OVMEePEL CD3 TaMMa / 3TICUJIOH, neJjibTa/3ICUIIoH, "
nsera/nsera) . BrepaxeHue "BKCIpeCcCUpyeMb Ha KJIETOYHOM
noeepxHocTtu CD3" Taxkxe BkJaoUaeT uens CD3 (Hanpumep, CD3-

sncuiiod, CD3-pmensTa wmim CD3-ramma), KoTopas 3KCIOPEeCCUPYyeTCs
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camMa o cefe Ha [NOBEPXHOCTHM KJIEeTKK 0e3 OpyI'MX THUIIOB Leneu CD3.
"SKCcHOpecCcHUpyeMEM Ha KJIeETOUHOM [IOBepxHOCTM CD3" MoxXeT cCcoIepXaTb
MM CcoCTOoAT M3 Oejka CD3, 3KCOPECCHUPYEMOTO Ha [OBEPXHOCTHU
KJIETKM, KOTOpasa OOBUHO 3KcOpeccupyeT Oejyiok CD3. AnNbTEepHATUBHO,
"DKCHPpeCcCUPYEeMEM Ha KJIeTOUHOM [IOBepxHOCTM CD3" MoOxXeT cCoIepXaTb
UM CcocToAT mu3 Oenka CD3, 3KCOPECCHUPYEMOTIO Ha [OBEPXHOCTHU
KJIETKM, KOTOpas OOBUHO He »KcopeccupyeT CD3 dejioBeKa Ha CBOEU
[IOBEPXHOCTH, HO KOTOPYK MCKYCCTBEHHO KOHCTPYMPOBAJM TaK, UYTOOE
OHa »KcHpeccupoBasyia CD3 Ha CBOeM NOBEPXHOCTHU.

[0072] Kax wMCHOJB3YyT B HACTOAUleM ONMCAaHUM, BHPaXeHUE
"aHTuTesio OpoTuB CD3" BKJIOUAET MOHOBAJIEHTHBEIE AaHTUTEJIa C OIHOM
CrneumMdmMUHOCTERI, a Takxe Oucneuudpuueckme aHTUTEJa, Ccolepxalme
eppoe I[JIeuo, KOTopoe cBa3wmBaeTca ¢ CD3, w®m BTOpoOe IJEYO,
KOTOpPOEe CBA3EBACTCHA CO BTOPBM (MUIUIEHBI) AaHTUITEHOM, IIOe IJIedo
npoTus CD3 comepxuT JoOyow M3 nocjenoBaTesbHocTer HCVR/LCVR uiu
CDR, kak ykas3aHo B Tabimue 1 wmiam Tabmauuaxs 18/19 B HacTodmeM
onucaHuM. Ilpumepsl OucneumMdmUUIeCcKUx aHTUTeJ OpoTuB CD3 oOnmMcaHbE B
OIPpYyT'OM MeCTe B HacCTodleM onucaHur. TepMuH "aHTUT'E€HCBASBBAKUAA
MOJIeKyJla" BKJOUYAET AaHTUTeJa UM AaHTUTEeHCBA3bBBawlMe (parMeHTEH

AHTUTEJI, BKJIOUAdA, HaAIpuMep, OucneumpmueckKkme aHTUTEeJA.

[0073] Kak MCHojes3yioT B  HACTOSIeM  ONMCAaHMUMU, TEePMUH
"auTuTesgo" O3HauvaeT JOOYyHD AHTUTEHCBA3BBAKIYKD MOJEKYJYy WU
MOJIEKYJIAPHBIM KOMILJIEKC, comepXxammin 1o MEHLbIIeN Mepe OIHY
OIpenesianlyn KOMIIJIEMEHTAPHOCTD obJjacTh (CDR), KOTOpa4d

crnelndmUyecKkm CBA3BBAETCH WM  B3aVMMOIEMCTBYET C  KOHKPETHBEM
aHTureHoM (Hanpumep, CD3). TepMmmH "aHTUTeJO" BKJOUYAET MOJIEKYJIE
MMMYHOTDJIODYJIMHA, CcoIepXallye UYeThHpe [IOJMUIENTUIHBEE Lenu, OBe
Taxesile (H) uenu m gpe Jgerkue (L) uenm, CBS3aHHBE IUCYJILQUIHBIMU
CBA3AMM, a TaKXe MX MyJIbTHMMEPH (HanpuMep, IgM). Kaxnmadga Taxesas
Uernbs COomepXuT BapuabenpHY®n O0JIaCcTh TaXeJon Lenu (B HACTOSUEM
ONMCaHMM COKpalleHHO oOOO03HadaeMy®w kKak HCVR wmam Vi) M KOHCTAHTHY
objacTe TaxeJoM uenr. KoHCTaHTHas oOJIaCTh TAXEJION LeNM CONEePXUT
Tpu goMeHa Crl, Ceg2 wm Cyg3. Kaxmasa Jerxkas LUelb COIEPXUT
BaprabesIbHYK obJlacThb JIeTKOMN uenm (B HacTogleM ONnMCaHUuU
COokKpalleHHO o00o03HavaeMy® kak LCVR wmam Vi) M KOHCTAHTHYK OOJACTb

Jerxoy uUenu. KoHcTaHTHas o00JIacTh JIETKOM LeNM COHepPXUT OINMUH
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nomMeH (Cpl). ObmacTtr Vi M Vi MOXHO IONOJIHUMTEJIBHO NOAOPAa3neJIATh Ha
obacTu runepsapnuabesIbHOCTH, Ha'3BIBAaEMBIMU onpenenanume
KOMIIJIEMEHTAPHOCTL  00JacTU (CDR), depegnynumecda C obOJjJacTaMu,

KOTOpEE 4BJIANTCA OoJjiee KOHCEPBATKUBHEIMM, Ha3HBAEMBIMUM KAaPKACHEBE
obnactu (FR). Kaxmas Ve m Vi cocrouT m3 Tpex CDR u uetrepex FR,
pacnojgaraumxcsa oT N-kxoHua kK C-kKOHLY B cjemyoumeM nopsanke: FRI1,
CDR1, FR2, CDR2, FR3, CDR3, FR4. B  pas3jMuHEIX BapMaHTax
ocylmecTBJIeHKsa u300pereHus FR a”HTuTtena nportus CD3 (mam  ero
AHTUTEHCBS3bIBAIETO yuacTKa) MOTYT ABJIATLCHA UIEeHTUYHBIMU
[IOCJIEeDOBATEJILHOCTAM 3aPOOBIIEBON JIMHUU yeJjioBeKa NI MOTY
ABJIATHCSA €eCTeCTRBEHHBEM obpa3oM W UCKYCCTBEHHO
MOIOMOULMPOBAHHEIMM . KouceHcyCcHYO AMUHOKUCJIJIOTHYIO
[IOCJIeOOBATEJIbHOCTE MOXHO MISHTUOUUMPOBATL HAa OCHOBAHUM aHaJIM3a
"Ook-o-0Ook" nmByx uau oBojiee CDR.

[0074] Kak MCHOJB3YyIT B  HACTOAlleM  ONMCAaHMMU, TepPMUH
"aHTUTesIO0" TakXe BKJIKYAET AHTUIEHCBA3BBAKUME QPATMEHTEL LIEJIBIX
MOJIEKYJI aHTuTejsi. Kak MCHOJB3YKT B HACTOAUWlEeM OINMCAaHUM TEPMMUHE
"AHTUI'@HCB A 3B AN yuacTok" aHTuTesna, "AHTUT'©HCE I 3LIB AT
bparmMenT" aHTUTES A ¥ T.O. BKJIOUaAeT JIOOOM NPUPOIHBEIM, [OJIYUaEeMBI
bepMeHTATMBHO, CHUHTETUUECKMUM WM [OJIydaeMel crnocobaMy TEeHHOM
MHXEHEePUM [IOJIMIOENTUN WM TJIMKOMNPOTEeMH, KOTOPHIM crHeunubmruueckm
CBSA3LIBAETCH c AaHTUTE€HOM c obpa30BRaHMEM KOMIILJIEKCA .
AHTUTeHCBA3BIBAKIME (QPATMEHTH aHTUTeJla MOXHO I[IOJIydaTh, HaIpUMep,
M3  LUeJIBIX MOJIeKYJl aHTUTeJl JIOObIMM I[IOOXOOAUMMM  CTAaHOAPTHBEMU
crnocobaMy, TAKMMM KAaK [ONPOTEOJNIMTUYUECKOE pPacCLlelJIEHME WM CIOCOBOH
PEeKOMOMHAHTHOM TEeHEeTUUECKON WHXEeHEePUM, BKJIOUAS MAaHUMIYJIALUD U
BKCIPECCUL IOHK, KOOupymoluen BapmabeJIbHEIE u Heobga3aTeJyIbHO
KOHCTAHTHEIE IOMEHH aHTuTesa. Taxasa JHK m3pecTHa U/WMIM ABJILETCH
JIETKOOOCTYIIHOM, HaIpuUMep, "3 KOMMEePUYeCKUX MUCTOUYHUKOB, OUDIMOTEK
IHK (BxJiouad, Haopumep, oOGaroBele OUOIMOTEKM AaHTUTEJ), WIKN ee
MOXHO CHHTesuporaTb. JHHK MOXHO CeKBEHMPOBaTb U OOpabaTeBATH
XUMWUECKM WJIM C MCIIOJIB30BAHMEM TeXHUK MOJIEKYJIAPHOM OuoJIoTHrM,
HaANpUMep, JIS PAaCIOJIOXKEeHMS OIHOTO WM OoJjiee BapuadelIbHBIX U/UIn
KOHCTAHTHHEIX JOMEHOB B IOIXONANEN KOHQUIYypAUUM WY IOJIS BBEINEHUSA
KOJIIOHOR, IIOJIYUeHMSI OCTaTKOB LMCTEeMHa, Moamdukalmy, noOaBJIEeHUS

Wi yungajJlieHMAd aMMHOKMCIIOT M T.I.
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[0075] Heorpaunumpamnumme IPVMEPEL QHTUTEHCBA3EIBAIMUX
bparmMenTOR BKJOUAKT: (1) dparmenTs Fab; (ii) odparmenTm F(ab')2;
(iii) odparmenTn Fd; (iv) odparmenTer Fv; (v) onmHollernouyeuHbe
MOJIEKYJIEL Fv  (scFv); (vi) dparmenTer dAb w®m (vii) MMHMMAJIbLHBEE

pacrnosHapiuue eIUMHMIEl, COCTOodAllMe U3 AaMUHOKMCIIOTHBIX OCTATKOB,
KOTOPEE MMUTHPYKRT I'MIepBapuabesyibHyn o00JacTb aHTuTesia (HaIpuMmep,
BHIIEJIEHHYD OIpenesidlllyld KOMIIJIEMEeHTAapPHOCThL objiacTe (CDR), Takywo
xak nentun CDR3), wiM DenTtun C OTPAaHMUYEHHOM KOHOOPMALMOHHOU
cBobomor FR3-CDR3-FR4. Kak MCHOJB3YIT B HACTOSlleM ONMCAHUMU,
BHpaxeHue "aHTUTEeHCBA3BBaALIMM QparMeHT" Takxe BKJIOYAET IpyTue
KOHCTPYUPYEMEIE MOJIEKYJIEL, TakKue Kak IOOMEH-Cleluuprnuecrue
AaHTHTEJa, OINHOINOMEHHEIE AaHTUTEeJa, AaHTUTeJla C YHOAaJIeHHBM IOOMEHOM,
XMMepHEle aHTutresia, CDR-npuBMTEIE aHTHUTEJNA, OMaTesa, Tpuarena,
TeTrpaTesna, MMHMAHTUTEJA, HaHOoTeJa (HanpuMep, OOHOBAJIEHTHEIE
HaHOTeJla, OMBAJIEHTHHIE HAHOTEeJla M T.I.), MMMyHOQapMalleBTUUECKUE
cpencTBa Ha OCHOBE MOINYJIBHEIX O€JIKOB MaJjblx pasMeporB (SMIP) wu
BapuabesibHEle noMeHbl IgNAR axyJbl.

[0076] AHTMTEeHCBAS3LBALIMIM OpPAaTMEeHT aHTUTeJla, KakK I[IPaBuio,
COIEPXUT 10 MEeHBUIeM Mepe OIMH BapuabeJibHEM IOOMeH. BapuabeJsibHBIM
IOOMEH MOXeT ObBITh JIOOOT'O pasMepa WM COIOepXaThb JIOOYKD KOMIOS3MUIIMIO
AMMHOKMCJIOT M, KaK I[IPaBMJIO, COIEPXUT 10 MeHbleM Mepe oznHy CDR,
KOTOpas MABJSAETCS CMEeXHOM WM B PaMKe CUMTBIBAHMSA C OIJHOW WJIM
BoJtee KapKaCHBIX [IOCJIENOBATEJIbHOCTEN . B AHTUTEHCBA '3BIB AKX
bparmMenTax, comepxammx OOoMeH Vi, CBS3aHHBIM C IOOMeHOM Vi, JIOMEHE
Vi m Vi MOXHO PacnojiaraTb OTHOCUTEJIBHO IOpyr Opyra B JIOOOM
[IOOXOIMAIEM pPacHoJioxeHur. HanpuMmep, BapuabesbHasa OOJIACTbE MOXET
OBITE OMMEePHOM WK CcoIepXaTb OuMeps Vi-Vi, Vg=Vy wm  Vi~Vi.
ANl TEPHATHUBHO, AHTUT'EHCB S 3bIB AN dparMeHT QHTUTEJIA MOXET
comepXaTb MOHOMEPHHBM IoMeH Vi uiu Vi.

[0077] B OonpeneJieHHEIX BapMaHTax OCYWEeCTBJIEHNH
AHTUTEHCBSABLEBARIMY QOPaTrMEeHT aHTUTEJIa MOXET COINepXaThb 10 MeHbIeM
Mepe OIMH BapuabeJsibHBIM OOMEH, KOBAJIEHTHO CBSA3AaHHBIM I[I0 MeEHLIIEN
Mepe C OIOHUM KOHCTAHTHBM IOMEHOM . Heorpauuumpsamoume,
MIUTOCTPATUBHEIE KOHOUTypauuM BapuabeJbHBIX M KOHCTAHTHBIX IOOMEHOB,
KOTOPEIE MOXHO HAUTU B AHTUTEHCBA3BBAKIIEM OQparMeHTe aHTuUTeJa II0

HacTosAleMy M300peTeHrn, BkjwodanT: (i) Vg-Cgl; (ii) Ve-Cu2; (iii)
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Vi-Cy3; (1v) Vg—-Cyxgl-Cyg2; (v) Vy—Cgl-Cg2-Cy3; (vi) Vg—-C2-Cg3; (vii)
Vue-Cy; (Vlll) VL—CH]_,' (lX) VL—CH2; (X) VL—CH3,' (Xl) VL—CH]__CH2,'
(Xll) VL‘CHl—CH2‘CH3,‘ (Xlll) Vi-Cg2-Cyg3 u (XlV) Vi-Cr. B smobon
KOHOUTypauumu BapMabOeJIbHEIX M KOHCTAHTHEIX IOMEHOB, BKJIOYAA JIOOYIO
nus MJLJIIOC TPA TUBHEIX KOHGUTYypaumu, [IepPeUMCIJIE HHEIX BHILIE,
BapuabeJsibHEIE ¥ KOHCTAHTHBIE JOMEHB MOTYyT OBTH HEMNOCPEeOCTBEHHO
CBSA3aHEl JIpyI' C JPYyI'OM WJIM MOTYT OBITH CBSS3aHBl [IOJIHOM WJIM
HEIIOJIHOM WAaPHMPHOM WM JIMHKEePpHOM ofbJjacTeb. lapHMpHas o0JacTb
MOXEeT COCTOATh IO MeHblleM MmMepe m3 2 (Hanpumep, 5, 10, 15, 20,
40, 60 mmm OoJiee) aMMHOKMUCIIOT, KOTOPBE OO0OYyCJaBJIMBAKT ITUOKY WMIIMU
NOJNYy TUDKYIO CBA3b MEeXIy CMEXHBEIMU BapuabesibHEIMKU u/vnm
KOHCTAHTHEIMM IOMeHaMM B OIHOM MOJIeKyJle IoJiMInenTuna. Kpome ToOrO,
AHTUTEHCBAZBBAKIMY (QPATMEHT AaHTUTEeJla [0 HaCTOosAlleMy M300PEeTeHUD
MOXEeT ComepXaTh TOMOIOMMED WU reTeponuMep (mmm OpyTon
MyJbTHMEP) JioOoM U3 KOHOUI'ypaluuy Bapuab®eJIbHOTO UM KOHCTAHTHOTO
OoMeHa, [IepeuMcJIeHHBIX BHIIE, HEeKOBAJIEHTHO CBSSAaHHBM C OIHUM
IPYTMM WU/WUIM C OHHUM WM OoJjiee MOHOMEPHBIM IOMeHOM Vi wuim Vi
(HampuMep, OUCYJIbOUIHOM CBS3bI (AMM) ) .

[0078] Kax u B ciaydae LeJion MOJIEKYJIbI aHTuresa,
AHTUTEeHCBA3LBaKIME QParMeHTEl MOT'YT OBIThH MOHOCHEeUUOUUECKUMU WJIU
nonucrneuudrue CKUMmM (HanpuMep, pucneuudnuUeCKrUMH) .
MonmucneundmyecKmt aHTUTEHCBSA3EBaALIMY (parMeHT aHTuTesa, KakK
NpaBMJIO, COISPXMUT 110 MeHbIIeY Mepe IBa PasJIMUHBEIX BaprabeJibHBIX
ooMeHa, TIOe KaxIbel BapuabesibHBIM JOMEeH CrocofeH creumpruecku
CBA3BIBATLCH C OTHEJIBHEIM Aa&HTUITEHOM WM C OPYTMM 2IOUTOIOM Ha
OOHOM WM TOM X& AaHTUI'€He. Jlwbort  dopmMaT HOoJMCHelrdrUeCKUX
aHTUTEJI, BKJIOUA A bopmaTE WJLJIIOC TPa TUBHBIX pucneundpriIe CKmMx
AHTUTEJI, OIMCEIBAEMEIX B HACTO4lleM ONMCaHMUM, MOXHO aXalTUpPpOBaThb
IOJI9 WUCIOJIb30BaHMA B OTHOIWEHMM aHTUTEHCBA3BBAKIETO ¢(¢parMeHTa
QHTMTEJIa I[IO0 HACTOodAWeMy M300peTeHMI OOWENPMHATEIMKM CIoocobaMu,

OOCTYIHEIMM B IJAHHOU OOJIacCTU.

[0079] AnTuUTENa o HacToSgleMy n300peTEeHU MOTYT
OYHKLUMOHMPOBATE [IOCPenCTBOM 0Dy CJIOBJIEHHOM KOMIIJIEMEHTOM
LUUTOTOKCUUHOCTHU (CDC) NI AHTUTEJIO3aBUCUMOM KJIETOUHOM
LHUTOTOKCUUYHOCTHA (ADCC) . "OBbyCcJIOBJIEHHAS KOMIIJIEMEHTOM

LIUTOTOKCUYHOCTL " (CDC) OTHOCUTCH K JIM3UCY DBKCIPECCUPYLIMX
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AHTUTEH KJIETOK, OINOCPENOBAHHOMY AaHTUTEJIOM MO MU300PETEHMD B
IPUCYTCTBUK KOMILJIEMEHTA . "AHTUTEJIO3aBUCKMA I KJIeTOYHAa4d
LUTOTOKCUUHOCTE" (ADCC) OTHOCUTCHS K OOYCJIOBJIEHHOM KJI€TKAMM
peaxkuuy, B KOTOPOMW HecHeuudmuueckme LUTOTOKCUUIECKUE KJIeTKHU,
KOTOPEIE BKCHOpeccUupyloT peuentopsl Fc (FcR) (HanpuMep, OPUPOIHBE
KJI€ TKM —~ KMUJIJIE PBI (NK) , HeUTpobmyl 1 Makpodarm) PaCIO3HAanT
cBA3aBlleecd aHTUTEJIO Ha  KJIeTKe-MMIIeHU U, TakuM 00pasoM,
INIPUMBOOAT K JM3MCY KiaeTku-MumeHu. CDC wm ADCC MOXHO WM3MEPAThb
aHaMs3aMM, KOTOPhE XOPOWO M3BECTHBI M IOCTYIHEL B IaHHOM OOJIacTu.
(CMm., HanpmMmep, narteHrtel CIHA N 5500362 m 5821337, m Clynes et
al., (1998) Proc. Natl. Acad. Sci. (UsSA), 95:652-656) .
KoHcTaHTHas o0O0OJacTbk aHTUTeJla ABJIAeTCS BaXHOM OJig CIOCODHOCTHU
aHTHUTEeJa brxCcHpOBaTH KOMIIJIEMEHT 1z OnoCpenoBaTh
KJIETOUHO3aBUCUMYK LUUTOTOKCUUHOCTE . Taxum obpasoum, MOXHO
BEIOMPATH WMSBOTUII AHTUTEJa B 3BaBUCUMOCTM OT TOI'O, HABJAETCH JMU
XeJlaTeJIbHBEIM, YTOOEl aHTUTEJIO ONOCPEeNOBAaJIO LUTOTOKCUYUHOCTD.

[0080] B omnpemesieHHHIXx BapMaHTax OCYUECTBJIEHMS aHTUTesa
[IPOTUB CD3 1o 1M300peTEeHND (MOHOCHenMdUUecKme N
fucrnenupmnueckre) HOPencTaBJIgloT CcoOOM aHTHTeJla uYeJjioBeka. Kax
MCIIOJIE3YIOT B HACTOAWEM OINMCaHuM, TepMuH "aHTuTesyio uejioBeka"
npeiHa3HadeH BKJOYATE AaHTUTeNa, comepxaume BapuabeJsibHBIE U
KOHCTAaHTHEIE objacTu, [10JIydaeMble n3 [I0CJIeNOBATEeJIbHOCTEN
3aPOIBIIEBOM JIMHUM UYeJIOBEKa MMMYHOTJIODYJIMHOB. AHTUTEJa UYeJioBeka
o u300peTeHun MOTYT COHNEPXaTh aMMHOKMUCJIIOTHEIE OCTaTKM, He
KOOVPyeMele  IIOCJeNOBATEJIBHOCTAMM  BapPOOBIIEBOM  JIMHMM  UeJIOBeKa
UMMYHOTJIODYJIMHOB (HANpUMep, MyTaluM, BBOIMMEBIE CJIYYalHHE O0pPa30M
UM CcauT-CcrneuudruuecKkruM MyTareHes3O0M 1n VvVitro wuim B pe3yJibTaTe
coMaTuYeckKoM MyTauuu in vivo), Hanpumep, B CDR M, B YacCTHOCTH,
CDR3. OIHaAKO KakK MCIOJIB3YRT B HACTOMAlleM OIMCAaHuM, TEPMUH
"aHTUTEJIO dYeJjioBeka" He [OpelHAa3ksHAaueH BKJIKNYATh AaHTUTEeJad, B
KOTOPEIX [OCJenoeaTesibHOCTM CDR, mojiydaeMele M3 3apOIBIIEBON JIMHUU
OIPYTUX BMIOOB MIEKONMTAOIMX, TaKMX KakK MbBIlb, [OIPUBUBAJIK Ha
[IOCJIeNOBaTeJIbHOCTM KapKacCHOM oO0JIaCTM YeJIOBeKa.

[0081] B HeKOTOPEIX BapMaHTax OCYWECTBJIEHMS AaHTUTEJa [0
M300peTeHN MOTYyT I[IPeICTaBJIATb COOOM pPeKOMOMHAHTHEE aHTKUTela

JeJjioBeKa. Kak MCIIOJIB3YKT B HacTodueM onmcaHmm, TePMMH
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"pekOMOMHAHTHOE AaHTUTEJIO dejioBekKa" IMNpelHa3HadYeH BKJINYATE BCe
aHTKTEJa 4eJyIOBeKa, KOTOPEIE OJIydanT, BKCHPeCCHUPYRT,
KOHCTPYMPYKT WM BBIOSJIAKT peKOMGMHaHTHHMM CHOCOGaMM, TakKMrMe Kak

aHrmreJia, SKCIIpecCcCUupyeMeIe Cc MCIIOJIB30BAHMEM peKOM6MHaHTHOPO

BEKTOpa 3KCIOpPEeCccun, TPaHCPUIIMPOBAHHOTO B KJIETKY-X0O349MHA
(DONIOJIHUTEJIBHO ONMCAaHO HUXe) , aHTuTesNa, BEIOEJIIEMBIE us3
pekoMOMHAHTA, KOMOMHATOPHAA OubnmoTeKa AHTUTEJI JeJIoBeKa

(OOMIOJIHMTEJIbLHO ONMCAaHO HMXe), AaHTUTeJa, BHIOeJISeMbe Y XMBOTHOTO
(HanpuMep, MeIIKM), KOTOPHIE SABJIAINTCS TPAHCTEHHBIMM I[10 OTHOWEHUD K
TeHaM MMMyHOTIJIODyJIMHa dYeJioBeka (cMm., HanpuMmMep, Taylor et al.,
(1992) Nucl. Acids Res., 20:6287-6295), WJIN aHTuTesa,
oJiydyaeMele, DKCIPECCUPYEMEIE, KOHCTPYMPYEMBIE  WJIM  BBIIEJISIeMbIe
OIpYyTUMU criocobawmu, KOTOpPHIE BKJIIOUAIT CILJIAMCUHT
[IOCJIeIOBATEJILHOCTEM TeHa UMMMYHOTJIODYJIMHAa uYeJioBeKa C IOPYI'UMU
[IOCJIenOBRATEJIbHOCTAMU IHK. Taxkue PEKOMOMHAHTHEIE aHTUTe a
ueJioBeKa COOepXarT BapuabeJsibHBIE u KOHCTAaHTHEBIE obJjyacTu,
[IOJIyYaeMble 1Z8C] IoCJIeIOBATEJIbHOCTEN us 3apoOblIIeBOM JIMHUM
MMMYHOTJIODYJIMHOB deJioBeKa. OIHakO B ONpPEeHeJIeHHBIX BapMaHTax
OCYIEeCTRJIEHUSA TakKye PeKOMOMHAHTHBIE aHTUTeJa uYeJioBeKa II0OBepIramnT
MyTareHesy 1in vitro (uiamM B cJydae, KOoI'Ja MCIOJb3YIT XMBOTHOE,
TPAHCTeHHOE [10 OTHOUEHMIO K [OCJeNoBaTeNbHOCTAM Ig ueJjioBekKa,
coMaTUueCKUN MyTareHes in vivo), ", TaKMUM obpasowM,
AMMHOKMUCJIO THEIE [IOCJIENOBATEJIBHOCTHA obrnacTen VE u Vi,
PeKOMOVHAHTHEIX AHTUTEJI I[IPeNCTaBJIAT CODOOM I[IOCJeIOBaTeJIbHOCTH,
KOTOPEIE, HECMOTPS Ha TO, YTO UMX BBIOEJISOT M3 [NOCJIENOBATEJILHOCTEM
M3  BaponpmeroV JMHMM Vi u Vi UeJioBeka, M OHU  ABJIATCH
POIOCTBEHHEIMYM MM, HE MOTYT CYUECTBOBATHL B NPUPOIE B 3aPOIBIIEBOM
Habope aHTUTeJsla uYeJIOBeKa in vivo.

[0082] AHTHUTeJla UYeJIOBeKa MOTYT CYUWeCTBOBATH B IOBYX QopMmax,
KOTOPEIE CBS3aHEl C TI'€TEePOr'eHHOCTLIO MAPHMPHOM ofjlacTtu. B onHOM
bopme MoOJIEKYJIa MMMYHOTJIOOYJIMHA COOEPXUT CTabOMIIBHYKD KOHCTPYKLMI
13 deTHpex Uenen npubinmsmurensHo 150-160 xla, B KOTOPOM IUMEPEL
VIEPXUBATCH MEeXIlenbeBol OUCYJILOUIHOM CBS3bIO, CBS3bIBALIEN
TsKeJIBe  lLenu. Bo BTOpoM GopMe »OMMEpPRl HE [ABJISOTCS CBS3aHHBIMU
MEeXIUEeNbeBEMY  OUCYJIbOUOHBIMM  CBI3SMH, n ofbpasyeTcsa MOJIeKyJa

npubnmusurenvrHo 75-80 klla, cocTodmas M3 KOBAJIEHTHO CBA33aHHEX
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JIETKOW U THXeJION Uerner (MIOJIOBUHEL aHTUTEJa) . BeOejieHre TaKux
bopM BEIBHIBAJIO OOJIBIIOE BaTPYyOHEeHME Iaxe Irocjie abdMHHOM OUUCTKU.

[0083] JacToTa  [OSABJIEHMS  BTOPOM  QOPMEI B Pa3JIMUHEIX
MHTAKTHHX M30TUNax 1gG oOyCJIOBJIeHa, HO UMM He OI'PaHMUMBaAETCH,
CTPYKTYPHEIMM  Pas3JIMUYMAaMA, CBSA3aHHBIMM C  M3O0TUIIOM  WAPHUPHOM
obJlacTu aHTUTeJla. 3aMeHa OIHOM aMMHOKMCJIOTH B WAPHUPHOM 00JIaCTHU
IgG4 uyesiOBEKa MOXET 3HAUMTEJIBHO CHMXATb BEPOSATHOCTHL I[IOSABJIEHUS
BTOPOM OQopmel (Angal et al., (1993) Molecular Immunology,
30:105) mo ypoBHeM, KaK NpaBuJo, HaOJOIaeMBIX C MCIOJIbE30BaHUEM
wapHupHOM obyactu IgGl uesyioBeka. HacTosumee mzo0peTeHMe BKJIOUAEST
aHTUTeJla, CcoIepXalre OnHy MaM 0oJjiee MyTauuyi B 2 UWAPHUPHOM
obnacTtu, objgacTtu Cy2 wmam Cy3, KOTOPBE MOTYT OBITH XeJIaeMbBIMU,
HanpuMep, OPpU [OOJyYUeHUM OJid VYJIYUYLIeHMS BEIXOHa XejiaeMou (GOpPME!
aHTUTesa .

[0084] AxTHTeJla IO MB00PETEHMIO MOTYT I[IPEeICTaBJIATL COOOM
BBIOEJIEHHBIE aHTUTeJa. Kak UCOOJB3YynT B HaACTOAlleM ONMCaHuM,
"BBIOEJIEHHOE anruTeJo" OB3HauaeT aHTUTEJIO, KOTOpoOe
UISHTUOULIMPOBAJIM U BBOSJIWUIM U/UJIIM OTASJMUIIM [10 MEHbIIeN Mepe OT
OIOHOTO KOMIIOHEHTa er0 IMIPMPOOHOTO OKPYXeHMus. HanpwMmep, aHTUTEJO,
KOTOpOEe OTIOeNMJIM WM YIaJuaM TI[I0 MeHbIIer Mepe U3 OIHOTO
KOMIIOHEHTa OpPpTraHM3Ma, WIM U3 TKaHa WM KJIeTKKM, B KOTOPOM
AHTUTEJIO B npupome CylIleCTBYEeT WM eCTeCTBEeHHBEIM 00pa30M
nponyuupyeTcs, HOpencraejgeT cobol "BelIDeJIeHHOEe aHTuTesio" i
ueJsen HaCTOAWEeTOo n30BpeTeHnsd . BreImeJieHHOE AHTUTEJIO TaKxXe
BKJIOUAET AaHTUTEJIO B PEeKOMOMHAHTHOM KJIeTke 1in Situ. BemejeHHbE
aHTUTEeJIa [IPeOCTaBJART CODOM aHTUTEeJla, KOTOphle NOIBEPTAJM II0
MeHBIIeY Mepe OOHOMY DTally OUYMCTKM WM BbOeJieHus. COTJlaCHO
ONpemeJjIeHHEIM BapMaHTaM OCYIUECTBJIEHUS BHIOEJIEHHOE AaHTUTEJIO MOXEeT
o CylecTBY He COOepXaTh IpyTHMe KJIeTOUYHOE BelleCTBO U/WUin
XUMUUECKME COeIVHEHUS .

[0085] HacTosumee muzobpeTeHUE TaKXe OTHOCUTCH K aHTUTeJaM C
OOHMM IIJIeUOM, KOTOPpEle CB4A3bBawnTca ¢ CD3. Kax MCHOIB3YOT B
HacTodglueM ONMCAaHUM, "aHTUTEJIO c OIOHUM mjeuoMm” O3HadaerT
AHTUTEHCBS3EBAKIYID MOJIEKYJIY, comepXauymn OIHY  TAXeJyln Lelb
aHTUTEeJIa W OIHY JEeTKYyK Lelb aHTUTeJla. AHTUTeJla C OIHUM IIJIEUOM

[IO0 HacTodueMy MBO@peTeHI/IIO MOTYT COOepXaTb JIOOBIE aAMMHOKMCJIO THEIE
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nocynenoearesgbHocT HCVR/LCVR mim CDR, kak ykas3aHo B Tabmamue 1
unmu Tabmauiax 18/19 B HacToOSMEeM ONMCAHUN.

[0086] AxTuTena npoturB CD3, omouceBaeMele B HaCTO4UleM
onMcaHuM, MOTYT COIepXaThb OOHY WM ©Oojiee BaMeH, BCTAaBOK u/uiu
mesieluy aMMHOKMCJIOT B KapKacCHHX ofjacTax wu/uny  objnactax CDR
BaprabeJyIbHEIX IOOMEHOB TSAXEJIHIX U JIeTKMX Leler I[I0 CPaBHEHUID C

COOTBEeTCTBYKIVMM [1oCJIe10OBaTeJIbHOCTAMMA 3aponameBoﬁ JIMHWUM, nus3

KOTOPEIX [1oJiydajim aHTUTEeJIa . Takue My Taumum MOXHO JIET'KO
YCTAaHaBIIMBATDB nyreM CPaBHEHUA AMMHOKMCJIO THEIX
HOCHeHOBaTeﬂbHOCTeﬁ, OIIMCEIBAE€eMBIX B HacCcTodumeM OoIlimcaHmm, C

rnocJsie1oBaTeJIbHOCTAMM, IOOCTYIIHBIMU BaponmmeBoﬁ JIMHVIM, HallpuyMep, B
oBuEeNOCTYIIHEIX tazax IAaHHBIX IoCJIeIOBaATEJIbHOCTEN QHTUTE.
Hacrosumee nzobpeTeHue OTHOCUTCH K aHTUTEeJIaM u UX
AHTUTEHCBASEBAIMM (dparMeHTaM, KOTOpPhe HoJydanT u3 Joboum us
AMMHOKMCJIOTHEIX I[IOCJIEIOBATEJILHOCTEM, OINMUCHEBAEMEIX B HACTOLIEM
OnMcaHmuu, TIOe OIHy wuiIu 60o0Jiee aMMHOKMCJIOT B OIHOM WM ©OoJiee
KAapKaCHBIX objylacTen u/mam objgactern CDR mogBeprainT MyTaLMWK IO
COOTBETCTBYIETO ocTaTrka (0OB) [IOCJIEOOBATEJIBHOCTHU 3aPOIbIIEBOM

JIMHWUIM, ns3 KOTOpOﬁ [NIoJIiyyamnT aHTUTeJio, WM OO0 COOTBeTCTBYyRIEI'O

ocTaTka (0B) Ipyron [IOCJIEOOBATEJILHOCTHU 3aPOIBIIEB O JIVHUU
YyeJyioBeKa, W oo KOHCEepPBaTUBHOM AMUHOKMCJIOTHOM 3aMeHH
COOTBETCTBYNUETO OCTAaTKa (OB) 3apOoIblIeBOM JMHUKM (B HACTOSIEM
ONMCaHUU Takue M3MEeHEeHUS IOCJIENOBATENIBHOCTU COBMECTHO
obosHauUaLT kKak "MyTauuu 3apomsumerour JmHMKM") . CneumasiMcT B

IDaHHOM 0OJlaCTK Ha OCHOBAHMM IIOCJIENOBATEJIBHOCTEM BapuadeJbHON
oBJjacTM TAXeJOM WU JIeTKOM lienen, OIIMCEIBAEMEIX B  HACTOSAIEM
onmmMcaHuu, MOXET JIETKO noJiy4yaThb MHOTUE aHTHUTesa "
AHTUTEHCBAZBBALUME (QPATMEHTE, KOTOPEE COHNEPXaT OAOHY WIu 0OoJee
MHIVBMIOYAJbHEIX MyTaluXly 3apOombIeBOM JIMHUM WM KX COdYeTaHusd. B
OIpeneJIeHHEIX BapMaHTaxX OCYULEeCTBJIEHMS BCE OCTaTKM KapKaCHOU
obynactu wu/unum ocrtaTtku CDR B momMeHax Vg u/miu Vi [HOOBEPTanT
My Talumnm ofpaTHO o OCTaTKOB, BCTPEYanIMXCH B MCXOIHOM
[IOCJIeOOBATEJIbHOCTM  3aPOIBIIEBOM  JIMHUM, M3 KOTOPOM  [IOJIydaiu
AHTUTEJIO. B IPyTMX BapMaHTaxX OCYLECTBJIEHMS TOJIBKO OIpeleJieHHEe
OCTaTKU NomBepranT My Talmnm oBpaTHO oo MCXOIHOM

[IocCJyIenoraTeJIbHOCTM SaponﬂmeBoﬁ JIMHUIV, HalipruMep, TOJIBKO
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MyTAaHTHEIE OCTAaTKM, BCTpeuammmecd B NIepBHX 8 aMuMHOKMcIJIOoTax FRI
MM B IIOCJHeIHMuX 8 aMMHOKMUCIIoOTax FR4, wiIyM TOJBKO MYyTaHTHHE
oCTaTKH, BCTpeuammmeca B CDRI1, CDR2 wmiym CDR3. B mpyrux
BapraHTax OCYUWEeCTRBRJIEHUS OIOWH MM ©OoJjiee OCTATKOB KapKaCHOU
objlacTu Kapkac u/uam  ocTaTkoB CDR  HnomBeprawnT MyTauuy — Oo
COOTBETCTRBYOIIETO ocTaTrka (OB) opyromn [IOCJIEIOBATEJIbHOCTHU
3aPOOBIIEBOY JIMHMM  (HAIpuMep, I[IOCJIeIOBATEJIbHOCTM  3apONbIIEBOM
JVHUM, KOTOpas OTJIMUaeTCs OT I[IOCJIeHOBATEeJIbHOCTHY 3BapPOObIIeBON
JVHUM, U3 KOTOPOM MCXOIOHO IOoJiydaJiM aHTuTejyio). Kpome TorO,
AHTMTEJIa II0 HacToAlleMy MU300peTeHMI MOI'yT CcomepXaThb Jioboe
coueTaHMe IRYyX WM 0OoJiee MyTaluulM SBapOomblIeBOM JIMHMM B KapKaCHBIX
obmacTsax u/miam objacTtax  CDR, HanpuMmep, roe  OolIpeneJieHHBE
OTIOeJIbHEIE OCTaTKU nomBepramnT My Talnm o COOTBETCTBYIIUMX
OCTATKOB KOHKPETHOU II0CJIeIOBATEJIBHOCTY 3apONblleBOM JIMHUM, I[IPU
3TOM  ONpeneJieHHBle JpyTrMe  OCTaTKWK, KOTOpPBIE  OTJMYAKTCH  OT
UCXOIOHOMV T[IOCJIeIOBATEJIbHOCTM BapPOObIIeBOV JIMHUM, COXPAHSRT WJIM
rogpepramnT My Tal pife) COOTBETCTRBYKIIEITO ocTraTka IpyTon
[IOCJIeNOBATEJIbHOCTY SBapPOObIIeBOV JIMHMUMK. [locjie NOJIyUYeHMsS aHTuUTesa
M aHTUTEHCBA3bBalMe QPparMeHTE, KOTOPBE COIepXaT OHOHY Wiu BoJjee
MYy TaluM BapOolbpllIeBOM JIMHUM, MOXHO JIET'KO TeCTUPOBATH Ha OIHO WK
foJjiee XeJjlaeMbIX CBOMCTB, TakKMUX Kak VYJyUlleHHas CIeunduuHoOCThb
CBSA3BIBAHMSA, IIOBHIIEeHHAS abPMHHOCTL CBSASBBAHUSA, YJIyUIIEHHBIE WJIKU
YCUJIEHHBIE AaHTAT'OHUCTHUUECKME WJIM aT'OHUCTUUECKMEe OMOJIOTUUEeCKM e
CBOMCTRBa (COOTBETCTBEHHO), IMIOHMXEHHAS MMMYHOTEHHOCTL ¥ T.I. B
HacTodllee U300pPEeTeHre BKJIOUEHE AaHTUTeJla UM aHTUT'eHCBA3bBallMe
bparMeHTEl, [OJIydaeMble TaKKM OOUWENPUHSATEIM CIOCODOOM.

[0087] Hacrodmee wuzobpeTeHMe TaKXe OTHOCUTCHS K aHTUTeJaM
nporus CD3, comepXxaumyM  BapMaHTE JIoOOM M3 AMMHOKMCJIO THBEIX
[1I0CJIenOBaTEeJIbHOCTEN HCVR, LCVR n/unm CDR, OTIMCEIBaEeMBIX B
HacTodlleM ONMCaHMM, CcoIepXalMx OHNHY WK O0oJlee KOHCEPBATUBHEX
3aMeH. Hanpumep, HacTodllee Mu300pPEeTEeHre OTHOCUTCH K aHTUTeJlaM
nporur CD3, conmepxaumM aMMHOKMUCJIOTHBIE HOocJiemoBaTesibHoCcTU HCVR,
LCVR, wu/wnu CDR, Hampumep, ¢ 10 win MmeHee, 8 wmiM MeHee, 6 WK
MeHee, 4 wIM MeHee U T.I. KOHCEPBATUBHEIMM AMMHOKMCJIIOTHEMU
3aMeHaMu OTHOCUTEJIBHO Jodon n3 AMMUHOKMCJIO THBIX

nocjenosarTenbHocTerr HCVR, LCVR u/mnm CDR, ykasaHHHX B Tabmuue 1
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B HacCToOdlleM OINMCaHUM.
[0088] TepMuH "snouTon"” OTHOCUTCHA K AHTUTEHHOM
OIeTepMUMHAHTE, KoTOopad B3aUMOIENCTBYET c KOHKPE THEIM
AHTUTEHCBSABERBAKIMM YyJYaCcTKOM B BapuabeJIbHOM 00JIacTy MOJIEKYJIE
aHTUTeJla, W3BECTHHM Kak naparton. OOVH aHTUITEeH MOXEeT CONepPXaThb
BoJjiee OOnHOTO 3HOMTONA. TakuM O0pasoOM, Pa3JIMUHEIE AHTUTEJIA MOT'YT
CBABBIBATLCH C PAa3JIMUHBIMKM  OOJIaCTAMM HA  aHTUIEHe U MOTyT
OKasLIBaATh pPa3JIMYHOE OMOJIOTMUECKOe HOeMCTBME. OISOUTOIBE MOTYT OBITH
KOHQOPMaUMOHHEMM 2Rt JIMHEeMHBIMU . KoHbopMalMOHHBI BIIUTOI
obpas3oraH OJMBKO PAaCIOJIOKEHHBIMM B [IPOCTPAHCTBE AaMUHOKMKCIIOTaMU
M3 PasJIMUHBIX CET'MEHTOB JIMHEMHOW I[IOJIMIIENTUIHON Lenu. JIMHEeNHbBIN
BOUTOIN npencrasBiygeT cobon 3OUTOI, obpasyeMbln CMEXHBIMI
AMUHOKMUCJIOTHEIMM OCTATKAMM B [OJMIENTUIHONM Lenu. B onpeneseHHBIX
00CTOATENIbCTRBAX  BOUTOIN  MOXET comepxaThb TPYNIBEL  CaxapuioR,
bochopuiibHEIE TPYNNBE MM CyJIbQOHMIIBHEIE TI'PYIINBE Ha aHTUTEHE.

[0088] TepMmmH "cylleCTBEHHASd UISHTUUHOCTL" wmiM "IIO CYWECTBY
MIOSHTUUYHAaa" B OTHOUWEHMUM HYKJIEMHOBOM KUCJIOTHE WM e€e ¢dparMeHTa
yKa3bpBaeT Ha TO, YyTo npu ONTUMAJIbEHOM BHIPABHUBAHUU C
COOTBETCTBYOUMMM BCTABKAMM WM JeJIeUUMSIMM HYKJIeOTuIa C JPYyIoM
HYKJIEMHOBOM KUCJIOTOM (MJIM €e KOMIIJIEMEeHTAaPHOM IlIenbil), HaOJIoOanT
UOSHTUYHOCTHh HYKJIEOTUIHOM I[IOCJEeIOBATEJIBHOCTK II0 MEHbIIel Mepe
npubam3nTesbHO B 95% u, OoJjiee NPennouyTuTEeJIbHO, I10 MeHbIEeM Mepe
npubnamu3urespbHo 96%, 97%, 98% wmym 99% HYKJIEOTHMIHBIX OCHOBAaHUM,
Kak WU3MepdoT JIOOBIM XOPOIWIO M3BECTHEIM aJITOPUTMOM OIpelelieHUd
UOESHTUYHOCTM T[IOCJIEOOBATEJIBHOCTM, TakuM Kak FASTA, BLAST wim
Gap, kKakK yKa3aHO Hmwxe. MoJjieKyJla HYKJIEMHOBOM KUCJIOTH, OOJamanuas
CYUECTBEHHOV UISHTUUYHOCTRI C DTAJIOHHOMV MOJIEKYJIOV HYKJIEMHOBOM
KMCJIOTE, B OIPemeJIeHHHX CJiydadax MOXeT KOIUPOBATH MIOJUIENTUI,
comepXauuy TaKyon Xe WM [0 CYHNECTBY AaHAJOTUYHYHD aMUHOKUCIIOTHYIO
[IOCJIEOIOBATEJIbHOCTD Kak IOJIUIIeII T, KOOUPYEMBIA DTAJIOHHOM
MOJIEKYJIOM HYKJIEMHOBOW KUCJIOTEH.

[0090] Kax OpMMEHANT K IOJMIOENTHUIAM TEepMMH "CylleCTBEHHOE
cxomceTBO" wmaM "IOO CylecTBY CXOIOHBM" O3HauaeT, UYTO IOBE [IeITUIHLIE
[IOCJIENOBATEJILHOCTY [NPM OINTKMMAJIbHOM BEPABHMBAHUMK, TaKOM Kak
nocpencreoM nporpamMm GAP wmnm BESTFIT ¢ mcnojap3o0oBaHMeM WTpados

3a OTKPBITME NPONyCKa [0 YMOJYaHMD, oOOJlamalT IO MeHbueln mepe 95%
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UIOEHTUUHOCTHI [NOCJIEOOBATEJILHOCTHM, Iaxe bojee npenlrinouTrUTEeJIbHO II0

MeHbIey Mepe 98% wmam  99% MIOEHTUMYHOCTBI [IOCJIeIOBATEJIBHOCTHU.

[lpeOnoYTUTENIBEHO, [IOJIOXKEHMA  OCTAaTKOB, KOTOPEIE  He  4ABJIAKNTCHA
MIEHTUYHEIMM, OTJIUYANTCH KOHCEePBAaTVBHEIMU AMMHOKMCJIIO THBIMU
3aMeHaMr. "KOHCepBaTUBHasA AMMHOKMCJIOTHAA 3aMeHa'" [OpencTraBJliderT

cobor 3BaMeHy, B KOTOPOM aMMHOKMCJIOTHHEI OCTAaTOK BaMEeHSANT IPYI'MM
aMMHOKMCJIOTHEIM OCTAaTKOM, coIepxalWruM OOKOBYK Lenb (rpynny R) ¢
AHAJIOT'MIYHBEIMIM XMMnde CKVMMM CBOMCTRBAMU (HaanMep, 3ap4dn Wi
TUOPOPOOHOCTE) . Kaxk npaewnio, KOHCEpPBATMBHAA  AMUHOKMCIIOTHAA
3aMeHa II0 CYUEeCTBY He uaMeHseT QyHKIUMOHAaJIbHEIE CBOMCTBa Oejika. B
ciydasax, KoTza IBe uiu 0Dojlee aMUMHOKMCJIOTHEIE II0CJIENOBATEJIBHOCTU
OTIMYATCHA Py OT JIpyra KOHCEPBATUBHEIMU 3aMeHaMM, OPOLEHT
MOSHTUUYHOCTM IIOCJIEOOBATEJIbHOCTM WMJIM CTEeleHb CXOICTBa MOXHO
YBEJIMUMBATEL IJIS KOPPEeKLUMM KOHCEPBATUBHOTO XapakKTepa 3aMeHH.
Criocofrl NPOBENEHMS TaKOM KOPPEKILMUM XOPOUO M3BECTHEl CIeLUMaJIMCTaM
B ZaHHOM o6Jjactu. CwMm., Hamnpumep, Pearson, (1994) Methods Mol.
Biol., 24: 307-331. IIpuMeps TI'PyNI aMUHOKUCJIOT, KOTOPEIE COIEPXaT
ODOKOBEIE 1lI€NM C AHAJOTUUHBIMUY XUMUUECKMMM CBOMCTBAMM, BKJIOUAT

(1) anmmdparmueckue OOKOBHE LeNM: IVIMLMH, aJIaHMH, BAaJIMH, JIeMUUMH U

nzoyenumnH; (2) anmmbaTruuecKMue-TUIPOKCUJIbHEIE OOKOBHE LeNM: CEePUH
M TpeoHMH; (3) cozmepxamme amMun OOKOBBE LeNM: aclaparuH U
mayTaMmH; (4) apomMaTuueckue OOKOBBIE Lenu: OQeHuJaJlaHUH, TUPO3UH
M  TpUOTOOdaH; (5) OCHOBHBIE ©OOKOBHE Lelu: JM3UH, APTUMHMH U
TUCTUAOMH; (6) KucCJbEe OOKOBHIE LeNM: acHapTaT u IJyTammHaT, U (7)

comepxaume cepy OOKOBLIE lLeny OPelCcTaBjgnT CcofoM UUCTeUH U
MEeTVMOHMH . HpeﬂHOQTMTeﬂbHHe TPYIIBEl KOHCEPBATUMBHBIX AMMHOKMCIIOTHBEIX
3aMeH TIPeCTaBJIART CODOM: BaJMH-JIEMIIMH-MUI3OJIENIIVMH, OeHUJIaJIaHuH~
TUPO3UH, JIMSMH—-aPI'MHUH, AJIaHVMH-BAJIVH, JryTaMrMHaT—acrapTraT n
acrnaparmHa-rJjiyTaMMH . AﬂbTepHaTMBHO, KOHCepBaATVMBHAA 3aMeHa
npencTapjseT cobou Jobyin 3aMeHy C I[IOJIOXKMTEJIbHEIM 3HAYEeHMEM B

MaTpulle JorapudMmMueckKoro npasmonomodbmusa PAM250, onmMcCaHHOU Y

Gonnet et al., (1992) Science, 256: 1443-1445. "YMEepEeHHO
KOHCeppaTKpHaa" 3aMeHa [pencTarJsgeT cobor Jiodyn  3aMeHy  C
HeOTpMHaTeﬂbHHM SHaAYeHMEM B Manmue HOPapM®MquCKOPO

npasnononodmua PAMZ250.

[0091] CxomcTRO [IOCJIEOOBATEJILHOCTHU oJis [IOJIUIIEIITUIOB,
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KOTOpOe Takxe O0003HAuaKnT KaK MIEHTUYHOCTL I[IOCJIEeOOBATEeJIBHOCTH,
KaK [IPaBWJIO, WM3MEPHAKT C MCIOJIbE30BaHUEM IIPOTPAMMHOI'O ODeCleueHUd
IOJIA aHajJMsa I[IOCJIenOoBaTeJIbHOCTHU. [IporpaMMHOoe oOecledeHue OJid
aHalmsa DeJIKOB nondoupaeT CXOIOHEIE [IOCJIENOBATEJILHOCTHU C
UCIIOJIE30BaHUEM U3MEPeHUn CXOoncTBa, [IPUCBOEHHBIX Pa3JIMUHEIM
3aMeHaM, »OeJleluaM U OPYTIMM MOIudMKaLuMAaM, BKJIIOYad KOHCEPBATHBHBE
AMMHOKMCJIOTHEIE 3aMeHbl. HanpuMmep, nOporpaMMHoe obecneueHue GCG
COomepXuT OpOoTpPaMMel, Takke kak Gap u Bestfit, xoTopee MOXHO
MCIIOJIE30BATE C [apaMeTpaMy [0 yMOJYaHUK OJI4  ONpenejieHud
TOMOJIOTUM [IOCJIENOBATEJILHOCTHU Wi MIOSHTUYHOCTU
[IOCJIENOBATEIJIBbHOCTHU MexXnoy OJIM3KOPOLCTBEHHEIMU [NONIMIENTUIAMA,
TakKMMM  Kak T'OMOJIOTUYHEIE [NOJIUMIENTUOE  OT  PAa3JIMYHBIX BUIOOB
OPTaHM3MOB, WIM MexOy OeJIKOM IOUMKOTO Tula M ero MyTeuHoM. CM.,
HanpumMep, GCG Bepcusa 6.1. IonunenTuIiHble [IOCJIEOOBATEJIBHOCTU
TakKXe MOXHO CpPaBHMBATL C McHOJb30BaHuMeM FASTA C MCOOJIb30BAHMEM
napaMeTpoR O YMOJYaHUK WIIM PEeKOMEHIYEMBIX [IapaMeTpOB, IPOI'PaMME]
B GCG  Bepcusa 6.1. FASTA (HanpumMep, FASTAZ2 m  FASTA3)
obecrneumBaeT BEIPABHUBAHUA " [IPOLIEHT MOEHTUYHOCTHU
[IOCJIENOBATEeJILHOCTK ofJjlacTey C HaWIyudllMM I[I€PEKPEIBAHMEM MeXIy
[IOCJIENOBATEJIEHOCTERIO 3amnpoca " [IOCJIeNOBATEJIBHOCTEIO [IOMCKA
(Pearson (2000) mpome). [OpyT'MM OPEOIOYUTUTEJIBHEIM aJITOPUTMOM IJId
CPaBHEHUSA II0CJIEINOBATEJIBHOCTM [0 WU300peTeHM®O C ©0as30M IaHHEX,
conmepxalel OOJNBLIOEe KOJMUECTBO IIOCJIELOBATEJIBHOCTEN OT pPas3JIMYHEX
OPraHM3MOB, ABJIAETCA KOMIBKRTepHasda nOporpamMa BLAST, 0OCOOEHHO
BLASTP NI TBLASTN, B KOTOPOU MCIIOJIE 3YI0T rapaMe TPl 10
ymosidaHuio. CMm., HanopuMep, Altschul et al., (1990) J. Mol.
Biol., 215:403-410 wm Altschul et al., (1997) Nucleic Acids
Res., 25:3389-402.

BI/ICH@LLM@MT:IQCKI/IQ AHTUT' CHCBA3bBIBAIME MOJICKYJIBL

[0092] AHTHTeN A @O HaACTOdlleMy U300pPEeTeHM MOTyT OBThH
MOHOCHeUuudrIe CK1UMH, bucneudprueCKUMM UM OOJUCHeundruueCKUMHA .
[Monmucneuudpmuuecrue aHTUTEJIa MOTYT OBITE creumndpmue CKMMM K
PasJIMYHEIM BIUTONIAM OIOHOTO NOJIUIIENTUNA ~MUIIEHU VI MOTYT
COOEPXATh AHTUTEHCBHA3BBAKUME IOMEHEBl, chHenudprdeckue K OoJee ueM
ONHOMY NHoJunenTuny-mumeHu. CMm., Haopumep, Tutt et al., 1991, J.

Immunol., 147:60-69; Kufer et al., 2004, Trends Biotechnol.,
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22:238-244. A"TuTesia npoTuB CD3 mo HacTodAuweMy M300PEeTEeHMI MOXHO
CBSABLIBATE WMJIM COBMECTHO BKCIPECCHUPOBATH C OPYTOM QYHKIIMOHAJIEHOM
MOJIEKYJIOV, HaIpuMep, OPYyTMM OelTuaoM wujim OejkoMm. Hanpuwmep,
QHTUTEJIO MWK ero  QparMeHT MOXHO  OQOYHKUMOHAJIBHO  CBSA3BIBATH
(HanpuMep, DOCPEeICTBOM XUMMYECKOTO CBA3BIBAHUA, TEHEeTUUECKOTO
CJIMSAHYS, HEKOBAJIEHTHOM accouMaluM WM MHEM O00pasoM) C OIHOW WJIMU
foJjiee IpyI'MX MOJIEKYJIAPHBIX CTPYKTYP, TakMX KaK IOPpyTroe AaHTUTEJIO
i  QparMeHT aHTuTesa, C HnoJydeHmeM Oucneumudruueckoro uim
IOJNIUCIIEUUPUUEESCKOTO aHTUTEJa co BTOPOM CrneuMdUUHOCTEIO
CBSS3BIBAHUA .

[0093] MNcnonep3oBaHMe BhPaxeHua "aHTuUTes o npotus CD3"™ B
HAaCTOAWlEM ONMCaHUM I[IPeOHA3HAYEHO BKJIIKNYATH MOHOCHeUuupuueckKue
aHTuTesa [IPOTUB CD3, a TaKxe pucrneumnpmuuecrue aHnruresna,
comepxaure ceasvBapleeca ¢ CD3 mwedo M BTOpPOe IJIeUO, KOTOpoe
CBAS3EIBAETCA C AHTUTEHOM-MMIUIEHBI. TaxuMm oOpas3omM, HacTodluee
n300peTeHre OTHOCUTCHA K OucneuudmueckmuM aHTUTEJaM, I'Ie OIHO
Jjiedyo MMMYHOTJIOOYJIMHA CBA3bpBaeTca ¢ CD3 uyejioBeKa, a mOpyroe
[JIe4O MMMYHOIJIOOYJIMHA  ABJIAETCA CHeuMOUUEeCcKMM [JId aHTUTEeHa-
MMUIIEeHM . AHTUIeH-MMIIeHb, C KOTOPBEIM CBA3BBAETCHS IOPyIroe ILJIeuo
pucnenmdnueckoro aHTuTesia npoTuB CD3, MOXeT NPencTaBJIATh COoOOU
Jobol  aHTUTEeH, SKCIPEeCCUPYEMBIM Ha KJIeTKe, TKAaHU, opTrane,
MUKPOOPTAHUBME WM BUPYCE MM B HEINOCPEeOCTBEHHOM OJIM30CTU OT
HUX, T[POTUB KOTOPOTO SABJIAETCS XeJIaTeJIbHBIM HANPABJIEHHBM WMMYHHBI
OTBET. CpasmpBamlleeca ¢ CD3 mjedo MOXeT CcoIepxXaTb  JIoObe
AMMHOKUCJIO THEIE [IOCJIegOBATEJILHOCTHU HCVR/LCVR i CDR, Kak
ykasaHo B Tabmuue 1 wuiau Tabsmuax 18/19 B HacTOdlWEeM ONMCaHUM. B
OIpeneJIeHHBIX BapMaHTax OCYUeCTBJIeHUS cea3pBaiueeca ¢ CD3 mnyeuo
cpaszeBaeTca ¢ CD3 uesyioBeka U UHIOyLUUPYyeT Opoiudpepaumon T-KIJIESTOK
UeJyioBEeKa .

[0094] KacaTejqbHO OuUCHEUMPUUECKMX AaHTUTEJI I[10 HACTOLleMy
n300peTeHrn, TIOe ONHO I[IJIedOo aHTUTeJla cBa3peaeTca ¢ CD3, a
OIpyToe IJIeuOo CBAS3EBAETCHd C AaHTUTEHOM-MUIIEHBH, AaHTUT'e€H-MUIEHD
MOXET NPenCcTaBAaTh cobom Oy X0JIeaCCOUMUPOBAHHEIM QHTUTEH.

HeOI‘paHMT{MBaIOLLU/Ie [IPVIMEPEI KOHKPETHEIX Oy X0oJieaCCOUMMPOBAHHBIX

AHTUTEHOB BKJIOYWAKLT, HanpuMmep, Oenxwm AFP, ALK, BAGE, B—KaTeHMH,
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brc-abl, BRCAl, BORIS, CAS, xapboaHrumpaszy IX, kacnazy-8, CCR5,
cb19%, CDb20, CD30, CD40, CDK4, CEA, CTLA4, uwmxmumu-Bl, CYP1BI1,
EGFR, EGFRvIII, ErbB2/Her2, ErbB3, ErbB4, ETV6-AML, EpCAM,
EphA2, Fra-1l, FOLR1l, GAGE O©Oenxwu (Hanpumep, GAGE-1, =-2), GD2,
GD3, GloboH, glypican-3, GM3, gpl00, Her2, HLA/B-raf, HLA/k-
ras, HLA/MAGE-A3, hTERT, LMP2, MAGE Gesxwu (Hampumep, MAGE-1, -
2, =3, -4, -6 mu -12), MART-1, wme3soTejyuH, Oejgxkm ML-IAP, Mucl,
Muc2, Muc3, Muc4, Mucbd, Mucl6 (CA-125), MUM1, NAl7, NY-BR1l, NY-
BR62, NY-BR85, NY-ESOl, 0OX40, pl5, p53, PAP, PAX3, PAX5, PCTA-
1, PLAC1, PRLR, PRAME, PSMA (FOLH1l), ©e;nxum RAGE, Ras, RGS5,
Rho, SART-1, SART-3, Steap-1, Steap-2, cypBuBuH, TAG-72, TGF-J,
TMPRSSZ2, Tn, TRP-1, TRP-2, TuUpos3MHaA’y U YPOIJAKMH-3.

[0095] KacarenpHO OuUCHeUMOUUECKUX aHTUTEJIAa I[I0 HaACTOSlEeMYy
U300peTeHM, TI'Ie OOHO IJIedo aHTUTeJla CcBaswBaeTcsa ¢ CD3, a
IOpyroe IJIedo CBA3BBAETCA C AHTUTIEHOM-MMIIEHBI, AHTUIEH-MUIIEHDb
MOXeT [NPeACTAaBJIATL CODOOM CBA3aHHBEM C MHOEKUMOHHEBEIM 3afoJjieBaHMUEM
aHTUTEeH. HeorpaHuumMpamoumme NOPMMEPH CBASAHHBIX C MHOEKLUMOHHEM
3aboJieBaHMEeM AHTUTEHOB BKJIOUAKNT, HaOpuMep, aHTUIEeH, KOTOPHIM
DKCIIPEeCcCUpyeTcs Ha [IOBEPXHOCTHU BUPYCHOM YaCTULEL wiu,
NPEnIOUYTUTEJIBHO, BDKCIPECCUPYETCS Ha KJIeTKe, KOTopas SBJISeTCH
MHOMUMPOBAHHOM BMPYCOM, TI'Ie BUPYC BHOPaH M3 TIPYIIE, COCTOSALEN
n3 BUY, renatura (A, B unmu C), BUpyca TIeprneca (Hanpumep, HSV-1,
HSV~-2, CMV, HAV-6, VZV, Bupyca OJSnumrerHa-Bappa), ameHOBUPyCa,
BUpyca rpunmna, (QJIaBUBUPYCA, 2XOBUPYCa, PUHOBMPYCA, BuUPpycCa
KOKCaxu, KOPOHaBMUPYyCAa, PeCcnupaTOPHO=CUHLUNUTHUAJIEHOTO BUDPYCA,
BUPYyCa 2NMIEMUUYECKOI'O IIapoTUTa, PoTaBMpyca, BMUPpyCa KOpK, BHUpPycCa
KpacHyxK, I[IapBOBMPYCa, BuMpyca ocnoeakumsel, HTLV, Bupyca »neHre,
BUPYyCa [1aIMJIJIOME], BUpPYyCa MOJIJIIOCKA,, [IOJIMOBMPYCA, BUpPYyCa
BeweHCTBA, Bupyca JC um Bupyca apbOOBUMPYCHOTO 3HUedanmTa.
ANBTEepHATUBHO, AHTUIEH-MMIIEHbL MOXEeT IIPeINCTaBJiaTh COOOM aHTUIEH,
KOTOPEI BKCIpeccupyeTcs Ha [IOBEPXHOCTH DakTepun W
NPEenlIoUYTUTeJIbHO DBKCIPpeccHupyeTcs Ha KJeTkKe, KoTopas SBJISeTCH
MHOMUMPOBAHHOM OakTepuel, I'Ie 0OakTepus BoOpaHa M3 I'PYIIIH,
cocTodleN M3 XJaMUANM, PUKKEeTCUlM, MUKOoOaKTepul, CcTaduIOKOKKOE,

CTPEIITOKOKKOE, [IHEBMOKOKKOB, MEHMHI'OKOKKOB, I'OHOKOKKOB,



38

KJIeOCUe I, nporeyc, ceppaTum, ICeBIOMOHAIEI, JIeTMOHEJIJIE,
oudTepur, CAaJIbMOHEJUIB, Oaumiukl, OaKTepulM XOJIePh, CTOJOHAKAE,
BorTysm3aMa, CUOUPCKOM S3BBE, UYyMbl, JENTOCIMPHE M O00Je3Hu Jlarma. B
OnpeneJIeHHEIX BapraHTax OCylIeCTRBJIEHUS AHTUTEH-MUIIEeHD
npencrasjdeT cobom aHTUTEH, KOTOPHIA JKCIpeccupyeTcd Ha
[IOBEPXHOCTU Tpuba WM, [IPEONOUYTUTEJIBHO, BKCIPecCcUupyeTcs Ha
KJIETKEe, KOoTopas £BJ4eTCsd MHOMUMPOBaHHONM I'puboMm, I'Ie rpmub BuOpaH
M3 TpyHoel, cocrodamew u3 Candida (albicans, krusei, glabrata,
tropicalis u T.IO.), Crytococcus  neoformans, Aspergillus
(fumigatus, niger m T.n.), Mucorales (mucor, absidia, rhizopus
u T.O.), Sporothrix schenkii, Blastomyces dermatitidis,
Paracoccidioides brasiliensis, Coccidioides immitis u
Histoplasma capsulatum. B onpenesyieHHBEIXx BapMaHTaxX OCYUECTBJIEHUS
AHTUTEH~-MMIIEHDb IpencTaBJigeT cobon aHTUTEH, KOTOPEHIN
DKCIPECCUPYETCS Ha [OBEPXHOCTM I[Iapas’uTUUeCKOT'0 OpraHu3Ma WK
IPEeANOUTUTEJIBHO BJKCIPeCcCHUupyeTCcsa Ha KJeTkKe, KoTopas 4aBJISeTCH
MHOMUMPOBAHHOM IHapas3suUTUUeCKMM OPTaHM3MOM, I'Ie I[1apa3uTUUYeCKUN
oOpraHu3M BHOpPaH M3 TPYIIIE, cocTosmelr u3 Entamoeba histolytica,
Balantidium coli, Naegleriafowleri, Acanthamoeba sp., Giardia
lambia, Cryptosporidium sp., Pneumocystis carinii, Plasmodium
vivax, Babesia microti, Trypanosoma brucei, Trypanosoma cruzi,
Leishmania donovani, Toxoplasma gondii, Nippostrongylus
brasiliensis, Taenia crassiceps u Brugia malayi.
HeorpauuumBamwume  MOPMMEPBE  KOHKPETHBEIX I[IATOTeH-aCCOLMUPOBAaHHBIX
AHTMTEHOB BKJKOUALT, HanpuMmep, gpl20 BMY, CD4 BUY, ITIMKONPOTEMH
L. renarura B, TJmMKonporemHs M renarura B, TJIMKOIPOTENH S
renatuTa B, Tenatur C El, rTenartur C E2, cneuudruyeckKur s
TeNaToUUTOR BeJsiok, gB BUpPYyCa [IPOCTOTIO repreca, gB
LUMTOMETraJIoBUpyca u 0OeJsiok obojioukm HTLV.

[0096] CorJylacCHO  ONIpeneJyieHHBEIM MJIJIOCTPAaTMBHEIM  BapMaHTaM
OCYWECTBJIEHMA HACTOAWlee M300pEeTEeHre OTHOCUTCH K OucneumudpmuyueCKUM
AHTUTEHCBS3LEIBAKIMM MOJIEKYJIAM, KOTOPHEE CHeUUPUUIECKM CBSA3BBANTCS
c CD3 m CD20. B HacTodumeM OMNMCAHMM TaKMe MOJIeKYJIBI MOTYT OBITh

O0DHO3HAUEHH, HanpuMmep, KakK Oucneuudpmueckme MOJIEKYJIEL "IPOTUB

CD3/CD20"™ wmmu "opoTtume CD3xCD20"™ wmmm "CD3xCD20", wiu OpyTon
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AHAJIOTUYHON TepMMHOJIOTHUEN .

[0097] Kax HMCHOJB3YKT B HACTO4lleM ONMCaHuM, TepMuH "CD20"
oTHOCUTCH k ©Oesnky CD20 yeJIoBeKa, ecJuM He  yKasaHo, Kak
NpUHaAIJIeXalMi He ABJIAOLMMCH UYeJIOBEeKOM BumaMm (Hamnpumep, "CD20
Memm", "CD20 o6e3pgHH" M T.n.). DBesok CD20 dyesoBeka COISPXUT
aMMHOKMCJIOTHYI [ocJeloRaTesibHOCTE SEQ ID NO:1369.

[0098] Kax wmcCHoJab3yoT B HACTOdUleM ONMCAaHUM, BHPaxXeHMue
"AaHTUTeHCBA3bBaAKUAa MoJIekyJia" os3HauaeT ©OeJioK, I[NOJMUIENTUO WIn
MOJIEKYJIAPHEIM KOMILJIEKC, COAepXaliMM MM COCTOSUMM [0 MEeHble) Mepe
M3 OIHOM OoNpenesdpllel KOMIJIEMeHTapHOCTb objsacTtu (CDR), xoTopad
OTHOEeJIbHO WMJIM B KOMOMHALMM C ONHOM WM OoJjiee IONoJIHMTeJIbHEIX CDR
M/UIM  KapKacHBIX obJjacTen (FR) , crneuudpmMueckK CBA3BIBAeTCS C
KOHKPETHHIM AaHTUT'EHOM. B ONIpelnesyieHHBIX BapMaHTax OCYyLeCTBJIEHUSA
AHTUTEHCBASLEIBAKIAS MOJIeKYyJia IpencTaByigeT CcofoM AaHTUTEJO WK
bparmMeHT aHTMUTEJa, KakK 3TU TEPMMHEl ONpPenesyigaioT B IPyT'OM MecTe B
HaCTOSAWleM OINMCAaHUM.

[0098] Kax wMCHOJB3YyIT B HACTOSAUIEM ONMCAHUM, BHPaXeHUue
"Oucneuupmueckasa aHTUTEHCBAS3BBAIAA MOJiekyJa'" o3HauaeT OeJokK,
IONIUIIENITUI WM MOJIEKYJISPHBIM KOMIIJIEKC, COIepXallMi I[IO0 MeHbIen
Mepe [IEPBBIL AHTUT'E€HCB 4 3bIB a0 IoIOMEeH u BTOPOU
AHTUTEHCBASLHBALIINY IJOMeH. KaxOeld aHTUTEHCBASHBAIMM OOMEH B
pucnenmdmMUeCcKoOM AHTUTEHCBSASLBAKLIEN MOJIEKYJIE CONEPXUT 10 MeHbIeMr
Mepe onHy CDR, xoTopass OTHEJIbHO WM B KOMOMHALIMM C OIHOM WK
fojsiee pmonosHUTEeNbHENM CDR wm/mam FR chneumuduuecky CBASEBASTCI C
KOHKPETHHM AHTUI'e€HOM. B KOHTEKCTEe HAaCTOSAWETO M300peTeHUsd IepPBHIU
AHTUTEHCBSASLBIBAKIMY OMEeH CcrheumudruecKkmu CBS3BIBAETCHS C II€PBBM
aHTureHoM (Hampumep, CD3), U BTOPOM AaHTUTEHCBA3BBAKIMUY IOMEH
crienudUUeCcKMy CBABLIBAETCH co BTOPBIM O TJIMYUHBIM AHTUTEHOM
(Hanpumep, CD20).

[0100] B OnpeneJIeHHBIX MIJIIOC TPA TUBHEIX BapmaHTax
OCYLeCTBJICHUA HacToAWero n300peTeHnsd Oucneunnupmnuecrad
AHTUTEHCBA3bBANIAS MOJIeKyJla IIpencTaBjigeT cobou Oucneuudpnueckoe
AHTUTEJIO. Kaxmelr aHTUTEHCBASHBBALIMM  OOMeH  OucrneuuduueckKoro
aHTUTEJIa COHepPXuT BapuabesbHBM »OoMeH Tsaxejorw uenu (HCVR) wu
BapuabesIbHE  OOMEeH  JIETKOUW  Lenu (LCVR) . [Io OTHOWEeHMID K

fucrneumndmrUueCKoy aHTUTEeHCBS3EIBAIEN MOJIEKyJle, CoIepXallell I[IePBH
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M BTOPOM AaHTUIEHCBASHBAOIMUN IOMeH (HanopuMmep, Oucneumdpmdeckoe
anturesio), CDR DepBOr0 aHTUIE€HCBASBHEBAKIETIO IOMEeHa MOTyT OBIThb
ofbozHaueHel C¢ npeguxcom "Al", m CDR BTOPOTO AHTUIE€HCBA3BBAKUETO
IOIOMeHa MOTyT OBTb 00O03HaueHb C Opedpmuxcom "A2"., TaxuMm o0O0pasoM,
CDR 1[nepBOI'0 AHTUTEHCBA3BIBAKUETO JOMEHa MOI'yT O0O003HAYaThk B
HacTogumeM onmcaHmum kak Al-HCDR1, Al-HCDRZ2 wm Al-HCDR3; wu CDR
BTOPOT'O AHTUT'E€HCBHASEBAKIETIO IOMEHAa MOI'yT OOO03HAWaTh B HACTOAULIEM

onmcaHmy Kak AZ2-HCDR1, A2-HCDR2Z m A2-HCDR3.

[0101] [lepBEL AHTUT'EHCB 93bIBalUM IOMEH u BTOPON
AHTUIT'€HCE I 3bIB AU IOMEH MOXHO HEIOCPeACTBEHHO I
OIIOCPenOBaHHO COeOMHATH IpyT c IpyTOM c [IOJIy4YeHKeM

poucneumupmuIeCcKom AHTUTEeHCBS3LIBaIEeNn MOJIEKYJIBbI 1o HacToAleMYy
M300PETEHND. AJIL TEPHATUBHO, KaXIbI nu3 [IEPBOTO
AHTUTEHCBA3BIBANIETO OOMEHAa M BTOPOTO AHTUI'EHCBAS3BBAKIETO IOMEeHAa
MOXHO COEeOMHATH C OTIOEeJIbHBIM MYy JIb TUMEPU 3 YIOLIM IOMEHOM.
Accoumranmud OOHOTO MYJIb TUMEPU IYIETO OOMEeHa C OIPpYyTUM
MYJIb TUMEPUBYIUMM OOMEHOM obJierdaeT accoumalumMio Mexny IOBYMHA
AHTUI'€HCBA 3B aMU IOMEeHaMu, TaKUM obpasoum, obpasys4
oucneumMpmuuecKyn aHTUT'EeHCBAS3BBRAKNIYID MOJEeKyJly. Kak MCIOJbL3YyIT B
HaCTOSIEM ONMCaHuM, "MyJbTUMEPUI3YWOIMNM IoMeH" NnpencTaBjsgeT cobou
JIOOYIO MaKpPOMOJIEKYILY, beJiok, [IOJIUIIEITUII, [IernTum WJIN
AMMHOKMCIIOTY, KOoTopasa ofjJalaeT CHOCODHOCTRI OOPAa30BHBATL CBA3b
CcCO BTOPEIM MYJIb TVMMEPU 3 YIUVM IOMEHOM TaKOI;I Xxe i CXO,ILHOI;I

CTPYKTYPEL MJIM CTPOEHMA. HaanMep, MyJ'[bTMM@pMByIOLLU/HZ IJOMEeH MOXeT

NpencTaBiiaTh cobom [IOJIUIISI T, comepxaummnn IJOMeH Cu3
MMMYHOTJIOOYJIMHA . HeoTrpaHuumMBaLIMNI IpUMep My JIE TUMEPU3YRIET O
KOMIIOHEHTAa NpenCcCTaBJIsaeT cobom Fc-yuacTok MMMYHOTJIODYJIMHA

(comepxaumit nomMeH Cy2-Cg3), Hamnpumep, nomeH Fc IgG, BHOPAHHOTO
13 msoTunoB IgGl, IgG2, IgG3 m IgG4, a Takxe JOOOTO ajlJIOTUIIA B
KaXIoM TI'pylle M30TUIIOB.

[0102] Bucneunpmueckue AHTUI'@HCBA3bIBanlMe MOJIEKYJIEI  IIO
HacTodlueMy 1M300peTeHND, Kak npaBuio, comepxXar oBa
MYJIb TUMEPM3YRIIMX OOMEHa, HalpuMep, IBa JoMeHa FC, KaxIell us3
KOTOPEIX TIIpencTaejgeT Cco0oM MHIOVMBUIAYAJIBHYKRD YacTb  OTIEJIbBHOM
TSKEJIOM LEeNM aHTUTeJa. [lepBhle M BTOPOE MYyJIbTUMEPUIYIME IOMEHE

MOTYT IHNPpMHaIJieXaTb OIOHOMY WM TOMYy Xe& MI3O0TUILY IgG, TaxKoOMy Kak,
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HanpuMmep, IgGl/IgGl, 19G2/1gG2, IgG4/IgG4.  ANbLTEPHATUBHO,
[IEPBEI ¥ BTOPOM MyJIETUMEPpM3yIMe IOMEHBl MOTYT [IPMHAIJIEXaThb
pasjauMdyHeM usoTmnam  1gG, TakKuM  Kak, HalpuMep, IgGl/1IgG2,
IgGl/IgG4, I9gG2/IgG4 n T.n;.

[0103] B ONpeneJIeHHBIX BapMaHTax OCYIIECTBJIEHUSA
MYJIb TUMEPU3YRUNMM OOMEH OpelncTaBJseT cobour oparmMeHT Fc wam
AMMHOKUCJIOTHYI0 IIOCJIENOBATEeJIbHOCTE IOJIMHOM OT 1 npubaM3UTeJIEHO IO
200 aMmMHOKMCJIIOT, comepxallyrn I[I0 MeHblleM Mepe OIMH OCTaTOK
UMCcTeMHa. B IOpyrMx BapuaHTax OCYUEeCTBJIEHUS MyJibTUMEPU 3y
IOMEH IpencTaBjgeT CcoboM  OCTaTOK  LMCTEeMHa MM  KOPOTKMM
comepXxauuy UMCTeMH nenTtun. Jpyrue MyJbTHUMepU3yollMe  OOMEeHH

BKJIOYAKT TIIelITMIOBl WJIM I[IOJIMIISIITMIOBEI, CcooepXalre WM CcocTodume "3

HeﬁuMHOB 3aCTeXKM, MOTHMBa crmpalib—IreTJid Wi MOTHUBA
CyrepCcrnupassb .
[0104] JlioBbomt  dopMaAT MM  TEXHOJOTUID OucneundruecKoro

AHTMTEJIa MOXHO MCIOJIB30BATE  OJIA I[HOJIydeHMd OucneuudmudecrKmx
AHTUTEHCBA3BIBANIMX MOJIEKYJI IO HacCTodAleMy Ku3obOpeTeHuo. Hamnpumep,
oJisa [IOJIYUeHM S fucrneumnduuecKom AHTUTEeHCBA3LIBanIeHt MOJIEKYJIBI
AHTUTEJIO MWJIM ero obparMeHT, ob6JjajanuMi I[IePBOM CIHeuMdrUHOCTHIO
CBS3BIBAHMSA aHTUIEeHa, MOXHO OQYHKILMOHAJIBHO CBSA3BBATH (HanpuUMep,
[IOCPEeICTBOM XMMUUECKOT'O CBA3LIBAHMUA, TeHeTUYeCKOoTO  CJIMSHUSA,
obpasOoBaHKAa HEKOBAJIEHTHHIX CBS3EeM WM MHBEIM 00pa30M) C OIHOW WK
foJjiee IOPYTHUX MOJIEKYJISPHEIX CTPYKTYP, TaKux Kak IpyTroe aHTUTEJO
Uy ¢oparMeHT aHTuTesa, ofJlamaniuiy  BTOPOM AHTUT'e€HCBS3BIBAIEN
CrleuMPMUUIHOCTE. KoukpeTHEIE MILJIIOC TPATUBHEIS ucneurpmuueckmue
bopMaTEl, KOTOPHIE MOXHO MCIOJIB30BATE B KOHTEKCTE HaCTOAUWEeTO
n300peTeHrsa BKJOYANT 0e3 OT'PaHUYEHMs, HanpuMep, Oucneunpuueckue
bopMaTEl Ha OCHOBe scFv wnm nuatena, caugHuda 1gG-scFv, (DVD)-Ig
C IOBOMHEIM BapuabeJIbHBEIM IOMEHOM, KBaIPOMYy, BBICTYIE BO BIIAIMHEL,
obuyn JIeTKYyK Lelb (HaopuMmMep, OoOmyo JEeTrKyl Lelb C BHECTYIaMM BO
BnaiguHel M T.x.), CrossMab, CrossFab, (SEED)body, JeNUMHOBYD
sacTexkKy, Duobody, IgGl/IgG2, (DAF)-IgG c Fab OBOMHOTO IEeMUCTBUL
u OBucneiupuueckre odopmaTe  Mab? (njia  o0O30pa YKA3aHHEIX BHIIE
bopmaToB CcM., Hanpumep, Klein et al., 2012, mAbs 4:6, 1-11 u
UuTHpyeMbEle B HEM CCBUIKM) .

[0105] KacaTenbHO ducrneum@uuecKmx AHTUTEHCBA3BIBAIINMX
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MOJIEKYJI I[IO HacTodlleMy UM300pPeTeHUD MyJIbTUMEepU3yolMe  IOMEHE,
HarpuMep, I OMEHEI Fc, MOTYT comepXaThb ONHY W toJee
AMMHOKMCJIOTHEIX 3aMeH (HaopuMmMep, BCTaBOK, JeJIelrM WM 3aMeH) IO
CpaBHEHMI C I[IPMUMPOOHEIM BapMaHTOM »OoMeHa Fc¢  mukoro  Tumoa.
Hanpuwmep, nsobpeTeHKe BKJIOYAET Ooucneurpmuueckmue
AHTUTEeHCBA3bBAKIINME MOJIEKYJIEL, comepxaumye ONHY W toJee
MOIubukaumMym B noMeHe FC, KOTOpBHE HOPUBOONAT K MOOMPUIMPOBAHHOMY
nomMeHy Fc ¢ MOIMOMUMPOBAHHBIM  CBSA3BBAKIMM  B3aUMMOIENCTBUEM
(HanpuMep, YBEeJMUEHHEIM WM YyMEeHBbUIeHHBEM) Mexny Fc m FcRn. B
OIOHOM nus3 BApMAaHTOB OCyUEeCTBJIEHUA bucneumnpmueckasd
AHTUTIEHCBA3BBAKIAA MOJIEKYJIa COOEPXUT MOOAMOMKALMIO B objactu Cy2
munn Cy3, rvme wMomudpukaumsa yBeamuuBaeT addmMHHOCTHL OoMeHa Fc K
FcRn B kuCJOM cpeze (Hampumep, B »HIocoMe, rTrne pH Haxomurcsa B
ouamnasoHe NpUOIM3UTEIIEHO oT 5,5 OpUBIM3UTEJIEHO IO 6,0).
Heorpaunuupamoume [IPMMEPE! TaKMUX MOIMGUKALI Fc BKJIOUAT,
HanopuMmep, Moaubukaumo B nojioxeHuu 250 (HanpuMmep, E wmam Q); 250
n 428 (Hanpumep, L wimu F); 252 (wanpumep, L/Y/F/W wmmu T), 254
(nanpumep, S winu T) u 256 (”Hanpumep, S/R/Q/E/D wwn T), winu
MomubMKaLMD B MoJioxeHunu 428 wu/mnm 433 (Hanpumep, L/R/S/P/Q wnu
K) wu/mwnm 434 (Hanpumep, H/F wiu Y), uiM MOIMOUKALIMIO B I[1OJIOXEHUU
250 w/wmnm 428, wam  MomudburaumMio B nojsoxeHmm 307 wmym 308
(HanpuMep, 308F, V308F) nm  434. B onmuoM wu3 BApMAaHTOB
OCyWEeCTBJIEHKSA MOOudMKallMsa BKJKUaeT Momubuxkaumo 428L (Hanpumep,
M428L) nu 434S (HanpuMmep, N434S) ; mommubpmxkanmo 4281, 2591
(HanpuMep, V259I) wn 308F (manpumep, V308F); wmomubpmxanmo 433K
(HanpuMep, H433K) m 434 (manpmumep, 434Y); wmomubomxaumio 252, 254
n 256 (HanopuMmep, 252Y, 254T w 256E); wmommdpukxaumio 2500 m 428L
(HanpuMep, T250Q0 wm M428L) u womuburkaumo 307  wm/mim 308
(HanpruMep, 308F mmam 308P) .

[0106] Hacrosauee nzobpeTeHMre TaKxe OTHOCUTCSH K
fbucnenMdrUUeCKrM AHTUTEHCBSA3BBAKIMM MOJIEKYJIAM, COIEPXallMM I[1€PBHIMA
noMeH Cy3 m BTOpou noMeH Cy3 Ig, TOe HepBBl M BTOPOM AoMeHH Cg3
Ig OTIIMUANTCA IpyT oT opyra 1o MeHbIIeN Mepe OIHOM
AMUHOKMCJIOTON, M TIOme 10 MeHBIIeM Mepe «OTJMUMe Ha  OOHY
AMUHOKMUCJIOTY NPUBOOUT K YMEeHBIUIEHBI CBSA3BBAHMSA OUCHIEUUOUUeCKOT'O

aHTuTesa ¢ OelkoM A IO CpPapBHEHULO C OucneuuduuecKrM aHTUTEJIOM,
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HE KMe MM OTJMYMe B aMMHOKMCJIOTax. B OIOHOM WK3 BapMAaHTOB
oCyleCcTBJIeHra MHepBell nomeH Cg3 Ig CcBA3HBaeTCd C OejJKOM A U
BTOPOM noMeH Cy3 Ig comepxuT MyTaluuo, KOTopasd CHMXaeT UK
HapylmaeT CBA3bBBaHMEe C OeJkoM A, Takyon Kak Mommopmkaumsa HILR (mo
HyMepauuu DkK30HOB IMGT; H435R no wHywmepaumm EU). Bropom Cu3
MOXeT IOOINOJIHUTEJIBHO CcoIepXaTb Mommomukaumio YI6F (mo IMGT; Y436F
no EU). [onoJHMTEJBbHBE MOAMOUKALIMM, KOTOPBIE MOTYT BCTPEedYaTbCH
BO BTOpoM Ci3, BrjodanwT: DI6E, L18M, N44S, K52N, V5/M m V82I
(mo IMGT; D356E, L358M, N384S, K392N, V397M m V4221 no EU) B
cnydyae aHTHTes I1gGl; N44S, K52N wm V82I (IMGT; N384S, K392N u
V4221 nmo EU) B caydae aHTuTen I1gG2, m Q15R, N44S, K5LH2N, V57TV,
R69K, E79Q m V82I (mo IMGT; Q355R, N384S, K392N, V397M, R409K,
E419Q m V4221 no EU) B cayuae aHTuTes IgG4.

[0107] B onpemesieHHHIXx BapMaHTax OCyWleCTBJIeHUd JoMeH Fc
MOXeT  OBITh XVMEPHEBIM, oOBpeOIMHAKIMM  [OCJjIemoBaTeJsibHOCTH  Fc,
nojiydyaeMele wu3 0Oojlee YeM OOHOTO M30TMIA MMMYHOTJIOOYJIMHOB .
Hanpumep, XMMEPHEM IOMeH FC MOXeT COIepXaThb YacCTb WJM I[IOJIHY
rnocyienoBaTeJIbHOCTE Cp2, nojydaeMyio u3 objgacTtu Cp2 IgGl uesyioBeka,
IgG2 JeJioBeKa — MIIM TgG4 JyeJIoBEeKa, M 4YacCThb MM [DOJIHYK
ocJenopaTesyibHOCTE  Cyg3, nojgydaemyo us IgGl uejsoBexa, IgG2
yejioBeka win  1gG4 uesioBeka. XUMMEpPHBIM OOMeH FC Takxe MOXeT
comepXaThb XMMEPHYO UWAPHUPHYO  0O0JIacCThb. Hampuwmep, XUMEepHad
mapHUpHas oBJlaCTh MOXET COIePXaThb I[IOCJeIOBATEJIbHOCTE '"BepxHeu
mapHUpHOU  objacTu", noJydaeMyn M3 mapHupHOM objiactm  1gGl
uejioBeka, 1gG2 dyesyoBeka wuam 1gG4 uyeJyioBeka, OOBEOMHEHHY C
[IOCJIeNOBaTeJIbHOCTRD "HWXHEeM WapHMPHOM objlacTtm", [HOJIiydaeMOou U3
mWapHUPHOM objacTtu IgGl uejsioeeka, 1gG2 uejyioBeka wmim I1gG4
yejioBeka. KOHKpPeTHHBM IIPpMMEp XUMEPHOI'O IoMeHa FC, KOTOPBIM MOXHO

BROIMUTDH B J'[IO6YIO ns3 AHTUT'€EHCBA3BIBAKIIMX MOJIEKYIJI, YKa3aHHEBIX B

HacToduWeM onucaHumu, comepxuT oT N- mo C-xoHua: [Cyl IgG4] -
[BEepPXHIK UWapHUPHYK objacTb [gG4] - [HMXHOO WAPHUPHYD OOJIACTh
IgG2] - [CH2 IgG4] - [CH3 IgG4]. Ipyroum npuMep XMMEPHOI'O IOMEHa

Fc, KOTOPEIM MOXHO BBOIMTH B JiIOOYHD U3 AHTUTEHCBS3LBALIMX
MOJIEKYJI, YKA3aHHHIX B HACTOANEM ONMCaHuM, comepxuT oT N- mo C-
xoHUua: [Cegl IgGl] - [BepxXHOO WAPHUPHYID oOjsacTb I1gGl] - [HWKHODO

WapHUPHYD objacTe 1gG2] - [CHZ2 IgG4] - [CH3 IgGl]. 3T m mpyrue
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IPMMEDPEl XMMEPHBIX IOOMEHOB FC, KOTOpPBIE MOXHO BBOOMTLE B JIOOYID U3
AHTUMTE€HCBASBERBALIMX MOJIEKYJI IO HAaCTOAULlEMYy M300PEeTEHMIO, ONMCAHBL B
npenBapuTesbHOM 3asBke CHIA N 61/759578, BaperucTprpoBaHHON 1
berpana 2013 roma. XumepHble »OoMeHBl FC, comepxauue Takue odume
CTPYKTYPEL M MX BapMaHTH, MOTYT XapaKTEepPM30BATHBCH W3MEHEHHBM
CBA3BIBAHMEM C peuentopoM Fc, dYTo B CBOK oOdepenb BJIAKMAET HA
30bexTOPHYL byHKUMIO FC.

BapMaHTH [1oCJIeJOBaTeJIbHOCTU

[0108] AHTHUTeEJIa 17 bucneumudpmruecrKmue AHTUTEHCBA3BIBAKIIME
MOJIEKYJIEL IO HacTodAlleMy M300peTEeHM MOTYT COONEPXaTh OIOHY WK
fosiee BaMeH, BCTAaBOK WU/UIM IeJIelMM aMMHOKMCJIOT B KapPKaCHBIX
obsacTax wu/unm  objacTax CDR BapuabOeJibHBEIX IOMEHOB TSXEJBIX U
JIETKUX uenemn o CPaBHEHUIO c COOTBETCTBYOUVMU
[IOCJIENOBATEJIbHOCTAMM 3apPOOBIIEBOM JIMHUM, M3 KOTOPBIX I[IOJIYyYaJiU
OTHeJIbHBEIE aHTUTEeHCBA3bBanUMe IOMeHEl. Takue MyTaluuy MOXHO JIETKO
yCTaHaBJIMBATH nyTem CpaBHEeHUSA aMMHOKMCJIO THBIX
[ocJyienoBaTeJLHOCTEN, ONMCHIBAEMBIX B  HaCTOdWeM  ONMCaHuM, c
[IOCJIeNOBATEJILHOCTAMM BapPOObIIEBOM JIMHUM, IOOCTYIIHEIMM, HAIPUMEep, B
oBuUEeNOCTYIIHEX Bazax IAaHHBIX IOCJIeNOBATEJILHOCTEN QHTUTE.
AHTUTEHCBA3HBALIME MOJIEKYJIEL I[10 HACTOSIEeMYy M300pPEeTEeHU MOTYT
comepXaTh AaHTUTEHCBSA3HBAKIME JIOMEHH, KOTOPBEE NOJYyYanT K3 JIOOM’
us3 MJLJTIOC TP A TUBHBIX AMMHOKMCJIO THEIX rnocJjienoBaTesIbHOCTEN,
OMMCHIB A EMBIX B HaCTOSAUEM onucCaHuu, Toe onHa W toJiee
AMMHOKMUCJIOT B OIHOM WM 0OoJiee KapKaCHBIX objylacTer u/mam objacTen
CDR nogBepramnT My Talum 0o COOTBETCTBYRIEE ocTaTka (oOB)

[IocCJyIenoraTeJIbHOCTUM BapOHHmeBOﬁ JIMHUM, n3 KOTOpOﬁ [I10JIydalJin

AHTUTEJIO, 1N oo COOTBETCTBYRIETO ocTaTka (oB) OpyTom
IOCJIeNOBATEJIBHOCTU 3aPOOBIIEBOM JIVHUU yeJIoOBeKa, NI oo
KOHCEPBATUBHOM AMUHOKMCJIOTHOM 3aMeHH COOTBETCTRYKUETO
ocTaTka (OB) 3aponbmeBOM JIMHMM (B HACTOSUWEM ONMCAHUM TakKue

M3MEHEHMSA IIOCJIeIOBATEJIbLHOCTM COBOKYIIHO O00O03HAUYanT Kak "MyTaumum
3apompmeror JmHMKM") . CrneumajaucT B HOaHHOM OOJlaCcTM Ha OCHOBAHUU
[IOCJIeNOBATEJIBHOCTEN BapuabesibHOM  OBJlaCTM  THXEJIOM U JIETKOM
1erneyr, ONMCHBAEMBIX B HACTOSUEM ONMCAHUM, MOXET JIETKO IIOJIyYaThb
MHOTUE aHTuTesa 173 AHTUTEHCBSA3EBAIMKE bparMeHTH, KOTOpPHIE

comepxaT OnOHY WM ©OoJjlee UHIMBUAOYAJIBHEIX MyTallMel 3apOonblleBON
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JIMHUM WM KX COoUeTaHud. B oopenesjieHHBIX BapMaHTax OCYLEeCTBJIEHUMI
BCe OCTAaTKM KapkachHou objactu u/mam obysactu CDR B nomeHax Vi
u/mnm Vi HOABepTrailnT o0paTHOM MyTaluuM OO OCTATKOB, BCTPEYANIMUXCS
B MCXOOHOU IIOCJIEIOBATEJIbHOCTM 3apOoObIIEeBOM JIMHUM, W3 KOTOPOU
M3HAYAJIbHO [IOJIYYaJIin AHTUTE€HCB A 3bIB A IOMEH. B IPYyTUX
BapMaHTax OCYUWEeCTRBJIEHMS TOJIBKO ONpeneJieHHBle OCTaTKM [NOIBepIraknT
obpaTHOM MyTaluuM IO MCXOOHOM I[IOCJIeHOBATEJIbHOCTM BapOonblleBOoM
JIMHMM, HaOopuMep, TOJIbBKO MyTAaHTHEE OCTAaTKM, BCTpeUawuumecsa B
IepBEIX 8 aMmMHOKMCIOTax FR1 wmam B nocienHux 8 aMmMHOKMCJOTax FR4,
MM TOJIbBKO MYyTaHTHHE OCTaTKM, BCcTpedawoumecsa B CDR1, CDR2 wuan
CDR3. B »OpyTrux BapMaHTax OCYWEeCTBJIeHMA OOMH WM ©Oojiee OCTaTKOB
KapkacHoM objsactu wu/uam objgactu CDR nomeeprainT MyTaLUUMM IO
COOTBETCTBYIETO ocTaTrka (oB) Opyromn [IoCJIenoOBaATEeJIbHOCTHU
SaPOIEIIERON JIMHMM  (HamopuMep, [IOCJeIOBATEJILHOCTU 3apOoOblIeBOMt
JVHWM, KOTopas OTJMUaeTCs OT I[IOCJIENOBATEeJIbHOCTM 3apOIblleBON
JIMHUN, M3  KOTOPOM  MBHAUAJIBHO  I[IOJIy4YaJiM AHTUIT'EHCE S 3bIBanlni
ooMeH) . KpomMe TOro, AaHTUIEHCBAS3BBAOIME IOMEHBEI MOTYT COIESPXAaTb
by KoMOMHaLUMO OBYX WM Oojlee MyTaluM 3aponblleBOoM JIMHUMKM B
KapkacHou obsactu u/munm objactu CDR, HampuMep, I'Ie OIpelejieHHbe
OTHEeJIbHBIE OCTaTKM I[OoABEepTralnT MyTaluuy IO COOTBETCTBYIIUEIO
OCTaTKa KOHKPETHOM MOCJeNOBATEJILHOCTY 2apPOIbIIEeBOM JIMHUM, IPU
3TOM  OlpeneJjieHHble JIpyTue  OoCTaTKWM, KOTOpPEIE  OTJAMUAITCHS  OT
MCXOIHOV TIOCJIEIOBATEJIbHOCTM 3aPOOBIIEBOV JIMHUM, COXPAHSADT WJIU
[IoOBEPraKnT My Talum 0o COOTBETCTBYRIUETO ocTaTKa IpyTon
[IOCJIeNOBATEJILHOCTHU 3aPOOBIIEBOM JIMHUU . [Tocre [IOJIyUeHUA
AHTUTEeHCBA3LEBAKIIME IOMEHE, KOTOPBE COHepXaT OIHYy uiIu o0oJiee
MYy TalMy '3apOIbIIeBONM JIMHUM, MOXHO JIETKO TeCTUPOBATH Ha OIHO WK
boJjiee xejlaeMoe CBOMCTBO, TakKOM KakK, VYJYyUlleHHas CIeuuduuHOCTDb
CBSAS3BIBAHMA, YyBeJiMueHHad ad@MHHOCTL CBA3BBAHUL, YIIYUYUIEHHBE WK
YVCUJIEHHBEIE AaHTAaTOHUCTUUECKME WM aTOHUCTUUEeCKUue OKOJIOTUUEeCKMe

CBOMCTBA (COOTBETCTBEHHO), I[IOHMXEHHAasd MMMYHOTE€HHOCTb M T.O. B

HacToOdlee ns3obpeTeHKe BKJIOUEHEL Bucneundpruecrue
AHTUTEHCBA3BBANIME MOJIEKYJIEL, comepxXxaume OIOUH Wi foJee
AHTUTeHCBS3BEIBAIMX IJOMEHOB, [IoJIydyaeMbIX TAKNMM O6H.L€HpMHFITbIM
CriocoboM.

[0109] Hacrosauee nzobpeTeHre TaKXe OTHOCUTCSH K
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AHTUTEHCB A 3B aIIUM MOJIEKYJIaM, roe OOVH VI oBa
AHTUTEHCB 4 3EBALIIMX IOMEHOB comepxartT BAPMUAHTEL JIIO0M n3
AMMHOKMCJIO THEIX NocJenoBaTeJIbHOCTEN HCVR, LCVR u/munm CDR,
ONMCEIBAEMBEIX B HACTOAWIEM ONMCAHMUM, COOepXallrx ONHY wuiamu 0Oojiee
KOHCEpPBATKBHEIX 3aMeH. Hanpumep, HacTodmee M300peTeHMEe OTHOCUTCA
K AaHTUT'EeHCBSA3HBALIUMM MOJIEKYJIaM, COHNepXallMM aHTUI'€HCE I:3bIBalIMA
IOMEeH, COIepXalMM aMMHOKMCJIOTHEIE IocjiemnoBaTesbHOCTK HCVR, LCVR,
u/mnn CDR, Hampumep, ¢ 10 wimu MeHee, 8 wiM MeHee, 6 WM MeHee,
4 wiu MeHee U T.H. KOHCEPBATUBHBIMM AMMHOKMCIJIOTHBIMM 3BaMeHaMU
OTHOCUTEJIBHO JIoOOM M3 AaMMHOKMCJIOTHEIX IIocJiemoBaTesbHocTer HCVR,
LCVR, u/mnam CDR, OIMCEIBaEMEIX B HacTo4lleM ONIMCAaHUM.
"KoHcepBaTMBHAA AMMHOKMUCJIOTHAA 3ameHa" npencraBigeT cobon
3aMeHy, IIpPY KOTOPOM AaMUHOKUCJIOTHBEI OCTATOK S3aMEHST JIPYTUM
AMMHOKMCJIOTHEIM OCTATKOM, coIepxauuM OOKOBYK Lenb (rpynmny R) c
aHaJIO TMYHBIMM XUMUUE CKUMU CBOMCTBAMU (HanpuMep, 3ap4n VI
TUIPOoPOOHOCTE) . Kax npasuio, KOHCEepBaTUBHAA AMMHOKMCIIOTHAA
3aMeHa IO CYUEeCTBY He WU3MeHseT OQYHKIUMOHAJIbHEIE CBOMCTBa ©OeJKa.
[lpuMepsl TI'PyNN AaMMHOKMCJIIOTE, KOTOPHBE COomepxXxaT OOKOBHE Lelu C

AHAJIOTMUHBIMKY XUMUUSCKMMM CBOMCTBAaMM, BkJouUalnT (1) anubaTruyeckue

OOKOBHIE LEeNM: ITUIMLMH, aJlaHMH, BaJIMH, JIeMUMH U WMI30JeuLUmMH; (2)
anupaTUIeCKUEe ~TUIPOKCUIIbHEIE OOKOBEIE LEeNM: CEeprH U TPeOoHMH; (3)
comepxaume amun OOKOBBE  LEeNM: acnaparvH mu ITJIYTaMMH; (4)

apoMaTHuuyeckre OOKOBHE Lenu: OGeHuJIajlaHvH, TUPO3UH ¥ TpulTodaH;
(5) ocHOBHEIE OOKOBEE LeNu: JM3UH, aAPTUMHUH U TUCTUIUH; (6)
Kucjele OOKOBHE LIeNM: acrnaprart u oDayTamubHaT, u  (7) coIepxamume
cepy OOKOBBIE lleNM NPenCcTaBJIglnT Ccob0oM UMcCTeMH U MEeTMOHMH.
[MpeanouTrUTe b HbS TPYIIIB KOHCEepPBaTUBHBIX 3aMeH AMUHOKMCJIOT
NPenCcTaBJISanT cobom: BaJIMH-JIEVIVMH -V 30JIENIINH, beHmTaIaHMH~
TUPO3UH, JUIUH-APTUHMH, aJIaHMH-BAJIMH, TJIYTaMMHAT-ACIapPTaT U
acrnaparuH-TJyTaMWH . AJETEPHATUBHO, KOHCepBaTVBHAS 3aMeHa
npencrapjsgeT Ccobou JdOyKn 3aMeHy C I[IOJIOXMTEJIbHBEIM 3HAYEHMEM B

MaTpulle JorapudMmMueckoro nOpaemnonomodbmsa PAM250, ONMCAHHOMU VY

Gonnet et al., (1992) Science, 256: 1443-1445. "YMEepEeHHO
KOHCeppaTrpHaa" 3aMeHa [OpencTarjsgeT cobom Jiobyn  3aMeHy  C
HeOoTpMriiaTeJlb HEIM SBHadYeHMEM B MaTpmue J'[OI‘apI/I(_bMI/IT—IeCKOI‘O

npasnononodmusa PAM250.
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[0110] Hacroauee nzobpeTeHMre TaKXe OTHOCUTCSH K
AHTUTEHCBA3LHBALIIMM  MOJIEKYJIaM, comepXauyM  AHTUI'@HCBS3SBIB Al
IOOMEH C AaMMHOKMCJIOTHOM IOocJemoBaTesbLHocThid HCVR, LCVR wu/unu
CDR, KoTopad ABJISETCH info) CYHEeCTBY UISHTHUYHOM  JIOOOM U3

AMUHOKMCJIO THEIX nocJienoBaTeJIbHOCTEN HCVR, LCVR u/munm CDR,

OTIMCHIBaEMBIX B HaCcToOAueM ONMCAaHUN. TepMmuH "cyumecTBeHHAA
UIOEHTUYHOCTE " WA "o CylLeCTBY UISeHTUYUHB" B OTHOUWEHUN
AMUHOKMCJIOTHOM [IOCJIEOOBATEJIBHOCTHA o3Havaer, uTo oBe

AMMHOKMCJIOTHEIE I[IOCJIEOOBATEJIBHOCTY IIPM ONTMMAJIBHOM BEPABHMBAHUMU,
TAaKOM Kak rnocpencrsoM nporpamMm GAP wmiam BESTFIT ¢ MCOoOJibE30BaHMEM
wrpadoB Ba OTKPHITME MIPOINyCKa 10 YyMOJUaHMO, o6JamalT 10 MeHbleM
Mepe 95% UOEHTUYHOCTBLIO [IOCJIeIOBAaTEJIbHOCTH, oaxe boJjiee
NPennouYTUTEJIbHO IO MeHbler Mepe 98% wmmm  99% MOEHTUYHOCTHIO
[IOCJIEOOBATEJIbHOCTHK . [IPpeANouTUTENIBHO, I[IOJIOXEHMS OCTaTKa, KOTOpPHE
He ABJIANTCSA MIOEHTUYHEIMY, OTJIMYATCH KOHCEPBATUBHBIMU
AMMHOKMCJIOTHEIMM 3aMeHaMu. B ciaydaax, korma nOBe wulm 0OoJiee
AMMHOKMCJIOTHEIE I[OCJIeOOBATEJIBHOCTM OTJIMYUAKTCHS Jpyr' OT »Opyra
KOHCepPBaTUBHBIMU 3aMeHaMu, IPOLIEHT MIOECHTUYHOCTHU
[IOCJIENOBATEJILHOCTM WMJIM CTeleHb CXOINCTBAa MOXHO YBEJMUYMBATLE OJId
KOPpPeKUUM KOHCEPBATUBHOTO XapakTepa 3BaMeHbl. CHnocoObl HNPOBeIeHUM
TAKOM KOPPEeKLMM XOPOIO M3BECTHHE CHelLMaJiMcTaM B JaHHOM o6JjacTu.
Cm., Hamnpumep, Pearson, (19%94) Methods Mol. Biol., 24: 307-331.

[0111] CxomcTRO [IOCJIEOOBATEJILHOCTHU oJis [IOJIUIIEIITUIOB,
KOTOopoe Takxe o0003HaAualnT Kak MISHTUYHOCTL I[IOCJIeIOBATEeJIbBHOCTH,
Kak [IPpaBUJIO, M3MEPHSIT C UCIOJb30BaHUEM NPOTPaMMHOTO ODecCleueHUd
OJI8 AHaJaM=3a [OOCJIeIOBATEeJIbHOCTHM. I[lporpamMMHOEe of0ecnedeHue g
aHam3a BeJKoB nonbupaeT CXOIHEIE IOCJIEOOBATEJIEHOCTHU C
UCIIOJIbE30BaHUEM M3MEePEeHUN CXOonOCTRa, IPUCBOEHHBIX Pa3JIMUYHEIM
3aMeHaM, »OeJlelMaM U OPpYTUM MoIuMduKaluMaM, BKJIOUAS KOHCEPBATUBHEE
AMMHOKMCJIOTHEIE 3aMeHbl. HanpuMmep, HOporpaMMHoOe obecneueHue GCG
COmepXuT OpOTpPaMMmel, Takue kak Gap u Bestfit, xoTopbe MOXHO
UCIIOJIE30BATE C HapaMeTpaMy 00 YyMOJIUAHMIO IJId  OIpeleJieHUd
TOMOJIOTUM [IOCJIeNOBATEJILHOCTHU nim UIEHTUYHOCTHU
[IOCJIEOOBATEJIBHOCTH MeXnoy ONM3KOPOOC TEBEHHEIMU [IOJIMIIEN T OAMHA,
TaKMUMU Kak TOMOJIOTUYHEIE NOJUIOENTUOE OT  PAa3JIMYHEIX BUIOB

OPTaHM3MOB, WIM MexXny OeJIKOM IMKOTO Tula M eIo MyTemHoMmM. CM.,
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HanpuMep, GCG Bepcua 6.1. IJlonunenTuIHEIE [OCJIEOOBATEJIBHOCTH
TaKXe MOXHO CPpaBHMBATL C MCHOOJIE30BaHMeM FASTA ¢ MCHOOJIE30BAHMEM
NapaMeTpoB IO YMOJIUAHMUID MM PEKOMEHIYEMBIX [1apaMeTpoOB, NPOTPaMMEL
B GCG  Bepcusa 6.1. FASTA (HanpuMep, FASTAZ n  FASTA3)
obecneuusaeT BEIPABHUBAHUSA u IPOLIEHT UIOECHTUUHOCTHU
[IOCJIeNOBaTeJIbHOCTK ofJjlacTel C HaWjydllMM [IePeKPBIBaHMEeM MexXIy
[IOCJIENOBATEJIEHOCTEIO 3anpoca u [IOCJIENOBATEJIBHOCTBIO [IOMCKa
(Pearson (2000) seme). JpyT'MM OPEeONOUYTUTEJIBHEIM aJITOPUTMOM OJIL
CpaBHeHUSA IIOCJIeNOBATEJIBHOCTM I[I0 M300peTeHMio C ©0as0M OaHHBIX,
comepxallell OOJIblIOe KOJMYUECTBO I[IOCJEeNOBATEJIEHOCTEN OT pPas3JIMUHBIX
OPTaHM3MOB, HABJIA€TCA KOMIbITepHad nporpamMa BLAST, o0COOeHHO
BLASTP W TBLASTN, B KOTOPOM MCIIOJIbE 3YIT rnapaMeTpPErl 1o
yMoJuaHuioo. CMm., Hanopumep, Altschul et al., (1990) J. Mol.
Biol., 215:403-410 wm Altschul et al., (1997) Nucleic Acids
Res., 25:3389-402.

pH-B3aBucuMoe CesiBHBaHME

[0112] Hacrosdmee usobpeTeHME OTHOCUTCH K aHTUTEJIaM IIPOTUB
CD3 u OucneumdmUueCkKkruM AHTUTEHCBA3BIBAKIMM MOJIEKYJIaM [IPOTUB
CD3/CD20 ¢ pH-3aBUCUMBIMKM XaPaKTEPUCTUKAMM CBA3BIBAHUSA. Hamnpumep,
aHTuTesio npoTur CD3 no HacTodumeMy M300peTeHMI MOXeT o00JalaThb
CHMXEHHBIM CBA3bBaHuMeM ¢ CD3 mnpm xucjgoM pH Do cpaBHeHUO C
HENTPAaJIbHEIM pH. AJIE TEPHATUBHO, aHTuTeJa [IPOTUB CD3 10
M300pEeTeHUI0 MOTYT of0JjladaTh [IOBBIUEHHBIM CBA3bBaHueM ¢ CD3 npwu
xucyoM pH mo cpaBHeHuio C HeMTpaynbHeM pH. Brepaxenue "xmciemr pH"
BKJIOUAET 3HaueHua pH MeHee npubamsuTesbHO 6,2, HAIpUMep,
nputnmusurensso 6,0, 5,95, 5,9, 5,85, 5,8, 5,75, 5,7, 5,65, 5,6,
5,55, 5,5, 5,45, 5,4, 5,35, 5,3, 5,25, 5,2, 5,15, 5,1, 5,05,
5,0 mnm MeHee. Kak MCHOOJB3YIT B HACTOLIllEeM ONMCAHMM, BHEPAaXeHUe
"HelTpPaJlbHEIM pH" O3HauaerT PH NPUOIM3UTEIIEHO oT 7,0
Npubim3nTesbHO 100 /,4. BopaxeHme "HeuTpaspHeM pH" BrIouaer
3HadeHusa pH npwudbnwuswmrensso 7,0, 7,05, 7,1, 7,15, 7,2, 7,25,
7,3, 7,35 un 7,4.

[0113] B onpenesieHHEIX  CJlly4asX  BEIPaXeHUE "IIOHMXEHHOE
CBAS3EIBaHME.. OpKU KucjJoM pH 0O cCcpaBHeHM®O C HeMTpaJbHeM pH"
MCIOJIB3YIT [Jid OTHOWEHMs 3HadeHud Kp CBA3BBAHMA AaHTUTEJA CO

CBOMM aHTUT€HOM IIpM KMCJIOM pH K SBHadeHMi Kp CBSA3BIBAHMSA aHTUTEJIA
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CO CBOMM aHTUI'€HOM I[IpM HeuTpaJibHOM pH (mim HaobopoT). Hanpuwmep,
s uesnen HacToOAWLeTro M300pPEeTEeHNUS QHTUTEJIO I ero
AHTUIEHCBA3bBAIMY (QparMeHT MOXHO pacCMaTpMBaAThL Kak oOJjalanlmM
"CHMXEHHBIM CBA3EBaHMeM ¢ CD3 npm xucjaoM pH [0O CpaBHEHMO C
HeVTpaJbHeM pH", ecam aHTUTEeJO WM €TI0 aHTUI'eHCBI3LBALILUMA
bparmeHT oOJjamaeT oOTHoweHueM Kp B KMCJIOW/HEMTPAaJILHOM Ccpene
npubnmusuresasHo 3,0 wuim ©OoJjee. B  onpeneseHHBIX MIUINCTPATUBHEIX
BAPMAHTaX OCYIUEeCTBJIEHUS OTHomeHue Kp B KMUCIJIONU/HEMTPAJIbHOM Ccpemne
OJ1d aHTUTeJsla WM AaHTUI'€HCBASEBAKIETrO ¢parMeHTa IO HAaCTOoAlleMy
M300pPEeTeHUn MOXEeT COCTaBJAThH NpubiausurensHo 3,0, 3,5, 4,0, 4,5,
5,0, 5,5, 6,0, 6,5, 7,0, 7,5, 8,0, 8,5, 9,0, 9,5, 10,0, 10,5,
11,0, 11,5, 12,0, 12,5, 13,0, 13,5, 14,0, 14,5, 15,0, 20,0.
25,0, 30,0, 40,0, 50,0, 60,0, 70,0, 100,0 mnamu OoJsee.

[0114] AHTHTEJIa c pH-3aBucuMBIMM XapakKTepuCcTUuKaMmn
CBA3BIBAHMA  MOXHO I[IOJIy4aTb,  HAIpuMeEp, CKPMHMHI'OM  IOIIYJIALNNK
AHTUTEJI Ha CHMWKEHHOM (MJIM IIOBBIIEHHOE) CBSA3BIBaHME C KOHKPETHBIM
AHTUTEHOM I[IPU KMCJIOM PH 1o cpaBHeHMIO C HeuTpajsbHeM pH. Kpowme
TOTO, MOIOMbUKALIM AHTUTEHCBABEBAKILET O IOIOoMEeHa Ha YPOBHE
AMUHOKMCJIOT MOTYT HNPMBOAMTBE K aHTUTeJlaM C pH-3aBucuMbIMU
XapakKTepucTukaMmr. Hamnpumep, BaMeHOM OOHOM wmiaM 0oJiee aMMHOKMUCJIIOT
AHTUTI'EHCBA3EIBAKIETO IOMeHa (HanpumMmep, B CDR) Ha OCTaTOK
TUCTUIMHA MOXHO I[IOJIy4aThb AaHTUTEJIO C I[IOHMXEHHBM CBSAS3BBAHMEM C
AHTUTEHOM IIPM KMCJIOM PH OTHOCKMTEJNIBHO HeuTpaJlbHOT'O pH.

AHTUTEJIa, CcoIepXallMe BAapMAaHTH FcC

[0115] CorjiacHO onpeneJIeHHEIM  BapraHTaMm OCYUEeCTBJICHUH
HacTodllee M300peTeHMe OTHOCUTCHA K aHTuTesaM npotuB CD3  wu
OucrnenMdmMIecKrM AaHTUTEHCBASLHBALIMM MOJIeKyJiaM npoTrue CD3/CD20,
comepxaumyM nomeH Fc, cozmepxaumy OIHY WM OoJjiee MyTalluli, KOTOPHE
[IOBBIIAIT MJIM I[OHMXAKT CBA3BBaHME aHTUTeJla C peuentopoMm FcRn,
HanpuMep, npr kucjoM pH 1©0o cpaBHeHMO C HeuTpaJbHeM pPH.
Hanpumep, HacTodllee n3obpeTeHKe OTHOCUTCH K aHTHUTEeJaM,
comepxauuM MyTauuio B @ objactu Cy2 wmam  Cg3 z»momeHa Fc, rmoe
MyTauusa (1) yBeamurBaeT addrMHHOCTL 1OoMeHa Fc x FcRn B KUCJOM
cpene (HanpuMmep, B DBHIOCOMe, Tme pH HaxomouTca B Oranas3oHe
npudbamM3uTeJsHo oT 5,5 npubimsuresnbHo no 6,0). Taxkue wMyTauuu

MOTYT IIPUMBOIOMUTE K YBEJIMUECHMIO BPEeMEeHM IIOJIYBBIBEIOEHMA aHTUTEeJIa U3



50

CEHIBOPOTKM, KOT'Ia €TI0 BBOIAT XMBOTHOMY. HeoTpaHMUMBAOUIME IPWUMEPH
Takux  Momubukaumuy Fc = BKJIOUALT, HarnpmuMep, MOIMOUKALIMIO B
nonoxenun 250 (Hanpmumep, E wmmm Q); 250 m 428 (manpumep, L wnam
Fy; 252 (umanpumep, L/Y/F/W wunm T), 254 (wanpumep, S win T) u
256 (manpumep, S/R/Q/E/D wnm T) wiy MOOMOMUKALMIO B IIOJIOXeHUu 428
u/vamum 433 (Hanpumep, H/L/R/S/P/Q wmmm K) wn/unm 434 (Hanpumep,
H/F wmmm Y); wuiu wMMomubmkKalumio B HoJoxeHmn 250 wu/umm 428, winm
mMomoubmxaumio B nojgoxeHum 307 mnm 308 (Hanpumep, 308F, V308F) wu
434, B omOHOM M3 BAPMAHTOBR OCYULECTBJIEHMI MOOMOMUKALIMA BKJIOUAEST
Momuopmxkaumo 428L (Hanpumep, M428L) wm 434S (HanpmuMmep, N4348),
Momoubmxkaumio 428L, 2591 (manpmumep, V259I) u 308F (Hanpumep,
V308F), wmommouxaumw 433K (Hanpumep, H4A33K) wnu 434 (Hanpumep,
434Y), w~ommubumrkaumo 252, 254 u 256 (Hanpumep, 252Y, 254T wu
256E), wmomuduxaumio 250Q wm 428L (Hanpumep, T250Q0 wm M428L) wu
Moandukaumo 307 u/mam 308 (manpumep, 308F mmm 308P) .

[0116] Hanpumep, HacTosuee n3obpeTeHue OTHOCUTCSH K
anTuTesaM nOpoTuB CD3 wum  OucneuudrUecKuM aHTUTEHCBI3LIBaALUMM
MoJieKyJiaMm npoTms CD3/CD20, comepxammMm IoMeH Fc, comepxaummi OIHY
unu OoJiee map WM TPYIN MyTaliuyi, BHOPAHHBIX M3 TPYINBE, COCTOSIEN
m3: 2500 um 248L (Hanpumep, T250Q m M248L); 252Y, 254T wu 256E
(Hanpumep, M252Y, S254T u T256E); 428L m 434S (Hanpumep, M428L
m N434S), wm 433K um 434F (Hanpumep, H433K um N434F). B obbeme
HacTOAWeIro Mu300peTeHusd NPpelyCMaTpMBalT BCE BO3MOXHEE COUeTaHUS
YKA3aHHBIX BRHIIE MyTalMM B JOMeHe FC U OpyTrMX MyTaluuy B AHTUTEJIO
BaprabeJyibHEIX IOMEHOEB, OIMCEIBAEMEIX B HACTOSMEM ONMCAHUN.

Buosiornueckue XapPpaKTepnUCTUKN AHTUTEJL 12 6MCH€HM@MH€CKMX

AHTUTCHCBA3BIBARIIMX MOJIEKYJI

[0117] HacTodumee wu300peTeHMe OTHOCUTCH K aHTUTEeJlaM U UX
AHTUIEHCBA3BBAKIMM  (parMeHTaM, KOTOPEIE CBASBEBANTCH c CD3
ueJIOBeKa u MHIOIYLIUPYIOT npoJsmudepamon T-kjeToK. Hanpuwmep,
HacTodllee M30OpeTeHMe OTHOCUTCA K aHTuTesiaM npotus CD3, KOTOpHE
MHOyLUUPYT npoandpepaumnon T-kKIeTOK dYeJioBeka Npu 3HadeHum ECsg
MeHee NPpUOIU3UTEJIEHO 0,33 M, KakK MU3MEepPIT aHAaJIM30M
nposubepauun T-xjgeTOok 1in vVvitro, HanpuMep, C MCHIOJIE30BaHUEM
bopMaToB AaHaIMz3a, KakK oOIpenejyieHO B HOpuMepe 4 B HaCTOAUEM

OonNMcaHuM (HampmuMmep, olLeHuBasa npoamubpepaumno xjgeToxk Jurkat wam
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PBMC wuejioBeka B OPUCYTCTBUM aHTUTes npotus CD3), nujinM II0
CYHIECTBRY aHaJIOTMYHBIM aHaJIM30M. B onpeneJieHHBIX BapMaHTax
OCYWEeCTBJIEHKS AaHTUTeJla WJIM AaHTUTEeHCBA3bBawuyve QparMeHTE 110
HacToaleMy 1M300peTEeHND VMHIOIYUUPYOT npoaundepamno T-KJIeTOK
ueJioBeKa (HanpuMep, nposudpepannn KJIETOK Jurkat /Ui
nposmubpepauunn PBMC) npm 3HadeHun ECsy MeHee npubamsaurenbHO 0,32
nM, wmeHee npubiamusuresbHo 0,31 nM, MeHee npubnam3surenvHo 0,30 nM,
MeHee npubmamusuresnbHo (0,28 nM, wMeHee npubmmsuresnvHo 0,26 0M,
MeHee npubamsmrenvHOo 0,24 1M, wmMeHee npubmamsuresbHo 0,22 nM wunu
MeHee NPUOIIN3UTEIJIEHO 0,20 M, KakK M3MEPHAKT aHaJIM30M
npoaudpepauun T-xjeTok Iin vVvitro, HanpuMep, C MCIOJIL30BaHUEM
bopmaTa aHalmMza, kKak OINpeneJieHO B IHOpuMepe 4 B HaCTOAWEM
ONMCAaHMUM, WM IO CYUWEeCTBY AHAJIOTMUHBIM AHAJIM30M.

[0118] HacTosmee muszobpeTeHMEe TaKXe OTHOCUTCSH K aHTUTEJIaM U
MX AHTUTEeHCBA3LBAaKLIMM O(parMeHTaM, KOTOpee CBA3bBakTca ¢ CD3
ueJjioBeka n MHOYLUUPYIOT onoCpenOBaHHLIM T-kJIeTKaMM LUMTONIMS
ONYXOJIEBEIX KJIETOK. HamnpuMmep, HacToduee M300peTeHMe OTHOCUTCH K
anTureysaM npoTmuB CD3, KOTOpEE MHIOYLUMPYOT OIOCPeIOBaHHEL T-
KJIETKaAMM LUTOJIM3 OIYyXOJIEBEIX KJIeTOok Ipu ECsy MeHee NPUOIIU3UTEIJILHO
2,3 nM, xak uU3MepsoT B aHajJiu3e OIOCPeIOoBaHHOTO T-KJjJIeTKaMu
UMTOJIMBA ONYXOJIEBEIX KJIETOK 1n vVitro, HanpuMep, C MCHOJIbL30BaHMUEM
bopmMaTa aHaJuza, KaK OolIpelejyieHo B IOpuMepe 6 B HaACTOLIEM
ONMCaHMuM (HanopuMep, OlLeHUBad CTEeleHb LUTOJM3a OIYyXOJIEBEIX KJIETOK
U837 PBMC uesnoBeka B NPUCYTCTBUM aHTHUTesn OpoTus CD3), wumm 0o
CYHIeCTBY AHAaJIOTMYHBIM aHaJIM30M. B onpeneJsieHHBIX BapMaHTax
OCYWEeCTBJIEHKS AaHTUTeJla WM AaHTUTEeHCBA3BBRaKluMve QparMeHTE 110
HacTOAlEeMYy M300pPeTeHrn UWHIAYIUMPYT OINOCPeIOBaHHbM T-KJIeTKaMU
LMTOJINS OIlYy XOJIeBEIX KJIETOK (HanpuMep, OnoCpPenOBaHHBIN PBMC
uuTosaus kjerok U937) npu 3HaueHuu ECsp MeHee NOpuOIUBUTEJIBHO 2,3
nM, MeHee OpubOIMBUTENILHO 2,2 1M, MeHee mnpubjamusurespHo 2,1 M,
MeHee npubtnamusuressHo 2,0 nM, MeHee npubiamsuTesbHo 1,8 1M, MeHee
npubnmusurensHo 1,6 nM, MeHee npubausurensHo 1,4 1M, MeHee
npubnusurensHo 1,2 nM, wMMeHee npubausurenssHo 1,0 1M, wMeHee
nputnmusurenassHo 0,8 1nM, MeHee npubamsutensHo 0,6 nM wuiax MeHee
nputnmusuresasHo 0,5 nM, kak u3MepdoT aHalM30M OINOCPpelNoBaHHOTO T-

KJIeTKaAMM LMTOJIMB3a OIYXOJIEBEIX KJIETOK 1in vVvitro, HanpuMep, C
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MCIIOJIbE30BaHMeM ¢QopMaTa aHalu3a, KakK olpemejleHO B IpuMepe 6 B
HaCTO4UleM ONMCaHMM, WM OO CYULEeCTBY aHaJIOTMUHBIM aHaJM30M.

[011%8] HacTodumee wu300peTeHMEe OTHOCUTCH K aHTUTEJlaM U UX
AHTUIEHCBA3BBAKIMM  (parMeHTaM, KOTOPEIE CBAS3EBATCH c CD3
yeJIOBeKa C BHCOKOM abbuHHOCTBI. HacTosmee wm300peTeHMEe TaKXe
OTHOCMUTCSH K AaHTUTeJaM M MX aHTUIEeHCBA3HBAKUMM OQparMeHTaM,
KOTOpPEle CB43blBaioTca ¢ CD3 uejioBeKka CO CpelHeM WM HUBKOMY
abdmMHHOCTED, B BaBUCUMMOCTM OT TEepaleBTUUECKOTO KOHTEKCTa U
KOHKPETHHIX CBOMCTB HAIPABJIEHHOTO BO3INEMCTBUSA, KOTOPBE SBJIANTCSH
XeJiaTeJIbHBIMU . Hanpumep, KacaTeJIbHO pucnenmnpmie CcKom
AHTUTEeHCBsA3LHBAKLIIEY MOJIEKYJIBI, I'Ie OIHO IlJleuo CcBsa3wBaeTcs ¢ CD3,
a IOpyroe IJIed0 CBA3BEBAETCH C AHTUTIEHOM-MMUIEHBI (HANpUMEpP,
CD20), xeJyaTeJIbHEIM MOXEeT SABJIATLCS CBSASBIBAHME CBSA3BBAKIETOCHS C
AHTUTE€HOM-MUIUIEHBIO rjieua C AHTUT'E€HOM=MUIIEHB I C BEICOKOM
abdMHHOCTEID, IIPM 2TOM IJeuo npoTuB CD3 cBaszwBaeTcsa ¢ CD3 TOJBKO
C yMepeHHOM wiau Hu3kou addmHHOCTEO. TaxuMm o00pPaszoM, MOXHO
[IOJIy4YaTh NPennodYTUTEeJIEHOES HalpaBJIEHHOE BO3IEUCTBUE
AHTUTEHCBA3BIBALIIE)Y MOJIEKYJIBl Ha KJIETKM, DKCIPEeCcCUpyble aHTUTeH-—
MUUIEHBL, [IPU BDTOM YyCTpaHasa ofuee/HeleneBoe cBA3bBaHue ¢ CD3 u
nocJjenywouye HebJjaronpusaTHeEe HOOOUHEEe 30QeKTHl, CBSA3aHHBIE C HUM.

[0120] CorJiacHoO ompeneJieHHBIM  BapMaHTaM  OCYUEeCTBJIEHUS
HacTodlee nsobpeTeHMue OTHOCUTCHA K aHTUTEJIaM 17

AHTUT€HCBA3bBIBAIVM @paI‘MeHTaM AHTUTECJI, KOTOPEIE CBAS3BIBAKTCA C

CD3 uejyioBeka (Hampumep, npu 25°C) ¢ Kp MeHee OPUBIUBUTEJSIBHO 15
HM, KakK M3MEepPSnT [NOBEPXHOCTHBEIM I[IJIA3MOHHEIM PE&30HAHCOM, HAIIpuUMep,
C MCIOJIEBOBaHMEM ¢opMaTa aHalm3a, KaK ONpelejieHO B IpuMepe 3 B
HaCTOsAEeM ONUCaHuM. B ONpenesyieHHHIXx BapMaHTax OCYUEeCTBJIEHUS
auTuTesa 2 Rpat AHTUTEeHCBA3LIBALIILE bparMeHTH o HacTodmeMy
nzobpeTeHun CcB4a3pBawTCca ¢ CD3 ¢ Kp MeHee npmubiamsmuTesbHO 5 HM,
MeHee TNpubIM3mUTesJIsHO 2 HM, wMeHee NpubiM3MTeSIbHO 1 HM, MeHee
nputnusurensHo 800 nM, wmMeHee npubausurensHo 600 nM, wMeHee
nputnmusurensHo 500 nM, wmeHee npubamsutensHo 400 M, wMeHee
nputnmusurensHo 300 nM, wmMeHee npubausurensHo 200 nM, wMeHee
nputnusaurensHo 180 nM, wmMeHee npubamsuTensHo 160 1M, wMeHee

npubnusurenssHo 140 0M, MeHee npubiamsurensHo 120 0M, MeHee
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nputnmusurensso 100 nM, w~MeHee npubnusmuTensHo 80 1M, MeHee
NPpUOIN3UTEIIBHO 60 oM, MeHee OpubamusuresbHOo 40 M, MeHee
npubausurenasHo 20 nM, wuimm MeHee npubamsuTensHo 10 nM, xax
M3MEPHIT INOBEPXHOCTHBIM I[IJIA3MOHHBEIM PE30HAHCOM, HanpuMep, c
MCIIOJIE30BAaHMEM ¢QopMaTa aHaiM3a, KaK OoINpenejyieHO B IHOpuMepe 3 B
HacTodAlWeM ONucaHmumu (HanpmuMmep, ¢opMaTa ¢ 3axBaToM mAb wuinu
3axXBaTOM AaHTUTEHAa), MM N0 CYUWEeCTBY AHAJOTUUYHBIM aHAJIM3OM.

[0121] HacTosumee uszobpeTeHME TaKXe OTHOCUTCH K AHTUTEJIaM U
MX AaHTUTEHCBA3BBAaULMM QparMeHTaM, KOTOpBe cBA3bBaTCA ¢ CD3 C

noJjiynepuonoM nuccoumaumm (t?s) 0Oosee npubnmsuresbHo 10 MHUHYT,
KaK M3MEPSAKT [OBEPXHOCTHEIM IIJIA3MOHHBIM pe30HaHCcOM mnpu 25°C wmiam

37°C, HanpuMmep, C MCIIOJIbE 30BaHUEM dopmaTa aHamnmsa, KakK
onpeneJsieHO B IpuMepe 3 B HaACTOfWEM OMIMCAHUM, WM [I0 CYUEeCTBY
AaHAJIOTMYHEIM aHaJIM30M. B ONpeleJieHHBIXx BapMaHTaxX OCYIEeCTBJIEHUS
aHTuTesa U AHTUTEeHCB S 3bIBanIMe bparMeHTE infe) HacTodleMy
nzobpeTeHux cB4a3pBawTCca ¢ CD3 ¢ tk Oosee npubnmsurenbHo 20
MUHYT, ©OoJiee npubnusmurenbHo 30 MuHYT, ©OoJjee npubimusmrenbHo 40
MMHYT, OoJiee npubnmusmuresbHo 50 MuHYT, ©Oo0Jee npubausmuTesibHO 60
MUHYT, OoJiee npubnusmuresnbHo 70 MuHYT, ©Oo0Jee npubiusmuresbHo 0
MMHYT, OoJiee npubtnmusmuresnbHo 90 MuHYT, ©OoJjiee mnpubijamsmuresbHo 100
MUHYT, OoJjiee npubnuzmurenbHo 200 MmHYT, Oosiee npubijmsuresbHo 300
MUHYT, OoJjiee npubnuzmurenbHo 400 MmHYT, Oojyiee npubijmsuresbHo 500
MUHYT, OoJjiee npubnmusmuresnbHo 600 MmHYT, Oojyiee npubijmsmuresbHo 700
MUHYT, OoJjiee npubnuzmurenbHo 800 MmHYT, Oojyee npubijmsuresbHo 900
MUHYT, OoJjiee npubausmurenbHo 1000 MuHYT unu Oojiee HNPUOIUBUTEIIBHO

1200 MmMHYT, KaK KM3MEPSAOT [IOBEPXHOCTHBM I[IJIA3MOHHEIM PE30HAHCOM

npu 25°C wmnu 37°C, HanpuMmep, C MCIOOJb30BaHmeM dopMaTa aHalmsza,
Kak oOIpenejyieHO B IpuMepe 3 B HacTodlleM ONMCaHUM (HaOpuMmep,
bopmMaTa C BaxBaToM mMAb MIM 3axBaTOM aHTUTEHa), WM [IO CYLEeCTBY
AHAJIOTMYHEIM AHAJIM30M.

[0122] HacTosdumee wuzobpeTeHMe OTHOCUTCH K OucHeumudpruieCKUM
AHTUTEHCB A 3B aLIINM MOJIEKYJIaM (HanpuMep, bucneundrie CKmUM
aHTUTeJaM), KOTOPEEe CIHOCOOHEl ONHOBPEMEHHO CBA3eBaThCca ¢ CD3
yejioBexka u  CD20 wuenorexa. CoOIJIaCHO OIpeneJyiIeHHBIM BapMaHTaM

OoCylmeCTBIJICHNMA 6MCH€LLM(1)MT{€CKI/IG AHTUT €HCBA3bBIBARIME MOJIEKYJIBL I10
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nzobpeTeHun CcrneuudruieckKy B3aMMOIEVCTBYIT C KJIETKaMM, KOTOPHE
BKCIPEeCCUPYT CD3 n/munm CD20. BeJsinuuHy, c KOTOpPOU
bucneuudpruecxKad AHTUTEHCBA3EIBAKNIA A MOJIEKYJIA CBA3BIBAETCHA C
KJIeTKaMM, KOTOpbe BKchnpeccupyoT CD3 wm/wmym CD20, MOXHO OlLI€HMBATH
[IOCPEenNCTBOM  aKTUBUPyeMOM  (QJIyopecleHLMrer  COPTUPOBKM  KIJIETOK
(FACS), Kak NPOMJUJIOCTPMPOBAHO B NpMMEpEe 8 B HACTOAIEM ONMCAHUM.
Hanpumep, Hacrodmee u300peTeHMEe OTHOCUTCA K OucneuuduuecKuM
AHTUTEHCBA3LBAKUNMM MOJIEKYJIaM, KOTOPHE CHeUMOUUIEeCKM CBSSBBATCH
c JmHMaAMM T-KJIETOK dYeJIOBEeKa, KOTOphEe »3KcopeccupyioT CD3, HO He
CD20 (HanpmMmep, Jurkat), JmMHMAMM B-KJIETOK UYeJIOBEKa, KOTOpPHE
skcropeccupyior CD20, HO He CD3 (Hanpumep, Raji), u/ummu T-KJIeTKMU
NIpMMaTOB (HaopuMep, MOHOHYKJI€EAPHbBE KJIETKMU IIepudeprudeckom KpOBU
[PBMC] sBaHCKOTO Makaka). HacTosmee wuzobpeTeHMe OTHOCUTCHS K
Prucneundmuue CKuUM AHTUTE€HCB 4 3bIBallM MOJIEKYJIaM, KOTOpPEIE

CBASHBANTCA C JIOOBIMM M3 YKASAHHLBIX BHIIE KJIETOK M JIMHUM KJIETOK CO
sHauenmeM ECsg npubiamsuresbHo oT 9,0x10°6 nopubiamsmuTesbHO IO

2,0x107%, waM MeHee, KakK OIPemeyigSoT C MWCIOJb30BAHMEM aHaJIu3a
FACS, xak ykaz3aHO B IIpuMepe 8, WM TII0 CYUEeCTBY aHaJOT'UUYHBEM
aHaJIN30M.

[0123] Hacrosauee nsobpeTeHMne TaKxe OTHOCUTCSH K
fucrnelMdmMUeCcKrMM AaHTUTEHCBASHBAKLIMM MOJIeKyJiaM npoTrue CD3/CD20,
KOTOPEIE CBASEBANTCHA C 3KcHOpeccupyoumMy CD3 T-xjeTKaMmM UYeJIoBeKa
(manpuMep, Jurkat) co 3HaueHuem ECsp B mgmuanasoHe ot 1,0 nM 1mo
1000 uM. B onpernesieHHHIX BapMaHTax OCYUECTBJIEHMS OucCHeundruueckKue
AHTUTEHCBSA3BBALIME MOJIEKYJIHI NOpoTuB CD3/CD20 cBA3BIBALTCH C
skcHnpeccupyoumMmy  CD3  T-kjeTkaMmM udejioBekKa CcO 3HaueHueM ECsp B
ouanaszoHe or 1 HM nmo 60 HM. Hamnpumep, HacToduee u300peTeHUE
OTHOCKTCHA K OucHneuuMduuUecCKMM AHTUTEHCBAS3BBAKIMM MOJIEKYJIAM IPOTUB
CD3/CD20, KOTOpPEIE CBASBEIBAKNTCS C 3KCHOpeccupybommMu CD3 T-kjeTkaMmu
ueyioBeka (Hanpumep, Jurkat) co sBHaueHueMm ECsg nDpubiamsuTesbHO 1
nM, npubnuaurenbHo 10 nM, npubnmusmurensHOo 100 nM, OPUOIM3KUTEIBHO
500 M, NPUOIU3UTEJIEHO 1 HM, OPpUBIU3UTEIIEHO 2 HM,
npubamu3uTesbHO 5 HM, npubtnusmurensbHo 10 HM, npubausmuTenbHO 20
HM, npubausurenbHo 30 HM, npubiamsurensHo 40 HM, DPUOIM3UTEIBHO

50 HM, NPUOIU3UTEJIBEHO 60 HM, OpUBIM3UTEIIEHO 70 HM,
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npubausurensHo 80 HM, npubmamsmurenvHo 90 HM, npubnmusuTensbHO 100
HM, NPUOIMU3UTEJIEHO 200 HM, OpUBIU3UTEIIEHO 300 HM,
npubausmurensHo 500 ©HM, npubtmmsmuresnsHo 800 HM, OpPUOIM3IUTEIBHO
1000 M wmnm GoJee.

[0124] Hacrosauwee nsobpeTeHMre TaKXe OTHOCUTCH K
oucnelMdmuIecKrM aHTUTEHCBASLBALIMM MOJIeKyJaM npoTtur CD3/CD20,
KOTOpPEle OOJlamaldT OOHOM MM OoJiee XapaKTepUCTUKaMM, BLIOPAHHBMU
M3 TPYHIE, COCTOAlEN mU3: (a) wmuHoyxkuum npoyubepaumm PBMC in
vitro (cMm., Hamopumep, opuMep 9 B HacrodmeM onucaHum); (b)
akTuBauum T-KJIETOK, MHOYKUUM BbeIOeJeHusa IFN-ramMa m yBeJIMUEeHHUE
skcnpeccumu CD25 B LeJIbHOM KPOBU UYeJIOBEeKa (CM., HalpuMep, [IpUMEDP
10 B HacTodwWeM ONMCAHUN) ; (c) wmHOyKUMM omnocpenmoBaHHOM T-
KJIETKAMM LUTOTOKCUUHOCTM Ha YCTOWUMBEIX K aHTUTejaMmM nopoTus CD20
JIVMHUAX KJIeTOK (CcM., Hamopumep, opuMep 11 B HacToOdWeM ONMCAHUM) ;

(d) MHOYKLMM LMUTOTOKCUUHOCTM Ha B-KJeTKax ueJjioBeKa (HanpuMmep,

Raji; <M., Hanpumep, npuMmep 13 B HacTofmeM onucaHum); (e)
MCTOWEHUM B-KJIETOK (HanpmuMep, CD1%+ B-kJjeTOK) Yy  MBIIM C
BOCCTAHOBJIEHHEM MMMYHHEE KJIETKM UYeJIOBeKa MMMYyHUTETOM (CM.,

Hanopumep, oOpuMmep 14 B HacTodmweMm onmucaHum), u (f) yMeHblIeHMKE
obbeMa B-KJIETOUHOM ONyxXoau (Hanpumep, obbeMa onyxojqm Raji) B
KCEHOTPAaHCIJIAHTATax Mblel (cM., Hanpumep, opuMep 15).

[0125] HacTosumee wuszobpeTeHMe OTHOCUTCH K OucrneuupmuieCKuMm
AHTUTEHCBA3HBAKILMM MOJIekyJjiaM HOpoTuB CD3/CD20, KOTOpPEE CIOCOOHE
NomaBJyaThk B-kjleTku y MUHIUBUIOyYMa (CM., HanopuMmep, opuMep 16).
Hanpumep, onpeneJieHHBIE BapMaHTHL OCYUWECTRBJIEHMS OTHOCHATCHS K
BUcCrnelmnMonuueCKMM aHTUTEeHCBS3EBANIMM MOJIeKyJiam nporus CD3/CD20,
TIe OINHOKPATHOE BBeIeHMe Oucneumdmueckom aHTUTEHCBSA3BBAKIIEN
MOJIEKYJIEL MHIMBUAOYYMY (HaopuMep, B »Ho3e nOpubtiusuTensHo 0,1
Mr /KT, npubmusurensHo 0,08 wr/kr, npubmmsuresnsHo 0,06 Mr/xr
NPpUOIIM3UTEJIEHO 0,04 MIT'/KT, OPUBIIN3UTEJIBEHO 0,04 MT /KT,
npubnusurensHo 0,02 mr/xr, npubnusurensHo 0,01 MT/KT MM MeHee)
BEHIBEIBAET CHMWXEHMe dUucjla B-kKJIeTok Yy MUHIMBUIAyYMa (HaOopuMep, B
obpasle KpOBM, [OJIydaeMOM Yy MHIMBMIAYYMAa) HUXE IeTEeKTUPYEMBIX
YPORBHENM. B oOnpenejieHHEIX BapMaHTax OCYUEeCTBJIEHMS OIHOKPATHOE
BReZeHMe OucneumdmuecKor aHTUTEeHCBSS3BBALIEN MOJIEKYJIHL [OTPOTUB

CD3/CD20 B moze mnpubiuzauresnsHo 0,1 MI/KD BBIBBEIBAST CHMXEHME
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yycija B-KJIEeTOK Yy UVHIMBMIOYYMA  HMXEe  IeTeKTUPYEMBIX YPOBHEMN
NpudbIu3nuTeJbHO  Ha CYTKU, OpubIM3UTEJIEHO  Ha 6 CyTKHu,
NpubImM3nuTeJbEHO Ha 5  CyTKH, opubamM3nuTesJsHo Ha 4 CYTKHU,
NpubIM3UTEJIBHO Ha 3 CYTKM, OpubOIMBUTEJIBHO Ha 2 CYTKUM WK
npubnmusuTeabHo Ha 1 CYTKM TIIOCJI€ BBeJIeHMa OucrneumdmuyecKon
AHTUTEHCBSABEIBAKIEN MOJIEKYJIEl MHIMBUAYYMY. COTJIACHO OIpelesieHHBIM
BapraHTaM OCYIUECTBJIEHMS OINHOKPATHOE BBeIeHMe Oucneumndruueckom
AHTUTEHCBSAZBBAKIEN MOJIeKYJIE OpoTue CD3/CD20 no wus00peTeHun B
nose npubmamsurenbuo 0,01 MT/KT OPUBOOAMT K TOMY, UYTO UMCJO B-
KJIETOK OCTaeTCsa HUXe IeTeKTUPYEMHIX YPOBHEM II0 MeHbIEeM Mepe IO
npubnmusuTesJpHo 7/ cyTok, 8 cyrok, 9 cyrok, 10 cyrok, 11 cyTok,
12 cyrok, 13 cyrokx, 14 cyTok, 15 cyrok, 16 cyTok, 17 CyTOK WIU
foJjiee 1nocJye BeBemeHuda. Kak MCOONB3YOT B HACTOAWEM OMNMCAHUMK
BHIPAXEHME "HUXE ~— OeTeKTUPYEeMBIX  ypPOBHel" o3Hadaer, 4TO  He
BOBMOXHO HENOCPEeIOCTBEHHO WJIM OINOCPEeHOBAHHO IOEeTeKTUpOBaTh B-
KJIETKU B obpasue KpPOBH, I0JIy4aeMOM v MHIVMBUOYYMA, C
MCIIOJIB30BaHUEM CTaHIOAPTHEIX AHAJIM30B OeTeKUUNU B-xyeToK,
HanpuMmep, aHanms3a FACS nyia B-KJIETOUYHBEIX MAapKepoB, KaK yKa3aHO B
npuMepe 16 B HaCTOSAWEM ONMCAHUU.

[0126] PoncTBeHHBIE BAapPMAHTHE OCYWECTBJIEHUMS OTHOCATCH K
OucrnenmnMonuueckKkomM aHTUTEeHCBA3LBAKIEN MoJiekyJie npoTtms CD3/CD20,
TIe 4YMCJIO B-KJIETOK B MMKPOJIMTPE KPOBM, IIOJIyYaeMOW Yy MHIUBUIYYMA
HauMHaga OPUONM3UTEJIBHO C 1 CYTOK NOPpUOIMBUTEJIBHO [0 28 CYyTKU
nocjyie BBeOEeHMS ONHOKPATHOM 103kl npubnusurensHo 0,01 Mr/xrm
AHTUTEHCBASLBANIEN MOJIEKYJIE MHIUBUIYYMY, COCTAaBJIIeT MeHee 25%
OT umMcJla B-KJEeTOK B MUKPOJUTPE KPOBU, IIOJIYUAEMOW Yy MWHIUBUIYYMA
oo BBEeIeHUd. Ipyrue onpeneJjieHHEE BapMaHTH OCYUEeCTBJICHUM
OTHOCATCHA K OucneumdprieckKoOM aHTUTEHCBSAS3BBAKIEY MOJIEKYJIE IIPOTUB
CD3/CD20, rTme uMCIO B-KJIETOK B MUKPOJUTPE KPOBM, I[IOJIyU4aEMOMU Y
MHIVMBUAOYYMa HauMHAA OPUOIM3UTEJBEHO C 1 CYTOK NPUOJIUIUTEJIEHO 10
56 CyTKM IIOCJIe BBeIeHMS OHNHOKPATHOM noz3el opubimsurensHo 0,01
MT'/KT AQHTUTEHCBA3BIBAKIIEN MOJIEKYJIB MHIMBUIYYMY, COCTaBJISET MeHee
50% or wuucia B-kjleToOKk B MUKPOJIMTPE KpPOBM, I[OJIydaeMou Y
MHIOIVBUOYYMa IO BBEISHUA.

[0127] Hacrosauee nsobpeTeHMre TaKxe OTHOCUTCSH K

fucnenmMdmUIecKrM AaHTUTEHCBASHBAKLIMM MOJIeKyJiaMm npoTtus CD3/CD20,
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KOTOPEIE MPM BBEISHUM WHIMBUIYYMY BBISEIBAT TOJIBKO BPEMEHHOE
CHMXEHUE Juciia T-kJjeTOK. Hanpumep, [npenoCcTaBJISHEL
fucnelnmnonuecKkmMe aHTUTEHCBA3LBAKNIME MOJIeKyJitl npoTmusB CD3/CD20,
KOTOPEIE MNPM BBEISHUM MHIUBMIAYYMYy B »nose npubimsmurensHo 0,01
MI'/KT  BBIBBIBAKDT CHUMXEHME umMcja T-KJIeTOK Ha 1 CyTKuM T[Iocje
BBEIEeHUA, HO TIe YMCJIIO T-KJIeTOK B MUKPOJIUTPE KPOBU
BOCCTaHaBJMBAeTCHa B [OCJenywlMe MOMEHTH BpPeMeHM (Hanpumep,
npudbIM3nuTeJbHO Ha 2 CyTkKu, /7 cyTtku, 14 cyrxkwu, 28 cyTrky, 42
CYTKM, 56 CYyTKM WIM I[IO3Xe I[IO0CJie BBeImeHMd) . Hanpmumep, HacToduee
nzobpeTeHre OTHOCUTCH K OucneumdmyueckorM aHTUI'eHCBS3BIBAIEN
MoJIeKyJie npoTuB CD3/CD20, 1me uucio T-KJIETOK B MUKPOJIUTPE
KPpOBM, I[OJIydaeMoM Yy MWMHIMBMAYyYMa HauuHasda OpuOIM3UTeNbHO ¢ 14
CYTOK 1o NPUDIU3UTEJIEHO 56 CYTKU rnocJje BBEIEeHUSA
AHTUTEHCBS3EBALIEN MOJIEKYJIBl MHAOMBUAYYMY B O3 NPUOIM3UTEJIBHO
0,01 wMr/xr, sgBJageTcd PAaBHBIM MM OoJiblie umKcja T-KJIETOK B
MUKPOJIUTPE KPOBU, nojiydaeMom y  MHIMBUOYYMA oo BBeIeHMS
PrucrneumudmUUueCcKOM AHTUTEHCBSI3LBALIEN MOJIEKYJIB.

KapTupopaHue SNUTONOB U POICTBEHHBIE CHOCOOBI

[0128] Snuron Ha CD3, C KOTOPBIM CBASBBIBATCH
AHTUTEHCBSAS3ERBAKLIE MOJIEKYJIEL [0 HacTodlleMy MW300peTeHU0, MOXeT
COCTOSAT U3 OINHOM HENPEePEIBHOM I[OCJIeIOBATEJIbHOCTU U3 3 ulu oOoJjee
(manpumep, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 1l¢, 17,

18, 19, 20 wmm ©OoJsiee) aMMHOKMCIIOT Oejska CD3. AJNbBTEePHAaTUBHO,

SOUTON MOXEeT COCTOATbH M3 pPAOa HECMEeXHBX aMUHOKMCJIIOT (v
AMMHOKMCJIO THEIX [IOCJIeIoOBaATEJILHOCTEM) CD3. AHTHTEJIa 10
n300peTEeHn0 MOTYT B3aMMOIEMCTBOBATD C AMMHOKICJIOTaMM,

comepxaumuMmucsa B omHoum uwenmu CD3  (Hanpmumep, CD3-zncuioxH, CD3-
oeJjbTa W CD3-ramMmMa) I MOTYT B3aMMOLOENCTBOBATE C
aMMHOKMCJIOTAMM B IOBYX WM OoJjlee pas3juuHelx Lensax CD3. Kaxk
UCIIOJIE3YIT B HaCTOAWleM ONMCAHUM TepMUH "30MuTon”" OTHOCUTCH K
AHTHUTEHHOM IeTepMMHaHTe, KOTopasd B3aMMOIENCTBYEeT C KOHKPETHHM
AHTUTEHCBA3BBANIMM YyY4aCTKOM B BapuadOesylbHOM 00JIacTM MOJIeKYJIE
aHTHKTEJa, WM3BEeCTHOM Kkak IHapaTon. OOVMH aHTUIEeH MOXeT CONepXaThb
foJjiee OJHOTO 3HOUTOoNa. TakuM o00pasoM, pPas3JIMuHBE AHTUTEJIA MOIDYT
CBASEIBATBECHA C Pa3JIMUHBIMKM  OOJIACTAMM HA  aHTUIEHEe U MOTLyT

OKas3LIBATE PA3JIMUHOE OMOJIOTMUYECKOe HOeMCTBME. INUTONE MOTYT OBITH



58

KOHQOPMaUMOHHEMI 17N JIMHEVHBEIMY . KoHdopMalMOHHLIMA BIUTOI
oBbpasoBaH OJIMBKO PACHIOJIOXEHHEIMM B MIPOCTPAHCTBE AaMMHOKMUCIIOTAMM
M3 PaszJIMUHBIX CETMEHTOB JIMHEMHOW IMIOJIMIIENTUIHON Lenu. JIMHeMHBIN
BOUTOI NpencTaBJIgeT cobonm BNOUTOI, obpas3yeMsllt CMEXHBIMI
AMUMHOKMCJIOTHEIMM OCTAaTKAMM B [NOJUIENTUIHOW Lenr. B OonpenesjieHHBIX
OBCTOATENBECTRAX  BIMUTOI MOXET COIepXaThb  TPYINE Caxapulios,
bochopusibHEIE T'PYIINEl UM CyJbOOHMIIBHBIE TI'PYIILE Ha AHTUITEHE.

[0129] [HOnsa onpeneseHusda, "B3aMMOIENMCTBYET JIM C OHNHOM WJIU
BoJiee aMMHOKMCcJOT" AHTUT'EHCB S 3bIB AT IOMEH AHTUTEJIA B
[IONIUIIENTUIE WM OeJiIKke, MOXHO MUCIOJIB30BAaTh pPAa3JIMUHEIE CIIOCOOH,
M3BECTHHE ClelMaucTaM B IOaHHOM obJjlacTu. MIIJIIOCTPaTUBHEIE CIIOCOOE!
BKJIOUALT, HanpmuMmep, ODUENPUHATHIM I[NEePeKPECTHEM  KOHKYPEHTHBIN
aHayiM3, TaKoM KaK aHajJuz, onoucaHHel B Antibodies, Harlow and
Lane (Cold Spring Harbor Press, Cold Spring Harb., NY),
MYyTAaLMOHHEM AaHaJM3 Ha OCHOBE CKaHMPOBAHMSA aJIaHMHOM, aHajius3
nenTuiHex OJsioroB  (Reineke, 2004, Methods Mol. Biol., 248:443-
463) ® aHaJM3 paclellJiIeHUd INenNTUunoB. KpomMe TOTO, MOXHO IPUMEHSATH
Crocofrl, TakMe KaK Bbpe3aHMe BIOUTOoNa, YyIOaJleHMe DBOUToIa U
XUMMuyeckasa MoIoubmukalmsg aHTureHon (Tomer, 2000, Protein Science,
9:487-496) . Jpyrom crnoco®, KOTOPBIM MOXHO MCIOJIB30BATL  IJIA
nneHTubrKamM AMUHOKMCJIOT B IOJIUIIENTUIE, c KOTOPEBIM
B3aVMOINEVCTBYEeT AHTUTEHCBSASBBAKIMN OOMEH aHTUTeJda, NPeOCTaBJisgeT
cobon 3aMeHy BOIOPOL/ IeuTepun, OeTEKTUPYEMYIO Macc-
CIIEKTPOMETPUEN . Kaxk npaBuJIo, TEPMUHEL crioco® 3aMeHH
BOOOPOL/IeNTepur BKJOUAET MedeHMe IeHTepreM NpPeACcTaBJISolero
MHTepec Oeyika C NOCJenyo MM CBS3BBAHMEM C AHTUTEJIOM K MEUYeHOMY
nerTepreM Oesiky. 3aTeM KOMILJIEKC OeJiloK/aHTUTEJIO [epPeHOCST B BOIY
ong  ofecredeHuUsd BOBMOXHOCTM 3aMeHBl BOIOPON-IEeUTepuM BO BCeX
OCTaTKaxX 3a MUCKJIUYEeHMEM OCTATKOB, 3allMIEHHEIX AHTUTEJIOM (KOTOPHE
oCcTaeTcsa MeueHbe neuTepueMm) . [locyie aOuccouMalumMy aHTuUuTeJa OeJjioK-—
MMIIEHB IOOBEPTAnT PacCUEenJIe D npoTeason 17t Macc-
CIIEKTPOMETPUUECKOMY aHajau3y, TakuMm oOpas30M, BHIABJISAS MeUeHBe
nevrepueMm OCTaTKM, KOTOPHIE COOTBETCTBYOT KOHKPE THEIM
AMUHOKMCJIOTaM, C KOTOPHMM B3aUMOINEMCTBYET aHTUTEJIO. C™m.,
HanpuMep, FEhring (1999) Analytical Biochemistry, 267(2):252-
259; Engen and Smith, (2001) Anal. Chem., 73:256A-265A. C uejpn



59

KapTUPOBAHUSA BTIUTOIIOR TaKXe MOXHO MCIIOJIE30BATH
PEHTTEeHOCTPYKTYPHYD KPUCTAJUIOTPAdM0 KOMIIJIEKCA AaHTUTEeH/aHTUTEeJO.

[0130] Hacrosgumee wus3obpeTeHMEe HOONOJIHUTEJIBHO OTHOCUTCHA K
anTuresaM nOpoTuB CD3, KOTOpPBEE CBA3BBANTCA C OIHMM U TEeM Xe
3OMUTONOM, KaK Jioboe M3 KOHKPETHEIX MWIJIOCTPATUBHEIX aHTUTE,
ONMCEIBAEMEIX B HACTOLIlEeM ONMCAaHMM (HANPpUMEp, aHTUTeJ, ComepXallMx
JoBYyn M3  aMMHOKMCJIOTHEIX IIOCJIEOIOBAaTEJIbHOCTEeM, KaK YyKasaHO B
Tabauie 1 B HacTodgueM OnMCaHuM) . AHAJOTMUHO, HacTogluee
M300peTeHrMe TakKXe OTHOCUTCH K aHTuTresaMm OpoTuB CD3, KOTOpHE
KOHKYyPUPYIT 2a CcBsa3pBaHue ¢ CD3 ¢ JoOBIM M3  KOHKPETHEIX
MJIJIOCTPATMBHEIX  aHTUTE, ONMCEIBAEMBIX B  HACTOAUWlEM  ONMCaHUM
(HanpuMep, aHTUTE, comepxaumx JIIOYIO nu3 AMMHOKMCJIO THBIX
rocJjiegoBaTesIbHOCTeN, Kak ykKasaHo B Tabmgmue 1 B HaAcCToOdlleM
ONMCAaHMUM) .

[0131] HacTosumee nsobpeTeHue TaKxe OTHOCUTCSH K
pucnenmMdrUueCKyM AHTUTEHCBSASBBALIMM MOJIEKYJIAaM, COIepPXallMM [IePBHI
AHTUTEHCBSSLEBAKIMM OOMEeH, KOTOPHIM cHeundmuecky CBSI3BBAETCS C
CD3 wueJsioBekKa, M BTOPOM AHTUTEHCBSSHBAKLIMNM  OOMEH, KOTOPEIN
crieumnpmueCcKum CBSS3LBIBAETCSH c CD20 yeJjioBReKa, roe [IEePBLI
AHTUTEHCBASLBALIIMY IOMEH CBSS3BBACTCHS C TEeM Xe 3nOuTonoM Ha CD3
Kak JiobOoM U3 KOHKPETHHX MWIJINCTPATUBHEIX crneumpuueckux w CD3
AHTUTEHCBAXLBAKIMM JOMEHOB, OIMNMUCHEBAEMBIX B HACTOMINEM OIMCAaHUN,
U/ TIe BTOPOM AHTUTEHCBABBBALIMNI IOMEH CBA3BBAETCS C TEM Xe
snuTonoM Ha CD20 kax Jmo0OOM M3 KOHKPETHHX  MJJIOCTPATMBHEIX
crneumupmuueckmux k CD20 aHTUTEHCBSAS3BBAKIMX JIOMEHOB, OIMCEBAEMBIX B
HacToAlWeM OIMCaHUM.

[0132] AnayorMuHO, HaCTodllee M30OpPeTeHue TaKXe OTHOCUTCH K
pbrucnenudrUeCKyM AHTUTEHCBSASBBAKIMM MOJIEKYJIAM, COIEPXallMM I[1€PBHIM
AHTUTEHCBSA3BIBAKIMY IOOMEH, KOTOPHIM CcHelunudruyecKr CBSA3BBAETCS C
CD3 ueJoOBeKa, M BTOPOM AHTUTEHCBSASBBAKIMN  IOMEH, KOTOPEIN
crieumndpmueCcKm CBSSLIBAETCH c CD20 yeJIOREKa, roe [IEPBBI
AHTUIEHCBA3BBAKIMY IOMEH KOHKypMUMpyeT 3a CcBgas3wBaHue ¢ CD3 cC
JIIOOBIM U3 KOHKPE THEIX MJLJIIOC TP A TUBHEIX creumM@muuecKmx K CD3
AHTUTEHCBA3bBBAKLIMX JIOMEHOB, OMNMCHEBAEMBIX B HACTOLIIEM OINMCAHUN,
M/ TOe BTOPOM AHTUTEHCBA3BBALIMY IOMEH KOHKYpUPYyeT 3a

cBa3plBaHMe ¢ CD20 ¢ JioOeIM M3 KOHKPETHEIX  MJIJINCTPATUBHBIX
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crneumupmuueckmux k CD20 aHTUTEHCBAS3BBAKIMX JOMEHOB, OIMCEHBAEMBIX B
HacTodlleM OINMCaHUM.

[0133] MoxHO JIETKO ONPenesUTh, CBAS3BBAETCH JIM KOHKpPEeTHAas
AHTUTEeHCRBA3bIBAKNNA S MoJIeKYyJia (ranpumMep, AHTUTEJIO) W ero
AHTUTEHCBS3EIBAKIMY IOMEH C TeM Xe& 3SIOUTONOM WM KOHKypUupyeT 3a
CBSASLIBAHUE c BTAaJIOHHOM AHTUTEHCBA3LIBAIICN MOJIEKYJIOM 1o
HacTodlleMy MU300peTeHMI0  ODUENPMHSTHEMM  M3BECTHHIMM B IaHHOU
objactu crnocodbamu. Hanpumep, mJjid ONpeneJjieHud, CBAS3BBAECTCHA JIK
TeCTUpyeMOe aHTUTEJIO C TeM Xe »snmuronoM Ha CD3 (unm CD20) xak u
3TaJIOHHAa4 bucneumudpmuecrKad AQHTUTEHCBA3EIBAKIA A MOJIEKYJIA 1o
HacTodAleMy n300peTeHnn, CHadaJa ofbecrneumuBanT BO3MOXHOCTE

CBSSBBIBAHMSA DTAJIOHHOM OucneumduuecKoM MOJIeKYJIsl ¢ OejgkoM CD3  (miwm

Besxom CD20). 3aTeM OLEHMBAKT CIOCODOHOCTL TECTUPYEMOT'O AaHTUTEJIa
CBASHBATLCA C MoJlekyJiom CD3 (mmm  CD20). Ecam TecTUpyeMoe
AHTUTEJIO CrioCcoBHO CBSABBIBATHCH C CD3 (mrm CD20) rocie
HaCHIAaKIe I o CBSA3BIBAHUSA C STAaJIOHHOM pucnenmudrueCcroOm

AHTUTEHCBS3LEBALIEN MOJIeKYJIOM, TO MOXHO CHOeJIaTh BHBOI, UYTO
TECTUPYEMOE AaHTUTEJIO CBA3bIBAETCA C OpyruMM »snOuTonomM CD3 (mim
CD20) ueM 2TaJIOHHASA fucrneumnpmueckas AHTUTEHCRB S 3bIBAIA S
MoJiekyJia. C IOpyToM CTOPOHB, €CJIM TeCcTUupyeMoe aHTUTEJIO He
CIIOCOBOHO CBSA3LIBATLCSH C  MOJIEKYJIOM CD3 (rmm CD20) rnocJje
HaCHIAnIE T OCH CBS3BIBAHUSA c DTAJIOHHOM oucneunudmUueCcKom
AHTUTEHCBS3LBIBALIEN MOJIEKYJIOM, TO TECTUPYEeMOe AaHTUTEJIO MOXEeT

CBSASBIBATLCS C TeM Xxe »snmurTonom CD3 (mam CD20), Kak M D3IOUTOIN, C

KOTOPBIM CBA3BIBAETCH 3TAaJIOHHA4 pucneumnpmueckas
AHTUTEHCBSA3EIRAKIA S MOJIEKYJIA o n300pEeTEeHUD. BaTem MOXHO
NpOBOIUTH OONOJIHUTEJIbLHOe OBDWENPUHATOS BSKCIEPUMEHTUPOBAHMKE
(HanpuMep, aHaJIN3EL MYy Taluu [NEeNTUOOBR u CBSA3LIBAHUSA) OJisa

NNoOTBEPXIOCHNMA TOTO, uTo HaénmnaeMoe OTCyTCTBUE CBA3bBIBAHMA
TECTUPYEMOTO AaHTUTEJIa OQaKTUUEeCKM ODYCJIOBJIEHO CBSS3BIBAHUI C TeM
Xe DBIIMTOIIOM, KaK UM 3STaJIOHHasdA 6MCH€HM@MQ€CK&H AHTUT €eHCBRBA3bIBAKIA A
MOJIeKyJla, WIM OTCYTCTBMEe HAOJI0IaeMOT0 CBA3LBIBAHUS OOYCIIOBJIEHO
NPpOCTPaHCTBEHHEIM OJIOKMPOBAHMEM (v OPpYyT¥MM ABJIEHUEM) .
SKCHepMMeHTM TaKOIT'O ponoa MOXHO IIpoBOIOUTHB C VCIIOJIBb30BaAHUMEM
ELISA, RIA, Biacore, MOPOTOYHOM LMUTOMETPUM WM JIIOOOTO IPYT'OTO

KOJIMYUEeCTBCHHOT'O WMJIM KAYUeCTBEHHOI'O aHaJIM3a CBA3BIBAHUMA aAHTUTEJTIO,
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OOCTYIHOT'O B JaHHOM ofJjlacTu. B COOTBETCTBMM C OINPeIeJIE€HHBMU
BapraHTaMM HaCTOoAWEeTo u300peTeHrd IBa aHTUTEHCBAS3HBALIMX OeJKa
CBA3LIBAITCA C TeM xXe (MM I[IePeKPHBAnIMMCSH) BIOMUMTOIOM &CJIN,
Hanpumep, 1-, 5-, 10-, 20- wmmm 100-xpaTHE M3OBITOK OIOHOTO
AHTUTEeHCBSA3ERAKIETO Oejika MHIUOMPYeT CBS3BBAaHME OPYTOTO II0
MeHblley Mepe Ha 50%, HO npennouruTesbHO Ha /5%, 90% wim maxe
99%, KakK WKBMepHanT B aHaJlM3e KOHKYPEHTHOTO CBA3BBaHUA (CM.,
Hanpumep, Junghans et al., Cancer Res., 1990:50:1495-1502).
AJILTEPHATUBHO, rnoJjiaranT, YTO IIBa AHTUTEHCBA3LBaAKLIMX OeJjika
CBS3BIBATCS C OOHUM M TEeM Xe& DSBIMTOINOM, €eCJM II0 CYUEeCTBY BCe
MY Tallm AMUHOKMCJIIOT B aHTUTeHe, KOTOPEIe YMEHBUIAT NI
penoTBpallamnT CBSBBEIBAHUE OOHOTO AHTUTEHCBA3LEIBAKIETO Oenka
yMeHbllaeT WIM [IpenoTBpallaeT CBA3bBaHMEe Opyroro. IllojslaramoT, UYTO
IOIBa AHTUTEeHCBAS3BIRBANIMX Oejika MMelT "mepekphlBallMecsa SOUTOoNns",
TOJIBKO B CJyuae, KOoTJa MHOATPYINAa MYyTalMuM aMUMHOKMCIIOTH, KOTOpas
YMEHbIIAET ZRpeZi npenoTppalaeT CBS3BIBAHUE OHOT'O
AHTUTEeHCBA3LBAKIET O teska, yMeHbIIaeT W IpenoTBpallaeT
CBS3BIBAHME IPYIT'OTO.

[0134] HOna onpenesyieHMsa, KOHKYPUPYET JIM aHTUTEJIO WM eTro
AHTUTEHCB S 3LIB AN IOMEH 3a CBSAS3bIBAHUE c BTAJIOHHOMN
AHTUTEHCBS3LEIBAKIEN MOJIEKYJIOM, OPOBOOAT ONMCAHHBI BHIIE CIOCOO
CBASBIBAHUA B OIBYX HaOpPaBJIEHUSAX : B IepPBOM HarpaBJIeHUU
obecrneumBanT BOBMOXHOCTD CBSA3LIBAHUSA BTAJIOHHOMN
AHTUTEeHCBASHBAKIIEN MOJIeKYJEl ¢ ©OejnkoM CD3 (uau ©Genkom CD20) B
YCIIOBUAX HACHIIEeHM S c rnocJenynouen OLIEHKOM CBSA3LIBAHUA
TEeCTUPYEMOT'O aHTuTeJa C MoJekyJyom CD3  (mym CD20). Bo BTOpoOM
HanpagrJIeHUM OOECIeuMBanT CBSA3BBAHME TECTUPYEMOTO AaHTUTeJa C
MoJiekyJior CD3  (mynm CD20) B yCJOBMSAX HACHIEHUS C ODOCJHeIyoIeNr
OLIEHKOM CBSASBBAHMUA DSTAJIOHHOV AHTUTEHCBAS3HEBAKNIIEN MOJIEKYJE C
MoJlekyJioM CD3  (myim CD20). Ecim B 000MX HANPaBJIEHMIX TOJIBKO
nepsasd (Hacomawomasg) AHTUTeHCRA3bIRanlada MOJIeKYJia crinocobHa
CBA3BIBATLCA C MoJiekyJiom CD3 (mam CD20), TO @meJsialnT BHBOIL, UTO
TECTUPYEMOE AaHTUTEJIO ¥ 3TaJIOHHas AaHTUTeHCBSAS3BRaAKIEASA MOJIEKYJA
KOHKYyPUPYIOT 3a cB43bBaHue ¢ CD3 (mym CD20). Kaxk ©OymeT HOOHATHO
crieMaJucTy B OAaHHOM 0OJlacTM, AaHTUTEJIO, KOTOpOe KOHKYypHUPpyeT 3a

CBASBBAHME C DTaAJIOHHOM AHTUTEHCBAS3LBBAKIIENM MOJIEKYJIONU, MOXeT
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HeoOa3aTeJIbHO CRASBHBATLECS C TEM Xe SIIMTOIIOM, dYWTO M 3TaJIOHHOE
AHTUTEJIO, a MOXeT [MNPOCTPAHCTBEHHO 6HOKMPOBaTb CBA3BIBaAHME
9TAJIOHHOT'O aHTUTeJla IMoCpeICTBOM CBASIBIBAHMA C II€PEeKPBIBARIMMCA
i CMEeXHBIM 2IIMTOIIOM.

Honyqume AHTUT'CHCBA3EIBARIMX IJOMEHOB " KOHCTPYKLMA

OMCHIEeLIUPUUIECKUX MOJIEKYJII

[0135] AHTUTEHCRBA3bEBALIME IOOMEHE], creuudpruecrme K
KOHKPETHEIM AaHTUI'€HaM MOXHO IIOJIydaThb JIoOOM M3BECTHOM B JaHHOM
OBJIaCTM TEexXHOJIOTHMEeM I[OJIydeHMS aHTuTeJ. [locjie TMOoJIydYeHMus »OBa
Pa3JMUYHEIX AHTUTEHCBSASBBAKIMX  IOOMEHa, crneuMdmUueckKrux K IOBYM
PasJInyYHEIM AHTUTEHAaM (HanpuMmep, CD3 1z CDh20), MOXHO
COOTBETCTRYyNUMM 00pasoM paclojlaraTb OTHOCUTEJIBHO IOpyTr IJpyra C
[IOJIyUeHMEeM pucneumdprueCcKom AHTUTEHCBA3bIBALIIEN MOJIEKYJIBL infe)
HacTodueMy M300peTeHU C MCIOJIb30BaHMEM OOWENPUHATEIX CIHOCOOOB.
(OBbcyxneHre QOPMATOBR MWMIJIOCTPATUBHBEIX OucneumMdmueCKux aHTUTeE,
KOTOPBIE MOXHO MCIOJIB30BATh IJIA KOHCTPYKUMM OucneumrdmuuecKmx
AHTUT'E€HCB A 3bIBallMX MOJIEKYJI 1o HacTodaueMy n300peTeHrno,
NpenoCTaRJIEHO B OIPpYyTOM  MecTe B HacTodlleM  ONMCaHuM) . B
ONpeleJIeHHEIX BapMaHTax OCYUWEeCTBJIEHMS OOMH WK ©OoJiee OTIeJIbHHIX
KOMIIOHEHTOR (HANPpMMEpP, THAXEJEle M JIeTKMe Lenu) NoJucneumudpmuuecKmx
AHTUTEHCBA3HBAKIMX MOJIEKYJI IO M300PEeTEeHMI0 IIOJIyUalnT U3 XUMEPHBIX,
TYMaHM3UPOBAHHEIX WMJIM I[IOJIHOCTBHIO [IPMHAOJIEXAallMX UYeJIOBEeKY aHTUTeJI.
CrnocoBB  MOJIYUEeHMs TaKMX AaHTUTEeJ XOPOoWlO0 WM3BECTHHI B JAHHOM
obslacTu. HampwMep, OIOHY WM ©OoJiee TaXeJBIX W/WUIM JIeTKUX Lernen
OucreumMpuueCcKmux AHTUTEHCB I 3bIB Aol MOJIEKYJI 1o HacToAleMy
1M300pEeTEeHUI MOXHO IoJiy4aTh c VCIIOJIb 30BaHUEM TEeXHOJIOTUN
VELOCIMMUNE™, Ilpy wucCHOoJb30BaHumM TexHojiorur VELOCIMMUNE™  (mju
00N  IPYyTOM TEeXHOJIOTUMM [OJIYYEeHMSs aHTUTeJT dYeJIOBeka) CcHadaja
BHIOEJIAIT XMMEPHBIE aHTUTEeJla C BBECOKOM addMHHOCTBI K KOHKPETHOMY
aHTMTeHY (HanpuMep, CD3 wmmm CD20), comepxamme BapMabeJbHY
oBJlacThb ueJjioBEKA 171 KOHCTAaHTHYIO obJylacThb MBI . AHTUTEJIa
[IoORepranT xapaKTepusaluuu U oTOOpY B 3aBUCUMOCTM OT XeJlaeMHIX
XapaKTEepUucTrK, BrJIOYUaAa addmuHHOCTH, WM3OUPATEJIBHOCTL, DJIUTON U
T.0. KoHCTaHTHBEE O0OJIACTM MBIM SaMeHSIT XeJjlaeMOV KOHCTAHTHOU
oBJIaCThI UYeJIOBEeKa C IIOJIydeHMEM I[NOJIHOCTHI NPpMHAaIJIeXallMX UYeJIOBEeKY

T AXEeJIBIX M/MHM JIET KX ueneﬁ, KOTOPERIE MOXHO BBOIOUTDBb B
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6MCH€HM®MH€CKM€ AHTUT eHCBA3BIBAIME MOJIEKYJIBL 10 HacCcTodAueMy
n300pEeTEeHND.

[0136] Insa noJaydeHmusa OUCHeUUIUUECKMX AaHTUT'eHCBSI3BBALIMX
MOJIEKYJI JeJIOBEeKa MOXHO NCIIOJIB30BAThH TeHeTUNYEeCKUX XKMBOTHBIX,
[IoJIyuyaeMeIx CcrocobaMy T'eHeTHMUeCKOUW WMHXeHepuMr. Hanpumep, MOXHO
NCIIOJIBE30BATH I'eHeTHUYeCKU MOHM@MHMPOBaHHym MBIIE , KoTOpAasd
HEeCIoCOoOHa K [IePeCcTpPOMKe U DSKCIPEeCCUM DSDHOOTEHHOM BapuabesbHOU
[IoCJIenoBaTeJIbHOCTHM JIeTKOMN nmernm MMMyHOPHO@ynMHa MBIV, I"Ioe MBIb
JKCIPEeCcCUpyeT TOJbKO OIOMH WM IOBa BapuabeJIbHEIX IOOMEHA JIETIKMUX
ueneﬁ HeJiOBeKa, KOIMPYEeMEBIX II0OCJIedOBATEeJIBHOCTAMMA MMMYHOPHO@yHMHa
yeJiOBeKa, ®YHKHMOHaﬂbHO CBS3AaHHBEIMM C T'€HOM KOHCTAHTHOM obJjacTu
Kamnna-ueny Mell B DSHAOOTEHHOM JIOKyCe Kalna-lenu Mbemmx. Taxux
TeHeTUYeCKM MOIMOUMUMPOBAHHEIX  MBIIEM MOXHO  MCIOJIB30OBATL  IOJig
[IOJIyUeHMSs  I[IOJIHOCTBI OpMHaIJeXallMx  dYeJIOBeKy  OucrneumrduuecKmux
AHTUTEHCBSABERALIMX MOJIEKYJI, COINepXallMx JIBe pPal3JIMUHEIE TaXeJble
eny, KOTOPBEIE CBSA3aHEI C MOSHTWUYHOM JIETKOM LIenbl, KoTopad
comepXxuT Bapuab®eJsIbHBIM IOMEH, I[IOJIyYaeMbll M3 OOHOTO M3 IOBYX
PasJMUHEIX CEeTMeHTOB TI'eHa BapuabesibHOM 0OJIACTM JIETKOM Lelnn
ueJioBeKa. (Cm., HarnpuMmep, US 2011/0195454 gma nompoBHOTO
O6CyKﬂeHMH TaKMUX MOHM@MHMPOB&HHHX MBI M MX MCIOJIb3OBAHUA OJIA

[IOJIYyUeHMn4A 6MCH€HM®MH€CKMX AHTUTEHCBA3BIBAKRIIMX MOﬂeKYH).

BrosKBMBAJIEHTEL
[0137] Hacrosauee nzobpeTeHue OTHOCUTCH K
AHTUT'eHCB A 3LIB allnM MOJIeKYJiaM, comepxXxauyMm AMMHOKMCJIIOTHEIE

[IOCJIENOBATEeJIbHOCTHY, KOTOPEE OTJIMYATCHS OT I[IOCJeNOBaTeJIbHOCTEN
WIJIJIDCTPATVUBHEIX MOJIEKYJI, OIIMCBIBaAE€eMBIX B HacCcTOdmLeM OIIMCaHulM, HO
KOTOPBIE COXPAHST CIOCOOHOCTBE CBS3BBATHCA ¢ CD3 wu/mim CD20.
Taxkme  BapMAaHTEl MOJIEKYJI MOTYT COIEpXaTb OIOHY MM  BDoJjee

HOGaBﬂeHMﬁ, oeJjeumnn ZWans 3aMeH AMMHOKMCJIOT 1o CPaBHEHMIO C

MCXOIOHOMN [I0CJIEOOBATEJILHOCTLIO, HO obJlamanT OMOJIOTUUECKON
AKTUBHOCTLIO, KoTOpas aBJjigeTcs 1o CYHUIeCTRY 3KBUBAJIEHTHOMU
BUOJIOTUUECKOU AKTUBHOCTU XeJlaeMBIX bucneumndpmuue CKmUx

AHTUTEHCBSABLEIBALIMX MOJIEKYJI.
[0138] Hacrosauee nsobpeTeHMre OTHOCUTCH K
AHTUMIT€HCBA3BIBAlIMM MOJIEKYJIaM, KOTOPERIE ABJIIARTCA

OMOBDKBURBRAJIEH THEIMU JI000M nu3 MIIJIIOCTPATUBHBIX AHTUIT'€HCBA3BIBAKIIMX
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MOJIEKYJI, YKAa3aHHBEIX B HaACTOMAIEM ONMCaHuM. JI[Ba aHTUT'E€HCBSASBBAWIMX
feJjika WM aHTUTeJla CUMTalnT OMODKBUBAJIEHTHEMM, €CJM, HAIpUMep,
OHM NpencTaBJigaioT cobour bapmMaueBTHUECKHUE SKBUBAJIEHTH WU
bapMaleBTHUUECKUE aJib TepPHAaTUBEL, nJjsa CKOPOCTHU u CTelleHb
BCACHBIBAHMSA KOTOPBIX He IOEeMOHCTPUPYOT 3HAUMMOTO OTJAMUMKSE I[IPU
BBEISHUU B AaHAJIOTUUYHOU MOJISAPHOM nose B aHAaJIOTMYHBIX
SKCIIEPUMMEHTAJIBHEIX YCJIOBMAX B OIOHOKPATHOM HOO3& WM MHOTOKPATHOM
nose. HexOTOpEE AHTUIE€HCBA3BBAOIME OJIKM CUMTANT 3KBUBAJIEHTAMU
WU bapmMalLeBTHUUE CKUMU aJlbTepHaTUBaMK, ecnu OHU ABJIAITCSA
DKBMBAJIEHTHHEIMM B  OTHOIEHUM CTEINEeHM BCaChIBaHUA, HO He 10
CKOPOCTHU BCaCEIBaHMA, 17 UX BCe ele MOXHO CUMTAaTh
OMOBKBUBAJIEHTHEIMM, T.K. TaKue pas3jMuusa CKOPOCTM BCaChHBaHMUA
ABJIAITCSA  I[JIAHMPYEMEIMM U OTPAaXeHBl B  MEUeHU’N, He  ABJIAKTCHA
Cylle CTBEeHHEIMU oJjsa OOCTUMXEHUA 2bbexTUBHOM KOHLIEHTpalUuumu
JIEKAPCTBEHHBIX CPenCTB B OpTaHu3Me, HalpuMmep, Opu IJIUTEJIBHOM
UCIIOJIb30BAHUNM, M CUMTANTCS HECYIEeCTBEeHHBEIMM C MEeIULVMHCKOM TOUKU
3pPEeHMa OJIS KOHKPETHOT'O MCCIJeOyeMOTO JIEKAaPCTBEHHOT'O NPOOYKTA.

[0139] B OIIHOM 1Z8C] BApPMAaHTOBR OCYUEeCTBJICHUS oBa
AHTUTEHCBAXBBALIMX ©OeJjika [ABJISOTCS OMODKBUBAJIEHTHBEIMM, €CJIM He
Hab®JIODanT 3HAUMTEJIbHEIX Pas3JIMuMly C KIVMHMUECKOM TOUKM 3BPeHUS B UX
0e30IIaCHOCTM, UYUMCTOTE UM aKTUBHOCTU.

[0140] B OIOHOM nus BAPMAHTOB OCYyLIECTBJICHUH oBa
AHTUTEHCBAXBIBALIMX OeJika SBJISOTCS OMOBRKBUBAJIEHTHBIMM, €CJIM MOXHO
[IepeBOOUT HallMeHTa OIOMH uiM 0OoJjiee pa3 C 2TAJOHHOTO MNPOOYKTa Ha
BUOJIOTUUE CKUN NPOOYyKT tes OXMIaeMOT O YBeJInYeHU pucka
HeOJIaTONPUATHOT O OenCcTBUS, BKJIOUA A KJIMHUYECKU 3HAUMMOE
M3MEHEHME  MMMYHOT'€HHOCTH, UM T[OHMXEeHHOM 20bekTUMBHOCTU IO
CpaBHEHMUI C HEIPEepPHBBHOE Tepanuelr 0es3 TakoTo [IepeBoza.

[0141] B OIHOM nus BAPMAHTOBR OCYyWEeCTBJIEHNUA oBa
AHTUTEeHCBA3BBAKIMX OeJika HGBJISATCS OMOBKBMBAJIEHTHBIMM, e€CJIM OHM
ofa ImerCTBYKOT IO OofleMy MexXaHM3My WJIM MeXaHM3MaM IJeUcTBUS IOJid
YCIJIOBUA WMJIM YCJOBUM UCIOJL30BAHMA B TeXxX CJIyYasxX, KOTIa M3BE&CTHE
TaKue MexXaHM3MH.

[0142] BuOBKBMBAJEHTHOCTBL MOXHO IEMOHCTPMPOBATL CIOCOOaAMU
in vivo wu 1in vitro. /3MepeHus OMOIKBMBAJIEHTHOCTM BKJIOUALT,

HanpuMmep, (a) TecT in Vvivo y JOOEV WM IPYTUX MIEKONUTAnIUX, Y
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KOTOPEIX M3MEPAKT KOHLUEHTPpAalIMK aHTUTeJI WM MUX MeTabOJIUTOB B

KPOBM, ILJlasMe, CHBOPOTKE WIM JOPYTOM OMOJIOTMUECKOM XUIKOCTU B

3aBUCUMOCTM OT BPEMEHMU; (b) TecT 1n vitro, OJI9 KOTOPOTO
YCTAHOBUJIM KOPPEeJIALNn u 1o KOTOPOMY MOXHO O0BOOCHOBAHO
NPOTHO3MPOBATE OaHHBIE OMOINOCTYINHOCTM Yy uYeJioBeka 1in vivo; (cC)

TecT in Vivo Yy JIIOOEN WM OPYTUX MIEKONMTanIMX, Y KOTOPBIX
U3MepgiT COOTBETCTBRYyWlEe KpaTKOBPEeMeHHOe bapMakoJOTHMUECKOE
IelicTBMe aHTuTesa (MiaM ero MUUIIEeHM) B BaBUCUMOCTM OT BPEMEHU, U
(d}) B CTPOrO KOHTPOJIMPYEMOM KJIMHMYUECKOM MCIEITaAHUM, B KOTOPOM
YCTaHaBJIMBAKT Oe30IacCHOCTh, 3POPEeKTUBHOCTE WMJIM OMOIOOCTYIIHOCTH
uiny OMODKBMBAJIEHTHOCTH AHTUI'€HCBAS3EBaKUEIO OeJsika.

[0143] BEnosxkBMBaJIeHTHEIE BAPMAaHTEL WJILJIIC TP A TUBHBIX
fucneumupmIe CKMUX AHTUT'EHCB 93bIBalIMX MOJIEKYJI, YKas3aHHBIX B
HacTodlleM ONMCaHuM, MOXHO KOHCTPYMPOBATbL, HalpuMep, [I0Jydas
pas3yMyHbEe BaMeHBEl OCTAaTKOB WJIM IIOCJI€INOBATEJIbHOCTEM WM YyIOaJisas
KOHIIEBEIE WJIM BHYTPEHHME OCTAaTKU MJIM [NOCJEeIOBATEJIBHOCTM, KOTOPEHIE
He ABJIAIOTCHA He 00X O OVMMBIMM nJ1s BUOJIOTUUECKON AKTUBHOCTHU .
HanpuMep, OCTaTKM LUMCTEMHa, HEe CylLleCTBEHHbE 1JIs1 OMOJIOTUYECKOM
AKTMBHOCTM, MOXHO YHAJATh MJIM 3aMEeHATb IPYTUMM aMUHOKMCJIIOTAMU
o OpenoTeBpalleHusa  of0pa30BaHME  MIJIMUWHMX WM HeNpaBUJIbHEIX
BHYTPUMOJIEKYJIAPHEIX OUCYJBQUIOHEIX MOCTMKOB I[IPM PeHaTypaumo. B
IPYT'MX KOHTeKCTax OMODKBUBAJIEHTHEE AaHTUI'eHCBSA3BBAKIME OeJIKK
MOTYT BKJIOYATH BapMaHTEI VIJLJTIOC TP A TUBHEIX Pucneunpryue CKMUx
AHTUTEHCBABBBALIMX MOJIEKYJI, YKABAaHHEIX B HAaCTOSAWleM ONMCAaHUM,
conepxXalmx aAMMHOKMCJIOTHEIE 3aMeHEl, KOTOPEIE MOINQUUUPYOT
XAPaKTEPUCTUKM IUVIMKOBUIMPOBAHMSA MOJIEKYJI, HalpuMmep, MyTaluuu,

KOTOPEIE NPEeNOTBPallalnT MM YCTPaHADT IVIMKO3UJIMPOBAHUE.

Bunosad 130MPaATEJILHOCTD u BUIOBAML epekpecTHasd
PEaKTUBHOCTD
[0144] OnpenejieHHble BAaPMAHTH OCYUWECTBJIEHUS UR0OpeTeHUd

OTHOCHATCHA K AHTUIEHCBAIBIBAKIIMM MOJIEKYJIaM, KOTOPEBIE CBA3BIBAKTCHA C
CD3 ueJsioBeka, HO He cpega3pBawnTca ¢ CD3 oT »Opyrux BUIOB. Takxe
npenoCTaBJIEHEI AHTUT€HCBAS3IBIBAUME MOJIEKYJIBI, KOTOPEIE CBAS3EBIBAKTCHA
c CD20, HO He ¢ CD20 oT mpyrux BMIOB. HacTodmee wuzobpeTeHUe
TaKXe OTHOCUTCH K AHTUTEeHCR A 3bIBaIVM MOJIEKYJIaM, KOTOPEIE

cBA3bBanTCE ¢ CD3 dyejioBexka M ¢ CD3 oT omHOTO MIM OoJjiee He
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ABJISOIMUXCH YeJIOBEKOM BUIOB, u/unn K AHTUT'EHCB 3B anlMM
MOJIeKyJlaM, KOTOphle cBa3pBawnTca ¢ CD20 desiorexa um ¢ CD20 or
OOHOTO WJIM OoJyiee He SABJISOIMXCS UeJIOBEeKOM BUIOB.

[0145] OnpeneJsieHHBEe WJJIOCTPATUBHEIE BapPMaHTH OCYLECTRBJIIEHUA
n300peTeHuss OTHOCHATCS K AaHTUTEHCBSA3BBAKIMM MOJIEKYJIAM, KOTOPHE
cBaspLBawTCa ¢ CD3  uwesmomexka wu/mim CD20 dyesyioBexka U MOTYT
CBSA3BIBATHCH WJIM HEe CBSA3BBATLCS, COOTBETCTBEHHO, C OIJHUM WK
Bosiee CD3 wu/uynm CD20 wMpmuM, KpPBICE, MOPCKOM CBUHKM, XOMSKAa,
ecuaHKy, CBMHBM, KOWKM, cCcoOaku, KpPOJMKA, KO3Bl, OBLE, KOPOBEH,
Jowany, BepbJoma, SBAHCKOT'O MakakKa, MapTHUKMK, MaKaka-pesyc Win
IIMMIIaH3e . Haopuwmep, KOHKpPE THBIN UJLJIIOC TP A TUBHBIN BapMaHT
OCYIIeCTBJIEHUS HaCTOSAWETO n30bpeTeHus OTHOCUTCSH K
pucrnenmMdnuUeCcKrUM aHTUTEHCBA3BBRBALIMM MOJIEKYJIAM, COIepXallMM I[1ePBLIM
AHTUTEHCBA3BIBAKILNMY [IOMEH, KOTOPHI CBsA3bBaeTca C¢ CD3 uejyioreka u
CD3 4BaAHCKOTO MakaKa, ¥ BTOPOM AaHTUTEHCBS3BBAIUK  JOMEH,

KOTOPBIM crneuudpmuecky cepsaspBaeTca ¢ CD20 uesyioBexa.

MMy HOKOHBIOT'a ThI

[0146] Hacrosumee nsobpeTeHue OTHOCUTCSH K
AHTUTEHCB A 3bIB alIUM MOJIEKYJIAM, KOHBOTMPOBAHHEIM c
TepareBTUUECKMMK MOJIEKYJlaMy, ("MMYyHOKOHBIOTaTaM" ), TaKMMMU Kak
LUTOTOKCUH, XUMMOTEpaleBTUUIECKOE JIEKapCTBEHHOE CpencTreo,
MMMYHOCYIIPEeCCop U PaIMOaKTUBHLIMA M30TOI. IMTOTOKCHUYECKHUE

CpeICTEa BKJNOYALT Ji00OEe CPencTBO, KOTOPOe HABJISeTCS BPEeIHBIM IJId
KJIETOK . [Tpymeprl IO OX O SAUMX LIMTOTOKCUYUECKUX cpencTs 171
XUMMOTEPATIEBTUUECKMX CPEeICTB IOJId I[OJIYUYEeHMS UMMYyHOKOHBIOTATOB
M3BECTHL B HaHHOM obJjlacTu (cMm. Hampumep, WO 05/103081).

TepalleBTUUECKUM COCTAB M BBEIEHUE

[0147] Hacrmosamee wumzoOpeTeHMEe OTHOCUTCA K OQapMalleBTUUECKUM
KOMIIO3ULIMAM, comepxalmm AHTUI'€HCBSA3EBALIME MOJIeKY JIEL 1o
HaCTOdlLeMy M300peTeHrD. dapMalleBTHUYECKHUE KOMITO 3ULINK 1o
n3obperTeHrn QOPMYyJIMPYT C HOOXOOAUMMM HOCUTEJIAMM, 3DKCLUUIMEHTAMM
M OPpYyTMMM CPpenCTBaMM, KOTOPHE O0eCHneurMBamnT YJIYULIEHHE [IEePEeHOC,
IOCTaBKy, I[I€PEeHOCHMMOCTE M T.II. DBOJbIIOE UYMCIIO COOTBETCTBYKIMUX
COCTaBOB MOXHO HaTU B CIIpaBOYHUKE, M3BECTHOM BCEeM
bapmanueBTHUEeCKMM XMMMKaM: Remington's Pharmaceutical Sciences,

Mack Publishing Company, Easton, PA. 3Tu COCTaBb BKJIOYADT,
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HanpuMep, I[IOPOUKMK, I[acTk, Ma3wu, Xeje, BOCKMK, Macja, JMUIWIH,
comepxaumme JuUnMn (KaTKMOHHBIE WJIM AHMOHHEIE) BE3UKYJIH (Takue Kak
LIPOFECTIN™, Life Technologies, Carlsbad, CA), xouwvoraTe [IOHK,
BezponHble abcopbupypouMe acCThl, 3MYyJIBCHMM MACJO-B-BOIE M BOINA-B-
MacJe, 3MYJIbCUN KapOoBaKC (IONIMB TUJIEHTJIMKOJIN PasJINYHBIX
MOJIEKYJIAPHEIX MaccC), I[OJYTBepIple TeJiM U [IOJIyTBepIbele CMecHu,
comepxaure kapborakc. Taxxe cMm. Powell et al. "Compendium of
excipients for parenteral formulations™ PDA, (1998) J. Pharm.
Sci. Technol., 52:238-311.

[0148] Ioza AHTUTEHCRB I 3LBanIen MOJIEKYJIBI, BBOIMMOM
nauyeHTy, MOXeT M3MEeHATLCHS B 3aBUCHMMOCTM OT BO3pacTa U pas3Mepa
rnaluyeHTa, leJieBOoTo 3abojieBaHMsa, COCTOSHUMNM, NYyTK BBEIEHMUS M T.II.
[pennouTuTeNbHY OO3Y, Kak IIPaBWJIO, PacCCUMTHEIBAKNT B 3aBUCUMOCTU
OT MacCCh Tejla WMIM IJIoWaIM I[OBEPXHOCTM TeJjla. B ciydae, Korga
oucneumMdruuecKyn AHTUTEeHCRA3BIB ALY MOJIEKYITY 1o HaCTOglEeEMyY
M300PETEeHNIO MCIOJIE3YRT OJiS TepaleBTUUYECKUX leJiey y B3POCJIOTO
rnauyeHTa, OPeldloUTUTEJIbHEIM MOXeT OBITh BHYTPUMBEHHOE BBeIeHUE
fucrnenudUUIeCcKoOrM  AHTUT'EHCBAS3BIBAKNIEN  MOJIEKYJIBEL IO HaCcTodleMy
nzobpeTeHnn, Kak IPaBMJIO, B OIHOKPATHOE no3e NPpUbIM3UTEJIEHO OT
0,01 NPUBIM3UTEIIEHO oo 20 MT/KT Macca Tesa, toJee
NPeaNoOUYTUTENIbHO npudbnusurensHo ot 0,02 npubiamsmuresasHo 1o 7/,
npubnusurenabHo oT (0,03 npubiam3uUTesbHO OO 5 MM OpUbIM3UTEJIBHO
or 0,05 mpubnusauTesbHO OO0 3 MI'/KI Macca Tejla. B B3aBUCUMOCTM OT
TSKECTUM COCTOSHUS UYaCTOTy U HOPOIOJIKMTEJIBHOCTE JIEUEeHUS MOXHO
perynupoBaTs. ObbekTMBHEIE HOOBBE M CXEMB IO3VMPOBAHMUS IJIS BBEOEeHUM
prucrnenmMdnUeCcKOM AaHTUTEHCBSSZLBAKIEN MOJIEKYJIBI MOXHO ONPelesiaTh
SMIOVPUUYECKHM, HAOpMMEp, MOXHO HaOJ©0IOaTh 3a TedeHue OOJIe3HU Yy
nalyeHTa IIOCPEeOCTBOM IIePUOOMUECKOM OLEeHKUM U TakuMmM oDpas3oM
peryaupoBaThs OO3bl. KpoMe TOTO, MEeXBMIOBEE CXEMBl JIO03MPOBAHUS
MOXHO M[NPOBOIMTL XOPOWO M3BECTHEMM CIocCofaMy B HOAaHHOM 00JlacTu
(Hanpumep, Mordenti et al., 1991, Pharmaceut. Res., 8:1351).

[0148] V=BReCTHH paszJjIMUHBIE CUCTEMBl OOCTaABKM UM MX MOXHO
MCIIOJIE30BATE  IJIA  BBeIOeHus  OdapMaleBTUYECKOM  KOMIIO3ULMM  II0
n300peTeHnn, HANPUMEP, WHKANCYJIALUMS B JIMIOCOMaX, MUKPOYACTUILE,
MMKPOKAIICYJIE, PEKOMOMHAHTHEIE KJIETKM, CIOCOOHHE 3KCIPeCCHUPOBATH

MyTaHTHEE BUPYCH, OIOCPEIOBAHHEI pelenTopaMy 3IHIOUUTO3 (CM.,
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Hanpumep, Wu et al., 1987, J. Biol. Chem., 262:4429-4432).

CriocoOel BBEIEeHUS BKJIOUAOT, HO MMM He OTpPaHUYMBaAnTCH,
MHTpaOepMaJlbHE, BHY TPMMEIIIE UHBIN, MHTPpAalepUTOHEeaJIbHEIN,
BHYTPMUBEHHLM, [IOIKOXHEIN, MHTPaHaszaJIbHEM, SOUAYPAaJIb HbIN u

[IepOPaJIbHEL NOyTU. KOMIO3MUMIO MOXHO BBOIMUTHE JIOOBIM [TOJIXOOSUMM
nyTeMm, HaIpuUMep, [IOCPeICTBOM MHOY3MM WM OOJIOCHOM UMHBEKLUM,
[IOCPEICTBOM BCACEIBAHMA UYEpe3s DBINUTEJMAJIbHBE MM KOXHO-CJIMU3UCTHE
BRICTUJIKM (HAOPpUMEp, CJIMBUCTYKD OOOJIOUKY I[OJIOCTM PTa, CIUBUCTYIO
ODOJIOUKY TPAMOM KUMIWKM M KUIIEYHMKE M T.J.) M MOXHO BBOIUTH
COBMECTHO C IpyTI'MMM OMOJIOTMUECKM aKTUMBHBIMM CpencTBaMM. BBeIeHUue
MOXeT OBITb CUCTEMHBEM WJIM MeCTHBIM.

[0150] dapMalleBTUUECKYIO KOMIIO 3ULIMIO 10 HacTodueMy
MB00PETEHMK  MOXHO  IOOCTAaBJIATH  I[IOOKOXHO MJIM  BHYTPMBEHHO C
MCIIOJIb 30BAHMEM CTaHIOapTHOM WUTJBL U mnpula . Kpowme TOTO,
KacaTeJIbHO IIOIOKOXHOM IOCTaBKM CPeICTBO IOOCTaBKM B BUIE PYUKU
JIETKO HaXOOUT IIPUMEHEHMEe B IOCTaBKe (QapMaleBTUUYECKOM KOMIIOS3ULIUNA
[I0 HacToAuweMy u3obpeTeHMO. Takoe CpencCTBO IOOCTABKM B BUIE PYUKU
MOXeT OBITH NOOXOOAWMM  OJIS  [IOBTOPHOI'O  MCHIOJIB30BAHMA WK
OOHOPAa30BHM. [lpuTonHOe IJig [IOBTOPHOTO MCIIOJB30BAHUA CPeICTBO
OOCTaBKK B BUIE PYYKHU, Kak I[IpaBuio, UCIIOJIE3YIOT  CMEHHEIN
KapTPUIX, KOTOPEM COIepXUT O(apMalLeBTUUYECKYHD KOMIO3MUMD. [locie
TOTO Kak BBEJIU BCIO bapMalLeBTUUECKYIO KOMITO 3ULIAIO BHYTPU
KapTpumka, " KapTPUIX SBJSETCS I[OYCTBM, I[IYCTOM KapTPUIDK MOXHO
JIETKO CHMMATh U 3aMeHSATh HOBBM KaPTPUIKXEM, KOTOPHM CONEPXUT
bapMalleBTHUUECKYD KOMIO3MLIMIO. 3aTeM CpencTBO IOOCTaBKM B BUIE
PYYKM MOXHO IOBTOPHO MCIOJIB30BaTb. B  OOHOPasOBOM CpenCcTBeE
OOCTaAaBKM B BMUIEe PYYKM He COHOEPXUTCHS CMEHHOTO KapTpuIxa.
HaoGopoT omHOpPasoBOe CPenCTBO NOCTaBKM B BUIE PYYKM OOCTyIaeT
npenBapuTesIbHO HAIlOJIHEHHEIM bapmaleBTUIECKOM KOMITO 3ULIMEN,
comepxauercss B pesepByape B yCcTpoucTee. Ilocyie TOTO, Kak
peszepByap OCBOOOXIawnT OT OdapMaleBTUYIECKOM  KOMIIO3MIIUM, BCE
YCTPOMCTBO MOXHO BHEKUIOLIBATE .

[0151] MuOrMe mnomgxonjAumMe mOJg HNOBTOPHOTO MCIOJb30BAHMSA
cpenCcTBa HOOCTaBKM B BUIEe pPydYeK U ABTOMHXEKTOPOB HaxomaT
NpUMMeHEHMEe TIIPM IIOINKOXHOM IOCTaBKe OQapMalleBTUYEeCKOM KOMIIO3ULIUK

o HacCTodAleMy WM300peTeHMO. I[IpuMMepEl BKJIOYAT, HO UMM  He
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OI'PaHNYMBAKTCH, HalnpuMep, AUTOPEN™ (Owen Mumford, Inc.,
Woodstock, UK), pyuky DISETRONIC™ (Disetronic Medical Systems,
Bergdorft, Switzerland), pyuky HUMALOG MIX 75/25™, PYYKY
HUMALOG™, pyuxky HUMALIN 70/30™ (Eli Lilly m Co., Indianapolis,
IN), NOVOPEN™ I, II m III (Novo Nordisk, Copenhagen, Denmark),
NOVOPEN JUNIOR™ (Novo Nordisk, Copenhagen, Denmark), pyuxky BD™
(Becton Dickinson, Franklin Lakes, NJ), OPTIPEN™, OPTIPEN PRO™,
OPTIPEN STARLET™ u OPTICLIK™ (Sanofi-Aventis, Frankfurt,
Germany) . IlpuMeps OIHOPABOBEIX CPEeICTB HOOCTaBKM B BUIES PYUYKU,
HaxoOsAUMX I[PpUMEeHEeHMe TIIPpM [DOIKOXHOM »OoCTaBke G(apMalleBTUUECKOM
KOMIIO3MLMM II0 HacTodlleMy M300peTeHU0, BKJIOYWAlT, HO MMM He
OTPaHUYMBAITCH, HanpuMmep, pyuky SOLOSTAR™ (Sanofi-Aventis),
FLEXPEN™ (Novo Nordisk) wn KWIKPEN™ (Eli Lilly), aBTOMHXEKTOP
SURECLICK™ (Amgen, Thousand Oaks, CA), PENLET™ (Haselmeier,
Stuttgart, Germany), EPIPEN (Dey, L.P.) m pyuky HUMIRA™ (Abbott
Labs, Abbott Park IL).

[0152] B OHnpeneJsieHHBIX CUTYyaLUUsax bapMalleBTUUYECKYK
KOMIIO 3ULIMIO MOXHO IOOCTAaBJIATH B cucreMme KOHTPOJIMPYEMOT O
BbICBO@O)K,HeHMFI . B OIOHOM mnus3 BapI/IaHTOB OoCylmeCTBIJICHMA MOXHO

MCIIOJIb30BAaTh Hacoc (cm. Langer, Beme; Sefton, 1987, CRC Crit.
Ref. Biomed. Eng., 14:201). B OpyroM BapMaHTE OCYUWECTBJIEHUI
MOXHO VCIIOJIE30BATH [1OJIMMEPHEIE BelleCcTBa; CM., Medical
Applications of Controlled Release, Langer and Wise (eds.),
1974, CRC Pres., Boca Raton, Florida. B eme ozIHOM BapuaHTe
OCYIEeCTRJIEHUSA CUCTEeMY C KOHTPOJMPYEMBIM BECBOOOXIEHMEM MOXHO
IOMEellaTh B HEINOCPEeACTBEHHOUW OJIM30CTM OT MMIIEHM KOMIIO3ULIUM,
TakuM 00paszoM, HeODOXOIMMOWM HABJIAETCS TOJBKO YaCTb CUCTEMHOWM IO3H
(cm., Hampumep, Goodson, 1984, =B Medical Applications of
Controlled Release, supra, vol. 2, pp. 115-138). Ipyrue CHUCTEMEI
C KOHTPOJMPYEMEIM BEICBODOXIEHMEM ONmucaHsl B o0030pe Langer, 1990,
Science, 249:1527-1533.

[0153] MHBexiMOHHBEIE OpenNapaTs MOTYT BKJIOUATH JIEKAPCTBEHHEE
bopMEL oJis BHYTPVBEHHOM, IOIOKOXHOM, BHYTPUKOXHOU u
BHYTPUMBIIEYHOW  MHBEKLUN, KaleJIbHEIX BBEeIEHMUM U T.I. Takue
MHBEKIMOHHEIE [perapaThs MOXHO I[I0JIydaThk ODIEeM3BECTHEIMU CIOoCOoDaMu.

Hanpumep, wMHBEUMPYEMBIE MNPENapaThl MOXHO IIOJIyYaTb, HalIpuUMeEp,



70

PacTBOPEHMEM, CYCIEeHIMPOBAaHMEM WJIM 3MYyJIbIMPOBAHMEM aHTUTeJla WK
ero CoJM¥, ONMCAHHOM BHIIE, B CTEePUJILHOM BOIHOM cCpenme Win
MacJISHOM  cpele  ODWEeNPMHATO  MCIOJb3YyeMOW  IJId  MHBEeKLMN. B
KayeCcTBe BOIHOM Cpelbl IJig UKHBEKLMNM MOXHO IIPMBECTHK, HAIpUMEP,
busrosoTMUeCKUM  pacTBOP, M30TOHUUYECKUN PacTBoOp, conmepxalmni
TJIOKO3Y UM IpyIMe BCIOMOT'aTeJIbHBle CpelCcTBa M T.H., KOTOPEE MOXHO
UCIOJNIB30BATE B KOMOMHALUM C HOOXONAUMM COJIOOMUIIM3AaTOPOM, TaKMuM
KakK coupT (HanopuMep, 2STaHOJI), MHOTOATOMHEM CHUPT (HANPUMED,
NPONUJIEHTVIMKOJIE, [IOJIUB TUIIEHTJVIMKOJIE ) , HEMOHHOE  [IOBEPXHOCTHO™-
aKTUBHOE BeleCTBO [HanpuMep, nojmucopdarT 80, HCO-50
(IOJIMOKCUD TUJIEH (50 MOJIb ) OPOOYyKT NIPUCOEenUHEHNU
TUOPOTEHM3UPOBAHHOTO KAaCTOPOBOIO Macja)] u T.n. B kadecTsBo
MacJISHOM Cpensl [IPMMEHST, HalpuMmep, KYyHXyTHOe MacJjlo, CoeBoe
MacjJo M T.O., KOTOPBE MOXHO MCIOJIB30BATh B KOMOMHaUUM C
COJIOOUIINBATOPOM, TakMM Kkak OeH3unIbeH30aT, OEHBWUJIOBBIM CIOUPT U
T.O. [lonyuaemMor TakuM 00OpasoM MHBEKLUEeu, [IPEennouTUTEeJSIbHO,
HaIOJIHAODT NOOXOIAWYI aMIyJly .

[0154] TIlpeumymecTBeHHO OGapMaleBTUUEeCKMe KOMIOSBULIUY  IJIS
[IEPOPAaJIBHOTO MM I[IaPEeHTEepPajIbHOT'O  MCIOJIE30BAHUSA, ONMCAHHOTO
BEIIE, IIOJIy4aloT B JIEKAPCTBEHHEX OGopMax B CTaHIOAPTHOM IO3e€,
COOTBETCTBYWIEN IO03€ AKTUBHEIX MHIPEOMEeHTOB. Takue JIeKapCTBEHHHE
bopMEI B CTAaHOAPTHOM IHO3e BKJIOYANT, HaNpuMep, TabJjeTKu, IWUJIOIN,
KallCyJibl, MHBEKUMM (aMIIyJEl) , CyNnosmuTopur M T.n. KojmuecTso
comepXalleroCcd YKasaHHOTO BHIIE aHTUTEJA, KaK OpaBUIIO, COCTaBJIgeT
OpUubIIM3UTEeJIBHO OT 5 npubnmsuresnbHO no 500 MI' B JIeKAapCTBEHHOM
bopMe B CTaHDAPTHOM Ho3e; B dYaCTHOCTK, B OQopMe MHBEKLUN,
NPEenIoUYTUTeJIbHO, UYTOOE YyKasz3aHHOE BHIIE aHTUTEJIO COIepXaJioCh B
KONMMUeCcTBe NOPUMOIM3UTEJIEHO OT 5 npubamusurensHo no 100 Mr u
npudbnusauresabHo oT 10 §npubamsuTesbHo »no 250 MTY OJId OPYTUX
JIEKAPCTBEHHBIX QOpPM.

TepaneBqueCKme [IPVMIMEHEHNMA AaHTUI'E€HCBAIBIBAKIMX MOJIEKYJI

[0155] Hacrosauee nsobpeTeHMre OTHOCUTCH K crocobam,
BKJIIOYAIVIM BBeIOcHUE MHIMBUIOYYMY TepaHeBTquCKOﬁ KOMIIO3MLI NN,
conmepxauen AHTUTEJIO IPOTUB CD3 VI DrucneumndpmruuecKyn
AHTUTEeHCBA3BIBAKRIIYID MOJIEKYJIY, KOTOpad CH@HM@MQGCKM CBA3BIBAETCHA C

CD3 ® AaHTUTIE€HOM-MMUIEHBI (HanpuMmep, CD20) . TepanerTHuUecCcKas
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KOMIIO3ULMSA MOXET CONEpPXaThb JIOOe U3 aHTUTEJ MM OmucneumdmueCcKmx
AHTUTEHCRBA3BIBANIMX MOJIEKYJI, KakK OINMCaHO B HACTOLIEM OINMCAaHUMK, U
bapMaLeBTHUUECKHU IpUYeMJIIEMBIN HOCUTEJIb i  pasbaBUTENb. Kak
UCIIOJIE3YKT B HACTOSAWEM ONMCAaHMM, BHPaxeHMe "HyXIaoUMKCS B 3TOM
MHIVBUOYYM" 0O3HauaeT dUeJiOBeKa WM He 4dBJdileecd UYeJIOBEKOM
XMBOTHOE, KOTOpOe Npo4aBJgeT OOMH wuiau ©OoJiee CUMITOMOB WK
IPM3HAKOB 3JIOKAYECTBEHHOM ONYyXOJM (HanpuMep, MWHIOUBUIYYM, VY
KOTOPOTO BRIABJISIOT Oy XOJIb, Wiy cTrpamamnmmy  oT  Jiobom U3
3JI0OKAUEeCTBEHHBIX OIYyXOJieM, YKaB3aHHEIX B HACTOSlleM OIMCAaHUM HUXE) ,
WM TOTO, KTO MHEM O0pasoM IIOJYyUYMT OJIaTONPUATHOE IeWCTBMUE OT
MHTUOUPORBAHUSA WMJIM CHIWXEeHMA aKTUBHOCTHUM CD20 wmiam yMEeHBIIEHMS UYKCIia
CD20+ B-xkJjieTOK.

[0156] AnTuUTEsa 17 bucneundpruecKue AHTUT'E€HCBA3BIBanIME
MOJIEKYJIEI IO MB00PEeTEHUO (M comepxaume UX TepaleBTUUECKUE
KOMIIOBULIMM) SABJAITCHS OPUIOIOHBIMM B YMCJIe I[IPOYero IJig JIeUeHUS
Jioboro 3aboJieRaHMA WM HAPyUWeHMsd, OpM  KOTOPOM CTUMYJIALIMA,
aKTUBALUA U/ Unim HaopaBJIeHKE VMMYHHOT O oTeBeTa Oyner
OJaTonpPUATHEIM. B YacTHOCTH, OucneumdpmueckKkme aHTUT'EHCBASBBAKINKE
MOJIEKYJIBL NpoTuB CD3/CD20 no HacTodmeMy M300PEeTEeHMI  MOXHO
UCIIOJIb30BATH oJisa JeueHus, npoduilaKk TUKM n/nim YIIy4dleHmM S
coCcTOoAHMA JI0O0OTO 3aboJieBaHMA MM HAPYULEeHMId, CBA3aHHOTO WK
OIOCPEOOBAHHOTO SKCIpeccuen CD20 VI AKTUBHOCTBIO NI
nponubepaumer B-xjeToxk CD20+. MexaHu3aM »OEeNCTBUSA, [IOCPEeICTBOM
KOTOPOT'C IOJIyualnT TepaleBTUUYeCKMEe  CIOCOOBE I[IO0 M300peTeHMD,
BKJIDUAET LUTOIMI3 KJETOK, 3kchnpeccupyouyx CD20, B HOpUCYTCTBUU
50PeKTOPHEIX KJIETOK, HaopuMep, nocpencrsoM CDC, anontosa, ADCC,
barouuToszsa, WM IIOCPEOCTBOM COUYeTaHud OBYX WiIu 0OoJjiee TaKux
MEXAHMU3MOB . JKCcHOpeccupyume CD20 KJIETKM, KOTOPEIE MOXHO
MHTUMOMPOBATE MWJIM YHMUTOXATb C MCHOOJIB30BAHMEM OucHeumndmuueCKmx
AHTUTEHCBA3HBAKINMX MOJIEKYJI IO MU300peTeHMO, BKJIOYAKT, HAIpMUMEpP,
TYMOPOTE€HHbEIEe B-KJIETKU.

[0157] AHTUTeHCB43bIBaAKLIIME MOJIEeKYJIBL jnfe) HaCTOoAlleMy
MB00PETEHMI MOXHO MCIOJBE30BATH OJA JIedeHUd, HalpuMep, [IepPBUUHBIX
U/UMM METACTATUUECKMX ONYXOJIelM, BO3SHMKANIMX B TOJOBHOM MO3Te K
ofoJiouKax TOJIOBHOTO MO3Tra, POTOIJIOTKE, JEeTKOM U OpPOHXMUAJILHOM

epepe, XeJIlyOOYHO-KMIIEYHOM TpaKTe, MYyXCKMX WM XEeHCKMX II0JIOBBIX,
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MEBIIILE, KOCTH, KOXe 171 npuiaTkKax, COeIMHUTEJILHOU TKaHU,
ceJjieseHKe, MMMYHHOM CuCTeMe, o00pasynlrxX KPOBb KJIETKAX M KOCTHOM
MO3Te, IIedYeHM M MOUYEeBEBOONAWMX MNYyTAX, U CHeuMaJM3UPOBaHHBIX
opraHax d4YyBCTB, TakKuUxX Kak 1Jas3. B onpenejyieHHBIX BapMaHTax
OCYyUeCTBJIEHUAI OucneuudpmruecCkKmrMe aHTUTEHCBA3BBANIME MOJIEKYJIEL 10
M300PEeTeHUD UCIOJb3YT OJig JIeUeHMs OIHOUM MM 0OoJiee M3 CJIeOyolMX
HIDKE 3JIOKAYECTBEHHBEIX  OMYyXOJIen: [IOUEUYHOKJIETOUHOM  KAaPLMHOMEI,
KapUMHOMEL IIOIKEJIYIOYHOM XeJie3sl, pakKa MOJIOUHOM XeJie3bl, paka
TOJIOBEL M lWley, paka [OpelcTaTeJIbHOM XeJie3sl, 3JI0KadeCTBEHHLIX
TJIMOM, OCTEOCaPKOMEI, KOJIOPEKTAJIBHOT'O paka, paka XKeJyoKa
(HanpuMep, paka xejynka ¢ yBeJaudyeHueM MET), 3J0KadyeCTBEHHOU
ME30TeJIMOMEI, MHOXECTBEHHOM MMEJIOMHI, paka AUYHUKAE,
MEJIKOKJIETOWHOT'O pPaka JIeTKMX, HEeMEJIKOKJIETOYWHOI'O paka JeIKUX,
CMHOBMUAJILHOM CAPKOMBI, paka UWUTOBUIHOM XeJie3bl WM MEeJIAHOMEL.
CorJjilaCHO ONpPeneJIeHHEIM MWJIJINCTPATMBHEIM BapuMaHTaM OCYyUEeCTBJICHUA
ftucneumupmuuecKue AHTUTEHCBA3bEBALIINKE MOJIEKYJIBI 1o HacTodlueMy
U300PEeTeHND MCIONL3YIT IJia JIeUueHrs B-KJIeTOUHOM 3JI0KAUEeCTBEHHON
oIy XOJIN (HanpuMep, JuMoMBl  XOIXKMHA, HEXOIXKMHCKOM  JIMM@OMEI
[NHL], JsumbpoBiacTHOTO Jenkoz3a/aMMbhoMel M3 OIpellleCTBEHHUKOB B-
KJIETOK, HeOoIlJlalsulM 3pesbiXx B-KJjeToK, B-KJIETOUHOTO XPOHUUECKOTO
JIUMOOLMTAPHOTO  JIEMKO03a/MEeJIKOKJIETOUHON  JIMMGOOMEI, B-KJIETOUHOTO
OPOIMMOOLMTAPHOTO JIeVKo3a, JUMMOONIa3MOouMTapPHOM JUMOOMBI, JIMMGOMEI

MAHTUMHBEIX KJIETOK, OQOJIIMKYJIAPHOM JIMMOOMEI, KOXHOM OGOJIIUKYJISAPHON

HeHTpansHoOM JuMboMEl, JIMMOOMEI M3 B-KJIETOK MapI'MHAJIBHOM SOHEH,
BOJIOCATOKJIETOUHOTO JenkKo3a, oubdy3HOM B-KpPYIIHOKJIE TOYHOM
JIMMOOMEHI, JIMMO OMBI Bepxurra, [1JIa3MOLIMTOMEI, [JIa3MaKJIETOUHOM

MMEJIOMEL, IIOCTTPAaHCIIJIaHTAalMOHHEBIX J'II/IM(]L)OHpOJ'[M(I)epaTMBHbIX HapyLL[eHI/HZ ’
MaKpPOTJIOOYIIIMHEMUU BasmbmeHcTpeMa 17 AHAIJIACTUYECKOM
KPYTIHOKJIE TOUHOM JIMMOOMEI) .

[0158] CorJlacHO onpenesieHHBIM BapraHTaM HaCTOAULEeTro
I/IBO@peTeHMH AHTUTeHCBA3bIBaIMe MOJIEKYJIBL MOTYT IIoOXOoOMThb IOJIA
JleueHusd IIalueHTa, CcTpajanmero B-kjieTodyHOV JurMbOMOM (HanpuMmep,
NHL), xoTopas SABJISeTCH YCTOWUMBOU WMJIM HEINOJIHOCTHBID pearupynlen
Ha Tepanrio TOJbKO aHTUTejaMu HpoTus CD20 (HanpumMep, yCTOWYMBOU
K Tepanmm PUTYKCHUMaOOM) . Hpyrue POIOCTBEHHEIE BapPMAaHTH

oCymeCTBIICHUA I/IBO@peTeHMF{ OTHOCATCHA K criocobaw, BRKJTIOY A IMM
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BReZeHMe OucneumdruecKoMr AaHTUIEeHCBSS3BEBALIEN MOJIEKYJIHL [TPOTHUB
CD3/CD20, kak oOnMcaHO B HACTOANEM ONMCAHUU, [NALUEHTY, KOTOPBIA
cTpamaeT B-kjeTouHol JmumbomMom (HanpumMep, NHL), kxoTopasd aBJISeTCH
pedbpakTepHOM K Tepanuu aHTUTeJaMu nOpoTtuB  CD20 (HanpumMep,
NaLUMeHTy C pedpaxkTepHOM K purykcuMady Oy XOJILIO W C
peunMIMBUPYLLEN WM pedpakTepHOM B-kijleTouHoM JmMpomon) . s
onpenesyieHudg, cTpamaeT JiM IalMeHT TakKOoM OIyXOJIb, KOoTopad
ABJISEeTCHA YCTOWUMBOM, HEIOJIHOCTBHI pearupyoler min pedpaKTepHOM K
TepanuM TOJIBKO aHTuTejsaMu nOpotur CD20, MOXHO MCIOJIB30BATH
M3BECTHHE B IaHHOM o0OJIacTK aHaJIMTUUECKME CHOCOOBEl U CHOCOOH
OVATHOCTUKM, TakMe KaK CKAHMPOBAHME OINyXOJM M T.n.

[0159] HacTosdaumee wu300peTeHMEe TakKXe OTHOCUTCHA K crnocobawm
JleUeHMdI OCTATOUHOM S2JIOKAUECTBEHHOM ONYXOJM Y MHIMBUIYyMa. Kak
MCIIOJIb 3YIOT B HacToAlleM ONnMCaHuu, TEePMUH "ocTaTouHasa
3JI0KaYeCTBEHHAaA onyxoJip" O3HauvaeT CylLleCTBOBaHUE nm
[IePCUCTEHLMD OIHOMI 1ZWpeZs DoJsiee 3JI0Ka4ueCTBEHHEBIX KJIETOK y
MHOVBUAOYYMa I[IOCJIe JIeUeHMs  Tepanmer HOPOTUB  3JI0OKAUEeCTBEHHOU
OIYyXOJIM .

[0160] CorJiacHO onpeneJsieHHBIM acrexkTam HacTodluee
n3o0b0peTeHre OTHOCKUTCA K crnocobaMm JiedeHMda  3aboJieBaHMA WU
HapylleHrs, CBA3aHHOT'O C »kchpeccuen CD20 (Hanpumep, B-kjIeTOUHON
JIMMOOMEI) , BKJIOUAKIMM BBeIeHMEe OIHOM wuian 60oJiee OucneuudpruuyecKmx
AHTUTEHCBSASLEIBAKIMX MOJIEKYJI, ONMCHIBAEeMBIX B JIPYI'OM MecTe B
HAaCTOSAMEeM ONMCAaHUM, WHIMBUIYYMY IIOCJIe TOTO, KaK MWHIOVBUOYYM
oJjlyduajJyl MOHOTepalMion aHTuTejamu nOpoTus CD20 (Hanpumep, [ocje
BBEeIeHUS bapmauieBTMUECKONM  KOMIIO3ULIUM, comepxamery  aHTUTEJIO
nporue CD20, TakKoe Kak PpPUTyKCcuMao) . Hanpunmep, Hacroduee
nszobpeTeHre OTHOCUTCH K Crnocofam JiedeHus B-KJIETOUHOM JIMMOOMEI,
BKJIOUAKIMM BRBeOeHle OUCHEelUMPUUEeCKON aHTUTEHCBA3BBAKIEY MOJIEKYJIB
nporue CD3/CD20 mnaumeHTy uepes 1 CyTku, 2 CyTOK, 3 CyTok, 4
CYyTOK, 5 cyTok, 6 cCcyTok, 1 Hemesw, 2 Hejmeau, 3 Hejgeau wuiam 4
Hepjenu, 2 Mecdua, 4 wMecsdaua, 6 MecdueB, 8 MecdlerR, 1 Too WK
foJjlee mocJe TOTO, KaK UMHIUMBUIYYM [OJIydajl MOHOTEPAaNM aHTUTeJaMU
nporur CD20 (Hanpumep, JedeHMEe PUTYKCUMaOOM MJIM DSBKBUBAJIEHTHOE
eMy JiedeHMe). B OpyruxX acoekTax MHIMBUAOYYMY CHauajla BBOLAT

OrcrneumMdmuiIeCcKyn AHTUT'EHCBSA3BIBAKIYI  MOJIEKYJIY IO M300pPETEHUD
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(BucneundpruecKyin aHTUTEHCBI3BBANIYD MOJIeKyJly npoTrur CD3/CD20),
comepxawyio nomMeH Fc IgG4, B omuH wuam OO0Jlee MOMEHTOB BpPEMEHU
(HanpuMep, g obecnedeHus YCTOWYUMBOTO IIEPBUYHOTO CHUMXEHUSI
yumcjia B-kJjieToK) c [10CJIe oYUM BBeIeHUEM 3KBUBAJIEHTHOMU
fucrneumdmrueCKoy aHTUTEeHCBA3EIBAKLIEN MOJIEKYJIEl, CcolepXallell IpyToM
nomeH IgG, Taxkom kak x»omMeH Fc IgGl, B mnocjienyoume MOMEHTEI
BpPEMEHN.

CriocoOOBl KOMOMHUPOBAHHOT'O JIEUEHUS M COCTABEHI

[0161] HacrTodumee m300peTeHME OTHOCUTCH K crnocodaM, KOTOPBIE
BKJIOUAIT BBelIeHMEe (QapMalleBTUMUeCKOM KOMIIO3ULMUM, CcolepXxallel Jiodoe
U3 WUIJIOCTPATUBHEIX AHTUTEJ U OUCHeUMPUUECKMX AHTUTEHCBAS3BEIBALINX
MOJIEKYJI, OINUCBIBAEMBIX B HaCTOALIEM ONMCaHMM, B KOMOMHALUM C OIHMM
1ZRpZi DoJee OOIIOJIHUTEJIb HBIX TepalneBTUUEeCKUX CpencTs.
VnnmocTpaTUBHEIE NOOIOJIHUTEJIBHBIE TepaleBTUUeCKMe CPpencTBa, KOTOPBE
MOXHO KOMOMHUPOBATH 1ZR3Z! BBOIUTH B KOMOMHAaL NN c
AHTUTIEHCBA3LBaKlIEN MOJIEKYJION 1o HacTo4lWeMy 1M300peTeHuUn,
BKJIOYUAT, HaNpuMmep, aHTaroHucT EGFR (HanpuMep, aHTUTEJIO NPOTUB
EGFR [HanpuMep, merTykcuMmad WU NaHUTYMyMao ] WU
HU3KOMOJIEKYJIAPHEM  uHTUOUTORP EGFR [HanpuMmep, reduHNTMO WK
spjgoTuHMO] ), aHTATOHMUCT IJIPYyTI'Oor'o MNpeIcTaBuTesid cemencrea EGEFR,
Takoro kKak Her2/ErbB2, ErbB3 wnmm ErbB4 (HanpuMmep, aHTUTEJIO
npoTue ErbB2, ErbB3 wmnm ErbB4 wmiay HMBKOMOJIEKYJISPHBIM MHTUOUTOP
AKTUBHOCTHU ErbB2, ErbB3 Wi ErbB4), AHTATOHUCT EGFRvIII
(HanpuMep, AHTUTEJIO, KOTOpoOe crieundUUeCcKm CBA3BIBAETCH c
EGFRvIII), a”HTaroHucTt cMET (HanopuMmep, aHTUTEJO NOpoTuB CcMET),
aHTaroHuct IGF1R (HanpmuMmep, aHTUTeJO OpoTMB I1GF1R), wHHTHOKTOD
B-raf (manpumep, BpBemypabenut, copadpenutd, GDC-0879, PLX-4720),

MHTUOUTOP PDGFR-a (HanpuMmep, AHTUTEJIO IPOTUB PDGFR-a) ,

UHTUOUTOP PDGFR-f3 (HanpuMmep, AHTUTEJIO IPOTUB PDGFR-fB),
aHTaroHuct VEGF (manpmumep, VEGF-Trap, cMm., HamnpuMmep, US 7087411
(Taxxe oOO3HauaeMbBl B HACTOAWlEM ONMCAHMM kak "uHruOupywoumi VEGF
cauTer ©Oesyiok"), aHTUTeJs 0 npoTtur VEGEF (HanpuMmep, Oepaumsymabd),
HM3KOMOJIEKYJISPHEIM KMHA3HE MHIMOMTOP peuLenropa VEGF (Hanpumep,
CYHUTUHUO, copadenmd nuin nazonaumod) ), AHTATOHUCT DLL4

(HanpuMmep, aHTUTeNO npoTus DLL4, packpeitoe B US 2009/0142354,
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Takoe kak REGN421), anTaroHucT AngZ (HanopuMep, AaHTUTEJIO OPOTUB
Ang2, packpeToe B US  2011/0027286, Taxoe kak H1H685P),
aHTaroHuct FOLH1 (manpmmep, aHTHTesO NpoTwus FOLHI), aHTaroHMCT
PRLR (HanpmMmep, aHTUTeJso npoTtue PRLR), anTaronmumcT STEAPl wam
STEAP2 (Hanpumep, aHTHTesOo npoTtus STEAPl wmam aHTUTEJIO HOPOTUB
STEAPZ), AHTATOHUCT TMPRSS2 (HanpuMep, AHTUTEJIO [IPOTUB
TMPRSSZ2), ad”TaroHucT MSLN (HanpuMmMep, aHTUTEJO OpoTuB MSLN),
anraroHucTt CA9 (HanpuMep, aHTUTeJso nOpotue CAY9), aHTATOHUCT
YPOIJIakKrHa (HanpuMep, AHTUTEJIO [IPOTUB YPOIJIaKMHA) ,
ONHOBAJIEHTHHM aHTaroHucT CD20 (HanpuMmep, OOHOBAJIEHTHOE AaHTUTEJIO
nporuB CD20, Taxkxoe kak purtykcuMad) um T.n. JJpyrue Cpencrsa,
KOTOPBIE MOXHO 3OOEeKTUBRHO BBOIUTH B KOMOMHaUUU C
AHTUIT'€HCB A 3EIBAIUMU MOJIEKYJIaMU 1o 1M300peTeHUn, BKJIOYAT
MHTMOUTOPEL LUMUTOKUHOB, BKJIOYAA  HMBKOMOJIEKYJIAPHEIE  MHIUOUTOPEL
UMTOKMHOB M AaHTUTEJIa, KOTOPHE CBA3BBAKNTCA C LUMTOKMHAMU, TaKue
xax IL-1, IL-2, IL-3, IL-4, IL-5, IL-6, IL-8, IL-9, IL-11, IL-
12, IL-13, IL-17, IL-18 wmiu uUX COOTBETCTBYOUMMM PeELENTOpaMMA.
dapmalLleBTHUUECKMKE KOMIIO 3ULLUM 1o HaCTOAlEeMy M300peTeHUn
(HanpuMep, bapMaLeBTHUECKMKE KOMIIO3MLIKN, comepxauue
OUCIelnMOnuUeCcKyn aHTUIEeHCBSASHBAWLIYD MOJIeKyJly npoTrms CD3/CD20,
Kak ONMCAaHO B HACTOAWleM ONMCAaHUM) TakXe MOXHO BBOIUTHL KakK YacCThb
CXEeMEl JIeueHMs, [IpeAyCMaTPpMBalUErO BBeIeHMEe ONHOM win 0oJiee
TepaneBTUUECKUX KOMOMHALIUN, BEIOpaHHEIX M3 "ICE": wubocoammna
(HanpuMep, Ifex®), KapOOoIJaTuHa (HanpuMmep, Paraplatin®),
sTono3una (Hanpumep, Etopophos®, Toposar®, VePesid®, VP-16);
"DHAP": oexcaMeTasoHa (HanpumMmep, Decadron®), uuTapabmuHa
(manpuMep, Cytosar-U®, umTo3MHapabuHO3MIa, ara-C), UMCIIJIaTHUHA
(HanpuMep, Platinol®-AQ), n "ESHAP": osTomnosmuma (HanpuMep,
Etopophos®, Toposar®, VePesid®, vp-16), METUIINIPENHU30JIOHA
(HanpruMep, Medrol®), uuTapadbMHa B BBEICOKMX IO03ax, ULUMCIJIATHUHA
(HanpumMep, Platinol®-AQ).

[0162] Hacrosguee ns3o0peTeHre TaKxe OTHOCUTCSH K
TepaneBTUUECKUM KOMOMHalMAM, comepXxallyM JIOOYHO m3
AHTUTEHCBA3BBALIMX MOJIEKYJ, YKas3aHHEIX B HaCTOdAlleM ONMCaHMMK, U

MHTUOUTOP oJHOoTOo wuim Oojiee u3 VEGF, Ang2, DLL4, EGFR, ErbB2,
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ErbB3, ErbR4, EGFRvIII, cMet, IGF1R, B-raf, PDGFR-aq, PDGFR—B,
FOLH1, PRLR, STEAP1, STEAP2, TMPRSSZ2, MSLN, CAS, ypomnjakuHa WU
JIOOOTO M3 YKAa3aHHBIX BHUIE LIUTOKMHOB, T'Ie MUHTUOUTOP OPEeICTAaBJISET
cobou anramep, AHTUCMEBICJIOBYIO MOJIEKYITY, pubosumM, M PHK,
[IenNTUIHOEe AaHTUTEJIO, HAHOTEeJIO WM OpaTrMeHT aHTuTeJla (HanpuMmep,
dparmenTt Fab, F(ab'). oparmenT, oparmenT Fd, oparmenT Fv, scFv,
bparmenT dAb, waM IJpyrMe KOHCTPYMPYEMEBIE MOJIEKYJBE, TaKKe Kak
omarena, TpUuaTesa, TeTpaTesa, MUHUTEJIa u MMHMMAJIb HEIE
pacrosHawoume eOVMHULIEL) . AHTUTEHCBS3bIBALIIME MOJIEKYJIBI 1o
M300PEeTeHNID TakKXe MOXHO BBOIMUTL U/UJIM COBMECTHO GOPMyJIMPOBATH B
KOoMOUMHALIY c [IPOTUBOBUPY CHEIMU npenaparTramMu, aHTUOMOTUKAMU,
aHaJIbTeTuKaMu, KOPTHUKOCTEepOuIaMu u/umnn NSAID.
AHTUTEHCBSA3BIBAKIME MOJIEKYJIEI 10 MB300pPEeTeHMI TakXe MOXHO BBOIUTH
KaK dYacCTb CXEMbl JIeUEeHMS, KOoTopas Takxe OpenycMaTpuBaeT JieueHMue
obsiyueHueM u/miay OBUENPUHATYD XUMMUOTEPATIUD.

[0163] HONOJHUTENBHBEIM TEepPaleBTUUYECKM AKTUBHEIM KOMIIOHEHT (bBI)
MOXHO BBOIUTDH HEeIoCpenCTBEHHO nepemn, ONHOBPEMEHHO W
HENOCPEeOCTBEHHO II0CJIe BBEIESHUS AaHTUTEHCBSASLBAKIEN MOJIEKYJH I10
HacTosAmeMy wul0bpeTeHMbD (IOJa LeJjiel HACTOAMEeTro ONMCAaHMd Takue
cxeMbl BBEIOEeHMS pPacCMaTpMBanT KakK BBEIEeHMEe aHTUTEHCBS3BBAKIEN

MOJIEKYJIbI B KOMOMHALIUM c" OOTIOJIHUTEJIb HBIM TepareBpTUUYeCKHU
AKTUBHBIM KOMIIOHEHTOM) .

[0164] Hacrosmee wun300peTEeHME OTHOCUTCA K OQapMaleBTUUECKUM
KOMIIO 3ULIUAM, B KOTOPEIX AHTUTEHCRB S 3bIBalIy0 MOJIEKYJTY o
HacToAWeMy M300peTeHuK BBOIOAT COBMECTHO C OOHMM WM 0OoJee
IOONOJIHUTEJIbHEIX TepaleBTUUYeCKM AaKTUBHEIX KOMIIOHEHTOB, KaK OINMCAHO

B IOpyI'oM MeCTe B HacCcTodAleM OIIMCaHMM.

CxeMbl BBeIeHMS

[0165] CorJlacHO onpenesie HHBIM BapraHTaM HaCTOAULEeTro
n300peTeHrsa  MHOTOKPATHHE O3Bl AHTUIEHCBA3BBALIEN  MOJIEKYJIE
(HanpuMep, aHTUTE A [IPOTUB CD3 WIm Bucneunpnue CcKoMm
AHTMITEHCBA3BIBALIIE)Y MOJIEKYJIE, KoTopas crheuuduueCKM CBA3EBAETCH C
CD20 m CD3) MOXHO BBOIUTbL MHIUBUIYYMY B TeUEHMUE OIPemNeJIEHHOTO
nepuona epeMeHr. COIJIACHO 3TOMYy AacCIeKTy Ku300peTeHud CIOCOOE

BKIIOYAKT TIIocJsiegoBaTeJIbHOE BBeICHMEe MHIOVMBMIOAYYMY MHOT'OKPATHBIX IIO3
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AHTUTEHCBSASEIBAKIEN MOJIEKYJIEL I[10 wU300peTeHMn. Kak MCHIOJBE3YRT B
HacToqueM OoOomMcaHumM, "nocjiemoBaTeJIbHOE BBeIeHme" o3HadaeT, UYTo
KaxIoyin IJO03Y AaHTUTEHCBS3LBALIEN MOJIEKYJIHI BBOOST MWMHIMBUIYYMY B
OpyTom MOMEHT BPEeMeHH, HanpuMep, Ha opyrue CYTKMU C
npenonpelesjieHHEIM MHTEePBAaJIOM (HanopuMep, dYach, CYTKMK, HeIOeau WK
Mecaursl) . HacTosamee wum300peTeHMe OTHOCKUTCA K crnocobaMm, KOTOPHE
BKJIOUAT rnocJjenoBaTeJIbHOe BBeJeHME NalmeHTy OINHOKPATHOM
HauaJIbHOM  OO3bl AHTUIEeHCBSA3LBALIENM  MOJIEKYJIBL C IoCcJenynumM
BReIeHMEeM OIHOM wiu 0oJiee BTOPUYHBIX 03 aHTUT'EHCBI3LBALIEN
MOJIEKYJIEL UM HeoO0sa3aTeJIbHO C I[IOCJenyllMM BBeIeHMEeM OIHOM WK

foJjlee TPEeTbBUX O3 AHTUIEHCBSASBBBAWUEN MOJIEKYJIBL.

[0166] Tepmuuer "HauajsbHada pgosa', "BTOpUUYHEIE 0O3B" U
"TpeTeM HO3EI" OTHOCATCH K IIOCJIEOOBATEJIBHOCTU BBEIEHMA  BO
BPEeMeHM aHTUTEeHCBA3BEBalIler MOJIEKYJE [0 mu3obpereHun. TakuMm
obpasouM, "HauaJibHasg no3a" mnpencTaBJssgeT cofoM o3y, KOTOPYD

BRBOIAT B HauaJie CXeMbl JledueHUus (Takxe obolsHauaeMyn KakK "mucxomHasd
nosa"); "BTOpMUHBEIE OOS3H" HOPEenCcTaBJSAOT COOOM OOBB, KOTOPHE
BBOIAT I[IOCJI€ HAYAJIbHOM OO3E, U "TpeTbu JO3H" OpelcTaBJIsnT CcoOOU
IOO3BI, KOTOPHE BBOIAT IIOCJIe BTOPUUHBEIX J03. Bce HauaJbHBE,
BTOPUUHEIE UM TPEeThbUM MOTYT COINEPXATh OIMHAKOBOE  KOJMUUECTRBO
AHTUTEHCBS3BIBARIEN MOJIEKYJIB, HO, KakK I[IPaBUJIO, MOTYT OTJIMYATHCS
OpyT OT »OpyTra dYacToTouM BBeleHus. OOHAKO, B OIpelesIeHHBIX
BapraHTax OCYUECTBJIEHUSA KOJUUECTBO AHTUTEHCBA3BBANIEN MOJIEKYJIH,
comepxamercss B  HaYaJIbHOU, BTOPMUYHBEIX U/MJIM  TPeTbUX HO03ax,
OTJIMUAEeTCH oIpyT oT opyra (HanpumMmep, npu HeOoOXOOUMOCTHU
yBeJIMUeHHOe WJIM YMeHbIIeHHOEe) BO BpeMsa KypcCa JIeUeHUd. B
ONpeleJIeHHEIX BapMaHTax OCYWeCTBJIeHUS IOBe WU OoJjiee (HanpuMmep,
2, 3, 4 wnr 5) @Hmo3 BBOOAT B Hauajle CXeMHl JieueHMd Kak "yIOapHBE
Oo3pl" ¢ JajJbHeMllMM BBEeISHMEeM IMIOCJeOYyOIMX I03 C MeHbIIeM YaCTOTOM
(HanpuMep, "nommepxupaomye nos3e") .

[0167] B omHOM IWIJIKCTPATUBHOM BAapMAHTE  OCYLECTBJIEHUA
HACTOAmMETro M300peTeHrs KaxXIAyln BTOPUUHYH U/UIM TPETLD 03y
BBOOAT OT 1 mo 26 (Hanpumep, 1, 1%, 2, 2%, 3, 3%, 4, 4%, 5, 5%,
6, 6%, 7, 7+, 8, 8%, 9, 9%, 10, 10%, 11, 11%, 12, 12%, 13, 13%;,
14, 14*%, 15, 15%, 16, 16*, 17, 17%, 18, 18%, 19, 19, 20, 20%,
21, 21%, 22, 22%, 23, 23%, 24, 24%, 25, 25%, 26, 26% wunu OoJjee)
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HeleJb HEeNOCPeOCTBEHHO rnocJe IpenmeCc TBYIEN IIO3Hl. Kaxk
UCIIOJIb 3YIOT B HacToAlleM ONMCaHuu, dppasa "HenocpenCTBEeHHO
npeuecTepyolas no3a" O03HadaeT B HNOCJIEeIOBATEJIbBHOCTM MHOTOKPATHBIX
BBeﬂeHMﬁ 03y aHTMPeHCBHBHBaDmeﬁ MOJIEKYJIBI, KOTOPYIO BBROIOAT
MauMeHTy IO BBEeIeHMS KaxXIOoMW CJienyollel O3B B [I0CJenOoBaTeJIbHOCTU
0es3 NPpOMEeXyTOUYHEIX IO3.

[0168] Cniocofel IO 3»TOMYy acCleKTy M300peTeHMd MOTYT BKJIOYATH
BReICcHUE [IaumeHTy JIIOOT O umcijia BTOPUYHEIX M/MHM TPeTbUX 03
AHTUTEHCBSASEIBAKLIEN MOJIEKYJIH (HanopuMmMep, aHTuTresa OpoTuB CD3 wuiau
ucneumnduueCcKom AHTUT'eHCBASLIBALISN MOJIEKYJIEL, KoTOpada
crneunmudmuueCcKu CBASEIBACTCH C CD20 u CD3) . Hanpumep, B
ONpeneJIeHHEIX BapMaHTax OCYUWEeCTBJIeHMS [allMeHTy BBOIAT TOJIBKO
OIHY BTOPUUHYI IO3y. B IpyTIMx BapMaHTax OCYUECTBJIEHMSA [IaALUEHTY
BBOOAT nOBe wmiau 6Oojiee (Hanpumep, 2, 3, 4, 5, 6, 7, 8 wunu ©Gojee)
BTOPUYUHBIX o03. AHAJIOTMYHO, B onpeneJsie HHBIX BapMaHTax
OCYUECTRBJIEHUA [NAaLMEeHTYy BBOLNAT TOJIBKO OOHY TPEeThI I03y. B Opyrux
BapMaHTax OCYIUEeCTBJIEHUSA NalMeHTy BBOIOAT oBe WUIIN BoJiee
(Hanpumep, 2, 3, 4, 5, 6, 7, 8 wunu OoJjee) TPeTbUX NO3.

[0168] B BapmaHTax OCYUECTBJIEHMS, BKJIOUALIMX MHOTOKPATHLHE
BTOPMYHEIE IOOS3EI, KaXOyrn BTOPUYHYK OO3Y MOXHO BBOIUTE C TOﬁ Xxe
yacToOTOM, Kak u gpyrue BTOPMYHEIE  IOS3HL. Hanpuwmep, KaxIoyio
BTOPUYUHYIO O3y MOXHO BROIVTDH IIauMeHTyY oT 1 oo 2 HeIoeJlb
HEernoCpenCTBEHHO rocJie npenmecTBYIEN  OOS3H. AHAJIOTUYHO, B
BapMrMaHTaXxX OCyleCTBJIEHUA, BKIIOYAKIMX MHOIT'OKpPATHEBEIE TpeTbUM HOOS3HI,
KaxIOyrn TpeTbl OJ03Y MOXHO BBOIUTH C TaKOﬁ Xxe qaCTOTOﬁ, Kak "
OopyTrue TpeTbM »OO3bl. Hamnpumep, KaxOyw TPEeTbBD IO03Y MOXHO BBOIUTH
naiyeHTy OT 2 no0 4 Hemesib HENOCPeICTBEHHO IIOCJie NpelecCTRYoIeN
OO3HI. AJILTEPHATUBHO, yacrora, C KOTOPOu nalumMeHTy BBOOAT
BTOPUYUHYIO M/MHM TPeTb O3Bl MOXEeT M3IMEHATBCHA B TeUeHUMEe Kypca
JiedeHM4d, Bpaq TaKXe MOXeT peryjinpoBaTb JacToTy BReICcHMSA BO
BpeMsd Kypca JIeUeHnda B 3aBUCHMOCTHU oT rnorpefHOCTEN
MHOIMBUOYAJBHOTO IallMeHTa I[I0CJieé KJIIMHUUECKOT O oOCJeloBaHMUS.

Buagsl OIMarHOCTUYUECKOT'O MCIIOJIbB30BAHMSA AHTUTE

[0170] AuTmTesia npoTub CD3 no HacTodmeMy M30OPETEHMI TAaKXE
MOXHO MCIIOJIB30BaThb OJIA IOeTeKUIUMN M/MHM MUSMEPEeHMA DBKCIIpeCCUpPpyRIMX

CD3 wmmm CD3 xJjeTtox B obpasue, HaNpMMEp, B OMATHOCTUUECKMUX
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uenax. Hanpumep, a”HTHUTeno npoTtus CD3 mam ero ¢QparMeHT MOXHO

MCIIOJIB30BATh IJIA INMaTrHOCTUKMU COCTOAHMUA MJin 3a6OJ'[eBaHI/IF{,

XapaKTepu3yoierocs abeppaHTHON BKCIIPEeCcCUen (HammpuMep,
CBEepXBKCIpeccuen, [TOHVXEHHOM IKCIpeccuen, OTCYTCTBUKEM
3KCHOpeccur u T.n.) CD3. MnnoCcTpaTHMBHBIE IUMATHOCTUUECKME AaHAJIMIBE

CD3 MOTYyT BKJINYATL, HANpUMep, OpuBeIeHMe obpasla, NoJydaeMoTo Yy
rnaurMeHTa, B KOHTAKT C aHTUTeJsioM NOpoTuB CD3 no usobpeTeHUD, ITIe
AHTUTEJIO NPOoTHUB CD3 MeTdAT IeTEeKTUPYEMOM METKOM WMJIM PelopTepHOM
MOJIEKYJIOM . AJIbTEPHATUBHO, HEMeUeHOe aHTUTEJIO IOpoTuB CD3 MOXHO
MCIIOJIB30BATh B IOMATHOCTUUECKMX [IPMMEHEHMAX B KOMOMHALUMM C
BTOPUUHEIM AHTUTEJIOM, KOTOpOe caMOo IO cebe HABJSeTCHS MEYEeHEM C
BOBMOXHOCTBI HOeTekKuuMu. JeTeKTupyeMasd MeTKa WM pPenopTepHad
MOJIEKYJIa MOXEeT IMPelCcTaByiaTh coO0M pPaIMOaKTUBHEI WM30TON, TakKOM
Kak 3H, l4c, 32p, 353 WU 1257, bIIYOPECLEeHTHYIO U
XEeMUJIOMMHECLIEHTHYD MOJIEKYJIY, TaKyln Kak OQIyopeCLeMHM3OTUOLMAHAT
iy pozmammH, win bdepMmeHT, Takou kak wejouHasa ¢docdaTazsa, Oera-
rajlakTosmumasa, IepokcuIasa xpeHa wiam Jgouudpepasa. KoHkpeTHBE
WMJIJIOCTPATUBHEIE AHAJIMBE, KOTOPBIE MOXHO MCIIOJIB30BATH OJIS OEeTEeKLUU
1ZRpeZ} MB3MEPEeHUH CD3 B obpasue, BKJIOYAIT TBepnoba3HEM
MMyHObepMeHTHEM aHam3 (ELISA), paIuOMMMYHOJIOTMUECKMM aHaJu3
(RIA) um axTUBMpPpYeMybL O&JyopecleHLMen COPTUPOBKY kJjeTok (FACS).
OOpaslpl, KOTOPHIE MOXHO MCIIOJIE30BAThH B IUMATHOCTUUECKUX aHaJM3ax
CD3 mo HacToAmeMy M300peTeHMD, BKJIOUAKT obpasel JimodoM TKaHM WM
XKUOKOCTHM, I[OJIydaeMblM Yy IIallMeHTa, KOTOPHM COHNEPXUT OeTEeKTUPYEMBIE
KonmuuecTBa Oenka CD3 wmiau ero OQparMeHTOB B HOPMAJIBHBIX MJIM
[IaToJIOTUUECKUX COCTOAHMAX. Kak npasBuiio, ypoBHM CD3 B KOHKPETHOM
obpazlue, IOJydYaeMOM Yy 3IOOPOBOTO HalueHTa (HaopuMmep, IalMeHTa,
He crTpamapomero 3abojieBaHUMEM WM  COCTOSHMEM, CBSA3a@aHHBIM C
AHOMAJIBHEIMM YPOBHAMM WM aKTMBHOCTBI CD3), usMepdwoT Ijga TOro,
yTOOE M3HAYAJIbHO YCTAHOBMTL (QOHOBHIM WM CTAHOAPTHREIY YPOBEHD
CD3. 3BareMm 3TOoT QOHOBEM ypoBeHbL CD3 MOXHO CPaBHMBATL C YPOBHAMU
CD3, wu3MepdeMbMM B ofpasluax, [OoJiydaeMbIx Yy MHIOIMBUIYYMOB, VY
KOTOPHEIX [NONO3peBalT CBA3aHHOe ¢ CD3 3abojeBaHMe MM COCTOSHHUE.

ITPUME PEI

[0171] Crnenyoume HMWXE NPMMEPBE NPMBOOAT HOJIA TOTO, UYTOOE

NpenoCTaBuUThL CHellMaaucTaM B JaHHOU oOJacTM T[OJIHOE PAaCKPHTHUE U
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ONMCaHMe TOTO, KaK IOJIy4aTh M MCIOJbB30BATH CIOCOOH M KOMIIOSMUIIUMU
o m300peTeHurn, M OHM HEe I[IPeIHASHAUEHBH IJId OI'PAHMUYEHMHa o0beMa
TOTO, UTo aBTOPEL n3obpeTeHnd paccMaTpuBanT KakK cBOE
n3obpeTreHre. BeUM OPEeOnpMHATE yCUIIMAa IJid ODecCHedeHMda TOUHOCTHU
UCIIOJIb 3YEMBIX YMCJIOBEIX noxkaszarTejyen (HanpuMep, KOJIMUECTR,
TEeMIIePaTYPE u T.Oo.), HO HeoDOXOoOuMO YUUTEIBATDH HEKOTOPHIE
3KCIIEPUMEHTAJIbHEIE OUMOKM M OTKJIOHEeHud. Ecjam He yKaszaHOo uHaue,
YacTu TI[pPencTaBJIgSoT CcoDOM MacCCOBEE YacTH, MOJIEKYJISPpHas Macca
npencrapjsgeT CcoOOM CPpenHn MOJIEKYJISPHYK Maccy, TeMIepaTypy
BHIPAXAWT B TIpanycax Uenbcuda, U »OaBJIeHME HABJILAETCHd aATMOCOEPHBIM
i OJIM3KMM K HeMy.

Mpumep 1. TonydeHme a”HTHUTes NpoTmB CD3

[0172] AxHTUTena nporturB CD3 nojgydanu MUMMYHMIALMEN  MBIIM
VELOCIMMUNE® (HanpuwMmep, MBI, [IOJIYUEHHOM crnocobamMu TeHHOM
MHXEHepHHe, conepxamen JHK, xomupyouwyi BapuabesibHEE 00JacTu
TSKEJION M JIETKOM Kalla-leny MMMYyHOTJIODYJIMHAa ueJjioBeKa) KJIeTKaMu,
skcnpeccupyoumMmu  CD3, wam  JOHK, xomupymomer CD3. I'yMOpasibHBIM
MMMYHHEIM OTBeT HaOJoOOaiM [IOCPeACTBOM UMMYHOJIOTMYUECKOT'O aHajm3a
crneunpmueckoro g CD3. Korma mosydalyiM XeJlaeMbld MMMYHHBIM OTBET,
cobupaliM CIIJIEHOUUTHE M CJMBaJIM C MMEJIOMHBIMM KJIETKaMM MBIIM IJ14
COXPaHEeHMs UX XUBHECIOCOOHOCTM UM IOoJydasM JIMHUK TIUOPUIOMHEIX
KJIETOK . JimHuy  TUOPUMIOMHEIX  KJIETOK I[OoIOBepTrajM CKPUHMHTY U
oTbupaNM IJ8 MUISHTUOUKALUUM JIMHUKM KJIETOK, KOTOPBE MNPOOYyLUPOBAJIU
crneumupmueckme k CD3 aHTHUTEeJla. OTHUM CIOCODOOM IoJydaJiM HEeCKOJIbLKO
XMMEPHEIX aHTuTes nOpotus CD3 (HanpuMmep, aHTUTEJNa, CoIepXxauye
BapuabeJsibHEIE IOMEHHl YeJIOBeKa UM KOHCTAHTHHE IIOMEeHBl MbmlM) . Kpowme
TOT'O, HECKOJIBKO [IOJIHOCTBLIO NPUMHAIJIEXAlMX UYeJIOBEeKY aHTUTEJI HNPOTUB
CD3 BHIOEJIANM HENOCPEeICTBEHHO U3 aHTUTEH-IIOJIOXUTEJIBHEX B-KJIETOK
tes3 CIIMSAHUSA C  MMEJIOMHBIMMU KJIeTKaMM, Kak ONMCaHO B Us
2007/0280945A1.

[0173] OunpezneseHHEEe OMOJIOTMYECKME CBOMCTBa MJLJIOCTPATKUBHEIX
aHTMTeNn nOpoTtmB CD3, nojJydYaeMelx B COOTBETCTBMM CO cHocobaMm
3TOTOC HpuUMepa, NOOPODOHO ONMCAHE B IpPpMMEepax, YKa3aHHBIX HIMXEe.

llprmvMep 2. IocnenoBaTEJBHOCTM AaMMHOKMCIIOT U HYKJIEMHOBBIX

KUCJIOT BapuabesbHOM ODJIaCTU TAXEJIOM U JIETKOU LieNneu

[0174] B Tabmuue 1 yKasaHe MUISHTUOUKATOPEL aMMUMHOKMCJIIOTHEIX
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[IOCJIeNOBaTeJIbHOCTEM  TAXEJION WU JIeTKOM  Leneyr  BapuabeJIbHEIX
obnacrerr u CDR BBIOPAHHHX aHTHUTeN HOpoTuB CD3 1o wmz3obpeTeHuDl.
CooTeeTCTByNLIME MIASHTUOMKATOPE I[IOCJIENOBATEeJIbHOCTU HYKJIEMHOBOM
KMCJIOTE yKasaHbel B Tabjaule 2.

Tabmuua 1

VneHTUPMKATOPE aMMHOKMCJIOTHEIX [IOCJIENOBATEJIEHOCTEN

SEQ ID NO:

Obos3HaueHMe

aHTuTesa HCVR | HCDR1 HCDR2 HCDR3 LCVR | LCDR1 | LCDR2 LCDR3
H1H2712N 2 4 6 8 10 12 14 16

HIM2692N 18 20 22 24 26 28 30 32

HIM3542N 34 36 38 40 42 44 46 48

HIM3544N 50 52 54 56 58 60 62 64

HI1IM3549N 66 68 70 72 74 76 78 80

HIM3613N 82 84 86 88 90 92 94 96

H2M2 689N 98 100 102 104 106 108 110 112

H2M2 690N 114 116 118 120 122 124 126 128

H2M2691N 130 132 134 136 138 140 142 144

H2M2704N 146 148 150 152 154 156 158 160

H2M2705N 162 164 166 168 170 172 174 176
H2M2706N 178 180 182 184 186 188 190 192

H2M2707N 194 196 198 200 202 204 206 208

H2M2708N 210 212 214 216 218 220 222 224

H2M2709N 226 228 230 232 234 236 238 240

H2M2710N 242 244 246 248 250 252 254 256
H2M2711N 258 260 262 2604 266 268 270 272

H2M2774N 274 276 278 280 282 284 286 288

H2M2775N 290 292 294 296 298 300 302 304

H2M2776N 306 308 310 312 314 316 318 320

H2M2777N 322 324 326 328 330 332 334 336
H2M2778N 338 340 342 344 346 348 350 352

H2M2779N 354 356 358 360 362 364 366 368

H2M2789N 370 372 374 376 378 380 382 384

H2M2862N 386 388 390 392 394 396 398 400

H2M2885N 402 404 406 408 410 412 414 416
H2M2886N 418 420 422 424 426 428 430 432

H2M3540N 434 436 438 440 442 444 446 448
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H2M3541N 450 452 454 456 458 460 462 464
H2M3543N 466 468 470 472 474 476 478 480
H2M3547N 482 484 486 488 490 492 494 496
H2M3548N 498 500 502 504 506 508 510 512
H2M3563N 514 516 518 520 522 524 526 528
H1H5751P 530 532 534 536 538 540 542 544
H1H5752P 546 548 550 552 554 556 558 560
H1H5753B 562 564 566 568 570 572 574 576
H1H5754B 578 580 582 584 586 588 590 592
H1H5755B 594 596 598 600 602 604 606 608
H1H5756B 610 612 614 616 618 620 622 624
H1H5757B 626 628 630 632 634 636 638 640
H1H5758B 642 644 646 648 650 652 654 656
H1H5761P 658 660 662 664 666 668 670 672
H1H5763P 674 676 678 680 682 684 686 688
H1H5764P 690 692 694 696 698 700 702 704
H1H5769P 706 708 710 712 714 716 718 720
HI1IH5771P 722 724 726 728 730 732 734 736
H1H5772P 738 740 742 744 746 748 750 752
H1H5777P 754 756 758 460 762 764 766 768
H1H5778P 770 772 774 776 778 780 782 784
H1H5780P 786 788 790 792 794 796 798 800
H1H5781P 802 804 806 808 810 812 814 816
H1H5782P 818 820 822 824 826 828 830 832
H1H5785B 834 836 838 840 842 844 846 848
H1H5786B 850 852 854 856 858 860 862 864
H1H5788P 866 868 870 872 874 876 878 880
H1H5790B 882 884 886 888 890 892 894 896
H1H5791B 898 900 902 904 906 908 910 912
H1H5792B 914 916 918 920 922 924 926 928
H1H5793B 930 932 934 936 938 940 942 944
H1H5795B 946 948 950 952 954 956 958 960
H1H5796B 962 964 966 968 970 972 974 976
H1H5797B 978 980 982 984 986 988 990 992
H1H5798B 994 996 998 1000 1002 | 1004 1006 1008
H1H5799P 1010 | 1012 1014 1016 1018 | 1020 1022 1024
H1H5801B 1026 | 1028 1030 1032 1034 | 1036 1038 1040
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H1H7194B 1042 | 1044 1046 1048 1234 1236 1238 1240
H1H7195B 1050 | 1052 1054 1056 1234 1236 1238 1240
H1H7196B 1058 | 1060 1062 1064 1234 1236 1238 1240
H1H7198B 1066 | 1068 1070 1072 1234 1236 1238 1240
H1H7203B 1074 | 1076 1078 1080 1234 1236 1238 1240
H1H7204B 1082 | 1084 1086 1088 1234 1236 1238 1240
H1H7208B 1090 | 1092 1094 1096 1234 1236 1238 1240
H1H7211B 1098 | 1100 1102 1104 1234 1236 1238 1240
H1H7221B 1106 | 1108 1110 1112 1234 1236 1238 1240
HI1H7223B 1114 | 1116 1118 1120 1234 1236 1238 1240
H1H7226B 1122 | 1124 1126 1128 1234 1236 1238 1240
H1H7232B 1130 1132 1134 1136 1234 1236 1238 1240
H1H7233B 1138 | 1140 1142 1144 1234 1236 1238 1240
H1H7241B 1146 | 1148 1150 1152 1234 1236 1238 1240
H1H7242B 1154 | 1156 1158 1160 1234 1236 1238 1240
H1H7250B 1162 | 1164 1166 1168 1234 1236 1238 1240
H1H7251B 1170 1172 1174 1176 1234 1236 1238 1240
H1H7254B 1178 | 1180 1182 1184 1234 1236 1238 1240
H1H7258B 1186 | 1188 1190 1192 1234 1236 1238 1240
H1H7269B 1194 | 1196 1198 1200 1234 1236 1238 1240
H1H7279B 1202 | 1204 1206 1208 1234 1236 1238 1240
H1xH7221G 1210 | 1212 1214 1216 1234 1236 1238 1240
H1xH7221G3 1218 | 1220 1222 1224 1234 1236 1238 1240
H1xH7221G5 1226 | 1228 1230 1232 1234 1236 1238 1240

Tabnuila 2

M,H@HTI/I@I/IKaTOpr [1IoCJIe1OBaATEJIbHOCTU HYKJ'IeI/IHOBOI;I KUMCJIJIOTEL

SEQ ID NO:

ObosHaueHMKE

aHnruresa HCVR | HCDR1 | HCDRZ2 | HCDR3 LCVR LCDR1 LCDR2 LCDR3
H1H2712N 1 3 5 7 9 11 13 15
HIM2692N 17 19 21 23 25 27 29 31
HIM3542N 33 35 37 39 41 43 45 47
H1IM3544N 49 51 53 55 57 59 61 63
HI1M3549N 65 67 69 71 73 75 77 79
HIM3613N 81 83 85 87 89 91 93 95
H2M2 689N 97 99 101 103 105 107 109 111
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H2M2690N 113 115 117 119 121 123 125 127
H2M2691N 129 131 133 135 137 139 141 143
H2M2704N 145 147 149 151 153 155 157 159
H2M2705N 161 163 165 167 169 171 173 175
H2M2706N 177 179 181 183 185 187 189 191
H2M2707N 193 195 197 199 201 203 205 207
H2M2708N 209 211 213 215 217 219 221 223
H2M2709N 225 227 229 231 233 235 237 239
H2M2710N 241 243 245 247 249 251 253 255
H2M2711N 257 259 261 263 265 267 269 271
H2M2774N 273 275 277 279 281 283 285 287
H2M2775N 289 291 293 295 297 299 301 303
H2M2776N 305 307 309 311 313 315 317 319
H2M2777N 321 323 325 327 329 331 333 335
H2M2778N 337 339 341 343 345 347 349 351
H2M2 779N 353 355 357 359 361 363 365 367
H2M2789N 369 371 373 375 377 379 381 383
H2M2862N 385 387 389 391 393 395 397 399
H2M2885N 401 403 405 407 409 411 413 415
H2M2886N 417 419 421 423 425 427 429 431
H2M3540N 433 435 437 439 441 443 445 447
H2M3541N 449 451 453 455 457 459 461 463
H2M3543N 465 467 469 471 473 475 477 479
H2M3547N 481 483 485 487 489 491 493 495
H2M3548N 497 499 501 503 505 507 509 511
H2M3563N 513 515 517 519 521 523 525 527
HI1IH5751P 529 531 533 535 537 539 541 543
H1H5752P 545 547 549 551 553 555 557 559
H1H5753B 561 563 565 567 569 571 573 575
H1H5754B 577 579 581 583 585 587 589 591
HI1IH5755B 593 595 597 599 601 603 605 607
H1H5756B 609 611 613 615 617 619 621 623
H1H5757B 625 627 629 631 633 635 637 639
H1H5758B 641 643 645 647 649 651 653 655
H1H5761P 657 659 661 663 665 667 669 671
H1H5763P 673 675 677 679 681 683 685 687
H1H5764P 689 691 693 695 697 699 701 703
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H1H5769P 705 707 709 711 713 715 717 719
HI1H5771P 721 723 725 727 729 731 733 735
HI1H5772P 737 739 741 743 745 747 749 751
HI1H5777P 753 755 757 759 761 763 765 767
H1H5778P 769 771 773 775 777 779 781 783
H1H5780P 785 787 789 791 793 795 797 799
H1H5781P 801 803 805 807 809 811 813 815
H1H5782P 817 819 821 823 825 827 829 831
H1H5785B 833 835 837 839 841 843 845 847
H1H5786B 849 851 853 855 857 859 861 863
H1H5788P 865 867 869 871 873 875 877 879
H1H5790B 881 883 885 887 889 891 893 895
H1H5791B 897 899 901 903 905 907 909 911
H1H5792B 913 915 917 919 921 923 925 927
H1H5793B 929 931 933 935 937 939 941 943
H1H5795B 945 947 949 951 953 955 957 959
H1H5796B 961 963 965 967 969 971 973 975
H1H5797B 977 979 981 983 985 987 989 991
H1H5798B 993 995 997 999 1001 1003 1005 1007
H1H5799P 1009 1011 1013 1015 1017 1019 1021 1023
H1H5801B 1025 1027 1029 1031 1033 1035 1037 1039
H1H7194B 1041 1043 1045 1047 1233 1235 1237 1239
H1H7195B 1049 1051 1053 1055 1233 1235 1237 1239
H1H7196B 1057 1059 1061 1063 1233 1235 1237 1239
H1H7198B 1065 1067 1069 1071 1233 1235 1237 1239
H1H7203B 1073 1075 1077 1079 1233 1235 1237 1239
H1H7204B 1081 1083 1085 1087 1233 1235 1237 1239
H1H7208B 1089 1091 1093 1095 1233 1235 1237 1239
H1H7211B 1097 1099 1101 1103 1233 1235 1237 1239
H1H7221B 1105 1107 1109 1111 1233 1235 1237 1239
H1H7223B 1113 1115 1117 1119 1233 1235 1237 1239
H1H7226B 1121 1123 1125 1127 1233 1235 1237 1239
H1H7232B 1129 1131 1133 1135 1233 1235 1237 1239
H1H7233B 1137 1139 1141 1143 1233 1235 1237 1239
H1H7241B 1145 1147 1149 1151 1233 1235 1237 1239
H1H7242B 1153 1155 1157 1159 1233 1235 1237 1239
H1H7250B 1161 1163 1165 1167 1233 1235 1237 1239
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HI1H7251B 1169 1171 1173 1175 1233 1235 1237 1239
HI1H7254B 1177 1179 1181 1183 1233 1235 1237 1239
HI1H7258B 1185 1187 1189 1191 1233 1235 1237 1239
H1H7269B 1193 1195 1197 1199 1233 1235 1237 1239
H1H7279B 1201 1203 1205 1207 1233 1235 1237 1239

H1xH7221G 1209 1211 1213 1215 1233 1235 1237 1239

H1xH7221G3 1217 1219 1221 1223 1233 1235 1237 1239

H1xH7221G5 1225 1227 1229 1231 1233 1235 1237 1239

[0175] Kaxk npaBuo, aHTUTEeJa B HaCcToOSglleM ONMCaHUM
oBo3HaAYANT B COOTBETCTBMM CO CJEeOyolel HMXEe HOMEHKJIATYPOM:
npedpuxc Fc (manpmmep, "HIH"™, "HIM", "HZ2M" m T.nm.) C OOCJEeOyOUMUM
UMCJIOBEIM MIOEHTUOMKATOPOM (Hanpumep, "2712", "2692™ wm T.m., Kak
NPONEMOHCTPMPOBAHO B Tabiuue 1) c nocrienymoumm mHEmexkcom "P", "N"
wim "B". TaxkuMm o00pa30M, B COOTBETCTBMM C DTOM HOMEHKJIATYPOU B
HacToAlleM ONMCAaHUU AHTUTEJIO MOXET OBITH 0003HAYEHO KakK,
Hanpumep, "H1H2712N", "HIM2692N", "H2M2689N" u T.n. Ilpeduxce
H1H, HIM um H2M B 00OOBHAUEHMSX AHTUTEJI, MCIOJIb3YEeMbX B HaCTOSIEM
OnMcaHmu, 03HaUamnT KOHKPEeTHBM u30TUn Fc-objacTu aHTUTeJa.
Haopumep, aHTtuTeno "HIH" comepxur Fc IgGl uesyioBeka, aHTUTEJIO
"HIM" cozmepxur Fc IgGl wmemm, m auTuTesio "HZ2M" comepxur Fc IgG2

MeEIIM (BCe BapmuabeJsibHele OO0JIaCTM [NOJIHOCTHI IIPMHALJIEXAT UYeJIOBEKY,

KakK obos3HauaeTcHa [IOCPenCTBOM [IepBON "H" B OD0O3HaAYEHUN
aHTuTesa) . Kak ©OyIeT TIIOHATHO CIeLUMaJIMCTy B IJaHHOM ofJjacTu,
AHTUTEJIO, comepxallee KOHKPE THBIN N30 TUII Fc, MOXHO

npeofpasoBEBATE B AHTUTEJIO C »OpyI'mM wm3oTtunoM Fc (HanpuMmep,
anTuTeso ¢ Fc IgGl Memm MOXHO OpeoDOpasOoBEBATE B aHTUTesOo ¢ IgG4
yeJioBeka “u  T.I.), HO B JioOOM cJydYae BapuabOeJbHBIE IOMEHE]
(Brjiouasa CDR), xoTopele OOOBHAUEHH UYUCJIOBEIMM MISHTUOUKATOPAMU,
npencTaBJjieHHEIMM B Tabjauile 1, oCTanTCd TaKMMM Xe, U OXKUIAKnT, YUTO
CBOMCTBA CBSAS3BIBAHMA  SBJISOTCHS UIOSHTUYHBIMM MM I[I0 CYUECTBY
AQHAJIOTMUYHBIMM HESZABMCHMMO OT NPMPOIBl noMeHa Fc.

KOHTpOJ’[b HBIE KOHCTPpYKUMM, MCIIOJIb3yEeMbIC B CJle Dyrniumx HUXe

npruMepax
[0176] C wenpw CpaBHEHMA B CJlelyolMe HMXE 3KCIEPMMEHTE
BKJIOUAJIM PAaBJIMUHEIE KOHTPOJIBHEE KOHCTPYKUMM (aHTKHTeJsla [IPOTHUB

CD3): "OKT-3", MOHOKJIOHAJILHOE AaHTUTEJIO MBIIM [IPOTUB AaHTUT'EHOB
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KJIETOYHOM IIOBEPXHOCTK T-KJIETOK UYeJIOBEeKa, JOOCTyINnHoe OT American
Type Culture Collection (ATCC) mnom xaTajioxHbM HoMepoM CRL-8001,
n "SP34", xoMMEpUEeCKM IOOCTYIHOE MOHOKJIOHAJIbHOE AaHTUTEJIO MBIIK,
nonyuyaemoe oT Biolegend, San Diego, CA (KaTaJIOXHBEI HOMED
302914), pPeaKUMOHHOCHOCOOHOE IMNPOTUER 3IICUIIOH-LENu KoMiJjexkca T3
Ha kJjeTrtkax T-auMpouUMTOB dYeJIOBEKA.

MopuMep 3. APOPMHHOCTM CBA3BBAHUA M KUHETUUECKME KOHCTAHTEH

MOHOKJIOHAJIbHEIX AHTUTEJI UYeJIOBEeKa [IPOTUB CD3, [1OJIy4daeMule C

VCIIOJIESOBAHMEM TIOBEPXHOCTHOI'O IIJIASMOHHOI'O PEe30OHAaHCa

[0177] ADPOPMHHOCTM CBASBIBAHUSA UM KMUHETHMUECKME KOHCTAaHTH

MOHOKJIOHAJIb HBIX AHTUTEJI JeJjIoBeKa [IPOTUB CD3 Onpenesidanm

MOBEPXHOCTHBIM I[1JIA3MOHHBEIM pe30HaHCOM npu 25°C C MCHOJIE30BaHUEM
bopmaTa 3axBaTa aHTuUTesa (Tabmuuel 3, 5 u 7) wuiam dopMaTa z3axBaTa
aHTureHa (rTabauusl 4, 6 m 8). lV3MepeHMa NPOBOIMIIM Ha YCTPOMCTBE
T200 Biacore.

[0178] B o¢QopmaTe 3axBaTa aHTUTEJIa I[IOBEPXHOCTHL CeEeHcopa
Biacore mnomeeprawoT IepuBaTM3aluUM aHTUTEJIaMM KPOJiMKa MNIPOTMB FcC
MBIIM IOJIS 3axBaTa IUOPpMIOMEL (npebdukc aHTuTesia HIM wiam H2M) wnam
AHTHUTEJIAMM MBIIM [IPOTUE [NOBEPXHOCTM FC uejioBeka IJIg aHTUTeJa B
dopmaTe IgG desOBEeKa (mpeduxc a”HTUTesla HIH). PacTBOPUMEIM
reTeponuMmepHet  Oejiok  CD3  (hCD3-sncuson/hCD3-mensTa; SEQ ID
NO:1370/1371) ¢ wmeTrkou Fc wuenoBexka (hFcAAdp/hFc; SEQ ID
NO:1372/1373) MM  METKOMU Fc  Mbpm (mFcAAdp/mFc; SEQ ID
NO:1374/1375) BHOpPHCKMUBAIKM B M3OEITKE Ha [IOBEPXHOCTHL 3axBaTa

AHTUTEJ M PEeTUCTPUPOBAJIM OTBET CBA3BIBAHMSA. l['eTepOIMMEpPHE OeJIoK

CD3 OUMIATIN crnocobomM, ONMCAaHHBIM N Davis et al.
(US2010/0331527) .
[0178] B o¢opmaTe CBA3BIBAHMA AaHTUTEHa OPOBOIOMIM 3axBarT

reTepoIuMepHOTO Oejka CD3 ¢ uUCHOOJNB30BaHMEM aHTUTeJla KpoJMuKa
NpoTuBR FC MBIOM WM aHTUTEJa MBIIM OPOTHMER FC dUejioBeKa U
COOTBETCTRYKIIME AaHTUTEeJa BIPHICKMBAJIM B MI0OBITKE I[I0 CPAaBHEHUK C
3axXBaTEBAEMEIM AHTUIEHOM.

[0180] AHTHUTETIA AHAIM3UPOBAJIU B 1794 ODIENPHUHATOM
IOIBYXBAJIEHTHOM dopMmare (Tabauisl 3-6) UM B OIOHOBAJIEHTHOMN

KoHburypauumu ¢ 1 njaeuoMm (Tabjauuel 7 m 8), B KOTOPOM YyIajdalu U3
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aHTuTeJya BTOpOU Fab, um skcopeccupoBasicsa TOJIBKO ydyacTok Fc (CH2-
CH3) .

[0181] KuHeTHMueCKMe KOHCTAHTH CKOpoCTHM accoumaumm (ka) wu
ouccouMaumm (ka) onpenesAanm IOCPEnCTBOM 0bpaboTKM "
ANNPOKCUMAlLMM IaHHBEIX K MOIEeNM CBSA3bBaHMA 1:1 C MCHOOJIBE30BaHUEM

NPOTPaMMHOTO OOeCHedYeHMrsa IJIS alNpOoKCHMMalMyM KPMBEIX Scrubber 2.0.

PaBHOBECHHE KOHCTaHTEI oMCccouMaumum (Kp) " [IOJIyTIE€PMOIEL
ouccouMaumm (ti/2) CBA3bIBAHMUA PaCCUYMTEIBAJIU Ha OCHOBAaHUU
KMHETUYECKMX  KOHCTAHT CKOPOCTM  KAaK: Kb (M)=ka/ka wm tis
(Muu) = (1ln2/ (60*kq) . NT = He TecTupoBayu; NB = He Habiooanamn
CBA3bIBAHMUA.

Tabauua 3

AdpdbuuHOCTM CBAS3BIBAHMA Biacore rubpumoMmHeix mAb (HIM u H2M)

CeaswiBauue rnpu 25°C/dbopmaT 3axBaTa aHTUTEJA

AHTUTEJIO ka (Mc™1) kd (c1) Kp (MoJsspHas) | T (MuH)
H2M2 689N 7,73E+05 3,23E-03 4,18E-09 4
H2M2 690N 9,70E+03 2,02E-04 2,09E-08 57
H2M2 691N 1,03E+04 2,07E-04 2,01E-08 56
HIM2692N 8,05E+03 4,34E-04 5,39E-08 27
H2M2704N 3,46E+04 6,92E-04 2,00E-08 17
H2M2 705N 6, 62E+04 9,10E-04 1,37E-08 13
H2M2 706N 3,29E+04 4,44E-03 1,35E-07 3
H2M2707N 2,95E+04 1,87E-03 6,35E-08 6
H2M2 708N 6, 94E+04 6,12E-04 8,82E-09 19
H2M2709N NT NT NT NT
H2M2710N 6, 72E+04 7,53E-04 1,12E-08 15
H2M2711N 6, 72E+04 7,67E-04 1,14E-08 15
H1M2712N 9, 32E+03 2,19E-04 2,35E-08 53
H2M2774N 7,79E+04 9,18E-04 1,18E-08 13
H2M2775N 6,97E+04 6,26E-04 8,98E-09 18
H2M2776N 6,29E+04 6,39E-04 1,02E-08 18
H2M2777N 3,70E+04 1,63E-03 4,39E-08 7
H2M2778N 2,13E+04 1,89E-04 8,90E-09 61
H2M2779N 2,18E+04 2,28E-04 1,05E-08 51
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H2M2 789N NT NT NT NT
H2M2862N 3,72E+04 3,00E-03 8,07E-08 4
H2M2885N 6,82E+04 6,51E-04 9,54E-09 18
H2M2886N 7,29E+04 6,53E-04 8,96E-09 18
H2M3540N 3,77E+04 6,11E-04 1,62E-08 19
H2M3541N 7,10E+03 1,35E-03 1,89E-07 9
HI1IM3542N 2,37E+04 5,08E-04 2,14E-08 23
H2M3543N 7,53E+03 2,26E-04 3,00E-08 51
HI1IM3544N 9,69E+03 1,42E-04 1,46E-08 82
H2M3547N 2,18E+04 3,47E-04 1,59E-08 33
H2M3548N 3,87E+04 5,04E-03 1,30E-07 2
HIM3549N 1,18E+04 9,19E-04 7, 76E-08 13
H2M3563N 3,24E+04 1,19E-04 3,66E-09 97
HIM3613N 1,93E+04 3,04E-04 1,57E-08 38
Tabmnua 4
AdduuHoCTM CBA3BIBAHMA Biacore rubpumoMmHbeix mAb (HIM u H2M)
CeaswiBaHue rnpu 25°C/dopMmaT 3axBaTa aHTUIEHA
AHTUTEJIO ka (Mc™1) kd (c1) Kp (mMossprHas) | T (MuH)
H2M2 689N 1,71E+06 9,97E-05 5,83E-11 116
H2M2 690N 7,51E+04 6,35E-06 7,99E-11 1820
H2M2691N 3, 94E+04 9, 98E-06 2,54E-10 1158
H1IM2692N 4,19E+04 9,90E-06 2,38E-10 1167
H2M2704N 1,32E+06 2,48E-04 1,87E-10 47
H2M2705N 2,43E+06 3,41E-04 1,40E-10 34
H2M2706N 5, 63E+05 3,06E-04 5,44E-10 38
H2M2707N 3,99E+05 2,85E-04 7,15E-10 41
H2M2708N 1,73E+06 2,27E-04 1,31E-10 51
H2M2 709N NT NT NT NT
H2M2710N 1,59E+06 2,43E-04 1,53E-10 48
H2M2711N 1,59E+06 2,40E-04 1,51E-10 48
HI1IM2712N 4,75E+04 1,37E-05 2,95E-10 846
H2M2774N 2,49E+06 3,36E-04 1,35E-10 34
H2M2775N 1,56E+06 2,16E-04 1,38E-10 53
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H2MZ2776N 1,58E+06 2,22E-04 1,40E-10 52
H2M2777N 5,80E+05 3,21E-04 5,54E-10 36
H2M2778N 1,50E+05 6,57E-06 4,68E-11 1758
H2MZ2779N 1,28E+05 1,23E-05 9,38E-11 941
H2M2 789N NT NT NT NT
H2M2862N 5,91E+05 3,21E-04 5,41E-10 36
H2M2 885N 1,37E+06 1,52E-04 1,11E-10 76
H2M2886N 1,42E+06 1,36E-04 9,56E-11 85
H2M3540N 2,55E+06 5,87E-04 2,31E-10 20
H2M3541N 8,40E+04 1,16E-03 1,38E-08 10
H1IM3542N 4,37E+05 2,00E-04 4,57E-10 58
H2M3543N 1,22E+05 7,96E-05 6,53E-10 145
HI1IM3544N 5, 74E+04 5,98E-05 1,04E-09 193
H2M3547N 4,70E-05 1,00E-05 2,15E-11 1155
H2M3548N NT NT NT NT
HIM3549N 2,81E+05 2,89E-04 1,03E-09 40
H2M3563N 6,16E+05 4,77TE-05 7,73E-11 242
HIM3613N 2,20E+05 9,60E-05 4,35E-10 120

Tabauia 5

AdduHHOCTU CBABBIBaHUA Biacore mAb ¢ Fc uesorexa (H1H)

CeaswBaHue rnpu 25°C/dpopMaT 3axBaTa aHTUTETA

AHTUTEJIO ka (Mc™1) kd (c1) Kp (MoygpHas) T4 (MyH)
H1H2 690N NT NT NT NT
H1H2712N 3,06E+03 2, 70E-04 8,82E-08 43
H1H5751P 4,01E+03 5,18E-04 1,29E~-07 22
HI1IH5752P NB NB NB NB
H1H5753B NT NT NT NT
H1H57558B 8,21E+03 4,72E-04 5,75E-08 24
H1IH57568B 8,15E+03 2,66E-04 3,26E-08 43
H1H57578B 6, 63E+03 7,85E-04 1,18E~-07 15
H1H5758B 5,02E+03 1,17E-03 2,33E-07 10
H1H5761P 4,72E+03 2,44E-02 5,16E-06 0
H1H5763P 1,85E+04 5,40E-02 2,92E-06 0
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H1H5764P 4,16E+03 1,59E-02 3,82E-06 1
H1H5769P 7,80E+03 9,41E-04 1,21E-07 12
H1H5771P 3,00E+04 6,26E-04 2,09E-08 18
H1H5772S 1,56E+04 1,55E-03 9,96E-08 7
H1HS777P 1,35E+04 3,02E-03 2,24E-07 4
H1H5778P 5,52E+403 1,54E-04 2, 78E-08 75
H1H5780P 1,31E+04 3,99E-04 3,04E-08 29
H1H5781P 8,61E+03 4,97E-04 5,77E-08 23
H1H5782P NB NB NB NB
H1HS785B NT NT NT NT
H1H5786B 1,26E+04 1,08E-03 8,54E-08 11
H1HS5788P 2,88E+03 2,91E-04 1,01E-07 40
H1H5790B 1,82E+04 5,17E-04 2,83E-08 22
HI1H5791B 1,09E+04 7,90E-04 7,25E-08 15
H1H5792B NT NT NT NT
H1H5793B 8,54E+03 3,82E-04 4,47E-08 30
H1H5795B 1,73E+04 5,76E-04 3,33E-08 20
H1H5796B 1,47E+04 8,91E-04 6,05E-08 13
H1H5797B NT NT NT NT
H1H5798B NT NT NT NT
H1H5799P 1,36E+04 7,88E-03 5,79E-07 1
H1H5801B 6,57E+03 1,62E-03 2,46E-07 7
OKT3 2,10E+06 2,00E+00 1,00E-06 0,35 cex

Tabauila 6

AdpduHHOCTU CBABEIBaHUS Biacore mAb ¢ Fc uesorexka (H1H)

CeaswBaHue npu 25°C/dopmMaT 3axBaTa aHTUTEHA

AHTHUTEJIO ka (Mc-1) kd (c-1) Kp (MoJisspHas) Tis (MMH)
H1H2690N NT NT NT NT
H1H2712N 8, 93E+04 8, 68E-05 9,71E-10 133
H1H5751P 7,24E+04 2,47E-04 3,42E-09 47
H1H5752P NB NB NB NB
H1H5753B NT NT NT NT
H1H5755B 2,15E+05 2,01E-04 9,36E-10 57
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H1H5756B 1,44E+05 1,11E-04 7,67E-10 105
H1H5757B 1,80E+05 2,95E-04 1,64E-09 39
H1H5758B 1,42E+05 5,62E-04 3,97E-09 21
H1H5761P 2,11E+05 1,13E-02 5,34E-08 1

H1H5763P 1,84E+05 1,70E-02 9,24E-08 1

H1H5764P 3,50E+05 7,36E-03 2,10E-08 2

H1H5769P 1,19E+05 5,23E-04 4,41E-09 22
H1H5771P 9,23E+05 3,42E-04 3,71E-10 34
H1H5772S 5,19E+05 8,69E-04 1,67E-09 13
H1HS777P 4,83E+05 1,70E-03 3,52E-09 7

H1H5778P 3,99E+05 3,42E-05 8,56E-11 338
H1HS5780P 4,78E+05 1,71E-04 3,58E-10 68
HI1H5781P 1,40E+05 2,68E-04 1,92E-09 43
H1H5782P NB NB NB NB
H1H5785B NT NT NT NT
H1H5786B 3,00E+06 4,24E-04 1,41E-10 27
H1H5788P 7,06E+04 1,64E-04 2,33E-09 70
H1H5790B 9,25E+05 2,36E-04 2,54E-10 49
H1H5791B 7,86E+05 3,40E-04 4,33E-10 34
H1H5792B NT NT NT NT
H1H5793B 4,78E+05 1,59E-04 3,33E-10 73
H1H5795B 1,58E+06 2,29E-04 1,45E-10 50
H1H5796B 1,05E+05 2,44E-04 2,32E-09 47
H1H5797B NT NT NT NT
H1H5798B NT NT NT NT
H1H5799P 7,18E+05 5,64E-03 7,85E-09 2

H1H5801B 3,31E+05 1,12E-03 3,38E-09 10
OKT3 3,94E+06 2,18E-02 5,53E-09 0,5

Tabauiia 7

AbdvHHOCTM CBA3LIBAHUSA Bilacore omHOBAJIEHTHHIX MAb ¢ 1 mjeuowm

CesaswBanue npu 25°C/dopmMaT 3axBaTa aHTUTE A

AHTHUTEJIO

ka (Mc-1)

kd (c-1)

Kp (MonsgpHasa)

T3

(MMH)

H1H7194P

1,16E+04

1,51E-04

1,30E-08

76
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H1H7195P 3,13E+04 9,89E-05 3,16E-09 117
H1H7196P 1,07E+04 4,43E-04 4,13E-08 26
H1H7198P 2,63E+04 1,58E-04 6,02E-09 73
H1H7203P 1,46E+04 2,67E-04 1,83E-08 43
H1H7204P 1,43E+04 3,62E-04 2,53E-08 32
H1H7208P NT NT NT NT
H1H7211P 1,41E+04 1,59E-04 1,13E-08 73
H1H7221P 1,07E+04 2,92E-04 2,75E-08 40
H1H7223P 1,60E+04 3,07E-04 1,92E-08 38
H1H7226P 1,30E+04 3,55E-04 2,72E-08 33
H1H7232P 8,03E+03 1,77E-03 2,20E-07 7
H1H7233P 1,11E+04 2,69E-04 2,42E-08 43
H1H7241P 1,34E+04 2,95E-04 2,20E-08 39
H1H7242P 2,15E+04 6,64E-04 3,09E-08 17
H1H7250P 2,34E+04 2,47E-04 1,05E-08 47
HI1H7251P 2,56E+04 1,07E-03 4,17E-08 11
H1H7254P 2,60E+04 3,88E-04 1,49E-08 30
H1H7258P 1,26E+04 3,02E-04 2,40E-08 38
H1H7269P 2,57E+04 6,24E-03 2,43E-07 2
H1H7279P NB NB NB NB
H1xH7221G NT NT NT NT
H1xH7221G3 NB NB NB NB
H1xH7221G5 NB NB NB NB

Tabauua 8

AbdbvHHOCTHM CBASLIBAHMA Bilacore OmOHOBAJIEHTHHIX MAb ¢ 1 mjeuom

CeaswBaHue npu 25°C/dbopmMaT 3axBaTa aHTUTEHA

AHTUTEJIO ka (Mc™1) kd (c1) Ko (Moyspuasa) | T s (Muu)
H1H7194P 3,50E+05 8,43E-05 2,41E-10 137
H1H7195P 5,66E+05 7,14E-05 1,26E-10 162
H1H7196P 1,85E+05 4,61lE-04 2,49E-09 25
H1H7198P 6,28E+05 7,07E-05 1,12E-10 163
H1H7203P 4,79E+05 2,38E-04 4,98E-10 48
H1H7204P 1,73E+05 3,65E-04 2,12E-09 32
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H1H7208P NT NT NT NT
H1H7211P 3,45E+05 9,61E-05 2,79%9E-10 120
H1H7221P 1,36E+05 2,39E-04 1,75E-09 48
H1H7223P 1,87E+05 2,86E-04 1,53E-09 40
H1H7226P 4,18E+05 2,36E-04 5,65E-10 49
H1H7232P 1,49E+05 1,49E-03 1,00E-08 8

H1H7233P 1,61E+05 2,04E-04 1,27E-09 57
H1H7241P 1,87E+05 2,36E-04 1,26E-09 49
H1H7242P 3,83E+05 1,01E-03 2,63E-09 11
H1H7250P 2,31E+05 1,89E-04 8,20E-10 61
H1H7251P 4,47E+05 1,19E-03 2,67E-09 10
H1H7254P 4,33E+05 3,30E-04 7,62E-10 35
H1H7258P 1,33E+05 2,90E-04 2,18E-09 40
H1H7269P 2, TTE+05 6,89E-03 2,49E-08 2

H1H7279P NB NB NB NB
H1xH7221G NT NT NT NT
H1xH7221G3 NB NB NB NB
H1xH7221G5 NB NB NB NB

[0182] Kax npezncrapjieHO B Tabiuiax 3-8, HEKOTOPBE aHTUTEeJa

nporue CD3 ©no HacTodlWeMy M300peTeHMIO CcBa3pBawnTca ¢ CD3 ¢

BEICOKOM addbmHHOCTRID B dopMaTax 3axBaTa aHTUTEJla WM 3axBaTa
aHTUTEeHa.
c T-kjeTKaMu

Mpumep 4. AxTMTesia npotus CD3  cBA3BBANTCSA

JeJIOBeKa M BEISBEIBAKRT MX nponm@epaumo

[0183]

AnTuTesia npotuB CD3 1o HacTodAlmeMy M300pPEeTEeHUD

TeCcTHMpoOBaJiM Ha MuX CIIOCODHOCTEL CRBASHBATLCA C T-KJEeTKaMM UYeJioBeKa

M MHOYUMPOBATH MX  OpoJaudepaumo. CBA3BIBAHME  OLEHUBaIM  C

MCIOJIb30BaHmeM kJjieTok Jurkat (muuHmMm CD3+ T-kKJeTOK UeJIOBeKa),

TOTHAa Kak OpoJmbpepanmio MOHOHYKJIEAPHHIX KJIETOK MNepudpepuuecKon

KpOBU (PBMC) OLeHMBAJIU C MCIIOJIE 30BAHUEM KOJIMUECTBEHHOTO

onpenejyieHus, karTanmzupyeMoro AT® (CellTiter Glo®). AHTHUTEJO

nportue CD3 OKT3 [OelCcTBOBAJIO KakK IIOJIOXUTEJIBHEM KOHTPOJLE U

rnooxomdummne 10 HepeJlIeBaHTHBIM M30THUIIaM aHTUuTeJa CITYXWJIN B

KauecCTBe OTpMLaTeJIbHEIX KOHTpOJ’[eT;I .

[0184] JHaunuele FACS mnoJjaydajsiM C MCIOJIb30BAHMEM CJeIynleIro
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HIDKEe [IPOTOKOJIA & KJIETKM npu IIJIOTHOCTN 2x10° Ha JIYHKY
MHKYyOMPOBAaJM C CepUMHO pasBeIeHHEIMU aHTuTejaMu B TeueHue 30
MMHYT Ha JbAy. llocse wMHKyOauMM KJETKM [OIPOMBIBaJIM M IJOOABIIAIM
BTOPMYHOE aHTUTEJIO, M MHKYyOMPOBAJM €lle OONOJHUTEeJbHO 30 MUHYT.
[Tocnne wMHKyDauuM KJETKM [OPOMEIBAJIM, PEeCYCHEeHIMPOBAaJIM B XOJIOIHOM
PBS, cozmepxameM 1% BSA ¥ aHaJM3MPOBAJM I[IOCPEeACTBOM [IPOTOYUHOM
LUMTOMETPMM C OKHOM IO XMBBEM kJIeTkaM Jurkat Do ©OOkoBOMYy 1
npaAMOMy CcbBeTopaccedHmio. ECsp 08 TUTPOBAHMUA CBASBIBAHUA KJIETOK
ocmpenesifagM C WUCHOJIb30BaHMEM MNIPOTPaMMHOIO obecnedeHmua Prism co
3HAa4YEeHUAMM, BBUMCIJIAEMEIMM C MCIOJIB30BaHMeM 4-napaMeTpruuecKoTO
HEJIMHEMHOT'O PEerpPeCCHMOHHOTO aHamM3a.

[0185] IJaHHBIe HOpoJamMdpepalmm [OOJydUaJM C  MCIOJIb30BaHUEM

ciemynoumero OpoTokoja: PBMC uesoBeka (5x10%/syHKa) MHKYOUPOBAJIU
C 3-KpaTHHM CEpPMMHBIM Pa3BeOeHMeM aHTuTeja OpoTuB CD3  wu
OUKCUPOBAHHOM KOHIIEHTPALMM KOMMEPUECKOT'O aHTuTeja npotus CD28
(200 wHurT/M1) B 96-JIYHOUHHIX I[IJIAHIIETAX B TeUeHMe 72 JYacoB Mpu
37°C. Tllocyme wuHkyOauum pobariaaau CellTiter Glo® u wusMepsanau
JIOMMHECLIEHIIMI0 C MCIOJIb30BaHMEM IIJIQHIIETHOTO CIHeKTpodboToMeTpa C
BOBMOXHOCTBI PerucTpaumm MHOTUX MeTok VICTOR X5 (PerkinElmer).
BerxmBaemMocTr KJeToOk ECsg (kaTamusupyeMmoe AT® KOJIMUECTBEHHOE
onpemeJsieHre) PAacCCUMTHEBAJM C MCIOJb30BaHMEM 4-MapaMeTpruuecKOoTO
HEeJIMHEMHOT'O PerpecCHMOHHOTO aHajmz3a B GraphPad Prism.
[0186] PesynbpTaTh 2SKCIEPUMEHTOB CBA3BBAHMA UM OpoJjaubepaummn
obobimens B Tabjauuax 9-11.
Tabauua 9
T'ubpmunoMHele mMAb npotme CD3 cBa3pBawTCa ¢ T-KJIEeTKaAMM UYeJIOBEKAa

M BBISEIBAKT UX NPOJMdepalmo

EC50 [M] EC50 [M] hPBMC
AHTUTEJIO
FACS JURKAT [Mposmbpepanumd

H2M2 689N NB 0,00E+00
H2M2 690N 4,37E-09 5,37E-12
H2M2691N 6,77E-09 3,43E~-11
HIM2692N 5,99E-09 1,42E-10
H2M2704N 8,45E-10 2,93E-12
H2M2705N 2,96E-10 1,76E-11
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H2M2706N 2,37E-09 3,86E-12
H2M2707N 1,24E-07 1,92E-12
H2M2708N 6,58E-10 2,69E-08
H2M2709N 7,11E-10 2,48E-11
H2M2710N 7,10E-10 2,11E-10
H2M2711N 1,16E-09 6,48E-10
HIM2712N 2,19E-08 1,28E-10
H2M2774N 3,52E-10 4,92E-10
H2M2775N 1,32E-09 1,09E-09
H2M2776N 4,91E-10 2,84E-11
H2M2777N 2,16E-09 2,51E-11
H2M2778N 3,62E-09 0,00E+00
H2M2779N NT 0,00E+00
H2M2789N NT 2,85E-08
H2M2862N 7,68E-09 6,72E-13
H2M2885N 2,09E-09 2,49E-12
H2M2886N 3,97E-09 2,69E-12
H2M3540N 3,99E-09 3,16E~-12
H2M3541N 3,70E-09 6,40E-12
HI1IM3542N 2,01E-09 0,00E+00
H2M354 3N 5,63E-09 6,12E-12
HIM3544N 2,32E-08 0,00E+00
H2M3547N 2,71E-09 5,02E-12
H2M3548N 1,10E-09 1,89E-12
HI1IM3549N 2,30E-09 0,00E+00
H2M3563N 1,07E-09 7,T74E-12
HIM3613N 1,03E-08 0,00E+00
MzoTrun Ctrl NB 0,00E+00

NB: HeT cB4aspBaHuA; NT: He TecTUPOBAJIMU

Tabjauua 10

mAb ¢ Fc dejioreka npotus CD3 cBazeBanTca ¢ T-KjIeTKaMM

YeJIOBeKa VM BEISEIBAKRT UMX npom/[q_)epaumo

AHTHUTEJIO

EC50

[M]

EC50 [M]

hPBMC
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FACS JURKAT [Iponmbpepanmd
HI1H5751P 2,12E-09 9,29E-12
H1HS5752P 3,43E-10 1,09E~-12
H1H5753B NB 9,14E-11
HI1H5755B 1,23E-09 4,24E-12
H1H5756B NB 0,00E+00
HI1HS5757B 3,38E-09 4,86E-12
H1H5758B 1,90E-09 2,13E-12
HI1H5761P 2,10E-09 3,62E-13
HI1H5763P 2,76E-09 3,11E-13
H1H5764P 8,80E-10 3,27E-13
HI1H5769P 4,10E-09 6,17E-12
HI1HS5771P NT 6,35E-12
H1H57728S 6,64E-10 4,42E-12
H1HS5777P 5,71E-10 3,04E-12
H1H5778P 6,85E-10 5,04E-12
HI1H5780P 7,62E-10 3,44E-12
H1H5781P 1,23E-09 6,08E-12
H1H5782P NB 5,17E-12
H1H5785B NB 0,00E+00
H1H5786B 1,10E-09 1,79E-12
H1H5788P 3,53E-09 4,62E-12
H1H5790B 3,55E-09 2,71E~12
H1H5791B 3,77E-09 1,75E~12
H1H5792B 5,87E-09 6,47E-12
H1H5793B 4,62E-09 3,28E~12
H1H5795B 2,04E-09 3,09E-12
H1H5796B 9,82E-09 4,37E~12
H1H5797B 3,96E-08 1,07E-11
H1H5798B 5,57E-09 2,59E~-12
HI1H5799P NT 1,63E-13
H1H5801B 1,55E-08 1,09E~-12
OKT3 1,96E-10 3,30E-13
MzoTun Ctrl NB 0,00E+00
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NB: HeT cBgas3pBaHuA; NT: He TecTUPOBRAJMU

Tabmnua 11
OnuoBajsieHTHEle MAD mpotme CD3 ¢ 1 njnedoM ceBa3wBawnTCca ¢ T-

KIJIeTKaMM dYeJIOBeKa M BEISEIBAKRT MX npom/z@epaumo

EC50 [M] EC50 [M] hPBMC
AHTUTEJIO
FACS JURKAT [Iponmndpepanmsa
HI1H7194P 1,50E-09 2,37E-12
HI1H7195P 3,42E-10 2,42E-12
H1H7196P 3,44E-08 1,27E-12
HI1H7198P 7,26E-10 2,55E-12
H1H7203P 3,24E-09 1,64E-12
H1H7204P 2,29E-09 1,51E-12
H1H7208P 5,19E-08 1,46E-12
HI1H7211P 7,01E-10 2,75E-12
H1H7221P 1,40E-09 2,60E-12
H1H7223P 9,37E-10 1,07E-12
H1H7226P 7,95E-10 9,52E-13
H1H7232P 1,50E-09 1,03E-12
H1H7233P 7,15E-10 7,34E-13
H1H7241P 1,01E-09 1,05E~12
H1H7242P 1,83E-09 2,13E-12
H1H7250P 1,37E-09 2,43E-12
HI1H7251P 1,45E-09 1,30E-12
H1H7254P 1,09E-09 2,80E-12
H1H7258P 1,07E-09 2,17E~12
H1H7269P 1,95E-09 1,15E-12
H1H7279P NB 0,00E+00
MzoTtun Ctrl NB 0,00E+00

NB: HeT cBgaspBaHuA; NT: He TecTUPOBAJMU
[0187] Kax mnpexmncraBjieHO B Tabjauuax 7-9, ©OoJsbllasgd YacThb
anTuTes npotuk CD3 no wu3obpeTeHUHO CBA3BBaJlack ¢ T-KJIeTKaAMMU
deJIOBEeKa UM UMHIOyLMpOoBaJia npoJsmbpepaumnn T-KIIETOK.

lMpMep 5. AHTMTena npotue CD3 cBasepmanrca ¢ T-xkJIeTKaMu

00e3bAHEl M BEIBBBAKNT MX NpoJudpepalmnn
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[0188] Cy®nonynauuion aHTUTes OpoTuB CD3 100 M300peTeHMD
TECTUPORAJM Ha CHOCOOHOCTBH CBAS3BBATBECA C T-kjJeTKaMu OOE3bSHEL U
MHOYLUMPOBATE MX OpoJamudpepanmo.

[0189] JHaunuele FACS mnoJjaydajyiM C MCIOJIb30BAHMEM CJeIynleIro
npoTokoJia: KieTku npu maoTHoCTM 2x10° Ha JYHKY MUHKYOUMPOBAaJM C
CepuMHO pas3BeldeHHHMM aHTuTeJslaMu B TeudeHue 30 MUHYT Ha JbAY.
[Tocne mHKyOaLUM KJI€TKM HOPOMBEIBANM UM OOOABJIAJM BTOPUUHEIE AHTUTEJA
M MHKyDOUpOBaJM elle OonojiHuTenbHO 30 wMuHyT. Ilocse wmHKyOauuwu
KJIETKM IIPOMBIBAJIM, PECYCIeHIMPOBAJIM B XOoJiooHOM PBS, comepxamem
1% BSA, ¥ aHaJIM3MPOBAJIM IIOCPEACTBOM IIPOTOUHOM LuTOMeTpuM. OKHO
BRICTpauBaau 0o CD4+ T-xjeTkaM oOe3bdaHBEl IO OOKOBOMYy M NPAMOMY
cpeTopaccedaHun M Ha nonynaauum CD2+4CD4+CD20. ECsp mjgd TUTPOBAHUMA
CBAS3EIBAHUA KJIETOK PaCCUYMTEIBAJINU C MCIIOJIb30BaHKEM 4-
rnapaMeTpudyecKOT'0 HEJIMHEMHOTO PEerpeCCHMOHHOTO aHaJumsa B GraphPad
Prism.

[0190] Hauuple npoJsgudpepaumm IIoJydaJiM C  UCIOJIbB30BaHMEM
crlenymnuero npoTokoJia: ToJIBKO 4uTO BbeOEJIeHHBIe PBMC, mnoJsiyuyaemble U3
ABAHCKOTO  Makaka (5x104/myHKY) MHKYOUPOBaIM  C 3-KpaTHBEM
CepuMHEIM Ppa3BeleHreM aHTuTejia opoTuB CD3 um  OUKCUPOBAHHOMU
KOHIIEHTpaLUMel KOMMEPUYeCKOTO aHTuTesia npoTtuB CD28 (500 HIT /M) B
96-JIyHOUHEIX I[JIaHIIeTax B TedeHue /2 uwacoB npu 37°C. Ilocse
nHkyBalmum znobasiasanu CellTiter Glo® u m3MEepPsAM JIOMMHECLEHIIMIO C
MCIIOJIE30BAHMEM IUJIQHIWIETHOTO  CHekTpodoTOoMeTpa C  BO3MOXHOCTB
permucTpaumnmu MHOTMX METOK VICTOR X5 (PerkinElmer) . ECso
XMBHECIIOCODHOCTM  KJIETOK (kaTammsupyemoe ATO KOJIMUECTBEHHOE
onpenesieHMe) PpPacCUMTEBAJIM C MKCIOOJIb30BaHMEM 4-NapaMeTpruuecKOoTO
HEJIMHENHOT'O PerpPeCCHMOHHOTI'O aHamusa B GraphPad Prism.

[019]1] PesynpTaThl 3KCIOEPMMEHTOBR CBA3BBAaHMA M OpoJjubepaumnn
obobmeHEl B Tabamuax 12 m 13.

Tabmrua 12

mAb npormus CD3 creaswpBanTca ¢ PBMC 00e3b4HBI M BEIBEBAT UX

nposmbepaumo

EC50 [M] EC50 [M] mfPBMC
AHTHUTEJIO

FACS PBMC [Mponmbpepanmd

H1H2690N 5,66E-09 2,71E-12
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H1H2712N 2,29E-09 2,72E-12
H2M35477N 1,12E-10 NT
H2M3563N 1,65E-10 NT
H1H5761P NT 2,81lE-09
H1H5763P NT 0,00E+00
H1H5764P NT 4,06E-10
H1H5769P NT 8,33E-13
H1H5771P NT 2, 74E-12
H1H5772S NT 1,47E-12
H1H5778P NT 5,93E-13
H1H5780P NT 3,13E-13
H1HS781P NT 7,92E-13
H1H5788P NT 2,01E-12
OKT3 NB NT
SP34 7,03E-11 1,71E-12

NB:

HeT CBA3BIBAHMA,

NT:

He TeCTupoBaJin

Tabauia 13

OnHoBaJjsieHTHEle MAb npotus CD3 ¢ 1 njeuoMm ceasweawnTcsa ¢ PBMC

00e3bsAHBl M BBEIBEIBAT UX NPOoJamMdepalmo

EC50 [M] EC50 [M] mfPBMC
AHTHTEJIO

FACS PBMC [Iponndepaumsa
H1H7194P NT 4,84E-12
H1H7195P NT 1,36E-12
H1H7196P NT 1,40E-08
H1H7198P NT 2,29E-12
H1H7203P NT 4,97E-13
H1H7204P NT 1,26E-11
H1H7208P NT 7,02E-12
H1H7211P NT 2,8lE-13
H1H7221P NT 1,72E-12
H1H7223P NT 6, 75E-11
H1H7226P NT 2,26E-11
H1H7232P NT 4,90E-11
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H1H7233P NT 4,35E-12
H1H7241P NT 2,05E-11
H1H7242P NT 1,38E-11
H1H7250P NT 7,27E-11
H1H7251P NT 1,83E-11
H1H7254P NT 8,88E-11
H1H7258P NT 1,11E-11

NB: HeT cBgaspBaHuA; NT: He TecTUpPOBAJMU
[0192] Kax mnOpezncrarjeHO B Tabamuax 12 m 13, HEKOTOPEBE
aHTuTesia nporue CD3 no mM300peTeHMO CBA3bBaIMCh C CD2+CD4+ T-
KJIeTKaMu OO0e3bSHEl M MHIOyUUPpOBaJIM ux npojambepaumn. OKT3 He
BEISEIBAJIO HNpoJsinbepaumio PBMC o0e3bgHE, ToT'ma kak SP34 4BJIaauUCh
AKTUMBHEIMM NPOTMB PBMC oOe3b4gHEHL.

Mpmep 6. mAb nportus CD3 nDOIOepXMBAKT ONOCPEeIOBaHHEM T-

KJIeTKaMM LMUTOJIMS OIIYXOJIEBBIX KIIETOK

[0193] VccrnenoBainu CIIOCOOHOCTH aHTUTEJI [IPOTUB CD3
HaOpaBJIATh OnoCpenoBaHHBIN T-xKJjleTKaMu LUUTOJIMS uepes
B3arMomencTBusa Fc/FCR C MCIOJIb30BAHMEM AaHajlM3a LIUTOTOKCUUHOCTU
U937 Ha OCHOBe KaJlblleMHa. B KpaTKOM M3JIOXeHUM, Boesannu PBMC
yeJioBeka B M30BITKe OQUKOJIJI~-IIaka I aKTUBUPOBAJIM B TeUeHUe
HECKOJIbKUX CYTOK cpemor, comepxamen I1L-2 uesyioreka (30 En/min) wu
TpaHyJaMM IJia  akTuBaumy T-kjgeTok (aHTuUTesia npoTus CD3/CD28) .
Knerxu Us37 Me TUIIn KaJIblleMHOM, a 3aTeM MHKYOUPOBAJIM c
AKTUBMPOBAHHEIMM T-KJIEeTKaAMM NOPM OTHOWEHMM sdbexTop:MmmeHs 10:1 ¢
UCIIONIBE30BAHMEM  3~KPaTHOT'O  CEePpMMHOI'O pasBeleHud AaHTUTEJ B
TeueHUue 3 YacoB npu 37°C. [Tocre MHKyOauum [1JIa HIIE THI
HeHTPUOYTUPOBAJIM UM T[IEePEeHOCUJIM CYIEePHATAHTHE B OPO3PAYHBL UYEePHBI
[JIQHWET ¢ YKMCTBEIM JOHOM 1Jja OQJIyOpeCLeHTHOTI'O JaHajlM3a. 3HadeHUd
ECs0, KOTOpPBIE ONpPelesaIM KaK MajdpHasd KOHLUEeHTpallud aHTuTesa
[IPOTUB CD3, KOTOpasd MHOYLUUPYET 50% LUTOTOKCUUHOCTD,
PACCUMTEIBAIM C MCIOJIB30BaHyeM 4-NIapaMeTprudecKoTO HEeJIMHEeWHOT'O
PeETPeCcCUOHHOTO aHanusza B GraphPad Prism. PesynbTaTH C
UCIIOJIb30BaHMeM TUOPUIOMHBIX AaHTUTEJ, aHTUTeJl ¢ Fc uyejoBeka u
ONHOBAJIEHTHHIX AHTUTEJI C OIOHMM I[IJIeUOM M[OpenCcTaBJIeHEl B Tabimilax

14, 15 m 16, COOTBETCTRBREHHO.



102

Tabamuila 14

TubpunoMusle mAb npoTtue CD3 nepeHanpaBagaoT T-KJeTOUHBM

LUTOJIM2 Ha kjeTku US37

HuToToKCHMYHOCTE U937

AHTUTEJIO
T-KJIEeTKM uejioBeka [M]

H2M2 689N 0,00E+00
H2M2690N 2,79E-11
H2M2691N 2,34E-11
HIM2692N 3,59E-10
H2M2704N 2,49E-12
H2M2705N 1,73E-12
H2M2706N 7,91E-12
H2M2707N 7,21E-12
H2M2708N 3,27E-12
H2M2709N 3,47E-12
H2M2710N 3,97E-12
H2M2711N 3,66E-12
HI1IM2712N 3,14E-10
H2M2774N 2,46E-12
H2M2775N 3,38E-12
H2M2776N 4,06E~12
H2M2777N 4,86E-12
H2M2778N 0,00E+00
H2M2779N 6,75E-10
H2M2789N NT
H2M2862N 7,66E~12
H2M2885N 3,71E-12
H2M2886N 8,06E~12
H2M3540N 1,25E-11
H2M3541N 5,3%E~-11
HIM3542N 2,92E-11
H2M3543N 1,31E~-11
HI1IM3544N 1,72E-10
H2M3547N 3,17E-11
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H2M3548N 5,50E~-12
HIM3549N 1,07E~-10
H2M3563N 4,05E-11
HIM3613N 8,66E-10
MzoTun Ctrl 0, 00E+0O0

NT:

He TeCTHUpOBaJiM

Tabauua 15

mAb nporue CD3 ¢ dopMaTUPOBAHHBIM FC ueJlOBEKa

nepeHanpabagainT T-KJIETOUHBIM LUMTOJIM3 Ha KiIeTkyu U937

IuToToKCHUUYHOCTE U937

AHTUTEJIO
T-KJeTKM ueJjioBeka [M]

H1H5751P 1,30E-10
H1H5752P 1,85E-11
H1H5753B 3,79E-10
H1H5755B 5,16E-11
H1H57568B 7,69E-11
H1H5757B 9,65E-11
H1H5758B 8,86E-08
H1H5761P 2,00E-12
H1H5763P NT
H1H5764P NT
H1H5769P 5,65E~-11
H1H5771P NT
H1H57728S 6,89E-13
H1H5777P 4,87E-13
H1H5778P 3,41E-13
H1H5780P 4,03E-12
H1H5781P 1,83E-12
H1H5782P 5,18E-12
H1H5785B 4,43E-11
H1H5786B 6,10E-11
H1H5788P 1,54E-11
H1H5790B 8,71E-11
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HI1H5791B 8,01lE-11
H1H5792B 1,40E-10
H1H5793B 8,85E~-11
H1H5795B 6, 74E-11
H1H5796B 5,03E-10
H1H5797B 5,76E-10
H1H5798B 1,81E-10
HI1H5799P NT
H1H5801B 9,23E-11
OKT3 2,35E-12
MzoTun Ctrl 0,00E+00

NT:

He TeCTHpOBaJiM

Tabamua 16

OnHoBaJieHTHEle MAb mpoTuB CD3 ¢ 1 mjedyoM NepeHaNpaBJIsalT

T-KJIETOUHBIM LMTOJIM3 Ha KJjeTku U937

IMTOTOKCUUYHOCTE U937

AHTUTEJIO
T-KJIETKM uUeJjioBeka [M]

H1H7194P 4,71E-12
H1H7195P 6,10E-12
H1H7196P 1,96E-11
H1H7198P 5,21E-12
H1H7203P 5,47E-12
H1H7204P 1,08E-11
H1H7208P 4,59E-11
H1H7211P 7,89E-12
H1H7221P 9,21E-12
H1H7223P 5,30E-12
H1H7226P 1,04E-11
H1H7232P 9,96E-12
H1H7233P 1,19E-11
H1H7241P 1,23E-11
H1H7242P 7,50E-12
H1H7250P 5,91E-12
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H1H7251P 1,81E-12
H1H7254P 4,18E-12
H1H7258P 1,53E-11
H1H7269P 1,08E-11
H1H7279P 0,00E+00
MzoTtun Ctrl 0,00E+00

NT: He TecTHUPOBAIU

Kax ykazaHo B Tabmmuax 14-16 OOJBUMHCTEBO AaHTUTEJ OIPOTUB
CD3, a Takxe OKT3, nonmepxmupBasM [NepPeHAIlPaBJIEHHBM OIOCPEeIOBaHHEBI
T-xJeTKaMy LUUTOJIM3 B BTOM CHUCTEeMe aHajusza. HabJomaeMbelM LUTOJIU3,
KOTOprﬁI Kak I1oJiarawnT, 3aBUCHUT OT BBaI/IMO,HeI\/’ICTBMFI Fc aumTuTesia c
peuenTtopoM Fc Ha kJjnerkax U937, npuBonmsumero k @ o00pasoBaHUID
kjlacTepoB CD3 Ha npuwiexaumx T-kjeTKax, [IONABJIAIM »OOOaBJIEHUEM
Hecneuupmueckoro IgG uesoBeka (OaHHBIE HEe IIOKAB3aHBL) .

Mpumep 7. lloamydeHue OucneuuduuecKmx aHTUTE, KOTOPEIE

cBaspBawnTca ¢ CD3 m CD20

[0194] Bucneumdmueckme aHTUTEJA, COIepXxalme crneluudmuuecKmum
CB 1 3LIBAKIIMN IOMEH aHTuTeJa IPOTUBR CD3 u crielndmUue CKmUM
CBASLIBAKIMM  IOOMEeH aHTuTejsia nopoTtur CD20 KOHCTPyUPOBAJIM C
MCIIOJIb30BAHMEM CTAHOAPTHOM MEeTONOJIOTUM, ITIe TAXeJYHn Lenb U
JIeTKYK0 1lenb u3 aHTuresa nopoTtus CD3 KOMOMHMPOBAJM C TSIXEJION
LEeNbK nus aHTHUTEJIa NPOTUB CD20. AHTHUTEJIa [IPOTUB CD3,
UCIOJIb3YyEeMEIE IJIS KOHCTPYKUMM OucHeuuMdruUyeCcKUx aHTUTEJI BTOoTO
npuMmepa, NoJIydasiM MMMyHU3aumelr MelmM VelocImmune® kJjeTkaMu,
skcnpeccupyoumvmu  CD3, wnn JHK, xomupywomer CD3, wuiaum B cjydae
BS3/20-007 u =009, w3 M3BeCTHOTO aHTuUTejsia nNpoTur CD3 (Hampumep,
aHTuTesyia npoTmuB CD3  "L2K", kak ykazauno B W02004/106380).
AuTuTesia [IPOTUB CD20, UCIIOJIb 3y eMBIE njisa KOHCTPYKLUK
fprucneuMdmUUeCKUx aHTUTEJ ITOTO IpuMepa, ykazahel B US 7879984.

[0195] BucneuudpmuueckKme aHTUTEJIa, I[IOJIydaeMble B COOTBETCTBUMU
C HaCTOAULMM I[IPMMEPOM, COHEpXaT OBa OTIAEJIBHEIX aHTUT'E€HCRBI3BIBAUMX
ooMeHa (HanpuMep, CBSA3BBaIME I1JIeur) . [IepBBM aHTUT'€HCBS3BIB AU
IOOMEH COINEePXUT BapuabesibHYyn OOJIaCThb TAXEJIOM Leny, II0JIlydaeMyn K3
anTureya npoTmuB CD20 ("CD20-VH"), cHapeHHY©D C BapuabeJIbHOM’

oBJlaCThI0 JIETKOM Lenu, II0JIydaeMOM M3 aHTuTejyia npoTmue CD3  ("CD3-
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VL") . CriapuBaHUue CD20-VH/CD3-VL cosmaerT AHTUTESHCBI3bIBanLMMI

IOMEH, KOTOPHBI crneun@uUeCcKu pacrnosHaeT CD20. Bropon

AHTUTEHCBSSLEIBAKIMY HOOMEH COIEPXUT BapuadbesbHy®wn O0O0JIaCTb TAXEJION
ueny, HOoJiydaeMyl U3 aHTuTeJa npotur CD3, ("CD3-VH"), CHapeHHYD
c BapuabeJibHOM O0O0JIACTBI JIETKOM Leny, [OoJIlydaeMou M3 aHTuTesa

nporus  CD3 ("CD3-VL") . CnapuBanmue  CD3-VH/CD3-VL  cos3maeT

AHTUTEHCBS3EIBAKIMY IOOMEH, KOTOPHM creumpmudecky pacrnolzHaeT CD3.
CD20-VH pucnenudpmUuue CKmUx

OIoIMHAKOBYK MCIIOJIE30BaJIN BO BCeX

aHTHUTesax, [NOoJIydaeMeIx B BTOM IpuMepe, U obo3Hadaam kak "CD20-

VH-A" (3a wuckiwoueHueM BS3/20-009, mia KOTOPOTO WUCIIOJL30BAJINA
opyryo CD20-VH, xoTopyw obOosHauvammu kak "CD20-VH-B"). OnHaxo
HECKOJIbKO IOPyI'MxX KOMIOHeHTOB CD3-VH wm CD3-VL (o0O0o3HadaeMEIX

"Cb3-VH-A, CD3-VH-B u T.m., wnu CD3-VL-A, CD3-VL-B mu T.1.,
[IoJIydaeMbIx M3 IOPpyTUX aHTUTeJ HOpoTuB CD3) MCHoNb30BalM B IPYyITUX
OucrneumMdUUeCKMUX aHTUTEJIaX CJeOy lMX HWXEe NIPUMEPOR.

[0196] KpaTkoe onmucaHue yacrTen KOMIIOHEHTOB
AHTUTEHCRBAS3BRBaARIIMX IOTOMEHOB Pa3JIMYHEIX 6MCH€LLI/I¢)I/I1:IGCKT/IX aHnrTmuresI,
[noJiydyaeMelIX B COOTBETCTBMM B DJSTUM IIPUMMEPOM, YKa3aHO B ’I‘&@J‘[M]_Le
17.

Tabmamiia 17

AHTHICHCBS3BIBAIOLIUI JOMECH AHTHICHCBS3bIBAIOIIMI JOMECH
Unenrudukarop anTurena npotus CD20 aHTUTEna nporus CD3
OucnennpuIecKoro Bapuabenpuas Bapuabenpnas Bapuabenbnas | BapuabenbHas
aHTHTEA obmacTh TSOKENO# | o6aacTh JIerkoi obmacth 001aCTh JIeTKOM
LeTH LenH TSKETION 1IeTIH Lenu
BS3/20-001 CD20-VH-A CD3-VL-A CD3-VH-A CD3-VL-A
BS3/20-002 CD20-VH-A CD3-VL-B CD3-VH-B CD3-VL-B
BS3/20-003 CD20-VH-A CD3-VL-C CD3-VH-C CD3-VL-C
BS3/20-004 CD20-VH-A CD3-VL-D CD3-VH-D CD3-VL-D
BS3/20-005 CD20-VH-A CD3-VL-E CD3-VH-E CD3-VL-E
BS3/20-007 CD20-VH-A CD3-VL-F* CD3-VH-F* CD3-VL-F*
BS3/20-009* CD20-VH-B CD3-VL-F* CD3-VH-F* CD3-VL-F*

* BapuabeJsibHbe OOJIACTM TSXEJIOU M JieTkou uenert CD3-VH-F u
CD3~-VL~-F mnoayuanu u3 aHTuTesn nportmus CD3, obOosHauvaeMmex "L2K",
Kak ykasaHo B W02004/106380.

*  [lmeuo mnpormuB CD20 BS3/20-009, comepxalee CIHAaPEeHHYD
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CD20-VH-B/CD3-VL~-F, gaByisgeTcsa He OQYHKIMOHAJILHBIM,; HANpPUMEp, OHO
He cBga3eBaeTcd ¢ CD20. OmuHaxko mjeuo npotus CD3  (comepxallee
crnapennyion CD3-VH-F/CD3-VL-F) crneumudbuuecku cBaswBaeTcs ¢ CD3.
Taxum obpasouM, BS3/20-009 coxpaHsdeT TaKyIo xe [e]@)iin%a:e)
"Oucneundprueckyw" CTPYKTYPY IOPyTuX OucneumMdpruuecKmux MOJIEKYJI,
[IOJIy4aeMbBIXx B DTOM IPMMEPE, HO OHO CBA3BBAETCA TOJNBKO C CD3.

[0197] B Tabmmuax 18 w19 ykaszaHe MIOSHTUQMKATOPEH
AMMHOKMCJIOTHEIX I[IOCJIEIOBATEJILHOCTEN IJIS PasJIMUHEIX BapuabeJibHBIX
oBbjlacTenm TaxeJonm uenu (Tabsmua 18) wm  Bapuab®eJsibHEIX ofOJlacTeu
JIeTKOM uenm (Tabnuia 19) u nX COOTBETCTRYyUIME CDR
PucneumMdpruUueCcKmUx aHTUTEJI U3 BTOTO IpMUMepa.

Tabauua 18
(AMMHOKMCJIOTHEIE [IOCJIEOOBATEJLHOCTHY BapuadbesbHOUM 00JacTH

TAXEJION Lelln)

SEQ ID NO:
VoeHTUOMUKATOP TAXEJION Lienu HCVR HCDR1 HCDR2 | HCDR3
CD20-VH-A 1242 1244 1246 1248
CD20~-VH-B 1338 1340 1342 1344
CD3-VH-A 1250 1252 1254 1256
CD3-VH-B 1266 1268 1270 1272
CD3~-VH-C 1282 1284 1286 1288
CD3-VH-D 1298 1300 1302 1304
CD3-VH-E 1314 1316 1318 1320
CD3-VH-F 1329 1330 1331 1332

Tabauua 19
(AMVMHOKMCJIOTHEIE [IOCJIENOBATEJILHOCTY BapuabesbHOU 00JiacTu

JIETKOM Lenun)

SEQ ID NO:
VneHTUdUKATOP JIETKOU Lenu LCVR LCDR1 LCDR2 LCDR3
CD3-VL-A 1258 1260 1262 1264
CD3~VL-B 1274 1276 1278 1280
CD3-VL-C 1290 1292 1294 1296
CD3~-VL-D 1306 1308 1310 1312
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CD3-VL~E 1322 1324 1326 1328
CD3-VL~F 1333 1334 1335 1336
[0198] Kpowme TOTO, B Tabsniiax 20 " 21 yKas3aHbL
UIeHTUQUKATOPEL [IOCJIeNOBaTEeJIbHOCTU ojisg HYKJI€OTUOHBIX
[IoCJeNOBaTeJIbHOCTEN, KOIUPpYyOUMX BapuabeJibHEle OO0JIaCTU TAXeJION
uenu (radmmua 20) m BapuadbesibHEle O0OJIACTM JIeTKOoM Uenu (Tadbauia
21) m mx coorBerTcrTBRynimMe CDR, OucneumMpruuecKmMx aHTUTEJI M3 3BTOI0

npuMepa .

(HyxJieoTuoHbIe [IOCJIeOOBATEJILHOCTH,

Tabauua 20

KOOMpyolme

[IOCJIENOBATEJIBHOCTY BapuabeJIbHOM O0JIaCTK TSAXEJION Lelun)

SEQ ID NO:
NneHTUdMKaATOP TAXEJION Leln HCVR HCDR1 HCDR2 HCDR3
CD20-VH-A 1241 1243 1245 1247
CD20-VH-B 1337 1339 1341 1343
CD3-VH-A 1249 1251 1253 1255
CD3-VH-B 1265 1267 1269 1271
CD3-VH-C 1281 1283 1285 1287
CD3-VH-D 1297 1299 1301 1303
CD3-VH-E 1313 1315 1317 1319

(HykJIeOTHUOHBEIE [IOCJIEIOBATEJILHOCTH,

Tabauiia 21

KoIypymoume

IOCJIENOBATEJIBHOCTY BapuabesIbHOM 06JIacTKu JIETKOM Lernu)

SEQ ID NO:

VneHTUdMUKATOP JIETKOU Lenu LCVR LCDR1 LCDR2 LCDR3
CD3-VL-A 1257 1259 1261 1263
CD3-VL-B 1273 1275 1277 1279
CD3-VL-C 1289 1291 1293 1295
CD3-VL-D 1305 1307 1309 1311
CD3-VL-E 1321 1323 1325 1327

[0198] B gnonoJjiHeHMEe K OuUCHeuMdrMuecKMM aHTUTeJlaM, OINMCAaHHBM
BHIIE, CJeOyp lMe HMXe KOHTPOJIbHBEIE AaHTUTEJIa TaKXe MCIOJIb30BaJIM B

OnpeneJsIeHHBIX

ABJIATCHA TaKMMM,

9KCIEePUMEHTAX,

YKa3aHHBIX

KaK YKa3aHO HUMXe:

B IpuMepax,

KOTOPRIE
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[0200] Ko"Tposnb I: MOHOKJIOHAJIbHOe aHTuTeso "OKT-3" npoTus

AHTUTEHOB KJIETOYHOU I[IOBEPXHOCTUM T-KJIETOK UYeJIOBEeKa, KakK yKas3aHO
B US 4361549, um mocrynHoe w3 rubpumnomel CRL-8001 (American Type
Culture Collection, Manassas, VA).

[0201] Kourposnp II: A”HTuTesio "SP34" peaklMOHHOCIOCOOHOE

NPOTUE  DBHOCUJIIOH-LenM KoMmmjexkca T3 Ha kjIeTkax T-JaMMpOoLMTOB
yeJioBeka, nocTynHoe oT BD Pharmagen, xaTajsoxsHem N 55052,

[0202] Kourposar III: TepaneBTUUECKOE aHTUTEJO OpoTus CD20

C TI[OCJIEeNOBaTEJIbHOCTAMM  TAXEJIOM W JIETKOM lLelelr pPUTyKcaHa
(purykcumab) , xak omnmcaHo B US 5736137.

[0203] KouTposne IV: MOHOKJIOHAJIBHOE AaHTUTEeJIO npoTtus CD20,

obosHauaemoe "3B9-10", xakx omnmcaHo B US 7879984, m yka3aHHOe B
HacToOfAlleM ONMCaHMM KaK aHTUTEJIO, colepxallee MNapy aMUHOKMWCJIIOTHEIX
rocJiefoBaTeJIbHOCTEN HCVR/LCVR SEQ ID NO:1242/1346 u
aMMHOKMCJIIO THEIE [IOCJIEOOBATEJIEHOCTHU HCDR1-HCDR2~-HCDR3-LCDR1~
LCDR2~-LCDR3 SEQ ID NO: 1244-1246-1248-1348-1350-1352.

[0204] KouTposb V: MOHOKJIOHAaJIbHOE aHTUTeJi0 npoTur CD20,

obosHauaemoe "10F2-13", kak omnmcaHo B US 7879984, u ykazaHHOE B
HaCTOSIEM ONMCAaHMM KaK AaHTUTEeJIO, CcoIepxXallee MHapy aMMHOKMCJIIOTHBIX
IoCcyiefOoBaTeJILHOCTEN HCVR/LCVR SEQ ID NO:1354/1362 u
AMMHOKMCJIIO THEIE [IOCJIeDOBATEJIbHOCTHU HCDR1~-HCDR2-~HCDR3-LCDR1~-

LCDR2-LCDR3 SEQ ID NO:1356-1358-1360-1364-1366-1368.

llpmvep 8 Bucneumdpnuueckme aHTUuTesa CD20xXCD3 wm30MpaTenbHO

CBA3EBaATCA C kJjeTkamy Jurkat, Raji m T-xjnerTkaMy 00e3bSHEH

[0205] Bucneumpmueckme aHTturesga CD20xCD3 ® KOHTPOJIbHBEIE
KOHCTPYKLUMM, YKas3aHHBE B [puMepe 1, TecTUpOBa M [IOCPENCTBOM
FACS Ha wuxX cHoocobHocTs cCcBAaz3mBaThca ¢  Jurkat (CD3+, CD20 -
nuHMmey T-KJeTOK uyejioBeka), Raji (CD3-, CD20+ JsmHMer B-KJIeTOK
uejioBeka) uiam PBMC gBaHCkOTO Makaka ("kjeTkwm mkT") .

[0206] Hanuele FACS mnoJsiyyaJiv C MCIOJIB30OBAHUMEM CJeIyRIeTo

npoTokoya: KieTky npu miaoTHoCTM 2Xx10° Ha JYHKY MWHKYOUPOBAIU C
CEepPUMMHO pPAa3BEeIOeHHEIMM aHTuTejaMu B TeueHue 30 MMHYT Ha JbOy.
[Tocge VMHKyDaluum KJIETKU [IPOMEIBAJIM ¥ OODABJIIAIM IOOXOOAme
BTOpMUHEE (kJeTky Jurkat, RAJI) a”HTUTEesla WIKM CMeCb BTOPMUUYHEIX

AHTUTEJI (mnsga PBMC SBAHCKOTO Makaka) u VHKYOUPOBAIM
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OOMOJIHUTEeJIbHO B TeueHue 30 wMumHyT. Ilociie wuHKyOaluuy KJIETKHU

IPOMEIBAJIM, PECYCIEeHOMPOBaaM B XoJonmHoM PBS, comepxamem 1% BSA,

M  aHaIM3UPOBAaJIM I[IOCPEICTBOM [IPOTOUYHONM LuUTOMeTpuu Ha BD FACS

Canto II. Kiuerxum Jurkat m Rajil BHpaBHMBAJM B OKHe I[I0 [IPAMOMY U

DOKOBOMY CBETOPAaCCesHUD, IOpu 53ToM T-KJIeTKM SBaHCKOTO Makaka

TaKXe BBIPABHMBAJIM B OkHe 1o CD2+CD4+ mnonymaumum. ECsp nOnusa

MHPM@MpmeePO TUTPORBAHMA KJIETOK ornpeneJidjin C NCIIOJIBb30OBAHMEM

NpoTPaMMHOTO ofecreueHys Prism CO 3HaUYeHMSMM, PACCUUTHBAEMBEIMU C

UCIIOJIb30BaHMeM 4-NapaMeTPMUYeCKOTO HEJIMHEMHOT'O PerpeCCUOHHOTO

aHanmms3a. Pe3ynbTaTel NPpUBEIEHBEl B Tabauue 22.

Tabmauiia 22

Buadvenusa ECS50 cBaAspBaHUA (MOJIb) IJis OUCHeUUMOUUECKUX AHTUTE
CD3xCD20
FACS - FACS - FACS -
AHTUTEJIO
Jurkat RAJI xkjeTky mkT
Kourpossb I (aHTUTEJIO
1,96E-10 NB NB
npoTus CD3)
KouTpose IT (aHTHUTEJIO
(+) NB 7,03E~-11
npoTus CD3)
Kourposse Iv (aHTHUTEJIO Bes
(+) NB
npotur CD20) CBSA3BIBAHUL
BS3/20-001 3,85E~-08 5,99E-08 8, 74E~-06
BS3/20-002 5,62E-08 1,15E-08 NT
BS3/20-003 5,67E-08 9,24E-08 2,48E-08
BS3/20-004 4,89E-08 1,02E-08 NT
BS3/20-005 1,95E-09 8,17E~-08 NT

(+) B3Bnxauenmsa ECsg

CBA3BIBAHME OTCYTCTBYET;

[0207]

AHTUTEJI

He olpeneiidinmn,

IEeMOHCTPUPOBAaJIU

PasJIMYHBIX JIMHUAX KIJIETOK,

BucneundpmueCKmMx aHTUTeJIa

obJylamanu

JeJjioBeKa.

CIIOCODHOCTLIO

[Moononyaaumsa

IMariasoH

B

AHTUTEJI

Kak ykazaHo B Tabjauue 22,

CBA3BIBATBECHA C

CBAS3BIBATBECH C KIIETKM ABaAaHCKOI'O MaKakKa

-002,
obomMM

TaKxXxe

HO CBA3bIBaHMe HabJiomasu;
NT He TecTHpPOBAIMU
IaHeau nJig TeCTUPYEMBIX

abdruHHOCTEM

obJsiamaJsa

(kouTpOJNL ITI,

-003, -004 u

CBA3BIBAHMA
3aBUCVMOCTU oT nx CH@HM@MHHOCTM.
(BS3/20-001,
JIVMMHUAMM —MUIITE H SAMU
CTIOCODHOCTHIO

BS3/20-001

NB

-005)



111

u BS3/20-003). Kourposs I mporus CD3 (OKT3), xoHTposib 11 OPOTUB
CD3 (SP34) wm xoHTposb IV mnporus CD20 CBA3BBaIMCE C KJIETKAMU

Jurkat, T-kJjJeTKMV SBaAaHCKOTO Makaka M RAJI, COOTBETCTBEHHO.

Ipumep 9. Bucneumdrueckme aHTuTesa CD20xCD3 uvHOyUUPYOT

nponubpepaumo PBMC in vitro

[0208] CnocoBHOCTE  OTOOPAHHBIX OUCHEUMOMUECKMX  aHTUTE]

CD20xCD3 ¥ KOHTPOJIBHEIX KOHCTPYKLUN CTUMYJIMPOBATH MOHOHYKJI€APHEE
KJIeTKM Hepubepudeckor kpoBu (PBMC) u MEHOyLUMPOBATE IpoJMdepalino
OLIEHMBAJIM C MCIHOJIE30BaHMEM kaTajmusupyemonm ATO KOJMUECTBEHHOU
ouenky (CellTiter Glo®). AxTuBaumsa PBMC #OpuBOOUT K BHIISJIEHUIO
LUMTOKMHOB, KOTOPBE HANPABJIAKNT OPOJaMupepalnn KIISTOK.

[0209] JauHpele 1[N0 OpoJaubepaluM OOJydaJsiM C MCIOJIE30BAHUEM

crlenymuero [IPOTOKOJIA & AKTUBUPOBAHHEIE PBMC JeJioBeKa NI
ABAHCKOTO MakKaka (5x10°%/myHKa) MHKYyOMPOBaJIM C 3-KpaTHBEM

CepuUMHEIM pasBeleHreM aHTuresa npotus CD3XCD20 wmiM KOHTPOJIbHBEIM
aHTUTEJIOM B 96-JIYHOUHBIX I[IJIAHIIETax B TeueHue 72 uacoB npu 37°C.
[Tocuye MHKYOaluum nofaBJigasm CellTiter Glo® u UBMEeP AU
JIOMMHECLEHIIMI0 C MCIOJIb30BAHMEM IIJIAHIIETHOTO CIeKTpodboTOoMEeTpa C
BO3MOXHOCTBLI perucrpaumm MHOTUX MeTok VICTOR X5 (PerkinElmer).
ECsp XMB3HECHOCODHOCTHM KJIETOK (kaTanmusupyemoe ATO KOIMUECTBEHHOE
onpeneJsieHue) onpenesisaiamn c MCIIOJIb 30BaHMEM NPOTPAaMMHOTO
obecrneuenmsa Prism. 3HadeHMS PACCUMTHBAJM C MKCIOJNbE30BaHMEM 4-
napaMeTpruuecKoTro HEeJIMHEeMHOTO PerpeCcCMOHHOTO aHaum3a, U OHU
npencTabJieHEl B Tabjauue 23.
Tabnuua 23

ECso miia nposmmbpepauum PBMC uejioBeka M 4BaHCKOI'O MakKaka,

MHIOyLIUMPpYyeMou BucrneumudpmuecKuMy aHTuTesaMmu nopoTur CD20xXCD3

ECs0 npommpepaumm PBMC ECso nposmbpepaumsa PBMC
AHTHUTEJIO
uyeJioBeka [M] ABAHCKOTO Makaka [M]

Kourpone I 3,30E-13 NA

KouTpone IT 8,93E-12 1,71E-12
BS3/20-001 1,08E~-11~%* 4,02E-11%*
BS3/20-002 8,59%E-12* 2,60E-11*
BS3/20-003 9,55E-12%* 2,78E-11*
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BS3/20-004 1,45E-12%* NT

BS3/20-005 1,05E-12%* NT

(*) JaHHEIe NPEeOCTAaBJILgDT COoOONM MeIMaHHBe 3HadeHusa 3 uiIm OoJee
HEe3aBUCUMEIX aHaJiM30B. JaHHEle 0e3 (*) npencrTaBjasoT cobou
XapakKTepHue/cpenHue 3HAUeHus 1 WM 2 HEe3aBUCKHMEIX aHajmM30B. NA
= OTCYyTCTBHME aKTUBHOCTM,; NT = He TeCTHUPOBAaJM.

[0210] Kaxk NPOOEMOHCTPUPOBAHO B Tabnuue 23, BCE
bucneuupmuuecrkme aHTUTEJa IPOTUB CD20xCD3 1o M300pPEeTEHUD
ABJIAJINCE akKTueaTopamm PBMC uejsyioBeka wWIM SABAHCKOI'O Makaka. Kak
NpaBUJIO, MOHOCHeUuudpMUeCKre OMBAJIEHTHBIE MCXOINHBIE AHTUTEJIa NPOTUB
CD3 (xoHTposu I m II) geaanuch B 2-10 pas Oojsiee 30QeKTUBHEIMU I10
CPaBHEHMI ¢ OucneuudmueckuMu aHajsioramm. KoHTposp I (OKT3)
axkTuBMpoOBaJ nposubpepaumo PBMC ofes3pgaH, TOorma KakK KOHTpPoOJb 1T

(SP34) gmByaJyCca aKTUMBHBIM HOPOTUER PBMC uejioBeka U 00O&3bsHHL.

Npumep 10. Bucneumdpmueckme aHTuresia CD20XCD3 axkTuBUpPpyRT T-

KJIIETKM UM UHOYUIMPYIT BbhOejieHre IFN-TramMMa ¥ [HOBBIIEHME 3KCIPEeCCUmn

CD25 B LeJIbHOV KPOBM UeJIOBEeKa

[0211] OrobpanHHEe OucHeuubpuueckme aHTUTeJia HOpoTuB CD20xCD3
TEeCTUPOBAJIM HA WMX CIOCODHOCTBH AKTUBMPOBATHL T-KJIETKM B LEeJILHOMU
KpoBM ueJioBeka. CreneHb akTuBauuy T-KJIETOK ONpelesdasr IyTeM
M3MEepeHra cekKpeuumn uHTepdepoHa-raMma (IFNy), a Takxe HNOBHIUEHUA
skcnpeccum CD25 Ha CD8+ T-kjleTkax.

[0212] Cexkpeuurno uHTepdepoHa-ramMa (IFNy) KOJIMUECTBEHHO
onpeneynayiy NyTeM OOBeIMHEHUS TelapUHU3MPOBAHHOM LEeJIBHOM KPOBM C
S5-KpaTHEIMM CEePUMHEIMM pasBeleHUAMU OMCHeUUdrUuecKMX aHTuTeJl B 96—
JIYHOUHBIX IJlaHmeTax. Yepe3s 20 yacoB NJAHWETH LEeHTPUOYTMPOBAJIM B
TeueHre 5 MMHYT W @ YIajgaJM @ IJIasMy OJid  aHajams3a ELISA mis
onpernejyieHus ypoBHer IFNy. 3KCTpanoJMpOBAaHHEIE KOHUeHTpauuwu IFNy
HaHOCWUJIM Ha TIpaduk B 3aBUCUMOCTM OT KOHUEHTpalMM aHTUTEeJa U
PacCumMTEBaNM 3HaueHua ECsyp C MCOOIb30BaHMeM 4-napaMeTpruecKOTo
HEJIMHENHOT'O PETPECCUOHHOTO aHams3a c MCIIOJIb 30BaHMEM
nporpaMMHOT'O ofecredeHud Prism.

[0213] IOna amanmusa »kcopeccum CD25 Ha CD8+ T-wkjeTkax [OCJHeE
MHKyOauuM ¢ aHTuTeJaMu U yOoaJleHud nJjaasmel, 150 MKJI  KpOBU

[NIepeHOCKJIM B IIJIaHUWIeT C BBICOKMMM CTEHKaMM M IoBeprajin JIM3NUCY B
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Teuenue 15 MmHYyT C 1,5 M Oydepa RBC mna smusuca. KieTky »OBaxOE
[IPOMEIBAJIN, BiokupoBau B TeueHme 10 MMHYT OpM  KOMHATHOU

TeMIoepaTrype ¢ OJokupyomruM peareHToM hFcR, a 3areM MHKyOMPOBAJM

B Teuenme 30 wMuHyT 0pu 4°C C  aHTUTEJNIAaMM, KOHBOIMPOBAHHBIMMA
HernocpencrteeHHo ¢ CD2, CD19, CD4, CD8 wm CD25. 3aTreM KJIETKU
IOBaXIEl [OPOMEIBAJIM [epes aHaJIM30M C MUCHOJIB30BaHMEM LMTOMeTpa
FACSCanto m nporpaMMHOTO obecnedeHusa FlowJo.

[0214] IpouenTt CD2+CD8+ T-KJIETOK, 3KCIPECCHPYRUMX MapKep
aAKTUBALUMU CD25, HaHOCUJIINU Ha rpadux B 3aBUCUMOCTHU oT
KOHLIEHTpPAalUUM aHTUTEJAa 17 PaCCUKTEIBAJIN 3HAUYEHUS ECso c
UCIIOJIb30BaHMeM 4-rapaMeTpuuecKOT'0 HEeJIMHEMHOTO PerpPeCCUOHHOTO
aHanmsa C  MCIOJIb30OBaHMEM OPOTPaMMHOTIO obecrneyeHud Prism.
PesysbTaTh NpencCTaBJIeHEl B Tabiuue 24.

Tabnauua 24
Bnauvenusa ECsp ONOCPEeINOBAHHOTO OucHneurdruueCKrM aHTUTEJIOM

oBHIIEHMS BKcOpeccur CD25 u npomyxumm IFNy B LEJIBHOM KPOBU

ECso HIOBBIIEHUS ECso MakCUMyM
Bucneundrueckoe

skcnpeccum CD25 NPOOY KLU IFNy
AHTUTEJIO

[M] IFNy [M] (/M)
BS3/20-001 1,3E-10 3,9E-10 1815
BS3/20-003 1,7E-10 5,7E-10 1693
BS3/20-004 2,9E-10 2,3E-09 5810
MenmnaHHEE 3HAUEHUHA infe} MeHBbIIEN Mepe 3 He3aBUCUMBIX

SKCIEPUMEHTOB (3a MCKJoUeHueM skcrnpeccum I1FN-ramma BS3/20-003,
B KOTOPOM n=2)

[0215] Kax npencraBjeHo B Tabjaule 24 Oucneuupuueckue
anTuTesa npotus CDZ20xCD3 onocpenyloT MHOBBIIEHME 3KcIOpeccum CD25
Ha CD8+ T-kxJjeTkax B LeJIbHOM KPOBU CO 3HaudeHuamu ECsyp B Imanas3oHe
130-290 nM c¢ cooTpeTcTByUMMM 3HauveHuaMu ECsg mja IFNy, xKOTOpBEe
HaxXxOIWJIMCh B HE3HAUMTEJIBHO OoJjiee BEICOKOM amanasoHe oT 390 nmM mo
2 HM. BS3/20-004 4BI4JIOCH HES3HAUUTEJLHO MeHee 30OeKTUBHEIM IIO
cpaBHeHuio ¢ BS3/20-001 u BS3/20-003 OTHOCHUTEJIbLHO OINOCPENOBAHUSA
NOoBBIIEHMSA 3BKcOpeccum CD25 m nponyxumm IFNy, KakK ONpenesgaonT Io
ECso, onmuHako BS3/20-004 MoxeT MHIOyLUMPOBATbL OOJiee BEICOKME YPOBHU

IFNy B KyJIBTYyPax Le&JIbHOM KPOBU.
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Npumep 11. Bucneumpuueckue aHTHUTena CD20xCD3 MHIOYUMPYOT

OIIOCPeJOBAaHHYIO T-kJjleTKaMU IMTOTOKCUYHOCTDb B JIMMTHMAX KJIIETOK,

YCTOMUUBEIX K PUTYKCUMaOy

[0216] ConocofOHOCTE  OTODPAHHEIX OUCHEeUUMOUUECKUX  aHTUTEJI
[IPOTUB CD20xCD3 " KOHTPOJIbHEIX KOHCTPYKLMNA OIIOCpenoBaThb
ODYCJIOBRJIEHHYD KOMIIJIEMEHTOM LUTOTOKCUYUHOCTE (CDC) u
ONOCPENOBAHHYIO T-xJIeTKaMm LUMTOTOKCUYHOCTD OlLIE€HUBAJIK C

UCIONIb30OBAHMEM  MCXOIHBIX kKJjleTok Raji wm  JgwmHMM SCID Raji.
Mocnenuue (uHMM SCID Raji) noJsyuanu M3 OTIEJILHEIX OIYyXOJiel,
YCTOWNUUBEIX K aHTHUTEJIaM IPOTUB CD20, BEIIEJISEMBIM y
UMMYHOOEeQUUMTHEIX MBIIEN, KOTOPBIM MHOOKOXHO MHBELMPOBAJIM KJIETKU
Raji nmnocse obpaborxku mAb nporur CD20 puryxkcumadboMm. B »zTOoM
npuMepe MCIOJbL30BaJiM udeTepe JuHMM (SCID Raji 1-4).

[0217] Oxcnpeccun CD20 m MHIUMOMPYOUMX KOMIIJIEMEHT MOJIEKYJI

CD55 m CD59 B JsmHMAX KJIeTOk Rajl onpenessyimu nocpencrteoM FACS. B

KPAaTKOM  M3JIOXEHUH, kjaeTky 1x106 uHKYyOMpOBasiM B  OTIEJIbHBIX
npodbupkax B TedeHue 30 MHUHYT C aHTUTEJIAMM, HENOCPEeICTBEHHO
KOHBOIMpOoBaHHeIMM ¢ CD20, CD55 m CD59. KieTku IOBaXIEl [IPOMBIBAJIU
nepen IOJIydeHMeM  IOaHHBIX FACS C  WUCIOJIb3OBaHMEeM LuUToOMeTpa
FACSCanto m aHalmMsa C MCHOJIB30BAHMUEM I[IPOTPaMMHOTO ODeCHedeHUd
FlowJo.

[0218] Insa onpemejsieHMS CHOCOOHOCTM aHTUTes NOpoTuB CD20 u
nporue CD3xXCD20 onocpenoraThb HaNpaBJIEHHBMU T-KJIEeTKAMM LUTOJIMI
JIMHUM KJIETOK Rajl MeueHEle KaJjibLEeMHOM KJIeTkM Rajl mHKyOMpoOBa M B
TeueHre 2 uyacos npu 37°C C NpendBapUTesJIbHO aKTUBUPOBAHHBEIMM T-
KJIeTKkaMlM (BBIOEJISIEMEIE C MCIOOJIb30BaHMEM O¢ukoJuia PBMC uejsioreka,
axkTUBMpPOBaHHEle rhIL-2 (30 En/mi) ¥ aKTUBMPYOUMMU TPaHyJaMu C
auTuTesIaMy NpoTuB CD3/CD28) u 3-KpaTHHEMM CEPUMHEIMM Pas3BeIeHUSIMU
aHTUTET, HauMHag oT 2 HM. [Mocre MHKyDalLumu [IJIaHIIE T
UeHTPpUQYyTMPOBaJIM M [IePeHOCUJIM CyINepPHAaTaHTEl B [IPO3PAaYHE YEPHEBI

[UIQHIIET C YMCTBEIM OHOM IJid OeTekuumu o¢ayopecueHumm npu 530 HM Opu

ucnyckaHmur 485 HM. [IpOUEeHT LUUMTOTOKCUUHOCTM OHNpPenesdanM Ha
OCHOBAaHUU SHAYEHUN CIIOHTAHHOTO (TonbBKO KJIE TKM—~MUUIEHN ) "
MaKCHMMAaJIEHOTO BEIOEJIEHM S (KJIeTKM-MMUIEHY, JIV3UPOBaHHBIE c

meTepreHToM) . B3HadeHud ECsg pacCuMTHBaIM C MCIOJBb30BaHueM 4-
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rnapamMeTpmndeCKoIro HEeJIMHEeMHOTO PerpeCCrMOHHOTIO dHajJin3a C

UCIOJb30BAHMEM NPOTPaAMMHOTO ofecrneuenHus Prism.

[0218] Ina omnpemesieHMA AKTUBHOCTM aHTUTEJ onocpemoraTb CDC

JVHMUKM KJIeTok Rajl wuHKyOupoBasu C 5% HOPMAJIBHEIM CHBOPOTOYHBEIM

KOMIIJIEMEHTOM UYeJloBeKa U 3-KPAaTHBMM CEPUMHEIMMY pPasBeleHUIMU

anTureJ, HaumHasgs oT 100 uHM. Ilocsie mHKyODaumum B TeueHue 4,5 yacos

npu 37C onpemenanu rubesb KIJIETOK C wKcnojgbs3oBaHueM CellTiter

Glo®. IlpoleHT LUTOTOKCUUHOCTM OINpelesisajiM Ha OCHOBAHUM 3HAUEHUN

CIIOHTAHHOT'O (TOoIBKO KJIe TKM ~MMUIeHU alone) " MaKCHUMAJIBLHOT'O

BBEIOCJICHNMA (KﬂeTKM—MMmeHM, JIM3MPOBAHHBIE C HeTepPeHTOM). 3HauUeHMuA

ECso PaCCUMUTEIBAJIN C UCIIOJIb 30BaHUEM 4-nmapaMeTpUUYeCcKOT O

HEeJIMHEeMHOTO PeTrpeCcCrUOHHOTO aHams3a c UCIIOJIb 30BAHVEM
nporpaMMHOTO oOfecrneueHus Prism.
[0220] PesynbTaTe NOpPenCcTaBJIeHH B Tabjuie 25.
Tabmuua 25
SHauenusa ECsg mjia omnocpenoBaHHOM aHTuTejsoM CDC wu

ornocpenoBaHHOM T-KJIeTKaMM LIUTOTOKCUUHOCTH

OnocpenosaHHas T-
CDC KJIeTKaMu
LUUTOTOKCUUYHOCTE
JnHM s MEFI KOHTPOJIb KOHTPOJIb KOHTPOJIb
CD55/
KJIETOK CD20 IV III Vv
CD59+ BS3/20- BS3/20-
(aHTUTEJIa (aHnTUTeJIa (aHTUTEJIa
007 007
IIPOTUB IPOTUB IPOTUB
CD20) CD20) CD20)
OrcyTCcrTBUE
Raji 1709 | 8,81 2,62E-09 2,47E-10 9,660E-11 1,66E-12
AKTUBHOCTHU
Raji OTcyTcTBUE
570 80,7 1,01E-07 5,19E-08 8,56E-08 1,11E-12
SCID1 AKTUBHOCTU
Raji OTcyTcTBUE
1373 19,1 8,83E-09 2,29E-10 5,87E-11 6,52E-13
SCID2 AKTUBHOCTU
Raji OTcyTcTBUE
1151 | 97,3 3,77E-08 5,71E-09 2,55E-08 2,93E-13
SCID3 AKTUBHOCTHU
Raji OTcyTcTBUE
1717 | 64,6 1,40E-07 1,14E-09 5,29E-09 1,53E-12
SCID4 AKTUBHOCTU
[0221] IIo cpaBHeHMIO C MCXOOHBIMM KJjleTKamMu Raji nng 2 us 4
auHuy  SCID Rajl »eMOHCTPMPOBAaJIM [IOHMXEHHYH 3kchopeccun CD20
(rabmmua 25; smuHMy SCID Raji 1 w®m 3) CcoO 3HauMTeJbHO OoJiee
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BEICOKMM [IPOLIEHTOM KJIETOK, BKCIPECCUPYRIMX MHTUOUPYWME
KoMILJIEMeHT MoJiekyJitl CD55 m CD59. UyBCTBUTEJBHOCTL KJjiIeTok SCID
Raji x CDC, onocpenoBaHHOM aHTUTeJaMu HpoTue CD20 mIm HOPpOTUB
CD20xCD3 3aBucejsla OT OPOlLIeHTa 3JKcOpeccupybumx CD55/CD59 kieTok,
HO He oT ypoBHa CD20, TaxkmuMm oOpaszoM, UYTO I[OBHIIEHHAS BKCIpeccud
CD55/CD59 Ha xJjeTkax-MUIIeHSX MHTUOMpoBajsa CDC.

[0222] AuTuTesia npotmuB CD20 (xoHTposnp IV um xoHTposb IIT

[puTyxcuMad] ) ABJIANIKCE  OoJjiee  30OeKTUBHBIMM I[IO CPABHEHULD C
aHTUTEeJIaMU [IPOTUB CD20xCD3 (BS3/20-007) B OTHOWEHUN
OIOCPEenOBRaHUA CDC, T.K. pucneumpmudeckoe AHTUTEJIO  ABJIAEeTCH

OonHoOBaJIeHTHEM njga CD20. OnmHaxko B oTjmuue oT CDC, onocpenoBaHHAadg
T-KJeTKaMM LMTOTOKCUUHOCTEL He 3aBuUcCeJla OT ypoBHerw CD20 wiau
CD55/CD59, T.kx. BCe JIMHMKM KJIETOK HBJISAJMCL B PAaBHOM CTEIIeHU
[IOOBEPXEHHEIMM T'MOeJiM KJIETOK, OODOYCJIOBJIEHHOM aKTUBUPOBAHHBIMK T
KJIe TKaMU B NPUCY TCTBUU dbucneumMdmuuecKoro aHTHUTEeJIa [IPOTUB
CD20xCD3. Kpome Toro, Oucneuudpmuueckoe aHTUTEJIO ABJAJIochk B 100-
1000 paz 6Gojee 20OeKTUBHBEIM B OTHOIEHMM OIOCPEINOBaHMUS 3aBUCUMOTO
or T-kKJeTOK LUMTOJM3a KJIeTOK Rajli NO CpaBHEHMI C AaHTUTEJIOM
npotur CD20 B anammszse CDC.

Mprmvep 12. IosblieHMe skcnpeccum CD25 Ha CD8+ T-xkjueTkax

3aBUCUT oT KOHLEHTPaUUMU CD20 B crydae NPUCYTCTBUSA

prucnenudruueCcKkmux aHTuTes npoTtmus CD20xCD3

[0223] g OLEeHKH, OynoyT JM OPUBOIUTE ©OOJiee  BHICOKUE
KOHLEHTpaUuuu KJIe TKY ~MUIIe HA (CD20+ JIVIM@ OMBET ) K [IOBEIIEHHOM
AKTMBHOCTHM Oucneuupmueckmux aHTmuTes CD20xCD3, MOHOHYKJI€APHEIE
KJIE TKIU rnepubdepmnueckom KPOBU yeJioBeKa (PBMC) COBMECTHO
KyJIbTUBMPOBAJIX B HNPUCYTCTBUM JIMHUM  KJIETOK, noJiyuyaeMom  u3
nvMboMEl BepkuTTa, HanpuMmep, Raji.

[0224] [ToBLILIEHMKE 3KCHOPeccun CD25 Ha CD8+ T-kjeTKax
ONIpemesiayiM C MCIOJIB30BAHMEM CJIeOyRIero NpoTokoJsia: PBMC uesyioBexka
(5x10°%/Mi1) , BBIOEJISEMBIE LEeHTPUOYTUPOBAHKEM 0DOTaleHHOT O
MOHOHYKJIEAPHEIMM KJIETKAMM NPOOYKT Jerkadepesa, MIOJIydaeMoTo U3

KPOBU B M30OHTKe (QUKOJJIA, MHKYOMPOBAIM B NOPUCYTCTBUM (1x10°/mi)

UM OTCYTCTBUM KJEeTOok Rajl nmpm 37°C B 96-JIyHOUHBIX I[1JIOCKOIJOHHBIX

JlaHuweTax C DS-KPpaTHEMM CEePUMHBEIMM pPas3BeOeHMAMM OMCHelndUuUeCKUx
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aHTuTeJs. UYepes 48 UWacoB KIETKM NPOMBEIBANIM 2 pasa, OJOKMPOBAJM B

TeueHrue 10 MMHYT OpM KOMHATHOM TeMmIepaType C OJIOKUPYIOWLMM

peareuToM hFcR, a 3arTeM uHKyOupoBasiu B Teuenme 30 MmuyT npu 4°C
C HENOCPEICTBEHHO KOHBOIMPOBAHHBEIMM aHTHUTeJiaMu npotus CD2, CDI19,
CDh4, CD8 wm CD25. TIlocye oOKpallMBaHMA KJIETKM JOBaXIEl [IPOMEIBAJIM
nepen IHOOJIydeHMEeM HOaHHBIX C MCIHOJb30BaHmeM FACS HNOCpencTBOM
umuroMeTpa FACSCanto M aHammM30M C MCIOJIb30BAHMEM IIPOIPaMMHOIO
obecneueHua FlowJo. IlpoueHT axkTuBMPOBaHHEIX CD2+CD8+ T-kJjeToK,
skcHnpeccupyoumx CD25, HaHOCHMIM Ha TIpaduk B 3aBUCUMOCTU OT
KOHIIEHTPpalumu aHTUTEesa u PacCuUKTEBAaJIN SHa4YeHU4 ECso c
UCIONIb30OBAaHMEM 4-rapaMeTprMueCKOT0 HEJIMHEMHOTO PeIpPeCCUOHHOTO
aHalM3a C UCHOJIb30BAHMEM NPOTPAMMHOTO  obecnedeHus  Prism.
PesysnbeTaTe NDpeACTaBJIEHEl B Tabjule 26.
Tabmanua 26
[ToprpnueHMe sKcnpeccum CD25 Ha CD8+ T-kjeTkax I[I0cCje MHKyDauum
PBMC uejioBeka C OucneumuduueckKuMM aHTUTesamMu npoTus CD20xCD3

[JI0C MJIM MMHYC KJIeTKM Raji

PBMC PBMC + Raji

AHTHUTEJIO MaxkcuMaJIbLHEIL % MaxCUMAaJIbHEIA %

ECsp (M) ECso (M)

CD25+ CD25+

BS3/20- 1,35E~

1,12E-10 14,2 92,2
001 12
BS3/20- 3,38E~-

3,65E~10 21,1 94,4
003 13

[0225] Kak mnpencraBJieHO B Tabiauie 26, 018 aAKTUBMPOBAHHEBIX
T~-KJIETOK [PU KYJbTMBMPOBAHUM B IPUCYTCTBUM KJIeTOK Raji (MuuenHm)
OEMOHCTPUPOBAJIM [IOBLIIEHME BKCIPECCUn CD25 " rocJyenymoiee

yMeHblleHre B 100 pas mx sHadeHuM ECsg.

lIpumep 13. Bucneumgpuueckme aHTUTesga CD20xCD3 uvMHOYyUUPYIOT

LIMTOTOKCUYUHOCTE B OTHOUEHUM KJeTok  Raji B NPUCYTCTBUNK

AKTUBMPOBAHHEIX T-KJIETOK

[0226] B aHanM3e LUUTOTOKCHMYHOCTM In VIitro TeCcTHUpOBall
CHOCOOHOCTL Oucneuupmuueckmux aHTHUTes CD20xCD3 mnepeHanpaBJIATH
onocpenoBaHHBM T-KJIeTKaMM LMTOJM3 Ha BJKCcIOpeccupyomme CD20

xjeTkr Raji. Kpowme TOTO, TaKXe  MCCJeNoBaJlM  CHOCODOHOCTE
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6MCH€LU/I(_DI/IH€CKMX W MCXOIOHBIX aHTUTEJI IIPOTUB CD3 YHUUTOXAThb KIJIETKU
U937 mocpencTBOM B3amMoOmencTBUM Fc/FcR.

[0227] AHaJIM3EBL OBy CJIOBJIEHHOT O KaJlblIeMHOM LUTOJIN3a

OPpOBOIMJIM C MCIOJIE30BAHUEM CJlenyplero OpoTokoJsia: PBMC uejsioBeka

M SABAHCKOTO MakKaKa BHIOJSJIM B U30BHTKEe (QUKOJIJI-TIAK WM C
MCIIOJIb 30BAHUMU cpensl OJIs BHEIIEJIEHUSA KJIETOK MJIEKOIIMTAKIIMX
JuMmboamT, COOTBETCTBEHHO. BermeJjieHHEBIE PBMC AKTUBUPOBAJINU B

TeueHMe HEeCKOJIBKUX CYyTOK CpeIoM, corepXallel PpeKOMOMHaHTHEM I1L-2

4yeJIoBeKa (30  En/wm) M Tpa”HyJlaMu OJ4  akTuBauum T-KJIETOK

(aHTuTesa nporue CD3/CD28 mms PBMC uejioBeKa, aHTUTEJa [IPOTUB

CD2/CD3/CD28 myia PBMC 4BaHCKOIT'O MakKaka) .

[0228] Knerky-MuieH (Raji Jisa OIIOCPENOBAHHOTO CD20
uuTosamsza wm U937 nmns  onocpemoBaHHOTO FcCR  umTonm3a) MeTU u
KaJibLIEMHOM M MHKYOMPOBAJM C AaKTUBMPOBAHHEIMU T-KJIeTKaMU IIpU
OTHOWEHUM BOOeKTOop :: MUIUIEHDE 10:1 ¢ wmcnoJb30BaHMEM  3-KPATHHIX

CepHUMHEIX Pal’3BemNeHMuM aHTUTeJ B TeueHue 3 uyacos npu 37°C. Ilocje
MHKyOauuy IJIaHWETH LIeHTPUGYyTMPOBaJIM UM IIEPEHOCWJIM CYIEePHATAHTH B

NPO3PAaYHBEIM YEPHBM I[IJIAHWET C YUMCTHEM OHOM IJIS (QJIyOpPEeCLEeHTHOTO

aHaIms3a . ECso, onpenesigeMele KakK MOJIAPHAA KOHLEeHTpaumns:a
oucneumMpruuecKoIro aHTuTesa, KoTOpasa MHIOYyLUUPpYyeT 50%
UUTOTOKCUYHOCTE, OINPEenesisajiM C MCHOJb30BaHMeM Prism. 3HaueHUsd
PACCUMTHIBAIM C MCIOJIB30BaHyeM 4-napaMeTprudecKoTO HEeJIMHEeMHOT'O

PerpecCrOoHHOTO aHalu3a.

PesysibTaTel 0o000meHs B Tabsmue 27.

Tabauiia 27

Buauenusa ECsop mya mHayumpyemol CD20XCD3 UMTOTOKCUUHOCTU IIJIS

kjeToxk Raji m U937

IMTOTOKCUUHOCTH

IMTOTOKCUYHOCTb

IMTOTOKCUUHOCTE

mng Raji T- nna U937 T- ong Raji T-
AHTHUTEJIO
KJIETOK UYeJIOBeKa | KJIeETOK dYeJIOBeKa | KJIeTOK O0e3bSHEI

[M] [M] [M]
KouTpose I
(auTUTEJIO NA 3,04E-12 NA
npoTtus CD3)
BS3/20-001 5,63E~-11* 8,86E-11% 1,27E-12%
BS3/20-002 7,71lE~-11* 8,24E-10 NT
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B3S3/20-003 7,38E-11% 8,10E-11* 4,36E-14
BS3/20-004 1,29E-11%* 6,07E-11 NT
BS3/20-005 1,95E-11 1,48E-10 NT

(*) JaHHEIE NPEeICTaBJILgDT CoOOM MeIMaHHBe 3HadeHusa 3 uiIu 0OoJee
HE3aBMCHMMEBIX AaHaJIM30B. JaHHBE 0Oes (*) nOpezncraBjaganT CcoOOM’
XapaKTepHue/cpenHue 3HauUeHus 1 WM 2 He3aBUCKHMEIX aHajm30B. NA
= OTCYyTCTBME aKTUBHOCTM,; NT = He TeCTHUPOBAaJM.

[0228] Kax mnpexncraBjeHO B Tabauue 27, oOucneumupmuuecxKue

anTuresga CD20xCD3, comepxaume  IJeuwy, crneumnpuueckKue xk CD3
JeJyioBekKa WA mamoume [IEPEKPECTHY peaxkumn C CD3
yeJioBeKa/SABaHCKOI'O MakaKa, OKasaJMCh CIOCOOHBIMM CHeunuduueCcKU
[IepeHanpaBJaTh LUUTOTOKCUMUHOCTE Ha kJIeTku Rajl B HOPUCYTCTBUU
AKTUBMPOBAHHEIX T-KJI€ETOK UYeJIOBEKAa. B NPUCYTCTBUM aAKTUBUPOBAHHBIX
T-kJeTOK SBAHCKOTO Makaka Rajili rmubnu, KoOTIa WX UHKYOUPOBAJM C
BS3/20-001 wmium BS3/20-003, OucneumudmyecKrMM aAHTUTEJIAMU, KOTOPLIE
comepxartT [jIeum [IPOTUB CD3, KOTOPBIE AKTUBUPYIT T-kJIeTKMU
ofesbgHbEl. Bce Oucneuudpmueckme aHTUTEJA, a Takxe KOHTpoJsb I, mAb
npotur CD3, o6jamajliM aKTUBHOCTBLIO B aHaiuze Fc/FcR-3aBUCUMOTO
LUTOJM3A U937. STy aKTUBHOCTD MOXHO OBLIIO OJIOKUPOBATH
nobaBJIeHMEM B pPeaxumo OIIOKMPYRIETO Hecneumpmuueckoro IgG

ueJjioBeka (OaHHbBIE He [TOKAa3aHHI) .

[Tpumep 14, Bucneuugpnueckue aHTUTE A CD3xCD20 MOTYT

nomarJjsaTe CD194+ B-kJeTKM Yy MBIIEM C BOCCTAHOBJIEHHBEIM MMMYHHBIMMI

KJIEeTKaMM1M dYeJIOBeKa UMMMYHUTeTOM

[0230] [Hna onpenesneHus 200eKTUBHOCTM BBEIOEeHMUS 1in  VIVo
pucnenupmndeckoro aHTuTresia CD3xCD20  aHamIM3UPOBAJIM  M3MEHEHMSA
ypoBHer CD19+ B-kjeTox um CD2+ T-kjeTok nocpernctsom FACS mocre
BeegeHua 10 wMxr wmar 0,1 MKT OMCOEUMOMUECKOTO aHTUTEJa OPOTUB
CD3xCD20 wmpmamM, KOTOPBIM BOCCTAHAaBIMBAJM MMMYHHEIMM KJI€TKaMM
YyeJjioBeKa MMMYyHUTET.

[0231] B KpPaTKOM M3JIOXEHUM, HOBOPOXIOEHHBIX MBILIEN

BALB/Rag2null /ynull obJstydasnmu 2x150 Pan 1t BOCCTAHABJIMBAJINU

UMMYHMKTET 4x105 CD34+ TeMOIIO3 TUUYEe CKMMHU KJIeTKaMU-
npeniuecTBeHHUKAMU yeJioBeKa IOCPeICTBOM BHYTPUIIEUEHOUHOMN

MHBeKUMM. UYepes 12 HeneJsip ONpelesisayiM KOMIIO3ULIMI BOCCTaHOBJIEHHOM
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MMMYHHOM CHUCTEeMBl dYeJioBeKa B IepubpeprueckKoM KPOBM IIPOTOUYHOM
HMTOMe Tpuen. Kax npaBuio, yepes TPU MecsdleB rocJjie
BoCCTaHOBJIeHusa 10%-60% [OPOLEHTOB JIEMKOLUMTOB HIepudepmudecCKon
Kporu aBjanmucbk CD45+ dejyioBeka, u3 KoTopmx 40%-70% OpenCcTaBJISOT
cobom B-kjyerku, 15%-40% npemncraBiasoT cobor T-KJEeTKM, OCTAaBUIMECH
u COXpaHUBLIKECH NpencTaBigioT cobon HeboJblMe [IOIIYJIALMN
[IPUPOOHEIX KWUJIJIEPOB U NEHIOPUTHHX KJIETOK.

[0232] Uepes 04Tk MeCHALER [IOCJE BOCCTAHOBJIEHMS  MBIIAM

MHTpAllePUTOHEAaJIbHO MHBELUMPOBAaJIN 10 MK W 0,1 MKI'

fucneunonyeckoro aHTUTesia npoTus CD3xCD20 BS3/20-007, 10 wMkD
OOHOBAJIEHTHOTO aHTuTejyia npotwuB CD3 ¢ 1 mjmeuom (BS3/20-009, cwm.
Tabmuuy 1) wmiam 10 MKI' KOHTPOJIS C HepeJIeBaHTHEM us3oTunoM hIgG.
Yepe3 OnOHM, BOCEeMb M IOBANUaTb-ISATH CYTOK I[IOCJI€ MHBEKLUUM Yy MBIIEN
Opanu obpasel KPOBM M3 PEeTPOoOpOMUTAJIBHOTO CHMHYyCa M OINpelesisasn
MNONYJIAUMM MMMYHHEIX KJIETOK B IIepudepuueckolr KPOBU IPOTOUHOM
uuroMerpuer (FACS) .

[0233] Ina a”anmuza FACS 100 Mk KpOoBM UHKyOupoBamm ¢ 1,5
M1 Oybepa mnna Jgm3uca RBC B npobupkax Eppendorf B TeueHue Tpex
MUHYT. KieTky ueHTpudyImMpoBasM B TeueHMe OATKM MuHYT npu 0, 4Xxqg,
IPOMEIBAJIM 2 Ppas3a OpOoMBBawuyuM pacTeopoM njas FACS (PBS+3%FBS) u
OiokupoBaan B TeueHue 10 MMHYT OPpM KOMHATHOM TeMIepaType C

proxkupyomyM  FC  MpIIM peareHTOM. 3aTeM KIEeTKM MKHKyOMpOBaJM B

TeueHre 30 MuHYT npu 4°C C HENOCPEICTBEHHO MEUeHHBIMU aHTUTEeJIaMU
nportus CD2, CD3, CD19, CD4, CD8, hCD45, hHLA-DR m mCD45. Ilocne
OKpallBaHMA KJIETKM IOBa pa3a OPOMEBAJIM [Iepen INOJIyYeHMEM IaHHBIX
FACS nocpenctroM umroMeTpa FACSCanto m aHammMsa C KCIOJIb30BaHUMEM
nporpaMMHOTO ofOecneueHuda FlowJo. PesysbTaTel OpPeICTaBJIEHH B
Tabnuue 28.

Tabmmua 28
[Ipouent uumpkynupyoumx CD45-, CD19- u CD2-OOJIOXMTEJIBHBIX KJIIETOK

Y MBIIEM C BOCCTAHOBJIEHHBIM VMMMYHHBIMM KJIETKaMM UYeJIOBeKa

MMMYHMTETOM
KOHTPOJIE HEIA BS3/20-009
BS3/20-007 | BS3/20-007 (0,1
ID wmbnmm v3orun (10 [omHO 1mJIedo
(10 mMxr1) MKI')
MKI') CD3] (10
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MKI')
1 2 3 4 5 ‘ 6 ‘ 7 8 9
CyTKM

Io 13,7 14,8 | 16,1 | 30,9 | 37,2 | 22,5 | 25,5 26,6 33,3

1 c 7,7 10,8 |1 0,01 10,13 1,7 1,2 0,8 2,7 8,9
FhuCD45+

8 ¢ 14,1 12,7 10,12 | 0,16 3,3 7,7 3,9 3,2 4,5

25 ¢ 13,0 7,3 0,15 0,12 9,0 1,2 1,0 2,8 5,1

1l c 58,7 66,8 | 0,00 | 7,69 | 20,2 7,0 5,2 75,3 87,1
$CD19+

8 ¢c 66,2 56,2 10,001] 0,00 | 21,3 0,4 0,0 70,4 76,6
(huCD45+)

25 ¢ 37,3 62,8 9,7 2,6 58,3 0,7 0,6 38,9 51,3

1 c 58,7 66,8 | 0,00 | 7,69 | 20,2 7,0 5,2 75,3 87,1
FCD2+

8 ¢ 66,2 56,2 10,000,001 21,3 0,4 0,0 70,4 76,6
(huCD45+)

25 ¢ 37,3 62,8 9,7 2,6 58,3 0,7 0,6 38,9 51,3

[0234] Kax npezncTarjieHO B Tabnuue 28, omHOKpaTHasa mos3a 10

MKT' OucrneumMdrueckoro  aHTuTejia nOpoTue  CD3xCD20 BS3/20-007
NPpUMBOIMIJIA K MCUE3HOBEHU UMpkyaupyoumx hCD45+ xjeTox y 2 u3 2
obOpabaTEIBaeMbIX MHIIEM, KOTOPBEIE He BOCCTAHABJIMBAJIMCHE B TeUeHUE
BCeTro »kcrnepuMeHTa. OnHOkpaTHas moz3a 0,1 Mxr BS3/20-007 cHmxasa
uycyio uupkyaupymoumx hCD45+ kjeTok, Brioyas CD19%+ B-kjeTxku u
CD2+ T-kjeTku uyepe3s 24 yacoB TIocCJe MHBEeKUMM y 2 u3 3
obpabaTeiBaeMeIx Mblmien. [locjie CHMXeHua umcija npoueHT hCD45+
KJIETOK CYUIECTBEHHO He BOCCTAHABJMBAJICS VY pPearupyolMx MBIIel,
KOTOpBEIX oO6pabareBann 0,1 wMxr BS3/20-007. OmHako Te KJIETKWH,
KOTOPEIE OCTaJIMCh y DTUX MBI , NpencTaBJIsain cobon
npeuMmyumlectBeHHo hCD2+ T-xjerku, u CD19+ B-kJIeTKM He COIEepXaJiucChb
Yy pearupywommMx ~MbBIIEN nmaxe uyepes 25 cyTok nocjye of6paboTku.
OnHokpaTHas nosza 10 MK OIOHOBAJIEHTHOTO aHTUTEJla ¢ 1 T[JeduoM
npoTus c CD3 (BS3/20-009) Takxe OpuBOOMIIla K YCTOMUMBOMY, HO
YMEPEeHHOMY CHWXeHMi uucija CD45+ xjeTox, B uacTHoCcTM CD2+ T-
KJIETOK, Yy 2 u3 2 obpabaTmBaeMelx Memewn. OmHOkKpaTHas noz3a 10 MkT
KOHTPOJIA C HepeJeBaHTHEIM Mu3oTunoM hIgGl He uMesa IOCTOBEPHOTO
3pdexTa Ha OPOLUEHT UMpPpKyJIupyoumux kjgeTok hCD45+, hCD1S+ wnu

hCD2+.

llprmMep 15. O6paborka OucneumprueckuMm aHTuTesoM CD20xCD3

yMEeHbIIaeT 0OBeM ONyXOoJu M3 KJIeTOoK Rajil y wmemer NOD/SCID

[0235] IOng oueHkM 300eKTUBHOCTU OTOOPAHHBIX OUCHEeUUOUUISCKUX

aHTuTes npoTuB CD3xXCD20 B OTHOWEHMM CHMXEHMS POCTa ONYXOJIM U3
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kjJeTok Raj, wemam NOD/SCID (Taconic) TMOOKOXHO WMIIJIAHTUPOBAJINA

cMech 2x10% omyxojyeBbix kKJjeTok Raji m 8x10% PBMC uejyioBeka. Mouuen
obpabaTelBallM TPM pasa B HEINeJK, HauMHaAA HA CYTKM MMILJIAHTAUUK
Oy XOJiN, Fc uejgoBeka (hFc) i  oucneuudmuuecKMM  AaHTUTEJIOM
CD3xCD20 (BS3/20-007) B nmose 1 MkT Ha Memb (N=20 Mpmer B Ipynne
obpaboTke) . PeareHTH OOCTAaBJAJM NOCPEICTBOM MHTPANEPUTOHEAJIbLHOU
(n/m) wuHBEeKUMM. PasMep ONyXOoJM Wu3Mepsaly TpY pasa B HeIeswn C
MCIIOJIb 30BaHUEM UUPKYJIeNn u BBIUMCJIISAIIN obbeMm OIIYyXOJIN Kak
obbeM= (IJIMHAXBEICOTA?) /2. PesynbTaTe NpelIcTaBJIeHBl Ha ourype 1.

[0236] Bo BTOpoM skcnepumMeHTe wMemaM NOD/SCID HOIKOXHO
UMIIJIAHTUPOBaNIM cMech 2x10° onyxoseBrix kjeTok Rajl m 4x106 PBMC

yejioBeka. O00paboTky Oucneumbmuueckmum aHTUTesoMm CD3xCD20 (BS3/20-
007) wmnmM KOHTPOJNILHEIM peareHToM (hFc) HaumHanm uyepes 7 CYTOK
rocJjie MMIJIAHTAUMM OIYyXOJiM, UYTOOB ONYyXOJIM CTaJIM [IPOIUYIIEBAaEMbBIMA .
Memert ofpabaTeiBajiM OBa pasza B Hemeyiw B no3e 1 MKI Ha Memb (N=6
MEIIM B Tpynmne o6paboTkmu). PeareHTHl MHBELMPOBAJIM I[IOOKOXHO, B
CTOPOHE OT ydYacTKa MMIUJIAHTAUMM ONYyXOJM. Pas3Mep ONyXOJiM U3MEePaJN

IBa pas3a B HezrgeJio C MCIIOJIBE3OBAHMEM ]_U/IpKyJ'[eI;’I Y BBUMCIISIM OO0BEM

OMyXOJIM KakK 00BbeM= (IJIMHAXBEICOTA?) /2. Pe3ysbTaThl NpelCTaBJIEHB Ha

burype 2.
[0237] SToT nprMep OEMOHCTPUPYET, uTo obpaboTka
fucrneumpmrue CKmUM AHTUTEJIOM CD3xCD20 BS3/20-007 ABJISAJIACH

5bbexTUBHOM B OTHOUWEHUM UWHTUOMPOBAHMSA POCTa ONyXOJM KaK B
MOMEHT MMIJIAHTAUMM ONYyXOJM, TaK WU TO0CJe TOro, KaK ONyxXoJu
chopMmpoBammce. OOBEM ONyXONM Yy MBIIEM yMeHbWAJICS Ha 25 CYyTKM

[ocJe UMMIJIAHTALUMM B OOOUMX MCCJIeIOBAHUAX OTHOCUTEJILHO KOHTPOJIA .

Mpumep 16. Bucneuupuueckme aHTUTesna CD20xCD3 yMEHBIIAIT

IIONYJIALUA B-kJjieTOK v ABaHCKUX Maxkak u obIamanT
bapMaKOKMHE TUUE CKUM npoduiewm, TUIWNYHEIM IJis MOHOKJIOHAJIb HBIX
AHTUTET

[0238] [lpenBapuTenbHOE He COOTBETCTRyKLIEE GLP 17

@apMaKOHOI‘I/IquKOG ncciyienoBaHve IIpoBOIOMIIM H4A ABAHCKUMX MadKaKaXx

(Macaca fascicularis) IS onpeneJieHns CIIOCODHOCTHU

Oucrneumpmueckux aHTuTes CD3XCD20 yMeHbIIATH MIONYJSLUMM B-KJIETOK Yy
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3TUX XUBOTHHIX. CaMlIOB XMBOTHEIX pPacOpenesidalM Ha TpY KOTOPTH.
Koropra 1 nonydanu ©Oucneumpmuueckoe aHTuTeso BS3/20-001 wu
BKJIOUAJIA TPpM pasjudHele Tpynnel nosuporaHmsa (0,01, 0,10 m 1,00
MI'/KT') ¢ 3-4 xXuBOTHEIMM B Tpylnne nosmuporaHua. Koropra 2
npencrapjsaja coboM KOTOopPTY M3 OBYX XMBOTHBEIX, KOTOPHE IIOJIYyYaJiu
HMBKYKD I03Y KOHTPOJBHOTO aHTurejya npotuer CD20 (xourposs V, 0,01
MI'/xkT) . Koropra 3 mnOpencraesisaiia  CcofOM  KOTOPTY M3  UeTHpPex
XMBOTHBIX, KOTOPHBE IIOJIydaJlM BEICOKYK HOO3Y KOHTPOJIBHOTO aHTUTeJa
nporus CD20 (xoHTposs III, 1,0 Mmr/xr). KpoBb cobupasiu Ha CYTKMU
-7 ¥ HENOCPEeICTBEHHO Iepen IOOo3MPOBaHMEM IJId YCTaHOBJIEHUSA
GOHOBEIX ypOBHeM B- u T-KJETOK Yy 3TUX XUBOTHEIX. JleKapCTBEHHOE
cpencrteo B mosax 0,01, 0,10 wmm 1,00 MT/KT BBOOWIM [IOCPEOCTBOM
B/B uHOYy3MM ¥ cobupanay KpoBb uepes 5 MuHyT, 5 uyacoB um 1, 4, 7 wu
14 cyTok 10CJie Oo3uMpoBaHMA. UYepes cyTku 14 CyTOK IIocJe
OO3MPOBAaHMA COoOUpasnM KPOBb KaxXIele OBEe HeneJM OO 3aBepleHUd
nuccaenosaHuda. O00pasupl KPOBM aHaIM3MpoBasau nocpencrsoM FACS Ha
Mapkeps B- u T-KJIETOK M onpeneydanr abCOJIOTHOE UMCIJIO BTUX TUIOB

KJIeTOk. OO0Opaslbl CHBOPOTKa TakXe  aHaJM3MPOBAaJIM Ha  YPOBHU

UMTOKMHOBR (IFNy, IL-2, IL-6 m TNFQ) cCcTaHDapTHBIMM aHaJIUTUUECKUMU
criocofbamMmu. PesymbTaTe OpencTaBJIeHEl Ha ourype 3 (B-kjeTku),
burype 4 (T-xjerku) u ourypax 5SA-5D (LUMTOKMHEL) .

[0239] Kakx [DpOOEeMOHCTPMPOBAHO B 3TOM IpHUMEpPe BBeICHUE
pucnenupndeckoro aHTuresa CD3xXCD20 npmBOOMIIO K CHMXEHMIO YKCIIa
UMPKyJIMpyoLMx B-xjeTok OO QOHOBEIX YyPOBHEM B I[IE€PBEI M3MePSEMBIL
MOMEHT BpeMeHMu (cyTku 1). Taxoe yMeHblIeHME He HabaoIaiau B
KOTOPTE KOHTPOJIBHBEIX XMBOTHEIX. CHMXEHME UKCJa B-KJIETOK B KOTOPTE
PrucnenMdnuUIeCcKoro aHTUTeJla COXPAaH4JIOCk JO IOBYX HeIeJb IOocJe
nosupoBaHusa u B koropTax nmo3el 0,01 m 0,10 MI'/KT CONPOBOXIAJOCH
[IOCTEIIeHHEIM BOCCTAHOBJIEHMEM YPOBHeM B-kJjIeTOK IO Tex [Oop, I[oKa
SKCIEPUMEHT He OBl 3aBeplleH NOpUOIM3UTENbHO dYepes 11 Henmess
rnocJie nosupoBaHusa. OmHako B koropTe 1,0 Mr/kr He HaOI0IAIU
BOCCTAHOBJIEHMUSA YPOBHEN B-xJjeToK B TeUeHKe BCETO CpoKa
skcrnepuMeHTa (11 Hemenp). B 3TOM 3KCOEPUMMEHTE Takxe HaOJIoOOaIu
3a ypoBHAMKM T-KJIETOK. BpeMeHHOe CHMXEHMEe uucia UUMPpKyIupyommx T-

KJIETOK HabOaamn Ha 1 CYTKMN I1o0CJIie JO3MPOBAHMUA B KOoTopTax
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OucrneundmUuueCKOro aHTUTEJA. YpoBHM T-KJIeTOK BO3BpAallaJIUCh K
GOHOBEIM YPOBHAM B BTUX KOTUOPTaxX HAa MOMEHT BpeMeHUu 4 CYyTOK U
COXPaH4JIMCh Ha OGOHOBEIX YPOBHAX IO KOHIIA 3BKCIepuMMeHTa. Kpowme
TOTO, IJIS YPOBHEM LUTOKMHOB B CHBOPOTKe mJs BS3/20-001 uepes 5
YaCcoOB JEeMOHCTPMPOBAJM OO303aBUCUMEIM U 3aBUCAWLMN OT BPEeMEHU
OTBET, KOTOPHIM COOTBETCTBYET aKTuBaLUUM T-KJIeTOK (CM. QUTypel S5A-
5D) .

[0240] Bo BpeMa 3KCIEPUMMEHTa TaKXe AaHalM3MpPOBaJM YPOBHU
SKCIPECCUM T'€HOB B IHepudepuuecKOor KPOBM. Y XMBOTHHIX I[I0OJIyYaJil
ofpaslel KPpOBM B IOBa MOMEHTA BPEMEHM OO HOO3MPOBaHMA (CyTKM 7 IO
OO3UPOBAHUA I HENOCPEeOCTBEHHO Iepen OO3MpOBAaHUEM) K uepes b5,
24, 72, 96 wm 168 uacoB [DoCJye HOO3MPOBaHMA. M3 3THUxX 00pas3LO0B
polmesianu PHK  wm  a”HanmmusupoBasM  HNOCPENCTBOM  MMKpPOUMUIIA. [Tpm
CPaBHEHUM C YPOBHAMU OO IOOBMPOBAHUSA UM YPOBHAMM BSKCIPECCUM T'€HOB
KOHTPOJIBHOM TPyHNIE HaOJoIalM BaMeTHOE CHMXeHME BKCIPEeCcCUuM T'eHa
MapKepoOB B-xJjieTok vy XKMBOTHBIX, KOTOPBIX obpabaTeBaK
bucneumndprue CKUM AHTUTEJIOM; 3TOT sdhdbexT ABJIAJICH nonoOHBIM
apdexTy, HabomaeMoMy B obpasuax, IOJIyYaeMbIX Y  XMBOTHHIX,
KOTOPHIX oObpabatreBanu 1,0 Mr/xr koHTposigs I1I1 (aHTUTEJIO [IPOTUB
CD20, COOTBETCTRBRYyIIEE purTykcumMaoy) . Habmogaemoe M3MEeHeHue
BKCIPECCUM MapKepoB B-KJIeTOK COOTBETCTBYET CHUMXEHMIO uYKcja B-
KJIETOK, HOEeTeKTUPYEMEIX B KpPOBM oOpabaTelBaeMbIX XMBOTHBIX. g
BKCIpPEeCcCCUM T'€HOB MapkepoB T-xkjleTok B of0pasuax Yy XUBOTHHX,
0OpabaTEIBaEeMEIX Bucneundrue CKUM AQHTUTEJIOM CD3xCD20,
IEeMOHCTPUPOBAJIN IepBOHaAYAJIBHOE CHUXEeHUEe c [IOCJIe oY OIUMM
BO3BPAalleHVMEM K HOPMAJIbHBIM YPOBHAM uYepes 24 dyaca. Kpome ToOTO,
OJ14 T€HOB, aCCOLUUUPOBAHHEIX c BOCHAJIUTEJIbHEIM OTBETOM,
OIEeMOHCTPUPORAJIM I[IE€PBOHAUYAJIBHOE IIOBHIIEHME DKCIPECCUM Y XUBOTHEIX
B KoropTe OrcneumpmuiIecKoro aHTuTesa, HO BO3BpalleHMe K
HOPMAJIBHBEIM YPOBHAM MJIM HMXe dYepes 24 uyaca. Hakxoxelu, aHammus
HeoOpa®OTaHHEIX OAHHEIX MHTEHCUBHOCTM CUTHAajJla 3BKCIOpecCuM T'eHa
CD20 mo3BOJIgeT NPEenNoJIOXMTH, UYTO ©OoJbllee CHUXEeHMEe dYucjaa B-

KJIeTOK BO3SHMKAET B pesyJsibTaTte oBbpaboTKM XMBOTHBIX

prucnenupmndeckmM aHTHTes oM CD3XCD20 no CpaBHEHMK C KOHTPOJILHBIMU

anTuresamm npoTtmus CD20. (cMm. ourypy 6 m Tabmauuy 29).
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Tabauua 29

YpoBHU 3kKcHOpeccumr TeHa CD20 Ha 7 CcyTku

Iosa Sxcnpeccua CD20
AHTUTEJIO
MT /KT (MHTeHCUBHOCTL 0e3 00paboTku)
Kourponer V  (aHTHTEJIO 0,01 26485, 44
nportur CD20) 0,01 24335,17
1,0 1813,46
Kourposne III (aHTHTEJIO 1,0 47,09
nportur CD20) 1,0 98, 88
1,0 70,52
0,01 24,93
0,01 226,45
0,01 4,78
0,01 8,12
0,1 8,26
BS3/20-001 0,1 5,62
0,1 4,82
0,1 23,61
1,0 9,38
1,0 9,19
1,0 8,22

[0241] Kax mnpencrarBjeHo B Tabmuue 29, Ha cenbMbele CYTKU
ocjie IOO3MPOBaHMA MHTEHCHMBHOCTE CcurHaja CD20 ©6es o00paboTku

oCcTapaJjiaCb Ha @OHOBBIX YPOBHAX Yy BCeX XUMBOTHBEIX, KpoMe OOHOTIO,

rpynnel CD3xCD20, Torma xak nnagd 3 u3 4 XMBOTHEIX, OOpadaTeBaeMBIX
1 wmr/xr  koHTposs IIT, OSMOHCTPMPOBAJIM  HEe3HAUUTEJIbHBEIE  WMJINK
IeTeKTUpyeMble YypPOBHU cuTHajsa CD20.

[0242] B 2TOM xe SKCIEPUMEHTE olLleHMBaJIA
bapMakokMHETUUECKUM OPpOoduie Oucneumudrdeckoro aHTuTesa (burypa
7) myTeM NOJyueHMa oOpasloB KPOBM OO HOo3upoBaHMa U uepes 0,083,
5, 24, 48, 72, 168, 336, 504 u 840 wuwacor. [Ing omnpenejyieHUsa
KOHLeHTpAaLUu obuwero OucneunudmnaecKoro aHTHUTEeJa [IOJIyYaeMble
ofbpas3LUk CEIBOPOTKMU aHaJNIMBUPOBAJIl 1P AMBIM TBepnOodas3HEIM
MMMYHOQEPMEH THEIM AHAJIM30M (ELISA). s OonpenesieHrda

bapMaKOKMHETUMUECKMUX  [IapaMeTpOB  JaHHBE  KOHIUEHTpauuu  oduero
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SrucneundrueCcKoro QHTHUTEJIA (BS3/20-001) B CBIBOPOTKE
aHaJIU3UPOBAaJn AHAJIN30M Des yueTa KOMIIAPTMEHTOB (Phoenix
WinNonLin) . PesynbTaThl OpencTaBJieHel B Tabmnuue 30 (AUC=mjomalb
non KPUBOU B 3aBUCUMOCTHU oT BPEMEHHU; Crax=MaKCHMaJIbHAA

KOHIIeHTpallMsa CoeIMHeHMs, HabjlomaeMmas B IpelCcTaBJjdollell MKHTepec
MaTpMle) .
Tabmmua 30

dapMakokMHEeTHMUYeCKkMe napameTpel BS3/20-001 y SBAHCKOTO Makaka

0,01 mr/xr 0,10 Mr/xn 1,0 Mr/ko
lTapamerTp | EnmHMIiE
Cpennee SD Cpennee SD CpenHee SD
Crax MK/ MJT 0,261 0,0413 2,32 0,274 33,4 4,20
KI'*MKI'/ M1/
Cnax/IO3a 26,1 4,13 23,2 2,74 33,4 4,20
MI
Tmax 4yachl 0,083 0,00 0,083 0,00 0,083 0,00
AUCxzce MKI'*yac /Mt 4,42 2,37 289 87,2 4940 1080
AUCsee/ Yac* KD ¥MKI
442 237 2890 872 4940 1080
nosa /Mit/ Mo

[0243] TIlocye onmHOKpAaTHOM BHyTpuBeHHOM nozer 0,01, 0,10 wunm
1,0 mr/xr BS3/20-001 B mepBelM MOMEHT BpeMeHu 3adopa npod (0,083
YacoOB) Yy SBAHCKMX MakakK HaOJoOOaJiM OCHOBHEIE MNMKOBBEE KOHLEHTPALMUM
(Cmax) 0,261, 2,32 w 33,4 wmxr/Mj, COOTBETCTBEHHO. CpenHue
suauenusd AUCsce 4,42, 289 m 4940 Mxr*uac/min HabJoOOaiM OpY OO03ax
0,01, 0,1 m 1,0 wmr/xr. HopManM30BaHHBIE HAa O03y 3HaueHus AUC
(AUCsce/ mosa) 442, 2890 i 4940 MKT*uac/Mmi Ha MIT'/KT
CBUIOETEJILCTRYIT O  TOM, yTO IIJlasMa DBKCIOHUPOBAaHMUE (AUCgee)
YBEJIMUYMBAETCSH C YyBeJUUYEeHMEM IO3bl HeJIMHEeVHbBM ofpas3oM. BoJjee uewm
NPOIOPILMOHAJIEHOE yBeJIMUYeHre DKCIOHMPOBAHUSA JIEKaPCTBEHHOTO
cpencTBa B IJjlasMe HaOIonIaJM OPpU YBeJIUUMBAKIENVCS J03e aHTUTeNa,
NOOTBEPXOAasd, uro BS3/20-001 MoOXeT [OIBEPraThbCsas HEKOTOPOMY
OMNOCPenOBaAHHOMY MUIIEHBI KJIMPEHCY. Obumr dapMakKoKVMHETUUECKUM
npoduns BS3/20-001 gejisgeTcs xXapaKTEepPHEM IJiS MOHOKJIOHAJIbHBIX
AHTUTEJI, OO3UPYEMBEIX SBAaHCKOMY MaKaky .

[0244] Hacrodumee u300peTEeHME HEe OTPaHMUEHO B CBOEM OOLeMe
KOHKPETHHIMM BapPMaHTaAMU OCYUWECTBJIEHNUS, OIMUCHBAEMBIMM B HACTOSIEM
onucaHur. PaKTUUECKM, PABJIMUHEE MOIMOUKALMM T[10 UI0DPEeTEeHUD B

IJOIIOJIHEHME K MO,HM@MKB.LLMFIM, OIIMCBIBa€MbBEIM B HacTOdleM OIIMCaHUuM,
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CTaHyT IOHATHBI CllelMaJIMCTaM B ,JIB.HHOI;I objacTu U3 YKa3aHHOI'O BHIIE
OIIMCaHm4 n COIIPOBOXOAaKnIMX @Mr'yp. Hpe,Z[HOJ'[aI'aIOT, uTOo Tarme

MOAMQUKALMM BXOOAT B oOBeM NpuiaraeMon QOopMyJEl M300peTeHMs.



128
$OPMYJIA UBOEPETEHUA

1. TomHOCTRL OMUCHEUMPMUECKOEe AaHTUTEJIO dYeJIOBeKa, CcoIepxalee
[IEPBEM AaHTUI'€H-CBSA3BlBaAIMII IOMEH, KOTOPHM CBA3bBaeTca ¢ CD3
yeJioBekKa, " BTOPOM AHTUMIT'€H—CB S 3EBalmlmni IOMEH, KOTOPHM
CBASEBAETCHA C  MMIIEHEBEIM  aHTUI'€HOM, TIoe  IEepPBHM  aHTUTEH-—
CBASEBaUMY OOMEH [OJIydeH M3 aHTuTresna, KOTOpOe CBA3HBAETCH C
CD3 wuweJjioBeka C PaBHOBECHOM KOHCTaHTOM znmuccoumanum (Kp), paBHOU
MeHee 5 HM, Kak M3MEPEHO IIOBEPXHOCTHHEM I[1IJI&3MOHHBEIM PE30HAHCOM
npm 25°C B dopmaTe C 3axBaTOM AaHTUIEHA, I'IOe KaxOel AaHTUTEH-—
CBSASHBAIMNI OOMEH COIEPXMUT TAXKEeJIYyD Lelb B IIape C JIeTKOM LeIlb.

2. Bucneumudpmueckoe aHTUTENO 00 n.l, TIe [IepPBHM AaHTUTEH-—
CBASHBANIMI IOMEH COINEPXUT MEeCTbh ONPeNelIanilMX KOMIIJIEMEHTAPHOCTH
objlacTemm (CDR) B mnpenesax aMMHOKUCIIOTHHIX I[IOCJeIOBATEJIbHOCTEN
rapel  BapmabernbHas obslacTes  Tsaxeyow uenm  (HCVR) /BapuabesibHasg
obryacTe Jerxkow uenu (LCVR), BHOPAHHOM M3 I'PYIIE, COCTOSAMEN U3
SEQ ID NO:2/10, 18/26, 34/42, 50/58, 66/74, 82/90, 98/106,
114/122, 130/138, 146/154, 162/170, 178/186, 194/202, 210/218,
242/250, 258/266, 274/282, 290/298, 306/314, 322/330, 338/346,
354/362, 386/394, 402/410, 418/426, 434/442, 466/474, 482/490,
514/522, 530/538, 594/602, 610/618, 626/634, 642/650, 706/714,
722/730, 754/762, 770/778, 7786/794, 802/810, 850/858, 866/874,
882/890, 898/906, 930/938, 946/954, 962/970, 1026/1034,

1042/1234, 1050/1234, 1058/1234, 1066/1234, 1074/1234,
1082/1234, 1098/1234, 1106/1234, 1114/1234, 1122/1234,
1138/1234, 1146/1234, 1154/1234, 1162/1234, 1170/1234,

1178/1234 n 1186/1234.

3. Bucneumdpmueckoe aHTUTEJIO 0O O.1 MIM 2, B KOTOPOM:

BTOPOM  AHTUIE€H-CBABBBAKIMY LOOMeH CcBsa3eBaeTcas ¢ CD20
ueJjioBeKa, u

NEPBEM ¥  BTOPOM  aHTUTEH-CBABLBBAKIME  IOMEHBE  COIepPXaT
paszauuHele MHIMBUIyallbHele HCVR B nmape ¢ ommHaxoBom LCVR.

4. BucrneumupmMueckoe aHTUTEJIO 10 JoboMy M3 nmn.l-3, roe

IEPBEM AaHTUTEH-CBSA3BBAKUIMM IIOMEH CONEPXUT aMMHOKMCIIOTHYIO
IMOCJIEIOBATEJIbHOCTE nape  HCVR/LCVR, MNoJIydeHHyln ©u3 aHTu-CD3

aHrureya, u
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BTOPOM AHTUT'e€H-CBA3BBAKIMN IOOMeH cozepxmuT HCVR, NOJyUYeHHY
3 aHnTnu-CD20 auTturemna, u LCVR, nonydeHHYHR M3 aHTm-CD3 anTuTesna,
rme kaxiel LCVR gBJgeTcsa OOMHAKOBLIM.

5. OdapMalepBTHUeCKas KOMIO3ULMA, comepxamasa oOucneuudmuueckoe
AHTUTEJIO [0 JIboMy U3 On.l-4 un dapMalueBTHUUECKM IIPMEeMJIEMHM
HOCUTEJb WM pas30aBUTEJIb.

6. OdapmMaleBTHMUeCKas KOMIO3MUIMA IO D.5 OJI8 CTUMYyJISOUM
VMMYHHOT'O OTBEeTa Y MHIVBUIA.

7. C®apMmaleBTHUUYeCKAasd KOMIO3MUMSA IO II.5 »OJs JIeUeHMI OIYyXOJIU
Yy MHIMBUIA.

8. [TOJIHOCTBI yeJjioBeuecKad bucneumudpmueckas AQHTUTEH—
cBa3BBaKIAg MOJIEKyJa, coIepxamas

IIEPBEIM AHTUI'€H-CBS3BBALIMM HOOMEeH, KOTOPHM cHeumudruecku
ceaspiBaeTrca ¢ CD3 ueJsioBexka, u

BTOPOM AHTUT'€H-CBA3HBAKMUMM JIOMEeH, KOTOPHM CIeluduuecKn
ceaspBaeTca ¢ CD20 uesorexa,

Te KaxXIblyl aHTUTI'eH-CBSA3LEBAIMM IIOMEeH COIePXUT TIXeIYID Lellb
B [ape C JIET'KOM LEerbio.

9. Bucrneumdmueckoe aHTMUTEJIO I10 1.8, IIAe KaxIb TIepPBHN U
BTOPOM AHTUT'€HCR A 3B aIMUM IOoMeH COIEePXUT PasJINYHBE
nHauBuayasbHele HCVR B nape ¢ onmHaxkosom LCVR.

10. Bucneumpmueckoe aHTHUTEJO IO 1.8 miam 9, B KOTOPOM:

[IEePBHM AHTUTEH-CBS3LBAKIMNI ITOMEH COISPXUT aAMUHOKMUCIIOTHYIO
IOCJIenORaATEJIBHOCTD naper  HCVR/LCVR, MOJIYUEHHYID U3 aHTu—-CD3
aHTureya, u

BTOPOM AHTUTIEeH-CBS3BBALIMM OoMeH comepxmuT HCVR, [IOJYUYeHHY
3 aHnTmu-CD20 aHTuTena, M LCVR, nojayudueHHYI0O U3 aHTu-CD3 a”HTUTENa,
roe kaxnoell LCVR gBJISeTCS OOMHAKOBEIM.

11. Bucneumdmueckasd aHTUIEHCBASHBAKLIALS MOJIeKyJa II0 II.3,
TIe aHTUT'eH-CBS3bBabliasg MOJEKYJa:

(a) cmsaswiBaeTca c¢ CD3-skchopeccupyoumMy T-KJIeTKaMM dYeJioBekKa
co sBHauenmeM ECso oT 1x10°12 M mo 1 x10-¢ M;

(b) cmBsaswBaeTcsa ¢ CD3-skcopeccupyoumMy T-KJIEeTKaMM YeJloBeKa

co BHaueHmeM ECsp or 1x10-2 M mo 1 x10-8%8 M;
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(c) cBA3BIBAETCA C KJIE€TKaAMM UeJIOBEKa, J»KchnpeccupyommMm CD3
yeJIOBEeKa, U KJeTKaMM SABaHCKOIT'O Makaka, »kcrnpeccupyoumvy CD3
SIBAHCKOT'O MakKaka;

(d) MHIOYLUUPYET nponaubepanmo MOHOHYKJIEAPHBIX KJIETOK
nepudpepruecKoM KPOBUM UeJIOBeka M HABAHCKOI'O Makaka (PBMC) in
vitro;

(e) mHDyuupyeT BECBOOOXIeHMe IFN-rammMa M axTtuBaumio CD25 B
LIeJILHOM KPOBM UEJIOBEKA;

(f) MHOyLUPpyeT LHUTOTOKCUMUYHOCTD B-xkjieTok yeJioBeKa,
ONOCPEenOBaHHYK T-KJIeTKaMM; WU

(9) VHIOYUUPYET UUTOTOKCUIYHOCTE B-xjeTok yeJIoBEeKa,
OMIOCPENOBAHHYID T-xjeTKaMm1, KOTOPHE YCTOMYUBEl  UJIU TPYIOHO
IOONAanTCsS BO3OeMCTBMI aHTu-CD20 LIMTOTOKCUUHOCTH.

12. Bucrneuudprueckoe aHTUTEJIO 1o 1.8 mimu 11, B KOTOPOM:

OIIHOKPATHOE BBeJeHMe OuCIeuMdrMUIeCKOr aHTUI'eH—-CBA3BBaKnIeNn
MOJIEKYJIHI MHIVMBUAY B noze rnpuMepso 0,01 M1/ KI' BHSHBAET CHUXEHMUE
yycyia B-KJIETOK Yy MHIWUBUIIA HWKe OOHAPYXUBAEMBEIX YPOBHEM I1PUMEPHO
yepes 1 CYTKU rocJe BBeIeHUS Bucrneundriecrom AHTUTEH—
CBA3BIBAIEY MOJIEKYJIB MHIWBUIY, HeoOsa3aTesibHO, IIe:

(a) uymcio B-KJIETOK OCTaeTCsa HMXe ODHAPYyXMBAEMBIX YPOBHEM I10
MEeHBIIeY Mepe IO OpuMepHOo 14 1Hey I[ocjie BBEeIeHWS MHIWBUIY
OIHOKPATHOM 103k, paBHOM npumepHo 0,01 wmr/xr Oucrneumndryeckom
AHTUT'€H—-CBSA3BBAKIEN MOJIEKYJIH;

(b) umcso B-KJIETOK B MUKPOJIUTPE KPOBM, BIATOM Yy MHIAMBUIA
MPVMIMEPHO Ha 1-"-28-¥ »OeHs I[I0CJie BBEIEeHMS MWHIMBUIY OIHOKPATHOM
nosel, papepy npuMepHo 0,01 Mr/xr a”HTUIeH-CBAS3HBAIEN MOJIEKYJIH,
cocTaBgeT MeHee 25% oOT umMcia B-KJIETOK Ha MUKPOIUTP KPOBM,
B234ATOM Yy UHIMBMUIOA OO BBeIeHUs  OUCHEUUMOUUECKOW  AHTUTEH-
CBSABHBAKIEN MOJIEKYJIH;

(c) umMcsao B-KJIETOK B MUKPOJIUTPE KPOBM, BIATOUM Yy UHOMBUIA
OPUMEPHO Ha 1-M-56-¥ IeHb I[IOCJe BREIEHMS MHIMBUIY OIHOKPATHOM
nosel, papHo¥u npuMepHo 0,01 MD/XI' aHTUTEH-CBAS3BIBAKIEN MOJEKYJIH,
cocraBygeT MeHee 50% oT umMcaa B-kJIeTOK Ha MUKPOJIUTP KPOBMU,
B3ATOM Yy  MHIMBHMIA IO BBeIeHMs  OuUcCHeluMdUUIeCKOM  aHTUIEH-—

CBsA3BIBaIEN MOJIEKYJIBl; WJIM
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(d) umcso T-KJIETOK B MUKPOIUTPE KPOBM, B3LATOM y MHIVUBMUIA
npuMepHo Ha 14-1-56-¥ @»OeHb [OCJe BBEIeHMS MHIMBUIY aHTUTEH-—
CBA3HIBAKIEN MOJIEKYJIE, PpaBeH uiaM 0oJblle uucija T-KJIeTOK Ha
MUKPOJIUTP KPOBM, B3ATOM Yy MHAMBUIA OO BBeIeHUS OucneumudpmueckKom
AHTUTEH-CBSA3bIBAMEN MOJIEKYJIEL .

13. Bucneumudpmueckas aHTUTEH-CBSA3BBAKIASA MOJIeKyJia II0 JIoOoMYy
u3 nn.8-12, rme:

(a) mepBB AHTUTEH-CBSASHBAKIMI OOMEH, KOTOPHBM CIelUuduiecKH
cBaszplBaeTca ¢ CD3 uesyioBeka, COIEPXUT

onpenesgplMe KOMIIJIEMEHTAPHOCTL ofbjacTy TsaxeJjonm uenu (Al-
HCDR1, Al1-HCDR2 wm Al-HCDR3) wu3 BapuabespHOU OB0JIaCTU TAXEIJION
Lenm (HCVR) , comepxalen AMMHOKUCJIJIOTHYIO IoCJIenOoBaTEJNIbHOCTE,
BEIOPAHHYK M3 TPy, cocTosmen uz SEQ ID NO:1250, 1266, 1282,
1298, 1314 wn 1329, u

ornpenesigmmMe KOMILJIeMeHTapHoCTs objacTu Jierkom uenwu (LCDR1,
LCDR2 wu LCDR3) wu3 BapuabenbHOoM objlacTty Jerkow uenm (LCVR),
conepxamey aMMHOKMCIIOTHYI  IIOCJIeloBaTeJIbHOCTh, BEHIOPAHHYI U3
TpyIinel, cocroswerm m3 SEQ ID NO:1258, 1274, 1290, 1306, 1322 wu
1333;

(b) BTOPOW aAHTUI'€H-CBSASBBALUMI IOMEH, KOTOPHM ClelnududecKH
cBaspBaeTcsa ¢ CD20 uejiorerka, COHOEPXUT

onpenesdrmme KOMILJIEMEHTAPHOCTS obryiacTu T SAXEJION nenm
(HCDR1, HCDR2 wu HCDR3) wu3 BapuabenbHOM O0BOJIACTHM TSXEJION Lenu
(HCVR), comepxamem SEQ ID NO:1242, u

onpenesslMe KOMIIJIEMEeHTAPHOCTL obsacTu Jjerkom uenwu (LCDR1,
LCDR2 wm LCDR3) wu3 BapuabenbHom ob6jacty Jerxkow uenm (LCVR),
comepxalle aMMHOKMCIIOTHYK IOCJeOoBaTeJIbHOCTL, BEHIOPAHHYID U3
Tpynnel, cocrosmery m3 SEQ ID N0:1258, 1274, 1290, 1306, 1322 wmu
1333;

(C) mNepBBM AHTUTEH-CBASHBAKIMN IOOMEH, KOTOPHM CIEUUOUUIESCKU
ceaspiBaeTca ¢ CD3 uejioBeka, COIEPXUT

TPM ONpenejignlye KOMIIJIEMEHTAPHOCTE OO6JacTy TIXEeJION Lielu
(CDR) (A1-HCDR1, Al-HCDRZ m Al1-HCDR3) u

TPpM OonpelesigolMe KOMIIJIEMEHTAPHOCTE 0B6JlacTy JIETKOM Lelu

(A1-LCDR1, Al1-LCDR2 and A1-LCDR3),
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rne Al1-HCDR1 comepxmMT aMMHOKMUCIIOTHYID I[IOCJEeOOBaTEeJIbHOCTE,
BHIOPAHHYK M3 TIpylmne, coctTosamen m3 SEQ ID NO:1252, 1268, 1284,
1300, 1316 m 1330;

rne Al-HCDR2 comepXmMT aMMHOKMCIIOTHYID I[IOCJEeOOBATEJIbBHOCTD,
BHIOPAHHYI M3 TI'pyliel, cocTosmen mu3z SEQ ID NO:1254, 1270, 1286,
1302, 1318 m 1331;

rne Al1-HCDR3 cCoIepXmuT aMMHOKMUCIIOTHYI IIOCJEeNOBaTEJIbHOCTD,
BEIOPAHHYI M3 TpPYIe, cocTodmen u3 SEQ ID NO:1256, 1272, 1288,
1304, 1320 and 1332;

roe Al-LCDR1 comepXuUT aMMHOKMUCIIOTHYI IIOCJeOOBaTeJIbHOCTL,
BEHIOPAHHYI U3 TpPYINIE, cocTosmen m3 SEQ ID NO:1260, 1276, 1292,
1308, 1324 and 1334;

rne Al-LCDRZ2 COIOEPXUT aMMHOKMCIIOTHYKH I[IOCJIeOOBaTeJIbHOCTD,
BHIOPAHHYID W3 TPYIe, cocTosmer w3 SEQ ID NO:1262, 1278, 1294,
1310, 1326 n 1335, u

rae Al-LCDR3 COIEpXUT aMMHOKMCIIOTHYI I10CJIeIOBaATEeIIbHOCTS,
BRIOPAHHYI ¥3 T'PYIIe, cocrosmey w3 SEQ ID NO:1264, 1280, 1296,
1312, 1328 mn 1336;

(d) BTOPOV AHTUI'€H-CBSA3BBAKUMI IIOMEH, KOTOPHM ClelnduiecKku
cesazplBaeTcsa ¢ CD20 uesyioBeka, COLEPXUT

TPY ONpelesianiye KOMIIJIEMEeHTAPHOCTL OOJIaCcTy TSXEJION Lenu
(CDR) (A2-HCDR1, A2-HCDR2 m A2-HCDR3) m

TPM OIpelesisanlye KOMIUJIEMEeHTAPHOCTE Oof0JjlacTy JIETKOM Lelnu
(A2-LCDR1, A2-LCDR2 and A2-LCDR3),

rae A2-HCDR1 comepXuT AaMUHOKMCIIOTHYIO I[IOCJIeIOBATEJIBHOCTD
SEQ ID NO: 1244,

rne A2-HCDRZ COOEpXMT aMMHOKMUCIIOTHYI IIOCJIENOBATEJNBHOCTD
SEQ ID NO: 124p,

roe A2-HCDR3 comepxuT SEQ ID NO: 1248,

rOoe A2-LCDR1 comepXUT aMMHOKMUCIIOTHYID I[IOCJIeOOBAaTEJIbHOCTD,
BRIOpPAHHYI W3 TPYIHINe, cocTosmer u3 SEQ ID NO:1260, 1276, 1292,
1308, 1324 and 1334;

rOoe A2-LCDRZ2 COIOEPXUT aMMHOKMUCJIIOTHYID I[IOCJeNOBaTeJIbHOCTE,
BEIOPAHHYI M3 TpPYIHONe, cocTosmer m3 SEQ ID NO:1262, 1278, 1294,
1310, 1326 u 1335, mu
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rne A2-LCDR3 COHOEpPXMUT aMyHOKMCJIJIOTHYK IIOCJI€IOBATEJIbBHOCTE,
BHIOPAHHYK M3 TIpylmne, coctTosamen m3 SEQ ID NO:1264, 1280, 1296,
1312, 1328 u 1336;

(e) MHEpPBBEM aHTUTEH-CBASHBAKIMUI IOMEH, KOTOPBIM cHeuuduuecku
cBaA3EBaeTca ¢ CD3 uejyoBeka, COOEPXUT

TPY OonpenesignlMe KOMIIJIEMEeHTAPHOCTHL OOJIaCcTM TSXEJIOM Lienu
(CDR) (A1-HCDR1, Al-HCDRZ2 m Al1-HCDR3) mu

TPY OIpenejignlye KOMIUJIEMEHTAPHOCTEL OOJIaCTM JIETKOM Lienu
(A1-LCDR1, Al1-LCDRZ2 and Al-LCDR3),

TIe BTOPOM AHTUIEH-CBAS3BBAKIMMY HOOMEH, KOTOPEM Ccleunudmudecku
cBaszpiBaeTca ¢ CD20 uenoBeka, COIEPXUT

TPM OIpelesiglye KOMIUJIEMEeHTAPHOCTL OO0JIaCTy TSXEJIOM LelH
(CDR) (A2-HCDR1, A2-HCDRZ m AZ2-HCDR3) wu

TPY OIpelesdolye KOMIUJIEMeHTAapHOCThL objlacTy JIeDKOM Lelu
(A2-LCDR1, A2-LCDRZ and A2-LCDR3);

rane Al-HCDR1 conepXuT aMMHOKMCJIIOTHYI II0CJIellOBaTeJIbHOCTE,
BRIOPAHHYI ¥3 T'PYIIe, cocrosmey w3 SEQ ID NO:1252, 1268, 1284,
1300, 1316 m 1330;

rne Al-HCDRZ COIEPXMUT aMMHOKMCJIIOTHYIO I10CJIEeIOBaATEeJIbHOCTE,
BRIOPAHHYI ™3 TPYIIe, cocTosmey m3 SEQ ID NO:1254, 1270, 1286,
1302, 1318 m 1331;

e Al-HCDR3 COIepXuT AaMMHOKMCIJIOTHYI I[1O0CJIeIOBaATEeJIbHOCTD,
BHIOPAHHYI M3 TpPYyIe, cocrTodmen u3 SEQ ID NO:1256, 1272, 1288,
1304, 1320 and 1332;

rane Al-LCDR1 conepXmuT aMMHOKMCJIIOTHYI II0CJIeIOBaATEJIBHOCTE,
BHIOPAHHYI0 W3 TPYINeE, cocrosmer wm3 SEQ ID NO:1260, 1276, 1292,
1308, 1324 and 1334;

rne Al-LCDR2 COIOEPXUT aMMHOKMUCIIOTHYID I[IOCJIeOOBAaTENIbHOCTL,
BEIOPAHHYK ¥3 TPYHONHE, cocTosamey vz SEQ ID NO:1262, 1278, 1294,
1310, 1326 mu 1335, =

rne Al-LCDR3 COIEPXUT aMMHOKMCIIOTHYI I[IOCJIEeNOBaTEJIbHOCTD,
BRIOPAHHYI ¥3 TPYINe, cocTosmwey m3 SEQ ID NO:1264, 1280, 1296,
1312, 1328 n 1336; u

roe AZ-HCDR1 coIepXuUT AaMUMHOKMCJIIOTHYK I[IOCJIeIOBATEJIbBHOCTD
SEQ ID NO: 1244, roe A2-HCDR2 COOEPXUT AMUHOKKUCJIJIOTHYIO

nocjiemoBaTeJsIbHOCTE SEQ ID NO:1246,
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rne A2-HCDR3 comepxuT SEQ ID NO: 1248,

roe AZ2-LCDR1 comepXxuUT aMMHOKMUCIIOTHYK IIOCJEeOOBaTeJIbHOCTE,
BHIOPAHHYI M3 TpylIe, cocTosmen m3 SEQ ID NO:1260, 1276, 1292,
1308, 1324 and 1334;

rne AZ2-LCDR2 COIEPXUT aMMHOKMUCIJIOTHYI0 IIOCJeIOBAaTEJIbHOCTD,
BEIOPAHHYIO M3 TPYyNNH, cocTosmen m3 SEQ ID NO:1262, 1278, 1294,
1310, 1326 mu 1335, mu

rne A2-LCDR3 cCoIepXmuT aMMHOKMCIIOTHYI IIOCJeNOoBaTeJIbHOCTD,
BEIOPAHHYI M3 TPy, cocTosmen uz SEQ ID NO:1264, 1280, 1296,
1312, 1328 wn 1336;

(f) IEPBHMT AHTUTEeH—-CBA35EBapnimni IJOMEeH KOHKYpUPYET 3a
ceasplBaHue ¢ CD3 uyejioBekKa C DTAJIOHHEIM AHTUIEH-CBA3BBanlUM
feJIKkoM, COoIepXallilM

TPM Orpelesignlye KOMIIJIEMEHTAPHOCThL O06JIacTy THAXEeJION Lelu
(CDR) (A1-HCDR1, Al1-HCDRZ m A1-HCDR3) u

TPM  OrpenesyigolyMe KOMIIJIEMeHTAPHOCTE OoBJjlacTy JIeT'KOM Lelu
(A1-LCDR1, Al1-LCDRZ2 and Al-LCDR3),

e Al-HCDR1 comepXuT aMMHOKMCIJIOTHYI I10CJIeIOoBaTeJIbHOCTE,
BRIOPAHHYIO W3 TPYIIe, cocTosmey m3 SEQ ID NO:1252, 1268, 1284,
1300, 1316 wn 1330;

e Al-HCDR2 COIepXuT aMMHOKMCIIOTHYI I[10CJeI0OBaTEeJIbHOCTE,
BEIOPAHHYI M3 TpPyIle, cocTosmen mu3 SEQ ID NO:1254, 1270, 1286,
1302, 1318 wn 1331;

rae Al-HCDR3 COIEPXUT aMMHOKMCJIJIOTHYIO I[10CJIeIOBATEJIbBHOCTE,
BEIOPAHHYI0 ¥3 TPYINHE, cocTosmer w3 SEQ ID NO:1256, 1272, 1288,
1304, 1320 and 1332;

roe Al-LCDR1 comepXxuUT aMMHOKMCIIOTHYI IIOCJIEeOOBAaTEJIbHOCTL,
BEIOPAHHYI ¥3 TPYNONe, cocTrosamey u3 SEQ ID NO:1260, 1276, 1292,
1308, 1324 and 1334;

rne Al-LCDR2 COIOEPXUT aMMHOKMUCIIOTHYIHD I[IOCJIeOOBATEJIbHOCTD,
BRIOpPAHHYI W3 TPYIHINe, cocTosmer u3 SEQ ID NO:1262, 1278, 1294,
1310, 1326 m 1335, u

roe Al-LCDR3 COIOEpPXUT aMMHOKMUCIIOTHYID [IOCJeNOBaTeJIbHOCTE,
BEIOPAHHYI M3 TpPYIHONe, cocTosmey u3 SEQ ID NO:1264, 1280, 1296,
1312, 1328 u 1336;
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(g) [IEPBEM AHTUIT'€H—-CBH3HBaKnImnA IJOMEeH KOHKYypUPYyeT 3a
cpasplBaHuMe ¢ CD3 uyejioBeka C STAaJIOHHEIM AHTUI€H—CBS3BBalIMM
OeJIkoM, CcoIepxXallyM

BapuabesbHasa o00JIaCTh  TAXEJIOM  Lenu (HCVR), comepxamas
AMMHOKMCJIJIOTHYIO IIOCJIENOBATEJILHOCTD, BEIOPAHHYIO us3 TPYNNH,
cocrTosamen u3 SEQ ID NO:1250, 1266, 1282, 1298, 1314 u 1329, mun

BapuabesnbHasa obislacThb JIeTKOMN Huernu (LCVR), comepxamasd
AMMHOKMCJIOTHYIO IOCJIeNOBATEJILHOCTD, BEHIOPAHHYIO n3 TPYIIIH,
cocrosmen m3 SEQ ID NO:1258, 1274, 1290, 1306, 1322 wm 1333;

(h) BTOPOM AHTUITEeH—CBA35Baplni TOMeH KOHKYypUPpYeT 3a
cpgaszplBaHue ¢ CD3 uyeJjioBeKa C 2STAaJIOHHEIM AHTUIE€H—CBSI3EBallUM
OeJIKoOM, COIepXalyM

TPM OoIpelesignlye KOMIIJIEMEeHTAPHOCTL OOJIacTy TAXEeJIOM LenH
(CDR) (A2-HCDR1l, A2-HCDR2 m A2-HCDR3) u

TPM Oolpeleldplye KOMIUJIEMeHTAPHOCThL obJjlacTy JIeDKOM Lelu
(A2-LCDR1, A2-LCDRZ2 and A2-LCDR3),

e AZ2-HCDR1 COIepXuT AaMUMHOKMCIIOTHY IIOCJIeIOBATEJIBEHOCTE
SEQ ID NO: 1244,

rne AZ2-HCDRZ COIepXuT aMMHOKMCIIOTHYI I[I0CJI€IOBATEJIBHOCTE
SEQ ID NO:1246,

riae A2-HCDR3 conmepxuT SEQ ID NO:1248,

rne AZ2-LCDR1 comepxmuT aMMHOKMCJIIOTHYIO I[I0CJIEIOBATEJIbHOCTD,
BHIOPAHHYI M3 TpPYyIel, cocrTodmen u3 SEQ ID NO:1260, 1276, 1292,
1308, 1324 and 1334;

rane A2-LCDR2 COIEpPXUT aMMHOKMCJIIOTHYIO II0OCJIeI0BaATEeJIbHOCTE,
BHIOPAHHYI0 W3 TPYINE, cocTosmer m3 SEQ ID NO:1262, 1278, 1294,
1310, 1326 m 1335, m

rOne A2-LCDR3 COIOEPXUT aMMHOKMUCIIOTHYIH I[IOCJIEeOOBAaTENIbHOCTL,
BEIOPAHHYI ¥3 TPYHONHE, cocTosamey u3 SEQ ID NO:1264, 1280, 1296,
1312, 1328 wn 1336;

(1) BTOPOM  AaHTUIEeH-CBSI3HBAKIMM  IOMeH  KOHKYpUpPyeT  3a
cBa3plBaHMe ¢ CD3 uejloBeka C STaJIOHHBEIM aHTUIDEeH-CBA3HBanilMM
OeJIkoM, CcoIepXallyM

BapuabesnibHas obJilacTh TXeJION 1enu (HCVR) COOEPXUT

AMMHOKMCJIOTHYIO IIOCJeIOoBaATEeJNbHOCTE SEQ ID NO:1242 u
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BapuabesbHasg  o0jsacTb  JIETKOW  Lenu (LCVR), comepxalmasa
AMMHOKMCIIOTHYIO IIOCJIeDOBATEJILHOCTE, BHIOPAHHY nus TPYIIIIH,
cocrTosmen u3 SEQ ID NO:1258, 1274, 1290, 1306, 1322 u 1333; wniwu

(3) IIEPBEM AHTUT€H—-CBA35IBanlni IOMeH KOHKYpPUPYET 3a
cBas3bBanve ¢ CD3 uyejyioBeka € DTAaJIOHHEIM AaHTUIEH-CBSI3HBA0IYM
OeJIKOM, COImepXallyM

BapmabesibHas obJjlacTe  Taxeson nenm  (HCVR), comepxamas
AMMHOKMCJIIOTHYIO IOCJIeNOBATEJILHOCTD, BHIOPaHHYIO nus TPYIIIH,
cocTosmen mu3 SEQ ID NO:1250, 1266, 1282, 1298, 1314 um 1329, u

BapuabesbHas  o0JjlacTb  JIETKOM  Lenu (LCVR), comepxanas
AMUHOKMUCIIOTHYIO IOCJIenOBATEJILHOCTE, BHIOPAHHYI us TPYIIIH,
cocrTosmen 3 SEQ ID NO:1258, 1274, 1290, 1306, 1322 mu 1333; mu

rge BTOPOM AHTUI'€H~-CBSSHBanIMINI IOMEH KOHKYpUpPyeT 3a
cesazeiBanve ¢ CD3  wyejsyioBeKa C 2TaJIOHHBIM aHTUDEeH-CBS3HBanIMM
BesikoM, cormepXxammM

BapmrabernibHas obrslacTsb TSKEJION uenmu (HCVR) COIEePXUT
AMMHOKMCJIOTHYIO IIocJelloBaTelibHOCTE SEQ ID NO: 1242, u

rapuabersibHasa obnacTb JIeTKOM Lernm (LCVR), cojgepxaas
AMMHOKUCIIOTHYIO 10CJIe1OBaATEJILHOCTD, BHIOPAHHYIO n3 TPYIIIEL,
cocrogmem m3 SEQ ID NO:1258, 1274, 1290, 1306, 1322 m 1333.

14. [IOJIHOCTBIO JyeJjioBeuecKoe ducrneumnpmuuecroe aHTUTEJIO,
comepxaliee

[IEePBEM AHTUT'eH-CBSS3HBAKIMI IOMEH, KOTOPHM crneimubrnuecku
cesazeiBaeTcsa ¢ CD3 uyejioexka, u

BTOPOM AHTUIEH-CBSAS3HBAKIMMA IOMEH, KOTOPHM CcHeuudruuecKu
ceazpiBaeTca ¢ CD20 uesyioBexka;

TIe TEePBHY AHTUTEH-CBA3BBAKINMY IOMEH COIEPXUT

BapuabesibHas obnacTh TSXEJION nenu (HCVR) COOEPXUT
AMMHOKMUCJIOTHYI HocJjenoBaTesibHOCTE SEQ ID NO:1266, u

papuabesnibHasg obacThb JIETKOM uenm (LCVR) COOEPXUT
AMMHOKMCJIJIOTHYIO IIOCJIeIOoBAaATEeNbHOCTE SEQ ID NO:1274; m

TIe BTOPOM AaHTUTEeH-CRBABBBALUMM IOMEeH COIEPXMUT

HCVR, comepxaliyld aMMHOKMCIIOTHYI IIOCJeIoBaTeJIbHOCTE SEQ ID
NO:1242, mu

LCVR, cozmepXalM¥ aMMHOKMUCJIIOTHYIO I10CJIeIOBaTeJIBHOCTE SEQ ID

NO:1274.
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15. [IOJIHOCTBIO yeJIoReueckKoe Sucneumpruuecroe aHTUTEJIO,
comepxaliee

[IEPBEIM AHTUIE€H-CBA3HEBaKIMI IOOMEH, KOTOPHM choeuudpmuuecku
cBazpBaeTcsa ¢ CD3 uyesyoseka, u

BTOPOM AHTUT'EH-CBSASHBAKIMM HOOMEH, KOTOPHM Cclhneumudmyecku
ceaspiBaeTcsa ¢ CD20 uejyoBeka;

TIe MNEePBBM AHTUIEeH-CBASLHBAKIMY OOMEH COIEPXUT

BapuabesnbHasa ofbnacTh TSIXEJION nenm (HCVR) COOEPXUT
AMMHOKMCJIOTHYI OCJeImoBRaTeJIbHOCTE SEQ ID NO:1282, u

BapuabenbHasa obJacTb JIeTKOM Lenm (LCVR) COOEPXUT
AMUHOKMCJIOTHYIO IIOCJIeIOoBATEeJNbHOCTE SEQ ID NO:1290; m

TIe BTOPOM AHTUIEH-CBABBBALINMY LOMEH COIEPXUT

HCVR, cozmepxaliyld aMMHOKMCIIOTHYID IIOCJenoBaTeJNIbHOCTL SEQ ID
NO:1242, wu

LCVR, comepxammuy aMyHOKMCIJIOTHYI IocienoBareybHocTs SEQ ID
NO:1290.

16. [IOJIHOCTERI yeJjiopeueckKoe Oucreumnpmuecroe aHTUTeso,
comepxalee

[MEPBHM AaHTUTEeH-CBA3BBAIMMA JOMEH, KOTOPBM CleundruuecKu
cpasepBaeTca ¢ CD3 ueJsioBeka, u

BTOPOM AHTUIEH-CBSAS3HBARIMM IIOMEH, KOTOPHM cheumbruuecku
ceaszuBaeTcsa ¢ CD20 uejioBeka;

TIe TEePBHM AaHTUTEH-CBA3BBAKINMY JIOMEH COISPXUT

rapuabesibHasa obracThb TSKEJIOM uenm (HCVR) COOEepPXUT
AMMHOKMCJIOTHYIO IIocJleoBaTelsbHOCTE SEQ ID NO:1298, wu

papmnabesibHas obiacTb Jerkom uenm (LCVR) COOEPXUT
AMMHOKMCJIOTHYIO IIOCJIeIOBATEeJNbHOCTE SEQ ID NO:1306; m

TIe BTOPOM AHTUIEH-CBA3BBAKINMI LOMEH COIESPXUT

HCVR, comepxaliylo aMMHOKMCIIOTHYID IIOCJIenoBaTeJIbHOCTE SEQ ID
NO:1242, n

LCVR, cozepxammi aMMHOKMCIIOTHYIO I[OoCJieloBaTeNllbHOCTE SEQ ID
NO:1306.

17. [TOJIHOCTBIO JyeJjioBeuecKoe bucneumnpmueckoe AHTUTEJIO,
comepxaliee

IIEPBEM AHTUIEH-CBABBBANIMIM IOMEH, KOTOPHM ChOeunudrdecKu

ceaspBaeTcag ¢ CD3 uejoBeka, u
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BTOPOM aHTUI'€H-CBSASHBAKIMUI IOMEH, KOTOPHM crneumudpmuecku
cBazeBaeTca ¢ CD20 uenomBexa;

TIe [EepPBHM aHTUTEeH-CBSASBIBAKIMN IOMEH COINEPXUT

BapuabesnbHas obnacTb TAXEIION nenu (HCVR) COOEPXUT
AMMHOKMCJIOTHYIO IOCJIeIoBaTeJbHOCTE SEQ ID NO:1314, m

BapuabenbHasa obacTb JIeTKOM Lenm (LCVR) COOEPXUT
AMMHOKMCJIOTHYIO IIOCJIeIOBATEJNbHOCTE SEQ ID NO:1322; m

TIe BTOPOM AHTUI'EH-CBASLIBAKIMY IOOMEH COISPXUT

HCVR, cogmepxaliyld aMMHOKMCIIOTHYID IIOCJEeNoBaTeJIbHOCTE SEQ ID
NO:1242, u

LCVR, comepxamyh aMyHOKMCIIOTHYK I[IOCJIemOoBaTeJbLHOCTE SEQ ID
NO:1306.

18. [IOJIHOCTELIO yeJioBReuecKkoe Sucneumpuuecroe AHTUTEJIO,
comepxaliee

[ePBHM AaHTUTeH-CBA3BBANIMI JOMEH, KOTOPHM CleundruuecKu
ceasepBaeTcsa ¢ CD3 ueJsioBeka, u

BTOPOM AaHTUI'E€H-CBSA3HBAWMY IOMEeH, KOTOPHEM CleluuduuecKnr
ceasepBaeTcs ¢ CD20 uejioBeka;

TIe TePBHM aHTUTeH-CBSA3BBAIMM IIOMEeH COISPXUT

BapuabesibHasa obJilacTh T SIKEJION uernm (HCVR) COIePXUT
AMMHOKMCJIOTHYIO IocJjenosarTesibHocTs SEQ ID NO:1250, u

BapuabesnibHas obrsacThb JIeTKOM uenm (LCVR) COOEPXUT
AMMHOKMCJIOTHYIO rocjenosaresbHoCcTs SEQ ID NO:1258; wm

TIe BTOPOM AHTUTEH-CBSASLIBAIMIM JOMEH COISPXUT

HCVR, cozmepxalyl aMMHOKMCIIOTHYID IOocJienoBaTesibHOCTE SEQ ID
NO:1242, u

LCVR, cozepXammil aMMHOKMCIIOTHYIO I[IOCJIeNoBaTeJIbHOCTE SEQ ID
NO:1258.

19. dapMalleBTHUUECKAS KOMITIOBULMSA, comepxamas
DucrneumMdmMUecKy aHTUIeH-CBA3HBAIYI0 MOJIeKyJdy 1o JioboMy M3 IImn.8-
18 u dbapmMalleBTHMUEeCKM NPUEMIIEMBIY HOCUTENL MM paszbaBuUTesb.

20. TIIpuMeHeHMe OQapmMaleBTHMYECKOM KOMIO3MLUMM 1[I0 .19 B
IPOMBBOLACTBE JIEKAPCTBEHHOTO CPeICTRBa IJid JiedeHUs B-KJIeTOUHOTO
3JIOKaUeCTBEHHOTO HOBOOOpPaszOBaHMA Yy MHIMBUIA.

21. IlpmMmeHeHme no n.20, rme B-KJeTOUHOE B3JIOKAUECTBEHHOTO

HOBOOOpAas0OBaHMe BHOPAHO M3 TIPYIHINe, CcOoCTodlled M3: OQOJINUKYJISPHOU
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IMOOMEI, B-KJIETOUHOTO XPOHUYUECKOT'O JMMOOJIEMKO3a, B-KJIETOUYHOU
JIMPOBITIACTHOM JMMQOMEI, JIMMPOMBEl XOIXKKMHA, HEXOIXKKMHCKOM JIMMPOMHI,
omdpdy3HOM KPYITHOKJIE TOUHOMN JIMG OMET B-kneToK, JIMOMEL
MapIMHAJIbHOM 3OHEHI, MaHTUMHO-KJIE TOUHOM JIMM@OMEHI,
BOJIOCATOKJIETOUHOT'O Jiemkosa M JuMpoMmel BepxurTa.

22. IllpuMmeHeHMme no n. 20 wim 21, THe ONyxoJib Yy MHIMBMIA
PE3UCTEHTHA NI He IOJIHOCTRIO oTBeuUaeT Ha Tepanmuo

MOHOCHeuupmuueckuM aHTU—-CD20 aHTUTEeJIOM.

23. l[lpuMeHeHME 1o . 22, roe OTIYyXOJIb Yy  MHIOMBUIA
PE3UCTEHTHA WU He IIOJIHOCTBIO OTBEUaET Ha MOHOTEPAIUIO
PUTYKCHUMAOOM.

24 . IlpyMeHeHMe [no JoboomMy M3 nn.20-23, OpM KOTOPOM MHIOMBUI
IoJNydaeT Tepanuo MoHocHeluudpmueckmM aHTM-CD20 aHTMTEsIOM B IIepHuon
10 MeHblIEM Mepe 3a 1 H»neHb no 1 Trozma Iepel BBeIeHMEeM
bapMaleBTHUYeCKOM KOMIIO3MLMM .

25. [IpumeHeHUEe 1o II. 24, IIpu KOTOPOM Tepanms
MoHOCcneunudpmuuyeckuM aHTU-CD20 aHTHMTEeNIOM BKJIOYaeT WM COCTOMT U3
MOHOCIeUUPNIeCKOI'O anTu—-CD20 aHTmurena, HeobA3aTesIbHO, rne
MOHOCHneuuprnueckuMm aHTu-CD20 aHTUTeJIOM ABJsgeTCsS purykcmumad.

26. IllpuMmeHeHre OdapMaleBTUUYECKOM KOMIIO3MLMM 10 11.19 B
[IPOM3BOICTBE JIEKAPCTBEHHOI'O CpencTBa MOJd JiedeHMsa B-KJIETOYHOT'O
3JIOKAYECTBEHHOI'O HOBOOOPA30OBaAHMA Yy MHIOMUBMIE,

e ONyxOJib Yy MHOMBMZA PEe3MCTEeHTHA WJIM He IIOJIHOCTBLIO
OTBEeYaEeT Ha Tepanuwo MoHOCcIeumbmueckum aHTM-CD20 anTHMTesIOM, U

TIe JIeKapCTBEHHOE CPeACTBO IIpeIHa3HadeHO [Jig BBEeIeHUd
VHIMBULY ,

Heoba3aTesIbHO, TIe MHIOMBMKI BHOpPAaH MO HaJMUMID OIYyXOJH,
KOTOpas ABJAETCHS PEe3UCTEHTHOM, pPedpaKTepHOM WM He IIOJIHOCTHI
pearvpyrnmey Ha MOHOTEpanMion PUTYKCUMAOOM.

[Ioc DOBEPEeHHOCTH
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