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OIIMCAHUE U30BPETEHUA
2420-561813EA/032
HOBBIE AHTHU-CD331IICHUJIOH AHTUTEJIA

OO6nacTh, K KOTOPOM OTHOCUTCS M300peTeHne

[0001] Hacrosimuee n3o0pereHre, B OCHOBHOM, OTHOCHUTCSI K HOBBIM aHTHTEJIaM NPOTHB
CD35sncunoH yenoBexa.

ITpeanocbutky co3aaHus H300peTeHNS

[0002] CD3 (muddepenuupoBounbiii  kmacrep 3) T-KIE€TOYHBIH  KOpELENTOP
NpeACTaBysieT OO0 OENKOBBIM KOMIUIEKC U COCTOUT M3 YEThIpeX OTAeNbHbIX Lemneil, CD3ramma
uenu, CD3nenpra nenu u aByx CD3smncunon uenefl. OTH LeNH CBSI3bIBAIOTCS C MOJIEKYJION,
u3BecTHON kak T-xierounsiii penentop (TCR), u 3era-mienbio Ayisi TeHEPHPOBAHUS CHrHAa
aktuBaimu B T-nmumponurtax. Monekynsl TCR, 3era-uenun u CD3 Bmecte obpasyror TCR
komruiekc, B kKotopoM TCR B kadecTBe CyOBeAMHUIIBI PACTIO3HAET AHTUIEH U CBS3BIBAETCS C
HuM, a CD3 B kauecTBe CyOBEOMHHMLBI IEPEHOCHT M TMEPEAAaeT AaHTUTCH-CTHMYJISLHIO
CUTHAJIbHOMY IyTH M B KOHEYHOM cueTe peryiaupyer T-kierouHyro akTuBHOCTb. benok CD3
IPUCYTCTBYET NPAKTUYECKU BO BCeX T-KieTkax.

[0003] CD3 Bmecte ¢ TCR obpasyer CD3-TCR kOMITIEKC, KOTOPBIH UTPAET KITFOUEBYIO
pPOJb B MOAYJSLMU IMUPOKUX (PyHKUIUH T-KIETOK Kak BO BPOXKACHHOM, TaK U B aJONTHBHOM
UMMYHHOM OTBETE, & TAK)K€ KJIETOUHBIX U T'YMOPAJbHBIX UMMYHHBIX (pyHKIMHA. OHU BKIIFOYAIOT
3JMMHHALMIO MAaTOT€HHbIX OPraHU3MOB U KOHTPOJb POCTAa OMYXOJU MOCPEACTBOM ILIMPOKOIO
psiia UUTOTOKCUYECKUX (P EeKTOB.

[0004] MpimuHbBIE MOHOKJIOHAJbHBIE AaHTUTENA, creuuduueckue B OTHOIIEHUU
yenoBeueckoro CD3, takue kak OKT3 (Kung et al. (1979) Science 206: 347-9), Obuin nepBbIM
nokonenneM aHtuten k CD3  gna  seuenns. Xors OKT3  oOmamaer  cuiibHOMN
UMMYHOCYIIPECCOPHOH aKTUBHOCTBIO, €ro KJIMHUYECKOMY IIPUMEHEHHUIO MpPensiTCTBOBAIN
cepbe3Hble TOOOYHBIE J(PQPEKThI, CBS3aHHBIE C €ro HWMMYHOT'€HHBIM W MHTOT€HHBIM
norenimaiom (Chatenoud (2003) Nature Reviews 3:123-132). OKT3 wunaynmposai
AaHTUIIIOOYJIMHOBBI ~ OTBET, TPOMOTHPYS CBOW COOCTBEHHBIH OBICTPBIA  KIMPEHC |
Heiitpanmsanuio (Chatenoud et al. (1982) Eur. J. Immunol. 137:830-8). Kpome Toro, OKT3
UHAYyUHUPOBaT T-KJIETOUHYIO Mpojudepanuo 1 NPOAYKLUHK LUATOKHHOB In VItro ¥ MPUBOIWI K
KpynmHOMaciTabHOMY BBICBOOOXKAEHHIO LUTOKMHOB in vivo (Hirsch et al. (1989) J. Immunol
142: 737-43, 1989). BpicBOOOKIEHHWE LHUTOKUHOB (Tak:Ke HA3bIBAEMOE ‘IUTOKHHOBBIM
mTopMOM”), B  CBOK  OdYepenb, NPUBOOUT K  TPHUMIIONOAOOHOMY  CHHAPOMY,
XapaKTePU3YIOLIEMYCsl JTUXOPATKOH, 03HOOOM, TOJIOBHOH OO0JBIO, TOIIHOTON, PBOTOM, quapeet,
pPeCIupaTOpHOMY IUCTPECC-CHHAPOMY, CenThieckoMy MeHHHruty u runorensuu (Chatenoud,
2003). Takue cepwre3Hble moOO4HBIE 3(dexTsl orpaHMuMBaNIM OOJiee LIMPOKOE MPUMEHEHHE
OKT3 B TpaHcmiaHTaluM, a TakXe pacIlIMpeHUE ero NMPUMEHEHUs] B APYTUX KIMHUYECKUX
00J1acTsIX, TAKUX KaK ayTOUMMYyHHBIe 3a0oneBanus (Id.).

[0005] CymecTByeT orpoMHasi IOTpeOHOCTh B HOBbIX aHTH-CD3 anTuTeNnax.

CymHocTh n300peTeHus



[0004] EnuHCTBEHHOE W MHOMKECTBEHHOE YHCIO HWCIONB3YIOTCS Uit OOO3HAYEHUs
onHoro uim 6ojiee onHOro (T.e. Mo MeHblIel Mepe onHoro) odwvekra. Hampumep, “antureno”
O3Ha4YaeT OJJHO AaHTUTEJIO UJIH OoJiee YeM OJJTHO aHTHUTEJO.

[0005] Hacrosimee wu300peTeHHE OTHOCUTCS K HOBBIM MOHOKJIOHAJIBHBIM aHTH-
CD3smncuoH aHTuTeNnaMm, UX aMUHOKHCIOTHBIM U HYKJICOTHUAHBIM ITOCJIEAOBATENBHOCTSM U UX
NPUMEHEHHUIO.

[0006] B onHOM acmekTe HacTosiliee H300peTeHne IPENCTABISIET BbIIEICHHbIE aHTUTENA
WIA UX aHTUTEH-CBS3bIBAIOLINE (pparMeHThl, BKIOYaromue 1, 2 win 3 MmocienoBaTeIbHOCTH
CDR Tsixenoii uemnu, BbiOpaHHbie U3 rpymimbl, coctosimei u3: SEQ ID NO: 1, 3,5, 7,9, 11, 13,
15, 17, 19, 21, 23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45 u 47, w/um 1, 2 nmm 3
nocienosatenbHocTd CDR kanma-nerkoit uemny, BeIOpaHHbIe U3 TPYIIbL, cocTosmed u3: SEQ ID
NO:2,4,6,8,10, 12, 14, 16, 18, 20, 22, 24, 26, 28, 30, 32, 34, 36, 38, 40, 42, 44, 46 u 48.

[0007] B HekoTOpbIX BapuaHTax OCYIIECTBJIEHUS AaHTUTeNa WJIM WX AaHTUIeH-
cBsi3bIBarOIUe (parMeHTsl BKIOUAOT 1, 2 wim 3 mocnepoBarenbHocTH CDR Tspkenoii nemnw,
uMeroIIre no MeHbine Mepe 80% (Hampumep, o MeHbInel Mepe 85%, 88%, 90%, 91%, 92%,
93%, 94%, 95%, 96%, 97%, 98%, 99%) WUAEHTUYHOCTU TOCJIENOBATEIILHOCTH C
nocienoBarenbHocThio SEQ ID NO: 1, 3,5, 7, 9, 11, 13, 15, 17, 19, 21, 23, 25, 27, 29, 31, 33,
35, 37, 39, 41, 43, 45 wnu 47. B HEKOTOPBIX BAPHUAHTAX OCYILUECTBJIEHUs] AHTUTENIA WM HUX
AHTHUTeH-CBS3bIBAIOINUE (parMeHThl BKIOUYaoT 1, 2 unn 3 nmocnenosarenbHocT CDR nerkoit
LlenH, UMeroIne 1o MeHblne mepe 80% (Hanpumep, no mMenbieil mepe 85%, 88%, 90%, 91%,
92%, 93%, 94%, 95%, 96%, 97%, 98%, 99%) HIEHTUYHOCTH TOCIENOBATEIBHOCTH C
nocienosarenbHocThi0 SEQ ID NO: 2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 22, 24, 26, 28, 30, 32, 34,
36, 38, 40, 42, 44, 46 unmm 48.

[0008] B HekOTOpBIX BapHaHTax OCYIIECTBJIEHUS aHTUTeNa WJIM WX AaHTUIEH-
CBsI3BIBAIOINME (PParMEeHTH! BKIFOUAIOT BapuabebHYI0 00JaCTh TSKENOH LNy, BHIOPAHHYIO H3
IPYIIBI, COCTOSIIEH U3:

a) BapuadeNbHOM 00JIaCTH TSDKENION ey, coaepskaten 1, 2 uiam 3 mociaenoBaTeIbHOCTH
CDR, Bribpannbie u3 SEQ ID NO: 1, SEQ ID NO: 3 u SEQ ID NO: 5;

b) BapuabenbHOM 00JACTH TSDKENION ey, coaepskamei 1, 2 win 3 mocnenoBaTeIbHOCTH
CDR, Bribpannbie u3 SEQ ID NO: 7, SEQ ID NO: 9u SEQ ID NO: 11;

¢) BapuadenbHOI 00IACTH TSKENOH 1enu, cofepxamei 1, 2 uiu 3 mocnenoBaTeIbHOCTH
CDR, Bribpannsie u3 SEQ ID NO: 13, SEQ ID NO: 15 u SEQ ID NO: 17;

d) BapuabenpHON 00NacTH TSKEION LienH, coneprkameit 1, 2 uiu 3 mocaenoBaTeIbHOCTH
CDR, Bribpannsie u3 SEQ ID NO: 19, SEQ ID NO: 21 u SEQ ID NO: 23;

) BapuadenbHOI 00IaCTH TSDKENOH 1enu, coepxamei 1, 2 uiu 3 mocnenoBaTeIbHOCTH
CDR, Bribpannsie u3 SEQ ID NO: 25, SEQ ID NO: 27 u SEQ ID NO: 29;

f) BapnaOenbHOIT oOnacTH TspKENOH Leny, copepskameit 1, 2 unm 3 nmocnenoBaTeIbHOCTH
CDR, Bribpannsie u3 SEQ ID NO: 31, SEQ ID NO: 33 u SEQ ID NO: 35;

g) BapuabenpHON 00JaCcTH TSKENION Lienw, coneprkameit 1, 2 unu 3 mociaenoBaTenbHOCTH
CDR, Bribpannsie u3 SEQ ID NO: 37, SEQ ID NO: 39 u SEQ ID NO: 41; and



h) BapuabenbHOM obnacTu TsDKENON ey, copepskamei 1, 2 wim 3 mocnenoBaTeIbHOCTH
CDR, ribpannbie uz SEQ ID NO: 43, SEQ ID NO: 45 u SEQ ID NO: 47.

[0009] B HekoTOpbIX BapuaHTax OCYIIECTBJIEHUS AaHTUTENAa WJIM WX AaHTUIEeH-
CBSI3bIBAOLME (PpAarMEHTHI BKIFOUAIOT BapuabeIbHyI0 00JIaCTh Karma-Jerkoi Lenu, BHIOpaHHYo
U3 TPYIIIBL, COCTOSIIEH 3!

a) BapualOenpHOH 0OJacTH Kamma-JerkowW wmemu, comepxamer 1, 2 wm 3
nocienosarenbHoctu CDR, BeiOpanubie uz SEQ ID NO: 2, SEQ ID NO: 4 u SEQ ID NO: 6;

b) BapualGenbHON oOONacTH Kamma-Jerkod uenw, copepskamed 1, 2 wim 3
nocnenosatebHOCTH CDR, BoiOpannbie u3 SEQ ID NO: 8, SEQ ID NO: 10 u SEQ ID NO: 12;

c) BapuabenpHOW 0OJacTH Kamma-jJerkoW memwu, comepxamed 1, 2 wm 3
nocnenosarenbHocTd CDR, BoiOpannbie u3 SEQ ID NO: 14, SEQ ID NO: 16 w/unu SEQ ID
NO: 18;

d) BapumalenbHOW oOmacTm Kamma-jierkoil memu, coxmepxkamedt 1, 2 wmm 3
nocnenosatenbHocTH CDR, BoiOpannsie n3 SEQ ID NO: 20, SEQ ID NO: 22 u SEQ ID NO: 24;

e) BapuabenpHOH 0ONacTH Kamma-JerkoW memu, comepxamer 1, 2 wm 3
nocnenosatenbHOcTH CDR, BoiOpannsie n3 SEQ ID NO: 26, SEQ ID NO: 28 u SEQ ID NO: 30;

f) BapuabenpHON oOnmacTu Kamma-jerkod uemnu, copepkamed 1, 2 wmm 3
nocnenosatenbHOCcTH CDR, BoiOpannsie n3 SEQ ID NO: 32, SEQ ID NO: 34 u SEQ ID NO: 36;

g) BapualenbHOM oOmacTH Kamma-Jierkoil memu, coxmepkamedt 1, 2 wmm 3
nocnenosatenbHOCTH CDR, BeIOpanubie u3 SEQ ID NO: 38, SEQ ID NO: 40 u SEQ ID NO: 42;
and

h) BapuabGenbHON oOOmacTH Kamma-lerkod uenw, copepkamed 1, 2 wim 3
nocienosarenbuoctu CDR, BeiOpanubie u3 SEQ ID NO: 44, SEQ ID NO: 46 u SEQ ID NO: 48.

[00010] B HexkOTOpBIX BapHaHTaX OCYLIECTBJICHHMsS AaHTUTENAa WJIM UX AaHTUIEH-
CBSI3BIBAIOINME (hparMeHThI BKIOYAIOT rnocienosatenbHocTb CDR3 Tskenoit nenu, BRIOpaHHYIO
u3 rpynsbl, cocrosimeit 3 SEQ ID NO: 5, 11, 17, 23, 29, 35, 41 u 47.

[00011] B HexkoTOpbIX BapuaHTax OCYILECTBJIEHUS aHTUTENa WJIH UX aHTHUIEH-
CBSI3bIBAIOINME (PPArMEHTHI BKIFOUAIOT:

a) mocnenosareapbHocTh CDR1 Tspxenoit nemnu, Beiopannyo w3 SEQ ID NO: 1, SEQ ID
NO: 7, SEQ ID NO: 13, SEQ ID NO: 19, SEQ ID NO: 25, SEQ ID NO: 31, SEQ ID NO: 37 u
SEQ ID NO: 43;

b) mocnenosarenpHOCTE CDR2 Tskenoit wemnu, Bridpannyro w3 SEQ ID NO: 3, SEQ ID
NO: 9, SEQ ID NO: 15, SEQ ID NO: 21, SEQ ID NO: 27, SEQ ID NO: 33, SEQ ID NO: 39 u
SEQ ID NO: 45; and

¢) mocnenosarenpbHocTh CDR3 Tsikenoit nemnu, BeiOpannyo u3 SEQ ID NO: 5, SEQ ID
NO: 11, SEQ ID NO: 17, SEQ ID NO: 23, SEQ ID NO: 29, SEQ ID NO: 35, SEQ ID NO: 41 u
SEQ ID NO: 47.

[00012] B HexkoTOpbIX BapuaHTax OCYILECTBJIEHUS AHTUTENAa WM UX aHTUIEeH-
CBSI3bIBAIOIIHME (PpAarMEeHTHI BKIFOYAIOT:

a) nocnenosatenbHocTh CDRI1 nerkoit nenu, Beidpannyo u3 SEQ ID NO: 2, SEQ ID



NO: 8, SEQ ID NO: 14, SEQ ID NO: 20, SEQ ID NO: 26, SEQ ID NO: 32, SEQ ID NO: 38 u
SEQ ID NO: 44,

b) nmocnenosarenbrocTs CDR2 nerkoit nenu, Boiopannyo u3 SEQ ID NO: 4, SEQ ID
NO: 10, SEQ ID NO: 16, SEQ ID NO: 22, SEQ ID NO: 28, SEQ ID NO: 34, SEQ ID NO: 40 u
SEQ ID NO: 46; and

¢) nocnenoBatenbHocTh CDR3 nerkoit nenwu, Beibpannyo u3 SEQ ID NO: 6, SEQ ID
NO: 12, SEQ ID NO: 18, SEQ ID NO: 24, SEQ ID NO: 30, SEQ ID NO: 36, SEQ ID NO: 42 u
SEQ ID NO: 48.

[00013] B HeKkoTOpbIX BapHaHTaX OCYINECTBJIEHUS aHTUTENAa WM HUX aHTHUIeH-
CBSI3BIBAIOLIME (PPArMEHThI BKITIOYAKOT:

a) mocnenosareapbHocTh CDR1 Tsiskenoit nemnu, BeiOpannyo u3 SEQ ID NO: 1, SEQ ID
NO: 7, SEQ ID NO: 13, SEQ ID NO: 19, SEQ ID NO: 25, SEQ ID NO: 31, SEQ ID NO: 37 u
SEQ ID NO: 43;

b) mocnenoBarenpHOoCcTE CDR2 Tsikenoit nenu, Beiopannyo u3 SEQ ID NO: 3, SEQ ID
NO: 9, SEQ ID NO: 15, SEQ ID NO: 21, SEQ ID NO: 27, SEQ ID NO: 33, SEQ ID NO: 39 u
SEQ ID NO: 45;

¢) mocnenosareapbHOCcTh CDR3 Tsikenoit nemnu, Beiopannyo u3 SEQ ID NO: 5, SEQ ID
NO: 11, SEQ ID NO: 17, SEQ ID NO: 23, SEQ ID NO: 29, SEQ ID NO: 35, SEQ ID NO: 41 u
SEQ ID NO: 47,

d) mocnenosarenvHocTh CDR1 nerkoii mernwu, Beibpannyto u3 SEQ ID NO: 2, SEQ ID
NO: 8, SEQ ID NO: 14, SEQ ID NO: 20, SEQ ID NO: 26, SEQ ID NO: 32, SEQ ID NO: 38 u
SEQ ID NO: 44,

e) nocnenoBatenbHocTh CDR2 nerkoit nenu, Beidpannyo u3 SEQ ID NO: 4, SEQ ID
NO: 10, SEQ ID NO: 16, SEQ ID NO: 22, SEQ ID NO: 28, SEQ ID NO: 34, SEQ ID NO: 40 u
SEQ ID NO: 46; and

f) mocnenosarenbrHocTe CDR3 nerkoii mernu, BoiOpannyro uz SEQ ID NO: 6, SEQ ID
NO: 12, SEQ ID NO: 18, SEQ ID NO: 24, SEQ ID NO: 30, SEQ ID NO: 36, SEQ ID NO: 42 u
SEQ ID NO: 48.

[00014] B HexkoTOpbIX BapuaHTaX OCYILECTBJIEHUS AHTUTENa WM UX aHTHUIeH-
CBSI3BIBAIOIIME (PparMEHThI BKITIOYAKOT:

a) BapualenpHYH0 O00NacTh TSDKENOW Lenmy, Bkmowaomyoo 1, 2 wm 3

2

nocnenosatenbHOCTH CDR, BoiOpanubie n3 SEQ ID NO: 1, SEQ ID NO: 3 u SEQ ID NO: 5; u
BapuadepHy0 00JacTh Kamma-jJerkod Ienw, BKIYArmyw 1, 2 uimu 3 mocaenoBaTeIbHOCTH
CDR, Bribpannbie u3 SEQ ID NO: 2, SEQ ID NO: 4 u SEQ ID NO: 6;

b) BapmabenbHyro oOnacTp TsDKENOW wenw, BkIoYaomyo 1, 2 wm 3

2

nocnenosatenbHOCTH CDR, BriOpanubie 3 SEQ ID NO: 7, SEQ ID NO: 9 u SEQ ID NO: 11; u
BapuadeIpbHy0 00JacTh Kamma-jJerkod IenH, BKIOYArMmy 1, 2 uimu 3 mociaenoBaTeIbHOCTH
CDR, Bribpannsie u3 SEQ ID NO: 8, SEQ ID NO: 10 u SEQ ID NO: 12;

c) BapualenbHyI0 O0NacTb TsDKENOW menu, BKmouaromyr 1, 2 w3

>

nocnenosarenbHOCTH CDR, BeiOpanubie u3 SEQ ID NO: 13, SEQ ID NO: 15 u SEQ ID NO: 17;



U BapuadeNIbHyI0 00JIacTh Kalma-JIerKOW LEeMH, BKIIOYAKImyo 1, 2 win 3 mocaenoBaTeIbHOCTH
CDR, Bribpannsie uz SEQ ID NO: 14, SEQ ID NO: 16 u SEQ ID NO: 18;

d) BapmabenpHyr0 oOjacTh TsDKENOH 1enu, BKaoYaromywo 1, 2 wm 3

nocnenosatenbHOCTH CDR, BeiOpanubie u3 SEQ ID NO: 19, SEQ ID NO: 21 u SEQ ID NO: 23;
U BapualeNbHYyI0 00J1aCTh Karma-JIerkon Ienu, BKIYainyo 1, 2 win 3 mocienoBaTebHOCTH
CDR, Boibpannbie n3 SEQ ID NO: 20, SEQ ID NO: 22 u SEQ ID NO: 24;

e) BapualenbHYIO O0NacTh TSDKENOW wenu, BKaouaromyw 1, 2 w3
nocnenosatenbHocTH CDR | BeiOpanubie u3 SEQ ID NO: 25, SEQ ID NO: 27 u SEQ ID NO: 29;
¥ BapuabeNbHYI0 00JIacTh Kara-JIErkou LEeMu, BKIIoYaKmyo 1, 2 win 3 mocjaenoBaTeIbHOCTH
CDR, Bosibpannbie u3 SEQ ID NO: 26, SEQ ID NO: 28 u SEQ ID NO: 30;

f) BapuwabenbHyr0 00NacTh TsDKEJIOW Hemu, BKIOYawmyw 1, 2 wm 3

nocnenosatenbHocTH CDR, BeIOpanubie u3 SEQ ID NO: 31, SEQ ID NO: 33 u SEQ ID NO: 35;
U BapuadeNbHYI0 00JIacTh Karma-JIErKou LEeMy, BKIIOYAKIyo 1, 2 win 3 mocaenoBaTeIbHOCTH
CDR, Bribpannsie u3 SEQ ID NO: 32, SEQ ID NO: 34 u SEQ ID NO: 36;

g) BapuabenpHyr0 o0OjacTb TSDKENOH IHenu, BKIOYaromyro 1, 2 wm 3

nocnenosatenbHOCTH CDR, BeIOpanubie u3 SEQ ID NO: 37, SEQ ID NO: 39 u SEQ ID NO: 41;
U BapuadeNIbHyI0 00JIaCTh KaIma-JIErKOW LEeMNy, BKIIIOYAromyo 1, 2 uiu 3 mocienoBaTeIbHOCTH
CDR, Bribpannsie uz SEQ ID NO: 38, SEQ ID NO: 40 u SEQ ID NO: 42; or

h) BapmaGenbHyro oOnactp TsDKENOW wenw, BkiIoYaoomywo 1, 2 wm 3

nocnenoBatenbHOCTH CDR, BeIOpanubie u3 SEQ ID NO: 43, SEQ ID NO: 45 u SEQ ID NO: 47;
U BapuadeNbHyI0 00JIacTh Kala-JIerkol LMy, BKIIOYAKImyo 1, 2 win 3 mociaenoBaTeIbHOCTH
CDR, Bribpannsie uz SEQ ID NO: 44, SEQ ID NO: 46 u SEQ ID NO: 48.

[00015] B HekOTOpbIX BapuaHTaxX OCYILECTBJIEHUS AHTUTENAa WM UX aHTUIEH-
CBsI3BIBAIOINME (DPAarMEHTH! TAaKXKe BKIOUYAOT 1, 2, 3 miam 4 moCnenoBaTelbHOCTH KapKacHOM
obnactu (FR) Tskenoii nienu, BeiOpanHble U3 rpymmbl, cocrosimeii uz: SEQ ID NO: 57, 59, 61,
63, 73, 75,77 u 79, wwnu 1, 2, 3 unu 4 nocnenoBareabHOCTH KapkacHou obnactu (FR) nerkoi
ueny, BeiOpanubie 3 SEQ ID NO: 58, 60, 62, 64, 74, 76, 78 u 80.

[00016] B HexkoTOpbIX BapuaHTax OCYILECTBJIEHUS aHTUTENla WM UX aHTUIeH-
CBsI3BbIBAIOINME (DparMeHThl Takke BKIIOYAKOT MOcienoBaTeibHOCTh FR1  Tspkenmoir 1enw,
BbIOpanHyto u3 SEQ ID NO: 57 u 73; nocnenoBatenbHocTh FR2 Tspkenol nenu, BBIOpaHHYIO U3
SEQ ID NO: 59 u 75; nocaenosarenbHocTh FR3 Tspxenoit ueny, Beiopannyto u3 SEQ ID NO: 61
u 77, u nocnenosarenbHOCTh FR4 Tsikenoit nenu, BeiOpannyro u3 SEQ ID NO: 63 u 79.

[00017] B HexkoTOpbIX BapuaHTax OCYILECTBJIEHUS AaHTUTENAa WM UX aHTUIeH-
CBsI3BIBAIOINME (PparMeHThl TakkKe BKIIIOYAIOT TOCHenoBaTebHOCTE FR1  gjerkoil uenw,
BbIOpanHyto u3 SEQ ID NO: 58 u 74; nocnenoBarenpHOCTh FR2 nerkoii memnu, BEIOpaHHYIO U3
SEQ ID NO: 60 u 76; nocnenosarenpHocTh FR3 nerkoii nenu, seiopannyto u3 SEQ ID NO: 62 u
78; n mocnenoBarenbHOCTh FR4 nerkoii nenw, Beidpannyro u3 SEQ ID NO: 64 u 80.

[00018] B HexkoTOpbIX BapuaHTax OCYILECTBJIEHUS AHTUTENAa WM UX aHTUIEH-
CBSI3bIBAIOIIME (PPArMEHTHI BKJIIOYAIOT BapHaOENIbHYIO OONACTh TSDKENOH LNy, BHIOPAHHYIO U3
rpynnbl, coctosimen u3: SEQ ID NO: 81, SEQ ID NO: 85, SEQ ID NO: 89, SEQ ID NO: 93,



SEQ ID NO: 97, SEQ ID NO: 101, SEQ ID NO: 105, SEQ ID NO: 109, SEQ ID NO: 113, SEQ
ID NO: 117 1 roMOJOTHYHON WM MOCIAEAOBATENBHOCTH, UMEOIIeH 1Mo MeHbinel mepe 80%
(Hammpumep, o MeHblIeir mepe 85%, 88%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%
i 99%) HAEHTUYHOCTH TMOCIIEA0BATENIBHOCTH.

[00019] B HeKOTOpBIX BapuaHTaX OCYILECTBJIEHUS AHTUTENAa WM UX aHTUIEH-
CBSI3BIBAIOINME (DPArMEHTHI BKIIOYAIOT BapuabenbHYK 00NaCTh JIETKOW LienH, BBIOPAHHYIO U3
rpynmsl, coctosmeit u3: SEQ ID NO: 83, SEQ ID NO: 87, SEQ ID NO: 91, SEQ ID NO: 95,
SEQ ID NO: 99, SEQ ID NO: 103, SEQ ID NO: 107, SEQ ID NO: 111, SEQ ID NO: 115, SEQ
ID NO: 119 u roMoJOrH4HON UM MOCJAEAOBATENBHOCTH, MMEOIIel 1Mo MeHbiner mepe 80%
(Hampumep, o MeHbinei mepe 85%, 88%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%
i 99%) WACHTUYHOCTHU TIOCIEAOBATEIbHOCTH.

[00020] B HexkoTOpbIX BapuaHTaX OCYILECTBJIEHUS AaHTUTENa WM UX aHTHUIEeH-
CBSI3bIBAIOINUE (PPArMEHTHI BKJFOYAIOT BCKO HJIM YacTh IOCIENOBATEIBHOCTH BapUaOeIbHOM
obnacTH TsBKENON 1eny, BIOpaHHOM u3 rpymmbl, coctosimed u3: SEQ ID NO: 81, 85, 89, 93, 97,
101, 105, 109, 113 u 117; w/unu BCIO WM 4acTh MOCJIENOBATEIbHOCTH BapuadebHOU obiacTu
JIeTKOM Liernu, BeIOpaHHOU U3 rpymibl, coctosimeid uz: SEQ ID NO: 83, 87, 91, 95, 99, 103, 107,
111, 115 u 119. B onHOM BapuaHTe OCYIIECTBJICHUSI AHTUTENA WIH UX AHTUTEH-CBA3BIBAIOLINE
(dparMeHTsl TPEACTaBISIOT COOONW OAHOAOMEHHOE AHTHTENIO, KOTOPOE COCTOMT M3 BCEH WIIH
94acTH BapuaOenbHON 00JacTH TSKENOHW LenH, BBIOpaHHOW M3 rpymmel, coctosimed u3: SEQ ID
NO: 81, 85, 89, 93, 97, 101, 105, 109, 113 u 117.

[00021] B HexkOTOpBIX BapuaHTaX OCYILECTBJIEHUS aHTUTENAa WJIW UX AHTUIEH-
CBSI3bIBAIOIME (PpAarMEeHTh! BKIFOYAIOT:

a) BapuabenbHyr o00jacTh TskenoW wenu, BrModaromyr SEQ ID NO: 81, u
BapuadenpHyr0 00JacTh Kanma-jerkoi memny, Bkaovaroimyo SEQ ID NO: 83;

b) BapuabenbHyr0 oOnacTe TspKenod 1nenu, Brmodaroomyio SEQ ID NO: 85, wu
BapuadesbHy0 00J1aCTh Kamnmna-Jierkoi uemny, smodaroinyo SEQ ID NO: 87;

c) BapualenbHyl0 oOjacTh Tskeno wernu, Bkmouaromyw SEQ ID NO: 89, wu
BapuadesbHy0 00J1aCTh Kamma-Jierkoi uemny, smodaroimyo SEQ ID NO: 91;

d) BapmabenbHyr0 o0OnacTh Tsokenod wenu, Bkmodaromyrw SEQ ID NO: 93, wu
BapuabenbHYI0 00JIaCTh Kamma-jierkoi neny, smovdaromyo SEQ ID NO: 95;

e) BapuabenpHyr0 oOnacTh TskenoW wenu, Bkmouaromyr SEQ ID NO: 97, wu
BapHuabeNbHYI0 00JIACTh Kamma-Jierko neny, smodaromy SEQ ID NO: 99;

f) BapuabenbHyro oOnacte Tspkenod wenw, Bikrowaromyrw SEQ ID NO: 101, wu
BapHuabeNbHYI0 00JIaCTh Kamma-JIerkoi nenw, Brmodaromyo SEQ ID NO: 103;

g) BapuabenbHyr0 o00NacTe TspkenaoW uenu, Brarodanomyr SEQ ID NO: 105, wu
BapuadepbHy0 00J1aCTh Kamma-Jierkoi uemny, srodarmy SEQ ID NO: 107;

h) BapumabenbHyro oOmacte Tspkenow wemnu, Bkiaodamomy SEQ ID NO: 109, u
BapuadeIpbHy0 00JIaCTh Kamma-Jierkoi uemny, snodarmy SEQ ID NO: 111;

1) BapmaOenpHyI0 oOnacTh TspKenol menw, srmodaromyro SEQ ID NO: 113, u

BapuadeIbHyI0 00JIaCTh Kanmna-Jjierkoi nemny, smodaromyo SEQ ID NO: 115; unu



j) BapmalenbHyr0 oOnacTh Tspkeno wnermw, Bkmouaromyw SEQ ID NO: 117, wu
BapuabenpHYI0 00JIaCTh Kamma-jerkoi neny, smovaromyio SEQ ID NO: 119.

[00022] B HeKOTOpbIX BapHaHTaX OCYLIECTBIEHMsS AaHTUTENO WJIA €ro AaHTUIeH-
CBSI3bIBAIOIIMI (DparMeHT BKIIIOYAET OJHY WJIM HECKOJBKO 3aME€H AMUHOKHUCIIOTHBIX OCTaTKOB, HO
IIPU 3TOM COXPAHSET CreLUPHUECKOe CPOICTBO K CBA3bIBaHMIO ¢ CD3ancunoH.

[00023] B HEKOTOpBIX BapHaHTaX OCYIIECTBJIEHUS 3aMeHa MPHUCYTCTBYET B OIHOM WJIH
HeCKOJbKUX nociuenosarenbHOCTAX CDR mnu B 0HON MJIM HECKOJBKUX MOCIEN0BATEIbHOCTSIX
FR, vnu B oHOM Mk 00eMX MOCIEA0BATEIbHOCTIX BapruadenbHbIx obnacTel, uiu B Fc obnactu.
B HekoTOpBIX BapuaHTaX OCYIIECTBJICHUS IO MEHbLIeH Mepe ofaHa (MM BCE) U3 3aMeH B
nocienosatenbHocTsIX CDR, mocnenoBarenbHocTsIX FR, mocnenoBarenbHOCTAX BapHaOenbHbBIX
obnacreii wiu Fc obnactu npencrasisier coO0l KOHCEPBATUBHYIO 3aMEHY.

[00024] B HexkoTOpbIX BapHaHTaX OCYLIECTBJIEHMUsS AaHTUTENO WJIH €ro AaHTUIeH-
CBs3bIBAOIUE (pparMeHT BKitouaeT He Oonee wem 10, 9, 8, 7, 6, 5, 4, 3, 2 unmu 1 3ameH
AMHHOKHUCJIOTHBIX OCTATKOB B OJJHOW MJIM HECKOJIbKHX TocienoBaTenbHOCTIX CDR, BbIOpaHHBIX
u3 SEQ ID NO: 1-48. B HeKOTOpbIX BapuHaHTaX OCYILIECTBJICHHUS AHTUTEJO WJIM €ro aHTUTEeH-
cBs3bIBarOIUE (pparMeHT BkirouaeT He Oomee wem 10, 9, 8, 7, 6, 5, 4, 3, 2 unmu 1 3ameH
AMHHOKHUCJIOTHBIX OCTAaTKOB B OJHOH HJIM HECKOJBKHMX MOCIENOBaTENbHOCTSAX FR, BHIOpaHHBIX
u3 SEQ ID NO: 57-80. B HEKOTOpbIX BapMaHTaxX OCYIIECTBJIEHUS aHTUTENIO WJIM €r0 aHTUIeH-
CBsI3BIBAIOIIUI (hparMeHT BKrouaeT He Oonee uem 10, 9, 8, 7,6, 5, 4, 3, 2 unu 1 3ameH B LejIoM
B mnocnenoBarenbHOCcTIXx CDR  w/mnum  mocnenosarensHocTsix  FR - mocnenosarenbHOCTEH
BapuadenpHON obnactu Tspkenol uernu, BbiOpaHHbix u3 SEQ ID NO: 81, 85, 89, 93, 97, 101,
105, 109, 113 u 117. B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHUS] AHTUTENIO WU €r0 aHTUIeH-
CBsI3bIBAIOIIUI ()parMeHT BKJrOUaeT He Oosee uem 10, 9, 8, 7, 6, 5, 4, 3, 2 wiu 1 3amen
AMHHOKHUCJIOTHBIX OCTaTKOB BO Bcex FR mocnenoBarenbHOCTEN BapuabenbHOM 00J1aCTH JIETKOH
uenwu, BeiOpanHbix U3 SEQ ID NO: 83, 87, 91, 95, 99, 103, 107, 111, 115 u 119.

[00025] B HeKOTOpBIX BapHaHTaxX OCYIIECTBJEHHUS 3aMeHa MPHUIAeT OJHO WM HECKOJIBKO
JKEJIAeMbIX CBOWCTB, BBIOPAHHBIX M3 CIEOYIOIIUX: a) yiayulieHne ap@PUHHOCTH CBSA3BIBAHHS C
CD3smncunon, b) BBeeHHe WM yAAJICHUE CaiiTa TIMKO3WJIMPOBAHMS, C) BBEIEHHE CBOOOIHOTO
ucTenHoBoro ocrarka, d) ycwnenue unu ymenbinenne ADCC wmm CDC, e) yBenudenwue
nepuo/a MOJy>KU3HU B CHIBOPOTKE; U f) moswitneHne cesizpiBanus FcRn.

[00026] B HexkoTOpbIX BapHaHTaX OCYLIECTBJIEHMsS AaHTUTENO WJIM €ro AaHTUIeH-
CBSI3BIBAIOINUI ()parMeHT Takke BKIFOYAET KOHCTAHTHYK O0JIacTh MMMyHOrJoOynmuHa. B
HEKOTOPBIX BapUAHTAX OCYLIECTBICHUS AHTHTEJO WJIN €r0 aHTUTeH-CBS3BIBAIOIIUN (parMeHT
BKJIFOYAET KOHCTAHTHYIO obnacth IgG. B HEKOTOPBIX BapuaHTAax OCYIIECTBJICHUS aHTHUTEJO HIIH
€r0 aHTUTeH-CBSI3BIBAIOIINN (PPArMEHT BKIIFOUAET KOHCTAHTHYIO 00nacTh uenoBedeckoro IgGl.

[00027] B HeKkOTOpbIX BapuaHTax OCYIIECTBJIEHUS AHTUTENAa WM UX aHTUIEeH-
CBSI3bIBAIOIIME (PPArMEHTHI MPEICTABISIOT COOOH MBILIMHOE aHTUTENO WM T'YMaHHU3UPOBAHHOE
AHTUTEJIO.

[00028] B HeKOTOpbIX BapuaHTax OCYILECTBJIEHUS AHTUTENAa WM UX aHTUIEeH-

CBSI3BIBAIOINME (PPArMEHTHI MPEICTABISIIOT COOON KaMeNIn3uPOBAHHOE OJHOJOMEHHOE aHTUTEIIO,



nuateno, scFv, scFv mumep, BsFv, dsFv, (dsFv)2, dsFv-dsFv', Fv ¢parment, Fab, Fab', F(ab')2,
oucnenuduyeckoe aHTUTENO, dS JMATENO0, HAHOTENO, NOMEHHOE AaHTUTEIO WM OWBAJICHTHOE
JOMEHHOE aHTUTEJIO.

[00029] B HEKOTOpBIX BapHaHTaX OCYILECTBJIEHUS AHTUTENA WM UX aHTUIEH-
CBsI3bIBAIOINME (parMeHThl SIBJISIOTCA Oucnenuduueckumu. B HEKOTOpHIX BapuaHTax
OCYLIECTBJICHHS AHTUTENO WIM €ro AaHTUIeH-CBS3bIBAIOIIUN (parMeHT HMeeT MepBYIO
AHTUTeHHYI0  cneuupuyHocTb B oTHOomeHMH CD331CHMIOH W BTOPYKHO  aHTUTE€HHYIO
cneun(UIHOCTh. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHUS] BTOpPAsh AHTUT€HHOCTh HArpaBiieHA
NPOTHB BTOPOTO AHTHreHa, OTIMYHOro oT CD33mCuiioH, rae mpuCyTCTBHE BTOPOTO aHTUTEHA
BONMM3n CD33nCcHiioH-3KCpeccupyromux T-KIETOK JKeNaTeNIbHO IJIsl TOro, 4ToObl BTOPOH
AHTHUTEeH PACIIO3HABAJICSI HMMYHHOM CUCTEMOH. B HEKOTOPBIX BapuaHTaxX OCYINECTBICHHUS NepBast
aHTUTeHHas crnenupuuHOCTh HampasieHa nporuB CD3smcunon, a Bropas aHTUTEHHAs
cneun(pUIHOCTh HATpaBJIeHa MPOTUB OIMYXO0JIb-aCCOLMUPOBAHHOTO AHTUTEHA.

[00030] B HexkoTOpbIX BapuaHTaX OCYILECTBJIEHUS AHTUTENa WM UX aHTHUIeH-
CBSI3bIBAIOINUE (PPArMEHTHI CBSI3aHBI C OJHUM WJIM HECKOJIBKHMMH KOHBIOTaTaMH. B HEKOTOpBIX
BAPHUAHTAX OCYINECTBJICHUS KOHBIOTAT MOJKET NPEACTaBIATh COOOH XMMHOTEPareBTHYECKOe
CPEACTBO, TOKCHUH, pPAAMOAKTHBHBIA HW30TOMN, JIAHTAHHUJ, JIIOMHHECLEHTHYIO  METKY,
(bIyOopeceHTHYO METKY WIH METKY (pepMeHT-CyOcTpar.

[00031] B HeEKOTOpPBIX BapUAHTAaX OCYLIECTBJIEHUS AaHTUTEJNO WJIA €ro AaHTHIeH-
CBSI3bIBAIOIIUI (hparMeHT criocoOHO crienmduyecku csa3bBaTbes ¢ CD3sncunon. B HekoTopbIx
BapuaHTax ocyuectsiaeHnss CD33ncuinos npoucxonaT U3 OpraHu3Ma MBIIIH, KPBIChI, 00€3bsHbI
Wi 4enoBeka. B HekoTopbIx BapuaHTax ocymectsieHus CD3sncunoH npencrasnser coOoi
pexomMOuHaHTHBI CD3sncunon  wnmm  CD35nCuioH, 3SKCIpeccHpyeMblii Ha  KJIETOYHOMH
MIOBEPXHOCTH.

[00032] B HeKOTOpBIX BapHaHTaX OCYLIECTBJICHHMs AaHTUTENAa WJIM UX AaHTUIEH-
cBsi3bIBarOIUE (pparMeHThl COCOOHBI crienupuyecku cBs3biBaThCst ¢ CD33MCUIIOH YesnoBeka,
JKCIPECCUPYEMBIM Ha KJIETOYHON MOBEPXHOCTH, npu Kp 3HaueHuu He Oosee yem 5X10’9M, HE
Gonee yem 4x10°M, He Gonee uem 3x10°M, He Gonee uem 2x10°M, He Gonee yem 10°M, He
Gonee uem 5x107°M, He Gonee yem 4x1071°M, ne Gonee uem 3x107°M, He Gonee yem 2x107"°M,
re Gonee yem 107'°M, e Gonee uem 5107 M, He Gonee uem 4x10" M, He Gonee uem 33107
M, He Gonee yem 2x10™'" M uin ne Gonee wem 107 M, kax U3MEPEHO METOAOM MPOTOYHOMU
UTOMETPUH. B HEKOTOpPHIX BapHaHTax OCYINECTBJICHUS AaHTUTENAa WIH WX AaHTUTCH-
CBsI3bIBarOINME (PparMeHThl COCOOHBI criennpuyecku cBsA3bBaTbcsa ¢ CD33mcuioH venoBeka,
SKCIIPECCUPYEMBIM MOBEPXHOCTH KieToK, pu ECsy He 6onee yem 0,50 HM nnmm He Oosee yem
1,10 HM, kak onpeneseHo METOAOM MPOTOYHON LIUTOMETPUU.

[00033] B HeKOTOpbIX BapuaHTaX OCYIUNECTBJIEHUS AHTUTENAa WM UX aHTHUIEeH-
CBs3BbIBAIOIUE (PparMeHThl CIIOCOOHBI CHEMU(PUYECKH CBS3BIBATHCA C PEKOMOMHAHTHBIM
CD3sncunon siBanckoro mMakaka ¢ ECso He 6onee ywem 0,001 HM, He Oosnee dem 0,005 HM, He
oonee uem 0,01 HM, He OGonee uem 0,02 HM, He Oonee yem 0,03 HM, He Oonee yem 0,04 HM miu

He 6onee yem 0,05 HM, kak u3mepeHno meronoM ELISA.



[00034] B HeKOTOpbIX BapUaHTaX OCYILECTBJIEHUS AHTUTENAa WM UX aHTUIEH-
CBs3BIBAIOIUE (PparMeHThl CIIOCOOHBI CHEMU(PUUIECKH CBS3BIBATHCI C PEKOMOMHAHTHBIM
CD3sncunon genoseka mpu ECsy e 6onee uem 0,01 HM, ne Gonee yem 0,02 HM, He Oosnee yem
0,03 M, He 6onee yem 0,04 HM, He Oosee yem 0,05 HM, He Oonee yem 0,06 HM, He Oosee yem
0,07 1M unu He Gonee yem 0,08 HM, kak u3mepeHo meroaom ELISA.

[00035] B HeKkOTOpBIX BapUaHTaX OCYLIECTBJICHHMs AaHTUTENAa WIM WX AaHTUTEH-
cBsi3bIBarOIMe (pparMeHThl CoCOOHBI crienupuyecku cBs3biBaTbcs ¢ CD33mcuiIoH vesnoBeka,
3KcrpeccupyemMbiM Ha moBepxHocTu CD3-3kcnpeccupyromux kietok, npu ECsy He Oonee dyem
0,5 M, He Oosee uem 0,6 HM, He Gosee uem 0,7 HM, He Oosnee yem 0,8 HM, He Gosee yem 0,9
HM, He Oonee yeM 1 HM, He Oojnee uem 2 HM, He Oonee yem 3 HM, He Oojyiee uem 4 HM, He
Oonee yem 5 HM, He Oojee yeM 6 HM, He Oojiee uem 7 HM, He Oosiee uem 8 HM, He Oosee yeM 9
HM wniu He Oonee yem 10 HM, Kak U3MEPEHO METOAOM MPOTOYHOH [TUTOMETPHH.

[00036] B HexkoTOpbIX BapuaHTaX OCYILECTBJIEHUS AaHTUTENa WM UX aHTUIeH-
CBsI3BIBAOINME (DparMeHThl MPEACTABISIOT COOOW T'YMAaHU3MPOBAHHOE AHTHUTENO, KOTOPOE
crocobHo crenuduyeckn cBsi3bBaThcsi ¢ CD33MCHIIOH 4enoBeKa, 3KCIPEeCCUPYEMBbIM Ha
nosepxHocTi CD4-3kcnpeccupyromux kinetok, npu ECsy He 6onee yem 0,50 HM nnu He Oonee
yeM 1,10 HM, kak U3MEPEHO METOAOM NMPOTOYHON LIUTOMETPHUU.

[00037] B onHOM acmekTe HacTosiee M300peTeHHe MPEACTABISET aHTUTEJIO WU €ro
AHTUTEH-CBSI3BIBAIOLINI (DparMeHT, KOTOpOe KOHKYPUPYET 3a OOMH U TOT K€ JIUTON C
AQHTUTEJIOM WM €ro aHTUTCH-CBS3BIBAIOIIMM ()PArMEHTOM, MPENCTaBJICHHBIM B HACTOSILICH
3asiBKE.

[00038] B omHOM acmekrte Hacrosiiee H300peTeHHE Takke TPEACTaBIISET
(bapMaLeBTUYECKYI0 KOMITO3ULIUIO, BKJIFOYAIOIIYI0 AHTUTENO WM €r0 aHTUIeH-CBSI3bIBAKO LM
(pparMeHT, MpeACTaBICHHOE B HACTOSIIEH 3asBKe, U (papMalleBTUYECKHU MPHEMJIEMbIil HOCUTEIb.
B HekoTOpBIX BapHaHTax OCYINECTBJICHUS (hapMaLeBTUYECKAs KOMIO3HMLIMS TAK)KE BKIIFOYAET
BTOPOE CPEICTBO, KOTOPOE CIOCOOHO YCHJIMBATH TepaneBTUYeCKUil 3(p(eKT aHTUTe A WU €ro
AHTUTEH-CBSI3BIBAIOIIETO (PparMeHTa W/UjIk CIIOCOOHO yMeHbINaTh MoOOUHBIH 3(h(eKkT aHTuTeNa
WM €r0 aHTUTEH-CBS3BIBAIOLIETO (parMeHTa.

[00039] B ogHOM acriekTe HACTOsIIee M300peTEHUE TaKKe MPENCTABISET BbIIEICHHBIN
TOJIMHYKJICOTH]l, KOAMPYIOIIUM aHTUTENIO WM €ro aHTUIeH-CBA3BIBAIOINUN  (hparMeHrT,
MPENCTABJICHHBIC B HACTOSIIEH 3asBKe. B HEKOTOPBIX BapUaHTaX OCYIIECTBJICHUS BBIICICHHBIN
MOJIMHYKJIEOTH]T BKJIOYAET HYKJIEOTHIHYIO TOCIENOBATEIbHOCTh, BBIOPAHHYEO) W3 TPYIIIBI,
cocrosimei u3 SEQ ID NO: 82, 84, 86, 88, 90, 92, 94, 96, 98, 100, 102, 104, 106, 108, 110, 112,
114, 116, 118 u 120.

[00040] B omHOM acmekTe HacTosiliee H300OpPETeHHE TaKXKe MPENCTaBJsieT BEKTOP,
BKJIFOYAIOIIUI YKA3aHHbIN BbIAEJIEHHbIN MOJUHYKJICOTHI.

[00041] B omHOM acmekTe HaCTOsIIee H300peTEeHHEe TaKXKe IMPENCTaBJsIeT KIIETKY-
XO031MHA, BKJIIOYAKOLIYI0 YKa3aHHbIA BEKTOP.

[00042] B onmHOM acmekTe Hacrosiee H300peTeHHe TakXKe TMPEACTABIISIET CIIOCO0

OKCIIPECCUU AHTUTCJIAa WJIK €Tr0 AHTUICH-CBA3BIBAIOLICTO (I)parMeHTa Mo HaCTOALIEMY
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N300pETeHHIO, BKJIIOYAIOLINI KYJIbTUBUPOBAHIE YKA3aHHOHN KJIETKU-XO35IMHA B YCJOBUSIX, MPH
KOTOPBIX KCIIPECCUPYETCSI YKA3aHHBIN MOJUHYKJICOTHI.

[00043] B onmHOM acmekTe Hacrosiee H300peTeHHe TakXKe MPEACTABIISIET CIIOCO0
Je4yeHusi 3a00JeBaHUS WIH COCTOSIHUS Y MHIUBUIA, KOTOPOMY MOXKET OBbITh MOJIE3HA MOAYJISLHS
axTBHOCTH CD33MCHIIOH, BKIIIOYAIOIINH BBEICHUE MHAMBUAY TEPANEeBTUYECKU 3(PEKTHBHOTO
KOJIMYECTBA AHTHTENAa MM €ro AaHTUIeH-CBSA3BIBAIOLIEro (QparMeHTta IO HACTOALIEMY
n300peTeHno, WK GpapMarieBTUYECKONH KOMITO3UIIMY, MPENCTABIEHHON B HAcTOsIIEeH 3asBKe. B
HEKOTOPBIX BapHaHTaX OCYILIECTBJICHHs YKa3aHHbIH MHIUBH TPENCTABIsIET OO0l uenoBeka. B
HEKOTOPBIX BapHaHTaX OCYLIECTBJICHHs yKa3aHHOe 3a00JieBaHUE HIIH COCTOSIHUE MPEICTABIISIET
coboii CD3-cBsizaHHOe 3a00JIeBaHIE WM COCTOSIHUE. B HEKOTOPBIX BapHaHTaX OCYINECTBIICHHS
yKa3aHHOE 3a00JIeBaHUE WJIH COCTOSIHUE TIPECTaBIIsieT COOOM pak, ayTOMMMYHHOe 3a00/IeBaHue,
BOCTIAJIUTENIbHOE 3a00JIeBaHNe TN HH(DEKIIMOHHOE 3a00JIeBaHHE.

[00044] B onmHOM acmekTe HacTosiee H300pETeHHe TakKe MPEACTABIISET CIIOCO0
aktuBanmu CD3sncuion-3kcnpeccupyromux T-KIeTok in vivo WM in Vitro, BKIIIOYArOIIUN
koHTaktupoBaHue CD3smncunoH-3kcnpeccupyromux T-KI€TOK ¢ aHTUTENIOM WM €ro aHTUIeH-
CBSI3BIBAIOIIUM ()PArMEHTOM, MPEACTABJICHHBIM B HACTOSILIEH 3asBKe.

[00045] B onmHOM acmekTe Hacrosiee H300pETeHHe TakXKe MPEACTABIISET CIIOCO0
moaysiiuu  akTuBHOCTH CD3 B CD33nCHiIOH-3KCIIpecCUPYIOLIEH KJIETKE, BKIHOYArOLIEH
BO3JEICTBUE aHTHTENAa MJIM €ro AaHTUIeH-CBSA3bIBAIOLIErO (parMeHTa MO HACTOSLIEMY
uzobperenno, Ha CD33NCHIIOH-3KCIPECCUPYIOIIYIO KIIETKY.

[00046] B onmHOM acmekTe Hacrosiee H300pETeHHe TakXKe MPEACTABIISIET CIIOCO0
NPOMOTHPOBAHMUSA 1IN VIVO WM in vitro mpoueccuHra Broporo aHtureHa CD3smncuios-
SKCIpeccupyromuMu  T-kiIeTkamu, — BKIOYAOMMA  KOHTakTHpoBanue  CD3sncuioH-
sKcIpeccupyromux T-kineTok ¢ OucnenuguyeckuM aHTUTEIOM WIIN €r0 aHTUTeH-CBSA3bIBAIO M
¢dparmMeHTOM, NpPENCTABICHHBIM B HACTOSIIEH 3asBKe, rae Oucrnenuduyeckoe aHTUTENIO HIIH
AHTUTEH-CBS3bIBAIOIINI (PparMeHT CcriocoOHbI criennuUecK CBs3bIBaThcs Kak ¢ CD33mcuinon-
SKCIpecCUpyromumMu T-KieTKaMu, Tak U ¢ BTOPbIM aHTHUT'€HOM, MPUBOMAS UX TaKMM 00pa3oM B
HETIOCPEACTBEHHYIO OJIN30CTb.

[00047] B onmHOM acmekTe HacTosiiee W300pETeHHe TakXKe MPEACTABIISIET CIIOCO0
AeTeKUH TPUCYTCTBHs Wi kojudectBa CD3sncuoH B oOpasiue,  BKJIIOYAROLIHIA
KOHTaKTHpOBaHHE oOOpasla C AaHTUTEJIOM WU €ro AaHTHICH-CBS3bIBAKOIINM (ParMEeHTOM,
NpPEICTaBICHHBIM B HACTOsIIEH 3asBKe, W OMNpenesieHHe TMPUCYTCTBHS WM KOJIUYECTBA
CD3sncuioH B obpasie.

[00048] B onmHOM acmekTe Hacrosiee H300pETeHHE TakXKe MPEACTABIISET CIIOCO0
nuarHoctuku CD3-cBsi3aHHOTO 3a00JeBaHKs MM COCTOSIHHSI Y MHIMBHIA, BKIIFOYAOIIMN: a)
noJiyueHue oopasia OT HHAUBHIA, b) KOHTAKTUPOBaHUE 0Opa3la ¢ AHTUTEJIAMH FJTH UX aHTUTEH-
CBSI3BIBAIOINUMH (DparMeHTaMM, MNPEACTABJICHHBIMH B HACTOSIIEH 3asBKE, C) OMpenesieHHe
npucytcTBusi win kommdectsa CD3sncunon B oOpasue; u d) cooTHeceHHe MPUCYTCTBHS WU

konmdectBa CD33mcuion ¢ 3a00neBaHNEM HIIH COCTOSTHIEM Y HHANBHIA.
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[00049] B omHOM acriekTe HacTosiee M300pPETeHHe TaKXkKe MPEeNCTaBJsieT MPUMEHEHHE
aHTHUTENIa WM €r0 AHTUTeH-CBS3bIBAIOIIEro (pparMeHTa IO HACTOSINEMY H300pETEeHHUIo, A
NOJIy4eHHUs] JIeKapCTBEHHOro cpexacrsa A Jjedenns CD3-ceasanHoro 3aloneBaHus wWin
COCTOSIHUS Y UHAUBU/A.

[00050] B omHOM acmekTe HacTosiee M300pEeTeHHe TaKXKe MPeNCTaBIsieT MPUMEHEHHE
aHTUTENIA WM ero aHTUIeH-CBS3BIBAIOLIErO ()parMeHTa IO HACTOALIEMY H300pPeTeHUIo, Ul
HOJTyYeHHs] TUArHOCTUYECKOrO peareHTa i auaraoctuposannst CD3-cBsi3aHHOTO 3a00J1€BaHMs
WUJIN COCTOSTHUSL.

[00051] B omHOM acmekTe HacTosillee H300peTeHHEe TaKKe TMPEACTaBisieT Habop,
BKJIFOYAOLMI AHTUTENO WM €ro aHTHIeH-CBA3BIBAIOLINKA (DparMeHT, MpeICTaBICHHbIE B
Hacrosllell 3asBke, mnose3Hble A jgerekund CD3sncunon. B HekoTOphIX  BapuaHTax
OCYIIECTBIIEHHsI HAaOOp BKIIIOYAET AHTHUTENA WM HMX AaHTUTCH-CBS3bIBAOINUE (PparMeHTHl,
noJie3Hble Juis nerekunu pekombuaantHoro CD3sncunon, CD33ncuiion, 3KkCpeccupyeMoro Ha
KJIeTOUHON noepxHocTH, uiu CD33MncnunoH-3KCIpeccupyomuxX KIeToK.

Kpatkoe onucanue ueprexen

[00052] @ur. 1 MOKA3bIBAET  CBA3BIBAHUE MOHOKJIOHAJIbHBIX ~ aHTHUTEI
WBP3311 2.166.48-ulgGIK, WBP3311 23064-ulgGIK u  WBP3311 216648 ¢
pexoMOMHAHTHBIM OenkoM CD33TICHITIOH SIBAHCKOTO Makaka, kak m3mepeHo meronom ELISA.

[00053] @ur. 2 MMOKAa3bIBAET  CBA3BIBAHUE MOHOKJIOHAJIbHBIX ~ AHTHUTEI
WBP3311 2.166.48-ulgGIK, WBP3311 2.306.4-ulgGlK, WBP3311 2.166.48 u
WBP3311 23064 ¢ CD4 T-knerkaMu 4YelOBeKa, KaK H3MEPEHO METOAOM IPOTOYHOM
LIUTOMETPUH.

[00054] ®ur. 3 nokasbiBaeT a((PUHHOCTH CBA3BIBAHUS BOCBMU MBIIIUHBIX AHTHTEI
(W3311-2.166.48, W3311-2.306.4, W3311-2.383.47, W3311-2.400.5, W3311-2.482.5, W3311-
2.488.33, W3311-2.615.8 u W3311-2.844.8) ¢ kieTkamu, >KCIPECCUPYIOLINMHU YeJIOBEUECKHH
CD3 (knerku Jurkat), Kak U3MEPEHO METOAOM MPOTOUHOM LIUTOMETPHH.

[00055] @ur. 4A nokasbiBaeT ah(HUHHOCTD CBSI3bIBAHUS T'YMAHU3HUPOBAHHOTO AHTHTENA
WBP3311 2.166.48-z1-ulgG1K ¢ knerkamu, skcrpeccupyromumu denopeuecknii CD3 (kietku
Jurkat), kak U3MEPEHO METOAOM MPOTOUHON LIUTOMETPHH.

[00056] ®@ur. 4B noka3biBaeT pe3ysabTaT ahpUHHOCTH CBSI3BIBAHUSI T'YMaHHU3HPOBAHHOTO
antutena WBP3311 2.306.4-z1-ulgG1K ¢ knerkamu, sxcnpeccupyrommumi yenosedeckuii CD3
(xnerku Jurkat), Kak ©3MEPEHO METOIOM MPOTOYHON [IUTOMETPHH.

[00057] @ur. 4C mokasbiBaeT pe3ynbTaT apPUHHOCTH CBSI3BIBAHHS IOJOKHTEIBHOTO
koHTpoist OKT3 ¢ knerkamu, skcnpeccupyromumu denoseuecknii CD3 (knerku Jurkat), kax
HU3MEPEHO METOIOM MPOTOYHONU LINTOMETPHUH.

[00058] ®ur. 5 moka3biBaeT MPOLEHT KJIETOUHON WHTEPHAIN3ALMH BOCBMHU MBILINHBIX
aaruren (W3311-2.166.48, W3311-2.306.4, W3311-2.383.47, W3311-2.400.5, W3311-2.482.5,
W3311-2.488.33, W3311-2.6158 u W3311-2.8448) B KIETKH, 3KCIPECCUPYIOIIHE

yenoseueckuit CD3 (knerku Jurkat), kak n3amMepeHO METOJOM IPOTOYHOM LIMTOMETPHUH.
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[00059] @ur. 6 mnokasblBaeT pe3yJbTaT axKTUBALUU T-KJIETOK 4YelOBEKa BOCEMBIO
MbIIUHBIME aHTHTeNamMu (W3311-2.166.48, W3311-2.306.4, W3311-2.383.47, W3311-2.400.5,
W3311-2.482.5, W3311-2.488.33, W3311-2.615.8 u W3311-2.844.8), kak U3MepEeHO METOJOM
BHYTPUKJIETOYHOTO OKpamuBaHus LUTOknHOB TNFanbda u I[FNramma.

[00060] ®ur. 7 mnokas3plBaeT pe3yabTaT aKTHUBALMM T-KJIeTok denoBeka IBYMs
rymanusupoBaHHbiMu aHTurenamu (WBP3311 2.166.48-z1-ulgG1K u WBP3311 2.306.4-z1-
ulgG1K), kak n3MepeHo MEeTONOM BHYTPUKJIETOUHOrO OkpamuBaHusi LUTOKHHOB TNFanbdha u
IFNramma.

[00061] ®ur. 8 mokas3plBaeT pe3yabTaT CBSI3bIBAHUS SIIUTOMNA JJISI CEMHU MBILIHUHBIX
aaturen (W3311-2.166.48, W3311-2.306.4, W3311-2.400.5, W3311-2.482.5, W3311-2.488.33,
W3311-2.615.8 1 W3311-2.844.8) nporus knona WBP3311 2.383.47.

ITonpobHoe onucanue n300peTeHus

[00062] Cnenyromiee onucanue M300peTeHUs MPEAHA3HAYEHO TOJBKO NIl MIUTFOCTPAIUH
Pa3IMYHBIX BapUAHTOB BOIUIOmMEHUs: nm3obperenus. [lo cymectBy, oOcykaaeMble KOHKPETHBIE
Momu(UKaMu He MAODKHBI PACCMATPUBATBCA KAk OrpaHHueHus: obbema u300peTeHus.
CrenmanmucraM B JaHHOH 00JacTH TEXHUKH OyneT OYEBHIAHO, YTO BO3MOXKHBI Pa3JIMYHbIE
SKBHUBAJICHTBI, U3MEHEHHSI U MOJU(DHUKALMH O€3 OTKJIOHEHUs OT 00beMa N300PETEHHs], U CIEeNyeT
NIOHUMATh, YTO TAKHE SKBHBAJECHTHbIC BAPUAHTHI OCYINECTBJICHUS JOJUKHBI ObITh BKJIIOUEHBI B
HacTosilllee pacKpbiTHe. Bce ccbulouHblE AOKYMEHTBI, LIMUTUPYEMble B HACTOSIIEH 3asiBKe,
BKJIFOYasl MyOJMKAIMM, TMATEHThl M TATEHTHbIE 3asBKM, BKIIIOYEHBI B HACTOSINYIO 3asBKY
MOCPEACTBOM CCBIJIKM BO BCEH UX MOJHOTE.

[00063] Onpenenenust

[00064] TepmuH “aHTUTENO” B KOHTEKCTE HACTOALICH 3asBKM BKIIFOYAaeT JrO0Oi
UMMYHOTJIOOYJIMH, MOHOKJIOHAJIBHOE aHTHTEJNO, MOJUKJIOHAIBHOE aHTHTENO, MYJIbTHBAJICHTHOE
AHTUTEJIO, OMBAJICHTHOE AHTHUTEJIO, MOHOBAJIEHTHOE aHTHUTEJNO, MyJIbTUCTICIU(PHUIECKOE AHTUTEIIO
wii Oucneunpuyeckoe AaHTUTENO, KOTOPOE CBS3BIBACTCS C CHEHU(PUUECKUM AHTHTECHOM.
HatuBHOE MHTaKTHOE aHTHUTENO BKJIrOYaeT nBe Tsokenbie (H) wenu u nse jerkue (L) menu. V
MUIEKOIUTAIOLINX TSDKENbIe LMW KJIACCH(PHULUUPYIOTCS Kak aibda, AeNbTa, STCHIOH, raMMma U
MIO, KaXXAas TsDKeNasi LeNb COCTOMT W3 BapuadenbHOW obnactu (Vy) M mepBoi, BTOPOH U
Tpetbeit koHcTaHTHOUW oOmactu (Cpy, Cpp, Cps, COOTBETCTBEHHO), JIETKHME IENu Y
MUIEKOIUTAIOLINX KJIACCH(PULUPYIOTCS KaK A WM K, TIPU 3TOM Ka)k[asi Jierkasl Lelb COCTOUT U3
BapuadenpHON obnactu (Vi It A IerKoi menu Uik Vi JUIs K JIETKOH IIeNH, COOTBETCTBEHHO) U
koHCTaHTHOU oOnactu (Cp mist A nerkoii uernu uiu Cg AU K JIETKOW LIETH, COOTBETCTBEHHO).
Antuteno umeer “Y” dopmy, rme Hokka Y COCTOMT U3 BTOPOM M TPEThel KOHCTAHTHBIX
o0acTeil IBYX TSDKEJIBIX LETeH, CBSI3aHHBIX BMECTE IMOCPEACTBOM IUCYIb(PHUIHOTO CBSI3bIBAHMUSL.
Kaxnoe orBerBiieHne Y BKJIIOYaeT BapuadesnbHYI 00JacTh M MEPBYK0 KOHCTAHTHYIO OOJacThb
OITHOM TSIKEJION Lenu, CBSI3aHHbIE C BapuaOENbHON M KOHCTAHTHOW OONACTSIMU OTHOW JIETKOM
uenu. BapuabGenbHble 007acTU JIETKOH M TSDKENOW ILenedl OTBETCTBEHHBI 3a CBSI3bIBAHHE
aHTureHa. BapuaOenpHbple oOmacTd B 00eux LemsX, Kak MpaBWIO, COAEpXKaT TpH

BbICOKOBapI/Ia6eJ'[beIe METIHU, HA3bIBACMbBIC OIPEACIAIOINMU KOMILICMEHTAPHOCTD obnacTsamu
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(CDR) (CDR nerkoit nernu, Bximrovaromue LCDR1, LCDR2 u LCDR3, CDR Tspkenoit uemnwy,
smovaromie  HCDR1, HCDR2, HCDR3). I'panmust CDR 1y aHTUTEN W aHTUTEH-
CBSI3bIBAIOINMX (DPArMEHTOB, PACKPBITBIX B HACTOALIEH 3asBKE, MOXKHO OIPENENUTh MU
unearuduuuposats Merogamu Kadara, IMGT, Yorna wnm Anb-Jlasukanu (Al-Lazikani, B.,
Chothia, C., Lesk, A. M., J. Mol. Biol., 273(4), 927 (1997); Chothia, C. et al., J Mol Biol. Dec
5;186(3):651-63 (1985); Chothia, C. u Lesk, A.M., J.Mol.Biol., 196,901 (1987); Chothia, C. et
al., Nature. Dec 21-28;342(6252):877-83 (1989); Kabat E.A. et al., National Institutes of Health,
Bethesda, Md. (1991)). Tpu CDR pacnonoxkenbl Mexny (QIaHKUPYIOIIMMHU Y4YaCTKaMHU,
U3BECTHBIMH Kak kapkacHble oOnactu (FR), kotopbie 6onee BricokokoHcepBaTHBHBL, yeM CDR,
U 00pa3yloT Kapkac Ui TOINEPKKH THIEepBapHaOeNbHbIX meTesb. KOHCTaHTHbIE 00acTH
TSDKENIBIX W JIETKUX IIeTeld He BOBJICYEHbI B CBS3BIBAHUE AHTUTECHA, HO JIEMOHCTPUPYIOT
paziuunbie 3ddexTopHbie (QyHKIMH. AHTHTENAa OTHOCAT K KjaccaM Ha OCHOBaHUU
AMHHOKHUCJIOTHOH MOCIIENOBATEIPHOCTH KOHCTAHTHON o0snacTu ux Tsokenod nernu. CymiecTByer
IATh OCHOBHBIX KjaccoB wnu uzotunos aHturen, IgA, IgD, IgE, IgG u IgM, xoropsle
XapaKTEePU3YIOTCS MPUCYTCTBUEM anb(a, OeNbTa, 3MCUJIOH, FAMMa M MIO TSDKENBIX Lemnei,
COOTBETCTBEHHO. HeKOTOphIe M3 OCHOBHBIX KJIACCOB AHTUTEJN IMOAPA3ACISIFOTCS HA MOIKIIACCHI,
takue kak IgG1 (rammal Tsoxenast nens), IgG2 (ramma2 tspxenas nens), [gG3 (ramma3 Tsoxenas
uenb), [gG4 (rammad Tsoxenas uens), [gAl (anpdal Tsoxenas nenp) wim IgA2 (anbda Tsoxenas
LETb).

[00065] TepmuH “OuBajieHTHOE B KOHTEKCTE HACTOSINEH 3asBKH OTHOCHTCS K aHTUTEIY
WIN aHTUTEH-CBS3bIBAIOLIEMY (pparMeHTy, MMEIOLIEMYy JBa AHTUI€H-CBS3bIBAIOLINX CAaNTa,
TEPMUH “MOHOBAJIEHTHOE OTHOCHUTCS K AHTUTENY WM aHTUI€H-CBA3BIBAIOILIEMY (parMeHrty,
UMEIOIEMY TOJBKO OJWH €AMHCTBEHHbIH AaHTUIeH-CBS3bIBAIOIIMI CalT, M TEePMUH
“MyJIbTUBAJICHTHOE  OTHOCHUTCSI K AaHTHTENy WJIM aHTHIeH-CBS3bIBAIOIIEMY (parMeHTy,
UMEIOIEMY  HECKOJbKO  aHTUIEH-CBS3bIBAIOLIMX  caiiToB. B  HekoTopelIx  BapuaHTax
OCYIIECTBIICHHSI AaHTUTEJIO WJIM €r0 aHTUT'€H-CBS3BIBAIOIIUN (PPATMEHT SIBJIIETCS] OUBAJIEHTHBIM.

[00066] B xoHTekcTe HacTosiel 3asBKU “‘Oucrnenuduyeckoe’ aHTUTENO OTHOCHTCS K
UCKYCCTBEHHOMY AaHTUTENly, KOTOpOoe HMeeT (pparMeHThl, MPOUCXONALINE W3 JBYX Pa3HBIX
MOHOKJIOHAJIbHBIX AHTHUTEJ, U CIOCOOHOMY CBSI3BIBATBCS C JIBYMsl pasHbIMH >nuTonamu. [{sa
3TMUTOMNA MOTYT MPUCYTCTBOBATH HA OTHOM M TOM K€ aHTUT€HE WJIM OHH MOTYT MPUCYTCTBOBATh
Ha JIBYX Pa3HbIX AaHTUT€HAX.

[00067] TepMuH “aHTHUIreH-CBSI3BIBAIOLINKA (PParMEHT B KOHTEKCTE HACTOSLIEH 3asBKH
OTHOCHUTCS K ()parMEHTy aHTUTeNa, OOpa30BAaHHOMY M3 YaCTH aHTHTENa, BKJIOUaromen 1, 2
3 CDR, nnu mobomy apyroMmy (pparMeHTy aHTUTENA, KOTOPBIN CBSI3bIBAETCS C AHTUTEHOM, HO He
BKJIFOYA€T HMHTAKTHYIO CTPYKTYPy HATHUBHOIO aHTUTeNa. IIprMepsl aHTHUTE€H-CBS3BIBAIOINETO
¢parmMeHTa BKIIOYAOT, Oe3 orpaHudenws, nuareno, Fab, Fab', F(ab'),, Fv ¢parmenr,
nucynabdua-cradmimsuposanabiii Fv pparment (dsFv), (dsFv),, Oucnemmdudecknii dsFv (dsFv-
dsFv'), mucynepun-crabunmsupoBanHoe auareno (ds amareno), MOJEKYJy OIHOLETOYEUHOTO
anturena (scFv), scFv numep (OuBanmenTHoe nuarteno), Oucnenuduueckoe aHTUTENO,

MyancheuH(queCKoe AHTUTECJIO, KaMCJIM3UPOBAHHOC OAHOAOMCHHOC AaHTUTCIIO, HAHOTEJIO,
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JIOMEHHOE aHTUTENO U OWBAJIEHTHOE IOMEHHOE aHTHUTENO. AHTHIE€H-CBSI3bIBAOLINN (pparMeHT
CTHIOCOOEH CBA3BIBATHCA C TEM K€ AHTHI€HOM, C KOTOPBIM CBS3bIBAECTCS NCXOIHOE AaHTHUTEO.

[00068] “Fab”, B OTHOIIEHWU AHTUTENA, OTHOCUTCS K TOW YaCTU AaHTUTENA, KOTOpas
coCTOHT U3 (KaKk BapraOeIbHOM, TaK M KOHCTAHTHOM o0Jj1acTeli) OHOM JIeTKOH LeMnu, CBI3aHHbBIX
c BapualbenbHON OONACTHIO W TEPBOM KOHCTAHTHOW OOJACTBIO OIHOW TSKENOW LEemH
AUCYIb(GUIHON CBA3BIO.

[00069] “Fab™ ortnocutcs k Fab ¢parmeHTy, KOTOpBII BKIIOYAET YacThb IIAPHUPHOM
obactu.

[00070] “F(ab"),” oTtHOcuTCst kK mumepy Fab’. “Fv”, B OTHOIIIEHUH aHTHUTENA, OTHOCUTCS K
HaVIMEHbIIeMYy (ParMeHTy aHTUTENa, KOTOPBIH MOXKET COAEp’KaThb IIOJHBIA AHTUTEH-
cBs3bBaroIuil caiit. Fv ¢parMeHT cocTOMT M3 BapuabeNbHON 00jacTH ONHOM JIETKOH LEmH,
CBSI3aHHOH C BapuabesbHOM 00JIACTHIO OTHOM TSKENIOH IIeTH.

[00071] “dsFv” ortHOocurcs k nucynbdua-crabunuszupoBanHomy Fv ¢parmenty, roe
CBSI3b MEXKAY BapHaOEIbHOW 00JACTBIO OHOH JIETKOW Iieny W BapuabenbHOH 0ONacTbi0 OFHOMN
TSDKEJIOW LeNu TMpPEACTaBisieT coOOH AMCYyNbQUAHYIO CBs3b. B HEKOTOPBIX BapHaHTax
ocymecteieHus: “(dsFv),” wmu “(dsFv-dsFv')” Bkmrowaer Tpu mnenTtuaHble Hemu: ABa Vg
(dparmenTa, CBA3aHHBIX MENTHIHBIM JIUHKEPOM (Hanpumep, IUHHBIM THOKHM JIMHKEPOM) U
CBSI3aHHBIX C IBYMs V| (parMeHTamH, COOTBETCTBEHHO, Uepe3 AUCYJIb(UIHBIE MOCTUKU. B
HEKOTOpBIX BapuaHTax ocymectsieHus: dsFv-dsFv' sensiercs Oucnenmduueckum, rae kaxmas
aucynb(uA-criapeHHast TSKeNast U JIerKasi [eTlb IMEeT Pa3Hy0 aHTUIeH-CIIeHU(PUIHOCTb.

[00072] “Opnouenoveunoe Fv  antureno” wumum  “scFv’  oTHocurcs K
CKOHCTPYMPOBAHHOMY AaHTHUTENy, COCTOSIIEMY W3 BapHaOenbHOH o0macTu JerkoW Lenu |
BapuabeNbHON 00NaCTH TSDKENION LIeTH, CBSI3AHHBIX APYT € APYTOM HEMOCPEACTBEHHO HITH uepe3
NEeNTUIAHYI0 JUHKEpHYI0 mnochenoBareibHocTh (Huston JS et al. Proc Natl Acad Sci USA,
85:5879(1988)).

[00073] “Fc”, B OTHOLIEHUM aHTHUTENA, OTHOCHTCS K TOW YaCTH aHTUTEJA, KOTOpas
COCTOUT M3 BTOPOH M TPEThel KOHCTAHTHBIX OONAacTell MEPBOW TSIKENOH LENH, CBSI3aHHBIX C
BTOPOH U TpeThell KOHCTAHTHBIMH OOJIACTSMU BTOPOU TSDKEJIOW LEMU 4epe3 AUCYIbPUITHYIO
cBsi3b. FC 4wacTh aHTWUTENAa OTBETCTBEHHA 3a pa3jinyHble 3(PPeKTOpHbIe (DYHKIMH, TaKUE Kak
AHTHUTEJIO-3aBHCUMAsT KJIETOYHO-OMOCpenoBaHHass UUTOTOKCHYHOCTh (ADCC) u KOMIUIEMeHT-
3aBucuMasi TUTOTOKCHYHOCTB (CDC), HO He 3a (PYHKIHMIO CBA3BIBAHHS AHTHUIEHA.

[00074] “Onnouenoueunoe Fv-Fc¢ antureno” wmm  “scFv-F¢”  orHocurca K

CKOHCTPYHPOBAaHHOMY aHTUTEIy, cocTosimeMy u3 scFv, cesisanHoMy ¢ Fc oGnacTeio anTuTENa.

2%
2

[00075] “Kamenu3upoBaHHOE OJHOIOMEHHOE aHTUTENO , “@HTUTENO U3 TSDKEJbIX LeTe”

win “HCADb” OTHOCHUTCS K aHTHUTEJy, KOTOPOE COAEPKHUT 1Ba Vy JOMEHA M HUKAKUX JIETKUX
ueneit (Riechmann L. and Muyldermans S., J Immunol Methods. Dec 10;231(1-2):25-38 (1999);
Muyldermans S., J Biotechnol. Jun;74(4):277-302 (2001); W094/04678; W(094/25591; Ilatent
CIIIA Ne 6,005,079). AHTUTENa U3 TSDKENBIX Lenei n3HadanbHo ObutH BhiaeneHbl y Camelidae
(BepOmmobl, ApoManepsl U JlaMbl). XOTS OHU W JIMIIEHBI JIETKUX Lerel, KaMeIn3upPOBaHHbIC

aHTHUTENIa UMEIOT ayTeHTUYHbIM aHTHreH-cesasbiBatrommii pernepryap (Hamers-Casterman C. et
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al., Nature. Jun 3;363(6428):446-8 (1993); Nguyen VK. et al. “Heavy-chain antibodies in
Camelidae; a case of evolutionary innovation,” Immunogenetics. Apr;54(1):39-47 (2002);
Nguyen VK. et al.Immunology. May; 109(1):93-101 (2003)). BapuaGenbHblil TOMEH aHTUTENA
u3 Tsokenbix ueneil (VHH nmomen) mpencrasnsier co0oli HaMMEHBINYIO HW3BECTHYKO AHTUIEH-
CBSI3bIBAIOIIYIO €IMHULY, TeHEPUPOBAHHYIO alalTUBHBIMU UMMYHHBIMU oTBeTamu (Koch-Nolte
F. etal., FASEB J. Nov; 21(13):3490-8. Epub 2007 Jun 15 (2007)).

[00076] “Hanoteno” otHocUTCs K (pparMeHTy aHTUTeNa, KOTopblid coctout m3 VHH
ZIOMEHA U3 aHTUTEeJa U3 TSDKEJBbIX 1ernel U AByX KOHCTaHTHbIX foMeHoB, CH2 u CH3.

[00077] “uarena” wiu “dAbs” BkiIrOUarOT HEOOJbIIUE (HPArMEHTHI AHTHTEN C IBYMS
AHTUTeH-CBS3BIBAIOIUMH CAWTaMH, MPH STOM (PparMeHThl BKIKOYAOT Vi JTOMEH, CBSI3aHHBINA C
VL nomeHOM B TOH e camoii momunentuanoil nemu (Vy-Vi wim Vi-Vy) (cm., nanpumep,
Holliger P. et al., Proc Natl Acad Sci U S A. Jul 15;90(14):6444-8 (1993); EP404097;
WOQ093/11161). C ucronb30BaHUEM JIMHKEPA, KOTOPBIH CIMIIKOM KOPOTKHUH I BO3MOXKHOCTH
CHIapUBaHMUA MEXAY JBYMs JOMEHAaMH B OJHOW M TOHW JK€ ILENH, JOMEHBbI BBIHY>KACHBI
CHIapUBaThCsl C KOMIUIEMEHTAPHBIMH JOMEHAMU IPYTOH IIenHu, CO3/aBas TaKuM OOpa3oM IBa
AHTUT€H-CBSI3BIBAIOINNX CaiiTa. AHTUT€H-CBSI3bIBAIOINNE CAWTBI MOTYT OBbITh HAIlEJIEHbl Ha OIUH
U TOT K€ WJIM pPa3Hble aHTUTEHBbI (WM 3THUTONBI). B HEKOTOPHIX BapHaHTax OCYIIECTBIICHUS
“oucnermpuueckoe ds guareno’ mpeacrapisieT coOOM AMATENO, HAIEEHHOE Ha JBa Pa3HBIX
aHTureHa (wiau snuTona). B HEKOTOpBIX BapMaHTax ocymecTteieHus “scFv  mumep”
npencTasisier codoit OuBanenTHoe nuateno wim ousanentHoe ScFv (BsFv), Brimouaromee Vy-
VL (cBsi3aHHbIE NENTUAHBIM JMHKEPOM), AMMEPH30BaHHBIE C APYrUM Vy-Vi (parMeHTOoM,
TakuM 00pazom, Vy 0HOTro pparMeHTa CKOOPAMHUPOBAHBI ¢ V|, 00IacTsIMH Apyroro ¢pparmeHTa
1 00pasyroT [1Ba caiiTa CBS3bIBAHUS, KOTOPbIE MOTYT ObITh HALlEJI€Hbl HA OAHH U T€ K€ AHTHI€HbI
(WM STUTONBI) MM Pa3Hble AHTHIEHbI (WM SMUTONBI). B Ipyrux BapuaHTax OCYINECTBIICHHS
“scFv numep” mnpexacrasiser coboit Oucnenuduueckoe auaTeno, BKMouaromee Vyi-Via
(cBsI3aHHBIE TENTUAHBIM JIMHKEPOM), CBsi3aHHbIE C V-V (Takke CBS3aHHBIMU MENTHIHBIM
JUHKEpPOM) Tak, 4ToObl Vi U Vp; ObUlM CKOOpAWHUpPOBAaHBI U Vi U Vi, Obun
CKOOPIUHHUPOBAHBL, M YTOOBI KakAas CKOOPAMHHMPOBAHHAS Mapa HMMeNa Pa3HyK AaHTUTCHH-
CHeU(PpUIHOCTb.

[00078] “JlomMeHHOE aHTUTENO OTHOCHUTCA K (PParMEeHTy aHTHUTeNa, COAepKalieMy
TOJIbKO BapHaOeNbHYI0 00JacTh TSDKENOH Lenmu WM BapuadenbHyr o0iacTh Jierkod mnernu. B
HEKOTOPBIX CJIy4asix J1Ba WK Oosiee Vi JOMEHOB KOBAJEHTHO CBSI3aHBI MENTHUAHBIM JIMHKEPOM C
oOpa3oBaHHeM OMBAJIEHTHOrO WJIM MYJIBTUBAJIEHTHOIO JOMEHHOro aHTurena. /[Ba Vy momeHa
OMBaJICHTHOTO JOMEHHOTI'O aHTHTENAa MOTYT OBITh HALEJEHbl Ha OIWH M TOT JK€ WM Pa3HbIe
AHTHUTCHBI.

[00079] TepMuH “xumepHOe” B KOHTEKCTE HACTOALIEH 3asBKM O3HA4YaeT aHTUTENO WU
AHTUTEH-CBSI3BIBAIOLINI  ()parMeHT, WMEIINee 4YacTh TSDKEJIOW W/WIM JIeTKOH — IemH,
MPOUCXOMSINYI0 W3 OIHOTO BHAA, & OCTaJbHYK) 4YacTh TSDKEIOW W/WIM JIETKOW IIemH,
NPOUCXOAINYI0O U3 APYroro BUAAa. B WIFOCTPaTUBHOM NIpUMepe XUMEPHOE AHTUTENO MOXKET

coZepkaTh KOHCTAHTHYIO 00JIaCTh, MPOUCXOMASIIYIO OT YeJIOBEKa, U BapruadesbHyI0 00IacTh OT



16

JKUBOTHOTO, HE€ SBISIOLIErOCss 4eJOBEKOM, TAaKOrO KakK Mblllb. B HEKOTOpPBIX BapuaHTax
OCYIIECTBIIEHHs] JKUBOTHOE, OTJIIMYHOE OT 4eJOBEKa, NPEACTaBIsieT COOOH MIIEKOMHTAIoLIEe,
HanpUMep Mblllb, KPBICY, KPOJHMKA, KO3Y, OBIlY, MOPCKYIO CBUHKY WUJIH XOMSIKA.

[00080] TepmuH “rymMaHu3MpOBaHHOE B KOHTEKCTE HACTOSILEH 3asBKU O3HA4aeT, YTO
AHTUTEJIO WJIM AaHTUTeH-CBs3biBatoluii (¢parment BkmouaroT CDR, npoucxonsmue ot
’KMBOTHBIX, He sBJLOIMXCs YeraoBekoM, FR oOnactu, mpoucxosiue ot 4enoBeka, 1, KOrjia 3To
IPUMEHUMO, KOHCTaHTHBIE 00JIACTH, IIPOUCXOSIINE OT YEJIOBEKa.

[00081] “CD3” B KOHTEKCTe HACTOsINEH 3asBKHM OTHOCUTCS K OenKy Kjacrepa
muddepeHIUpPOBKH 3, MPOUCXOASIIEMY U3 JIIOOOr0 BHAA TO3BOHOYHBIX, BKJIFOYAs
MUIEKOIUTAIOLINX, TAKUX KaK MPUMATHI (HATIPUMED, YEJIOBEK, 00e3bsiHA) M TPBI3YHBI (HAIpUMep,
MBIIIK M KPbICBI). Y MieKomuTaromux mojekyia CD3 mpencraBniser coOoi MyJbTHOETKOBBIM
KOMIUIEKC M3 ImecTd uenel, Bxmouamomux: CD3ramma nens, CD3pgenbra Lienb, OBE
CD3sncunon nermn u romonumep u3 CD33era nenedi, rae CD33era nenb npencrasisier coOoit
BHYTPUKJIETOUHBIN XxBOCT MoJiekyJibl CD3, a CD3ramma, CD3aensra u CD33ncuioH nenu - Bee
comepxkat BHekyeTouHbli nomeH (ECD), skcmpeccupyemblii Ha MOBEPXHOCTH T-KIIETOK.
HNnmocTpaTUBHAsT TOCIENOBATENbHOCTh uesoBeueckoro CD3 BkirodaeT venoBedeckuil Oernok
CD3sncunon (NCBI Ref Seq No. NP_000724), uenoseueckuii 6enok CD3 nenbra (NCBI Ref
Seq No. NP 000723) u uenoseueckuii Oemok CD3ramma (NCBI Ref Seq No. NP_000064).
HnmocTpaTUBHAs TOCIEN0OBATEIbHOCTh He-uenoBedeckoro CD3 Bximouaer Genox CD3sncunon
Macaca fascicularis (o0e3psinpl) (NCBI Ref Seq No. NP 001270544), 6enox CD3nenbra
Macaca fascicularis (o0e3bsiabr) (NCBI Ref Seq No. NP_001274617), 6enok CD3ramma Macaca
fascicularis (o6espsiHBI) (NCBI Ref Seq No. NP_001270839); mpiuunsii 6enxox CD3sncunon
(NCBI Ref Seq No. NP 031674), mpummsbii Oenok CD3penpra (NCBI Ref Seq No.
NP _038515), wmbmuunsii Oemok CD3ramma (NCBI Ref Seq No. AAA37400); Oemnox
CD3sncunon  Rattus norvegicus (xpeicel) (NCBI Ref Seq No. NP 001101610), OGemnox
CD3nenbra Rattus norvegicus (kpwicbl) (NCBI Ref Seq No. NP _037301), 6enok CD3ramma
Rattus norvegicus (xpbicel) (NCBI Ref Seq No. NP_001071114). B HeKOTOpBIX BapHUaHTax
ocywmecteineHust CD3, ucrnonb3yemplii B HACTOSIIIEM H300PETEHUH, TAKXKE MOKET MPEINCTABIISTh
coboii pekomOuHauTHbIH CD3, Hanmpumep, BKiIrOuUas pekoMOuHaHTHBIA Oenok CD3smcuioH,
pexomOuHaHTHBI Oenok CD3nensra u  pexomOuHaHTHBIA Oenok CD3ramma, KOTOpBIH,
HEeoOs13aTeNIbHO, MOJKET 3KCIPECCHpPOBaThCsl B BHAe pekomOmHaHTHOro CD3  kommiexca.
PexomOunanTHBI CD3 KOMIUIEKC MOXKET SKCIIPECCUPOBATHCS HA KJIETOYHON MOBEPXHOCTH HIIH,
ANIbTEPHATHBHO, MOXKET 3KCIPECCUPOBATHCS B BHIE PACTBOPHMON (POPMBI, KOTOpast HE CBsI3aHa
Ha KJIETOYHOW MOBEPXHOCTH.

[00082] Tepmun “CD33mnCcuioH” B KOHTEKCTE HACTOSINEH 3asiBKM MpEAHA3HA4YeH MJis
oxBata 000 ¢popmer CD3smncunon, Hanpumep 1) HATUBHOH HENPOLIECCHPOBAHHON MOJIEKYJIbI
CD3sncunon, “nonHopasmepHoi” nenu CD3sncuioH  wiM  OpUPOAHBIX  BapUAHTOB
CD3smicunon, BKIIOYAsi, HAaNpUMep, CIUIAiC-BapHAHTBHl WM aJUIeTbHBIE BapUaHTHI, 2) JFOOOH
¢dopmel  CD33mcHUIIOH, KOTOpasi SIBJISETCSl PE3yJbTATOM IPOLECCHHra B KJIETKe, WIH 3)

MOJIHOPA3MEPHOH, ¢parmenra (Harmpumep, yCEUEeHHOU ¢dopmpl,
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BHEKJIETOUHOTO/TPAHCMEMOPAHHOTO JIOMEeHa) WM MoAu(UUUpPOBaHHON (opMbl (Hampumep,
MYTaHTHOMU ¢bopml, rIUKO3UnpoBaHHON/ 12 ninnpoBaHHOH, His-
MeueHHONW/ MMMYHO( Ty OpECIIEHTHO-MEUEeHHON bopmer) CD3sncunon CyOBbeaMHULIBI,
NOJIy4Y€HHONW PEKOMOMHAHTHBIM METOZIOM.

[00083] Tepmun “antTu-CD33mCHIIOH aHTUTENO  OTHOCHUTCS K AHTUTENY, KOTOpOe
criocoOHO crienuduuecku cBsasbiBaThest ¢ CD3sncunon (Hanpumep, CD3sncuion yenoBeka wim
00€3bsIHBI).

[00084] Tepmun “cnenmduyeckoe CBsi3bIBaHUE WM “‘CIEHU(PUUECKH CBSI3bIBACTCS B
KOHTEKCTEe HACTOSIIEH 3asBKH OTHOCHTCS K HECIY4YalHOW PEaKIHH CBS3bIBAHUS MEXKAY ABYMS
MOJIEKYJIAMH, HAalpuMep, MEXIy AaHTHTEJIOM U AaHTHIEHOM. B HEeKOTOphIX BapHaHTaX
OCYIIECTBIIEHHsS] AHTHTENAa WM WX AHTHUI€H-CBSI3BIBAIOLINE (DPArMEHTHI, TPEICTABICHHBIC B
HacTosimel 3asBke, creruduuecku cBsa3bBarOTCs ¢ CD3sncuinoH uenoseka ¢ ah(UHHOCTHIO
cs3biBanust (Kp) <10° M (manpumep, <5107 M, <2x107 M, <107 M, <5x10° M, <2x10®° M,
<10® M, <5x107 M, <4x10”M, <3x10”M, <2x10” M wm <10 M). Kp, Kak HCIOIB3YeTCS B
HACTOSIIIEHN 3asiBKE€, OTHOCHUTCS] K OTHOIIEHUIO CKOPOCTH AMCCOLMALMHI K CKOPOCTH aCCOLMALINH
(Koft/Kon), KOTOPOE MOKHO ONPENENUTh C HCIONB30BAHHEM JIIOOOr0 OOBIMHOrO CHOCO0a,
W3BECTHOTO B JAaHHOW OOJACTH TEXHHMKH, BKJIIOYAs, HO HE OrPAaHUYUBASICH 3THUM, METOX
MOBEPXHOCTHOT'O TUIA3MOHHOTO PE30HAHCA, METOA MHUKpoMaciTabHOro tepmodopesa, MEeTox
B2XX-MC u merox mporouHod nuromerpuu (takoil kak FACS). B HexoTopbIXx BapHaHTax
OCyIlIecTBIeHHUsT 3HaueHHe Kp MOXKHO COOTBETCTBYIOLIMM OOpa3oM OIpPENeNUuTh METOAOM
IIPOTOYHOU LINTOMETPUH.

[00085] CrniocoGHOCTD “ONOKHpPOBATh CBSA3bIBAHME WJIH “KOHKYPHPOBATH 32 OAMH U TOT
K€ SIUTOI B KOHTEKCTE HACTOSIIEH 3asiBKM OTHOCUTCS K CITIOCOOHOCTU aHTHUTENA WM AaHTUT€H-
CBSI3BIBAIOINETO (hparMeHTa HHIHOMPOBATH CBA3BIBAIOLIECE B3aUMOACHCTBHE MEXIY IBYMS
moJsekynamu (Hanpumep, CD3sncunon venoseka u antu-CD3sncuinon anturenom) no modoi
onpenensieMoil CTerneHu. B HEKOTOpBIX BapHaHTaX OCYLIECTBIEHHS AHTHTEIO WJIA AHTUTCH-
CBSI3BIBAIOINUI (PparMeHT, KOTOpBIA OJOKUPYET CBS3bIBAHHUE MEXIY IBYMs MOJIEKYJIaMHU,
UHTUOMPYET CBS3BIBAIOLIEE B3AUMOJECHCTBHE MEKAY ABYMS MOJIEKYJaMU MO MEHbIIEH Mepe Ha
85% wunmm mo wmesbedr Mepe Ha 90%. B HEKOTOpBIX BapuUaHTaX OCYLIECTBICHUS 3TO
UHruOUpOBaHUE MOXKET ObITh Oosblre yem 85% wu Oonbire yem 90%.

[00086] TepmuH “3mUTON” B KOHTEKCTE HACTOSIIEH 3assBKA OTHOCUTCS K Crieliu(UaecKoi
IpyIlNie aTOMOB WJIM aMHHOKHCIIOT Ha AHTHIEHE, C KOTOPOH CBSI3bIBAETCS aHTUTENO. JIBa
aHTHUTENIa MOTYT CBSI3bIBATBCS C OOHMM M TeM K€ MM OJIM3KOPOACTBEHHBIM SIHTOIOM B
AHTHUTE€HE, €CITH OHU JIEMOHCTPUPYIOT KOHKYPEHTHOE CBSI3bIBAHHE B OTHOLICHUH 3TOTO aHTUI'EHA.
Hanpumep, ecnu aHTUTENO WM aHTUTCH-CBS3BIBAOIIUI (pparMeHT OJOKUPYET CBSI3bIBAHHE
STAJIOHHOTO AHTUTENIA C AHTUT€HOM (HampuUMep, PeKOMOMHAHTHBIM Y€JIOBEYECKHM/00€3bsTHBUM
CD3sncunon unu CD33NCUIOH, 3KCIPECCUPYEMBIM HA MOBEPXHOCTH KJIETOK, B HACTOSIIEM
u3obpeTeHnn) Ha Mo MeHbIned Mepe 85% win nmo meHbiuelt Mmepe 90%, Torna MOKHO CUUTATh,
YTO AHTUTENO WM  aHTUTEH-CBS3bIBAOLIUI  (parMeHT CBs3BIBaeTCSI C TEM K€

camMbIM/OTM3KOPOACTBEHHBIM 3ITUTOIIOM, YTO M ATAJIOHHOE aHTHUTEJIO.
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[00087] CrienmanucraM B JaHHOH 0OJIACTH TEXHUKH JTOJDKHO OBITH MIOHSTHO, YTO MOKHO
ONpenenuTb, 0€3 M3JIUIIHEr0 SKCIEPUMEHTHPOBAHUS, CBA3BIBAETCA JIM  UEJIOBEYECKOe
MOHOKJIOHAJIbHOE€ AHTUTENIO C TE€M K€ CaMbIM B3IMHTOINOM, YTO M AHTUTENO MO HACTOSLIEMY
n3o0peTeHnI0 (HampuMep, MBIIUHbIE MOHOKJIOHAJbHbIe aHTuTena WBP3311 2.166.48,
WBP3311_2.306 .4, WBP3311_2.383.47, WBP3311_2.400.5, WBP3311_2.482.5,
WBP331 2.488.33, WBP3311 2.615.8, WBP3311 2.844.8 u ryMaHu3upOBaHHOE AaHTHUTENA
WBP3311_2.166.48-z1 u WBP3311 2.306.4-z1), ycTaHOBUB MPEMNSTCTBYEeT WM HET MEPBOE
CBSI3BIBAHUIO TMocjenHero ¢ mnonunentunoM aHtureHa CD3sncuion. Ecnmm  tectupyemoe
AHTHUTEJIO KOHKYPHPYET C aHTUTEJIOM II0 HACTOSIIEMY H300pETeHHIO, Ha YTO YKa3bIBaeT
YMEHBLICHNE CBSI3bIBAHUS AHTHUTENA TIO HACTOSIIEMY M300PETEHUIO C MOJIMIENTHAOM aHTUT€HA
CD3smncuiion, Torna ABa aHTUTENA CBS3BIBAIOTCS C OJHUM U TEM K€ MU OJM3KOPOICTBEHHBIM
snutonoM. MM, ecnu cBsi3bIBAHHE TECTUPYEMOIO AaHTHUTeNa C MOJUIENTHIOM aHTHIeHa
CD3smncuinoH MHrHOUpPYETCsT aHTHTEJIOM MO HACTOSALIEMY H300pETeHHIO, TOTAAa J1Ba AHTHTENA
CBSI3BIBAIOTCSI C OTHUM H TEM JK€ HITH OJIM3KOPOICTBEHHBIM STTUTOIIOM.

[00088] PaznuyHble CUMBOJIBL, MCIOJNb3yEeMbIE B HA3BAHUSIX AHTUTEJ, IPECTABICHHbIX B
HACTOsIIIEH 3asBKe, IMEIOT pa3Hble 0003HaueHus: “mlg(G2” OTHOCHUTCSI K aHTUTENY C MBILIHHOM
KOHCTaHTHOH obnacteio IgG2 wm3oruma, “ulgGl” oTHOCHTCS K aHTUTENy C YEJIOBEYECKOM
KOHCTaHTHOH obnacteio IgG1 uzorumna, “K” mmm “L” OTHOCHUTCS K aHTHUTEINY, UCIOJb3YIOMEMY
KaIlna Wid JsiMOJIa JIETKYO LETb.

[00089] “KoncepBaTruBHas 3aMeHa’”, B OTHOLIEHUHU AMHUHOKHCJIOTHON
MOCJIEIOBATENbHOCTH,  OTHOCUTCS K  3aMeHe  aMHUHOKHMCJIOTHOIO  OCTaTka  ApPYTUM
AMHHOKHUCJIOTHBIM ~ OCTaTKOM, MMEIOIIMM OOKOBYK 1L€llb C AaHAJOrMYHBIMH  (PU3HKO-
XUMHUYECKUMH CBoOiicTBamu. Hampumep, KOHCEpBATHBHBIE 3aMEHbl MOTYT OBITb MEXIY
AMHHOKHUCJIOTHBIMU OCTaTKaMu ¢ rUapodoOHbIMU OOKOBbIMHU LiensiMu (Hanmpumep Met, Ala, Val,
Leu u Ile), Mexxny ocTaTkaMu ¢ HEWTPAIbHBIMHU FHAPO(GHIBHBIMU OOKOBBIMH LIETISIMU (HATIPHIMEP
Cys, Ser, Thr, Asn u Gln), Mexny ocTtaTkamu C KHCJIOTHBIMH OOKOBBIMHU LIETISIMH (HAmpUMep
Asp, Glu), Mexny aMHHOKHCIOTaMU ¢ OCHOBHBIMU OOKOBbIMU LiersiMu (Hanmpumep His, Lys u
Arg) MM MeXy OCTaTKaMH C apOMaTH4eCKUMu OOKOBbIMU HersiMu (Harpumep Trp, Tyr u Phe).
Kax u3BeCTHO B JaHHOW OOJNACTH TEXHUKH, KOHCEPBATHBHAsI 3aMeHa OOBIYHO HE NMPHBOAMT K
CYLIECTBEHHOMY HW3MEHEHHI0O B KOH(OPMALIMOHHON CTPYKType Oelka M TO3TOMY MOKET
COXPaHSTh OMOJIOrHYECKYIO aKTHBHOCTh OeJka.

[00090] TepmuHbl “romMosior’ U “roMOJIOTUYHBIN B KOHTEKCTE€ HACTOSIICH 3asBKU
SIBJISIFOTCSI B3aMMO3aMEHSIEMBIMU U OTHOCATCS K IOCIEN0BATENIbHOCTSIM HYKJIEHHOBBIX KHUCJIOT
(MM X KOMIUIEMEHTAPHBIM LIETSIM) MM aMUHOKHCIIOTHBIM TMOCIIENOBATEIbHOCTSAM, KOTOpPBIE
UMEIOT UISHTHYHOCTh MOCJIeIOBATEIbHOCTU MO MeHblneil Mepe 80% (Hampumep, Mo MEHbIIeH
mepe 85%, 88%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99%) ¢ npyrumu
MOCJIEI0BATENBHOCTSIMU IIPU UX ONTHUMAJIBHOM BbIPABHUBAHUU.

[00091] “IIpoueHT (%) HOEHTUYHOCTH IMOCIEAOBATENIbHOCTH TIO OTHOLICHHIO K
AMHHOKHUCJIOTHOM TIOC/IEIOBATENbHOCTH (MM TIOCHIENOBATEIbHOCTH HYKJIEUHOBOW KHCIIOTHI)

OnpeacIACTCA KakK IMPOLCHT AMHUHOKHUCJIOTHBIX (I/I.]'II/I HYKJ'IeOTI/II[HbIX) OCTAaTKOB B
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NOCJIEIOBATENbHOCTU-KaHAUATEe, KOTOPBIE NIEHTHYHBI AMHUHOKHCIIOTHBIM (MJTH HYKJIEOTHIHBIM)
OCTaTKaM B 3TAJIOHHOW MOCIEA0BATENbHOCTH, MOCJIE BbIPABHUBAHMS MOCIEAOBATEIbHOCTEN H,
€cJIi HeOOXOMMO, BBEICHUS I9TIOB, IS JOCTHIKEHHUSI MAKCUMAJIbHOTO KOJIUYECTBA UAEHTHUHBIX
AMHHOKHUCIOT (MM HyKJi1eoTH0B). KoHCepBaTHBHAS 3aMEHAa aMUHOKUCIIOTHBIX OCTaTKOB MOJKET
paccMaTpuBaThCs WM HE PACCMATPUBATLCSA KaK MAEGHTHYHBbIE OCTaTKH. BrIpaBHMBaHUE B LENAX
ONpeNeNeHns]  MpPOLIEHTAa  UAEHTUYHOCTH  AMMHOKUCJIOTHOM (MM HYKJIEOTHJIHOM)
IIOCJIEIOBATEIbHOCTH MOXKET JOCTHraThCs, HANpHMEp, C HCIOJb30BAHHEM OOILIENOCTYITHBIX
uHcTpyMeHTOB, Takux kak BLASTN, BLASTp (moctymHbl Ha BeO-caiite HarmoHanmpHOTO
ueHTtpa OuorexHosorunueckoit uaopmanmu CIIA (NCBI), cm. Takke, Altschul SF. et al, J.
Mol. Biol., 215:403-410 (1990); Stephen F. et al, Nucleic Acids Res., 25:3389-3402 (1997)),
ClustalW2 (moctynmHOo Ha BeO-caiite EBpomeiickoro mHCTUTYTa OMOMH(POPMATHUKH, CM. TAaKXKe,
Higgins D.G. et al, Methods in Enzymology, 266:383-402 (1996); Larkin M.A. et al,
Bioinformatics (Oxford, England), 23(21): 2947-8 (2007)), u nporpamma ALIGN wiu Megalign
(DNASTAR). CneunanucTsl B JaHHOH OONACTH TEXHHKH MOTYT HCIIOJIb30BaTh MapaMeTphl MO
YMOJYaHUIO, TPENOCTaBlsieMble HHCTPYMEHTOM, WJIM MOTYT HAacTPOUTb MapaMeTpbl B
COOTBETCTBHUH C BBIPABHUBAHUEM, HATIPUMED, BHIOPAB MOAXOIAIINN AITOPUTM.

[00092] “Dddexropubie PyHKUMH® B KOHTEKCTE€ HACTOSILIEH 3asiBKH OTHOCATCS K
OMONOrNYeCKUM aKTHUBHOCTSIM, BBI3bIBAEMBbIM CBsi3biBaHHeM Fc obnmactu aHTHTENa ¢ ero
s¢ppexropamu, Takumu kak Cl xommekc u Fc penenrop. MmmoctpatuBHble 3¢ ¢dekTOpHBIE
(YHKIMM BKJIFOYAIOT: KOMIUIEMEHT-3aBHCUMYI0 nuToTokcnuHocTh (CDC), uHaynmpyemyro
B3aumozeiicteueM anturen u Clq Ha Cl koMmmekce, aHTUTENO-3aBUCHUMYIO KJIETOYHO-
onocpenoBanHyto uToTokCHYHOCTE (ADCC), uHaymupyemyro cBsi3biBaHueM Fc obnactu
anrurena ¢ Fc penenropom Ha apdexropHOil kieTke; u Garonuros.

[00093] “OcymecTBasaTh JiedeHne WM “JieueHrne” COCTOSHUSI, B KOHTEKCTe HaCTOsLIeH
3asBKM, BKJIOUAeT MPENOTBpALEHHE WM OOJerdeHue COCTOSIHMS, 3aMeJIeHHe Hadala WM
CKOPOCTH Pa3BUTHsI COCTOSIHUS, YMEHbIIEHNE PUCKA PA3BUTUS COCTOSIHUS, IPENOTBPAIIEHNUE UITH
3a/1epKKY Pa3BUTHsI CHUMIITOMOB, CBSI3aHHBIX C COCTOSIHUEM, YMEHbIIEHHE WM IpeKpaleHue
CUMIITOMOB, CBSI3aHHBIX C COCTOSIHHEM, HWHAYKLMIO TIOJHONW MM YaCTHYHON perpeccuu
COCTOSIHUSI, JIEUEHUE COCTOSIHHS WJIH HEKOTOPBIE KOMOMHALINY BBILICTIEPEYHCICHHBIX.

[00094] “BeigenenHoe” BeLIECTBO HM3MEHEHO PYKOW dYeJNOBeKa M3 €CTECTBEHHOTO
coctosiHus. Ecnu “BbinesneHHasr” KOMITO3ULMS WJIH BEIIECTBO BCTPEUYAETCS B MIPUPOJE, OHH ObLTH
W3MEHEHbI WM BbIIEJICHBI U3 CBOEH MCXOMHOHN Cpenpl, OO MOABEPTaINCh U TOMY H JAPYTOMY.
Hanpumep, NOMMHYKICOTHI WM TOJUNENTHA, €CTECTBEHHO MPHCYTCTBYIOIIUI B JKUBOM
OpraHu3Me Yy >KHBOTHOTO, HE€ SIBJIA€TCS “BbIIEJEHHBIM , HO TOT K€ MOJUHYKIEOTHU] WU
MOJIUTIENITHT SIBJISIETCS “BBIAEJIEHHBIM , €CIM OH ObL1 B JOCTATOYHOW CTEMEHH OTHAEJEH OT
COCYILIECTBYIOIIUX BEINECTB €ro EeCTECTBEHHOI'O COCTOSIHHS, YTOOBI CYILIECTBOBaTh B IIO
CYIIECTBY YHMCTOM COCTOSIHMHU. “BbimeneHHass MocieAoBaTeNbHOCTh HYKJIEHHOBOW KHUCJIOTHI
OTHOCHUTCS K IIOCJIE€JOBAaTEIbHOCTH BBbIAEJICHHON MOJIEKYJIbl HYKJIEHMHOBOM KHUCIOTHL B
HEKOTOPBIX BapHaHTaX OCYILECTBJICHHs BBIIEJICHHOE AHTUTENO WJIU €ro AaHTUIeH-

CBSI3bIBAIOIIUI ()parMEHT  OTHOCUTCSI K AQHTHUTENY HJIM aHTUI€H-CBA3BIBAIOIIMM (hparMeHram,



20

UMEIOIINM YHUCTOTY, 1O MeHbliel mepe, 60%, 70%, 75%, 80%, 81%, 82%, 83%, 84%, 85%,
86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99%, kak
ompeneneHo diekTpodoperndeckumu Meronamu (takumu kak SDS-PAGE, mzosnexrpuueckoe
b okxycupoBaHHe, KaMUBIPHBIN 3JieKTpodopes) win XpoMarorpadh MueCKUMU METOAaMH (TaKHMHU
KaK MOHOOOMEeHHast xpoMarorpadus nim odpameHHo-¢pazosas BOXX)

[00095] TepmuH “BeKTOp” B KOHTEKCTE HACTOSLIEH 3aiBKM OTHOCHUTCSI K HOCHUTEIO, B
KOTOPBI MOKET ObITh ()YHKLIMOHAJIBHO BCTPOEH MOJHMHYKJIEOTHI, KOTOPBIH KOXUpPYyeT OeNoK,
9TOOBI BBI3BATH SKCIPECCUIO 3TOro Oenka. BekTop MOXKHO MCHOJB30BATh IS TPaHC(HOPMALIHH,
TPAHCAYKLIMU WM TPAHCHEKLUN KIETKH-XO35IMHA, YTOOBI BBI3BATH HKCIPECCHIO T€HETUYECKOTO
3JIEMEHTa, KOTOPBII OH HECeT B KJIEeTKe-XO3suHe. [IprMepbl BEKTOPOB BKIIOYAIOT ILIA3MHIBL,
(barMuapl, KOCMUIBL, HCKYCCTBEHHBIE XPOMOCOMBI, TaKWe€ Kak JAPOXOKEBas HMCKYCCTBEHHAs
xpomocoma (YAC), OakrepuanbHast HCKyccTBeHHast xpomocoma (BAC) wim nmpoucxoznsimast u3
P1 uckyccrBennas xpomocoma (PAC), bakrepuodaru, Takue kak ¢ar nmambdaa nmm dar M13, u
BUPYCBI JKMBOTHBIX. KaTeropmm BHUPYCOB KMBOTHBIX, HCIOJb3YEMBIX B KadeCTBE BEKTOPOB,
BKJIFOUAIOT PETPOBUPYC (BKIIFOYAsI IEHTUBUPYC), aACHOBUPYC, aI€HO-aCCOLIMUPOBAHHBIN BHUPYC,
BUpYC reprieca (Hampumep, BHPYC MPOCTOrO Teprieca), MOKCBHPYC, OakKyJIOBHPYC, BHUPYC
nanwuioMbl W manosaBupyc (Hampumep SV40). Bekrop MoxeT conmepikarb MHOXECTBO
3JIEMEHTOB I KOHTPOJSI OKCIPECCUH, BKJIOYas IMPOMOTOpPHBIE IOCIENOBATEIbHOCTH,
MOCJIE0BATENbHOCTH  MHMLIMALMK  TPAHCKPHUIILMM, OHXAHCEPHbIE IOCIEN0BATENbHOCTH,
CEJIEKTHPYEMbIE 3JIEMEHTbI U penopTepHble reHbl. Kpome TOro, BEKTOp MOXKET COAep:KaTb
OPUIUKUH pEeIUTMKALKMU. BeKTop MOXeT Takke BKJIOUaTh BEIIECTBA, CHOCOOCTBYIOLIME €ro
NPOHUKHOBEHHUIO B KJIETKY, BKJIIOYAs, MOMHMO IPOYEro, BUPYCHYIO HacCTHULy, JHUIIOCOMY HIIH
OenxoByr0 000504Ky. BekTop MoOXeT mpencTaBisiTh COOOW 3KCIPECCHPYIOLIMH BEKTOP WU
KJIOHHpYyrOIuii BekTop. Hacrosinee n3o0pereHne mpeacrasiser BEKTOPb! (HAPHUMeEp, BEKTOPBI
JKCIIPECCUH), COMEpIKALUe MOCIIEOBATENbHOCTh HYKJIEUHOBON KUCIIOTBI, NMPEACTABICHHYIO B
HACTOSIIIEH 3asBKe, KOAUPYIOIIYIO aHTHTEIO WJIM €r0 aHTUT€H-CBS3BIBAIOIIMN (DparMeHt, mo
MeHblIei Mepe onuH nmpomoTop (Hanpumep SV40, CMV, EF-1a), GyHKIIMOHATBHO CBSA3aHHBIN C
MOCJIEIOBATEIbHOCTBI) HYKJIEMHOBOM KUCJOTBL, U IO MEHBbLIEH Mepe OIUH CENEeKTHPYEMBIH
mapkep. [IprMepsl BEKTOPOB BKIIFOYAIOT, HO HE OTPAHUYHMBAIOTCS 3THM, PETPOBUPYC (BKIFOYAS
JICHTUBUPYC), aJCHOBHPYC, aJACHO-aCCOLMHUPOBAHHBIN BUpPYC, TreprnecBUpPYC (Hampumep, BUPYC
NPOCTOTO repreca), MOKCBUPYC, OaKyJOBHPYC, MANWIOMABUPYC, MAIOBABUPYC (Hampumep,
SV40), dpar nambaa u dar M13, mnasmuny pcDNA3,3, pMDI18-T, pOptivec, pCMV, pEGFP,
pIRES, pQD-Hyg-GSeu, pALTER, pBAD, pcDNA, pCal, pL, pET, pGEMEX, pGEX, pCl,
pEGFT, pSV2, pFUSE, pVITRO, pVIVO, pMAL, pMOHO, pSELECT, pUNO, pDUO, Psg5L,
pBABE, pWPXL, pBI, pl5STV-L, pProl8, pTD, pRS10, pLexA, pACT2.2, pCMV-
SCRIPT.RTM., pCDMS, pCDNA1.1/amp, pcDNA3.1, pRc/RSV, PCR 2.1, pEF-1, pFB, pSGS,
pXT1, pCDEF3, pSVSPORT, pEF-Bos u T.1.

[00096] dpaza “kieTka-x03sIMH B KOHTEKCTE HACTOSALIEH 3asBKU OTHOCUTCS K KJIETKE, B
KOTOPYIO OBbII BCTPOEH 5K30T€HHBIH MMOJUHYKIIEOTH T W/IITH BEKTOP.

[00097] “CD3-csi3anHOe 3a001€BaHIE MJIN COCTOSIHUE B KOHTEKCTE HACTOSIIECH 3asBKH
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OTHOCHUTCS K JIFOOOMY 3a00JIEBAaHMIO HIIH COCTOSIHHIO, KOTOPOE€ BBI3BIBAETCS, 0OOCTpsIeTCS N
KOTOpO€ HHBIM OOpa30oM CBSI3aHO C TOBBIEHHOW WM TIOHIDKEHHOH OKCIpPECCHed WM
akTuBHOCTBIO CD3. B HEKOTOpBIX BapuaHTax OCYILIECTBJIEHHUS COCTOsiHME, cBsizaHHOe ¢ CD3,
NpeAcTaBisieT co0OM MMMYHHOE pacCTPOICTBO, Takoe Kak, HAalpuMep, pak, ayTOMMMYyHHOE
3a0oJeBaHIe, BOCIAJIUTENbHOE 3a00IeBaHNe WIN NHPEKITMOHHOE 3a00IeBaHue.

[00098] “Pak” B KOHTEKCTE HACTOSIIIEH 3asiBKH OTHOCHUTCS K JIOOOMY MEIUIITHCKOMY
COCTOSIHHIO, XapaKTePH3YIOIIEMYCsl POCTOM 3JI0KaYeCTBEHHBIX KJIETOK MJIM HOBOOOpPA30BAHHUEM,
aHOMAaJIbHOW mponudepanueii, uHGUIbTpaLMed WM METaCTa3HMpPOBAHUEM, U BKJIIOYAET Kak
COJIMIHBbIE ONyXOJM, TaK M HECOJUIHbIE paKoBble 3a0ojeBaHHs (FeMaTOJOTHYECKUE
3JIOKA4eCTBEHHbIC 3a00JIeBaHUS), TAKHE KakK Jieko3. TepMuH “comumHas onyxoib~ B KOHTEKCTE
HACTOSIIIEH 3asIBKM OTHOCHUTCS K TBEPAOW MacCe OMyXOJIEBBIX H/WJIH 3JI0KAYECTBEHHBIX KJIETOK.

[00099] Tepmuu “dapmaneBTHUECKH TNPUEMIIEMBIH O3HAYaeT, YTO YyKa3aHHBIH
HOCHUTEIb, HATIOJHHUTENb, pa30aBUTENb, SKCIUMUEHT(IKCIUITHUEHThI) W/WIH COJb, KaK MPaBUIIO,
XUMHYECKH W/WiH (PU3NYECKH COBMECTHMBI C JAPYTMMH HHIPEIUEHTAMH, BKIIOUEHHBIMH B
KOMITO3ULNIO, U (PU3UOJIOTHYECKU COBMECTUMBI C PELIUITUEHTOM.

[000100] ArTu-CD331ncunon aHTUTENO

[000101] Hacrosimmee m3oOperenue mnpencrasnser aHTU-CD33mcuioH aHTuUTENna M UX
AHTHUT€H-CBS3BIBAIOINUE (PPArMEHTHI, BKIFOUAIOLINE OJHY MM HECKONbKO (Hampumep, 1, 2, 3, 4,
5 wm 6) mnocnenosarenbHocTed CDR  antn-CD3sncunon anturena WBP3311 2.166.48,
WBP3311_2.306.4, WBP3311_2.383.47, WBP3311_2.400.5, WBP3311_2.482.5,
WBP331 2.488.33, WBP3311 2.615.8 unu WBP3311 2.844.8. IloBceMecTHO B HaCTOSIIEM
packpbeitTun  TepMuH “WBP33117, oTHOcAwmuiics K Ha3BaHUSAM AaHTUTENA, HCIOJIb3YeTCs
B3auMo3ameHsieMo ¢ “W3311”. Hanpumep, antuteno WBP3311 2.166.48 taxke yka3aHO Kak
W3311 2.166.48, u Takue Ha3BaHUSI OTHOCSITCSI K ONHOMY U TOMY K€ aHTUTEINY.

[000102] “WBP3311 2.166.48” B KOHTEKCT€ HACTOSINEH 3asBKH OTHOCHTCS K
MBIIIHHOMY MOHOKJIOHAJIbHOMY aHTUTEINy, UMEIoIIeMy BapuadOeabHyr0 00JacTh TSKEJION LenH
SEQ ID NO: 81 u BapuabenpHyro obnacth kanmna-yierko nernu SEQ ID NO: 83.

[000103] “WBP3311 2.306.4” B KOHTEKCTE HACTOSIIIEH 3aBKU OTHOCUTCSI K MBILITHTHOMY
MOHOKJIOHAJIbHOMY aHTUTEINY, HMEIOLIeMy BapradenbHyto obnacte Tsokenon uenu SEQ ID NO:
85 u BapuabenpHyr0 obnacTh kanma-ierkoi nenu SEQ ID NO: 87.

[000104] “WBP3311 2.383.47” B KOHTEKCT€ HACTOSIIEH 3asiBKM OTHOCHTCS K
MBIIIHHOMY MOHOKJIOHAJIbHOMY aHTHUTEIy, UMEIOIIeMy BapuaOelbHYI0 00JAaCTh TSIKENIOW Lern
SEQ ID NO: 89 u BapuabenpHyto obnacts kanmna-ynerkoii nenu SEQ ID NO: 91.

[000105] “WBP3311 2.400.5” B KOHTEKCTE HACTOSIIIEH 3aBKU OTHOCUTCS K MBILTHHOMY
MOHOKJIOHAJIbHOMY aHTUTENY, HMEIOLIeMy BapralenbHyro obnacte Tsokenor uenu SEQ ID NO:
93 u BapuabenpHyI0 oOnacTe kanma-jerkoi nenu SEQ ID NO: 95.

[000106] “WBP3311 2.482.5” B KOHTEKCTE HACTOSIIEH 3aBKU OTHOCUTCS K MBITHHOMY
MOHOKJIOHAJIbHOMY aHTUTENY, HMEIOLIeMy BapralenbHyro obnacte Tspkenon nenu SEQ ID NO:
97 u BapuabenpHy!0 oOnacTe kanma-jerkoi nenu SEQ ID NO: 99.

[000107] “WBP331 2.488.33” B KOHTEKCTE HACTOSIIIEH 3aBKU OTHOCUTCS K MBILTHHOMY
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MOHOKJIOHAJIbHOMY aHTUTENY, HMEIOLIeMy BapralenbHyro obnacte Tspkenor nenu SEQ ID NO:
101 u BapuabenpHy0 0OnacTh kanma-yierkoi nenu SEQ ID NO: 103.

[000108] “WBP3311 2.615.8” B KOHTEKCTE HACTOSIIIEH 3aBKU OTHOCUTCSI K MBILITHHOMY
MOHOKJIOHAJIbHOMY aHTUTENY, UMEIoLIeMy BapualenbHyro obnacte Tspkenod nenu SEQ ID NO:
105 u BapuabenbHyro obnactb kanma-nerkoit nenu SEQ ID NO: 107.

[000109] “WBP3311 2.844.8” B KOHTEKCTE HACTOALIEH 3asBKU OTHOCUTCS K MBILIHHOMY
MOHOKJIOHAJIbHOMY aHTUTENY, HUMEIOLIeMy BapradenbHyto obnacts Tsokenon uenu SEQ ID NO:
109 u BapuabenbHyr0 00nacTh kanmna-yierkoi nenu SEQ ID NO: 111.

[000110] Tabnuma 1 mokaszsiBaeT nocienoBarenbHOCTH CDR atux 8 antu-CD3srncusion

antuten. [locaenoBaTeIbHOCTH BapuaOebHBIX 00JIACTel TSIKENON e W JIETKOW LIEMU TaKKe

MPpEACTABIICHBI HUXKE.

[000111]
Tabnuma 1
Amntureno ID: CDR1 CDR2 CDR3
SEQID NO: 1 SEQ ID NO: 3 SEQ ID NO: 5
VH WIFPGNDNIKY S
WBP3311_2.166.43 GYSFTTYYIH DSVSIYYFDY
EKFKG
SEQ ID NO: 2 SEQ ID NO: 4 SEQ ID NO: 6
VK | KSSQSLLNSRT
WBP3311_2.166.48 WASTRKS TQSFILRT
RKNYLA
SEQ ID NO: 7 SEQ ID NO: 9 SEQID NO: 11
VH WISPGNVNTKY
WBP3311_2.306.4 GFAFTDYYIH DGYSLYYFDY
NENFKG
SEQ ID NO: 8 SEQ ID NO: 10 SEQ ID NO: 12
VK | KSSQSLLNSRT
WBP3311_2.306.4 WASTRQS TQSHTLRT
RKNYLA
SEQ ID NO: 13 SEQ ID NO: 15 SEQ ID NO: 17
VH WISPENGNTKY
WBP3311_2.383.47 GFTFTNYYIH DGYSLYYFDY
NENFQD
SEQ ID NO: 14 SEQ ID NO: 16 SEQ ID NO: 18
VK | KSSQSLLNSRT
WBP3311_2.383.47 WASIRVS TQSHTLRT
RKNYLA
SEQ ID NO: 19 SEQ ID NO: 21 SEQ ID NO: 23
VH WIFPESDNTKY
WBP3311_2.400.5 GYSFTNYYLH DSVGNYFFDF
NEKLKG
WBP3311 2.400.5 SEQ ID NO: 20 SEQ ID NO: 22 SEQ ID NO: 24
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VK | KSSQSLVNNRT
WASTRES AQSFILRT
RKNYLA
SEQIDNO:25 |SEQIDNO:27 | SEQID NO: 29
VH WIFPGSDNIKYN
WBP3311_2.482.5 GYTFTTYYIH DSVSRYYFDY
ENFKD
SEQIDNO:26 |SEQIDNO:28 | SEQID NO: 30
VK | KSSQSLVNDRT
WBP3311_2.482.5 Q WASTRES AQSFILRT
RKNYLA
SEQIDNO:31 |SEQIDNO:33 | SEQID NO: 35
VH WIFPGTVNTKY
WBP331_2.488.33 GFSFTNYYTH DSVGIYYFDF
NEKFKG
SEQIDNO:32 |SEQIDNO:34 | SEQID NO: 36
VK | KSSQSLLNNRT
WBP331_2.488.33 WASTRES TOSFILRT
RKNYLA
SEQIDNO:37 |SEQIDNO:39 |SEQID NO: 41
VH WIFPGSDNIKYN
WBP3311_2.615.8 GYSFTDFYTH DSVSVYYFDY
EKFKG
SEQIDNO: 38 |SEQIDNO:40 | SEQID NO: 42
VK | KSSQSLLNIRTR
WBP3311_2.615.8 WASTRDS TOSFILRT
KNYLA
SEQIDNO:43 |SEQIDNO:45 | SEQID NO: 47
VH WISPGNVNTKY
WBP3311_2.844.8 GFAFTDYYIH DGYSLYYFDY
NENFKG
SEQID NO: 44 |SEQIDNO:46 | SEQID NO: 48
VK | KSSQSLLNSRT
WBP3311_2.844.8 WASTRES TOSHTLRT
RKNYLA

[000112] TTocnenoBatenbHOCTH BapuabeNbHBIX OOJACTEN TSIKENBIX I Karlla-JIeTKHX
neneii  WBP3311 2.166.48,

WBP3311 2.4825,

WBP331 2.488.33,

WBP3311 2.306.4, WBP3311 2.383.47, WBP3311 2.400.5,

WBP3311 2.6158 wu WBP3311 2.8448 wu

rymanusupoBanHblx WBP3311 2.166.48 u WBP3311 2.306.4 antuten npeacTaBieHbl HUXKE.
[000113] WBP3311_2.166.48-VH
AmuHOKHUCIOTHAs mocienoarenbHOCTh (SEQ ID NO: 81):
QVQLQQSGPELVKPGASVKIACKASGYSFTITYYIHWVKQRPGQGLEWIGWIFPG
NDNIKYSEKFKGKATLTADTSSSTAYMQLSSLTSEDSAVYFCAIDSVSIYYEFDYWGQGT

TLTVSS

ITocnenoBarenbHOCTH HyKiIenHOBON KuCnoThl (SEQ ID NO: 82):
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CAGGTCCAGCTGCAGCAGTCTGGACCTGAGCTGGTGAAACCTGGGGCTTCAG
TGAAGATTGCCTGCAAGGCTTCTGGCTACAGCTTCACAACCTACTATATACACTGGG
TGAAGCAGAGGCCTGGACAGGGACTTGAGTGGATTGGATGGATTTTTCCTGGAAAT
GATAATATTAAGTACAGTGAGAAGTTCAAGGGCAAGGCCACACTGACGGCAGACAC
TTCCTCCAGTACAGCCTACATGCAGCTCAGCAGCCTGACATCTGAGGACTCTGCTGT
CTATTTCTGTGCTATAGACTCCGTTAGTATCTACTACTTTGACTATTGGGGCCAAGGC
ACCACTCTCACAGTCTCCTCA

[000114] WBP3311_2.166.48-VK

AmMuHOKHUCIOTHAs nocienoBarebHocTh (SEQ ID NO: 83):

DIVMSQSPSSLAVSAGEKVTMSCKSSOQSLLNSRTRKNYLAWYQQKPGQSPKLLI
YWASTRKSGVPDRFTGSGSGTDFTLTINSVQAEDLAVYYCTQSFILRTFGGGTKLEIK

IMocnenoBarenbHOCTh HYKJIeMHOBOH KUCIOTHI (SEQ ID NO: 84):

GACATTGTGATGTCACAGTCTCCATCCTCCCTGGCTGTGTCAGCAGGAGAGA
AGGTCACTATGAGCTGCAAATCCAGTCAGAGTCTGCTCAACAGTAGAACCCGAAAG
AACTACTTGGCTTGGTACCAGCAGAAACCAGGGCAGTCTCCTAAACTGCTGATCTAC
TGGGCATCCACTAGGAAATCTGGGGTCCCTGATCGCTTCACAGGCAGTGGATCTGGG
ACAGATTTCACTCTCACCATCAACAGTGTGCAGGCTGAAGACCTGGCAGTTTATTAC
TGCACGCAATCTTTTATTCTTCGGACGTTCGGTGGAGGCACCAAGCTGGAAATCAAA

[000115] WBP3311_2.306.4-VH

AmuHOKHUCIOTHAs ocienosarenbHOCcTh (SEQ ID NO: 85):

QVQLQQSGPELVKPGASVRISCKASGFAFTDYYIHWVKQRPGQGLEWIGWISPG
NVNTKYNENFKGRATLTADLSSSTAYMQLSSLTSEDSAVYFCARDGYSLYYFDYWGQG
TTLTVSS

ITocnenoBarenbHOCTHh HYKJIenHOBOI kuciaoTel (SEQ ID NO: 86):

CAGGTCCAGCTGCAGCAGTCTGGACCTGAATTGGTGAAGCCTGGGGCTTCCG
TGAGGATATCCTGCAAGGCTTCTGGCTTCGCCTTCACAGACTACTATATACACTGGG
TGAAGCAGAGGCCTGGACAGGGTCTTGAGTGGATTGGATGGATTTCTCCTGGAAAT
GTTAATACTAAATACAATGAAAACTTCAAGGGCAGGGCCACACTGACTGCAGACCT
ATCCTCCAGCACAGCCTACATGCAGCTCAGCAGCCTGACCTCTGAGGACTCTGCGGT
CTATTTCTGTGCAAGAGATGGATATTCCCTGTATTACTTTGACTACTGGGGCCAAGG
CACCACTCTCACAGTCTCCTCA

[000116] WBP3311_2.306.4-VK

AmMuHOKUCIOTHAs mocienoarenbHOCcTh (SEQ ID NO: 87):

DIVMSQSPSSLTVSAGEKVTMSCKSSQSLLNSRTREKNYLAWYQQKPGQSPKLLIY
WASTROSGVPDRFTGSGSGTAFTLTISGVQAEDLAVYFCTQSHTLRTFGGGTKLEIK

ITocnenoBarenbHOCTh HYKJIeHHOBOH KUCIOTHI (SEQ ID NO: 88):

GACATTGTGATGTCACAGTCTCCATCCTCCCTGACTGTGTCAGCAGGAGAGA
AGGTCACTATGAGCTGCAAATCCAGTCAGAGTCTGCTCAACAGTAGAACCCGAAAG
AACTACTTGGCTTGGTACCAGCAGAAGCCAGGGCAGTCTCCTAAACTACTAATCTAC
TGGGCATCCACTAGGCAATCTGGGGTCCCTGATCGCTTCACAGGCAGTGGATCTGGG
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ACAGCTTTCACTCTCACCATCAGCGGTGTGCAGGCTGAAGACCTGGCAGTTTATTTC
TGCACGCAATCTCATACTCTTCGGACGTTCGGTGGAGGCACCAAGCTGGAAATCAA
A

[000117] WBP3311_2.383.47-VH

AmuHokucoTHas nocienosarenbHocTh (SEQ ID NO: 89):

QVQLQQSGPELVKPGASVRISCKTSGFTFTINYYIHW VIQRPGQGLEWIGWISPEN
GNTKYNENFODKATLTADISSSTAYMHLSSLTSEDSAVYFCARDGYSLYYFDYWGQGT
TLTVSS

IMocnenoBarenbHOCTb HYKJIeHMHOBOH KUCIOTHI (SEQ ID NO: 90):

CAGGTCCAGCTGCAGCAGTCTGGACCTGAATTGGTGAAGCCTGGGGCTTCAG
TGAGGATATCCTGCAAGACTTCTGGCTTCACCTTCACAAACTACTATATACACTGGG
TGATACAGAGGCCTGGACAGGGACTTGAGTGGATTGGTTGGATTTCTCCTGAAAATG
GTAATACTAAATACAATGAAAACTTCCAGGACAAGGCCACACTGACTGCAGACATA
TCGTCCAGCACAGCCTACATGCACCTCAGCAGCCTGACCTCTGAGGACTCTGCGGTC
TATTTCTGTGCAAGAGATGGGTATTCCCTTTACTACTTTGACTACTGGGGCCAAGGC
ACCACTCTCACAGTCTCCTCA

[000118] WBP3311_2.383.47-VK

AmuHoOKuCIOTHAs nocienoaTenbHOCTh (SEQ ID NO: 91):

DIVMSQSPSSLTVSAGEKVTMSCKSSQSLLNSRTREKNYLAWYQQKPGQSPKLLIY
WASIRVSGVPDRFTGSGSGTTFTLTISGVQAEDLAVYYCTQSHTLRTFGGGTKLEIK

ITocnenoBarenbHOCTh HYKJIEHMHOBOH KUCIOTHI (SEQ ID NO: 92):

GACATTGTGATGTCACAGTCTCCATCCTCCCTGACTGTGTCAGCAGGAGAGA
AGGTCACTATGAGCTGCAAATCCAGTCAGAGTCTGCTCAACAGTAGAACCCGAAAG
AACTACTTGGCTTGGTACCAGCAGAAACCAGGGCAGTCTCCTAAGCTACTGATCTAC
TGGGCATCCATTAGGGTATCTGGGGTCCCTGATCGCTTCACAGGCAGTGGATCTGGG
ACAACTTTCACTCTCACCATCAGCGGTGTGCAGGCTGAAGACCTGGCAGTTTATTAT
TGCACGCAATCTCATACTCTTCGGACGTTCGGTGGAGGCACCAAGCTGGAAATCAA
A

[000119] WBP3311_2.400.5-VH

AmMuHOKUCIOTHAs ocienoBarebHOCTh (SEQ ID NO: 93):

QVQLQQSGPELVNPGASVKISCKASGYSETNYYLHW VKQRPGQGLEWIGWIFPE
SDNTKYNEKLKGKATLTADTSSDTAYMHLSSLTFEDSAVYFCARDSVGNYFFDEWGQG
TTLTVSS

[MocnenoBarenbHOCTh HYKJIEHHOBOH KUCIOTHI (SEQ ID NO: 94):

CAGGTCCAGCTGCAGCAGTCTGGACCTGAGCTGGTGAATCCTGGGGCTTCAG
TGAAGATATCCTGCAAGGCTTCTGGCTACAGTTTCACAAACTACTATTTACACTGGG
TGAAACAGAGGCCTGGACAGGGACTTGAGTGGATTGGATGGATTTTTCCTGAAAGT
GATAATACCAAGTACAATGAGAAATTGAAGGGCAAGGCCACACTGACGGCAGACA
CATCCTCCGATACAGCCTACATGCACCTCAGCAGCCTGACATTTGAGGACTCTGCAG
TCTATTTCTGTGCAAGAGACTCCGTTGGAAACTACTTCTTTGACTTCTGGGGCCAAG
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GCACCACTCTCACAGTCTCCTCA

[000120] WBP3311_2.400.5-VK

AmuHOKHUCIOTHAs ocienosarenbHocTh (SEQ ID NO: 95):

DIVMSQSPSSLAVSAGEKVTMRCKSSQSLVNNRTRKNYLAWYQQKPGQPPKLLI
YWASTRESGVPDRFTGSGSGTDFTLTISSVQAEDLAVYYCAQSFILRTFGGGTKLEIK

ITocnenoBarenbHOCT HyKIIenHOBOH kucaoTh! (SEQ ID NO: 96):

GACATTGTGATGTCACAGTCTCCATCCTCCCTGGCTGTGTCAGCGGGAGAGA
AGGTCACTATGAGGTGCAAATCCAGTCAGAGTCTGGTCAACAATAGAACCCGAAAG
AACTACTTGGCATGGTACCAGCAGAAACCAGGGCAGCCTCCTAAACTATTGATCTAC
TGGGCATCCACTAGGGAATCTGGGGTCCCTGATCGCTTCACAGGCAGTGGATCTGGG
ACAGATTTCACTCTCACCATCAGCAGTGTGCAGGCTGAAGACCTGGCAGTTTATTAC
TGCGCGCAATCTTTTATTCTTCGGACGTTCGGTGGAGGCACCAAACTGGAAATCAAA

[000121] WBP3311_2.482.5-VH

AmuHOKHUCIOTHAs nocienoBaTenbHocTh (SEQ ID NO: 97):

QVQLQQSGPELVKPGSSVKISCKPSGYTFTTYYIHWVKQRPGQGLEWIGWIFPGS
DNIKYNENFKDKATLTADTSSSTAYMQLSSLTSEDSAVYFCARDSVSRYYFDYWGQGTI
LTVSS

ITocnenoBarenbHOCTh HYKJIEHHOBOH KUCIOTHI (SEQ ID NO: 98):

CAGGTTCAGCTGCAGCAGTCTGGACCTGAGCTGGTGAAACCTGGGTCTTCAG
TGAAGATATCCTGCAAACCTTCTGGCTACACCTTCACAACTTACTATATACATTGGG
TGAAGCAGAGGCCTGGACAGGGACTTGAGTGGATTGGATGGATTTTTCCTGGAAGT
GATAATATTAAATACAATGAGAATTTCAAGGACAAGGCCACACTGACGGCAGACAC
ATCCTCCAGCACAGCCTACATGCAGCTCAGCAGCCTGACATCTGAAGACTCTGCAGT
CTATTTCTGTGCAAGAGACTCCGTCAGTAGGTACTACTTTGACTACTGGGGCCAAGG
CACCATTCTCACAGTTTCTTCA

[000122] WBP3311_2.482.5-VK

AMuHOKHUCIOTHAs nocienoBarebHocTh (SEQ ID NO: 99):

DIVMSQSPSSLAVSAGEKVTMSCKSSQSLVNDRTRKNYLAWYQQKPGLSPKLLI
YWASTRESGVPDRFTGSGSGTDFTLTISSVQAEDLAVYYCAQSFILRTFGGGTKLEIK

IMocnenoBarenbHOCTh HYKJIeHMHOBOH KUCIOTHI (SEQ ID NO: 100):

GACATTGTGATGTCACAGTCTCCATCCTCCCTGGCTGTGTCAGCAGGAGAGA
AGGTCACTATGAGCTGCAAATCCAGTCAGAGTCTGGTCAATGATAGAACCCGAAAA
AACTACTTGGCTTGGTACCAGCAGAAACCAGGGCTGTCTCCTAAACTGCTGATCTAC
TGGGCTTCCACTAGGGAATCTGGGGTCCCTGATCGCTTCACAGGCAGTGGATCTGGG
ACAGATTTCACTCTCACCATCAGCAGTGTGCAGGCTGAAGACCTGGCTGTTTATTAC
TGCGCGCAATCTTTTATTCTTCGGACGTTCGGTGGAGGCACCAAGCTGGAAATCAAA

[000123] WBP331_2.488.33-VH

AmuHokuCIOTHAs ocienosarenbHocTh (SEQ ID NO: 101):

QVQLQQSGPELVKPGTSVKISCKASGESFINYYIHWVKQRPGQGPEWIGWIFPGT
VNTKYNEKFKGKATLTADTSSNTAFMQLSSLTSADSAVYFCARDSVGIYYFDFWGLGT
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TLTVSS

ITocnenoBarenbHOCTh HYKJIeHMHOBOH KUCIOTHI (SEQ ID NO: 102):

CAGGTCCAGCTGCAACAGTCTGGACCTGAACTGGTGAAACCTGGGACTTCAG
TGAAGATATCCTGCAAGGCTTCTGGCTTCAGCTTCACAAACTACTATATACACTGGG
TGAAGCAGAGGCCTGGACAGGGACCTGAGTGGATTGGATGGATTTTTCCTGGAACT
GTTAATACTAAGTACAATGAGAAGTTCAAGGGTAAGGCCACACTGACGGCAGACAC
ATCCTCCAATACAGCCTTCATGCAGCTCAGCAGCCTGACTTCTGCGGACTCTGCAGT
CTATTTCTGTGCAAGAGACTCCGTTGGTATCTACTACTTTGACTTCTGGGGCCTAGGC
ACCACTCTCACAGTCTCCTCA

[000124] WBP331_2.488.33-VK

AwmuHokucoTHas nocienosarenbHocTh (SEQ ID NO: 103):

DIVMSQSPSSLAVSAGEKVTVSCKSSQOSLLNNRTRKNYLAWYQQKPGQSPKLLI
YWASTRESGVPDRFTGSGSGTDFTLTISSVQAEDLAVYYCTOQSFILRTFGGGTKLEIK

IMocnenoBarenbHOCTD HYKJIEeMHOBOH KUCIOTHI (SEQ ID NO: 104):

GACATTGTGATGTCACAGTCTCCATCCTCCCTGGCTGTGTCAGCAGGAGAGA
AGGTCACTGTGAGTTGCAAATCCAGTCAGAGTCTGCTCAACAATAGAACCCGAAAA
AACTACTTGGCTTGGTACCAGCAGAAACCAGGGCAGTCTCCTAAACTACTAATCTAC
TGGGCATCCACTAGGGAATCTGGGGTCCCTGATCGCTTCACAGGCAGTGGATCTGGT
ACAGATTTCACTCTCACCATCAGCAGTGTGCAGGCTGAAGACCTGGCAGTTTATTAC
TGCACGCAATCTTTTATTCTTCGGACGTTCGGTGGAGGCACCAAGCTGGAGATCAAA

[000125] WBP3311_2.615.8-VH

AmuHokucoTHas nocienosarenbHocTs (SEQ ID NO: 105):

QVQLQQSGPELVKPGTSMKISCKASGYSFTDFYTHWVRQRPGQGLEWIGWIFPG
SDNIKYNEKFKGKATLTADTSSSTAYMQLSSLTSEDSAVYFCARDSVSVYYFDYWGQG
TTLTVSS

IMocnenoBarenbHOCTh HYKJIeMHOBOH KUCIOTHI (SEQ ID NO: 106):

CAGGTCCAGCTGCAGCAGTCTGGACCTGAGCTGGTAAAACCTGGGACTTCAA
TGAAAATATCCTGCAAGGCTTCTGGCTACAGTTTCACAGACTTCTATACACACTGGG
TGAGGCAGAGGCCTGGACAGGGACTTGAGTGGATTGGATGGATTTTTCCTGGAAGT
GATAATATTAAATACAATGAGAAGTTCAAGGGCAAGGCCACACTGACGGCAGACAC
ATCCTCCAGCACAGCCTACATGCAGCTCAGCAGCCTGACATCTGAGGACTCTGCAGT
CTATTTCTGTGCAAGAGACTCCGTTAGTGTCTACTACTTTGACTATTGGGGCCAAGG
CACCACTCTCACAGTCTCCTCA

[000126] WBP3311_2.615.8-VK

AmuHOKHUCIOTHAs ocienoarenbHocTh (SEQ ID NO: 107):

DIVMSQSPSSLAVTAGEKVTMSCKSSOSLLNIRTRKNYLAWYQQKPGQSPKLLIY
WASTRDSGVPDRFTGSGSGTDFTLTISSVQAEDLAVYYCTOQSFILRTFGGGTKLEIK

IMocnenoBarenbHOCTD HYKJIeHMHOBOH KUCIOTHI (SEQ ID NO: 108):

GACATCGTGATGTCACAGTCTCCATCCTCCCTGGCTGTGACAGCAGGAGAGA
AGGTCACTATGAGCTGCAAATCCAGTCAGAGTCTGCTCAACATTAGAACCCGAAAG
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AACTACTTGGCTTGGTACCAACAGAAACCAGGGCAGTCTCCTAAACTGCTGATCTAC
TGGGCATCCACTAGGGACTCTGGGGTCCCTGATCGCTTCACAGGCAGTGGATCTGGG
ACAGATTTCACTCTCACCATCAGCAGTGTGCAGGCTGAAGACCTGGCAGTTTATTAC
TGCACGCAATCTTTTATTCTTCGGACGTTCGGTGGAGGCACCAAGCTGGAAATCAAA

[000127] WBP3311_2.844.8-VH

AmmHokucaoTHas nocnenosatenbHocTh (SEQ ID NO: 109):

QVQLQQSGPELVKPGASVRISCKASGFAFTDYYIHW VKQRPGQGLEWIGWISPG
NVNTKYNENFKGRATLTADLSSSTAYMQLSSLTSEDSAVYFCARDGYSLYYFDYWGQG
TTLTVSS

ITocnenoBarenbHOCTh HYKJIeUHOBOH KHCI0ThI (SEQ ID NO: 110):

CAGGTCCAGCTGCAGCAGTCTGGACCTGAATTGGTGAAGCCTGGGGCTTCCG
TGAGGATATCCTGCAAGGCTTCTGGCTTCGCCTTCACAGACTACTATATACACTGGG
TGAAGCAGAGGCCTGGACAGGGTCTTGAGTGGATTGGATGGATTTCTCCTGGAAAT
GTTAATACTAAATACAATGAAAACTTCAAGGGCAGGGCCACACTGACTGCAGACCT
ATCCTCCAGCACAGCCTACATGCAGCTCAGCAGCCTGACCTCTGAGGACTCTGCGGT
CTATTTCTGTGCAAGAGATGGATATTCCCTGTATTACTTTGACTACTGGGGCCAAGG
CACCACTCTCACAGTCTCCTCA

[000128] WBP3311_2.844.8-VK

AmuHokucioTHas nocaenosarenbHocTs (SEQ ID NO: 111):

DIVMSQSPSSLTVSAGEKVTMSCKSSQOSLLNSRTRKNYLAWYQQKPGQSPKLLIY
WASTRESGVPDRFTGSGSGTAFTLTISGVQAEDLAVYFCTQSHTLRTFGGGTKLEIK

ITocnenoBarenbHOCTh HYKJIEHMHOBOH KucaoThl (SEQ ID NO: 112):

GACATTGTGATGTCACAGTCTCCATCCTCCCTGACTGTGTCAGCAGGAGAGA
AGGTCACTATGAGCTGCAAATCCAGTCAGAGTCTGCTCAACAGTAGAACCCGAAAG
AACTACTTGGCTTGGTACCAGCAGAAACCAGGGCAGTCTCCTAAGCTACTAATCTAC
TGGGCATCCACTAGGGAATCTGGGGTCCCTGATCGCTTCACAGGCAGTGGATCTGGG
ACAGCTTTCACTCTCACCATCAGCGGTGTGCAGGCTGAAGACCTGGCAGTTTATTTC
TGCACGCAATCTCATACTCTTCGGACGTTCGGTGGAGGCACCAAGCTGGAAATCAA
A

[000129] M3BecTHO, uTo CDR OTBETCTBEHHBI 3a CBSI3bIBAHHE AHTHUIEHA, OJHAKO, OBLIO
oOHapy:xkeHo, 9To He Bce 3 6 CDR sBISIOTCS He3aMEHUMBIMHU WJIM HEM3MEHsieMbIMU. TouHee
CKa3aTh, MOKHO 3aMEHUTh WJIM U3MEHHUTb WIH MOIU(UIMPOBATh ONHY Wi Heckonbko CDR B
antu-CD3sncunon antutene WBP3311 2.166.48, WBP3311 2.306.4, WBP3311 2.383.47,
WBP3311 2.400.5, WBP3311 24825,  WBP331 248833, WBP3311 26158 wmu
WBP3311 2.8448, mpu 3TOM IO CYLIECTBY COXpaHUTh crnenuduieckyro adduHHOCTD
cBs3biBaHus ¢ CD3smcunoH.

[000130] B HexkoTOpbIX BapuaHTax OcCyliecTBieHUs aHTU-CD33ICUiIOH aHTUTENa U UX
AHTUTeH-CBS3BIBAIOINME (ParMeHThl, NPEACTABICHHbIE B HACTOALIEH 3asiBKE, BKIIIOYAIOT
nocnenosarenbHocTh CDR3  mspkenolt nemm  omHoro w3 aHTu-CD3sncunon  a”turen
WBP3311_2.166.48, WBP3311_2.306.4, WBP3311_2.383.47, WBP3311_2.400.5,
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WBP3311 2.482.5, WBP331 2.488.33, WBP3311 2.615.8 u WBP3311 2.844.8. B HekOTOpBIX
BapHaHTax ocyulecTBieHus aHTU-CD3sncunoH aHTUTENa UM UX AHTUIEH-CBSA3BIBAIOLINE
(dbparMeHTbl, MpenCTaBICHHbIE B HACTOALIEH 3asBKe, BKIIOYAIOT mocienoBatenbHocTh CDR3
TSDKEJION 1ernu, BeiOpaHHyro u3 rpymmbl, cocrosimei n3 SEQ ID NO: 5, 11, 17, 23, 29, 35, 41 u
47. CDR3 obnactu TsDKENOW LIeNH PacIiONIOKEHbI B LIEHTPE aHTHICH-CBS3BIBAIOIIErO CaiTa, U
NO3TOMY CYMTAETCs, YTO OHU HambOojiee KOHTAKTHPYIOT C AHTHICHOM H 00eCHeYyrBaroT
HanOOJIBIIYIO CBOOOAHYIO SHEPTHIO I CPOACTBA AHTUTENA K aHTUTeHY. Takke CUUTAeTCsl, YTO
CDR3 Tsxenmoit 1enu siBisieTcst 0e3ycJIOBHO camoil  pasHooOpasnoit CDR — aHTHreH-
CBSI3BIBAIOIIETO CaHTa C TOUKH 3PEHMs JJIMHBI, aMUHOKHMCJIOTHOTO COCTaBa M KOH(opMauuu
MOCPENCTBOM MEXaHU3MOB MHOKeCTBeHHOU nuBepcudukanuu (Tonegawa S. Nature. 302: 575-
81). PasnoobOpasue CDR3 Tspkenol nenu sBiseTCst JOCTATOYHBIM ISl TOJMY4YEeHUsT OOJIBIIMHCTBA
cneunpuunocrern anturen (Xu JL, Davis MM. Immunity. 13:37-45), a Ttakxke >xemaemMoi
aHTUreH-cBs3bIBaroIeil ahpduanoctu (Schier R, u T.1. J Mol Biol. 263:551-67).

[000131] B HexkoTOpbIX BapuUaHTax OCYLIECTBJICHUsS aHTUTENa U WX aHTHUIEeH-
CBSI3bIBAIOINME (DparMeHThI, MPEICTABJICHHbIE B HACTOSINEH 3asBKE, BKJIIOYAIOT IMOIXOMSIIUE
NOCJIEIOBATENIbHOCTU KapKacHbIX obmacrteii (FR), mpu ycinoBuH, 4TO aHTHUTENAa M UX AHTUTCH-
cBsi3pIBarOIMEe  (parMeHTHl  MOryT  cneuududeckn  cBs3bBaTbes ¢ CD3smcuiion.
IMocnenosarensHocTu CDR, npencrasnenubie B Tabnuie 1, moiy4eHbl U3 MBIIIMHBIX aHTUTEI,
HO MX MOXXHO IPUBUTH Ha JHOOBIE oAXosALMe rnocienosarenbHoctd FR moboro nogxoasiero
BUJA, TAaKOrO KakK MbIlb, YEJOBEK, KpbICA, KPOJMK, CPEAM IPOYUX, C HCIOJb30BAHHEM
HOJXOMALINX CHOCOOOB, U3BECTHBIX B AAHHOHM OOJIACTM TEXHUKHU, TAKUX KaK PEKOMOWHAHTHBIE
METOIBI.

[000132] B HEKOTOpBIX BapuUaHTaxX OCYLIECTBICHMs AaHTUTENa M WX AHTHUIEH-
CBSI3BIBAIOINME  (PpPAarMEHTHI,  NPENCTABICHHbIE B  HACTOSAINEH  3asBKe,  SIBISIFOTCS
I'YMaHU3UPOBAHHBIMH. | YMaHU3MPOBAHHOE AHTHUTENO WJIM AHTUIEH-CBSA3BIBAIOLIMN (parMeHT
JKeJIaTebHbI MTPU X IMOHIKEHHONH MMMYHOT€HHOCTH Y uejoBeka. [ yMaHU3UPOBAHHOE aHTUTEJIO
SIBJIIETCSI XUMEPHBIM B CBOMX BapuabenbHbIX O0JACTSAX, TOCKOJbKY He-4eJOBEYECKHe
nocnenosaTenbHOCTH CDR  MpuBUTEI K 4e€NIOBEYECKUM MJIM MO CYIIECTBY YEJIOBEUECKUM
nocienoBatebHOCTIM FR. ['yMaHU3aLMi0 aHTUTENA MM aHTUTEH-CBSI3BIBAKOLIETO (yparMeHTa
[0 CyLIeCTBY MOXKHO OCYLIECTBUTh IyTeM 3ameHbl reHoB CDR  He-uenoBedeckoro
NPOMCXOXKICHUS (TAaKUX KaK MbIIIMHBbIE) cooTBeTcTBYromMMH reHamu CDR uenoBeka B rene
YeJI0OBEYECKOro MMMYHOTJIOOyrHa (cM., Harpumep, Jones et al. (1986) Nature 321: 522-525;
Riechmann et al. (1988) Nature 332: 323-327; Verhoeyen et al. (1988) Science 239: 1534-1536).

[000133] Jlnst HOCTHKEHUsT 3TOW eI MOKHO BBIOpaTh MOAXOASINUE BapuadeNbHbIE
JIOMEHBI TSDKEJIOW LENU U JIETKOH LENH YeOBEKa C HMCIIOIb30BAHHEM CIIOCOOOB, M3BECTHBIX B
naHHON oOjactu. B  WUIOCTPaTUBHOM TNpUMEpPEe MOXKET OBITh HCHOJB30BAH MOAXON
“HaWJIy4IIero  COOTBETCTBUS ,  TJ€  IOCJIENOBATENbHOCTb  BapHaOENbHOTO  JIOMEHa
HEUeJIOBEUECKOro aHTUTeNa (Hampumep, TIpbI3yHA) MOABEpPrarT cKkpuHuHry uimn BLAST-
aHaIU3y MPOTHB 0a3bl JAHHBIX U3BECTHBIX YEJOBEUECKUX IOCIEN0BATEIbHOCTEH BapHaOeIbHOTO

AOMCHA, a YCJIOBCUCCKYIHO IIOCICAOBATCIbHOCTD, HanboJjiee 6J'II/13KYIO K HeYeJIOBEeUeCKOH
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MCKOMOH TOCIIENOBATENbHOCTH, UACHTH(GHULUPYIOT U HCHOJB3YIOT KaK YeJIOBEYECKHH Kapkac
11 IPUBUBKH HeuesoBeueckux rnocnepoBarenpHocTeit CDR (cm., Hanpumep, Sims et al. (1993)
J. Immunol. 151:2296; Chothia et al. (1987) J. Mot. Biol. 196:901). AnsTepHaTuBHO, Kapkac,
MPOUCXOASIIUNA U3 KOHCEHCYCHOM MOCJIEeN0BAaTENbHOCTH BCEX YEIOBEYECKUX AHTUTEN, MOKHO
UCTIONB30BaTh Ul puBUBKH HeuesnoBedueckux CDR (cm., nanpumep, Carter et al. (1992) Proc.
Natl. Acad. Sci. USA, 89: 4285; Presta et al. (1993) J. Immunol., 151: 2623).

[000134] B HeKOTOpBIX BapUaHTAaxX OCYILECTBJIEHUS T'YMAaHU3UPOBAHHbIE aHTUTENA WJIH
AHTHUTeH-CBSI3BIBAIOINUE (PPArMEHThI, MPEACTABJICHHbIE B HACTOSLICH 3asBKE, COCTOST W3 IO
CYLIECTBY BCEX YEJIOBEYECKUX IOCIENOBATENbHOCTEH, 38 UCKIIOUEHHEM IOCIIe10BaTEIbHOCTEH
CDR, koTopple He SIBISIOTCS 4YeJOBeUeCKUMH. B HekoTOphIX BapuaHTax ocyinecTsieHus FR
BapuabenbHbIX OOJacTell M KOHCTaHTHbIE OOJIACTH, €CIH MPHCYTCTBYIOT, MOJIHOCTHIO WIIH IO
CYLIECTBY COCTOSIT M3 IMOCJENOBATEJIbHOCTEH HMMYHOIJIOOyIMHA dYelloBeka. YenoBeueckue
nocienosareibHOCTH FR 1 uenoBedeckue mocienoBaTelbHOCTH KOHCTAHTHBIX 00yacTell MOTyT
MPOUCXOIUTh U3 Pa3HBIX FEHOB HIMMYHOTJIOOYJMHOB YeJIOBEKa, HAIPUMED, IOCIEN0BATEIbHOCTH
FR, mpoucxopsimue U3 OAHOTO YEJIOBEYECKOrO aHTHUTENA, a KOHCTaHTHas 00JacTh M3 APYroro
YeJI0BEYEeCKOro aHTuTeNna. B HeKOTOpbIX BapuaHTax OCYIIECTBJIEHUS T'yMaHH3UPOBAHHOE
AaHTUTEJIO WJIM AHTHICH-CBSA3BIBAIOIIMN (parMeHT BKJIOYAIOT uejoBedeckyro FRI1-4 u
yenoseveckyro JH u Jk.

[000135] B HekOTOpbIX BapuaHTax OCYIIECTBJIEHUS I'yMaHU3UPOBAaHHbIE aHTUTENA U UX
AHTUTeH-CBS3BIBAIOINNE (PPArMEHTHI, MPEACTABICHHbIE B HACTOALIEH 3asBKE, BKJIIOYAIOT OIHY
unu Heckonbko FR mocnenosarenvHoctelt WBP3311 2.166.48-z1 unu WBP3311 2.306.4-z1.
Tabmuua 2 Hmwke mnokaseiBaeT FR  nocnenosarensnoctn  WBP3311 2.166.48-z1  wnn
WBP3311_2.306.4-z1. HaruBHble MbllIMHBIE MOchenoBaTteabHOCTH FR Takke MOKa3aHbl B
Tabnuue 2. ITocnenoBaTenpHOCTH BapHaOebHBIX OOJNACTeN TSDKENbIX LEeTel M JITKUX Lemneit
TAK)Ke MPEICTABJICHbI HUXKE.

[000136] “WBP3311 2.166.48-z1” B KOHTEKCT€ HACTOSIIEH 3asiBKH OTHOCHUTCS K
IYMaHU3UPOBAHHOMY aHTuUTeny Ha ocHoBe WBP3311 2.166.48, koropoe BKJIOYAET
BapuabenpHyro obnacth Tsokenon uenu SEQ ID NO: 113 u BapmabenbHyr 0o0JacTh Karma-
aerxoit e SEQ ID NO: 115. WBP3311 2.166.48-z1 umeer conocraBumyro apPpuHHOCTb K
AQHTUTEHY 10 CPABHEHUIO C €ro UCXOAHbIM anTuTennoM WBP3311 2.166.48.

[000137] “WBP3311 2.306.4-z1” B KOHTEKCT€ HACTOSIIEH 3asABKA OTHOCHUTCS K
rYMaHU3UPOBAHHOMY aHTuUTeny Ha ocHoBe WBP3311 23064, koropoe BKIIOYaeT
BapuabenpHyro obnacth Tspkenod uenw SEQ ID NO: 117 m BapmabenpHyr o0nacTh Karrma-
aerxkoit nenn SEQ ID NO: 119. WBP3311 2.306.4-z1 umeer comocraBuMyro adh@UHHOCTD K
AHTUIEHY IO CPABHEHUIO C €r0 UCXOAHBIM anTuTesoM WBP3311 2.306.4.

[000138]

Tabnnua 2
FR1 FR2 FR3 FR4

WBP3311_2.1 | SEQID NO:49 | SEQ ID NO: 51 SEQ ID NO: 53 SEQ ID NO:




66.48-VH
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QVQLQQSGPE KATLTADTSSST
WVKQRPGQGLE WGQGTTLT
LVKPGASVKI AYMQLSSLTSED
WIG VSS
ACKAS SAVYFCAI
SEQ ID NO:
SEQID NO: 57 | SEQIDNO:59 | SEQ ID NO: 61 o
WBP3311_2.1
QVQLVQSGA RVTITADKSTST
66.48-z1-VH WVRQAPGQGL WGQGTLVT
EVKKPGSSVK AYMELSSLRSE
EWMG VSS
VSCKAS DTAVYYCAI
SEQ ID NO:
SEQID NO: 50 | SEQIDNO:52 | SEQ ID NO: 54 .
WBP3311_2.1
DIVMSQSPSS GVPDRFTGSGS
66.48-VK WYQQKPGQSPK FGGGTKLEI
LAVSAGEKVT GTDFTLTINSVQ
LLIY K
MSC AEDLAVYYC
SEQ ID NO:
SEQID NO: 58 | SEQIDNO:60 | SEQ ID NO: 62 o
WBP3311 2.1
DIVMTQSPDS GVPDRFSGSGS
66.48-21-VK WYQQKPGQPPK FGGGTKVEI
LAVSLGERAT GTDFTLTISSLQ
LLIY K
INC AEDVAVYYC
SEQIDNO: 69 | SEQ ID NO:
SEQ ID NO: 65 | SEQ ID NO: 67 o
WBP3311 2.3
QVQLQQSGPE RATVTADLSSST
06.4-VH WMKQRPGQGL WGQGTTLT
LVKPGASVRL AYMQLSSLTSED
EWIG VSS
SCKAS SAVYFCAR
SEQIDNO:77 | SEQ ID NO:
SEQ ID NO: 73 | SEQ ID NO: 75 o
WBP3311_2.3
QVQLVQSGA RVTITADKSTST
06.4-z1-VH WVRQAPGQGL WGQGTLVT
EVKKPGSSVK AYMELSSLRSE
EWMG VSS
VSCKAS DTAVYYCAR
SEQIDNO:70 | SEQ ID NO:
SEQ ID NO: 66 | SEQ ID NO: 68 D
WBP3311_2.3
DIVMSQSPSSL GVPDRFTGSGS
06.4-VK WYQQKPGQSPK FGGGTKLEI
TVSAGEKVT GTAFTLTISGVQ
LLIY K
MSC AEDLAVYFC
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SEQ ID NO: 78 SEQ ID NO:

SEQ ID NO: 74 | SEQ ID NO: 76 %0

WBP3311 2.3
DIVMTQSPDS GVPDRFSGSGS
06.4-z1-VK WYQQKPGQPPK FGGGTKVEI
LAVSLGERAT GTDFTLTISSLQ
LLIY K
INC AEDVAVYYC

[000139] WBP3311_2.166.48-z1-VH

AmuHokuCI0THAs ocaenosarenbHocTh (SEQ ID NO: 113):

QVQLVQSGAEVKKPGSSVKVSCKASGYSFTTYYIHW VRQAPGQGLEWMGWIFP
GNDNIKYSEKFKGRVTITADKSTSTAYMELSSLRSEDTAVYYCAIDSVSIYYFDYWGQG
TLVTVSS

IMocnenoBarenbHOCTD HYKJIEMHOBOH KUCTOTHI (SEQ ID NO: 114):

CAGGTGCAACTCGTGCAGTCTGGAGCTGAAGTGAAGAAGCCTGGGTCTTCAG
TCAAGGTCAGTTGCAAGGCCAGTGGGTATTCCTTCACTACCTACTACATCCACTGGG
TGCGGCAGGCACCAGGACAGGGGCTTGAGTGGATGGGCTGGATCTTTCCCGGCAAC
GATAATATTAAGTACAGCGAGAAGTTCAAAGGGAGGGTCACCATTACCGCCGACAA
ATCCACTTCCACAGCCTACATGGAGTTGAGCAGCCTGAGATCCGAGGATACAGCCG
TGTACTACTGTGCCATTGACAGCGTGTCCATCTACTACTTTGACTACTGGGGCCAGG
GCACACTGGTCACAGTGAGCAGC

[000140] WBP3311_2.166.48-z1-VK

AmuHokucioTHas nocaenosarenbHocTs (SEQ ID NO: 115):
DIVMTQSPDSLAVSLGERATINCKSSOQSLLNSRTRKNYLAWYQQKPGQPPKLLIY

WASTRKSGVPDRFSGSGSGTDFTLTISSLQAEDVAVY YCTOSFILRTFGGGTKVEIK

ITocnenoBarenbHOCT HyKIIenHOBOH kucaoTs! (SEQ ID NO: 116):

GACATCGTCATGACCCAGTCCCCAGACTCTTTGGCAGTGTCTCTCGGGGAAA
GAGCTACCATCAACTGCAAGAGCAGCCAGTCCCTTCTGAACAGCAGGACCAGGAAG
AATTACCTCGCCTGGTACCAACAGAAGCCCGGACAGCCTCCTAAGCTCCTGATCTAC
TGGGCCTCAACCCGGAAGAGTGGAGTGCCCGATCGCTTTAGCGGGAGCGGCTCCGG
GACAGATTTCACACTGACAATTTCCTCCCTGCAGGCCGAGGACGTCGCCGTGTATTA
CTGTACTCAGAGCTTCATTCTGCGGACATTTGGCGGCGGGACTAAAGTGGAGATTAA
G

[000141] WBP3311_2.306.4-z1-VH

AMuHOKUCIOTHAs mocienoatenbHOCTh (SEQ ID NO: 117):

QVQLVQSGAEVKKPGSSVKVSCKASGFAFTDYYIHW VRQAPGQGLEWMGWIS
PGNVNTKYNENFKGRVTITADKSTSTAYMELSSLRSEDTAVYYCARDGYSLYYFDYWG
QGTLVTVSS

ITocnenoBarenbHOCTh HYKJIEUHOBOH KHCI0ThI (SEQ ID NO: 118):

CAGGTGCAGCTTGTGCAGTCTGGGGCAGAAGTGAAGAAGCCTGGGTCTAGTG
TCAAGGTGTCATGCAAGGCTAGCGGGTTCGCCTTTACTGACTACTACATCCACTGGG
TGCGGCAGGCTCCCGGACAAGGGTTGGAGTGGATGGGATGGATCTCCCCAGGCAAT
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GTCAACACAAAGTACAACGAGAACTTCAAAGGCCGCGTCACCATTACCGCCGACAA
GAGCACCTCCACAGCCTACATGGAGCTGTCCAGCCTCAGAAGCGAGGACACTGCCG
TCTACTACTGTGCCAGGGATGGGTACTCCCTGTATTACTTTGATTACTGGGGCCAGG
GCACACTGGTGACAGTGAGCTCC

[000142] WBP3311_2.306.4-z1-VK

AmmnHokucaoTHas nocnenosatenbHocTh (SEQ ID NO: 119):

DIVMTQSPDSLAVSLGERATINCKSSQSLLNSRTRKNYLAWYQQKPGQPPKLLIY
WASTROSGVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCTQSHTLRTFGGGTKVEIK

ITocnenoBarenbHOCTh HYKJIeUHOBOH KHCI0ThI (SEQ ID NO: 120):

GATATCGTGATGACCCAGAGCCCAGACTCCCTTGCTGTCTCCCTCGGCGAAA
GAGCAACCATCAACTGCAAGAGCTCCCAAAGCCTGCTGAACTCCAGGACCAGGAAG
AATTACCTGGCCTGGTATCAGCAGAAGCCCGGCCAGCCTCCTAAGCTGCTCATCTAC
TGGGCCTCCACCCGGCAGTCTGGGGTGCCCGATCGGTTTAGTGGATCTGGGAGCGG
GACAGACTTCACATTGACAATTAGCTCACTGCAGGCCGAGGACGTGGCCGTCTACTA
CTGTACTCAGAGCCACACTCTCCGCACATTCGGCGGAGGGACTAAAGTGGAGATTA
AG

[000143] [lBa wuIOCTPaTHBHBIX TIyMaHU3UpPOBaHHBIX aHTU-CD3smncunon asTuTena
WBP3311_2.166.48-z1 wumu WBP3311 2.3064-z1 ob0a coxpaHsuim crenuuyuecKyro
apdunHOCTH CcBsi3bIBaHusA ¢ CD3-3kcnpeccupyromeit knerkoit (Hanpumep CD4 T-knerkoii), u B
5TOM AacCMeKTe SBJSIOTCS II0 MEHbIIEH Mepe COMOCTABUMBIMU C HCXOAHBIMH MBIIINHBIMU
AHTUTENIAMHU WJIM AaKe Jydlle. DTH Ba WJUTIOCTPATUBHBIX I'YMAHU3MPOBAHHBIX aHTHTENAa 00a
coxpaHsiii ux (yHKIuoHanpHOEe B3aumopmeiictBue ¢ CD3-skcnpeccupyromel  KJIETKOH,
3aKJIF0YAKoIeecss B TOM, 4TO 00a MOIJIM aKTMBHUPOBATh ueloBeueckne T-KIeTKH U 3amyCcKaTh
BeICBOOOXKIeHne IMTOKMHOB TNFanbeda n IFNramma.

[000144] B wHekoTopbIX BapuaHTax ocymectBieHusi FR obnactu yenoBeueckoro
MIPOUCXOXKIEHNUSI MOTYT BKJIKOYAaTh TaKyl K€ aMHHOKHUCIOTHYIO IOCJIENOBATEIbHOCTb, KaK Y
UMMYHOIJIOOyJIMHA YeJIOBEKa, W3 KOTOPOTrO OHHU MPOUCXOIAT. B HEKOTOpBIX BapHaHTaxX
OCYLIECTBJIEHUS] OJJUH WJIM HECKOJIbKO aMHUHOKHUCJIOTHBIX OCTATKOB 4enoBeueckoil FR 3ameHeHsl
COOTBETCTBYIOIIMMHU OCTaTKaMH U3 MCXOJHOTO HEUEJOBEUECKOrO AaHTUTena. B HEeKoTOpbIX
BApPUAHTAX OCYIIECTBJICHUS BO3MOXKHO OyAeT JKeJaTejlbHO IOJYYUTh T'YMAaHH3HPOBAHHOE
AHTHUTEJIO WU €ro (PparMeHT, KOTOPble OYEHb OJIM3KH K CTPYKTYPE UCXOIHOTO HEYEJIOBEYECKOTrO
aHTuTena. B HEKOTOpbIX BapuUaHTax OCYLIECTBJIEHHS TI'yMaHU3UPOBAHHOE AaHTUTENO WM
AHTHUTeH-CBSI3BIBAIOIIUI (PparMeHT, MPEACTaBJICHHBIH B HACTOALIECH 3asBKe, BKIIOYAET He Oojee
yem 10, 9,8, 7,6, 5, 4, 3, 2 nnu 1 3aMeH aMHHOKHUCJIOTHBIX OCTaTKOB B KaKAOH M3 YEJIOBEYSCKUX
nocnenoBateiabHocTeli FR wnu He Oonee uwem 10, 9, 8, 7, 6, 5, 4, 3, 2 unu 1 3ameH
AMHHOKHCJIOTHBIX OCTaTKOB BO Bcex FR BapmadOenpbHOro moMeHa TsKeNoH Win Jierkod neru. B
HEKOTOPBIX BapMaHTaX OCYLIECTBJIEHUS TAKO€ W3MEHEHHE aMHHOKHCIOTHBIX OCTaTKOB MOJKET
npuUcyTCTBOBaTh TONbKO B FR obnmactsx Tspkenoit ueny, Tonpko B FR obnactsax nerkoit nenu wim
B 00€HX LIeTIsX.

[000145] B HexkOTOpBIX BapuUaHTax OCYLIECTBICHUA AaHTUTENa MU UX AHTUIEH-
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CBSI3bIBAIOIME  (PpPAarMEHThI,  IPEACTABJIEHHbIE B  HACTOSIIEH  3asBKe,  BKIIOYAIOT
NOCJIEIOBATEIbHOCTh  BApHAOENbHOTO JOMEHA TSDKEJNOM Ieny, BbIOPAaHHYI0 U3 TPYIIIbL,
cocrosimeii n3 SEQ ID NO: 81, SEQ ID NO: 85, SEQ ID NO: 89, SEQ ID NO: 93, SEQ ID NO:
97, SEQ ID NO: 101, SEQ ID NO: 105, SEQ ID NO: 109, SEQ ID NO: 113, SEQ ID NO: 117.
B HEKOTOpBIX BapMaHTax OCYIIECTBJICHUS aHTUTENAa U MX AHTHI€H-CBA3bIBAIOIINE (DparMeHThI,
IPEe/ICTaBJICHHBIEC B HACTOSINEH 3asiBKe, BKIIOYAIOT MOCIEAOBATEIbHOCTD BApHaOeIbHOrO IOMEHa
JIeTKOM Lerny, BeIOpanHyr0 U3 rpymnmsl, coctosei n3 SEQ ID NO: 83, SEQ ID NO: 87, SEQ ID
NO: 91, SEQ ID NO: 95, SEQ ID NO: 99, SEQ ID NO: 103, SEQ ID NO: 107, SEQ ID NO:
111, SEQ ID NO: 115, SEQ ID NO: 119.

[000146] B HekoTOpbIX BapuaHTax OcCyllecTBieHHs aHTU-CD3sICuiIoH aHTUTENa U UX
AHTUTeH-CBS3BIBAIOINUE (DPArMEHTBI, MPENCTABICHHBIE B HACTOSIIEH 3asBKE, BKJIOYAIOT BEChH
WM 9aCTh BapuaOeIbHOTO TOMEHA TSDKENION LIeMH W/ UM BECh MJTH YacTh BapHaOEeIbHOTO JOMEHA
nerkoit nenu. B onHOM BapuanTte ocymecTBieHus: aHTU-CD331cunon anTurena u ux aHTUTEH-
CBSI3bIBAIOINME (DparMeHThl, TPEACTaBICHHbIE B HACTOSINEH 3asBKE, MPEICTABISIET COOOMH
OHOJOMEHHOE AaHTUTENI0, KOTOPOE COCTOMT W3 BCEro MWJIM YacTH BapHaOeNbHOTO IOMEHa
TSKEJION LNy, NPEeJCTaBIEHHOIO B HacTosIlel 3asBke. B cyliecTByroleM ypOBHE TEXHUKHU
MOJKHO HaiiTh Ooyiee moapoOHYHO HWH(POPMAIMID O TAaKOM OJHOIOMEHHOM aHTuTene (CM.,
Hanpumep, nateHT CIIIA Ne 6248516).

[000147] B HekoTOpbIX BapuaHTax OcCyllecTBIeHUs aHTU-CD33ICuiIoH aHTUTENna U UX
(parMeHThl, MpeICTaBICHHbIE B HACTOSIIEH 3asBKE, TAK)KE BKJIIOYAIOT KOHCTAHTHYIO OOJaCTh
UMMyHOTrJIOOyJIMHa. B HEKOTOpBIX BapHaHTax OCYLIECTBJIEHHUsS KOHCTAaHTHas oOONacThb
UMMYHOIJIOOyJIMHA BKJIIOYA€T KOHCTAHTHYK OOJIaCTh TSDKENOW Lend W/WIM JIETKOM LemH.
KoncranTHas obnactb Tsokenoi uenu Bkitodaer CHI1, mapaupnyto w/unu CH2-CH3 obnactu. B
HEKOTOPBIX BApUAHTAX OCYIIECTBICHHMS KOHCTaHTHAs OONaCTh TsKENOH uenmu Bkirodaer Fc
obnactb. B HEKOTOpPHIX BapHaHTaX OCYINECTBJEHUS KOHCTAHTHas OOJNACTb JIETKOH Ienu
BKurouaeT Cx.

[000148] B HekoTOpbIX BapuaHTax ocyliecTBieHUs aHTU-CD35ICHIOH aHTUTENa U UX
AHTHUTeH-CBS3bIBAIOINME (PPArMEHTbl UMEIOT KOHCTaHTHYIO obsacth m3oruna IgGl wmm IgG2a,
KOTOpasi UMeeT TMOHIKEHHYI0 WiH o0enHeHHy 3ddexTopHyro pyHkumo, Takyro kak ADCC
i CDC, KOTOpyr0 MOXHO OIpeNeIuTbh C UCIOIb30BAHUEM PA3JIMUHBIX AHAJIM30B, TAKUX KakK
aHanu3 cBs3biBaHus ¢ Fc peuentopom, Clq aHanus cBs3pIBaHUS U aHAJIN3 KJIETOYHOTO JI3HCA.

[000149] AdduHHOCTD CBSI3BIBAHUS aHTUTEJIA W AHTHIEH-CBSI3bIBAIOLIETO (DparMeHTa,
ONHCAHHBIX B HACTOSINEH 3asiBKe, MOXeT ObITh mnpencraBieHa Kp 3HaueHHeM, KOTOpoOe
MpeaCTaBisieT cOOOW OTHOIIEHHWE CKOPOCTH IUCCOLMAIU K CKOpocTH accouuaruu (Kog/ko),
KOIZla CBS3bIBAHHWE MEXJIy AaHTHUI€HOM M AaHTUIeH-CBS3bIBAIOLIEH MOJEKYJIOW OCTUraeT
paBHOBeCHs. AHTUTEH-CBs3bIBarOINY0 apduHHOCTL (Hampumep, Kp) MOXKHO COOTBETCTBEHHO
OTIPENENNUTD C UCTIONBb30BAHUEM MOAXOSAIINX METOIOB, U3BECTHBIX B JAHHON O0JACTH TEXHUKH,
BKJIFOUAsl, HAIPUMEP, METOA IPOTOYHOM LIMTOMETPUHU. B HEKOTOPBIX BapUaHTax OCYLIECTBJICHUS
CBSI3bIBAHUE AHTUTEJA C AHTUIE€HOM IIPH Pa3HbIX KOHLEHTPALMSIX MOKHO ONPENEIUTb METOOM

MPOTOYHOW ILUTOMETPHH, OIPENeNICHHYI0 CPEIHIO WHTEHCHUBHOCTh (uyopecueHmnn (MFI)
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MOKHO CHauaja HaHeCTH Ha rpaduk NpPOTHUB KOHIEHTpauu aHturtena, Kp 3Ha4deHHE 3arem
MOXKHO pacCuuTaTh IyT€M TNOATOHKH 3aBHCUMOCTHM HHTEHCHUBHOCTH  (DIIyOpeCLIeHIUH
cneunguyeckoro ces3piBaHus (Y) v KoHUeHTpauuu aHturen (X) B OJHOLIEHTPOBOE YpaBHEHUE
HAaCBIEHHOCTH: Y=B,,*X/(Kpt+X) ¢ ucnons3oBanuem Prism version 5 (GraphPad Software,
San Diego, CA), rne B OTHOCHTCS K MaKCUMAaJbHOMY CHEHH(PHUUECKOMY CBSI3bIBAHUIO
HCIBITBIBAEMOTO aHTUTEINA C AHTUTEHOM.

[000150] B HexoTophIX BapuaHTax ocyliecTBieHUs aHTU-CD33mcuiioH aHTurena u ux
AHTUIeH-CBS3BIBAIOINNE (pArMEHThl, NPEACTABJICHHbIE B HACTOSINEH 3asBKe, CIIOCOOHBI
cneundpuyeckn cBsi3bBaTbCs ¢ CD3smcunoH dYenoBeka, SKCIPECCUPYEMbIM Ha  KJIETOYHOH
NOBEPXHOCTH, Wi pekoMOuHaHTHBIM CD3sncmnon uenoBeka. CD33MCHIIOH mpencTaBiisieT
co0oii perienTop, SKCIpeccupyeMbiii Ha kieTke. PekomOuHanTHBIH CD33MCHIIOH MpencTaBJsieT
coboti pactBopuMblii CD33TCHIIOH, KOTOPBIH PEKOMOMHAHTHO 3KCIPECCUPYETCS U HE CBSI3aH C
KJIeTOuHOH MeMOpaHoi. PexkomOuHaHTHBIE CD33MCHIIOH MOKHO TOJYYHUTh  Pa3HBIMU
pPEeKOMOMHAHTHBIMH MeTomaMu. B ogHOoM mpumepe mnocienosarenbHocTs JJHK CD3smncuion,
KOOUPYIOIYK BHeKJeTouHbld qomeH CD3sncunon denoseka (NP_000724,1) (Metl-Aspl26),
MOXKHO CJMTb C TMOJUTUCTUAMHOBONH MeTkol Ha C-KOHLle B BEKTOpE OKCIPECCHH, C
nocnenyromeii Tpancheknueit u skcnpeccueir B 293E kimerkax u ouuctkoit Ni-adduHHON
xpomaTorpaduei.

[000151] B HexkoTOpbIX BapuaHTax OcCyliecTBIeHUs aHTU-CD33ICuiIOH aHTUTENa U UX
AHTUT€H-CBS3BIBAIOINME (pAarMeHThl, NPEACTaBJICHHbIE B HACTOSIIEH 3asiBKe, CIIOCOOHBI
cneunguyeckn cBsa3biBaThCsl ¢ CD33MCHUIOH 4YenoBeKa, HKCIPECCHPYEMbIM HA IOBEPXHOCTHU
K71eToK, ¢ addunHocThIO cBs3bIBaHms (Kp) He Gonee uem 5x10°M, ne Gomee uem 4x10°M, He
Gosee uem 3x10°M, He Gonee yem 2x10°M, He Gonee 4em 10'9M, e Gonee uem 5%107'°M, He
Gonee uem 4x1071°M, ne Gosnee uem 3x107°M, e Gonee uem 2x107'°M, ne Gonee uem 10'°M, ue
Gonee yem 510" M um ne Gonee uem 4x10™" M, He Gosnee uem 3x10™" M unu He Gonee yem
2x10™!! M, unu He Ooiee yeM 10! M, Kak U3MEpPEHO METOAOM MPOTOYHON HUTOMETPHH.

[000152] B HexkoTOpbIX BapuaHTax OCyLIecTBieHUs aHTU-CD3sICHIIOH aHTUTENa U UX
AHTUTeH-CBS3BIBAIOINNE (DpAarMeHThI, TPENCTABICHHBIE B HACTOALICH 3asiBKE, MEPEKPECTHO
pearupyror ¢ CD3sncuioH siBaHCKOro makaka, Hampumep CD35mCHIIOH SIBAHCKOTO Makaka,
SKCIIPECCUPYEMbIM Ha KJIETOYHOH TIOBEPXHOCTH, WJHM PACTBOPHUMBIM PEKOMOMHAHTHBIM
CD353ncunnoH siBAHCKOTO MaKaka.

[000153] CeszpiBanue anturen ¢ pekomOuHaHTHBIM CD3smncunon wimm CD33mcuiioH,
SKCIIPECCUPYEMbIM Ha TIOBEPXHOCTHU KJIETOK, TAKXKE€ MOXKET OBITh MPENCTABIEHO KaK 3HAYCHHE
“nmonmymakcumanbHOH  >¢dextuBHor  koHHentpauuun”  (ECsp), koTopoe oTHocHTCS K
KOHIEHTPAIlUN aHTUTeNa, korna Hadmomaercs 50% ero makcumanbHOro 3ddexra (Hampumep,
CBSI3bIBaHUS WJIM uHruOmposaHuss U T.A.). ECsy) 3HaueHHe MOXHO H3MEPHTh CIOCOOaMu,
W3BECTHBIMH B JAaHHOW OONACTH TEXHUKH, HalpHMep, C HCIIOJIb30BAaHHEM COHIABUY-AHAIIN3A,
takoro kak ELISA, BecTepH-ONOTTHMHIA, NPOTOYHOH IUTOMETPUM M JPYTUX aHAIU30B
CBSI3bIBaHMSA. B HEKOTOPBIX BapuUaHTaX OCYLIECTBIEHHWs aHTUTENAa W UX (PparMeHTshl,

NpeaACTaBJICHHBIE B HaCTOﬂH_Ieﬁ 3a5BKE, cneumbnqecm/l CBA3BIBAOTCA C peKOM6I/IHaHTHbIM
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CD3sncunon genoseka mpu ECsy (T.e. KoHHeHTparusi, Bbi3biBaromas 50% CBsA3bIBAaHHE) He
oonee yem 0,01 HM, He Oonee yem 0,02 HM, He Oonee yem 0,03 HM, He Oonee yem 0,04 HM, He
oonee yem 0,05 HM, He Oonee yem 0,06 HM, He Oomnee yem 0,07 HM mnu He Oogee yem 0,08 HM,
kak omnpeneneHo MeronoM ELISA. B HeKOTOpbIX BapuaHTax OCYLIECTBJICHUs AHTUTENA U UX
(dparMeHTbl, TpPENCTAaBIEHHbIE B HACTOsIMEH 3asiBKe, CHeUU(UUECKH CBSA3BIBAIOTCS C
yenoBeueckuii CD33ncuiion, skcnpeccupyeMbIM Ha MOBEpXHOCTH KieTok, npu ECsy He Oonee
yem 0,5 HM, He Oonee uem 0,6 HM, He Gonee ueM 0,7 HM, He Oosiee ueM 0,8 HM, He Oojee uem
0,9 HM, He Gonee uem 1 HM, He Oosee yeM 2 HM, He Oosiee uem 3 HM, He Oosee yem 4 HM, He
Oonee yeM 5 HM, He Oojiee yueM 6 HM, He Oosiee ueM 7 HM, He Oojiee uem 8 HM, He Oojiee yem 9
HM wu He Oosiee yeM 10 HM, Kak OnpenesieH0 METOIOM MPOTOYHON IUTOMETPHH.

[000154] B HexkoTOpbIX BapuUaHTax OCYLIECTBJICHHUsS aHTUTENa U WX aHTHUIEeH-
cBsI3bIBAarOINUE (parMeHThl CB3bIBAIOTCS ¢ CD33mcuiioH SBaHCKOrO Makaka C TaKOH ke
apdunHOCTBIO CBsi3bIBaHUs, Kak ¢ CD3sncunon uwenoBeka. Hampumep, cBsi3biBaHuE
wunocTpatuBHelx  anturen WBP3311 2.166.48, WBP3311 2.306.4, WBP3311 2.383.47,
WBP3311_2.400.5, WBP3311_2.482.5, WBP3311_2.488.33, WBP3311_2.615.8,
WBP3311 2.844.8 ¢ CD33ncuiion siBAHCKOTO MakKaka MPOUCXOAHUT ¢ TakoH ke ad()MHHOCTHIO
WM NIpH TakoM ke 3HaueHuu ECsg, kak u ¢ CD33ncunoH yenosexa.

[000155] B HeKkOTOpbIX BapHaHTax OCYLIECTBJIEHHS AaHTUTENAa U WX (pParMeHTsl,
NPEACTABICHHbIE B HACTOSIIEH 3asBKe, CIEU(PUUECKH CBA3BIBAIOTCA C PEKOMOWHAHTHBIM
CD3sncunon sisanckoro makaka ¢ ECsg He Oonee yem 0,001 HM, He Gonee uem 0,005 HM, He
oonee uem 0,01 HM, He Gonee uem 0,02 HM, He Oonee yem 0,03 HM, He Oosee yem 0,04 HM nnu
He Oonee yem 0,05 HM, kxak onpeneneno meronoM ELISA.

[000156] B HekOTOpbIX BapHaHTax OCYLIECTBJIEHHs AaHTUTENAa U UX (parMeHTsl,
IPE/ICTaBJICHHbIE B HACTOsLIEH 3asBKe, UMEIT ahPUHHOCTH Crer(UUecKoro CBS3bIBAHHS C
CD3smcunoH 4esoBeka, KOTOpas OOCTaTOYHA JUIsi OOECTEYeHHs JHArHOCTHYECKOTO H/HIN
TEpPaANeBTUYECKOr0 NpUMEeHeHUs. Psii TepaneBTUUeCKuX CTpaTeruii MOAYJUPYIOT T-KJIeTOYHBIN
UMMYHHTET, HAlpaBJIEHHO BO3AEHCTBYsI Ha curHajbHbi nyTh TCR, ocobeHHO mpu momomu
MOHOKJIOHAJIBHBIX aHTUTEN NpOoTUB dYenoBedeckoro CD3, koTopble UMEIOT KJIMHUYECKOE
IpUMEHEHUE.

[000157] AHTuTena WM WX AHTHIEH-CBS3BIBAIONINE (DPArMEHTHI, MPEICTABJIICHHbIE B
HACTOSIIIEH 3asBKE, MOTYT MPENCTABJIATh COOOH MOHOKJIOHAJBHOE AHTHUTEJNO, TOJHKJIOHATBHOE
AHTHUTENIO, TYMAHU3MPOBAHHOE AHTUTENIO, XUMEPHOE AaHTUTENI0, PEKOMOWHAHTHOE AaHTUTEIO,
Oucrierpuyeckoe aHTUTENO, MEYEHOE AaHTHTENO, OWBAJEHTHOE AaHTUTENO WIM AaHTH-
UIMOTUITNYECKOE AHTHUTENO. PEeKOMOMHAHTHOE AaHTUTENIO MPEACTABISET COOOH aHTHUTEIO,
NOJIy4eHHOE 1N VItro C HCIMOJb30BAaHMEM PEKOMOWHAHTHBIX CIOCOOOB, a HE B OpraHU3Me
JKUBOTHBIX.

[000158] BapuaHTbl aHTHUTEN

[000159] Hacrositee n3obpeTeHne Tak:ke OXBaThIBACT PA3JIMYHBbIC BAPUAHTHI AHTUTEN U
UX aHTHI€H-CBSA3BIBAIOIINX (DparMeHTOB, NMPEACTABIEHHBIX B HAacTosIel 3asBke. B HekoTOpBIX

BapHuaHTax OCYLHCCTBJICHUS HACTOALICC 1/1306peTeH1/1e OXBATBIBACT PA3JIMYHBIC TUIIBI BApUAHTOB
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WIIIOCTPATUBHOTO aHTHTENAa IO HacrosimeMmy wu3oOperenmto, T1.e. WBP3311 2.166.48,
WBP3311_2.306.4, WBP3311_2.383.47, WBP3311_2.400.5, WBP3311_2.482.5,
WBP331_2.488.33, WBP3311_2.615.8 u WBP3311 2.844.38.

[000160] B HekOTOpPBIX BapUaHTaX OCYLIECTBJIEHUS BAPUAHTbl AHTUTEJ BKJOYAIOT OJHY
WIN HECKOJIbKO MOAM(DUKALMI WM 3aMeH B OAHON WJIM HECKOJBbKUX ITOCJIEAO0BATEIBbHOCTSIX
CDR, mnpencraBneHHbix B Tabmume 1, OmHOM WM HECKOJBKHX MOCHenoBaTelbHOCTSIX FR,
IpencTaBlIeHHbIX B Talnuie 2, mocinenoBaTenbHOCTSIX BapuabebHBIX oOnacTeil TsDKeoH Min
JIETKOM LIeNH, TPEACTABICHHBIX B HACTOSINEH 3asiBKE, W/WJIM KOHCTAHTHOH oOjactu (Hampumep,
Fc obnactu). Takue BapuaHThl COXpaHSOT adGUHHOCTD CHEU(PUUECKOTO CBSI3bIBAHUS HX
ucxoaHbix aHtuten ¢ CD35MCuioH, HO UMEIT OAHO WM HECKOJIbKO JKeJaeMbIX CBOMCTB,
npuoOpeTeHHBIX B pe3ysbTare Mogudukanuun(Moaudukanuii) wiu 3amMeHbi(3amen). Hampumep,
BAPUAHTBl AHTUTEJ MOTYT WMEThb VJyYIIEeHHYO ap@UHHOCTb CBSI3bIBAHUS AHTUICHA,
YIYYLIEHHBIH MATTePH  IJIMKO3WJIMPOBAHMSA, TMOHIKEHHBII PUCK  TJIMKO3WJIMPOBAHUS,
MOHIKEHHOE  JI€3aMUHUPOBAHHE,  MOHIKEHHYIO Wi OO0emHeHHYK  3((deKTOpHYIO
byskuo((QyHKIUN), yJaydileHHOe CBsi3biBaHWe ¢ FcRn penenTopoMm, MOBBIIEHHBIH
(apMaKOKMHETHYECKHI TePUO TMONYKU3HU, pH-4yBCTBUTENBPHOCTD W/WMJIM COBMECTHMOCTDH C
KOHBIOTanMen (HarpuMep, OMH WIH HECKOJIBKO BCTPOCHHBIX [IHCTEMHOBBIX OCTATKOB).

[000161] MoOXHO OCYLIECTBUTb CKPUHHUHI IOCIENI0BATENIbHOCTH HCXOAHOIO aHTUTENA
IUI UACHTU(PUKALNN TOIXOMSIINX I MPEANOYTUTENbHBIX OCTaTKOB, KOTOPbIE JOJUKHBI OBITH
MOAU(HUIMPOBAHBI WM 3aMEINEHBbl, C HCIOJb30BAHMEM CHOCOOOB, H3BECTHBIX B JAHHOH
o0xyacTu, Hampumep, “anaHUH-CKaHUPYIOIIUH MyTtareHe3” (cm., Hampumep, Cunningham and
Wells (1989) Science, 244:1081-1085). Bxparue, ueneBble OCTaTKU (HampuMep, 3apsuKEHHBIE
ocratky, Takue kak Arg, Asp, His, Lys u Glu) MoxxHO maeHTUPHUIMPOBATP U 3aMEHUTHb
HEUTpaJbHON WM OTPHULATENBHO 3apsKEHHONH aMHHOKUCIOTON (Hampumep, aJaHUHOM WM
NOJHMAJIAHMHOM) M TpPOAYLUPOBAaTH MOAU(PUIMPOBAHHBIE AaHTUTENAa M CKPUHUPOBATH HA
uHTepecyroliee cBoicTBO. Ecnm 3aMeHa B oOmpeneneHHOM aMUHOKHCIOTHOM IIOJOXEHUU
JIEMOHCTPHUPYET MHTepecyromee (yHKIHOHAIbHOE HM3MEHEHHE, TOrJa 3TO MOJOXKEHUE MOXKET
ObITh MASHTU(UIMPOBAHO KAaK MOTEHIMAJBHBIA OCTATOK JIJIsi MOAM(UKALWU WA 3aMEHBI.
IToreHnnanbHble OCTaTKM MOXKHO Jajie€ OLEHUTh IyTeM 3aMeHbl OCTaTKOM JpYyroro TUIa
(HarmpuMep, UCTENHOBBIM OCTATKOM, MOJIOXKHUTEIBHO 3apsSKEHHBIM OCTATKOM U T.1.)

[000162] BapuanT apdurHOCTH

[000163] Bapuant appuHHOCTH MOKET comepkaTh MOTUMDUKAIMH WA 3aMEHbI B OJTHOU
WIH HECKONbKHNX mocienoBarenbHocTssx CDR, mpencraBnenHbix B Tabmune 1, omHOl wim
HECKOJNbKUX rocnenoBarenbHOCTsIX FR, mpeacrasnenHeix B Tabnune 2, mocieqoBaTeNbHOCTSIX
BapuabeNbHBIX 00JACTel TSHKENOW WM JIETKOW LENH, MPENCTaBJIEHHBIX B HACTOSIIEH 3asBKe.
Ad¢uHHBIE BapHaHTHI COXPAHSIOT ap(OUHHOCTD CHEU(PHUECKOrO CBSI3bIBAHUS HMCXOJHOTO
aaturena ¢ CD3smcuioH wimm gake UMEOT yiy4ileHHYr ad@UHHOCTh crnenuduyeckoro
cBs3biBaHusA ¢ CD33MnCHIIOH MO CPaBHEHUIO C MUCXOAHBIM aHTUTENOM. B HEKOTOpBIX BapuaHTax
OCYILIECTBIIEHHsI 110 MEHbIelH Mepe omHa (WU Bce) M3 3aMeH B mocienosarenbHOCTAX CDR,

rnocienoBaTeibHOCTIX FR  uMiInm mociaemoBaTeIbHOCTSIX BapI/Ia6eJ'IbeIX obyacTeii BKJIHOYAET
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KOHCEPBAaTHUBHYIO 3aMEHY.
[000164] CheumanuctamM B JaHHOM OOJNACTH HOJUKHO OBITH TMOHSATHO, 4YTO B
nocaenosarenbHocTAX CDR m mocnenosarensHoctsax FR, mpencraBnenssix B TaOmuue 1 u
Tabnuue 2, ofMH MM HECKOJbKO aMHUHOKHCIOTHBIX OCTaTKOB MOIYT OBITH 3aMEHEHbI, HO
NOJIyYEeHHOE AHTHTEJIO MM AHTUIeH-CBS3bIBAIOIINN (parMEeHT NpH 3TOM OyAyT COXpPaHSThb
apdunHoCTh cCBs3bIBaHMA ¢ CD3smcuinoH wim gake MMETh YJIY4YLIEHHYK ad(UHHOCTH
CBsI3bIBAHMA. J[s JMOCTMDKEHHMSI 3TOH ILEMM MOTYT MCIOJNb30BATHCS PA3JIMYHBbIE CIIOCOOBI,
U3BECTHBIE B JaHHOW obOnactu. Hanmpumep, MOKHO co3paTh OMOJIMOTEKY BapHAHTOB AHTUTEN
(takux kak Fab wim scFv BapuaHTBI) M 3KCIPECCUPOBATh C HUCIOJIBb30BAHHEM TEXHOJOTHU
¢paroBoro nmucmies, a 3aTeM CKpUHUPOBaTh Ha adpuHHOCTH cBsizbiBaHUsA ¢ CD3smncuiion
yesoBeka. B kauecTBe pyroro npumepa, MO>KHO UCIIOJIb30BAaTh KOMITBIOTEPHYIO IPOrpaMMy ISl
BUPTYyaJIbHOH HMMUTAIMU CBs3bIBaHUs aHTHTEN ¢ CD3smmioH uenoBeka W HMACHTU(HUKALIUIH
AMHHOKHCJIOTHBIX OCTaTKOB HAa aHTHUTENAX, KOTOpble 00pa3yroT uHTepdenc csi3piBaHus. Taknux
OCTaTKOB MOKHO JTOO n30eKaTh MpHu 3aMeHe, 4TOOBI MPEeIOTBPATHTh YMEHbIIeHHe ahpruHHOCTH
CBSI3BIBAHUS, JINOO HALISTUTh HA 3aMEHY, 4TOOBI 00ecniedunuTh 0oJiee CHITbHOE CBS3bIBAHUE.

[000165] B HekOTOpBIX BapHaHTAaX OCYLIECTBJEHUS T'YMaHHU3UPOBAHHOE AHTHUTENO WJIU
AHTHUT€H-CBS3BIBAIOINUI (PPArMEHT, MPEACTABICHHBIN B HACTOSIIEH 3asiBKe, BKIIOYAET OHY TN
HECKOJIbKO 3aMEH aMHUHOKHCIOTHBIX OCTATKOB B OJJHOM MJIM HECKOJIbKUX TOCJEI0BATENIbHOCTSIX
CDR w/mnm omHOM WM HECKONBKHX MocienoBarenbHOCTsIX FR. B HexoTopbhx BapmaHTax
ocyuiecTBlieHUs] BapuaHT apPuHHOCTH BKIIIOUaeT He Oomnee uem 10, 9, 8, 7, 6, 5, 4, 3, 2 wmn 1
3aMeH B nocnenoBatenpHocTsiX CDR n/unu nocnenosarenbHocTsx FR B nenom.

[000166] B HexoTOpBIX BapuaHTax OCyllecTBIeHUsA aHTU-CD33NCUIIOH aHTUTENa U UX
aHTUreH-CBs3bIBalOIME (parMeHThl BkIrO4aoT 1, 2 wnm 3 mocnenosarenbHocTH CDR,
uMeroie no Menbliet Mepe 80% (Hampumep, no MeHbluel mepe 85%, 88%, 90%, 91%, 92%,
93%, 94%, 95%, 96%, 97%, 98%, 99%) UOCHTUYHOCTH TOCJIEAOBATENILHOCTH C
MOCJIEOBATEIPHOCTHIO (MJIM TIOCIIEIOBATENIbHOCTSIME), MOKa3aHHOH B Tabmwuie 1, u B TO ke
BpeMsi coxpaHsoT adpuHHOCTD CBs3biBaHMS ¢ CD33MCHIIOH Ha TakOM K€ YpOBHE, Kak Y
HCXOAHOIO aHTHUTENA, UK J1aXKe BBILIE.

[000167] B HekoTOpbIX BapuaHTax ocyliecTBieHUs aHTU-CD35ICUIOH aHTUTENa U UX
AHTHUTEH-CBSI3bIBAIOLINE (PParMEHThI BKIIIOUAIOT OJHY HJIM HECKOJIBKO mocienoBarenbHocTell FR,
uMmeroIux no Menbineid mepe 80% (Hanpumep, mo MeHbieil mepe 85%, 88%, 90%, 91%, 92%,
93%, 94%, 95%, 96%, 97%, 98%, 99%) WAEHTUYHOCTH TOCJIENOBATEILHOCTH C
MOCJIEIOBATEIPHOCTRIO (MJIH TIOCIIEIOBATENIbHOCTSIME), TOKa3aHHON B Tabmuie 2, U B TO XKe
BpeMsi coxpassoT adpduHHOCTD cBs3biBaHUS ¢ CD33MCHIOH HAa TAaKOM JK€ YpPOBHE, Kak y
MCXOAHOIO aHTHUTENA, UK J1aXKe BhILIE.

[000168] B HexoTOpbIX BapHaHTax OCyllecTBIeHUs aHTU-CD33ICUIIOH aHTUTENa U UX
AHTUT€H-CBS3BIBAIOINNE (PPArMEHTHI BKJIIOYAIOT OIHY HJIM HECKOJIBKO TOCJIEAOBATENbHOCTEN
BapuabenpHBIX OOJacTell, UMEIKNX 1o MeHbled Mmepe 80% (Hampumep, MO MeHbLIeH Mepe
85%, 88%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99%) uAEHTHYHOCTHU

noCaeaoBaTCIbHOCTU C ITOCICIOBATCIIbBHOCTBIO (I/IJ'II/I HOCJ'IGI[OBaTeJ'IbHOCTHMI/I), HpeHCTaBHeHHOﬁ
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B SEQ ID NO: 81, SEQ ID NO: 85, SEQ ID NO: 89, SEQ ID NO: 93, SEQ ID NO: 97, SEQ ID
NO: 101, SEQ ID NO: 105, SEQ ID NO: 109, SEQ ID NO: 113, SEQ ID NO: 117, SEQ ID NO:
83, SEQ ID NO: 87, SEQ ID NO: 91, SEQ ID NO: 95, SEQ ID NO: 99, SEQ ID NO: 103, SEQ
ID NO: 107, SEQ ID NO: 111, SEQ ID NO: 115, SEQ ID NO: 119, u B TO k€ BpeMsl COXPaHSIOT
apdunHOCTD cBsizbBaHUs ¢ CD331CcHION Ha TAKOM K€ YPOBHE, KaK y UCXOAHOTO aHTUTEINA, UK
Jaske BbIle. B HEKOTOPBIX BapUaHTaX OCYIIECTBJIEHHs B 0OLIeH cioskHOCTH 1-10 aMMHOKHCIOT
ObLIN 3aMEHEHbI, BCTABJIEHBI WK 1€JIETUPOBAHbI B MOCIEN0BATEIbHOCTH, BbIOpanHOi u3 SEQ ID
NO: 81, SEQ ID NO: 85, SEQ ID NO: 89, SEQ ID NO: 93, SEQ ID NO: 97, SEQ ID NO: 101,
SEQ ID NO: 105, SEQ ID NO: 109, SEQ ID NO: 113, SEQ ID NO: 117, SEQ ID NO: 83, SEQ
ID NO: 87, SEQ ID NO: 91, SEQ ID NO: 95, SEQ ID NO: 99, SEQ ID NO: 103, SEQ ID NO:
107, SEQ ID NO: 111, SEQ ID NO: 115 u SEQ ID NO: 119. B HekoTOpbIX BapuaHTax
OCYIECTBIIEHHs] 3aMEHbI, BCTABKU HJIM JENIEIH MPOUCXOAAT B obnactax 3a mpenenamu CDR
(tr.e. B FR obnactsx).

[000169] BapuaHT rmuko3uIMpOBaHUs

[000170] Awntu-CD33ncHJIOH  aHTUTENla W AHTHIEH-CBSI3bIBAIOLINE  (hParMeHTHI,
MPENCTABJICHHBIE B HACTOALIEH 3asBKE, TAaKXKE OXBAaThIBAIOT BAPUAHT TJIMKO3WUJIMPOBAHMUS,
KOTOPBI MOKET OBITh TONy4YeH JIMOO ISl yBEJIMYEHUs, JIUOO IJIsl YMEHBINEHUS CTEIeHH
TJIMKO3UJINPOBAHUS aHTHUTEJIA WU aHTUTEeH-CBSI3bIBAIOIIETO (hparMeHTa.

[000171] AHTUTENO UM €ro aHTUTEH-CBSI3BIBAIOLINN (PparMEeHT MOTYT BKJFOYATh OJUH
WIH HECKOJIbKO AMHHOKHCJIOTHBIX OCTaTKOB C OOKOBOW LEMbI0, K KOTOPOW MOXeT OBbITh
NPUCOEANHEH  YIJIEBOAHBIM  (parMeHT  (HAmpuMmep,  OJUTOCaxapuaHas  CTPYKTYpa).
I'muko3mnupoBaHue aHTUTEN OOBIMHO siBisiercss OO0 N-cBsizaHHBIM, OO O-CBsi3aHHBIM. N-
CBSI3aHHBIH OTHOCUTCS K MPUCOEAMHEHUIO YIJEBOAHOrO (QparMeHTa K OOKOBOH Liemu
acraparMHOBOrO  OCTAaTKa, HAampuMep  acrmaparuHOBOrO  OCTaTka B TPUIENTUIHOU
NOCJENOBATENbHOCTH, TaKOH Kak acnaparuH-X-CepUH U acnaparuH-X-TpeoHuH, rae X
NpeACTaBysieT CoOOH JIIOOYI0 aMHHOKUCIOTY KpoMe mposnHa. O-CBS3aHHOE TIIMKO3MIHPOBAHUE
OTHOCHUTCSI K TPHUCOEIMHEHUI0 OJHOTO M3 caxapoB N-aleTHIralakTO3aMUHA, TalakTO3bl WUJIH
KCHJIO3bI K THAPOKCHAMHHOKHCIIOTE, HanbOojee TUITUYHO K CEPUHY WM TPEOHHUHY. YajeHue
HATUBHOTO CalTa TJIMKO3WJIMPOBAHHS YIOOHO OCYIIECTBHTb, HANPHUMEP, MyTeM H3MEHEHHUSI
AMUHOKHCJIOTHOH TOCJIEIOBATEIPHOCTH TakKuM 00pa3oM, 4TOObI OJHA W3 OMHCAHHBIX BBIIIE
TPUNENTHIHBIX TOCIENOBATENIbHOCTEH (MJisi CcaiiToB N-CBSI3aHHOTO TJIMKO3WJIMPOBAHMS) WU
CEepUHOBBIX WJIM TPEOHWHOBBIX OCTATKOB (st caiitoB O-CBSI3aHHOTO TIMKO3WJIMPOBAHUS),
MPUCYTCTBYIOIIUX B MOCJIEIOBATEILHOCTH, ObLTH 3aMeHeHbl. HOBBIN CAliT TIMKO3WIMPOBAHUS
MOJKET OBITh CO3JJaH AQHAJIOTMYHBIM O0pa3OM MyTeM BCTPAWBAHUS TAKOW TPUMETITHIHOM
MOCJIEI0BATENBHOCTH WJIM CEPUHOBOTO UJIM TPEOHUHOBOTO OCTaTKa.

[000172] LlucTenH-CKOHCTPYUPOBAHHBIN BApUAHT

[000173] Amntu-CD33nciiioH  aHTHTENla M aHTUIeH-CBSI3bIBAIOLINE  (hParMeHTHI,
MPENCTABJICHHbIE B HACTOSIIEHN 3asBKE, TaK)KE€ OXBAThIBAIOT LUCTEUH-CKOHCTPYUPOBAHHBIN
BApPHAHT, KOTOPBIM BKJIOYAET OAWH MJIM HECKOJBKO BCTPOCHHBIX CBOOOMHBIX LHCTEHHOBBIX

AMHUHOKHCJIOTHBIX OCTAaTKOB.
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[000174] CBOOONHBII IUCTEMHOBBIM OCTATOK MPENCTABJISIET COOOM OCTATOK, KOTOPBIH He
SBJIIETCS YACThIO AUCYJNb(UIHOTO MOCTHKA. A LINCTENH-CKOHCTPYHUPOBAHHBIN BapUAHT MOJIE3€H
IUI KOHBIOTALMK, HAalpUMep, ¢ LMUTOTOKCHYECKUM HW/WIM BU3YAIU3UPYIOIIUM COEIUHEHHEM,
METKOM MM PpaguOU30TONOM, CpPEAM IPOYUX, HA caiiTeé CKOHCTPYMPOBAaHHOTO LIUCTEHHA,
Harpumep, 4epe3 MajeuMua Win rajoreHanetwit. CrocoObl KOHCTPYHPOBAHUS AHTUTEN WIIH
AHTUTEH-CBSA3BIBAIOIINX (PPAarMEHTOB Ui BCTPAUBAHMUS CBOOOIHBIX IIMCTEHHOBBIX OCTATKOB
W3BECTHBI B JAHHOW O0JIACTH TEXHUKH, CM., Hanpumep, W02006/034488.

[000175] Fc BapuaHT

[000176] Awntu-CD33mCHIIOH  aHTUTENla W AHTUIEH-CBSI3bIBAKOIIME  (hpParMeHTHI,
NIPEICTaBJICHHbIE B HACTOALIEH 3asBKe, TaKXKe OXBaThIBAIOT FC BapuaHT, KOTOpBIM BKIKOYAET
OJIHY WJIM HECKOJIbKO MOIU(UKALIUI HITH 3aMEH aMHHOKHCJIOTHBIX OCTaTKOB B F¢ oOmactu n/umm
HIAPHUPHON 00acTH.

[000177] B HexoTOpeIX BapuaHTax ocyluecTsieHus aHTU-CD3smncunoH anturtena wim
AHTHUTeH-CBS3BIBAIOINNE (PPArMEHTHI BKIIOYAIOT OJHY WJIM HECKOJIBKO aMHHOKHCIIOTHBIX 3aMEHa,
KOTOpble yinydmaroT pH-3aBucuMoe cBsi3biBaHHe ¢ HeoHaTanbHbIM Fc peunentopom (FcRn).
Takoli BapHaHT MOXET HMMETb YBEIHUYEHHBIH (PapMaKOKUHETHUYECKHH MEPUON IONY>KU3HH,
NOCKONbKY OH cBsizbiBaeTcsi ¢ FcRn mpm kucnmorHom pH, 9ro mosBomsier emy u30exkarh
Pa3JIOKEHUsI B JIM30COME, C TOCIEAYIOLIEH TPaHCIOKAlMed U BBICBOOOXKIEHHUEM U3 KJIETKH.
CriocoObl  KOHCTPYHMPOBAHHUSI aHTUTENA W €ro aHTHUIeH-CBS3bIBAIOLIEro (parMeHra i
ynyuineHus: apPUHHOCTH CBs3bIBaHMs ¢ FCRn XOopomo u3BecTHHI B JaHHOH OONACTH TEXHUKH,
cm., Hanpumep, Vaughn, D. et al, Structure, 6(1): 63-73, 1998; Kontermann, R. et al, Antibody
Engineering, Volume 1, Chapter 27: Engineering of the Fc region for improved PK, published by
Springer, 2010; Yeung, Y. et al, Cancer Research, 70: 3269-3277 (2010); and Hinton, P. et al, J.
Immunology, 176:346-356 (2006).

[000178] B HekoTOpBIX BapuaHTax ocyuiecTiaeHus aHTU-CD3sncuiion aHTuTena Win
AHTUTeH-CBSI3BIBAIOINNE (PPArMEHThI BKJIFOYAIOT OJHY WJIM HECKOJbKO aMHHOKHCJIOTHBIX 3aMEH,
KOTOpPbIE U3MEHSIOT aHTUTEJIO-3aBUCUMYIO KJIeTOUHYI0 HUTOTOKCHYHOCTE (ADCC). Hekotopsbie
amuHOKUCIOTHbIe octatku B CH2 nomene Fc obnmactu Takke MOryT OBITh 3aMEHEHBI IS
obecrieuernsi moOBbIIIEHHOW akTUBHOCTH ADCC. AnbTepHaTUBHO WM JOMOJHUTEIBHO,
yIJIEBOAHBIE CTPYKTYPbI HA aHTUTEJIE MOTYT OBbITh 3aMeHeHb! Juisl yeuiennst aktuBHocTH ADCC.
Hcnonb3oBaHue METOAOB UH)KEHEPUU aHTUTEN A u3MeHeHus: akTuBHOCTH ADCC u3BecTHO U3
ypoBHs TexHHKH, cM., Hanpumep, Shields RL. et al., J Biol Chem. 2001. 276(9): 6591-604;
Idusogie EE. et al., J Immunol. 2000,164(8):4178-84; Steurer W. et al., J Immunol. 1995,
155(3): 1165-74; Idusogie EE. et al., J Immunol. 2001, 166(4): 2571-5; Lazar GA. et al., PNAS,
2006, 103(11): 4005-4010; Ryan MC. et al., Mol. Cancer Ther., 2007, 6: 3009-3018; Richards
JO.. et al., Mol Cancer Ther. 2008, 7(8): 2517-27; Shields R. L. et al, J. Biol. Chem, 2002, 277:
26733-26740; Shinkawa T. et al, J. Biol. Chem, 2003, 278: 3466-3473.

[000179] B HexoTOpBIX BapuaHTax ocyluecTsieHus aHTU-CD3smcunoH antuTena wim
AHTUT€H-CBS3BIBAIOINNE (PPArMEHTh! BKIIOYAIOT OJHY MJIM HECKOJbKO aMHHOKHCJIOTHBIX 3aMEH,

KOTOpblE M3MEHSIOT KOMIUIEMEHT-3aBUCUMYI0 LUTOTOKCHYHOCTh (CDC), Hampumep, nyrem
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ynyumenuss uian ymensienus Clq cesaspBaamsa w/mmu CDC (cm., mHampumep, W099/51642;
Duncan & Winter Nature 322:738-40 (1988); marent CIIIA Ne 5648260; matent CIIIA Ne
5624821); 1 W0O94/29351, uto kacaercss Apyrux npuMepos BapuaHtoB Fc obmacru.

[000180] B HexoTOpBIX BapuaHTax ocyluecTsiaeHus aHTU-CD3smcunon antuTena wim
AHTUT€H-CBSA3BIBAIOINNE (PPArMEHThI BKJIIOYAIOT OJHY MJIM HECKOJbKO aMUHOKHCIOTHBIX 3aMeH
Ha rpanuue obmnactu Fc nmus obOnerdeHus w/wim NMPOMOTHPOBAHUS TETEPOAUMEPH3ALMU. DTH
Moau(UKaMK BKJIIOYAIOT BBEIEHHUE BBICTYIIA B MEPBbIH nojunentua Fc u monoctu BO BTOPOH
nojunenTux Fc, mpu 5TOM BBICTYH MOXET OBITh PACHOJOXKEH B TMOJOCTH TakK, YTOOBI
CHOCOOCTBOBATh B3aMMOJEHCTBHIO TEPBOrO W BTOporo momunentunoB Fc ¢ obOpasoBaHuem
rereponuMepa M kKomruiekca. CrocoObl TeHEPUPOBAHUS AHTUTEN C 3THMU MOAH(PHKALUAMU
U3BECTHBI B JAaHHOH o0yacTu, HarpumMep, Kak onucaHo B mateHte CLIIA Ne 5731168.

[000181] AHTHreH-CBsA3BIBAIOIINE (PPArMEHTHI

[000182] B mHacrosmel 3asiBKe Takxke MpeactaBieHbl aHTU-CD3smcunoH aHTUreH-
CBsI3bIBarOINUE (hparMeHThl. PasmuyHbIe THUIBI AHTUT€H-CBSI3BIBAIOLINX (PPAarMEHTOB U3BECTHBI B
TaHHOHN 00JacTH TEXHUKHU M MOTYT ObITh paspaboTanbl Ha ocHOBE aHTU-CD331ncuiion anTuTena
0 HACTOSIIEMY HM300PETEeHHIO, BKJIOYAs, HampuMep, WUIFOCTPATUBHBIE AHTUTENA,
nocaenosarenbHocTd CDR u FR kortopeix mokasassl B Tabnmumax 1 u 2, m UX pasiauyHbe
BapUaHThl (Takhe Kak BapHaHThl ap@UHHOCTH, BapUAHTBI INIMKO3WIMpOBaHUs, Fc BapuaHThl,
LIICTENH-CKOHCTPYHUPOBAHHBIE BAPUAHTHI U T.11.).

[000183] B HekOoTOpBIX BapuaHTax oOCylIeCTBAeHUs aHTU-CD33NCUIOH aHTUIeH-
CBSI3bIBAIOIMI (DparMeHT, MpPENCTABJIEHHBII B HACTOsIEH 3asBKE, INPEACTaBJIsAET COOOM
KaMeJIM3UPOBAHHOE OTHOJIOMEHHOE aHTUTEJIO, AUATENO, ofaHoLenodedHblii Fv gpparment (scFv),
scFv nmumep, BsFv, dsFv, (dsFv),, dsFv-dsFv', Fv ¢parmentr, Fab, Fab', F(ab'),,
oucnerpduueckoe aHtuteno, ds aMATENO, HAHOTENO, JOMEHHOE AaHTUTENO, OJHOIOMEHHOE
AHTUTEJIO WM OMBAJIEHTHOE JOMEHHOE aHTHTEIO.

[000184] JIns mony4eHHs TaKMX AHTHIEH-CBS3BIBAIOLIMX  (PPArMEHTOB  MOXKHO
UCTIONIb30BATh PA3JIUYHbIe METObl. MILTFOCTpaTHBHBIE METONIBI BKJIHOYAIOT (hEPMEHTATHBHOE
pacineryieHre HHTaKTHBIX aHTuTen (cM., HarmpuMep, Morimoto et al., Journal of Biochemical and
Biophysical Methods 24:107-117 (1992); u Brennan et al, Science, 229:81 (1985)),
PEKOMOMHAHTHYIO SKCIIPECCUIO KJIETKaMH-X03sieBaMu, Takumu Kak E.coli (Hampumep, mns
¢dparmenToB antuten Fab, Fv u ScFv), ckpunuHr ns Oubmuoreku (aroBoro maucruies, Kak
oOcyxnanock Boie (Harpumep, 1t ScFv), n xuMudeckoe cBsi3biBaHue AByX (pparmenTos Fab'-
SH ¢ obOpaszoBannem F(ab'), ¢parmenrta (Carter et al., Bio/Technology 10:163-167 (1992)).
Jpyrue criocobsl noay4eHust GparMeHTOB aHTUTEN OYIyT OUE€BUAHBI ISl KBATH()HULINPOBAHHOTO
CHELUAJIHNCTA.

[000181] B HekoTOpBIX BapWaHTaX OCYLIECTBJICHHS aHTHUTE€H-CBSI3bIBAIOIINN (hparMeHT
npencrasisier coboit scFv. Ilonydenne scFv ommcano, Hampumep, B WO 93/16185; marenrax
CIIIA NoNe 5571894; u 5587458. scFv moxer ObITh CUT ¢ 3¢PEeKTOpHBIM OEJTKOM Ha aMHHO-
i KapOOKCH-KOHIIE C ToJyueHrueM ciautoro Oenka (cm., Hanpumep, Antibody Engineering, ed.

Borrebaeck).



42

[000186] bucnennduyeckue aHTHTENA, MyJIbTUBAJICHTHBIE AHTUTENA

[000187] B HeKkOTOpBIX BapuUaHTaxX OCYLIECTBJICHUsS AaHTUTENa U WX aHTUIEH-
CBSI3bIBAIOIME (PPArMEHTHI, NMPEICTABICHHbIE B HACTOALIECH 3asiBKE, SBISIFOTCS OWBAJICHTHBIMHU,
TE€TPABAJIEHTHBIMY, T€KCABAJEHTHBIMU WJIM MYJbTUBAJCHTHBIMU. B HEKOTOpPBIX BapHaHTax
OCYILIECTBJICHHsS] AHTUTENlAa W HUX AaHTUTEH-CBS3bIBAIOLINE (PPAarMEHThl, MPEICTABIEHHbIE B
HACTOsIIEH 3asiBKe, SIBIISIOTCS MOHOCTIELN(HUECKUMHU HITH OMCHeLn(pIUECKUMU.

[000188] TepmuH “BaneHTHBII’ B KOHTEKCT€ HACTOALIEH 3asBKU OTHOCUTCS K
MIPUCYTCTBHUIO ONPEAENIEHHOTO KOJIMYECTBAa CAalTOB CBA3BIBAHUS aHTUI€HA B JaHHON MOJIEKYJIe.
Taxkum 0oOpa3oMm, TepMUHBI “OUBajJieHTHAs , “TeTpaBajieHTHAas® W “TE€KCABaJECHTHAas O3HAYarOT
NPUCYTCTBHE [IBYX CaWTOB CBS3BIBAHUSA, YETBIPEX CANHTOB CBS3bIBAHUS U ILIECTH CANTOB
CBSI3BIBAHUS, COOTBETCTBEHHO, B AaHTUI€H-CBS3bIBAIOLIEN MoJiekyse. buBaneHTHas Mouyekyna
MOXeT ObITh MOHOCTEUU(UYECKOH, eclu JBa caliTa CBS3bIBAHHS SIBISIIOTCA  00a
ceun(pUIeCKUMH /IS CBSI3BIBAHUSI OAHOTO M TOTO YK€ aHTUT€HA FJTH OJHOTO M TOTO K€ SMHUTOIA.
ITonoOHbIM 00pa3oM, TpexXBaJeHTHAs MOJIEKYJia MOXKET OBIThb OHCIEU(pHUECKON, HAIpUMED,
KOrJa JBa caiiTa CBA3BIBAHUS SIBISIFOTCS MOHOCHEIM(UYECKIMH B OTHOLIEHWH MEPBOTO
aHTUreHa (WM 3TIUTONA), a TPETHH CalT CBA3BIBAHUS SIBJIACTCS CIELU(PHUUECKUM B OTHOLICHUH
BTOPOTO aHTUT'€HA (MJTH STIUTOMA).

[000189] B HexkoTOpBIX BapuUaHTax OCYLIECTBJIEHUsS aHTUTENa U WX aHTUIEH-
CBSI3bIBAlOIME (parMeHThl, MPEACTABICHHbIE B  HACTOSIIEH 3asiBKE, MOIYT OBITH
MOHOCTIELIU(HUECKUMH, HO OWMBaJI€HTHBIMH, TPEXBAJEHTHBIMU WM TETPABAJIECHTHBIMH, C IIO
MEHbLIEH Mepe IBYMsl CAaliTaMU CBSA3bIBAHMSA, CIEM(PUIECKIMU B OTHOIIEHUH OHOTO U TOTO XKe
AHTUI€HA WIM 3TUTONA. DTO, B HEKOTOPBIX BAPHAHTAX OCYIIECTBJICHUS, MpEACTaBisieT Oonee
CUJIbHOE CBS3bIBAHWE C AHTUIE€HOM WJIM 3MMTONOM, 4Y€M y MOHOBAJEHTHOro aHajora. B
HEKOTOPBbIX BapHUaHTaX OCYINECTBJICHHUS, B OMBAJEHTHOM aHTUIEH-CBS3BIBAIOLIEM (pparmeHrte,
nepBasi BAJICHTHOCTb CaliTa CBSI3bIBAHMS M BTOPAsi BAJIGHTHOCTb CaliTa CBSI3bIBAHUSI CTPYKTYPHO
UJICHTHYHBI (T.€. MUMEIOT OIMHAKOBBIE MOCJIEIOBATENILHOCTH) WM CTPYKTYPHO pas3Hble (T.e.
UMEIOT Pa3HbIe MOCIEI0BATEIbHOCTH, XOTS ¢ OMUHAKOBOH CIIEU(PHUUHOCTHIO).

[000190] B HexkoTOpBIX BapuUaHTaxX OCYLIECTBJICHUsS aHTUTENa U WX aHTHUIEeH-
CBSI3bIBAIOINME  (DparMeHThbl,  TPENCTABJICHHbIE B  HACTOSALICH  3asiBKE,  SIBJISFOTCS
oucnerdrueckumMu. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHHs OHCTENUu(pUUECKHUe aHTUTENa U
UX aHTUTEH-CBSI3bIBAIOLINE (PPArMEHTHI, MIPEICTABICHHBIC B HACTOSINEH 3asBKE, UMEIOT TIEPBYIO
cneunpuyHocTh B oTHomeHMH CD33mcuiaoH W BTOPYHO CremupUYHOCT. B HEKOTOPBIX
BApPHUAHTAX OCYINECTBJIEHUS BTOpasi CEeUU(UIHOCTH MPosiBisieTcss B oTHomeHnn CD33mncuoH,
HO JIpyrHX O3IHUTOMNOB. B HEKOTOPBIX BapHaHTax OCYINECTBJICHHS BTOpas CHenu(UIHOCTH
NIPOSIBJIIETCS] B OTHOIIEHWH BTOPOrO aHTUIreHa, OTiau4Horo or CD3smcuiioH, u nmpuUCyTCTBHE
kotoporo 6mmsko k CD33ncunoH-3kcnpeccupyromuM T-kieTkaM jKeIaTeabHO U TOrO, YTOObI
BTOPOIl aHTUTE€H pAaclo3HaBajCcs UMMyHHOW cucrtemoil. Hampumep, npusoas CD3sncunos-
JKcIpeccupyromue T-KIeTKH B HETOCPENCTBEHHYIO OJHM30CTh C OMYXOJIEBBIM aHTUI€HOM MWIIH
AHTUT€HOM NAaTOT€HHOTO OpraHu3Ma H, TaKUM 00pa3oM, CHOCOOCTBYSl PACIIO3HABAHUIO MWIIH

3JIMMUHALIUYA TAKOTO AaHTUT'€HA UMMYHHOU CUCTEMOMU.
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[000191] B HekOoTOpBIX BapWaHTaX OCYIIECTBJICHUS BTOpasi CHEHU(PUUHOCTH
NPOSIBJIIETCS] B OTHOLIEHUH OIYyXOJIb-aCCOLMMPOBAHHOIO aHTUT'€HA WJIM €ro 3MHUTOona. TepMuH
“OIyX0JIb-aCCOLIMMPOBAHHBI AHTUI€H OTHOCHUTCSI K AHTHI€HY, KOTOPBIH NPHUCYTCTBYET HIIU
MOJKET OBITh NMPE3EHTUPOBAH HA MOBEPXHOCTHU OINYXOJIEBBIX KJIETOK, M KOTOPbIM HAXOAUTCS HA
WIM B ONYyXOJEBBIX KJIeTKaXx. B HEKOTOphIX BapHaHTaX OCYLIECTBIEHHUsS OIyXOJIb-
aCCOLIMMPOBAHHBIE AHTUIEHbI MOTYT MPE3EHTUPOBATBHCS TOJNBKO OIMYyXOJIEBBIMH KJIETKAMH, a He
HOPMAaJIbHBIMH, TO €CThb HEOIYyXOJEBbIMH KjeTKaMu. B HEKOTOphIX [ApYrux BapHUaHTax
OCYIIECTBJIEHHUS] ~ OIMYyXOJIb-aCCOLIMMPOBAHHBIE  AHTUIEHBI ~ MOTYT  3KCIPECCHPOBATHCS
UCKJTFOUUTENIbHO Ha OIyXOJEBbIX KJIETKaX WM MOTYT TMPEACTABISATh COOOH OMyXOJib-
cneun(pUIeCKyr0 MyTaLHIO MO CPABHEHHIO C HEOMYyXOJIEBBIMH KJIETKaMH. B HEKOTOPBIX Apyrux
BapPHUAHTAX OCYLIECTBIEHHS OMyXOJIb-aCCOLIMMPOBAHHBIC AHTUI€HbI MOTYT MPHCYTCTBOBATDH KaK B
OIyXOJIEBBIX KJIETKaX, TaK M B HEOMYXOJIEBBIX KJIETKaX, HO OHHM CBEPXIKCIPECCHUPYIOTCS Ha
OMyXOJIEBBIX KJIETKAX [0 CPAaBHEHHIO C HEONMYXOJEBBIMH KJIETKAMH FJIM JIOCTYIHBI IS
CBSI3bIBAHUSI AHTUTEJIAMH B OIYXOJIEBbIX KJIETKaX H3-32 MEHEe KOMITAaKTHOH CTPYKTYpPBI
ONyXOJIEBOW TKAaHU IO CPAaBHEHHMIO C HEOIyXOJIEBOW TKaHbIO. B HEKOTOpBIX BapHaHTax
OCYIECTBIIEHHSI OTYX OJIb-aCCOLIMMPOBAHHBIN AHTUI'€H HAXOINUTCS B COCYIUCTON CETH OIMyXOJIH.

[000192] MnmocTpaTUBHBIMU IPUMEPAMU  OMYXOJb-aCCOLIMUPOBAHHOIO AHTUIEHA
apisitorest CD10, CD19, CD20, CD21, CD22, CD25, CD30, CD33, CD34, CD37, CD44v6,
CD45, CD133, Fms-nogobnas tuposunkuHaza 3 (FLT-3, CDI135), xongpoutuHCynbhat
nporeoriukad 4 (CSPG4, mMenaHoMa-acCOLMHPOBAHHBIN XOHIPOUTHHCYIb(AT MPOTEOTIHKAH),
peuenTop snuaepmanbHoro ¢akropa pocra (EGFR), Her2, Her3, IGFR, IL3R, ¢ubpobnact-
axtusupyromuii 6enok (FAP), CDCP1, Derlinl, Tenacuun, cBsizaHsblil ¢ oskorom Oenox 1-10,
cocyauctbie anturedisl VEGFR2 (KDR/FLK1), VEGFR3 (FLT4, CD309), PDGFR-ansda
(CD140a), PDGFR-6era (CD140b), Oupnornun, CLEC14, Tem1-8 u Tie2. [Ipyrue mpumepsl
moryt Bkmouatb A33, CAMPATH-1 (CDwS52), xapumnosmOpuonsblii anturen (CEA),
kapboanrugpasy IX (MN/CA IX), de2-7, EGFR, EGFRvIII, EpCAM, Ep-CAM, d¢onart-
cBsizbIBaroIuil 6enok, G250, Fms-nogoOuyto tuposunkunasy 3 (FLT-3, CD135), c-Kit(CD117),
CSFIR (CD115), HLA-DR, IGFR, IL-2 peuentop, IL3R, MCSP (Menanoma-accoMHpOBaHHBIN
KJIETOYHO- TIOBEPXHOCTHBI  XOHAPOWTUHCYJIb(AT mporeoriukaH), Muc-1, mpocrara-
cneunpuyecknii mMeMOpaHHbIli aHTHreH (PSMA), aHTUreH CTBOJIOBOW KJIETKH TIPOCTAaThl
(PSCA), npocrara-cnermduueckuii antured (PSA) u TAG-72.

[000193] bucnemmduyeckne aHTHTEIa W  AHTUTCH-CBS3bIBAIOINNE  (PparMeHTHI,
NPEACTABJICHHbIC B HACTOSIIEH 3asBKE, MOJKHO TMOJYYHUTH JEOOBIMH MOIXOMSIIUMH CIIOCOOaMHU,
U3BECTHBIMH B JaHHOW OOJACTH TEXHUKH. TPamuILIMOHHBIA MOAXOA BKJIFOUYAET KOIKCIIPECCHIO
IBYX Tap TsDKeNas Menb-JIerkas LeMb HWMMYHOIJIOOYJIMHA, WMEIOIUX pas3Hble AHTHICH-
cneun(UIHOCTH, B  KIETKe-XO35MHE C  MONydyeHHeM  Oucnenuuyeckux  aHTUTEN
pexoMOMHAaHTHBIM TiyTeM (cM., Hanpumep, Milstein and Cuello, Nature, 305: 537 (1983)), ¢
MOCJIEAVIOIIeH OunCTKONU MeToioM adPpuHHON XpomaTorpadpuu.

[000194] PexkoMOWHAHTHBIA  MOAXOX  TaKXKe  MOXKHO  HCIOJB30BaTh, KOTJA

TIOCJIEIOBATEIBHOCTH, KOAUPYIOIINE BapuaOebHbIe JTOMEHBI TSDKEJION LeNy aHTUTeNa IJIsl IBYX
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cneun(pUIHOCTEH, COOTBETCTBEHHO CIIMBAIOT C ITOCJIEAOBATEIbHOCTSIMH KOHCTAHTHOTO JJIOMEHA
UMMYHOTJIOOyJIMHA C TMOCIENYIOIIUM BCTPAUBAHHEM B BEKTOP O3KCIPECCHH, KOTOPBIA KO-
TPaHCOUILUPYIOT C BEKTOPOM OJKCIPECCHUH [JIsl TOCJIEAOBATENIbHOCTEH JIETKUX Ierned B
MOJXOMALIYIO KJIETKY-XO035UH AJIs1 peKOMOMHAHTHON HKCIPECCHH OMCeln(pUIECKOro aHTUTeNa
(cm., Hanmpumep, WO 94/04690; Suresh et al., Methods in Enzymology, 121: 210 (1986)).
AnanornyHo, aumepbl scFv Takxke MoOryr ObITb pPEKOMOMHAHTHO CKOHCTPYHUPOBAHBI U
HKCIPECCUPOBAHBI M3 KJIETKU-Xx03simHa (cM., Hanmpumep, Gruber et al., J. Immunol., 152: 5368
(1994).)

[000195] B apyrom criocobe menTuabl JIeHIMHOBOM MOJTHUH U3 OenkoB Fos u Jun MoryT
ObITh CBsizaHbl ¢ Fab'-yacTsiMu OBYX pasHBIX AHTHTEN TyTeM CJUSHUS TeHOB. CBsi3aHHbBIE
AHTHUTENIa BOCCTAHABJIMBAIOT B INAPHUPHON OONACTH IO YETHIPEX IOJIOBHHHBIX AHTHTEN (T.€.
MOHOMEPOB) M 3aTeM MOBTOPHO OKHCJISIIOT ¢ oOpasoBaHueM rereponumepos (Kostelny et al., J.
Immunol., 148 (5): 1547-1553 (1992)).

[000196] /IBa aHTHTeH-CBA3BIBAIOIINX JOMEHA TaKKe MOTYT OBbITh KOHBIOTUPOBAHBI HITH
CIIUTHI ¢ 00pa3oBaHKeM OnCIen(PUIECKOrO AaHTUTENA MITH AHTHUT€H-CBSI3bIBAIOLIETO (hparMeHTa.
Hanpumep, onHO aHTUTENO MOXKET OBITh CBSI3aHO ¢ OMOTHHOM, a APYroe aHTUTENIO C ABUIUHOM,
U CHJIbHAs acCOLMAlMs MeXIy OMOTMHOM U aBHIUHOM MOXET CBS3aTh B KOMILUIEKC 3TH JIBa
aHTUTeNa ¢ oOpasoBaHMeM Owucrnernuduueckoro anrurena (cM., Hampumep, mareHT CIITA Ne
4676980; WO 91/00360, WO 92/00373 u EP 03089). B npyrom npumepe 1Ba aHTUTENA N
AHTUT€H-CBS3BIBAIOIUX (PPArMEHTa MOTYT OBbITh CIIUTBI OOBIMHBIMU CIIOCOOAMHU, U3BECTHBIMHU B
naHHOM oOjacTu, HanpuMmep, kak onucaHo B nateHtre CIIIA Ne 4676980.

[000197] bucnenuduyueckre aHTUT€H-CBA3bIBAIOINE (PPArMEHTBI MOTYT OBITH MOJYYEHBI
n3 Oucnenuduyeckoro aHTUTENa, HAMPUMEP, MyTeM IMPOTEOIUTUYECKOrO PACIIEIUICHUS WU
IyTeM XHMUYECKOrO CBsi3bIBaHMs. Hampumep, aHTUreH-CBS3bIBAIOIMKA (hparMeHT (Hampumep,
Fab') anturena moxxer ObITh nONy4YeH u npeoOpasoBad B Fab'-TnonbHOE mpousBomHOE, a 3aTeM
MOJKHO OCYIIECTBUTBH €ro CMEIIWBaHHE M B3aUMOJEHCTBUE C ApyruM mpeodpasoBaHHbiM Fab'-
NPOM3BOMHBIM, OOJNIAAAOIMUM JAPYrod AHTHUIEHHOH CHeuu(UYHOCTBIO, C 0OpasoBaHUEM
Oucneruyeckoro aHTUreH-CBsI3bIBatOIero (Qparmenta (cm., Hampumep, Brennan et al,
Science, 229: 81 (1985)).

[000198] B HEKOTOpBIX BapHaHTaX OCYINECTBJICHUS OHCIEIU(PUUECKOE AHTUTENO HIIH
€r0 aHTUT€H-CBA3bIBAIOIINE (PPArMEHTHI MOTYT OBITh CKOHCTPYHPOBAHBI TaK, YTOOBI HA TPAHULIE
pa3mena copMHpoBajIach acCONMALUS  “BBICTYN-BO-BHAAUHY ISl  MPOMOTHPOBAHHUS
reTepoANMEPHU3aLMUA BYX PA3HBIX AHTUTCH-CBS3BIBAIOIINX CAUTOB. “BrICTym-BO-BMaanHy B
KOHTEKCTE HACTOSIIEH 3asBKH OTHOCHTCS K B3aWMOJEHCTBUIO MEXKAY ABYMS MOJUNENTHIAMH
(takumu kak CH3 momeH), rae OJuH MOJUIENTH UMEET BBITYKJIOCTb (TO €CTh “BBICTYIT ) H3-3a
NPUCYTCTBUSI AMHHOKHCJIIOTHOTO OCTaTKa, UMEIINero oObeMHYI0 OOKOBYIO Liemb (Hampumep,
TUPO3WUH WK TpUNTodaH), a APYrod MOJUMNENTHA HMEET IOJIOCTh (TO €CTh “BNAAHMHY ), TIe
HAXOAUTCS HEOOJBINOH aMUHOKHCIOTHBIH OCTAaTOK OOKOBOH Iienmu (Hampumep, allaHUH WIIH
TPEOHHH), M BBIMYKJIOCTh PACIOJaraeTcsi B MOJOCTH, YTOOBI CIIOCOOCTBOBATh B3aUMOAEHCTBUIO

ABYX IOJUNENTUAOB C 0oOpa3oBaHHEM rerepoauMepa uian komruiekca. CriocoObl MomydeHus
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NOJIUMENTHIOB C “‘BBICTYIIOM-BO-BIAJWHY W3BECTHBI B JAaHHOW OONAcTH, HampuMmep, Kak
onucano B mareHte CLIIA Ne 5731168.

[000199] KonbroraTsl

[000200] B HexoTOpBIX BapHaHTax OCyLIeCTBIE€HUsA aHTU-CD33ICUIIOH aHTUTENa U UX
AHTUTEH-CBSA3bIBAIOIINE (parMeHThl TaKKe BKJIIOYAIOT KOHBIOrart. Kowbiorar moxer ObITh
CBsI3aH C aHTHTENAMHU M MX aHTUI'€H-CBs3bIBaOIUMH (pparmeHtamu. KoHbIOTaT mpencTaBiser
coboli HeOenKOBbI (DparMeHT, KOTOPbIH MOXKeT ObITb TMPUCOECAMHEH K AHTHUTENy WJIH €ro
aHTHUreH-CBsI3bIBatOIEMY (parmenty. [Ipenmonaraercsi, 4YTO pas3jUuYHbIE KOHBIOTATBI MOTYT
OBITh CBSI3aHBI C AHTUTEJIAMH HJIH AHTHT€H-CBS3BIBAIOIIUMH (PparMEHTaMH, MPEICTABICHHBIMH B
HacTosieit 3asBke (cM., Hampumep, “Conjugate Vaccines”, Contributions to Microbiology and
Immunology, J. M. Cruse and R. E. Lewis, Jr. (eds.), Carger Press, New York, (1989)). Otu
KOHBIOTaThl MOTYT OBITh CBSI3aHBI C AHTHUTEJIAMH HJIH aHTUTCH-CBS3bIBAIOIIUMU (pparmMeHTaMu
NOCPECTBOM  KOBQJIEHTHOTO  CBs3bIBaHUS, Aa(pPUHHOTO  CBS3bIBAHUS, WHTEPKAJLNY,
KOOPAMHAIIMOHHOTO CBSI3bIBAHMS, KOMILIEKCOOOPA30BaHUs, AaCCOLMALNH, CMEIIUBAHUS MU
NPUCOCIMHEHUS, CPEIHU IPYTUX CIIOCOOO0B.

[000201] B HexkOTOpBIX BapHaHTaxX OCYLIECTBJIEHMsI aHTUTENA U aHTUI€H-CBS3bIBAIOLINE
(dparMeHTbl, PaCKPBITbIE B HACTOSINEH 3asBKE, MOTYT ObITh CKOHCTPYHPOBAHBI TAK, YTOOBI OHH
comepKali  Crieu(pUUecKue CalTbl BHE OSIHTOIN-CBA3BIBAIOIIEH YaCTH, KOTOPBIE MOYHO
UCTIONB30BATh Ul CBSI3bIBAHUS C OJHUM WM HECKOJBKHUMH KOHBIOratamu. Hampumep, Takoii
CaiT MOXET BKJIIOYaThb OAWH WJH HECKOJbKO pPEAKLIMOHHOCIIOCOOHBIX aMHWHOKHCIOTHBIX
OCTAaTKOB, TAaKMX KaK, HAIPUMeEp, LUCTEHHOBBIE WM TMCTHIWHOBBIE OCTATKH, JUIsI OOJErdeHHs
KOBAQJIEHTHOT'O CBSI3bIBAHUS C KOHBIOTATOM.

[000202] B HEKOTOpBIX BapuaHTaX OCYLIECTBJICHUS AHTHTENA MOTYT OBITb CBSI3aHBI C
KOHBIOTaTOM OINOCPENOBAHHO WM 4Yepe3 Apyroi koHbtoraT. Hampumep, aHTUTENO UM aHTUTEH-
CBSI3BIBAIOINME (PPAarMEHThI MOTYT OBITb KOHBIOTHPOBAHBI ¢ OMOTHHOM, 3aT€M OIOCPEIOBAHHO
KOHBIOTHPOBAHBI C BTOPBIM KOHBIOTATOM, KOTOPBIH KOHBIOTUPOBAH ¢ aBUAUHOM. KoOHBIOTAT
MOXET TPEACTaBISITh COOOW TOKCHH (HAmpuMep, XUMHOTEPANeBTUYECKOE CPENCTBO),
OTNpeneIsieMyt0 METKy (Hampumep, PaguOaKTUBHBIM M30TOI, JIAHTAHHI, JIOMHHECLEHTHYIO
METKY, (JTyOpEeCLEeHTHYI0 METKY HJIH (PePMEHT-CyOCTpaT METKY).

[000203] “TokcuH” MOXKET MPEACTaBNIATh CO0OM T0O0E BEMECTBO, KOTOPOE BPEIHO IS
KJIETOK WJIM KOTOPOE MOJKET MOBPEXKIaTh MM yOUBaTh KiIeTKU. [IpuMephl TOKCHHA BKIIFOYAOT,
0e3 orpaHWYeHMs, TaKCOJ, NIUTOXanaswH B, rpamunumud D, stuawit Opomun, >SMETHH,
MUTOMHIIMH, 3TOMO3MJ, TEHOMO3WA, BHHKPUCTHUH, BUHOJACTHH, KOJXWLUH, IOKCOPYOMLIHH,
IayHOPYOHMIMH, TUTUAPOKCHAHTPALMHINOH, MUTOKCAHTPOH, MUTPAMHILIMH, aKTHHOMULIMH D, 1-
IETUAPOTECTOCTEPOH, TIIFOKOKOPTHUKOWABI, TPOKAWH, TETPAKaWH, JUAOKAWH, MPOMPAHOJIOI,
NYPOMHUIIMH M UX aHAJOTH, aHTUMETAOONNUTHI (HAlIpUMep, METOTPEKCaT, 6-MepKanToypuH, O-
TUOTYaHWH, LUTapaduH, S-pTopypamwi, nekapOa3uH), aTKUIUPYIOIINE CPeacTBa (Harpumep,
MeXJIOpETaMuH, THoTena, xjaopamOynmi, mendaian, kapmyctud (BSNU) u nomyctun (CCNU),
ukinodochamun, OycynbpaH, AUOPOMOMAHHUTON, CTPENTO30TOHMH, MuTOMUIMH C M wLuc-

nuxaopauamuH matuHa (II) (DDP), uucnnatuH), aHTpalUKIMHbI (HampuMmep, AayHOPYOHLIMH,
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(mpexHee Ha3BaHME JAYHOMULIMH) M TOKCOPYOULIMH), aHTUOMOTUKU (HampuMep, JaKTHHOMULINH
(npe>xHee Ha3BaHHME AKTUHOMUIMH), OJEOMHUIMH, MUTpaMuUIMH W aHTpamuuuH (AMC)) u
AHTUMUTOTUYECKHE CPEeNCTBA (HanmpuMep, BUHKPUCTUH U BUHOJIACTHH).

[000204] Ilpumepsl ompenensieMOl METKH MOIYT BKJIOYAThb ()IIyOPECLIEHTHbIE METKH
(Harpumep, ¢iayopeclenH, pOJAMMH, MAAHCWI, (PUKOIPUTPUH HMIIM TEXACCKUH KPaCHBIN),
depmenT-cyOcTpaT MeTku (HampuMmep, TepokcHmasa XpeHa, ImenouHas (¢ocdarasa,
mouundepaspl, IIIOKOAMMIIA3a, JIM303MM, caxapuaokcupaasel win  [B-D-ramakrosupasa),
pazomsoroms (Hanpumep, 2, 1241, 1251, 1811, 355, 3H, N, 112, Yc, Sy, Scy, ¥y, By, 2y,
177Lu, 211At, 186Re, 188Re, 153Srn, 22Bi u 32P, JIPyrue JIAaHTaHUAbI, JIOMUHECLEHTHbIE METKH),
XpoMOGOpHYIO TpYIIy, AUTOKCHIreHWH, Ouotun/aBuauH, Monekyny JIHK wnm 3omoro ms
JOEeTEeKLNH.

[000205] B HekoTOpBIX BapHaHTaX OCYILIECTBJEHUS KOHBIOTAT MOKET MPEICTaBJISTh
coboli Mmoguduuupyromui hapMakOKUHETUKY (parMeHT, KOTOPBIH CIIOCOOCTBYET YBEIHMUEHHIO
nepuosa TONYKH3HH aHTUTeNna. MIUmOoCTpaTHBHBIM NpuUMep BKIIKOYAET BOAOPACTBOPHMBIE
nonuMepbl, Takue kKak [0, kapOOKCUMETHILEUT0NI03a, JEeKCTPaH, MOJUBUHUJIOBBIN CIHPT,
NOJMBUHUIMTUPPOIUAOH, CONOJIMMEPHl STHJIEHIIUKOIB/ IPONUICHIIUKONb U T.01. [lomammep
MOXET HMETh JIOOYI0 MOJEKYJSIPHYI0 MacCy W MOXKeT ObITb pPa3BETBICHHBIM MU
HEpa3BETBJICHHbIM. KOJIMYECTBO MMONUMEPOB, TNPUKPEIUIEHHBIX K AHTHUTENy, MOXKET
BapbUPOBATBCS, M, €CIH MPHCOENIUHEHO Oojiee OXHOTO IOJMMepa, OHH MOTYT OBITh
OJIMHAKOBBIMH WUJIM PA3HBIMH MOJIEKYJIAMH.

[000206] B HekOoTOpbIX BapuaHTaX OCYLIECTBJEHHUS KOHBIOTAT MOXKET MPENCTaBJIATH
co0O¥ KOMITOHEHT JJIs1 OYUCTKH, TAKOH KaK MAarHUTHBIN IAPUK.

[000207] B HEKOTOpBIX BapuUaHTaxX OCYLIECTBICHUA AaHTUTENa MU UX AHTUIEH-
CBSI3BIBAIOINME (PPArMEHTHI, NPEACTABICHHbIE B HACTOSIIEH 3asBKE, UCTIONB3YIOTCS IS OCHOBBI
11 KOHBIOTATa.

[000208] [TonuHYKJIEOTHIBI K PEKOMOMHAHTHBIE METOTBI

[000209] Hacrosiimee u300peTeHHe TMPENCTABISIET BbIACIEHHbIE TOJMHYKJICOTHIbI,
KOTOpble KOAUPYIOT aHTU-CD33NCHIIOH aHTHTeNa W X aHTUIeH-CBs3bIBarOLIMe (parmMeHTs. B
HEKOTOPBIX BapUAHTAX OCYLIECTBJICHHS BBIICJICHHbBIC MOJMHYKJICOTUABl BKJOYAIOT OAHY MU
HECKOJIbKO HYKJIEOTHIHBIX MOCenoBaTebHOCTeH, mokazanubix B SEQ B NO: 82, 84, 86, 88, 90,
92, 94, 96, 98, 100, 102, 104, 106, 108, 110, 112, 114, 116, 118 w/mnu 120, KOTOpBIE KOOUPYIOT
BapHabeNbHyI0 O00NaCTh WIIIOCTPATHBHBIX AHTUTEJN, NPENCTABICHHBIX B HACTOSINEH 3asiBKE.
JIHK, KOOupyromyrw MOHOKIOHAJbHOE AaHTUTENO, JIETKO BBIACISIOT M CEKBEHHPYIOT C
UCTIOJIb30BAaHUEM TPaIULUOHHBIX npoIenyp (Hampumep, c UCTIOJIb30BAHUEM
OJIMTOHYKJIEOTHIHBIX 30HIOB, KOTOpBIE CHOCOOHBI CHELU(PHYECKH CBS3bIBATHCS C T'€HAMH,
KOIMPYIOIIMMHU TSDKENYI0 M JIerkyro nenu anrturena). Komupyromyro JIHK Takke MOKHO
MOJIyYUTh CIIOCO0aMH CHHTE3A.

[000210] BrelneneHHbI1 MNOAUHYKJIEOTU, KOTOpBIM KkomupyeT aHTU-CD3-3mcumnoH
aHTUTeNa W WX  aHTUTEH-CBs3bIBatOIMME  (parMeHThl  (HampuMmep,  BKIIIOYAROIIUIN
rnociienoBaresibHOCTH, noka3anHblie B SEQ IN NO: 82, 84, 86, 88, 90, 92, 94, 96, 98, 100, 102,
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104, 106, 108, 110, 112, 114, 116, 118 w/umu 120), MoxeT ObITH BCTPOSH B BEKTOP MJIsi
nanpHeimero kiaoHupoBanus (amruindukanun JHK) nam mis skcnpeccun ¢ UCHOIb30BAHUEM
PEKOMOMHAHTHBIX METOOB, W3BECTHBIX W3 YpOBHA TeXHUKU. CyIIECTBYeT MHOXKECTBO
U3BECTHBIX BEKTOPOB. KOMIIOHEHTHI BEKTOpa OOBIYHO BKJIKOYAIOT, HO HE OTPAHMYUBAIOTCS 3TUM,
OJHO WM HECKOJbKO U3 CJIEAYIOLIEro: CHrHaJbHAas IOCJIENOBATENbHOCTb, OPUIKUH
perIMKaluy, OAWH WIM HECKOJbKO MAapKEpHBIX TI'€HOB, 3HXAHCEPHBIM 3JIEMEHT, MPOMOTOP
(manpumep, SV40, CMV, EF-10) u nocienoBareabHOCTb TEPMUHALUH TPAHCKPHUITLIUH.

[000211] B HexkOoTOphIX BapHaHTAaX OCYLIECTBJICHHS BEKTOpPHAs CHUCTEMa BKIIIOYAET
CHCTEMBbl MJIEKONMTAIOLINX, OaKTepUasIbHbIE, IPOXIKEBBIE CHUCTEMbl M T.J. U BKIOYAET
IJIa3MUIbI, TAKKE Kak, HO He orpaHuumBasich 3tuM, pALTER, pBAD, pcDNA, pCal, pL, pET,
pGEMEX, pGEX, pCI, pCMV, pEGFP, pEGFT, pSV2, pFUSE, pVITRO, pVIVO, pMAL,
pMD18-T, pMONO, pSELECT, pUNO, pDUO, Psg5L, pBABE, pWPXL, pBI, p15TV-L,
pProl8, pTD, pRS420, pLexA, pACT2.2 u T, u apyrue nabopaTopHblE U KOMMEPUYECKH
IOCTyIHBIE BEKTOpPBL lloaxopsinue BEKTOPBI MOTYT BKJOYATh, IUIA3MHIHBIE WM BUPYCHBIE
BEKTOPBl (HAmpuUMep, PeIUIMKATUBHO-Ae()EKTHbIE pPETPOBUPYCHI, AJCHOBUPYCHI U aIeHO-
aCCOLIMMPOBAHHBIE BUPYCHI).

[000212] BekTophl, BKIOYAKOLIHE  MOJUHYKJICOTHAHYIO  MOCIEAOBATEIbHOCTD,
KOZMPYIOIIYIO AHTHUTEJO WJIM aHTHUI€H-CBSI3BIBAIOLINI (PparMeHT, MOXXHO BBECTH B KJIETKY-
XO3SIMH JUJIs1 KJIIOHUPOBAHMS WIJIM SKCIPECCUU T'eHOB. [1omXomsiiumMu KIeTKaMu-X03s5€BaMu ISl
kJoHupoBanus win skcnpeccun JJHK B BekTopax B HacTOSIIEM M300PETEHUH SIBJISIOTCS KJIETKH
NPOKApUOT, APOXCKEH WM BBICHIMX 3YKapuOT, ONMHUCaHHble Bbie. [logxonsimue mpokapuoThl
11 3TOM LeNN BKJIIOYAIOT eubacteria, Takue Kak rpaMOTPULIATENbHbIE WIIH TPAMITOJIOKUTEIbHbIE
opraHm3Mmbel, Hampumep, Enterobacteriaceae, taxme kax Escherichia, wampumep, E. coli,
Enterobacter, Erwinia, Klebsiella, Proteus, Salmonella, manpumep, Salmonella typhimurium,
Serratia, Harpumep, Serratia marcescans u Shigella, a taxxe Bacilli, Takue kak B. subtilis u B.
licheniformis, Pseudomonas, Takue kak P. aeruginosa u Streptomyces.

[000213] B ponojHeHHWe K NPOKAPHOTAM 3YKAPUOTHYECKHE MHUKpPOOBI, TaKhe Kak
HUTYaThle TPUOBI WM JAPO}OKHU, SBIISFOTCS MOAXOASLIUMH XO35€BaMH Il KJIOHHPOBAHUS HITH
SKCIIPECCUH  BEKTOPOB,  komupyoomux  aHTH-CD3-sncwnon  antwrena. M3 HE3mNX
SYKaPUOTUYECKUX MUKPOOPTaHU3MOB-X0351€B Haubojee 4acTo HCIONb3YIOTCS Saccharomyces
cerevisiae, WM OObIUHBIE MEKapckue APosxokH. OAHAKO psii APYTrUX POIOB, BUAOB U LITAMMOB
SBIIIIOTCST  OOINENOCTYNMHBIMH W TOJIE3HBI B HACTOALIEM HM300PETEHHH, HAmpuMep
Schizosaccharomyces pombe; Kluyveromyces xossieBa, Takue kak, Hampumep, K. lactis, K.
fragilis (ATCC 12,424), K. bulgaricus (ATCC 16,045), K. wickeramii (ATCC 24,178), K. waltii
(ATCC 56,500), K. drosophilarum (ATCC 36,906) K. thermotolerans u K. marxianus; yarrowia
(EP 402,226); Pichia pastoris (EP 183070); Candida; Trichoderma reesia (EP 244,234),
Neurospora crassa, Schwanniomyces, Takue kak Schwanniomyces occidentalis; u HUTUaTBIC
rpulbl, Takue kKak xossieBa Neurospora, Penicillium, Tolypocladium u Aspergillus, Takue xak A.
nidulans u A. niger

[000214] ITogxoxnsiue KJIETKU-XO0351€Ba I SKCIPECCUM TIIMKO3UIMPOBAHHBIX AHTUTEN
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WIN aHTUTeH-QparMeHTa, TMpPEACTABJIEHHBIX B HACTOSINEH 3asBKe, MPOUCXONAT U3
MHOTOKJIETOUHBIX ~OpraHu3MoB. IIpuMepsl KJIETOK O€CIO3BOHOYHBIX BKJIIOYAIOT KIETKH
pacTeHHMH W HACEeKOMbIX. bbUTM HAEHTU(UIMPOBAHBI MHOT'OYHCIEHHbIE OaKyJIOBUPYCHBIE
IITAMMBbl ¥ BApPUAHTHI U COOTBETCTBYIOLIME KJIETKHU-XO035€Ba, TAKUE KaK NMEPMUCCUBHbIE KJIETKU
HACEKOMBIX M3 TakHX x03sieB, kak Spodoptera frugiperda (rycenuna), Aedes aegypti (xomap),
Aedes albopictus (xomap), Drosophila melanogaster (ruomoBast mymka) u Bombyx mori.
PasHooOpasHble BHPYCHbIE LITAMMBI Uil TPAaHC(HEKLUUH SBJSIFOTCS  OOLIENOCTYIHBIMHY,
Hanpumep, BapuaHT L-1 Autographa californica NPV u Bm-5 mramm Bombyx mori NPV, u
TaKHe BUPYChl MOTYT OBITh HCIIOJIb30BaHbI B KaYECTBE BHPYCAa B COOTBETCTBUU C HACTOSIIUM
n3o0peTeHneM, B 4aCTHOCTH JUIA TpaHcdekuun kiaetok Spodoptera frugiperda. PacturenbHbie
KJIETKH TaKUX KYJIbTYp, KaK XJIOMOK, KYKypy3a, KapTodeib, COsl, METYHUs, TOMAaThl U Tadakx,
TaK’Ke MOJKHO UCIIOJIb30BATh B KAUECTBE XO35IEB.

[000215] Onnako HauOONBIIMI HHTEpPEC NPEACTABNISAIOT KJIETKH TMO3BOHOYHBIX, U
Pa3MHOXKEHHE KJIETOK TO3BOHOYHBIX B KYJIbTYpe (TKaHEBOHW KyJbType) CTaj0 PYTUHHOU
nponenypoii. [Ipumepsl MONE3HBIX KJIETOYHBIX JIMHUM MIIEKONUTAIOIINX B KAdeCTBE XO35EB
BKJTIOUAIOT JTUHUIO KieTok CV1 nmouku 06e3bsinbl, Tpancopmuposannyro SV40 (COS-7, ATCC
CRL 1651); nuHMIO KIJIETOK TOYKHM 4YeJOBEeYeCKOro sMOpuoHa (293 wmmm 293 kieTku
CyOKJIOHMPOBAaHHBIE JIJIsl POCTA B CYCIIEH3UOHHOM Kynbrype, Graham et al., J. Gen Virol. 36:59
(1977)); nunmro xierok mouku HoBopoxkaeHHoro xomsika (BHK, ATCC CCL 10), knerku
ssndHUKOB kuTarickoro xomsiuka/-DHFR (CHO, Urlaub et al., Proc. Natl. Acad. Sci. USA
77:4216 (1980)); mpiuunsie kinerku Cepronu (TM4, Mather, Biol. Reprod. 23:243-251 (1980));
kietkn mnodku obOe3bsl (CV1 ATCC CCL 70); xneTkn mnodyku adpUKaHCKOW 3eIeHOH
mapteimkan (VERO-76, ATCC CRL-1587); kneTku IepBUKAJbHON KapLIUHOMBI YeJOBEKa
(HELA, ATCC CCL 2); knerku nouku cobaku (MDCK, ATCC CCL 34); kneTku neueHu cepoi
kpeicbl (BRL 3A, ATCC CRL 1442); knerku nerxkoro uenoseka (W138, ATCC CCL 75);
kyeTku nedeHu denoseka (Hep G2, HB 8065); mpimuHy0 onyxosib MOJIOUHO# kene3bl (MMT
060562, ATCC CCLS51); TRI kaerku (Mather et al., Annals N.Y. Acad. Sci. 383:44-68 (1982));
MRC 5 knetku; FS4 knerku; u quHUIO KiaeTok renatomel denoseka (Hep G2). B HexoTopbix
MPEIMOYTUTENIbHBIX BapUAHTaX OCYLIECTBICHUS KJIETKAa-XO3UH mpencrasisier cobout 293F
KJIETKY.

[000216] Knerku-xo3sieBa TPaHCPOPMHPYIOT OIMUCAHHBIMU BBILIE SKCIPECCHPYIOIUMH
WIA KIOHUPYIOIIMMH BEKTOpaMH JUIsi nponykiuu aHTu-CD3-3mcuioH  aHTHUTENna U
KYJIbTUBHPYIOT B OOBIYHBIX IMUTATEIBHBIX Cpenax, MOAM(HULNPOBAHHBIX COOTBETCTBYIOILINM
o0pa3oM Iuisi MHAYKOHH MPOMOTOPOB, OTOOpa TPaHC(POPMAHTOB WM aMIDTH(UKALIMU TE€HOB,
KOZIMPYIOIIHX JKEJIaeMble TOCIIEIOBATENIbHOCTH. B pyromM BapmaHTe OCYIIECTBICHUS aHTUTEINO
MOJKET OBITh IOJyYEHO MyTEM FOMOJIOTUYHON PEKOMOMHAIINY, N3BECTHON B TAaHHOH 00JIacTH.

[000217] KneTku-xo3s€Ba, UCHOIb3yeMblE JJIs1 MPOAYLIUPOBAHUS AHTUTEN WM AHTUIEH-
CBSI3bIBAIOIIUX (PPArMEHTOB, MPENCTABIEHHBIX B HACTOSIIEH 3asiBKE, MOKHO KYJIbTUBHUPOBATH B
pa3mmuHbIX cpenax. Kommepuecku noctymHble cpenbl, Takue kak cpena Xoma F10 (Sigma),

MUHMMaJbHas nurarenbHas cpena (MEM), (Sigma), RPMI-1640 (Sigma) n MonuduupoBaHHas



49

Hynmebexkko cpena Mrma (DMEM), Sigma), SBISIOTCS MOIXONSLIMMH ISl KYJbTHBHPOBAHUS
KJIeTOK-Xx03sieB. Kpome Toro, moboit 3 Hocurene, onncanubix B Ham et al., Meth. Enz. 58:44
(1979), Barnes et al., Anal. Biochem. 102:255 (1980), narenrax CIIIA NeNe 4767704, 4657866;
4927762; 4560655; nm 5122469; WO 90/03430; WO 87/00195; unu U.S. Pat. Re. 30,985,
MOKHO MCIOJIb30BAaTh B Ka4eCTBE KYJBTYPaJbHOH Cpebl I KIETOK-X03sieB. JIIoOyro u3 3Tux
cpen MOXKHO IPU HEOOXOIUMOCTH JAOMOJHUTH TOPMOHAMH W/WIM IPYTUMH (aKTOpaMH pOCTa
(TaKUMH KaK MHCYJIUH, TpaHC(HEPPUH WIN 3MUAEPMAIbHBIN (HaKTOp pOCTa), CONAMU (TAKUMH KaK
XJIOpUA HATpHsl, Kanbluil, Marauii u pocdar), oydpepamu (takumu kak HEPES), Hykneorunamu
(Takne Kak aIeHO3MH M THMHAMH), aHTHOHOTHKaMH (Takue kak mpermapar GENTAMYCIN™),
MHUKpO3JIeMeHTaMH  (OmpeaessieMble  KaK ~ HEOPraHWYeCKHe  COCOUHEHHUs,  OOBIYHO
NPUCYTCTBYIOLIME B KOHEUHBIX KOHLEHTPAIMAX B MUKPOMOJISIPHOM JHANAa30He) U MIFOKO30H MITH
SKBHUBAJICHTHbIM HCTOYHUKOM 3Hepruu. JIroOble npyrue HeoOxomumble TOOABKH TaKKe MOTYT
OBITh BKIJIFOYEHbI B COOTBETCTBYIOIIMX KOHLEHTPALMSX, KOTOpPbIE JOJDKHBI OBITh H3BECTHBI
CHEeLMAINCTaM B JAaHHOH oOnacTh. YCIIOBHA KyJIbTUBUPOBAHMS, TaKue Kak Temreparypa, pH u
T.IL, SIBJIIFOTCSL TAKUMH, KOTOPBIE PaHEEe UCIOIB30BAIUCH AJISI KIIETKU-XO35WHA, BBIOPAHHON IS
SKCIIpeccuy, U OyIyT OYEBUAHBI IS CIIELIUANNCTA B JAHHON 00J1aCTH TEXHHKH.

[000218] Ilpu wCrONB30BAaHMM PEKOMOWHAHTHBIX METOIOB  AHTUTEN0  MOXKET
NPOAYLMPOBATECS  BHYTPUKJIETOYHO, B  MEPUIUIA3MATHYECKOM  IPOCTPAHCTBE WM
HETIOCPEACTBEHHO CEKPETHPOBATHCS B cpeny. Eciu anTuTeNno nponyunpyercst BHyTPUKIETOUHO,
B KA4eCTBE MEPBOH CTAIHM, KJIETOUHBIH AeOpHUC B BUAE YACTHIL, JUOO KJIETKHU-X035€Ba, JUOO
JM3UPOBAHHBIE (bparmeHThI yIAJISIIOT, Harpumep LHeHTpU(yTUpOBaHHEM WIn
ynerpadunsrpanueii. Carter et al., Bio/Technology 10:163-167 (1992) onuceiBatoT nmpouenypy
BBIJICJICHUS] aHTUTEJN, KOTOPbIE CEKPETHPYIOTCA B IepuruiazMatuueckoe npoctpanctso E.coli.
Bxparie, kJI€TOYHYIO MacTy pa3sMOpaKUBarOT B npucyTcTeuu auerara Hatpus (pH 3,5), EDTA u
dernamermncynsponmndpTopuna (PMSF) B reuenne npumepHo 30 munyT. Knerounsnii nedpuc
MOXHO yHOaiuTh LeHTpudyrupoBanueMm. Korma aHTHTENO CEKpeTUPyeTCs B  Cpeny,
CYNEpHATaHThl M3 TaKUX CHCTEM OSKCIOPECCHMH OOBIYHO CHayaja KOHLEHTPHPYIOT C
UCTIOJIb30BAHUEM KOMMEPUECKH OCTYMHOro (WiIbTpa Al KOHLEHTpauuu Oejka, Hampumep,
yibTpaguIbTPpAaMOHHON ycTaHOBkH Amicon wim Millipore Pellicon. Marubutop mporteassi,
takoii kak PMSF, moker ObIThb BKIIOYEH B JIFOOYI0 W3 BBIIIEYKA3aHHBIX CTaaWHd st
UHTUOMPOBAHUS MPOTEONIHN3a, U AHTUOMOTHKH MOTYT OBITh BKJIFOYEHBI JJISI MPENOTBPAILEHHS
pPOCTa CIy4alHBIX 3arpsi3HIIOIINUX BELIECTB.

[000219] AnTH-CD3-3mcHiIOH aHTHUTENa M WX AHTHICH-CBS3BIBAIOIINE (PparMeHTHl,
NOJIYYE€HHBIE U3 KJIETOK, MOTYT OBITh OYHINEHBI, HAIPUMED, C UCTIOIB30BAHUEM XpOoMaTorpadpuu
Ha TUAPOKCWIAMATUTE, Teb-3JiekTpodopesa, Auann3a, MOHOOOMEHHOH Xpomarorpaduu Ha
DEAE-nemrono3e, ocaxaeHus CcynbhaToM aMMOHHUS, BblcanuBaHus #  aduHHON
xpomarorpaduu, npu 31oM adpdunHas xpomarorpadust SABISETCA NPEATIOUTUTENBHBIM METOIOM
OYHUCTKH.

[000220] B HEKOTOpBIX BapHaHTaX OCYLIECTBJIEHHUs OeNoK A, MMMOOMIIM30BAaHHBIA Ha

TBepaoh (asze, HCMONB3yeTcs it UMMyHOA(P(UHHON OYMCTKH AQHTUTENIA U €ro AHTUTeH-
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cBsi3bIBaroero ¢pparmenra. Ilpuronnocts 6enka A B kauectBe ay()UHHOTO JIMTAHAA 3aBUCUT OT
BUAa M u3otuna mobdoro Fc momeHa nMMyHOrIoOyIHMHA, KOTOPBIM NPUCYTCTBYET B aHTUTEINE.
benok A MOXXHO HUCTONB30BATh AJIsT OYMCTKH AHTUTEN HA OCHOBE YEJIOBEUECKHX TSKEIBIX IeTei
rammal, ramma2 i ramma4 (Lindmark et al., J. Immunol. Meth. 62: 1-13 (1983)). benox G
PEKOMEH/IOBAH Il BCEX MBILIMHBIX H30TUIIOB U AJis yesnoBeueckoro rammal (Guss et al., EMBO
J. 5. 1567 1575 (1986)). Marpuua, Kk KOTOpoi npucoenuHeH aQp@UHHBIA JIUTAHA, Yalle BCEro
SIBJISIETCS arapO3HOMN, HO CYIIECTBYIOT U Ipyrue MaTpuibl. Mexanndecku craOuiibHbIe MaTPHULBL,
TaKMe KaK CTEeKJIO C KOHTPOJHPYEMbIMH TMOpPAMH WJIH MOJU(CTUPOJAMBHHUI)OCH3O0M,
obecrnieunBaroT OoJiee BHICOKHE CKOPOCTH MOTOKA U OoJiee KOPOTKOE BpeMsi 00pabOTKH, YeM 3TO
MOJKET OBITh HOCTUTHYTO ¢ arapo3oil. Korma antuteno Bkimouaer CH3 nomeH, miisi OYMCTKH
noje3Ha cmonia Bakerbond ABX. TM. (J. T. Baker, Phillipsburg, N.J.). JIpyrue MeToapl O4UCTKH
OenkoB, Takue Kak (PpaKLHMOHUPOBAHME HA HMOHOOOMEHHOH KOJIOHKE, OCAXKACHHE 3TAHOJIOM,
obpamenHo-¢pazoBass BOXX, xpomartorpadus Ha cunukarene, xpomartorpadusi Ha TemapuH-
CE®APO3E™ Ha aHHOHHOH WM KAaTHOHOOGMEHHOH CMOJe (Takoli Kak KOJIOHKa C
MOJIMACTIAPAarMHOBOH  KHUCHOTOH), xpomatodokycupoBanue, SDS-PAGE wu ocaxneHue
Cyab(haToM aMMOHUS, TAK)KE TOCTYITHBI B 3aBUCUMOCTH OT aHTHUTENA, KOTOPOE HYKHO BbIIEJIUTb.

[000221] Tlocne mrobOoii craauu(craamii) TNPENBAPUTEIBHON OYHUCTKH  CMECH,
BKJIFOUAOIIYI0 AHTHUTEJO, TPENCTABISIIOLIEe HHTEPEC, U NPUMECH, MOXKHO TMOJBEPTHYTH
xpomarorpadpuu runpopoOHBIX B3aUMOAEHCTBHH mnpu HM3KkoM pH ¢ wucnonp3oBaHueM
smowupyromiero oydepa npu pH okosio 2,5-4,5, mpeanouTUTeNIbHO OCYIEeCTBIISIEMON MPU HUIKHIX
KOHLEHTpaLUsIX coyel (Hampumep, okosio 0-0,25M comm).

[000222] ®apmarnieBTUYECKAS KOMIIO3ULUS

[000223] Hacrosimee wu300pereHHe TakXe NpPEACTaBisieT  (papMaleBTUYECKUE
KOMITO3ULIMY, BKIO4aomue aHTU-CD33IcuiioH aHTuTeNna WM UX AHTUIeH-CBA3BIBAIOIINE
(bparMeHTbI ¥ OAMH UM HECKOJIBKO (PapMalieBTUUECKHU TPUEMIIEMBIX HOCHTEJNEH.

[000224] dDapmMaueBTHUECKH TMPUEMJIEMble HOCUTENH JUIsl  UCIONB30BAHHUA B
(apMaleBTHYECKUX KOMITO3ULUSX, PACKPBITHIX B HACTOSIICH 3asBKE, MOTYT BKJIKOYATh,
Harpumep, papMarieBTUYECKH MPUEMIIEMbIE KUIKUE, TreieoOpa3Hble WM TBEPAble HOCHUTEIH,
BOJIHbIC HOCHUTENIM, HEBOAHBIE HOCHUTENIM, AHTUMHKPOOHBIE areHTbl, M30TOHHYECKHUE areHTHI,
Oydepbl, aHTUOKCHIAHTBI, AHECTETHKH, CYCIIEHANPYIOIINe/ TO3UPYIOIINE ar€HThI, CEKBECTPAHTHI
WIN XeNaTooOpas3yroUIfe areHThl, pa30aBUTENH, aAbIOBAHTHI, SKCLUMHEHThl WA HETOKCHYHBIE
BCIIOMOTATEJIbHBIE BEIECTBA, APYrHe KOMIIOHEHTHI, H3BECTHBIE B JAHHOH O0JIACTH TEXHHUKH TN
pa3NuYHbIE KOMOWHAIMH BhIIIETIEPEYHCIICHHBIX.

[000225] Tlomxopsimue KOMIOHEHThI MOTYT BKJIIOYaTh, HANPUMEP, AHTHOKCHUIAHTHI,
HATIOJIHUTEIH, CBS3YIOIINE, Pa3pbIXJIUTENH, Oydepbl, KOHCEPBAHTBI, CMA3bIBAIOLINE BEIIECTBA,
apOMaTH3aTOPBI, 3aTyCTUTENH, KPACUTEINH, SMYJIbIaTOPbI TN CTaOMIIN3aTOPHI, TAKHE KaK caxapa
U LUKJIOAEKCTpUHBL. Ilomxoasiire aHTHOKCHIAHTBI MOTYT BKJIFOYATh, HANPUMEpP, METHOHUH,
ackopbunoByro kuciotry, EDTA, Tuocynedar HaTpus, miaTuHy, KaTajasy, JAMOHHYIO KHCIOTY,
LUCTEUH, THUOTJHMLEPHH, THOIJIUKOJEBYID  KHCIOTY, THOCOPOHUT,  OyTHJIMPOBAaHHBIN

TMIPOKCAHU30J, OyTHJIMPOBAHHBI THAPOKCUTONYON W/miu mnponmirauar. Kak packpsiTo B
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HACTOsLIEN 3asBKe, BKJIIOYEHHWE OJHOIO WJIM HECKOJbKUX AaHTHOKCHUAAHTOB, TakKMUX Kak
METHOHHMH, B KOMIIO3MIIUIO, COAEPIKAIIYI0 aHTUTENIO WIM aHTUI€H-CBSA3BIBAIOIIUN (parMeHT u
KOHBIOTAThI, KaK MPEeIyCMOTPEHO B HACTOsIIEH 3asBKE, YMEHbIIAET OKUCJIEHHE aHTUTEeJa WU
AHTUI€H-CBS3BIBAIOINETO (pparMeHTa. OTO CHIJKEHHE OKHUCJIEHUs IPeJOTBpAIaeT WM
yMeHbIIaeT NOTepro apPUHHOCTH CBS3BIBAHMSA, YJy4llas, TakuM o00pa3oM, CTaOMIBHOCTH
aHTUTE]l M MAaKCUMM3UPysl Cpok XxpaHeHus. CrenoBaTenbHO, B HEKOTOPBIX BapHaHTaxX
OCYLIECTBJICHHs OOECIEeYMBAIOTCS KOMIIO3ULMH, KOTOpBIE COAEPKAT ONHO MM HECKOJBKO
AHTHUTENT WM aHTUTEH-CBSI3BIBAIOLINX (PPArMEHTOB, KaK OMHCAHO B HACTOSINEH 3asBKe, U OJUH
WA HECKOJIbKO aHTHOKCUIAHTOB, TAKUX Kak MeTHOHHH. Kpome Toro, obecneunBaroTcst CriocoObl
NPEAOTBPALICHUS] OKHCICHHS, MTPOMJICHHsI CPOKA XPAHEHUST W/HIIN TOBBILEHHs 3()(HEeKTUBHOCTH
aHTHUTENIa WM AHTUTCH-CBS3bIBAOINETO (parMeHTa, MPEICTABICHHBIX B HACTOSLICH 3asBKE,
NyTeM CMELIMBAHHUS AaHTUTENAa WM AaHTUTeH-CBS3BIBAIOIErO (pparMeHTa ¢ OIHUM MU
HECKOJIbKUMH aHTUOKCHIAHTAMH, TAKUMH KaK METHOHUH.

[000226] Jnst manpHe#med wumocTpanuu, (papManeBTHYeCKH MpUeMJIeMble HOCUTEIH
MOTYT BKJIIOYaTh, HalpUMep, BOJHbIE HOCHUTENH, TakWe KaK pacTBOp XJOpUAA HATpus Ui
WHBEKLIUN, pacTBOp PuHrepa nans WHBEKLHN, H30TOHUYECKMH pPACTBOP AEKCTPO3bl AJIA
WUHDBEKLUI, CTepUibHas BOAA JJil MHBEKLUI WM pacTBOP AEKCTPO3bl U JakTaTa PuHrepa ms
WUHDBEKLUI, HEBOAHbIE HOCUTENH, TaKHE KaK HeJeTydhe Macja pacTUTENbHOTO MPOUCXOXKIEHUS,
XJIOIKOBOE MAacloO, KYKYpy3HO€ Macjo, KyHXYTHOE€ Macji0 WIM apaxucoBO€ Maclo,
POTHBOMHUKPOOHBIE areHThl B OAKTEPHOCTATUYECKUX MM (PYHTUCTATUYECKUX KOHLIEHTPALUSAX,
M30TOHMYECKUE AareHThl, TaKhe Kak XJIOPUI HATpUs MM JAEKCTpo3a, Oydepbl, Takue Kak
docdarabie uu uuTpaTHbie Oydeprl, AHTUOKCUIAHTHI, TAaKHe Kak ONCyb(aT HATPUS, MECTHbIE
AHECTETUKM, TaKHe KaK TUAPOXJOPHA MpOKauHa, CYCIEHAUPYIOLIME U AUCHEPrHPYIOIIHE
areHTbl, TAKHE KaK HATPUH KapOOKCHMETHIILIEIUII0I03a, THAPOKCHITPONMIMETHIILEIUTION03a W
NOJUBUHWINUPPOIUAOH, OMyJibratopsl, Takue kak mnonucopbar 80 (TWEEN-80),
CEKBECTPUPYIOLIHE 15805 XeJaToo0pas3yroime AreHTHI, TaKue KaK EDTA
(sTunenanamMuHTeTpayKcycHas kuciora) wid EGTA (3THIEHIIMKOIBTETPAyKCYCHAsI KUCIIOTA),
STUJIOBBI CHUPT, MPOIMUICHIJIMKONb, THIPOKCHI HATPHs, XJOPUCTOBOAOPOIHAS KHCIOTA,
JVMOHHAsl KHUCJIOTa WJIH MOJIOYHAsl KHCJIOTa. AHTHMMHUKPOOHBIE areHThbl, HCIOJb3yEeMbIC B
KayecTBe HOCUTeNell, Moryr ObiTh pno00aBieHbl K (hapMaleBTHYECKHM KOMITO3HLHSAM B
MHOTOZI030BBIX KOHTEHHEPAX, KOTOPBIE BKIFOYAIOT (PEHOJIBI HITH KPE3OJIbl, PTYTHBIE COCAMHEHUS,
OEH3WIOBBIN CIHPT, XJOPOYTAHOJ, CIOXKHBIE 3(PUPBI METHII- U MPOIII-T-THAPOKCUOCH30HHON
KHCJIOTBI, THMepOcas, OeH3aIKoHUIXIopua U OeH3eToHubxmopua. lomxonsimue SKCIUMTUEHTHI
MOTYT BKIIFOYaTh, HAmpuMep, BONY, (PU3MOIOTWYECKUH PacTBOP, AEKCTPO3Y, TIHLEPHH HIIH
staHod. [logxoasiue HETOKCUYHBbIE BCIIOMOTATeNbHbIE BELIECTBA MOTYT BKJIIOUATh, HapUMED,
CMauyMBAOIINE WIM SMyJbrupyromue areHtsl, pH-OydepHble areHTs, CTa0MIN3ATOPHI,
YCHJINTENN PAaCTBOPUMOCTH WJIM TaKHe BEINECTBA, KaK alleTaT HATpus, COpOMTaHMOHONAYpAT,
TPU3TAHOJIAMUHOIEAT WIIN LUKIOAEKCTPHH.

[000227] apmaneBTHUECKHE KOMIO3UIMM MOTYT MPEACTaBIsITh COOOH S KUAKUH

pacTBOp, CYCHEH3HUIO, 3MYJIbCHIO, MO0, Karcyiy, TabJeTKy, KOMIO3HULIUIO C 3aMeJIEHHBIM
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BBICBOOOXKIIEHNEM WIJIM MOpOLIOK. KoMno3uuuu st mepopaibHOrO BBEEHHUS MOTYT BKJIOYAThb
CTaHIApPTHBIE HOCUTENH, Takue Kak (papMalleBTHUECKHE COPTAa MAHHMTA, JIAKTO3bI, Kpaxmaia,
cTeapara MarHus, MOJMBUHWIMUPPOIUIOHA, HATPUH caxapuHa, LEJII0I03bl, KapOoHaTa MarHus
U T.0.

[000228] B HekOTOpBIX BapHaHTaX OCYIIECTBJICHUS (apMaLleBTUUECKHUE KOMIIO3ULIH
copMynrpoBaHBl B BUE€ KOMIO3ULMM I MHBEKLHMH. PapMmaneBTHIeckue KOMITO3ULMU IS
WUHBEKIMH MOTYT OBbITh MOJIy4eHBI B JI0OOI 00bMHON (popme, Tako# Kak, HApUMEp, SKUAKUN
pacTBOp, CYCNEH3MUsl, SMYJIbCHs WIH TBepAble (POPMBI, MOAXOASLINE AJISI MMOJYUEHHs KHIKOTO
pacTBOpa, CyCleH3uH Uil dMyJbcuu. [IpenapaTsl 11t HHBEKLNUH MOTYT BKJIKOYATh CTEPUIIbHBIE
W/WJIN anUPOTEHHBIE PACTBOPBI, TOTOBBIE MJIsi WHBEKIHMU, CTEPUIbHBIE CyXHE pPaCTBOPHMBIE
NPOAYKTBI, TaKkWe Kak JUO(DWIM3UPOBAHHBIE MOPOLIKH, TOTOBbIE Ui OOBEOUHEHUS C
pacTBOpPUTENEM HEMOCPEACTBEHHO Iepell HCIOJb30BAaHHWEM, BKJIOUas TIMIIOEpPMHUYECKHE
TabJIETKH, CTEPUIIbHBIE CYCIIEH3UH, TOTOBBIE JJISl HHbEKLIUH, CTEPUIIbHBIE CyXHe HEPACTBOPHUMBIE
NPOXYKTBI, TOTOBBIE JIJIs1 OOBEIUHEHNSI C HOCUTEJIEM HEMOCPEICTBEHHO Mepe HCIIOIb30BAHHUEM,
U CTEepUJIbHBIE W/WJIM alUPOr€HHbIE SMYJbCHUH. PacTBOpBl MOTryT OBbITh BOAHBIMH HIIH
HEBOJIHBIMHU.

[000229] B HEKOTOPBIX BapHaHTAaX OCYLIECTBJICHUS MapeHTEPAJbHbIE MTPEnapaTsl B BUAC
CTaHIAPTHBIX 103 YIAKOBAHbI B aMIlyjly, (pJIakOH WM IImpuu ¢ uriod. Bece mpemapater ms
MAPEHTEPATbHOTO BBEIEHHUS TOJDKHBI OBITh CTEPUIIBHBIMH, allUPOT€HHBIMHU, KaK 3TO U3BECTHO U
NPaKTUKYETCs B TAHHOW 00JIacTH.

[000230] B HEKOTOpPBIX BapHaHTaX OCYLIECTBJICHUS CTEPUIIbHBIM JTHOPHIN3UPOBAHHBIHI
MOPOLIOK TIOJIYYAIOT PACTBOPEHUEM AaHTUTENA WJIM AaHTUTEH-CBS3bIBAIOINErO (parMeHra,
ONMCAaHHOTO B HACTOsILIEH 3asBKe, B MOAXOMALIEM pacTBopuresne. PacTBopuTenb MOXeT
COZIepIKaTh SKCILUIUEHT, KOTOPBIH YJIy4LIaeT CTAOMJIBHOCTb, WIN Jpyrue (papMaKoIOTHIECKHe
KOMIIOHEHTBI TOPOILIKA WX BOCCTAHOBJIEHHOTO pPAacTBOPA, NPUIOTOBJIEHHOTO U3 IOPOLIKA.
DKCIUMHEHTHI, KOTOPbIE MOKHO HCIOIb30BaTh, BKJIKOYAIOT, HO HE OTPAaHHUYUBAIOTCS 3TUM, BOLY,
IOEKCTPo3y, copbutan, GpyKTO3y, KYKYypy3HBIH CHUPOI, KCUJIHT, MIULEPUH, TJIFOKO3Y, CaXxapo3y
WIN IPyroi MOAXONSAIIMK areHT. PacTBOpHTENb MOXKET conepkarb Oydep, Takoi Kak LIUTPAT,
dochar HaTpust WM Kanwus, WM APYrod Takod Oydep, M3BECTHBIN CIEUATUCTaM B JaHHOM
00JJacTH TEXHUKH, B OJHOM BapHAHTE OCYINECTBJICHUS, C MPHOIM3UTEIbHO HelTpanbHbIM pH.
IMocnenyromast crepuibHas (UIBTPALMS pPacTBOpa C MOCHEAYIOINeld Juoguiu3anue B
CTaHIAPTHBIX YCIOBHAX, M3BECTHBIX CIEHUAINCTAM B ITAHHOH 00OJacTH, NaeT JKEeNaTeNbHYIO
KOMIO3UIMIO. B 0fHOM BapuaHTe OCYIIECTBJIEHHUS MOJy4YeHHbII pacTBOpP pacHpenessioT B
¢aaxons! s rodmnszannu. Kaxkapiil GprakoH MOXET conepaThb OIHY 03y WJIH HECKOJBKO
no3 aHTH-CD3-3nCHIOH aHTUTENa WM €ro aHTHIeH-CBS3BIBAIOLIEr0 (parMeHTa HIH €ro
kommnosuiun. IlepenonHenne GrakoHOB 4yTh BBILIE HEOOXOAMMON JO3bI MM HECKOJBKHUX 03
(marmpumep, okono 10%) sBIsieTcs MpHEMIIEMBIM, YTOOBI OOJNErdUTHTOYHBIH OTOOpP MPOO U
TOYHOE J03upoBaHHe. JIMOQUIM3HPOBAHHBI NOPOMIOK MOXHO XPAaHUTh B MOIAXOMASLINX

YCJIOBUSIX, HAIIPUMeEP NpU TeMriepatype oT okoJio 4°C 10 KOMHATHON TeMnepaTyphl.
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[000231] BoccranoBieHne THOPHIN3UPOBAHHOIO MOPOLIKA BOXOW [IJIsI HHBEKLHUI
MPEACTABIIAET KOMIO3ULIUIO, KOTOPYIO MOKHO HUCIOJIB30BAaTh IJIsl IAPEHTEPAIbHOrO BBEAEHU. B
OJJHOM BAapUAaHTE OCYILIECTBJIEHHs MJIsI BOCCTAHOBJIEHUS K JHMO(UIM3HPOBAHHOMY IOPOLIKY
N00aBJSAIOT CTEPUIIBHYIO W/WJIM alUPOreHHYI0 BOAY WM JAPYroH SKUAKHH MOAXOMSAINUN
HOCcHTeNb. TOYHOE KOJMYECTBO 3aBHCUT OT BBIOPAHHOI Tepamuu M MOXKET OBITh ONpeneseHO
SMIIUPHUYECKH.

[000232] CriocoObl mprUMeHeHUst

[000233] Hacrosiimee u300peTeHHE TaKxkKe MPEACTABISIET TEPANEeBTUYECKUE CIOCOObI,
BKJIFOYAIOLIME. BBEACHUE TepaneBTHYeCKH 3(P(PEeKTUBHOrO KOJIMYECTBA AHTUTENA MM AHTUTCH-
CBSI3BIBAIOINETO (hparMeHTa IO HACTOSINEMY H300pPETeHHIO NAalMEHTY, OCYLIECTBJSISI TaKUM
obpasom nedyenne win npodpunaktuky CD3-CBSI3aHHOTO COCTOSIHHMSI WJIM paccTpoiicTBa. B
HEKOTOpBIX BapuaHTax ocyuiecTBieHuss CD3-cBsi3aHHOE COCTOSIHME WM PacCTPOMHCTBO
npencraBisieT  coboil  OHKoJiorMdeckoe — 3aboieBaHHe, AayTOMMMyHHOe  3a0ojieBaHUeE,
BOCTIAJIUTENIbHOE 3a00JIeBaHNE TN HH()EKIIMOHHOE 3a00JIeBaHHE.

[000234] ITpumepbl OHKOJIOTHYECKOTO 3a00JIEBAHUST BKITFOYAOT, HO HE OTPAaHUYHBAOTCS
5TUM, HEMEJKOKJIETOYHbIH pakK JIETKOro (CKBAMO3HBIN/HECKBAMO3HBIN), MEJIKOKJIETOYHBIH pPaK
JIETKOT0, MOYEYHO-KJIETOUHbIN paK, KOJOPEKTalbHbIN paK, paK TOJCTON KUIIKH, paKk SUYHUKOB,
paK MOJIOYHOM >Kkene3bl (BKJIFOYast 0a3ajbHYI0 KapLUHOMY MOJIOUYHOW JKENe3bl, NYKTaJbHYIO
KapLHUHOMY U JIOOYJSIPHYIO KapIIMHOMY MOJIOYHOM JKeJe3bl), PaK MOKETYAOYHOH JKeNe3bl, pak
JKEJIy[Ka, paK MOYEBOIO My3bIpsl, paK MUIIEBOAA, ME30TEIMOMY, MEJIAHOMY, PaK I'OJIOBBI U LIEH,
paKk LIIUTOBUAHON >Keye3bl, CAPKOMY, PaK MPEACTaTeIbHON JKene3bl, MIHo0NIacTOMyY, paK IeHKn
MaTKH, KapIMHOMY THMYCa, MEJIAaHOMY, MHUEJIOMBI, (PYyHrOMIHbIE MHUKO3bI, PaK H3 KIETOK
Mepkens, remarouemumoisipayto  kapuuHomy (HCC), ¢ubpocapkomy, MHKCOCapKOMY,
JIUIIOCAPKOMY, XOHAPOCAPKOMY, OCTEOT€HHYH) CapKOMy M JApPYyIHMe€ CapKOMbl, CHHOBHOMY,
Me3oTenuoMmy, omyxoiab HOuHra, JeliommocapkoMmy, pabaoMHOCapkoMy, JHUMQOUTHOE
3JIOKQYeCTBEHHOEe  3a0ojieBaHue,  0a3aJbHOKJIETOYHYI)  KApLUUHOMY,  aJE€HOKAPIHHOMY,
KapLMHOMY CaJIbHOW JK€JE€3bl, MEAYJUIIPHYIO KAPLUHOMY LIUTOBUAHON KeJe3bl, MAUUISIPHYIO
KapLHHOMY IIMTOBHIHOH JKeie3bl, (HEOXPOMOLIUTOMBI, KApLHMHOMY CaJbHOH JKeJe3bl,
NAMWUSIPHYK  KapLUMHOMY, MNaNWUIAPHbIE aJ€HOKAPLMHOMBI, MENYJUIAPHYK KapLUHOMY,
OpOHXOreHHYI0 KapLUHMHOMY, T€laToMy, KapLIUHOMY >KEIYHBIX IMPOTOKOB, XOPHOKAPLIUHOMY,
Oonyxosib BunpMca, LEepBHUKAJIbHBIM PAK, TECTUKYJSPHBIA paK, CEMUHOMY, KIACCUYECKYIO
mmpomy XomkkrHa (CHL), nepBHYHYI0 MEIHMACTUHANBHYIO KPYIMHOKIJIETOYHYIO B-KiIeTOoUHYIO
miMmpomy, T-knerounyro/Ooratyro  ructmonMTtamMu  B-kierouHyrno  suMQoMy,  OCTpBIH
TUMQPOLHUTAPHBINA JIEHKO3, OCTPBIA MHEJOLUUTAPHBIN JIEHKO3, OCTPBIH MHUEJOTeHHBINH JIEHKO3,
XPOHMYECKHH MUENOLHUTAPHbIN (IPaHyJIOMUTAPHBIN) JEHKO3, XPOHUYECKUH MHEJIOTeHHBINH
JEWKO3, XPOHWYECKUH JNTUMQOLMTAPHBIA JIEMKO3, HWCTHHHYKO IOJULUTEIMHIO, OIyXOJIH,
MPOUCXONAIINE M3 TY4dHbIX KJIeTOK, EBV-nonoxurenpHbii u -orpunarensHsii PTLD wu
nudy3HYI0 KPYIMHOKIETOUHYH B-kimerounyio sumpomy (DLBCL), mna3mMobnacTHyrO
miMmpomy, sxcrparopanpHyro NK/T-knerounyro numdomy, Ha30(apHHIeaqbHYI KapLHHOMY,

HHV8-acconnupoBanHyo nepBUYHYIO 3P Py3HOHHYIO JTUMPOMY, HEXOKKHHCKYIO JHUM(pOMY,
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MHOKECTBEHHYIO MHEIIOMY, MakporyoOynnHemuro BamppeHcTpema, OONE3Hb TSKENbIX IeTeH,
MUENOIUCTIACTUYECKHH  CHHIAPOM, BOJIOCUCTOKJIETOYHBIN JIEMKO3 M MHENOJUCIUIA3HIO,
nepuuHyo numdpomy ITHC, omyxonb ocu NMO3BOHOYHHUKA, IJIMOMY CTBOJIA TOJIOBHOTO MO3Ta,
aCTPOLIUTOMY,  MEAYJIOONacToMy,  KpaHHO(papuOTHOMY,  SINEHAWMOMY,  IHHEAJIOMY,
réMaHrHo0JaCTOMY, aKyCTHYECKYI0 HEBPOMY, OJMTOAEHAPOIIMOMY, MEHAHTHOMY, MEJIaHOMY,
HEeHpoONIaCTOMY U pETHHOOJIACTOMY.

[000235] AyToumMMyHHBbIe 3a0OJE€BaHHS BKJIOYAIOT, HO HE OrPAHUYUBAIOTCS HMH,
cuHIpoM npuodpereHHoro ummyHoaeduuura (CIIU/L, koTopsiii mpeacTasisier coO0i BUPYCHOE
3a0oneBaHre C AyTOMMMYHHBIM KOMIIOHEHTOM), OYaroBYIO aJIONIELUI0, AHKUJIO3UPYIOIIHHA
CHIOHAMJHUT,  aHTH()OCHOMUMHUIOHBIA  CHHOPOM, AayTOMMMYHHYIO  OoOJie3Hb  AJJMCOHA,
AYTOUMMYHHYIO T€MOJIUTHYECKYI) aHEMHUIO, AyTOMMMYHHBIH TI€NaTHT, ayTOUMMYHHOE
3aboneBanne BHyTpeHHero yxa (AIED), ayrommmyHHBIH JuMdonponudepaTHBHBIN CHHIPOM
(ALPS), ayroummyHHyI TpoMmbouuToneHndeckyro nypnypy (ATP), Oonesnr bexuera,
KapIMOMHOIIATHIO, TIIOTEHOBYIO OOJIE3Hb-reneTU(OPMHBIN NEPMATHT, CUHAPOM XPOHHYECKON
ycranoctd u  umMmyHHyr auchyekiuo  (CFIDS),  XpoHHMYECKy:0  BOCHAJIHTEIBHYIO
nemMuenuHu3upyromy  nonuHehponarmo  (CIPD), pyOuoByro  my3sIpyaTKy, CHHIPOM
xononosoit arrmornHaunu, CREST-cunnpowm, 6ose3us Kpona, Oonesnp Jleroca, 1OBeHUIIbHBIN
IEPMATOMHO3UT, JUCKOUAHYIO BONYAHKY, SCCEHIMAJBHYIO CMEIIaHHYI0 KPHOTIOOYIHMHEMHUIO,
¢dubpomuanruro-pudpomuozur, Oonesnb ['petisca, cunapom ['uitena-bappe, Tupeoumur
XamuMoTo, MAUONIATHYECKUH JIerOouHbIH (puOpo3, MAMONATHYECKYI0O TPOMOOIHMTONEHUYECKYIO
nypnypy (ITP), IgA-nedponaTuro, WHCYIMHO3aBHUCUMBIH CaxapHbIi aAuabeT, FOBEHWJIbHBIH
xpoHnueckuil apTput (OGonesHp CTHina), FOBEHIJIBHBIH PEBMATOUIHBIN apTpuT, OONE3Hb
Menbepa, CMeIIaHHYI OOJe3Hb COEAMHUTENBbHOH TKaHH, PACCESIHHBIA CKJIEPO3, TSDKENYIO
MHACTEHHIO,  TEPHUIHO3HYI0  AHEMMIO,  Yy3JIOBAThIl  IOJMAPTEPUUT,  MOJUXOHJIPUT,
NOJIUTIAHAYJISIPHBINA CHHPOM, PEBMAaTHUECKYIO MOJUMMAITHUIO, OJUMHO3UT U AEPMATOMHO3UT,
NEPBUYHYI0  araMMmarjoOyJIMHEMUIO,  MEPBUYHbIM  OWJIMApHBIA  LHUPpPO3,  ICOpHA3,
NICOPUATUUYECKUI apTput, cuHapoMm PeitHo, cunnpom Peiirepa, peBMaTHUECKYIO JHMXOPAIKY,
PEBMATOMIHBIA apTPUT, CAPKOUIO3, CKICPOAEPMHUIO (TPOTPECCHPYIOLINI CUCTEMHBIH CKIIEPO3
(PSS), Taxke wu3BecTHbI Kak cucteMHbli ckiepo3 (SS)), cungpom Ilerpena, cuHIPOM
PUTHIHOCTH,  CHUCTEMHYKO  KPacHYK  BOJNYAaHKY,  apTrepuuT  Takascy,  BHUCOYHBIA
apTePUUT/TUTAHTOKJIETOYHBIN apTEPUUT, SI3BEHHBIH KOJUT, YBEHT, BUTWJIMIO U TPAHYJIEMaTO3
Berenepa. BocnanurenbHble pacCTpOWCTBA BKIIOYAIOT, HANPUMEP, XPOHHYECKHE U OCTPbIE
BOCTIAJIUTENbHBIE PAacCTPONCTBa. IIpuMepbl BOCTIAUTENBHBIX PACCTPONCTB BKIFOUAIOT OOJIE3HBb
AnpureiiMepa, acTMy, aTONMHWYECKYIO aJUIEPTHIO, AJIEPTHIO, aTEePOCKIEPO3, OPOHXHAIbHYIO
acTMy, 3K3eMy, TJIOMepyJIoHe(ppuT, OOJE3Hb TPAHCIUIAHTAT-MPOTHB-XO35MHA, TE€MOJIUTHYECKNE
aHEeMHH, OCTEOAPTPHUT, CEINCHC, WHCYJIBT, TPAHCIUIAHTALMIO TKAHEH W OPraHOB, BACKYJIHT,
INa0ETHYECKYI0 PETUHONATHIO M BEHTHJISATOP-aCCOLMHMPOBAHHOE TOBPEXKACHHE JIErKuX. B
HEKOTOpBIX BapuaHTax ocymectsieHuss CD3-acconuupoBaHHbIE COCTOSIHUS TPENCTABISIOT
co0oli BOCHanuTENbHBbIE 3a00JNEBaHWS, TaKkUe Kak CHUCTeMHas KpacHas BomdaHka (SLE),

BOCMAJIEHHE CJIM3UCTONH OOOJIOUKH KUIICYHHKA, HCTOLIAOIICC 38,6OJ'IeBaHI/Ie, CBsA3aHHOC C
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KOJIUTOM, PACCESTHHBIM CKJIEPO3, BUPYCHblE MH(EKINM, PEBMATOUIHBIN apTPUT, OCTEOAPTPHT,
bonesnp Kona w© BocmamurenpHOe 3a00J€BaHME KHUIIEYHHMKA, IICOPHA3, CHUCTEMHYIO
CKJIEPOJIEPMUIO, Ay TOMMMYHHBIH TUabeT H T.II.

[000236] HubpexkunoHHbIe 3a00JIeBaHUS BKJIIOYAIOT, HO HE OTrPAHHYHBAIOTCS OTHUM,
rpHOKOBYIO MH(EKIHIO, Mapa3sUTAPHYIO/TIPOTO30HHYI0 HHPEKIMIO WK XPOHUYECKYIO BUPYCHYIO
uH(EKIUo, HampuMep, MaAPHIO, KOKLMAMOMHMKO3 immitis, THUCTOIUIa3MO3, OHUXOMHMKO3,
acrieprmuie3,  OJaCTOMHKO3,  MOJIOYHHMIY,  HAPaKOKLUUAUOMHUKO3,  MHKPOCIIOPHINO3,
akaHTaMeOHbIN KepaTuT, ameOua3, ackapumao3, 0abe3no3, OanaHTHUAMA3, OalIMCaCKaApUIO3,
Oonesnp Illaraca, KIIOHOPX03, KOXJIUMHA3, KPUIITOCTIOPUANO3, TUPUILIOO0TPHO3, APAKYHKYIIE3,
SXUHOKOKKO3, CJIOHOBOCTh, 3HTEpOOHO03, dacimoses, Gpaciuuoaoncunos, Guispuos, JaMOnmuos,
HaTOCTOMO3, TUMEHOJIEH 103, U30CTIOPo3, uxopanky Karasma, neiiimMannos, 6one3ns Jlatima,
METarOHUMO3, MHa3, OHXOLEPKO3, MEeAHMKYJe3, YECOTKY, IIHCTOCOMO3, COHHYIO OOJIe3Hb,
CTPOHTHJIOMJO3,  TEHHO3, TOKCOKApHO3, TOKCOIUIA3MO3,  TPHUXHHEIUIE3, TPUXypHa3,
TPHUITAHOCOMO3, TeIbMHUHTHYIO HH(pekumto, nHpeknuo renaruta B (HBV), remarura C (HCV),
BUpYC repneca, Bupyc OniureiiH-bappa, BUY, uuromeranosupyc, BUpyc NpocToro repreca TUna
I, Bupyc mnpocroro repmeca tuna II, BUpyC nanuIoOMbl 4eNOBEKa, aJE€HOBUPYC, BHUPYC
uMMyHoneduuuta uenoseka [, Bupyc wummyHonmeduuura dyenmoeka II, Bupyc reprmeca,
accoUMUpOBaHHbIN ¢ capkomoii Kamomm, Tonkuit kombresoit Bupyc (Torquetenovirus), T-
muMoTponHblii Bupyc denoseka I, T-numborponHeiii Bupyc yenoseka I, Berpsnyro ocmy, JC
Bupyc uinu BK Bupyc.

[000237] B npyrom acmekTe NpencTaBie€Hbl CIOCOOBI U JIEYEHUS COCTOSHHS Y
UHJMBU/A, KOTOPOMY MOKET OBbITh MOJIe3HA AaKTHBALMA HMMYHHOTO OTBETA, BKIFOYAOLIUE
BBEJICHUE TepaneBTHUECKU 3(P(PEKTUBHOIO KOJMUYECTBA aHTUTENA WJIM AHTUI€H-CBS3bIBAIOINETO
¢dparmenTa no HacTosIIIEMy H300PETEHHUIO, MALIEHTY.

[000238] Tepanepruuecku 3(G@PEKTHBHOE KOJMYECTBO AHTHUTENA WIM AHTHUICH-
CBSI3BIBAIOIIETO (h)parMeHTa MO HACTOSIIEMY H300PETEHHIO, 3aBUCUT OT Pa3IMYHbIX (PaKTOpOB,
U3BECTHBIX B JAHHOW OOJACTM TEXHUKU, TAKUX Kak, HampuMmep, Macca Teja, BO3pPacT,
npeablAyInas UCTOpUsi OOJIE3HU, MPUHMMAEMOE JICYeHHE, COCTOSIHUE 370POBbS HMHAMBHIA U
NOTEHIMAJbHAST BO3MOJKHOCTb IEPEKPECTHBIX PEAKIHH, aJUIePrHid, YyBCTBUTEIBHOCTH W
HeONMaronpusITHBIX MOOOYHBIX 3(P(EKTOB, a TaKKe OT IMYTH BBEACHUS U CTENEHU PA3BHTHUS
3aboneannst. CrienuanucT B HaHHOW OOJAcTH (HampuMmep, JieHalluil Bpad WM BETEPUHAP)
MOXET TMPOMOPLHOHAJIBHO YMEHBIIATh HWJIM  TOBBINATH JO3bI B  COOTBETCTBUH C
O0CTOATENbCTBAMU U TPEOOBAHHUAMHU.

[000239] B HekOTOpbIX BapuUaHTax OCYIUECTBIEHUs AHTUTENO WJIM aHTUIEH-
CBSI3BIBAIOINUI (PPAarMEHT, NPEACTABJICHHBIH B HACTOSIIEH 3asBKEe, MOXKHO BBOIUTH IIPH
TepaneBTHuecKu 3 dexTuBHOM n03€ oT 0KoJ0 0,01 Mr/kr 10 okoso 100 MI/Kr (HarpuMep, OKOJIO
0,01 mr/kr, okojio 0,5 Mr/kr, okoio 1 MI/KT, OKOJIO 2 MI/KT, OKOJIO 3 MI/KT, OKOJIO 5 MI/KT, OKOJIO
10 mr/kr, okojio 15 mr/kr, okono 20 MI/Kr, okojio 25 Mr/kr, okono 30 MI/Kr, OKoJo 35 MIV/KT,
okos10 40 Mr/kr, okojio 45 Mr/kr, okosio 50 Mr/Kr, oKojo 55 Mr/kr, okoyno 60 Mr/kr, okoio 65

MI/KT, 0K0JIo 70 MI/Kr, OKOJi0 75 Mr/KT, okoJjio 80 Mr/Kkr, 0Ko0 85 MI/KT, 0k0Jio 90 MI/KT, OKOJIO
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95 mr/kr uimu okono 100 mr/kr). B HEKOTOPBIX M3 3THUX BAPHUAHTOB OCYINECTBIIEHHS] aHTUTEINO
WIN aHTUIeH-CBSA3BIBAIOIINN (PparMeHT BBOZAT NPH A03€ OKOJO 50 MI/Kr WM MeHbIIE, U B
HEKOTOPBIX M3 3TUX BAPUAHTOB OCYLIECTBJICHUS 103a cOocTaBiisieT 10 MI/KT WM MeHbLIe, S MI/Kr
WM MEeHbIIe, 3 MI/KT Wi MeHbIle, 1 Mr/kr uin Menbine, 0,5 mr/kr win menbine, win 0,1 mr/kr
WM MeHblIe. B HEKOTOPBIX BapUaHTaxX OCYLIECTBJICHUS BBOAUMAS 1034 MOXKET MEHATHCS B XOAE
neueHus. Hampumep, B HEKOTOpPBIX BapHaHTaX OCYIECTBJIEHHUS HadalbHash BBOAMMAS 11032
MOXET OBITh BBIIIE, YeM IOCIEeNYIOIINe BBOAMMBIE O3Bl B HEKOTOPBIX BapUaHTax
OCYLLIECTBJIEHUS] BBOJAMMAsl 1032 MOXKET BapbUPOBATHCS B XOJ€ JICUEHUs] B 3aBUCUMOCTU OT
peaxkuy HHAUBUA.

[000240] Cxembl BBeIEHHsSI MOTYT KOPPEKTHPOBATHCS AJIsi OOECTIEYeHHsT ONTUMAJIBHOTO
JKEJIaeMOro OTBeTa (HampuMep, TepaneBTHUECKOro oTBeTa). Hampumep, MOXHO BBOAWTH OIHY
J03y MJTH HECKOJIBKO IPOOHBIX 103 B TEUEHHE ONPEIEIEHHOTO BPEMEHH.

[000241] AHTHTeNna W aHTUTEH-CBS3bIBAIOINNE (PPAarMEHTHI, PACKPHIThIE B HACTOSIICH
3asiBKE€, MOJKHO BBOJUTH JIFOOBIM IMyTEM, U3BECTHBIM B JAHHOH 00JIACTH, TAKUM Kak, HAIPUMeEp,
NapeHTepaNbHbI (HApUMEp, MOAKOXKHBIH, WHTPAIEPUTOHEAbHBIN, BHYTPUBEHHBIH, BKIIFOUAs
BHYTPUBEHHYIO HWH(QY3HIO, BHYTPHMBIIIEYHYIO WM BHYTPUKOKHYIO HWHBEKIHIO) WJIH HE
NapeHTePaIbHbII (marmpumep, MepPOpaJIbHBIM, WHTPaHa3aJIbHBIMN, BHYTPUTJIA3HOM,
CyOJIMHTBaJIbHBIH, PEKTAIBHBIN U MECTHBIHN) Iy TH.

[000242] B HeKkOTOpbIX BapHaHTaX OCYLIECTBIEHUS AaHTUTENAa WJIM AHTUIEH-
CBSI3bIBAIOINME (DPArMEHTHI, PACKPBITbIE B HACTOSIIIEH 3asBKE, MOKHO BBOAMTDH OTAEIBHO HIIU B
KOMOWHAIIMY C OHUM WM HECKOJbKUMH IOMOJHHUTEIbHBIMH TEPANIEBTUYECKHMHU CPENCTBAMU
wid areHtamu. Hanpumep, aHTHTENa WM aHTUIEH-CBS3bIBAIOLINE (PPArMEHTHI, ONMHUCAHHBIE B
HACTOsIIEH 3asiBKe, MOXKHO BBOJAUTb B KOMOMHALIMM C JPYTUM TEPANEBTUYECKUM CPEACTBOM,
HalpuMep XUMHUOTEPANEBTUYECKUM CPEICTBOM WM IPOTUBOPAKOBBIM  JIEKAPCTBEHHBIM
CPEICTBOM.

[000243] B HEKOTOpBIX U3 3THX BAPUAHTOB OCYINECTBJIEHHUS AHTUTENO WM AHTHIEH-
CBSI3BIBAIOIIUI (PparMeHT, PacKpbITbIe B HACTOSIIEH 3asBKE, KOTOPbIE BBOISAT B KOMOMHALIUU C
OJIHUM WJIM HECKOJIbKUMU JIONOJIHUTEIBbHBIMU TEPANIeBTUUECKUMHU CPEACTBAMU, MOKHO BBOAUTH
OIHOBPEMEHHO C OJTHUM WJIM HECKOJIbKUMU AONOJHUTENbHBIMUA TEPANIEBTUYECKUMU CPECTBAMH,
U B HEKOTOPBIX M3 3THUX BAaPUAHTOB OCYLIECTBJICHHUS AHTUTEIO WM AHTUI€H-CBA3BIBAKOLIUN
(bparMeHT U JOMOIIHUTEIBHOE TEPATIEBTHYECKOE CPENCTBO(CPEACTBA) MOYKHO BBOAUTH KaK 4acTh
OMHON W TOW ke (papManeBTUYecKor Kommosumu. OIHAKO AHTUTENIO WJIH AHTUIEH-
CBSI3BIBAIOIIUI (PparMeHT, BBOAUMBIE “B KOMOMHALMU® € JPYTUM TEPANIEBTHUECKHUM CPEACTBOM,
HEeo0s13aTeIbHO BBOASIT OTHOBPEMEHHO WIIM B OJTHOW U TOW K€ KOMITO3HLIUU C TAKHM CPEIICTBOM.
Cunraercs, 9YTO AHTHUTEJO WIM AHTHUIE€H-CBS3bIBAIOLINI (parMeHT, BBOAUMBIN O WM TOCIE
APYroro CpeAcTBa, BBOAAT ‘B KOMOMHAIMKM C 3THM CPEACTBOM, Kak 3Ta (ppasa UCHOIB3yeTCs B
HACTOSIIIEH 3asBKE, JaK€ €CIM AaHTUTEJO MM AaHTUTEH-CBS3bIBAIOIIUI (parMeHT W BTOpPOE
CPENCTBO BBOIAT Pa3HbIM MyTeM. Tam, A€ 5TO BO3MOXKHO, JOMOJHUTEIbHBIE TEPANIEBTUUECKUE
CpeacTBa, BBOAWMBIE B KOMOMHAIIMM C AHTUTEJAMM WJIM  AHTUI€H-CBSA3BIBAIOIIUMU

¢dbparmMeHTaMH, PACKPBITHIMH B HACTOSIICH 3asBKe, BBOIAT B COOTBETCTBUU CO CXEMOIA,
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yKa3aHHOW B MH()OPMAILMOHHOM JIUCTKE JJIs1 JOMOJHHUTEIBHOIO TEPANeBTHYECKOTO CPEICTBA,
i B coorBercTBuu co CripaBounukom Bpada 2003 rona (Physicians' Desk Reference, 57th Ed;
Medical Economics Company, ISBN: 1563634457, 57th edition (November 2002)) wmu
IPOTOKOJIAMH, XOPOIIO U3BECTHBIMU B JAaHHON OOJNACTH.

[000244] Hacrosimee nzoOpeTeHHe TakKe MPENCTaBIsIeT CIOCOObI MPUMEHEHHs aHTHU-
CD35mcninoH aHTUTeN WIH X aHTUI'€H-CBSI3BIBAIOIIMX (pparMeHTOB. B HEKOTOpPBIX BapuaHTax
OCYLIECTBJIEHHsI HacTosiee n3o0peTeHne mnpexacTtasisier cnocoOsl aktuBaruu CD3sncumnon-
JKCTpecCUpPymMX T-KJIeTOK in Vvivo WM In  Vitro, BKJKOYAIONIME. KOHTAaKTUPOBAHUE
CD35ncunoH-3KCnpeccupyommx T-KIeTOK C aHTUTENIOM WM €ro aHTUT'€H-CBSI3bIBAIOIIUM
(parMeHTOM, MPEICTABIEHHBIM B HACTOSIIEH 3asiBKE. B HEKOTOPBIX BapHaHTAX OCYLIECTBIICHHS
HacTosee n3odpeTeHne npeacranisier crnocoob Mmonyssituu CD3 aktuBHocTH B CD33mcHioH-
SKCIIPECCUPYIOIEH KJIETKe, BKJIIOYAIOIINE BO3ACHCTBHE AaHTUTENA WM €ro aHTHUICH-
CBSI3BIBAIOLIETO (PparMeHTa 1o HactosmeMy n3obperennro, Ha CD331CcnIoH-3KCIpecCHpYyOI Yo
KJIETKY.

[000245] B HEKOTOpbIX BapHaHTax OCYLIECTBIEHHs HACTOslIee H300peTeHne
MPEICTaBIsIeT COCOObl MPOMOTHPOBAHUS 1N VIVO HMJIH in Vitro MPOIECCHHra BTOPOTO aHTUTEHA
CD3sncunon-skcnpeccupyromeii T-kierkolt, Brmovaroniue koHTakTupoBaHue CD33mcuioH-
sKcrpeccupyromux T-kiIeTok ¢ GucnennpuaeckuM aHTHTEIOM HIIH €r0 AHTUT€H-CBSI3bIBAIO LM
¢bparMeHTOM, TPEICTABJICHHBIM B HACTOSIIEH 3asBKe, e Oucmernupuyeckoe aHTUTENO WM
AHTUT€H-CBSA3BIBAIOIIUI (pparmMeHT crocoOHbI ciennuIeckn CBsA3bIBaThCsA Kak ¢ CD3smcuion-
JKCIIpeccupyromumMu T-KieTkamu, Tak U ¢ BTOPbIM aHTUT'€HOM, MPUBOASA UX TaKUM OOpa3oM B
HETIOCPEACTBEHHYIO OJIN30CTh.

[000246] B HeKOTOpbIX BAapUAHTaX OCYIIECTBJECHUS HACTOsIee H300peTeHue
IPECTAaBIsIET CIOCOOBI JeTeKUMH NpucyTcTBUsl min KommuectBa CD3smcunon B oOpasie,
BKJIIOYAIOIME KOHTAKTHPOBAaHWE OOpaslia C AHTHUTENIOM WM €ro aHTUI'€H-CBS3bIBAIOIIUM
(bparMeHTOM U OmpeneNneHne MpUcyTCTBHs WK koiaudectsa CD3smncunon B oOpasue.

[000247] B HEKOTOpbIX BapHaHTaxX OCYLIECTBJIEHHUs HACTOsllee H300peTeHue
npeAcTaBisier crnocodbl auarHocTupoBanus CD3-CBsi3aHHOTO 3a00J€BaHMS WM COCTOSIHUSL Y
WHAWBU/IA, BKITIOYAKOIINE. a) MOJydyeHue oOpasiia OT MHAMBHUIA, b) KOHTAKTUPOBaHUE 00pa3lia,
NOJIy4eHHOTO OT HWHJAWBUAA, C AHTHUTEJIOM WM €ro aHTHUIeH-CBS3BIBAIOLINM (PparMeHTOM,
NPEACTABICHHbIM B HACTOSIIEH 3asBKE, C) ONpPEAENCHHE MNPUCYTCTBUS WM KOJIUYECTBA
CD3sncunion B obpasue; u d) coornecenue cymecrsoBanuss CD3sncunon ¢ CD3-cBsizaHHBIM
3a00NI€BaHNEM WJIM COCTOSIHUEM Y MHIUBUIIA.

[000248] B HeKkOTOpPbIX BapHaHTaX OCYIIECTBICHUS HACTOALIEE H300PETEHHE TaKXKe
NPEACTABIsIET NPUMEHEHHE AaHTHTEJIa WJIM €ro AaHTUIeH-CBS3bIBAIOIIEro (parMeHTra 1o
HACTOSIIEMY H300pPETeHUIO, UIA TOJIyYeHHs JIEKAPCTBEHHOro cpencrtBa aisi jedenus CD3-
CBSI3aHHOTO 3a00JIeBaHMsI WJIM COCTOSHHSI Y WHAMBUZA, AJSI MOJYYEHUS IUArHOCTUYECKOTO
pearenTa st quarsoctupoBaaus CD3-cBsa3aHHOTO 32007€BaHNS WM COCTOSTHUS.

[000249] Cnenyroluiue npuMepbl NPUBEAEHBI [JIs JIydlllel WITIOCTPALUU 3asiBJIEHHOTO

n300peTeHNs] U He JTOJDKHBI paCCMAaTPUBATBHCS KaK OrpaHUYMBarolie o0beM nzobpereHus. Bee
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KOHKPETHBbIE KOMIIO3MLIMK, MAaTepHajlbl M CHOCOOBI, ONHMCAHHBIE HUXKE, IIOJIHOCTBIO MU
YaCTUYHO, BXOASAT B O0OBEM HACTOALIEr0 H300peTeHHs. IJTH KOHKPETHbIE KOMITO3ULHH,
Marepuagbl U CHOCOOBI INMpeaHa3HaueHbl HE ISl OrpaHUuYEHHUs] M300peTeHHs, a MPOCTO JJI
WITFOCTPALIMYA KOHKPETHBIX BAPUAHTOB OCYILIECTBIIEHHS], OXBAThIBAEMbIX O0BEMOM M300pETEHHUS.
Crneumanuct B TaHHOH 00NacTu MOXeET pa3paboTaTh SKBHBAJIEHTHBIE KOMIO3ULIUH, MaTepPHAIIbI
U crocoObl 0e3 HMCIOMB30BaHUsSI H300pPETaTeNbCKIX BO3MOXKHOCTEH M 0€3 OTCTYIUIEHUs! OT
obpema wu300pereHus. JIOUKHO OBbITh MOHSTHO, YTO B OINUCAHHBIX B HACTOSINEH 3asiBKE
MpOLEAYPax MOXHO OCYIIECTBUTh MHO)KECTBO H3MEHEHHH, HEe BBIXOIS NPU 3TOM 32 PaAMKH
HACTOSIIEr0 HM300peTeHHst. ABTOpPbI M300pPETEHUs] MPEANOJaraloT, YTO TaKHe BapPUAHTBI
BKJIFOYEHBI B 00BEM N300pETEeHUSI.

I[MPUMEP 1: [TonyueHrne aHTUTEN ¢ UCTIOJIb30BAHUEM MHOPHIOMHON TEXHOJIIOTHH

[000250] 1.1 UMmyHU3aLHsI SKUBOTHBIX :

[000251] Bxmouaromue pekomOMHaHTHBIE BHeKyeTouHble noMeHbl (ECD) 6enxku CD3
genoBeka, Bkirouas yenosedecknit CD3 sncuion (CD3sncuion) ¢ His-merkoii (cat. No.: 10977-
HO8H; Sino Biological Inc. Beijing, China), genoseueckuit CD3 I'amma (CD3ramma) (cat. No.:
ab140563; Abcam Shanghai China) u uenoseueckuii CD3 nenvra (CD3nenpra) ¢ His-meTkoi
(cat. No.: 10977-HO8H; Sino Biological Inc. Beijing, China), mcmonp3oBaniu B KadecTBe
UMMYHOT€HOB JUIsl UMMYHH3AIlMH KUBOTHBIX. Balb/c wmbimmeir 3akymanu y Shanghai SLAC
laboratory animal Co, Ltd. u mnomemann B I[ACUC-omoOpenHblii BuBapuil. Mplmei
ummyHmsupoBanu ECD  Oenkxosoit cmechto, Bikimtowaromeit CD3sncunon, CD3ramma wu
CD3nenpra, WM UMMYyHU3UPOBAIU 7x10° CBexeBbIIENEHHbIMH YeNOBEeYeCKHMH T-KiIeTKaMu
IJIST KaXKIOW MBIIIHM, CMEIIAaHHBIMH C aabIOBaHTOM Titermax, MOAKOKHOW HHBEKIHEH W B
MOJYILIKY CTOIBI, BBOAMMBIMHU Y€pe3 HEAEIIIO.

[000252] KpoBb cobupanu y MblLIel A0 U MOCie HIMMYHHU3ALHUN U CBIBOPOTOYHBIE THTPBI
npoTUB OeNKOB-MUIIeHeH KOHTpoauposanu MeronoM ELISA.

[000253] 1.2 TTonyueHune ruOpuIoM

[000254] Mpiuib ¢ caMbIM BBICOKHM CBIBOPOTOYHBIM THTPOM BBIOWPATU JJISI CIUSTHHSI
KJIETOK. B-KJIETKU M3 MBIIIUHON CeNIe3eHKU 1 TUM(OY3JIOB CIMBAIH C KJeTKaMu Muesombl SP2/0
NyTEM BJIEKTPOCIHSIHHS B COOTBETCTBHU C OOIIMMH mpoueaypaMu siektpociusiHus. [locre
CIIUSIHUSA KJIETOK KJIETKU BbICeBaNIM B 960-1yHOUHBIe MaHmeTsl ¢ DMEM cpenoli, 1onosHeHHON
20% FBS u 1% cenextuBHbIx pearentoB HAT.

[000255] AmHTHTENna, TPHCYTCTBYIOIIME B CyIEpHAaTaHTE THUOPUIAOMHON Cpensbl,
CKpUHHpOBAIM ¢ wucnojb3oBanueM CD3-skcnpeccupyromux kietok Jurkat meromom ¢
nporounbiM muToMeTpoM (FACS) m ocymecTBisiin oOpaTHbI CKPUHHHT € HCIOJIb30BAHUEM
CD3-orpunarensabix  MOLT-4  T-xnmerok wmeromom FACS. T'uOpunomeble KJIE€TKH €
AKTUBHOCTBIO CBSI3bIBAHMA C KieTkamu Jurkat, HO He TEPEKPECTHOrO CBSI3BIBAHUS C KJIETKAMH
MOLT-4, coOupanu Kak TIIOJOXKUTENbHbIE TUOPUAOMHBIE KIJIETOYHBIE JIMHHUA U 3aTeM
NEePEXOANIH K CTauU CyOKIIOHMPOBAHUS C UCTIOIb30BAHUEM IOy TBEPION CPEbI.

[000256] OTnenbHbIE KOJIOHUU BbICEBAIU B 96-nyHOUHBIE MaHeTsl ¢ DMEM cpenoii,

nononHeHHoit 10% FBS, B Teuenune 2~3 nHell u CHOBAa CKpUHMpOBanu npotus muuenu CD3 ¢
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ucnons3oBanueM CD3-skcnpeccupyromux kierok Jurkat MeTonom, HCHOMB3YIOLUINM TPOTOYHBIN
muromerp (FACS), m ocymectBisuin oOpaTHBIE CKPHUHMHI ¢ wucnonb3oBanuemM CD3-
orpuuarenbHbix MOLT-4 T-knerok meronom FACS.

[000257] 1.3 CexBeHupOBaHHE C UCTIOJIB30BAHUEM THOPHUIOM

PHK »skcrparupoBamu u3 rubpugomubix kinetok u kJAHK ammmmpunmposanu ¢
ucnonb3oBanueMm Habopa 5’-RACE, ¢ mocnenyromeit ITLP-ammndukaumeii ¢ uCrnoip30BaHuEM
3’-BeIpoxkaieHHbIX mpadiMepoB. IIIIP mnpomykrsl 3atem kioHupoBamun pMDI18-T Bekrop,
TpaHC(HOPMUPOBATH, AMIUTHYULIPOBAIIN 1 CEKBEHUPOBAJIH.

[000258] [Tonyuanu BOCEMb MBILIUHBIX MOHOKJIOHAJIbHBIX aHTUTEI,
nocienosatenbHOcTH CDR koTopbIx nokaszanel B Ta0Onuue 1 Boime.

ITPUMEP 2: TTonyuyeHne ryMaHU3MPOBAHHOIO AaHTUTENA

[000259] 2.1 KouBepcus u rymannzauus [gG

[000260] Ilonyyenue xumepnoco anmumena uz moiuunvix mAb: WBP3311 2.166.48 u
WBP3311 23064 wu WBP3312 3,179,16 VH wu VL reHsl peamMmumduIupoBaIu
KJIOHUPYIOIIMMHU  MpaliMepaMy, COJAepXKallUMHU  MOAXOAALME CalThl PECTPUKLUH, U
KJIOHHPOBAJIU B SKCIPECCUPYIOIINI BEKTOp, 3anareHroBaHHbid WuXi Biologics, misi conanwst
COOTBETCTBYIOIIUX KJIOHOB XUMEPHBIX aHTUTEJ C KOHCTAHTHOM 00J1acThiO uesioBeueckoro IgGl.

[000261] [ymanuzayua u cunmes eymanuzuposannvix V-cenoes: Ilopxon “Haumnydinero
COOTBETCTBUS MCIOJIb30BAJIM AJI TYMaHU3alUM JIETKUX U Tsokenbix nernedd WBP3311 2.166.48
u WBP3311 2.306.4. Jlnd aMUHOKUCIOTHBIX IOCJIEAOBATENILHOCTEN  JIETKUX — Lenen
cooTBeTcTByrOImUe V-reHbl noaseprain uccienoannio BLAST nporu coOcTBeHHON Oa3bl
JAHHBIX V-T€HOB 3apOJBILIEBON JIMHUM 4YesoBeka. IlocnenoBaTenbHOCTE I'YMaHU3UPOBAHHOTO
VL-reHa Obuta mojsy4eHa nyTeM 3aMeHbl 4eJoBedeckux nocnenosarenbHocreld CDR B nydmmem
SK3eMIUIIpe MBIIIUHBIMU TochenoBaTenbHOCTIMU CDR, wucnons3ys omnpenenenue CDR mo
cucreme Kabara. Kapkacel onpenensiiu ¢ ucnonbzoBanueM npoaoskeHHoit CDR, roe CDR1 no
KabGary Obuia yanuHeHa Ha 5 aMHUHOKHCIOT Ha N-KOHIE. DBbUIO CO3MaHO HECKOJBKO
IYMaHU3UPOBAHHBIX MOCIEN0BATEIBHOCTEN [JIs KaXIOW TSDKENON LIeNM U JIETKOH LeNU MyTeM
BLAST-uccnenoBaHusi MBIIIMHBIX KApKAaCOB TMPOTHUB 0a3bl JaHHBIX HMMYHOTJIOOYJIHMHOB
YeJioBEe4YeCKOU 3aponblimieBol juHMHM. Paznmudydble FR  komOuHanmu ObUTM  CO3MaHBI |
NPOAaHAIM3UPOBaHbI Ha aQPUHHOCTD CBSA3BIBAHUS, TPH JYUIINUX SK3EMILISIPA UCMOIB30BAIN IS
MOJIy4E€HUs] TOCJIENOBATENbHOCTEN I'yMaHM3UPOBaHHBIX VH-reHos. I'ymMaHW3MpOBaHHBIE T'E€HbI
NOABEpPrai OOPAaTHON TPAHCIALNH, KOIOH-ONTUMH3AINHU I SKCIIPECCUU MIIEKOTIUTAIOLIIMMHU U
cuHTesupoBaiiu ¢ ucnonp3oBaHueM GeneArt Costum Gene Synthesis (Life Technologies).
CuHTeTnveckye reHbl MOBTOPHO KJIOHHPOBAIU B BekTOp 3kcmpeccuu IgG, skcnpeccuposanu u
ounmany. FR 1OByX IyMaHM3HUpOBaHHBIX AHTUTEN M UX POAUTENbCKUX MBIIINUHBIX aHTUTEN
noka3aHbl B Tabnure 2 BbIie.

[000262] 1pansuenmunan skcnpeccus U OYUCMIKA XUMEPHLIX U 2YMAHUBUPOBAHHLIX
anmumen: XUMEpHble U TyMaHU3UPOBAaHHbIE AHTUTENA, OIMUCAHHBIE BbIlIE, BCTPAUBAIU B

SKCTIPECCUPYIOMHMA BekTOp, 3amareHToBaHHBIH WuXi Biologics, u skcnpeccoBamu u3 293F
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kJIeToK. KynbTypaapHbIl CyepHATAHT, CONEpsKaLIUi COOTBETCTBYIOIINE aHTHUTENA, COOUpaH U
OYHINAJIH C HCTIOJIBb30BaHUEM xpoMarorpadun ¢ benkom A.

ITPUMEP 3: HccnenoBanue XxapakTEPUCTHK in Vitro

[000263] 3.1 CeszbiBanue antured, onpeaenenoe meronoM ELISA u FACS

[000264] AnTurensl, anturena u kiaetku, ucnonssdyembie B ELISA u FACS, xotopsie
OTUCaHbI HIKE, yKa3aHbl B TA0OIULE 3.

[000265] Tabnuna 3. AHTUreHBI, aHTUTENIA U KJIETKH, ucnojb3yembie B ELISA u FACS

Tabnuua 3
AHTUTEHBI, aHTUTEeNA U KJIeTKH, ucnonb3yembie B ELISA u FACS
Marepuan Komnanus Ne no karanory
Uenoseueckuii Oemok CD3  smcusoH ‘ ‘
) Sino Biological Inc. 10977-HO8H
(CD3sncunon) (His-merka)
Uenoseueckuii  Oemoxk CD3  pembra ‘ ‘
] Sino Biological Inc. 10981-HO8H
(CD3nenbra) (His-meTka)
Uenoseueckuin  Oemok  CD3  ramma
Abcam ab140563
(CD3ramma)
benox CD3sncunon siBanckoro makaka  |ACRO CDE-C5226
Pharmal.egacy Laboratories
Cyno PBMCs
(Shanghai) Co.
10977-MMO03
MEBIIMHOE MOHOKJIOHAJbHOE AHTHUTENO| ) )
Sino Biological Inc. (Knon Ne:
npotuB CD3sncuinon yenoseka
1A7ESGS)
MBIIIMHOE MOHOKJIOHAJbHOE AHTHUTENO| ) )
Sino Biological Inc. 10981-MMO08
npoTtuB uenosedeckoro CD3 nenpra
MBIITHHOE MOHOKJIOHAJIbHOE AHTHTEJNO
SANTA CRUZ
MPOTUB YEeJIOBEUECKOIO CD3penbra sc-55563
BIOTECHNOLOGY, INC
CD3ramma
OtanonHoe antureno OKT3 Abcam ab86883
Knetku Jurkat ATCC TIB-152
Knerku HUT78 ATCC ECACC-880401901
Knetku MOLT-4 ATCC CRL-1582
[MonyTBepaas cpena Stemcells 03814

[000266] Ceazsisanue anmumen ¢ Oeaxkom, onpeoenentnoe ¢ ucnonvsosanuem FELISA u
ECsp: Yenoseueckue Oenku CD3sncunon, CD3penbra u CD3ramma, COOTBETCTBEHHO,

NpeABAPUTENPHO HAHOCHIN Ha 96-myHOuHbE IUaHIIEThl. A((UHHOCTH CBSI3BIBAHUS BOCBMH
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mADb mpu pasIuYHBIX KOHLEHTPALHUSX C BHEKJIETOYHBIM JOMEHOM 3THX Tpex pasHbix CD3
OenkoB onpenensnu npu nomomu coorsercTByromnx HRP meuennsx “Bropeix” anturen. ECsy
CBSI3bIBaHMS (KOHLIEHTpPALMs HUCMBITBIBAEMOIO aHTUTENa, IpH  KOTOPOH  JTOCTUTaeTCs
MOJIyMaKCHMAaJIbHOE CBSA3BIBAHUE), AHAIU3MPOBAIHN C HUCHOJIb30BAHUEM YPABHEHHS MPOTPAMMBI
GraphPad Prism: Henuneiinas perpeccuss (monbop kpusoii)-log (aroHucr) vs. OTBeT-
ITepemeHHBIH yI10BOH KO3 UIMEHT.

[000267] Cneyuguueckoe cesasvisanue anmumen c uyenrogeveckum oenxom CD3sncunon,
onpeoenennoe memooom ELISA: BocemMb MBIIIMHBIX MADb TOKa3anu BBICOKOCTELU(DUUECKYIO
CBSI3BIBAIOIIYI0 aKTUBHOCT ¢ CD3smcuion denoBeka 0e3 cBsisbiBaHuss ¢ CD3ramma wu
CD3nenbTa, ¥ 1aHHBIE TTOKa3aHbl B Tabmuie 5.

[000268] Tabmuma S. Chenuduveckoe cBs3biBaHue B OTHOUeHnn CD3smcuson
CyOBEeIMHULIBI YEJIOBEYECKOTO OeKa

Tabnuua 5

Creuunduyeckoe cBsizbiBaHue B OTHOmEHUH CD33ncuiaoH cyObeIHHUIBI YEIOBEYECKOTO

Oenka
ELISA (A450)
HAD Yenoseueckuit Yenoseueckuin Yenoseueckuii
CD3sncunon CD3ramma CD3penbra
(PC: 1,6; NC: 0,05) (PC: 1,21; NC: 0,05) (PC: 1,9; NC: 0,05)
W3311-2.166.48 1,64 0,05 0,05
W3311-2.306.4 1,46 0,06 0,05
W3311-2.383.47 1,61 0,05 0,05
W3311-2.400.5 1,57 0,05 0,05
W3311-2.482.5 1,33 0,06 0,05
W3311-2.488.33 1,70 0,06 0,05
W3311-2.615.8 1,55 0,05 0,05
W3311-2.844.8 1,54 0,07 0,06

[000269] Knemounoe cesazvisanue awmumen, onpeoenennoe ¢ uchnonvzosanuem FACS u
ECso: PasnuuHble KOHLEHTpaMKU HCIBITBIBAEMBIX MAb nmobammsnm k kietkam Jurkat u 3arem
CBSI3BIBAIOINYIO0 aKTUBHOCTh MAD Ha MOBEPXHOCTH KJIETOK OMPEAEISUTN C MCIIOJIb30BAaHUEM 2-TO
antutena-FITC. OKT3 ucnonb3oBany B KaueCTBE MOJOKHUTENBHOTO KOHTPOJsl. OKpallieHHbIE
KJIETKH aHAJIM3UPOBAIM C HCHojib3oBaHueM uHCTpymMeHTa BD Biosciences FACSCanto II u
nporpammbl Flow Jo Version. 3nauenne ECsy CBA3BIBAaHHMS PACCUUTHIBAIHN C HUCMOJIB30BAHUEM
ypaBHeHust mporpammbl GraphPad Prism: Henuneitnas perpeccuss (mombop KpuBoi)-log
(aronucrt) vs. orBeT-IlepemMenHbIi yrioBoi ko3 duument.

[000270] Chneyughuuecxoe ceazvisanue c¢ uenoeeveckum CD3  peyenmopom Ha

nogepxnocmu T-xnemox: BocemMb mADb mokazanu BBICOKOCTIEHM(PHUECKYIO CBS3BIBAIOINYIO
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aKTUBHOCTb C KJIETKaMH, 3Kcmpeccupyrommnmu dvenosedeckuit CD3 (kmerku Jurkat), Oes
cesa3bBaHus ¢ CD3-orpunarensHbiMu kiaetkamMu (MOTL-4 knerkum u 293F knerkm), Kak
nokasaHo B TaOmure 6.

[000271]
Tabnuna 6

Cneunduueckoe cpsazbiBaHue ¢ yenoBedeckuM CD3 penentopoM B pasiMuHBIX KIJIETOUHBIX

JUHUSIX, OTIpesieJIeHHoe ¢ ucnonb3oBanrueM FACS

MFI (FACS ) MFI _ (FACS)
MFI (FACS)
mAb (JurkatB10: (293F:22,60124.,6
(MOLT-4: 22,70127,3)
3145014045) )
W3311-2.166.48 2139 42,5 24,9
W3311-2.306.4 3365 53,5 29,1
W3311-2.383.47 2132 44,5 29.8
W3311-2.400.5 2741 545 25,1
W3311-2.482.5 2390 54.8 25.0
W3311-2.488.33 2266 58.4 30,2
W3311-2.615.8 2215 572 25,7
W3311-2.844.8 984 42,5 22,7

[000272] 3.2 Cps3biBaHHe aHTUTEN C OETKOM-MHIIEHBIO W3 PAa3JINYHBIX BHJIOB,
onpeneneHHoe meroaoMm ELISA u FACS
[000273] AnanusupoBanu ahp(PUHHOCTH CBSA3bIBAHUA UCHBIThIBAEMbIX aHTuTen ¢ CD3 u3
pa3HBIX BHUAOB. [ OMOJOTHSI UeNOBEYECKHUX, OO€3bsSHbUX, KPBICHHBIX U MbIIUHBIX CD3
pedepeHCHBIX MOCIEeA0BATENILHOCTEH MOKa3aHa HIKE.
[000274]
Tabmuua 4

I'omonorus mocnenosarensHocTelt CD3 momena uenoBeka, 00e3bsiHbI, KPBICHI U MBILITH

(obe3bsiHa)

(NP_001270544)

(NP_001274617)

Bun CD3sncunon (%) CD3penbra (%) CD3ramma (%)
100 100 100
Yenmosek
(NP_000724) (NP_000723) (NP_000064)
Macaca fascicularis | 83 94 81

(NP_001270839)

Macaca mulatta

(obe3bsiHA)

84
(XP_001097204)

94
(NP_001097302)

82
(NP_001253854)

Mpbri1b

59 (NP_031674)

64 (NP_038515)

70 (AAA37400)

Rattus norvegicus

(xpbica)

57
(NP_001101610)

69 (NP_037301)

71
(NP_001071114)
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[000275] Ilepexpecmnoe ceazvieanue anmumen ¢ CD3sncunon asanckoeo makarka u CD3
9NCUNOH Mbluill, onpeoenenrHoe memooom ELISA: Pa3nudHble KOHIEHTPAIMH HCIIBITHIBAEMbIX
AHTUTEJI, TIOJIOKUTENbHBIA U OTPULIATEIIBbHBIN KOHTPOIH N00ABISIN B 96-TyHOUHbIE TUIAHIIETHI,
KOTOpbIE IPEABAPUTENBHO MOKpbIBau OenkoM CD3smncunon siBanckoro makaka u CD3sncumnon
mblimu. CesispiBanue anturen ¢ 6enkom CD3sncunon siBanckoro Makaka u 6enxkom CD3sncunon
MBILIH ONPENEISIIA PH NMOMOIIH cooTBeTcTBYIOIero HRP-meuennoro 2™ anturena (BETHYL,
A90-231P). ECs paccunTsiBanu ¢ ucrnonszoBanueM nporpammbl GraphPad Prism.

[000276] Kak moka3bIBalOT AaHHBIE, BCE BOCEMb MAD TMoKa3ajiu CHIbHYIO MEPEKPECTHO-
CBS3BIBAIOLIYI0 aKTUBHOCTh ¢ CD33mCcHiIOH SIBAHCKOrO Makaka, HO He IOKa3aHU HHUKAKOTO
cBsi3biBaHusl ¢ MbIIUHBIM CD3sncunon. TlomoxkurensHbiii koHTpob OKT3 He mnokazan
MEPEKPECTHO-CBI3BIBAOIION aKTUBHOCTH HU ¢ CD331cUoH siBAHCKOrO Makaka, HU MBIIIHMHBIM
CD3sncumnon, Tabmmma 7.

[000277]

Tabmuna 7

ITepexpectHoe cBs3piBaHmNe B cpaBHeHUU ¢ CD3smncuion sBanckoro makaka u CD3sncunon

MBILITH
ELISA A450
mAb CD3sncunon CD3sncunon  sisanckoro | CD3sncumnon
4yeJIoBeKa MaKaka MBIIIH

Orprarersiit 0,046 0,046 0,179
KOHTPOJIb
OKT3 0,048 0,052 0,24
W3311-2.166.48 2,761 2,808 0,446
W3311-2.306.4 2,909 2,822 0,711
W3311-2.383.47 2,786 2,756 0,666
W3311-2.400.5 2,828 2,794 0,709
W3311-2.482.5 2,953 2,874 0,61
W3311-2.488.33 2,914 2,831 0,607
W3311-2.615.8 2,824 2,713 0,471
W3311-2.844.8 2,923 2,75 0,6

[000278] Ilepexpecmnoe céasvisanue anmumen ¢ CD3oncunon A6AHCKO20 MAKAKA,
onpeodenennoe memooom FACS: PBMC sBaHCKOrO Makaka BbIIEISUIM W3 LEIbHOH KPOBHU
3I0pOBBIX O0€3bsH C WCIOJB30BAHHMEM LEHTPU(YrupoBaHusi B rpagueHte mmiotHoctu Ficoll-
Paque PLUS u cragmit 100g uentpudyrupoBanus s yaaineHus tpomOouutoB. PBMC
KyapTUBUpOBaH B noHONM RPMI-1640 cpeae no ux roTOBHOCTU K UCHOJIb30BaHUIO. Pa3nuunbie
KOHLIEHTPALMN HCHBITBIBAEMBIX aHTUTEN noOaBmsin Kk PBMC sBaHCcKOro Makaka M 3arem

CBA3BbIBAKOIIYIO dKTUBHOCTD AHTUTEJT HAa MMOBEPXHOCTH KJICTOK OIPEACTIANIN C UCTIOJIb30BAHUEM 2-
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ro anrurena-FITC (Jackson, 115-095-008). OxpaiieHHble KJIETKH aHATU3UPOBAIN C
ucnosszoBanueM BD Biosciences FACSCanto I u mporpammer FlowJo Version. 3nauenne ECsg
CBSI3bIBAHUS PACCUMUTBHIBAJIM C MCIIONb30BaHMEM YypaBHeHus nporpammel GraphPad Prism:
Henunetinas perpeccust (mogdop KpuBoii).

[000279] Ceassisanue snumona anmumenamu, onpeoeiennoe memooom FACS:
PaznuyHble KOHIIEHTPALMU HCIBITHIBAEMbIX AHTUTE] CMEIIMBAJIM C HEKOTOPHIM KOJMYECTBOM
OuoTrHUIMPOBaHHOTO aHTHTeNna W3311-2.383.47, COOTBETCTBEHHO. 3aTeM CMeCh JOOaBIISLTH K
CD3-3kcmpeccupyromuM KJieTkaM B 96-IyHOYHbIe IUIaHIIeThl U WHKyOupoBanu npu 4°C B
teueHne | wuaca. CBsi3pIBaHME LEJIEBOTO AaHTUTENA Ha KJETKax, skcrpeccupyoomux CD3,
ompeneysii ¢ ucnonb3oBaHueM PE-koHbrormpoBaHHOro aHtu-OmotmH Ab.  OOpasubl
UCTIBITBIBAIN METOZOM MPOTOYHOH LIUTOMETPHH M JNAaHHBIE aHAJTH3UPOBAIN C UCMOJIb30BAHUEM
nporpammsel FlowJo.

[000280] Cesazsieanue ¢ uenoseueckum odenxom CD3oncunron u CD3sncunon ssancko2o
maxaxa u pacuem FCsy memooom ELISA: Bocemb mAb mokazaiu CHIBHYIO CBSI3BIBAFOIIYIO
akTuBHOCTh ¢ CD33mcuioH denoBeka M NepeKkpecTHoe cBsi3biBaHue ¢ Oenmkom CD3smcuion
SIBAHCKOTO MaKaka U TOKa3aju comocraBuMble 3HaueHus1 ECsy) B HM3KOM HM nmamnaszoHe uis

CD3sncumon uenoseka 1 CD33IICHIIOH SIBAHCKOTO MaKaka, Kak 1moka3aHo B Ta0mure 8.

[000281]
Tabmuna 8
ECsy BocbMu mAb st CD3sncumon yenoBeka u CD33MCHIOH SIBAHCKOIO MaKaka
CD33ncunoH yenoseka CD35ncuioH sSiBaHCKOTO MaKaka
mAD ECso (1M) ECso (H1M)
W3311-2.166.48 0,049 0,033
W3311-2.306.4 0,012 0,011
W3311-2.383.47 0,074 0,028
W3311-2.400.5 0,053 0,024
W3311-2.482.5 0,069 0,028
W3311-2.488.33 0,026 0,019
W3311-2.615.8 0,033 0,025
W3311-2.844.8 0,011 0,009
WBP331-BMK1
(UCHT1) 0,186 NA
Hsotununueckuit KOHTpoab | NA NA

[000282] 4.3 Jlerekiusi MEKBUIOBOTO CBSA3BIBAHUS 'YMaHU3UPOBAHHBIX AHTUTE
[000283] Ceazwisanue osyx eymanusuposannsvix mAb ¢ 6enxom CD3sncunon a6ancko2o
maxaxa u 3uavenue ECsy: Bce manHble mokasanu, 4To o0a r'yMaHU3HPOBaHHbIE MAb coXpaHsH

BBICOKYIO CBSI3BIBAIOLIYIO aKTUBHOCTbH ¢ OenkoM CD3sncuion siBaHckoro makaka (cm. @ur. 1) ¢
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3HaueHneM ECsy, paBHbM 0,043 HM anisi 000MX T'yMaHU3HUPOBAHHBIX aHTUTEJN, KaK MMOKAa3aHO B
TaGnuue 9.

[000284]
Tabnuua 9

ECsp nByx rymanu3upoBaHHbIx mAb myg CD331cnnoH sBaHCKOTO Makaka
mAb ECso (HM)
W3311-2.166.48-z1-ulgG1K 0,043

W3311-2.306.4-z1-ulgG1K 0,043

W3311-2.166.48 0,125

H3otunuyeckuii KOHTPOIb N/A

[000285] Adpunnocms anmumen, onpedenennas memooom FACS: 5x10% Jurkat
KJIETOK/JIyHKa BBICEBATM B 96-TYHOUHBIE IUIAHLIETHI, C MOCIENYIOIIUM JOOaBJIEHUEM
OUYHIIEHHOI'O UCIIBITHIBAEMOr0 aHTUTENA-IUepa IPU Pa3InYHbIX KOHIIEHTpALUsIX B KauecTse |-
ro anrurena B Tedenue 1 yaca npu 4°C. 2 anTuTeNno ko3nuHoe aHtu-mpimnuHoe IgG Fe-FITC
nobasysimn B TedeHue 30 muH mpu 4°C u 3arem ompenensimm FITC-okpaineHHble KJIETKH
metonoM FACS. Kp 3HaYeHHe pacCUUTBHIBAIIN B COOTBETCTBUH CO CIIOCOOOM, OTIMICAHHBIM BBILIIE.

[000286] /[ea eymanusuposannvix mAb ucnsimsieanu Ha c6:A3616AI0UYI0 AKMUSHOCHL HA
uenoseyeckux CD4 T-xnemxax: JlaHHbple MOKasanu, 4To 00a T'YMaHU3UPOBAHHBIX AHTHUTENA
COXPAHSUTA BBICOKYIO CBSI3bIBAIOIIYIO akTHBHOCTb ¢ CD4 T-knerkamu (cm. @ur. 2) ¢ HU3KUMH
ECso 3nauenusimu 1,01 u 0,46 1M nnst WBP3311-2.166.48-z1-ulgGlk u WBP3311-2.306.4-z1-
ulgGlk, coorBercTBeHHO, KOTOpBIe ObLTH B 0,5-1 pa3 HUKe, YeM 3HAYEHUS COOTBETCTBYIOLIMX
HUCXOMHBIX aHTUTEN, KaK rmoka3ano B Tabmure 10.

[000287]
Tabmuna 10

Cesi3biBaHME IBYX TyMmaHusupoBaHHbIX MAb ¢ hCD4 T-knerkamu, omnpenegeHHOe C

ucrons3oBadueM FACS u ECsg

mAb ECso (HM)
W3311-2.166.48-z1-ulgG1K 1,01
W3311-2.166.48-mIgG2aK 3,514
W3311-2.306.4-z1-ulgG1K 0,253
W3311-2.306.4-mIgG2bK 0,461
OKT3 0,202
H3otununyeckuii KOHTPOIb N/A

[000288] 4.5 Adpdunnocts u ECsy anTuTen, onpenenennsie MmeronoM FACS
[000289] Bocemp mAb wucnbeireiBain Ha ux ECsy meromom FACS u ucneiThiBaiU
appUHHOCTb B OTHOLIEHHWH KIJIETOK, 3Kcrpeccupyromux uenoBeueckuii CD3 (knerku Jurkat).

3nauenune ECsy mist BoceMu mAb Haxommioch B mpenenax ot 0,57 HM mo 6,91 M (cwm.
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Ta6mumy 11), a abdursOCTH Haxomumack B mpexenax or 1,3x10” 10 9,3x10™'° M, kak mokasano
B Tabmuue 12.

[000290]
Tabmmua 11
ECso 3HaueHue, nsmepenHoe B kierkax Jurkat merogom FACS
mAb ECso (HM)
W3311-2.166.48 6,91
W3311-2.306.4 0,57
W3311-2.383.47 0,91
W3311-2.400.5 2,5
W3311-2.482.5 3,71
W3311-2.488.33 2,97
W3311-2.615.8 4,65
W3311-2.844.8 0,77
OKT3 0,2
[000290]
Tabmmua 12
Kp 3Hauenue i BocbMu mADb, onpenenenHoe B kierkax Jurkat meronom FACS
WBP33

W331 | W331 | W331 | W33 | W331 | W33 | W33 | W33 | 11.0KT
O6pasen 1- 1- 1- 11- 1- 11- 11- 11- | 3-

2.166. | 2.306. | 2.383. | 240 |2.482. 248 |[2.61 |2.84 |cpenHee

48 4 47 0.5 5 8.33 |58 4.8 3HAYEHU

e

Hamnymiee 1,26E | 1,17E | 1,12E | 1,13 | 1,30E | 1,30 | 1,20 | 1,19 |941E-
cooTRETETRIE” -10 -10 -10 E-10 | -10 E-10 | E-10 | E-10 | 11
Bmax
Haunyumee 1,67E | 1.91E | 4,03E | 9,34 | 2,29E | 1,32 |2,23 |[2)52 | 1,29E-
cooreercTBue-Kp | -09 -10 -10 E-10 | -09 E-09 | E-09 | E-10 | 10
CrannaptHas 1,66E | 1,19E | 1,62E | 1,76 |2,35E |2,51 |2,18 | 1,00 | 1,95E-
ommoOka-Bmax -12 -12 -12 E-12 | -12 E-12 | E-12 | E-12 | 12
CrannaprHas 5,62E | 8,32E | 2,15E | 4,38 | 9,63E (6,98 |947 |8,64 |1,27E-
ommnoka-Kp -11 -12 -11 E-11 | -11 E-11 | E-11 | E-12 |11

[000292] 4.6 U3mepenne Kp apduHHOCTH M KMHETHKH JBYX I'YMaHHU3UPOBaHHBIX MAb
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metonom FACS

[000293] JlBa rymaHM3upOBaHHBIX MAb ucnbIThIBamu Ha adpduHHOCTL B KieTkax Jurkat
meronoM FACS. JlanHbple mokaszany, 4to 00a ryMaHH3HUPOBAHHBIX MAD COXPaHSIM BBICOKYIO
apdunHOCTL Ha KieTkax Jurkat ¢ Takumu >xe Kp 3HaueHMsIMH, KaK y MX COOTBETCTBYIOIINX
HCXOmHBIX MAD, xak nmokaszano Ha ur. 4 u B Tabmuie 13.

[000294]
Tabnuna 13

Usmepenne Kp KHHETHKHM IByX TYMaHU3HPOBAaHHBIX MAb Ha kyetkax Jurkat merogom FACS

WBP3311-2.166.48-z1- WBP3311-2.306.4-z1-
Obpaszen OKT3
ulgGlk ulgGlk
Haunyuinee
COOTBETCTBHE- 7,32E-12 6,83E-12 6,06E-12
Bmax
Haunyuiee
COOTBETCTBHE- 2,01E-10 5,30E-11 2,77E-11
KD
CranpapTtHas
3,82E-13 3,49E-13 2,19E-13
omubka-Bmax
CranpapTtHas
4,38E-11 1,14E-11 5,13E-12
ommnoka-KD

[000295] 3.3 KnerouHble (yHKLMOHAIbHBIE AHAJIN3bI

[000296] Knremounas unmepnanuzayus anmumen, onpeoenennas memooom FACS:
knerkn Jurkat BeiceBanmu mpu lXIOS/JIyHKa B 96-nyHOuHble MaHueTsl. McnbIThIBaeMble
antutena (1 Mkr/min) nobaBisid K KJieTKkaM U UHKyOupoBanu B TeueHue 1 vaca npu 4°C. ITocne
UHKYOallMM HECBS3aHHbIE AHTHTENA YAAJSUIM TPOMBIBKOM M KJIETKU 3aTeM HHKYOHpPOBAJU B
teyerue 3 4dacoB mpu 4°C wmu 37°C ¢ 5% CO,. [locne uHKyOay NpUCYTCTBHE aHTHUTE HA
KJIETOYHOW TMOBEPXHOCTH OMNpPENESSUIH C HMCIONb30BaHueM 2-ro antutena (Abcam, ab98742).
OxpalleHHble KIIETKH aHaIM3upoBaiu ¢ ucnojb3oBanueM BD Biosciences FACSCanto IT u
nporpammbl FlowJo Version. IIponeHT MHTEpHANM3aLUN PACCUUTHIBAIN, KaK MOKA3aHO HIKE:
[(MFIO 4acoB ~ MFI3 'Iaca) / MFIO ‘IaCOB] % 100%.

[000297] 4.7 OnpeneneHue MpOLIEHTA KICTOYHOM UHTEPHAIN3ALUN

[000298] TIpoueHT WHTepHAIHM3ALUHM ONPEIESISLIA C HWCIOJb30BaHHEM KieTok Jurkat
meronoM FACS. JlanHble mokasanu, 4yTo BCe 8 MAb IE€MOHCTPUPYIOT BBICOKMH MPOLIEHT
MHTEepHAIU3aluu B npenenax oT 86 no 94% aHrtuTes, MHTEPHAIN30BAHHBIX IOCHE 3-4aCOBOTO
nepuoaa ucneiranus, Toraa kak OKT3 nokaszan npumepro 72% uHtepHanu3zauuu, Our. 5.

[000299] T-knemounas akmusayus nOCPeoOCme8om anmumein ¢ UCHONb30GAHUEM MEMOOd
SBHYMPUKIIEMOYHO20 OKPAWUGAHUS YUMOKUHO6: BHYTPUKIETOYHOE OKpAILIMBAHHWE LUTOKUHOB

NpeACTaBysieT COOON aHaN3 Ha OCHOBE MPOTOYHON LIUTOMETPHM, KOTOPBIH MOXKET ONpPENeUTh
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NPOAYKIHIO [IUTOKWHOB NMMYHHBIMH KJIE€TKAaMH B KOMOMHALIMU C KJIETOYHO-TIOBEPXHOCTHBIMHU
mapkepamu. Yenoseueckne PBMC Bbinensnu y 3popoBoro noHopa. Bxpartie, ucnosib3oBaju
ueHTpudyruposanne B rpaguenre miotHocty Ficoll-Paque PLUS ¢ nocnenyrouumu cragusimu
100g uentpudyrupoanus s yganeHus tpombouuroB. PBMC KkynpTHBHpPOBaIN B IOJNHOM
RPMI-1640 cpene. PBMC pecycneHgupoBaiu B KJIETOYHOH KyJbTYPaJbHOH cCpene,
nononHeHHoit Golgi Stop, U pacnpenensii npu 2><105/J1yH1<a B 96-JlyHOYHBIE IUIAHIIETHL.
JloOaBisinu  pa3iuyHble KOHLEHTPALMHM  HCIIBITBIBAEMBbIX ~AHTHUTEJN, MOJOXUTENbHbIH H
OTPHLIATENIbHBIA KOHTPOJIM M 3aTeM MHKYOMPOBAJHM C KJeTKamu B Tedenue 4,5 vacos npu 37°C.
ITocne wHKyOauMu KJIETKH mNpoMbiBaiu nBa pasa 1% BSA u 3arem okpamuBanmu aist
OTpeneNeHus] WX IOBEPXHOCTHBIX MAapKepOB C MHCIOJb30BAHUEM AHTUTENA [POTHB
yenoseyeckoro CD4-FITC (BD, 550628) u anturtena nportus uenosedeckoro CDS-PE (BD,
560959), ¢ mocaenyrowuieit ¢pukcanuel u nepmeabumusanuel ¢ UCnojap3oBanueM Hadbopa Human
Regulatory T Cell Staining Kit (eBioscience, 88-8999). Ilocne ¢uxcanmnu/nepmeabunnzanuu
KJIETKA OLIEHHMBAM Ha MPOAYKIMIO LUTOKMHOB C UCIOJb30BAHUEM aHTHUTENa IPOTUB
gyenosedeckoro TNF-APC (BD, 554514) u anturena nporus uenosedeckoro IFN-PerCP-Cy5.5
(eBioscience, 45-7319-42). OxpaimeHHble KJIETKH aHAIU3HUPOBAIM C HCMOJb30BaHMEeM BD
Biosciences FACSCanto II u mporpammsl FlowJo Version.

[000300] T-kremounas axmueayus: T-KIETOYHYIO aKTHUBALMIO OLICHUBAIH C
ucnojp3oBaHueM yenosedeckux PBMC MeTon0oM BHYTPUKIETOUHOIO OKpALIMBAHHS LIUTOKHHOB
u orcnexusann nutokuHbl TNFanbdpa wu INFramma. Jlannele mnokazamu, dYro w3 8
ucnbIThiBaeMbIX MAb 2.306.4 u 2.844.8 He MPOAEMOHCTPUPOBAJIH CYLIECTBEHHOro coObITHs T-
KJIETOYHOW AaKTUBALMH, IOCKOJbKY HHKAKOTO CYIIECTBEHHOTO BBICBOOOXKAEHUS LUTOKHHOB
TNFansdpa u INFramma He Obl1o 0OHApY’>kK€HO, IPU 3TOM BCE O IPYIUX HCHBITHIBAEMBIX MAD
nokasanu T-KJIeTOUHYI0 aKTUBALMIO B Takoil ke creneHy, kak 1 OKT3, 3a uckioueHnem KioHa
2.383.47, kotopblii moka3an Oojee cinalbyro T-kiaeTouHyro akThBauuio no cpaBHeHHoo ¢ OKT3,
NaHHBIE ITOKa3aHbl Ha Pur. 6.

[000301]  Axmusayua  uenoseveckux  1-kremox ¢  UCHONbL3OBAHUEM — OBYX
YMAHUUPOBAHHBIX MAb: 1Ba TYMaHU3UPOBAHHBIX MAD HWCHBITBIBAIM Ha T-KJIETOYHYIO
akTUBaLMIO Ha yenoBedeckux PBMC meTogoM BHYTPUKIETOYHOIO OKPAIINBAHUS [IUTOKUHOB U
orcnexuBanu  utokuHbl TNFamepa w INFramma. JlanHele mokasamu, d9ro o0a
IYMaHU3UPOBAHHBIX AaHTHUTENA MPOAEMOHCTPUPOBAIN TaKyl K€ CTeleHb [-KJIeTO4YHOH
AKTUBALIUM, KaK W mojoxutenbHbld KOHTpoib OKT3, ma CD8+ T-knerkax, mpu 3TomM o0a
I'YMaHU3HPOBAHHBIX MAb IMOKa3ajiu MEHbIIYIO cTerneHb akthBauuu Ha CD4+ T-knerkax mo
cpasHenuto ¢ OKT3. Takke oTMedaeTcsi, YTO MCXOJHOE MBIIMIMHOE aHTUTENO KJjoHa 2.306.4
MOCTOSIHHO IEMOHCTPUPOBAJIO OTCYTCTBUE T-KjI€TOUHON akTuBauMu. JlaHHbIE TOKa3aHbl Ha Dur.
7.

[000302] 3.4 Cpsi3pIBaHME AHTUTEJ C SMUTOIOM, orpeaeneHHoe meronoM FACS

[000303] Ceazvisanue snumona: Cemp m3 8 mAb crpynnupoBaHbl NPOTUB KJIOHA
2.383.47, u pe3ynbTaT mokasai, u4to Bce 8 mAb ummeroT o0y sl HUX 3MHUTONHYIO TPYIY,

Kak mokasaHo Ha dur. 8.
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POPMVYJIA U30BPETEHHUA

1. BeineneHHOE aHTHUTENO WIIM €r0 aHTUT€H-CBS3bIBAIOINUIA (parMeHT, conepskamee 1, 2
Wik 3 TOCIeNOBAaTeIbHOCTH O0JIACTH, Omnpenessitoumeil kommiemeHTapHocTh, (CDR) Tspxenoi
1eny, BbIOpaHHbIe U3 rpynmbl, cocrosmeit uz: SEQ ID NO: 1, 3,5, 7,9, 11, 13, 15, 17, 19, 21,
23, 25, 27, 29, 31, 33, 35, 37, 39, 41, 43, 45 u 47, w/unu 1, 2 wiu 3 nocnegoarenbHoctu CDR
KaImna-Jerkoi uemnu, BeiOpanHbie U3 rpymmsl, cocrosiue u3: SEQ ID NOs: 2, 4, 6, 8, 10, 12, 14,
16, 18, 20, 22, 24, 26, 28, 30, 32, 34, 36, 38, 40, 42, 44, 46 u 48.

2. AHTUTENO WJIM €ro AaHTHIeH-CBS3bIBAKOMIMN (parMeHT mo 1m. 1, comepskaliee
BapHuabeIbHYI0 00JIACTh TSKEJION LEeTH, BBIOPAHHYIO U3 TPYIIIbL, COCTOSIIEH 3!

a) BapuadeNbHOM 00JIACTH TSDKENION ey, coaepskamen 1, 2 uin 3 mociaeoBaTebHOCTH
CDR, Bribpannbie u3 SEQ ID NO: 1, SEQ ID NO: 3 u SEQ ID NO: 5;

b) BapnabenbHOM 00JaCTH TSDKENON ey, coaepskamei 1, 2 win 3 mocnenoBaTeIbHOCTH
CDR, Bribpannbie u3 SEQ ID NO: 7, SEQ ID NO: 9 u SEQ ID NO: 11;

¢) BapuadenbpHOI 00IaCTH TsDKENOH 1enu, coepxamei 1, 2 uiu 3 mocnenoBaTeIbHOCTH
CDR, Bribpannsie u3 SEQ ID NO: 13, SEQ ID NO: 15 u SEQ ID NO: 17;

d) BapmabenpHON 00NacTH TSKEION LienH, coneprkammeit 1, 2 uiu 3 mocaenoBaTenbHOCTH
CDR, Bribpannsie u3 SEQ ID NO: 19, SEQ ID NO: 21 u SEQ ID NO: 23;

) BapuadeIbHOI 00IaCTH TsKENOH 1enu, coaepxamei 1, 2 uiu 3 mocnenoBaTeIbHOCTH
CDR, Bribpannsie u3 SEQ ID NO: 25, SEQ ID NO: 27 u SEQ ID NO: 29;

f) BapuaOenbHOIT oOnacTH TspKENOH Leny, copepskameit 1, 2 unm 3 nmocnenoBaTeIbHOCTH
CDR, Bribpannsie u3 SEQ ID NO: 31, SEQ ID NO: 33 u SEQ ID NO: 35;

g) BapuabenpHON 00JacTH TSKENION LienH, coneprkaieit 1, 2 uiu 3 mociaenoBaTenbHOCTH
CDR, Boibpannbie u3 SEQ ID NO: 37, SEQ ID NO: 39 u SEQ ID NO: 41; u

h) BapuabenbHOI 00MacTH TsKEION ey, coaepskaiuei 1, 2 unu 3 mocnenoBaTeIbHOCTH
CDR, Boibpannbie u3 SEQ ID NO: 43, SEQ ID NO: 45 u SEQ ID NO: 47.

3. AHTUTENO WIM €ro aHTUIeH-CBA3BIBAIOINMN (parMeHT 1o JrodoMy U3
NPEAIIECTBYIOIIUX IYHKTOB, COAeprKalee BapuaOeqbHy0 o00JacTh Kamnma-Jerkol IerH,
BBIOPAHHYIO U3 TPYIIIbI, COCTOSLICH U3

a) BapuabenpHOH oOOJacTH Kamma-JerkoW wmemu, comepxamer 1, 2 wm 3
nocnenosatenbHocTH CDR, BoiOpannsie u3 SEQ ID NO: 2, SEQ ID NO: 4 u SEQ ID NO: 6;

b) BapuabenpHOH oOOMacTH Kamma-Nerkod wenw, copepkamed 1, 2 wim 3
nocnenosatenbHOCTH CDR, BoiOpannsie u3 SEQ ID NO: 8, SEQ ID NO: 10 u SEQ ID NO: 12;

c) BapuabenpHOH 0ONacTH Kamma-JerkoW nemu, comepxamer 1, 2 wm 3
nocnenosatenbHOCTH CDR, BoiOpannsie n3 SEQ ID NO: 14, SEQ ID NO: 16 u SEQ ID NO: 18;

d) BapumalenbHOW oOmacTm Kamma-jierkoil memwu, coxmepkamedt 1, 2 w3
nocnenoBatenbHOcTH CDR, BoiOpannsie 3 SEQ ID NO: 20, SEQ ID NO: 22 u SEQ ID NO: 24;

e) BapuabenpHOH 0ONacTH Kamma-Jerkod nemu, comepxamer 1, 2 wm 3
nocnenoBatenbHOCcTH CDR, BoiOpannsie n3 SEQ ID NO: 26, SEQ ID NO: 28 u SEQ ID NO: 30;

f) BapuabenpHON oOnmacTu Kamma-jerkod uemnu, copepkamed 1, 2 wumm 3
nocnenoBatenbHocTH CDR, BoiOpannsie 3 SEQ ID NO: 32, SEQ ID NO: 34 u SEQ ID NO: 36;
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g) BapualenbHOM oOmacTm Kamma-Jierkoil memnu, coxmepkamedt 1, 2 w3

nocnenosatenbHocTH CDR, BeiOpanubie n3 SEQ ID NO: 38, SEQ ID NO: 40 u SEQ ID NO: 42;
u
h) BapuabenpHON oOmacTu Kamma-jJerkoi wemu, comepxkamed 1, 2 wmwmm 3
nocienosarenbHoctu CDR, BeiOpanubie u3 SEQ ID NO: 44, SEQ ID NO: 46 u SEQ ID NO: 48.
4. AHTHTENO WIM €ro aHTHICH-CBSI3bIBAIOINUIT  ¢parmMeHT 1o Jsrobomy U3
MPELIECTBYIOLINX MMyHKTOB, COlepIKalee:

a) BapualeNpbHYH0 O0JacTh TsDKENOW Lenmy, Bkmowaoomyo 1, 2 wm 3

>

nocnenosateibHOCTH CDR, BoiOpanubie u3 SEQ ID NO: 1, SEQ ID NO: 3 u SEQ ID NO: 5; u
BapuadesbHy0 00JacTh Kamma-jJerkou Ienw, BKIYAroIy 1, 2 uiu 3 mociaenoBaTeIbHOCTH
CDR, Beibpannbie u3 SEQ ID NO: 2, SEQ ID NO: 4 u SEQ ID NO: 6;

b) BapmabenbHyr0 00NacTh TsDKENOW wLenW, BKIoYaoomyo 1, 2 wm 3

2

nocnenosatenbHOCTH CDR, BoiOpannbie 3 SEQ ID NO: 7, SEQ ID NO: 9 u SEQ ID NO: 11; u
BapuadepbHyI0 00JacTh Kamma-jJerkod Ienw, BKIYAromy 1, 2 uiu 3 mocaenoBaTeIbHOCTH
CDR, Beibpannbie u3 SEQ ID NO: 8, SEQ ID NO: 10 u SEQ ID NO: 12;

c) BapualenbHyHO O0NacTh TDKENOW menu, BKmoUaromyr 1, 2 w3

nocnenosatenbHOCcTH CDR, BriOpanubie u3 SEQ ID NO: 13, SEQ ID NO: 15 u SEQ ID NO: 17;
U BapuadeNIbHyI0 00JIacTh Kala-JIErKOW LEeMH, BKIIIOYAKIyo 1, 2 win 3 mocaenoBaTeIbHOCTH
CDR, BeiOpannbie u3 SEQ ID NO: 14, SEQ ID NO: 16 u SEQ ID NO: 18;

d) BapmabenpHyr0 oOjacTb TsDKENOH 1enu, BKIOWaromywo 1, 2 wm 3

nocnenoBatenbHOCTH CDR, BriOpanubie u3 SEQ ID NO: 19, SEQ ID NO: 21 u SEQ ID NO: 23;
U BapuadeNbHyI0 00JIaCTh Kalma-JIerkol Lemny, BKIIoYaromyo 1, 2 uimm 3 mocinenoBaTebHOCTH
CDR, BoiOpannsie u3 SEQ ID NO: 20, SEQ ID NO: 22 u SEQ ID NO: 24;

e) BapualenbHyr0 0O0NacTb TSDKENOW Ienu, BkIodaromyo 1, 2 wm 3
nocienosatenbHoctu CDR, BbiOpannbie u3 SEQ ID NO: 25, SEQ ID NO: 27 u SEQ ID NO: 29;
U BapuabeNbHYI0 00JIacTh Karna-JIerkou LEeMnu, BKIIoYamyo 1, 2 uin 3 mocjaenoBaTeIbHOCTH
CDR, Beibpannbie u3 SEQ ID NO: 26, SEQ ID NO: 28 u SEQ ID NO: 30;

f) BapuwabenbHyr 00MacTb TSOKENOW Hemu, BiKIOYammyw 1, 2 wm 3

nocnenosatenbHocTH CDR, BriOpanubie u3 SEQ ID NO: 31, SEQ ID NO: 33 u SEQ ID NO: 35;
U BapuadeNbHYI0 00JIacTh Kalma-JIErKoW LMy, BKIIOYAKIyo 1, 2 win 3 mocaenoBaTeIbHOCTH
CDR, Beibpannbie u3 SEQ ID NO: 32, SEQ ID NO: 34 u SEQ ID NO: 36;

g) BapuabenpHyr0 oOjacTp TSDKEJIOH I1enu, BKIOYaromyrw 1, 2 wm 3

nocnenosatenbHocTH CDR, BriOpanubie u3 SEQ ID NO: 37, SEQ ID NO: 39 u SEQ ID NO: 41;
U BapuadeNbHYI0 00JIacTh Kalma-JIerKOW LEeMH, BKIIOYAKIyo 1, 2 win 3 mocaenoBaTeIbHOCTH
CDR, Bribpannbie u3 SEQ ID NO: 38, SEQ ID NO: 40 u SEQ ID NO: 42; unmu

h) BapmaGenbHyro oOmactp TsDKENOW wenw, BkIoOYaoomyo 1, 2 wm 3

nocnenoBatenbHOcTH CDR, BriOpanubie u3 SEQ ID NO: 43, SEQ ID NO: 45 u SEQ ID NO: 47;
U BapuadeNIbHyI0 00JIacTh Kala-JIerKOW LeMH, BKIIOYAKImyo 1, 2 win 3 mocaenoBaTeIbHOCTH
CDR, Beibpannbie u3 SEQ ID NO: 44, SEQ ID NO: 46 u SEQ ID NO: 48.

5. AHTHTENIO UMM €ero AaHTUIeH-CBSA3BIBAIOIIUN (parmMeHT 1o JroOoMmy U3
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MPEeALIEeCTBYOLUX IyHKTOB, TaKXe copepxkauiee 1, 2, 3 wnn 4 nocaenoBaTeIbHOCTU KapKaCHON
obnactu (FR) Tsxenoii nenu, BeiOpanHble u3 rpynmsl, cocrosimeii u3: SEQ ID NO: 57, 59, 61,
63, 73,75, 77 u 79, w/wnu 1, 2, 3 unu 4 nocnegosarenbHocTH KapkacHo obnactu (FR) nerkoi
ueny, seiopanHbie 3 SEQ ID NO: 58, 60, 62, 64, 74, 76, 78 u 80.

6. AHTHTENO MM €ro aHTUIeH-CBS3bIBAIOIMI  QparmMeHT 1o srobomy U3
NPEeNLIeCTBYIOIUX MYHKTOB, CoAeprkalnee BapuabeabHy0 00JacTh TSIKEJOH LenH, BRIOPaHHYIO
u3 rpynnel, cocrosimert u3: SEQ ID NO: 81, SEQ ID NO: 85, SEQ ID NO: 89, SEQ ID NO: 93,
SEQ ID NO: 97, SEQ ID NO: 101, SEQ ID NO: 105, SEQ ID NO: 109, SEQ ID NO: 113, SEQ
ID NO: 117 1 roMOJIOTMYHBIX MMOCJIENOBATEILHOCTEN, UMEIOIUX C HUMU 10 MeHbIel mepe 80%
UIEHTUYHOCTH IOCJIe0BATEIHbHOCTH.

7. AHTHTENO WM €ro aHTUIeH-CBS3bIBAIOIUE  (parMeHT Mo JroboMy U3
NPENLIeCTBYIOIMX MYHKTOB, COJAeprkaliee BapuadeabHYH0 00JacTh Kamma-Jerkod ey,
BbIOpaHHYyIO U3 rpymiel, coctosmer u3: SEQ ID NO: 83, SEQ ID NO: 87, SEQ ID NO: 91, SEQ
ID NO: 95, SEQ ID NO: 99, SEQ ID NO: 103, SEQ ID NO: 107, SEQ ID NO: 111, SEQ ID
NO: 115, SEQ ID NO: 119 ¥ roMOJOrd4HbIX MOCJIENOBATENBHOCTEH, UMEIONIUX C HUMHU IO
MeHblel Mepe 80% HAEHTUYHOCTH MOCIEN0BATEIbHOCTH.

8. AHTUTEIO WIM €ro AaHTUIeH-CBA3bIBAOLIMK (parMeHT mno JrodoMmy H3
NPENIeCTBYIOIUX MYHKTOB, COepIKaliee:

a) BapualenbHyr0 oO0jacTe Tsbkenod wemnu, BKmodaromyr SEQ ID NO: 81, u
BapuadenpHy0 00J1aCTh Kanma-Jierkoi uemny, smodaroimyo SEQ ID NO: 83;

b) BapuabenbHyro oOmacTe Tskenod wenw, Bxmouaromyro SEQ ID NO: 85, nu
BapuadeIpbHy0 00JIaCTh Kanma-Jierkoi uemny, smodaroimyo SEQ ID NO: 87;

c) BapuabenbHy0 oOnacTe TsDKenoW wLenw, Brmouaromyro SEQ ID NO: 89, wu
BapuabenbHyI0 00JIaCTh Kamma-jierkoi nemnu, smovaromyo SEQ ID NO: 91;

d) BapuabenpHyro oOmactb Tspkenoil weny, Bkimowaromyro SEQ ID NO: 93, u
BapuadesbHy0 00J1aCTh Kamma-Jierkoi uemny, smodaroinyo SEQ ID NO: 95;

e) BapuabenbHyr0 O00JacTh TspKenow nenu, Bkmrovaoomyw SEQ ID NO: 97, wu

BapuabebHYI0 00JIaCTh Kamma-Jierkoi nemnw, smovaromy SEQ ID NO: 99;

f) BapuabenbHyro oOnacTh Tspkenod wenu, Bkirovaromyr SEQ ID NO: 101, wu
BapuabenbHY0 00JIaCTh Kamma-J1erkoi nenw, Bmodaromyo SEQ ID NO: 103;

g) BapuabenbHyI0 00NacTh TsokeaoW uenu, Brarodaromyr SEQ ID NO: 105, wu
BapuadepbHy0 00J1aCTh Kamma-Jierkoi uemny, smodarimy SEQ ID NO: 107;

h) BapuabenbHyro oOmacTe Tsokenow wenu, Bkiaodammyr SEQ ID NO: 109, u
BapuadepbHy0 00J1aCTh Kamma-Jierkoi uemny, snodarmy SEQ ID NO: 111;

i) BapumalenpHyI oOnacTh TspKenol menw, Brmodaromyro SEQ ID NO: 113, u
BapuadeIpHy0 00J1aCTh Kamma-Jierkou uemny, srodarmy SEQ ID NO: 115; wiun

j) BapmalenpHyrO oOnmacTe Tspkeno wnermw, Bkmouaromyw SEQ ID NO: 117, wu

BapuadeIpbHyI0 00JIaCTh Kamnma-JIierkoi uemnu, sriodarnmy SEQ ID NO: 119.
9. AHTHTENIO WM €ro aHTUTeH-CBA3BbIBAOIIUN (parMeHT 1o JrodoMy U3

NPpEeACCTBYOIIUX IIYHKTOB, TAKKE COACPIKALICC OAHY NI HECKOJIBKO 3aMEH daMHWHOKHUCJIOTHBIX
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OCTaTKOB, HO IIPU 3TOM COXPAaHSET CrieL(prIecKoe CPOACTBO K CBsi3bBaHMIO ¢ CD33mcuoH.

10. AHTHTENO WM €ro AaHTHIeH-CBS3BIBAIOIIUN (parMeHT mo M. 9, rme 3aMeHa
NPUCYTCTBYET B OIHOM HIJIM HECKOJbKHUX mocienoBarenbHocTax CDR w/unm B omHOW nimm
HECKOJIbKUX rocienoBaTenbHOcTsIX FR, B omHONW mim  00enx mOCIeNOBaTENbHOCTSX
BapuabenpHbIX oOnacrelt n/unu B Fc obnactu.

11. AHTHTENO WM €ro aHTUTreH-CBA3bIBAIOIIMI (parMeHT no n. 9 wim 10, roe 3ameHa
NPUAET OJHO MM HECKOJIBKO JKEJIAEMBIX CBOWCTB, BBIOPAHHBIX U3 CJIEAYIOLINX !

a) ynyutenue adpuHHOCTH CBs3biBaHMsI ¢ CD33mcuinoH,

b) BBeZIeHHE WIIN YAAJICHHE CaiiTa TJIMKO3MIUPOBAHMS,

C) BBEeZIEHHE CBOOOHOTO IIICTENHOBOT'O OCTATKA,

d) ycunenune uimn ymensmerane ADCC nim CDC,

€) yBeJIMUeHUe Nepro/ia MOJIyKU3HU B CBIBOPOTKE; U

f) moseienne FcRn cBsi3biBaHus.

12. AHTHTENO WM €ro AaHTUIeH-CBA3BIBAIOIUN (parMeHT Mo JIoOoMmy U3
NPEAIIECTBYIOIINX MyHKTOB, TaKK€ BKJIIOYANOIIEe KOHCTAHTHYIO 00JacTh MMMYyHOIJIOOYIJIMHA,
HeoOs3aTeIbHO, KOHCTaHTHYRO obOnacte IgG, HeoOsi3aTeNnbHO, KOHCTAHTHYHO  O0JacTh
yenosedeckoro IgG1.

13. AHTHTENO WM €ro aHTUIeH-CBSA3BIBAIOIUN (parMeHT Mo Jirodomy U3
NPEAIECTBYIOIINX IyHKTOB, KOTOPOE MPEACTABISAET COOOH I'YMaHU3UPOBAHHOE AHTUTEIIO.

14. AwuTHTENnO WM €ro AaHTUIeH-CBSA3bIBAIOIIUN (parMeHT 1o Jirodomy U3
NPEAIIECTBYIOIIUX MMyHKTOB, KOTOPOE MPENCTaBIseT cOO0H KaMeNIn3npOBaHHOE OJHOAOMEHHOE
antureno, auareno, scFv, scFv mumep, BsFv, dsFv, (dsFv)2, dsFv-dsFv', Fv ¢parment, Fab,
Fab', F(ab')2, bucnenuduueckoe antureno, ds nuaTeno, HAHOTENO, JOMEHHOE AHTUTENO HIIU
OMBaJIEHTHOE IOMEHHOE aHTUTEIIO.

15. AHTHTENO WIM €ro AaHTUIeH-CBA3BIBAOLINKA (parMeHT mno JodoMy U3
NPEAIIECTBYIOIIHUX MMyHKTOB, KOTOPOE SIBJISIETCS OUcTeriupuuecKkum.

16. AHTUTENO WJIM €r0 aHTUIeH-CBA3BIBAIOIINN (PparMeHT mo m. 15, rae aHTUTeNno MM
€r0 AaHTUTCH-CBSI3bIBAOINUI (QpParMeHT UuMeeT TMEePBYK CHeuuUIHOCTh B OTHOLICHUH
CD35ncuiioH 1 BTOPYIO Cenu(pUIHOCTb.

17. AHTUTENO WM €ro aHTUTeH-CBs3bIBarOIUi (parmMeHT mo m. 16, roe BTOpas
cneun(pUIHOCTh HAIPABIIEHA HA BTOPOH aHTUTEH, OTaNYHbIA 0T CD3smncuoHn, rae npucyTcreue
BTOpOro anrureHa BOMM3W CD33MCUIIOH-3KCIIPeCCUPYIOMUX T-KIETOK JKeNaTeNIbHO, YTOOBI
BTOPOM aHTUIEH PACMO3HABAJICA UMMYHHOW CUCTEMOM.

18. AHTHTENO WM €ro aHTUTeH-CB3BbIBAOINUI ¢parmMeHT mo m. 16, rae mnepsas
aHTUreHHass crneuupuuHocTh HampaBieHa Ha CD3smncunoH, a Bropas AaHTUTEHHAs
cneun(pUIHOCTh HAPaBJIeHA HA OMyXOJIb-aCCOLIMMPOBAHHBIN AHTUTEH.

19. AwnTHTENO WM €ero AaHTUIeH-CBSA3bIBAIOIIUN (parMeHT 1o Jirodomy U3
MPEALIECTBYOLUX IYHKTOB, CBSI3aHHOE ¢ OHUM WJIH HECKOJBbKUMHU KOHBIOTaTaMU.

20. AHTUTENO WJIM €ro aHTUIeH-CBs3bIBAIOLINKN (parmMeHnT mo m. 19, rme KoHBIOTAT

BKJIFIOYACT XHUMUHOTECPAINICBTUYCCKOEC CPEACTBO, TOKCHH, pa}:[HoaKTI/IBHblﬁ HU30TOIl, JIaHTaHH,
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JFOMHUHECLIEHTHYIO METKY, (pJIyOpPECLIEHTHYIO METKY MU (pepMeHT-CyOCTpaT METKY.

21. AHTHTENO WM €ro AaHTUIeH-CBS3bIBAIOIIUN (parMeHT mo Jiodomy U3
NPEAIIECTBYIOIIUX IYHKTOB, CIIOCOOHOE creuuduuecku cBs3bBatbes ¢ CD3sncunon, u,
HeoOs3aTenbHO, rae CD33ncuiion nMpoucXonsaT W3 OPraHW3Ma MBILIH, KPBICHI, 0O€3bsHbI HIIH
yejgoBeka, M HeoOszarenpHo, rae CD3sncunoH mnpencrasiser coboil  peKOMOMHAHTHBIHM
CD3sncunon unu CD331cuioH, 3KCpeccupyeMblil Ha KJI€TOYHON MOBEPXHOCTH.

22. AHTHUTENO WMIM €ro AaHTUIeH-CBA3BIBAOLINK (parMeHT mno JmoboMmy U3
NPEAIIECTBYIOIIMX MYHKTOB, CIOCOOHOE crieruduyuecku cBsa3biBaThes ¢ CD3smncuion yenoseka,
SKCIPECCUPYEMBIM Ha KJIETOYHON MOBepXHOCTH, npu Kp 3HaueHuu He Oonee yem 5X10’9M, HE
Gomee yem 4x10°M, He Gonee uem 3x10°M, He Gosnee uem 2x10°M, He Gosee yem 10°M, He
Gonee uem 5x107°M, He Gonee yem 4x10"'°M, ne Gonee uem 3x107'°M, He Gonee wem 2x107°M,
ne Gonee yem 107'°M, e Gonee uem 5107 M, He Gonee uem 43107 M, He Gonee uem 3x107!
M, ne Gonee wem 2x10™" M umn He Gomee uem 107! M, xak U3MEPEHO METOAOM IMPOTOYHOMU
LIUTOMETPUH.

23. AHTUTENIO WM €ro AaHTUIeH-CBS3bIBAIOIUN (parMeHT 1o JirodoMmy U3
NPEAIIECTBYIOIIUX IyHKTOB, CIIOCOOHOE Crenu(pUYecKn CBSI3bIBATBCS C PEKOMOMHAHTHBIM
CD3sncunon siBanckoro Makaka ¢ ECsy He 6onee yem 0,001 HM, He Oosee dem 0,005 HM, He
oonee uem 0,01 HM, He Oonee uem 0,02 HM, He Oonee yem 0,03 M, He Oogaee yem 0,04 HM wn
He Oonee yem 0,05 HM, xak u3mepeHo meronom ELISA.

24, AHTHTENO WM €ro AaHTUIeH-CBS3bIBAIOIUN (parMeHT 1o JirodoMmy U3
NPEAIIECTBYIOIIUX IyHKTOB, CIIOCOOHOE Crenn(pUYecKn CBS3bIBATBCS C PEKOMOMHAHTHBIM
CD3sncunon uenoseka mpu ECsy ne 6onee uem 0,01 1M, He 6onee uem 0,02 HM, He Oonee uem
0,03 uM, He Gonee uem 0,04 HM, He Oonee yem 0,05 HM, He OGonee yem 0,06 HM, He Oosee yeM
0,07 1M unu He Gonee yem 0,08 HM, kak usmepeno metogom ELISA.

25. AHTUTENO WM ero aHTUIeH-CBSA3BIBAIOIINN (PParMeHT, KOTOpoe KOHKYpPHpYeT 3a
OJIMH U TOT K€ SIMUTON C AaHTHTEJIOM WJIM €r0 aHTUT'€H-CBS3BIBAIOIIUM (PparMeHTOM 1o Jro0oMy
U3 MPELIECTBYIOLINX MyHKTOB.

26. dapmaneBTHUECKas KOMIO3ULUA, COAEpKalllas AaHTUTENO WIU €ro AaHTUIEH-
CBSI3BIBAIOINUI (pparMEHT MO JIFOOOMY M3 TPEAIIECTBYIOIIMX NMYHKTOB U (hapMaleBTHYECKH
MIPUEMIIEMBI HOCUTED.

27. DBplneneHHbI MNOJMHYKJIEOTU[, KOAUPYIOIIMI AHTUTENO WIM €ro AaHTUIEH-
cBsi3bIBarOINUI pparmeHT mo mm. 1-25.

28. BplneneHHbI NONUHYKJIEOTHA MO M. 27, KOTOPBIA BKIIOYAET HYKJICOTUAHYIO
NOCJIEIOBATENBbHOCTD, BRIOPaHHYIO U3 rpymnmel, coctosmed u3 SEQ ID NO: 82, 84, 86, 88, 90,
92, 94, 96, 98, 100, 102, 104, 106, 108, 110, 112, 114, 116, 118 u 120.

29. BexTop, BKJIIOYAHOLIUI BbIIEJICHHBIN MOJUHYKICOTHN IO 1. 27 nnn 28.

30. Knetka-x0351H, BKJIIOYAOLIAs BEKTOp MO 1. 29.

31. Croco0® skcrpeccuu aHTHTENA WM €r0 aHTHIeH-CBSA3BIBAIOIIEro (pparmMeHTa IO
mobomy u3 nm. 1-24, BKIIOYAIOIIMN KyJbTUBUPOBAHUE KJIETKU-XO03sMHA 1O 1. 30 B yCIOBUSX,

IIPU KOTOPBIX MPOUCXOAUT 3KCIPECCUsl BEKTOpa Mo 1. 29.
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32. Cnocob neueHust 3a00J€BaHNUS WK COCTOSIHUSI Y MHIUBU/A, KOTOPOMY MOJKET OBITh
noysesHa Mopnyjsauus aktuBHocTH CD3sncunoH, BKIIOUAIOLIWIT  BBEAEHHWE  HHAMBUIY
TepaneBTHUeCKH 3(PPEKTUBHOrO KOJMYECTBA AaHTHUTENA WM €ro aHTHI€H-CBS3BIBAIOIIETO
¢parmenTa no modomy u3 . 1-25 wnn papmaneBTHUeCKONH KOMIO3HUIHH 10 11. 26.

33. Cnocob mo m. 32, rae 3abojieBaHME WM COCTOsTHHE mpexactaBisier cobor CD3-
CBsI3aHHOE 3a00JIeBaHNE UM COCTOSTHHE.

34. Cnoco6 mo m 32, rme 3a0ojeBaHHEe WJINM COCTOSHHE TIPENCTABIAeT COOOH
OHKOJIOrH4Yeckoe 3a00yieBaHIe, Ay TOMMMYHHOE 3a00JIeBaHHE, BOCTIANIUTENIbHOE 3a00IeBaHNE UITH
uH}peKIHoHHOe 3a00IeBaHIe.

35. Cnoco0 1o 1. 34, rae aHTHTENO WK €r0 AaHTUTCH-CBSI3bIBAIOINUI (PArMEHT SIBJISIETCS
OoucnerpipryeckuM U 3a00J€BaHUWE WM COCTOSTHHE NPEACTaBJsieT COOOH OHKOJOIHMYECKOe
3aboneBaHme.

36. Cnoco0 mo 1. 32, rae HHAUBHUIOM SIBJISIETCS YEIOBEK.

37. Cnocob aktuBaunu CD33ncuiioH-3Kcrpeccupyrommx T-KIeTok in vivo wiy in vitro,
BKJIFOHAKOLINI KOHTakTHpoBaHue CD3sncunoH-skcnpeccupyomux T-KIE€TOK ¢ aHTUTEJIOM WU
€r0 aHTUTeH-CBSI3BIBAIOIINM (PParMeHTOM 110 Jrobomy u3 mm. 1-25.

38. Cnocob mopymssuun CD3 akruBrOCTH B CD33mcHiIoH-3KCpeccupyromei KieTke,
BKJIFOUAIOLIMI BO3/ICHCTBHE AaHTHUTENA M €r0 aHTHUI€H-CBS3bIBAIOLIEro (parMeHTa 1o JrodomMy
u3 n. 1-25 Ha CD33nCuIoH-3KCIpeCCUPYIOIIYIO KIETKY.

39. Cnoco® mpoMOTHpPOBaHHS in VivOo WM in Vitro MpOLECCHHIa BTOPOrO AHTUTEHA
CD3sncunon-3kcnpeccupyromei T-kieTko, BkIrOUaromuil KoHTakTupoBaHue CD33mcuioH-
skcrpeccupyromux T-kineTok ¢ GucnennpuyeckuM aHTUTEIOM WIIM €r0 aHTUT€H-CBSI3bIBAO LM
¢parmenrom mo mobomy u3 mm. 15-18, rme Oucnermgpuueckoe aHTUTENO WM AHTUICH-
CBSI3BIBAIOINUI (pparMeHT cnocoOHbl crenuduyeckn cBs3bBaThbesl Kak ¢  CD3sncuion-
SKCIPECCUPYIOIMMHU T-KIIeTKaMH, TaKk M C BTOPbIM AHTHI'€HOM, IPHBOAS UX TaKUM 00pa3oM B
HETIOCPEACTBEHHYIO OJIN30CTb.

40. Cnoco0 ompenenenuss npucyTcTBUsi uiu kommdectBa CD3smncunon B obpasiie,
BKJIFOYAOLMI KOHTAKTHPOBAaHME O0paslia C aHTUTEJIOM WM €ro AaHTUT€H-CBSI3bIBAIOIIUM
¢parmerToMm mo JroOoMy u3 mm. 1-25 W omnpeneneHue MNPHUCYTCTBUS WM KOJWYECTBA
CD3sncunoH B obpasie.

41. Cnocob gmarHocTuku CD3-cBsi3aHHOTrO 3a00JI€BaHUS WM COCTOSHUSI Y WHAHMBHIA,
BKJIFOUAIOLIMI: a) TOJydeHHe o0pasna OT WHAWBUAA; b) KOHTAaKTHpPOBaHHE o0Opasia,
NOJIYYEHHOTO OT HMHIMBHIA, C AHTUTEJIOM WM €r0 aHTHI€H-CBS3BIBAIOIINM (PPArMEHTOM II0
arobomy u3 mm. 1-25; ¢) onpeneneHue npucyTcTBus win komndectsa CD3sncunion B odpasie; u
d) coorHecenne nmpucyTcTBUA WK KonudecTBa CD33TCHIIOH ¢ CyIIeCTBOBAHUEM HITH CTaTyCOM
CD3-cBsi3aHHOTO 3200JI€BaHUS WIIM COCTOSIHUS Y UHIUBU/IA.

42. TlpuMeHeHne aHTUTENa WIK €r0 aHTUTeH-CBSI3bIBAIOIIETO (pparMeHTta mo JrodoMy u3
nm. 1-25 ans nmonydeHust IeKapcTBEHHOTo cpencta s jiederns: CD3-cBsi3aHHOTO 3a00J1eBaHus
WJIN COCTOSIHUS Y MHIMBHIA.

43. TlpuMeHeHNe aHTUTENa WK €r0 aHTUTeH-CBSI3bIBAIOIIETrO (pparMeHTta mo JodomMy u3
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nn. 1-25 nns nonyyeHus IUarHOCTUYECKOrO peareHTa it AuarHoctuposanust CD3-cBsizaHHOTO
3a00NI€BaHMS WIIM COCTOSIHUS.

44. HaGop, BKIIOYAIOIUN AHTUTENO WJIH €ro aHTUIeH-CBS3BIBAIOLINHN (parMeHT IO
mobomy wu3 mm.  1-25, sddexrtunbie g perekumn CD3smncuioH, HeoOs3aTenbHO,
pekomOunanTHOro  CD3smcusnon, CD3smcunon,  3KCcnpeccHpyeMoOro  Ha  KJIETOYHOM
noBepxHocTH, Ui CD331CnIoH-3KCIIpecCupyomuX KIETOK.

ITo noBepenHocTH
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