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KOMIIO3UIIMU HA OCHOBE AHTHUTEJI TIPOTHUB A33 U CITIOCOBbI UX
INPUMEHEHMUSA B PAIMONMMYHOTEPAIINN

HEPEKPECTHAS CCBIJIIKA HA POJACTBEHHBIE 3ASABKU
[0001] Hacrosimass  3asBka  UCOpalIMBaeT MNPEUMYILIECTBO  IMPUOPUTETA  COIJIACHO
npeasapuTenpHoi 3asBke Ha mateHT CIIIA Ne 62/562,373, momannoit 23 centsOpst 2017 1., a
TaKKe TpeaBapuTeabHoi 3asBke Ha mateHT CIIIA Ne 62/562,374, nogannoit 23 centsiops 2017 r.,

COACPIKAHUE KOTOPBIX IMOJTHOCTHIO BKIIFOYCHO B HACTOAIIYHO 3asABKY MMOCPEACTBOM CCBIIKH.

OBJACTDb TEXHUKH
[0002] TexHOMOrNs COrIaCHO HACTOSIIIEMY U300PETEHUIO B L[EJIOM OTHOCUTCS K TIOJYYESHHIO
KOMITO3UIMH Ha OCHOBE MMMYHOIJIOOYJIMHOB (HAaNpUMep, AaHTHTEN WJIH HX aHTHIeH-
CBSI3BIBAIOINUX ()PArMEHTOB), KOTOpble CHEeLU(pHUYHO CBS3bIBAIOTCS ¢ Oenmkom A33, u K
NPUMEHEHUIO0 YKa3aHHBIX KOMIIO3ULUN. B 4acTHOCTH, TEXHOJOTHsl COTJIACHO HACTOSILEMY
M300pETeHUI0 OTHOCHUTCS K MOJYYEHUIO HEUTPaNIn3yromux A33 aHTHTEN U UX NMPUMEHEHHUIO IS

oOHapy’keHHs U JICUeHNs] aCCOLIMUPOBAHHBIX C A33 TUIIOB paka.

YPOBEHb TEXHUKH
[0003] Cnenyromee nanee ONMUCAaHWE YPOBHS TEXHHUKH IPUBEACHO HCKIIOUUTEIBHO JIJIS
oOJieyeHrs] TOHUMAHUSI TEXHOJIOTUU COTJIACHO HACTOSIIIEMY HM300pPETeHHIO M He MPeIHA3HAYEHO
JJIA OIIMCaHUuA WU (1)OpMI/IpOBaHI/I$I NpeameCTBYOIIErO YPOBHA TEXHUKHU JIA TEXHOJIOTHUH

COrj1IaCHO HAaCTOALIEMY I/1306peTeHI/IIO.

[0004] Konopexranpubiii pak (colorectal cancer, CRC) siBisieTcst TpeThel BenyIieit mpuunHOMI
cmeptHocTu oT paka B CIIA (Siegel RL, Miller KD, Jemal A, CA: A Cancer Journal for
Clinicians 67:7-30 (2017)) u cocraBisier 10% y myxuus u 9,2% y KE€HIIHH OT BCEX THIIOB paKa
B mupe (Ferlay J, Soerjomataram I, Dikshit R, et al., International Journal of Cancer 136:E359-
E386 (2015)). HecmoTpst Ha yCTOHYMBOE €KErOAHOE CHIDKEHHE YaCTOThI CIYYaeB YKa3aHHOTO
Tuna paka Ha 3% ¢ 2004 o 2013 rr., B 2017 oxunaercs 135 000 HOBBIX ciy4aes Tonbko B CIIA.
HecmoTpst Ha TO YTO JIOKaJbHBIE U PErHOHAPHBbIE 3a00JIEBAHUSI MOTYT OBITh M3JIEUUMBIMH, IS
metactatndeckux CRC (mCRC) nabmongaercsi TioXol MPOrHO3 ¢ YacTOTOW BBDKUBAEMOCTH B
TedeHue S5 jetT, coctaBysromen Toiapko 14% (Siegel RL, Miller KD, Jemal A, CA: A Cancer

Journal for Clinicians 67:7-30 (2017)).

[0005] CrangaptHoe nedyenue st mMCRC COCTOMT M3 XUMHOTEpanmuu B KOMOWHAIMH C
MOHOKJIOHAJIbHBIMH aHTHTEJIAMH, KOTOpbIe OJIOKHPYIOT OMyXOJEeBbIe CHTHAIBHBIE MYTH WU
aHruoreHe3. Ha ceromHsmHWA J€Hb YETHIPE JIGKAPCTBEHHBIX CPEACTBA HA OCHOBE

MOHOKJIOHAJIbHBIX aHTUTeN ofnodpens! mist ederus: CRC YnpasieHreM o KOHTPOJIFO Ka4ecTBa



NUIIEBBIX NPOAYKTOB U JekapcTBeHHbIX cpencts CIIA (Food and drug administration, FDA):
Oepammsymad u pamunupymad Hauenensl Ha myTh anruoreHesa VEGF-VEGFR, torma kak
nerykcumad u naautymymad Hauesnennl Ha myTb EGFR. Onnako nerykcnmab u maHutymymab He
o0ecreynBarOT KIMHUYECKHX OnaronpuaTHeIX >¢dekxToB B camydae mCRC ¢ myrammsimu RAS
(Van Cutsem E, Cervantes A, Adam R, et al., Annals of Oncology 27:1386-1422 (2016)), xkoTopsie
oOHapy>kuBaroTcs npumepHo B 40% Bcex cmygaes mCRC (Bencsikova B, Bortlicek Z, Halamkova
J, et al., BMC Gastroenterology 15:37 (2015)). Bonee Toro, ncnoip30BaHie YKa3aHHBIX aHTUTEJ
NPUBOIUT B IIEJIOM K YMEPEHHOMY yJiydlleHHto BbokuBaemoctu (Peeters M et al., Journal of
Clinical Oncology 28:4706-4713 (2010); Cutsem EV et al., Journal of Clinical Oncology 29:2011-
2019 (2011); Saltz LB et al., Journal of Clinical Oncology 26:2013-2019 (2008)) u moxeT ObITh
CBSI3aHO C TsDKENbIMU 1OOOYHBIMU 3(dexTamu. braronpustabii 3¢¢dexkr HHruOuTOpOB
KOHTPOJIBHBIX Touek umMMmyHHTeTra (Immune checkpoint inhibitors, ICI) orpanuumnsancs
noarpynnoii maumento, crpagaompx CRC ¢ MHKpocaTeuMTHOW  HecTaOMIbHOCTBIO
(microsatellite instability, MSI). OgHako s OonbiiMHCTBA MauueHTos, crpagaromux mCRC,
XapaKTepeH CTaTyC MUKPOCATEJUIMTHOH cTabmipHOCcTH (microsatellite stability, MSS), B cBsi3u ¢
YeM yKa3aHHbIE MALMEHThl MPEANOIOKUTEIbHO He OyAyT uMeTh OjaronpusiTHOro s¢gdexra oT
moHotepanuu ICI. Ha ceropusimHuil AeHb YCMEUTHOCTb NMPUMEHEHHUs] aHTUTEN I TOCTaBKU
TOKCMHOB B ONyXOojH, Hampumep, panuounmmyHotepanuu (PUT) ¢ HenmocpeacTBeHHO
KOHBIOTHPOBAHHBIMHU ~QHTUTENIAMH, OTPAHUYMBAETCS OTYACTH CYOONTHUMAIbHOH J030H B
OMyXOJIEBBIX TKAHSIX M CyOOnTHMaibHbIM TepaneBTHueckuM uHzaekcom (TH). Kpowme Toro,
nOOOYHBIH TOKCHYECKUH 3((PEKT B OTHOLUICHUH HOPMAJbHBIX TKAHEH MCKIFOYAET BO3MOXKHOCTH
YBEJIMYCHUST JO3bI, B CBSI3M C 4YeM Takas Tepamus TMPUBOAUT K OrPAHHYEHHOMY

MPOTUBOOIYX0JIeBOMY 3 DekTy.

KPATKOE OITUCAHUE TEXHOJIOI'NU COTJIACHO HACTOAIIEMY
N30BPETEHHUIO

[0006] CornacHo OTHOMY aCreKTy, HACTosIIIee U300peTeHrne 00eCeYrnBaeT AHTUTEIO UITH €r0
AHTUTEeH-CBS3bIBAIOIUN (parMeHT, coaepkKaliue BapHaOeNbHbIH JOMEH TSDKENOH Ienu
ummyHornoOyimHa (Vi) 1 BapuaOenbHBIN JOMEH JIerkol 1ermu uMmyHornoOyauHa (Vi), rae (a)
Vu comepxur mnocnepoBarenpHocte CDR1 - Vg FTESTYDMS (SEQ ID NO: 37)
nocienosarenbHoctb CDR2 Vg TISSGGSYTYYLDSVKG (SEQ ID NO: 38),
nocienosarenbHoctb CDR3 Vu TTVVPFAY (SEQ ID NO: 39) w/mmm (b) VL comep:kut

2

u

nocyienoparenbHocTh CDR1 Vi, mocnenoarensHocth CDR2 Vi u mocnenorarenbHOCTs CDR3
Vi, BeiOpanHbie u3 rpymmsbl, coctosmei u3: KASQNVRTVVA (SEQ ID NO: 40), LASNRHT
(SEQ ID NO: 41) u QYWSYPLT (SEQ ID NO: 42); KASQNVRTVVA (SEQ ID NO: 40),
LASDRHT (SEQ ID NO: 43) u QYWSYPLT (SEQ ID NO: 42); KASQNVRTLVA (SEQ ID NO:

2



44), LASNRHT (SEQ ID NO: 41) u QHWSYPLT (SEQ ID NO: 45); u KASQNVRTLVA (SEQ
ID NO: 44), LASNRHT (SEQ ID NO: 41) 1 QYWSYPLT (SEQ ID NO: 42).

[0007] AHTUTEI0 MOKET JOMOJIHUTEBbHO ConepkaTh Fc-pparMeHT HMMyHOTJIOOyJIMHA
u30THUIA, BbIOpaHHOTO M3 rpynmsl, cocrosimeit u3 IgG1l, IgG2, IgG3, 1gG4, IgAl, IgA2, IgM, IgD
u IgE. CormacHO HEKOTOPBIM BapHUaHTaM pealnu3aluu H300pPETEeHUs, AHTUTENO COAEPIKUT
KOHCTaHTHYI0 obmacte IgGl, copmepkamyro omHy wuiau 0Oojiee aMHHOKUCIIOTHBIX 3aMeEH,
BBIOpaHHBIX U3 rpymmbl, cocrosmed n3 N297A u K322A. JIONOSHUTENBHO WM B KadeCTBE
aJbTEePHATHUBBI, COTJIACHO HEKOTOPBIM BapUAHTAM PEAIN3aLUN H300pETEHNs], AHTUTEIIO COAEPIKUT
KOHCTaHTHYI0 obnactb IgG4, copeprxammyro mytanmto S228P. CorinacHoO KOHKPETHBIM BapUaHTaM
peanu3anuy N300peTeHNs], aHTUIeH-CBA3bIBAIOINNIN (pparMeHT BbIOpaH U3 IPYIIIbI, COCTOSALIEH U3
Fab, F(ab’),, Fab’, scFy u Fy. CornmacHo HEKOTOpbIM BapHaHTaM pealu3alMu H300peTeHus,
AHTUTENIO TPENCTaBIsieT COOOM  MOHOKJIOHAJNIBHOE  aHTHTENO, XHMEpPHOE  aHTHTEJNO,
T'YMaHH3HPOBAHHOE AaHTUTENO WM Oucneuuduynoe antureno. COrIacHO KOHKPETHBIM
BAPUAHTAM peaju3aluy HM300peTeHHs, AHTUTEJIO WJIM AaHTUTCH-CBI3BIBAIOIINN (parMeHT
AHTUTENA CBA3BIBACTCS C AMHUTONOM Oenka A33, comepskalluM IO MEHbLIEH Mepe OT ISTH 0
BOCHMH TIOCJIEIOBATEIbHBIX AMUHOKHCIIOTHBIX OCTATKOB nocjenoBarenbHoctu SEQ ID NO: 57.
CornacHO HEKOTOPBIM BapHAHTAM peaN3alUy H300pEeTeHHs, SMUTON MPEACTaBIsAeT COOOM

KOH(OPMALIMOHHBIN 3TTUTOII.

[0008] CornacHO IpyroMy acmekTy, HacTosimee u300peTeHHe OOecrnevYrBaeT aHTUTEJO,
cozepikaliee aMUHOKHCIOTHYIO moclienoBatenbHocTh Tspkenod uenmn (HC), conmepskaryro
nocaenoarenbHOCTh SEQ ID NO: 5, SEQ ID NO: 6, SEQ ID NO: 15, SEQ ID NO: 19, SEQ ID
NO: 23, SEQ ID NO: 25, SEQ ID NO: 27, SEQ ID NO: 29, SEQ ID NO: 31, SEQ ID NO: 33,
SEQ ID NO: 35, SEQ ID NO: 58, SEQ ID NO: 62, unu ee BapuaHT, COIepsKaluii OnHy Ui 6ojee
KOHCEPBATUBHbBIX AMUHOKHCJIOTHBIX 3aMCH, I/I/I/I.HI/I AMHUHOKHUCIIOTHYKO TIOCJIENOBATEIIbHOCTD
nerkoii nenm (LC), compepxkamyro nocienoBarenbHocTs SEQ ID NO: 9, SEQ ID NO: 10, SEQ ID
NO: 17, SEQ ID NO: 21, SEQ ID NO: 24, SEQ ID NO: 26, SEQ ID NO: 28, SEQ ID NO: 30,
SEQ ID NO: 32, SEQ ID NO: 34, SEQ ID NO: 36, SEQ ID NO: 60, SEQ ID NO: 63, unu ee
BapHAHT, COAEPKAIUN ONHY WK Oojiee KOHCePBATUBHBIX aMHHOKUCJIOTHBIX 3aMmeH. CorjiacHo
KOHKPETHBIM BapHaHTAM peaju3alud U300pETeHHs, aHTUTEJIO COIEPKUT AMHHOKHCIIOTHYIO
nocnenosatebHOCTE HC 1 aMUHOKUCIOTHYIO TIoclienoBaTebHOCTh LC, BBIOPAHHYIO U3 TPYIIIIHL,
cocrosimedt u3: SEQ ID NO: 5 u SEQ ID NO: 9 (3A3-HI1/L1); SEQ ID NO: 5 u SEQ ID NO: 10
(3A3-H1/L2); SEQ ID NO: 6 u SEQ ID NO: 9 (3A3-H2/L1); SEQ ID NO: 6 u SEQ ID NO: 10
(3A3-H2/L.2); SEQ ID NO: 15 u SEQ ID NO: 17 (huA33-IgG1 (H2L2)); SEQ ID NO: 19 u SEQ
ID NO: 21 (huA33-BsAb); SEQ ID NO: 23 u SEQ ID NO: 24 (xyon 31); SEQ ID NO: 25 u SEQ



ID NO: 26 (knon 32); SEQ ID NO: 27 u SEQ ID NO: 28 (xnon 48); SEQ ID NO: 29 u SEQ ID
NO: 30 (kson 49); SEQ ID NO: 31 u SEQ ID NO: 32 (xson 53); SEQ ID NO: 33 u SEQ ID NO:
34 (xnoH 56); SEQ ID NO: 35 u SEQ ID NO: 36 (xnon 57); SEQ ID NO: 58 u SEQ ID NO: 60
(huA33-huC825); u SEQ ID NO: 62 u SEQ ID NO: 63 (huA33-mC825), cOOTBETCTBEHHO.

[0009] CornacHO OIHOMY AacreKTy, HacTtosmee u3oOpeTeHHe 00ecneynBaeT AaHTUTEIO,
comepkaiee (a) MOCIeI0BaTEIbHOCTh BapradeIbHOrO TOMEHA JIETKOW LIeTTH UMMYHOTJIOOYIINHA,
KOTOpasi o MeHblel mepe Ha 80%, no MeHblell Mepe Ha 85%, o MeHblel Mepe Ha 90%, no
MeHblIed Mepe Ha 95% umm mo MeHbliedl mepe Ha 99% uAeHTHYHA NOCIEAOBATENbHOCTU
BapruabenbHOrO JOMEHa JIErKOW Lenmd HMMYHOITIOOYJMHA, NPHUCYTCTBYIOIEH B JHOOOH u3
nocnenoBarenbHocTeit SEQ ID NO: 9. 10, 17, 21, 24, 26, 28, 30, 32, 34, 36, 60 wm 63; w/unu (b)
NIOCJIEIOBATEILHOCTh BapHAOENbHOrO JOMEHA TSDKENIOW LeMH MMMYHOTIJIOOYJIMHA, KOTOopas IO
MeHbleit Mmepe Ha 80%, o MeHblel Mepe Ha 85%, 1o MeHbIuell Mepe Ha 90%, o MeHbLIel Mepe
Ha 95% wiu o MeHb1eit Mepe Ha 99% uneHTHYHA MOCIeN0BaTEeIbHOCTH BapuabenbHOro TOMeHa
TSKEJION LIeTTH UMMYHOTJIOOYJIMHA, MPUCYTCTBYIOLIEH B JI000i# U3 nocienosarenbuocteit SEQ ID

NO: 5, 6, 15, 19, 23, 25, 27, 29, 31, 33, 35, 58 wm 62.

[0010] CornacHo npyromy acmekTy, Hacrosiiee H300peTeHHe o0eCredrBaeT AaHTHTEJO,
comepakaiiee (a) mocaenosarenbHOCTh LC, KoTopasi mo MeHbliei mepe Ha 80%, o MeHbIIei Mepe
Ha 85%, no meHblueii Mepe Ha 90%, mo MeHbLIelt Mepe Ha 95% unu o MeHblel mepe Ha 99%
UIEHTUYHA nocyenoBarenbHocTH LC, MpUCYyTCTBYIOIIEH B 000N U3 nocienoarensHoctel SEQ
ID NO: 9, 10, 17, 21, 24, 26, 28, 30, 32, 34, 36, 60 umu 63; u/unu (b) nocnenoBarenbrHocTs HC,
KOTOpasi 1o MeHble mepe Ha 80%, o MeHbIel Mepe Ha 85%, o MeHblel mepe Ha 90%, o
MeHbIel Mepe Ha 95% wunu no MeHblie Mepe Ha 99% umaentuuHa nocnenosaTenbHocTH HC,
NPUCYTCTBYIOLIEH B JTF0O0M u3 nmocienoarensHocTed SEQ ID NO: 5, 6, 15, 19, 23, 25, 27, 29, 31,
33, 35, 58 unm 62.

[0011] CornacHo m000OMy W3 TPUBENCHHBIX BBIIIE BAPUAHTOB peaM3alldd, AHTUTEJIO
npeacTasisier coO0i XUMEPHOE aHTHTENO, T'YMAHU3UPOBAHHOE aHTUTENO WiH OucnermduyuHoe
aHTUTENO. JIOMOTHUTENBHO UM B Ka4e€CTBE AJBTEPHATUBBI, COTJIACHO HEKOTOPBIM BapUaHTaM
peanu3anuu H300pETEHsI, AHTUTENIO CONEPKUT KOHCTaHTHYIO obnactb IgG1, cogepixainyro oqHy
win Ooyiee aMUHOKHCIIOTHBIX 3aMEH, BBIOPAHHBIX U3 TPYIIbL, coctosmen u3 N297A u K322A.
CornacHO KOHKPETHBIM BapHaHTAM PEAH3alMd U300PETEHUs], aHTHTEJIO COTJIACHO TEXHOJIOTUU
10 HACTOALIEMY M300PETEHHIO CONEPKUT KOHCTAaHTHYIO 00nacth IgG4, comeprkainyro MyTaLuo
S228P. CornacHo m000My W3 TIPUBEACHHBIX BBIIIE BAapPHAHTOB pPEANH3ALNH, AHTUTENO
CBSI3bIBAETCSl C 3MHTONOM Oenka A33, comepikallMM MO MEHbBILIEH Mepe OT IMSATH A0 BOCbMHU

MOCJIENOBATENbHBIX AMUHOKHUCJIOTHBIX 0CTaTKOB nocienopareabHocT SEQ ID NO: 57. CornacHo



HEKOTOPHIM  BapHaHTaM  peajlu3aluyd  HM300pPETEeHHUs, SMHTON  MPEACTaBIsieT  CcoOOH
KOH(OPMALMOHHBIA 3MUTON. JIONMOJHUTENBHO WM B Ka4deCTBE aJbTEPHATHUBBL, COTJIACHO
HEKOTOPHIM BapUaHTaM peaIM3allud H300pPETeHHs, AHTUTEJIO COTJIACHO TEXHOJIOTHH TIO
HACTOSIIIEMY U300pETEHHIO He COAEePKUT O-1,6-pyKo3HYI0 MOTUDUKAITHIO.

[0012] CormacHO  OmHOMY  acCleKTy,  HacTosimee  HM300peTeHHe  o0ecreunBaeT
PEKOMOMHAHTHYIO IOCJIEIOBATEIbHOCTh HYKJIEMHOBOH KHCJIOTBI, KOJUPYIOIIYIO JIFOOBIE
aHTHUTENIA, ONUCAHHbIE B HacTosel 3asBke. COrfacHO HEKOTOPBIM BapHUaHTaM peajnu3aliu
u300peTeHns, PeKOMOMHAHTHAsI IOCIENOBATEIbHOCTh HYKJIEHHOBOH KHCIOTHI BbIOpaHa wu3
rpynnsl, coctosient uz: SEQ ID NO: 7, 8, 11, 12, 16, 18, 20, 22, 59 u 61.

[0013] CornacHo ApyroMmy acnekTy, HacTosilIee H300peTeHne 00eCcTIeYnBaeT KIETKY-X035IMHA
WIN BEKTOp, coaep:kaliue OOy N3 PeKOMOMHAHTHBIX ITOCJIEAOBATENbHOCTEH HYKJIEHHOBOMN
KUCJIOTBI, ONTMCAHHBIX B HACTOSLLEH 3as1BKE.

[0014] CornacHO OIHOMY acIMeKTy, HacTosiee u300pereHHe 00eCrneurnBaeT KOMITO3HUIIMIO,
COEPIKAIIYIO AHTUTEJIO WIIM AHTUT€H-CBSA3bIBAIO NN (PparMEHT aHTUTEJNA COTIACHO TEXHOJIOTUH
IO HACTOALIeMY HM300peTeHHI0 M (hapMalleBTUYECKH NMPUEMJIEMbI HOCUTENb, INl€ YKa3aHHbIE
AHTUTEJIO WJIN AHTUTEH-CBSA3bIBAIOIINN (PparMEHT aHTHTENa HeoOs3aTeNIbHO KOHBIOTHPOBAHBI C
areHTOM, BBIOPAHHBIM M3 TPYMIbL, COCTOSIICH K3 M30TOMOB, KPACUTENEH, XPOMOTEHOB,
KOHTPACTUPYIOIIUX AareHTOB, JIEKAPCTBEHHBIX CPEACTB, TOKCHHOB, IMTOKWHOB, (hE€PMEHTOB,
UHTUOUTOPOB  (J)EpMEHTOB, TOPMOHOB, AHTArOHHUCTOB TOPMOHOB, (DaKTOPOB  pOCTa,
PaIUOHYKIUIOB, METAIOB, Tunocom, Hanodactul, PHK, JIHK wnu nmro0oit ux koMOMHALINU.
[0015] CoriacHO HEKOTOPBIM BapHAHTAM PeaTU3aLUN OUCTIEU(PUIHOTO aHTUTENA COTJIACHO
TEXHOJIOTUH TI0 HACTOALIEMY H300pPETeHHUI0, YKa3aHHOe OMCTeU(UUHOE aHTUTENO CBS3BIBAETCS
¢ T-knerkamu, B-knerkamu, MHUETOUIHBIMHM KIJIE€TKaMM, IUIa3MAaTHYECKUMU KJIETKAMU WU
TYYHbIMHU KJI€TKaMU. J[OMOJHUTENBbHO WM B Ka4deCTBE AJbTEPHATHBBI, COIJIACHO HEKOTOPBIM
BapHAHTAM peanu3anuu u3o0peTeHus, OucnenudpuyHoe antuteno cessbiBaercs ¢ CD3, CD4,
CD8, CD20, CD19, CD21, CD23, CD46, CD80, HLA-DR, CD74, CD22, CD14, CDI1S5, CDI16,
CD123, ramma/menpta-TCR, NKp46, KIR wm ©Hmskomonekynsspabiv DOTA-ranreHoMm.
Huskomonexyssipubiii DOTA-ranren mosker ObITh BBIOpaH U3 rpymmsl, cocrosimed u3 DOTA,
DOTA-Bn, DOTA-necheppuokcamuna, DOTA-Phe-Lys(HSG)-D-Tyr-Lys(HSG)-NH,, Ac-
Lys(HSG)D-Tyr-Lys(HSG)-Lys(Tscg-Cys)-NHz, DOTA-D-Asp-D-Lys(HSG)-D-Asp-D-
Lys(HSG)-NHz;  DOTA-D-Glu-D-Lys(HSG)-D-Glu-D-Lys(HSG)-NH;, = DOTA-D-Tyr-D-
Lys(HSG)-D-Glu-D-Lys(HSG)-NHa, DOTA-D-Ala-D-Lys(HSG)-D-Glu-D-Lys(HSG)-NHa,
DOTA-D-Phe-D-Lys(HSG)-D-Tyr-D-Lys(HSG)-NHa, Ac-D-Phe-D-Lys(DOTA)-D-Tyr-D-
Lys(DOTA)-NHz, Ac-D-Phe-D-Lys(DTPA)-D-Tyr-D-Lys(DTPA)-NH, Ac-D-Phe-D-Lys(Bz-
DTPA)-D-Tyr-D-Lys(Bz-DTPA)-NH», Ac-D-Lys(HSG)-D-Tyr-D-Lys(HSG)-D-Lys(Tscg-Cys)-

5



NH;, DOTA-D-Phe-D-Lys(HSG)-D-Tyr-D-Lys(HSG)-D-Lys(Tscg-Cys)-NHz,  (Tscg-Cys)-D-
Phe-D-Lys(HSG)-D-Tyr-D-Lys(HSG)-D-Lys(DOTA)-NH;, Tscg-D-Cys-D-Glu-D-Lys(HSG)-
D-Glu-D-Lys(HSG)-NH,, (Tscg-Cys)-D-Glu-D-Lys(HSG)-D-Glu-D-Lys(HSG)-NH,, Ac-D-
Cys-D-Lys(DOTA)-D-Tyr-D-Ala-D-Lys(DOTA)-D-Cys-NH;, Ac-D-Cys-D-Lys(DTPA)-D-Tyr-
D-Lys(DTPA)-NH;, Ac-D-Lys(DTPA)-D-Tyr-D-Lys(DTPA)-D-Lys(Tscg-Cys)-NHz u Ac-D-
Lys(DOTA)-D-Tyr-D-Lys(DOTA)-D-Lys(Tscg-Cys)-NHa.

[0016] CornacHo apyromy acmekTy, HacTosiee n3odpeTeHrne odecneunBaeT Crocod JeueHus
acCcOIMMPOBAaHHOrO ¢ A33 paka y HYXXJAIOLIErocs B 3TOM CyOBEKTa, BKIIOYAIOLINHA BBEACHUE
yKa3aHHOMY CYOBeKTy 3((EeKTHBHOTO KOJIMYECTBA JTFOOOTO M3 aHTUTEJ, PACKPBITBIX B HACTOSIIIEH
3asBke. COriacHO KOHKPETHBIM BapHaHTaM peaIU3alliuid HU300pETeHHUs, aHTUTENO COMEPIKHUT
aMMHOKHUCIJIOTHYIO mocnenoBatenbHocTh HC u aMMHOKHCIOTHYIO mnocnenoBarenbHocTh LC,
BbIOpanHble U3 rpymsbl, cocrosimei 3. SEQ ID NO: 5 u SEQ ID NO: 9 (3A3-H1/L1); SEQ ID
NO: 5 u SEQ ID NO: 10 (3A3-H1/L2); SEQ ID NO: 6 u SEQ ID NO: 9 (3A3-H2/L1); SEQ ID
NO: 6 u SEQ ID NO: 10 (3A3-H2/L2); SEQ ID NO: 15 u SEQ ID NO: 17 (huA33-IgG1 (H2L2));
SEQ ID NO: 19 u SEQ ID NO: 21 (huA33-BsAb); SEQ ID NO: 23 u SEQ ID NO: 24 (xson 31),
SEQ ID NO: 25 u SEQ ID NO: 26 (xion 32); SEQ ID NO: 27 u SEQ ID NO: 28 (xnoH 48); SEQ
ID NO: 29 u SEQ ID NO: 30 (kson 49); SEQ ID NO: 31 u SEQ ID NO: 32 (xnon 53); SEQ ID
NO: 33 u SEQ ID NO: 34 (knon 56); SEQ ID NO: 35 u SEQ ID NO: 36 (xson 57), SEQ ID NO:
58 u SEQ ID NO: 60 (huA33-huC825); u SEQ ID NO: 62 u SEQ ID NO: 63 (huA33-mC825)
COOTBETCTBEHHO, TIJI€ YKA3aHHOE AaHTUTENIO CHEeUU(UYHO CBS3BIBACTCS H HEUTpaTU3yeT
aKTUBHOCTH Oejika A33.

[0017] CornacHO HEKOTOPBIM BapHAHTAM peau3alud U300peTeHus, aCCOLMUPOBAHHBIN C
A33 paxk mpencraBisieT coOOWM KOJOPEKTaJbHBIA pakK, ICEBIOMHUKCOMY OpIOLIUHBI, pak
anrneHauKca, pak MOMKEIyAOYHON JKesle3bl WM pak >Kelyaka. ACCOLUMUpOBaHHBIN ¢ A33 pak
MOXET TPENCTABNIATH COOOW KOJIOpEKTaJbHbIH pak ¢ reHotunoMm MSI wim renorunom MSS.
JIOTIOJTHUTENBHO UJIM B KAYECTBE AJIbTEPHATHBBI, COTJIACHO HEKOTOPHIM BAPHAHTAM PeaTU3aLHH
n300peTeHus], KOJIOPEKTaIbHbIN pak cBs3aH ¢ myrauueid KRAS G12D wnmm myTanumei pS3.

[0018] JIOMONHUTENBPHO UM B KA4eCTBE AJbTEPHATHUBBI, COTJIACHO HEKOTOPBIM BapUaHTaM
peamm3anu  criocoda, AaHTUTENO BBOIOIT CYOBEKTY pPa3leibHO, MOCIEIOBATENbHO WJIH
OJHOBPEMEHHO C IOIOJIHUTEIbHBIM TEPANEBTHUYECKUM areHTOM. lIpuMephl JTOMOJHHUTENbHBIX
TEPANeBTHUECKNUX areHTOB BKIIFOYAIOT OAWH WK 0OoJiee U3 aNKIIUPYIOIUX areHTOB, ar€éHTOB Ha
OCHOBE TUIATHHBI, TAKCAHOB, ar€HTOB Ha OCHOBE OApBHUHKA, aHTU3CTPOTCHOBBIX JIEKAPCTBEHHBIX
CPEeACTB, HHT'UOUTOPOB apOMaTasbl, MONABIIOMNX (PYHKLIUIO SSHYHUKOB areHTOB, HHTHOUTOPOB

VEGF/VEGFR, nnruduropos EGF/EGFR, uaru6uropos PARP, utocTaTHueCcKx ajaKajiouaoB,



LIUTOTOKCUYECKUX AHTUOMOTHKOB, aHTHMMETaOOJUTOB, 3HIOKPHUHHBIX/TOPMOHAIBHBIX areHTOB,
areHToB OuchochoHaTHON Tepanuu.

[0019] CornmacHo npyromy acrmekTy, Hacrosimee u3o0peTeHne oOecreunBaeT Crocod
oOHapy>keHHs (BbIIBIIEHUS ) ONYXOJIH Y CYOBEKTA /71 Vivo, BKIIOYAIOLIHH (2) BBEICHUE YKa3aHHOMY
CcyObekTy 5((HEKTHBHOTO KOJMYECTBA AHTHTENIA COIJIACHO TEXHOJIOTHH IO HACTOSIIEeMY
U300pETEHNIO, 1€ YKa3aHHOE AHTHUTEJIO CKOHCTPYHPOBAHO C BO3MOXKHOCTBIO JIOKAIM3ALUU B
OIyXOJIH, SKcTpeccupyromiei A33, u siBiseTCs MEYEHHBIM paguon3oTornoM; u (b) oOHapyKeHne
HAJIMYMS OMYXOJH Y CyOBEKTa NMyTeM AETEKTUPOBAHUS YPOBHS DPAIHOAKTUBHOCTH AHTHTEJA,
NPEBBIIAIOIEr0 KOHTPOJIbHOE 3HadeHue. COryacHO HEKOTOPBIM BapHaHTaM pealn3aluu
n300peTeHus, y CyObekTa TUarHoCTUPOBAH UM NIOZ03PEBAETCS paK. Y POBEHb PaIMOAKTHBHOCTH,
UCITyCKaeMOIl aHTUTEJIOM, MOXET ObITh BBIABJIEH C MPUMEHEHHEM INO3UTPOHHO-3MUCCHOHHON
ToMorpaduu nimu ogHoPOTOHHON SMUCCHOHON KOMITBIOTEPHOI TOMOrpaduu.

[0020] JIONOMHUTENBHO WM B KA4€CTBE AJbTEPHATHUBBI, COIVIACHO HEKOTOPBIM BapHUaHTaM
peanuzaiu  U300peTeHHs, Crocod TakXke BKJIOYAET BBeNEHHE CyOBekTy 3¢ (eKTUBHOrO
KOJINYECTBAa UMMYHOKOHBIOTaTa, COAEP KAIIEro aHTUTENO COTJIACHO TEXHOJIOTUH 110 HACTOSLIEMY
M300peTeHNI0, KOHBIOTHPOBAaHHOE C paauoHyknuaoM. CoriacHO HEKOTOPhIM BapHaHTaM
peanuzaimu M300peTeHHs], PAJHOHYKIUA MPEACTABISIET COOON HCIMYCKAOMIMNA alib(a-4acTHULIbI
U30TOI, MCMYCKAIUN OeTa-4aCTHIbI U30TOI, PATUOHYKJIMI, UCIYCKAOIIMA OXKe-3JIEKTPOHBI,
U MOOYI0 UX KOMOMHALHIO. [IpuMephl HCIyCKAIOMUX OeTa-4aCTHIIbI H30TONOB BKIIOUAIOT Y
0y, ¥Sr, 16Dy, 3Re, 8Re, "Lu u ®’Cu. CormacHo HEKOTOPHLIM BAPUAHTAM PEATH3ALHH
cnoco0a, HecneunpuyHoe FcR-3aBrcuMoe CBs3bIBaHNE B HOPMAJIBHBIX TKAHIX YCTPAHSETCS MU
cHkaercss (Hampumep, Onaromapss mytammu N297A B obmactu Fc, xoropas NpUBOIUT K
ArJINKO3UTUPOBAHUIO ).

[0021] Kpowme Toro, B HacTosiIIeH 3asiBKE OMICAHBI HAOOPHI I OOHAPYKEHUS 1/ FITH JICUSHHSI
aCCOLMUPOBAHHBIX ¢ A33 TUMOB paka, COAep’Kalue MO MEHbIIECH Mepe OAHY KOMITO3ULIMIO Ha
OCHOBE MMMYHOIJIOOYJIMHA COTJIACHO TEXHOJIOTHH IO HACTOALIEMY H300pETEeHHIO (HAIMpUMeD,
moOoe aHTUTENO WIM AaHTUTCH-CBS3bIBAOIUN (DparMeHT aHTUTeNa, ONMHCAHHBIE B HACTOSLICH
3asiBKe) WM ee (PYHKIMOHAJIBHBIA BAapUAaHT (HANPUMEp, COAEPKAIIMHA 3aMEeHy BapHaHT) |
UHCTPYKLUMHU 1O npuMeHeHnt0. COrjlacHO KOHKPETHBIM BapHaHTaM peaU3aliu H300peTeHHs,
KOMITO3UIMSI HA OCHOBE MMMYHOIJIOOYJIMHA COEOUHEHA C ONHOW MM Ooyiee TOINA0LIMMHUCS
oOHapy>keHHnto MeTkaMu. COTJIacCHO OJTHOMY BapHaHTY pean3aluy n300peTeHus], OHa Hitu Ooee
NOAAOINNXCS OOHAPYKEHHUIO METOK BKJIFOUAIOT PAJAMOAKTHBHYIO METKY, (PJIyOPECLIEHTHYIO METKY

WJIN XPOMOTE€HHYIO METKY.



[0022] JIOMONHUTENBPHO UM B KA4ECTBE AJbTEPHATHUBBI, COTJIACHO HEKOTOPBIM BapUaHTaM
peanmu3anmu U300peTeHns, HAbOp TaKKe CONEPIKUT BTOPUYHOE aHTUTEINIO, KOTOPOE CIIELU(PUIHO
CBSI3bIBACTCSI C KOMITO3WIMEH Ha OCHOBE MMMYHOIJTIOOyJIMHAa TpoTUB A33, ONHCAaHHOW B
Hacroseil 3asBke. COrIacHO HEKOTOPBIM BapHAHTAM peaH3aLi H300pETEeHHs], BTOPUYHOE
AHTUTEJIO CBSA3aHO IO MEHbLIEH Mepe C OHOM MOANaroIecss OOHAPY KEHUIO METKOMH, BEIOpaHHOMN
U3 TPYIIIBI, COCTOALIEH U3 PaMOAKTUBHON METKH, (JIyOpPECLEHTHON METKH WJIM XPOMOTE€HHOU

MCETKH.

[0023] CornacHo OmHOMY acmeKkTy, Hacrosimee wu300pereHrne obecrnedynBaeT Crocod
OOHapy>KeHHsl CONUAHBIX OINYyXOJIeH y HY)KIAIOIIEerocs B 3TOM CyObeKkTa, BKIOYArOIIMN (a)
BBEICHHE YKa3aHHOMY CyOBekTy 3((QeKTMBHOro KoiIM4yecTBa KOMIUIEKCA, COJEpIKaIlero
pamnoakTuBHO MeueHHbIH DOTA-ranTeH un OucnenuduyHoe aHTUTENO COTJIACHO TEXHOJIOTHHU 110
HACTOSIIEMY M300pPETEeHHIO, KOTOPOE CBSI3BIBAECTCSl C YKA3aHHBIM PAAMOAKTHBHO MEYEHHBIM
DOTA-rantenom u aHtureHom A33, rae YKa3aHHbIM KOMILUIEKC CKOHCTPYMPOBAH C
BO3MOKHOCTBK) JIOKAJIU3ALIMU B COJIMOHOW OIYXOJIM, OKCIPECCUpYIoIled aHTtureH A33,
pacrio3HaBaeMblii OuCTElM(PUUHBIM aHTUTENIOM KoMmruiekca, u (b) oOHapykeHHe HaIudus
COJIMIHBIX OIyXOJIeH y CyOBbeKTa MyTeM JeTeKTUPOBAHUS YPOBHSI PaIHOAKTUBHOCTH KOMILIEKCA,

MPEBLIMAIOIIETO KOHTPOJIbHOEC 3HAYCHHUE.

[0024] CornacHo qpyroMy acrekTy, HacTosiIIee H300peTeHre obecnednBaeT crnocod BrIOopa
cyObeKTa Ui MpeTapreTHOW PagOMMMYHOTEPANUH, BKJIFOUYAKOLINK (2) BBEICHHE YKa3aHHOMY
cyObekTy 3((HEKTHBHOTO KOJMYECTBA KOMILUIEKCA, COMAEPIKAIIEro PaauOAKTHBHO MEYEHHBIN
DOTA-ranten u OucnenuduyHOe aHTHTENIO COMIACHO TEXHOJOTHH TIO HACTOSIIEMY
H300pETEHHI0, KOTOPOE CBS3BIBACTCS C YKA3aHHBIM paauoakTuBHO MeueHHbIM DOTA-ranTeHomM
U aHTUreHOM A33, rie yKa3aHHbIN KOMIUIEKC CKOHCTPYHPOBAH C BO3MOKHOCTBIO JIOKAJIH3aLUuHU B
COJIUIHOM OMyXOJIH, JKCIpeccupyromei antureH A33, pacno3HaBaemblii OucrenuGuaHbIM
aHTUTENIOM KoMIulekca, (b) meTekTupoBaHue ypOBHs PAJHOAKTUBHOCTH KOMIUIEKCa U (C) BBIOOp
IUIl  TIPOBEICHUSI TMPETapreTHON paMOMMMYyHOTEpanuu CyObekTa, y KOTOPOrO YPOBEHb

PaaAnOaKTUBHOCTU KOMILICKCA MPEBBIIIACT KOHTPOJIIbHOC 3HAYCHUE.

[0025] CornacHO OJHOMY acMeKTy, Hacrosimee w300peTeHrne obecredynBaeT Crocod
NOBBIIEHNs] YYBCTBUTEJIBHOCTH OINYXOJNM K JIy4eBOH Tepamuu y cyObekTa, y KOTOPOro
IMAarHOCTUPOBaH A33-TIOJNIOKUTENBHBIA PaK, BKIFOYANOLIUI BBENEHHE YKA3aHHOMY CyOBEKTY
3¢} EKTUBHOrO KOJIMYECTBA KOMIUIEKCA, COAepIKALIero paanoakTHBHO MeueHHbI DOTA-ranTen
u OucrierpuHOE AHTHTENO COTJIACHO TEXHOJOTMU IO HACTOSIIEMY H300PETEeHHIO, KOTOpOe
pacro3HaeT U CBSI3bIBAETCS C YKa3aHHBIM paguoakTuBHO MeudeHHbIM DOTA-ranteHOM U

AHTUTEHOM A33-MUILIEHbIO, TNI€ YKa3aHHbIA KOMIUJIEKC CKOHCTPYHPOBAH C BO3MOXKHOCTBEO



JIOKAJIN3alud B OMYyXOJH, 3KCOPECCUPYIOIneil aHTureH A33-MulleHb, pacrno3HaBaEMbIN

oncrnennUIHBIM AHTUTEJIOM KOMILJIEKCA.

[0026] CornacHo apyromy acrekTy, HacTosiiee n3odpeTeHre odecneunBaeT Crocod JeueHus
paka y HYXITAIOIIErocss B 3TOM CyOBEKTa, BKIIOYAIOIIMN BBEIEHHE YKAa3aHHOMY CyOBEKTY
3¢ eKTUBHOrO KOIMYECTBA KOMILIEKCA, COAepIKallero paanoakTuBHO MeueHHbIt DOTA-ranren
u OucrierpuHOE AHTHUTENO COTJIACHO TEXHOJOTMU IO HACTOSILIEMY H300pPETEeHHIO, KOTOpOE
pacro3HaeT U CBs3bIBaeTCs ¢ paguoakTuBHO MedeHHbIM DOTA-ranrenom u antureHom A33-
MUIIEHBIO, TJ€ YKAa3aHHBbIM KOMIUIEKC CKOHCTPYMPOBAH C BO3MOXKHOCTBIO JIOKANIM3alUHU B
OMyXOJH, 3KCIpeccupyromel aHtureH A33-MmuIeHb, pacro3HaBaeMblii OucrnenuGuIHbIM

AHTHUTCJIOM KOMILJIEKCA.

[0027] CornacHo mOOOMY M3 TPUBEACHHBIX BbIIE BAPHAHTOB peaH3allK CIOCOOOB,
ONMHCAHHBIX B HACTOSIIEH 3asiBKE, KOMILUIEKC BBOIST BHYTPUBEHHO, BHYTPUMBILIEYHO,
BHYTPHAPTEPHUAIbHO, HHTPATEKAIbHO, WHTPAKACIYJIIPHO, BHYTPHUIJA3HUYHO, BHTYPHKOXHO,
BHYTPHOPIOLIMHHO, TPAHCTPaXeaNbHO, TMOAKOKHO, HHTPALEPEOPOBEHTPUKYIISIPHO, TEPOPATHHO
WK WHTpaHa3ajbHO. COrJIaCHO HEKOTOPHIM BapHaHTaM peajiu3alldi CIOCOOOB, OMHCAHHBIX B
HACTOsIIIEH 3asBKe, CyOBEKT MpeAcTaBisieT coOOi 4enoBeka. J[OMONHUTENbHO MM B Ka4eCTBE
aJITEPHATUBBI, COTJIACHO JIFOOOMY W3 MPHUBEINEHHBIX BbILIE BAPUAHTOB PEaM3al[MU CIOCOOOB,
ONHICAHHBIX B HACTOSIIEH 3asBKe, paAHoakTHBHO MeueHHblit DOTA-ranren skmouaer 21°Bi, 21At,
25A¢ 152Dy, 22Bj, 223Ra, 219Rn, 215Po, 211Bi, 221Fr, 27 At 255Fm, Y, Y, 9Sr, 165Dy, 1#Re, R,
7Ly, Cu, Mn, 'Ga, 5'Cr, $8Co, 9™Tc, 103mRpy 195mpy 119Gp, 161, 189mQyg 1921 201T| 203py,
%Ga, 2'Th umu %*Cu u HeoOA3aTeNHLHO COMEPKHT MCIYCKAIOLIUH anb(a-uyacTHIBI H30TOTI,

I/ICHYCKaI-OH_[I/Iﬁ 6eTa-LIaCTI/ILU:>I H30TOIl UJIK PAAUOHYKIIUA, I/ICHYCKa}OLL[I/Iﬁ OXKEC-3JICKTPOHBL.

[0028] CornacHO OJHOMY acleKTy, Hacrosimee wu300peTeHrne obecrnedynBaeT Crocod
NOBBIIEHNS] YYBCTBUTEJIBHOCTH OIYXOJNU K JIy4eBOH Tepamuu y cyObekTa, y KOTOPOro
IMarHOCTUPOBaH A33-MOJOKHUTEIbHBIX PaK, BKIFOYAOINH (a) BBEIEHHE YKA3aHHOMY CyOBEKTY
s¢dexTuBHOrO KommuecTBa OucnenuduuHoro anrutena npotuB DOTA-ranreHa coriacHo
TEXHOJIOTHUH 10 HACTOSIIEMY H300PETEeHHIO, TAe YKa3aHHOe Oucrneun(puiIHOe aHTHTEIO MPOTHB
DOTA-ranteHa  CKOHCTPYHMPOBAaHO C  BO3MOKHOCTBIO  JIOKQJIW3ALMM B  OIMYXOJH,
sKcrpeccupyromeii antureH A33-muinens; U (b) BBeneHne ykazanHOMy cyOBekTy 3(h(eKTUBHOTO
KOJM4yecTBa paguoakTuBHO MeueHHoro DOTA-ranteHa, rae yka3aHHbII paguoOakTUBHO
meueHHbIHE DOTA-ranTeH CKOHCTPYHPOBAH C BO3MOXKHOCTBIO CBSI3BIBAHHS C OHCIELM(UIHBIM
anturesnoMm npotuB DOTA-rantena. CoriacHO IpyroMy acrekTy, HacToslee HU300peTeHue
olecrieunBaeT Crocod JIeUeHUs] paka y HYXKAAIOIIErocsi B 3TOM CyOBEKTa, BKIOYAOIUN (a)

BBEICHHUE YKA3aHHOMY CYyOBeKTYy 3((EeKTHBHOTO KOJIMYECTBA OUCTICIIM(PUIHOTO aHTUTEA TTPOTUB



DOTA-ranteHa COrJacHO TEXHOJOTHH [0 HACTOSIIEMY H300PETEHHIO, TIJI€ YKa3aHHOE
oucnerduunoe antureno mnpotuB DOTA-ranTeHa CKOHCTPYHPOBAHO C BO3MOKHOCTBIO
JIOKAJIM3aLHHU B OIyXOJIH, SKCIpecCHpyroLieit antured A33-muinens, 1 (b) BBeIeHHE YKa3aHHOMY
cyObekTy 3 pekTHBHOrO KoNn4yecTBa paaguoakTuBHO MedeHHOro DOTA -ranTeHa, rie yKa3aHHbIH
panuoaktuBHO MeueHHbIE DOTA-ranTeH CKOHCTPYHpPOBaH C BO3MOKHOCTBIO CBSI3BbIBAHHS C
oucneruduunbiMm  antutesom npotuB DOTA-rantena. CoriacHO HEKOTOPbIM BapUaHTAM
pearm3zanuu U300pETEHHs], CIMOCOOBI COTJIACHO TEXHOJOTHH IO HACTOSIIIEMY H300peTEeHUIO
JOTIOJTHUTEIPHO BKJIFOYAIOT BBEICHHE YKa3aHHOMY CyOBbekTy 3()(eKTHBHOrO KOJHYECTBA

o0ecreunBaroIero KIMPEeHe areHTa 10 BBeIeHus paquoakTuBHO MeueHHoro DOTA-ranrena.

[0029] JIONIOJTHUTENBHO WM B KA4ECTBE aJIbTEPHATUBBL, COIIACHO JIOOOMY M3 MPHUBENEHHBIX
BBILIIE BAaPUAHTOB pEAJN3aLUU CHOCOOOB, ONHCAHHBIX B HACTOSINEH 3asBKe, PagHOAKTHUBHO
meuennelii DOTA-ranten comepxut 2PBi, 1At 25 Ac, 2Dy, 212Bi, 2*’Ra, "Rn, *°Po, ?!!Bi,
DR 2TAp 25E 80y 0y 89Gp 165Dy 186Re 188Re 1771y 67Cy, Uiy, G, SICr, 58Co, ®MTc,
103mp, 195mpy 119G 161Hg, 189mQg 192[r 201T] 203ph, $8Ga, 22'Th mmm **Cu u HeoOs3aTenbHO
COIEPKUT HCIYCKAIOUINH anb(pa-4yacTULBl M30TOM, UCHYCKAOUIMHA OeTa-4acTUIbl H30TON HIIH
PAIMOHYKJINA, HMCHYCKAOIUI 0xe-3JeKTpoHbl. CornacHo mo0OMy M3 IPHUBENEHHBIX BbIIIE
BAPUAHTOB peaM3allii CIOCOOOB, ONMMCAHHBIX B HACTOSIIEH 3asBKE, CyOBEKT IMpPEACTaBISET

co0oM1 yestoBeka.

KPATKOE OITUCAHUE I'PAOUYECKUX MATEPHAJIOB
[0030] Ha @wurype 1(A) mnokasaH pAu3ailH M KOHCTPYKLUHUS T'yMaHU3HPOBAHHOTO
oucnerduunoro antutena mnpotuB A33  (huA33-BsAb). Ha @urype 1(B) mnokaszano
uccieoBaHue CTabMIbHOCTH OYHIIEHHOTO huA33-BsAb MeTo0M «yCKOPEHHOTO CTapEeHUsD» TIPU
temneparype 37°C B Teuenue 4 Hemenb. Ha @urype 1(C) mokazan ananum3 huA33-BsAb ¢
MOMOIIBIO TIOBEPXHOCTHOTO TIa3MoHHOro pesoHanca (ITITP) npu Temmnepatype 25°C u 37°C.
IMonydenHble NaHHBIE MPUBONMIN K Monenu cBs3biBanus 1:1. Ha ®urype 1(D) mokazaHo
OKpAlLIMBAaHUE PA3JIMYHBIX OMYXOJIEBbIX KJIETOYHBIX JHUHUNH M AKTUBUPOBAHHBIX T-KIETOK C
MOMOIIIBIO METOJIa COPTHUPOBKHU KIETOK C akTuBHpoBaHHOU (uyopecuenuumeii (fluorescence-
activated cell sorting, FACS). 3HaueHust cpemHeil WHTEHCHUBHOCTH (pryopecueHunu (mean

fluorescence intensity, MFI) mpencTaBisitoT COOOM reOMeTpHUYECKOE CPEaHEE.

[0031] Ha ®urype 2(A) nokazana aktusauust MmapkepoB CD25 u CD69 Ha T-knetkax uepes
24 qaca nocie nHKyOupoBaHus ¢ kietkamu Colo205 u pasmuusabiMu antatenamu. Ha ®@urype
2(B) moka3aHa KOJMYECTBEHHAs! OLIEHKA AEJIAIINXCS] KIETOK Ha OCHOBE Pa3BENCHUS] KPACUTEIS
kapOokcudayopenenHcyKuuHIMUAIIIOBoro  sdupa (carboxyfluorescein succinimidyl ester,

CFSE) uepe3 96 wacos mocyie nHKyOupoBanus ¢ kierkamu Colo205 u pa3nudHbIe aHTUTEIAMU.
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Ha ®urype 2(C) mnokaszansl TunuuHble nzobpaxkenus miust @uryper 2(B). Ha ®urype 2(D)
nokazaHo okpammsanue kietok CD45RO uepes 96 vacos mocie WHKyOMPOBaHUS C KJIETKAMHU
Colo205 u huA33-BsAb B HesaBucumoMm skcrnepumente. Ha ®@urype 2(E) mnokasaHa
crumynupoBaHHast huA33-BsAb in vivo aktuBanus u nponudeparnun T-xnerok. Bkparue, CFSE-
MeueHHbIE MOHOHYKJIeapHble KieTku nepudepudeckoit kpou (MKIIK) cmemmBanu ¢ kieTkamu
Colo0205 u nmony4eHHy0 CMECh UMIUTAHTHPOBAIH 1oakoxkHO Mbiam DKO. Ha cnenyrommii neHp
NPOBOAWIN BHYTPUBEHHYIO HHBEKIMIO huA33-BsAb u omnyxomu Belemsuin  depe3 4

JOTIOJTHUTENBHBIX AHS U aHATU3UpOBaU ¢ nomoinbio FACS-ananmusa.

[0032] Ha durype 3 nokasan npoduib CEKpEeTUPYEMbIX LUTOKWHOB M LIUTOTOKCHUYECKUX
KOMITOHEHTOB aKTUBUPOBaHHBIX huA33-BsAb T-kieTok B NPHUCYTCTBHM OINyXOJH-MHIIEHHU.
Kuneruka mpoayKuuy LUTOKMHOB M LIUTOJIMTUYECKUX MOJeKysn T-kieTkamu B NPUCYTCTBUU
huA33-BsAb u knetok-mumeneit Colo205 wnu xnerok orpunarensHoro kontposns SKMELS
onpenessun B Teuenne 4 nueit. [Tockoneky SKMELS cexperuposanu Oombuioe konuuectso IL-
6, cynepHaTaHT OoT T-kjeTok, HHKyOHMpoBaHHBIX ¢ KiaeTkamu Colo205 B OTCYTCTBHE aHTHTENA,

HCTIOJIB30BAJIM B KAUECTBE OTPULATEIBHOIO KOHTPOJIA B SOKCIICPUMEHTE KUHETUKHU IL-6.

[0033] Ha ®urype 4(A) noka3ana Bbi3BaHHast huA33-BsSAb HIUTOTOKCHYHOCTH B OTHOIIEHUU
Pa3NUYHBIX  ONYXOJEBBIX  KJIETOYHbIX  JINHUHM-MUIIEHEH U KOHTPOJIBHBIX  KJIETOK.
AxTuBupOBaHHble T-KJIETKH NPUMEHSUIM B KadecTBe 3(PPEKTOPHBIX KJIETOK C OTHOIICHHEM
a¢pexTop:mutienb (E:T), cocrapmsromum 10:1. Knetkn uHkyOupoBanu B TeueHue 16 4acoB
niepen cuuThiBaHueM naHHbIX. Ha @urype 4(B) mokazana LIUTOTOKCHYHOCTh B OTHOLIEHUH KJIIETOK
Colo205, BeBanHas huA33-BsAb. OtcoprupoBaHHble CBexue cyomonymsiuuud T-KIeTok
npumeHsutn B kKauectse 3¢ dexTopubx kiaerok (E:T=5:1). Knerku nakybuposanu B TeueHue 48

yacos nepen npoepeaeHrem cuntbiBanus. EC50 qist CD4 T-knerok mamsitu coctapisiia 25 nkM.

[0034] Ha ®@urype 5(A) nmokazaHo kpatkoe onucanne apdunanoro cozpeBanus huA33 (H2L2)
C UCTOJIB30BAHUEM APOXKskeBoro ckpunuHra. Ha @urype 5(B) mokazaHo kpatkoe onmcanue Kp
ucxogHoro u apdurHO cospeBmero huA33-BsAb (cBepxy) ® KkapTta CKOpPOCTH
acCOLMAI K/ JUCCOLUAIIH JJTsl pa3udHbiXx huA33-BsAb, nony4yennas u3 [11P-ananu3a (CHU3Y).
Ha ®urype 5(C) nmokaszaHsl pe3yJibTaThl aHaJU3a 3aBUCHUMOMN OT T-kiieTok nurtorokcudHocTy (T-

cell dependent cellular cytotoxity, TDCC) ucxomnoro u appunuo co3penmero huA33-BsAb.

[0035] Ha ®wurype 6(A) nokasan poct omyxonu LS174T nmpu moakoKHOM BBEAEHHUHU KJIETOK
B JIe4eOHOW Ipymme W KOHTPOJBHBIX Ipymmax. Pasmepsl omyxosiedl OLeHUBAJIM MO 00BEMY
(p=0,0133 st rpymnel «onyxonbtscMKIIK»  mo  cpaBHeHMIO ¢ Tpynmnowu
«onyxoib+scMKIIK+huA33-BsAby; p=0,006 nisi rpynibl «TONBKO OMYXOJb» IO CPABHEHUIO C

rpynmoi «omyxonb+scMKIIK+huA33-BsAby). Ha @urype 6(B) mokasan poct onyxonu LS174T
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IPY BHYTPHOPIOIIMHHOM BBEACHHUH KJIETOK B JIEY€OHOH IpyIINe U KOHTPOJBHBIX IPYyMIax (CBEPXY)
(p=0,0125 nmust rpynmel «onyxoabtATC» mo cpaBrenuto ¢ rpymmoit «onmyxoiabtATC+huA33-
BsAby»; p=0,0026 gmust rpynmbl  TOJNBKO ONYXOJb» MO CPAaBHEHUIO C  TPYIIIOH
«onyxoibt+ATC+huA33-BsAb») u BBDKHBAEMOCTb MBILIEH B JIe4eOHOM Ipymmne U KOHTPOJIbHBIX
rpynnax (cauzy). Ha @urype 6(C) nmokasaHsl JIOMUHECIIEHTHBIE H300paxenus omyxonu LS174T
npyu aOAOMUHAIBHOM BBEACHHMHU KJIETOK B PA3JIMYHbIX Tpymnmax. ['pymnma «TOJbKO OMyXOJb»
BKJIFOYAJIa OHY MBIIIb (#4), y KOTOpOH He HaOII0IaI0Ch MPYKUBIIEHUS OMyXOJH depe3 21 neHb

U KOTOpas ObLIa MCKJIIOYEHA U3 aHAJIN3A.

[0036] Ha ®urype 7(A) moka3aHbl JIOMUHECIIEHTHbIE HU300pa)KEHUs, JEMOHCTPHUPYIOIINE
poct onyxonu Colo205 mpu MogKOXKHOM BBEINEHUU KIIETOK B pas3iuuHbIX rpymmax. Ha ®@urype
7(B) mokazaHa KOJMYECTBEHHAs OLleHKa CUrHayioB u3 ®@urypy 7(A) (cBepxy) U BBDKMBAEMOCTHU
Mbllie M3 pasnuuHbix rpynn u3 durypy 7(A) (cHmsy). Ha Purype 7(C) mnoxazaHbl
JIOMUHECLIEHTHbIE N300paskeHus omyxonar SW 1222 npu BHYTpUOPIOIIMHHOM BBEEHUU KIIETOK;
MBIIIB #] U3 TPYMIIBI TOJBKO OMYXOJb» U MBIIIb #3 U3 rpymnIisl «onyxoiab+ATCy, y KOTOpBIX He
HaOJIIOAATIOCH MPIIKUBIICHHE OMYXOJH 4Yepe3 21 neHb, ObUIN MO3/IHEe UCKIIIOYEHBI U3 aHAJIN30B
BU3YyaJTU3aLMK U He ObLIM BKJIFOYEHBI B aHAJIM3 BbuKHBaeMocTH Ha @urype 7(D). Ha @urype 7(D)

NOKa3aHa BbIKUBAEMOCTb MBILIEH NP BHYTPUOPIOIIMHHOM BBEICHUU KJIETOK omyxomu SW 1222

[0037] Ha ®@urype 8(A) nokaszan poct onyxosu SNU16 npu moaKOKHOM BBEICHUU KJIETOK B
paznmuunble rpynnax. Ha ®@urype 8(B) moka3aHO NPIIKUBIICHHE KIETOK YEJIOBEKAa M3 KPOBU

mbltiel ¢ @urypsl 8(A).

[0038] Ha ®urype 9 nokasan ananus ¢ nomounpto I1I1P 4 BapuaHTOB rymMaHU3MpPOBAHHBIX
antuten npotuB A33. Bce anTutena coxepykanu KoHCTaHTHbIN nomeH IgGl. 3A3-HIL1, 3A3-
HI1L2, 3A3-H2L1 u 3A3-H2L2 npencrasinsiiu coboii 4 BapuaHTa ryMaHU3UpOBaHHBIX 3A3. 3A3-

chA33 npencrasisiio coboit xumeprnoe 3A3.

[0039] Ha ®urype 10 noka3zans! pe3ynsratel FACS-aHanu3a pa3nuyHbIX KI€TOUHBIX JUHUIA,

okpareHHbIX huA33-BsAb.

[0040] Ha ®urype 11(A) mokazana ctumymsiuuss PD-1 Ha T-kieTkax, akTHBHPOBaHHBIX
huA33-BsAb B mpucyrcteuu kietok Colo205 depe3 24 gaca (cieBa) u 96 yacos (cmpasa). Ha
@urype 11(B) mokazaHo OTCyTCTBHE AeleHHs T-KJIETOK IMOCNe WHKYOHUPOBAHHS C KIETKAMHU
SKMELS B mpucytctBun huA33-BsAb uepes 96 gacos. Ha @urype 11(C) noka3ana aktusanus
nenenns T-knetok ¢ nomomsio huA33-BsAb B npucyrcrsuu kinerok LS174T. Ha @urypax 11(B)

u 11(C) ucronp3oBany OAMHAKOBBIE NpenapaThl T-KIETOK.
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[0041] Ha ®urypax 12(A) u 12(B) nokasana okpacka mapkepoB CD45RO u CD25 Ha T-
KJeTKax uepe3 48 yacos mocye nHKyouposanus ¢ kierkamu Colo205 B mpuCyTCTBUM pa3IMUHBIX
anruren. Knerku nomyuanu u3s TDCC-ananmsza mocne HCIONB30BaHUS CyNEpHATaHTa I
usmepeHus nakraraeruaporenassl (JIJI). @urypa 12(A): cenexuust CD4(+) T-xnerok, @urypa
12(B): cenexkuuss CD8(+) T-knerok.

[0042] Ha ®urype 13 nokasana crparerusi st OsicTporo npeodpasosanus scFv B popmar
huA33-BsAb. Bexrop skcnpeccun (1) nuaeapuzoBanu ¢ nomombio pectpukras HindIII/Apal.
IIpomoropHelii ¢parment (3) roroBwiu u3 mnepeBapeHHoro Sapl coxeprkamero mnpoMoTop
BekTOpa. Kak BEKTOp, Tak M NPOMOTOPHBIM (parMeHT MOTryT ObITh IMOJNyYeHbl B OOJIBIIOM
KOJINYecTBe Ui Ooyiee BBICOKONPOU3BOAMTENBHOrO KioHupoBanus. VH (4) u VL (2)
aMITU(ULMPOBATIHN HETIOCPEACTBEHHO U3 IPOXOKEH C MCIOJIBb30BAHUEM ABYX 5’ mpaiiMepoB A
no0aBJIeHYs TUAEPHBIX MOCIEN0BaTeNbHOCTEN 1 paciueruisim ¢ nomoinbsio HindIIl/Sapl (VL) wu

Apal/Sapl (VH). 4 ¢pparmeHTa TUrHpOBAIH B XO€ OJHOSTAITHON PEaKIHH.

[0043] Ha ®urype 14 nokazaHbl aMUHOKHUCJIOTHBIE TIOCIE0BATEIBHOCTH AOMEHOB VH U VL
MBIIIUHOTO aHTUTENA NPOTUB A33 U COOTBETCTBYIOIINE UM FOMOJIOTMYHBIE ITOCIEI0BATEIbHOCTH

yenoseka (SEQ ID NO: 1-4). O6nactu nomernoB CDR1, CDR2 u CDR3 Vy u VL MBIIIUHOTO

a"TuTena npotuB A33 0003HAUEHBI TOJYEPKHYTHIM MOy KUPHBIM I PUPTOM.

[0044] Ha ®@urype 15 noka3aHbl aMHHOKHCIIOTHBIE OCIEA0BATENBHOCTU I'YMAaHU3UPOBAHHBIX
Tsokenbix nenerd huA33-H1 (3A3-H1) (SEQ ID NO: 5) u huA33-H2 (3A3-H2) (SEQ ID NO: 6).
Ob6nactu CDR1, CDR2 u CDR3 3A3-H1 u 3A3-H2 0603Ha4eHbI MOAYEPKHYTHIM MOy KHPHBIM

mpudTom.

[0045] Ha ®urype 16 nokazansl nociaeaoBaTeabHOCTH KJIHK rymMaHU3MpOBaHHBIX TSIKEJBIX

ueneii huA33-H1 (3A3-H1) (SEQ ID NO: 7) u huA33-H2 (3A3-H2) (SEQ ID NO: 8).

[0046] Ha ®@urype 17 noka3aHbl aMHHOKHCIIOTHBIE IOCIEA0BATENBHOCTH I'YMAaHU3UPOBAHHBIX
nerkux neneir huA33-L1 (3A3-L1) (SEQ ID NO: 9) u huA33-L2 (3A3-L2) (SEQ ID NO: 10).
Ob6nactu CDR1, CDR2 u CDR3 3A3-L1 u 3A3-L2 0003Ha4eHbI MOTYEPKHYTHIM MOJYKHPHBIM

mpudTom.

[0047] Ha ®urype 18 noxkasanel nocnenosarenpbHocTH KJIHK rymMaHu3supoBaHHBIX JIErKHX

neneii huA33-L1 (3A3-L1) (SEQ ID NO: 11) u huA33-L2 (3A3-L2) (SEQ ID NO: 12).

[0048] Ha @urype 19 noxa3aHO BbIPaBHUBAHWUE HCXOAHBIX TI'yYMaHU3UPOBAHHBIX
nocienosarenbHocTell hA33 B coorBerctBuu ¢ ucrounukom King er al. (1995), Beiue, mo

CPaBHEHHUIO C 32HOBO pe-TYMaHH3UPOBAHHBIMHU MOCNenoBaTeapHOCTIMU huA33 (3A3).
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[0049] Ha ®urype 20 nokazaHa KMHETHKA CBsI3bIBAHUS T'YMaHU3UPOBAaHHBIX BapuaHToB IgG
huA33, koTopble aHANM3UPOBAIH Ha MPEIMET CBSA3BIBAHHS C peKOMOWHAHTHBIM OesrkoM GPA33 ¢
npumenenueM I1TIP (Biacore T100). Bce uerblpe BapraHTa COXpaHsUIM BBICOKYIO adPpHHHOCTD

cBsi3bIBaHUs XUMepHOTo A33 (chA33).

[0050] Ha @urype 21 nokazana KUHETHKA CBSI3bIBAHUS HCXOHOTO T'YMaHU3UpOoBaHHOTO hA33
(B bucnetmpuanom popmare hA33-mC825, kak onmcano B ucrounnke Cheal et al, Eur. J. Nucl.
Med. Mol. Imaging, 43:925-937 (2016)) no cpasaenuto ¢ huA33 (3A3-H2L2) no pesynpraram
aHaJn3a CBsI3bIBaHUs ¢ pekoMOMHaHTHBIM OenkoM GPA33 ¢ npumenennem I1I1P (Biacore T100).
Ucxonnoe rymanmsupoBaHHoe hA33 yTpaumBano 3HAYUTENBHYIO cTeneHb adOUHHOCTH IO

cpaBHeHHUIO ¢ huA33.

[0051] Ha ®urype 22 nokazana KUHETHKA CBSI3bIBAHUS HCXOAHOTO I'yMaHU3upoBaHHOTro hA33
(B bucneumgpuunom popmare hA33-mC825, kak onucano B ucrounuke Cheal ef al, Fur. J. Nucl.
Med. Mol. Imaging, 43:925-937 (2016) no cpaBHenuto ¢ huA33 (3A3-H2L2) no pesymbraTtam
aHaJIM3a CBsI3bIBAHUS C pekoMOuHaHTHBIM OeskoM GPA33 ¢ mpumenenuem TP (Biacore T100).
Hcxonnoe rymanmsupoBanHoe hA33 yTpaunBano 3HAYMTENBHYIO CTENeHb apPUHHOCTH IO

cpaBHeHUIO ¢ huA33.

[00S2] Ha ®urype 23 nokaszaH aHaJIN3 T'yMaHU3UPOBAHUS MOCIEN0BATEIbHOCTEHN TSKEIbIX U
nerkux neneir huA33 (3A3-H1, 3A3-H2, 3A3-L1, 3A3-L2) u uCXOQHBIX MOCIENOBATEIbHOCTEH
hA33. TlockonbKy BCe 4YeETbIpe pPEryMAaHU3HUPOBAHHBIX BapUAHTA COXPAHSIIM BBICOKYIO
apUHHOCTD CBsi3bIBaHMsI HcxomHOro chA33, Bapuant H2L2 Obia BeIOpaH I HajbHEHIIe

pa3paboOTKM Ha OCHOBaHMU €ro 0oJiee BEICOKOro T20-01eHKH r'yMaHHU3UPOBAHMS.

[0053] Ha ®urype 24 nokas3aHbl aMUHOKHCJIOTHBIE TMOCJAEAOBATEIbHOCTH JIETKOW LENU U
Tsokeson neru xuMmepHoro chA33-IgG1, koropeie coorBercTByOT SEQ ID NO: 13 11 SEQ ID NO:

14 cooTBeTCTBEHHO.

[0054] Ha  Qurype 25 nmnoka3aHa  aMHHOKHCJIOTHAs  MOCJIENOBATEIbHOCTh U
nocienosarenbHocTh KJIHK Tsoxenoit nenn huA33-IgG1 (H2L2), kotopsie cooTBercTBYI0T SEQ

ID NO: 15 u SEQ ID NO: 16 cOOTBETCTBEHHO.

[00S5] Ha  Qurype 26 noka3aHa  aMHHOKHCJIOTHAs  MOCJIENOBATEIbHOCTh U
nocienosarenbHocTh kJIHK merkodi memn huA33-IgGl (H2L2), koTOpBIE COOTBETCTBYIOT

nocaenoarenbHOCTSIM SEQ ID NO: 17 u SEQ ID NO: 18 cOOTBEeTCTBEHHO.

[0056] Ha  @urype 27 n1nokasaHa  aMUHOKUCIOTHAs  IOCIEAOBATEIBHOCTb U

nociaenosarenbHocTh KJIHK Tsprenoit nenm Oucnennduynasx anruren huA33-BsAb-pekpyrepos
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T-xnerok, koTopbie cooTBETCTBYIOT nocienoBarenpHocTsM SEQ ID NO: 19 u SEQ ID NO: 20

COOTBCTCTBEHHO.

[00S7] Ha  Qurype 28 noka3aHa  aMHHOKHCJIOTHAs  MOCJIENOBATEIbHOCTh U
nociaenosarenbHocTh KJIHK nerkoit nenu oucnenuduunex anruten huA33-BsAb-pekpyrepos
T-xnerok, koTopbie cooTBETCTBYIOT nocienoBarenpHocTsM SEQ ID NO: 21 u SEQ ID NO: 22
COOTBETCTBEHHO.  IlomuepkHyTble  MOCIENOBATENBHOCTH  COOTBETCTBYIOT  JIMHKEPHBIM

rociieqoBareabHocTIM GS.

[0058] Ha ®urype 29 mnoka3aHO KpaTKoe ONHCAHUE IOTEHIHAJIbHBIX MOAU(UKALHI

oucnermduunbix anruten huA33-BsAb-pexpyrepo T-keTok, ONHMCaHHBIX B HACTOSALIEH 3asBKE.

[0059] Ha ®urype 30 nmoka3aHbl aMHUHOKHMCJIOTHBIE MTOCJIEIOBATEIbHOCTH TSKEJION LENU U
nerkoi uenu adduuHo-co3peniiero kioHa 31 B ¢opmare huA33-BsAb, coorsercrByromue
nociaenosarenbHocTaM SEQ ID NO: 23 u SEQ ID NO: 24 coorBerctBeHHo. IloguepkHyTbie

MOCJIEN0OBATEIbHOCTU COOTBETCTBYIOT JIMHKEPHBIM MMOCTICAOBATCIIbBHOCTAM GS.

[0060] Ha ®urype 31 nokasaHbl aMMHOKHMCJIOTHBIE MOCIEAOBATEIbHOCTU TSKEION LIENU U
aerkoii nenun ag¢uHHO-co3peBuero kioHa 32 B (opmare huA33-BsAb, coorsercrByromue
nocnenoBarenbHocTIM SEQ ID NO: 25 u SEQ ID NO: 26 coorBerctBenHo. [loguepkHyTbie

NMoCJaCA0OBATCIIbHOCTU COOTBETCTBYIOT JIMHKCPHBIM ITOCJIENOBATECIIbHOCTAM GS.

[0061] Ha ®urype 32 noka3aHbl aMUHOKHUCJIOTHBIE MOCIEAOBATEIbHOCTH TSDKEJION LEeNu U
nerkoir uenu adduuHO-co3peBiiero kioHa 48 B ¢opmare huA33-BsAb, coorsercrByromme
nocnenosatenbHocTIM SEQ ID NO: 27 u SEQ ID NO: 28 coorserctBenHo. [loguepkHyTbie

NMOoCJaCAOBATCIIbHOCTU COOTBETCTBYIOT JIMHKCPHBIM ITOCJIENOBATEIIbHOCTAM GS.

[0062] Ha ®urype 33 mokas3aHbl aMUHOKHUCJIOTHBIE MOCIEAOBATEIbHOCTH TSKEJION LEeNUu U
nerkoi uenu adduuHO-co3peBiiero kioHa 49 B ¢opmare huA33-BsAb, coorsercrByromme
nocaenosatenbHocTAM SEQ ID NO: 29 u SEQ ID NO: 30 coorBerctBeHHO. [loguepkHyTbie

NMOCJICAOBATCIIbBHOCTU COOTBETCTBYIOT JIMHKCPHBIM ITOCJIENOBATEIIbHOCTAM GS.

[0063] Ha ®urype 34 nokas3aHbl aMUHOKHUCJIOTHBIE MOCJIEAOBATEIbHOCTH TSKEJIOW LENUu U
nerkoi uenu adduuHO-co3peBiIero kioHa 53 B ¢opmare huA33-BsAb, coorsercrByromme
nocienosatenbHocTAM SEQ ID NO: 31 u SEQ ID NO: 32 coorserctBeHHO. [loguepkHyTbie

NOCJCAOBATCIIBHOCTU COOTBETCTBYIOT JIMHKCPHBIM MTOCJIENOBATCIIbHOCTAM GS.

[0064] Ha ®@urype 35 noka3zanbl aMUHOKUCJIOTHBIE MTOCJIEI0BATEIBbHOCTH TSKEJION U JIETKON

nern  addunHO-co3peBIIero kioHa 56 B ¢opmare huA33-BsAb, coorsercTByrOmne
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nocaenosatenbHocTM SEQ ID NO: 33 u SEQ ID NO: 34 coorserctBeHHO. [loguepkHyTbie

NOCJCAOBATCIIbBHOCTU COOTBETCTBYIOT JIMHKCPHBIM MMOCJIENOBATCIIbHOCTAM GS.

[0065] Ha ®urype 36 mokas3aHbl aMUHOKHCJIOTHBIE MOCIEAOBATEIbHOCTH TSKEJIONW LENUu U
nerkoi uenu adduuHO-co3peBiiero kioHa 57 B ¢opmare huA33-BsAb, coorsercrByromme
nocienosatenbHocTAM SEQ ID NO: 35 u SEQ ID NO: 36 coorBerctBeHHO. IloguepkHyTbie

NOCJCAOBATCIIbHOCTU COOTBETCTBYIOT JIMHKCPHBIM MMOCJIENOBATCIIbHOCTAM GS.

[0066] Ha  Qurype 37 noka3aHa  aMHHOKHCJIOTHAs  MOCJIENOBATENIbHOCTh U
nociaenosarenbHocTh KJIHK Tsprenoit nenn oucnenuduunsix anturen huA33-huC825 (H2L2),
KOTOpblE COOTBETCTBYIOT mocienoBareapHocTsiM SEQ ID NO: 58 u SEQ ID NO: 59,

COOTBCTCTBCHHO.

[0067] Ha  @urype 38 rmnokazaHa  aMUHOKUCIOTHAs  MOCJAEAOBATENILHOCTh U
nocyenoBarenvsHocTh KJIHK nerkoit nemmn Oucnenm¢uuneix anturen huA33-huC825 (H2L2),
KOTOpBIE COOTBETCTBYIOT mocnenoBatenbHocTsIM SEQ ID NO: 60 m SEQ ID NO: 61,
COOTBETCTBEHHO.  [lomuepkHyThle  MOCIENOBATEIbHOCTH  COOTBETCTBYIOT  JIMHKEPHBIM

rocienoBarebHOCTIM GS.

[0068] Ha ®urype 39 noka3aHa aMMHOKHCJIOTHAsl MOCJEAOBATENBHOCTb TSDKEJIONW LeNHU U
aerkoi uerm Oucneumnpuynbix antuten huA33-mC825 (H2L2), kOoTOpble COOTBETCTBYIOT
nocnenoBatenbHocTIM SEQ ID NO: 62 u SEQ ID NO: 63 coorBerctBenHo. [loguepkHyTbie

NMoCJaCAOBATCIIbHOCTU COOTBETCTBYOT JIMHKCPHBIM ITOCJIENOBATECIIbHOCTAM GS.

[0069] Ha ®@urype 40 noka3aHsl pe3yJIbTaThl OLEHKH OMOpacIpeieSICHUs eX Vivo IJIs aHaJIi3a
tapretuira B oTHoweHun GPA33-monoxwurensHoro (GPA33(+)) KkceHOTpaHCIIaHTaTa
KOJIOPEKTAJIbHOTO ~ paka dYeJloBeKa Y  MbIIeH, COAepiKaIllMX TIOAKOXKHO  BBEACHHBIC
KCEHOTPAHCIUIAHTAThl KOJIOPEKTaJIbHOrO paka dyenoBeka GPA33(+) SWI1222, xoropeim
NPOBOAWJIM JIEUEHHWE peryMaHH3UpOBaHHbIM OucneuuduunbiM antuteom huA33-DOTA,

ONHMCAHHBIM B HACTOSILIEH 3asBKe, M MHAUKATOPHbIMU fo3aMu I Lu-DOTA-6uoTuHa.

NOJPOBHOE OIIUCAHUE U3OBPETEHUA

[0070] Crnengyer mOHMMATh, YTO KOHKPETHBIE AaCIEKTBI, THUIIbl, BAPUAHTBHI PEaTU3aLINH,
BapHALlMM U TMPU3HAKH CIMOCOOOB COTJIACHO HACTOSIIEMY H300PETEHUIO, OMHMCAHHBIE HUXKE C
pa3HOU CTemeHbd MOAPOOHOCTH, TPUBENEHBI Mt (PAKTUYECKOrO TOHHMAHHS TEXHOJIOTUU

COIJIACHO HACTOSIIEMY H300PETEHHIO.

[0071] Hacrosiuee wu3o0pereHne B LejdoM  O0eCreYMBAeT KOMIIO3WIIMM HAa  OCHOBE
UMMYHOTJIOOYJIMHOB (HAaNmpuMep, AaHTHUTENa WJIM WX AaHTUTCH-CBSI3bIBAIOLINE (ParMeHThI),

KOTOpPBIE MOIYT CHeLII/I(l)I/ILIHO CBA3BIBATBCA H HefYTpaJIPISOBaTb 6I/IO.]'IOFI/ILIGCKYI-O AKTHUBHOCTD
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nojiunentunoB A33. KoMmosunuyn Ha OCHOBE MMMYHOTJIOOYJIHMHOB COTJIACHO TEXHOJIOTHH TIO
HACTOSIIIEMY HW300PETeHUI0 TMPUMEHUMBI B  Crmoco0ax OOHApyKeHWsl WA  JICUCHUs
aCCOLMHMPOBAHHBIX ¢ A33 THUMOB paka y HY)XKTAroIIerocss B 3ToM cyObekTa. COOTBETCTBEHHO,
pa3NUYHbIE ACMEKTHI CIIOCOOOB COTJIACHO HACTOSILIEMY M300PETEHHIO OTHOCSTCS K IMOJYYEHHIO,
XapaKkTepUCTUKE M MAaHUMNYJALMAM C aHTuTenaMu npotuB A33. KomMmosuuuum Ha OCHOBE
UMMYHOTJIOOYJIMHOB COTJIACHO TE€XHOJIOTHUH IO HACTOSIIEMY H300PETEHHIO MOKHO MPUMEHSATH
OTAEJbHO WJIN B KOMOWHALIMM C JIOTIOJIHUTEIbHBIMU TEPANEBTHUECKUMU areHTaMH ISl JICUSHUs
paka. CorjmacHO HEKOTOPBIM BapUaHTaM peajH3alMMu H300pPETeHHs, KOMIIO3UIMS HAa OCHOBE
UMMYHOTTIOOYJINHA TIPEACTaBIIET COO0H I'yMaHU3UPOBAHHBIE AHTUTEJIO, XMMEPHOE aHTUTEJIO WIIH
oucnenudpuuHOE aHTUTETIO.

[0072] IIpu mpakTHUECKOM OCYIIECTBJICHHH CIIOCOOOB COTJIACHO HACTOSIIIEMY H300PETEHUIO
UCTIOJNIb3YIOTCSI MHOTHE CTaHAAPTHBIE METOIbl MOJIEKYJISIpPHOW Ounosornu, O0enkoBol OMOXHUMMUH,
KJIETOYHOH OHMOJNOTrHHM, HMMMYyHOJOTrHH, MukKpoOuonormun u pekomOuHantHoit JIHK. Cwm.,
nanpumep, Sambrook and Russell eds. (2001) Molecular Cloning: A Laboratory Manual, 3rd
edition; the series Ausubel ef al. eds. (2007) Current Protocols in Molecular Biology;, the series
Methods in Enzymology (Academic Press, Inc., N.Y.); MacPherson ef al. (1991) PCR 1: A
Practical Approach (IRL Press at Oxford University Press); MacPherson ef al. (1995) PCR 2: A
Practical Approach;, Harlow and Lane eds. (1999) Antibodies, A Laboratory Manual, Freshney
(2005) Culture of Animal Cells: A Manual of Basic Technique, 5th edition;, Gait ed. (1984)
Oligonucleotide Synthesis; U.S. Patent No. 4,683,195, Hames and Higgins eds. (1984) Nucleic
Acid Hybridization, Anderson (1999) Nucleic Acid Hybridization, Hames and Higgins eds. (1984)
Transcription and Translation; Immobilized Cells and Enzymes (IRL Press (1986)); Perbal (1984)
A Practical Guide to Molecular Cloning;, Miller and Calos eds. (1987) Gene Transfer Vectors for
Mammalian Cells (Cold Spring Harbor Laboratory); Makrides ed. (2003) Gene Transfer and
Expression in Mammalian Cells, Mayer and Walker eds. (1987) Immunochemical Methods in Cell
and Molecular Biology (Academic Press, London) u Herzenberg ef al. eds (1996) Weir’s
Handbook of Experimental Immunology. CriocoObl OOHapy>KeHHsI M HM3MEpPEHHs YpPOBHS
NPOIYKTOB SKCIPECCHUHN T€HOB MOJHUIENTHIOB (T.€. YPOBHS TPAHCISILIH '€HOB) XOPOLIO U3BECTHBI
B JAHHOH 00JIaCTH TEXHUKH M BKIIFOYAIOT HCIIOJIb30BAaHHE METOIOB OOHAPY KEHHUS TTOJUIIENTHIOB,
TaKUX KaK MeTOAbl OOHApPY’KEHHs] M KOJMUYECTBEHHOH OLeHKH aHTuTes (CcM. Takke Strachan &

Read, Human Molecular Genetics, Second Edition., John Wiley and Sons, Inc., NY, 1999).

Onpenenenus

[0073] Ecnu mHOE He yka3aHO, BCE TEXHUYECKHE U HAy4YHbIE TEPMHHBI, MCIOJb3yEMbIC B

HACTOSIIEH 3as1BKEC, B LCJIOM HMCKOT TAaKOC€ K€ 3HAUYCHHEC, KakK O6H.[6HpI/IH$ITOG 3HAUYCHHUE OJIA
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CHEeIMAJIUCTOB B O0OJIACTH TEXHHWKH, K KOTOPOH MNPUHAMISKHT HACTOsIee H300peTeHue.
YnorpebrieHue npenMeToB B €IUHCTBEHHOM YHCJIe B HACTOSIISH 3asiBKE U IIpHUJiaraeMoii hopmyie
n300peTeHNs] BKIIIOYAeT MHOXKECTBEHHOE YHCJIO YKA3aHHBIX MPEIMETOB, €CJIM MHOE SIBHO HE
cienyer u3 KoHTekcTa. Hampumep, CChITKa Ha «KJIETKY» BKJIFOYAaeT KOMOMHALIMIO ABYX HITH OoJiee
KJIETOK U T.7. B menom, HOMeHKnarypa, UCroib3yeMasi B HACTOSIILIEH 3asiBKe, U J1JaOOpaTOpHbIE
MPOLIEAYPHI IO KJIETOYHOMY KYJbTUBUPOBAHUIO, MOJIEKYJISIPHON N'€HETHKE, OPraHUYE€CKON XUMUH,
AQHAJIUTUYECKOW XUMHHU, XUMHH HYKJIEMHOBBIX KUCJIOT U THOPUAM3AINN HYKJIEUHOBBIX KHCJIIOT,

OMUCAHHBIC HUKE, XOPOLIO U3BECTHBI U O0OBIYHO HNCIIOJIb3YKOTCS B }IaHHOI‘/’I 00JIaCTH TEXHUKH.

[0074] IIpu ncronb30BaHUU B HACTOSALLEH 3asiBKE TEPMUH KIIPUMEPHOY» CO CCBIIKOW Ha YUCIIO
B LIEJIOM BKJIIOYAET YMCJIa, KOTOpble HaxonaTes B npeaenax 1%, 5% unu 10%-1Horo nuanaszona ot
YKa3aHHOTO 4ucia (B OOy CTOPOHY, OOJblI€ MM MEHBILE), €CIM HHOE HE YKa3aHO UM He
clielyeT U3 KOHTEKCTa (3a UCKIIIOUEHHEM CITy4aeB, KOIrJja TAKOe YHCJIO cocTaBisgeT MeHee 0% uin

npesbitaer 100% OT BO3MOKHOTO 3HAYEHUS).

[0075] IIpu ucnonap30BaHUM B HACTOSIIIEH 3asiBKE «BBEIECHUE» areHTa WIH JIEKAPCTBEHHOTO
cpeacTBa cyOBEKTY BKIIIOUAET JII000# CrIoco0 BBECHHS WIIH JOCTABKU CYOBEKTY COSUHEHHS IS
OCYLIECTBJICHHsI €ro mpexarnojaraeMoil pyHkiuu. BeeneHne MOKHO OCYIIECTBJIATH C TOMOLIBEO
MmoOOro MoOmXOASIIEero crnocoda, BKIIOYAs, HO HE OrPAaHHYUBASICh YKA3aHHBIMH, MEPOpPATBHOE,
UHTPaHA3aJIbHOE, TApeHTepalIbHOE (BHYTPUBEHHOE, BHYTPUMBIILIEYHOE, BHYTPUOPIOMIMHHOE WIIH
MOJKOXKHOE), PEKTAIbHOE, WHTPATeKAJIbHOE, BHYTPHOIYXOJEBOE WM MECTHOE BBEICHHE).

Beenenune BKIIFOYAET CAMOCTOSITEJIbHOE BBEJEHIE H BBEAECHHE C ITOMOIIBIO Apyroro CY6’beKTa.

[0076] TepMUH «ambIOBAHT» OTHOCUTCS K OOHOMY WM OoJiee BelIeCTBaM, KOTOpPbIE
BBI3BIBAIOT CTUMYJISILIUIO UMMYHHOI CUCTEMBl. B TaHHOM KOHTEKCTEe aJlbIOBAHT IPUMEHSIETCS IS
YCUJICHHsT IMMYHHOTO OTBETa Ha OAMH WM OOjiee BaKI[MHAJIBHBIX AHTUTCHOB WJIM AHTHUTEI.
AZBIOBAHT MOJKHO BBOIOUTH CYOBEKTY /0, B KOMOMHALMM WJIM TOCJE BBEICHUS BAaKIIMHBL
IIpumepbl XUMHUYECKUX COENUHEHUHN, NPUMEHSEMBIX B KadeCTBE€ abIOBAHTOB, BKJIIOYAIOT
COEAMHEHUs] AJIOMHHHUS, MAacja, OJIOK-TIONMMEpPBI, CTHMYJIUPYIOIIHE HMMYHHYIO CHCTEMY
KOMILJIEKCBI, BUTAMHHBI 1 MUHEpaJIbl (HarpumMep, BUTaMuH E, BuTramuH A, ceneH 1 ButamuH B12),
Quil A (canoHHHBI), KOMIIOHEHTBI OOOJIOUKH OaKTepPUAbHON M TPUOKOBOM KJIETKH (HAmpumep,
JIMTIOTIONMCAXAPUIABI,  JIMIIONPOTEUHbl W TJIMKOMPOTEHMHBbI), TOPMOHBI, IUTOKUHBI U

KOCTUMYJIHPYOIIUe (PakTopsl.

[0077] ITpu nCNONIB30BAHNH B HACTOSIIEH 3asiBKE TEPMHH «aHTUTEJIO» B OOIIEM OTHOCHUTCS K
UMMYHOTJIOOYJIMHAM WJIH UMMY HOTJIOOYJIMH-TIOHOOHBIM MOJIEKYJIaM, BKJIFOUAsi, HAMPUMED, HO HE
orpaHuuMBasch ykazanHeiMy, IgA, IgD, IgE, IgG u IgM, nx koMOMHALIMHN U CXOHbIE MOJIEKYJIBL,

NPOAYyLUpPYEMbIe BO BpeMsi WMMYHHOIO OTBeTa y JHOOOrO TMO3BOHOYHOIO, HAmpUMeEp, VY
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MJIEKOITUTAIOLIETO, TAKOTO KaK YeJIOBEK, K032, KPOJIHK U MBILIb, a TAK)KE Y BU/IOB, HE SIBJISTFOLITUX CSI
MJIEKOTTUTAOLINMH, HAaNIPUMep, IMMYHOTJIOOYJINHBI aKyJiel. [Ipu ncnonp30BaHUM B HACTOSIIEH
3asBK€ «aHTUTENa» (BKJIOYAs WHTAKTHbIE HWMMYHOIJIOOYJHMHBI) M AHTUTE€H-CBSI3bIBAIOLINE
¢bparMeHTe» Crenu(pUYHO CBA3BIBAIOTCS C WHTEPECYIOMeH MOJEKyJod (Miu rpynmnoi
MHTEPECYIOINX MOJIEKYJI C BBICOKOH CTETMEHBIO MO00Ms) MO CYIIECTBY C OTCYAUM CBS3BIBAHHS C
APYTUMH MOJIEKyJIaMu (HarmpuMep, aHTUTeNaMH W (parMeHTaMu AHTHUTEJ, KOTOPbIE HMEIOT
KOHCTAHTY CBSI3bIBAHUS JIJIsI UHTEPECYIOIIEH MOJIEKYJIbI, MPEBBIIAIOINYIO 110 MEHbIIEH Mepe Ha
10° M'!, no menbeii mepe va 10* M™! unu no Menbineit mepe 10° M™' koHCTaHTy CBA3BIBAHHS TS
APYTUX MOJIEKYJ B OMOJIOTHUECKOM oOpasLie). TepMUH «aHTUTENIO» TaK)Ke BKIIIOYAET FeHETHYECKU
CKOHCTPYHMPOBaHHbIE (POPMBI, TaKHe Kak XHUMEpHble aHTUTeNa (Harmpumep, I'yMaHU3UPOBAHHBIE
MBILIUHBIC AHTUTEJNA), AHTUTEJIA-TETEPOKOHBIOTATHI (Takue Kak oucrnenuduynbie antutena). Cum.
takke Pierce Catalog and Handbook, 1994-1995 (Pierce Chemical Co., Poxdoppa, Unnuno¥iC. );
Kuby, J., Immunology, 3" Ed., W H. Freeman & Co., New York, 1997.

[0078] bosiee KOHKPETHO, AHTUTEJIO OTHOCUTCS K MOJUNENTUAHOMY JIMTAHNY, COEpPIKALIEMY
1o MeHbInel Mepe BapuabenHyr 00JacTh JIETKOH Lend UMMYHOINIOOYJMHA WU BapuabeTHyo
o0nacTh TSOKEJION Len UMMYHOIIIOOYJIMHA, KOTOpasi CIeU(HUYHO PACIO3HAET U CBSA3BIBACTCS C
SIHUTOIOM AaHTUIeHAa. AHTHUTENA COCTOST W3 TSDKENOW M JIETKOH LenH, Kakaas U3 KOTOPBIX
COZIEPIKUT BapuabeNbHYI0 00J1acTh, Ha3bIBAEMYIO BapraleIbHOM 001aCThIO Tsikenol tenu (Vu) u
BapuadesbHOM o0nacThio Jierkoit nenu (Vo). Bmecte obnacte Vu u obnacth Vi OTBEHaroT 3a
CBSI3bIBAHUE C AHTUTCHOM, pPACIO3HABAEMBIM aHTUTENOM. Kak mNpaBmiio, WUMMyHOTJIOOYJINH
cogepxxut Tspkenble (H) nenm un nerkue (L) wenu, cBsi3aHHBIE MEXKAY COOOH MUCYIbPUIHBIMU
cBs3sMu. CylIecTBYIOT JBa THIA JIETKUX IHened, jsimOna (A) u kamma (k). CymecTByer msTh
OCHOBHBIX KJIACCOB TSDKEJIBIX LIETel (MJIM W30THUIIOB), KOTOPBIE ONPENEsOT (PYHKIHMOHAIBHYIO
aKTUBHOCTb MoJiekysel anturena: IgM, IgD, 1gG, IgA u IgE. Kaxxnas Tsbkenas u jnerkas Lemnb
COZIEP’KUT KOHCTAHTHYIO OO0JNIAaCTh W BapuadeNbHYr0 o0iacTh (0ONACTH Takke W3BECTHBI Kak
«IOMeHbI»). B komOuHanmu BapuabenbHbIE OOJACTH TSDKENBIX M JIETKUX LENed Crenu(puaHo
CBSI3bIBAIOTCS C AHTHUIeHOM. BapuaOenbHble O00JAaCTH JIETKOM M TSDKEJIOW LIEMU COAepIKaT
«KapKacHYIO» 00JIacTh, KOTOpAast MPEPBIBAETCS TPEMS TUIIEPBAPHAOEIbHBIMU OOJIACTSIMH, TAK)Ke
HA3bIBAEMBIM «ONPEACISIOIIMMHA KOMIUIEMEHTApHOCTh obnactamuy, wi «CDR». Pasmepsr
kapkacHoil obmact u CDR Oputn onpenenensr (cm. Kabat ef al., Sequences of Proteins of
Immunological Interest, U.S. Department of Health m Human Services, 1991, koTopslii BKIIFOUEH
B HACTOSALIYIO 3asBKY IOCPEACTBOM CChUIKHM). basza manHbix Kabat celivac mopnepkuBaercs B
pexxume online. IlocnenoBaTtenbHOCTH KapKaCHBIX O0NACTEH PA3MUHBIX JIETKUX HIIH TSDKEJIBIX

LIeHefI SABJIAIOTCA OTHOCUTEJIbHO KOHCEPBATHBHBIMU B MPEACIax BUIOA. KapKaCHbIe obnactu
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AHTUTEJA, KOTOPBIE BKJIIOYAIOT KapKaCHbIE 00JaCTH, COCTABISIFOIIHE JIETKYIO U TSKEYIO LeNH, B
3HAYUTEIPHON CTETNeHH MPUHUMAIOT PB-Ckiiaauaryro koHdopmammo, a obmactu CDR obpasyror
METJI, KOTOPBIE COSNUHSIOTCS C -CKJIaI4aTol CTPYKTYPOM, a B HEKOTOPBIX CIydasix 00pasyroT
ee 4actb. Takum oOpa3oM, KapkacHble o0NacTé (PYHKIHOHUPYIOT B KadecTBe ckaddona,
KOTOPBII obecrieunBaeT pacronokeHne obmacreir CDR B npaBHIIbHONM OpHUEHTALUN C TTOMOIIBIO

BHYTPULECTIOYCYHBIX HCKOBAJICHTHBIX BSaHMOI[eI\/'ICTBI/II‘/'I.

[0079] Obnactn CDR rnaBHBIM 00pa3oM OTBEYAIOT 3a CBSI3BIBAHUE C SMUTOIOM aHTHUTCHA.
Obnactu CDR xaxpoid mnernm, kak mpasmio, HasbiBatorcs CDR1, CDR2 u CDR3, ¢
NOCJIEIOBATENbHON HyMepauuell, HauumHast ¢ N-KOHIA, M TaKXke, KaK IMPaBHJIO, BKIIOYAIOT
UeHTU(UKALIHIO TI0 LIeTH, B KOTOpoi pacroyiokena koHkpetHast CDR. Takum obpazom, CDR3
Vu pacronoxkeH B BapuaOeIbHOM JIOMEHE TSDKEJIOH Lernu AaHTUTeNa, B KOTOPOM OHa
obnapy:xusaercs, Torna kak CDR1 VL npencrasisier coboit CDR1 u3 BapuabenbHOro nomeHa
JIETKOM LieTM aHTHTeNa, B KOTOPOM OHAa OOHApY)KMBAeTCs. AHTUTENO, KOTOPOE CBS3BIBAETCS C
Oenxom A33, uMeer crielU(pUUHYIO MOCIEA0BATENbHOCTD 00nacTell Vu U VL u, TakuM 00pas3om,
cnietripuunbie nocneposarenbHocTH CDR. AHTHTENA ¢ pasaMyYHBIMU CeLU(PUIHOCTAMH (T.€.
pPa3NUYHBIMKM CalTaMM CBSI3bIBAHMS Ui PA3JIMYHbIX AHTUIEHOB) MMeIOT pasznuunbie CDR.
Hecmotpss Ha To uto mMeHHO oOmactu CDR BapbupyrOT MeXAy aHTHTEIaMH, TOJbKO
OTPAaHUYEHHOE YHCJIO AMHUHOKHUCJIOTHBIX TMOJIOKeHHH B mpemenax obmacreii CDR
HETIOCPEACTBEHHO BOBJICUEHBbI B CBS3bIBAHHE AHTHIEHA. YKa3aHHbBIE IMOJIOKEHHsI B Tpeaesax
obmacteit CDR Has3pIBalOTCS ONpenessIoIUMHE  CeUU(pUIHOCTE OocTaTkamu  (specificity
determining residues, SDR). TepMHH «KOMNO3MLIMM HAa OCHOBE HMMYHOTJIOOYJIMHOB» TpH
UCTIOJIb30BAHUH B HACTOSIIEH 3asBKE OTHOCHTCS K aHTUTENaM (BKJIIOYAsh MOHOKJIOHAJIbHBIE
aHTUTENA, TOJHKJIOHAJIbHBIE AHTUTENA, T'YMAHH3HUPOBAHHBIC AHTUTENA, XUMEPHbIE AHTHTEJA,
PEKOMOHMHAHTHBIE AHTHTENA, MyJIbTUCTIELIU(PUYHBIE aHTHTENA, OucnennUIHbIE AaHTUTENA U T.1.),
a Takke (parMeHTaM aHTHUTE]. AHTHTEJIO WJIM €ro aHTHIeH-CBS3BIBAIOIIUN (parMeHT

CHeLII/I(I)I/ILIHO CBA3BIBACTCA C aHTUI'CHOM.

[0080] Ilpu ucnonb30BaHUM B HACTOSINEH 3asiBKE TEPMHUH «OTHOCAIIUNCA K AHTUTEIAM
NOJIMIENTHY O3HA4aeT CBS3BIBAIOLIMECS C AaHTUTEHOM (PparMeHThl AaHTUTENa, BKIIOYAs
OITHOIIETIOYEeUHbIE AHTUTENA, KOTOPbIE MOTYT COIep:kaTh BapuabenbHyr oOyacth (00acTh)
OTAENbHO WM B KOMOHMHALIMK CO BCEMH FJIM YaCThIO CIIEAYIOIIUX 3JIEMEHTOB MOJMITCTITHIA!
mrapHupHas oonactb, nmomersl CHi, CH, u CH3 monekynbl aHTuTeNna. TeXHOJOTHS TakKike
BKJIFOUaeT JiroOble koMOuWHarmu BapuadenpHOUW oOnactu (oOrnacteil) W IIApHUPHOU 0OOJACTH,
nomenoB CHi, CH; u CH3. OtHocsiuecs K aHTUTEIaM MOJIEKYJIbI, IPUMEHUMBbIE B CIIOCO0ax

COIJIACHO HACTOSIIIEMY H30PETEHHIO, BKIIIOYAIOT, HO HE OIPAHNYMBAIOTCA yKka3aHHbIMH, Fab, Fab'
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u F(ab'),, Fd, onmnouemoueunnie Fv (scFv), opHOnemodeuyHble aHTHUTENA, CBSA3aHHBIC
mucynbhuaabiMu cBsi3siMu Fv (sdFv), u ¢pparmenTsr, conepskamue nomMeH Vi wim Vu. [lpumepst
BKIIOUaroT: (1) Fab-gparmenT, MoHOBaneHTHBIH pparmMeHT, cocTosmmii u3 1oMeHoB VL, Vi, CL u
CHi; (1) F(ab');-pparment, OusanenTHbiii (parment, conmepskamuii nsa Fab-¢parmenra,
CBSI3aHHBIX AUCYJIb(GUIHBIM MOCTUKOM B HIAPHUPHOM y4acTke; (1i1) Fd-¢pparment, cocrosmuii u3
nomenoB Vu u CHi; (iv) Fv-¢parment, cocrosmuii u3 1oMeHoB VL ¥ VH OJJHOTO IjIeua aHTUTENa,
(v) dAb-dbparment (Ward et al., Nature 341: 544-546, 1989), KoTOpbIii COCTOUT U3 JOMEHA VH; U
(Vi) BBIIEJIEHHYIO OIpenessouIy0 KoMmruieMeHTapHocTh obnact (CDR). B Bsizu ¢ 3TuM
«(parMeHTBl aHTUTENA» WM «AHTUTEH-CBA3BIBAIOLINE (PPArMEHTh» MOTYT COAEpKaTb 4acThb
NOJTHOPA3MEPHOT'O aHTHUTENA, B LIEJIOM, €TI0 aHTUT€H-CBSI3bIBAIOIIYIO TN BapHaOeIbHYyI0 001acTh.
IIpumMeps! parMeHTOB aHTUTEN WJIM aHTUTEH-CBS3bIBAIOLINX (pparmMeHToB BKmouaroT Fab, Fab',
F(ab')2 u Fv-pparmentsr; nuarena; nMMHeHHbIe aHTUTENA; OJHOLIENIOYEUHBIE MOJIEKYJIbl AHTUTEN U

MyJIbTHCTIELIM(UIHbIE aHTHTENa, 0Opa30BaHHbIE U3 (HPArMeHTOB AaHTUTEI.

[0081] Tepmun «Oucnenuduanoe antuTeno» mm «BsAby npu nucnonp3oBaHuy B HACTOSIIEH
3asBKE€ OTHOCHTCSI K aHTUTEIY, KOTOPOE MOJKET CBSI3bIBATHCS OTHOBPEMEHHO C JIBYMSI MUIIIEHSIMH,
KOTOpble HMMEIOT pa3JIMYHYK CTPYKTYpYy, HampuMep, IBYMsl pa3JIMYHbIMU aHTHUT€HAMH-
MUIIEHSIMH, JBYMsI Pa3JIMYHBIMH SMHUTOMAMU Ha OJAHOM AHTHIE€HE-MHUIIEHU WJIM TalNTeHOM U
AHTUTEHOM-MUIIEHBIO HWJIM SITUTONOM HAa aHTUTeHe-MHUIIeHH. MHOXKECTBO pa3HOOOpa3HbIX
CTPYKTYp OucneuduyuHbIX aHTUTEN U3BECTHO B JaHHOH 001acTi TexHUKU. COrIacHO HEKOTOPBIM
BapHAHTAM  pealu3aluyd  H300pETeHUs, KaKIbli  AHTUTE€H-CBSI3bIBAKOINUN  (parMeHT
Oucreun(pUIHOro aHTUTENNa COAEPKUT obnactu Vi w/uiau Vi, COrJIaCHO HEKOTOPHIM M3 TaKHX
BAPHAHTOB peau3anuu u3o0perenusi, odbgactu Vu w/wiau Vi mpenctaBisitoT coboli obnactw,
oOHapy:KHMBaeMble B KOHKPETHOM MOHOKJIOHAJIbHOM aHTHTese. COracHO HEKOTOPbIM BapHaHTaM
peanuzaiu U300peTeHus], OucrnennpUIHOE AHTUTENO CONEPIKHUT ABAa AHTUT€H-CBS3BIBAIOLINX
(dparmMeHTa, KaKObIH U3 KOTOPBIX COAEPKUT obmacth Vu w/wiu Vi U3 Pa3IuyHBIX
MOHOKJIOHAJIbHBIX aHTUTed. COrjlacHO HEKOTOpPhIM BapUaHTaM peau3alud  H300peTeHus,
Oucrneunu(puyHOe AHTUTENO COAEPKUT JIBA AHTUT€H-CBS3BIBAIOLINX (pparMenTa, rie OIUH U3 JIBYX
YKa3aHHBIX AHTHIEH-CBSI3bIBAIOINNX (PArMEHTOB COIEPIKUT MOJIEKYJYy HMMYHOIJIOOYJINHA,
UMEIOIIYI0 yuacTku Vu w/uim Vi, comepxkamue odnacti CDR 13 mepBOro MOHOKJIOHAJIBHOTO
aHTUTeNa, W JPYroil aHTHIeH-CBS3BIBAIOINUI (parMeHT CoOAep:KUT (parMeHT aHTUTeNa
(mampumep, Fab, F(ab'), F(ab"),, Fd, Fv, dAB, scFv u T.1.), conep>ammuii y4actku Vi w/wmm Vi,

kotopsle cogepxat obmactu CDR 13 BTOpOro MOHOKJIOHAJIBHOTO aHTUTEITA.

[0082] IIpu ucnonb30BaHUU B HACTOSINEH 3asiBKE «OOECTEUMBAIOIUN KJIMPEHC AareHT»

NpencTaBisieT CcOOOW  areHT, KOTOPBIH  CBS3BIBAETCS €  HM30BITOYHBIM  KOJUYECTBOM
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oncnennUIHOTO aHTUTENA, KOTOPOe MPHUCYTCTBYET B KPOBU CYOBEKTa, I OOeCIedeHUs
OBICTPOro MoUeHYHOro KinpeHca. [IpuMenenne o0ecreunBaroero KIMPEHC areHTa 10 BBEICHHUS
ranrreHa (Hampumep, DOTA) crnocoOCTByeT NOCTIIKEHHUIO JIYYIIEro OTHOIIEHUS YPOBEHb B
OnyxoJyiu:(pOHOBBI yYPOBEHb B CHCTEMax IMperapretHo paauonMmmyHorepanuu (I[TPUT).
[Tpumepsl oOecnieunBarOIUX KIUPEHC areHToB BKrodaroT koubstorat 500 k/la nexctpan-DOTA-
Bn(Y) (Orcutt et al., Mol Cancer Ther. 11(6): 1365-1372 (2012)), 500 x/la amuHOnIEKCTpaH-

DOTA, anturena npoTUB NPETAPreTHOrO aHTUTENA U T. 1.

[0083] IIpu ncnonp30BaHMU B HACTOSALLEH 3asiBKE TEPMHUH «KOHBIOTHPOBAHBI» OTHOCUTCS K
aCCOLMAIINU ABYX MOJIEKYJI C IMOMOILIBIO JIFOOOro crnoco0a, M3BECTHOrO CIELUAUCTY B JAHHOU
oOiactu TexHUkH. [Tomxonsimpe TUITBI aCCOLMALNHT BKIFOYAIOT XUMHUYECKHE CBA3H U (PU3HUECKUE
CBA3U. XMMHYECKHE CBSI3M BKJIIOYAIOT, HANPUMEP, KOBAJICHTHbIE CBSI3M U KOOPAMHALMOHHBIE
cBsi3u. @Dusnueckue CBSI3W BKIIOYAIOT, HAMpPUMEpP, BOJOPOIHBIE CBS3H, OHUIOJSIPHBIE
B3aMMOJICUCTBUS, BaH-nep-BaadbCOBBI  CUJIBI,  3JIEKTPOCTATUYECKUE  B3aUMOJEHMCTBUS,

ruapodoOHbIE B3aUMOAECHCTBHS U ApPOMATUUECKUI CTIKUHT.

[0084] IIpy ncnonb30BaHUU B HACTOALIEH 3asiBK€ TEPMHUH «HUATENa» OTHOCUTCS K MajbIM
¢dparmMeHnTam aHTHUTENAa C JBYMS AHTUIEH-CBSI3bIBAIOINMMH CaWTaMH, KOTOpbIE COAEpKar
BapuabenbHbI JOMeH Tsokenon 1enu (Vu), COSAMHEHHbIH ¢ BapuaOeIbHbIM JOMEHOM JIETKOH
uer (VL) B To¥ ke nmonunentuaHon uenu (Vi Vi) [IpuMeHeHne TuHKepa, CIUIIKOM KOPOTKOTO
IUIs. BO3MOYKHOCTH CIIAPUBAHUS MEXAY ABYMsI IOMEHAMH Ha OJHOM LIeINH, BBIHYXKIAeT TOMEHbI
CHapUBATBCSA C KOMIUIEMEHTAPHBIMU JOMEHAMHU APYro LeMd U OOpa3OBbIBATH JBA AHTUTEH-
CBsI3bIBAIOLIMX caiita. Jlnarena omucanbl 6osee moapoOHO, HATPUMED, B €BPOMEHCKOM MaTeHTE
EP 404 097; nyOnukauun mexxayHaponnoi 3assku WO 93/11161; u 30 Hollinger ef al., Proc.
Natl. Acad. Sci. USA, 90: 6444-6448 (1993).

[0085] Ilpu ucronb30BaHMU B HACTOSILEH 3asiBKE TEPMHHBI «OAHOLIETIOYEYHBIE AHTUTEIA»
WK «OJHOIerIoueuHbIi Fv (SCFV)» OTHOCSTCS K MOJIeKyJIe CIUsIHUS IBYX A1oMeHOB Fv (hparmenTa
antutena, VL u Vu. OnHolenodyeyHble MOJIEKYJbl aHTHUTENa MOTYT COJEpKaTh MOJUMeEp U3
HECKOJIBKUX OTAEJBHBIX MOJIEKYJ, HAlpUMep, MPEACTaBIATh COOOH TuMep, TpUMEp W Ipyrue
nojumMepsl. bonee Toro, HecMOTps Ha TO, UTO Ba NoMeHa (pparmenTta Fy —VL u Vi — kogupyroTcst
OTAENbHBIMH TE€HAMH, UX MOJKHO COEIUHSTH C MPUMEHEHHEM PEKOMOMHAHTHBIX METOMOB C
NIOMOIIBI0 CHHTETHYECKOrO JINHKEPA, KOTOPbIH OOecrevYnBaeT MX IOJNyYeHHe B BUIE OIHOHN
OenkoBOH 1enw, B KOTOpol obmactu VL u VH COENMHSIOTCS ¢ 00pa30oBaHHEM MOHOBAJIEHTHOU
MOJIEKYJIbI (M3BECTHOM Kak omgHouenodyeuHsld Fy (scFy)). Bird ef al. (1988) Science 242:423-426,

u Huston ef al. (1988) Proc. Natl. Acad Sci. USA 85:5879-5883. Takme omgHOLENOYEUHBIE
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AHTUTECJIA MOTYT OBITb MOJIY4CHbI C TOMOLIBIO peKOM6I/IHaHTHI:>IX METOAOB UJIH (I)epMeHTaTI/IBHOFO

WM XUMHUYCCKOTO PACIICIINICHU S MHTAKTHBIX aHTUTEL.

[0086] JIroOoif M3 yKa3aHHBIX BbIE (PPArMEHTOB AHTUTENA IOJYYAIOT C NMPUMEHEHHEM
CTaHIAPTHBIX METOJOB, M3BECTHBIX CIIELUAINCTY B JAHHOW OOJIACTH TEXHUKH, U yKa3aHHbIE
(parMeHThl MOIBEPrar0T TAKOMY JK€ CKPUHUHIY, KaK M WHTAKTHBIE AHTUTENA, HA TIPEAMET

CHeL[I/I(I)I/ILIHOCTI/I CBA3bIBAHUA U HeﬁTpaHHSaHHH AKTUBHOCTH.

[0087] IIpu ncnonb30BaHNY B HACTOSALLEH 3as1BKE TEPMHUH «aHTUT€H» OTHOCHUTCS] K MOJIEKYJIE,
C KOTOPOH aHTHUTENIO (ero aHTUT€H-CBSA3BIBAIOINNN (PPAarMEHT) MOXKET CEJIEKTHBHO CBS3BIBATHCS.
AHTUTEH-MHUIIEHb MOXET MPEICTAaBIIATh COOOM OeJIOK, YIJIeBO, HyKJIEHHOBYIO KUCJIOTY, JIUIH,
ranted WM Apyroe MNPUPOJHOE WIM CHHTETHUeCKoe coeanHeHue. COrjlaCHO HEKOTOPbIM
BapUAHTAM pealu3alud U300pPETeHUs, AHTHICH-MHUIIEHb MOXET MPEACTABISTh COOOM
nojiunentun (Hanpumep, nonunentua A33). AHTUTEH Takke€ MOXKHO BBOAUTDH JKUBOTHOMY JUJISI

UHAYKLUUN Y HErO HMMYHHOIO OTBETA.

[0088] TepMUH  «aHTHIeH-CBSI3BIBAIOINUIT  (parMEHT»  OTHOCUTCA K  (parMeHty
HIOJIHOPAa3MEPHOH CTPYKTYPBl MMMYHOIJIOOYJIMHA, KOTOPBIH CONEPXKHUT YacTh IOJUNENTHIA,
OTBETCTBEHHYIO 34 CBSI3bIBAHHE C aHTUTCHOM. [IprMephl aHTUT€H-CBSI3BIBAIOLINX (PPArMEHTOB,
MPUMEHUMBIX B TEXHOJIOTMM COTJIACHO HACTOSIIEMY H300peTeHHio, BKIIOYAKT SCFv, (scFv)y,

scFvFc, Fab, Fab' u F(ab'),, HO He OorpaHMYHBaOTCS YKa3aHHBIMH.

[0089] «A(MGUHHOCTD  CBS3BIBAHHS»  O3Ha4YaeT OOy  CWIy  HEKOBAJEHTHBIX
B3aUMOJICHICTBUI MEXAY OJHHMM CAWTOM CBSI3bIBAHUS MOJIEKYJbl (HAmpUMep, aHTHTENA) U €ro
NAPTHEPOM CBSI3bIBAHUS (HaNPpUMeEp, AaHTHICHOM WJIM AHTUTCHHBbIM nentuaom). AdGuHHOCTD
MOJIEKyJIbl X B OTHOIIEHUH €€ MapTHepa Y MOXKET B LEJOM OBITh MPENCTaBlieHa KOHCTAHTON
nucconuaiuu (Kp). AGGHUHHOCTP MOKHO H3MEPUTh C IMOMOINBI0 CTAHJAPTHBIX METOMOB,
U3BECTHBIX B JAHHOH OOJIACTH TEXHWKH, BKIFOYAas METOMBI, OMHCAHHBIE B HACTOSINEH 3asiBKE.
Kommuieke ¢ HU3KOH a(PUHHOCTBIO CONEPIKUT aHTHTENIO, KOTOPOE B LEJIOM UMEET TCHIASHIIHIO
JIETKO AMCCOLMHUPOBATh OT AHTUTEHA, TOrNA KaK BBICOKOA(Q(UHHBI KOMIUIEKC CONEPIKUT
AHTUTEJIO, KOTOPOE B LIEJIOM UMEET TeHACHLIUIO OCTABATHCS CBS3AHHBIM C AHTHI€HOM B TCUEHHE

Ooutee MPOAOJIZKUTEIIBHOTO BPEMEHU.

[0090] IIpyn WCTHONB30BaHMHM B HACTOSIIEH 3asBKE TEPMHH «OHONOrHYecKuil obOpaszery
O3HayaeT Marepuaj odpasia, MPONUCXOISAIININ U3 KHUBBIX KJIETOK. bronorndecknue oOpasibl MOTYT
BKJIFOYATh TKAHH, KIJIETKH, OEJKOBbIE MJIM MEMOpaHHBIE 3KCTPAKThI KJIETOK U OHOIOTHYECKHE
KUIKOCTH (HampuMep, AaCUHUTHYK0 JKMAKOCTb WIJIM CIHHHHOMO3TOBYIO KuakocTh (CMIK)),

BBIACJICHHBIC U3 OpraHu3Ma CY6"beKTa, a4 TaAKXKE TKAaHU, KJIICTKU U KUAKOCTHU, IPUCYTCTBYOIIUE Y
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cyObekta. buonormueckne oOpasmbl COTrJIACHO TEXHOJOTHMHM IO HACTOSIIEMY H300pPETEHHIO
BKJIFOYAKOT, HO HE OrpaHUYHBAOTCA YKA3aHHBIMU, O6paSLIbI, B3SIThIE U3 TKAHU MOJIOYHOM JKEJIC3bI,
TKaHHU TIIOYCK, IIeHKHN MAaTKHW, SHAOMETPHUA, TOJIOBbI WKW MICH, XKCJIIYHOIO MY3bIPsA, TKAHU
OKOJIOYIIHOM >KeJie3bl, MPENCTATebHON JKele3bl, MO3ra, TUmodu3a, TKAaHH IMOYEK, MBILILBL,
NMUIIEeBoaa, >KEJIyaKa, TOHKOH KHUIIIKH, TOJICTOH KHUIIKH, NCYCHU, CCIIC3CHKU, HOI[}KGJ'IYI[OLIHOI\/'I
JKEJIE3bI, TKAHU LHHTOBHHHOﬁ JKEJIE3bI, TKAHU CEPALIA, TKAHU JICTKOT'O, MOYE€BOI'O ITY3bIPH, }KHpOBOﬁ
TKaHH, TKaHH .]'II/IM(baTI/ILIeCKOFO y3Jia, MaTKH, TKAaHHU SAWYHHUKA, TKAHU HAANOYCUHHUKOB, TKaHU
CEMEHHUKA, MUHJAJINH, TUMYCa, KPOBH, BOJIOC, PTa, KOXKU, CBIBOPOTKH, muasmbl, CMOK, cnepmbl,
CeKpeTa TMpPEeNCTaTeNIbHON KeNie3bl, CEeMEHHOW >KUAKOCTH, MOuH, (heKajHil, IOTa, CIIOHBI
MOKPOTBI, CJIU3U, KOCTHOTO MO3Ta, JTUM(BI U CIIe3HON KuAKOCTH. bruonmorndyeckue oOpasibl TakxKe
MOryT OBITh NOJy4YE€Hbl M3 MaTepuasa OMONCHM BHYTPEHHMX OpPTaHOB WJIH OIyXOJH.
buonornyeckue oOpasibpl MOTyT ObITH IOJYYEHbl OT CYOBEKTOB MJIsI JUArHOCTHKH WU
UCCJICZIOBAHMS WM MOTYT OBITh MOJIyY€HBI OT HE CTPANAIOIUX 3a00JieBaHUEM CYyOBEKTOB IS
NPUMEHEHHs] B KAYeCTBE KOHTPOJIEH MM JIs PyHAAMEHTaNbHBIX UcciaenoBanuid. OOpasubl MOTyT
OBbITb MOJIy4EHBI C MOMOIIBIO CTAHAAPTHBIX METOAOB, BKJIIOYAs, HANPUMEP, BEHENMYHKIIHIO H
xupyprudeckyro Ouomncuo. CoriacHo KOHKDETHBIM BapHaHTaM pean3alid H300peTeHws,
Ouonorndeckuii obOpaszel mpeAcTaBisieT coOol oOpasel TKAHH MOJIOYHOM »KeNe3bl, JIETKOTo,

TOJICTOHM KUIIKH MK TIPEACTATEIbHOM JKEJIe3bl, MOJyYEHHbIH C TOMOIIBIO MyHKLIUOHHON OMOTICHH.

[0091] IIpu ucnonp30BaHUU B HACTOSIILEH 3asiBK€ TEPMHUH «aHTUTeNO ¢ nmpuBuTbiMH CDR»
O3Ha4YaeT aHTHTEJIO, B KOTOPOM MO MeHblei mepe ogqHa CDR-o0macTh aHTHTEIA-«aKLIETTOPa»
3amemena Ha CDR-«TpancriaHTaTy U3 aHTUTENA-KIOHOPa», OOJNAmarolIero xejxaeMon

AHTUTE€HHOW CIIeU(pUIHOCTHIO.

[0092] IIpu ucnonap30BaHUU B HACTOALLEH 3asBKE€ TEPMHUH «XHUMEPHOE AHTUTEJIO» O3HAYAET
aHTUTENIO, B KOTOPOM KOHCTaHTHast 00nacTh FC MOHOKJIOHAJBHOTO aHTUTENIAa M3 OJHOTO BUIA
(HampuMep, KOHCTaHTHas1 00sacTh Fc MbIIN) 3amereHa Ha KOHCTaHTHYIO oOnacth Fe u3 anTtuTena
apyroro Buaa (HampuMep, KOHCTAHTHYKO 0o0nacTh FC uesoBeka) ¢ MpUMEHEHHEM TEeXHOJIOTUMN
pexomOunanTHON JIHK. Cwm., B menmom, Robinson ef al., MeXayHapOAHYIO 3asBKY Ha MATEHT
PCT/US86/02269; Akira ef al., 3asiBky Ha eBpomneiickuii mareHT 184,187, Taniguchi, 3asBky Ha
eBpornetickuii mareHt 171,496, Morrison ef al., 3asBKy Ha eBpomneickuii mateHt 173,494;
Neuberger ef al., mybnukamnuo MexnyHaponHoi nateHTHOH 3assBku WO 86/01533; Cabilly ef al.
namenm CILIA Ne 4,816,567, Cabilly ef al., 3asBky Ha eBpomneiickuii mateHT 0125,023; Better ef
al., Science 240: 1041-1043, 1988; Liu et al., Proc. Natl. Acad. Sci. USA 84: 3439-3443, 1987,
Liu et al., J. Immunol 139: 3521-3526, 1987, Sun et al., Proc. Natl. Acad. Sci. USA 84: 214-218,
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1987; Nishimura ef al., Cancer Res 47: 999-1005, 1987; Wood et al., Nature 314: 446-449, 1885;
u Shaw et al., J. Natl. Cancer Inst. 80: 1553-1559, 1988.

[0093] IIpn ucnonp30BaHMU B HACTOSLIEH 3asiBKE TEPMUH «KOHCEHCYCHbIM FR» o3nauaer
kapkacHblii yuacTok (FR) aHTHTENna B KOHCEHCYCHOH MOCIENOBATENbHOCTH HMMYHOIJIOOYJIMHA.

FR-y4acTku aHTHUTENIa HE KOHTAKTUPYIOT C AaHTUT€HOM.

[0094] IIpu wCHONB30BAaHMM B HACTOSIIIEH 3asiBKE «KOHTPOJbY MPENCTaBIsieT COOOMU
aJbTePHATUBHBIN 00pasell, UCIONb3YEeMbIi B SKCIIEPUMEHTE Uil CpaBHEHUs. KOHTpOJIb MOXKeT
OBITh «IOJIOKUTEIBHBIMY WM «OTPULIATEIbHBIMY. Hampumep, korma IeNbl0 3KCIEPUMEHTa
SIBJIIETCSL onpexaesieHne Koppensunu 3p¢GEeKTHBHOCTH TEPANeBTUYECKOrO0 areHTa IMpH JICYCHUH
KOHKPETHOTO TUIa 3a00JieBaHMs], KaK IPaBWJIO, HCIOJIB3YETCsl MOJIOKUTENbHBIA KOHTPOJIb
(coennHEeHNE WM KOMITO3UIMS, KOTOPasi, KaK U3BECTHO, MPOSIBIISET JKEJIAaeMbIi TEPANIeBTUYECKUI
3¢ }eKT) U OTpULIATENbHBIN KOHTPOJb (CyObEKT uim oOpasel], KOTOPBI He MOJydaeT Teparuio

WIH NOJIy4aeT miaredo).

[0095] IIpy uCHONBb30BAaHUM B HACTOSIIEH 3asBKe TEPMHH «3(PPEKTUBHOE KOJHUYECTBOY
OTHOCHTCS K KOJIMYECTBY, JOCTATOYHOMY JUISI JOCTHIKEHUS JKEJIAeMOro TePaeBTHIECKOrO W/HIH
npo¢unakTuaeckoro 3¢gdexra, HaIpUMep, KOJINUECTBY, KOTOPOE IMPUBOAMT K MPEIOTBPALLEHHIO
WK OCJIa0neHuio 3a00IeBaHUsT MITH COCTOSIHHSI, OIMCAHHOTO B HACTOSIIIEH 3asBKE, HJIH OTHOTO
win Oojnee MPU3HAKOB WM CHUMITOMOB, CBSI3AHHBIX C 3a00JIEBAaHUEM WJIM COCTOSTHHEM,
ONMHUCAHHBIM B HACTOsIIIEH 3asBKe. B KOHTEKCTE TepameBTUYECKOrO WM MPOQUIAKTHYECKOTO
NPUMEHEHUST KOJTMUECTBO KOMITO3ULIMH, BBOIUMOH CyOBEKTY, OyIeT BAPbHPOBATDH B 3aBHCUMOCTH
OT COCTaBa, CTETMEHU, THIA U TSDKECTH 3a00JIEBAHUS U OT XapPAaKTEPUCTHK CYOBEKTa, TAKHX Kak
o0Iee COCTOSIHME 3IOPOBbs, BO3PACT, IOJI, Macca Teja M MEePEHOCUMOCTh JIEKaPCTBEHHBIX
cpeacts. CrienuaiancT B JaHHOH 0OJACTH TEXHHKH CMOJKET ONPENEeIHTh MOAXOISAIINE O3Bl B
3aBHCUMOCTH OT YKa3aHHbIX W JApyrux (akropoB. Kommosuium Taxke MOXXHO BBOJAHTDH B
KOMOMHAIIMM C OJHUM WM Oojiee JOMOJHUTENBbHBIMH TEPANIeBTHUECKUMH COEIUHEHHSIMH.
CornacHo criocobaM, OMMCAaHHBIM B HACTOSIIIEH 3asBKE, TEPANEBTHUECKYI0 KOMITO3ULIHIO MOYKHO
BBOJIUTH CYOBEKTY, UMEIOLIEMY OJMH MM OoJiee MPHU3HAKOB WJIM CUMIITOMOB 3a00JIEBaHUS WU
COCTOSIHMsI, ONMCAHHOIO B HAcCTosIel 3asBke. IIpm MCrnonp30BaHMM B HACTOSILEH 3asBKE
«reparneBTu4ecKH 3()(HEKTUBHOE KOJIUYECTBO» KOMITO3ULIMH OTHOCUTCS] K YPOBHIO KOMITO3ULIUH,
npu KOTopoM (usnosnorndeckue >¢P¢ekTol 3a00eBaHUsI WM COCTOSIHUS OCJAOINSIOTCS WIIH
ycrpasstores. TepaneBTHUecKd 3PPEKTHBHOE KOJIHMYECTBO MOKET BOIUTHCS 332 OHO WM Oolee

BBEIEHUI.

[0096] IIpu ucronb30BaHUM B HACTOSIIIEN 3asiBKe TePMUH «3((HEeKTOpHAs KJIETKa» O3HAYaeT

KJIETKY IMMYHHOUM CHCTEMBI, KOTOpasi BOBJIe4eHa B 3P eKkTOpHYIO (pa3y MMMyHHOIO OTBETa, B
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OTIMYHE OT KOTHUTUBHOW (pa3el M (pa3bl akTHBALMKM MMMYHHOTO OTBeTa. [IpuMepnl KieTok
UMMYHHOH CHCTEMBI BKJIIOYAIOT KJIETKH MHEJIOMJHOTO WM JMM(OUIHOTO IMPOUCXOKICHHS,
Hanpumep, TuMdouuTs! (Hapumep, B-kiaetku u T-kieTky, BKIIIOYas UTONUTHYECKHE T-KIETKH
(CTL)), xneTku-KuJuiepbl, TPUPOAHbIE KIETKH-KUJUIEPBL, MaKkpodaru, MOHOLIUTHI, S03HHO(HIEL,
HelTpoduibl, nonmuMopQosiepHble KIETKH, TIPAaHYJIOLUTHI, TYYHbIE KIETKH H 0a30(uibL
OddexTopHble KIETKH JKCIpecCHpYOT crenududHble Fc-penentopbl MW OCYIIECTBISIFOT
cneunduyHble MUMMYHHbIE (QyHKIUH. DQQPeKTopHas KIETKa MOXET BBI3bIBATH AHTHUTEINO-
3aBHCHMYIO OIIOCPENOBAHHYIO KJIETKaMU LUTOTOKCHMYHOCTH (Antibody dependent cellular
cytotoxity, ADCC), kak, Hanipumep, HelTpodui, criocoOHsri nanynuposars ADCC. Hampumep,
MOHOLUTHI, Makpodaru, HeUTpouibl, 303UNHOPUIBI U JTUMPOLUTEI, KOTOPBIE SKCIIPECCUPYIOT
FcoR, BoOBneueHbl B crenu(puyHOE YHUYTOXKEHHE KIIETOK-MHUIIEHEH M IPe3eHTHPOBAHUE
AHTUT€HOB JPYrUM KOMIIOHEHTaM HMMYHHOW CHCTEMbl WIJIM CBS3bIBAHHE C KJIIETKaMH,

NPE3eHTUPYIOIUMHU aHTUTEHBI.

[0097] IIpu uCTONB30BAaHMU B HACTOSIIIEH 3asBKE TEPMHH «3IMUTOM» O3HAYAaeT OENKOBYIO
IETEPMHUHAHTY, CIIOCOOHYIO CIEU(UYHO CBSI3BIBATHCS C AHTUTEJIOM. DIUTOMBI OOBIYHO COCTOSIT
U3 XUMHUYECKH AKTUBHBIX MOBEPXHOCTHBIX TPYNI MOJEKYJ, TAKUX KAaK aMHHOKUCJIOTHI WU
caxapHble OOKOBbIe LeNH, U OOBIYHO HMEIT Creuu(pUYecKre XapPaKTEPUCTHKH TPEXMEpPHOU
CTPYKTYpBL, a Takxke Crheuupuvyeckue XapakTepucTuku 3apsina. KoHpOpMalMOHHBIN U
HEKOH(OPMALIMOHHBIE SMUTOIBl PA3JIUYAOTCS TEM, YTO CBSA3BIBAHHE C KOH()POPMALMOHHBIMU
SMUTONAMH, B OTJHYME OT HEKOH(OPMALMOHHBIX SIUTOIOB, YCTPAHAETCS B MPUCYTCTBUH
IeHaTypHUpyomux pactsoputeneii. CorlacHO HEKOTOPBIM BapUaHTAM peaji3aliy U300peTeH s,
«anurom» Oenka A33 npexacrapisieT codoi o0nacTh OeNika, ¢ KOTOPOH CreU(pUIHO CBSI3BIBAIOTCS
aHTuTeNna NpoTHB A33 COMIACHO TEXHOJOTHMHM IO HacTosmeMmy u3o0pereHnoo. CoriacHo
HEKOTOPHIM  BapHaHTaM  peajlu3alud  HM300pPETEeHHUs, SIHTON  MPEACTaBisieT  coOoH
KOH(OPMALMOHHBINA 3MUTOMN. J{JIs1 CKPUHHMHTA aHTHTEN MPOTHB A33, KOTOpbIE CBSI3bIBAIOTCS C
SMUTOMNOM, MOKHO TPOBOJAUTD CTAHAAPTHBIN AHAJIN3 MEPEKPECTHOTO OJIOKUPOBAHUS, TAKOW KaK
aHaJu3, OMHCAaHHBIA B ucTouyHUKe: Antibodies, A Laboratory Manual, Cold Spring Harbor
Laboratory, Ed Harlow and David Lane (1988). Yka3aHHbII aHaIH3 MOKHO HCIOJIb30BAThH IS
oTpefesieHus] TOrO, CBA3bIBAETCS JIM AHTUTENO NPOTUB A33 ¢ TeM e CaliTOM WU 3MIUTOIOM, YTO
U aHTUTENO MpoTHB A33 COMIacCHO TEXHOJIOTMH MO HacTosmeMmy uzobpereHuto. B kadectse
aNbTePHATUBBI WU AOMOJHUTENBHO, KAPTUPOBAHHE SMUTOMNA MOKHO OCYIIECTBIISITh C TOMOLIBIO
METOZIOB, U3BECTHBIX B JIAHHOW OONAcTH TeXHUKH. Hampumep, mocinenoBaTenbHOCTh aHTHTENA
MOXeT OBITh TIOABEpXKEHAa MyTareHe3dy, TaKOMy Kak CKaHHPOBaHHE aJJAaHWHOM, JJIS

I/II[eHTI/I(I)I/IKaLII/II/I KOHTaKTHBIX OCTaTKOB. B Pa3IUIHbIX criocobax nenTruabl, COOTBETCTBYIOLIIUEC
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pa3nmu4HbIM obnactsM Oenka A33, MOXHO HCHOJNB30BaTh B KOHKYPEHTHBIX aHAJIN3aX C
UCCJIeyEMbIMU aHTUTEJIAMU WJI UCCIIEAYEMBbIM AHTUTEJIOM U AHTUTEJIOM C OXapaKTEPU30BAHHBIM

WJIN U3BECTHBIM 3IIUTOIIOM.

[0098] IIpu ncnonb30BaHUM B HACTOSLIEH 3asBKE€ TEPMUH «IKCIPECCHsD» BKIKOYAET OAWH WU
OoJjiee U3 CIENYIOMINX MPOIECCOB: TpaHCKpunuus reHa B MPHK-nipeninecTBeHHUK, CIUTAMCHHT U
apyroii nponeccunr MPHK-npenmectsennnka ¢ nonydenuem 3pesnoii MPHK; crabunmsanus
MPHK; tpancmsnus 3penoit MPHK B Oenok (BKirOUast HCIOMb30BaHUE KOIOHOB M JOCTYITHOCTh
TPHK); u, mpu HeoOXoauMOCTH, TIMKO3WIMPOBAHUE W/WIIA JIPyrHe MOIU(HUKAIMU MPOAYKTa

TPAHCJALMU IS HAJUIeXKaled SKCIIPecCHH U (PYHKLIMOHUPOBAHUSI.

[0099] IIpu ncnonb30BaHUM B HACTOSIUEU 3asiBKE TEPMUH «reH» o3Hayaer cermeHT [IHK,
KOTOpBII COAEPKUT BCKHO HMHPOPMALMIO sl peryaupyeMoro OuocuHTe3a mnpoaykra PHK,
BKJIFOYAsi MPOMOTOPBI, SK30HBbI, MHTPOHbI M JPyrHe HETPaHCIUpyeMble OOJNACTH, KOTOpbIE

KOHTPOJIPYIOT SKCIIPECCHIO.

[00100] «[omomorus» MM «UAEHTHYHOCTHY WM «MOA00ME» OTHOCUTCS K MOAOOHIO MO
MOCJIEIOBATEILHOCTU MEXKAY ABYMs MENTUIAMH WM MEXKAY ABYMsI MOJIEKYJaMH HYKJIEMHOBBIX
KUCJOT. [ OMOJIOTHI0O MOXHO ONpEeNeNuTh MyTeM CPaBHEHHUS IOJIOKEHHUS B  KaXaoH
MOCJIeIOBATEILHOCTH, KOTOPbIe MOTYT ObITh BBIPOBHEHBI JJisi cpaBHeHUsi. Korma monoskeHue B
CPaBHUBAEMOH MOCIENOBATEIPHOCTH 3aHITO TE€M K€ OCHOBAHMEM MJIM aMHHOKHCIIOTOH, TOrna
MOJIEKYJIbl SIBJIIIOTCSI TOMOJIOTMYHBIMH B 3TOM TMOJiokeHHH. CTEeneHb TOMOJIOTMH MEXKAY
NOCJIEIOBATEIbHOCTSMH  TIPEACTABIsIET CO0OM (DYHKIMIO KOJIMYECTBA COBMANAIOLIMX WU
TOMOJIOTHYHBIX TOJIOXKEHUH, OOIMX ISl ocienoBaTeibHocTel. To, YTO MONMHYKJIEOTUA WU
00J1aCTh MOJUHYKJICOTH A (FUTH MOJUIENTHA I 00JIaCTh MOJUNENTHIA) UMEET OMpPEIeSICHHYIO
NPOLIEHTHYK «HIEHTHYHOCTh MO TIOCJIEAOBATENIBHOCTHY C JPYrOW IOCJIEAOBATENIbHOCTHIO
(Hampumep, Mo MeHbInel Mepe Ha 60%, 65%, 70%, 75%, 80%, 85%, 90%, 95%, 98% wumm 99%)
O3HA4aeT, YTO MPH BbIPABHUBAHUH YKA3aHHBII MPOLIEHT OCHOBAHUH (MM AMUHOKHCIIOT) SIBJISIETCS
OMHAKOBBIM TP CPAaBHEHUHW JBYX IIOCJIEAOBATENIbHOCTEH. YKa3aHHOE BBIPABHHBAHHUE U
NPOLIEHTHYK T'OMOJIOTHIO WJIM HWACHTUYHOCTb IO IOCJIEAOBATENIBHOCTH MOYHO OIPENEIHUTh C
NPUMEHEHHEM TIPOTPaMM, HM3BECTHBIX B JaHHOW oOnactu TexHUKH. COrjacHO HEKOTOPBIM
BapUAHTAM pealu3aluil H300pETeHHs], Ui BBIPABHUBAHUS NPUMEHSIOTCS IMapaMeTpbl IO
ymodanno. OnHa U3 mporpaMM BbIpaBHHUBaHUS npenctasisier codoit BLAST, ucnonb3yrommast
nmapameTpsl 1Mo yMON4YaHHIO. B uactHOCTH, mporpammbel mpencraBisitor coboii BLASTN u
BLASTP ¢ mpumeHeHueM cienyrmux mnapameTpoB nmo ymomuanuro: Genetic code=standart;
filter=none; strand=both; cutoff=60; expect=10; Matrix=BLOSUM®62; Descriptions=50
sequenses; sort by = HIGH SCORE; Data bases=non-redundant,
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GenBank+EMBL+DDBJ+PDB+GenBank  CDS  translations+Swissbenok+SPupdate+PIR.
Jletanu yka3aHHBIX MPOTPaMM MOXXHO HaWTH B HammoHanbHOM IeHTpe OMOTEXHOJOTHYECKOU
uadopmaunu (National Center for Biotechnology Information). bruonoruueckn 5KBHBaJ€HTHBIE
NOJMHYKJICOTHABl TMPENCTaBIIIOT COOOH  MONMHYKJICOTHABL, HMMEIOLINE OIpPEIeSICHHYIO
NPOLIEHTHYIO FOMOJIOTHIO U KOAUPYIOLIHE TTOJUIIENTHBI, UMEIOINE OJUHAKOBYIO WIIM CXOIHYIO
OMONIOTMYECKYIO aKTUBHOCTB. JIBE MOCIENOBATENbHOCTH CUHTAIOTCS «HEPOACTBEHHBIMUY HIIU

«HETOMOJIOTUUHBIMIY», €CJIM OHU UEHTUYHBI APYT Apyry MeHee yeM Ha 40% uiu MeHee 4eM Ha

25%.

[00101] TIIpum wucnonp30BaHMM B HACTOSIIEH 3asBKE «TYMAaHU3UPOBaHHbBIE»  (OPMBI
HEUeJIOBeUeCKNX (HarnpuMep, MBIIIUHBIX) aHTUTEN MPEACTABIAIT COOONH XUMEpHbIE aHTHUTEJA,
KOTOpbIE COAEPKAT MUHUMAJIBHYIO ITOCJIE0BATENbHOCTD, IPOUCXOAIIYIO U3 UMMYHOIIJIOOYINHA
HEYeJIOBEYeCKOro mnpoucxoxaeHus. Ilo Oomblield YacTH T'yMaHU3UPOBAHHBIE AHTUTENA
NPEACTAaBISIIOT  COOOM  YeloBeuecKWe  WUMMYHOIJIOOYJHMHBI, B KOTOPbIX  OCTaTKH
runepBapuadebHON 00JIACTH aHTUTEN-AKLENTOPa» 3aMEHEHbl Ha OCTATKH TUIepBapHabebHOM
o0acTu aHTHTENa W3 BUAA, HE MPENCTABIIIOMIEro co00i YeaoBeka (Takoro Kak MbIIIb, KPbICa,
KPOJIMK WJIM He TPeACTABISIIOmUNA coOOil dYenoBeka MNpHUMAT), MMEIOIEro JKeJIaeMyIo
cneunpuIHOCTh, aPPUHHOCT U EMKOCTh (aHTUTENa-«IOoHOpa»). COrjiacHO HEKOTOPBIM
BapUAHTAM peanu3auuu u3o0peTeHusi, ocratku kapkacHou obmactu (FR) Fv uenosedeckoro
UMMYHOTJIOOYJIMHA ~ 3aMEHEHbI COOTBETCTBYIOIIUMU OCTaTKaMH HEYeJIOBEUeCKOro
npoucxoxaeHus. bonee Toro, ryMaHU3UpOBaHHBIE AHTUTEJIA MOTYT COAEPIKATh OCTATKH, KOTOPBIE
He OOHAPYKMBAIOTCS B AHTHUTEJIE-AKLIETITOPE» WM aHTUTeNe-«IoHopey». Takue momudukanmnu
CO3JIAIOT AJISI JOTIOJIHUTENBHOTO YJIYYIICHUS] XapaKTEePUCTHK AaHTHUTEN, TaKuX Kak adPuHHOCTH
CBSI3bIBAHUSA. B 11€710M, r'yMaHU3UPOBAHHOE AHTUTENO COAEPKUT MPAKTHUECKH BCE U3 M0 MEHbLIEH
Mepe OJHOTO, KaK MPaBUJIO, ABYX BapuadenbHbIX HJoMeHOB (Hanpumep, Fab, Fab ', F (ab') 2 wm
Fv), B KOTOpBIX BCE WM TO CYIIECTBY BCE TIHIepBapuadeNbHble NETIH COOTBETCTBYIOT
TUTNepBapradeNbHbIM METISIM UIMMYHOTJIOOYJIMHA HEYEJIOBEUECKOTO MPOUCXOXKIIEHUS, M BCE WU
no cymecTtBy Bce obnactu FR sBisiroTcst 0OmacTsiMu KOHCEHCYCHOH mocienoBaTenbHocTH FR
UMMYHOTTIO0YJIMHA YeJI0BeKa, HeCMOTPs Ha TO uTo obiactu FR mMoryT conep:kate onny mim 6oee
AMHHOKHUCJIOTHBIX 3aMeH, MOBBIMAIINX ap(UHHOCTh CBA3bIBAaHUS. KONMMYECTBO yKa3aHHBIX
aMHHOKHCJIOTHBIX 3aMeH B oOmactu FR, kak mpasuiio, cocrasisier He Oonee 6 nist H-neru u He
oonee 3 mns L-uenn. ['yMaHU3UPOBAaHHOE AaHTHUTENIO HEOOS3ATEIbHO MOXKET TAKIKe CONEPIKATh MO
MEHbBIIIEH Mepe 4YacTb KOHCTAHTHOW obnactu wummyHornoOymuHa (Fc), kak mpaBuio,
UMMYHOTTIOOyJIMHA YenoBeka. [l monydeHus: JomonHuTenbHOH nHpopmanuu cM. Jones ef al.,

Nature 321:522-525 (1986); Reichmann ef al., Nature 332:323-329 (1988); Presta, Curr. Op.

28



Struct. Biol. 2:593-596 (1992). Cwm., Hanpumep, Ahmed & Cheung, F'EBS Letters 588(2):288-297
(2014).

[00102] IIpu mcroNIB30BAaHWU B HACTOALIEH 3asBKE TEPMHUH «THIepBapuadenbHast 00JIacTby
OTHOCHUTCSI K aAMUHOKHCJIOTHBIM OCTaTKaM aHTHUTENA, KOTOPBIE OTBEYAIOT 32 CBSI3bIBAHNE AHTUTCHA.
I'unepBapuabenbHast 001aCTh B LIEJIOM COAEPKUT AMHHOKHCIIOTHBIE OCTATKU U3 KONpeeNsoIe
KOMILJIEMEHTapHOCTh obnactuy, mu «CDRy, (Hanpumep, npuMepHO B 00acTu ocTaTtkos 24-34
(L1), 50-56 (L2) n 89-97 (L3) B VL u npumepHo B obnactu ocratkos 31-35B (H1), 50-65 (H2) u
95-102 (H3) B Vu (Kabat et al., Sequences of Proteins of Immunological Interest, 5Sth Ed. Public
Health Service, National Institutes of Health, Bethesda, MD. (1991)) u/unu yka3aHHble OCTaTKH
u3 «runepsapuadbenbHoi netnu» (Hanpumep, octatku 26-32 (L1), 50-52 (L2) u 91-96 (L3) B VL
u 26- 32 (H1), 52A-55 (H2) u 96-101 (H3) B Vi (Chothia u Lesk J. Mol. Biol. 196: 901-917
(1987)).

[00103] Ilpu ucnonb30BAHUU B HACTOALIEH 3as1BKE TEPMHUHBI KUACHTUYHBIN» WU MPOLICHTHAs
«UCHTHYHOCTb» TPH HCIOJNb30BAaHUM B KOHTEKCTE JBYX MWiIH Ooliee IMOCIenoBaTeIbHOCTEH
HYKJIEMHOBBIX KHCJIOT MJIH TOJIMIENITHIOB OTHOCSITCS K IBYM HJIM OOJiee TIOCIIeN0BATEIbHOCTSIM
WIA 4YaCTHUYHBIM MOCJIENOBATEIbHOCTAM, KOTOpBIE SBISAIOTCA OAMHAKOBBIMH WM HMEHOT
ONpeeIeHHBIN MPOLICHT UASHTUYHBIX AMUHOKHUCJIOTHBIX OCTATKOB WJIM HYKJIEOTUOB, T.€. UMEIOT
UIEHTUYHOCTD B YKa3aHHOU o0jactu mpuMepHo Ha 60%, 65%, 70%, 75%, 80%, 85%, 90%, 91%,
92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wunu Oonee (HampuMmep, HYKJICOTHIHAS
MOCJIEIOBATENbHOCTh, KOAUPYIOIIAsl AHTUTENO, ONHCAaHHOE B HACTOALIEH 3asiBKe, WU
AMHHOKHUCJIOTHAsl TOCJIEOBATEIbHOCTh AHTHUTENA, ONHCAaHHAs B HACTOSIICH 3asBKe), MNpPU
CPaBHEHUU U BBIPAaBHUBAHUH ISl MAKCUMAJIbHOTO COOTBETCTBUS B IIpeiesax OKHA CPABHEHUS UITU
0003HaYeHHOH O0JIACTH MO Pe3ysIbTaTaM H3MEPEHHsI C UCIIOJIb30BAHHEM aJITOPUTMOB CPABHEHUS
nocnenoBatenbHocTelt BLAST mnu BLAST 2.0 ¢ mapamerpamu Mo yMOJYaHUIO, OMUCAHHBIMU
HIDKE, WIM C TOMOUIBIO BBIPABHUBAHUS BPYYHYIO M BH3YaJbHOW OLIEHKH, HalpuMep, C
ucnionp3oBanuem BebO-calita NCBI). Takue mocCienoBaTeIbHOCTH 3aTe€M HA3bIBAKOTCS IO
CYLIECTBY HAEHTHUUYHBIMM». OJTOT TEPMHUH TaKX€ OTHOCUTCS MIJIM MOKET TPUMEHSTBCS K
MOCJIEI0BATENbHOCTH, KOMIUIEMEHTAPHON HCCleAyeMOoil MocaenoBaTeNbHOCTU. TepMuH Takxke
BKJIFOUAET TIOCJIEAOBATENIbHOCTH, KOTOPBIE HUMEIOT AeNelUH W/WiIu A00aBIEHHs, a TaKKe
MOCJIEI0BATENbHOCTH, KOTOpble UMEIOT 3aMeHbl. COrjacHO HEKOTOPBIM BapHaHTaM peali3aluu
U300peTeHNs, HISHTHYHBIMU SIBJSIFOTCSL OOJIAaCTH OOJNAcCTH JUIMHOH IO MEHbIIeH Mepe
NpuOJU3UTENLHO B 25 aMHHOKHUCIOT WM HykKJIeoTHaoB miau 50-100 aMHHOKHCIOT WM

HYKJIEOTUJIOB.
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[00104] IIpm uCroONB30BAaHMM B HACTOSIUEHW 3asBKE TEPMHH UHTAKTHOE AHTUTENO» WIIH
«MHTAKTHBIH UMMYHOTJIOOYJIMH» O3HAYAET aHTUTEJIO, KOTOPOE CONEPIKUT 10 MEHbIIEH Mepe /1Ba
nojiunentuna Tsokenoi (H) nenu u ga nonunentuna nerkoit (L) enu, cBs3aHHBIE MEXTy OO0
mucynbGUAHBIME CBsI3sIMU. Kaknas Tskenast eb COCTOUT U3 BapHaOeNbHOW 00JNACTH TSKENOH
ey (uMerouieit abopesuarypy B Hacrosimeit 3asBke HCVR wnu Vi) u koHCTaHTHOH 0o0nactu
TspKenol nenu. KoHcTanTHas 001acTh TshKeIoH Henu coctouT us Tpex gomeHos, CHi, CH; u CHs.
Kasknast ierkas iemb COCTOUT U3 BapradeIbHOU 00IacTH JIerkoi nenu (nMmerotne abopeBuarypy
B Hacrosiel 3asgBke LCVR mnu VL) n koHCTaHTHOMN 00nactu jerkoit nenu. KoncrantHas obnactb
JIETKOM LN COCTOUT M3 ofHoro aomena, CL. O0mactu Vu 1 VL MOTYT AONOJHHUTENBLHO OBbITH
pasnmeneHbl  Ha ~ oOjacTH  rumepBapuadeNbHOCTH,  Ha3blBa€Mble  OMNPEIENSAIOLUINMU
komiuieMeHTapHocTh obnactsimu (CDR) u yepenyromuecs: ¢ 00nacTsIMU, KOTOPBIE SIBIISTFOTCS
Oonee KOHCepBATHBHBIMH U Ha3bIBAIOTCs KapkacHbiMu obnactsmu (FR). Kaxxnas Vu u Vi coctout
u3 Tpex CDR u uerbipex FR, pacrnonokeHHbIX OT aMUHOKOHLIA K KapOOKCHKOHILY B CJIEAYIOIIEM
nopsinke: FR1, CDRy, FR», CDR», FR3, CDR3, FR4. BapuaGenbHbie 001aCTH TSKEIBIX M JIETKUX
Lenei copepkaT AOMEH CBSA3bIBAHUSA, KOTOPBIM B3aUMOJEHCTBYET C aHTUreHOM. KocTaHTHbIE
o0lacTH aHTUTENI MOTYT OIIOCPENOBaTh CBS3bIBAHME HMMYHOIJIOOYJIMHA C TKaHSIMH WIH
(akTOpamMM XO3sIMHA, BKJIIOYAsh pPA3IUYHbIe KIETKH HMMYHHOH CHCTeMbl (Hampumep,

a¢hexTopHbIe KJIeTKH) U nepBbiii kKoMnoHeHT (Clq) K1acCU4ecKoro myTH CUCTEMbI KOMITJIEMEHTA.

[0010S] Ilpm ucnosb30BaHUM B HACTOALIEH 3asBKE€ TEPMHHBI «MHIUBHUA», MALUEHT» WIH
«CyOBEKT» MOTYT MPENCTaBJIATh COOOM OTAENbHBIN OPraHU3M, MO3BOHOYHOE, MIJIEKOIHTAIOIIEE
i yenoBeka. COrjiacHO HEKOTOPHIM BapUAHTAM PeaTU3alii U300peTeHNs], HHIUBU/, MALUSHT

WIH CyOBEKT MPeNCTaBIsIeT COOO0M UeIoBeKa.

[00106] TepmMuH «MOHOKJIOHAJBHOE AHTUTENIO» IPU HCMOJB30BAHUM B HACTOSLIEH 3asBKE
OTHOCHUTCSI K aHTUTEJNy, MOJYYeHHOMY U3 MOMYJISALMHU MO CYLIECTBY FTOMOI€HHBIX aHTUTEN, T.€.
OTHAENbHbIE AHTUTENA, BXONALIME B COCTAB IMONYJISALMH, SBIAIOTCS WAEHTUYHBIMH, 32
UCKJIFOUEHHEM BO3MOXKHBIX MPUPOAHBIX MyTalUid, KOTOpblE MOIYT IPUCYTCTBOBAaTb B
HE3HAYNUTEJIbHOM KoJudecTse. Hampumep, MOHOKJIOHAJIBHOE AHTUTEIO MOXKET INPEACTaBIAThH
coboil aHTUTENO, MPOHCXOAAIIee U3 €AMHCTBEHHOTO KJIOHA, BKIIFOYAs JIFOOOH 3yKapHOTHBIMN,
NPOKAPUOTHBIA MITH (ParoBbIi KJIOH, HO HE CIOCO0, € MOMOIIBI0 KOTOPOTO MOJYYEHO YKa3aHHOe
anTuTeno. KoMnosunmss MOHOKJIOHAJBHBIX AHTHTEN MPOSIBIIECT CHENU(PUIHOCTD CBSI3BIBAHUS U
apPUHHOCTH TONBKO B OTHOLIEHHMH KOHKPETHOrO JIHUTONAa. MOHOKJIOHAJNbHBIE AaHTUTENA
SIBJISTEOTCST BBICOKOCTIELIN(DHMYHBIMU M HATIPaBJICHbI POTUB €IMHCTBEHHOIO aHTUIC€HHOT'O CaiTa.
Bbonee Toro, B oTaMYME OT CTAHAAPTHBIX (TIOJHUKIOHAIBHBIX ) MPEMAPATOB AHTUTEIN, KOTOPBIE, KaK

MpaBUJIO, BKIIFOYAKOT PA3JIMYHBIC AHTUTECJIA, HAINPABJIICHHBIC NPOTUB PA3JIMYHBIX ACTCPMUHAHT
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(AUHUTOMOB), Ka)XKI0€ MOHOKJIOHAJbHOE aHTHTENIO HAMpaBICHO MPOTHUB €AWHCTBEHHOM
JIeTepMUHAHTHBI aHTUreHa. OmpeneneHne «MOHOKJIOHANIbHOE» OTHOCUTCS K XapaKTepUCTHKE
AHTUTENA, YKa3bIBAOLIEH Ha ero MoJyueHHe U3 MO CYILIeCTBY TOMOTE€HHOH MOMYJISIUK aHTHTEI U
HEe OrpaHU4YMBAETCS MOJyYEHHEeM AaHTHTeJa C MOMOLIBI0 JIFOOOr0 KOHKPETHOro Crocoda.
MOHOKJIOHAJIbHBIE aHTHTENIA MOTYT OBbITh MOJyUY€HbI C MPUMEHEHHEM IIUPOKOrO pa3HOOOpasus
METOJIOB, M3BECTHBIX B JAHHOW OOJACTH TEXHMKH, BKIIFOYAs, HATIPUMEpP, HO HE OrPAaHUYHBASICh,
METOaMU THOPUIOMBI, PEKOMOMHAHTHBIMU TEXHOJOTHSMHU U TEXHOJIOTUSIMU (ParoBOro JHCILIES.
Hanpumep, MOHOKJIOHAJNbHBIE aHTHTENA JJIsl NMPUMEHEHUs] B COOTBETCTBHHM CO CHOCOOaMHU
COTJIACHO HACTOSIIIEMY H300PETEHHIO MOTYT ObITh CO3[AaHbl C MOMOLIBI0 METOJA TMOPUAOMBI,
BrepBble onucanHoro Koxnepom u np. (Kohler et al., Nature 256:495 (1975)), unu MoryT ObITh
co3zanbl ¢ moMoupto Meronos pekomOuHanTHoi JIHK (cm., Hanpumep, natent CIIIA Ne 4 816
567). «MOHOKJIOHAJNIbHBIE AHTUTENAa» TAKXKE MOTYT OBITh BbIAEJIECHBI M3 (haroBeIx OMOIHOTEK
AHTUTEJI C MCIIOJB30BAHHEM METONOB, omucaHHbIX B HcTouHukax: Clackson et al., Nature

352:624-628 (1991), Marks et al., J. Mol. Biol. 222:581-597 (1991), nanpumep.

[00107] [Ilpenmomaraercs, 4YTO TMpPU HCIOJB30BAHMUM B HACTOALIEH 3asBKE TEPMUH
«(hapMaLeBTUYECKN MPUEMJIEMbI HOCHTENbY» BKJIIOYAeT JIO0OH MM BCE PAaCTBOPHUTEINH,
AMCHIEPCHOHHBIE CPEIbl, MOKPBITHS, aHTHOAKTEpPHAJIbHbIE M NPOTUBOIPHOKOBBIE COEIUHEHMS,
M30TOHMYECKHE M 3aMesionme abcopOuMio COeAMHeHHs U T.J., COBMECTUMBIE C
(I)apMaLIeBTI/ILIeCKI/IM BBCOACHUECM. q)apMaLIeBTI/IIIeCKI/I IMPUEMIIEMBIC HOCHUTECIIN u nux
JCKaPCTBCHHLIC (I)OprI HN3BCCTHBI CICUHUAJINUCTY B HaHHOﬁ 00JIaCT TEXHUKH WU OITMCAaHBbI,
HanpuMep, B HcTouHMke: Remington's Pharmaceutical Sciences (20%edition, ed. A. Gennaro,

2000, Lippincott, Williams & Wilkins, Philadelphia, Pa.).

[00108] Ilpu mCrONB30BAHUM B HACTOSINEH 3asBKE TEPMHUH «IOJIUKJIOHAIBHOE AHTUTENION
O3Ha4yaeT Npenapar AHTHUTEN, MPOUCXOMIIIMX IO MEHbLIEH Mepe u3 IBYX (2) pasIM4HbIX
NPONYLUUPYIOLINX AHTHTEIA KJIETOUHBIX JMHUH. YKa3aHHBI TEPMUH BKIFOYAET MPENapaTrhbl MO
MeHbLIEH Mepe nBYX (2) aHTUTEN, KOTOpbIE COHEpXKAaT AaHTUTENa, KOTOpble Crenu(uIHO

CBA3BIBAOTCA C Pa3JIMYHBIMU 3ITUTOIIAMHU UJTA 00JIaCTSIMU AaHTUT'€HA.

[00109] Ilpu wuCHOAB30BAHMM B HACTOSIICH 3asBKE TEPMHH «IIOJUHYKICOTU» WU
«HYKJIEMHOBast Kuciota» o3Hadaer o0y PHK wmu JIHK, koTopast MOXKeT mpeAcTaBiIsiTh COOOH
Hemonuduumposannyro wim Mmonudunrposannyo PHK wmm JIHK. [TonnHyk1€oTHAB! BKIFOYAIOT,
HO HE OIpPaHHYMBAIOTCS YKa3aHHbIMM, ONHO- u nsyuenodeunyro JIHK, JIHK, xoropas
npeacTaBisieT co00i CMeCh OHO- M IBYLIETIOUE€YHBIX YYaCTKOB, OJHO- U AByuenodeuHyro PHK,
PHK, xoropast mpexacraBisier co0oil CMeCh OJHO- U JABYLETIOYEYHBIX YYACTKOB, M THOPHUAbIE

monekyisl, copepxkampe JJHK u PHK, xoropeie MOryT ObITh OJHOLETIOYEUHBIMH WM Halle
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IBYLIENIOYEYHBIMU WIIH TPEACTABIATh COOOH CMECh OHO- M ABYLETIOYEYHBIX y4acTKOB. Kpome
TOTO, «IOJUHYKJIEOTHI» OTHOCHUTCS K TPEXCIUPAIbHBIM y4acTkaM, coaepxkamum PHK wmmn [THK
wm PHK un JIHK. Tepmun nonunykineotun takke Brirodaer mosekyssl JIHK wmmum PHK,
comepskaiire ogHo win Oosee MonupuIMPOBaHHBIX ocHOBaHMH, u Mojekysbl JJHK wim PHK,

HUMCIOIIUEC KapKacChl, MOI[I/I(l)I/ILII/IpOBaHHbIe JJIs1 TOBBILIICHUA CTaOUJIBHOCTH UJIH AJI APYTrux I_Ieﬂefl.

[00110] IIpm uCnoONB30BaHUM B HACTOSALIEH 3asiBKE TEPMHUHBI IIOJMMENTUA», IENTHI» U
«0enox» MPUMEHSIOTCS B3aUMO3aMEHsIeMO U O3HAYAIOT MOJIUMEp, COAep KaIluil 1se uimu donee
AMUHOKHCJIOTBl, COEAUHEHHbIE Jpyr C JAPYrOM C TIIOMOINBIO MENTUAHBIX CBsi3ed WU
MOAN(UIMPOBAHHBIX MENTUAHBIX CBSA3€EH, T.€. NeNTUAHbIE H30cTephl. [TonunenTr OTHOCUTCS Kak
K KOPOTKHMM LeTsiM, OOBIYHO Ha3bIBAEMBIM NENTUAAMHU, TJTUKONIENTHIAMH UITH OJIUTOMEPaMH, TaK
U K JUIMHHBIM ILIeTIsIM, B LIE€JOM Ha3biBaeMbIM Oenkamu. [lonumenTunabl MOTYT copep:kaThb
aAMHHOKHCJIOTBI, OTIMYHBIE OT 20 KOAMPYEMbIX N'€HaMH aMHUHOKHCIIOT. [lonunentuas! BKIOYAKOT
AMUHOKHCJIOTHBIE TTOCJIEIOBATEIbHOCTH, MOAN(UIIUPOBAHHBIE B XOJI€ €CTECTBEHHBIX MPOLIECCOB,
TAKUX KakK IOCTTPAHCISALMOHHBIA TPOLIECCUHT, WIM C TOMOLIB) METOJOB XUMHUYECKOU
MoAM(pUKALMH, KOTOPbIE XOPOLIO M3BECTHBI B IaHHOH 00jacTH TexHUKH. Takue Momudukanum
XOpOIIO ONMHCAaHbl B 0a30BbIX JOKyMeHTax u Ooyiee MOAPOOHBIX MOHOrpadusx, a TaKkKe B

MHOTOTOMHOI Hay4HOU JIUTEpaType.

[00111] TIlpu wucnonb3oBaHuu B Hacrosimen 3asBke «IIPUT» wunmu «nperapreTrHas
PaIMOMMMYHOTEPAIUS» OTHOCUTCS K MHOTO3TAITHOMY IMPOLIECCY, KOTOPBIA pemaeT npodiemy
MEJIJIEHHOTO TOYEYHOrO KJIMPEHCAa HAMNpPaBJIEHHBIX Ha OMyXOJb AHTUTEN, BHOCSLIErO BKJIAaA B
HEKEeJATeJbHYI0 TOKCUYHOCTh B OTHOIIEHUU HOPMAJIbHBIX TKaHEW, TAKMX KaK KOCTHBIM MO3T. B
MPETAPreTHON Tepanuu PaJUuOHYKJIWA WM APYrod AUAarHOCTUYECKUW WIM TePaneBTHUYECKHIl
areHT TPUCOENHMHSIOT K HHU3KOMOJIEKYJispHOMY TranTeHy. CHayana BBOAST OucnenupuyHoe
AHTUTEJIO JJIsl IPETAPTEeTHON TEPANU, KOTOPOE UMEET CANThI CBSA3bIBAHUS JUJISl TallTEHA, a TAKXKE
aHTUreHa-MulleHu. HecBsA3aHHOMY aHTUTENy 3aT€M MO3BOJISIOT BBIBOJAUTBHCS U3 KPOBOTOKA M

ITIOCJIC 3TOT'O BBOJAT T'allITCH.

[00112] TIIpu ucCroNBL30BAHUU B HACTOSIIEH 3asIBKE TEPMHUH «PEKOMOMHAHTHBIID B OTHOLICHUH,
HampuMep, KJIETKH WIH HYKJIEHHOBOW KHCJIOTHI, Oellka I BEKTOpa YKa3blBaeT Ha TO, YTO
yKa3aHHAs KJIETKA, HYKJIEHHOBAsI KUCJIOTA, OEJIOK MM BEKTOp, ObLIM MOAM(PULIMPOBAHBI yTEM
BBEJICHUS FeTEPOJIOTMYHON HYKJIEMHOBOH KUCIIOTHI WM O€JIKa WM MyTeM W3MEHEHHsI HATUBHOU
HYKJICMHOBOW KHCJIOTBI MJM OeNka WIM Ha TO, YTO MaTepuas MPOHCXOOUT U3 KIETKH,
mMoauduuupoBaHHOH TakuM oOpa3oM. Takum oOpa3om, HampuMep, peKOMOWHAHTHBIE KJIETKH
SKCIIPECCUPYIOT TeHBI, KOTOPble HE BCTPEYAIOTCS B HATUBHOW (HEPEKOMOMHAHTHOM) (opme

YKa3aHHbBIX KIJIIETOK, HJIN 3KCIPECCHUPYIOT HATHBHBIC T'CHbI, JJIA KOTOPbIX B APYIrUX cCliydasax
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Ha6m0):[aeTe aHOMaJIbHaA JSKCIPECCHUsA, HEAOCTATOYHAsA OSKCHIPECCUA WM MOJIHOEC OTCYTCTBUE

HKCIIPECCUH.

[00113] Ilpu uMCHOAB30BAaHUM B HACTOSLIEH 3asBKE€ TEPMUH «Pa3ACIbHOE» TEPANEBTUUECKOE
MIPUMEHEHNE OTHOCUTCS K BBEACHUIO MO MEHBLIEH Mepe ABYX AKTUBHBIX UHIPEIUEHTOB B OAHO

BpEMs1 WM 110 CYIIECTBY B OTHO BPEMsI Pa3HBIMH CIIOCOOAMU.

[00114] Ilpu wucCnONB30BAaHMM B HACTOALIEW 3asiBKE TEPMHUH «IOCJIEIOBATEIBHOE)
TepaneBTUYECKOE MPUMEHEHUE OTHOCUTCS K BBEICHHIO IO MEHBIIEH Mepe ABYX AKTHUBHBIX
UHTPEANCHTOB B Pa3HOE BPEMsi, TIe CIIOCOOBI BBEACHHS SIBJISTIOTCS OAMHAKOBBIMU UJIH Pa3HBIMU.
bonee KOHKpETHO, MOCIEAOBATENLHOE TPUMEHEHHE OTHOCUTCS B OOIIEM K BBEIIEHHIO OHOTO M3
AKTUBHBIX HMHIPEIMEHTOB IO BBEAEHUS IPYroro WIM JAPYTHUX 3JIEMEHTOB. TakuM oOpaszom,
BO3MOKHO BBOAUTDH OAWH U3 aKTUBHBIX UHIPEUEHTOB 38 HECKOJIBKUX MUHYT, YaCOB WUJIU AHEH 10
BBEJICHUSI APYroro akTUBHOTO UHIPEANEHTA UM UHIPEIUEHTOB. B 3TOM cilydae HE MpOoucXoauT

OHOBPEMEHHOI'O JICUCHUS.

[00115] IIpu ucnonBb30BAaHMM B HACTOSINEH 3asiBKE TEPMHUH «CHELU(PHYHO CBI3BIBAETCS
OTHOCHUTCSI K MOJIeKyJie (HampuMmep, aHTUTENy WIM €ro aHTHIeH-CBSI3bIBAIOIIEro (hparMeHty),
KOTOpast PaCIO3HAET U CBA3BIBAETCS C APYTOH MOJIEKYJIOH (HanmpuMmep, aHTUT€HOM), HO KOTOpast
[0 CYyIIECTBY HE pAcloO3HA€T M HE CBA3BIBACTCA C JPYTUMH MOJIEKyJIaMH. TepMHUHBI
«creu@UIHOe CBA3bIBAHUEY, KCIELM(PIUHO CBSI3BIBAETCS C» WIIH CHEHHU(PUIHBINA B OTHOLICHUW
KOHKPETHOW MOJIEKYJibl (Hampumep, TMOJUMENTHAA WM SMUTONA MOJHUIENTHAA) MpU
HCTIOJIb30BAHUH B HACTOSIIEH 3asBKe MOTYT OTHOCHUTBHCS, Halpumep, k Mosiekye, umeromei Kp
ISl MOJIEKYJIbI, C KOTOPO OHA CBSI3BIBAETCS, COCTABJSIOIIYIO 10 mpumepHo 107*M, 107°M,
10°M, 107M, 10°*M, 10°M, 107°M, 10°"M um 1072M. Tepmun «cneruduunoe
CBSI3bIBAHUS» TaKKe€ MOXKET OTHOCUTBCS K CBSI3BIBAHHIO, MPH KOTOPOM MOJIEKyJa (Hampumep,
AHTUTEJI0 WIH €ro aHTHIeH-CBA3BIBAIOIIMN (parMeHT) CBS3bIBACTCS C KOHKPETHBIM
NOJIMIENTHIOM (HapuMep, NOJUNenTHAOM A33) WM 3MUTONOM Ha KOHKPETHOM MOJUIENTH/IE

o CymecTBy 0€e3 CBSI3BIBAHMS C JIFOOBIM APYTUM MOJIUIICITUAOM HUJIU STIUTOIIOM MOJUIICTITUAA.

[00116] Ilpu wuCnOAB30BAaHUM B  HACTOSIIEH  3asBK€ TEPMUH  «OAHOBPEMEHHOE)
TepaneBTUYECKOE MPUMEHEHUE OTHOCUTCS K BBEICHHUIO IO MEHbBIIEH Mepe ABYX AaKTHUBHBIX
UHTPEINEHTOB OAMHAKOBBIM CTIOCOOOM M B OJTHO U TO K€ BPEeMsI WJIH IO CYIIECTBY B OJTHO U TO K€

BpeMsl.

[00117] Ilpeanonaraercsi, 4YTO MNpPHU HCHONB30OBAHUM B HACTOsINEH 3asBK€ TEPMHH

«TepamneBTUYECKUI areHT» O3HAa4aeT COeNUHEHHE, KOTOPOe MPU MPUCYTCTBUU B 3((HEKTHBHOM
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KOJINYECTBE TPOM3BOIUT JKEJIA€MbI TepaneBTUUECKUH 3>PQPEeKT y HYKOAoIerocss B 3TOM

cyOBeKTa.

[00118] «JleunTb» WM «JI€YEHHE» MPU HCHOJb30BAHMM B HACTOSLIEH 3asBKE BKIIIOYAET
JedeHne 3a00JIeBaHIsI MM PACCTPONCTBA, OMMCAHHOTO B HACTOSILIEH 3asBKe, Y CYOBEKTa, TAKOTO
KaK 4eJOoBeK, W BKJIIOYaeT: (1) MOJaBJICHHE YKa3aHHOTO 3a00JIeBaHUsI WJIM PACCTPOICTBA, T.e€.
crep>kuBaHue ero paspurus; (i1) objerdeHne yka3aHHOTO 3a00JI€BaHMs MM PacCTPOMCTBA, T.€.
CTUMYJBILIUIO PErpecCuu YKa3aHHOTO paccTpoicTBa;, (1i1) 3aMeIieHHe MPOTrPecCHPOBAHUS
yKa3aHHOrO paccTpoiictBa w/mmu  (iv) TmomaBieHue, OONerdeHne WM — 3aMeJIeHUe
IPOrPECCUPOBAHMUS OHOTO HIIH 0OJiee CHMIITOMOB YKa3aHHOTO 3a00JIeBaHMs W PACCTPOICTBA.
CornacHO HEKOTOPBIM BapUaHTaM pealu3aliy H300peTeHHs], TEPMUH «JICYEHHE» O3HAYAEeT, UTO
CHMIITOMBI, CBSI3aHHbIE C 3a0ojeBaHUEeM, OOJErdaroTCs, CHHIKAIOTCS, BbUICUHBAIOTCS HIIH

NepeBOAATCA B COCTOAHUE PEMUCCHU, HAIIPUMED.

[00119] Taxxe criexyer NOHMMAaTh, 4YTO pA3JIMYHBIE CIIOCOOBI JIEYEHUS PACCTPOICTB,
ONUCAHHBIE B HACTOSALIEH 3as1BKE, OTHOCSITCS K II0 CYLIECTBY» JICYEHHIO, BKIIIOYAIOILEMY ITOJTHOE
JICUEHHUE, a TAKXKE HENOJHOE JIEYEHHUE, MPU KOTOPOM JOCTUTAETCS HEKOTOPBIN PEJIEBAHTHBIN C
OMONOrMYEeCKON MM MEIUIMHCKOW TOYKH 3peHHs pe3ysbTaT. JleueHne MOXKeT MpPeACTaBIAThH
co00i1 HerpepbIBHOE MPOJIOHTPOBAHHOE JICUSHNE XPOHUUECKOT0 3200 I€BaHHS T OTHOKPATHOE

HJIM MHOT'OKPATHOC BBEACHHUE NJIA JICUHEHUA OCTPOro COCTOAHUA.

[00120] PaccmarpuBaercs MO UKATIHIST (Momudukanmn) AMHUHOKHUCIIOTHOM
MOCJIEIOBATENbHOCTH aHTUTEN NpoTuB A33, omucaHHBIX B Hacrosiuel 3asBke. Hampumep,
yKa3aHHasi MOAU(UKALUS MOXKET ObITh JKeTaeMOW Juis yJydiuneHus: aQUHHOCTH CBS3BIBAHHSI
w/unu  apyrux  OWOJOTHMYECKMX  CBOWCTB  aHTUTEJA. BapuaHThl  aMUHOKHCJIOTHOMU
MOCJIEIOBATENbHOCTH aHTUTeNa NpoTuB A33 mOny4yaroT MyTeM BBEAEHUS MOAXOISAIINX
HYKJIEOTUJIHBIX U3MEHEHUI B HYKJIEMHOBYIO KHCJIOTY aHTUTENA WIN IyTEM MENTUHOIO CUHTE3A.
Takune MonupUKaUU BKIIOYAIOT, HAMPUMED, ACJICLUH W/ WIH MHCEPLIUHN H/UIIH 3aMEHbI OCTaTKOB
B Mpeaesiax aMHHOKHCIIOTHBIX MOCIIENOBATENbHOCTEH aHTUTeNa. MOKHO OCYIIECTBIISITh JIFOObIE
KOMOWHAIIMM JeJIelUH, WHCePLUA W 3aMEH I TOJYyYEHUs] MHTEPECYIOLIero aHTHTENa, NpU
YCJIOBHH YTO TOJIyYEHHOE aHTUTENIO O0JIaaeT JKeJlaeMbIMH CBOMCTBaMU. MOMU(pUKALHS TaKxKe
BKJIFOYAET M3MEHEHHE TaTTepHa DIIMKO3WINpoBaHusi Oenka. CaiThl, TNpeACTaBISIOIINE
HanOOJBIINH MHTEPEC Ui 3aMECTUTENIbHOTO MyTareHes3a, BKIIOYAKOT TUIepBapHadesbHbIe
o0JjacTu, HO TaKXke paccMaTpuBaroTcs m3MeHeHusl B FR. «KoHcepBaTUBHBIE 3aMEHBI» MOKA3aHbI B

Tabnuue Huxe.
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Tadauua 1. AMUHOKHCJIOTHBIE 3aMEHbI

. KoHncepBaTuBHbIC
Hcxoanbiii octatok | [lpumeps! 3ameH
3aMeHbI
Ala (A) val; leu; ile val
Arg (R) lys; gln; asn lys
Asn (N) gln; his; asp, lys; arg gln
Asp (D) glu; asn glu
Cys (O) ser; ala ser
Gln (Q) asn; glu asn
Glu (E) asp; gln asp
Gly (G) ala ala
His (H) asn; gln; lys; arg arg
leu; wval; met;
Ile (T) leu
HOpJIEHLINH
HopJieinuH; ile; val, met; ala;
Leu (L) ile
phe
Lys (K) arg; gln; asn arg
Met (M) leu; phe; ile leu
Phe (F) leu; val; ile; ala; tyr tyr
Pro (P) ala ala
Ser (S) thr thr
Thr (T) ser ser
Trp (W) tyr; phe tyr
Tyr (Y) trp; phe; thr; ser phe
ile; leu; met;
Val (V) leu
HOPJICVLIUH
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[00121] OpmuH TUD conmepsKalIero 3aMeHy BapuaHTa BKIIOUAET 3aMelleHHe OHOTO uim Oosee
OCTaTKOB runeppapuadebHON 00JIaCTH MCXOTHOTO aHTUTENA. Y OOHBIA CIOCO0 I CO3MaHus
TAaKUX COJEPIKAINX 3aMEHy BapHaHTOB BKIIOUaeT apPUHHOE CO3PEBAHHE C TNPUMEHEHUEM
¢arosoro nucrutes. B yacTHOCTH, B HECKOJIBKO CalTOB runepBapuadenbHoit odmactu (Hampumep,
CalThI 6-7) BBOAST MyTaLlUH JUIsI CO3IAHUS BCEX BO3MOKHBIX aMUHOKHCIIOTHBIX 3aMEH B KO)KJIOM
caiite. BapuaHTbl aHTHTENA, CO3MAHHBIE TAKIM 00pa30M, IEMOHCTPUPYIOTCSI B MOHOBAJIEHTHON
¢dopme Ha HUTEBUHBIX (ParoBbIX YACTHIIAX B BUE MOJIEKYJI CIUSIHUS € TpoaykToMm rena I1I M 13,
YIIaKOBAaHHBIX B KaXKAOM dacTuue. BapuaHThl, monBeprHyTele (paroBoMy IUCILIEIO, 3aTeM
NOABEPralOT CKPUHUHIY Ha MpeaMeT WX OMOJIOTMYeCKON aKTUBHOCTH (Hampumep, apduHHOCTH
CBSI3bIBaHUS), KaK OINHUCAaHO B HacrosAwed 3asBke. [lna wuaeHTupukanuu caiToB
runepBapuaOeNbHON  00NacTH, SBIAIOLIUXCA KaHAUAATaMU i MOAW(DUKALUK, MOXKHO
NPOBOJAUTh MyTareHe3 Ha OCHOBE CKAHUPOBAHHs AJaHUHOM MAJIsl UACHTU(HUKALMH OCTATKOB
runepBapruadenbHON 00JacTH, BHOCSAINMX 3HAYMTENBHBIN BKJIAJA B CBSI3bIBAHHE aHTHreHA. B
Ka4eCTBe aJlbTePHATUBbI N AONOJIHUTEIbHO, AHAIN3 KPUCTAININYECKONH CTPYKTYPbI KOMILJIEKCA
AHTUTE€H-AHTUTEJIO MOJKET SIBJISITHCS IIPENNIOYTUTENBbHBIM JUIs UACHTU()UKALIMHM KOHTAKTHBIX TOYEK
MEXJy AHTUTEJIOM M aHTUIeHOM. Takue KOHTaKTHblE OCTATKH U COCEIHUE OCTATKU SIBJISIFOTCS
KaHIUAATaMU AJIs1 3AMEHBI B COOTBETCTBHU C METOJJAMHU, Pa3paOOTaHHBIMU B HACTOSINEH 3asBKE.
ITocne co3manus TakUX BapHAHTOB MAHEIb BAPUAHTOB MOJIBEPraeTCs CKPUHUHTY, KaK OMHCAHO B
HACTOSIIe 3asiBKe, W aHTUTENa CO CXOOHBIMU WM IPEBOCXOMSAIIMMH CBONCTBAMH IO
pe3yJibTaTaM OJHOTO MK 0OJiee peIeBAaHTHBIX aHAJIM30B MOTYT OBITh BBIOPAHBI AJIs1 AATbHEHIIEH

pa3paboTKu.

CRCu A33

[00122] CRC npencrasnsier coboii reTeporeHHoe 3a00JieBaHue U MOKET ObITh pasiereH Ha 4
KOHCEHCYCHBIX MoJieKyJisipHbIXx moatuna (CMS) Ha ocHOBe aHaiM3a SKCIPECCHH T'€HOB, T.€.
CMS1-4. MSI-onyxonu rinaBabM obpaszom npuHaieskar CMS1 (14% scex narmentos CRC) u
XapaKTePU3YIOTCS TEeHOMHOW THIEepMyTalueldl ¢ MHUKPOCATEJUIMTHOW HECTaOMIIbHOCTBIO
onaromapsi HemoctatouHoctu mnyted pemapauuu JIHK. TlpennonoskuTenbHO, THIEPMyTaIus
CO3/1aeT MHOXECTBO HEOAHTUI€HOB, KOTOpbI€ MPE3EHTUPYIOTCS Ha KJIETOYHOH MOBEPXHOCTH U
npuBjiekaroT T-kieTku B omyxonu. B camom nene, CMS1 obnagaer CHIIbBHBIMU MOJIEKYJISIPHBIMU
NpU3HAKaMHU aKTUBALMU U YKJIOHEHHUs OT pacrno3HaBaHus UMMyHHoU cuctemoii. ICI neficTByroT
NyTEM aKTHBALUU PENPECCHPOBAHHBIX WHPMIbTpUpyOMUX omyxonu jumdonutos (TIL) mus
BOCCTAHOBJICHHS! MX TYMOpPOLMIHBIX CBOHCTB M, TakuM oOpaszom, MSI-omyxomu sBISIOTCS
HanOonee uyBcTBuTeIbHBIMU K ICI CRC. OntHako MSI-onyxonu npuxoasitest Ha <5% mCRC; anst

6omnpumacTBa MCRC 3ddextuBHocTs ICI 10 cux mop Opina HeyremmTenbHOH. Kannepomaros
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OpIOIIMHBI, KaK MPaBIJIO, MPEACTABIsieT o000 KoHeunyto (asy Hemsneunmoro CRC. B otnuune
OT MeTacTa3a B IEYEHb U JIETKHE OH OOBIYHO SIBJSIETCS HeomnepaOeNbHbIM M HE OTBEYaeT Ha
XUMHOTEpANHi0 U OOJMydeHHe, YTO NPUBOAUT K 3HAYUTENbHOW cMepTHOCTH. COBpeMeHHOe
JeYeHUE TIJIABHBIM O00Opa3oM SBISIETCS MAJUTMATUBHBIM, COCTOSIIIUM U3 IUTOPEAYKTUBHOU
xupyprun  (CRS) u runeprepmuueckoit xumuorepanun (HIPEC), xkortopele sBIsFOTCS
3¢ (HEeKTUBHBIMU TOJBKO Yy HEOOJBIIOrO MPOLEHTA MALMEHTOB, CTPANAIOIIUX 3a00JIeBaHUEM C

HEOOJIBIINM 00BEMOM.

[00123] TI'mukonporeun A33 uenoseka (GPA33 mnu A33) mpencrasnsier coboif MeMOpaHHBIH
Oenok I TMma ¢ ogHUM TpaHCMEMOpPAaHHBIM JOMEHOM, KOTOPBIA NMpHHaIIexuT cemenctsy CTX
MOJIEKYJI KJIETOUHOH aAre3uy B Ipefesax ceMeicTBa UMMy HOITIOO Y IMHOB. A33 3KCIpecCcUupyeTcs
B 95% Tkaneii CRC ¢ oueHb OrpaHU4eHHON 3KCIIpecCuell B HOPMaJbHBIX TKaHAX. A33 cOmep>KuUT
onuH Ig-nofo6HbIN nomen tuna C2 u oauH Ig-nojo6HBIN foMeH V-Tuna. IIpenckasaHHbli
3penblii OeJIOK BKIJIIOYAET €AMHCTBEHHBIN TPaHCMEMOPAaHHBINA JOMEH, BHEKJIETOUHYIO O0NacTb U
BHYTPHUKJIETOYHBIH XBOCT. A33 Hrpaer pojb BO BHYTPUKJIETOYHOM Tpaduke, MEKKICTOYHOM
PacNO3HABAHUW/CUTHAJIMHIE M PELUKJIUHTY K KJIETOYHOW TIOBEPXHOCTH. AMMHOKHCIIOTHAS

nocJjenoBaTebHOCTb 3kTonoMeHa A33 (Ile22-Val235) npencrasieHa HIbke:

ISVETPQDVLRASQGKSVTLPCTYHTSTSSREGLIQWDKLLLTHTERVVIWPFSNKNYIH
GELYKNRVSISNNAEQSDASITIDQLTMADNGTYECSVSLMSDLEGNTKSRVRLLVLVPP
SKPECGIEGETIIGNNIQLTCQSKEGSPTPQYSWKRYNILNQEQPLAQPASGQPVSLKNIST
DTSGYYICTSSNEEGTQFCNITVAVRSPSMNYV (SEQ ID NO: 57).

Komno3nuuu Ha OCHOBE HMMMYHOIJIOOVJIHHOB COrAJICHO TEXHOJIOTMH IO HACTOSIIEMY

H300peTeHn10
[00124] Bbuto 0OHAPYKEHO, YTO CYIIECTBYIOLINE I'yMaHU3HpoBaHHbIe aHTHTeNa IgG1 mpoTus

A33 SBISFOTCS MMMYHOT€HHBIMH Y MALMEHTOB, CTPAIAIOLINX pakoM TojicToil kumku. Cwm. Ritter
G et al, Cancer Res 61:6851-9 (2001). TexHOJOrHs COMIACHO HACTOSIIIEMY H300PETEHHUIO
ONMHUCBHIBAET CMOCOOBI W KOMITO3UIMU JJIsi CO3MAHUS M NMPUMEHEHHs KOMIIO3MIUI Ha OCHOBE
UMMyHOrNIoOynMHa mnpotuB A33  (Hampumep, aHTuTen nNPOoTHB A33 WIM HX aHTUTEH-
cBsi3biBatoMX (pparmeHToB). Kommosuimmm Ha OCHOBE HMMYHOINIOOYJHMHOB MNpOTHUB A33
COTJIACHO HACTOSIIIEMY H300PETEHHIO MOTYT OBITh IPUMEHNMBI B TUATHOCTHKE WIIH JieueHNH A33-
NOJIOXKUTEIBHBIX THIOB paka. KoMmosumum Ha OCHOBE MMMYHOTJIOOYJIMHOB mpoTuB A33 B
npezenax o0beMa TEXHOJIOTUH COTJIACHO HACTOSIIEMY M300PETEHUIO BKIIFOUAIOT, HAIIPUMED, HO
He OrPaHUYMBAIOTCS YKa3aHHBIMU, MOHOKJIOHAJIbHbIE, XUMEPHbIE, T'YMaHU3UPOBAHHbIE AHTUTENA
U JMaTena, KOTOpble CelU(PUIHO CBA3BIBAIOTCS C MOJHIENTHAOM-MHUIIEHBIO, €r0 TOMOJIOTOM,

npon3BOAHBIM i (pparmeHToM. Hacrosimee wn3oOpereHne Takke oOecrnedrBaeT aHTUTEH-
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CBsI3bIBAOLIME (PParMeHTHI JFOOOTO M3 aHTUTEN MPOTUB A33, ONMUCAHHBIX B HACTOSIIEH 3asBKE,
Il YKa3aHHBbIM AHTUT€H-CBS3bIBAOIUI (pparMeHT BBIOpaH M3 rpymmbl, cocrosmer u3 Fab,

F(ab)2, Fab’, scFy u Fy.

[00125] CornacHO OZHOMY acHeKTy, TEXHOJIOTHsS COTJIACHO HACTOSIIIEMY H300peTEeHUI0
o0ecrieuynBaeT AHTUTEJIO WM €ro aHTUIeH-CBA3BIBAIOIIMKA  (parMeHT, copep Kaiui
BapuabenbHBIN TOMEH TsDKeNOoH Lenu umMmmyHornoOyimmHa (Vu) u BapuabenpHbIH TOMEH JIETKOH
uermn ummysornoOymunHa (Vi), rme (a) Vu comepxutr mnocnenoBareiabHOCcTh Vu-CDRI1
FTFSTYDMS (SEQ ID NO: 37), nocnenoBarensHocth VH-CDR2 TISSGGSYTYYLDSVKG
(SEQ ID NO: 38) u nocnenosarenbHocTh VH-CDR3 TTVVPFAY (SEQ ID NO: 39) w/unu (b) VL
COAEPIKUT MOCJIEA0BATENBbHOCTD VL-CDR1, MOCJIEA0BATEIbHOCTD V.-CDR2 u
nociaenosarenbHocTh VL-CDR3, BriOpanHyro u3 rpymnmsl, cocrosimei n3: KASQNVRTVVA
(SEQ ID NO: 40), LASNRHT (SEQ ID NO: 41) u QYWSYPLT (SEQ ID NO: 42),
KASQNVRTVVA (SEQ ID NO: 40), LASDRHT (SEQ ID NO: 43), u QYWSYPLT (SEQ ID
NO: 42); KASQNVRTLVA (SEQ ID NO: 44), LASNRHT (SEQ ID NO: 41), u QHWSYPLT
(SEQ ID NO: 45); u KASQNVRTLVA (SEQ ID NO: 44), LASNRHT (SEQ ID NO: 41) u
QYWSYPLT (SEQ ID NO: 42). CornacHO HEKOTOPbIM BapHUaHTaM peau3aliu U300peTeHus,
AHTUTENIO Takke comepkuT Fc-moMeH mMMyHOrnoOyiamHa JF0OOro M30THIA, BKIOYAs, HO He
orpannuuBasice, IgG (sxmouas IgG1, 1gG2, 1gG3 u IgG4), IgA (Brimrouas IgA1 u IgA»), IgD, IgE
wi IgM u IgY. Heorpanu4mBaromue npuMepbl MOCIEAOBATENbHOCTEH KOHCTAHTHON 00J1acTh

BKJIFOYAIOT CJIEAYIOLINE MOCIEA0BATEIbHOCTH:
[00126] KoncranTHas obnacte IgD uenoseka, 6a3a nanubix Uniprot: PO1880 (SEQ ID NO: 46)

APTKAPDVFPIISGCRHPKDNSPVVLACLITGYHPTSVTVTW YMGTQSQPQRTFPEIQRR

DSYYMTSSQLSTPLQQWRQGEYKCVVQHTASKSKKEIFRWPESPKAQASSVPTAQPQA

EGSLAKATTAPATTRNTGRGGEEKKKEKEKEEQEERETKTPECPSHTQPLGVYLLTPAV

QDLWLRDKATFTCFVVGSDLKDAHLTWEVAGKVPTGGVEEGLLERHSNGSQSQHSRL

TLPRSLWNAGTSVTCTLNHPSLPPQRLMALREPAAQAPVKLSLNLLASSDPPEAASWLL

CEVSGFSPPNILLMWLEDQREVNTSGFAPARPPPQPGSTTFWAWSVLRVPAPPSPQPATY
TCVVSHEDSRTLLNASRSLEVSYVTDHGPMK

[00127] KoucrantHas obnacte IgG1 denoseka, 6a3a nanubx Uniprot: PO1857 (SEQ ID NO:
47)

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQY
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NSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSR
DELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDK
SRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

[00128] KoucrantHas obnacte IgG2 venoseka, 6a3a nanabx Uniprot: PO1859 (SEQ ID NO:
48)

ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKCCVECPPCPAPPVAGPSV
FLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVQFNWYVDGVEVHNAKTKPREEQFNST
FRVVSVLTVVHQDWLNGKEYKCKVSNKGLPAPIEKTISKTKGQPREPQVYTLPPSREEM
TKNQVSLTCLVKGFYPSDISVEWESNGQPENNYKTTPPMLDSDGSFFLYSKLTVDKSRW
QQGNVFSCSVMHEALHNHYTQKSLSLSPGK

[00129] KoncrantHas obnacte IgG3 uenoseka, 6a3a nanubix Uniprot: PO1860 (SEQ ID NO:
49)

ASTKGPSVFPLAPCSRSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYTCNVNHKPSNTKVDKRVELKTPLGDTTHTCPRCPEPKSC
DTPPPCPRCPEPKSCDTPPPCPRCPEPKSCDTPPPCPRCPAPELLGGPSVFLFPPKPKDTLMI
SRTPEVTCVVVDVSHEDPEVQFKWYVDGVEVHNAKTKPREEQYNSTFRVVSVLTVLHQ
DWLNGKEYKCKVSNKALPAPIEKTISKTKGQPREPQVYTLPPSREEMTKNQVSLTCLVK

GFYPSDIAVEWESSGQPENNYNTTPPMLDSDGSFFLY SKLTVDKSRWQQGNIFSCSVMH

EALHNRFTQKSLSLSPGK

[00130] KoncranTHas obnacts IgM uenoBeka, 6a3a nanubix Uniprot: PO1871 (SEQ ID NO: 50)

GSASAPTLFPLVSCENSPSDTSSVAVGCLAQDFLPDSITLSWKYKNNSDISSTRGFPSVLR

GGKYAATSQVLLPSKDVMQGTDEHVVCK VQHPNGNKEKNVPLPVIAELPPKVSVFVPP

RDGFFGNPRKSKLICQATGFSPRQIQVSWLREGKQVGSGVTTDQVQAEAKESGPTTYKV
TSTLTIKESDWLGQSMFTCRVDHRGLTFQQNASSMCVPDQDTAIR VFAIPPSFASIFLTKS
TKLTCLVTDLTTYDSVTISWTRQNGEA VK THTNISESHPNATFSAVGEASICEDDWNSGE
RFTCTVTHTDLPSPLKQTISRPKGVALHRPDVYLLPPAREQLNLRESATITCLVTGFSPAD

VFVQWMOQRGQPLSPEKYVTSAPMPEPQAPGRYFAHSILTVSEEEWNTGETYTCVAHEA

LPNRVTERTVDKSTGKPTLYNVSLVMSDTAGTCY

[00131] KoucranTHas obnacte IgG4 denoeka, 6a3a nanabx Uniprot: PO1861 (SEQ ID NO:
51)
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ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPSCPAPEFLGGPSV
FLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNST
YRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEM
TKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRW
QEGNVFSCSVMHEALHNHYTQKSLSLSLGK

[00132] KoucrantHas odnacts IgA1 uenoseka, 6a3a nanabx Uniprot: PO1876 (SEQ ID NO:
52)

ASPTSPKVFPLSLCSTQPDGNVVIACLVQGFFPQEPLSVTWSESGQGVTARNFPPSQDAS
GDLYTTSSQLTLPATQCLAGKSVTCHVKHYTNPSQDVTVPCPVPSTPPTPSPSTPPTPSPS
CCHPRLSLHRPALEDLLLGSEANLTCTLTGLRDASGVTFTWTPSSGKSAVQGPPERDLC
GCYSVSSVLPGCAEPWNHGKTFTCTAAYPESKTPLTATLSKSGNTFRPEVHLLPPPSEEL
ALNELVTLTCLARGFSPKDVLVRWLQGSQELPREKYLTWASRQEPSQGTTTFAVTSILR
VAAEDWKKGDTFSCMVGHEALPLAFTQKTIDRLAGKPTHVNVSVVMAEVDGTCY

[00133] KoncranTHas obiacte IgA2 yenoseka, 6a3a nanubix Uniprot: PO1877 (SEQ ID NO:
53)

ASPTSPKVFPLSLDSTPQDGNVVVACLVQGFFPQEPLSVTWSESGQNVTARNFPPSQDAS
GDLYTTSSQLTLPATQCPDGKSVTCHVKHYTNPSQDVTVPCPVPPPPPCCHPRLSLHRPA
LEDLLLGSEANLTCTLTGLRDASGATFTWTPSSGKSAVQGPPERDLCGCYSVSSVLPGC
AQPWNHGETFTCTAAHPELKTPLTANITKSGNTFRPEVHLLPPPSEELALNELVTLTCLA
RGFSPKDVLVRWLQGSQELPREKYLTWASRQEPSQGTTTFAVTSILRVAAEDWKKGDT
FSCMVGHEALPLAFTQKTIDRMAGKPTHVNVSVVMAEVDGTCY

[00134] KoncranTHas obnacte Ig-kanma genoseka, 0asza manabix Uniprot: P01834 (SEQ ID
NO: 54)

TVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQD
SKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

[00135] CornacHO HEKOTOPBIM BapHAHTAM PEATU3ALNHI H300PETeHUs, KOMITIO3UIIH HA OCHOBE
UMMYHOTJIOOYJIMHOB ~ COTJIACHO TEXHOJIOTHH IO HACTOALIEMY H300pETeHHIO0  Ccomepikar
KOHCTaHTHYIO 00JIaCTh TSKEJION IenH, KOTopast 1o MeHbIneii Mepe Ha 80%, o MeHblel Mepe Ha
85%, no Menblueil Mepe Ha 90%, no meHbluell Mepe Ha 95%, o MeHblel Mepe Ha 99% unu Ha
100% wmaentuuna nocnenoBarenbHOCTIM SEQ ID NO: 46-53. JIonmoMHUTENTEHO UM B Ka4eCTBe
aNbTEPHATHBBI, COTJIACHO HEKOTOPBIM BapHaHTAM peasn3allii H300pETEeHUs, KOMITO3UIMH Ha

OCHOBC I/IMMYHOFJ'IO6y.]'II/IHOB COrIaCHO TEXHOJIOTUH IO HACTOALIEMY I/1306peTeHI/IIO coacpxkar
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KOHCTAaHTHYIO 00JIaCThb JIETKOH 1enH, KOTopast Mo MeHblneil mepe Ha 80%, mo MeHbInel Mepe Ha
85%, no menbIeit Mepe Ha 90%, 1o MeHbIIel Mepe Ha 95%, o MeHbLuel Mepe Ha 99% unu paBeH
100% wunentuuna nocnenosarenpHocTd ID NO: 54, CorjnacHO HEKOTOpPBIM BapuUaHTaM
peanu3anuu n300peTeHuUs, KOMIIO3UIIMA HA OCHOBE MMMYHOTJIOOYJIMHOB COTJIACHO TEXHOJOTHH
[0 HACTOSIIIEMY HM300PETEHHIO CBS3BIBAIOTCS C 3MHUTONOM mojunentuaa A33, comep KaiuM 1o
MEHbIIEH Mepe OT TMSITH A0 BOCBMH IOCJIEAOBATENbHBIX AMHUHOKHCIOTHBIX OCTaTKOB
nociaepoBatenbHoctd SEQ ID NO: 57. CornacHO HEKOTOPbIM BapHUaHTaM peaju3aluu

M300peTeHNs], SIIUTOI MPEACTABISIET COO0H KOHPOPMALIMOHHBIN STTUTOIL.

[00136] CornacHo npyromy acmekTy, HacTosinee H300peTeHHe 00eCeYnBAET BbIIEIECHHYIO
KOMITIO3MIIMKO Ha OCHOBEC I/IMMYHOFJ'IO6YJ'II/IH3 (Haan/IMep, AHTHUTCJIIO WM €r0 AaHTUI'CH-
CBSI3bIBAIOLIUI (PparMeHT), COAEPIKALIYI0 aMIHOKUCIIOTHYIO ITOCJIE0BATENbHOCTD TSXKEJION LeTn
(HC), comepxamyro SEQ ID NO: 5, SEQ ID NO: 6, SEQ ID NO: 15, SEQ ID NO: 19, SEQ ID
NO: 23, SEQ ID NO: 25, SEQ ID NO: 27, SEQ ID NO: 29, SEQ ID NO: 31, SEQ ID NO: 33,
SEQ ID NO: 35, SEQ ID NO: 58, SEQ ID NO: 62, unu ee BapuaHT, UMEIOIIHI OHY WK Oonee

KOHCCPBATHBHBIX aMUHOKHCJIOTHBIX 3aMEH.

[00137] JIOMONHUTENBHO WM B KaueCTBE aJbTEPHATHUBBI, COTJIACHO HEKOTOPBIM BapHAHTaM
peanuzaiy N300peTeHNs], KOMIIO3ULIMK Ha OCHOBE MMMYHOTJIOOYJIMHOB COTJIACHO TEXHOJOTUU
N0 HACTOSIIIEMY U300pPETEHUIO COAEPIKAT aAMHHOKUCIIOTHYIO MOCJIEAOBATEIbHOCTD JIETKOW IIeMH
(LC), comepsxammyro nmocnenosareapbHocTh SEQ ID NO: 9, SEQ ID NO: 10, SEQ ID NO: 17, SEQ
ID NO: 21, SEQ ID NO: 24, SEQ ID NO: 26, SEQ ID NO: 28, SEQ ID NO: 30, SEQ ID NO: 32,
SEQ ID NO: 34, SEQ ID NO: 36, SEQ ID NO: 60, SEQ ID NO: 63, unu ee BapuaHT, COnep KaIiui

OOHY WA bonee KOHCCPBATHBHBIX aMHUHOKHCJIOTHBIX 3aMECH.

[00138] CornacHO HEKOTOPBIM BaPHAHTAM PEATU3ALNH U300PETEHUs, KOMITO3UIIH Ha OCHOBE
UMMYHOTJIOOYJIMHOB ~ COTJIACHO TEXHOJOTMH IO HACTOSIIEMy H300pETeHHI0  CoaepKar
AMUHOKHUCJIOTHYIO mnocnefoBaTenbHocTh HC M aMMHOKHCIOTHYIO mnocienoBarenbHocTb LC,
BBIOpaHHYyI0 U3 rpymnbl, cocrosmeit n3: SEQ ID NO: 5 u SEQ ID NO: 9 (3A3-H1/L1); SEQ ID
NO: 5 u SEQ ID NO: 10 (3A3-H1/L2); SEQ ID NO: 6 u SEQ ID NO: 9 (3A3-H2/L1); SEQ ID
NO: 6 u SEQ ID NO: 10 (3A3-H2/L2); SEQ ID NO: 15 u SEQ ID NO: 17 (huA33-1gG1 (H2L2));
SEQ ID NO: 19 u SEQ ID NO: 21 (huA33-BsAb); SEQ ID NO: 23 u SEQ ID NO: 24 (knon 31);
SEQ ID NO: 25 u SEQ ID NO: 26 (xon 32); SEQ ID NO: 27 u SEQ ID NO: 28 (xnon 48); SEQ
ID NO: 29 u SEQ ID NO: 30 (kson 49); SEQ ID NO: 31 u SEQ ID NO: 32 (knon 53); SEQ ID
NO: 33 u SEQ ID NO: 34 (knon 56); SEQ ID NO: 35 u SEQ ID NO: 36 (xson 57), SEQ ID NO:
58 u SEQ ID NO: 60 (huA33-huC825); u SEQ ID NO: 62 u SEQ ID NO: 63 (huA33-mC825)

COOTBCTCTBECHHO.
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[00139] CornacHo m000My M3 YKa3aHHBIX BBILIIE BAPHUAHTOB PEATU3AL[MM KOMITO3WULUH Ha
OCHOBE HMMYHOMIIOOYJIMHA TOcnenoBaTenbHOCTH BapuadenbHbix gomenoB HC u LC
UMMYHOTJIOOYJIMHA 00pa3yIOT aHTHIEH-CBSI3bIBAKOLIMI CAHT, KOTOPBINA CBSI3BIBAETCSI C SMTUTOTIOM
nojgunentuna A33, copepskalluM IO MEHbLIEH Mepe OT IATH [0 BOCBMH IOCJEN0BATEIbHBIX
AMMHOKHUCIIOTHBIX OCTaTkoB 3KTomoMeHa A33 (SEQ ID NO: 57). CormacHO HEKOTOPBIM

BapUaHTaM pean3aluy N300PETEHHsI, STTUTOI MTPEACTABISIET COO0H KOH(POPMALIMOHHBIN 3ITUTOIL.

[00140] CornacHO HEKOTOPBIM BapUAHTAM peaTH3alUU U300pETeHHs], MOCIeI0BATEIbHOCTH
BapuabenpHbIXx 7oMeHoB HC u LC nMMyHOrnI00yarHa NpeACTaBisiioT CO00H KOMITOHEHThI OJTHON
U TOH ’xe monunentuaHod nernu. CoOrnacHO APYrUM BapHaHTaM pealu3aliil H300peTeHHs,
nocjenosarenbHocTH BapuadenpHblx 1oMeHoB HC um LC mMMyHOrnoOyiavHa IpeaCcTaBIsIOT
CcOOOH KOMITOHEHTBHI pPa3HbIX MOJUMNENTUAHbIX Herneld. CorllacHO KOHKPETHBIM BapUaHTaM

peaim3an I/1306peTeHI/IH, AHTUTETIO NIPECACTABIIACT coboii IMOJTHOPA3MEPHOE aHTHUTEIIO.

[00141] CornacHO HEKOTOPBIM BapHAHTAM PEANU3ALMH H300PETEHMsI, KOMITIO3HLIUU Ha OCHOBE
UMMYHOIJIOOYJIMHOB COTJIACHO TEXHOJOTUH 110 HACTOSINEMY H300pETeHUI0 Crelu(uIHo
CBSI3bIBAIOTCS 110 MEHbIIEH Mepe ¢ ogqHuM noaunentuoM A33. CornacHo HEKOTOPBIM BapHaHTaM
peanu3aiyy N300peTeHNs], KOMIIO3ULIMN Ha OCHOBE MMMYHOTJIOOYJIMHOB COTJIACHO TEXHOJOTUU
0 HACTOSALIEMY M300PETEHUIO CBSI3BIBAIOTCS MO MEHBIIECH Mepe ¢ OIHUM nojunentunom A33 ¢
koHcTanTHOH muccommamuu (Kp), cocrasmsomeii mpumepro 10°M, 107* M, 10°M, 107°M,
107M, 10®M, 107°M, 107°M, 10°"'M wumu 1072M. CornacHo KOHKDETHBIM BapHAHTAM
peanu3anmu U300peTeHHs], KOMIO3ULUNA HA OCHOBE MMMYHOTJIOOYJIMHOB MPEICTABISIFOT COOOM
MOHOKJIOHAJIbHbIE aHTUTENa, XUMEpHble aHTHUTeNa, T[yYMAaHU3UPOBAHHbIE aHTUTENA WU
oucnerduunpie anturena. COrJacHO HEKOTOPbIM BapUAHTAM peATH3ALMH  H300peTeHHs,

AHTUTECJIa COOCPKAT KapKACHYHO 00J1aCTh AHTHUTEIA YEJIOBEKA.

[00142] CornacHO KOHKPETHBIM BapHAHTAM PeaTU3aLUN U300PETEHUS], KOMITO3ULHSI HA OCHOBE
UMMYHOTJIOOYJIMHA UMEeT OAHy WM OoJiee U3 CIeOyIINHX XapaKTepucTuk. (a)
NIOCJIEIOBATENbHOCTh BAPHA0EIbHOTO IOMEHA JIETKOH e UMMYHOIIIOOYJIMHA IO MEHBIIEH Mepe
Ha 80%, o menbInel Mepe Ha 85%, o meHb1el Mepe Ha 90%, o meHbIuel Mepe Ha 95% unu
10 MeHbIeH Mepe Ha 99% UAEHTHUYHA MTOCIeI0BATEIbHOCTH BaprHadeIbHOTO IOMEHA JIETKOMH 1enH
UMMYHOTTIO0YJIMHA, TPUCYTCTBYIOMIEH B IF0O0I n3 mocaenosarensHoctedd SEQ ID NO: 9. 10, 17,
21, 24, 26, 28, 30, 32, 34, 36, 60 wiu 63; u/unu (b) MOCIEAOBATEIHFHOCTb BApHAOETHHOTO JOMEHA
TSDKEJION Lenr UMMYHOTJIOOyJIMHA 1o MeHbinel mepe Ha 80%, mo MmeHbiuel mepe Ha 85%, 1o
MeHb1el mepe Ha 90%, no meHbluel Mepe Ha 95% unu no MeHbluell Mepe Ha 99% uaeHTHYHa
NOCJIEIOBATEIbHOCTH ~ BapHa0eNbHOTO  OMEHAa  TSDKEJIOW  Lend  MMMYHOIJIOOYJIMHA,

NPUCYTCTBYIOLIEH B JTF0O0M u3 nmocienosarensHocTed SEQ ID NO: 5, 6, 15, 19, 23, 25, 27, 29, 31,
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33, 35, 58 nnu 62. CornacHo APYroMy acrekTy, OIUH WK 0oJiee aMUHOKHUCIIOTHBIX OCTaTKOB B
KOMITO3ULIMSIX HA OCHOBE MMMYHOTJIOOYJIMHOB, TPEAJIOKEHHBIX B HACTOALIEH 3as1BKE, 3aMEIEeHbI
Ha APYTYI0 aMHHOKHUCIIOTY. 3aME€HAa MOXKET MPENCTABIATh COO0H «KOHCEPBATUBHYIO 3aMEHY», KaK

ONPEAEICHO B HACTOALLEH 3asBKE.

[00143] CornacHO HEKOTOPHIM BapHAaHTaM PEATU3ALNUN H300PETEHHs], KOMITO3UIHUSA HA OCHOBE
UMMYHOTTIOOYJIMHA conepskuT (a) mocnenosarenbHocTh LC, koTopas mo MeHbiueii mepe Ha 80%,
no MeHbuieil mepe Ha 85%, nmo meHblieil Mepe Ha 90%, mo MeHblieil Mepe Ha 95% unu no
MeHbIe Mepe Ha 99% wuneHTuyHa mocnenoBatenbHOCTH LC, mpucyTCTByOmEH B JIOOOH M3
nocnenoBarenbHocTeit SEQ ID NO: 9. 10, 17, 21, 24, 26, 28, 30, 32, 34, 36, 60 wm 63; w/unu (b)
nocienosatenbHocTy HC, xoTopas no menbuieil mepe Ha 80%, nmo meHbluei mepe Ha 85%, mo
MeHb1el mepe Ha 90%, no menbluel Mepe Ha 95% unu no MeHbluell Mepe Ha 99% uaeHTudHa
nocienosarenbuoctu HC, mpucyrcrBytomeit B o060 u3 nocienosarenbuocrein SEQ ID NO: 5,

6,15, 19,23, 25,27, 29, 31, 33, 35, 58 nm 62.

[00144] CornacHO KOHKPETHBIM BapHAHTAM PeaN3aLiK N300 peTeHNs, KOMIIO3ULIMH HA OCHOBE
MMMYHOIJIOOYJIMHOB COAepsKaT KOHCTaHTHYIO oOmacte IgGl, comepskamyro omHy mmm Ooiee
AMUHOKHCJIOTHBIX 3aMEH, BBIOpaHHbIX W3 rpymmbl, cocrosimed u3 N297A u K322A.
JIONOJTHUTENBHO UM B KA4ECTBE AJIbTEPHATHBBI, COTJIACHO HEKOTOPHIM BapHaHTaM pean3aliu
n300peTeHus, KOMIIO3UIMN Ha OCHOBE MMMYHOTJIOOYJIMHOB COZAEPKAT KOHCTAHTHYIO OONacTb

IgG4, copepxamuii mytanuo S228P.

[00145] B HekOTOpBIX acmeKkTax, KOMIO3UIMH HA OCHOBE MMMYHOIJIOOYJIMHOB MPOTUB A33,
OMUCAHHBIE B HACTOSIIIEN 3asBKE, HIMEIOT CTPYKTYPHbIE MOTU(PUKAIIUH 1Jis1 O0JIerdeHust ObICTPOTO
CBSI3BIBAHUSI M 3aXBaTa KJETKOW W/WiHM OoOecredyeHuss MEIJIEHHOTO BbICBOOOKIeHus1. CoriacHo
HEKOTOPBIM AaCIEeKTaM, KOMIIO3ULIUS Ha OCHOBE HMMMYHOIJIOOYJIMHOB MPOTUB A33 COryiacHO
TEXHOJIOTHH T10 HACTOSIIEMY H300pEeTEeHHUIO (HAPUMeEp, aHTUTEI0) MOXKET COEPIKATh JENICLIUIO B
KOHCTaHTHOH oOmacti CH2 Tspkenoit nenu uist obyerdeHust ObICTPOrO CBS3BIBAHHS M 3aXBaTa
KJIETKOH w/mian oOecrieueHus] MeIJIEHHOTO BBICBOOOKAECHUS. COrIaCHO HEKOTOPBIM aCIIeKTaM,
Fab-pparment ucnonbsyercst st obyierdeHus ObICTPOrO CBS3bIBAHUS U 3aXBaTa KJIETKOU W/WJIH
o0ecriedeHns1 MEAJIEHHOTO BbICBOOOXKIeH!s. COrlacHO HEKOTOpBIM acriektaM, F(ab)z-pparment
UCTIONB3yeTCsl Uil OOJieryeHusl ObICTPOrO CBSI3BIBAHUSI U 3aXBaTa KJIETKOH W/WIM o0ecredeHus

MEIJIEHHOTO BBICBOOOXKIEHYS.

[00146] CornacHO OmHOMY acHeKTy, TEXHOJIOTHsS COTJIACHO HACTOSIIIEMY H300peTEeHUI0
ofecriednBaeT MOCIeNOBATEIPHOCTh HYKJIEHHOBOW KUCJIOTHI, KOMUPYIOIIYIO TSDKETYIO LEeMb HIIN
JICTKYIO LEMNb KOMIIO3WIIMU Ha OCHOBE I/IMMYHOFJ'IO6YJII/IHa, ONMCAaHHOUN B HaCTOﬂLL[efI 3as1BKE.

Takxe B HaCTOﬂLLIefI 3asBKE OIIHMCaHbI peKOM6I/IHaHTHbIe NOCIEA0BATCIIbHOCTU HYKJIICMHOBBIX
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KHUCJIOT, KOJUPYIOLIHNE JIIOObIe aHTHTEJIA, ONTUCAHHBIE B HACTOsMIEH 3asiBke. COTJIaCHO HEKOTOPBIM
BapHaHTaM pean3alii H300peTeHns H300peTeHHUS, TIOCIeI0BATEIbHOCTh HYKJIEHHOBOU KHUCJIOTHI
BbIOpanHa u3 rpymnmsl, cocrosimei 3 SEQ ID NO: 7, 8, 11, 12, 16, 18, 20, 22, 59 u 61. CornacHo
OPYrOMY acCIeKTy, TEeXHOJIOTHSl COTJIACHO HACTOSIIeMy H300pPETeHHIO OOECTIeUMBAET KIIETKY-
XO35IMHA,  OKCIPECCHUPYIOIIYI0  JIIOOYI0  TOCHENOBATEIbHOCTh  HYKJIEMHOBOW  KHUCJIOTBI,
KOAMPYIOIMYIO TSDKENYI0 Lelb WIH JIETKYIO Ielb KOMIIO3WLUKA Ha OCHOBE UMMYHOTJIOOYIIHHA,

OIMMCAHHOU B HACTOSILEN 3asIBKE.

[00147] Kommo3uuu Ha OCHOBE HIMMYHOTJIOOYJMHOB COTJIACHO TEXHOJIOTHH MO HACTOSIIEMY
n300peTeHni0 (Hampumep, aHTUTENO MPOTUB A33) MOryT SBISITHCS MOHOCIEUU(UIHBIMU,
OucnerpuuHbIME,  TPUCTEUU(PUYHBIMM  WMJIX  UMeTb  Ooliee  BBICOKYIO  CTENEHb
MyJbTUCTIeIMPUUHOCTH. MynbTUCTIEHU(UYHbIE aHTUTENA MOTYT SIBIISITHCS CHELU(UUHBIMH B
OTHOIIEHHH PAa3JIMYHBbIX 3IHUTOINOB OJHOTO WM Oonee MmoaunentuaoB A33 WM B OTHOLICHUH
nonunentuza (monunentuaos) A33, a Takke B OTHOIIEHHH FeTePOIOTHYHBIX KOMITO3ULIMH, TAKUX
KaK TIeTepOJIOTMYHBIN MOJUMENTH WIA TBEPHAbIH MNONAEPKUBAIOLINN MaTepuan (Marepuan
noanokku. Cm., Harpumep, nyOJIMKAIMI0 MEKIyHApOIHOW mateHTHOH 3asBku WO 93/17715;
nyOJIMKALNIO MEXTyHapOIHON nmaTeHTHOH 3assBku WO 92/08802; myOnukaliuio MexXyHapOaHOM
nateHTHOH 3asiBku WO 91/00360; nmyOnukauuo MeXIyHapOAHON maTeHTHOH 3asBku WO
92/05793; Tutt et al., J. Immunol. 147: 60-69 (1991); marentsr CIIIA Ne 5,573,920, 4,474,893,
5,601,819, 4,714,681, 4,925,648, 6,106,835; Kostelny et al., J. Immunol. 148: 1547-1553 (1992).
CornacHO HEKOTOPBIM BapUAHTAM peaju3alMi H300pPETeHHUs, KOMIIO3MIMM Ha OCHOBE
UMMYHOTJIOOYJIMHOB TPEACTABISIFOT COo00#M XuMepHble aHTHTeNda. COriacHO KOHKPETHBIM
BapUAHTAM peaTn3ali H300peTeH ], KOMITO3UIIMU HA OCHOBE IMMYHOTJIOOYJINHOB MPEICTABJISIOT

co0ol T'yMaHU3UPOBAHHBIE AHTUTENIA.

[00148] Kommo3uiuy Ha OCHOBE HUMMYHOTJIOOYJMHOB COTJIACHO TEXHOJIOTHH O HACTOSIIEMY
M300pPETEHUI0 MOTYT JIOTIOJHUTENIbHO OBITh PEKOMOWHAHTHO CIUTBI C TeTEPOJIOTHYHBIM
nosyunenTuaoM Ha N- win C-KOHIle MITH XUMHUYECKHA KOHBIOTUPOBAHBI (BKJIFOUAsl KOBAJIEHTHOE U
HEKOBAJICHTHOE KOHBIOTUPOBAHHE) C MOJIMNENTUAAMU WA APYTUMH KoMno3uuusiMu. Hampumep,
KOMITO3UIIMM HAa OCHOBE HWMMYHOIJIOOYJIMHOB COTJIACHO TEXHOJOTHH TIO HACTOSALIEMY
U300pETEHNI0 MOTYT OBbITh PEKOMOMHAHTHO CIUTBI WM KOHBIOTHPOBAHBI C MOJIEKYJIAMH,
NPUMEHNMBIMH B KAY€CTBE METOK B aHAIN3aX JETEKIHH U 3((HEKTOPHBIMU MOJIEKYJIaAMH, TAKUMHU
KaK reTepoJIOTUYHbIE MOJNUMENTHABI, JeKapCTBEHHbIE CPEACTBa WM TOKCHHBL CM., Hampumep,
nyOJIMKALIHIO MEKAYHAPOIHOM naTeHTHOH 3asBku WO 92/08495; myOnukaniio Mex1yHapOaHOH
naTeHTHON 3asBku WO 91/14438; nyOnukanuioo MeKAyHApOOHOW MaTeHTHOW 3asiBku WO

89/12624; nmarente CLIIA Ne 5,314,995 u EP 0 396 387.
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[00149] CornacHo MOOOMY M3 NMPHUBENEHHBIX BHIIIE BAPHAHTOB PEAN3ALNN KOMITO3UIMHA Ha
OCHOBE NIMMYHOTJIOOYJIMHOB COTJIACHO TEXHOJIOTHH 110 HACTOSALIEMY H300PETEHHIO, aHTUTEJO WU
AHTUTE€H-CBS3bIBAIOIUI (PPArMEHT aHTUTENAa MOXET OBITh HE0OS3aTeNbHO KOHBIOTHPOBAH C
areHTOM, BBIOPAaHHBIM M3 TPYMIbL COCTOSAIIEH W3 M30TOIOB, KpacUTeNel, XPOMOTEHOB,
KOHTPACTHUPYIOIIUX AareHTOB, JIEKAPCTBEHHBIX CPEACTB, TOKCHHOB, LHTOKHUHOB, (E€PMEHTOB,
UHTUOUTOPOB  (PEPMEHTOB, TOPMOHOB, AHTArOHHUCTOB T'OPMOHOB, (AaKTOPOB  POCTa,
PaIMOHYKIUAOB, METAJLIOB, unocoM, HaHodactul, PHK, JIHK wnn mro60# nx komOuHamu. J1jis
XUMHYECKON CBSA3M WIN (PU3MUECKON CBA3H (PYHKIMOHAJIbHASI TPYINa KOMIIO3ULIUK HAa OCHOBE
UMMYHOTTIOOYJIMHA, KaK MPABUJIO, CBA3BIBAETCA ¢ (PYyHKIIMOHAIBHON rpynmoi arenta. B kauectse
aNbTepHATHBBI, (PYHKLMOHAJbHAS TPYINIAa areHTa CBA3bIBAETCA C (PYHKLUHMOHAIBHOW TIPyMNION

KOMIO3HIIMEH Ha OCHOBE HMMYHOTJIOOYJINHA.

[00150] @yHKUMOHANBHBIE TPYMIBI areHTa U KOMIIO3MLHH HAa OCHOBE HMMMYHOTJIOOYJIHHA
MOTYT CBsI3bIBaThCA NpsiMo. Hanpumep, GpyHKIIMOHAIBHAS TpyNIa (HAIPUMep, CYIb(TUAPUIbHAS
IPYIIIa) areHTa MOKET CBA3BIBATHCS C (PYHKLIMOHAIBHOM IPyNIoi (HanpuMep, CyIbGpruipuiIbHOM
IPYIIIOH) KOMIIO3ULIMK HA OCHOBE UMMYHOIIIOOyIMHA ¢ oOpasoBaHueM aucynbduna. B kagectse
aJIbTePHATUBBI, (DYHKLIMOHAJIBHBIE TPYIIIBI MOTYT COSIUHATHCS Uepe3 MePeKPEeCTHO CHINBAOIINI
areHT (T.e. uHKep). HekoTophie mpuMephl MEPEKPEeCTHO CIIMBAOIINX areHTOB OMHUCAHBI HUXKE.
Kpocc-nunkep MokeT ObITh MPUCOENMHEH JUOO K areHty, JIMOO K KOMITO3HIIMM Ha OCHOBE
uMMyHornoOynnHa. KonuyecTBo areHTa WM KOMITO3MIIMM Ha OCHOBE HMMMYHOTJIOOYJIHMHA B
KOHBIOTaTe TAKXKE OTPAHUYNBAETCS KOJMUECTBOM (DYHKITMOHAIBHBIX TPYIII, TPUCYTCTBYIOLINX HA
napTHepe cCBs3biBaHusA. Hamnpumep, MakCHMalbHOE KOJMYECTBO areHTa, CBsI3aHHOIO C
KOHBIOTATOM, 3aBUCUT OT KOJIMYeCTBA (DYHKIUOHAIBHBIX TPYIMI, MPUCYTCTBYIOLIMX HA
KOMITO3WUIIMM HAa OCHOBE HMMYHOIJIOOyJHMHA. B KauecTBe anbTepHATHBBI, MAaKCUMAIbHOE
KOJINYECTBO KOMITO3UIIMM HA OCHOBE MMMYHOIJIOOYJIMHA, CBSI3AHHOW C areHTOM, 3aBUCUT OT

KOJIN4ECTBA (PYHKIIMOHAIBHBIX TPYII, MPUCYTCTBYIOIUX HA areHTe.

[00151] CornacHo npyroMy BapHaHTy peaju3alid U300pPETeHUs, KOHBIOTAT COAEPKUT OIHY
KOMITO3ULIMIO HA OCHOBE MMMYyHOTJIOOYJIMHA, CBSI3AHHYIO ¢ OOHUM areHToM. CoryiacHO OfZHOMY
BApUAHTY pean3alii M300pETeHHUs, YKa3aHHBIH KOHBIOTAT CONEPIKUT IO MEHbINEH Mepe OIuH
areHT, XUMHYECKH CBSI3aHHBIN (HampuMep, KOHBIOTHPOBAHHBIN) MO MEHbIIEH Mepe C OJHOU
KOMITO3UIIMEH Ha OCHOBE HMMMYHOIJTIOOyJHMHA. ATEHT MOXET OBbITh XHMHYECKH CBS3aH C
KOMITO3UI[MEH Ha OCHOBE HMMMYHOIJIOOYJIMHA € TIOMOLIBIO JIFOOOro cmoco0a, H3BECTHOTO
CHELMANCTY B TaHHOW 00JacTu TeXxHUKU. Hanpumep, GyHKIMOHAIBHAS TPYIINA HA ar€HTE MOYKET
OpsSIMO  TPUCOEAMHATBCS K (QYHKIMOHAJIBHOW TpyIIe Ha KOMIIO3WLUM Ha OCHOBE

uMMyHornoOynnHa. Hekotopble npuMepsl NOAXOMAMHX (PYHKIHOHAIBHBIX TPYII BKIOYAIOT,
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HarpuMep, aMUHOTPYIIY, KapOOKCUTPYIIITY, CYIbQTHAPHIBHYIO TPYIINY, MAIEMMHUAHYIO TPYIIILY,

M30LUAHATHYIO IPYIITy, U30THOLMAHATHYIO IPYMIY U TMAPOKCUIBHYIO FPYIIIY.

[00152] Arentr Takke MOXeT ObITh XHMHUYECKH CBS3aH C KOMIIO3HWLIMEH Ha OCHOBE
UMMYHOTJIOOYJIMHA TIOCPEICTBOM MEPEKPECTHO CIMMBAIOIIUX AT€HTOB, TAKUX KaK JUAJbICTHIbI,
KapOOAMMMHUIIBI, TUMAJICMMHUIbI U T. 1. [ [epekpecTHO CIIMBaIOIUe areHThl MOTYT, HarpuMep, ObITh
nojiyueHsl 3 komranuu Pierce Biotechnology, Inc., Poxdoppn, MmmHoiic (st moMomm cM.
Beb-caiitr Pierce Biotechnology, Inc.). JlomomHuTenbHBIE TEPEKPECTHO CUIMBAIOIINE areHThI
BKJIFOYAIOT TEPEKPECTHO CIIMBAIOIIME areHThl HA OCHOBE IUIATHHBI OT kommaHuu Kreatech
Biotechnology, B.V., Amcrepnam, Hunepnannel, onucanubie B nmateHtax CIIIA Ne 5,580,990;
5,985,566; u 6,133,038.

[00153] B xauecTBe anbTepHATUBBI, (PYHKIMOHANbHAS IPYIIA HA areHTe M KOMIIO3UIMH Ha
OCHOBE MMMYHOIJIOOYJIMHA MOTYT SIBJISITbCS OJUHAKOBBIMH. | OMOOM(YHKIIMOHAIBHBIE KPOCC-
JUHKEpBl, Kak MpPaBUJIO, WCIONBb3YIOTCA M IEePEeKPECTHOro CIIMBAHUS HIEHTUYHBIX
¢dyHKIMOHATBHBIX rpymil. [IpuMepbl roMoOH(pYHKIMOHAIBHBIX KPOCC-IHHKEPOB BKIO4YaoT EGS
(T.e. aTMIEHrTUKONb-OUC|cykuuHuMuImIcykuuHar|), DSS (t.e. mucykuuHumuauicyodepar),
DMA (te. OUMETUIaIUITUMU/IAT, 2HCI), DTSSP (e 3,3"-
autnoduc| cynepocykuuaumummnponuonar]|)), DPDPB (t.e. 1,4-au-[3'-(2'-mupuanianuTio)-
npornmoHamuao]oyran) u BMH (t.e. Ouc-manenmunorekcan). Takue romoOu(yHKIIHOHAIBHBIE

KPOCC-JIMTHKEPbI TaKXKe JOCTYIHBI U3 komranuu Pierce Biotechnology, Inc.

[00154] B npyrux npumepax MOXKET sIBJISATbCS MPEANOYTUTENbHBIM OTLIEIUICHHE areHTa OT
KOMITO3UI[MM Ha OCHOBE MMMYyHOrnoOynuHa. BebG-caiit komnanuu Pierce Biotechnology, Inc.,
ONHUCAHHBIH BBIIIE, TAKXKE MOKET MOMOYb CIELUAIUCTY B JAHHOH OOJACTH TEXHUKU B BbIOOpE
NOAXOMSAINX KPOCC-TMHKEPOB, KOTOPbIE MOJKHO OTLICTUISTh, HATIPUMEP, C TOMOIIBIO (PePMEHTOB
B KJieTke. Takum 00pa3oM, areHT MOXKHO OTAEJIATh OT KOMITO3ULIMU HA OCHOBE HIMMYHOTJIOOyJIHHA.
IIpuMepsl  MOANAIOIIMXCS  OTIIEIUIEHHUIO  JIMHKepoB  BKmoudarorT SMPT  (te.  4-
CYKIIUHUMUIUJIOKCHKapOOHMIMETHII-a- [ 2-tupuaunauTio|toayon),  cynbdo-LC-SPDP  (t.e.
cynbocykumaumMunna - 6-(3-[2-mupunmnautuo]|-nponunonamuno)rekcanoar), LC-SPDP (t.e.
CYKIUHUMUIUI  6-(3-[2-MUpuanianTHO |-ponuoHaMuo)rekcanoar), cynbdo-LC-SPDP (t.e.
cynbocykumaumMunna  6-(3-[2-mupununauto|-nponuonamuno)rekcanoar), SPDP (t.e. N-
CYKIUHUMUIWI-3-[ 2-upuannanTuo |-nponuoHamuorekcanoatr) u  AEDP  (te.  3-[(2-

AMUHOASTHIT)IUTHO |IponuoHoBY0 kucioty, HCI).

[00155] CornacHo OpyroMy BapHaHTy peajH3alMd H300PETEHHs, KOHBIOTAT CONEPKUT II0
MEHbIIEeH Mepe OJIH areHT, PU3NIECKU CBSI3aHHBIN 110 MEHBLICH Mepe C OTHOI KOMIO3HLIUEH Ha

OCHOBE HMMMYyHornoOynuHa. JIroOoi crmocod, M3BECTHBIM CrenHaiicTaM B JaHHOW obmactu
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TEXHUKH, MOXET NPHUMECHATHCA A (1)I/ISI/I"IGCKOFO CBA3bIBAHUA ar¢HTOB C KOMIIO3ULUsAMU Ha
OCHOBE UMMYHOTTIOOYTMHOB. Hanpumep, KOMIO3ULIMKA HA OCHOBE UMMYHOTJIOOYJIMHOB M areHThI
MO’KHO CMEIIMBATh BMECTE C TIOMOLIBIO JIFOOOro crocoda, H3BECTHOTO CHELHUATNCTaM B JAaHHOM
obmactn TexHuku. llopsimox cmemenuss He BakeH. Hampumep, areHTbI MOKHO (PU3UYECKU
CMEIINBATh ¢ KOMITO3WLUSMH Ha OCHOBE MMMYHOIJIOOYJMHOB C MOMOIIBIO JIFOOOTo crocoda,
U3BCCTHOI'O crienquaJucramM B I[aHHOfI O6J'IaCTI/I TEXHHUKHU. HaHpI/IMep, KOMITIO3UIIMM HAa OCHOBEC
I/IMMYHOFJ'IO6y.]'II/IHOB 1 areHThbl MOXXHO IIOMEIIATH B KOHTeﬁHep u B36a.]'ITbIBaTb, Hanpumep, nyTem
BCTPpAXUBAHUA  YKA3aHHOI'O KOHTefIHepa, i1 CMELINBAHUA KOMHO3PII.IPII>1 Ha OCHOBEC

UMMYHOTJIOOYJIMHA U are€HTOB.

[00156] Kommno3uiuu Ha OCHOBE HMMYHOTJIOOYJINHOB MOXKHO MOIU(HULIUPOBATH C MMOMOLIBIO
moboro crocoba, H3BECTHOTO CIEHaJucTaM B JaHHOW oOmactu TexHukdU. Hampumep,
KOMITO3UIMIO HA OCHOBE UMMYHOTIOOYJIHHA MOKHO MOAUGDHUILIUPOBATD C TIOMOLIBIO TEPEKPECTHO
CIIMBAIOIINX ar€HTOB WK (YHKIIHOHAIBHBIX TPYIII, KaK OMMCAHO BHILIE,

A. Cnocobwr _nonyuenusi awmumen npomus A33 coenacno mexHonro2uu no HAcmosuemy

u300pemenuIo
[00157]  Oo6wuii 0630p. CHavana BHIOMPAIOT MOJMIIENTUA-MHILIEHb, K KOTOPOMY MOXET OBbITh

CO3JJaHO AHTUTENIO COTJIACHO TEXHOJIOTHH IO HACToseMy u3oOpeTenuto. Hampumep, aHTHTENO
MOJKET OBITh CO3IaHO MPOTUB TOJHOPa3MepHOro Oeyika A33 MK 4acTH BHEKJIETOYHOTO AOMEHA
Oenka A33. MeToabl CO3MAHUST AHTUTEN, HAMPABJICHHBIX HA TaKWe TOJHUIENTUIbI-MULICHH,
XOpOIIO HW3BECTHBI CIEIUANUCTY B MaHHOW OONACTH TEXHHWKHU. [IpuMepbl TakMX METOHOB
BKJTIOYAIOT, HATIPUMEP, HO HEe OTPAaHUYHMBAKOTCS YKa3aHHBIMK, METOIbI, BKJTFOYAKOIIIHe OUOIMOTEKU
JUCTLIES], KCEHOTUOPUIOMBI MJTH YEJIOBEYECKUE M MBIIIUHbIE THOPUAOMBI U T.1. [lomunenTuabi-
MUIIIEHH B Tpefenax o0beMa TEXHOJIOTMU COTJIACHO HACTOSIIEMY H300PETEHHIO BKITHOYAKOT
Mo00N mojMnenTun, nmpoucxonsmmii u3 Oenka A33, comepskalero BHEKJIETOYHBIN OMEH,
CrOCOOHBIN BBI3bIBATH UMMYHHBIH OTBeT. [lonydyeHune aHTHTEN, CHEHU(UUYHBIX B OTHOIICHUU

Oenka A33, npowuttoctpupoBano B [Tpumepax 1,2, 3 u S.

[00158] Crneayer noHMMAaTh, YTO pPEKOMOWHAHTHO CKOHCTPYUPOBAHHBIE AaHTHUTEJA U
(parMeHThl AHTUTEN, HANPUMEp, OTHOCSIIMECS K aHTUTEJaM MOJMUIENTHABI, KOTOpPbIE
HanpaByieHbl Ha Oenok A33 u ero ¢pparMeHThI, MOAXOAST IJisi MPUMEHEHUS] B COOTBETCTBUU C

HACTOSIITUM H300peTeHHEM.

[00159] AwnTurena mpotuB A33, KOTOpbIE MOXKHO NMPHUMEHSATh B CHOCO0aX, M3JIOKEHHBIX B
HACTOSIIIEH 3asBKe, BKJIIOYAIOT MOHOKJIOHAJIbHBIE U TIOJNUKIIOHAJbHbIE aHTUTENa U (pparMeHTsI
anturen, Takue kak Fab, Fab', F(ab'),, Fd, scFv, nuarena, nerkue menu aHTUTEN, TSOKENbIE LEMH

AHTUTENI W/ WIH (I)paFMeHTbI aHTUTe]. bbIIM OMMCaHBI CHOCO6I:;I, NPUMECHUMBIC  JIA
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BBICOKO3()()EKTUBHONW TMPOAYKLUMH TOJUINENTHIOB, coxepkamux Fv-¢pparmMeHTsl aHTHTEN,

Hanpumep, Fab'- u F(ab');-pparmentsr antuten. Cm. marent CIIA Ne 5,648,237.

[00160] B uenom, aHTUTENO MOJYYAKOT U3 HUCXOAHOrO BUAA. bojiee KOHKPETHO, MOIy4aroT
MOCJIEAOBATENbHOCTh HYKJIEMHOBOW KHUCJIOTHl WJIM AMUHOKHUCJIOTHYKO IOCJIE€AOBATEIbHOCTD
BapraleIbHON YaCTH JIETKOW LIETH, TSDKEJION LeTH W 00erX Ierei aHTUTeIa UCXOHOTO BU/IA,
UMEIOIIEero Crenu(pUIHOCTh B OTHOIICHHH AHTUIEHA MOJIUMENTHAA-MUIIeHH. VICXOMHBIN BHJ
npencTasisier coOoi 000 BHUI, MPUMEHUMBIN I CO3MaHMsI aHTUTENA COTJIACHO TEXHOJIOTUU
M0 HACTOSIIIEMY H300peTEeHUI0 UM OMOJIMOTEKH aHTUTEI, HANPUMEpP, KPBICY, MbIIIb, KPOJIHKA,

KypHully, 00e3bsiHy, YeloBeKa U T.1I.

[00161] Texnonoruu ¢aroBoro win (ParMUAHOTO IUCIUIES] MPENCTaBISIIOT COOOM METOIBI,
NPUMEHUMBbIE Ui TOJNYYeHUs] aHTHTEJI COTJIACHO TEXHOJIOTHH IO HACTOSIIEMY HU300pETeHHUIO.
MeTtonbl Co3aHNs U KIIOHHPOBAHUS MOHOKJIOHAJIbHBIX aHTHUTEJIA XOPOIIO U3BECTHBI CIIEITHAIUCTY
B JAaHHOH OOJNAaCTH TEXHHMKH. DKCIPECCHUIO IOCIEeNOBATENbHOCTEH, KOAMPYIOLINX AaHTUTENA

COTJIACHO TEXHOJIOTUH MO HACTOSIIEMY H300PETEHUI0, MOYKHO OCYINECTBIISATh B F. coli.

[00162] M3-3a BBIpOXKAECHUS NOCIEAOBATENBHOCTEH, KOAUPYIOIIUX HYKJIEHHOBYH) KHCIOTY,
ApyTue TOCJeNOBaTENbHOCTH, KOTOpPble KOAUPYIOT IO CYIIECTBY T€ K€ AMHHOKHUCIIOTHBIE
HIOCJIEIOBATENIHOCTH, YTO M IOCJIEAOBATEIbHOCTH MPUPOAHBIX OEJIKOB, MOJKHO HCIIOJIb30BATh
NpPU  TMPAKTHUECKOM OCYLIECTBIEHHH TEXHOJOTMU COTJIACHO HACTOSIIEMY H300pPETEeHUIO.
VYKazaHHbIE TMOCIENOBATEIBHOCTH BKJIIOYAIOT, HO HE OrPaHUYHMBAIOTCS  yKa3aHHBIMHU,
MOCJIEIOBATEIbHOCTA HYKJIEMHOBBIX KUCJIOT, BKIIFOYAs LEJIbIe MJIM YaCTH MOCIEeOBATEIbHOCTEH
HYKJICHHOBBIX KHCJIOT, KOAMPYIOIIMX MPUBEIEHHBIE BBIIIE MMOJUMENTUIbI, KOTOPbIE M3MEHEHbI
NyTeM 3aMeHbl PA3JIMYHBIX KOJOHOB, KOOUPYIOIIUX (PYHKUHOHAJIBHO OSKBHBAJEHTHBIN
AMHHOKHCJIOTHBIM OCTaTOK B MpeJesiaX MOCIeA0BATeIbHOCTH, YTO MPUBOIUT, TAKUM 00pazoMm, K
NOJYYCHUIO  «Mojdamiero»  u3MeHeHus.  Crenyer  NOHMMATh, YTO  HYKJIEOTHAHAS
NOCJIEIOBATENIbHOCTh UMMYHOIIOOYJIMHA B COOTBETCTBUHU C TEXHOJIOTHEH COTJIACHO HACTOSIIEMY
U300pETEHHI0  MOXKET  BBIAEPKHBATH T'OMOJIOTHYHOE HW3MEHEHHWe BIUIOTH 10 25%
NOCJIEIOBATENLHOCTH, KaK PACCUUTAHO C MOMOIIBIO CTaHAapTHBIX MeTonoB (“Current Methods in
Sequence Comparison and Analysis,” Macromolecule Sequencing and Synthesis, Selected
Methods and Applications, pp. 127-149, 1998, Alan R. Liss, Inc.), mpu yClIOBHH YTO Takou
BAPUAHT MPUBOIUT K IMOJYYEHHIO (PYHKIMOHHUPYIOLIETO aHTUTENA, KOTOPOE PACIO3HAET OENKu
A33. Hanpumep, onuH miu 60jee aMIHOKUCIIOTHBIX OCTATKOB B MPEAENiax MMOCIeN0BATEIbHOCTH
NOJIMIIENTHIA MOXKET OBITh 3aMelIeH Ha APYTYI aMHUHOKUCIIOTY CO CXOAHOH MOJIIPHOCTBIO,
IEUCTBYIOIYIO KaK (PYHKLIMOHAJIBHBINA SKBHBAJIEHT, YTO MPUBOIUT K «MOJTYALIEMY» H3MEHEHHIO.

3aMecTUTeNn aMHHOKHUCIIOT B MpeNesax MoCIeI0BaTeIbHOCTH MOTYT OBITh BBIOPAHBI U3 APYTUX
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YJIEHOB KJacca, K KOTOPOMY NPUHANJIEKUT AaMUHOKUCIOTA. Hanpumep, HenossipHble
(runpooOHbIE) aMHUHOKHCIOTBHI BKIOYAIOT aJlaHWH, JEHLWH, HW30JEHLUH, BaJUH, NPOJIHH,
¢denmnananuy, Tpunto@aH U MeTUOHHH. [loNsApHBIE HEWTpaJIbHbIE AMHHOKHCJIOTHI BKIIFOYAIOT
[JIMLUH, CEpUH, TPEOHWH, LMCTEWH, THUPO3UH, acmaparud W riayTaMuH. llojgokutenbHO
3apsoKeHHBbIC (OCHOBHBIE) AMUHOKHUCIIOTHI BKITFOYAIOT APTUHUH, JIM3UH U TUCTUANH. OTPHUIATEIBHO
3apsiKeHHBbIE (KHUCIIbIe) aMHHOKUCIIOTHI BKJIFOYAOT ACHAaparvHOBYKO KHCIOTY U TJIIyTAMUHOBYIO
kucnoty. Takke 00beM TEXHOJIOTUU COTIACHO HACTOSIIEMY H300pETEHHIO BKIFOYAeT OEJIKU MU
ux ()parMeHThbl WK MPOU3BOIHBIE, KOTOPBIE O-Pa3HOMY MOIU(PULIUPYIOTCS BO BPEMS HIIH TTOCIIE
TPaHCJSIUUY, HANpUMep, NyTeM [NIMKO3WINPOBAHUS, IPOTEOJIUTHYECKOrO paCLIEIUICHMUS,
CBA3BIBAHUS C MOJIGKYJIOM aHTUTENa WIM JPyTMMU KJIE€TOYHBIMU JIMTAHAAMU U T.A.
JIONIOJTHUTENBHO, TIOCIIE0BATENbHOCTD HYKJIEMHOBOW KUCIIOTHI, KOIUPYIOIIas HMMYHOTJIOOYJINH,
MOKET OBbITh MYyTHpPOBaHa i1 VifFo WIW in Vivo € CO3JaHUEM WWIH pa3pylieHueM
HIOCJIEIOBATEIbHOCTEH TPAHCIISILIMY, HHULMALWY /WM TEPMUHALIMI WJIH C CO3IaHHEM BapuaLnii
B KOAMPYIOIIUX O0NACTAX W/WiM ¢ 0Opa30BaHUEM HOBBIX CAMTOB PECTPUKIIMH SHAOHYKJIEAa3aMH
WIN pa3pyLIeHHs MPEACYIIECTBYIOMINX YKa3aHHBIX CAUTOB JUIsl OOJIErueH sl TOTIOJHUTEIbHOM 71
vitro mogu¢ukao. JIro0oii MeTon MyTareHesa, H3BeCTHBII B TAHHOH 00JIaCTH TEXHUKHU, MOXHO
UCTIONIb30BATh, BKJIIOYAsl, HO HE OTPAHUYUBASICh, /11 Vilro CaiT-HaTNpaBJIeHHbINA MyTareHes, J. Biol.

Chem. 253:6551, npumenenue Tab-nunkepos (Pharmacia), u T.1.

[00163] Ilonyuenue noauxnoHanvHoil AHMUCLIGOPOMKU U UMMYHO2eH08. CIIOCOOBI CO3MaHMs
aHTUTEN WK (PArMEHTOB aHTHTEJ COVIACHO TEXHOJIOTUHU IO HACTOSIIIEMY H300pETEHHIO, Kak
NPABUJIO, BKJIFOYAIOT MMMYHHU3ALUIO CYOBbeKTa (B LIeJIOM, CyOBeKTa, He MPEACTABIISIFOIIEro CO00H
YeJIOBEKA, TAKOTO KaK MBILIb WJIM KPOJIMK) OYUIIEHHbIM OekoM A33 wiu ero (parMeHToM Wiiu
KJIETKOH, sKkcmpeccupyromeii 0enok A33 wmmm ero ¢parment. IMoxxomsiquii MMMYHOTE€HHBIN
npenapar MOXKeT COJEPKaTh, HAMPUMED, PEKOMOUHAHTHO 3KCIPECCUPOBAHHBIN Oeok A33 wiu
xuMudecku cuHtesnpoBaHHbid nentun A33. ECM Oenka A33 wim ero 4actb Wiu (pparMeHT
MO>KHO HCIOJIb30BaTh B KaueCcTBE MMMYyHOI€Ha JJi CO3[aHus aHTUTena rnpotuB A33, kotopoe
cBsi3bIBaeTCs ¢ OenkoM A33 wim ero 4acTbio WM (ParMEeHTOM, C MPUMEHEHHEM CTAaHAAPTHBIX

METOAOB MOJYYCHUSA TTOJHUKIIOHAJIbHOTI'O U MOHOKJIOHAJIBHOI'O aHTUTEIA.

[00164] IlomHOpa3mepHbIid Oenok A33 wiu ero pparMeHThl, MPUMEHUMBI B BUZe PparMeHTOB
B KauyecTBe HMMYHOreHOB. COrIacHO HEKOTOPBIM BapHAaHTaM peajH3alu H300peTeHHs,
¢parmeHT A33 COHEpPKUT O MEHbIIEeH Mepe OT MSITH JO BOCBMHU IOCIIEIOBATEIBbHBIX
AMUHOKHCJIOTHBIX OCTaTKOB aMUHOKHCIOTHOM nocnenosarensHoctd SEQ ID NO: 57 u conepxut
snuton Oenka A33 TakuMm 00pa3oM, YTO AHTUTENO, CO3AAHHOE MPOTHB IENTHAA, O0Opasyer

crieun(pUIHbII UMMYHHBIA KOMILIEKC ¢ OekoM A33.
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[00165] CornacHO HEKOTOPHIM BapHAHTAM peANH3ALMHU H300PETeHUs, AHTHUICHHBIH MENTH/
A33, nepexpriBarouuiics ¢ skrogomeHoM A33 (Ile22-Val235), conepxut no Menbluei mepe 5, 8,
10, 15, 20 unu 30 aMUHOKUCIOTHBIX OCTATKOB. boJjiee ANMMHHBIE AHTUTEHHbBIE TIENTH bl WHOT/A
ABJIsieTCA OoJiee JKeNaeMbIM MO CPAaBHEHHIO ¢ Ooyiee KOPOTKMMU AHTUIE€HHBIMH IENTHIAMHU B
3aBHCHMOCTH OT TPHUMEHEHHs] U B COOTBETCTBUU CO CIOCOOAMH, XOpPOIIO HU3BECTHBIMHU
CHEeLMAINCTY B JAHHON 00NacTH TeXHUKU. MyJIbTUMEpBl NAaHHOTO 3IMUTONA WHOTAA SIBISIOTCSA

bosee 3¢ GHeKTHBHBIMU, YeM MOHOMEPBHIL.

[00166] IIpu HeoOXOmMMMOCTH WMMYHOT€HHOCTh Oenka A33 (wmm ero ¢parmMeHTra) MOXKHO
NOBBIIIATH MYTEM CIHSAHUS WM KOHBIOTMPOBAHUS C TAlITEHOM, TAKUM KaK M€MOLIMAaHUH JUM)BI
ynutku (KLH) nnn oBanbOymun (OVA). MHorue Takue ranteHbl H3BECTHBI B JaHHOW 00JacTH
TeXHUKU. Takxke MOXKHO KOMOMHHPOBaTh O0eok A33 CO CTaHAAPTHBIM abIOBAHTOM, TAKUM KaK
NOJHBI WJIM HENOJHBIM anbproBaHT PpeiliHna, Ay NOBBILEHUS HMMMYHHOH peakuuu Ha
nonmunentun y cyOwbekra. Pa3nuyHble aAbIOBAHTBL, NPUMEHUMBIE JJIsI  TOBBILICHUS
UMMYHOJIOTHYECKOIO0 OTBETA, BKIIIOYAIOT, HO HE OTrPAaHUYUBAIOTCS YKa3aHHBIMH, aIbIOBAHT
@petinna (MOTHBIN WM HETIOJHBIN), MUHEPAJIbHbIE TelH (HAampuMep, MMAPOKCHUI aJTIOMUHHSA),
MOBEPXHOCTHO-aKTUBHbIE BEIleCTBA (HANpUMep, JIM3OJELUTHUH, IMOJHOJbl IUIIOPOHHUKA,
HIOJINAHUOHBIL, TIENITH/IbI, MACIISTHbIE SMYJIbCUU, AMHUTPODEHON U T. 1. ), AABIOBAHTHI AJIs YEJIOBEKA,
takne kak Oaumsma Kanemerta-I'epena wu  Corynebacterium parvum Wid  CXOIHbBIE
UMMYHOCTHUMYJIUPYIOLINE COSTUHEHUs. Y Ka3aHHbIE METOJIbI SIBJISTFOTCSI CTAHAAPTHBIMH B TAHHOH

00JIaCTH TEXHUKHU.

[00167] B omucanMM TEXHOJOTHUU MO HACTOSLIEMY H300PETEHHUI0 MMMYHHBIE OTBETHI MOTYT
OBITh ONUCAHBI KAK «IIEPBUYHBIE» UM «BTOPHYHBIEC» HIMMYHHBIE OTBETHI. [IepBHYHBIA UMMYHHBIH
OTBET, KOTOPBI TaKXe ONMCBIBAECTCS KaK «3aIUUTHBIN» HMMYHHBIM OTBET, OTHOCHUTCS K
MMMYHHOMY OTBETY, BO3HUKAIOLIEMY Yy YEJIOBEKA B PE3yJIbTaTe HEKOTOPOro NEPBOHAYATIBHOIO
BO3JIECHUCTBHS (HANPUMEpP, HAYAJIbHOW (MMMYHH3AIMM») Ha KOHKPETHBI aHTUTEH, HAIMPUMED,
6enok A33. CoriaacHO HEKOTOPHIM BapUAHTAM PEATH3ALNN H300PETeHHs], HMMYHHU3ALUS MOXKET
NPOMCXOAUTD B PE3yJIbTaTe BAKLIMHALIMK CyObEKTa BAaKLIUHOM, coneprkaeii antured. Hanmpuwmep,
BaKIIMHA MOJKET TMpPeacTaBlsiTh COO0N A33-BakiuHy, CONEPIKAIMYH OIWH WJIH HECKOJBKO
AHTUTEHOB, Mpoucxomamux u3 6enka A33. [lepBUUHBIA HIMMYHHBIH OTBET MOXKET CHIXKATHCS HITH
OCTa0NATHCS C TEYEHUEM BPEMEHH H J1aKe MOJKET MCUe3aTh MIIM MO0 MEHbIIEH Mepe CTAaHOBUTHCS
HACTOJIbKO OCJAOJIEHHBIM, HYTO €ro HEBO3MOXXHO BbIABUTb. COOTBETCTBEHHO, TEXHOJIOTHUS
COTJIACHO HACTOSIIIEMY M300PETEHHIO TAK)KE OTHOCUTCS K «BTOPHUYHOMY» HUMMYHHOMY OTBETY,

KOTOprfI TaK>KE OIMHNCBIBACTCA B HaCTOﬂLLIefI 3as4BKE KaK «OTBET I/IMMYHOJ'IOFI/ILIGCKOI\/'I IaMsATH.
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TepMUH «BTOPUYHBI UMMYHHBIN OTBET» OTHOCHUTCS K MMMYHHOMY OTBETY, BOSHHUKAIOIIEMY Y

cyOBeKTa MOCIIe TOro, KaK yKe MPOsBUICS NEPBUYHBIN HIMMYHHBIA OTBET.

[00168] Takum oOpa3om, BTOPHUYHBI MMMYHHBIH OTBET MOXET BO3HHKATh, HANpUMep, IS
YCHUJIEHHSI CYIIECTBYIOLIET0 HMMYHHOI'O OTBETA, KOTOPBII CTall CHIKEHHBIM HIIN OCJIa0JIEHHBIM,
WIN JJI1 BOCCO3AAHUS TMPEIbIAYIIEro MMMYHHOTO OTBETa, KOTOPBIM HMcYe3 WU Oonblie He
BBISIBJIIETCA. BTOpHYHBIN OTBET MM OTBET MMMYHOJIOTMYECKOM MaMATU MOKET IMPEICTaBIsATh
co0oit mndO TyMOpasbHBIN OTBET (Ha OCHOBE aHTHUTE ), TUOO KJIETOYHbIH OTBeT. BTOpUYHBIN Min
IryMOpaJbHbIl OTBET HMMMYHOJIOTMYECKON NaMsTH MNPOUCXOAUT MpU CTUMYJsALMM B-knerok
NaMATH, KOTOpble OOpa3oBaJUCh TPU TEPBOM IPE3EHTHPOBAHMM aHTUTreHa. Peakuun
runep4yyBcTBUTENbHOCTH 3aMeaneHHoro tuna (I'3T) mpencraBnsroT coOOi THI KJIETOUHOTO
BTOPUYHOTO MJIM UMMYHHOTO OTBETa MAaMSTH, KOTOpbIH omocpenytorcs CD4™ T-kierkamu.
Ileppoe BO3A€HCTBHE AHTUI€HA NPUMUPYET MMMYyHHYIO CHUCTEMY, a JONOJHUTEIbHOE

BO3zelicTBHe (BoznercTust) mpusoaut k ['3T.

[00169] [Ilocne Haanmexalell MMMYHM3AaLUU AHTUTENO NPOTHUB A33 MOXKHO MOJY4YUTH U3
CBIBOPOTKH cyObekTa. [IpH skenmaHuy MOJIEKyJbl aHTUTEJNa, HalpaBleHHbIe NpOTUB Oenka A33,
MOT'yT OBITh BBIIENEHbl M3 TeJa MIIEKONHTAIOWEro (Halmpumep, U3 KPOBH) M AOMOJHUTEIBHO
OYHIIIEHBI C TIOMOIIBIO XOPOIIO H3BECTHBIX METOAOB, TAKHX KaK XpoMaTorpadus Ha MOJUIENTHE

A, s nonyyenus ppaxyn IgG.

[00170] AMonoknonanvnoe anmumeno. CornacHO OIHOMY BapUAaHTy peau3allii TEXHOJIOTHU
10 HACTOSIIEMY H300pPETEeHHI0 AHTUTENO NPENCTABIsIET COOOH MOHOKJIOHAJIBHOE AHTHTEJNO
npotuB A33. Hampumep, cOriacHo HEKOTOPBIM BapHUaHTaM peajii3allid MOHOKJIOHAJIbHOE
aHTuTeNno TpoTuB  A33  MOXKET MpPeacTaBiATH COOOW YeNOBEYeCKOe WM  MBIIIHHOE
MOHOKJIOHAJIbHOE€ aHTUTeNo MpoTuB A33. Jlnsd mnojydeHHss MOHOKJIOHAJNbHBIX AHTHUTEN,
HaNpaBJIEHHBIX Ha 0eslok A33, WK ero mMpOoM3BOIHBIX, (PPArMEHTOB, AHAJIOTOB UJIM TOMOJIOTOB,
MOYET OBITh MCIIOJIB30BAH JIFOOOH METOM, KOTOPBIH 00€CIeUnBAET MOTyUYEeHUE MOJIEKYJI aHTUTEI
IyTE€M HEINpPEepbhIBHOIO KyJIbTUBUPOBAHUS KJIETOYHBIX JUHUNA. Takue MeTo[bl BKJIIOYAIOT, HO HE
OrpaHUYMBAIOTCS YKa3aHHbIMH, Merox rudpunom (cm., Hanmpumep, Kohler & Milstein, 1975.
Nature 256: 495-497); meron TpUOMBL, MeTO THOPUAOMBI B-KiieTOK denoBeka (CM., HanpuMmep,
Kozbor, et al., 1983. Immunol. Today 4: 72) u meron EBV-ruOpunomsl mjisi MONy4YeHHs
MOHOKJIOHAJIbHBIX aHTHUTEN uejioBeka (cM., Hanpumep, Cole, ef al., 1985. In. MONOCLONAL
ANTIBODIES AND CANCER THERAPY, Alan R. Liss, Inc., pp. 77-96). Uenoseueckue
MOHOKJIOHAJIbHBIE AHTHUTENNAa MOTYT OBbITh HCIIOJIB30BAHBI MPU MPAKTHYECKOM OCYILIECTBICHUU
TEXHOJIOTUH COTJIACHO HACTOSIIIEMY H300PETEHHIO U MOTYT OBITh MOJIy4EHB! C UCTIONIb30BAHUEM

ruOpunom denoseka (cMm., Hanpumep, Cote, ef al., 1983. Proc. Natl. Acad. Sci. USA 80: 2026-
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2030) wu nyteMm TpaHcopmaunu B-knerok denoseka Bupycom JmiureiiHa-bappa in vitro (cm.,
Hanpumep, Cole, ef al., 1985. In. MONOCLONAL ANTIBODIES AND CANCER THERAPY,
Alan R. Liss, Inc., pp. 77-96). Hanpumep, MoxeT OBbITh BBIAEIEHA MOIYJISLUS HYKJICHHOBBIX
KUCJIOT, KOTOpble KomupyroT oOmactu anrturen. I[P ¢ wucnonmp3oBaHueM mpaiiMepos,
NPOUCXOASIINX U3 IOCJENOBATEIbHOCTEH, KOAUPYIOIUX KOHCEPBATHBHBIE OOJIACTH AHTHTEIN,
UCTIONIB3YIOT JJIs1 aMIUTM(UKALK TTOCJIEAOBATENIbHOCTEH, KOAUPYIOIIUX YacTH AaHTHUTEN U3
nonyJssinuy, 1 3ateM JIHK, kopupyromiye antuTena uim ux ¢parMeHThl, TAKHE KaK BaprHaOebHbIe
JIOMEHBl, PEKOHCTPYUPYIOT U3  aMIUIM(QUIMPOBAaHHBIX  mocienoBaTenbHocTell.  Takue
aMITU(UIUPOBAHHBIE TTOCIEAOBATENBHOCTH Takxke MOryT ObITh ciuthl ¢ JIHK, xonupyromumu
apyrue Oenku, Hampumep, o0oJouky Oakteprodara win Oelok OaKkTepHaJbHON KIETOYHOU
MOBEPXHOCTH, AJISl SKCIIPECCUU U IEMOHCTPALIUH CIIUTHIX MOJUIENTUIOB Ha (are Uiu OakTepusix.
3ateM aMIUIM(HUIMPOBAHHBIE IOCIEAOBATEIBHOCTH MOTYT OBITh 3KCHPECCUPOBAHBI M Jaliee
BbIOpaHbI MJIM BbIIEJIEHBI HA OCHOBe, Hampumep, ahGUHHOCTH HKCMPECCUPOBAHHOTO aHTUTENA
WM ero (pparMeHTa K aHTUT€HYy WJIM 3IUTOIMY, NPUCYTCTByIOLieMy B Oenke A33. B kauectse
aJIbTePHATUBBI, THOPUIOMBI, SKCIPECCUPYIOLIIE MOHOKJIOHAIBHBIE aHTUTENA TPOTUB A33, MOTyT
OBbITH MOJIy4EHBI MyTEM MMMYHH3aLHUU CYyOBEKTa M 3aT€M BBIIEICHUs] THOPHIOM U3 CElIe3eHKH
cyOBeKTa ¢ NCIONIb30BaHUEM CTaHAAPTHBIX MeTonoB. Cwm., Hanpumep, Milstein et al., (Galfre and
Milstein, Methods FEnzymol (1981) 73: 3-46). CxpuHHMHr THOPHIOM C UCIOJIb30BAHUEM
CTaHIAPTHBIX METOAOB TMO3BOJISIET TMOJYYUTh MOHOKJIOHAJIBHBIE AHTUTENA Pa3JTHYHOU
cneuupuyHocTH (T.€. ANl pasHbIX d0UTONOB) M apuHHOCTH. MOXKET HCHOIB30BATHCS
BBIOpAHHOE MOHOKJIOHAJIbHOE AHTHTENO C JKEJaeMbIMU CBOHCTBAMH, HAMIPUMED, CBSI3bIBAHUEM C
A33. TTocKkONbKy YKa3aHHOE aHTHTEJIO SKCIIPECCUPYETCSI B THOPUAOME, OHO MOXKET OBITh CBSI3aHO
C MOJIEKYJIOH, TAKOH KaK MOMU3TUICHITUKOINB (I1310), A1t u3MEeHEeHHsI €ro CBOHCTB HITH JK€ MOYKHO
BBIZIENIATD Kopupyromyo ero k/IHK, cekBeHupoBaTh U NOABEPraTh MAHHUITYJISILUSAM PA3TMYHBIMUA
cnocobamu. CHHTETHYECKHE ACHAPUMEPBI MOTYT OBITh OOABJIEHBI K PEAKIIMOHHOCIIOCOOHBIM
AMHHOKHCJIOTHBIM OOKOBBIM LIETISIM, HAIIPUMEP JIM3HHY, Ul YCUICHHSI HMMYHOTE€HHBIX CBOWCTB
6enxa A33. Kpome Toro, meronsl CPG-auHyKII€0THIA MOTYT OBITH HCIIOJB30BAHBI IJIS1 YCUIICHUS
UMMYHOT€HHBIX CBOWCTB Oenka A33. Jlpyrue MaHUMYJSILMN BKIFOYAIOT 3aMEHY WJIH YAaJeHHE
OTPENIENIEHHBIX AMUHOKHCIIOTHBIX OCTaTKOB, KOTOPBIE CIIOCOOCTBYIOT HECTAOMIIBHOCTH aHTUTENA
BO BpeMsI XpaHEeHHSI WJIH ITOCIIE BBEICHUS CYOBEKTY, M METO/IbI cO3peBaHus ah(hMHHOCTH aHTUTENA

K Oenky A33.

[00171] AMemoo eubpuodom. CornacHO HEKOTOPBIM BapHaHTAM peaM3aluu H300peTeHHs
AHTUTEJIO COIJIACHO TEXHOJIOTMH MO HACTOSIIEMY W300pPETeHHI0 TIPENCTaBisieT Ccoboil

MOHOKJIOHAJIbHOE aHTUTEJIO MPOTHB A33, mpoayuupyemMoe ruOpuIoMol, KoTopasi BKIrodaer B-
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KJIETKY, MOJIY4YEHHYIO OT TPAHCT€HHOIO >KMBOTHOIO, HE SIBJISFOLIErOCs 4YeIOBEKOM, HalpuMep
TPAHCT€HHOW MBIIIY, MMEIOLIEr0 NeHOM, COMAEPIKAIUMM TPAHCIeH TsDKEJION LeNu W TPAHCIeH
JETKOW 1My YeJOBEKa, CIHUThIH C HMMMOPTAIM30BAHHOM KIIETKOW. MeToasl THOpPHIOMBI
BKJIFOYAIOT B ce0sl METObI, U3BECTHBIC B JAHHOI 00J1aCTH U ONMCaHHbIe B UCTOUHUKaX: Harlow ef
al., Antibodies: A Laboratory Manual Cold Spring Harbor Laboratory, Cold Spring Harbor, NY,
349 (1988), Hammerling et al., Monoclonal Antibodies And T-Cell Hybridomas, 563-681 (1981).
Jpyrue crocoObl MONyYeHUss THMOPUAOM U MOHOKJIOHAJIBbHBIX AHTHUTEN XOPOLIO H3BECTHBI

cricnuajaucTaM B HaHHOﬁ 00JIACTH TEXHUKH.

[00172] Memoo ¢acosozo oucnrea. Kak 0TMEUEHO BbIIIE, aHTUTEJA COTIACHO TEXHOJOTHH TTO
HACTOSILEMY M300PETEHHIO MOTYT OBbITh MOJNYyYEHBl C MPUMEHEHUEM METOJIOB PEKOMOMHAHTHON
JHK wu ¢arooro mucrmes. Hanmpumep, antutena npotuB A33 MoryT ObITh MOJNYYEHBI C
UCTIONIb30BAHHEM DA3JIMYHbIX METONOB (HaroBOro JMCIUIEs, W3BECTHBIX B JaHHOHW obmactu. B
meronax (aroBoro aAucCIuiest (YHKLIHMOHAJNbHBIE IOMEHbI AHTUTENl JIEeMOHCTPUPYIOTCS Ha
HOBEPXHOCTH (haroBOl HACTHIBI, KOTOpPAsl COMEPIKUT KOMUPYIOLIME WX MNOJMHYKICOTHIHbBIE
nocyieioBaTeNbHOCTH. Paru ¢ kenaeMbIMH CBOHCTBAMH CBSI3bIBAHUS BHIOMPAIOT U3 pernepryapa
Wi OMOMMOTeKN KOMOMHATOPHBIX aHTUTEN (HAIpUMep, YeNIOBEKAa MJIM MBIIIH) IyTeM BhIOOpa
HETOCPEACTBEHHO C MCIIOJNB30BAaHMEM AHTHUIEH, KaK IPaBUJIO, AHTUIEHA, CBA3aHHOTO WU
3aXBAYEHHOTO HAa TBEPAOH MOBEPXHOCTH WU TpaHyye. darw, UCHOJIb3yeMble B yKa3aHHBIX
crioco0ax, Kak MPaBmJIO, MPEACTABISIOT cOO0I HuTeBHAHbBIE (hary, BKiIroudas fd u M13, B KOTOpbIx
nomenbl antuten Fv, Fv wim crabunusupoBanHbie aucyibGuaoM noMeHbl Fv pekoMOMHAHTHO
ciuThl ¢ TeHoM (parosoro Oenka 111 win G6enka VIII. Kpome Toro, MeToapl MOKHO alanTHPOBATH
It co3nanus oubnuotek skcnpeccun Fab (em., Hanpumep, Huse, ef al.,. Science 246: 1275-1281,
1989), urobbl obecnieunth OBICTPYIO U 3PPEKTHBHYIO HIEHTH(PHUKALMIO MOHOKJIOHAIBHBIX Fab-
(parMeHTOB ¢ jkelaeMoi creru(pUYHOCTRIO B OTHOIIEHWH mnonunentuna A33, Hampumep,
MOJIMIIENTH/IA HJTH €T0 IPOU3BOJHOTO, (PparMeHTOB, aHAJIOTOB HJIM TOMOJIOTOB. J{pyrie mpuMepsl
MeTOZOB (haroBoro AMCILIEs, KOTOPbIE MOXKHO HUCIONB30BATh IS TIOJYYEHHUS aHTHTEN COTJIACHO
TEXHOJIOTUU MO HACTOSIEMY HM300PETEHUIO, BKJIIOYAIOT METOIbI, OMHCAHHBIE B HMCTOYHHKAX:
Huston et al., Proc. Natl. Acad. Sci U.S.A., 85: 5879-5883, 1988; Chaudhary ef al., Proc. Natl.
Acad. Sci U.S.A., 87: 1066-1070, 1990; Brinkman et al., J. Immunol. Methods 182: 41-50, 1995;
Ames et al., J. Immunol. Methods 184: 177-186, 1995; Kettleborough et al., Eur. J. Immunol. 24:
952-958, 1994; Persic et al., Gene 187: 9-18, 1997; Burton ef al., Advances in Immunology 57:
191-280, 1994; PCT/GB91/01134; nyOnukauuu MexayHapomHbix 3asBok WO 90/02809; WO
91/10737, WO 92/01047; WO 92/18619; WO 93/11236; WO 95/15982; WO 95/20401; WO
96/06213; WO 92/01047 (Medical Research Council ef al.); WO 97/08320 (Morphosys); WO
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92/01047 (CAT/MRC); WO 91/17271 (Affymax); u marentsi CIIIA Ne 5,698,426, 5,223,409,
5,403,484, 5,580,717, 5,427,908, 5,750,753, 5,821,047, 5,571,698, 5,427,908, 5,516,637,
5,780,225, 5,658,727 u 5,733,743. CriocoObl, MpUMEHUMbIE Uil AHUCIUIES MOJHIENTUIOB Ha
MOBEPXHOCTH 4YacTHLl Oakrepuodara MyTeM NPUCOCOUHEHUsS MOJHUIIENTHIOB  depe3
mucynbpuaable cBsi3u, Obun onmcanbl JlIonnnrom (Lohning, matent CIIA. Ne 6753366). Kak
OMKCAHO B MPUBEIEHHBIX BBIIIE CChIIKAX, MOCIE BbIOOpa (hara KOAUPYIOIIHE aHTHTENO 00J1acTH
u3 (ara MOryT OBbITb BBIAENEHBI M HCIOJIb30BAHBI U CO3IAHUS ITOJHOPA3MEPHBIX AHTHUTE,
BKJIIOYAsl aHTUTENAa 4YeJOBeKa, WM JI0O0ro APYroro S>KEIaeMOro aHTUT€HCBS3BIBAIOIIETO
dparMeHTa, M OKCIPECCHPOBATHCS B JIIOOOM JKENAEMOM XO3fMHE, BKJIOYAs KJIETKU
MJICKOITUTAIOIINX, KJIETKH HACEKOMBIX, KJIETKH pacTeHHH, aposokedt u Oakxrepwit. Hampumep,
TaKXK€ MOXKHO NPHUMEHATh CrocoObl pekoMOMHaHTHOro nojydenus ¢parmenros Fab, Fab 'u F
(ab')> ¢ MOMOIIBIO METOOB, M3BECTHBIX B JAHHOH OOJNIACTH, TAKUX KaK METOIbI, OMUCAHHbBIE B
nyOJIUKALUK MEKIYHAPOAHOM naTeHTHOH 3asBku WO 92/22324; ucrounukax Mullinax ef al.,
BioTechniques 12: 864-869, 1992; u Sawai ef al., AJRI 34: 26-34, 1995; Better et al., Science 240:
1041-1043, 1988.

[00173] B wuenowm, ruOpunHbple aHTUTENa WM (PArMEHTbl TMOPUAHBIX AHTHUTEN, KOTOPBIE
KJIOHMPYIOTCS B BEKTOP IHCIUIEs, MOTYT OBITh BBIOPAHBI C UCIIOJIB30BAHUEM COOTBETCTBYIOIIETO
aHTUTEeHA JJI1 WICHTU(HKAIMH BAaPHAHTOB, KOTOPbIE MONIEPXKHBAIOT XOPOLIVIO AKTUBHOCTH
CBSI3bIBAHUS, TIOCKOJIBKY AQHTUTENO WIM (parMeHT aHTuTejla OyAeT NpPUCYTCTBOBAaTh Ha
noBepxHocTH (hara wim parmuanoi yactuuel. Cm., Hanpumep, Barbas 111 ef al., Phage Display, A
Laboratory Manual (Cold Spring Harbor Laboratory Press, Cold Spring Harbor, N.Y., 2001).
OnHako Ui YKa3aHHOTO MPOIecca MOJKHO UCTIOJNIB30BaTh Apyrue (opMaThl BEKTOPA, TAKUE KAk
KJIIOHHpPOBaHWe OuONMMoTeKkn (parMeHTOB AHTUTEN B JIMTUYECKUW (AroBbiii  BEKTOP

(Momupuumposannbie T7 win asiMOaa-Zap CUCTEMBI) JUIsl CEJIEKLIUU W/UTH CKPUHHUHTA.

[00174] Oxcnpeccus pexomoOunammmusix aumumen npomue A33. Kax oTMedeHO BbILIeE,
aHTUTENIa COTJIACHO TEXHOJOIMHM TO HACTOSIIEMY H300PETEHHIO MOTYT OBITh TOJYYEHBI C
noMoteo Metona pekomoOuHantHoi JIHK. PekoMOWHaHTHBIE MONMMHYKJIEOTHIHBIE KOHCTPYKTHI,
KOZIUPYIOIIHNE aHTUTENO NPOTHUB A33 COrJIaCHO TEXHOJIOTHH IO HACTOSIILEMY M300PETEHHUIO, KaK
NPaBIJIO, BKJIFOYAIOT ITOCIIEI0BATENBHOCT KOHTPOJISI 9KCIPECCUH, (PYHKIIMOHAIBHO CBA3AHHYIO C
KOAUPYIOIIUMHU MOCIEA0BAaTEIbHOCTAMU Lieneil aHTtuTena npotus A33, BKIIOYas €CTECTBEHHO
aCCOLMMPOBAHHBIC I TE€TEPOJIOTHYHBIE IIPOMOTOPHBIE 007acTh. B CBSI3M € 3TUM APYroi acmekT
TEXHOJIOTUM BKJIIOYAEeT BEKTOPBL, Ccolep:kamue OAHy win Oosee IOCIeNOBaTENbHOCTEN
HYKJIEMHOBBIX KHCJIOT, KOJUPYIOLIMX aHTUTeNo npoTuB A33 CcOrnacHO TEXHOJOTMH IO

HacTosmeMy u3o0pereHuro. Jlosi peKOMOWHAHTHOM JKCIPECCHH OAHOro wiu Oonee U3
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NOJIMIENITHIOB COTJIACHO TEXHOJOTWU 1O HACTOSIIEMY H300pPETEHUI0 HYKJIEHHOBYIO KHCIIOTY,
COIEepKaIly0 BCHO MM 4acTb HYKJIEOTHIHON MOCIEIOBATEIbHOCTH, KOIMPYIOLIEH aHTUTENO
npoTuB A33, BCTpauBalOT B MOAXOASIINN BEKTOP KJIOHUPOBAHUS WJIH BEKTOP SKCIpeccuu (T.e.
BEKTOpP, KOTOPBIH COAEPKHUT HEOOXOAUMBbIC S3JIEMEHTHI Ui TPAHCKPHUIIINH U TPAHCISLUU
BCTPOCHHOW KOAMPYIOLIEH MOJHUIENTHA IMOCIENOBATENIbHOCTH) C MOMOINBIO METONOB
pexomObunanTHOM JIHK, XOpoII0 H3BECTHBIX B TaHHOH 00JIACTH TEXHUKH U MTOIPOOHO OMHCAHHBIX
Hike. CrocoObl MoTyueHus: pa3HOTUITHOW MOMYJISILFA BEKTOPOB ObLIIN OnucaHbl JIepHEpOM U ap.

(Lerner ef al., marentsr CIIIA Ne 6,291,160 u 6,680,192).

[00175] B wnenom, BEKTOpPHI SKCIpecCUH, NMPUMEHHUMBbIE B Meronax pexkomOuHantHOW JITHK,
4acTO MpeAcTaBieHbl B Buae Iasmua. COrjgacHO HACTOSIEMY H300pETEHHI0, TEPMUH
«MIa3MHUIA» U «BEKTOP» MOXKHO MHCMONb30BaTh B3aUMO3AMEHSEMO, TaK Kak IUIa3MHIa
npencrasisieT coOoi Hanboee YacTo uenonb3yeMyro Gopmy Bekropa. OgHaKo mpesronaraercs,
YTO TEXHOJIOTHUS COTJIACHO HACTOSLIEMY N300PETEHUIO BKJIIOYAET TaKue APyrue (opMbl BEKTOPOB
HKCIPECCUH, KOTOPbIE TEXHUUYECKH HE MPEACTABISIOT COOOH IUIa3MUABIL, TaKue KaK BUPYCHBIE
BEKTOPbI (HampuMmep, PEeTPOBUPYCHI, AJEHOBHPYCHI M aIEHO-aCCOLIMMPOBAHHBIE BHPYCHI C
HAPYIIEHHOH peIuinKaryeii), KOTOpbIe BBIIOIHSIIOT 3KBUBAJICHTHBIE (PYHKIUH. Takue BUPYCHbBIE
BEKTOPBI IAIOT BO3MOKHOCTh HH(UIIMPOBAHUS CYOBEKTA U SKCIPECCUN KOHCTPYKTA Y YKA3aHHOTO
cyObpexra. CorlacHO HEKOTOPHIM BapHUAaHTAM peaM3alUud H300pETEeHUs], MOCIeA0BATEIbHOCTH
KOHTPOJISI SKCTIPECCHU TPENCTABISIOT COOOH 3YKapUOTHBIE CUCTEMbI IPOMOTOPOB B BEKTOPAX,
CHOCOOHBIX TPaHC(HOPMHUPOBATh WIIM TPAHCHHUIMPOBATH SYKAPUOTHBIE KIIETKH-X03sieBa. [loce
BCTPAaUBaHUs BEKTOPAa B TMOAXOAALIEIO XO35MHA, YKa3aHHBIA XO35MH TMOJNEPKUBAETCS B
YCIOBUSX, TOAXOASINUX [N  3KCIPECCUM HA  BBICOKOM  YpPOBHE  HYKJIEOTHIHBIX
NOCJIEIOBATEIbHOCTEH, KOMUPYIOIIUX aHTHTENIO MPOTHB A33, 11 cOOp M OYHCTKY aHTUTEA IPOTUB
A33, Hampumep, MepeKpecTHO pearupyroumux aHtuten npotus A33. Cwm., B 1eI0M, 3asBKy Ha
narenT CIITA 2002/0199213. Vka3aHHbIE BEKTOPBI SKCIPECCHUH, KaK IPABHIIO, CHOCOOHBI K
peIUIMKAIMY B OPraHU3Max-Xx03sieBax JIMOO B BHIE 3MUCOM, JHOO B BUIE WHTETPAJbHON YaCTH
xpomocomHuoi JIHK xo3siura. OOBIMHO BEKTOPBI SKCIPECCHH COAEPIKAT CEIEKTUBHBIE MApPKEPBHI,
HampuMep, TeH yCTOWYMBOCTH K AMIULWUIMHY WM YCTOWYMBOCTU K THUTPOMULIMHY, IJIs
oOecriedeHrs] BO3MOXKHOCTH OOHApy)K€HHS YKa3aHHBIX KJIETOK, TpPaHC(HOPMHUPOBAHHBIX
skenaempiMu nocnenosatensHocTaMu JIHK. BexTopel Takke MOryT KOAMpPOBATH CUTHAJIBHBIN
NEenTHJ, HalpuMep, NMeKTaTiIna3y, NPUMEHUMBII JJIsl HalpaBJIeHHONW CEKPEeLIMM BHEKJIETOUHBIX

¢parmenTos anturen (cm. nmateHt CLIA Ne 5,576,195).

[00176] PexoMOWHAHTHBIE BEKTOPBI 3KCIPECCUH COTJIACHO TEXHOJIOTHH IO HACTOSIIEMY

U300pETEeHUI0 COIepiKaT HYKJIEHMHOBYIO KHUCJIOTY, KOOUPYIOIIyK Oenok, oOjanaromuii
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CBOMCTBaMH CBsI3bIBaThCS C A33 B BUE, MOAXOIALIEM AJI SKCIIPECCUU HYKJIEMHOBOM KHUCIIOTHI B
KJIETKE-X035IMHE, YTO O3HAYAET, UTO PEKOMOMHAHTHBIE BEKTOPHI SKCIIPECCUU COAEPIKAT OHY HITH
Ooee peryIATOPHBIX MOCIEAOBATENBHOCTEH, BBHIOPAHHBIX C YYETOM KIIETKHU-XO35MHA, KOTOPYIO
NpearnosaraeTcs MNPUMEHSTb [Jsl  OKCIPECCHM, TI7l€ YyKa3aHHble IIOCJIEAO0BAaTEIbHOCTU
(YHKLMOHAIBPHO CBSI3aHBI C TIOCJIENOBATENbHOCTBHIO HYKJIEWHOBOH KHCIIOTBI, IOJJIEKAIIeH
skcripeccun. Ilpenmonaraercs, 4TO B KOHTEKCT€ PEKOMOMHAHTHOTO BEKTOPa JKCIPECCHH
«(pyHKIMOHATBHO CBSI3aHHBII O3HAYaeT, YTO MHTepeCyro1as HYKJIEOTUAHAs
NOCJIEIOBATENLHOCTD CBSI3aHa C PETYJSITOPHON IMOCIEN0BATENBHOCTHIO (TIOCIEI0BATEIbHOCTSIMHI)
TakUM 00pa3oM, KOTOpBIH TIO3BOJIAET OKCIPECCHIO HYKJICOTUAHON IOCIEN0BATEIbHOCTH
(Hampumep, B in Vifro CUCTeMe TPAHCKPUIILIMK/TPAHCISILUN WIH B KJIETKE-XO35IMHE, T/I€ BEKTOP
BBOMST B YKa3aHHYK KJIETKY-Xx03suHA). llpenmomaraercs, YTO TEPMHH «pEryJsTOpHAs
MOCJIEIOBATEIbHOCTDY BKJIIOYAET IPOMOTOPBI, 3HXAHCEPbl U JAPYIHE 3JIEMEHTbl KOHTPOJIS
JKcmpeccuu  (Hampumep,  CUTHAJNbl  TOJUAJACHWINPOBaHUs). Takue  peryssiToOpHbIe
NOCJIeIOBATEIbHOCTU omucanbl, Hampumep, B wucrtounuke Goeddel, GENE EXPRESSION
TECHNOLOGY: METHODS IN ENZYMOLOGY 185, Academic Press, San Diego, Calif.
(1990). PerynsropHble NOCIENOBATEIbHOCTH BKJIIOYAIOT IOCIENOBATEIBHOCTH, KOTOpPBIE
HAIpPaBJISIOT KOHCTUTYTUBHYIO JKCIPECCUI0 HYKJIEOTHIHON MOCIENOBATENbHOCTH BO MHOI'MX
TUTAX KJIETOK-X035€B U KOTOPbIE HAIIPABJISIOT SKCIPECCHIO HYKJIEOTHIHOM MOCIeN0BaTeIbHOCTU
TOJIbKO B OMPEIEIEHHBbIX KJIETKaX-X03seBax (HampuMep, TKaHecTelU(pUUHbIE pPeryJsiTOpHbIE
nocienosarenbHocTr). CrienuainucrtaM B JaHHOH OONACTH TEXHUKH OUYEBUIHO, HYTO JAU3ANH
BEKTOpa JKCIPECCHM MOXKET 3aBHUCETh OT TakuxX (PAKTOPOB, Kak BBIOOP KIIETKU-XO3SHMHA,
noJJIesKalei TpaHc(hOpMaIInH, KeJJaeMbll YPOBEHb SKCIIPECCUH TIOJUTIENTHAA U T.A. TUMTUYHbBIE
peryJsiTOpHblE IOCJIENOBATENbHOCTH, IPUMEHHUMbIE B KaueCTBE IIPOMOTOPOB 3KCIIPECCHU
PeKOMOMHAHTHOTO MOJHIENTUAA (HAMPUMED, aHTUTeNA MPOTUB A33), BKIIFOYAIOT, HATIPUMEP, HO
HE OrPAaHUYHMBAKOTCS YKAa3aHHBIMHU, NPOMOTOPBI  3-pocdorimiepaTkuHasbl W OPYTHUX
TJIUKOIUTUYECKUX (hepMeHTOB. MHAynuOenbHble APOKKEBbIE MPOMOTOPHI BKJIFOYAIOT CPEIu
NPOYMX MPOMOTOPBI U3 AITKOTOJIbAECTHAPOreHasbl, n3ouutoxpoma C U pepMEeHTOB, OTBEHAIOLITIX
3a YTHJIM3ALHIO MaJIbTO3bI U rajlakTo3bl. COTIACHO OTHOMY BapUaHTy peaji3aluy U300peTeHus],
MOJINHYKJICOTH/T, KOAUPYIOIHUI aHTUTENO MPOTUB A33 COTJIACHO TEXHOJIOTHU MO HACTOSIIEMY
n300peTeHNio, PYHKIIMOHAIBHO CBSA3aH C IIPOMOTOPOM ard B M OANAeTCsl SKCIPECCHH B KIIETKE-
xo3siuHe. Cwm. matent CIIA 5,028,530. BekTopbl 3KCHpeccHu COIJIACHO TEXHOJIOTMM IO
HACTOSIIIEMY U300PETEHHIO MOXKHO BBOIUTH B KJIETKH-XO3s5i€Ba JUIsl MPOMYKIIUH TaKUM 00pazoM
MOJIUMENTHIOB WM TENTUAOB, BKJIIOYAas TMOJUNENTUABbl CIHUSHUS, 3aKOAHUPOBAHHbBIC
HYKJIEMHOBBIMH KHUCJIOTAMH, KaK OIMUCAHO B HACTOSIIEH 3asiBKe (HaTpUMep, aHTUTEJIO POTHB A33

UTI).
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[00177] [pyroi#l acmekT COTJIaCHO TEXHOJIOTMH MO HACTOSLIEMY H300pPETEHHI0 OTHOCHTCS K
SKCIPECCUPYIOIIUM aHTUTEJIO MPOTUB A33 KJleTKaM-X03s5i€BaM, KOTOPbIE COZlepP>KaT HYKIEMHOBYIO
KHUCJIOTY, KOAHMPYIOIIYI OAHO Win Oojiee aHTuUTeN npoTHB A33. PekOMOWHAHTHBIE BEKTOPBI
SKCIIPECCUH COTJIACHO TEXHOJIOTHUH MO HACTOSIIEMY H300PETEHHIO MOTYT ObITh CKOHCTPYHPOBAHBI
JUIs DKCIIPECCUU aHTUTeNa NpoTuB A33 B MPOKAPUOTHBIX WJIM SYKapUOTHBIX kieTkax. Hanpumep,
aHTUTENO NPOTUB A33 MOXKET SKCIIPECCHPOBATECS B OAKTEPUATBHBIX KIETKAX, TAKUX KaK KIETKU
Escherichia coli, xnerkax HaceKkOMbIX (C HCIHOJNb30BAHUEM OaKyJIOBUPYCHBIX BEKTOPOB
SKCIIPECCUM), KJIETKaX TIpuOOB, HAmpuMep, IPOXOKEH, APOMOKEBBIX KIIETKAX WM KIEeTKax
miekonuraroumx. [logxonsimue KIeTKH-Xxo3si€Ba AOMOJHUTEIBHO OOCYKIAIOTCS B MCTOUHUKE
Goeddel, GENE EXPRESSION TECHNOLOGY: METHODS IN ENZYMOLOGY 185,
Academic Press, San Diego, Calif. (1990). B kauecTBe anbTepHaTHBBI, PEKOMOWHAHTHBINH BEKTOP
HKCIPECCUHN MOXKET OBITh TPAHCKPUOMPOBAH U TPAHCIHPOBAH i1 Vifro, HATPUMEp, C IPUMEHEHHEM
POMOTOpA PEryJIATOPHBIX MochenoBareabHocTel T7 u noaumepassl T7. CriocoObl, MpUMEHUMbIE
AN TOJY4YeHHWsT W CKPUHHUHIA MOJMNENTUAOB, MUMEKLIUX 3apaHee ONpPEeJeHHOE CBOMICTBO,
Harpumep, aHTutes npotusB A33, MOCPEACTBOM 3KCIPECCUU CTOXACTUUECKH CT€HEPUPOBAHHBIX
HOJIMHYKJIEOTHAHBIX MOCJENoBaTeNbHOCTeH, Obutn omucanel panee. Cm. mareHtsl CIITA Ne

5,763,192; 5,723,323; 5,814,476; 5,817,483 5,824,514; 5,976,862; 6,492,107 6,569,641

[00178] Oxcmpeccuro MOJUIENTHAOB B MPOKAPHOTAX HAUOOJIee YacTa OCYIIECTBIISIIOT B . coli
C BEKTOpPaMH, COJAEPKAIIMMH KOHCTUTYTHBHbIE WJIM  HMHAYLUHOENbHbIE  IMPOMOTOPBHI,
HATPABJISIIOLINE SKCIIPECCUIO MOJUMNENTHAOB CIIMSHUS WIH MOJUIENTHIOB, HE MPEICTABJISIOLINX
co0OH TONUMENTHABl CIUSHUS. BeKTOphl CMsAHUS JOOABJSIIOT P aMUHOKHCIOT K
3aKOJMPOBAHHOMY B HEM [MOJUNENTUAY, OOBIMHO K AaMHHOKOHLY pPEKOMOWHAHTHOTO
nojiunenTuaa. Takue BEKTOPbI CIUSHUS, KaK MPaBWIO, CIYKaT AN Tpex uenei: (i) ms
MOBBIIIEHHSI SKCIIPECCUN PEKOMOMHAHTHOTO NOJHUNENnTH A, (i1) U TMOBBILIEHHUS PACTBOPUMOCTH
PEKOMOMHAHTHOTO MOJUNenTuAa; v (1i1) 11 TOMOLIH B OUUCTKE PEKOMOMHAHTHOT'O MOJUIENTHAA
nyTeM JeHCTBHA B KadecTBe Jurannaa B apPuHHON ounctke. HacTo B 3KCIIPECCHOHHBIX BEKTOPax
CJIUSTHUS B O0JIACTh COENMHEHMsI (PparMeHTa CIUSIHUS U PEKOMOMHAHTHOTO TOJUITENTHAA BBOMST
CaiT TMPOTEOJUTUYECKOTO pacIIeIUieHus] Al O00eCredeHus: OTHEeNEeHUS PEKOMOHMHAHTHOTO
NOJIMIENTHIA OT (parMeHTa CIMSHUS TOCIe OYMCTKH YKa3aHHOTO MOJUIENTHAa CiustHus. Takue
(bepMeHTBl M TOCIEAOBATENIPHOCTH WX KOTHATHOTO PAaclo3HaBaHUs BKIOUYAIOT (akrtop Xa,
TPOMOMH W SHTEPOKMHA3y. THUNHUYHBIE SKCIPECCUOHHBIE BEKTOPBI SKCIPECCUU  CIUSHUS
BrirouaroT pGEX (Pharmacia Biotech Inc; Smith and Johnson, 1988. Gene 67: 31-40), pMAL
(New England Biolabs, besepmu, Maccauycerc) u IIPUTS (Pharmacia, ITuckarsseii, Hero

Jl:xepcH), KOTOpbie 00eCIeYNBAIOT CMsIHUE MTyTaTHOH-S-TpaHcdepassl (GST), cBs3biBatomero
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MaJIbTO3y E noJimnenTuaa, HWJiIKM IDOJHUIICITHAA A, COOTBETCTBCHHO, C peKOM6I/IHaHTHI:>IM

MNOJIMNENTUAOM-MHUIIICHBIO .

[00179] TIlpumepbl mnNOAXOASIIMX WHAYHNHOETBHBIX BEKTOPOB JKcmpeccuun F. coli, He
NPEACTABISIIOIUX COOOH BEKTOPBI CusHUS, BKMoUaroT pTrc (Amrann ef al., (1988) Gene 69:
301-315) u pET 11d (Studier ef al., GENE EXPRESSION TECHNOLOGY: METHODS IN
ENZYMOLOGY 185, Academic Press, San Diego, Calif. (1990) 60-89). Cnocobsl ms
HanpaBJIeHHOW COOPKH OTIENbHBIX AKTHBHBIX IOMEHOB MMENTHAA MK Oelka C MOJNydeHHeM
MyJIbTH(YHKIIMOHAJIBHBIX MOJUIENTHAOB ITyTEM CIHSHHS NOJUNenTHaa Oplm onucanbl [Takom u
ap. (Pack ef al., marenter CIIIA Ne 6,294353; 6,692,935). Opnoii w3 crpareruii as
MaKCHUMM3aLNUN 3KCIIPECCUN PEKOMONHAHTHOTO MOJIUITENITHIA, HAIPUMED, aHTUTeNa TPOTUB A33,
B L. coli, siBnsieTcs skcnpeccus MOJIUIENTHA B OaKTEPUU-XO035MHE C HAPYIIEHHOH CITOCOOHOCTHIO
K TNPOTEOJIUTHYECKOMY pPAaCILICIUIEHHI0 pPeKOMOMHAaHTHOro mnomunentuna. Cm., Hampumep,
Gottesman, GENE EXPRESSION TECHNOLOGY: METHODS IN ENZYMOLOGY 185,
Academic Press, San Diego, Calif. (1990) 119-128. [Ipyroii crparerueil siBnsercs U3MEHEHHUE
MOCJIEIOBATEIbHOCTH HYKJIEMHOBOM KHCIJIOTBI, MOJJIeXKAllell MHCEPLMU B BEKTOP 3KCIPECCHH,
TaKUM 00pa3oM, 4TOOBbI OTAENbHbIE KOMOHBI Ul KAXJOW aMMHOKHUCIIOTHI MPEACTABISIIN COOOH
KOJIOHBI, TMPEINOYTHTEIbHO HCIOMb3yeMble KIETKOW-XO3SMHOM, Hampumep, F. coli, nns
skcnpeccun (cMm., Hampumep, Wada, et al., 1992. Nucl. Acids Res. 20: 2111-2118). Takoe
U3MEHEHHE MOCIIeIOBATEIbHOCTEH HYKJIEHHOBBIX KUCJIOT COTJIACHO TEXHOJIOTHH 10 HACTOSLIEMY

U300pETEHUIO MOKHO OCYIIECTBJISITh C TIOMOLIBIO CTAaHAAPTHBIX MeTo0oB cuHTe3a JJHK.

[00180] CornacHo apyromMy BapUaHTy peajH3aluu H300pPETeHUs, BEKTOpP HKCIPECCHU
aHtuTena npotus A33 npeacrasisieT coO0i APOCKEBOI BEKTOP SKcnpeccur. [IpuMepsl BEKTOPOB
SKCIIPECCUH U3 APOKKer Saccharomyces cerevisiae BkmodaroT pYepSecl (Baldari, ef al., 1987.
EMBO J. 6: 229-234), pMFa (Kurjan and Herskowitz, Cell 30: 933-943, 1982), pJRY 88 (Schultz
et al., Gene 54: 113-123, 1987), pYES2 (Invitrogen Corporation, Can [Quero, Kanudopuus) u
picZ (Invitrogen Corp, Can [luero, Kanmudopnusi). B kauecTBe anbTepHATUBBI, aHTHTENIO MPOTHUB
A33 MOXET 3KCIpecCHpOBAThCS B KJIETKAX HACEKOMBIX C TNPUMEHEHHEM OaKyJIOBHUPYCHBIX
BEKTOPOB 3KCTPeCCHU. baKyJIOBHUPYCHBIE BEKTOPHI, JOCTYITHBIE IS SKCIPECCHU TTOJUTIENTHIOB,
HarpuMep, aHTUTENa MPOTHB A33, B KYJbTHBHPYEMBIX KJIETKAX HACEKOMBIX (HApHMep, KIETKax
SF9), Brutouarot rpynmy pAc (Smith, et al., Mol. Cell. Biol. 3: 2156-2165, 1983) u rpynmy pVL
(Lucklow and Summers, 1989. Virology 170: 31-39).

[00181] CornacHo npyromy BapHaHTy pealu3aludd H300peTeHHs, HYKJIEHHOBAs KHCJIOTA,
KOIUPYIOIIAsi aHTUTEJIO NPOTUB A33 COIMNIaCHO TEXHOJOTMM IO HACTOSIIEMY H300pETEeHHIO,

OKCIIPECCUPYETCA B  KJICTKAX MIICKONMHUTAOINUX C TMPUMCEHCHHEM BCEKTOpa JSKCIPECCUU
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MJIEKOTTUTAIOLTNX. [IpuMephl BEKTOPOB SKCIPECCHH MIIEKOTTUTAIOININX BKIFOYAIOT, HAPUMEp, HO
He orpaHn4mBaroTcs ykasanHbiMu, pCDM8 (Seed, Nature 329: 840, 1987) u pMT2PC (Kaufman,
et al., EMBO J. 6: 187-195, 1987). Ilpu npuMeHEHNHN B KJIETKaX MIEKOMHUTAIOMUX (YHKIHH
KOHTPOJIsI BEKTOpa JKCIPECCHH YacTO O0ECIeYMBAIOTCS BHPYCHBIMU  PEryJIATOPHBIMHU
sneMeHTamMu. Hanpumep, OOBIMHO WCIONB3yeMble MPOMOTOPBI IMPOUCXOAAT M3 TOJIHOMA,
aJicHOBUpyCa 2, LUTOMerajoBupyca u Bupyca ode3bsiH 40. Jlpyrue momxonsiiue CHUCTEMbI
SKCIIPECCUH KaK JJIsl IPOKAPUOTHBIX, TAK U 3YKAPHOTHBIX KJIETOK, IPUMEHHUMBIE ISl SKCIIPECCHH
aHTuTeNna npotuB A33 COTJIACHO TEXHOJIOTHH I10 HACTOSINEMY M300pPETEeHHUIO0, CM., HAIpUMeEp, B
rnaBax 16 u 17 ucrounuka Sambrook, ef al., MOLECULAR CLONING: A LABORATORY
MANUAL. 2nd ed., Cold Spring Harbor Laboratory, Cold Spring Harbor Laboratory Press, Cold
Spring Harbor, N.Y ., 1989.

[00182] CornacHo Apyromy BapHaHTy peaju3aliH U300peTeHus, PEeKOMOMHAHTHBIH BEKTOP
HKCIPECCUN MJIEKOIHUTAIOIINX CHOCOOEH HANpaBisiTh SKCIPECCHUIO HYKJIEHHOBOW KHCIOTBHI B
KOHKPETHBIH KJIETOYHBIH THUN (HAampumep, TKaHeCHeUU(pUYHbIE PETyJSITOPHBIE 3JIEMEHTHI).
TxanecnenyuuHble pEryJsITOPHBIE 3JIEMEHTHl H3BECTHbI B JaHHOW OONACTH TEXHUKH.
Heorpannuuparomue mnpuMepbl MOAXOMAIINX TKAHECHELN(UUHBIX MPOMOTOPOB BKIFOYAIOT
npomoTop ainpOymuHa (criermduynbiil s neueny, Pinkert, ef al., Genes Dev. 1: 268-277, 1987),
cneunduynblie 1 muMdounnoit Tkanu npomotopsl (Calame and Eaton, Adv. Immunol. 43: 235-
275, 1988), npomotopsl T-knerounsix peuentopos (Winoto and Baltimore, FMBO J. 8: 729-733,
1989) u ummyHornoOyauns! (Banerji, ef al., 1983. Cell 33: 729-740; Queen and Baltimore, Cell
33: 741-748, 1983.), crneuududHbie A1 HEUPOHOB MPOMOTOPHI (HAMPHUMEP, MPOMOTOP TeHa
HelipopuiaamentoB;, Byrne and Ruddle, Proc. Natl. Acad. Sci. USA 86: 5473-5477, 1989),
cnieunpUIHbIE IS TIOJKENTy IouHOH skene3bl mpoMoTopsl (Edlund, ef al., 1985. Science 230: 912-
916) u cnenudpuvHbIE I MOJIOYHOH KeJie3bl MPOMOTOPHI (HATPUMED, IPOMOTOP T€HOB OEJIKOB
MoJI04HOH chiBOpoTKH; nareHT CIIIA Ne 4 873 316 u nyOnukauus eBponeickoil 3assku Ne 264
166). Perynupyemeie B mpoLiecce pa3BUTHsI IPOMOTOPBI TAK)KE BKIIFOUEHBI, HATPUMED, MBIIIUHBIC
npomotopsl hox-rena (Kessel and Gruss, Science 249: 374-379, 1990) m mpomoTop a-

deronporenna (Campes and Tilghman, Genes Dev. 3: 537-546, 1989).

[00183] [pyroii actiekT COCOOOB COTIACHO HACTOSIIEMY H300PETEHHIO OTHOCUTCS K KJIETKaM-
X0351€BaM, B KOTOPbIE ObLT BCTPOEH PEKOMOWHAHTHBIN BEKTOP SKCIPECCHH COTIIACHO TEXHOJIOTHU
MO HACTOALIEMY I/1306peTeHI/IIO. TepMI/IHbI KKIIETKA-XO034UH» U ((peKOM6I/IHaHTHa$[ KJICTKa-XO03sAUH»
NMPUMCHAKTCA B3aUMO3aMCHACMO B HaCTOﬂLL[efI 3as1BKE. HCO6XOI[I/IMO IIOHUMATDb, YTO TaKHE
TEPMHUHBI OTHOCATCA HE TOJIBKO K KOHerTHOﬁ KJIETKE cy613e1<'ra, HO TakKK€ K IMOTOMCTBY HIJIN

NOTCHUUAJIbHOMY IMOTOMCTBY TAKOW KJIETKH. HOCKOJIbe KOHKPECTHBIC MOI[I/I(I)I/IKaLII/II/I MOT'yT

59



NPOUCXOAUTD B MOCICAYHOUX ITOKOJCHUAX 6naro;1ap;[ MyTalUWuAaAM WA BJIUSAHUIO BHEIITHEHN Cpe€anl,
TaKO€ IIOTOMCTBO MOKET (I)aKTI/ILIeCKI/I HE OBITb UACHTHUYHBIM I/ICXOI[HOﬁ KJICTKC, HO BCE CIIC

BKJIFOUEHO B 00BEM TEPMHUHA IPU UCIIOJIB30BAHUHA B HaCTOSHJ.Ieﬁ 3as1BKE.

[00184] KieTka-Xx03siMH MOKET TMPENCTaBsiTh COOOH  JIOOYI0 MPOKAPHOTHYIO WU
SYKapUOTHYIO KieTky. Hampumep, aHTuTeno npoTtuB A33 MOXKET 3SKCIPECCHPOBATHCS B
OaKkTepHaNbHBIX KJIETKaX, TaKuX Kak F. coli, KJIeTkax HACEKOMBIX, KJIeTKaxX APO’OKeH Win
MilekonuTaromux. KieTkyu MiaeKkonuTarmux sSBiIsoTCs NOAXOIALUM X035 MHOM AJIs 3KCIPECCUU
CEerMEHTOB HYKJIEMHOBBIX KHCJIOT, KOJUPYIOIIUX UMMYyHOIJIOOYJUHBI MIIH UX (parMeHThbl (CM.
Winnacker, From Genes To Clones, (VCH Publishers, NY, 1987). B nanHo# o0nacTu TeXHUKU
Obul  pa3paboTaH psl MNOAXONALIMX KJIETOYHBIX JIMHUHA-XO31€B, KOTOpPbIE CHOCOOHBI
CEeKPeTHUPOBATh WHTAKTHBIE T'€TE€POJIOTMYHble O€JKHM M BKIIOYAIOT JIMHUIO KIETOK SHUYHUKA
kuratickoro xomsiuka (CHO), pasnmuneie knerounsle suauu COS, knerku Hela, L-knetku u
KJIETOYHbIE JIMHMM MUeJoMbl. COrJIaCHO HEKOTOPBIM BAapHAHTAM peau3aluu U300peTeHus,
KJIETKH TIPEICTABISIIOT COOOW He 4eoBedYecKue KIeTKH. BeKTopel sKcnpeccuu Ui yKa3aHHBIX
KJIETOK MOTYT BKJIFOYaThb SKCIPECCUI0 KOHTPOJIBbHBIX MOCIEAOBATEIbHOCTEN, TAKUX KaK OPUAKUH
peIuUINKaLY, MIPOMOTOp, dHXaHCep M HeoOXoxumble MH()OPMALMOHHBIE CAMThI MPOLIECCHHTA,
TaKue Kak CaiThl CBs3bIBaHMs pudocom, caitel PHK-crinalicunra, caifThl moJinaieHUINPOBaHHS
U TIOCJIeIOBATENIbHOCTU TepMUHALMU TpaHckpurnuu (Queen ef al., Immunol. Rev. 89: 49, 1986).
UnmrocTpaTUBHBIE  MOCJIEAOBATEIBHOCTH  KOHTPOJISI  SKCIPECCHH  MPEACTABISIIOT — COOOi
NPOMOTOPBI, TPOUCXOASIIEe U3 SHIAOTEHHBIX T'E€HOB, LUTOMeraioBupyca, Bupyca SV40,
aneHoBHpYyca, Obrubero Bupyca nanuuiomsl U T.4. (Co et al., J Immunol. 148: 1149, 1992). [lpyrue

NMOAXOAAIME KIIETKN-X034€Ba U3BCCTHBI CIIEMUAJINCTY B Z[aHHOﬁ 00JIACTH TEXHUKH.

[00185] JAHK-BexTOp MOXHO BBOAUTH B IPOKAPUOTHBIE WJIN 3YKAPUOTHBIE KJIETKH C TOMOLIBIO
CTaHIAPTHBIX METONOB TpaHcpopmauun wim TpaHchekumu. I[Ipenmonaraercs, dYro mpu
UCTIOJIb30BAHUH B HACTOSIIIEH 3asBKE TEPMUHBI «TPaHC(HOPMALIUI» U «TPAHCHEKIHS» OTHOCATCS
K pa3HoOOpa3HbIM M3BECTHBIM B JTAaHHOH OOJACTH TEXHUKH METOAAM BBEIEHHUS Uy KEPOIHOH
HyKkJienHOBOH kucnotel (Hanpumep, JIHK) B kieTKy-xo3siHA, BKIIFOYas KOIMPELUTUTALUIO
¢docharom kambryst UK xnopuaoM kaibuus, DEAE-nekcTpaH-onocpeqoBaHHy TPaHCHEKLHIO,
TUNTO(EKIHIO, 3JIKTPOIIOPALHIO, OMONMCTUKY WIIM BUPYCHYIO TpaHCchexuuioo. [[pyrue mMeronsl,
NpUMEHsIeMble Ul TpaHC(OPMALMK KJIETOK MJIEKONUTAIOIINX, BKIOYAT NPUMEHEHHE
NoJHOpeHa, CIUSHHE MPOTOIUIACTOB, HCIOJB30BAHHE JIUTIOCOM, 3JIEKTPONOpAlMd |
MUKPOWHBEKIMU (CM., B mejioMm, Sambrook ef al., Molecular Cloning). Tlogxonsiue crnocoOb

Tpacopmauu Uik TpaHCHEKINN KIETOK-X035€B MOKHO HalTH B UCTOYHUKE: Sambrook, ef al.

(MOLECULAR CLONING: A LABORATORY MANUAL. 2nd ed., Cold Spring Harbor
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Laboratory, Cold Spring Harbor Laboratory Press, Cold Spring Harbor, N.Y., 1989) u npyrux
1abopaTOPHBIX MHCTPYKIUsIX. BekTopsl, comepskamue uHTepecyromue cermentsl JIHK, moryT
OBITb TIEPEHECEHBI B KJIETKY-XO35/MHA C TTOMOIIBIO XOPOLIO U3BECTHBIX CITIOCOOOB B 3aBHCUMOCTH

OT THUIIA KJICTKH-XO3s4M1HA.

[00186] M3BecTHO, uTO B Ciydae CTAOMIBHONH TpaHC(HEKUUH KIETOK MIIEKOINHTAIOIINX B
3aBHCHMOCTH OT UCIIOIB3YEMOTO BEKTOPA HKCIIPECCUH  METO/1A TPAHC(EKIINH TOIBKO HEOObIITast
¢dpaxius KJIeToK crocobHa BcTpanBath uyxeponuyro JIHK B cBoit renom. [ uneHTuUKaLUN
U BBIOOpA yKa3aHHBIX CIOCOOHBIX K BeTpanBaHuio uyxeponHoi JIHK kierok reH, konupyromui
CeJIeKTUBHBIN Mapkep (HaIpuMep, FeH YCTOHUNBOCTH K aHTUOMOTHUKAM) B LIEJIOM BBOZST B KJIIETKH-
X03s€Ba Hapsily C HMHTEPECYIOLIUM TeHOM. Pa3nuyHble CENEeKTUBHBbIE MapKepbl BKJIIOYAIOT
MapKephl, KOTOPBIE MPENOCTABISAIOT YCTOMYUBOCTh K JIEKAPCTBEHHBIM CPEICTBAM, TaKUM Kak
G418, rurpomuuMH U MeToTpekcar. HyKIenHOBYHO KHUCIOTY, KOAUPYIOLIYK) CEJlEeKTHBHBIN
MapKep, MOKHO BBOJAUTb B KJIETKY-XO3sMHA B TOM € BEKTOpE, YTO U BEKTOp, KOAUPYIOLIUN
aHTUTENO TPOTUB A33, WM MOXHO BBOAWTH Ha OTAENBHOM BekTope. Kierku, crabuibHO
TpaHC(PULIMPOBAHHBIE BBEACHHON HYKJIEMHOBOW KHCJIOTOH, MOKHO MIEHTU(PHLHPOBATH IyTEM
CEeNIEKI[MM Ha OCHOBE JIEKAPCTBEHHOrO CpeiacTBa (HampuMep, KIETKH, KOTOpblE BCTPOMIIN

CEJICKTUBHBIN MapKEPHBIH I'eH, BBDKUBYT, TOT/IA KaK IPYTUe KIETKUA MOTHOHYT).

[00187] Knerky-x03sMHa, COAEPIKALIYIO AHTUTENO NPOTHB A33 COMIACHO TEXHOJIOTMH IO
HACTOSIIEMY HM300PETEHHIO, TAKYK KaK MPOKAPUOTHAs WJIM SYKAPUOTHAS KJIETKA-XO35TMH B
KYJBTYp€e, MOKHO UCIIOJIB30BATh JJIsl MPOAYKIUH (T.€. SKCIPECCHH) PEKOMOMHAHTHOTO aHTUTENA
npotuB A33. CorjjacHo ONHOMY BapUAHTy pean3aluu H300peTeHus, Crnocod BKIKOYAET
KYJbTHBHPOBAHUE KJIIETKU-XO3siMHA (B KOTOPYKO OBLI BBEIEH PEKOMOMHAHTHBIH BEKTOP
SKCTPECCUH, KOTUPYIOUIUN aHTUTENIO MPOTHB A33) B MOIXOMSIIEN cpeae TaKuM o0pa3oM, uTO
MPOUCXOAUT mponykuus aHtutena npotus A33. CorjacHO ApyroMy BapHaHTy peaiu3aluu
n300peTeHus;, crnocod TakKe BKIIIOYAET 3Tall BBIACNCHHs] aHTUTeNa MPOTUB A33 U3 cpemsl WiH
yKa3aHHOW KJIETKHU-X03smHa. [locie skcnpeccnu coOpaHHbIe aHTUTeNa MPoTUB A33, Hampumep,
aHtutena npotuB A33 wiu aHTUTENO NPOTUB A33-pOACTBEHHBIX MOJUNENTUIOB, OUHINAIOT U3
KYJbTYPAJIbHONH CPEAbl U KJIETOK-XO035ieB. AHTUTENO MpOTHUB A33 MOXeT ObITh OYHIICHO B
COOTBETCTBHH CO CTAHIAPTHBIMH MPOLEYPAMH B TAHHOW 00JIACTH TEXHHUKH, BKIIFOYast OUHUCTKY C
nomonrbo BOXKX, koioHouHOM Xpomarorpaduu, snekrpodopesa B renie u T.1. COrlacHO OJJTHOMY
BApUAHTy peaNu3alil HM300peTeHHs], aHTHTENIO MpOTHB A33 mpoAyLHPYETCs B OpraHHU3Me-
XO3s5IMHE C MOMOIIBI0 MeTona B coorBeTcTBUHU ¢ boccom m ap. (Boss ef al, marent CIIA Ne
4 816 397). Kak mpaBwio, menu aHTuTena NpoTHB A33 3KCHPECCHPYIOTCS € CUTHAIBHBIMU

TIOCJIEI0BATENBHOCTSIMU U, TAKMM 00pa3oM, BBICBOOOKAAIOTCS B KYJIBTYPaIbHYIO cpeny. OnHako
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€CII LM aHTUTeNa NMPOTUB A33 HE CEKPEeTHPYIOTCS KIETKAMH-XO035I€BaMU B €CTECTBEHHBIX
YCIIOBHSIX, YKa3aHHbIE IIETIM aHTUTeNa NMPOTUB A33 MOXKHO BBICBOOOXKIATH MyTeM OOpaOOTKH
cnabbiM nerepreHToM. O4ncTka peKOMOMHAHTHBIX MOJHIIENITHIOB XOPOIIO W3BECTHA B TAHHOMN
00JIACTH TEXHUKH U BKIIFOUAET MPELUIUTALNIO CYJIb(aTOM aMMOHUS, METOJ] OUUCTKH ahPUHHON
xpomarorpaduel, KOJOHOYHYIO  Xpomarorpaduio, MeTos  HOHOOOMEHHOW  OUYHCTKH,
anekTpodopes B rene u T.4. (cm. 8 yenom Scopes, Protein Purification (Springer-Verlag, N.Y ,

1982).

[00188] [IlomuHykjeoTuabl,  Koaupyromue  aHturena  npotuB  A33,  Hampumep,
NOCJIEIOBATEIbHOCTH, KOJUPYIOLIHE aHTUTENO MPOTHB A33, MOTyT ObITh BCTPOEHBI B TPAHCTEHBI
IUIsl BBENEHHWsI B T'€HOM TPAaHCITE€HHOI'O >KMBOTHOIO M MOCJIEAYIOLIEH 3KCIPECCUM B MOJIOKE
YKa3aHHOTO TPaHCTeHHOTO *)UBOTHOro. CMm., Hanpumep, nateHTsl CIITA Ne 5 741 957, 5 304 489
u 5849 992, Iloaxopsmue  TPAaHCT€Hbl  BKJKOYAKOT  TPAHCTEHBI,  KOAUPYHOLIUE
TIOCJIEIOBATEIbHOCTH JIETKUX W/WITH TSDKENbIX Lienel, (yHKIMOHAIBHO CBS3aHHbBIE C IPOMOTOPOM
U DHXAHCEPOM M3 CIenu(UIHOrO JUIsI MOJIOYHOH JKeNe3bl TeHa, TAKOro Kak NeH Ka3enHa I
B-nakrornoOynuHa. [{ns MoMy4eHus] TPAHCTEHHBIX JKUBOTHBIX YKAa3aHHbIE TPAHCTEHBI MOXHO
BBOAWTH IyTEM MUKPOMHBEKLMH B OILUIOAOTBOPEHHBIEC SIMLEKJIETKH WJIM MOXKHO BCTpauBaThb B
I'€HOM 5MOPHOHAJIBHBIX CTBOJIOBBIX KJIETOK M MEPEHOCHUTD SApPAa TAKUX KIETOK B SIMLIEKIETKH C

YAAJICHHBIMU sAApaMu.

[00189] Oonoyenoueynvie anmumena. CornmacHO OMHOMY BapHAHTY peaTU3aLUu U300 pETEeHUS,
aHTUTENO MPOTUB A33 COTJIACHO TEXHOJIOTHH IO HACTOSIIEMY H300PETEHHUIO MPEICTABIISET COOOM
OJTHOLIETIOYEYHOE aHTUTENO NMPOTUB A33. B COOTBETCTBUM C TEXHOJIOTHEH COrIaCHO HACTOSIILIEMY
U300pETEHUI0, METOIBI MOTYT OBITh aJaNTUPOBAHBI ISl TPOAYKIIUH OJHOLIENIOYEYHBIX AHTHTEI,
cneunpUIHbIX B OTHOLIeHUH Oenka A33 (cm., Hanpumep, nateHT CIIA Ne 4,946,778). [Tpumepsl
METOZIOB, KOTOPbIE MOT'YT MPUMEHSTHCS ISl TPOM3BOICTBA OJHOLIENIOYEUHBIX Fv-(hparmMeHToB u
AHTUTEJI COTJIACHO TEXHOJIOTHH IO HACTOSIIIEMY H300PETEHHIO, BKIIFOYAIOT METO/IbI, OITMCAHHBIC B
natenrax CIIIA Ne 4 946 778 u 5 258 498; Huston et al., Methods in Enzymology, 203: 46-88,
1991; Shu, L. et al., Proc. Natl. Acad. Sci. USA, 90: 7995-7999, 1993; u Skerra et al., Science 240:
1038-1040, 1988.

[00190] Xuwmepnvie u eymanusuposannvie awmumena. COrjJacHO OJHOMY BapUaHTY
peamu3anMu M300pPETEHHUs, AHTUTENO NPOTUB A33 COMIaCHO TEXHOJIOTHH IO HACTOSIIEMY
U300pEeTEeHUI0 MpeacTaBisieT coboil xmMmepHoe aHtuteo npotuB A33. CorjacHO OJHOMY
BAPUAHTy pealn3aliy HM300peTeHHs, aHTUTENO MNPOTUB A33 COrflaCHO TEXHOJIOTUH T10
HACTOSIIIEMY H300PETEHUIO TMPENCTaBisieT cOOOH T'yMaHW3MPOBAHHBIE AHTHUTENO NMPOTHB A33.

CornacHo OZHOMY BapUAaHTy peANHM3ALMHU TEXHOJOTUU COTJIACHO HACTOSILIEMY H300pETEHHIO,
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AHTUTENIO-IOHOP» U AHTUTENO-KAKLETITOPY MPENCTABISIIOT COO0H MOHOKIIOHAJIBHBIE AHTUTENA U3
pa3NMUYHBIX BUIOB. Hanmpumep, aHTUTENO-«aKIENTOpP» MPEACTaBiIsieT COOOH aHTUTENIO YeJIOBEKa
(1A MUHUMH3AIMHA €r0 aHTUT€HHOCTH Y YEeJIOBEKAa), B CIy4ae Yero IMOJYYEHHOE aHTHTENO C

npusuTbiMu CDR Ha3bIBa€TCs «T'YyMaHU3UPOBAHHBIMY) aHTUTEJIOM.

[00191] PexkomOuHaHTHBIE aHTUTENA TPOTUB A33, TaKMe KaK XMMEPHBIE U TYMaHU3UPOBAHHBIC
MOHOKJIOHAJIbHBIE aHTUTENA, COAEPIKAIlNe KaK YacTHU YEJIOBEYECKOro, TaK M HE YeJOBEYECKOTrO
aHTUTENA, MOTYT OBITh CO3JJaHbI C IPUMEHEHNEM CTaHAAPTHBIX MeTO0B pekoMOuHanTHOH JIHK
U HaxomATcs B Ipenenax oObeMa TEXHOJIOTMH COTJIACHO HacTosimeMmy uszobpereHuro. Jlns
HEKOTOPBIX BAPUAHTOB NMPUMEHEHHUSI, BKIIFOYAsl /77 ViVO IPUMEHEHHE Y YeJIOBEKa aHTUTEJI TIPOTHB
A33 corfmacHO TEXHOJIOTMH IO HACTOSIIEMY H300pPETEHHIO, a TakXKe NMPUMEHEHHE YKa3aHHbBIX
areHTOB B aHa/lW3ax OOHApYXKEeHHsl /7 Vifro, BO3MOXXHO TPHUMEHSITh XHMEPHBbIC WU
I'yMaHW3UpOBaHHble aHTUTena npotuB A33. Takue XuMepHble M T'yMaHU3HPOBAHHBIE
MOHOKJIOHAJIbHBIE aHTHTEJIA MOTYT OBITh ITOJIyY€HbI C TOMOLIBIO MeTOA0B pekomOnHanTHO#H JITHK,
U3BECTHBIX B JAHHOW 00acTi TeXHUKHU. Takue mpuMeHUMBbIe CIOCOOBI BKIIFOYAIOT, HAIPUMED, HO
HE OrPaHNYMBAIOTCS YKa3aHHBIMH, CIIOCOOBI, ONIMCAHHBIE B MEXKAYHAPOAHON 3asIBKE Ha MaTeHT Ne
PCT/US86/02269; narenre CIIIA Ne 5 225539; eBponeiickom narente Ne 184187; esponetickom
narente Ne 171496; esponerickom narente Ne 173494; nyOaukaumuu MexayHapoaHoH 3assku WO
86/01533; marentax CIIIA Ne 4,816,567, 5,225,539; esponeiickom nateHte Ne 125023; Better, ef
al., 1988. Science 240: 1041-1043; Liu, et al., 1987. Proc. Natl. Acad. Sci. USA 84: 3439-3443;
Liu, et al., 1987. J. Immunol. 139: 3521-3526; Sun, et al., 1987. Proc. Natl. Acad. Sci. USA 84:
214-218; Nishimura, et al., 1987. Cancer Res. 47: 999-1005; Wood, et al., 1985. Nature 314: 446-
449; Shaw, et al., 1988. J. Natl. Cancer Inst. 80: 1553-1559; Morrison (1985) Science 229: 1202-
1207; O1, et al. (1986) BioTechniques 4: 214; Jones, et al., 1986. Nature 321: 552-525; Verhoeyan,
et al., 1988. Science 239: 1534; Morrison, Science 229: 1202, 1985; Oi et al., BioTechniques 4:
214, 1986; Gillies et al., J. Immunol. Methods, 125: 191-202, 1989; natente CIIIA Ne 5.807,715;
u Beidler, er al, 1988. J. Immunol. 141: 4053-4060. Hampumep, aHTHUTENa MOTYT OBITH
T'YMaHU3HPOBAaHbI C TMPHMEHEHHEM pPa3HOOOpa3HBIX METOAOB, BKio4as mnpuBuBky CDR
(eBpometickuii marent EP 0 239 400, myOnmkauuss MeXKAYHApOTHOW MaTeHTHOH 3asBku WO
91/09967; marenter CIITA Ne 5,530,101; 5,585,089; 5,859,205, 6,248,516; eBponelickuii maTeHT
EP460167), BuHUpOBaHHE M PEMOJENIUPOBAHHE MOBEPXHOCTHU (eBponeiickuii mateHT EP 0 592
106; eBponetickuii mateHt EP 0 519 596; Padlan E. A., Molecular Immunology, 28: 489-498, 1991
Studnicka et al., Protein Engineering 7: 805-814, 1994; Roguska et al., PNAS 91: 969-973, 1994)
u «neperacoBkyy nenei (matent CIIIA Ne 5 565 332). CornacHO OHOMY BapHaHTy peajn3aluu

u3zobperenus;, k/IHK, komupyromasi MBIIHMHOE MOHOKJIOHAJNIBHOE AQHTHTENO NpPOTHB A33,
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NEePEeBAPUBAIOT C TOMOIIBIO PECTPUKLUOHHOTO (PepMEHTa, BBIOPAHHOTO MJIS CIELU(PUIHOrO
yIaJEeHUsl MOCIEeOBATENbHOCTH, KOOUPYIOIEH KOHCTAaHTHYIO o0nacth Fc, KOTopyro 3aMermaroT
Ha skBuBajeHTHyI 4acth KJIHK, xomupyromyro koHcTaHTHyH obnacte Fc gemoBeka (cm.
Robinson ef al., PCT/US86/02269; Akira ef al., 3asBky Ha eBpomeiickuii mateHt 184,187;
Taniguchi, 3asBky Ha eBponeiickuii mareHT 171,496; Morrison ef al., 3asBKy Ha €BpPONEHCKUI
mateHt 173,494; Neuberger ef al., nmyOnuKanuiO MEXKIYHAPOTHOW MaTEeHTHOW 3asBku WO
86/01533; Cabilly et al. namenm CILIA Ne 4,816,567, Cabilly et al., 3asBky Ha eBpomencKuit
nateHT 125,023; Better et al. (1988) Science 240: 1041-1043; Liu et al. (1987) Proc. Natl. Acad.
Sci. USA 84: 3439-3443; Liu et al. (1987) J Immunol 139: 3521-3526; Sun et al. (1987) Proc.
Natl. Acad. Sci. USA 84: 214-218; Nishimura et al. (1987) Cancer Res 47: 999-1005; Wood et al.
(1985) Nature 314: 446-449; u Shaw et al. (1988) J. Natl. Cancer Inst. 80: 1553-1559; natenr
CIIA Ne 6,180,370; natentsl CIIIA Ne 6,300,064; 6,696,248; 6,706,484; 6,828,422).

[00192] CornacHo onmHOMY BapuaHTy peanu3auuu H300pEeTeHHs, TEXHOJOTHUSl COTJIACHO
HACTOSIIIEMY H300peTeHHI0 o0ecreunBaeT KOHCTPYHUPOBAHHE T'YMAHM3HPOBAHHBIX AHTHUTEI
npoTuB A33, KOTOpPbIE C HU3KOH BEPOSTHOCTHIO BBI3BIBAIOT Y YEJIOBEKA OTBET IIPOTHUB MBIIIUHOTO
aHTuTeNa (31ech 1 anee HaspiBaeMblil KHAMAY), npu coxpanennn 3¢ hexTuBHOM 3¢ hekTopHOI
¢dyukuun antutena. [Ipy MCIONBb30BaHUKM B HACTOSILEH 3asBKE TEPMHHBI YEJOBEYECKHUI» H
«TYMaHM3UPOBAHHBIIN» B OTHOLIEHHHM AHTUTEN OTHOCATCS K JIFOOOMY aHTHTENy, KOTOpPOeE, Kak
OKHJIa€TCsI, BBI3BIBAET TEPANEBTUYECKH TMEPEHOCUMBIH CJaOblii UMMYyHOT€HHBIH OTBET V
cyObekTa, mpeacraBisiomero codboii uenoBeka. COracHO OJHOMY BapHaHTY peaju3aliu
u300peTeHus,  TEXHOJOTMS  COIJIaCHO  HACTOsIIEMY  H300peTeHur0  obecreduBaeT

T'YMaHU3HUPOBAHHBIC aHTUTECJIAa IIPOTHUB A33, TSOKEJIbIC U JIETKHE LICITH I/IMMYHOFJIO6YJII/IHOB.

[00193] CDR-aumumena. CornacHO HEKOTOPHIM BapUAHTAM peaju3aluu  U300peTeHMs,
aHTUTENO MPOTUB A33 COTJIACHO TEXHOJIOTHH IO HACTOSLIEMY H300PETEHUIO MPEICTABIISET COOOH
CDR-antuteno nporu A33. B wnenoM, aHTUTeNa-«IOHOPbD» U aHTHUTENA-«aKLENTOPbD?,
npumensieMmble s co3nanusi CDR antuTen npotus A33, mpeacTaBisitoT cOO0H MOHOKJIOHAJIbHBIE
aHTUTENIa W3 PA3UYHBIX BHUIOB, KaK MpPABUJIO, AHTHTEJO-«AKLENTOpP» MpPEACTaBisieT coOoi
YeJIOBEUECKOe aHTHUTENO (Ui MUHUMH3ALUU €r0 aHTUT€HHOCTH Y YEJIOBEKa), B 3TOM Ciydae
NOJIyueHHOe B pe3yJiibTare aHTuTeno ¢ npuBUTbIMH CDR HasbiBaeTcs «ryMaHU3HUPOBaHHBIMY
anrutenoM. IIpuBuBaTh MOkHO enuHCTBeHHYI0 CDR-00macTe (Mim maske 4acTH €JUHCTBEHHOU
CDR) B mpenenax eIMHCTBEHHOTO VH WM VL-y4acTKa aHTUTENA-«aKLENTOPa» WIH MOXHO
npuBuBaTh MHOKeCTBO CDR (mm ux gacreit) B mpenenax ogHoro win odounx u3 Vu u VL. Hacro
Bce Tpu CDR-obnactn u3 Bcex BapuabeNnbHBIX JOMEHOB aHTHUTENA-KAKIENTOPa» 3aMelIaloT Ha

coorBercrByromue CDR «1oHOpa», HeCMOTps Ha HEOOXOAMMOCTb 3aMEHBI TOJIbKO TaKOro
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xonndectBa CDR, koTopoe HeoOxomumo i obecnieueH s OAXOSIIEro CBA3BIBAHHSA C OeIKOM
A33 nonyuenHoro anturena ¢ npuButbiMu CDR. CriocoOb! coznanms antuten ¢ npuuteiMa CDR
U TYMaHM3MPOBAHHBIX AHTUTEN OMHMCaHbl B HCTOYHMKAX: Queen ef al. marentol CIIA Ne
5,585,089; Ne 5,693,761, CIHA Ne 5,693,762, m Winter, matenr CIIHA Ne 5,225,539 u
eBponetickuii mareHT EP 0682040. Crioco0bl, mpuMeHUMBIE IS TTIOTYYEHUS TOJIHUIIENTHAOB VH U
Vi, onucanbl B uctounukax: Winter ef al., marentsl CIITA Ne 4 816 397; 6 291 158; 6 291 159;
6 291 161; 6 545 142; esponetickuii mateHT EP 0368684; EP0451216; u EP0120694.

[00194] TIlocne BrIOOpa MOIXOMAIINX KAaHAHIATOB KAPKACHOM 00JIACTH M3 TOTO e CEeMeCTBa
W/WJTH TOTO K€ YJieHa CeMeNCTBa, JI0OYIo mim o0e n3 BapruadesbHbIX 00acTel TSKeIOoN 1 JIerKoH
1eny nony4aroT myreM npuBuBkd CDR U3 HCXOMHBIX BUAOB B THOpUAHbBIE KapKacHbIe OOJIACTH.
COopky rHOpMAHBIX aHTUTEN WIM (QPArMeHTOB TMOPUAHBIX AHTUTEN, UMEIOIMUX THOpHUIIHBIE
BapuadesbHble 00JIaCTH LEeNH, TPUMEHHUTENBHO K JIFOOOMY U3 YKa3aHHBIX BBILIE ACTIEKTOB MOYHO
OCYLIECTBIISITh C NMPUMEHEHHEM CTaHOAPTHBIX CHOCOOOB, M3BECTHBIX CIELHAIHNCTY B JAHHOM
obnmactn TexHuku. Hampumep, mnocnenosarensHoctd JIHK, xomumpyromue ruGpugHbie
BapuadeNbHble TOMEHBI, ONMMCAHHbIE B HACTOSILIEH 3asBKe (T.e. KapKacHble 00NACTH Ha OCHOBE
BuoB-MulIeHel u obmacreii CDR W3 MCXOAHOrO BHIA) MOXHO MOJy4aTh IyTeM CHHTE3a
onmuronykineotrnos w/wmu ITLP. HyknennoBast kuciora, komgupyromasi CDR-o0nactu, Taxke
MOXKeT OBbITh BBIICJICHA W3 AaHTUTEJ HMCXOOHOIO BHIA C MPUMEHEHHEM MOIXOASLINX
PECTPUKIMOHHBIX (PEPMEHTOB W JIMTUPOBAHA B KapKac BUAA-MHUINEHH MyTEM JIMTHPOBAHUS C
MIOMOIIBIO TOAXOSIINX JIMTHPYIOIUX (pepMEHTOB. B KauecTBe aibTepHATHBBI, KapKaCHBIE
o0nacTi BaprabeNbHBIX LENe aHTUTENa HCXOAHOTO BUIbI MOXKHO M3MEHSITh C TIOMOLIBIO CANT-

HalrpaBJICHHOI'O MyTarcHe3a.

[00195] TIlockoabky ruOpuUABl KOHCTPYHPYIOT M3 BBIOPAHHBIX M3 MHOXKECTBA KaHIUAATOB,
COOTBETCTBYIOLIMX Ka)XIOH KapKacHOW OOJNaCTH, CYLIECTBYeT MHOXKECTBO KOMOMHAIMN
MOCJIEI0BATENbHOCTEN, KOTOPbIE NMOAAIOTCS KOHCTPYUPOBAHUIO B COOTBETCTBUM C ITPUHLIUIIAMY,
OMUCAHHBIMU B Hacrosimed 3asiBke. COOTBETCTBEHHO, MOTYT ObITb COOpaHbl OUOIMOTEKU
rUOpPUAOB, CONEPIKAIINE WIEHBI C PA3IMIHBIMI KOMOWHAIMSIMHU OT/IEJIbHBIX KAPKACHBIX O0JIACTEH.
Takue OMOMMOTEKN MOTYT MPENCTABIATH COOON 3JEKTPOHHBIE KOJUIEKLMU B BHIE 0a3 JaHHBIX

IIOCJIEI0BATENBbHOCTEN MITN (PU3NYECKUe KOJUIEKIUU THOPUIOB.

[00196] VYkaszanHblli mnpouecc, Kak MpaBwio, He wusMeHser FR aHtuTena-«axkuenrtopay,
¢daaakupyromue npusutbie CDR. TeM He MeHee, CIIeIUaINCT B TAHHOM 001aCTH UHOTTIA MOKET
yJIy4IIaTh AHTUTEHCBSI3BIBAIOIIYIO a(PUHHOCTD MOJYYEeHHOro aHTuTena mnpotuB A33 ¢
npuBuTbiMH CDR myTem 3ameHbI onpeneneHHbIX ocTaTkoB aHHoro FR, urobsl cnenats FR Gonee

nopoOHbeIM cooTBeTcTByIOIIEMy FR anTurenma-«monopay. Ilogxopsimue mMONOKEHUS 3aMeH
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BKJIFOYAIOT aMHUHOKHCIOTHBIE OCTaTkH, cMexxable ¢ CDR, wumm  ocratky, cnocoOHbIe
B3anmoneiictBoBaTb ¢ CDR (cm., Hanpumep, matent CIIIA 5,585,089, B uacTHOCTH, CTONOIBI 12-
16). Creumanuct B JMaHHOW OO0JacTH TEXHUKH TakXkKe MOKeT Hadath ¢ FR «moHopa» u
MOIU(ULIUPOBATDH €€ TAKUM 00pa3oM, YTOOBI YKa3aHHast 001acTh obyanana O0IbIIUM CXOACTBOM
¢ FR «aknenropa» nnm 4enoBeueckol KOHCEeHCycHOW FR-oOmactbro. MeTonbl co3maHust 3THX
Moaudukanmii U3BECTHbI B AaHHON oOsactu TexHUKU. B wacTtHocTH, ecnu monydeHHas FR
COOTBETCTBYET YEJIOBEUYECKON KOHCEHCYCHOM FR B 3TOM NOIO:KEHUH WK, 110 MEHbIIEH Mepe, Ha
90% wnu Oonee MAEHTUYHA yKa3aHHON koHceHcycHOoW FR, Takme mommpukanmm HE MOryT
3HAYUTEJPHO IOBBICUTh AHTUT'€HHOCTDH IMOJYYEHHOTO MOIU(HUIIMPOBAHHOIO AHTUTENA IPOTHB
A33 ¢ npuButbiMu CDR 10 CpaBHEHUIO C TEM K€ CAMBIM aHTUTEJIOM, COAEPIKAIINUM IOJTHOCTBIO

yenoBeueckyo FR-obnacts.

[00197]  Bucneyugpuunvie anmumena (BsAb). bucnenpduyuHoe aHTUTENO PEACTABJISIET COOOM
AHTUTENO, KOTOPOE CBSI3BIBAETCA OJHOBPEMEHHO C ABYMSI MULICHSMH, KOTOPbIE UMEIOT Pa3HYIO
CTPYKTYpY, HAIPUMEp, IBYMsI pa3HbIMH aHTUTEHAMHU-MULICHSIMH, IBYMsI Pa3HBIMH 3TTHUTOIIAMH Ha
OJTHOM U TOM >K€ aHTUT'€He-MUIIEHU WM ralTeHOM M aHTUT'€HOM-MHIIEHBIO HJIM 3MUTONOM Ha
aHTUTeHe-MHUIIeHH. BSAb MOXHO mosydaTh, HampuMmep, NMyTeM COEIMHEHUS TSDKENbIX Iereit
WK JIETKUX Lienel, KOTOpble PACMO3HAIOT Pa3HbIe SMUTOMBI OAHOTO U TOTO K€ MJIHM Pa3HbIX
antureHoB. COrJIaCHO HEKOTOPbIM BapHAaHTAM peaTM3alUUd H300pEeTEeHHs, C TOYKU 3PEeHHUs
MOJIEKYJIIPHOM (PYHKIIUU OUCTIelM(UUHBIA CBSI3bIBAIOIINI areHT CBSI3bIBAET OJIMH aHTUTEH (MU
SIUTOM) HA OTHOM M3 JIBYX CBsI3bIBAIOLINX TU1eY (onHa mapa VH/VL) u cBs3bIBaeT npyroii aHTUreH
(wnu AmHTOM) HA CBOEM BTOpoM Tutede (apyras napa VH/VL). CorinacHo JaHHOMY OIpeneeHHIo,
OucnerruuHbIN CBSI3bIBAIOLINI areHT UMEET JBa Pa3HBbIX AHTUTCHCBS3BIBAIOINNX Iieua (KakK 1o
cneunduyHocTH, Tak 1 1o CDR) U sIBJII€ TCSI MOHOBAJIEHTHBIM JUJISI K&YKIOTO aHTHI€HA, C KOTOPBIM

OH CBA3BIBACTCA.

[00198] bucnenuduunsie anturena (BsAb) u Gucneunduunsie pparmenter antuten (BsFab)
COTJIACHO TEXHOJIOTHH TI0 HACTOSIIEMY H300PETEHHIO COAEPIKaT MO MEHbLIEH Mepe OIHO IUIEYO,
KOTOpOE CIEeU(IYHO CBA3BIBACTCS, HATIPUMED, ¢ A33, U 10 MEHbIIEH Mepe OJHO APYToe IIIeHo,
KOTOpOE CIEeHU(UIHO CBS3BIBAETCS CO BTOPBIM AaHTHIE€HOM-MULICHBIO. COTJIACHO HEKOTOPBIM
BapUAHTAM peasn3allii H300pETeHHs, BTOPOH aHTUT€H-MHIIEHb MPEACTaBIsIeT COOOH aHTUTEH
wny snuton B-knetku, T-kneTku, MUENTOMAHON KIIETKH, MIA3MATHYECKOW KJIETKM WU TY4YHOU
KJIETKU. [IOMoNHUTENbHO MM B KayecTBE aJbTEPHATHUBBI, COMVIACHO KOHKPETHBIM BapHaHTaM
peanu3anuu U300peTeHHs, BTOPOH aHTUTE€H-MHLICHb BBIOpAH W3 rpynmsl, coctosmend 3 CD3,
CD4, CD8, CD20, CD19, CD21, CD23, CD46, CD80, HLA-DR, CD74, CD22, CD14, CDI15,
CD16, CDI123, ramma/mensra-TCR, NKp46 u KIR. CormacHo KOHKPETHBIM BapHaHTaM
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peamm3armu n3o0pereHns, BsAb crmocoOHBI CBA3BIBATBCS OMYXOJEBBIMU KJIETKAMH, KOTOpBIE
SKCIpeccUpyroT aHTured A33 Ha KJeTOYHONW MoBepXHOCTU. COIIacHO HEKOTOPBIM BapHaHTaM
peamm3armu  nu3o0pereHusi, BsAb ObutMi  CKOHCTPYHpPOBaHbI TakuM OOpa3oM, HYTOOBI
CHOCOOCTBOBATh YHUUTOKEHHUIO OIYXOJIEBBIX KJIETOK IyTEM HAIIPABIIEHHS (MM PEKPYTHPOBAHMS)
LIUTOTOKCHYECKUX T-KJIeTOK K MecTy omyxonu. Jpyrue nmpumepst BsAb Bkimrowaror anTuTena ¢
NEPBbIM AHTUT€H-CBI3bIBAIOIINM CAlTOM, crielM(pUIHBIM B OTHOIIEHHH A33, U BTOPbIM aHTUT€H-
CBSI3bIBAIOLIUM CANTOM, CIeU(UIHBIM B OTHOILIEHUH HU3KOMOJIEKYJISIPHOTO TaNTeHa (HanpuMmep,
DTP A, IMP288, DOTA, DOTA-Bn, DOTA-necheppuokcamuna, apyrux DOTA-xenartos,
ONHMCAHHBIX B HACTOsIEH 3asBKe, OMOTHHA, (UIyopecLenHa WM TaNTeHOB, OIHCAHHBIX B

uctounnke Goodwin, D A. ef al, 1994, Cancer Res. 54(22):5937-5946).

[00199] Pasnuunbie OucneundpuyHble OCNTKU CIUSHUA MOXKHO IMOJIydaTb C MPUMEHEHHEM
METOJIOB MOJIEKYJIPHOH uHkeHepun. Hampumep, Obutn ckoHCTpyupoBanbel BsAb, koropbie
UCTIONIb3YIOT ~ LIeNIbI  Kapkac HWMMyHornoOyiauHa (Hampumep, IgG), omHOUEno4YeuHbIiH
BapuabenbHbli pparmeHT (scFv) wmum ux komOuHanmio. COrjlaCHO HEKOTOPBIM BapHaHTaM
peanmuzaiu  u300peTeHus, OucnermpuUHbId O€JNOK CIMSHUS SIBJISETCS HUBAJICHTHBIM,
Coep KaIM, HanpuMep, SCFv ¢ eTMHCTBEHHBIM CAaliTOM CBSA3bIBAHUS AJIsI OMHOTO aHTureHa u Fab
(parMeHT ¢ eIUHCTBEHHBIM CAWTOM CBSI3bIBAHMS JJIsi BTOpOro antureHa. COrjacHO Ipyrum
BapMAHTAM pealu3aluu  u300pereHusi, OucneruduuHbiii O€JOK  CIUSHUS  SBISETCS
TETPABAJICHTHBIM U COAEPIKUT, HAIIpUMeEp, UMMyHOTI00yuH (Hanpumep, IgG) ¢ nBywms calitamu
CBSI3bIBAHUS JJIS1 OJJHOTO QHTHIeHA U ABYMSI WIEHTUYHbIMU SCFV st BTOporo antureHa. bruio
nokaszaHo, 4ro BsAb, cocrosimue w3 nByx SCFv-eIMHUIl B TaHIeMe, SIBIIIOTCS KJIMHUYECKU
ycnenmHbM oucnermduunbiM popmatom antutTen. COrjlacHO HEKOTOPBIM BapUAHTAM PeaTU3aLIH
u3o0peTeHusi, ObLIM CKOHCTPYHpOBaHbl BsAb, comepikamue J1Ba  OJHOLEMOYEYHBIX
BapuadesbHbIX Pparmenta (scFvs) B Tanmeme Takum 00pa3om, uto scFv, koTopoe CBs3bIBaETCS C
OINyXOJIEBbIM aHTUTeHOM (Hampumep, A33), csizaH ¢ scFv, kortopslii mpusiekaer T-kieTku
(mampumep, nmytem cBsizbiBanuss CD3). Benencteue storo T-KJIeTKH PEKPYTUPYIOTCS K MECTY
ONMyXOJU TaKuM O00pa3oM, YTO OHH MOTYT OIOCPEAOBATh LHMTOTOKCHYECKOE YHHUYTOXECHHE
onyxoJieBbIX kieTok. Cm., Hanpumep, Dreier ef al., J. Immunol. 170:4397-4402 (2003); Bargou ef
al., Science 321 :974- 977 (2008)).

[00200] HenasHo pa3paboTaHHbIe CTIOCOOBI MOTy4YeHUst BSAb BKIIFOYatOT CKOHCTPYHUPOBAHHBIE
pPeKOMOWHAHTHBIE MOHOKJIOHAJIbHBIE aHTHUTENA, KOTOpbIE CONEPIKAaT  JOTMOJHHUTEIbHBIC
[UCTEHMHOBBIE OCTATKH TaK, YTO yKa3aHHbIe aHTHTeNa obnanaer Oojiee CHIIBbHBIM MEPEKPECTHBIM
CBSI3BIBAHMEM 10 CPABHEHHIO ¢ DOJiee pacrpOCTPaHEHHBIMH U30THIIAMH HMMYyHOTIOOyuHa. CM.,

nanpumep, FitzGerald et al, Protein FEng. 10(10):1221-1225 (1997). Hpyroii mnoaxon
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MPECTaBIISIET COOOM MHIKEHEPHIO PEKOMOMHAHTHBIX OEJIKOB CIIMSIHUS, CBSI3BIBAIOIIMX JIBA WU
Oojiee pa3MYHBIX OJHOLIETIOYEYHBIX AHTUTENIAa WM CEerMEHTOB (parMeHTa aHTHTeNa C
HeoOXOoauMOCThI0 NBOMHON cnermduunoctn. Cwm., Hanpumep, Coloma ef al., Nature Biotech.
15:159-163 (1997). PaznooOpasHble OucnermduuHble O€NIKH CIUSHHS MOXKHO IOJNy4aTh C

MIPUMEHEHNUEM MOJIEKYJIIPHON UHXEHEPUH.

[00201] bucneuuduunbie O€NKH CHAUSHUS, CBSI3bIBAIOIIME 1Ba MK Oojiee pa3IMYHbIX
OJHOLIENIOYEYHBIX aHTHUTENa WM (PPAarMEeHTOB AaHTHUTENA TOJYyYaloT CXOIHSAM 00pa3om.
PexomOuHaHTHBIE CIOCOOBI MOJKHO HCHOJNB30BAaTh IS IOJYYEHHs] Pa3sHOOOPa3HBIX OENKOB
cnusiHust. COrylaCHO HEKOTOPBIM KOHKPETHBIM BapuUaHTaM peanu3aluu u3odperenus, BsAb B
COOTBETCTBHH C TEXHOJIOTHEHN COTIACHO HACTOSAIIEMY H300PETEHHIO COAEPKUT UMMYHOIJIOOYIINH,
KOTOPBIN COAEPIKUT TSDKENYHO LieNb U JIeTKyto 1enb U scFv. CornacHo HEKOTOPbIM KOHKPETHBIM
BapuaHTaM peanu3anuu uzodperenus, scFv cBsazan ¢ C-kOHLOM Tspkenod nernu Jirodoro A33-
UMMYHOIJIOOYJIMHA, OIMHUCAHHOTO B Hacrosimeil 3asBke. COINIACHO HEKOTOPHIM KOHKPETHBIM
BapUaHTaM peanu3auuu uzodperenus, scFv cBszanbl ¢ C-KOHLIOM Jierkoi menu Jiroboro A33-
UMMYHOIJIOOYJIMHA, OMHCAHHOTO B Hacrosmed 3asBke. COINIACHO pa3jMYHbIM BapUaHTaM
peanuzaimu u3o0pereHs, SCFv CBS3aHbI ¢ TSIKENBIMU WM JIETKUMH LIETISIMU Yepe3 JTMHKEPHYIO
nocjenoBaTenbHOCTh. [loaxoasimue TMHKepHbIE MOCIEA0BATEIbHOCTU AJISl COCUHEHHUS] BHYTPH
paMku cuuThiBaHus Tsokeson unenu Fd u scFv BBogsT B momMeHbl VL U Viamma ocpenctsom ITLP-
peakuuii. JIHK ¢parment, kogupyromuii scFv, 3atem nurupyrot B Staging-BeKTOp, COAep KA
JIHK nocnenosarensHocTh, koxupyromyo aomeH CHI. ITonyuennsiii konctpykr scFv-CHI1
BBIPE3AIOT U JIUTHPYIOT B BekTOp, coaepxamuii JIHK mnocnenoBarenbHOCTh, KOOUPYIOLIYIO
obmacte Vu antutena A33. IlonyuyeHHBIH B pe3ysibTaTe BEKTOP MOXHO HCIOJNb30BATH IS
TpaHC(EKIUN TOAXOMAINEH KIETKU-XO35MHA, TAaKOW KaK KIETKAa MJIEKOMUTAIOIIEro, s

SKCTPECCUH OUCTIEIU(PUIHOTO OeTKa CITUSTHYIS.

[00202] CornacHO HEKOTOPBIM BapUAHTAM PeaTU3alUU H300pETEHUs], TUHKEP COCTABJISIET, TIO
MeHbLIeH Mepe, 2, 3,4, 5,6,7,8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25,
26, 27, 28, 29, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75, 80, 85, 90, 95, 100 unu OGonee aMHHOKUCIIOT
B uuHY. COrJIaCHO HEKOTOPBIM BapHAaHTaM PeaN3alui H300pETEHHs, IMHKEP XapaKTepU3yeTcst
TEM, YTO HMEET TEHACHLMIO HEe NPHUHUMATh JKECTKYI) TPEXMEPHYI CTPYKTYpy, a CKopee
o0ecrieunBaeT THOKOCTD MONMNENTUAY (HAPUMED, TIEPBOMY H/UJIM BTOPOMY CaiiTaM CBSI3bIBAHUS
anturena). CorlacHO HEKOTOPHIM BapHAHTAM pean3alii HU300pETEHHs], HCIIOIb3yEeMbIi JIMHKEP
B BsAb, onmncaHHOM B HacTOsIIEH 3asBKE, BEIOMPAETCS HA OCHOBAHHUH CIIELU(PHUECKUX CBOWCTB,
npucymux BsAb, Takux kak, Hampumep, noBbllleHHE cTaOWIbHOCTH. COTJIACHO HEKOTOPBIM

BApHAHTAM pealu3aluuu u3o0peTeHus, BsSAb coracHO TEXHOJOTMH 1O HACTOSILIEMY
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u3o0perenuro conmepkutr JuHKep G4S. CoOrnmacHO HEKOTOPHIM KOHKPETHBIM —BapHaHTaM
peamm3armu n3o0perenns, BsAb cormacHo TexHonoruu o HacTosImeMy H300pETEHHIO CONEPIKUT

makep (GaS)y, THe npasHo 1,2, 3,4,5,6,7,8,9,10,1 1, 12, 13, 14 15 umm Oonee.

[00203] Fc moougpuxayuu. CornacHO HEKOTOPBIM BapHaHTAM peATH3aLUUd H300pETEeHUs,
aHTuTena mnpoTUB A33 COMIaCHO TEXHOJOTMHM II0 HACTOSIIEMY H300pETEHHIO COAepIKaT
BapuaHTHYIO oOnacte Fc, rae ykasanHas BapuaHTHasi oonacte Fc comep:kut, mo MeHblel Mepe,
OIIHy aMHHOKHCIIOTHYIO MOAM(DHUKALMIO MO CpaBHEHHIO C oOnacTteio Fc mukoro tuma (wiu
ucxonHoi obmacteio Fc) Takum oOpa3oM, 9TO yKa3aHHas MOJIEKyJla HUMEET W3MEHEHHYIO
apdunHOCTL B OTHOWeEHMH Fc-penienropa (Hanmpumep, FcyR), mpu ycnoBum 4TO yKa3aHHas
BapuaHTHass Fc-o0macTb HE COAEPKUT 3aMeHbl B  IIOJIOKEHHUSIX, HEMOCPEACTBEHHO
KOHTaKTUPYIOIUX ¢ Fc-perientopom no pesysnbrataM KpHCTALUIOrpaduyeckoro U CTpyKTYpPHOTO
aHanmusa B3aumopeiicteus Fc/penenTop Fc, Takux kak aHajau3bl, ONUCAHHbIE B HCTOYHUKE:
Sondermann et al., Nature, 406: 267-273 (2000). IIpumeps! nonoxkenuii B odnactu Fc, koropeie
OCYULIECTBJISIFOT MPSIMOM KOHTAKT ¢ peuentopom Fc, Takum kak FcyR, BKIIHOUaOT aMUHOKHCIIOTBI
234-239 (mwapHupHas 001aCTh), aAMUHOKHCIIOTHI 265-269 (B/C-nertist), aMuHOKHCIOTHI 297- 299

(C7E-netss) u amuHokucnotel 327-332 (F/G-netis).

[00204] CornacHO HEKOTOPBHIM BapUAHTAM PEATU3ALUN U300PETEHHsI, aHTUTENO MPOTUB A33
COTJIACHO TEXHOJIOTMHU IO HACTOSIIEMY H300peTeHHI0 00jamaer M3MeHEeHHOW aPUHHOCTBIO B
OTHOLICHHH AaKTHUBUPYIOIIUX W/WIM WHTUOMPYIOUIUX pPELENnTOpPOB, HMMEIOUINX BapUAHTHYIO
obmnacte Fc ¢ ogHoOl mnm Oonee aMHHOKUCIOTHBIMA MOAU(DUKALMAMY, T7I€ YKa3aHHAsk OJHA WU
0ojiee aMUHOKHCIIOTHBIX MOIU(DUKALMN TPEACTABISIOT CO00M 3aMeHy N297 Ha alaHUH WU

3ameny K322 Ha anaHuH.

[00205] Moougurayuu enuxosunupoeanus. COraCHO HEKOTOPBIM BapHAHTAM PEeATU3ALHH
nu300peTeHus, aHTuTeNa NpoTUB A33 COrJIACHO TEXHOJOTMU MO HACTOSALIEMY H300pETEeHHUIO
cozmepkat obnacts Fc ¢ BapuaHTHBIM IIIMKO3MINPOBAHUEM TI0 CPABHEHHIO C HCXOHOMN 00JIaCThIO
Fc. CornacHo HEKOTOPBIM BapHaHTaM pea3alnuy H300peTeHNs], BApPHAHTHOE ININKO3WINPOBAHNE
BKJIFOYAET OTCYTCTBHE (PYKO3BI, COTrJIACHO HEKOTOPBIM BapHaHTAM peajM3aliH H300peTeHHs,
BAPMAHTHOE TJIMKO3WJINPOBAaHUE SBISAETCS pe3ysnbTaToM »skcrnpeccuud B kierkax CHO ¢

"enocratounocTero GnT1.

[00206] CornacHO HEKOTOPBHIM BapUAHTAM peaju3alUN HU300pETEeHUs, aHTUTENla COTJIACHO
TEXHOJIOTUU [0 HACTOSIIEMy HW300PETEHUI0 MOTYT COIep:kKaTb MONH(DUIMPOBAHHBIA CANT
MIUKO3WJIIMPOBAHUA 110 CPAaBHCHUIO C MNOAXOAALINUM pe(l)epeHCHbIM AHTHUTCIIOM, KOTOPOC

CBSI3bIBACTCSI C  MHTEPECYIOIIMM  aHTUreHoM  (Hampumep, A33), 0e3 u3MeHeHus
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(YHKIIMOHAJILHOCTH YKAa3aHHOTO aHTHUTEJA, HANIPUMEP, aKTUBHOCTH CBS3BIBAHUSI C aHTUTEHOM.
IIpu uCnoMb30BaHUM B HACTOSIIEH 3asiBKE «CAWTHl TJIMKO3WJIUPOBAHUS» BKIFOYAOT JIOOYIO
crenrpUYHYI0 aMHHOKHCIIOTHYIO TOCJIEAOBATEIbHOCTh AHTHTENA, K KOTOPOW CHelu(pUYHO U
KOBAJIEHTHO MPUCOEIUHSIETCS ourocaxapuy (T.€. YIJIeBOJ, COIep KAl Ba WK 00Jiee POCThIX

caxapa, CBSI3aHHBIX BMECTE).

[00207] OnurocaxapunHbie OOKOBBIE LIETTH, KaK ITPABIIIO, CBSI3aHbI C KAPKACOM aHTUTENA Yepe3
N- wumn  O-cs3u.  N-CBsI3aHHOE  IUVIMKO3WJIMPOBAHHE OTHOCUTCA K  IPUCOEAMHEHHIO
OJIMTOCAaXapuAHOro (¢parMeHTa K OOKOBOH IlemM acrnapardHoBOro ocrarka. O-cBsizaHHOE
ITIMKO3MIINPOBAHME OTHOCUTCA K  TPHCOENMHEHHMIO  OJIMTOCaxapumaHoro (¢parmMeHra K
T'HAPOKCUAMMHOKHCIIOTE, HarpuMmep cepuHy, TpeoHuHy. Hampumep, Fe-rmukxodopm (huA33-
IgGln), B KOTOPOM OTCYTCTBYIOT ONpeneIeHHbIE OJIUIOCaXxapu/bl, BKIOUYas (yKo3y U KOHLIEBOH
N-aneTuirmoKko3aMUH, MOXKET NMPOAYLHMPOBAThCS B cnenuaibHbX kiertkax CHO u nposBisaTh

HOBBILIEHHYIO ¢ pexTopuyto ¢pynkuno ADCC.

[00208] CornacHO HEKOTOPBHIM BapUAHTAM peaii3aliy U300pEeTeHus], CONEp:KaHUe YIIeBOIOB
B KOMIIO3ULIM HA OCHOBE IMMYHOTJIOOYJIFHA, OIIMCAHHOM B HACTOSAIIEH 3asBKe, MOAUDHUIIUPYIOT
nyreM pA00aBIEHUS WM YAAJeHus caita riaukosmiupoanus. CrocoObl  Momudukanuu
COZep KaHUsl YIJIEBOAOB B AHTHTEJIAX XOPOLIO M3BECTHBI B JAHHOW OOJIACTH M BKIIFOYEHBI B
TEXHOJIOTHIO COTJIACHO HACcTosALIeMy H300peTeHHo (cM., Hanpumep, nateHT CLITA Ne 6218149;
espornerickuii mateHT EP 0359096B1; nyOnukanuto 3aseku Ha nateHT CIIIA Ne 2002/0028486;
nyOJIMKALUI0 MEXKAyHapoaHOW mateHTHOH 3asBku WO 03/035835; nmyOnukaumio 3asBKH Ha
nateHT CIITA Ne 2003/0115614; matent CIIIA Ne 6218149; matent CIIIA Ne 6472511; Bce u3
KOTOPBIX TIOJHOCTBEO BKJIIOUEHBl B HACTOALIYIO 3asBKYy IMOCPeNcTBOM ccbUlKH. CoriacHo
HEKOTOPBIM BapHAaHTaM peau3alvy U300peTeHus], CONepIKaHUe YIJIEBOOB B aHTHUTENE (MJIH €ro
COOTBETCTBYIOLIEH YacCTH WM KOMIIOHEHTE) MOAM(HULHUPYIOT MyTeM YAAJIEHHs OOHOTO WU
HECKOJIBKUX SHAOTCHHBIX YIJIEBOAHBIX (parmMeHToB aHTuTesna. COriacHO HEKOTOPBIM
KOHKPETHBIM BapHaHTaM pean3alii U300PETEeHNUs, TEXHOJIOTHS 110 HACTOSIIEMY U300pPETeHUI0
BKJIFOYAET YyJaJIeHUe caiita MIMKO3WIMpoBaHus Fc-obnmactu aHTuTena myteM Moauduxanuu

nosioxkeHus 297 ¢ acnaparvHa Ha ajgaHuH.

[00209] CxoHCTpyHpOBaHHBIE MIUKO(POPMBI MOTYT OBITH MPHUMEHHUMBI JUIsI MHOXKECTBA LIeJIeH,
BKJIFOYAs, HO HE OrPaHUYMBAsICh YKAa3aHHBIMH, YCWICHHE WM yMeHbIIeHHe 3>PQPeKTOpHON
¢yHkunn. CKOHCTPYHPOBaHHBIE TIIUKOGOPMBI MOTYT OBITH MOJYYEHBI JIOOBIM CHOCOOOM,
U3BECTHBIM CIEHATICTY B JAHHOW O0JIACTH, HATIPUMEP C UCTIOJIb30BAHUEM CKOHCTPYHPOBAHHBIX
WJIM BapUAHTHBIX 3KCIPECCUOHHBIX LITAMMOB, TyTEM KOSKCIPECCUHU C OAHUM HJIA HECKOJIBKUMU

¢depmentamu, Hampumep DI N-anermnrmoxosamununrpanchepazori I (GnTIII), nyrem

70



SKCIIPECCUH MOJIEKYJIbI, conepskammeil obonacte FC B pa3snuyHBIX OpraHM3Max WM KJIETOYHBIX
JMHWSIX W3 PA3JIMYHBIX OPraHU3MOB, WU ITyTeM MOAU(UKALNUU yriieBona (YrieBOI0B) TOCTIE TOTO,
KaKk MOJIeKyJia, coxepkamas obmacte Fc, Obuta skcmpeccupoBaHa. CrocoObl MOMy4YeHUs
WH)KEHEPHBIX TIMKO(OPM U3BECTHBI B TAHHOW OOJACTH W BKJIIOYAIOT, HO HE OTPAHUYUBAIOTCS
UMH, METOJbI, OMHCaHHbIE B UCTOYHMKAaX: Umana ef al., 1999, Nat. Biotechnol. 17: 176-180;
Davies et al., 2001, Biotechnol. Bioeng. 74:288-294; Shields er al., 2002, J. Biol. Chem.
277:26733-26740;, Shinkawa et al., 2003, J. Biol. Chem. 278:3466-3473; narente CIIIA Ne
6,602,684; 3asBkax Ha marentel CIIIA Ne 10/277,370; 10/113,929; nybnukanmsx
MexknyHaponueix 3asiBok WO 00/61739A1; WO 01/292246A1, WO 02/311140A1; WO
02/30954A1; texunonormn POTILLEGENT™ (Biowa, Inc. Princeton, N.J.), uH:keHepHOU
texHosnoruu raukoswianposanuss GLYCOMAB™ (GLYCART biotechnology AG, ILlropux,
[Beiinapus), Kakablii U3 KOTOPBIX TMOJHOCTHIO BKIJIOUEH B HACTOSIIYIO 3asBKY MOCPEACTBOM
ccbuiku. Cm., Hampumep, MyOJIMKALMIO MEKAyHApOMHOW mareHTHOH 3asBku WO 00/061739;
nyOnukanuio 3asBku Ha mateHT CIIIA Ne 2003/0115614; Okazaki et al., 2004, JMB, 336: 1239-
49.

[00210]  Kenxu cauanus. CormacHO OJHOMY BapHaHTy peaM3alud U300peTeHHs, aHTHTEJIO
npoTuB A33 COMTACHO TEXHOJIOTHH MO HACTOSIEMY H300pEeTeHUIO MpeACTaBisier coboil Oenok
cnusiHusl. AHTUTENa MpPOoTUB A33 COIMNIACHO TEXHOJIOTHH MO HACTOSILEMY H300PETEHHIO MpU
CJIUSTHUM CO BTOPBIM OEJIKOM MOKHO MCIIOJBb30BAaTh B KA4eCTBE aHTHIeHHON MeTkH. [Ipumepsr
JOMEHOB, KOTOPbIE MOXKHO CJIUBAThH C MOJHUIENTHIAMH, BKIIOYAIOT HE TOJBKO T'€TE€POJIOTUYHbIE
CHUTHAJIbHBIC TOCJIENOBATEIPHOCTH, HO TAaKXXe JPYyrHe TreTepoJorHyHble (DYHKIIHOHAIbHBIC
obmactn. CnusiHue He O0SI3aTENIbHO JOJDKHO OBITh TPSMBIM, HO MOJKET MPOUCXOIUTH Yepe3
JIMHKEPHBIE TOCJIEN0OBATENbHOCTH. bonee Toro, Oenkw CIMAHUS COIJIACHO TEXHOJOTHH II0
HACTOSIIEMY HM300PETEHUIO TaKXXe MOTYyT OBbITh CKOHCTPYHUPOBAHBI I  YJIYYLICHUS
XapakTepucTuk anturea nporus A33. Hampumep, 00nacTh JOMONHUTENBPHBIX aMHHOKHUCIIOT, B
YaCTHOCTH, 3aPsUDKEHHBIX aMHUHOKHUCIIOT, MOYKHO 100aBJISITh K N-KOHITy aHTHTeJNa MPOTHB A33 1tst
yIy4IIeHNs] CTaOMIBHOCTH M YCTOMYMBOCTH BO BpeMsl OYHCTKH M3 KJETKH-XO3SIMHA WJIH
nocienyroueit oopadortku u xpanenus. Kpome toro, nentuanble pparMeHThl MOKHO JOOABIIATD
K aHtuTeny npotuB A33 nans obnerdeHuss o4MCTKU. Takue 0oOJacTH MOXKHO YIAJATh TEpen
OKOHYATEJIbHBIM MMOJTydYeHHeM aHTHTeNa npoTuB A33. JlobaBneHue nenTuaHbIX (parMeHToB AJIs
oOserueHust 00pabOTKU MONUNENTUAOB MPENCTABISET COOON N3YUEHHBIE U PYTHHHBIE METOMIBI B
JaHHOW OOJNACTH TEXHHKH. AHTUTENO NPOTHUB A33 COracHO TEXHOJOTMU IO HACTOSIIEMY
H300pPETEHNI0 MOYKHO CJIMBATh C MAapKEPHBIMH IOCIIEAOBATENbHOCTSAMH, TAKHMH KaK MENTHS,

KOTOPBII crocoOCTByeT ouucTKe ciurtoro monunentuaa. CorjaacHO BBIOpAHHBIM BapHUaHTaAM
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peamu3anuu M300peTeHHs, MapKepHas aMHUHOKHCIIOTHAs MOCJIEAOBATEIbHOCTh MPEACTABIISET
cOOOH TeKca-TUCTHIMHOBBIM TENTHJA, TaKOW Kak MeTKa, NpeacraBieHHas B Bekrope pQE
(QIAGEN, Inc., Chatsworth, Calif), cpenu npo4unx, MHOTHE U3 KOTOPBIX SIBJITFOTCS KOMMEPUYECKU
noctynabeiMu. Kak onucano B ucrounuke Gentz ef al., Proc. Natl. Acad. Sci. USA 86: 821-824,
1989, Hampumep, rekca-rUCTUANH o0ecreunBaeT yAOOHYIO OUMCTKY Oenka ciustams. Jlpyras

nenrTuaHass METKa, MNpPpUMCHUMAA Jid OYUCTKU - METKaA «HA» - COOTBETCTBYET JSIIHUTOIY,

2

NPOUCXOASIIEMyY U3 Oelka reMarriroTuHIHA Bupyca rpunmna. Wilson ez al., Cell 37: 767, 1984.

[00211] Takum oOpa3om, m0OOH WX YKa3aHHBIX BBIIIE OEJIKOB CIUSHUS MOXET OBITh
CKOHCTPYMPOBAH C HCIOJb30BAHHEM TOJMHYKICOTHIOB WM TMOJHUIENTHIOB COTJIACHO
TEXHOJIOTUU TI0 HACTosLIeMy u300pereHnto. Kpome TOro, CoriacHO HEKOTOPbIM BapHaHTaAM
peamuzauuu  M300peTeHus, O€NKH CIUSHUS, ONHCAHHbIE B HACTOSALIEH 3asBKE, HMEIOT

MOBBIIIECHHOC BPEMS IMOJTYKU3HU in vivo.

[00212] benku causHUS, HMEIOLIUE CBSI3aHHbIE AUCYJIbMUIHBIMH CBS3SIMH JTHUMEpPHBIE
cTpykTypsl (Onaronmaps IgG), moryT ObITh Oosiee 3G EeKTUBHBIMU B CBSI3bIBAHUU U HEHTPaIU3aLIUH
APYTHX MOJIEKYJI 10 CPAaBHEHUIO C MOHOMEPHBIM CEKPETHPOBAHHBIM OEKOM MM (parMEeHTOM

6enka otnenbHo (Fountoulakis ef al., J. Biochem. 270: 3958-3964, 1995).

[00213] CxonpnbiM 00pa3om, B eBporetickom nateHte EP-A-O 464 533 (kaHaackuii S5KBUBAJIEHT
2045869) onucaHbl OENKU CIUSHUS, CONEpIKAIlUe pPa3JIMYHbIe YacTH KOHCTAHTHON OO0NacTH
MOJIEKYJI HMMYHOTJIOOYJIMHA BMECTE C IPYTHM YeJIOBEYECKUM OeKoM miH ero ¢pparmeHToM. Bo
MHOTHX chy4asx Fc-4actb B Oenke CIUsiHHS SIBJSIeTCs ONArOMPUSITHON Ui Tepamud U
IVMAarHOCTUKH M, TakuM o00pa3oM, MOXKET MNPUBOAHWTb, HANpPUMEp, K VJIYUYLICHHbIM
(bapMaKOKMHETHYECKHM CBOHCTBaM (CM. eBponeiickuii mareHr EP-A 0232 262). B kauectse
ANIbTEPHATHBBI, MOXKET OBITh JKEJIATEeNIbHbIM yaajieHue win mMoauduuuposanue Fc-dyactu mocne
TOT0, KaK OeJIOK CIUstHUS ObLT SKCIIEPCCUPOBAH, BbIABJICH U ounineH. Hanpumep, Fc-uacts Moxer
NPEIsTCTBOBATh TEPANUU U JHATHOCTHKE, €CIU OEJIOK CIUSHHS TMPHMEHSETCS B KayeCTBE
aHTUTeHA I UMMyHH3aluH. J{JIsI MOMCKa JIEKApCTBEHHBIX CPEACTB YeJOBEYECKHE OelKH,
Harpumep, Takue kak hlL-5, cimuBatoTt ¢ Fc-uactsmu aiist BBICOKO3(PEKTUBHBIX CKPUHHHTOBBIX
aHamu30B I upeHTudukarmu antaroauctos hlL-5. Bennett ef al., J. Molecular Recognition 8:

52-58, 1995; Johanson et al., J. Biol. Chem., 270: 9459-9471, 1995,

[00214] AMeuennwvie ammumena npomue A33. CormacHO OIHOMY BapHAHTY peATU3ALNH
U300peTeHNs], aHTUTENO MPOTHB A33 COrJaCHO TEXHOJOTHH IO HACTOALIEMY H300pETEHHIO
COEAMHSIIOT C METAIINM (PparMeHToMm, T.e. moanaromelicss obHapykeHuto rpynnoid. Konkpernas
METKa WJIM BbIIBJIseMas TPyIa, KOHBIOTMPOBAHHAs C aHTUTENOM NpoTuB A33, He sBIAETCS

KPUTHYHBIM AaCIICKTOM TEXHOJIOTUH, TIPU YCJIOBHHU, YTO OHA 3HAYUTEIBHO HE MNPCIATCTBYCT
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criepUYHOMY CBSI3BIBAHUIO aHTHTENA MPOTUB A33 COIJIaCHO TEXHOJIOTHH MO HACTOSILIEMY
u3o0perenuro ¢ benkom A33. [oxnaromasicss 0OHapyKEHUIO IPYIINa MOXKET MPEACTABIATh COOOH
mo0oit MaTepua, 0OJaNarOIIHiA BbISIBIIEMBIM (PH3UUECKUM MITH XUMUYECKHM CBOUCTBOM. Takne
NOAJAKOIIHecs OOHAPY)KEHUI0O METKH XOpOLIO pa3paboTaHbl B OONACTH MMMYHOAHAJIH30B H
BU3yaIM3ali. B 1enoM, modtd Jsirodas MeTkKa, NMPUMEHHMMas B TaKuX CHoco0ax, MOXKET
NPUMEHSThCS COIIACHO TEXHOJOTMU MO Hacrosiuemy u3oOperenuro. Takum oOpazom, MeTka
NpeaCcTaBisieT COoOOH JIOOYI0 KOMITO3HMLHIO, TMOANAIOIIYIOCS OOHAPYKEHHUI0 € TOMOIIBIO
CIIEKTPOCKOIUUYECKHX, (OTOXMMHUUECKUX, OMOXUMUYECKUX, UMMYHOXUMHYECKUX,
HNIEKTPUYECKUX, ONTHYECKUX WM XUMHYECKHX CIOcoO00B. MeTKH, MNpUMEHHMbIE MpU
NPAKTHYECKOM OCYIIECTBIEHHH TEXHOJIOTHH COTJIACHO HACTOSIEMY HU300pETeHMIO, BKIFOYAIOT
MarHuTHble TpaHysbel (Hanpumep, Dynabeads™), ¢uyopecueHTHble KpacuTenu (HaImpuMmep,
(yopeclienHU30THOLMAHAT, TEXaCCKUI KPACHBIN, pOIaMKH | T.1.), paauomeTku (Hampumep, *H,
Ue, s, 1251 12 B 121 9mTc), npyrue BU3yalu3uUpYyIOLIME AareHTHI, TaKHe Kak
MHUKPOIY3bIPbKH (171 yNILTpa3BykoBod Busyammsamuu), °F, ''C, O (mns mosurponno-
smuccuonoit Tomorpapuu), *"TC, "'In (ans onHopoTOHHOM SMHUCCHOHHON TOMOrpadum),
(depMeHThl (HampuMep, TMEepPOKCHIa3y XpeHa, IenouHyr Qocdarasy u apyrue OOBIYHO
ucnoyibdyembie B UDA MeTkr) U KaJOpUMETPHUYECKIE METKH, TAKHUE KaK KOJUIOUIHOE 30JI0TO HITH
IPaHyJIbl U3 [[BETHOT'O CTEKJIA WM TUIACTHKA (HAPUMep, MOJUCTHPOIIA, MOJUIPOITHIICHA, JJATeKCa
U T.71.). Bce maTeHThl, KOTOPBIE OMUCHIBAIOT MPUMEHEHHE TAKUX METOK, BKIIFO4aroT mareHThl CIITA
Ne 3,817,837: 3,850,752 3,939,350; 3,996,345; 4,277,437, 4,275,149 u 4,366,241, KaKmblii u3
KOTOPBIX MOJHOCTBIO U ISl JIFOOBIX LieJiel BKIIOUEH B HACTOSILIYIO 3asIBKY MOCPEACTBOM CCBUIKH.
Cwm. taxxe Handbook of Fluorescent Probes and Research Chemicals (6™ Ed., Molecular Probes,

Inc., Eugene OR).

[00215] Merka MOxkeT ObITh COEOUHEHA MPSMO WM HEMPSMO C KeJIAaeMbIM KOMIIOHEHTOM
aHaJIM3a B COOTBETCTBUU CO CIIOCOOAMM, XOPOIIO U3BECTHBIMU B MaHHOH oOnact TexHUKH. Kak
YKa3aHO BBIIIE, MOXKHO HCIIOJIb30BaTh IITHPOKOE Pa3HOOOpA3He METOK, MPHU 3TOM BBIOOP METKH
3aBHCHUT OT (PAKTOPOB, TAKUX KaK HEOOXOAMMAs 4yBCTBUTEIBHOCTD, MPOCTOTA KOHBIOTHPOBAHHS
¢ coeauHeHueM, TpeOyemass CTaOWUJIBHOCTh, IOCTYNHOE OOOpYIOBaHHE M BO3MOXKHOCTH

YTHIM3ALIUH.

[00216] HepanuoakTHBHBIE METKH YaCTO MPUCOESTUHSIOT HEMPSIMbIMU criocobamu. B menmom,
MOJIEKYJIbI IUTaHAa (HarpuMep, OMOTHH) KOBAJEHTHO MPUCOEIMHSIOT K MOJIEKYJIe. 3aTeM JIMTaH
CBSI3bIBACTCSI C MOJIEKYJIOH, HAamNpaBJICHHOH TMPOTHB YKAa3aHHOTO JMraHaa (Hampumep,
CTPENTAaBUAMHOM), KoTopas nubo camo o cede mopmaercss oOHApyKEHHUIO, JTUOO KOBAJIEHTHO

CBsI3aHA C CHUTHAJBHOH CHCTEMOH, TaKOH Kak TOANAIOINMNCS OOHAapyXeHHI0 (epMeHT,
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(byopecLieHTHOe COeNMHEHNE UITH XEMILUTFOMUHECLIEHTHOE CoelMHEHne. MOXKHO IPUMEHSITD Psif
JUTaHIOB WM HANPABJICHHBIX NPOTUB JIMraHAoB coenuHenuil. Korma cymectsyer mpupoaHoe
HaInpaBJIeHHOE MPOTHB JIMTAHAA COeNUHEHHE (HarmpuMep, Kak B ciydae OMOTHHA, THPOKCHHA U
KOPTHU30J1a), YKAa3aHHBIM JIMTaHJ MOXHO HCIIOJIb30BaTh BMECTE C MEUEHHBIM COelUHEHHEeM. B
Ka4eCTBE aJbTEPHATHUBEI, JI0OO0E TalTeHHOE WIN AHTUI€HHOE COEANHEHHE MOKHO HCIOJIb30BATh

B KOMOMHALINU C AHTUTEJIOM, HAIIPUMED, AHTUTEJIOM MPOTHB A33.

[00217] Monekyabl TakXke MOKHO KOHBIOTMPOBATh NPSIMO C TEHEPUPYIOLIMMM CUTHAJ
COEAMHEHUsIMH, HalpuMep, NyTeM KOHBIOTUPOBaHHS C (epMEeHTOM WM (PIyOpOXpOMOM.
HHtepecyromue GpepMeHThI, MPUMEHUMBIE B KAUECTBE METOK, B IIEPBYIO OUepeab NPEACTABIISIOT
co0o ruaponasbl, B 4aCTHOCTH, (hocdartasbl, scTepaspl U IIIUKO3UAA3bI WM OKCHIOPEAYKTA3bl, B
YaCTHOCTH, Nepokcuaasbl. PyopeclieHTHbIE COEANHEHUs], TPUMEHUMBbIE B Ka4eCTBE METAIINX
(parMeHToB, BKIIOYAIOT, HO HE OrPAHMYMBAIOTCS YKA3aHHBIMH, HanpuMmep, GJIyopeclenH U ero
NPOU3BOJHBIE, POAAMHUH U €ro MpPOM3BOAHBIC, JaHCWI, yMmOemwmudepoH ©  T.I.
XeMUIIOMUHECLIEHTHbIE COCAMHEHMs, TNPHMEHHMblEe B KadeCTBE METAMX (ParMeHTOB,
BKJIIOYAIOT, HO HE OrPAaHMYMBAIOTCS YKa3aHHBIMH, Hampumep, sonudpepuH u  2,3-
auruapodTanasuHANOHBI, HAIpUMep, JFOMHHOM. [y 0030pa pas3inyHbIX CHCTEM MEUYEHMs WU

CUTHAJI-TIPOAYLMPYIOIIUX CHCTEM, KOTOPbIE MOTYT MpuMeHATbCsA, cM. mateHT CIIIA Ne 4,391,904.

[00218] CnocoObl oOHapykeHus (IeTEKTUPOBAHKS) METOK XOPOIIO U3BECTHBI CIIEIIMATTICTAM B
JaHHOW o0nacTh TeXHWKH. TakuM 00pa3oM, Hampumep, KOTAa MeTKa MPENCTaBiseT COOOH
PaTUOAKTUBHYIO METKY, CIOCOObI OOHAPYKEHHS BKJIIOYAIOT CUUHTHJUIILUOHHBIA CYETYHK WU
doromnenky, kak B ciydae aBtopamuorpaduu. Korma werka mpencraensier coOoi
(bIyOpPEeCLIEHTHYIO METKY, €€ MOYKHO BBIABJISITh MyTeM BO30YKAeHUs (HIyopoXpoMa MOAXONSIIEH
JUIMHOW CBETOBOH BOJIHBI M BBISIBJIATH IOJYYEHHYKO B pe3ysbTare (PIyopecueHIHIO.
@DyopecleHIHI0 MOXKHO BBISIBJIATH BH3YQJIbHO C MOMOINBI (POTOMJICHKH, MyTeM MPUMEHEHUS
JETEeKTOPOB JJIEKTPOHOB, TAaKUX KaK ycTpolcTtBa ¢ 3apsmoBoit cBs3pio  (CCD) wnum
¢doroymHOXHTENH U T.A. CXOMHBIM 00pa3oM, (pepMEHTATUBHBIE METKH MOYKHO BBISIBJISITH ITyTEM
olecriedeHns TOAXOMIIUX CyOCTpaToB il (epMeHTa M JETEKTHPOBAHHE IOJyYEHHOTO
nponykra peakuuu. HakoHew, mpocThie KOJOPUMETPHUECKHE METKH MOJKHO BBISBIISITH MPOCTO
NyTeM HaOJIOJEHHs LIBETa, CBSI3AHHOTO C METKOH. Takum o0pazoM, B pa3iMYHBIX aHAJIH3aX Ha
OCHOBE MHIUKATOPHBIX MOJIOCOK, KOHBIOTHPOBAHHOE 30JI0TO YaCTO MPHOOPETAET PO3OBBIH IIBET,
TOrAa KakK MPU HCIONb30BAHUU PA3IMYHBIX KOHBIOTHPOBAHHBIX TPAHYJIBl YKAa3aHHBIC TPAHYJIbI

NPUOOPETAIOT LIBET.

[00219] Hexkortopslie ¢popmaTsl aHATH30B HE TPEOYIOT MPUMEHEHUS] MEYEHHBIX KOMITOHEHTOB.

Haan/IMep, AdHAJIM3bl arrjilOTHHAIIUKU MOXXHO HCIIOJb30BaTh OJIA O6H21py>K€HI/I$I MNPUCYTCTBUA
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aHTUTEeN-MUILIEHeH, Halpumep, aHTuTen npotuB A33. B naHHOM cilydae, IOKpBITbIE aHTUTE€HOM
YaCTHUIIbl ArTJIOTHHUPYIOTCS 00paslamu, COAEpKallMMU aHTUTeNa-MuineHu. Ilpu ykasaHHOM
¢dopmare HeT HEOOXOAMMOCTH METUTHh KaKOWH-JINOO M3 KOMIIOHEHTOB, NMPUCYTCTBHE AaHTHUTEJA-
MULIEHHU BBISBIISIETCS MTyTEM IPOCTON BU3YaJIbHON OLICHKH.

B. HOeHmud)uKauuﬂ U_XaApakmepucmuka aHmumesl npomiue A33 coenacno _mexnono2uu_no
HACMOAULEMY u306pemeﬂul0

[00220] Crocober uoemmupuxayuu wunu ckpununea awmumen npomué A33 coenacno
mexnono2uu no nacmosuyemy uzoopemenuro. CrnocoObl, IPUMEHUMbIE AT UAEHTUQUKALUU U
CKPUHUHIA aHTUTEJ MPOTHB MOJUNENTUA0B A33 Ha MpenMeT aHTUTelN, 00JIalaroIINX JKeNnaeMoi
cneunUIHOCTBI0O B OTHOWeEHMHM Oenka A33, BKIIOYAIOT JIIOOBIE HMMMYHOJIOTHYECKU-
OTOCPENIOBAaHHbIE METO/bI, U3BECTHBIE B JAHHOM 0ONacTH TeXHUKH. KOMIIOHEHTbI HMMYHHOTO
OTBETa MOXKHO BBISIBJISITB /11 Vifro C TIOMOIIBIO PA3JIMUHBIX CIIOCOOOB, KOTOPBIE XOPOLIO H3BECTHBI
CreLaicTaM B JaHHOW oOmactu TexHuku. Hampumep, (1) nuroroxcuueckue T-mum@ouuTs
MOKHO MHKYOMpPOBATh C PAAHOAKTHBHO MEYEHHBIMH KJIETKAMU-MULICHSIMH, U JTM3UC YKA3aHHBIX
KJIETOK-MUILIEHEH BBISBIAETCS IO BBICBOOOXKIECHUIO pPAaAMOAKTUBHOCTH; (2) xenmepHble T-
JTUM(pOLIUTHI MOYKHO HHKYOHPOBATh C AHTUI€HAMH M AHTUT€HOM-TIPE3EHTUPYIOIUMH KIETKAMH U
CHHTE3, U CeKpelHsl IUTOKMHOB U3MePSIeTCs C IIOMOIIBIO CTaHAapTHBIX criocoboB (Windhagen A
et al., Immunity, 2: 373-80, 1995); (3) aHTUreH-NIPE3EHTUPYIOLINE KIETKH MOKHO HHKYOHPOBAThH
C 1eJTbIM O€JIKOBBIM aHTUT€HOM, M Mpe3eHTannto anturena Ha MHC BbISIBIISIOT OO 1O aHAIHU3aM
aktuBarmu T-mumdormros, mudo ¢ nomoursto duodmsmueckux meronos (Harding ef al., Proc.
Natl. Acad. Sci., 86: 4230-4, 1989); (4) TyuHbIe KJIETKH MOKHO MHKYOMPOBATH C peareHTaMHu,
KOTOpbIE MEPEKPECTHO CINMBAKOT MX FC-3MCHJIOH peuenTopbl, U BBICBOOOXKIEHHE TMCTAMHHA
U3MEPSIIOT MO (pepMeHTATUBHOMY UMMYyHOaHanu3y (Siraganian et al., TIPS, 4: 432-437, 1983); u

(5) TBepnodazubiit uMMyHOpepMeHTHBIH aHamu3 (MDA).

[00221] CxonHbiM 00pa3oM, MPOAYKTHl HMMYHHOTO OTBETa B JFOOOM MOJEIHPHOM OPTaHH3ME
(HampuMep, MbIIHN) WK y CyOBeKTa, MPEeNCTaBJIOLIEr0 COOOH UenoBeKa, TAKXKE MOMKHO
BBISBJISITH C TIOMOLIBIO PA3JIMYHBIX CHOCOOOB, KOTOPBIE XOPOIIO M3BECTHBI CIIELUAINCTAM B
naHHOM obnactu Texauku. Hampumep, (1) mpoayKUuiO aHTUTEN B OTBET HAa BaKIIMHALUIO MOJKHO
JIETKO BBIIBJIATH C TIOMOLIBKO CTAHIAAPTHBIX CIIOCOOOB, MCIOJNB3YEMBbIX B HACTOSINEE BPEMsS B
KIMHUYECKHX Jadoparopusx, Hampumep, MPA; (2) MUrpalui0 MMMYHHBIX KJIETOK K MeCTaM
BOCIAJIEHUS] MOKHO BBIABJISATh IyTE€M HAHECEHMsI LIapaliuH Ha MOBEPXHOCTH KOKHU U pa3MelleHus
CTEPHJIbHOTO KOHTEHHepa AJisl 3aXBaTa MUTPUPYIOIINX KJIETOK Ha Mecte apanuH (Peters ef al.,
Blood, 72: 1310-5, 1988); (3) nponu¢epaninio MOHOHYKJICAPHBIX KJIETOK nepudepruiecKkoi KpoBU

(MKIIK) B OTBET Ha MHUTOT€HBl HJIH CMELIAHHYI0 PEAKIHI0 JHUM(OIUTOB MOXHO H3MEPSTh C
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HCMoNb30BaHleM *H-TuMunnHa; (4) parourapHyio crocoOHOCTb MPaHyIOLHUTOB, MAKpO(aros 1
apyrux ¢arountos B MKIIK moxuO m3mepsars nyrem nomenieHnss MKIIK B nynku BMecTe ¢
meueHHbIMH YacTuliami (Peters et al., Blood, 72: 1310-5, 1988); u (5) nuddepeHnpoBKy KIeTOK
MMMYHHOI cUCTeMbl MOKHO u3MepsATh nyteM MeueHust MKIIK antutenamu k monekynam CD,
takumu kak CD4 u CDS8, u usmepenus: ¢pakumm MKIIK, skcnpeccupyrommnx yka3aHHBIC

MapKephbL.

[00222] CornacHO OmHOMY BapUaHTy pealM3alMUd H300peTeHus, aHtutena npotus A33
COTJIACHO TEXHOJIOTMH TO HACTOALIEMY H300PETEHUIO BBIOMPAIOT C NPUMEHEHUEM JIUCIUIes
nentuaoB A33 Ha MOBEPXHOCTU PEIUIMLMPYEMBIX €AMHUI] reHeTHueckod uHpopmanmu. Cwm.,
Hanpumep, nateHTol CIIA Ne 5,514,548, 5,837,500; 5,871,907, 5,885,793; 5,969,108; 6,225,447,
6,291,650; 6,492,160, esponeickue narentel EP 585 287; EP 605522; EP 616640; EP 1024191,
EP 589 877, EP 774 511, EP 844 306. bbumn ommcaHbl CHocoObl, MPUMEHHUMbIE IS
NPOAYKLMH/CENEeKINH HUTEBUIHON OakTepu(aroBoii 4acTULb, coaeprkainedl (parMuaHbli TeHOM,
KOJUPYIOLIUN MOJIEKYJly CBSI3bIBaHUs, OONAmaroLyro kenaemMoil crerm@uaHocTeio. CM.,
Hanpumep, esponeiickuii nateHt EP 774 511; marentsr CIHA US 5871907, US 5969108; US
6225447, US 6291650; US 6492160.

[00223] CornacHO HEKOTOPBIM BapHaHTAM pealM3alMy U300peTeHus, aHTuTeaa npoTuB A33
COTJIACHO TEXHOJIOTMH TIO HACTOALIEMY H300pPETEHUIO BBIOMPAIOT C MPUMEHEHUEM JHCIUIeS
nentuaoB A33 Ha TOBEPXHOCTH JPOMCKEBOHM KIETKH-X03siHA. CrocoObl, MPUMEHHMBIE s
BbIieJIeHNsI SCFV-TIOTMIenTHI0B ¢ TOMOIIBIO JUCTLIES IPOKKEBOUM MOBEPXHOCTHU, ObLITN OMUCAHBI

B ucrounuke: Kieke et al., Protein Eng. 1997 Nov; 10(11): 1303-10.

[00224] CornacHO HEKOTOPBIM BapHAHTAM peaM3alMy U300pEeTEeHus, aHTuTeNa NpoTuB A33
COMTACHO TEXHOJIOTHH IO HACTOSIIIEMY H300PETEHHIO BHIOMPAIOT ¢ IPUMEHEHHEM PUOOCOMHOIO
nucriesi. CrocoObl, MPUMEHUMBIE JIsl HISHTU(UKALUN JIMTAHOB B MENTUAHBIX OMOIHMOTEKAX C

npUMeHEeHHeM puOOCOMHOTO IUCIUIes ObLITH ONMCaHBI B HIcTOUHUKax: Mattheakis et al., Proc. Natl.

Acad. Sci. USA 91: 9022-26, 1994; Hanes et al., Proc. Natl. Acad. Sci. USA 94: 4937-42, 1997.

[00225] CornacHO KOHKPETHBIM BapUAHTAM pPeaTU3aLlii H300peTeHus1, aHTUTeNa MpoTHB A33
COTJIACHO TEXHOJIOTHH I10 HACTOSIIEMY H300peTeHuIo BeIOnparoT ¢ npumenenneM TPHK-nucres
nentuaoB A33. CriocoObl, MpUMEHUMBIE 1T CENEKIUH i7 Vifro Turasnos ¢ npuMeHerneM TPHK-

aucriest, Obutn onmcansl Meppumanom u ap. (Merryman et al., Chem. Biol., 9: 741-46, 2002).

[00226] CornacHO OTHOMY BapUaHTy peau3alii H300peTeHHs, aHTuTejga mnpoTuB A33
COTJIACHO TEXHOJIOTHHU IO HACTOSIIIEMY H300peTeHuIo BbIOnpatoT ¢ npuMeneHrneM PHK-nucrtes.

Crioco0Obl, MpUMeHUMbIE AJisi BhIOOpa menTHaoB U OenkoB ¢ mpuMmeHeHnem OubOmmuorexk PHK-
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aucriest Obutn onucansl Podeprcom u np. m Hemoto u ap. (Roberts et al. Proc. Natl. Acad. Sci.
USA, 94: 12297-302, 1997, u Nemoto ef al., FEBS Lett., 414: 405-8, 1997). CnocoOsl,
NpUMEHNMBbIE JUIsI BBIOOpAa MENTHAOB M OENKOB ¢ MpPHUMEHEHHeM OHOIMOTeK IucIuies
HenpuponHeix PHK 6bumn onucanst @pankenem u ap. (Frankel et al., Curr. Opin. Struct. Biol.,

13: 506-12, 2003).

[00227] CornacHO HEKOTOPBIM BapHaHTaM pealM3alMy W300peTeHus, aHTuTena npotus A33
COTJIACHO TEXHOJIOTHH I10 HACTOSIEMY H300PETEHHIO SKCIPECCHPYIOT B MEpPHUILIA3Me I'PaMM-
OTPULIATENIbHBIX OakTepuil M CMEIIMBAIOT ¢ MedeHHbIM OenkoM A33. Cm. myOnukauuio
MEXAyHaponHOW mnarteHTHOW 3asBku WO 02/34886. B kioOHaxX, 3KCHPECCUPYIOMIUX
pPEKOMOMHAHTHBIE MOJUNENTUABl ¢ apPUHHOCTBIO B OTHOLIEHUH Oenka A33, KOHIEHTpauus
MeueHHOro Oenka A33, CBA3aHHOTO C aHTUTEJIOM MNPOTUB A33, MOBBIIIAETCS U IMO3BOJISET
BBIACISITh KJIETKH U3 OCTaBaBIUeiCcs yacTu OMOIMOTeKH, Kak ONMMCcaHo B ucrounnke: Harvey ef al.,

Proc. Natl. Acad. Sci. 22: 9193-98 2004 u U.S. Pat. Publication No. 2004/0058403.

[00228] [Ilpeamonaraercs, 4TO MOCJE CENEKLUHU KEIaeMbIX aHTUTEN MpoTUB A33 yKa3aHHbIE
aHTUTENIA MOYKHO IOJIydaTh B OONBIIOM OOBEME C IMOMOLIBIO JIFOOOTO METona, M3BECTHOTO
CHEeLMAJIUCTY B JAHHON OOJNACTM TEXHHMKH, HATNpPUMEp, SKCIPECCHHM B TMPOKAPHOTHOH WK
SYKAPUOTHOM KJIETKE U T.JI. AHTUTENa MpOTHB A33, KOTOpbIE MPEACTABISIOT COOOM, Hampumep,
HO HE OTPAHUYHMBAIOTCS yYKa3aHHBIMHU, TMOpUAHbBIE aHTUTENA NMPOTHB A33 WM UX (PParMeHTH,
MOXHO 1I0JIy4aTb C HMCIOJB30BAHUECM CTAHOAPTHBIX METOAOB KOHCTPYHUPOBAHHA BEKTOpa
SKCMPECCHH, KOTOPBIA KOAMPYET TSKENYIO Lerb aHTuTena, B kotopoir CDR-obnactu u, ecnu
HEOOXOIUMO, MUHHMAJIbHASI YaCTh Kapkaca BapuadeNbHON O0JaCTH, KOTOpbIe TPEeOYHOTCS IJIst
COXpPaHEHUA Cl'IeLII/I(l)I/ILIHOCTI/I CBA3BIBAHUA aHTUTEIA U3 HCXOOAHOTO BUOA (CKOHCTPYI/IpOBaHHOFO B
COOTBECTCTBUU C METOAHUKaMH, OIIMCaAHHBIMHU B HaCTOﬂIJ.[eﬁ SaﬂBKe), MPOUCXOOUT M3 aHTUTEJA
HNCXOOHOT'O BUA, 4 OCTaJIbHAasd 4aCTb aHTUTEIA MOJYyYCHA U3 I/IMMYHOFJIO6YJII/IH3. BUOa-MHUIICHU, C
KOTOPBIM MOXKHO MPOBOAWUTH MAaHUITYJIAIIMH, KaK OIIMCAHO B HaCTOSIH_[eﬁ 3asBKE, C MOJIYYCHHUEM,

TaKUM 00pa3oM, BEKTOpa sl SKCIIPECCUU THOPUIHON TSDKEJION LT aHTUTEdIA.

[00229] I3mepenue ceazvieanuss A33. CormacHO HEKOTOPBIM BapHAaHTAM peAH3ALHH
n300peTeHus], aHau3 CBs3bIBaHMs A33 OTHOCHUTCS K (POpMaTy aHayn3a, B KOTOpoM Oenok A33 u
aHTUTeNo TNpoTUB A33 CMELMBAIOT B YCJIOBUAX, MOAXOASIIUX JJIsI CBSI3bIBAHUS MEXAY
yKa3zaHHbIM OenkoM A33 u aHTUTENIOM NMpOTHB A33 M KOJIMYECTBEHHOW OLICHKH CBS3BIBAHHSI
Mexay HUMH. KonndecTBeHHOE CBSI3bIBAHNE CPABHUBAETCS C MOAXOAALIUM KOHTPOJIEM, KOTOPBIN
MOXET TPEACTaBIsTh COOOW KOJWYECTBEHHOE CBS3BIBAHHME B OTCYTCTBHE Oenmka A33,
KOJINYECTBEHHOE CBSI3bIBAHUE B MPUCYTCTBUU HECTIELM(UIHON KOMIO3ULIMN HMMYHOTJIO0YJIHHA,

WK B OTCYTCTBUE Oenka A33 1 B IPUCYTCTBUH HeCTIeM(PUIHON KOMITO3ULIUH HIMMYHOTJIOOYJIHHA.
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KonnuecTBeHHOE CBSI3bIBAHWE MOKHO OLIEHMBATDH JIFOOBIM MOAXOMSALIMM CHOCOOOM. MeTombl
aHaJM3a CBSI3bIBAHUS BKJIOUAOT, HarpuMep, MDA, paguonMmyHOaHAIN3, CHUHTHIUIALUOHHBINA
aHamu3 ONM30CTH, aHAU3 MEPEeHOCca YHEPTUN (IIyOPECIEeHINH, KUAKOCTHYIO XpoMarorpaduro,
aHaymu3 MeMOpaHHOTroO (QprIbTpoBaHUA U T.I. brodusndeckne aHaau3bl s IPSIMOTO U3MEPEHUs
cBsi3bIBaHUs Oenka A33 ¢ aHTUTENOM mpoTuB A33 mpeAcTaBisIIOT cOOOH, HAapUMep, SAAepHBINA
MarHUTHBIN pe30HaHC, (IIyOpeCUEeHIHI0, (PIYOPECHEHTHYIO NOJSPU3ALUI0, MOBEPXHOCTHBIN
a3MoHHbI pe3oHaHe (umnbl BIACORE) u t.a1. CnennduyHoe CBS3bIBaHHE ONPEAEISIOT C
MOMOIIBIO CTAHAAPTHBIX AHAJHM30B, U3BECTHBIX B JAHHOM 00JIACTH TEXHUKH, HATIPUMED, aHATU30B
cBs3biBaHusl paguonurannoB, MDA, FRET, ummynonpeuunuramuu, [P, AMP (2D-AMP),
Macc-criekTpoMeTpun U T.1. Ecnu cnennduyHoe cBA3bIBaHME aHTUTENA MPOTUB A33-kaHauaara
o MeHbIIeH Mepe Ha | MNpPOLEHT MpEeBBIIIAET CBS3bIBAHWE, HAOMIONAaeMOe B OTCYTCTBHE
YKa3aHHOTrO aHTHUTeNa NMpoTuB A33-KaHOUnaTa, yka3aHHOE aHTUTENO SIBJIAETCS MPUMEHHMbIM B

Ka4eCTBe aHTUTeNa MPOTUB A33 COrIaCHO TEXHOJIOTHH MO HACTOSIIEMY U300PETEHHIO.

[00230] /izmepenue meitmpanuzayuu A33. Ilpu UCNONB30BaHUM B HACTOsINEH 3asBKe
«Hefrpanm3auns A33» OTHOCHTCSI K CHMDKEHHIO aKTMBHOCTH W/WIHM 3Kcrpeccun Oenka A33 B
pe3ysibTare CBA3bIBAHUS ¢ aHTHTENOM poTuB A33. CriocoOHOCTh aHTHTEN TPOTHB A33 COTrNIACHO
TEXHOJIOTUU TIO0 HACTOSIIIEMY H300pETeHHI0 HEWTPaJM30BaTh AKTUBHOCTB/3KCHpeccrio A33
MOJKHO OLIEHUTbH i Vilro W in Vivo ¢ IPUMEHEHHEM METOJOB, M3BECTHBIX B JaHHOH 00jacTu
TEXHHUKH.

Cnoco0bl_npuUMeHEeHUs] AHTHTE] NpPOTHB A33 COrJIACHO TEXHOJOIHH 10 HACTOSIIEMY

H300pETEHH IO

[00231] Oéwue nonoocenus. Anrurena npotuB A33 COMIACHO TEXHOJIOTMU IO HACTOSIIEMY

M300pETEHUIO MPUMEHNMBI B METOJIaX, M3BECTHBIX B JAHHOW OOJIACTH TEXHHKH, OTHOCSIIUXCS K
OTpeNeNICHUIO JIOKAJIM3allii W/UJM KOJMUECTBEHHOUW oreHke Oenka A33 (Hampumep, st
NPUMEHEHUS] B I3MEPEHHH YPOBHs Oenka A33 B moaxomsmux (pU3HOJOrHIecKrXx obpasuax, AJis
NPUMEHEHUS] B TUATHOCTUYECKUX Croco0ax, sl MPUMEHEHHUS! B BU3YAJIM3aLUHU MTOJIUNIENTHAA U
T.A.). AHTUTENAa COMJIACHO TEXHOJIOTHU IO HACTOSINEMY H300PETEeHHIO TPUMEHHMBbI IS
BhIZIeNIeHHs] Oenka A33 ¢ TOMOIIBIO CTAHIAPTHBIX METONIOB, TAKHX Kak adduaHas XxpomaTorpadus
WIM UMMYHOIpeuunuranus. AHTUTeNO NpoTuB A33 COryiacHO TEXHOJOTMH II0 HACTOSIIEMY
H300pETEHNI0 MOXKeT 00JerdaTe OYMCTKY NPUPOAHBIX MMMYHOPEAKTHBHBIX OeNkoB A33 u3
Ouonornueckux oOpas31oB, HAIIPUMED, CBIBOPOTKH KPOBH MJIH KJIETOK MIIEKOITUTAIOIIETO, & TAKIKE
MOJYYEHHBIX PEKOMOMHAHTHBIM ITyT€M UMMYHOPEAKTUBHBIX OENTKOB A33, SKCIPECCHPYIOLINX CS
B CHUCTeMe x03s1Ha. bonee Toro, anturena npotus A33 MOKHO PUMEHSATD AJIs J€TEKTUPOBAHUS

UMMYHOpeakTuBHOTro Oenka A33 (Hampumep, B IUIa3Me, KJIETOYHOM JIM3aTe WM KJIETOYHOM
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CylepHaTaHTe) /sl OIEHKH KOJMYeCTBA M TMAaTTepPHA SKCIPECCHH HMMYHOPEAKTHBHOTO
nojunenTuaa. AHturena npotuB A33 COMIaCHO TEXHOJOTMH IO HACTOSIIEMY H300pETEHHIO
MOYKHO MPHUMEHSATh B TUATHOCTUYECKUX LEISIX sl OTCIIEKUBAHUS YPOBHS HMMYHOPEAKTHBHOTO
Oenka A33 B TKaHM KaK 4YacTb MPOLEAYPHI KIMHUYECKOTO HCCIIEAOBAHUS, HANpUMeEp, M
ornpeneneHus 3 ¢GEeKTUBHOCTH JAHHOTO peXXiMa JieueHus1. Kak oTMeueHo BhIllIe, TETEKTHPOBAHNE
MOXXHO o0yierdaTh MyTeM coenuHeHHs (T.e. (PU3NYECKOTO CBS3bIBAHHWS) aHTUTEN NMpOTHB A33
COTJIACHO TEXHOJIOTMHM IO HACTOSIEMy W300PETEHHUI0 C MOAAAIMIUMCS OOHAPY KEHHIO

BCIICCTBOM.

[00232] Jlemexmuposanue 6Geaxa A33. Ilpumep crocoba ompeneneHuss MPUCYTCTBUS WU
OTCYTCTBHUSI MMMYHOpeakTUBHOrO Oenka A33 B Ouosorndeckom oOpasiie BKJIKOYAET MOJNyYeHUE
Ouonormueckoro obOpasna OT HCCIeNyeMOoro cyObeKkTa | IIO/ABEP)KEHHEeEe YKa3aHHOIo
Ouonornyeckoro odpasua B3aNMOJEHCTBUIO C AHTHTEJIOM NMPOTUB A33 COrIaCHO TEXHOJIOTHH IO
HACTOSIIIEMY H300pPETEeHHIO, CIIOCOOHBIM BBISBISITH MMMYHOPEAaKTUBHbIN Oenok A33 Takum
o0pa3oMm, YTO TPUCYTCTBHE YyKa3aHHOrO HMMYyHOpeakTHBHOro Oenka A33 omnpenpensiercs B
Ouonornyeckom obOpasie. /leTeKTHpOBaHHE MOXKHO OCYINECTBISITH C IOMOIIBIO MOAAOIIEHCS

O0OHapy KEHHIO METKH, IIPUCOSTMHEHHOH K aHTUTEITy.

[00233] [Ilpenmomaraercs, YTO TEPMHUH «MEUEHHOE» B OTHOIIEHWU aHTHUTeNa NMPOoTUB A33
BKJIFOYAET MpPsIMOE MEYEHHE aHTHTeJa MyTeM COeOuHEeHUs (T.e. (PU3UUecCKOro CBSI3bIBAHHS)
MOAAOLIET0Css OOHAPY KEHHIO BEIIECTBA C YKA3aHHBIM aHTUTEJIOM, a TAK)KE HENPSIMOe MEYCHUE
aHTUTENIa TMyTEeM MPOBEACHHUS PEaKUUH C APYTUM COCOHMHEHHEM, KOTOPOE SIBJIAETCS MPSIMO
MEUEHHBIM, TAKUM KaK BTOPHYHOE AaHTUTENO. [IpuMepbl HENpsiMOrO MEYEHHs BKJIFOYAKOT
OOHapy’KeHHe MEPBUYHOTO AHTUTENA C MPUMEHEHUEM (DIyOPECIIEHTHO MEUEHHBIX BTOPHUYHBIX
antuTeN U KoHIeBoro MmeueHus: JIHK-30H1a OMOTHHOM TakuM 00pa3oM, YTOOBI €r0 MOKHO OBIIO

JETEKTUPOBATH C IOMOIIBIO (PJIyOPECLEHTHO MEYEHHOTO CTPENTaBUINHA.

[00234] CornacHO HEKOTOPHIM BapHAHTAM PEATH3ALNU H300pETeHUs, aHTUTENa POTUB A33,
ONMHCAHHbIE B HACTOSLIEH 3asiBKE, KOHBIOTUPOBAHBI C ONHOW WM Oojiee MOANAFOIIMMUCS
OOHapy keHHI0 MeTKaMu. /{1 TaKuX BapHAaHTOB MPUMEHEHHs aHTUTeNa MPOTUB A33 MOTyT OBITh
MeueHbl MOANAIOIIEHCS OOHAPYKEHHI0O METKOW MyTeM KOBAJIEHTHOTO WJIH HEKOBAJIEHTHOTO
NPUCOCOMHEHUS]  XPOMOTEHHOro,  (PEepMEHTATUBHOTO,  PAAMOW30TOMHOIO,  HM30TOITHOTO,
(1yopecueHTHOro, TOKCUYHOTO, XEMUIIOMUHECLEHTHOIO areHTa, KOHTPACTHUPYIOMIErO areHTa

AJIA AACPHOIO MarHuTHOrO p€30HaHCa U HPYFOfI MECTKH.

[00235] TIIpumepbl MOAXOAAIIMX XPOMOTEHHBIX METOK BKJIFOYAKT MUAMHUHOOEH3UIWH W 4-
THIPOKCHA300eH301-2-KapOOHOBYIO KHUCIOTY. [IpuMepbl moaxoasmux (hepMEeHTATUBHBIX METOK

BKJIFOUAIOT ~MAaJlaTAETHAPOTreHasy, CTa(HMIOKOKKOBYIO HyKJIeasy, A-5-ctepomausomepasy,
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IPOACKEBYIO aJIKOTOJIbIET UAPOTeHA3Y, a-rnunepuHpochaTaeruIporeHasy,
TpuoszodochaTuzomepasy, MepoKCHaasy, Menounyr ¢ocdarasy, acmaparmHasy, TIHOKO3a-
OKCHIa3y, B-ragakro3unasy, puboHykJeasy, ypeasy, KaTanasy, TJIF0K03a-0-

docdarnernaporenasy, rIOKOAMIIA3Y U alleTUIXOJIHMHICTEPAsYy.

[00236] IIpumepbl MOAXOAAIIMX PAAHOU3OTOMHBIX METOK BKrouaroT “H, lIn, 12°1 131 32p,
355 14C. S1Cr, S7To, 58Co, PFe, 75Se, S2Eu, Y, 7Cu, 27Ci, 21 At, 22Pb, ¥7Sc, 1°Pd i .1, I
TpencTaBisieT coOoil MpUMep M30TONa, MPHM MCMOIb30BAHUM KOTOPOTO TPUMEHSETCS il Vivo
BU3yamu3alus, TOCKOJbKY OHa  MO3BOJIIET  M30exkaTb  NpoOJeM,  CBS3aHHBIX  C
JlerajoreHupoBanueM B nedenu MeueHHbIX 2°1 umu Pllo A33-cssbiBaromux antuten. Kpome
TOrO, yKa3aHHbI M30TON MCMyCKaeT 0ojiee MPEANOYTHTENbHYIO JUISl BU3yaJu3alliid SHEPTHIO
ramma-uznyuenus (Perkins et al, Eur. J. Nucl. Med. 70:296-301 (1985); Carasquillo et al., J. Nucl.
Med. 25:281-287 (1987)). Hampumep, mns '''In, conpsikeHHOro ¢ MOHOKJIOHANbHBIMH
artutenamu ¢ 1-(P-usornonnanatdensmn)-DPTA, HaOmonaercst cialplii 3aXBaT B HEOIyXOJIEBBIE
TKaHH, B YaCTHOCTH, TI€Y€Hb, U YCUIIEHUE CIEMU(UIHOCTH OMyXoneBoi jokanu3auuu (Esteban er
al., J. Nucl. Med. 28:861-870 (1987)). Ilpumepbl MOAXOAAIINX HEPATHOAKTHBHBIX H30TOIHBIX

MeTok BKmouaroT °’Gd, *>Mn, 2Dy, 32Tr u *°Fe.

[00237] Tlpumepsl mnoaXOASIIMX (IYOPECLEHTHBIX METOK BKJIIOYAIOT  MeTKy 2Eu,
(yopecrenHoByrO0 METKY, H30THOLIMAHATHYIO METKY, POJAMHHOBYIO METKY, (PHKOIPHTPHHOBYIO
METKy, (DUKOILIMAaHUHOBYKO METKY, aJUIOPUKOLIMAHMHOBYKO METKY, 3€JIEHbIH ()I1yOpeCceHTHbIM
6enok, 0-(pTanTbIeTHAHYI0 METKy W ()IIyOpeCIaAMUIaMHHOBYIO METKy. IIpHMephl MOAXOMSIIIX

METOK Ha OCHOBE TOKCHHOB BKJIFOYAIOT AU TEPUHHBIX TOKCUH, PULIUH U XOJIEPHBIN TOKCHH.

[00238] Ilpumeprl XEMUIIOMHUHECLEHTHBIX METOK BKJIKOYAKOT JIIOMUHON, HW30JIIOMUHOM,
aApPOMATUYECKUN CIIOXKHBIN 3pUp aKpUOMHA, UMHUAA30JbHYIO METKY, COJIb aKPUIWHA, CJIOKHBINA
a¢up akcanmata, mouudepuH, mouudepasy U 3KBOpPUH. [IpuMepbl KOHTPACTHUPYIOIIMX areHTOB
IUISL SIAEPHOTO MAarHUTHOTO PE30HAHCA BKIIIOYAIOT SIpa TSHKENBIX METaJUIoB, TakuxX kak Gd, Mn u

JKEJIE30.

[00239] Cnocob oOHapy:KeHHs! COTJIACHO TEXHOJIOTHH 10 HACTOSIIEMY H300PETEHHIO MOXKHO
UCTIONIb30BaTh JUII  OOHAPYXKEHHsI TPUCYTCTBUS HMMYyHOpeakTHBHOTO Oenmka A33 B
OuomornyeckoM olpasue in Vifro, a Takxke in Vivo. In Vvifro wmeronbl OOHapy>KeHUs
UMMYHOPEaKTHBHOTO Oenka A33 BKIHOYaOT TBepHO(da3Hble NMMYHO(pEPMEHTHBIE aHAJIH3BI
(UDA), Becrepn-6noTTHHT, UMMYHONPELUITUTALHIO, pPaaoOMMMYHOAHAIN3 u
umMMyHogIyopeceHuuio. bonee Toro, in1 vivo MeTonbl 00HapY KEHUsI MMy HOPEaKTHBHOTO Oelka
A33 BKJIIOYAIOT BBENEeHUE CYOBEKTYy MeueHHOro aHtutena npotuB A33. Hampumep, aHTHTENO

npotuB A33 MoxeT ObITh MEYEHO PaJMOAKTHBHBIM MapKepOM, MPUCYTCTBHE U JIOKATHM3ALIUIO
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KOTOpPOro y CY6’beKTa MOKHO BBIEBJIAATH C IMOMOLIBKO CTAHAAPTHBIX METOAOB BU3yaJIU3allUH.
CornacHO OIHOMY BapHaHTy pealu3alid HU300peTeHusi, OUoJormueckuil odpaserl CONEpKUT

MOJIEKYJIbI Oeka A33 U3 uccieayeMoro CyobeKTa.

[00240] Hmmynoananusz u euzyanuzayus. AHTUTENO NpoTUB A33 COrjIaCHO TEXHOJOTUHU IO
HACTOSIIIEMY HM300pPETEeHHMI0 MOKHO HCIOJIb30BAaTh Uil aHAJIHM3a YPOBHS MMMYHOPEAKTHBHOIO
Oenka A33 B OmonorndyeckoM obpasie (Hampumep, IUIa3Me KPOBU 4eJIOBeKa) C MPUMEHEHHEM
METOJIOB Ha OCHOBE aHTHTena. Hampumep, skcmpeccrio Oeika B TKAaHSAX MOXHO H3y4aTh C
MIOMOIIBIO KJIACCHYECKUX MeTon0B mMMyHorucronoruu (Jalkanen, M. ef al., J. Cell. Biol. 101:
976-985, 1985; Jalkanen, M. ef al., J. Cell. Biol. 105: 3087-3096, 1987). JIpyrue mMeTonsl Ha
OCHOBE AaHTHUTEJ, NPUMEHHMble a5l OOHAPY)KEHHs SKCIPECCHH TIE€HOB Oellka BKIIOYAIOT
UMMYHOQHANIN3bl, Takue Kak TBepaodasHbiii uMMyHOpepMeHTHbIH aHamm3 (MDPA) wu
pamunonmmyHoananu3 (PHA). [Toxxoasinye METKH Ui aHAIM3a HA OCHOBE AHTHUTEJ U3BECTHBI B
IaHHOH O0JIaCTH TEXHHMKH U BKJIIOYAIOT (PePMEHTATHBHBIE METKH, TAKHE KaK OKCHIA3a IIIIOKO3BI,
W PaTMOU30TONbI UM JIPyTUe PailoakTUBHbIe areHThl, Takue kak won (2L, 111, '), yrmepon
(1*C), cepa (*°S), tputuit CH), unauit (12In) u texnennii (’mTc), u GpayopecueHTHbIE METKY,

Takue Kak (1yopecenH, pofaMHH U 3eNeHbli GuyopecuenTHsli 6enok (GFP), a Taxke OnoTuH.

[00241] TITomumo aHamM3a yPOBHSI KIMMYHOPEaKTHUBHOTO Oenika A33 B Onosnorndeckom odpasie
aHTuTeNna NpoTUB A33 COrIACHO TEXHOJIOTHUH MO HACTOSIIEMY H300PETEHHIO MOXKHO MPHUMEHSTh
s in vivo Busyaimzauuu A33. AHTHTENa, MPUMEHUMBIE JIJIsl YKA3aHHOTO CIoco0a, BKIIFOYAKOT
aHTUTENa, OANAKOLINECS OOHAPYKEHUIO C MOMOIIBIO PEHTreHOrpaduu, SAepHOr0 MarHUTHOTO
pe3oHaHca (AMP) unu 3€KTPOHHOTO napaMarHuTHOro pe3onanca (JI1P). [{ns peHtreHorpadum
MOAXOSIINE METKH BKIIFOYAIOT PAJIMOU30TOIBL, TAKHE KaK Oapyi WK LIE3UH, KOTOPbIE UCIYCKAIOT
NOAJAroIeecss JeTeKTUPOBAHUIO W3JIy4Y€HHe, HO He HAHOCAT O4YEBHIHOTO Bpena CYOBEeKTY.
IToaxopsiue mapkeps! 1t AMP u JI1P BkiroyaroT Mapkepsl € MOAJAOLIUMCS JeTeKTHPOBAHUIO
XapaKTEPHBIM CIIMHOM, TAKHE KaK JEHTEePHii, KOTOPbIH MOKET OBITh BKJIFOUEH B AHTHTEJIA TPOTHB

A33 myTeM MedeHHUsI MUTATEeNbHbIX AJIEMEHTOB JJIsl COOTBETCTBYIOLIEro scFv-kioHa.

[00242] CyOwekTy BBOAAT (HampHUMeEp, MAPEHTEPAIBbHO, MOAKOKHO WIM BHYTPUOPIOLINHHO)
aHTUTENO MPOTHB A33, KOTOpoe OBUIO MEYEHO MOAXOMSIIUM IOANAOIUMC OOHAPYKEHUIO
(parmMeHTOM A7 BH3yanu3alMW, TakuM kak paguouzoton (mampumep, I MIn, *’mTo),
PEHTT€HOKOHTPACTHOE BEILIECTBO WJIM MaTepHaj, MOANAIOIUIiCS OOHAPYKEHHIO C ITOMOIIBIO
SIEPHOTO MarHUTHOTO pe3oHaHca. CrenuanucTy B JaHHOW 00JIaCTH TEXHUKH OYIET MOHSTHO, YTO
pasMep cyObeKTa M HUCIOJb3yeMasl CHCTeMa BH3yalH3alUd OyAyT ONpeneNsiTb KOJUYECTBO
¢dparmeHTa Ui BU3yaTU3aLH, HEOOXOAMMOE ISl TIONYYEHUS] TUArHOCTUUECKUX U300pasKeHHH.

B cnydae paamoakTHMBHOrO HM30TOMHOrO (pparmMeHTta IUisi CyObeKTa, MPEICTABISIFOIIEro COOOMH
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uesioBeKa, BBOAMMAs PaJMOaKTHBHAS 1032 B HOPME COCTaBisieT oT 5 10 20 Muaukiopu ~ mTc.
Meuenoe antuteno npotus A33 3aTeM HaKaIJIMBAETCsl B MECTE PACIIOJIOKEHUS KIIETOK, KOTOphIE
comep:kar crelUUHBIA MoNUNenTuaA-MuineHb. Hanpumep, mMeueHble aHTHTENa MpoTuB A33
COTJIACHO TEXHOJIOTMU IO HACTOALIEMY M300peTeHHI0 OyAyT HaKalUIMBaTbCsi y CyOBEeKTa B

KJIETKaX M TKaHSX, B KOTOPBIX JIOKanu3yercs 0eiok A33.

[00243] Takum 0Opa3oM, TEXHOJIOTHUS COTJIACHO HACTOSIEMY H300pEeTeHUI0 OOecrednBacT
CHOCO0 JUArHOCTUKU METUIIMHCKOTO COCTOSIHMS, KOTOPBIA BKJIOUAeT: (a) aHAJU3 3KCIPECCUU
UMMYHOPEaKTUBHOTO Oenka A33 myTeM U3MepeHUs CBSI3bIBAHUS aHTUTeNa MPoTuB A33 coryacHO
TEXHOJIOTUH T10 HACTOSIIEMY M300PETEeHUIO B KJIETKAX WM KHIKOCTH OpraHusMa cyobekTa; (0)
CpPaBHEHHME KOJIWYECTBA MMMYHOPEAaKTHBHOro Oenka A33, mpuCyTCTByIOIIEro B obOpasle, co
CTaHIAPTHBIM 3TaJOHOM/pedepeHCHBIM 00pa3LoM, IIe YBEIUYEHUE WM YMEHBLIEHHE YPOBHS
UMMYHOpEakTUBHOTO Oenka A33 1Mo CpaBHEHHMIO CO CTaHAAPTOM SIBJIETCS MOKa3aTesleM

MCIHUIITMHCKOI'O COCTOAHUA.

[00244] Appunnas ouucmrxa. Anturena npotus A33 COrIACHO TEXHOJIOTUHU MO HACTOSILIIEMY
H300pEeTEHNIO MOKHO HCIIOJIb30BaTh JJIsl OUUCTKH UMMYHOPEaKTHBHOTO Oesika A33 u3 obpasua.
CornacHO HEKOTOpBIE BapHAHTAM pean3aluy M300peTeHHs aHTUTeNa WMMOOWIN30BAaHBI Ha
TBEpAOM Hocutene. IIpuMepsl TakuX TBEPABIX HOCHUTENEH BKIIFOUAIOT IUIACTHKH, TAKHE Kak
NOIMKapOOHAT, CIIOJKHBIE YTJIEBO/bI, TaKKMe Kak arapo3a u cedaposa, akKpHuJIOBbIe CMOJIBI M TaKHE
KaK TPpaHyJIbl U3 TOJHAKPUIAMH/IA U JJaTeKca. MeTObI CBSI3bIBAHUST AHTHTEJ C TAKMMHU TBEPIBIMH
HOCHUTEJISIMH XOpOLIO HM3BECTHbI B JaHHOW obOmactu texHuku (Weir ef al., “Handbook of
Experimental Immunology” 4th Ed., Blackwell Scientific Publications, Oxford, England, Chapter
10 (1986); Jacoby et al., Meth. Enzym. 34 Academic Press, N.Y. (1974)).

[00245] TIIpocreiimnM CnOCOOOM CBSI3bIBAHHSI AHTUT€HA C MaTPULIEH-HOCHTEJIEM aHTUTENA
SIBJISIETCSI COOP TPaHyJI B KOJIOHKE U MTPONYCKAaHHE PACTBOPA AHTHI€HA Yepe3 YKa3aHHYIO KOJIOHKY.
OddexTHBHOCTP  3TOrO0  MeTOAa  3aBUCHT OT  BpPEMEHU  B3aUMOJEHCTBUSL  MEKAY
UMMOOUJTM30BAHHBIM AHTHTEJIOM U AHTHTE€HOM, KOTOPOE MOJKHO YBEJIMYUTH MYTEM CHIKEHUS
CKOPOCTH TOTOKa. MMMOOWIM30BAaHHOE AaHTUTEJIO 3aXBaThIBAET AHTUTEH MO MeEpe ero
MPOXOKJEHMs. B KauecTBe ajJbTEPHATHUBBI, AHTUIEH MOKET B3aMMOJAEHCTBOBATb C MaTpULEH-
HOCHTEJIEM aHTUTEJIAa B pe3yJibTaTe CMEIINBAHUS PACTBOpPA aHTHIEHA C HOCHTENEM (Harpumep,
rpaHyjiaMu) W BpalleHUs WIM pPAaCKauMBaHUS TIOJYUYEHHOW CYCIEH3WH C oO0ecredyeHueM
MAaKCUMAJIPHOTO KOHTAaKTa MEXJIy AaHTHT€HOM W HWMMOOWIM30BaHHBIM aHTHUTEJOM. llocne
3aBEepIISHUs] PEAKLIMH CBS3bIBAHUS CYCIIEH3MIO HAHOCST Ha KOJIOHKY AJisi cOopa rpanyt. I paHy sl
MPOMBIBAIOT € HCIOJB30BAHUEM MOIXOJSIIEr0 MPOMBIBOYHOTO Oydepa W 3aTeM 3ITIOUPYIOT

YUCTBIM UJIU MO CYLIECTBY YNUCTBIN AHTUTEH.
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[00246] UHrepecyroliee aHTUTENIO WIIH MOJUTMIENTHA MOKET ObITh KOHBIOTHPOBAH C TBEPABIM
HOCHUTEJIEM, TaKUM Kak rpanyJjia. Kpome Toro, nepsblil TBEpAbIII HOCUTEJb, TAKON KaK I'PaHyJa,
TaKXXe MPU JKEJTAHUU MOXKET OBITh KOHBIOTHPOBAH CO BTOPBIM TBEPIABIM HOCUTENEM, KOTOPBIH
MOXET TPEACTABIATh COOOH BTOPYIO TpaHyJdy WIM APYrod HOCHTENb, C MOMOIIBI) JFOOBIX
NOAXOMAIINX CHOCOOOB, BKJIIOYAasi CHOCOOBI, OMNHMCAHHBIE B HACTOSIIEH 3asBKE IS
KOHBIOTUPOBAHMUSI MOJIUIIENTHAA ¢ HOcUTeseM. Takum oOpasom, JIo0oi U3 CrocoOOB U CPEACTB
KOHBIOTalLU, ONIMCAHHBIX B HACTOSIIIEN 3as1BKE CO CChUIKOW Ha KOHBIOTMPOBAHUE MOJIMIENTHAA C
TBEPAbIM HOCHUTEJIEM, TaK)KE€ MOXKHO MPUMEHSTb JJII KOHBIOTMPOBAaHMs MEPBOTO HOCUTENS CO
BTOPBIM HOCHUTEJIEM, T/l YKa3aHHbIE IEPBbIH U BTOPOI HOCUTEh MOTYT OBITh OJMHAKOBBIMU MU

pa3auyaThCs.

[00247] Ilomxopsuue JUHKEPHl, KOTOPbIE MOTYT TMPEACTaBISTH COOOH MEepeKpecTHO
CIIMBAIOIIME AareHThl, JUIsl NPUMEHEHUs [JIs1 KOHBIOTUPOBAHUS IOJUIENTHAA C TBEPIABIM
HOCHTEJIEM BKJIIOUAIOT MHOJKECTBO areHTOB, KOTOPbIE MOTYT PearnpoBaTh C (YHKIHOHAIBHOM
IPyIION, IPUCYTCTBYIOLIEH HA TOBEPXHOCTH HOCHUTEJS, WM C TIOJIUIIENTHIOM, WU C YKA3aHHON
(YHKLIMOHAJIBHOH IPyNION U MOJUNENTHAOM. PeareHTsl, IpruMeHUMbIe B KAUeCTBE MEPEKPECTHO
CIIMBAIOLINX  AreHTOB,  BKJIIOYAIOT  TOMOOM(YHKIMOHAJIBHbIE M, B  YaCTHOCTH,
retepoOU(yHKIMOHANBHBIE peareHThl. IIprMeHumble OM(YHKIHMOHANbHBIE IEPEKPECTHO
CIIWBAIOIINE areHThl BKJIIOYAIOT, HO HE OTPAHUYMBAIOTCS ykasaHHbIMH, N-SIAB, numanenmun,
DTNB, N-SATA, N-SPDP, SMCC u 6-HYNIC. [TepekpecTHO CIIMBAIOIINI areHT MOKET OBbITh
BBIOpaH AJisi 0OeCTieueH sl CEJIEKTHBHO PACLICTIISIEMON CBSI3U MEXKIY MOJIMIENTUIOM U TBEPIbIM
HocutesneM. Hampumep, (oTONaOWIbHBIA MEPEKPECTHO CINMBAIOINMNA areHT, TaKOW Kak 3-
aMHHO(2-HUTPO(EHIIT )TIPOITHOHOBAST KUCJIOTA, MOXKET OBbITh MCIOJB30BAH B KAU€CTBE CPENCTBA
IUI OTLICTUICHHUs TOJIMIENTHAa OT TBepaoro Hocutens (Brown et al., Mol. Divers, pp, 4-12
(1995); Rothschild et al., Nucl. Acids Res., 24:351-66 (1996); matent CIIIA Ne 5,643,722). Jlpyrue
NEPEKPECTHO CLIMBAIOIINE PEAreHThl XOPOIIO HM3BECTHbI B JAHHOH OOJNACTH TEXHUKH (CM.,

Harpumep, Wong (1991), ssiute; 1 Hermanson (1996), ssiute).

[00248] AHTUTENO WM MOJHIENTHI MOXKET ObITh UMMOOWMIIM30BAaH HAa TBEPIOM HOCHTEJE,
TAKOM KaK TpaHyJia, TOCPENCTBOM KOBAJEHTHON AaMUIHON CBsI3M, OOpPAa30OBAHHOU MEXKIY
TPaHyJIONH, conepkameil KapOOKCWIbHYK (DYHKIMOHAIBHYIH) TPYIIy, H aMHUHOKOHIIOM
MOJIUTIENTH 1A, WK, HA00OPOT, TOCPENCTBOM KOBAJICHTHOH aMUIHOMU CBSI3U, OOpa30BaHHON MEXKIY
rpaHyJIol, coxep:kamel (YHKUMOHAIBHYI) aMHUHOTPYITY, U KapOOKCHKOHIIOM MOJIMMENTH/IA.
Kpome Toro, Ou(pyHKIMOHATBHBIA TPUTHIBHBIN JIMHKEP MOXKHO MPUCOENHMHSATH K HOCHUTEIIO,
HanpuMmep, K 4-HUTPO(PEHUIOBOMY aKTUBHOMY CJIOKHOMY 3(Hpy Ha CMOJIE, TaKOW Kak CMOJia

Banra, ¢ momoIIp0 aMHHOTPYIIBI MM KapOOKCHUTPYIIITy HAa CMOJIe depe3 amMuHOocMmody. Ilpu
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HUCIIOJIB30BAHHMH IIOAXOJa Ha OCHOBE 6PI(1)YHKI_II/IOHaJIbHOFO TPUTUJIBHOI'O JIMHKEPA MOXKET
notpeboBaTeCsi 00pabOTKa TBEPHOTO HOCHUTENS JIETYy4Yel KHCIIOTOH, TaKOH KakK MypaBbHUHAs
KHUCJIOTa WIH TPUPTOPYKCYCHAST KHUCJIOTA, IJIsi OOECMedeHUsl OTIICIUICHUS MOJUTeNTHAA U
BO3MOKHOCTHU €T0 YAAJICHUA. B Takom CJIydac noJUNEnTua MOKHO HAHOCUTDL B BUAC AlIIJIMKALIUN
0e3 MCIONb30BaHMS TPAHYJ HA THO JIYHKU TBEPAOH MOMJIOKKH MM HA MJIOCKYK MOBEPXHOCTb
TBepAol momioxkku. Ilocnme noGaBlieHHMs MATPUYHOTO pAcTBOpa MOJHIENTHI MOXHO

necopbuposath ais nposeneHust MC.

[00249] TunpodoOHBIE TPUTHIIBHBIE JMHKEPHl TaKXKe MOXKHO TPUMEHATh B Ka4deCTBE
KUCJIOTOJTA0MIIBHBIX JIMHKEPOB C HCIOJb30BAHHMEM JIETydel KHCIOThl WM IOAXOJSINEro
MaTPUYHOTO PaCTBOPA, HAIIPUMeEP MaTPUUHOTO pacTBopa, coaeprxkamero 3-HPA, nist oTernenus
AMUHOCBSI3aHHOHM TPUTHJIBHOHM TIpyImbl OT mojunentuaa. KucioTosabuibHOCTh TakKe MOXKET
ObITb  M3MeHeHa. Hanpumep, TpUTHI, MOHOMETOKCUTPUTHIL, JAUMETOKCUTPUTHI WU
TPUMETOKCUTPUTHII MOJHUIENTHAA MOTYT OBITh 3aMEHEHBI Ha COOTBETCTBYIOIINE P-3aMELICHHbIE
win 0ojee KHCIOTOJAOUIIbHBIE TPOU3BOJHBIE TPUTHIAMHMHA, TO €CThb TPUTHII(QUPHbIE U
TPUTHJIAMHUHHBIE CBSI3U MOTYT ObITh co3maHbl B monunentuae. COOTBETCTBEHHO, MOJUMENTH
MOKeT ObITb yIajieH OT rUapodOOHOro JIMHKEpa, HAMPUMED, yTeM HapyleHus! THapoGoOHOro
NPUTSDKEHUS] WK MyTEM PacLIeTUICHUsT TPUTHIS(GUPHBIX WM TPUTHIAMHHHBIX CBS3EH B KHUCJIBIX
YCIIOBHSIX, B TOM YHUCJIE, MIPH JKEJIAHUU, B TUIMYHBIX yCaoBusix MC, rne marpuna, Takas Kak 3-

HPA, neiicTByeT B KaueCTBE KUCIIOTHL

[00250] OproroHambHO pacIIeIUIIeMble JIMHKEPhl TAK)KE€ MOTYT OBITh MPUMEHHMBI IS
CBSA3BIBAHUS MEPBOrO TBEPAOIO HOCUTENSA, HAIPUMEP IPAHYJIbI, CO BTOPBIM TBEPJBIM HOCUTEIEM
WM JJ1s1 CBA3BIBAHUSI MHTEPECYIOLIEro NOJUIENTH A C TBEpABIM HocuTeneM. [Ipu ncnons3zoBanuu
TAKUX JIMHKEPOB TEPBBIA TBEPABI HOCUTENb, HANPUMEpP TPaHyJa, MOXKET OBITh CEJIEKTUBHO
OTIIEIUIEH OT BTOPOrO TBEPAOro HOCHUTENs O3 OTINEIUICHHsI MOJUMIENTH] OT HOCUTEN, IOCIe
STOTO YKa3aHHBIM MOJHIIETITHA MOXKET OBITh IMO3/HEE OTINEIUIEH OT rpaHytibl. Hampumep,
auCyIb(OUAHBIN JTMHKEP, KOTOPBIH MOKET OBITh OTLICIUIEH C UCIOJIb30BAHUEM BOCCTAHOBHTEIS,
takoro kak DTT, MOXHO HCHONB30BaTh sl CBA3BIBAHUS TIPAHYJbl CO BTOPBIM TBEPABIM
HOCHUTEJIEM, a PACLIEIUIIEMYI0 KHCJIOTOH OM(YHKIMOHANBHYIO TPUTUJIBHYIO TPYIITYy MOXHO
UCTIONIb30BATh JJI1 IMMOOWJIN3ALIMN TOJIUIENTHA Ha HocHuTene. [1pu jkenannu, cHavana MOKeT
OBITH pacIleIUIeHa CBsA3b MOJHIENTHAA C TBEPAbIM HOCHUTENEM, HAMPHUMED, NMPH COXPAHEHHU
UHTAKTHOW CBSI3M MEXAY MEPBbIM M BTOPBIM HOCHUTENEM. TpPUTWIbHBIE JIMHKEPBI MOIYT
o0ecreynBaTh KOBAJICHTHYIO WM THAPOPOOHYIO KOHBIOTALMIO M, HE3aBUCHUMO OT IPUPOABI

KOHBIOTALlUHW, TPUTUJIbHAA TPYIIIIA JICTKO PACIICIUIACTCA B KUCIIbIX YCJIOBUAX.
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[00251] Hampumep, rpaHyJsia MOXeT OBITh CBsSI3aHA CO BTOPBIM HOCUTEJIEM Hepe3 CBSI3YIOIIYIO
IPyIIy, KOTOpasi MOXKET OBbITh BbIOpaHa TAKMM 00pa30M, YTOOBI yKa3aHHAsl IPYIINa UMesa JIHHY
U XUMHYECKYI0 TPUPOAY, OOECHEeUMBAIOLIYIO CBS3bIBAHHE TIPAHYJ C TBEPAbIM HOCHTEIEM C
BBICOKOW TIJIOTHOCTBIO WJIM CBSI3bIBAHUE TOJHIIENITHIOB C TPaHYJIAMH C BBICOKOH IUIOTHOCTBIO.
Takast cBs3yromasi Trpynma MOXKET HMETb, HAalpuMep, <«IPEBOBUAHYIO»  CTPYKTYPY,
00ecTeYnBarOIy0 MHOKECTBO (DYHKLIMOHAJIBHBIX I'PYIIT HA CAHT MPUCOECAMHEHUS K TBEPIOMY
Hocuteno. IIpuMepsl Tako# CBs3yIOLEH IPYNIbl BKIKOYAOT MOJIUIN3UH, TOJIUIITYTAMUHOBYIO

KHCJIOTY, IEHTA3PUTPOJ U TPUC-TUIPOKCU-AMUHOMETAH.

[00252] Coeounenue nocpedcmeom HeKOBANEHMHO20 CEA3bIGAHUA. AHTUTEIIO WITH MTOJIUTIETITH T
MOKET ObITh KOHBIOTHPOBAH C TBEPAbIM HOCUTENEM, WJIHM MEPBbIA TBEPIbIH HOCUTENb TaKKE
MOKET OBbITh KOHBIOTHMPOBAH CO BTOPBIM TBEPIbIM HOCUTENEM TMOCPEACTBOM HEKOBAJIEHTHOIO
B3auMoeiicTBus. Hampumep, MarHUTHasi TpaHyJia, M3TOTOBJIEHHAs U3 (EPPOMArHUTHOTO
Marepuaja, CroCOOHOr0 HaMarHUYHMBATBHCS, MOXKET MPUTSITHUBATHCS K MArHUTHOMY TBEPIOMY
HOCHUTEJIFO M MOKET BBICBOOOKAATHCS OT HOCUTEJIS MPU YIAJI€HUH MATHUTHOTO TOJIst. B kayecTse
aNbTEePHATHBBI, TBEPAbIH HOCHTEIb MOXET ObIThb CHAa0K€H MOHHBIM MK TUAPOGOOHBIM
(parMeHTOM, TO3BOJSIFOIIUM B3aUMOAEWCTBHE YKA3aHHOTO HOHHOTO WK THAPOodoOHOro
(parMeHTa COOTBETCTBEHHO C TOJHIENTHIOM, HANPUMEpP TMOJUIENTHAOM, COAEPKALIUM
NPUCOEIUHEHHYIO TPUTHJIbHYIO TPYIITy, HJIA CO BTOPBIM TBEPAbIM HOCHUTENIEM, HMEHOIIUM

ruapodoOHbIe XapaKTEPUCTHKH.

[00253] Teepnbiii HOCHTENb TaKKe MOKET OBbITh CHAOKEH MAapTHEPOM CrHeHu(UIHOrO
CBSI3BIBAHUSI U, CJIEOBATENIbHO, MOKET ObITh KOHBIOTHPOBAH C TOJHUIENTHIOM WU BTOPBIM
TBEPABIM HOCUTENIEM, COIEP KAIllMM KOMIUIEMEHTApHbIN CBsi3bIBaromuii parment. Hampumep,
rpaHyJja, MOKPbITasl aBUIUHOM WM CTPENTAaBUAMHOM, MOXKET ObITh CBs3aHA C MOJIMITETITUIOM,
COJIEP KAIMM BKJTFOUEHHBIN B HErO OMOTHHOBBIN (PparMeHT, WIIU CO BTOPBIM TBEPABIM HOCUTEJIEM,

MOKPbITbIM OMOTHHOM WA MMPOU3BOAHBIM 6I/IOTI/IHa, TaKUM KaK IMHHOOHOTHH.

[00254] Crnenyer noHUMAaTh, YTO JIFOOBIX M3 MAPTHEPOB CBS3BIBAHUS, OMMMCAHHBIX B HACTOSIICH
3asiBKE€ WJIM M3BECTHBIX IPYTUM 00pa3oM B aHHOW OOJIACTH TEXHHKH, MOXXHO MEHSTh MECTAMHU.
Takum oOpasoMm, OHOTHH, HampuMep, MOXKET OBITb BCTPOEH B IOJUMENTUI WM TBEPABIA
HOCHUTENEe, W, HA00OpOT, aBUAWH W JPYroil OMOTHH-CBS3BIBAIOLIMNA (PparMeHT MOXKeT OBITh
BKJIOYEH B HOCUTENb WM TIOJHIIENTHI COOTBETCTBEHHO. J[lpyrue mnapsl cnenuduyHOro
CBA3bIBAHUS, NpeJIoyaraeMble JJisl NPUMEHEHUs B HACTOsALIeH 3asBKe, BKIIOYAIOT, HO HeE
OTPAaHUYMBAIOTCS YKAa3aHHBIMH, TOPMOHbI M HMX pPELENnTOpbl, (EepMEHTBl U UX CYOCTpaTHl,

HYKJICOTUAHYIO TTOCTIENO0BATEIIbHOCTD U €€ KOMILJIEMCHTAPHYIO MOCIIEAOBATCIbHOCTD, AHTUTEJIO U
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AHTUI'CH, C KOTOPBbIM OH CHeLII/I(l)I/ILIHO BSaHMOHeﬁCTByeT, U JPpYyTrU€ TaKuE€ Tapbl, U3BCCTHBHIC

cricnuajaucTaM B HaHHOﬁ 00JIACTH TEXHUKH.

A. Cnocobwvr Juaenocmuyecko2o npumererus anmumen npomus A33 coznacno mexuoiocuu no
Hacmosemy u306pemeHuio

[00255] Obwue nonoxncenus. AntuTena npotuB A33 COMTACHO TEXHOJOTHH COTJIACHO
HACTOSIIEMY H300PETEHHIO TNPUMEHHMBI B JHArHOCTUYECKHX crocobax. Takum obpasom,
TEXHOJIOTUSI 110 HACTOSAIIEMY H300pPETeHHIO0 OOECIeYMBAaET CIIOCOOBI NMPUMEHEHHUS AHTUTEN B
IMarHOCTUKe akTUBHOCTH A33 y cyObekra. AHTHTena mnpoTuB A33 COrJacCHO TEXHOJOTHH
COIJIACHO HACTOSIIEMY M300pETEHUI0O MOTYT OBITh BHIOPAHBI TAKUM 00pa3oM, 4TOObI OHU UMENH
moOOll ypOBeHb CHELU(PUYHOCTH CBSA3BIBAHMS SIHUTONA M OYEHb BBICOKYIO apPpUHHOCTH
cBsi3bIBaHusA ¢ OenxoM A33. B nesnom, yem Briie ad(pUHHOCTD CBS3BIBAHUS aHTUTENA, TeM Oonee
JKECTKHE YCJIOBUSI TMPOMBIBKM MOTYT OCYIIECTBJISATBCS B HMMYHOAHAIW3e A yAAJIEHUs
Hecrenn(pUUecKn  CBSI3AHHOTO  MaTepwaja  0Oe3  yOaJeHus  [OJHUIENTHAA-MHIISHH.
CooTBeTCTBEHHO, aHTHUTENAa MPOTUB A33 COTNIACHO TEXHOJIOTUH IO HACTOSIIEMY H300pETEeHUIO,
NPUMEHUMbIE B JHMArHOCTHYECKHX aHAM3aX, OOBIMHO HMEIT a((UHHOCTb CBA3BIBAHUS,
coctapystomyto mpumepno 108 M, 10° M1, 101 M, 10" M unu 102 M. Kpome Toro,
JKeJIaTeNbHO, 4YTOObI aHTUTEeNna MpoTuB A33, HCHOJb3yeMble B KAaueCTBE AUArHOCTHYECKHX
pPEeareHToB, UMEJN AJOCTATOYHYI0 KMHETUKY CKOPOCTH aCCOLUALMU AJIs1 JOCTUXKEHUS] PABHOBECHS
NPU CTAHJAPTHBIX YCIOBHUSX B TEUEHHE MO MEHbIIeH Mepe 12 4acoB, Mo MeHbIuel mepe msth (5)

4acoOB WJIM 1O MeHbInel Mepe onHoro (1) gaca.

[00256] AwnTuTen npotuB A33 MOXKHO HMCIOB30BATh JJIsl OOHAPYKEHHS] HMMYHOPEAKTUBHOTO
Oenka A33 B pasiIMuHBIX CTaHAAPTHBIX (opmatax aHaIU30B. Takue (opMaThl BKIOYAIOT

MMMYHOIIPELIUITUTALINIO, BecrepH-OnoTTHHT, DA patuOUMMYHOAaHAIU3 51

uMMmyHoMeTpuueckue aHanmusbl. Cm. Harlow & Lane, Antibodies, A Laboratory Manual (Cold
Spring Harbor Publications, New York, 1988); marentst CIIIA Ne 3,791,932; 3,839,153;
3,850,752; 3,879,262; 4,034,074, 3,791,932; 3,817,837, 3,839,153; 3,850,752; 3,850,578,;
3,853,987; 3,867,517, 3,879,262; 3,901,654; 3,935,074; 3,984,533; 3,996,345, 4,034,074; u
4,098,876. buonornueckue oOpasubl MOTYT OBITh ITOJTyUEHBI U3 JIFOOOH TKAHH FUTH KUIKOCTH TeJa
cyopekra. CorinacHO KOHKPETHBIM BapUaHTaM PeATU3aLIH H300pETeHHs, CYyOBEKT UMEET PAaHHIOKO
craguio paka. CorjacHO OZHOMY BAapUAHTy pean3aluu H300pPETeHUs, PaHHSAA CTagus paka
OTIpENeNIIeTCS 10 YPOBHIO WJIM MATTEpHY 3Kcmpeccun Oenka A33 B oOpasiie, MOJy4eHHOM OT
cyobekTa. COrmacHO KOHKPETHBIM BapHaHTaM peaju3aluu u3odpereHus, oOpasell BHIOpaH U3

TPYIIbL, COCTOALIEN U3 MOYH, KPOBH, CHIBOPOTKH, MJIA3MBbI, CIFOHbI, aMHUOTUYECKOMN JKUJIKOCTH,

crmHHOMO3roBo# kunkocT (CMIK) u Ouoricun TkaHu Tena.
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[00257] HWmMyHOMETpHYECKHE WM COHABUY-AHAIM3BI MPENCTABJSIFOT COOOW OIWH U3
(bopMaTOB AMArHOCTHUYECKUX CITOCOOOB COTIIACHO TEXHOJIOTUH MO HACTOSIIEMY H300PETEHHIO (CM.
nmatentsl CIITA 4,376,110, 4,486,530, 5,914,241 u 5,965,375). B Takux aHanu3ax UCHOJB3YIOT
OJIHO AHTUTENO, HAIpHUMEp, AHTUTENO NMPOTUB A33, WIM MONYJSALUI0 aHTUTEN NpoTuB A33,
UMMOOMIM30BAHHBIX HAa TBEPJIOM HOCHTENE, U JPYroe aHTHUTENO NMPOTUB A33 WM MOMYJALUI0
anturen npotuB A33 B pactBope. Kax mnpasuio, antuteno npotuB A33 B pacTBOpe WU
nonynAuus aHtuten npotuB A33 B pacTBope sBisieTcs MedeHHOH. lIpu umcnonbp3oBaHuu
MOMYJISILUNA AHTUTEJ, YKa3aHHasl MOMYJIALMUS MOXET COJAEP>KaTb AHTUTENA, CBSI3bIBAIOLIMECS C
pa3sHbIMM AHTUT€HHBIMU J€TEPMUHAHTAMU Ha nonunentuae-MuineHu. COOTBETCTBEHHO, OJHY U
TY K€ MOIYJIALIUIO MOKHO MCTIONIb30BAaTh KaK B KAUeCTBE TBEPAOH (a3bl, TAaK M B KAUECTBE AHTUTEJ
B pactBope. IIpu ucrnonb30BaHMM MOHOKJIOHAJIBHBIX aHTUTENA NpOTHB A33 mepBoe U BTOPOE
MOHOKJIOHAJIbHbIE aHTUTENa MpoTHB A33, obnanaromue pasHoOH Creu(pUIHOCTBIO CBA3bIBAHUS,
UCTIONB3YIOTCSL sl TBepmoi ¢a3el u (a3l pacTBopa. AHTUTEeNna TBepaoi ¢assl (Takke
Ha3blBa€Mble  «3aXBaTBIBAIOLIMMM») M aHTUTENAa B  pacTBope (Takke Ha3bIBaeMble
«BBISBJISTFOIUMI») MOTYT CBSI3bIBATbCS C AHTUI'€HOM-MHIIEHBIO B JIIOOOM MOpSOKe WIN
onHOBpeMeHHO. Eciii cHavasa mporcXoauT B3aUMOAEHCTBHE C aHTUTEJIOM TBEPAOH (a3bl, aHATIH3
HA3bIBAETCSl MPsIMBIM aHanu3oM. M HaoOOpoT, ecnu cHawyana MPOMCXOAWT B3aUMOAEHCTBHE C
AHTUTEJIOM B PaCTBOPE, TO AHAJIN3 HA3bIBAIOT OOPATHBIM aHATM30M. ECiii MUIIEHb KOHTAKTHPYET
¢ o0OMMHU aHTUTENIaMH OJHOBPEMEHHO, aHAJN3 Ha3bIBAIOT OIHOBPEMEHHbIM aHajm3oM. [locne
B3aumoyeiicTBus Oenka A33 ¢ antuTesoM npotuB A33 oOpasen HHKYOHPYIOT B TEUEHHE BPEMEHH,
KOTOpOe OOBIYHO BapbUpyeT OT mpuMepHo 10 MHHYT 10 mpuUMepHO 24 4acoB U, KaK MPaBUJIO,
COCTaBJISIET MPUMEPHO 1 yac. 3aTeM BBIOJIHSIOT CTaAUI0 TPOMBIBKU IS YAJI€HNUsI KOMIIOHEHTOB
oOpasua, He CBA3ABINUXCS CNEU(YUIHO C AaHTUTEJIOM MPOTHB A33, UCIONB3YEMBIM B Ka4eCTBE
IMarHOCTHUECKoro peareHta. Korma antutena TBepaod ¢a3pl M aHTHTENAa M3 PacTBOpa
CBSI3bIBAIOTCSI HA OTIENbHBIX 3TANax, MPOMBIBKY MOJKHO OCYLIECTBJISITh TIOCIIE OHOM HITH 00enx
cTtaauil cBs3bpiBaHus. [locie MpOMBIBKM NMPOBOIAT KOJWYECTBEHHYIO OLIEHKY CBS3BIBAHUSA, KaK
NPaBUJIO, IyTEM AETEKTHPOBAHMS METKH, CBSI3aHHOH C TBEPIOH (a30ii, MOCPEICTBOM CBSI3bIBAHUS
MEUYEHHOTO aHTuTeNa 13 pacteopa. OOBIMHO IS TaHHOW Mapbl AaHTUTEN WJIH MOMYJISILUAN aHTUTEN
Y TAHHBIX YCIIOBUH PEaKLUH CTPOST KaTMOPOBOYHYIO KPUBYIO HA OCHOBE 00pa3LOB, COAEPIKALINX
U3BECTHBIC KOHIICHTPALMN aHTHIeHa-MUIIeHN. KOHLIEHTpan IMMyHOPEaKTUBHOTO Oenka A33
B HICCIIElyeMbIX 00pasiiax 3aTeM ONPEeAeISIOT MyTeM HHTEPIIONSLNH JaHHBIX U3 KaJHOPOBOYHOU
KpUBOH (TO €CTh CTaHNAPTHOW KpuBOH). KonndecTBO aHAIM3MPyeMOro KOMIIOHEHTa MOYKHO
U3MEPSATH JHOO 1O KOJIMYECTBY MEUEHOT'O aHTHTENA M3 PACTBOPA, CBSI3AHHOT'O B PABHOBECHH, JINOO

NyTeM KUHETHUYCCKHX I/ISMepeHI/Iﬁ CBA3AHHOI'O MEYCHOI'0 aHTUTEJIA U3 paCTBOPAa B HECKOJIbKUX
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MOMCHTAaxX BPEMCHU N0 AOCTUKCHUS PaBHOBECHUSA. Hakjon Takoit KpI/IBOfI SABJIACTCA IOKA3aTCIIEM

KOHUEeHTpauuu Oenka A33 B oOpasie.

[00258] Tlomxonsiue HOCUTENH AJisl IPUMEHEHUSI B YKa3aHHBIX BbIIIE CIIOCO0aX BKJFOYAIOT,
HanpuMep, HUTPOLEIUTIOJNIO3HbIE MEMOpPaHbl, HEHJIOHOBbIE MeMOpaHbl U J€PHBATU3MPOBAHHBIE
HEWMJIOHOBBIE MEMOpPAaHbI, U TaKXX€ YaCTHUIbI, TAKHE KaK araposa, rejib Ha OCHOBE JEKCTPAHA,
UHJIUKATOPHBIE TOJOCKH, MUKPOYACTHUIIbI, MUKPOC(EPhI, MArHUTHbIE YaCTHULIbI, TECT-NIPOOUPKH,
JyHKU TUTparmoHHoro wMukporutanmera, SEPHADEX™ (Amersham Pharmacia Biotech,
IMuckarassii, Heto [xxepcu) u 1.1, MMMOOMIH3AIIO MOXKHO OCYIIECTBJISITh IyTeM abcopOuuu
WM KOBAJIEHTHOTO npucoeanHenus. HeoOs3arenbHo anTuTENna nmpotuB A33 MOXKHO COEAMHATD C
JIMHKEPHOHN MOJIEKYJIOH, TaKOH Kak OMOTHH, Ui IPUCOETUHEHNS K CBI3aHHOMY C ITOBEPXHOCTBIO

JMHKEPY, TAKOMY KaK aBUIUH.

[00259] CornacHo HEKOTOPHIM  BapHaHTAM  peajM3allMM, HACcTosmee H300peTeHue
obecrieuynBaeT aHTHTENO NPOTUB A33 COMNIACHO TEXHOJIOTHH IO HACTOSIIEMY H300pPETEeHHIO,
KOHBIOTUPOBAHHOE C JUATHOCTHYECKUM areHTOM. /[MarHOCTMYECKHI areHT MOXET COAEp>KaTb
PaINOAKTUBHYIO UM HEPAJUOAKTUBHYIO METKY, KOHTPACTUPYIOIIMH areHT (Takoi Kak areHt Jjis
MarHUTHO-PE30HAHCHOW ToMOrpaduy, KOMIIBIOTEPHOH ToMOrpaduu WM yiIbTPa3ByKOBOTO
aHaJN3a), ¥ paMOAKTHUBHAS METKA MOXKET MPECTABIIATh COOOM M30TOI, UCIYCKAIOIIMN raMmma-,
Oera-, ajabha-4acTULIbI, O3KE-3JIEKTPOHBI UJTH MO3UTPOHBI. JIHarHOCTUYECKUH areHT MPEeACTaBIIsIeT
€000l BBOAMMYIO MOJIEKYJTY, KOHBIOTUPOBAHHYIO C parMEHTOM aHTUTENA, T.€. AHTHTEJIA HITH €ro
bparmMeHTOM Wi CcyOdparMeHTOM, W TPUMEHUMYKO Ui JUATHOCTUKU WM OOHAPYKEHUS

3a00JIeBaHHs MyTEM ONPEACIICHUS JIOKATIU3alUU KJIETOK, COACPKAIUX aHTUTCH.

[00260] IlpuMeHHMMBbIE IUArHOCTUYECKHWE areHThbl BKJIIOYAKOT, HO HE OrPaHUYMUBAKOTCS
YKa3aHHBbIMH, PAaTUOU30TONBI, KpacuTenu (Takhue KaK KPACUTENIU C KOMIUIEKCOM OHMOTHH-
CTPENTaBUINH), KOHTPACTUPYIOIIHE areHThI, (PIyOpeCLEeHTHbIE COCOUHEHUS WA MOJIEKYJIbl U
SHXAHCePhI (HApUMep, TapaMarHUTHBIE HOHBI) JJIsl MATHUTHO-pe30HaHCHON Tomorpaduu (MPT).
B marenre CIIA Ne 6,331,175, KOTOpBIH MOJHOCTBIO BKJIIOUYEH B HACTOSLIYIO 3asBKY
MOCPEACTBOM CChUIKM, omucaH meroq MPT u nonydeHue aHTUTEN, KOHBIOTUPOBAHHBIX C
suxaHcepoM st MPT. CoriacHo HEKOTOPBIM BapHaHTaM pean3ald  U300peTeHus,
IMarHOCTHYECKUE areHThl BBIOPaHBI U3 TPYIIIBL, COCTOSIIEH U3 PAJUOU30TOIOB, YHXAHCEPOB IS
NPUMEHEHHUs] B MarHUTHO-PE30HAHCHOH Tomorpadguu u (iayopecreHTHble coenuHeHus. Jlns
Harpy3ku KOMIIOHEHTa aHTUTEA PAAMOAKTUBHBIMH METaJUIaMHM WM MapaMarHUTHBIMU HOHAMU
MOXeT TpeOOBaThCSl MOABEPKEHUE €r0 PEaKLHH C PEareHTOM, MMEIOINUM JUTHHHBIA XBOCT, K
KOTOPOMY HPHUCOEINHEHO MHOXKECTBO XENATHPYIOIIUX IPyNN I CBA3BIBAHUS MOHOB. Takoi

XBOCT MOJKET MPEACTABISATh COOOW MOJMMep, TAKOH KaK MOJMIIN3HH, MMOJTHCAXAPUL] WITH JPYTYIO
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IepUBATH3UPOBAHHYIO MJIH TIOAAOLIYIOCS IEPUBATHU3ALUH L€, UMEIOINYI0 OOKOBBIE TPYIIIIEL, C
KOTOPBIMU  MOTYT  CBSI3bIBaTbCsl ~ X€NaTHPYIOIIME TPYyIIbL, Takhue Kak, Halpumep,
STHIIeHANaMUHTeTpaykcycHast kucinora (D/ATA), IUSTUICHTPUAMUHIIEHTAYKCYyCHAs KHCIIOTA
(DTPA), nopdupuHsl, MomuamMuHbI, KpayH-3pupel, OuC-THOCEMHUKAapOA30HBI, MOJHMOKCUMBI U
NOAOOHBIE TPYIIIBL, KOTOPbIE, KAK U3BECTHO, SBJIIOTCS MPUMEHUMBIMH JUIS 3TOHM LeNU. XenaThl
MOXXHO COEIMHSATh C AHTHTEJIaMH COTJIACHO TEXHOJOTUH IO HACTOALIEMY H300pETeHHIO C
NPUMEHEHUEM CTAaHAAPTHBIX METONOB XUMHUHU. XelaT B HOPME COEAMHSIIOT C aHTUTEJIOM C
MIOMOIIBIO TPYTIIBI, KOTOpast o0ecrieunBaeT 0Opa3oBaHUE CBSA3HM C MOJIEKYJIOH ¢ MUHHUMAJIbHON
norepeil IMMyHOPEAKTHUBHOCTH M MUHUMAJIbHON arperanyei u/miy BHYTPEHHUM NepeKpPEeCTHBIM
cBsi3bIBaHUEM. Jlpyrue crocoObl M peareHThl Al KOHBIOTMPOBAHHUS XE€JIaTOB C AHTHTEIAMHU
orucanbl B nateHTe CIIA Ne 4,824,659. B yacTHOCTH, MPUMEHHMbIE KOMOUHALIUU METAJII-XEJIaT
BKJIIOYatOT 2-0eH3mn-DTPA 1 ero MOHOMETUIIbHBIE M IMKJIOTEKCUIIbHBIE aHAJIOTH, UCTIONb3YEMble
C IMarHOCTUYECKUMH M30TOMAMH JUIS PaJHOBU3YAIU3ALMH. DTH XKe XeJaThl MPU O0bEAHMHEHHH C
HEPaJUOaKTUBHBIMU METaJJIaMH, TAKUMHU KaK MapraHell, sKeJe30 U IaJOJIMHUMN, IPUMEHUMBI IS
MPT npu uCHONBb3OBAHMM Hapsily C aHTUTeNaMu NpoTHB A33 COMIaCHO TEXHOJIOTUU IO

HACTOSIIIEMY U300PETEHUIO.

[00261] Maxkpounknuyeckue xenatel, Takue kak NOTA (1,4,7-tpuazaunkinononad-N,N',N"-
TPUYKCYCHAasI kuciora), DOTA u TETA (p-
OpomMarieTaMuI00 e H3IIITETPAS THITAMUHTETPAYKCY CHAsT KHCJIOTA) TIPUMEHSTFOTCSI c
pa3sHOOOPa3HBIMHU METAJUIAMH M PAAHOAKTUBHBIMU METAJIAMH, TAKUX KaK PAJHOHYKJIHIbI TAJLUTHS,
UTTPHSI K MEIU COOTBETCTBEHHO. Takne KOMIUIEKChI METaJUI-XEJIAT MOTYT OBITh CTA0MIN3UPOBAHBI
MyTeM TOATOHKHM pa3Mepa Kojiblia sl uHTepecyromero mertaia. [Ipumepsr apyrux DOTA-
xenatoB BKMoUaroT (1) DOTA-Phe-Lys(HSG)-D-Tyr-Lys(HSG)-NHz; (ii) Ac-Lys(HSG)D-Tyr-
Lys(HSG)-Lys(Tscg-Cys)-NHz; (ii1) DOTA-D-Asp-D-Lys(HSG)-D-Asp-D-Lys(HSG)-NH;
(iv) DOTA-D-Glu-D-Lys(HSG)-D-Glu-D-Lys(HSG)-NH;;,  (v) DOTA-D-Tyr-D-Lys(HSG)-D-
Glu-D-Lys(HSG)-NH;; (vi) DOTA-D-Ala-D-Lys(HSG)-D-Glu-D-Lys(HSG)-NH,; (vii) DOTA-
D-Phe-D-Lys(HSG)-D-Tyr-D-Lys(HSG)-NHz;  (viii)  Ac-D-Phe-D-Lys(DOTA)-D-Tyr-D-
Lys(DOTA)-NHz; (ix) Ac-D-Phe-D-Lys(DTPA)-D-Tyr-D-Lys(DTPA)-NH»; (x) Ac-D-Phe-D-
Lys(Bz-DTPA)-D-Tyr-D-Lys(Bz-DTPA)-NH;; (xi) Ac-D-Lys(HSG)-D-Tyr-D-Lys(HSG)-D-
Lys(Tscg-Cys)-NHz;  (xii) DOTA-D-Phe-D-Lys(HSG)-D-Tyr-D-Lys(HSG)-D-Lys(Tscg-Cys)-
NHz; (xiii) (Tscg-Cys)-D-Phe-D-Lys(HSG)-D-Tyr-D-Lys(HSG)-D-Lys(DOTA)-NHz; (xiv)
Tscg-D-Cys-D-Glu-D-Lys(HSG)-D-Glu-D-Lys(HSG)-NHz; (xv) (Tscg-Cys)-D-Glu-D-
Lys(HSG)-D-Glu-D-Lys(HSG)-NHz; (xv1) Ac-D-Cys-D-Lys(DOTA)-D-Tyr-D-Ala-D-
Lys(DOTA)-D-Cys-NHz; (xvii) Ac-D-Cys-D-Lys(DTPA)-D-Tyr-D-Lys(DTPA)-NHy; (xviii) Ac-
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D-Lys(DTPA)-D-Tyr-D-Lys(DTPA)-D-Lys(Tscg-Cys)-NH> u (xix) Ac-D-Lys(DOTA)-D-Tyr-
D-Lys(DOTA)-D-Lys(Tscg-Cys)-NHo.

[00262] Taxxxe paccmaTpUBAaKOTCA APYrHE€ XeJaTbl KOJBLEBOrO TUIA, TaKHe Kak
MaKPOLMKJINYECKUE MOMUA(UPBI, KOTOPhIE MPEACTABISIIOT HMHTEPEC B ClIydae HCIOJIb30BAHUS
CTaOUIBLHO CBA3BIBAIOIIMXCS HYKJIMAOB, Takux kak “>°Ra, nisa RAIT.

B. Tepanesmuueckoe npumenenue anmumel npomus A33 coenacno mexuono2uu no Hacmosuemy

uzobpemenuio

[00263] Kommo3uiuu Ha OCHOBE UMMYHOTJIOOYJIMHOB (HampUMep, aHTUTENIA HIIH UX aHTUTCH-

CBSI3bIBAOLIME (PPAarMEHTBI) COTJIACHO TEXHOJIOTHH 10 HACTOSIIEMY H300pPETEHUIO MPUMEHHUMBI
1N JIeYeHUe acCOLMUPOBAaHHbIX ¢ A33 Tunos paka. Takoe jedeHHEe MOKHO HCHOJIb30BaTh Y
MALUEHTOB, Y KOTOPBIX BBISBJIEH MATOJOTMYECKH BHICOKUHN ypoBeHb A33 (HarpumMep, NalueHTOB,
KOTOPBIM POBOANJIH JHATHOCTUKY C TOMOIIBIO CIIOCOO0B, ONMCAHHBIX B HACTOSILIEH 3as1BKE), HITH
y MAaLMEeHTOB, Y KOTOPBIX JUArHOCTHPOBAHO 3a00JI€BaHHE, KOTOPOE, KaK M3BECTHO, CBSI3AHO C
TAKUM TATOJOTMYeCKUM ypoBHeM. COrJIacCHO OIHOMY AacleKTy, Hacrosuiee H300peTeHHe
obecneunBaeT crocod JieueHHsT aCCOLMUPOBAHHOTO ¢ A33 paka y Hy)XOAlOLIErocs B 3TOM
cyOBeKTa, BKIIOYAIOLINI BBEICHNE YKa3aHHOMY CYOBeKTy 3P (QeKTHBHOrO KOJNUECTBA AaHTUTENA
(MM ero aHTHIeH-CBSI3BIBAIOINETO (PparMeHTa) COTJIACHO TEXHOJIOTMH IO HACTOSILIEMY
u3o0perenunto. Ilpumepsl paka, KOTOPBIH MOXKHO JIEYUTh C TMOMOIIBIO AHTUTENA COTJIACHO
TEXHOJIOTUU IO HACTOSIIEMY H300PETEHHIO BKIIFOYAIOT, HO HE OrPAaHHYHBAIOTCS YKA3aHHBIMH:
KOJIOPEKTAJIbHBIA PaK, TMCEBIOMHKCOMY OpIOLIMHBI, paK AamnmeHIHKCa, PaK IOKEeNTyJOYHON
JKeNe3bl M paK JKeaydka. ACCOUMUPOBaHHBIE ¢ A33 pak MOXKET MPEeAcTaBlsiTh COOOMU
KOJIOpeKTaNbHbIN pak ¢ MSI-renorunom unn MSS-resotunom. J[onogHUTENPHO WK B KaUeCTBe
AJIbTEPHATHBBI, COTJIACHO HEKOTOPbIM BapHAHTAM pPEAM3alUU H300PETEHHsI, KOJOPEKTAIbHBIN

pax cBsizaH ¢ mytauueii KRAS G12D unu myrauueii pS3.

[00264] Komno3uumy COrIacHO TEXHOJOTMH IO HACTOSALIEMY HW300PETEHHI0 MOTYT
NPUMEHATbCA BMECTE€ C JAPYTUMHU TEpareBTUYECKUMM areHTamH, MPUMEHUMBIMHU B JIEUE€HUU
accouuupoBaHHbiX ¢ A33 TtunoB paka. Hanpumep, aHTHTena COIIacHO TEXHOJOTHHM IO
HACTOSIIIEMY N300PETEHHIO MOJKHO BBOJHUTH Pa3AesIbHO, OCIE0BATEIBHO HIIH OTHOBPEMEHHO 11O
MEHBbIIEeH Mepe ¢ OTHUM JIOTIOJIHUTEbHBIM TEPANIEBTHUECKUM areHTOM, BIOPAHHBIM U3 TPYIIIIEL
cocTosiliel U3 aJKWIUPYIOIIUX areHTOB, areHTOB Ha OCHOBE IUIATHUHBIL, TAKCAHOB, areHTOB Ha
OCHOBE OapBHHKA, AHTUA3CTPOTCHOBBIX JIEKAPCTBEHHBIX CPEICTB, HHTHOUTOPOB apoOMaTasbl,
NOAABJSIIONINX (PYHKLIUIO sMYHUKOB areHToB, uHruoutopos VEGF/VEGFR, wunruurtopos
EGF/EGFR, wunrunbutropoB PARP, nurocTraTMyecKkux ajKajoOWuAOB, ITUTOTOKCHYECKHX

aHTI/I6I/IOTI/IKOB, aHTI/IMeTa6OJ'II/ITOB, BHI[OKpI/IHHbIX/ TOPMOHAJIBHBIX Ar¢HTOB, arcHToB
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ouchocdoHaTHOI TepanuM M areHTOB HAIPABICHHOW OWONOTMYECKON Tepamuu (HAIMpUMED,
TEpareBTHUECKUX TENTHUAOB, OMHCAHHBIX B myOnukanuu 3asBkd Ha nateHT CIIIA 6306832,
nyoNMKalMy  MEXAYHApOAHOW mareHTHOW 3asBku WO 2012007137, nybmukauuu
MEKAyHaponHOH naTeHTHo! 3asB8ku WO 2005000889, nmyOnukanmy MeskayHapOJHON MaTEeHTHON
3asiBku WO 2010096603 u T.1.). CorlacHO HEKOTOPBIM BapHaHTaM pean3aluy H300pEeTeHHUSI, TIO
MEHbILIEHl Mepe OIUH JONOJHUTENbHbIH TEepPaleBTUYECKH areHT NPEeACTaBiIsieT CcoOoi
XUMHOTEpaneBTHIeCKi areHT. KOHKpeTHbIe XMMHUOTEPaneBTUIECKHE ar€HThl BKJIIOYAIOT, HO He
OrpaHUYMBAIOTCS YKa3aHHBIMH, LuKIopochamun, propyparmn (umu S-gpropypauni, nim 5-FU),
MetoTpekcart, sgarpekcart (10-3Tui-10-1ea3aaMHHONITEPUH), TUOTETY, KapOOTUIATHH, LIMCIIATHH,
TaKCaHbl, MAKIUTAKCEN, CBA3AHHBIM C OEJIKOM MaKJIUTAaKCeN, JMAOLETAKCe], BHHOPEIOUH,
tamokcudeH, pajokcuden, TopeMudeH, QynabBeCTpaHT, TeMIUTA0NH, UPUHOTEKAH, HKCAOETTHIIOH,
TEMO30JIMH, TONOTEKAaH, BUHKPUCTHH, BUHOJACTHMH, 3pUOYJIUH, MyTAMHULMH, KaNmeLUTAOWH,
AHACTPO30JI, IK3E€MECTaH, JIETPO30J, JEHIPOIH, adapenrnkc, OyCepinH, roCepesut, MerecTpo
aleTaT, pU3EAPOHAT, NAMUAPOHAT, HOAHIPOHAT, AaJeHAPOHAT, AEeHO3yMad, 30JeopPOHAT,
Tpactysymald, THKYpO, aHTPALUKIMHbI (HApUMeEp, MAAyHOPYOULIMH U JOKCOPYOHILIMH),
OeBaun3ymad, OKCANUIUIATHH, MeJdanaH, S3TOMO3MI, MEXJOpPEeTaMHH, OJEOMHIIMH, SIbl

MI/IKpOprfSO"IeK, AHOHOBBIE alICTONCHUHBI MJIN UX KOM6I/IHaLlI/II/I.

[00265] KoMmo3uiuu COMIAaCHO TEXHOJOTHH [0 HACTOSIIEMy H300PETEHHIO MOMKHO
HeoO0s3aTeIbHO BBOIUTH B BUJE OJHOW OOIOCHOW O3Bl HYXKAAIOINEMYCS B 3TOM CyOBekTy. B
Ka4eCTBC aJIbTCPHATUBBI, PEXKHUM JO3HPOBAHUA MOXET BKIIKOYATH MHOMXECTBO BBeI[eHHfI,

OCYHIECTBIIAEMBIX B PA3JIMYHOC BPEMs IMOCJIC MOABJICHUSA ONTYXOJIU.

[00266] BaeneHue MOXKHO OCYIIECTBISITH C TOMOIIBID JIFOOOr0 MOIXOMSIIEro Crocoda,
BKJIFOUasl MepopajjbHOE, MHTPaHA3aJbHOE, MapeHTEPATbHOE (BHYTPHBEHHOE, BHYTPUMBIIIEYHOE,
BHYTPUOPIOIIMHHOE HJIM TIOAKOKHOE), PEKTAJIbHOE, MHTPAKPAHHUAIBHOE, WHTPATEKAJIBbHOE WU
MECTHOe BBeleHHEe. BBeneHrne BKIIOYAeT CAaMOCTOSITEIbHOE BBEIEHHE U BBEAECHHE C MOMOLIBIO
apyroro cyobekra. Takke ClieyeT MOHUMATh, YTO Pa3/IUYHbIE CIIOCOOBI JICUEHHs] OMUCAHHBIX
METUIMHCKUX COCTOSIHMI, KaK TMPeanojaraercs, O3HAYaKT JIEYeHHE «IO CYIIECTBYY,
BKJIOYAIOLIEe MOJIHOE, a TAaKKe HEMOJHOE JIeYeHHe, MPU KOTOPOM IOCTHIAETCs HEKOTOpbI

pENIeBaHTHBIN ¢ OMOJIOTHUECKOH WITH MEIULIMHCKON TOYKH 3PEHUs pe3yJIbTar.

[00267] CornacHO HEKOTOPBHIM BapUAHTAM peaH3alUN HU300pETEeHUs, aHTUTENla COTJIACHO
TEXHOJIOTUM MO HACTOALIEMY H300pPETeHHIO coaepikaT (apMaleBTHUECKHUE JIEKApCTBEHHBIE
(OpPMBI, KOTOPBIE MOKHO BBOJIUTH HYKIAFOIIMMCS B 3TOM CyObeKTaM B OTHOU wiH OoJiee 103ax.
PexnMbl TO3UPOBaHHUS MOKHO PETYJIHMPOBATH IS MOJYYEHHUS JKEJIaeMOTo OTBeTa (Harpumep,

TepaneBTHYeCKOro 3¢ dexra).
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[00268] Kax mnpaBwio, 5¢¢eKTHBHOE KOIUYECTBO KOMITO3UIMHM AHTHTENA COTJIACHO
TEXHOJIOTUU IO HACTOSIIEMY M300PETEHHIO, JOCTATOYHOE Ul TOCTHIKEHUS TEPANEBTHUYECKOTO
sddexra, Bapprpyet oT npumepHo 0,000001 Mr Ha KHMJIOrpaMM Macchl Teja B A€Hb A0 IPUMEPHO
10,000 mr/kr Maccel Tena B AeHb. Kak mpaBmiio, Auamna3oHbl 03 COCTaBIISIIOT OT mpumMepHo 0,0001
MI/KI Macchl Tena B JIeHb 10 npuMepHo 100 Mr/kr maccel Tena B feHb. /[ BBeAeHUs aHTUTEIN
npotuB A33 nosa BapeupyeT oT npuMepHo 0,0001 go 100 mr/kr, u, Kak MpaBUJIO, COCTABISAET OT
0,01 mr/kr maccel Tena 10 5 MI/KT MaccChl Tejia CyObeKTa B HEEJ0, B KasKIble IBE HENENH HITU
Kaxkzple Tpu Henenu. Hanpumep, 103bI MOTYT cOCTaBIATh | MI/Kr Maccehl Tena wuitu 10 Mr/Kr Macchbl
Tejla B HENENI0, KaKAble BE HENENU WU KaKAble TPU HEAENH WM HAXOAUTHCS B Mpenenax
nuanasona 1-10 Mr/kr B Hemenro, KakIbple NBe HENeNHu WM Kaxkable Tpu Hexenu. CorjacHO
OTHOMY BapUaHTy peaju3aluu U300peTeHus, onHa no3a aHtutena Bapeupyer ot 0,1-10,000
MHKpPOTpaMM Ha Kr Macchl Teia. COrjiacHO OIHOMY BapUaHTy pealn3alud H300peTeHus,
KOHLEHTpaLusl aHTuTena B Hocutene BapbupyeT oT 0,2 no 2000 MukporpaMm Ha JOCTaBJIA€MbII
MILTAIATP. [IpuMepr! pexxuMOoB Jie4eHNs IPeAyCMaTPUBAOT BBEIEHUE OIUH pa3 B KaXKAblE JBE
HEJEeNU WU OJWH pa3 B MECSL WK OJIUH pa3 B Kaxzable 3 — 6 mecsueB. AHTUTena npotus A33
MO>KHO BBOAUTH Mepuoandecku. MHTepBanbl MeXAy OJHOKPATHBIMHU J103aMU MOTYT COCTaBIISTh
4ac, AEHb, HEAETI0, MecsAl] MM roAa. MHTepBambl Takke MOTYT OBITh HEOJUHAKOBBIMH U
OMpEeNeNATHCS HA OCHOBE U3MEPEHHUsI YPOBHS aHTUTENA B KPOBU CyObekTa. B HEKOTOpBIX criocobax
J03y PEryJupyrT il JOCTHXKEHHMs KOHLIEHTPALMM AaHTUTENAa B CHIBOPOTKE Y CYOBEKTa,
COCTABJISIIOLIEH OT MPUMEPHO 75 MKI/MII 10 mpuMepHO 125 Mkr/mi, ot mpumepHo 100 MKr/mit 1o
npumepHo 150 Mkr/mu, or mpumepHo 125 MKkr/mu 1o npuMepHO 175 MKI/MII WM OT NPUMEPHO
150 mxr/mn no npumepHo 200 MKI/Mi1. B kadecTBe aabTepHATUBBL, aHTUTENA MPOTUB A33 MOKHO
BBOJIUTh B BHUJE JIEKAPCTBEHHOH (POPMBI C 3aMEIJIEHHBIM BBICBOOOXKIEHHEM, B CIy4ae 4ero
TpeOyercsi MeHee dactoe BBeneHHe. Jlo3a M YacToTa BapBHPYIOT B 3aBHCUMOCTH OT MEPHOAA
NOJYKM3HH aHTUTeNa B Tele cyObekta. Jlo3a M 4acTOTa BBEAEHHUS MOTYT BapbUPOBAaTh B
3aBHCUMOCTH OT TOTO, SIBJISIETCS JieueHHe NPOQUIAKTHYECKUM WM TepaneBTHYecKuM. Ilpu
NpO(HIAKTHYECKOM TNPUMEHEHHH BBOAMTCS OTHOCHUTEJIbHO HHU3Kas 71032 C OTHOCHUTEIBHO
JUIMHHBIMM MHTEpBAJlaMU B TE€YEHHE JINTENBHOrO nepuoaa spemeHu. Ilpm TepaneBTHyUeCcKOM
NPpUMEHEHUH WHOrga TpeOyeTcss BBEACHHWE OTHOCUTENBHO BBICOKOH II03BI C OTHOCHUTEIBHO
KOPOTKHMH HHTEPBAJIAMH JI0 TEX NOP, TIOKa MPOrPECCHPOBAHNE 3a00IEBaHIS HE CHU3UTCS WK HE
3aKOHYHTCS WM TIOKA Y CyObekTa He OyaeT HaOMoaaThCs YaCTUYHOE WJIH TMOJHOE O0JerdyeHune
cUMNTOMOB 3a0oneBaHusi. llocie STOro MAaLMEHTY MOXKHO OCYINECTBIIATH BBEIEHHE B

COOTBETCTBHH C MPOPHIAKTHIECKUM PEKUMOM.
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[00269] CornacHo ApyromMy acmekTy, HacTosmee u3o0peTeHue obecrmedynBaeT Crocod
OOHapy>KeHHsI OMYXOJIN y CyOBeKTa /71 Vivo, BKIIOYAKOLINH (a) BBEIEHHE YKa3aHHOMY CYOBEKTY
3¢ EeKTUBHOrO KOJMYECTBA aHTHUTENA (MM €r0 aHTHUI€H-CBS3BIBAIOIIEr0 (pparMeHTa) COTIacHO
TEXHOJIOTUU IO HACTOSIIEMY H300pETEeHHI0, I7l€ YKAa3aHHOE AaHTUTENO CKOHCTPYHPOBAHO C
BO3MOKHOCTBIO JIOKAJM3aLMUd B OINYyXOJH, 3Kcrpeccupyrowein A33 u sBiseTcs MeYeHHbIM
pamuonsorornoM; U (b) oOHapykeHHEe HATMYUS OMyXONU y CyOBeKTa MyTeM JAETEKTHPOBAHMUS
YPOBHA PAAMOAKTUBHOCTH AHTUTENA, NPEBBIIIAIOIEr0 KOHTPOJbHOE 3HadeHue. CormacHo
HEKOTOpPHIM BapUaHTaM peajn3alli H300pETeHHs, KOHTPOJIbHOE 3HAYEHHE BBIPAXKAIOT B
enuHULIAX uHBerupyemon n03el Ha rpamMMm (%ID/r). KoHTponmpHOe 3HauYeHHE MOXKET ObITh
paccYuTaHO MyTeM U3MEPEHHUs YPOBHS PAANOAKTUBHOCTH B HEOIYX OJIEBbIX (HOPMAJIbHBIX ) TKAHSIX
U pacyera 3HaUeHHsI CPEAHEr0 YPOBHs PaJIUOAKTHUBHOCTH B HEOIYXOJIEBBIX (HOPMAJIbHBIX ) TKAHIX
+ cranmaptHoe OTKiIOHeHHe. COrlacHO HEKOTOPhIM BapUAaHTAM peaJH3aLuu H300peTeHus,
COOTHOILIEHHE YPOBHS PAJUOAKTUBHOCTH MEX/y OIyXOJIEBOI U HOPMAJIbHON TKAHBIO COCTABJIAET
npumepso 2:1, 3:1, 4:1, 5:1, 6:1, 7:1, 8:1, 9:1, 10:1, 15:1, 20:1, 25:1, 30:1, 35:1, 40:1, 45:1, 50:1,
55:1, 60:1, 65:1, 70:1, 75:1, 80:1, 85:1, 90:1, 95:1 unm 100:1.

[00270] CornacHO HEKOTOPHIM BapHAHTAM pealu3aluud  U300peTeHus, y CcyObekra
AMArHOCTUPOBAH MJIM TOAO3PEBAETCS Pak. YPOBEHb PAIHOAKTHBHOCTH AHTUTENA MOXET OBITh
ompeneNeH ¢ MNPUMEHEHHEeM IO3UTPOHHO-3MHCCHOHOW Tomorpaduu wWid OnHO(OTOHHOM
SMHUCCHOHOH KOMITBIOTEPHOM TOMOTpadvu.

[00271] JIOMONHUTEIBLHO WM B KA4ECTBE aJbTEPHATHUBBI, COTJIACHO HEKOTOPBHIM BapUaHTaM
peanuzaiMu M300peTeHMsi, CrMoco0 TakKe BKIKOYAET BBENEHHE CYOBEKTY 3(QPEKTUBHOTO
KOJINYE€CTBA MMMYHOKOHBIOTATa, COAEPIKAIIEr0 aHTUTENIO COTJIACHO TEXHOJIOTHUH 110 HACTOSLIEMY
U300pETEHNI0, KOHBIOTUPOBAHHOE C paguoHyKiuaoM. COriacHO HEKOTOPbIM BapUaHTaM
peanu3anyu M300pETEeHHs], PAJHOHYKIUA MPEACTABISIET COOON HCIYCKAIOIMN allb(ha-4yacTHULIbI
U30TOI, MCMYCKAIUN OeTa-4acTHIBl U30TOI, PAIUOHYKJIHI, UCIYCKAOIIMHA OXKe-3JIEKTPOHBI,
UK mooble uX koMOuHanuy. [IpuMephbl MCIyCKAKOIIUX OeTa-4acTHIbI H30TOMOB BKIKOYAIOT Y
0y, ¥Sr, 165Dy, 18%Re, ¥8Re, 1""Lu u ®’Cu. IIpumepsl ucnyckaromux anb(a-4acTULBI H30TOMOB
srmrouaoT 2Bi, 21 At, 2 Ac, 1Dy, 212Bi, *°Ra, "R, *1°Po, 2!'Bi, **'Fr, ?!” At u »*°Fm. IIpumeps!
HCITYCKAIOIIIX 03Ke-3JeKTPOHbI pafuoHyKIHAoB BKmoyaoT HMn, ©’Ga, °ICr, **Co, *™Tc, 13™Rh,
195mpy 119Gh 161 189mQg 1921y 201T] i 2035ph. CormacHO HEKOTOPHIM BAPUAHTAM PEATU3ALUH
crnioco0a, HecneunpuuHoe FcR-3aBrcuMoe cBs3pIBaHNE B HOPMAJIBHBIX TKAHIX YCTPAHSETCS HITH
CHIDKaeTcss (Hampumep, ¢ mnomombio Mytammu N297A B obmactu Fc, npuBomsimed x
armuko3mnpoBannio). Tepamerudeckass 3((EKTUBHOCTb TAKOTO HNMMYHOKOHBIOTATa MOMKET
OBITH OMperneNeHa MyTeM BbIMUCIEHHs OTHOWeHHs ruiomans nox kpusoi (ITTK) omyxonu: ITTTK

HOpMaiibHOH TkaHU. COTJIaCHO HEKOTOPBIM BapHaHTaM peajii3alii N300pETEHHs], OTHOLICHHE
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IITIK onyxonu:IIIIK HOpManbHON TKaHU [J11 UMMYHOKOHBIOraTa COCTaBJIsAeT MpuMepHo 2:1, 3:1,
4:1, 5:1, 6:1, 7:1, 8:1, 9:1, 10:1, 15:1, 20:1, 25:1, 30:1, 35:1, 40:1, 45:1, 50:1, 55:1, 60:1, 65:1,
70:1, 75:1, 80:1, 85:1, 90:1, 95:1 nym 100:1.

[00272] IIPHT. CornacHO OOHOMY acIieKTy, HacTosiliee m3o0peTeHne o0ecrneynBaeT Crocod
OOHapy’KeHHsI CONUAHBIX OINYyXOJIeH y HYKIAIOIIEerocs B 3TOM CyObeKTa, BKIOUAOIINN (a)
BBEICHHE YKa3aHHOMY CyOBekTy 3((QeKTMBHOro KonIM4yecTBa KOMIUIEKCA, COMEpPIKaIlero
pamuoakTuBHO MedeHHbI DOTA-ranTen u 6ucnenupuiHoe aHTUTENO COTJIACHO TEXHOJIOTHH T10
HACTOSILIEMY HM300PETEeHNIO, KOTOPOE CBSI3bIBAETCS C YKA3aHHBIM PAaJUOAKTHBHO MEUEHHBIM
DOTA-rantenom u aHtureHoMm A33, rae yKa3aHHbII KOMIUIEKC CKOHCTPYHUPOBAaH C
BO3MOKHOCTBIO JIOKQJIM3aLUU B COJMAHOW OMyXOJH, OSKIpecCUpyroled aHTureH A33,
pacriosHaromuiicss Oucnenu@uyIHbIM aHTUTENOM KoMmiuiekca, u (b) oOHapy)keHHe Haludus
COJIMJHBIX OIyXOJieH y CyObekTa MyTeM AeTEKTUPOBAHMS YPOBHsI PAAHMOAKTUBHOCTH KOMILIEKCA,
NPEBBILIAIONEr0 KOHTPOJIbHOE 3HadeHHe. COryacHO HEKOTOpPBbIM BapHUaHTaM pealnu3aluu
u300peTeHus:, CyObeKT MpeaCTaBIseT COOOI YeIoBeKa.

[00273] CornacHo ApyroMy acmekTy, HacTosiiee n3odpereHne obecneunBaeT crnocod BrIOOpa
cyOBeKTa Ui MPEeTapreTHOW pajiuoONMMYyHOTEPAIINY, BKJIIOYANOLINN (2) BBEIEHHE YKA3aHHOMY
cyOBexTy 5(p(EeKTHBHOTO KOJNYECTBA KOMIUIEKCA, COAEPIKAINero PagHOAKTHBHO MEYEHHBIH
DOTA-ranten u OucnenpuyHOe aHTHTENIO COMIACHO TEXHOJIOTHH IO HACTOSIIEMY
HU300pETEHHIO, KOTOPOE CBS3BIBAETCS C paAroakTUBHO MedeHHbIM DOTA-ranteHOM U aHTUTEHOM
A33, rae yka3aHHBIN KOMIUIEKC CKOHCTPYHPOBAH C BO3MOKHOCTBIO JIOKAJH3aLMK B COJNUIHON
OMyXOJIH, JKCIpEeccCUpyromeil antureH A33, pacrno3Harouuiics OucnenupUuyuHbIM AHTUTETIOM
komruiekca; (b) BBIIBINETEKTUPOBAHUE YPOBHS PAJIMOAKTHBHOCTH KOMILIEKCA; U (C) BBIOOp AJIst
NPETApreTHOW PaJUOMMMYHOTEpAaNud CyObeKTa, y KOTOPOrO YPOBEHb pPaJIHOAKTHBHOCTH
KOMILJIEKCA MPEBBIIIAET KOHTPOJIbHOE 3HaueHHe. COriacHO HEKOTOPhIM BapUAHTAM PeaH3aluu
u3o0peTeHus:, CyObeKT mpencTasJsier COOOH UeoBeka.

[00274] TIpumepsr DOTA-rantenoB Bkiro4aroT (1) DOTA-Phe-Lys(HSG)-D-Tyr-Lys(HSG)-
NH; (i) Ac-Lys(HSG)D-Tyr-Lys(HSG)-Lys(Tscg-Cys)-NHy; (iii) DOTA-D-Asp-D-Lys(HSG)-
D-Asp-D-Lys(HSG)-NHy; (iv) DOTA-D-Glu-D-Lys(HSG)-D-Glu-D-Lys(HSG)-NHz;
(v) DOTA-D-Tyr-D-Lys(HSG)-D-Glu-D-Lys(HSG)-NHz;  (vi) DOTA-D-Ala-D-Lys(HSG)-D-
Glu-D-Lys(HSG)-NH; (vii) DOTA-D-Phe-D-Lys(HSG)-D-Tyr-D-Lys(HSG)-NH; (viii) Ac-D-
Phe-D-Lys(DOTA)-D-Tyr-D-Lys(DOTA)-NHz; (ix)  Ac-D-Phe-D-Lys(DTPA)-D-Tyr-D-
Lys(DTPA)-NH»; (x) Ac-D-Phe-D-Lys(Bz-DTPA)-D-Tyr-D-Lys(Bz-DTPA)-NH»; (xi) Ac-D-
Lys(HSG)-D-Tyr-D-Lys(HSG)-D-Lys(Tscg-Cys)-NHz; (xii) DOTA-D-Phe-D-Lys(HSG)-D-Tyr-
D-Lys(HSG)-D-Lys(Tscg-Cys)-NHy; (xiii) (Tscg-Cys)-D-Phe-D-Lys(HSG)-D-Tyr-D-
Lys(HSG)-D-Lys(DOTA)-NH;; (xiv) Tscg-D-Cys-D-Glu-D-Lys(HSG)-D-Glu-D-Lys(HSG)-
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NHz; (xv) (Tscg-Cys)-D-Glu-D-Lys(HSG)-D-Glu-D-Lys(HSG)-NHz; (xvi) Ac-D-Cys-D-
Lys(DOTA)-D-Tyr-D-Ala-D-Lys(DOTA)-D-Cys-NHz; (xvii) Ac-D-Cys-D-Lys(DTPA)-D-Tyr-
D-Lys(DTPA)-NHz;, (xviii) Ac-D-Lys(DTPA)-D-Tyr-D-Lys(DTPA)-D-Lys(Tscg-Cys)-NHz;
(xix)  Ac-D-Lys(DOTA)-D-Tyr-D-Lys(DOTA)-D-Lys(Tscg-Cys)-NH, u  (xx) DOTA.
PannoakTuBHAas METKa MOKET MPEACTABIATh COOONW MCIMYCKAKOLIMHA aib(a-4acTUIBl HU30TOM,
UCTTyCKArOIUK OeTa-4yacTULbl M30TOIN HJIM PAAMOHYKJIH, HCITyCKAOIUN OXKe-3JIEKTPOHBL
TIpumepsl paaMOaKTUBHBIX MeTok BKmouaroT 2UBi, 21T At, 22 Ac, '’ Dy, ?1?Bi, **’Ra, *'°Rn, *"°Po,
2 20y 277¢ 255Fy 86y, Oy, 899G 165Dy 186Re 188Re 1771y 67Cy, Mln, ¢'Ga, SICr, #Co,
9m e 103mRy 195mpy 119G}, 161, 189mQg 1921 2017| 203ppy 68Ga 227Th gy SCu.

[00275] CornacHO HEKOTOPBIM BapHaHTaM pPeAIU3ALUU CIIOCOOa, OMHUCAHHOTO B HACTOSIIEH
3asiBK€, YPOBEHb PAaJMOAKTUBHOCTH KOMIUIEKCA BBIABISAETCS C NPUMEHEHHUEM IO3UTPOHHO-
SMHUCCHOHON ToMorpapuu WM OAHOPOTOHHONH 3SMHUCCHOHON KOMITBIOTEPHOW TOMOrpaguu.
JIOTIONTHUTENBHO MM B KAYECTBE AJIbTEPHATUBBI, COTJIACHO HEKOTOPBIM BapUAHTAM PeaU3aluu
crioco0O0B, OMMCAHHBIX B HACTOSIIEH 3asBKe, Y CyOBeKTa JUArHOCTHPOBAH HJIHM IOJ0O3PEBAETCS
A33-MONOKUTENBHBIA paK, TAKOH KaK KOJOPEKTAJIbHBINA pak, MCEBIOMUKCOMAa OPIOIIMHBI, paK
anmneHauKCa, PaK MOIKETyJOUHOM JKeNe3bl U PAK SKEITyAKA.

[00276] [IOMOAHUTENBHO WM B Ka4e€CTBE AJbTEPHATHUBBI, COIVIACHO HEKOTOPBIM BapHUaHTaAM
peanu3aimu CrocoOOB, OMHMCAHHBIX B HACTOSIICH 3asBKE, KOMIUIEKC BBOIST BHYTPHBEHHO,
BHYTPHUMBILIEYHO, BHYTPUAPTEPUAIBHO, HHTPATEKATbHO, UHTPAKACIYJISIPHO, BHYTPHUIJIA3HUYHO,
BHTYPUKOKHO, BHYTPUOPIOLIIHHO, TPAHCTPAXEATbHO, TOJKOKHO, UHTPALepeOPOBEHTPUKYIISIPHO,
NepOpaNbHO MITH MHTpaHa3adbHO. COrIAaCHO KOHKPETHBIM BapUAHTAM peaU3aliu H300peTeHMs],
KOMILJIEKC BBOJSIT B CTUHHOMO3TOBYIO JKUAKOCTb WJIM KPOBb CYyOBEKTA.

[00277] CornacHO HEKOTOPBIM BapHAHTAM PEATH3ALUU CIIOCOOOB, ONMUCAHHBIX B HACTOSIICH
3asBK€, YPOBEHb PaJUOAKTUBHOCTH KOMILIEKCA BBIABISIIOT Mexay 2 u 120 ugacamu mnocne
BBeZIeHUsT KoMIUIiekca. COorylaCHO KOHKPETHBIM BapHaHTaM PEaM3alUd CIIOCOOOB, OMMCAHHBIX B
HacTosillell 3asBKe, YPOBEHb pAAMOAKTHUBHOCTH KOMIUIEKCA BBIPA)XKAE€TCS KaK IMPOLIEHT
UHBELUPYEeMOii 10361 Ha rpamMMm TKaHH (%ID/r). KoHTponbHOE 3HaUeHIEe MOKET ObITh PACCUUTAHO
NyTEM H3MEPEHHsI YPOBHS PAJHOAKTHBHOCTH B HEOIMYXOJIEBBIX (HOPMAJIbHBIX) TKAHIX U pacyera
3HAYEHHUsI CPEIHEr0 YPOBHS pPAAHOAKTUBHOCTH B HEOMYyXOJEBBIX (HOPMAJNbHBIX) TKaHSAX =+
craHgapTHoe OTkjoHeHHe. COrJacHO HEKOTOPbIM BapUaHTAM pealu3ali  H300peTeHHUS,
KOHTPOJIbHOE 3HAYEHHE NPEACTaBIsieT COOOW CTaHAAPTH3UPOBAHHOE 3HAYCHHE HAKOILICHHUS
(SUV, cm. Thie JA, J Nucl Med. 45(9):1431-4 (2004). CormacHO HEKOTOPHIM BapHaHTAM
peann3anmu M300peTeHHs], COOTHOLIEHUE YPOBHS paluallid MEXKAY OMYyXOJbI0 U HOPMAJbHOM
TKaHbKO cocTaByisieT npumepHo 2:1, 3:1, 4:1, 5:1, 6:1, 7:1, 8:1, 9:1, 10:1, 15:1, 20:1, 25:1, 30:1,
35:1,40:1, 45:1, 50:1, 55:1, 60:1, 65:1, 70:1, 75:1, 80:1, 85:1, 90:1, 95:1 nnu 100:1.
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[00278] CornacHo ApyroMy acmekTy, HacTosmee u3o0peTeHue obecrnedynBaeT Crocod
NOBBIIEHNs] YYBCTBUTEJIBHOCTH OINYXONM K JIy4eBOH Tepamuu y CyObekTa, y KOTOPOro
IMarHOCTUPOBaH A33-MOJOKHUTENBHBIX PaK, BKIKOYAOIINH (a) BBEIEHHE YKa3aHHOMY CyOBEKTY
s¢dexTuBHOrO KonmmuecTBa OucnenuduuHoro anrutena nporuB DOTA-ranreHa coriacHo
TEXHOJIOTUH 10 HACTOSIIIEMY HM300pETEeHHIO, TAe YKa3aHHOe Oucrnenu(puiHOe aHTUTEIO MPOTHB
DOTA-ranteHa  CKOHCTPYUPOBAaHO C  BO3MOJKHOCTBIO  JIOKQJIM3aLUU B OMYyXOJH,
sKcIpeccupyromeii antureH A33-muinens; U (b) BBeneHne ykazaHHOMY CyOBeKkTy 3(h(eKTHUBHOTO
KOJIMYeCTBAa paguoakTuBHO MeueHHOro DOTA-ranteHa, rae yKa3aHHbI paguOaKTUBHO
meueHHbIE DOTA-ranTeH CKOHCTPYHPOBAH C BO3MOXKHOCTBIO CBSI3BIBAHMS C OHCIELU(UUHBIM
antutenoM npotuB DOTA-ranrena. CornacHO HEKOTOPBIM BapUaHTaM peanu3aliy H300peTeHu s,
CYOBEKT IpeACTaBsieT COOO0I uenoBeka.

[00279] bBucneuuduunoe antureno nporus DOTA-ranTeHa BBOIAT B YCIOBUSAX U B TEUCHUE
nepuoia BpeMeHHu (Hampumep, B COOTBETCTBUHU C PEXHUMOM JIO3UPOBAHMS), JOCTATOUYHOTO AJIS
HACBILICHUS] OMyXOJIeBbIX KJIeTOK. COrIaCHO HEKOTOPHIM BapUAaHTaM peaju3aluy U300peTeHus,
HecBsizaHHOe OucnennduuHoe aHTuTesnno npotuB DOTA-ranteHa ymajsiioT M3 KPOBEHOCHOTO
pycna mocie BBeneHus Oucnernuduunoro antutena npotuB DOTA-ranrena. CornacHo
HEKOTOpPBIM BapHaHTaM pean3aluu U300peTeHus], panuoakTuBHO MedeHHbli DOTA-ranten
BBOIST TMIOCJIE MEPHOAA BPEMEHH, KOTOpPbI MOXKET ObITh JOCTATOYHBIM MJISI KJIHMPEHCA
HecBsi3aHHOTO OucnenuguyHoro anturena npotuB DOTA-ranreHa.

[00280] PamuoakTuBHO MedeHHBbIH DOTA-ranTeH MOXKHO BBOIUTH B JIF0OOE BpeMst Mexkay 1 u
4 muHyTamMu Wik OoJiee YeM yepe3 JIeHb IMOCie BBEIEHUS OMCIEU(pUUHOrO aHTUTENA MPOTHUB
DOTA-rantena. Hampumep, cOriacHO HEKOTOPBIM BapHaHTaM pean3aluu U300peTeHus,
panuoakTuBHO MeueHHbII DOTA-ranten BBOAAT uepe3 | MuHYTY, 2 MUHYTBL, 3 MHUHYTHI, 4
MUHYTHI, 5 MuUHYT, 10 MunyT, 15 Munyt, 20 MunyT, 25 MunyT, 30 MUHYT, 35 MunyT, 40 MUHYT,
45 munyt, 50 munyT, 55 MunyT, 1 vac, 1,25 gacos, 1,5 gacos, 1,75 yvacos, 2 4aca, 2,5 yacos, 3
4aca, 3,5 gacoB, 4 4aca, 4,5 4acos, 5 9acoB, 5,5 gacoB, 6 4acoB, 6,5 4yacoB, 7 4yacos, 7,5 4acos, 8
4acoB, 8,5 yacos, 9 yacos, 9,5 yacos, 10 vacos, 11 gacos, 12 gacos, 13 gacos, 14 gacos, 15 gacos,
16 gacos, 17 gacos, 18 gacos, 19 wacos, 20 gacos, 21 4ac, 22 gaca, 23 4Jaca, 24 daca, 48 4acos,
72 yaca, 96 yacoB wiu JOOOH MUamasoH TNpenieiax YKa3aHHBIX 3HAYEHUH IOCIEe BBEICHUS
oucnermduuHoro anturena npotus DOTA-ranreHa. B kauecTBe anbTepHATHBBI, PAIHOAKTHBHO
meueHHbIli DOTA-ranteH MOKHO BBOAWTH B JI0OOe Bpemsi depes 4 wiu Ooyee mHel mocie
BBenieHus OucnenuduuHoro antutena npotuB DOTA-rantena.

[00281] JIOMOJHUTEIBLHO WM B KA4ECTBE AJbTEPHATHUBBI, COTJIACHO HEKOTOPBIM BapUaHTaM
peamM3anMu M300peTeHHs], Crocod TaKkKe BKIKOYAET BBENEHHE CYOBEKTY 3((PEKTUBHOTO

KOJIN4ECTBA 00ECTIeUNBAIOLIETO KIIMPEHC areHTa 10 BBEIEHHs paiuoakTHBHO MedeHHOro DOTA-
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rarnreHa. OOecreynBaOIINI KIUPEHC areHT MOXKET MPEACTaBIIsATH COOOH OOy MOJEKyIy
(mexcTpaH WM OEHIPUMEP WM TOJUMeEp), KOTopas MOXeT ObITh KOHBIOTHpoBaHa ¢ (C825-
ranteHoM. COrJIaCHO HEKOTOPbIM BapHaHTaM pealn3alud H300peTeHHs, 00eCneunBarOIIuN
KIIUPEHC areHT UMEIOT MOJIEKYJISIpHYIO Maccy He Oonee uem 2000 k/la, 1500 x/1a, 1000 x/{a, 900
k/a, 800 x/la, 700 x[la, 600 x/1a, 500 k/la, 400 x/1a, 300 x/la, 200 x/1a, 100 x/la, 90 x/1a, 80 k/la,
70 xa, 60 x[da, 50 x[a, 40 x/a, 30 k/a, 20 x/la, 10 x/{a unn Sx/la. CornacHO HEKOTOPHIM
BapUaHTaM pealn3aluu U300peTeHus, 00ecneunBaroIui KIUPEHC areHT MpPEeACTaBisieT coOoi
koubrorat 500 x/la amunonekctpan-DOTA (manpumep, 500 k/la nexctpan-DOTA-Bn (Y), 500
k/la nexctpan-DOTA-Bn (Lu) unmu 500 x/la nekctpan-DOTA-Bn (In) u T.11.).

[00282] CornacHO HEKOTOPBIM BapHaHTAM pealu3alui HU300peTeHus, 00eCreunBarO NN
KJIMPEHC areHT U paanoakTuBHO MedeHHbII DOTA-ranteH BBOAAT Oe€3 IOMONHUTENBHOTO
BBeleHusl OucrnenuduunHoro anturena npotuB DOTA-ranTeHa cornacHoO TEXHOJOTHH IO
HacTosimeMy u3oOpereHuro. Hampumep, COrJacHO HEKOTOPBIM —BAapHUAaHTAM — peaH3aLiu
u3o0perenus, Oucneuudpuunoe antuteno npotuBs DOTA-ranteHa COrJIACHO TEXHOJIOTHH TIO
HACTOSIIIEMY HU300pPETEHHIO BBOAST B COOTBETCTBHHU C PEXKUMOM, KOTOPBII BKIIIOYAET 10 MEHBILEH
Mmepe onuH MK (i) BBemeHus Oucnenuduunoro anturena npotus DOTA-ranTeHa coriacHO
TEXHOJIOTUH 10 HACTOALIEMY HM300peTeHHi0 (HeoOs3aTebHO TakuM  00pa3oM, YTOOBI
COOTBETCTBYIOLIME OMyXOJEeBble KJIETKM ObLIM HachileHbl); (ii) BBEOEHHUS pPaAHMOAKTHBHO
meueHHOro DOTA-ranTeHa u HeoOs3aTeNbHO O00€CMEUMBAIOIIEr0 KIUPEeHC areHTa; (iii)
HEeOoO0sI3aTeTbHOTO IOTIOJTHUTEIbHOTO BBEACHUS paauoakTUBHO MeueHHOoro DOTA-rantena u/wmum
00eCreYnBaroIIEero KIMPEHC areHTa 0e3 TOMOHUTEIbHOTO BBEIEHHUS ONCTIeIN(UIHOTO aHTUTEIA
npotuB DOTA-ranrena. CorjacHO HEKOTOPBIM BapHaHTaM peaU3aliyi U300pETEHHs, Crocod
MOJKET BKJIFOYaTh MHOKECTBO TakKuX LUKIOB (Hampumep, 1, 2, 3, 4, 5,6, 7, 8,9, 10 unu Oonee
I[UKJIOB).

[00283] JIOMOJHUTEIBLHO WM B KA4ECTBE AJbTEPHATHUBBI, COTJIACHO HEKOTOPBIM BapUaHTaM
peamuszarmu crnocod, ducneunpuunoe anrureno nporus DOTA-ranTena w/mim paguoaKTHBHO
meueHHbIH DOTA-ranteH BBOIST BHYTPHBEHHO, BHYTPHMBIIIEYHO, BHYTPHAPTEPUAIIBHO,
UHTPATEKAJIbHO, WHTPAKACMYJSIPHO, BHYTPUIJIA3HUYHO, BHTYPHKOXKHO, BHYTPUOPIOIINHHO,
TPaHCTpPaxeaabHO, MTOAKOKHO, HHTPALepeOPOBEHTPUKYISIPHO, IEPOPAIBHO WIIM HHTPAHA3AJIBHO.
[00284] CornacHo OgHOMY acHeKTy, HacTosimee u3o0peTeHne obecrmeynBaeT Crocod
NOBBIIIEHNs] YYBCTBUTEJIBHOCTH OINYXONW K JIy4eBOH Tepamuu y cyObekTa, y KOTOPOro
IMarHOCTUPOBAaH A33-TIOJNIOKUTENBHBIX PaK, BKIFOYAKOLINI BBEJEHHE YKAa3aHHOMY CyOBEKTY
3¢ EKTUBHOrO KOJIMYECTBA KOMIUIEKCA, COAepIKALIEero paanoakTHBHO MeueHHbI DOTA-ranTen
u OucrierpuHOE AHTHTENO COTJIACHO TEXHOJOTMU IO HACTOSIIEMY H300pPETEeHHIO, KOTOpOe

pacmo3HaeT W CBSI3bIBAETCS C YKa3aHHbIM panuoakTuBHO MedeHHbIM DOTA-ranteHom u
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QHTUTEHOM A33-MUILIEHbIO, T7I€ YKa3aHHbIH KOMIUJIEKC CKOHCTPYHPOBAH C BO3MOXKHOCTBEO
JIOKaJIN3alud B OMYyXOJH, 3KCOPECCUPYIOINell aHTureH A33-MulleHb, pacrno3HaBaeMbId
OucnerpuUHBIM aHTUTEIOM KOMILJIEKCA. Y Ka3aHHbIH KOMIUIEKC MOKHO BBOJUTH BHYTPHUBEHHO,
BHYTPHUMBILIEYHO, BHYTpUAPTEPUAIbHO, HHTPATEKAIbHO, HHTPAKACHYJISIPHO, BHYTPUIJIA3HUYHO,
BHTYPUKOXHO, BHYTPUOPIOLIIHHO, TPAHCTPAXEATbHO, MOAKOKHO, HHTPALepeOPOBEHTPUKYIISIPHO,
NepOpaNbHO UM MHTpaHa3aibHO. COrjIaCHO HEKOTOPBIM BapHAHTaM pean3alii H300peTeHHs,
CYOBEKT IpeACTaBsieT COOO0I uenoBeka.

[00285] CornacHo ApyroMy acmekTy, HacTosiee n300peTeHne 0OecnednBaeT Crocod JeueHus
paka y Hy>KJAroIIerocsi B 3TOM CyObeKTa, BKIIIOUArOINi (a) BBeAeHHE H3PPEKTUBHOIO KOJIHMUYECTBA
oucnermduunoro anrurena nporuB DOTA-ranreHa COryiacCHO TEXHOJOTMM IO HACTOALIEMY
n300peTeHni0 cyOBeKkTy, rne ykasanHoe Oucneun¢uynoe antuteno npotuB DOTA-ranrena
CKOHCTPYMPOBAHO C BO3MOKHOCTBIO JIOKAJIM3ALUU B OMYyXOJIH, SKCIIPECCUPYIOIEeH aHTUreH A33-
muiieHp, U (b) BBeneHne 3pPEeKTUBHOrO KOJINYECTBA paaroakTuBHO MeueHHOro DOTA-ranrena
cyOBeKTy, TI7e VYKa3aHHbIH paanoakTUBHO MedeHHbIi DOTA-ranteH CKOHCTPYHUpPOBaH C
BO3MOKHOCTBIO ~ CBsI3bIBaHUS C OucneuuduunbiM  anturenaoM nporuB DOTA-rantena.
bucneundununoe antureno nporus DOTA-ranteHa BBOIST B YCIOBHSIX U B TE€UYEHHE MEpPHOIA
BpeMeHU (Hampumep, B COOTBETCTBUHU C PEKUMOM JIO3UPOBAHUS ), TOCTATOYHOTO JIJIsl HACBIIIICHUS
OMyXOJIeBbIX KJIeTOK. COriacHO HEKOTOPBIM BapUAHTAM pPEATU3aLK H300pETeHHs, HECBSI3AaHHOE
oucneruduunoe antureno npotuB DOTA-ranteHa ynansiOT W3 KPOBEHOCHOTO pyclia IMOCie
BBeneHus oucnenuduanoro anrutena nporus DOTA-rantena. CorinacHoO HEKOTOPBIM BapHAHTAM
peanu3auuu u300peTeHus, paauoakTuBHO MedeHHbIi DOTA-ranteH BBOAST MOCJE MepUOna
BPEMEHH, KOTOPBIH MOXKET ObITh JOCTATOYHBIM IS KJIMPEHCA HECBSI3AHHOTO OHMCIE(pUIHOrO
anrutena npotuB DOTA-rantena. CorjnacHO HEKOTOPBIM BapUAHTAM PeaTH3aLH H300pETeHHUS,
CYOBEKT MpeACTaBIisieT OO0 uenoBeka.

[00286] CooTBeTCTBEHHO, COTIACHO HEKOTOPBIM BapUAHTAM peaTu3allii U300peTeHus], CrIocod
TaKXXe BKJFOYAET BBeleHHE CyOBekTy 3(pdeKTHBHOro KoimmyecTBa 0OECMEUMBAOLIETO KIHPEHC
are’ira 10 BBeAeHUs panuoakTuBHO MeueHHOro DOTA-ranteHa. PannoakTHBHO MedeHHBIN
DOTA-ranteH MOXKHO BBOAHTH B JI000€ BpeMst Mexxay | U 4 MuHyTamu wim Oosee uem uepes
IeHb MocJie BBeAeHus Oucnenuduanoro anrurena nporus DOTA-rantena. Hampumep, cornacHo
HEKOTOPBIM BapHaHTaM pean3aluu W300peTeHHs], panuoakTuBHO MeudeHHbII DOTA-ranten
BBOJAT 4epe3 | MuHyTy, 2 MUHYTHIL, 3 MUHYTHI, 4 MUHYTBL, 5 MUHYT, 10 munHyT, 15 MuHYT, 20
MUHYT, 25 MunyT, 30 MunyT, 35 MunyT, 40 MunyT, 45 Munyt, 50 munyT, 55 munyr, 1 gac, 1,25
yaca, 1,5 gaca, 1,75 gacos, 2 4gaca, 2,5 gaca, 3 4aca, 3,5 4daca, 4 gaca, 4,5 9acoB, 5 4acos, 5,5
4acoB, 6 4acoB, 6,5 yacos, 7 yacos, 7,5 4acos, 8 4acos, 8,5 4acos, 9 4acos, 9,5 yacos, 10 yacos,

11 4qacos, 12 uacog, 13 gacos, 14 gacos, 15 yacos, 16 yacos, 17 gacos, 18 gacos, 19 4qacos, 20
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yacoB, 21 vacoB, 22 4acos, 23 4acoB, 24 yacoB, 48 yacoB, 72 4acoB, 96 4acoB WU JHOOOM
IMaria30H B IpeeNiax YKa3aHHbIX 3HAYSHHH TI0CIIe BBEIEHUs ONCTIEIN(UIHOTO aHTUTENA TIPOTHUB
DOTA-rantena. B kauectse anbTepHaTHBBI, paanoakTUBHO MeueHHbINI DOTA-ranteH MOXKHO
BBOZIUTH B JII00OE BpeMs uepe3 4 uim Oosee AHEH mocie BBeAEHHs OMCIe(pUIHOrO aHTUTENA
npotuB DOTA-rantena.

[00287] OOecneunBaromuii KIUPEHC areHT MOXET MPEACTaBisiTh co0oi koHBIOTaT 500 K/la
amuHozekcTpaH-DOTA (mampumep, 500 x/la mekctpan-DOTA-Bn (Y), 500 x/la mekcrpan-
DOTA-Bn (Lu) umm 500 k/la nexctpan-DOTA-Bn (In) u T.1.). CornacHo HEKOTOPHIM BapUaHTaM
peanu3anuu n300peTeHns, 00eCTIeYNBAIOLUI KJIMPEHC areHT U paaAuoakTUBHO MeueHHbI DOTA -
ranTeH BBOASAT O€3 JOINOJIHUTENBHOrO BBeAeHUs OucneuuduuHoro anturena npotus DOTA-
ranteHa. Hampumep, CcOrjgacHO HEKOTOPHIM  BapHaHTaM  pealu3allud  H300peTeHws,
oucnernuduunoe antureno npotus DOTA-ranteHa BBOAAT B COOTBETCTBUHU C PEXKUMOM, KOTOPBIN
BKJIIOYAET MO MEHbINeil Mepe OoauH LUK (1) BBeneHHs] OMCHEeUM(pHYHOTO aHTUTENA MPOTHB
DOTA-rantena corjacHO TE€XHOJIOTHU IO HACTOSIIEMY H300peTeHHI0 (HeoOsS3aTeNbHO TaKUM
o0Opa3zoMm, 4YTOOBI MPOUCXOOUJIO HACBIIIEHHE COOTBETCTBYIOIIMX OIMYXOJIEBbIX KJIETOK); (i)
BBEIEHUSI panuoakTuBHO MeueHHOro DOTA-ranteHa u, HeoOsi3aTeNbHO, OOECTIEYHBAIOIIETO
KJIMpEeHC areHTa; (iil) HeoOsA3aTeNbHOTO AOMOJHUTEIBHOTO BBECHHS PAJHOAKTUBHO MEUEHHOTO
DOTA-ranteHa w/unu 00eCHeunBAIOIIEro KIMPEHC areHTta 0e3 JOMOJHUTENbHOTO BBEICHHS
oucnermduunoro antutena mnpotuB DOTA-rantena. CorjacHO HEKOTOPBIM BapHaHTaM
peanuzanmu u300peTeHus], Cocod MOKET BKJIFOYaTh MHOKECTBO TAKUX LUKJIOB (Hampumep, 1, 2,
3,4,5,6,7,8,9, 10 unu Ooyee LUKIIOB).

[00288] Taxkske B HaCTOsIIIEl 3asiBKE MPEINIOKEHBI CIIOCOOBI JIEUEHUS paKa y HYKIAIOMIErocs B
5TOM CyOBEKTa, BKIIOYAIOLINE BBEIEHHE YKAa3aHHOMY CYOBeKTy 3((EKTUBHOTO KOJHYECTBA
KOMILJIEKCa, CofiepKalero paguoakTuBHO MeueHHbl DOTA-ranten u OucnennGuaHoe aHTUTETIO
COTJIACHO TEXHOJIOTHH IO HACTOSLIEMY H300PETEHHI0, KOTOPOE PACIO3HAET U CBS3BIBACTCS C
YKa3aHHBIM panuoakTuBHO MeueHHbIM DOTA-ranteHOM W aHTUTeHOM A33-MUIIEHBIO, TAe
YKa3aHHBII KOMIUIEKC CKOHCTPYHUPOBAH C BO3MOJKHOCTBKO JIOKAJIW3aLMM B  OINYyXOJH,
SKCTpecCUpyroIe antureH A33-MullleHb, paclo3HaBaeMblli OUCTENU(DUUHBIM aHTHTEJIOM
KomIuiekca. TepaneBTHueckyro 3PQeKTHBHOCTh TAKOTO KOMILIEKCa MOXKHO OINPENEIHUTh MyTeM
BbIUUCJIeHUss OTHOomeHus: momanu nox kpusoit (ITTK) omyxomu:IIIIK HOpManbHOW TKaHU.
CornacHo HEKOTOpPBIM BapuaHTaM peanu3auuu u3ooperenus, otHomenue [ITTK omyxons TTTIK
HOPMAaJIbHOW TKaHU JJIsl KOMIUIEKCAa cocTaBisieT npuMmepHo 2:1, 3:1, 4:1, 5:1, 6:1, 7:1, 8:1, 9:1,
10:1, 15:1, 20:1, 25:1, 30:1, 35:1, 40:1, 45:1, 50:1, 55:1, 60:1, 65:1, 70:1, 75:1, 80:1, 85:1, 90:1,
95:1 unm 100:1.
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[00289]  Tokcuunocms. OnTumanbHO 3G(GEKTHBHOE KOJUYECTBO (HAmpUMep, 103a) aHTUTENa
npotuB A33, OIMMCAHHOTO B HACTOSLIEH 3as1BKE, 00ECIIEUNBAET TEPAIEBTUIECKHIH OJIaronpHsTHbIA
3¢ }eKT U 1Mo CyIIecTBY He BBI3bIBAET TOKCHYHOCTH y CyOBbekTa. TOKCHYHOCTh aHTUTENA MTPOTHB
A33, OmMMCAaHHOTO B HACTOALIEH 3asBKE, MOKHO OIPEAEIUTh C TMOMOIIBI0 CTaHAAPTHBIX
dapMareBTHYECKIX NPOLEAYP Ha KIETOUYHBIX KYJbTYPaX MM SKCIEPUMEHTAIbHBIX KHBOTHBIX,
Harpumep, myrem omnpenenenus LDso (no3bl, netanpHol 11 50% nonynsaiun) wimm LD1oo (10381,
netanpHOM 151 100% momnyssinuu). OTHOIIEHHE MEXTY JO3aMH, BbI3BIBAIOIUMHU TOKCHUECKHUN U
TepaneBTHUeCKuil  3¢¢ekT, mnpencraBnser coOOW TepaneBTUYECKHH uHAeKc. [laHHBIE,
MOJIYYEHHBIE 10 PE3yJbTaTaM TPEX AHAJIU30B HAa KIIETOYHBIX KYJbTYpax, U HUCCIENOBAHUS Ha
JKUBOTHBIX MOXXHO MCIOJIB30BaTh NPHU COCTABJIEHUH IUAINA30HA 103, KOTOPbIE HE SIBJISIFOTCS
TOKCUYHBIMU JJI1 TpUMEHeHHus: y dvenoBeka. Jlosa antutena mnpotuB A33, ONMCAaHHOIO B
HACTOsIILEH 3asiBKE, HAXOIUTCSA B IIpeesax quana3oHa KOHUEHTPAUi IUPKYJIUPYIOLIEro B KpOBU
aHTUTENA, KOTOPbIe BKIIOYAIOT 3(PPEeKTUBHYIO 03y ¢ HU3KOH TOKCHYHOCTBIO HJIH OTCYTCTBHUEM
TOKCUYHOCTH. Jl03a MOXKET BapbUpPOBaTh B Npefesax YKa3aHHOIO JUana3OHa B 3aBUCUMOCTH OT
UCTIONBb3yeMOH  (OpMbI  TOSHMPOBAHHMS M HCIOJNB3yeMOro cmocoba BBeneHus. TouHas
JekapcTBeHHas (opma, crocod BBENEHHMsS W 103a MOTYT OBITh BBIOpAHBI JIeUaIUM BPadoOM C
yueroM cocrosiHus cyobekra. Cm., Hanpumep, Fingl ef al., In: The Pharmacological Basis of

Therapeutics, Ch. 1 (1975).

[00290] Jlexapcmeennvie opmur hapmayeemuyeckux komnosuyuii. B COOTBETCTBUU CO
croco0aMu COTJIACHO TEXHOJIOTHH O HACTOSALIEMY H300PETEHHIO, aHTUTENIO MPOTUB A33 MOXKeT
ObITh  BKJIIOYEHO B (papMaleBTUYECKHE KOMIIO3ULUH, TMOAXOMAIINE JUISI  BBEICHMUS.
dapmaneBTHYECKHE KOMIIO3UIUM B LIEJIOM COZAEPKAaT PEKOMOWHAHTHOE WJIM MO CYLIECTBY
OYMIIEHHOE AaHTUTENO U (papMaLEBTHYECKU NMPUEMJIEMbIH HOCUTENb B (hOpMe, OAXOASIIEH At
BBEICHUST CyObekTy. DapMareBTHYECKH TMPHEMJIEMble HOCHTEIHM OINPENeNIOTCS OTYaCcTH
KOHKPETHOH BBOJUMON KOMITO3HIINEH, a TAK)KE KOHKPETHBIM MPUMEHSIEMbIM CIIOCOOOM BBEACHUS
yKa3aHHOW KoMIo3unHuH. COOTBETCTBEHHO, CYIIECTBYET LIMPOKOE Pa3sHOOOpasue MOAXOISIIINX
JIeKapCTBEHHBIX (POpM (papMaleBTUIECKHX KOMIIO3MLMN Ul BBEACHUS KOMIO3MLUN aHTHTENA
(cm., nanpumep, Remington’ s Pharmaceutical Sciences, Mack Publishing Co., Easton, PA 18" ed.,
1990). dapmaneBTUYECKHE KOMITO3ULMU B IIEJIOM MOJYYAIOT B CTEPHJIBHOM, MO CYIIECTBY
U30TOHMYECKOM BHIE B CTPOrOM COOTBETCTBHM CO BCeMH mpaBwiamMu Hamiexamei
npousBoacTBeHHOH npaktuku (Good Manufacturing Practice, GMP) YmnpasiieHus mo KOHTPOJIO
Ka4ecTBa MUINEBbIX NpoaykToB M JekapcrBeHHbIXx cpencts CIIA (U.S. Food and Drug

Administration, FDA).
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[00291] TepmuHbI «papmManeBTHIECKH TPHEMIIEMbIEY», KPUINOIOTHUECKH PUEMIIEMBIEY U UX
rpaMMaTHYECKUE BapHaLUU NPU YIOTPeOJeHHMH B OTHOLIEHWHM KOMIIO3MLIUH, HOCHTENEH,
pa3OaBuTeNell U pEareHTOB NPHUMEHSIOTCS B3aUMO3aMEHSEMO M O3HAYalT, YTO YKa3aHHbIE
MaTrepuajgbl MOXKHO BBOAMTb CYOBEKTY WJIM HAHOCUTb HAa TeNO CyOBEKTa, HEe BbI3bIBAS
HE’KeJaTeNbHBIX (pu3nosornueckux 3¢(eKToB B TOH CTENEHH, KOTopas OyAeT MpensTCTBOBAThH
BBEICHUIO  yKa3aHHON  kommosunmu. Hampumep,  «dpapManeBTHUECKH  MpUEMIIEMOE
BCIIOMOTATEIbHOE BEIIECTBO» O3HAYAET BCIIOMOTATENIbHOE BEIIECTBO, KOTOPOE NMPUMEHHMO B
NPUTOTOBJIEHUU (apMaleBTHYECKOW KOMIIO3HMILIUK, KOTOpPask B LIEJIOM SIBJISIETCSI O€30IacHOM, He
TOKCHYHOW M JKENaeMOW M BKJIOYAeT BCIOMOTaTeNbHBbIE BEIIECTBA, KOTOPBIE SIBISIFOTCS
NpUEMIIEMBIMH Il BETEPUHAPHOTO IPUMEHEHHS, a TakKe I (hapMaLieBTHIECKOrO IPUMEHEHHU I
y uesoBeka. Takue BcrOMOrarenbHblE BEIECTBA MOIYT OBbITh TBEPABIMH, JKUIKHUMHU,
NOJNYTBEPABIMH  WJIM Ta3000pa3HbIMH B Cilydae adpoO30JbHOH KOMIO3MLMH. TepMuH
«(hapMaLieBTHYECKU MPUEMIIEMbIE COJI U CIIOXKHbIE 3(UPb» 03HAYAET COJH M CIOXKHBIE SPHPHI,
KOTOpBIE  SIBISIFOTCA  (papMaLEeBTHYECKH  NpPUEMIIEMbIMH M OOJagaroT  JKelaeMbIMH
dapmakonornueckuMu  cBoiictBamu. Takue COJMM  BKJIIOYAIOT COJH, KOTOPbIE MOTYT
00pa3oBBIBATECST TPH CIOCOOHOCTH MPUCYTCTBYIOLIIMX B KOMIIO3MLIUHM KHCJBIX IPOTOHOB
pearnpoBaTh C HEOPraHWYEeCKUMH WJIM OPraHWYeCKUMH OCHOBaHWsMHU. Ilomxopsmue
HEOPraHMYECKUE COJIM BKJIFOYAIOT COJIHM, OOpa30BaHHbIE C LIEJOYHBIMH METAJUIAMH, HaNpUMeEp
HATPUEM W KaJMeM, MarHueM, KajbleM U ajioMuHHeM. [loxxonsimue OpraHM4YecKHe COJIU
BKJIFOYAKOT COJNHM, OOpa3OBaHHBIE C OPraHMYECKUMHU OCHOBAHHMSMH, TAaKUMH KaK aMHHHBIC
OCHOBAHUS, HAmNpUMep OJTAHOJNAMHH, IUITAHOJAMHH, TPUATAHOJIAMHH, TPOMETaMUH, N-
METWIDTIOKAMUH M T.J. Takue COMM TakKe BKIIOYAOT COJH TMPHUCOSIUHEHHS] KHCIOTBI,
00pa3oBaHHBIE ¢ HEOPTAHUYECKUMHU KHCIOTaMH (HampuMep, COJITHOW M OpOMHUCTOBOIOPOIHOU
KHACJIOTAMHU) U OPTraHMYECKUMH KHUCJIOTaMH (HAMpUMEpP, YKCYCHOW KHCIOTOH, JIMMOHHOW
KHCJIOTOH, MaJIeMHOBOH KHCJIOTOH W ajIKaH- M apeHCYJIb()OHOBBIMH KHCIOTAMH, TAKHMH Kak
MeTaHCYIb(POHOBAsI KUCIOTa U OeH30JICYIb(OHOBAsI KHCIOTa). PapMalleBTHYECKU TIPUEeMJIEMbIE
CJIOJKHBIC 3(UPBI BKIIFOYAIOT CJIOKHBIE 3(hHUphl, 00pa3oBaHHBIE U3 KAPOOKCH-, CYIb(POHMIOKCH- U
¢bochoHOKCUTpyII, MPUCYTCTBYOIUX B aHTutene nporuB A33, Hampumep, Ci.s CIOXKHBIE
ankuiiosble 3¢upsl. [Ipy HATMYNN IBYX KUCIOTHBIX IPyMI (JapMalleBTUYECKH MTPHEeMIIeMasi COJTb
WIN CIIOKHBIA 3(UP MOXKET MPEACTABIATE COOOH MOHOKHUCIIOTY/MOHOCOJb WIIN CIIOXKHBIN 3(up,
WK IBYXOCHOBHYIO COJIb HUTH CJIOKHBIN 3(hUp; 1 MOJ0OHBIM 00pa3oM, €Ciii MPUCYTCTBYET Ooee
IBYX KACJIOTHBIX TPYII, HEKOTOPBIE HITH BCE TAKUE TPYIIITBI MOTYT OBITh MPEBPAINEHBI B COJH WIIHA
3TepUpUIPOBAHBI. AHTUTENO NMPOTUB A33, YIIOMSHYTOE COTJIACHO TEXHOJOTHH O HACTOSIIEMY
H300pETEHNI0, MOXKET MPHUCYTCTBOBATh HE B (JOPME CONM MIIH B HE3TEpHPULUPOBAHHOH popme

win B Gopme conmu W/unu 3TepupUIUpOBAHHON (HOpMe, U MPEAroNaraeTcs, 4YTo YIOMUHAHNUE
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TAKOrO aHTuTena mnpotuB A33 BIOYaeT Kak wucxogHoe (He B ¢opMe COlMd U B
HeaTepUpUIIUPOBAHHON (PopMe) CoeqMHEeH e, TaK U ero (hapMaleBTHYECKH MPUEMIIEMbIE COJTH U
cnoxable 3¢upsl. Kpome TOro, ompeneneHHble BapUaHTBhI peaM3alUA TEXHOJIOTHH IO
HACTOSIIIEMY U300PETEHUIO MOTYT IPUCYTCTBOBATH B 00OJIEe UeM OJJHON CTEPEON30OMEPHOM popme.
[Ipenmonaraercs, 4TO YIOMHUHAHHE TaKOrO aHTHUTENA MPOTHB A33 BKIIIOYAET BCE OTHEJbHBIC
CTEPEOH30MEPHI U BCE CMeCH (paLieMUYecKre WM UHbIE) TAKHX cTepeon3omepos. CrienuanucT B
TaHHOM 00JIacTH TEXHWKH Oe3 TpyZa OMpeAeNuT MOAXOASIINE CPOKH, TOCIEAOBATENbHOCTD U
N03bl BBEACHUS JIi KOHKPETHBIX JIEKAPCTBEHHBIX CPEICTB M KOMIIO3HMIHMI IO TEXHOJIOTUU

COIJIACHO HACTOSIIIEMY N300PETEHHIO.

[00292] IIpumeps! Takux HOCUTeNel WM pa3OaBUTENEH BKIIIOYAIOT, HO HE OTPAHUYHBAIOTCS
yKa3aHHBIMH, BOAy, COJIEBOI pacTBOp, pacTBOpbl PuHrepa, pactBop AekcTpo3bl U 5% pacTBOp
YeJIOBEUECKOr0 ChIBOPOTOYHOrO anbOymMuHa. Takske MOXKHO MPUMEHSTh JIMITOCOMBI M HEBOJIHBIE
HOCHUTENM, TakKue Kak >KUpHble Macia. Mcmonb3oBaHHe TakUX Cpel U COCIUHEHUN [
(papMaLIeBTHYECKH aKTHBHBIX BEIIECTB XOPOLIO M3BECTHO B AAHHOH 001acTH. 3a UCKIIIOYEHUEM
Clly4aeB, KOrja Kakoi-mu00 OOBIYHBIH HOCHUTENb WM COEIUHEHNE HECOBMECTHMO C AHTHTEJIOM
npotuB A33, mpeanonaraercs UX NPUMEHEHHE B KOMIIO3ULMSIX. J{OMONHUTENbHbIE aKTUBHbIE

COCAUHCHUA TAKXKE MOI'YT OBITH BKJIFOYEHBI B KOMITIO3HIINH.

[00293] dapmalleBTUUECKYID KOMIIO3UIIMIO COIVIACHO TEXHOJOTUM IO  HACTOSIIEMY
HU300PETEHUIO COCTABIISIOT TaKUM 00pa3oM, 4ToObl OHA ObLTa COBMECTHMA C TPEAIoJiaraeMbiM
cniocobom BBeneHust. Komnosuumu antuten npotus A33 COTJIaCHO TEXHOJIOTHHU MO HACTOSLIEMY
M300pETEHNIO MOYKHO BBOAHMTD MApEeHTEPATbHO, MECTHO, BHYTPUBEHHO, NMEPOPATBHO, MOIKOKHO,
BHYTPUApTEPUANIbHO, BHYTPUKOXHO, TPAHCAEPMAIbHO, PEKTaJIbHO, HHTPAaKpaHUAJbHO,
UHTPATEKAJIbHO, BHYTPHOPIOIINHHO, HHTPAHA3AJIbHO HJI BHYTPHUMBIIIEUHBIM IyTEM HJIA B BHIE
UHrasIUui. AHTHTENO NPoTUB A33 HeoOsI3aTeNTbHO MOXKHO BBOJHMTH B KOMOMHALIMU C IPYTHMHU
areHTaMHu, KOTOpbIE [0 MEHbIIEH Mepe YaCTUYHO 3P (EKTUBHBI MPH JICUSHUH PA3JIMYHBIX BUIOB

paka, acCOLMUPOBaHHBIX ¢ A33.

[00294] PacTBOpBHI WM CYyCIEH3UU, UCIOIBb3yEMbIE IJiI MapPEHTEPaTbHOrO, BHYTPUKOKHOTO
WIH TOJAKOXHOIO MPUMEHEHHUs, MOTYT BKIIOYAaTh CIEAYIOLUINE KOMIIOHEHTBL CTEepUJIbHBIN
pa3OaBuTeNb, TaKOH Kak BOAA AJISI MHBEKUMH, (PU3UOJOrMYECKHil pacTBOp, KUPHBIE MacCIa,
MOJU3TUIIEHTIUKONH, TIULEPUH, MPONUIEHITIMKONb WIN APYTrue CUHTETUYECKHE PacTBOPUTENH;
aHTUOAKTepUANbHBIE COEIWHEHHS, Takue Kak OEH3WJIOBBIM CHUPT WM METUJapaOeHsl,
AHTHOKCHJIAHTBI, TAKHE KaK aCKOPOMHOBAsSI KUCJIOTA UJTH OUCYJIB(UT HATPHSI, XENATOOOpa3yIoLIne
COEMHEHUs], TaKue Kak STwieHanaMuHTeTpaykcycHas kucnora (JATA); Oydeprl, Takue kak

alueTaTbl, UUTPATBI WA (I)OC(I)aTbI, U COCAUHECHUA AJid PETYJIUPOBAHUA TOHUYHOCTH, TAKUEC KaK
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XJIOpHUA HATPHUSA WU ACKCTPO3a. pH MOXHO pPEryjJupoBaTh ¢ MOMOIIBIO KUCJIOT WUJIN OCHOBaHHﬁ,
TAKHX KaK COJITHAaA KUCJIOTA WM TMAPOKCUI HATPUA. HpenapaT AJIsI TAPpEHTEPATIBHOTO BBEACHU A
MOXKET OBIThb 3aKJIIOYEH B aMIlyJibl, OAHOPA30BbLIC MIMPUIbI WM MHOI'OJO030BbIC (I)J'IaKOHbI,

CACJIaHHBIC U3 CTCKJIAa WM IJIAaCTHKA.

[00295] dapmaneBTUUECKHE KOMIIO3ULMH, NOAXOAALINE U1l IPUMEHEHUSI B BUI€ UHBEKLIUY,
BKJIFOYAIOT CTEPUJIbHBIC BOIHBIC PAcCTBOPBI (MIPH YCJIOBHHM HX PAcCTBOPHUMOCTH B BOJIE) MU
IOUCTIEPCUU U CTEPUIIbHBIE TIOPOLIKHU JJIsi HEMEJICHHOTO TIPUTOTOBJICHUSI CTEPHIIbHBIX PAaCTBOPOB
WIA JUCTIEPCHH JJii WHBEKUMHA. J[[1s1 BHYTPUBEHHOTO BBENEHHUS TOAXONSINHAE HOCUTENN
BKJIIOUAIOT (PU3MONOTUYECKHUi pacTBOp, GakTepHoCTaTHIeCKyo Boay, kpemodop EL™ (BASF,
[Mapcunannu, Hero-Jlxepcn.) wim ¢usuonornueckuit Oydepuniii pacrsop (PBS). Bo Bcex
CITydasix KOMIO3HUIHS TOJDKHA ObITh CTEPHIIBHOM U IOJKHA SIBJISITHCS JKUIKOM IO TAKOW CTETIEeHH,
9YTOOBI €€ MOKHO OBLIO JIETKO IITMPHULEBATh. Y Ka3aHHAsS KOMITO3ULIHSI AOKHA ObITh CTAOUJIBHOM B
YCIOBHSIX TMPOU3BOACTBA M XPaHEHUST M JOJDKHA ObITh 3allHIIeHa OT 3arpsi3HEHHs
MHKPOOPTaHU3MaMH, TAKUMH Kak OakTepuu u rpudbl. Hocutenbp MOXeT mpeacTaBisiTb cOOOM
pPacTBOPUTENb WM AUCIEPCUOHHYIO Cpeny, COIAEpIKallyo, HalpuMep, BOAY, STaHOJ, MOJIUOJ
(HampuMep, TIHUIEPUH, MPONWICHIJIMKOIb M JKUAKHHA MOJUITWICHIJIUKOIb W T.J.) U HX
nogxonsamue cmecu. Hammexammas TeKydecTb MOXET TMOIAEepPKUBATBhCS, HAalpumMep, IyTeM
UCTIOJIb30BAHUS TIOKPBITHSI, TAKOT'O KaK JICLUTHUH, MyTEM MOAAEePKaHUS HEOOXOAMMOIo pasmepa
YacTHIl B Cjy4ae MAWCIEPCHU M TMyTeM MPUMEHEHUs TMOBEPXHOCTHO-aKTUBHBIX BEINECTB.
IIpenoTepaineHue AeCTBYSI MUKPOOPTaHU3MOB MOKET OBbITh JOCTUTHYTO C MOMOIIBIO PA3JTHYHBIX
aHTHOAKTepUABHBIX U MPOTUBOTPUOKOBBIX COESAMHEHHMIA, HATTPUMEP, MapabeHOB, XJIOpOyTaHOa,
(beHona, ackopOMHOBOM KUCIIOTHI, TUMEPOCajia U T.I. BO MHOTHX Cllydasix JKeIaTebHO BKIIIOYATh
B KOMITO3HILIUIO U30TOHUYECKUE COSTMHEHUS], HATTPUMEP caxapa, MOJIUCIIUPThI, TAKUE KaK MAHHHT,
copbur, xyopun Hatpus. JlnurenpHas aOCoOpOLMsI KOMITO3ULIMN JJIi UHBEKIIUH MOXKET ObITh
JNOCTUTHYTA TYTE€M BKIIOYEHHS B YKA3aHHYIO KOMIIO3UIMIO COEIUHEHUS, 3aMEIISIOIEro

abcopOIuio, HampUMep MOHOCTeapaTa aJFOMUHUS U JKeJIATHHA.

[00296] CrepubHbIE paCTBOPBI ISt HHBEKIIUH MOTYT OBITh IPUTOTOBJICHBI MTYTEM BKJIFOUEHHS
HEOOXOIMMOTrO KOJMYECTBA AHTHTENa NPOTUB A33 COMIACHO TEXHOJOTHH MO HACTOALIEMY
U300pETEHNI0 B MOAXOMSINUN PACTBOPUTENb C ONHHM MJIM KOMOWHAIMEW HHIPEIHEHTOB,
NIePEYHNCIIEHHBIX BBIIIE, 10 MePe HEOOXOAUMOCTH, C TIOCJIEAYIOLIeH CTePUIN3ALHeN TOCPEICTBOM
¢unbTpoBaHus. B 1enoMm, AuCnepcHu TOTOBST NMyTEM BKIFOYEHHUS aHTUTENa NpotuB A33 B
CTEPHJIbHBIA HOCHTEJb, KOTOPBINA CONEP’KUT OCHOBHYIO JUCIIEPCHOHHYIO Cpeny U HEOOXOIHUMBIE
Apyrue WHIPEAUEHTbl U3 MEePEYUCIIEHHBIX BbIlle. B ciydae CTEPUIBbHBIX MOPOIUKOB IS

NPpUTOTOBJICHUA CTCPWIBbHBIX PAaCTBOPOB IJIA I/IH"beKL[I/Iﬁ crocobamu MNPUTOTOBJICHUA SABJIAKOTCA
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BaKyyMHasl CyIIKa U CyOJMMAIMOHHAsl CyIIKa, KOTOPbIE MPHBOAST K IMOJYYEHHUIO IOPOINKA
AKTUBHOTO HWHIPEOUEHTAa C JIFOOBIM JIOMOJHHUTENBHBIM JKENIAeMbIM HHIPEIUEHTOM H3 €ro
NpeaBapUTENbHO CTEPUITM30BAHHOTO (PUIIBTPOBAHUEM PACTBOPA. AHTHTENA COTIIACHO TEXHOJIOTHU
0 HACTOSALIEMY H300pPETEHHIO MOJKHO BBOJAUTH B BUE HHBEKLIUH 3aMEIJICHHOTO BCACBIBAHMS FITH
UMIUIAHTHPYEMOTO TIpernapara, KOTOPBI MOXeT OBITh COCTaBJEH TakuM 00pa3oM, dYTOOBI

o0ecreynTh 3aMeINIEHHOE WJIH MPEPBIBUCTOrO BHICBOOOXKIEHHS aKTUBHOT'O HHTPEIUEHTA.

[00297] Kowmno3uuuu [js1 NEPOPAIbHOTO BBEACHUS B LEJIOM BKIIOYAIOT WHEPTHBIN
pa3OaBuTeNp WM MUIIEBONH HOcHTENb. OHM MOTYT OBITh 3aKJIFOUYEHBI B JKEJATHHOBBIE KaICyJIbl
WU CTIPECCOBAHBI B Ta0IeTKU. |1 MepOpaIbHOrO TEPAeBTUYECKOTO BBEACHHS aHTUTEIIO IIPOTUB
A33 MoxeT ObITh IPECTABIEHO BMECTE CO BCIIOMOTaTENbHBIMU BEIIECTBAMH U HCIIOJIb30BATHCS
B (hopMe TaOJIeTOK, MaCTUIIOK WM Karcys. KoMmosuiun 11t nepopasbHOrO NPUMEHEHHST TAKoKe
MOT'YT OBbITh PUTOTOBJIEHBI C UCIIOIB30BAHUEM JKUAKOTO HOCHUTEINS JJIsl IPUMEHEHUs B KaUeCTBe
JKUAKOCTU AJIA MOJIOCKAHUS PTa, I YKa3aHHOE COEAUHEHUE B XKUAKOM HOCHUTENIE HAHOCUTCS B
POTOBYIO NOJIOCTb, MOJOLIETCS WM BBIIUIEBBIBAETCS WM NIporjaTeiBaercsa. PapmaleBTHUECKU
COBMECTUMBIE CBS3bIBAIOLINE COCAMHEHHsS W/WIM aIbIOBAHTHBIE MaTepHajbl MOTYT OBITH
BKJIFOYEHbI B COCTaB KOMITO3MLMH. TaONeTkw, IMUIIFOJIN, KAaICyJbl, NMAaCTHIKH U T.J. MOTYT
comepkath JIFOOOH W3 CIEAYIOIIMX HMHIPEJUEHTOB WM COEIMHEHUH AaHAJOTUYHOW NPHPOABI:
CBA3YIOLIEE, TAKOE KaK MUKPOKPHUCTAJUIMYECKAs LIEJUIF0JI03a, TPAraHTOBasl KaMelb WJIN JKEeJIATUH,
BCIIOMOTATEJIbHOE BELIECTBO, TAKOE KaK KpaxMaJl UM JIAKTO3a, I€3UHTErPUPYIOLIEe COEANHEHHUE,
TAKO€ KaK aJbIrMHOBAs KUCJIOTA, IPUMOTeNb WU KYKYPY3HbIH KPaxMall, CMa3bIBAIOLIEE BELIECTBO,
TAaKO€ KaK CTeapaT MarHus WIM CT€POTeC, MNIMIAHT, TAKON KaK KOJIJIOUHBIN TUOKCUJl KPEMHUS,
MOJCIACTUTENb, TAKOH KaK Caxapo3a WIH CaXapHuH, UM apOMaTH3aTOpP, TAKON KaK MATa epedHas,

METHUJICATULIMIIAT UJIH aneIbCHHOBBIA apOMaTH3aTOpP.

[00298] [nst BBeAeHHs TyTeM HWHTAJSIMUK AaHTUTENO NPOTUB A33 JOCTaBISAIOT B BHUJE
a’pO30JIbHOTO CIpest U3 HaXOASLIErocs MO JAaBJICHUEM KOHTEHHepa WU PACIbUIUTENS, KOTOPBIA
COACPKUT TMOAXOASIIINN MPOMENJIEHT, HampuMep ra3, TakOW Kak JIUOKCHJ VYIVIepOAa, WIH

HeOynaiizepa.

[00299] CucremHOe BBeIeHHE TaKXKE MOXKET OCYLIECTBIATHCA TPAHCCIUZUCTBIM WU
TpaHCAEPMAIBHBIM criocoboM. [ TPaHCCIM3UCTOTO WIJIM TPAHCIEPMAJIbHOIO BBEICHHS B
npenapare  HCMNOJb3YIOTCS  NEHETPAHThI, MOAXOAAINME Ui  IPOHMKHOBEHHUs  4epe3
COOTBETCTBYIOIUI Oaphep. Takue MeHeTpaHThI, KaK MPABUIIO, SIBJISTIOTCS U3BECTHBIMU B JAHHOU
O0JIaCTH TEXHHWKH W BKJIIOYAIOT, HAIPUMEp, B CIy4dae BBENCHHUS Yepe3 CIU3UCTYI O0OJIOUKY
JETEePreHThl, COJU JKEYHBIX KUCIIOT U MPOU3BOAHBIE (Y3UANEBON KUCIOTHIL. TpaHCCIU3HCTOE

BBCACHUE MOXET OBITD AOCTUTHYTO MYyTEM HCIIOJIB3OBAHHS HA3aJIbHBIX CIIPECB WA
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Cynmno3uTopues. st TpaHCAEPMAJIbHOTO BBEIEHUS aHTUTENIO MTPOTUB A33 rOTOBAT B BUJE Ma3eH,

Oab3aMoB, TeJiell HITH KPeMOB, KaK B LIEJIOM U3BECTHO B TAHHOH OOJIACTH TEXHUKU.

[00300] AmnTHTeno mnpotuB A33 Takke MOXHO TIOJNy4aTh B BHAE (papMaleBTHUECKUX
KOMITO3ULIUH B (pOpMe CynIo3uTopueB (Hanpumep, ¢ OObIMHBIMUA OCHOBAMH ISl CYTIIIO3UTOPHEB,
TAKMMH KaK MacJIo KaKao U IPyrue MINLEPUabI) WK MUKPOKIIN3M C yIep>KaHUEM ISl PEKTaJIbHOM

JOCTaBKU.

[00301] CornacHO OJHOMY BapUAaHTy peaNn3alud H300PETeHHs, AHTUTENO MpoTuB A33
MOJIYYalOT ¢ HOCHTEJISIMH, 3aLIHMIIAIOLIINMU aHTUTEIO NPOTHB A33 OT OBICTPOro BBIBEACHUS H3
OpraHM3Ma, TAKUMH KaK COCTaB C KOHTPOJIUPYEMbIM BBICBOOOKICHHUEM, BKJIFOUAsi HMIUIAHTATHI U
MHKDOKAIICYJIUPOBAHHbIE ~ CHUCTEMbl ~ JOCTaBKH. MOXHO TNpPHUMEHSTh OHOpasiaraemble
OMOCOBMECTUMBIE MOJIMMEPBI, TAKHE KaK 3THICHBUHUJIALIETAT, IIOJMAHTHAPUABIL, TTOJUTITHKOIEBAsT
KUCIIOTA, KOJJIATeH, MTOJIMOPTO3(UPHI M MOJMMOJIOYHAs KHCI0Ta. CriocoObI MPUTOTOBICHUS TAKUX
COCTABOB OyAyT OUEBHMIHBI JUIS CIIELUAIICTOB B JAHHOH 00JIACTH TeXHUKU. Marepuabl TaKkKe
MOTyT OBITb MOJY4EeHbl KOMMepueckMM myTeM wu3 kommanuii Alza Corporation u Nova
Pharmaceuticals, Inc. JlunocomHble cycrneH3uu (BKJIOYAsi JIUIIOCOMBI, HAIMpPAaBJICHHbIE Ha
MHQULPOBAHHbIE KJIETKH C MOMOIIBI0 MOHOKJIOHAJBbHBIX AHTUTENI K BUPYCHBIM aHTHICHAM)
TaKk€ MOTYT IPUMEHSTHCS B KadecTBe (hapMaLleBTHUECKH NpHeMiIeMbIX Hocuteneld. OHu MOryT
OBbITH MOJIy4€Hbl B COOTBETCTBHHU CO CIIOCOOAMM, W3BECTHBIMH CIIEL[HAMCTAM B TAHHOM 00JacTH

TEeXHHUKH, Harpumep, kak onucaHo B nateHre CIIIA Ne 4,522 811.

C. Habopur

[00302] TexHonOrHMsi COTJIACHO HACTOSIIEMY H300peTeHHI0 obecreynBaeT HaOOPBI IS
oOHapy»KeHHsI W/WJIH JIEYEeHUs] aCCOLIMMPOBAHHBIX ¢ A33 THIOB paka, CoAep Kallue MO MEeHbIIEH
Mepe OHY KOMIIO3HMIIMIO Ha OCHOBE MMMYHOTJIOOYJIMHA COTJIACHO TEXHOJIOTHUHU 10 HACTOSIEMY
u300peTeHuo (Hampumep, JII000e aHTUTENIO WTH AHTUTEHCBSI3bIBAO NI (JpAarMeHT, ONHUCAHHBIE B
HACTOSIIEH 3asBKe) WM ee (PYHKIMOHAIBbHBIN BapHAaHT (HANMPUMEP, COACPKAIIUX 3aMEHY
BapuaHT). HeoOs3aTeNnbHO ONMMCaHHbBIE BbIIIE KOMIIOHEHTHI HAOOPOB COTJIACHO TEXHOJOTHH IO
HACTOSIIIEMY H300PETEHHIO YMAKOBBIBAIOT B MMOIXOMSINUE KOHTEHHEPHI M MAapKHPYIOT IS
IMAarHOCTUKHU W/WJIM JICUSHHs paka, aCCOLMUPOBAHHOTO ¢ A33. BrIeynoMsiHyThie KOMITOHEHTBI
MOTYT XPaHUTBCS B OJHO- WJIM MHOTOAO30BBIX KOHTEHHEpax, HampuMep, B Te€PMETHYHBIX
ammynax, prakoHax, OyThUIKax, MIMPHUIAX U TECT-MPOOHUPKAX, B BUIE BOAHOTO, IPEATIOUTUTEIBHO
CTEPHJIPHOTO, PacTBOpa WIM B BUAE JHUOPHIN3UPOBAHHOIO, MPEANOYTUTENBHO CTEPUIIBHOTO,
cocTaBa il BOCCTaHOBNEeHHs. HaOop MOXKET JOMOJHHUTENBHO COAEPKaTh BTOPOH KOHTEWHED,
KOTOPBI  CONEP)KUT pa30aBUTENb, MOAXOMAIUN Ui pa3OaBieHus (papMareBTUUECKON

KOMIO3UINK C MoydeHneM Oonbinero oobema. [logxonsimue pasOaBUTENHN BKIIIOYAIOT, HO HE
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OTPaHUYMBAIOTCS YKA3aHHBIMH, (apMalleBTHYECKH MPHEMJIEMOE BCIIOMOTATENIbHOE BEIECTBO
(hapManeBTHUECKON KOMITIO3WIIMU U COJieBoi pacTtBop. Kpome Toro, Habop MoOkeT comepskaTh
UHCTPYKLUH IO pa3daBieHHIO (papMarieBTHIECKONH KOMIIO3UIUHN W/ WJTH HHCTPYKIMH 110 BBEACHUIO
pa3BeIeHHON WIN HE pa3BeAeHHOH (papManeBTUIecKoi koMmno3uiuu. KonTeliHepbl MOTYT OBITh
W3TOTOBJIEHbl M3 PA3JMYHBIX MAaTEpUAJIOB, TAKUX KaK CTEKJIO WU IUIACTHK, U MOTYT HUMEThb
CTEPIJIbHBIA MOPT AOCTyNHa (HAIPUMEpP, KOHTEHHEP MOKET MPENCTaBIATh COOOM MEIoK s
pacTBopa Al BHYTPUBEHHOTO BBENEHUS MK (JIAKOH C MPOOKOH, KOTOPYIO MOJKHO NMPOTKHYTH
UrJOH AN TONKOXHBIX HHBeKIMi). HabOop Moker Takke comepKaTh JOIOJIHUTENbHBIE
KOHTEWHephI, conepskalie (apmaneBTH4eckn npuemieMbiii Oydep, Takoit kak ¢ocdaTHO-
coneBoit Oydep, pactBop Punrepa u pactsop mekctposbl. Kpome TOro, oH MOXeT ConepKaTh
Apyrue MaTepuajbl, SIBJISIOLIUECS KENaeMbIMU C KOMMEPYECKOW WU IMOJIb30BATEJIbCKOW TOYKH
3peHus1, BKJIOYas Apyrue Oydepsl, pazdaBuTeny, QUIbTPbI, UIJIbL, LINPHLBL, KYJIbTYPAIBHYIO
cpeny Uil OIHOW WIJIM HECKOJIbKUX MOIXOMSIINX KIIETOK-x03sieB. Habopsl MOryT HeoOs13aTenbHO
BKJIFOYAThb MHCTPYKLUH, OOBIYHO COAepIKaIinecs B KOMMEPUYECKUX YIaKOBKAX TePaIeBTHYECKHX
WIN TUarHOCTUYECKUX MPOIYKTOB, KOTOPbIE COAEpKaT HH(POPMALHIO, HAIPUMED, O MOKA3AHHSX,
NPUMEHEHUY,  JO3MPOBKE,  W3TOTOBJIEHWH,  BBENEHHH,  IPOTHUBONOKA3AHWSIX  W/HIH
NPEeAYNPEXICHUSIX  OTHOCUTEJbHO  HUCIIOJBb30BAaHUS ~ TAKUX  TEPANEeBTUYECKUX  WIIU

AUATrHOCTHYECCKHX IIPOAYKTOB.

[00303] HabGopbsl npumMeHHMBI 1Uisi OOHAPY)KEHUS] MPUCYTCTBUSI MMMYHOPEAKTUBHOTO Oelka
A33 B Ouonorudyeckom obpasiie, HanmpuMep, JOOOH JKUAKOCTH OpraHU3Ma, BKIIIOYasi, HAIPUMeED,
HO HE OTrPaHUYMBASCh YKA3aHHBIMHU, CHIBOPOTKY, IIa3My, JIUMQY, KHCTO3HYIO KHIKOCTb, MOYY,
CTYJI, CIMHHOMO3TOBYIO JKHUJKOCTh, ACLUTUYECKAs KUIKOCTh WM KPOBb M BKJIIOUAsi 0Opasiibl
Ovoricun TkaHeld Tenma. Hampumep, HaOOp MOXeT comepkaTb OJHO WM HECKOJBKO
I'YMAaHU3HPOBAHHBIX, XWUMEPHBIX WIM OucnenuuYHbIX aHTUTeNn npoTHB A33 CorlacHO
TEXHOJIOTUH TIO0 HACTOSIIEMY H300peTeHHI0 (WM WX aHTUIEHCBSI3bIBAOIIUX (HParMeHTOB),
CHIOCOOHBIX CBSI3BIBATHCS C OenkoM A33 B OHONOrnyeckom odpasie; CpeacTBO AJIsl ONPENeIeHUs
konndecTBa Oenka A33 B oOpasue; U CPeiCTBO Ul CPABHEHHS KOJMUECTBA UMMYHOPEAKTUBHOTO
Oenka A33 B obpasue co cranmaproM. OgHo i Oonee aHTUTeNn MPOTHB A33 MOryT OBITH
MeueHHbIMH. KoMmoHeHThl HaOopa (Hampumep, peareHTbl) MOTYT OBbITh YIAKOBAaHBI B
noaxonAmuii  kKoHteitHep. Habop MOXeT MONMONHHUTENBHO COAEpPXKAaTh HMHCTPYKIUH IO

NPUMEHEHUIO YKa3aHHOTO Habopa Auisi OOHapYKEHHsI IMMYHOPEaKTHBHOTO Oenka A33.

[00304] B cinyyae HaOOpOB Ha OCHOBE AHTHTEN YKa3aHHBIH HaOOp MOXKET COIEepIKaThb,
Harpumep, 1) mepBoe aHTUTEINO, HAaPpUMeEpP, T'YMaHU3UPOBAHHOE, XMMEPHOE WK OucnermduyaHoe

aHTUTENO NMPOTHB A33 COrNIaCHO TEXHOJIOTHH IO HACTOALIEMY H300pPETeHUIO (MJIH €r0 aHTUTeH-
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CBSI3bIBAIOLIUI (PparMeHT), KOTOpoe CBsI3bIBaeTCs ¢ OekoM A33, MPUCOEAMHEHHOE K TBEPIOMY
HOCHTENIO, U, HeOOs3aTeIbHO, 2) BTOPOE, OTJIMYHOE, aHTUTENIO, KOTOPOE CBS3BIBACTCS JIMOO C
oenmkom A33, mubO C MEepBbIM AHTHTEJIOM, U KOHBIOTHPOBAHO C MONNAIOIIECHCS OOHAPYKEHHIO

METKOH.

[00305] Habop Taxke MOXKET conep:kaTh, Hampumep, Oy(depHbIi areHT, KOHCEPBAaHT WJIH
crabunmsupyrommii O6enok areHT. Habop MOKeT MOMOJHUTEIBHO COIEPKAaTh KOMIIOHEHTHI,
HEOOXOMMBIE /IJIs1 IETEKTUPOBAHMS ITOANAIOIIEHCs] OOHAPYKEHHUI0 METKH, Harnpumep, pepmenra
wnu cyoctpata. Habop Taxoke MOXKeT cofepKaTh KOHTPOJIbHBIN 0Opa3zel] niiu Habop KOHTPOJIbHBIX
00pa3LoB, KOTOPbIE MOXHO aHAJIM3MPOBATh M CPABHUBATH C UCCIeAyeMbIM oOpasuoM. Kaxbiii
KOMITOHEHT Ha0opa MOXKHO 3aKJI04YaTh B WHAMBUAYAJIbHBIM KOHTEHHEP, U BCE U3 PA3IHMYHBIX
KOHTEHHEpOB MOIyT ObITh NPEACTaBJIECHbl B OAHON YINAKOBKE HapsAAy C HMHCTPYKLUSAMH I10
MHTEPIIPETAlNN Pe3yJIbTaTOB AHAJN3a, OCYIIECTBICHHOTO C IMOMOIIBIO YKa3aHHOro Habopa.
Habopr! cornacHO TEXHOJOTMU MO HACTOSIIIEMY H300PETEeHHIO MOTYT COAEpKaTh MHCbMEHHOE
NPUJIOKEHNEe Ha KOHTEHHepe WM BHYTPU KOHTelHepa HabOopa. IIMCbMeHHOE NpHIIOXKEHUEe
OIMCBHIBAET, KaK MPUMEHSTh PEareHThl, COAepIKaliuecs B Habope, Hanpumep, AJsi OOHAPY KEHUsI
Oenka A33 in vitro Wiy in vivo WIu AJsl JIEUYEHHs aCCOLMHMPOBAHHBIX ¢ A33 THIOB paka y
HY’KIAI0LIerocs: B 3ToM cyobekTa. CorlacHO KOHKPETHBIM BapHAHTaM pPeaTn3aliy H300peTeHus,
peareHThl MOJKHO MPUMEHSITh B COOTBETCTBHU CO CIIOCOOAMH TEXHOJIOTHS COTJIACHO HACTOSIILIEMY

U300pETEHUIO.
NNPUMEPBI

[00306] TexHomorus COTJIaCHO HACTOSILIIEMY U300pPETEHHIO JIOTIOJIHUTEBHO
NPOMJUTIOCTPUPOBAHA € MOMOIIBIO CJIEAVIOMUX aanee [IpumepoB, KOTOpble HUKOUM 00pa3oM He
OrpaHUYMBAIOT Hacrosimee nzobperenue. Cruenyrourne IIpumepsl TEMOHCTPUPYIOT MOJIYYEHHUE,
XaPaKTECPUCTUKY U MPUMEHEHUEC UILIIOCTPATUBHBIX aHTHUTEJ MPOTUB A33 coriiacHO TEXHOJIOTHH
1o HacrosimeMy nzodperenuto. Crenyromue [Tpumepbl IEMOHCTPUPYIOT MOJyYeHUE XUMEPHBIX,
T'YMaHU3HUPOBAHHBIX U 6I/ICH6LII/I(1)I/ILIHI:;IX AHTUTEJT COIIACHO TEXHOJIOTMU 110 HACTOALIEMY
U300pETEHNI0, a TaKKe XapaKTePUCTUKY CHENU(PUYHOCTH WX CBS3BIBAHUA U N VIVO

OHUOJIOrUYeCKONH aKTUBHOCTH.

Ipumep 1: Mamepuanvt 4 cnocobwl Ona co30anusa u xapakmepucmuxy anmumen npomus A33

CO2JIACHO MEeXHOo/I02UU NO HACMOAUueMy u306pemeﬂul0

[00307] Kremounvie nunuu u neiixoyumeor yenosexa. Knerounsie muaun LS174T, Colo205,
SNU-16 u knerku 293T Obutn npuoOpeTeHsl 13 AMEPUKAHCKON KOJUIEKIIMH THIIOBBIX KYJIBTYD

(American Type Culture Collection, ATCC, Manaccac, Bupmxuans), SW 1222 6putn nony4eHsl
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u3 EBponeiickoii KOIeKIun Ki1eTouHbIX KynpTyp kuBOoTHBIX (European Collection of Animal
Cell Cultures, ECACC, Concbepn, Benmukobpuranus). Bece xierkm ayreHTHUUIMpOBaNu ¢
nomometo TunupoBanust STR-nokycos. Knerkn nopnepsxusanu B cpene RPMI ¢ nodasiennem
10% smOpuonanpHON Obrubeil cbBopoTku (DBC, Sigma, Cent-Jlync, Muccypn), 0,03% L-
TJIyTAMHHA (Gibco Laboratories, Ieiirepcbepr, MbpuieHn) u pactBopa
nenuuea/ cTpenromutinl (Gibco Laboratories, 'efitepcOepr, Mapunenn). JlefikonutapHyro
TIEHKY OT 3J0pPOBBIX JOHOPOB monyuanu Llentpa kposu Hero-Hopka (New York Blood Center,
Huro-Hopk, mrar Hero-Hopk), 1 MKIIK uenoBeka BbIIENAIM U3 JEHKOLUUTAPHLIX ILIEHOK C

MIOMOIIBIO TPagueHTa (PUKOIIIA.

[00308] Vcmanoenenue knemounvix nunuii, sxcnpeccupyrowux aoyugepaszy. Knerku 293T
CHavasa TPaHC(UIMPOBAIN PETPOBUPYCHON KOHCTPYKIMEH, coaepskalnel reHsl Jroundepassl U
GFP, ¢ ucnonszoBanuem pearenra 1iis TpaHchexuun PolyJet (SignaGen, Poksuin, Mapuienn) B
COOTBETCTBHUM C MHCTPYKUMsIMM  mpousBoaurens. Crycrts Tpuauarb IIECTb  4acoB
BUPYCCOAEPIKAIMI CymepHaTaHT cobupanu u unbrpoBanu vepe3 ¢uusrp (0,45 mxm). [IBa
MHJUTIJINTPA OT(UIBTPOBAHHOIO CYNEPHATAHTA AJHKBOTHPOBAIM B KAXKAYIO JyHKY 12-
JYHOYHOTO IUIAHIIETa, MpeaBapuTeibHO Mokpbitoro perponektuHoM (Clontech Laboratories,
MayuTus-Beto, Kanudopnus). [Inanmer orkpyuusanu npu 3500 06./mun npu 4° C B Teuenue 45
muH. [Iponecc nosropsinu ot 2 1o 3 pas. I[locne oTkpyuuBaHus MaHUIET OAUH pa3 MPOMbBIBAIN
PBS, nociie 4ero omyxonesble KJIeTKM B KoHlenTpaimu 0.2x10° BpiceBanu U HHKyOUPOBAJI MpU
temneparyp 37° C. MHOKYJISIUIO MOCPEACTBOM LEeHTPU(YTrUPOBAHHSI TIOBTOPSLIH €I pa3 depes
24 yaca. 3aTeM KJIETKH JOMOJIHUTEJIbHO WHKYOHPOBAJU B TEUEHHUE MO MeHbIneH mMepe 48 yacos
niepe;1 COpTUPOBKOI 1tst oOHapy:kenust GFP-3kcnpeccupyromux kiaetok. st COpTHPOBKH KJIETOK
TPAHCAYLIUPOBAHHBIE KJIETKU PaCOpeneisyii MO MeHblied mepe B 4 JyHKH 96-TyHOUYHOro
IUTAHIIETA C TUIOTHOCTBIO | KJIeTKa/yHKY U MHKYOMPOBAJIHM B TeUEHHE 2 Helelb nepen coOopom
kosnornid. CoOpaHHbIE KOJOHUHM OLEHHBAJIN U OTOMpAM HA OCHOBE 3KCIPECCHH JIoIH(epassbl,

GFP u GPA33 no cpaBHEHHUIO ¢ UCXOIHBIMU KJIETOUHBIMU JTHHUSIMU.

[00309] Ananuz c¢ nomowsro skcxmosuonnoli BOKX. Pasmep u umcrory huA33-BsAb
aHanmu3upoBanu ¢ npumeHeHuem cuctembl BOXX (Shimadzu Scientific Instruments Inc,
Konymbusi, Mepwman). MoHOMepHbIE BapuaHThl HISHTHQULUUPOBAIM C NPUMEHEHUEM
CcTaHmapToB MoOJekyJsipHoii Maccel (Bio-Rad Laboratories, I'epkynec, Kammudopuus) u
NPOLIEHTHOE COZIeP’)KaHHE MOHOMEPA PACCUYHUTHIBAIN HA OCHOBE OTHOCHTEIBHOH IUIOMIATU IOL

kpuBoii (ITTTK) pa3nuuHbIX HE CBsI3aHHBIX ¢ OypepoM MUKOB.

[00310] [ymanusuposanue mvruunoco A33. OCyECTBISAIN T'YMAaHU3HUPOBAHUE MBIIIUHOTO

A33 c nonyuenuem IgG1 nyrem npususku CDR. JIBe pasnuynble nocnenosatensHoctd VH u VL
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KOMOMHHUPOBAIN C TIOJIyYE€HHEM 4 pa3U4yHbIX TYMaHHU3WPOBAHHBIX AHTUTEN NpPOoTHB A33.
KuneTnky CBSI3bIBAaHMS CPABHUBAINM C KHMHETUKOW CBSI3bIBAHWUS XMMEPHOro aHturena chA33 c
NPUMEHEHHEM AaHajJIu3a C IIOMOIIBI0 IOBEPXHOCTHOTO IUIa3MOHHOrO pe3oHaHca (IIIIP).
ITocnenoBarenpHOCTh TsDKENON wernu mnpenctasinsia coboit SEQ ID NO: 6 (3A3-H2), nu

NOCJIEIOBATENbHOCTD JIETKOH ienH npencrasisiia codoit SEQ ID NO: 10 (3A3-L2).

[00311] IlocienoBaTeNbHOCTD TSKEJNIOW LENM, BKIKOYAs JUAEPHYIO MOCJIE€I0BATENbHOCTD,
npeacTaBysiia coboit
MGWSCIHLFLVATATGEVQLVESGGGLVKPGGSLRLSCAASGFAFSTYDMSWVRQAPG
KRLEWVATISSGGSYTYYLDSVKGRFTISRDNAKNSLYLQMNSLRASJATAVYYCAPTT
VVPFAYWGQGTLVTVSS (SEQ ID NO: 55), u nocinenoBaTelbHOCTh JIETKOH LENH, BKIII0Yast

JTUIEPHYIO NIOCJIEOBATEIbHOCTD, NPEACTABIISIIA coboit
MGWSCILFLVATATGDIQMTQSQSSLSTSVGDRVTITCKASQNVRTVVAWYQQKPGKS
PKTLIYLASNRHTGVPSRFSGSGSGTEFTLTISNVQPEDFADYFCLQHWSYPLTFGSGTKL

EIKR (SEQ ID NO: 56). IToguepkHyTasi NOCJIENOBATEIbHOCTH COOTBETCTBYET JIHMIEPHON

NnocJICaA0BaTCIbHOCTH.

[00312] /lIP-ananus. Yenoseueckuit GPA33 (Novoprotein, Cammut, Hbro-/Ixepcn)
ummobumm3upoBain Ha CMS-yunax. huA33 IgGl umu huA33-BsAb B msATH KOHLEHTpaLMsIx
(naunHas ¢ 20 HM) B 2-KpaTHBIX CEPUIHBIX Pa3BENEHHSIX MPOTOHSIIN Yepe3 YUl C MPUMEHEHHEM
cuctembl Biacore™ T100 (GE Healthcare, Uukaro, Unmunoiic). Kuneruky csisbianus huA33
mmepsimn npu temmeparype 25°C u kuHeTwky cBsi3biBaHUSI huA33-BsAb wusmepsuin mpu
temmnepatype 25°C u 37°C. CeHcorpaMMbl MPUBOAMIN B COOTBETCTBUE C MOJAEINIBIO CBSI3bIBAHMS

1:1 JJIA 000MX aHTHUTEN AJi BBIBEACHHA KUHETHYCCKUX IMMapaMETPOB.

[00313] Cozoanue ducneyuguunoco anmumena huAd33-BsAb. HuA33-BsAb koHCcTpyHnpoBaiu
nyTeM ciusiHus rymanusupoBaHHoro scFv OKT3 ¢ C-xonuowm jerkoit nenu antutena huA33
yepes muHkep (G4S)3, kak panee ObuTo onrcano B uctounukax: Xu H et al., Cancer Immunology
Research 3:266-277 (2015) u Lopez-Albaitero A et al., Oncolmmunology 6:€1267891 (2017).
Myrtammu N297A u K322A BBommnu B Fc-obnmacTe aHTHUTENa IJIsi YCTPAHEHUS aKTUBHOCTH
cs3biBaHus ¢ FCR u kommuiementom coorserctBeHHo (Shields RL ef al., Journal of Biological
Chemistry 276:6591-6604 (2001); Idusogie EE ef al., Journal of Immunology 164:4178-4184
(2000)). IHK xoHcTpykT 3ateM TpaHcuumposaiu B kietku CHO-S u cTaOunbHbIE KIOHBI
BBIOMpATH I MPOAYKIMHM aHTUTENAa Ha BBICOKOM YpoBHe. Jlyisi OYMCTKH aHTUTENa B Oonee
KPYITHOM MaciuTa0e BBIOpAaHHBIH CTaOWJIbHBIA KJIOH Pa3MHOXKAJIH B CMECHTEJBHBIX KOJOax.
bucnenmduyuHoe aHTUTENO OYUINAIH U3 CYTIIEpHATAHTA C MPUMEHEHUEM OHO3TaHON apPrHHOIM

xpomarorpaduu Ha OCHOBe Oenka A.
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[00314] Ananuszer T-xnemounoii yumomoxcuyrnocmu (IDCC). AHanu3bl MUTOTOKCHYHOCTH
MPOBOAMIM C MPUMEHEHHEM aHaju3a BbicBOOOKNeHus °'Cr u aHamusa BbicBoOoxkaeHus JIJIT,
Pierce (Thermo Fisher Scientific, KemOpumx, Maccauycerc). Jlns oboux aHamm3oB T-kjieTkw,
aKTUBUPOBaHHbIE MyTeM oOpaboTku B TedeHue 14 mHeit mukpouacturamu Dynabeads (aHTH-
CD3/antn-CD28) BHOCIENCTBUM HCIOJB30BAIM B KadecTBe S(PQEeKTOpHBIX KIETOK, 3a
UCKJIIOUeHHeM copTupoBaHHbIX kieTok u3 MKIIK, xoropsie ucnons3osanu st aHanuza TDCC
0e3 mpenBapuTeNbHON cTUMyANMM. AHanu3 *'Cr mpoBOAHM, KaK OMNHCAHO PAHEE B UCTOYHUKE
Cheng M et al., International Journal of Cancer 136:476-486 (2015). Ananuz JI/II" npoBonunu B
COOTBETCTBHM C HMHCTPYKLUSMH IPOU3BOAUTENS CO CIEAYIOIIMMHU Jajiee MOAU(DHUKAIMSIMU.
Bxpartue, B ka)ka0i aHAJIUTUYECKON JyHKe 96-JIyHOUHOrO IJIaHLIETa ¢ KPYIJIbIM JHOM KJIETKU-
MHINEHH B KOHUeHTpaimu 1,5x10" uHkyGupoBanu ¢ pasmu4HbIM KOJUYECTBOM 3(P(EKTOPHBIX
KJIETOK B 3aBHCHUMOCTH OT mpexmnojaraeMeix oTHomeHudd E:T. 3arem noGaBnsiam aHTHTENa B
Pa3IMYHBIX pa3BeNCHUSIX U IUIaHLIeThl HHKYyOuposamu npu 37°C B TeueHue 16 yacos. Kaknplit
BapUAHT KCIIEPUMEHTA MPOBOJAWIN B TPEX MOBTOPHOCTAX. CynepHATaHT 3aTeM NEPEHOCHIIH B
IUTAHLIET C IUIOCKUM JTHOM, COAep KaIluii CyOcTpar peakuuu, 1 HHKyOupoBaiu B Tedenue 30 MuH
nepes CUMUTBIBAHMEM IUIaHeToB Ipu 490 HM ¢ HMCHONb30BaHUEM IJIMHBI BOJHBI 680 HM B
KauecTBe pedepeHCHON mmuHbl BOJMHBI. 3HaueHHs ECso paccuMThIBaIM IyTeM IPUBEACHUS
KPHBBIX K 4-apaMeTpU4ecKoil HeJIMHEHHOM perpecCMOHHOM Monenu ¢ npuMmeHeHnem GraphPad

Prism.

[00315] Ananuz ewiceob0dcOeHUs YUMOKUHOS U YUMOIUMUYeCKux monexkys. T-kneTku
ounmanu u3 MKIIK ¢ mpumeHeHnem HaOopa Ui BbIIENEHHUS TOTAJIbHOW (pakumu T-KiIeTok
(Miltenyi Biotec, KemOpumk, Maccauycerc). TapreHTHbIE 1 KOHTPOJIbHBIE OMYXOJIEBbIE KIETKU
MHKYOMpPOBald B TPeX MOBTOPHOCTAX B 24-NTyHOYHBIX MIAHIIETaX B KOHIEeHTpamuu 2x10°
KJIETOK/JIYHKY B o0meM oOvemMe 2 MJI Ha JYHKY 0NpH OTHOLIEHUH 3(deKxTop:MHIIeHb,
cocrapysiroreM 5:1. CynepHaTaHThI KyJbTyp cobupanu depes 24 daca, 48 gacos, 72 vaca u 96
9YacoOB M YPOBEHb LIUTOKWHOB M3MEPSUIA C MOMOIIBI MPOTOYHOH LUTOMETPHH C NMPUMEHEHUEM
nanenu CD8/NK uenoseka LEGENDplex™ (Biolegend, Can-Jluero, Kanupopuus) B

COOTBETCTBUU C MPOTOKOJIOM U3T'OTOBUTEJIA.

[00316] Ananuz T-xnemounoit nporughepayuu. Caexue MKIIK oT 310pOBBbIX TOHOPOB METHIIH
2,5 M CFSE (Life Technologies Corp., Kapncbapn, Kamudopuusi) B TeueHne 5 MuUH mpH
KOMHaTHOH TeMIiepatype ¢ rnocienymwliei Helirpanuzauueii ¢ npumenenueM ®Cb, conepixaiero
5% ObC. Knerku-mummenu 3areM nakyonposaimu ¢ medeHsiMH MKITK npu pa3iauyHbIX YCIOBHIX
npu temreparype 37°C no aHanu3a 3KCIPECCUM MOBEPXHOCTHBIX MapKepoB akTuBaluu u T-

KJIETOUHOH nponudepaunu yepes 24 yaca u 96 4acos.
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[00317]  In vivo mepanus onyxonu. [1ns moneneii nogkoxxkxoro (I1K) BBeneHNst OMyXO0JH KIETKH
LS174T, Colo205 unu SNU16 obbenunsnu co cBexkumu MKIIK B oTHommenuu 1:1, cMermmBain
¢ MatpureneM (kiaeTku:resb=1:2 no o0beMy) u nMrutanTupoBaiu (100 Mki/Melb) B OOK MbImei
Balb/c Rag2” IL2Ry”" (DKO) (B HacTosmee BpeMs KOMMEPYECKH NOCTYIHBI M3 KOMIIAHHHU
Taconic kak mbimu CIEA BRG). Jleuenne HaunHAIN 1MOCIE MOATBEPKACHHS HATMIUST OMYXOJIH
co cxembl 1Ba pa3a B Henenro (BIW) B no3e 100 MKI/MBIIIb U IPOAOIIKATIH JISYSHUE B TEUECHUE 3-
4 Hepenb. 3a POCTOM OIYXOJIM CIEAUIIH IYTEM €XEHEAEIbHOIO U3MEPEHHUs] 00beMa OMyXOJH C
NPUMEHEHUEM IITAHTeHUUPKYJIsA uin Iudposoro ycrporictBa Peira TM900 Scanner (Peira

Scientific Instruments, Tropuxayt, benbrus).

[00318] [ns mopeneit BHyTpuOpprommuaHOro (BB) BBemeHusi omyxoyud 3KCIPEecCCUPYIOIINe
mouupepasy knerku LS174T-luc umm SW1222-luc pecycnennuposamu B cpene RPMI u
WHBELMPOBATN BHYTPHOprouriHHO MbiiiaM DKO. D¢ dexTopHbIe KIeTKH YeToBeKa MpeCTaBIIsUIH
coboit akTuBHUpOBaHHBIE T-KJIETKH, KOTOPBIE HHBELMPOBAIN BHYTPUBEHHO. MBILIIaM ITPOBOIMIIH
2-3 pa3a B HEZIeIO LIUKJIbI JICYEHUS 110 CXEME AaHTUTENO- T-KJI€TKa-aHTUTENO, T€ HUHTEPBAJ MEKAY
BBEICHUSAMHU Ka)KAOTO M3 KOMIIOHEHTOB COCTaBIISUT 3-4 1HSA. 3a POCTOM OIyXOJM HaOJIOaiu
€XKEHEeNbHO MyTeM U3MEPEHUs IIOMUHECLEHTHBIX CUTHAJIOB Ha CUCTEME /71 VIVO BU3yalU3aluu
IVIS Spectrum (PerkinElmer Inc., Yonaram, Maccauycerc) mocie UHBEKIHMU 3,3 MI/MBIIIb
motmdeprna. JIFIOMUHECHEHIIMIO aHATH3UPOBAIN U PACCYUTHIBAIU C MPUMEHEHHEM MPOTPAMMBbI
NpWXKM3HeHHOW Bu3yanmusaiwu  Living Image Software (PerkinElmer Inc., Vonrawm,

Maccauycerc).

[00319]  Aumumena u npomounas yumomempus. Anrurena nporus hCD25-PE, nporus CD69-
PE, nporus hCD8-APC, nporus hCD45-PECy7, mporus hCD4-PE, nmporus hCD4-BV421,
npotuB hCD62L-PercpCyS5,5, nporus hPD1-BV421, nmporus hCD45RO-PECy7, nonyuanu u3
Biolegend (Can [uero, Kamudopuusi). Koseu antutena mpotrus IgG denoseka (IgG-PE)
noiydann u3 SouthernBiotech (bupmmunrem, Anabama). Crpenrasunus-PE, anTurena npotus
hCD4-APC u nporus hCD25-APC nonyuanu u3 BD Biosciences (Can-Xoce, Kanudopnust). Bee
anamu3bl FACS nposoannu ¢ npumenernem cuctemsl FACSCalibur wmn LSRII (BD Biosciences,
Can-Xoce, Kamugopuusi) u ananmsupoBanu ¢ npumenenuem cucrembl FlowJo (FLOWIJO,

Ouienn, Operon).

[00320] Apunnoe cospesanue c npumenenuem Opodxciceéo2o oucnnes. Ucxonroe huA33
npespamaiu B ¢opmar scFv ¢ munkepom (G4S)s, comepxkaBmum 20 aMHHOKUCIIOT, U
KJIOHUpPOBAJIM B BeKTOp ApoxokeBoro aucruies. HuA33 scFv paHgoMHO MyTHpOBajiu C
npuMmeHeHneM Habopa mnst mytarenesa GeneMorph II (Agilent Technologies, Canra-Knapa,

Kamudopuus). Iponykrer TP moasepraiu 3MEKTPONOpALIMA BMECTE C JIMHEAPU3OBAHHBIM
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BEKTOPOM B JPOXCOKM W OMOMMOTEKy monsepranmd 4 LUKIAM COPTHHra € NPUMEHEHHEM
onorunmmposanHoro GPA33. OTaenbHbIe KJIOHBI U3 MOCIEAHETO MHUKJIA aMILTH(GUIIPOBATIH C
nomomeio [11P u cekBeHnpoBanm ais aHanu3a narrepHa Mmyrauuid. [IpeBparneHue BHIOpaHHBIX
kJI0HOB ScFv B popmar huA33-BsAb ocymecTBisiin ¢ NIPUMEHEHHEM OIHOSTAIHOTO criocoda
JUTUPOBaHUA 4 PParMeHTOB € UCTIOIB30BaHNEM SO HI JIMAHUPU30BAHHOTO BEKTOPA U BEKTOPA IS
BCTPaMBaHUA B MOJISIPHBIM OTHOIIEHHEM K JAPYTMM 3 KOMIIOHEHTaM, COCTaBJSOmMNM 1:3.
JlurupoBaHue OCyIIECTBIISLIN C TOMOLIBIO HaOopa aist uruposanus Rapid DNA ligation (Thermo
Fisher Scientific, KamOpumx, Maccauycerc) mpu KOMHaTHOH Temmeparype B TeueHue | daca.
Pectpuxkunonnsiii ¢pepment II tuma Sapl (New England Biolabs, Mncsuu, Maccauycerc)
HCTIONIb30BAJIM JIs1 0O€CIIeUeHNs] HETIPEPhIBHOTO COEUHEHUS PA3JIMUHBIX KOMIOHEHTOB (Purypa
13).  OcymecTBisa BPEMEHHYIO OSKCIIPECCHUI0 BBIOPAHHBIX KJIOHOB C IPUMEHEHHEM
skcnpeccuonHoi cuctembl Expi293 (Thermo Fisher Scientific, KemOpumx, Maccauycerc) B
COOTBETCTBHH C MHCTPYKLUsIMH npousBoauTessi. CynepHaTaHT ot kietok Expi293, monmydeHHsbIi
yepe3 4-5 nHeW KyJNbTHBHPOBAHHMS B CMECHUTENBHBIX (PJIAKOHAX, HUCIOJB30BAIU JJISI OYHCTKU
anruten ¢ npumenennemM MabSelect SuRe (GE Healthcare, Uukaro, MnnuHoiic) u quanu3zoBaiu
npotus murpatHoro Oygepa (pH 8,0) Ha nuanusnoli memOpane (Spectrum Laboratories, Inc.,

Panuo-/Iomunres, Kamudopaus).

[00321] Cmamucmuueckuii ananuz. JlocroBeproctsb (p <0,05) oueHuBaNMU ¢ MPUMEHEHHEM t-

kputepusi CTbIOIeHTA.

Ipumep 2: Cmpykmypa u achunnocmo C6s3616AHUA 2YMAHUIUPOBAHHBIX anmumes npomue A33

CO2JIACHO MEXHO/I02UU NO HACMOAUEMY M306D€m€HI/l}0

[00322] Ha ®urype 14 nokasaHbl aMMHOKHUCJIOTHBIE MOCIEA0BATENIBHOCTU JOMEHOB VH U VL
MBILIMHOTO  aHTUTena npotuB  A33 W COOTBETCTBYIOIIUX UM  T'OMOJIOTMYHBIX
nocienosarenpHocTed uenoBeka (SEQ ID NO: 1-4). AMHHOKHCIOTHBIE MOCJEIOBATEIBHOCTH
nomeHoB Vu u VL 3A3-HI1/L1, 3A3-H1/L2, 3A3-H2/L1 u 3A3-H2/L2 rymaHU3UpOBaHHBIX
aHTUTEN NPOTUB A33 COrIACHO TEXHOJOTHH 110 HACTOSIIEMY N300PETeHHUIO TIOKa3aHbl Ha Purype
15 u va @urype 17. I[NocnenoBarensHocTu K IHK nomenos Vu u VL 3A3-HI1/L1, 3A3-H1/L2,
3A3-H2/L1 n 3A3-H2/L2 rymanm3upoBaHHbIX A33 aHTHTen mMOKasaHbl Ha Purype 16 m Ha
Qurype 18. Ha @urype 19 noka3aHO BBIpaBHUBAHHE MCXOJAHBIX TI'YMaHU3UPOBAHHBIX
AMHHOKHUCIJIOTHBIX mnocnenoBarenbHocTed hA33 u3 ucrounuka King ef al. (1995), Bbuue, mo
CPaBHEHHIO C 3aHOBO pPEryMaHU3UPOBAHHBIMH AMHHOKHCIOTHBIMU IOCIEN0BATENbHOCTIMU

huA33 (3A3).

[00323] Ha ®urype 24 noka3aHbl aMUHOKHCJIOTHBIE MOCJIEAOBATEIbHOCTH JIETKONH LENU U

Tsokeson uenu xumepHoro chA33-IgG1, koropeie cooTBeTcTBYIOT nocienosatenbHocTsM SEQ ID
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NO: 13 u SEQ ID NO: 14 coorBerctBeHHo. Ha @urype 25 mnokazaHa aMHHOKHCIIOTHasl
nocJenoBaTeNnbHOCTh M nocienosarenbHocTh kKJAHK Tsokenodt memm huA33-IgGl  (H2L2),
KOTOpbIE COOTBETCTBYIOT mnocienoBatenbHocTsM SEQ ID NO: 15 u SEQ ID NO: 16
coorBeTcTBeHHO. Ha @urype 26 mnokazaHa aMHHOKHUCIIOTHAs IOCJIEAOBATEIbHOCTD U
nocienosarenbHocTh kKJIHK merkxodi memu huA33-IgGl (H2L2), koTopele COOTBETCTBYIOT

nocaenoarenbHOCTIM SEQ ID NO: 17 u SEQ ID NO: 18 COOTBETCTBEHHO.

[00324] Ilpu cpaBHEHMHM C XHMEpPHBIM AaHTUTENOM MpoTUB A33 Bce YeTbIpe€ 3aHOBO
I'YMaHU3UPOBAHHBIX aHTUTENA NPOTUB A33 UMEIOT HEMHOTO YJIYULIEHHOE Kof IPU CBSA3BIBAHHUHU C
umMmobunmsupoBanibiM GPA33 B anamuze INIP (Purypa 9 u Purypa 20). Ha ocnHoBe
moJiekyssipHoit Maccsl (k[la), crabmnbrocTr nipu 37°C u T20-o1ieHKH TYMaHU3UPOBAHUS KJIOH
H21.2 huA33 6bi1 BeIOpaH u1st manpHeimel paspadorku (cm. @urypy 23). @urypa 21 u Qurypa
22 NeMOHCTPHUPYIOT, YTO Yy HCXOAHOro rymaHusupoBaHHoro anrutena hA33 (hA33-mC825
BsAb), ommcannoro B ucrounuke Cheal ef al. (2016), Bbime, HaOMIOANOCh 3HAYUTEIBHOE

cHIKeHHe ad(pUHHOCTH CBSI3bIBAHMS MO CpaBHEHUIO ¢ huA33-H2L2.

[00325] VYkasanHble pe3yJbTaThl AEMOHCTPUPYIOT, YTO aHTUTENA COINIACHO TEXHOJOTHH IO
HACTOSIIEMY H300PETEeHHI0 WM WX AaHTUTeH-CBSA3bIBAIOIIME (DparMeHThl CreruduyHo
CBSI3bIBAIOTCS ¢ aHTUTeHOM A33 ¢ BbICOKOH adPUHHOCTBIO CBsi3biBaHUS. (COOTBETCTBEHHO,
KOMITO3HIIMHU Ha OCHOBEC I/IMMYHOF.HO6y.HI/IHOB, OIIMCaHHBIC B HaCTOﬂLL[eﬁ 3asBKE, IPUMCHUMBI IJIA

oOHapyskenwust Oenka A33 B oOpasie.

Ipumep 3: Cmpyxmypa u addunnocms cesazvieanus anmumen HuA33-BsAb-pexpymepos 1-

KINEeMOK CO2IACHO MEXHOJIO2UU RO HACMOAUEMY M306D€m€HuIO

[00326] AwnTtuTeno huA33 npeobpaszoBbiBaiu B OucneupuvHbii GopMaT myTeM CiusHus CFv
rymannszupoanHoro OKT3 ¢ C-koHuowm nerkoii nenu uepe3 noasrkHbId GS-muakep (Purypa
1(A)). JHK-KOHCTpYKT NPUMEHSUIN JIs1 YCTAHOBJICHUS CTa0mbHON Kierounoi quanu CHO-S u
huA33-BsAb ounmanu u3 cynepHaranrta. Berxon Oenika mpu UCIONBb30BaHUH XpOMaTorpaduu Ha
ocHoBe Oenka A cocrasisit ot 50 mr/n o 100 mr/n 6e3 uaTeHCHBHON ontuMm3anun. CXOqHbIe
3HAYeHUsI BBIXOAA HAOJIONAIHMCh TMPU MPUMEHEHUH CHCTEMBbl BPEMEHHOU skcnpeccun Expi293
(maHHBIE He TOKa3aHbl). OHOATAITHAS OYMCTKA C TIOMOLIBIO OeNka A, KaK MMPaBHIIO, TPUBOIMIIA K
nojgy4deHutro Oenka ¢ yuctoroil Bhime 90% 1Mo pe3ynpTaTaM H3MEpPEHHs C TOMOIIBIO
skckmo3noHHoi BOXKX. Yersipe nukia 3amMopakMBaHUS-OTTAUBAHUSI HE BbI3bIBAJIN 3aMETHBIX
u3MeHeHul B mpodute skckimo3nonno BOXKX (nannbie He mokaszansl). [Tocne mHKyOHpoBaHUs
mojiekysn mipu 37°C B TedeHue 4 Hemenb HAOIIONANOCH TOJBKO MHUHUMAJBHOE CHIDKEHUE B

NPOLIEHTE MOHOMEPOB, Kak rmoka3zaHo Ha @urype 1(B). Yka3aHHbIE JaHHBIE TPEATIONATAIOT, YTO
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huA33-BsAb umeno xopomyr pacCTBOPUMOCTb, YHCTOTY U TEPMOCTAOMIBHOCTD, BCE U3 KOTOPBIX

SIBJISTFOTCS] KPUTHYHBIMHU XapaKTEPUCTUKAMU JUTS JallbHEHIIEeH mocnenyromei pa3padoTkK.

[00327] Ha  ®urype 27 n1noka3aHa  aMHMHOKHCIOTHAs  MOCJIEIOBATENbHOCTh U
nociaenosarenbHocTh KJAHK Tspkenol nemm Oucnerm@uyHBIX aHTUTEN-pEKpyTepoB T-KieTok
huA33-BsAb, koroprie coorBeTcTByrOT nocnenosatenpHocTsiM SEQ ID NO: 19 u SEQ ID NO:
20 coorBerctBeHHO. Ha @urype 28 mnokazaHa aMHHOKHCIOTHAs MOCJIEI0BATENIbHOCTD M
nocienosarenbHocTh KJAHK nerkodi nenm OucrnenuduUHBIX aHTUTEN-PEKpPyTepoB T-KiIeTok
huA33-BsAb, koroprie coorBeTcTByIOT nocnenosatenpHocTsiM SEQ ID NO: 21 u SEQ ID NO:
22 coorBercrBeHHO. Ha @urype 29 noka3aHO KpaTKOe OMUCAHUE MOTEHIIHATBbHBIX MOIU(PUKALIUN
s oucnenuuuHbIX aHTHTEN-pekpyTepoB T-kierok huA33-BsAb, omucannbIx B Hacrosuiei

3asIBKEC.

[00328] ABugnocth huA33-BsAb B ornomenun GPA33 mpu temmnepartypax 25°C u 37°C
mMepsun ¢ npumeneHneM CMS-uunos ¢ ummoOummsupoBanabiM GPA33. Kak nokaszaHo Ha
@urype 1(C), huA33-BsAb ceasbiBan GPA33 ¢ BbICOKOI oOueBuAHON a(PUHHOCTHIO,
cocrapisirorieii okojgo 0,2 HM, yro HemHOro Huske 3HaueHust 0,13 HM, HaOgOmAEMOro s
ucxogHoro huA33. FACS-ananu3 maHenu KJI€TOYHBIX JIMHHUH, NMPOUCXOMALINX M3 Pa3JIMYHBIX
TUTIOB paka, rmokasas, uto huA33-BsAb okpamnBaiy KJI€TOYHbIE JIUHUH PaKa TOJCTON KULIKH U
OJTHY KJIETOUYHYIO JIMHUIO paKa jKeJIyaKa, HO He OKPALIHBAIN KJIETOYHYIO JIMHUIO HEHPOOIaCTOMBI
GPA33(-) IMR32, kieTo4Hyr0 JUHUIO ocTeocapkoMbl TC32 wu KJIETOYHYHO JTUHUKO MeJTaHOMBbI
SKMELS (®urypa 1(D) u ®urypa 10), nemonctpupys, uro huA33-BsAb coxpansuio
cneun(pUIHOCTh UCXOIHOTO aHTUTeNa A33 B CBSI3BIBAHMH AHTHUT€HOB-MHUIIEHEH Ha KJIETKAX pakKa
TOJICTOHM KHUIIKH U MOATPYTIIE KIETOK paka enyaka kKieTok. OKpalmnBaHue aKTUBUPOBAHHBIX T-
KJIETOK TaKXke moka3ajo, 4to huA33-BsAb cessbiBanuchk ¢ CD3 Ha moBepxHocTH T-kieTok. Cm.

Qurypy 1(D).

[00329] VkasaHHbIE pe3ynbTaThl JEMOHCTPUPYIOT, YTO AHTHUTENA COMIACHO TEXHOJIOTMH IO
HACTOSIIEMY M300pPETEHHUI0 WJIM WX aHTUIeH-CBS3BIBAOINME (PparMeHThl creru(uyHO
CBSI3bIBAIOTCA C aHTUTeHOM A33 ¢ BbICOKOH adPuHHOCTBIO cBsi3biBaHUS. (COOTBETCTBEHHO,
KOMITO3UIIUH HA OCHOBE HIMMYHOTJIOOYJIMHOB, ONMCAHHBIE B HACTOSIIEH 3as1BKE, PUMEHUMBI 1151

nerekTupoBaHus Oenmka A33 B oOpasie.

Ipumep 4: buonrozuyeckasa akmusnocmo aumume HuA33-BsAb-pexpymepos T-xiemox co2iacto
mexHoA02UU N0 HACMOosWemMy U300pemeHuio

[00330] HuA33-BsAb axmusuposan ceescue T-knemxu u 8613618a1 UX 8X00 8 KN€MOYUHBII YUKIL.
s mpoBepku ciocoOHocTH huA33-BsAb aktuBupoBats HecTumyarposannblie T-kinerkn, CFSE-

meueHHble MKIIK cmemuBamm ¢ xierkamu Colo205 npu otHomennu E: T, cocrasisiromem 5, u
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KyJbTHBHpOBaIN B mpucytcTBuu huA33-BsAb (1 mkr/mun). huA33-C825, xoropblil comeprxan
HepeneBaHTHbIN SCFv (Cheal SM et al., Eur J Nucl Med Mol Imaging 43:925-37 (2016)) BmecTo
scFv mpotus CD3, a Takxke HepeneBaHTHOe aHTHTENO BsAb-pekpyrep T-knerok L1ICAM-BsAb

npotus antureda LICAM (L1CAM x CD3), xoropoe He cBsazbiBaercs ¢ L1ICAM(-) Colo205 mo

pesynbratam FACS, npuMeHsiin B Ka4eCTBE OTPULIATENIbHBIX KOHTPOJIEH.

[00331] UYepes 24 u 96 yacoB KJIETKH OKPALIMBAIN PA3IMYHBIMU Mapkepamu T-KI€TOYHOMN
AKTUBALIMU JJIsI OLIGHKH cTaTyca T-KJIeTOUHOM akTUBaLWU U npojudepaunn. Yxe yepe3 24 daca
huA33-BsAb BembiBano axruBauuio kak CD4(+), tak u CD8(+) T-kieTok, Kak MOKa3aHO IO
NOJIOXKHUTENbHON perymsaunn MapkepoB CD25 u CD69 na knerounoit mosepxHoctH (Purypa
2(A)). Hamporus, huA33-C825 u L1CAM-BsAb BbBBIBaIM TOJNBKO MHHUMAIBHYIO
nojiockutenbayio  perysinuio  CD25. L1ICAM-BsAb we mnosbsimano skcmpeccuro CD69, B
ocobennoctn B CD4(+) T-knerkax, Bo3MoxHO, Onaropapst skcnpeccun L1ICAM Ha T-knerkax.
CxonnabIM 00pa3zom, HabIOaaNach MOJOKHUTEbHAS peryJsiius skcnpeccuu PD-1 yepes 24 yaca,
KOoTOpasi coxpansiiack A0 96 uwacoB (®urypa 11(A)). KnetouHoe neneHue, u3MepeHHOE C
nomounsio passenenus kpacurensi CFSE, nabmonanu kak qys CD4(+), tak u CD8(+) T-knerok
yepe3 96 yacoB (Purypa 2(B)). [dns CD8(+) T-xnerok Obuio mokazaHo OoJiblee LUKIOB
KJIETOUHOTO JeJICHHsI, 4TO yKa3biBaeT Ha TO, yTo CD8 (+) T-knerku nenunuck ObicTpee, uem CD4
(+) T-xnerku (@urypa 2 (C)). Kourtponbheie anturena huA33-C825 He crumynmpoBaiu
3HAYUTEJIPHOE KOJMYECTBO KJIETOYHBIX JEJIEHUH HU B ONHOM U3 cyOmomynsuuid T-KIeTok, 4To
noaTeepkaaeT HeobxomumocTh aktuBauuu CD3 nmns nmenenmst T-kimerok. L1ICAM-BsAb
BBI3BIBAJIO HU3KUH YPOBEHb KJIETOYHOIO JENIEHHUs, YTO COIJIacyeTcsi C HHU3KUM YpPOBHEM
akTuBaimy, HabmogaembiM Beilre. [Ipu ucnonp3oBannu kietok-muineneit GPA33 (-) SKMELS
huA33-BsAb He aktuBupoBano T-kinerkum (Purypa 11 (B)). VYkasanHbie pe3ynbTaThl
JEMOHCTPUPYIOT, uTO akTtuBanus T-kietok huA33-BsAb 3aBUCHT OT mpHUCYTCTBUSI KOIHATHBIX
AHTUTEHOB Ha ONYXOJIEBBIX KieTKax. Takke HaOIr0IaI0Ch, YTO AeNIEHHE KJIETOK ObLIO CBSI3aHO C
skcnaHcuern CD45RO (+) addexToprbix kineTok/kineTok namstu (Purypa 2 (D)), ykasbiBas Ha
BKHOCTb 3TOH CYyOTIOMYJISILIUH B OMOCPEIOBAHNUN aKTHBHOCTH T-BsAb, uTo OBIIO MOATBEPIKACHO
HIDKe. YKa3aHHbIe aHAJU3bl IOBTOPSUIN C UCIIOJIb30BAHUEM JPYroi JIMHUU KJIETOK paka TOJCTON

kumku LS174T, nnst koTopoii ObUTH NoJTy4eHbl aHanorndHbie 3akmouenust (@urypa 11(C)).

[00332] UroOwl ompenenuTh, MOTYT JIU T-KJIETKH aKTUBUPOBATBCS in Vivo, ObUI MPOBEAEH
aHamu3 mnponudepanuu in vivo nytem cmemuBanusi medeHHbIXx CFSE MKIIK ¢ knerkamu
Colo205, u cmech nMmIuTanTHpOBAIM MOAKOkHO MblmaM DKO. Ha cnenyromuii 1eHb >KUBOTHBIM
BHyTpUBEHHO BBOAMIN huA33-BsAb, a eme uepes 4 qHs1 OnyXoiu BBIIEISUTH M AHATU3UPOBAJIH C

nomometo FACS-ananmmza. Kak nokazano Ha @urype 2 (E), npumepro y 25% CD4 (+) u CD8 (+)
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T-xnerox ycunusanace skcrnpeccuss CD25 mnpu  NpOXOKAEHUM  KIETOYHOTO  JAeNeHUs
(mporpeccupyroee ymeHbineHHe B aBa pasa (QuyopecueHunun CFSE), uro mnosBomser
npeanonokute, uYto huA33-BsAb Takke CrnocoOHO CTUMYJHpPOBaTh AaKTHBALUI U

nponudepanuto T-kneTok in vivo.

[00333] HuA33-BsAb  unoyyuposano  cexpeyuiro  80CHANUMENbHLIX — YUMOKUHOE U
yumonumuyeckux monexyn. bl u3yueH mnpoPHIb CEKPETHPYEMBIX LUTOKHHOB T-KJIETOK,
akTUBUpOBaHHbIX huA33-BsAb B mpucyrctBum omyxonei-mumneneit. OOmyro ¢pakumro T-
kiaerok ouniany n3 MKIIK u kynbTHBHPOBaNM B IPUCYTCTBHUH OIyX0JeBbIX KiIeTok Colo205 mpu
otHomeHuu 3¢ dexrop:mutueHs S: 1. J{ns ouenku Hecniermduunoit aktuBanuu kietku SKMELS
HCIIOJIb30BAJIM B KAaueCTBE OTPULIATEIbHOrO KOHTpousisd. CynmepHaTaHThl KJIETOYHBIX KYJIbTYp
coOupanu exeAHEBHO B TeueHHe 4 JHeH M YPOBHU LIUTOKMHOB M IIUTOTOKCHYECKUX MOJIEKYJI
U3MEPSUTH C UCIIOJIB30BAHUEM MYJIBTUIIIIEKCHOTO METOIa HA OCHOBE MPOTOYHOM HuToMeTpuu. Kak
nokasaHo Ha @urype 3, kak urokunsl Thl (IL-2, IFNy, TNFa), Tak u uutokuns! Th2 (IL-4, IL-
10) cexpeTnpoBaIuCh aKTHBUPOBAaHHbIMU T-kieTkamu, xotsi IL-4 cexpermpoBasicss Ha ropaszio
Oonee HU3KOM YPOBHE, UeM Jpyrue HUTOKUHBL. [1o100HBIM 00pa3oM, 3HAYUTEIbHOE KOJUYECTBO
IL-6 cexperupoBanoch akTuBHpoBaHHbIMU T-kierkamu. L{utokun IL-170 knetok Th17 Takxke
CEKpPEeTHPOBAJICS Ha BBICOKOM ypoBHe. Bee nutorokcnueckue komnoHeHThl sFasL, sFas, rpanzum

A, rpan3um B, nepdopuH u rpaHyIHM3uH BRICBOOOKAAIUCH B CYTIEPHATAHT.

[00334] HuA33- BsAb nepenanpaensno T-knemxu Ha cneyupuunoe yHUYMONCEHUE KIemOK
paxka monacmoti Kuwiku u  paxa ocenyoka. beuta mposepena crmocoOHocTh huA33-BsAb
nepeHanpaBiiaTh T-KJIETKM HAa YHUYTOXKEHHE PAKOBBIX KIETOK. Ha OCHOBaHMM H3y4eHUs
skcnpeccun GPA33 Ha MHOXKeCTBe JIMHUN pPaKOBBIX KIeTOkK denoBeka (Purypa 10) mms
UCCIIEIOBAHMS [IUTOTOKCUYHOCTH OBUIM OTOOpPAHBI 3 KJIETOUHBIC JIMHUU pakKa TOJCTOH KHIIKH
(LS174T, SW1222 u Colo205) u ogHa kierouHasi TuHUS paka skeiyaka (SNU16). Dtu kieTouHble
muHun knaccuduumpoBanu Ha noarurnbsl MSI (LS174T) o MSS (SW1222, Colo205, SNU16)
Ha OCHOBaHUU MPod st uX MUKpocareunTHo HectabmibHocTH (Williams DS et al., PLOS ONE
5:¢16012 (2011); Yoon K ef al., Genome Research 23:1109-1117 (2013); Suter CM et al., Br J
Cancer 88:413-419 (2003)). Kpome toro, knerku LS174T umenn myrtammro KRAS G12D, B TO
BpeMsI KaKk IpyTrue KJIESTKU uMenu Mytaunu wiu aenernn pS3 (Ahmed D ef al., Oncogenesis 2:€71
(2013); Liu Y & Bodmer WF, Proceedings of the National Academy of Sciences of the United
States of America 103:976-981 (2000); Ku J-L & Park J-G: Cancer Research and Treatment :
Official Journal of Korean Cancer Association 37:1-19 (2005); Ikediobi ON, Davies H, Bignell
G, et al., Molecular cancer therapeutics 5:2606-2612 (2006)).
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[00335] PakoBble K1€TKM HHKYOMPOBAIH C AKTUBUPOBAHHBIMH T-KJIETKAMH ITPU COOTHOIIEHUH
s¢dexrop: MutneHs, cocrapisromemM 10:1, B mpucyrcTun huA33-BsAb B 10-kpaTHBIX CepUHHBIX
pasBeneHusix. B kadecTBe oTpunaTenbHbIX KOHTpoei ucnonb3oBamn GPA33 (-) nuHuIO KIIeToK
menaHoMbl SKMELS u muanio knetok ocreocapkombl TC32. Kak nokazano Ha ®@urype 4 (A),
huA33-BsAb mnepenampasnsano T-knerkum Ha crenuduuHoe yHHUTOXKeHHE Bcex GPA33-
SKCIIPECCUPYIOIUX PAKOBBIX KJIETOK, HE3aBHCUMO OT MX TeHeThdeckoro (ona, mpu stom T-
kaetkn He 3atparnBam SKMELS u TC32, uTo monTBEpKAAaeT aHTUT€HHYIO CHEU(PHIHOCTD
huA33-BsAb-onocpenosannoro  TDCC.  Kazamoce, 4TO  MakCUMalbHbIi  yYpPOBEHb
LIUTOTOKCUYHOCTU KOppenrpoBal ¢ ypoBHeM okpammBanus B FACS-ananusze (@urypa 1 (D) u
®durypa 4 (A)). bonee roro, TDCC, unnyuuposannast huA33-BsAb, Obut CHITBHOM CO 3HAUEHUSIMU

EC50 B nuxomomnsipaom nuanazone. Cm. @urypy 4(A).

[00336] UroOwl ompenenuth, Kakue CyOmomyssinuu T-KJIETOK MOOMIIM30BAIHUCH AHTUTEIOM
huA33-BsAb, copruposanu cyononysiun kiaerok namsata, CD45RA(+)CD62L(+) u CD45RA(-
)JCD45SRO(+)CD62L(-) u3 CD4 (+) u CDS8(+) T-knerok. CopTUpOBaHHbBIE KJIETKU
KyJbTHBHUPOBAIM B MPUCYTCTBHM OMyXoyieBbix KieTok Colo205 mpu coorHomenuu E:T,
coctaBisitomieM S5:1, B TeueHne 48 dYacoB mepen M3MEPEHHEM LIUTOTOKCHYHOCTU C
UCTIONb30BaHNeM aHaim3a Jjakrataerunporenassl (JIAIN). Kak mokasano na @urype 4 (B),
cyononyssiunu  T-knetok mamsitu CD4 (+) u CD8 (+) Obutn crnocoOHBI MHIYLMPOBATH
LUTOTOKCUYHOCTh, Tpu 3ToM T-kjerku mamsitu CD8 (+) obecrnieunBanmu Oonee 3¢ dekTuBHOE
yHUUYTOKEeHUE Tipu Ooiee BbicokoW koHueHTpauuu. Cyononyssiquu CD45SRA(+)CD62L(+) kak
nonyysituii CD4 (+), Tak 1 CD8 (+), OOJBIIMHCTBO U3 KOTOPBIX MPEACTABIISIO COOON HAUBHbBIE
T-knerku, ObUTM CIOCOOHBI MHAYLMPOBATh UTOTOKCHYHOCTh 4epe3 48 4acoB, XOTS aKTMBHOCTD

OblJIa MEHBIIIE T10 CpPaBHCHUIO C T-KIeTKaMH aMsITH.

[00337] Korna T-xnerku u3 anammza TDCC Obutn okpamnenst Ha CD45SRO u CD25, Ob110
oOHapyskeHo, uto sxcnpeccus CD25 ycunusanace B npucytcTBuu huA33-BsAb kak Bo ¢paximsx
CD45RO+, tak u B CD45RO- (@urypa 12 (A) u @urypa 12 ( B)), uro moaTeepxnaer, uro huA33-
BsAb Moxxer axkTHBHpPOBAaTP KakK HAWBHBIE, TaK M T-KJIETKH TMaMSTH. bBOJBIIMHCTBO
CD45RA(+)CD62L(+) T-knerox ocraBamuck CD45RO(-) mocne wHKyOaumu, mpu 3TOM B
HeOONBIION, HO Ba)KHOW monyssiuuu yBenuumuBajiachk skcmpeccusi CD45RO, ocobenno cpenu
kietok CD8 (+). Cm. @urypy 12 (B). OnHako yka3aHHasi IOMYJISILUS MOTJIA MOSIBJISITHCS JTHOO B
pe3yJbTaTe CO3pEBaHMs HAaMBHBIX T-KJIETOK, MO0 B pe3yibTaTe pa3MHOkeHus penkux CD45RO+
KJIETOK, IPUCYTCTBYIOILINX B UCXOAHOH KyJbType. BMecTe yka3aHHbIe TaHHBIE AEMOHCTPHPYIOT,

yro huA33-BsAb Moryr uHAynMpoBaTh CUIBHYIO LIMTOTOKCHYHOCTh B OTHOLIEHHUH KJIETOK pakKa
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TOJICTOM KUIIKH U paka *xeyaka 3aBucuMbiM oT GPA33 ciocobom myrem mobmnmzarmn kak CD4,

tak 1 CD8 T-kieTok, 0coOeHHO TeX, KOTOpPbIe UMEIOT (DEHOTHIT KJIIETOK TTaAMSITH.

[00338] Otu pesynapTaThl AEMOHCTPUPYIOT, YTO AHTUTENA COMIACHO TEXHOJOTUU IO
HACTOSIIEMY M300PETeHHI0 WM HX AHTUIEHCBS3BIBAIOIINE (PPArMEHTHl Creu(pUIecKu
CBSI3bIBAIOTCA C aHTUreHOM A33 ¢ BbICOKOH aduHHOCTBIO CBsi3biBaHUA. COOTBETCTBEHHO
KOMITO3UIIMA HA OCHOBE MMMYHOTJIOOYJIMHOB, OITMCAHHBIE B HACTOSINEH 3as1BKE, TPUMEHUMBI IS

nerekTupoBaHus Oenmka A33 B oOpasie.

Ipumep 5:Adppunnoe cospesanue huAd33-BsAb ¢ ucnoivzosaniem Opoxciceso2o ouchiest

[00339] B mnomnbITKe AOMONHUTENBHO YJIYUYIINTH akTHBHOCTH huA33-BsAb wucnonb3oBamu
METOJ IPONCKEBOro ACIUIes A odecniedueHus: ahUHHOTrO co3peBaHusi sCFv, momyueHHOro u3
huA33. Tlockonbky scFv uMMeeT TeHOEHIMIO JIETKO arperupoBarh, ObLT pa3paboTaH MeTOn
ObicTporo npeobpazoBanus scFv B huA33-BsAb-pekpyTeps! T-kieTok (KoTopbIe SBISIOTCS Ooee

noaxoasAaumM Q)OpMaTOM n MOT'yT OBITH JIETKO IMOJIy4€HbI C BBICOKUM BBIXOOOM H LII/ICTOTOI\/'I)

(Purypa 13).

[00340] Crnoco0 Obl1 OCHOBaH Ha OJHOTAITHOM METONE JIMTMpOBaHMs 4 (parMeHToB, B
kotopoM ucnosbzoBaics pepment Sapl Tuna II qis obecneueHus: «OECIIOBHOTO» COESAMHEHUS
pa3HbIX (PparMeHTOB. YKa3aHHBIN CIOCOO MOKHO OBLIO JIETKO aJanTUPOBATh K IPYTUM BEKTOPaM
WIH MacIiTabMpoBaTh 1O BBICOKOIPOU3BOIUTENBHOTO pabodero mpouecca. TeXHONOTUs
MHoropparmentHoro kioHuposanusi In-Fusion® (Clontech Laboratories, MayHTuH-Bbio,
Kanugopuust) Takke ObUTa yCIEIIHO MPOTECTUPOBAHA, HO OKa3ajach MEHee HaeXKHOU (aHHbIe

HE HOKaSaHbI), BO3MOXHO, U3-3a cneumbn‘{ecxnx MOCJIEA0BATEILHOCTEM BEKTOpPaA SKCITPECCUU.

[00341] TIlo pesyabpraTaM aHajgHM3a IOCHIEAOBATEIbHOCTEH 60 OTAENBHBIX KJIOHOB OBLIH
BbIOpaHbl 7 KJIOHOB (@urypa S(A)) nist JOMOJHUTENBHONW XapaKTePUCTUKU ¢ moMotbko TP u
TDCC-ananmza. [{ns Bcex 7 KJIOHOB HaOIOanach MOBbIMEHHE aQGUHHOCTH CBSI3BIBAHUS IO
CPaBHEHHIO C HCXOHBIM aHTHTEJIOM, Bapbupyromee ot 4,3- 1o 51-kpaTHoro nosbimeHus (Purypa
5(B)). AMHUHOKHCIIOTHBIE TOCIEIOBATENIBHOCTH TSDKEJIOW LIETTH U JIETKOHW 1enu ceMu apuHHO
CO3PEBLINX KJIOHOB NMOKa3aHbl Ha Purypax 30-36. BOIpIIMHCTBO yiy4lIeHUN NPUNKMCBIBAIN
Oojiee MeIUIEHHOH cKopocTH aucconuanuu. JIis BCeX KIIOHOB HAOMIONanoch HEOOJbIIoe

yJydiieHrne B MakcuManbHoM yHIuTOXeHnH B TDCC-ananmuzax (@urypa 5(C)).

[00342] VYkasaHHBIE pe3ynbTaThl JEMOHCTPUPYIOT, YTO AHTHUTENA COMIACHO TEXHOJIOTMH IO
HACTOSIIIEMY M300pPETeHHWI0 WM WX AaHTUIeH-CBS3BIBAOIIME (PparMeHTsl creru(uiHO

CBsI3bIBAlOTCA C aHTUreHoM A33 ¢ Bboicokmil adduHHOCTD CcBsi3piBaHUs. (COOTBETCTBEHHO,
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KOMITO3HMIIMH Ha OCHOBE I/IMMYHOFJ'IO6YJ'II/IHOB, OIMHUCaHHBIEC B HaCTOﬂI_Heﬁ 3asABKEC, IPUMCHUMBI JIs

nerekTupoBaHus Oenmka A33 B oOpasie.

Ipumep 6: In vivo mepanesmuuyeckue uccieoosanus ¢ npumenenuem huA33-BsAb

[00343] OddexruBrocTs huA33-BsAb wuccienoBanu in vivo Ha CIEAYIOUIUX MOJEISIX
KCEHOTPAHCIUIAHTaTa y TyMaHu3upoBaHHbIX Mblmed DKO ¢ nmpuMeHeHHeM ABYX pPa3IMYHBIX
mozeneit onyxonu: (1) MogKOKHOE BBEEHUE OMYyXOJIUTIONKOXKHOE BBeeHHe 3¢ ekTopos u (2)

BHYTPUOPIOIINHHOE BBENIEHUE OMyXOJIU+BHYTPUBEHHOE BBeneHue 3(pexTopos.

[00344] HuA33-BsAb obecneuusano nevenue MSI-onyxonu LS174T na mooenu noOKoO#CHO20
66€ 0eHUsL KCEHOMPAHCHIAHMAMA U ROOABISIO ONYXONE6bIIl POCH HA MOOENU 6HYMPUOPIOUWUHHO2O
66eoenus. Knerku LS174T cmemusanu ¢ MKIIK B orHOmeHn# 1:1 1 MIMIUIaHTHPOBAIIN TIOJKOKHO
mpimmam DKO. Kak nokazano Ha @urype 6(A), B obenx rpynmnax, He MOJY4YaBIIMX JIEUEHUE
AHTUTEJIOM — IPYIIIE «TOJBKO ONMyXoJb» H rpymmne «omyxoabt+MKIIK» — Habmronancs ObICTpbIit
onmyxoneBblii pocT. Y wmbimedl u3 rpymnsl  «onyxonbtMKIIK» passuBanoch omyxoneBoe
U3bS3BIICHUE, U WX NPHUXOAWIOCH yMepuuBisitb. Hanporus, BBenenue 6 no3 huA33-BsAb B
TeueHHe 3 Helleslb MPUBOIMIIO K 3 (PEKTHBHOMY JICUEHHIO MBIIIEH — Y JKHBOTHBIX HE Pa3BHBAJINChH

OMyXOJIU B TeUeHHUE N0 MeHblel Mepe 120 nHeil.

[00345]  [nist CTUMYJISIAH 3JI0KAYECTBEHHBIX aCIIMTOB — OOBIYHOI'O SIBJICHUSI PH PaKe TOJCTOU
KUIIKU — 3Kcnpeccupyoomue mouudpepasy kietku LS174T mopcakuBaii BHYTPHOPIOIIUHHO
meimamM  DKO. Korma poct omnyxonu MOATBEPXKAATU IO JIIOMHHECLEHLIMU, MbIIen
PAHIOMHU3UPOBAIM B Pa3JIMUYHbIE JieueOHbIe TPYIIIbL, TPYIIy, MOJYYarolyl o0paboTky Oe3
aHTuTeNa («TOJIBKO OMYXOJIbY), TPYIIY «TOJbKO onmyXxonb + T-knetkm» («omyxonb +ATCy») wmm
IPyIIy, MOJy4YaBIIVIO BHYTpUBeHHbIE MHbEeKIMH huA33-BsAb (7 no3 B TeueHue 3 Henenb) U
eXeHeleNIbHbIe HHBEKIMU T-KJIETOK B TeueHue 3 Henenb. JIeueHne HauuMHaIu Ha 5 A€Hb IOCe

UMIUTaHTAUH onyxoyu. Bee T-kiieTku HHBEUPOBaTH PETPOOPOUTATIBHBIM CIIOCOOOM.

[00346] Kak nmokazano Ha @urype 6 (B) u @urype 6 (C), Bce KOHTPOJIbHBIE IPYIIILI (TPYyIIIa
0e3 aHTHTENa WMIM TPyNma «TOJNbKO omyxoub +  T-KIeTKu») IeMOHCTPHPOBAIN
SKCTIOHEHIHABHBIN POCT OomyxoJiu B OpromrHoi nmonoctu. K 28 nHro 3 u3 4 melieli B rpymnme 6e3
aHTUTeN W 3 W3 5 MBIIEH U3 IPYNNbI «OMyXojb + T-KIETKW» yMepiH, COOTBETCTBEHHO, OT
onyxoneil. Hanporus, huA33-BsAb 3HauUNTENbHO MOAABISIIO METACTATUYECKHH POCT OMYXOJH
LS174T B aOnoMHuHANBHBIX 00JACTSAX y MOJNYYABIINX JICUEHHE MBIIIeH. Bce MbIM OCTaBamnch
JKUBBIMH 110 MEHbIIIeH Mepe B TeueHune 60 qHei 0e3 TOmoHUTENbHON 00paboTKU. ITH pe3ybTaThl
neMOHCTpUpYoT, uTo huA33-BsAb Opuo 3¢dexruBHo B otHOomenmn omyxoneii CRC c

reHotunoM MSI. OpnHako, kKak ymoMUHaJIOCh paHee, onyxojau MSI cocTaBIsOT JUIIb MEHBIIYIO
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yactb naimeHtoB ¢ CRC-pakom. bombmmHcTBO manueHtoB ¢ CRC umeror reHorun MSS.

CrnenosarenbHo, 3¢ dexkTuBHOCTE huA33-BsAb nononHuTensHO npoBepsiii Ha MSS-omyxonsix.

[00347] HuA33-BsAb ewvizsano neuenue MSS-onyxonu COLO205 na mooenu NOOKOHCHO2O
66e0eH1sl KCeHOMPAHCHIAHMAMA U OOAGIAN0 pocm memacmamuyeckoit MSS-onyxonu SW1222.
HccnenoBanu aBe KieTOUHBbIe JIMHUM paka Tojictod kumku Colo205 u SW1222 ¢ reHotunom
MSS. Ins knetok Colo205 onmyxonu UMIUIAHTHPOBAIHM MOAKOXKHO ¢ ucrnonb3oBanueM MKIIK B
kadecTBe 3¢dexTopHbIX KieTok. B stoit Momenu 4 no3 huA33-BsAb Obuto mocraTodHo auns
NOJTHOTO YHUUTOKeHHs1 onyxojei Colo205, u y mblinel He pOpMHPOBATIUCH OMYXOJIH B TEYEHUE

10 MeHbIIel Mepe 4 MecsLeB Ioce JieueHus B o01ieM 6 nozamu anturen (Purypa 7 (A) u @urypa
7(B)).

[00348] B cnyuae kierounoi nuruu SW 1222 onyxoju MOACAKUBAINA BHYTPHUOPIOIIUHHO U
JKMBOTHBIX 0OOpabaThiBai 6 BHYTPHBEHHBIMH J03aMHM AaHTHTENAa B TEYEHHE 3 HEAeldb |
OCYLIECTBIISUIM BHYTPUBEHHOE BBeleHHE T-KJIETOK eXeHelelIbHO B TeueHHe 2 Henenb. Kak
nokasaHo Ha @urype 7 (C) u @urype 7 (D), B AByX KOHTPOJBHBIX IpyMIax HaOIIOJANCS POCT
OMyXOJIH, PacTPOCTPAHEHHBIN MO BCel OpromrHoi obmactu, Torna kak oopadorka huA33-BsAb
NOZIABJsIa POCT OMYXOJM M 3HAYUTENBHO NMPOAJIeBaja BbDKMBAEMOCTh Mblmed (p = 0,0125).
VYKazaHHBbIE PE3yJIbTaThbl JEMOHCTPUPYIOT, 4TO 3 ¢dexktuBHOCT huA33-BsAb mpu neueHuu
onyxoneir MSS Obuta comoctaBuma ¢ 3(G(GEKTHBHOCTBIO TIpU JiedeHWH omnyxosneid MSIL
Oskupaercs, 4TO AOMOJHUTENbHBIE UKJIbI JIeUeHHs] OyIyT MOJHOCTBIO YCTPAHSATDH OMYXOJIEBBIN

POCT, KaK Ha MOAECJIAX MOAKOXHOI'O BBCACHU.

[00349] HuA33-BsAb uneudbuposano pocm onyxoneii scenayoka Ha mooenu nookocno2o (I1K)
seeoenust kcenompancnnanmama. GPA33 skcnpeccupyercs B CyONONyJISIMMA PAKOBBIX KIJIETOK
xkenynka. FACS-ananmus u ananmuset TDCC in vifro mokaszamu, uro kietku SNUI6
skcripeccupoBasii - GPA33 w  ObutM  4YyBCTBUTENBbHBI K  YHUYTOXKEHHIO huA33-BsAb-
nepeHanpasieHHbiMu T-kierkamu. KcenorpancrmanTtat kietok SNU16 BBOOWUIN TMOAKOXKHO
nocie cvemmBanus ¢ MKIIK denoseka. huA33-BsAb obecneunBano s¢pdexTrBHOE NedeHne
MBIIIEH, COAEpPKAaBIIMX IOAKOXKHO BBeAeHHbIe omyxoiu (@urypa 8 (A)), U 3HAYUTEITHHO
npozJieBano BbokuBaHue. B orimmune ot mbimeit NSG, mpimm DKO Obutn Gonee yCcTOHUMBBI K
npwkusieHno yenopeueckux MKIIK. Ha monenu moakoxuoro Beenennst SNU16 Ha 58 neHp
(®@urypa 8 (B)) y OonpmimHCTBa MbIIeH HAOMIONANCS HU3KHHA YPOBEHb XUMEpPHU3Ma KPOBU C

OOJIBIINMU BapuanussMu.

[00350] Kak nokasano Bbie, 3¢gdextuBHOCTE huA33-BsAb He 3aBHcena OT T€HETHYECKOTO
¢doHa W MytamuoHHOTO craryca omyxosieir CRC, 4To sBJsIeTCsl KpUTHYHBIM OUOJIOTHYECKUM

CBOWCTBOM TpU KenareabHOH npumeHnMoctd ans OonpumacTBa CRC. B oTnmume ot CAR-
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moaudunmupoBanHbeix T-knetok, huA33-BsAb-nepenanpasnernabie T-KIeTKH HE IpeTeprieBan
KJIETOYHOIO HCTOLIEHWs] U HENPEPbIBHO JEMOHCTPUPOBAJIM KOJIMYECTBEHHbIE CBOICTBA
OITyXOJIEBOTO XOYMHUHIa B TeueHHe > 3 Hexenb. O0ecnednBaIoch JieueHHe OMyXoJiel, HeCMOTPsI
Ha mnpucyrcteue PD1 u PD-L1, u noGaBnenume Onokazbl KOHTPOJIBHBIX TOUYEK MPHU
cybrepaneBTnueckux no3ax huA33-BsAb eme Oornee ycuinmBaio 3TH HPOTHBOOIYXOJIEBBIE
cBolicTBa. KoMmo3umuu Ha OCHOBE MMMYHOIJIOOYJIMHOB, ONHCAHHBIE B HACTOALIEH 3asBKE,
npenygararoT kak FcR-3aBucumyro, Tak ¥ 3aBUCUMYIO OT T-KJI€TOK MMMYHOTEPANEBTHYECKYIO

CTPATEruIo JJIsl AUarHOCTUKU U TepaIluy paka, aCCOLIMUPOBAHHOTO ¢ A33.

[00351] BwmecTe mnoaydeHHbIE pPE3yJbTAaThl AEMOHCTPUPYIOT, YTO AaHTUTENAa WU HX
AHTUT€HCBA3BIBAIOIINE (PpArMEHThI COTJIACHO TEXHOJIOTUHU IO HACTOSINEMY M300pETEeHHIO MOTYT
BBIABJISITH  ONYXOJM W HWHCUOMPOBaTb  NPOTPECCUPOBAHME  POCTA  ONYXOJMW  W/HIK
meractazupoBanyue. COOTBETCTBEHHO, KOMIIO3UIMH HA OCHOBE UMMYHOIJIOOYJIMHOB, ONMHCAHHbBIE
B HACTOSILEH 3asBKe, MPUMEHUMBbI 1Jis1 OOHApPYKeHUsI U JedeHUs] A33-IOJIOKHUTENBHOTO paKa y
HY’KJAIOLIEerocs: B 5TOM CyOBeKTa.

Hpumep 7: Ipumenenue ammumen huA33-C825 coeracno mexnono2uu No HACMOSUEMY
U300pemenUI0 6 npemape Mol PaOUOUMMYHOMEPANUU

[00352] OcHOBHBIMM HEAOCTaTKaMH B pa3pabOTKe areHTOB Ha OCHOBE AaHTHUTEN IS
npetapretHoil paguoummyHorepanuu (ITPUT) sBistoTcst upesmepHoe 00yueHrne HOPMaIbHbIX
TKaHel, IMMYHOT€HHOCTb, CYOONTHMAaJIbHASI 1032 B OMYXOJIM U HU3KHUH TEPANIEBTHUECKUI HHIEKC.
Hacrosimuii Tlpumep npomeMoHcTpupyeT, 4To Oucneuupuunsie anturena huA33-DOTA
COTJIACHO TEXHOJIOTHH TI0 HacTOsIeMy n300peTeruto mpumeHuMbl B [TIPUT mist nedyeHust pakoBbIX

3a00JIeBaHMI, SKCIIPECCUPYIOIIUX aHTUTeH A33 YeoBeKa, TAKUX KaK KOJIOPEKTAJbHBIN paK.

[00353] bucneuuduunsie anturena A33-DOTA corjacHO TEXHOJOTMH TO HACTOSIIEMY
U300pPETEHUIO COJEPIKAT MEePBbI AHTHIEHCBS3BIBAIOIINN CAT Ha OCHOBE T'YMAaHU3UPOBAHHBIX
antuten A33, OMUCaHHBIX B HACTOsSIIEN 3asBKe, U BTOPOIl aHTUT€HCBSA3bIBAIOLINIT CAlT, KOTOPBIN
CBSI3bIBAETCSI €  HU3KOMOJEKYJSIPpHBIM ranteHoM (Hampumep, Oenmsmn-1,4, 7, 10-
TeTpaazanukiononaekan-1,4,7,10-rerpaykcycHoit kucnoroii [DOTA-Bn]). OgHouenodeunsiii Fv-
¢parment anturena npotuB DOTA-Bn (ScFv), monydennoii Ha ocHoBe adduHHO co3pesmero 2D
12,5-anTUTENA, CBA3BIBAIOT C KAPOOKCHIIBHBIM KOHLIOM I'YMaHHU3UPOBaHHOM Jierkoii enu A33. Ha
@urype 37 mnokaszaHa aMHUHOKHCJOTHAas MOCJENOBATENbHOCTh M mochenaoBaTesbHOCTh kJIHK
Tsokenod uenu OucnennduuHbx aHtHTenl huA33-huC825 (H2L2), KOTOpBIE COOTBETCTBYIOT
nocienosatenbHocTIM SEQ ID NO: 58 u SEQ ID NO: 59 coorsercrBenHo. Ha @urype 38

MOKa3aHa aMUHOKHUCJIOTHAs MOCIENOBATENbHOCTh U nocienosarenbHoCcTh K/IHK nerkoit nenu

oucnenuuuHbIX aHTUTEN huA33-huC825 (H2L2), KOTOpBIE COOTBETCTBYIOT
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nocaenosatenbHocTAM SEQ ID NO: 60 u SEQ ID NO: 61 coorBercrBenHo. Ha ®urype 39
NOKa3aHa AMUHOKHCIIOTHAsI TIOCIIEOBATENbHOCTD TSHKEIION ETTH 1 JIETKOH e OuCTIe U UIHBIX
aaruten huA33-mC825 (H2L2), koTopsle cOOTBETCTBYIOT nocienoBatenbHocTsM SEQ ID NO:

62 u SEQ ID NO: 63 cOOTBETCTBEHHO.

[00354] Onyxonesvie xremounvie aunuu u peazenmot O Kiemoynvix Kyaomyp. Knerounyro
JUHHUIO KOJIOPEKTaJbHOrO paka denoseka SWI1222 mnoanepxuBanu IyTeM CEPUMHOIO
naccupoBaHusi. KieTku KyJpTHBHPOBAIN B MUHMMAJbHON NMHUTATENBbHON cpene ¢ no0aBIeHUEM
10% TepMOMHAKTHBUPOBAHHON >MOPHOHANBHON Obrubeil chiBOpOTKH, 2,0 MM rimyramuHa, 100
eanHALYMJT TeHnUuiHA U 100 e TMHAIL/MIT CTPENTOMULIMHA B YCJIOBUSIX MpH Temnepatype 37° C
¢ 5%-nbIM conepxkanneM CO2. KynbTypsl yCTaHaBINBAIN M KpHOKOHCEPBUPOBAJIN B HEOOJBIINX
aNMKBOTAaX JJIs1 OTPAHUYEHMs] CPOKA MACCUPOBAHUSA A0 MEHEE YeM TPEX MECSLIEB U EPUOTUYECKU
NPOBEPSI HAa MHKOIIA3My B COOTBETCTBUH CO CHelM(UKALMAMH IPOU3BOIAMUTENS C
UCMIONIb30BaHNEeM KoMmMmepueckoro Habopa (Lonza, Ilopremyt, Heto-I'smmmmp). s
TPUIICHHU3AIMA BO BpEeMsl NAcCCUpOBaHUS M cOOpa KJIETOK ucmosb3oBanu pactBop 0,25%
tpuricun/0,53 MM DJITA B cOamaHCHPOBAHHOM COJIEBOM pAcTBOpe XOHKCa Oe3 KajbLus |
maraus. huA33-huC825 u huA33-mC825 nponynuposanu B kietkax CHO B BekTOpe 3KCpeccuut

MJIEKOTTUTAIOLINX M OUUINAIH ¢ ToMOLIbi0 aduHHOM Xpomarorpaduu Ha Oenke A.

[00355] Hccneoosanusi ¢ nomousio NOBEPXHOCMHO20 NIAZMOHHO20 pe3onancda. buoceHcop
Biacore T100, cencopubiii ynnm CMS u cBs3aHHbIe peareHTbl npuoOpertanu B kommanuu GE
Healthcare (Yukaro, Wmnunoiic). PekomOunanTHbI Oenok A33 dyenmoBeka mnpuoOperanu B
kommanuu Novoprotein Scientific, Inc. (Cammur, Heto-/xepcu). Korstorar BSA-(Y)-DOTA-Bn
noJy4aiu, kak onucano B ucrounuke: Cheal ef al, Mol. Cancer Ther. 13 (7) (2014). AuTuresst
A33 u DOTA ummobunmsupoBaiu ¢ ucnosib3oBanreMm Habopa Amino Coupling (GE Healthcare,
Uukaro, Wmmunoiic). OuwuiieHHble OucnennpUYHbIE aHTUTENAa W KOHTPOJIbHBIC aHTHTEJNa
AHAJM3UPOBAIM W JAaHHBIE MPHUBOAMIN K MOJAEIH OMBAJIEHTHOTO aHAJIUTA C HCIMOJIb30BAHUEM

nporpammel 1uist onieHku Biacore T100, kak onmucano B ucrounuke Cheal ef al, (2014).

[00356] Peacenmuvr u npomoxon ons IIPHT u uccneooeanus xcenompancnianmama. Bce
SKCIIEPUMEHTBI Ha KUBOTHBIX ObUT 00OpeHb! MHCTUTYLMOHAIBHBIM KOMHTETOM IO YXOAY H
HCTIOJIb30BAHHIO JKUBOTHBIX MEMOPHAIbHOTO OHKOJIOTHYecKoro neHnrpa uM. Cinoana Kerrepunra
(Institutional Animal Care and Use Committee of Memorial Sloan Kettering Cancer Center), u
NPOBOAWINCE € COOJIOIEHHEM HWHCTUTYLMOHAIbHBIE PEKOMEHIALMi MO MPaBHWJIBHOMY U
I'YMaHHOMY HCIIOJIb30BAHHIO JKUBOTHBIX B HccienoBaHusx. CamMkaM O€CTHMYCHBIX MBILIEH nu/nu
(6-8 Hemenw, Harlan Sprague Dawley) mo3Bossiin akkIMMaTH3NPOBATHCS B BUBAPUHU B TEUSHHE 110

MeHbIleH Mepe OfHON Henenu. I'pynmam SKUBOTHBIX HMHBELUPOBAIM MOAKOXKHO A33-
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MONOKUTENbHBIE KIeTkn SW1222 B JeBblii 60K ¢ KOHIEHTpaLuel OmyXoJeBbiX Ki1eTok 5x10°,
kotopble Obutu cmemanbl ¢ MarpureneM (BD Biosciences, Can-Xoce, Kammudopaus) B
cootHowmeHnu 1:1, u 3a ycraHoBneHHbIMH omyxossiMu (100-900 MM2) HaOmonanu B TeueHue 7-
10 IOHEH c UCTIOJIb30BAHNUEM dbopmyibt obbpema 3JUTHIICOUIA vV =
4/3n(anmuna/2 xmmpuHa/2xBeIcoTa/2). Bee pearenTsl BBOAMIM BHyTpuBeHHO (BB) yepes 3agHI010
xBocToBYyIO BeHy. I[Iporokon ITPUT srmrouan uabekunu: huA33-huC825 nmm huA33-mC825 [t =
-28 4] ¢ mocieAyIUM BBEeISHHEM uepe3 24 4 o0ecneunBaromero KIMpeHe arenra (KOHbIoraT
500 x1a nexcrpan-(Y)-DOTA-Bn, nonyuennslii B coorerctBuu ¢ Orcutt et al., Nucl. Med. Biol.
38: 223-233 (2011) u pasBeneHHbIl B cONEeBOM pacTBope i HHbeKUUH). Kosdpuiuent
3amernenust moseit (Y)-DOTA-Bn Ha monu nexcrpana cocrasisin 61 ((Y)-DOTA-Bn/nekcrpan))
[t = -4 h].""Lu-DOTA-Bn (mpuroToBJ€HHbIN, Kak ONHCAHO paHee, MyTeM HHKyOaluu
amuHo6en3un-DOTA  (p-NH2-Bn-DOTA) u3 makpouukindeckux coenunenuii u '"’LuCls
(cneunguueckast aktuBHOCTD -30 Ku/mr; Perkin Elmer) u pasBeneHHbIit B COJIEBOM pacTBOpPE IS
uHBeKIMN) BBoauH yepes 4 4 [t = 0 u]. Kpome Toro, huA33-C825 Obl1 MeueH painoaKTHBHBIM

1Pl pHauKaTOPOM 111 OLIEHKM MOTJIOMIEHHS ONyX0Jbio Bo Bpemst ITPHT.

[00357] Meron IODOGEN (Cheal, S. et al., Mol. Cancer Ther. 13(7). 1-10 (2014))
HCTIONB3YIOT i mondydenus Cl-huA33-mC825 wma  P'U-huA33-huC825 (koneuHas
cneruduuHas akTuBHOCTH 95,5 MBKk/Mr ¢ nobasnenunem xonoaHoro huA33-huC825 wnmu huA33-
mC825 nnst MOCTHKEHUS JKeTaeMOU 103bl B MT, paAUOXUMHUYECKast YUcToTa> 98% 1o pe3yapraTam
SKCKIIFO3UOHHOM JKUIAKOCTHOW XpoMarorpaduu BBICOKOTO JABJIEHHS) U UMMYHOPEAKTHBHOCTb
KJIETOYHOTO CBSI3BIBAHUSA i1 Vilro OLICHUBAIIU C UCTOJb30BaHUEM kieTok SW1222 no cyiiecTsy,
Kak onmcaHo B uctounuke Lindmo, T. ef al., J. Immunol. Meth. 126(2): 183-189 (1990)). dns
I[MPUT c¢ wucnonp3oBanuem Hecrenuduunoro IgG-C825 Bmecto huA33-mC825 mmm huA33-
huC825 wucnonp3oBanach SKBUBaJEeHTHas 103a (B Mr) OuCHEnU(pUYHOrO aHTUTENA,

HanpasyieHHoro Ha GD2 (hu3F8-C825).

[00358] [ns aHanu3a OuopacmnpeneNeHusl ex Vivo MbIIIed YMEPIIBIISIOT MyTeM achukcuu ¢
nomonrbto CO2 (ra3), onyXxoJu U BEIOpaHHBIE OpraHbl COOUPAJIH, TPOMBIBAIN BOJOM U MO3BOJISLIN
UM BBICBIXaTb Ha BO3JyX€, B3BEIIMBAJIN M TMOJBEPrajd pPaguOAHATN3y C TOMOIIBID TaMMa-
ciHTIILIsITHOHHOTO cyeta (Perkin Elmer Wallac Wizard 3" PerkinElmer Inc., Waltham, MA).
HMHTEeHCUBHOCTH U3YYEHHUsS] KOPPEKTHPOBAIU ¢ Y4eTOM (POHA M 3aTyXaHUs, MPeoOpa30OBbIBAIH B
3HAYEHUS AKTUBHOCTH C UCIOJB30BAHUEM CHCTEMHOIO KaJHOPOBOYHOrO KO3 (UILIUEHTa,
MIPUBOIIIN K BBEIEHHOW aKTHBHOCTH U BBIPAXKAJTH B MTPOLIEHTAX HHBELUPOBAHHOM 036l HA TPAMM
(%ID/r). Pasnuuus B KOHIEHTPALMH AKTHBHOCTU !'’Lu B ONyXONH M PAa3AMYHBIX TKAHSX

aHAJIU3UPOBAIN C IOMOLIBIO HenapHoro t-kputepust CThIOAEHTa, KOTa MPUMEHUMO.
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[00359] Owyenxa noenowennvix 0o3. I'pynnam A33-TOJNIOKHUTEBHBIX MBbIIIEH, CONEPIKALIIX
omyxomu SW1222 (n = 4-5), sBonuiu 0,25 mr huA33-C825 (6o huA33-huC825, nubo huA33-
mC825), obecnieunBaromuii knupeHc areHT (62,5 mkr; 25% (mo macce)) u 1,85-2,0 Mbk (-10
nkmosib) ' 'Lu-DOTA-Bn u 5KMBOTHBIX yMepLIBJsIU yepe3 2, 24 u 120 1 nocie BeeneHus. J{ns
KQXKIOM TKAaHM HEOTKOPPEKTUPOBAHHBIE C Y4YETOM 3aTyXaHHs JaHHbIE 3aBHCUMOCTH
KOHIIEHTPALlMN aKTUBHOCTH OT BPEMEHH MOITOHSUIH ¢ MoMoIbio Excel k 1-kOoMMOHEHTHOH, 2-
KOMITOHEHTHOH MM 0oJiee CI0KHOM SKCIIOHEHIMAbHON (DYHKIIMH B 3aBUCHUMOCTH OT CUTYALHH,
Y UHTETPUPOBAIN AHAJIUTUYECKHU IS TTOJIYYEHUs] KYMYJIATUBHOM KOHLIEHTPALIMH aKTHBHOCTH Ha
enuHHULy BBeneHHOW akTuBHOCTH (Mbk-u/r Ha Mbk). KoHCcTaHTy paBHOBECHS O3B Ly st
HenpoHUKaromux usnydeHuil (8,49 r-cI'p/MbBk-4) ucronb30Baiu IJIsl OLEHKH TOTJIOIEHHBIX
JAHHOM TKAHBIO 703 JUIi PA3HbIX ONyXoJed M BBIOPAHHBIX OPraHOB, HUCXOAS M3 IIOJHOTO
JIOKaJNbHOTO MOTJIOIIEHHs. TONbKO Oera-mydeii '"’Lu Ge3 ydera ramMma-mydeil W BKIajga OT
TMOTNOMEHUs APYTMMH TKaHsaMu. Jns onpenenenust BiusHue n03bl | 'Lu-DOTA-Bn Ha
otHocuTenbHOe noromenue !’Lu-DOTA-Bn B 0nyXou U BHIOPAHHBIX TKAHAX C HAMBLICIIMMU
HOTJIOIIEHHBIMH 103aMH (T.€. KPOBb, I1€U€Hb, CEJIE3EHKA 1 MOYKH), IPYIIaM CAMOK OECTHMYCHBIX
mbleit (n = 5/rpymnna), cogepkasmx onyxomu SW1222, soaunu 0,25 mr (1,19 Hmons) huA33-
C825 (nmubo huA33-huC825, nmubo huA33-mC825) B MomeHT BpemeHu t = -28 4 u 62,5 MKr
00ecrnevnBaroIero KJIMPEeHC areHTa B MOMEHT BpeMeHH t = -4 4 ¢ mocjenyromum Beenenuem 11,1
MbBk (11,14-11,40 Mbk), 55,5 Mbk (54,61-55,06 Mbk) wmu 111 Mbk (109,52-112,5 MBk).
JKUBOTHBIX BCEX TPy yMepIIBIIAIM depes 24 uaca nocne Beenenus | 'Lu-DOTA-Bn (To ecTb Bo

BpEMA MAaKCHMaJIbHOT'O ITOTJIOIICHHA OHYXOJIBIO) JJIs1 aHaJu3a 6Hopacnpe;{eneHHﬂ AKTHUBHOCTHU

177Lu

[00360] PET-susyanuzayus [IPHT + 86Y-DOTA-Bn. OnHoit rpyrine Mblinel, CoaepKaBlImx
A33-nonoxutenpHbie omyxonn SW1222 B mutedeBoii odmactu (n = 5), sBogmmu 0,25 mr huA33-
C825 (huA33-huC825 nnu huA33-mC825), obecneunBaromuii KjaupeHc areHT (62,5 mxr 25% (mo
macce)) u 8,6-8,8 MBx (-50 mxmons) **Y-DOTA-Bn u NpoBOAMIM HEHHBA3UBHYIO BU3YaTM3ALMIO
¢ ucnionbzoBanueM cucreMbl microPET Focus 120 (CTI Molecular Imaging, Inc. Knoxville, TN)
npuOIM3UTENbHO 4epe3 2 u 20 4 mocne BBeneHHs. VCMONB30Ba CIEAYIOUIUE TapaMeTpPhbl
NoJTyueHus1 1300pakeHUl: s3HepreTudeckoe okHO — 350-750 k3B, BpeMeHHOe OKHO COBMaeHuH —
6 Hecek U BpeMst dkcno3uiun — 20 muH. [lonydeHHbIE NaHHBIE B (hOpMaTe CIHCKA COPTUPOBAIH TIO
IBYXMEPHBIM THCTOTPAMMaM C IIOMOLIBIO penucKpeTn3anui Oypbe 1 n300pakeHHsI MOTIEPEUHbIX
Cpe30oB MpeoOpa3oBbIBAIM C TMOMOLIBIO OOpaTHON mpoekuun ¢ (uibTpanued B MaTpUIy
128x128%95 (mpeoOpa3oBaHHOE MPOCTPAHCTBEHHOE pas3pelleHre COCTaBsuIo 2,6 MM Ha

noJIoBUHY MakcuMaibHOH mupuabl (FWHM)). JlaHHBIe H300pakeHUs] KOPPEKTHPOBAIHU C yUETOM
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HEOZHOPOMHOCTH OTKJIMKA CKaHepa, MOTEePH H3IYYEHHsT BO BpeMs 3aTyXaHWs, (PU3NIECKOTO
3aTyxaHus (KO BpEMEHH MHBLEKLUH) U ko3pduiMenTa pacnana no3utpoHoB *Y. Koppekius ¢
yUETOM OCJa0JIeHUs, PacCesHUs] WM YCPEOHEHHs YaCTUYHOrO OOBeMa He MPUMEHSIIACH.
OMIUpUYeCcKH ONpeeNeH bl Koa¢hduimeHT kannbposku cuctemsl (T.e. MkKu/mu/cllc/Bokcen)
IUIl MbIIIEH HCTIONb30BANM [JIsI NPeoOpa3oBaHUs] WHTEHCHUBHOCTH H3JIyUEHHs] BOKCeNlel B
3HaY€HUs1 KOHLEHTPAIMU aKTUBHOCTH. [loyueHHble JaHHbIe H300pakeHus 3aTeM HOPMUPOBAJIH
K BBEICHHOM AKTHBHOCTU [UJIsl ONpEeNeHHs C TOMOIIBI0 aHalM3a HMHTEepecyroled obiactu
npoueHta BBeneHHON no3bl Ha rpamm (% ID/r) TkaHu, CKOPPEKTHMPOBAHHOTO C Y4YETOM
pPaguoaKTUBHOIO pacrana ko BpemeHu uHbekuuu. IIporpammy AsiPRO VM 5.0 (Concorde
Microsystems, Hokcsui, TeHHECCH) MCTIOIB30BAIH JIsl BBIMOJIHEHUS N300pasKeHUN U aHAIU3a
untepecytomeii oonactu (ROI) (kak makcumym, ROL % ID/r). JKuBoTHBIX yMepIIBIISIOT yepe3 24

9 IIOCJIC BBCACHUA IJIA aHaJIn3a 6Hopacnpeneneﬂm ex vivo.

[00361] Asmopaouocpaghus u ummynocucmoxumus. 3aMOpOKEHHbIE U TOMEIEHHbIE B PEAKTUB
OCT onyxoiu 1 IOYKH OT BIOPAaHHBIX MbIei, KoTopeiM nposonunu [TIPUT ¢ ucnonszoBannem
huA33-C825 (huA33-huC825 mummu huA33-mC825) ¢ nocaenyrouum Beenenuem 11,1 (11,14-
11,40 MBk), 55,5 (54,61-55,06 MBk) unu 111 MBk (109,52- 112,5 MBk) '""Lu-DOTA-Bn (Bpemst
yMepLIBIeHUs: uepe3 24 dYaca mocie BBeAEHHs) pas3pe3ann Ha cpe3bl mo 10 Mkm ¢
ucnonb3oBanueM kpuocrtata (Avantik, Cipuardunn, Hero-/I>kepcn) 1 HeMeAJIeHHO IEPEHOCHITH
Ha peHtreHorpaduueckyro miactuny (Fuji Photo Film, Kanagawa, fInonusi) B Teuenue 72 4 u
3aTeM CKaHMPOBAaIM C wucnonb3oBanueMm ckanepa Typhoon FLA 7000 (GE, IlurtcOypr,
[MencunbBanmsi). Te ke cpe3bl MOABEPrajid OKPALIMBAHUI) TE€MATOKCHJIMHOM M 303MHOM H
ckaHupoBam mnox Mukpockornom Olympus BX60, o0opynoBaHHBIM KOHTPOJHUPYEMBIM
nonBwKHBIM cTosukoM (Olympus, [entpansHas Jonuna, [TencunpBanus). Kak nuzobpaskeHus
aBTOPAIUOTPAMMBbI, TaK W H300pa’keHUs] MUKPOCKOma oOpabaThiBaM M aHATM3UPOBAIU C

ucnojp3oBanuem nporpammsel Image] (NIH, Bethesda, MD).

[00362] Tepanus u cyummunrayuonnvie uccireooéanus. I'pynmam MbIeH, COAEP KaBLINM
YCTAHOBJICHHBIE nocJje MOAKOKHOTO BBeeHUsT  A33-TIOJIOKUTENbHBIC SW1222
KCEHOTpaHCIUIaHTaThl, mpoBoawu BeeneHne huA33-C825 (huA33- huC825 wiun huA33- mC825)
wiu [TPUT Ha ocHoBe Hecnieunguanoro (He) IgG-C825 (T.e. neyeHne ¢ OMHIM [UKIJIOM, HHBEKLUS
"Lu-DOTA-Bn Ha 7 neHb mHocie HMHOKYISLMU OMyXonu) uiad npa uukiaa ITPUT (te.
TepaneBTUYEeCKOe HCCIENOBaHIEe C OHUM LUKIOM, HHbekimy - 'Lu-DOTA-Bn na 10 u 17 neHs
NOCJI€ WHOKYJISILUU onyxonu). JlJii TepameBTUYEeCKOrO HCCIENOBAHUS C ABYMS ILHKJIAMHU
peructpupoBainu obbeMm omyxonu Ha 10 nenp nocne nHokysinuu (TV 10) (T.e. B 1eHb nepBoii

uabekiun |’Lu-DOTA-Bn) u Belpaxanu (ecnu mpuemiaeMo) kak cpensee + SD. Crenyromue
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OTpENeNIEHUs] TPUMEHSIOTCA JUIsl  ONHCaHusl OTBeTa Ha JedeHwe: mnonHbld orBer (CR)

3

ompeneNnseTcsi Kak cokpameHne obwema omyxomum o <100 mm’. Croiikuii orser (DR)

OTpeeNsieTCsl KaKk BbDKMBaeMOCTh uepe3 140 mueil mocne ynedenus. M30bITOUHAST OMyXOJjeBas
Harpyska orpenenseTcss Kak oObem omyxomu >2000 wmm’. J{ns  CLHUHTUrpadUUecKOro
UCCIIEIOBAHNS BbIOPAHHBIE TPYIIIBI MBIMIEH, comepKaBIuX A33-TIONOKUTENbHBIE OIyXOJU
SW 1222, noaBepraBIinxcs JICUEHUIO, TTOMEIIANN T0J] aHECTE3UI0 MyTEM ra30BOM UHTaJSIUU 10
ckanupoanus Ha cucteme nanoSPECT (Bioscan, Bamuurron, okpyr KoxymOwust) yepes 20 gacos
nocie UHbeKIuH B TeueHue 30 MuHyT (~10° uMNynbCOB Ha M300pakeHHe) C MPUMEHEHHEM
HU3KO3HEPreTHYECKOr0 KOJJIMMATOPOB € BBICOKUM Pa3peLIeHUEM U OKHA, YCTAHOBJIEHHOrO Ha 208

k3B. M300pakenns npeobpazoBeiBaiy B MaTpuLy 256 x 256 ¢ npuMeHeHneM nmporpaMmMsl Bioscan

HiSPECT u 3arpysxanu B nporpammy ASIPro VM nuis ananusa.

[00363] Pesynvmamsr. [1o3y huA33-C825 (huA33-huC825 unu huA33-mC825) BbiOupanu Ha
OCHOBE MHUJIOTHBIX UCCIIEIOBaHMI OuopacrpeiesieHns Ha MbIlax, UMEIuX omnyxonu SW 1222,
uepes 24 u nocye uabekiun | 'Lu-DOTA-Bn ¢ npumenenuem 0,1-0,6 mr huA33-C825 (0.48-2,86
HMOJb) ¥ (PUKCHPOBAHHBIX OTHOLIEHMI obecreunBaroiero knupenc arenra u !"’Lu-DOTA-Bn
(5,6 Mbx). 3areM mNpPOBOXWIN JONOJHUTENbHbIE 3KCIIEPUMEHTBI 110 HCCIIEJOBAHHIO
OuopacnpezneneHust Uil ONTUMH3ALIIH 1035l 00eCIeYHBAIOIIEero KIUpeHe areHTa Bo Bpems [IPUT.
I'pynnam uMeromux onyxoib Mbiei (n = 3 - 4 Ha rpynny) BBoauian huA33-C825 (huA33-
huC825 wnmn huA33-mC825) ¢ mocnenyroomum BBeneHUEM uepe3 24 4 Jio0Oro u3: COJNEBOrO
pactBopa (T.e. HanonHuTENS ), 2.4% (10 Macce, OTHOCUTENIBHO MPEABAPUTETHHO BIOPAHHOM 103bI
huA33-C825), 5% (mo macce), 10% (mo macce) wiu 25% (1o mMacce) 103bl 00ECTIEUNBAOIIETO
knupeHc arenta (0-62,5 mxr/mbimb). Emne uepes 4 u Mbimam uabenuposanu 5,6 MBk 7’Lu-
DOTA-Bn u *KHBOTHBIX YMEPLIBILIN Yepe3 24 4 sl MPOBEACHUS aHAIN3a OHOpaCTIpeeIeHUsI.
Oskupaercs, 4To 103a 00eCIeUnBAIOLIEro KIMPEHC areHTa Oy1eT BHOCHTD CYIIEeCTBEHHbBIN BKJIA]
B aKTUBHOCTb |/'LU B KPOBOTOKE (T.€. B KPOBH) U CMOYKET CHHKATh CIIOCOOHOCTD MOCHEAYHOIIErO

3axpara ' 'Lu-DOTA-Bn B onyxonu.

[00364] 3arem mpoBOAMNM  MCCAENOBaHHsS  TUTpoBaHus  A03bl | 'Lu-DOTA-Bn ¢
ucTioNb30BaHNeM onTuMu3npoBanHbx 103 [IPUT mist huA33-C825 (huA33-huC825 wnm huA33-
mC825) u obecnieunBaroinero kiupeHc arenta. s uccnenosanuii Turposanus 1036l Lu-DOTA-
Bn nanHble GuopacrnpeneneHust akTHBHOCTH ' Lu /171s OMyXOJIM U KPUTHYHBIX BHIOPAHHBIX TKaHeH
(KpOBHU, TIEYEHH, CENE3EHKH M TMOYEeK) CPaBHUBAIU MEKIY IPYIMIaMH, MOJTYyYaBIIUMH pa3HbIE
no3el V'Lu-DOTA-Bn, kak no %ID/r, Tak u no abcomoTHoMy norjomenuro (kbx/r). Hakoner,
NPOBOAMIIN 3KCIEPUMEHT IO MCCIEIOBAHUIO OTHOMOMEHTHOrO OuopacmnpeneneHus depes 24 4

nocje UHLEKIUU MedeHHoro '*'I-unaukatopom huA33-C825 (0.39-0.40 MBk ¢ jno6aBneHuem
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xononHbix huA33-C825 no koruenTpauun 1,19 HMob) Ha MBIIaX, IMEIOLINX onyxonu SW 1222,
s oueHku abcomoTHoro nornomenust aatutena huA33-C825 (huA33-huC825 mnum huA33-

mC825) B onyxonu (nkmons/T) Bo Bpems [TPUT.

[00365] Omnpenensun Guopacnpenenenue paguoaktusHo MeueHHOro DOTA-Bn u npoBonuim
OLIEHKY INOTJIOLIEHHBIX 103 Y MbIlIeH, KOTOPbIM UMILJIAHTUPOBAJIN OMyXoJeBble kieTku SW1222.
ITPUT npoBoaunu Ha rpynmnax Mmbliiiei, uMmeromux A33-nojoxuTensHble onyxonu SW1222, ¢
BBeACHHEM onTuMaibHbIX 103 huA33-C825 wu obecreuynBaromero KIUPEHC AareHra u
nocnenaytomum BeenenreM 2,0 MBx (-10 nkmons) '""Lu-DOTA-Bn u npoBoauu uccieaoBaHue
ouopacnpenenenus uepes 2-120 1 nocne seenenus '’Lu- DOTA-Bn aist onpesieneHust BpeMeHu
COXpaHEHWs AaKTUBHOCTH ''Lu B ONyXOMM ¥  Pas3jd4HbIX HOPMAJbHBIX  TKAHSX.
Bxkpartiie, akTUBHOCTb /LU B OMyXOJW M Pa3jMYHbIX HOPMANbHBIX TKAHAX ONpPENENsId C
NpUMEHeHueM aHain3a Ouopacnpenenenuss u mnocneayromeid [IPUT npu wucmons3oBaHUU
ontuManbHbiXx 103 A33-C825 (huA33-huC825 wmmm huA33-mC825) m obecneunBaromero
KJIMPEHC areHTa Ha ocHOBe JekcTpana u 2,0 MBk (-10 nkmoss) 1""Lu-DOTA-Bn. I'pynime! Mbimei,
uMeromux onyxoiab SW1222 (n = 4 - 5), nonyuanu huA33-C825 ¢ mocneayromum BBeeHUEM
yepe3 24 4 o0ecrneynBaroIero KIMPeHC areHTa Ha OCHOBe JeKcTpaHa u BBeaeHuem 2,0 Mbk (-10
nkmonb) 7'Lu-DOTA-Bn uepes gononuutenbhbie 4 4. JKUBOTHBIX OIHOM IPyTIIbl YMEPIIBIAIHI
uepes 2, 24 u 120 u mocne Beenenus ' 'Lu-DOTA-Bn ans ananusza OGHOpacrpeneIeHus.
VYka3aHHbBIE [aHHBIE UCIOJB30BAJM, KaK OMNMCAHO B HACTOALIEH 3asBKe, I OLEHKU
TIOTJIOMIEHHBIX 103 MPH PAAMONMMYHOTEPAINHH ¢ ucronb3osanueM - Lu-DOTA-Bn. Oxunaercs,
YTO MOIJIOIIEHHE OMyXOJIbio '/ Lu 6yeT MPOUCXOAUTh OUYeHb ObICTPO MOC/E BBEAEHUS U OyaeT
CHIDKATBCS B TedeHue cienyrommx 96 4 depe3 120 4 mocne BBemeHus. [ Kakaou oOjacTu-
MUITEHHU TIOMJIONIEHHYIO0 103y PACCUUTBLIBAIM KaK MPOAYKT '/ /LU paBHOBECHON KOHCTaHTBI JIO3bI
JUISl HETIPOHUKAKOLIUX M3NTy4deHuii (T.e. 6eTa-Tydeii) 1 HAKOMIEHHOH aKTHBHOCTH |/ Lu B 061acTu-
MHIIEHH, HCXOJIsl U3 TIOJIHOTO JIOKAIBHOTO TIOrJIomenus Oeta-nydeii |'’Lu Ge3 ydera ramma-nyudeit
U BKJIQJIa TIOTJIOLUIEHHs A03bl APYTUMH TKaHSAMH. OKUIaeTCs, YTO BBICOKUN TEPareBTUYECKUI
MHJIEKC OIyXOJIb/KPOBb OyeT HaOM0AaThCs BO BPeMsI JICUEHHSI C OJHUM LIUKJIOM U TPAKTUYECKH
He Oyner HaOJMIOMATHCS TOKCHUYHOCTH B TEUEHHE NPOIOJDKUTENIbHBIX TMEPUOJOB BPEMEHH VY
CYOBEKTOB, Yy KOTOPBIX HAOIOMAIOTCsS CTOWKHEe OTBeThl. Ilpu omnenke ¢ nmpumenenuem PET-
BU3yQIM3alMU OXHUJAAETCS IOJYUYUTb Ppe3yJbTaTbl MOIJIOLIEHUS] OIyXOJbIO, CXOJHBIE C

pesyapTaramu nocie [TPUT.

[00366] [annbnii Ilpumep nemonctpupyer sddektuHocts IIPUT ¢ wucnonb3oBaHueM
oucnennduunbix antuten A33-DOTA coracHO TEXHOJIOTMU IO HACTOSIIEMY H300PETEHUIO B

OTHOIIEHUU A33-IOJOKUTENbHBIX onyxoJeil. Okuaaercs, 4YTO NPOrpeccupyrollee MoBbIIEHNE
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TEPANeBTHUECKOTO HHAEKCA U CHIDKeHHE aOCONIIOTHOrO OIyXOJIEBOTO 3axBaTa Oyzaer
HabmonaThest pu yBenudernu 103. CooTBeTcTBeHHO, Oucnenuduynabie anturena huA33-DOTA
COMIACHO TEXHOJIOTWU IO HACTOSIIeMy W300pPETEeHHIO NMPUMEHHMBI JJIsl JICUEHUsS] THIIOB Paka,
SKCTPECCUPYIOLTUX YeJIOBEUECKNM aHTUreH A33, TAaKUX KaK KOJOPEKTAJIbHBIN PaK.

Ipumep 8: In vivo mepanesmuueckue schchexmuot anmumen huAd33-C825 coeracno mexnono2uu no
Hacmosyemy U306pemeHuio

[00367] [Hannsriii [Ipumep ummoctpupyert in vivo 3¢ppekTHBHOCT OHCTIELIU(pUUHOTO aHTHTENA
huA33-C825 B TIPUT nns omocpenoBaHHs CHIDKEHHsI OINYXOJIEBOM HArpy3Kd y MBbIIIEH,
coaepskammx A33-MOJ0KUTENbHbIE pAaKOBbIEe KJIETKU. B yacTHOCTH, nanHbIl [IpuMep onuceiBaeT
s¢dexT Tepanuy, BKIIOYAIOIIEW OAMH LMK U ABa ILMKJIA, HAa OIYXOJEBYIO HArpys3Kky Yy

cofiepskamux onyxoiab SW1222 mpluei.

[00368] Bo Bpems TepaneBTUUECKOIO HMCCIEAOBAHUS, BKIIOYAIOLIErO OAWH LUKJ, 5 TPy
COepIKaINX OMyXOoJb Mbleil (n = 6 - 8 Ha rpymmny) oOpabaTbiBasu JTIOOBIM U3 CIEAYOIIUX
BAapMAHTOB. HATOJHUTENb (T.€. OTCYTCTBUE JedueHus, n = 8, TV7: 76 £ 15 mm®), Tonbko 33.3
MBk ""Lu- DOTA-Bn (BBOAW/IM HAMOTHUTEN L BMECTO UHBEKLMI OMCTEMPUIHOTO AHTHTENA U
0becreunBaroLero KIMpeHe arenTa, n = 6, TV 7: 116 + 23 mm®), onun nukn IgG-C825 IMPUT +
33.3 Mbk !"’Lu-DOTA-Bn (necnemuduunoe neuenue, spopmiu IgG-C825 smecto huA33-C825,
n =8, TV7: 100 + 10 mm®) unu omun tuka huA33-C825 (huA33-huC825 umu huA33-mC825)
ITPUT + 11,1 MBk umu 33.3 MBk 7’Lu-DOTA-Bn (151 o6eux rpynn n =8, TV7: 103 £ 17 mm®
u TV7 93 + 15 mm?, coorerctBenno). O:Kumaercs, YTO OTHOCUTEJLHOE OIyXOJEBOE
noryiomenie OyleT CHUXKAThCA C MOBbleHHeM no3bl ' 'Lu-DOTA-Bn Bo Bpemsi JedeHUs.
Oskupaercs, 4TO y TPy COAESPKALINX OMyXOJIb MBIIIEH, JTUOO HE MOMYYarIIUX JISYCHUE, JTHO0
TONyYAKOIIHX JIeYeHHe, cocTosmee Tonbko 13 33.3 MBk ""Lu-DOTA-Bn unu onsoro mukia IgG-
C825 TIPUT + 33.3 Mbk !”Lu- DOTA-Bn, He Oymer HaOmOAaThbCs OMyXONEBOTO OTBETA.
Osxupaercsi, dYTO CUMHTHTpaQUYecKOe UCCIeNOBaHME Ui [BYX MOCIEOHUX TPYIIIL,
nonyuyasmux |’Lu- DOTA-Bn, mnokaskeT MUHHMalbHYK aKTUBHOCTb B OONACTH OMyXOJIH.
Hamportus, B rpymmax, mojy4aBimux JiedeHue ¢ ogHuUM nukyiom huA33-C825 IMPUT (huA33-
huC825 umu huA33-mC825) + 11,1 Mbxk unu 33.3 Mbk "Lu-DOTA-Bn oxumaercs YBUIETH

3aMEJICHUE OIMYXOJIEBOTIO pOCTa IOCIIE JICUCHUA.

[00369] B xome BTOpOro TepameTHueckoro uccinenosaHus oueHusanu I[IPHUT na ocHose
huA33-C825 (huA33-huC825 mmu huA33-mC825), Brmouaromyro 1Ba nukia. Beex mprmeit u3
MOOBIX TPYII, He MoiydyaBmux jedenue (n = 5/TVio: 314 + 77 mm®), ymepiuisnsiu B TeueHue 30
IHEH n3-3a U30BITOYHOM OMyx0JieBoi Harpy3ku. Okunaercs, 4to JedeHue npyms uukiamu [IPUT

+ 11,1 MBk ’Lu-DOTA-Bn (o6mast noza "’Lu- DOTA-Bn 22,2 MBk) (n = 5/TV10: 462 + 179
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MM®) mpuBeneT K MOJHOMY OIMyXOJIEBOMY OTBETy W/MNM 3afepiKKe OIMyXOJNeBOro pocTa y

NOJy4aromux JICHCHUEC CY6"beKTOB.

[00370] Hccneoosanusi moxcuunocmu. BxpaTime, B [eIOM IIeCTH MbIIIaM, KOTOPBIM
npoBoAWIN ABa Lukaa obpaborku [TPHUT + 11,1 Mbk ""Lu-DOTA-Bn (n = 3) uu ABa Lukia
obpaborku ITPUT + 1,5 MKu '"Lu-DOTA-Bn (n = 3), NpoBOAMIM OLEHKY aHATOMHYECKOIl
NAaTOJIOTUHU MOYEK, KOCTHOTO MO3Ta, MeUeHH U CeNe3eHKH BILIOTh 0 9 Helelb Mocie 00paboTKH.
O:KUaaeTCs, YTO MOYKH, KOCTHBIN MO3T, TIeueHb U cejle3eHKa Oy1yT HOPMaIbHBIMU Y TOTy4aBHIUX
NiedeHne KUBOTHBIX U 4TO JeyeHne Ha ocHose IIPUT He OymeT COMpOBOXKAATLCS BbI3BAHHBIM

paguanuel TOKCHIeCKUM 3PpPeKToM.

[00371] Hzneuusaowas  neuebno-ouacnocmuveckass I[IPHT. bBecTUMyCHBIM  MBbIIIaMm,
UMEIOIUM  YCTaHOBJIEHHble  omyxonmu  SWI1222  nocne  MOOKOXXHOTO — BBEACHUS
KceHoTpaHcmanTatoB (n = 20; obbem omyxonu = 102 + 40 MM’; cpenHee + CTaHAApTHOE
otkioHenue (SD)) npoBoaunu nedenue (n = 5-10/rpynmy) mo0BIM U3 CIEAYIOIUX BAPUAHTOB:
orcyTcTBHe jedeHus (n = 5), Tombko ’Lu-DOTA-Bn (n = 5) umu pexum IIPUT ¢ Tpems
ukamu, coctosimuid u3 [TPUT huA33-C825 (huA33-huC825 umu huA33-mC825) + 55 Mbk
of ""Lu-DOTA-Bn (n = 10; B obmem: 165 MBk). CepuiiHyio BU3yanu3alus HA CHUCTEME
nanoSPECT/CT npoBoaunu y TSTH BbIOPAHHBIX CJIy4aiiHBIM OOpa3OM MBILIEH, KOTOpbIE
noxsepranuck D-ITPUT B Teuenue BIoTh 10 160 4acos mociie HHBEKLHH MepBoro mukna ' 'Lu-
DOTA-Bn nns no3umerpudeckoro pacdyera. Oxunaercs, uto D-ITPUT Oynet BbI3bIBATD MOJTHBIMHM
OMyXOJIEBBIH OTBET y BCEX IIOJIyYABLIMX JIEYEHUE >XUBOTHBIX C OTCYTCTBHEM OYEBUAHOIO
TOKCHYEeCKOTro 3¢ (eKTa B OTHOILIIEHUH TIOYEK, TIEUEHH, CeJIe3€HKH U KOCTHOTro Mosra. OQkumaercs,
yro Bu3yaymmzaums Jiroteuus-177 ¢ momompro cucrembl nanoSPECT/CT 'y KUBOTHBIX,
nonyyasux JiedeHue [TIPHUT ¢ pe:xuMoM, BKIFOYAIOIUM TPU LIUKJIA, TOKAKET CUJIbHbBIE PA3IUYNs
C BUJMMBIM TIOTJIOLIIEHUEM B OMYXOJH M MHHUMAJIbHBIM (DOHOBBIM YPOBHEM B HOPMAJIbHBIX
TKaHSX. Y Ka3aHHbIE PE3YJIbTAThl IEMOHCTPUPYIOT, uTO Oucnermdrunbie antutrena huA33-DOTA
COTJIACHO TEXHOJIOTHH IO HACTOAIIEMY H300PETEHHIO TPUMEHUMBI Uil CHIDKEHHUS OIyXOJIeBOH
HATPY3KHU in Vivo W 4TO JedeOHO-TuarHocTudeckasi tepamusi Ha ocHoBe [IPUT moxer umeth

neueOHOe AeWCTBUE W/ U OBITh MPUMEHUMOMN 111 OOHAPYKEHHE OMyXOJIU Y CYOBbeKTa.

[00372] Jleuebno-ouacnocmuueckoe OOHOBpeMeHHOe JeYeHue U KOppekmupyemdas hno
usobpagicenusam oozumempusi 6 peanvrnom epemeny. NanoSPECT/CT mnpumensim 1uis
KOJINYECTBEHHON BU3YyaJHM3allMd C BBICOKMM pPAa3pEUICHHEM Y MBbIIIeH, MOABEPraBIINXCs
nedenuto 'Lu-D-TIIPUT, nns 103UMETPUM B peajbHOM BPEMEHH. BECTUMYCHYHO MBILIb,
UMEIOIyr0  omyxodb SW1222  (o6bem: 100 MM’ B COOTBETCTBHHM C  H3MEpPEHHEM

mrranreHnupkysiem) jgeuru [TIPUT Ha ocHoBe huA33-C825 ¢ omaum nmkiom (huA33-huC825
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uni huA33-mC825) + 55 MBk '""Lu- DOTA-Bn u Bu3yaqu3upoBalM C MOMOLIBIO CHCTEMBI
nanoSPECT/CT Ttpu pasa nocne unbekiuu |''Lu-DOTA- Bn: uepes 1, 24 u 160 yacos mocne
MHbeKIH. M300paskeHnsi KOPPEKTHPOBANH C YUETOM 3aTyXaHHUsl K MOMEHTY MHBbEKIIMH 1 NaHHbIE
KanMOpOBaH C TIPUMEHEHHEM U3BECTHBIX CTAHIAPTOB aKTUBHOCTH. KOHIIEHTPAIMIO aKTUBHOCTH
B OMyXONM ONpENENsANM C NPUMEHEHMEM aHaIu3a OOJACTH MHTEpeca Ha OTKAIMOPOBAHHBIX

U300 paKEHMSX.

[00373] CootBercrBenHo, bucnenuduunbie anrurena huA33-DOTA coriacHO TEXHOJIOTHH IO
HACTOSIIIEMY HM300PETeHUIO MPUMEHHMBI i JiedeHHUs] A33-TIOJIOKUTEIbHBIX THIIOB paka U

NPUMEHHMMBI JUIs1 OOHAPY KEHUS OMyXOJIH y CyOBEKTa.

Ipumep 9: Ex vivo uccredosanusi bduopacnpeoenenuss ¢ UCNONb306AHueM Oucneyu@duynvix
anmumen huAd33-DOTA cocnacno mexunono2uu no Hacmosuyemy uzoopemeHuo

[00374] GPA33(+) xieTku JUHUU KOJOPEKTAJIBbHOrO paka udejoBeka SW1222 momiydanu u3
Wncturyra JItonsura nmmynorepanuu paka (Ludwig Institute for Cancer Immunotherapy, Hoto-
Wopx, mrar Heto-Hopk). Knerkun SW1222 kynbTHBHPOBAIM B MHHHMAILHOI POCTOBOI Cpesie ¢
nobasienueM 10% TepPMOMHAKTHBUPOBAHHOW 3MOpHOHANbHOH Obrubel ChIBOpOTKH, 2,0 MM
riayramuna, 100 en./mn neaniuninHa 1 100 MKT/mMit cTpenTtoMuLinHa. Bee kieTkn noauepkiuBaiiu
B okpyxenuu npu 37°C ¢ 5% cognepxanuem COs(ra3). Ilocne monyueHUs: KI€TOYHOH JIMHUU
KYJbTYpbl YCTAHABIMBAJIU M KPHOKOHCEPBUPOBAJIU B MAJbIX AJMKBOTAX IJIsl OTPAHUYCHUS
BPEMEHHU MaCCHUPOBAHUS KJIETOK 10 MEHEe YeM TPeX MECALIeB U MepUOIUYECKU HCCIeIOBaIN Ha
OTCYTCTBHE MUKOIUIA3MbI ¢ IPUMEHEHHEM KoMMepueckoro Habopa (Lonza, bazens, [1Isetinapus).
PactBop 0,25% Tpuncun/0,53 MM B/ITA B cOanaHCUPOBAHHOM COJIEBOM pacTBOpe X3HKCa Oe3
KaJbLU M MarHusi UCTOJNB30BATH JJIsl TPUIICHHHM3ALMU TMPH TepeceBe M cOOpe KIETOK. ISt
ycraHoBjeHus onyxonu SW1222 rpynnaM Mblineli HHOKYJHUPOBAIH KJIETKH B KOHIEHTpauuu 5,0
x 10° B 200 MK KJI€TOUHOI CyCTIEH3MU B CMECH CPEMbl M BOCCTAHOBJIEHHOI 6a3abHON MEMOPaHbI
B otHomenuw 1:1 (BD Matrigel, Collaborative Biomedical Products Inc., bendopn, Maccauycerc)
B HIDKHIOK 4HacTh Ooka mocpenctBoM noakoskHou (ITK) mHbEKUMH U yCTAaHOBIEHHUE OMyXOJeH

(100-300 mm*) mpoucxonuno B npeaenax 7 - 10 nueii.

[0037S] [Ins Bcex BHYTPUBEHHBIX MHBEKLIUN MBILIENH OCTOPOKHO Nporpesanu ¢ nomousro MK-
JaMITbl U TIOMelaiy Ha (UKcaTop. MplIaM CTEPHIN30BAIN XBOCTBHI C IMOMOIIBIO CITUPTOBBIX

MPOKJIAAOK U UHBCKIUU OCYILICCTBJIANN B 3aJHIOKO XBOCTOBYHO BEHY.

[00376] [ns aHanu3a OuwopacmpenesieHusl MOCjie BBEACHHS PAaJIMOAKTUBHON METKH MBbIIIEH
ymepussuin myteM CO»(ra3)-onocpenoBaHHOW acUKCUU U OMyXOJb U BbIOpaHHBIC OpPTaHbI
coOupaiu, TPOMBIBATH BOIOW W TO3BOJISUIM BBICYIIUBATBCS HA BO3AyXE, B3BEIIMBAIA U

MPOBOAWIIN PAAMOAHATN3 C TIOMOIIBI0 raMMa-CUMHTWLIIIUOHHOTO cuera (Wallac Wizard 37,
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Perkin Elmer, Yonrem, Maccauycerc). MHTEHCUBHOCTD H3JIy4eHHSI KOPPEKTUPOBAIH C Y4ETOM
¢oHa W 3aTyxaHUs, NEPEBONWIN B 3HAYEHHS AKTUBHOCTH C TPUMEHEHHEM CHCTEMHOIO
KaTMOpoBOYHOTO KO3(pduumeHTa, crnernuuyHOro majis HU30TONa, HOPMHUPOBAIM K BBEIEHHOU

aKTUBHOCTH U BbIpakanu kak cpenree £ SD B %ID/r, ecnu nHOE He yKa3aHO.

[00377] Hns onpenenenusi Ouopacnpenenenuss huA33-DOTA BsAb mbimam, comepskamum
onyxonb SW1222 (YuCneHHOCTh TPyHm: 7 = 2 Al TPYII, BKJIIOYABIIMX STall MOJTYYEHUS
obecneunBaromero kiuperc areHta (CA), u n = 1 [y KOHTPOJIS, MMOTyYaBIIEro HANOJHUTEb,
MPECTABISIFOIINI OO0 COJIeBOM pacTBOP; Macca OMyXoJiel ex vivo Bapbuposaiia ot 225 no 571
MI' HA MOMEHT OLICHKH OHMOopacnpenesieHns]) BBOAUIN BHYTPUBEHHO uUepe3 3aHIOI0 XBOCTOBYIO
BeHy Tpu oTaenbHbIX peareHra: 0,25 mr (1,19 mmons) huA33-C825 (BC155-3, knon 2G7) B
MOMEHT BpeMeHH t = -28 4 C MOCHeqyIOIUM BBEICHHEM O0ECHeUnBAIOLIero KINPEHC areHra,
npezacrasJsiroiero coboit komruieke S00 k/la nexctpan-DOTA(Y), B MOMEHT BpeMeHH t = -4 4 1
kommyekca [!’Lu]Lu-DOTA-6uoruna (50 MxKu) B MomeHT Bpemenu t = O u. MccnenosaHus
OuopacnpeneneHus MPOBOAUIM Yepes 24 yaca mocie MHbeKnud kommiaekca [ Lu]Lu-DOTA-
OuotnHOBast Merka. OOecneumBalOLIMi KJIMPEHC areHT, npenactaBisommii coboit 500 k/la
nexkctpan-DOTA(Y), u xommiekc [!’Lu]Lu-DOTA-6MOTHH TOTOBUIM C NPUMEHEHHEM
cnocoboB, onucanubix B ucrounuke: Orcutt, K. D. et al., Mol Cancer Ther 11:1365-1372 (2012);,
UIEHTUYHBIA MPOTOKOJ PaAMOXHMHUYECKOTO aHaJN3a, OMHUCAHHOIO MJIsi aHajiu3a KOMILIEKCa
["Lu]Lu-DOTA-6en30m, ucnonbzoBamu mist aHanusa [ Lu]Lu-DOTA-6uotnna. %ID/r =

MpOUCHTHasA MHbELHUPOBAHHAA 103a HAa 'paMM TKaHH.

[00378] Kaxk nokasano Ha @urype 40, y :kuBOTHBIX, noABeprHyThIX [IPUT ¢ ncnonb3zoBanuem
oucneunduunbx antute huA33-DOTA corjiacHO TEXHOJIOTHH MO HACTOSIIEMY U300pETEHUIO,
HaOJIFO1aJICS BBICOKHH YPOBEHb MPOHUKHOBEHUS aHTHTEJ B OIyXOJIb IPU UCTIONB30BAHUH WIIH Oe3
UCTIOJIb30BAHMSI 3Tana BBEICHUS OOECIIeUHBAIOIIEro KiIupeHe areHta (mpumepno 20-25% ID/T,
nokamm3oBaHnHoro B GPA33(+) omyxomm), YTO JIEMOHCTPUPYET, TakuM 00Opa3oM, dYTO

oucnermduunbie anturena huA33-DOTA moryT 3 eKTHBHO HALIETUBATHCS HA OIYXOJIU 771 ViVO.

[00379] CootBerctBenHo, bucnenuduunbie antutena huA33-DOTA coriacHO TEXHOJIOTHH IO
HACTOSIIIEMY H300pPETEHUIO MPUMEHHUMBI i JiedeHus] A33-TIOJIOKUTEIBHBIX THIIOB paka U

NPUMEHHUMBI JUIst OOHAPY KEHUS OIMyXOJeH y CyOBeKTa.

IKBUBAJIEHTBI

[00380] TexHOMOTHs COrNIACHO HACTOALIEMY H300PETEHHIO HE OTPAHUYMBAETCS] KOHKPETHBIMU
BAPUAHTAMHU peaJN3al{, ONMUCAHHBIMU B HACTOsIIIEN 3asBKE, KOTOpbIE, KaK MPEAIONaraercs,
NPUBEAECHbl UCKJIIOYHUTEIBHO B Ka4eCTBE MIUIFOCTPALUMU OTAEIbHBIX ACMEKTOB TEXHOJIOTUU

COTJIAaCHO HacTosALIeMy H300peTeHHnio. B pamMkax o0beMa M CYyIIHOCTH M300pETEHUs BO3MOXKHBI
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MHOTME MOAM(UKALMKA W BapHalMHd YKa3aHHOHW TEXHOJIOTMH COTJIACHO HACTOSLIEMY
H300peTeHNIo, Kak OyIeT OUEeBUIHO CIIEMAJIICTaM B TaHHOW 00s1acTy TeXHUKH. PYyHKIIMOHAIBHO
SKBHMBAJICHTHBIE CITOCOOBI U YCTPONCTBA B IpeAenax 00beMa TEXHOJIOTHH COTJIACHO HACTOSIIEMY
U300pETEHHIO0, TTOMUMO MEPEUNCIEHHBIX B HACTOSIIIEH 3asBKe, OyAyT MOHATHBI CIELUATNCTAM B
JaHHOW O0JNaCTH TEXHUKM W3 ONHCAHUI COIJIACHO IMPEIIIECTBYIOLIEMY YPOBHIO TEXHHKH.
IIpennonaraercs, 4To Takue MOANMUKALNN U BapUALMU BXOJAT B 00bEM TEXHOJIOTUH COTJIACHO
HacroseMy n3ooperenuro. Creayer MOHUMaTh, YTO YKa3aHHAs! TEXHOJIOTHSl HE OTPaHUYNBAETCS
KOHKPETHBIMHU CIIOCOOAaMHU, peareHTaMu, COeANHEHUSIMU, KOMITO3ULIMSIMUA MJIH OMOJIOTHYeCKUMU
CHUCTEMaMHM, KOTOpble, O€3yCIIOBHO, MOTYT BapbUpOBaTh. Takke CleAyeT IMOHUMATb, YTO
TEPMUHOJIOTHUS, UCIIOJIb3ye€Masi B HACTOSLIEH 3asiBKEe, MPUBEACHA WCKJIKYUTEIBbHO B LEJSAX

OMUCaHUA KOHKPETHBIX BAPUAHTOB pCaIM3alilii U HE OTPAHUYHNBACT HACTOSALLCC I/I306peTeHI/Ie,

[00381] Kpome Toro, xorma NpU3HAKW MM aCTEKThl H300PETEHHs OMUCAHBI B PAMKaX TPYIII
Mapky1ia, CieaiicTy B JaHHOH 00JacTH OyAeT O4eBUAHO, 4TO U300peTeHne, TAKUM 00paszoM,

TaKke OMHMCAHO B paMKax JEFOOOTo OT/AEIbHOTO YiIeHa WM NOATPYIIIBI YWIEHOB IPyMIbl Mapky1ua.

[00382] Kak sicHO cienuajucTy B TaHHOW 00JIaCTH TEXHUKH, [ JIFOOOU U ISl BCEX LeJIei, B
YaCTHOCTH, J1s1 00ecrieueH s MMCbMEHHOTO OMMCAHMUS, BCE TUANa30HbI, OMTMCAHHbIE B HACTOSIIEH
3asiBKe, TAK)K€ BKJIIOYAIOT JOObIe M BCE BO3MOXKHBIE MOJAHMANA30HBI W KOMOWHAIMH
noaauana3oHoB. JIr0OOH nmepevrcaeH bl TUana3oH MOXKET OBITh C JIETKOCTBIO ONpEeAesieH Kak
TAKOW e Juarna3oH, JOCTATOYHBIM O0pa3OM OMMCHIBAKOLIMN M OOECMEeYUBAIONINN TOT XKe
IUara3oH, pa3OUTBIN 110 MEHBIIIEH Mepe Ha PaBHbIE MMOJIOBUHBI, TPETH, YETBEPTH, IISIThIE, IECATHIC
4acTH U T.1. B kKauecTBe HEOTPAHUUYMBAIOINErO MPUMEPA, KAKIbIM JAHANa3oH, 00CYKIaeMbIil B
HACTOSIIIEH 3asiBKE, MOKET OBITh JIETKO Pa3OUT HA HIDKHIOK TPETh, CPEIHIOK TPETh U BEPXHIOKD
Tpeth ¥ T.A. Cnenuanucty B AaHHOW OONACTH TEXHUKU Takke OyneT OYeBHIHO, YTO BCE
(OpPMYJIUPOBKH, TaKUe KaK «BIUIOTh JOY», KO MEHbINEH Mepey, «OoNblIe YeM», KMEHee YeM» U
T.JA., BKIFOYAIOT YKA3aHHOE YHWCJIO M OTHOCSATCS K JHMANa30HaM, KOTOPbIE MOTYT OBITh aaliee
pa3dUTHI HA OAIMANA30HBI, Kak 00Ccyskaaercs Boiine. HakoHel, kak Oy1eT MOHSATHO CIEIHATUCTY
B JaHHOW OOJIAaCTH TEXHWKH, JWAMA30H BKIIIOYAET KK WHIAUBUAYAJIbHBIA WieH. Takum
o0Opa3om, HampuMep, rpyIrma, coaepxamas 1-3 KIeTKH, OTHOCUTCS K TPYIIaM, coaepxamum 1, 2
win 3 kietkd. CxomHbIM 00pa3oMm, TpyIma, conuepskamasi 1-5 KJIeTOK, OTHOCHTCS K TpyIIaM,

coaepxkamum 1, 2, 3, 4 uau S KJIETOK U T.A.

[00383] Bce mareHTBHI, MAaTeHTHbIE 3asBKHU, MPENBAPUTENIbHbIE 3asBKU U MyOJUKALMH, Ha
KOTOpPBIE CCBUIAIOTCS UJIM KOTOpPbIE LUTHUPYIOTCS B HACTOSLLEH 3asiBKE, MOJTHOCTBHIO BKJIFOUYEHBI B
HACTOSIIYIO 3asiBKY MOCPEICTBOM CCBUIKHU, BKJIFOYasi BCe (GUTYPHI M TAOJUIBI, TIPU YCIOBHH YTO

OHU HE NPOTUBOPEYAT KATCTOPHUYHBIM IMPUHLIUIIAM HaCTOSIIJ.Ieﬁ 3asdBKH.
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®OPMVJIA U3OBPETEHUSA
1. AHTHTENIO WM €ro aHTUIeH-CBS3bIBAOINUI (parMeHT, comeprkamque BapHaOeIbHBbIH
IOMEH TsDKeNol uenu wuMMmyHornoOynuHa (Vu) u BapuabeNnbHBIM JOMEH JIETKOH Lenu

nMMmyHortoOyiuHa (Vi), rae:

(a) Vu comepxut nocienosarenbHOcTh Vu-CDR1 FTFSTYDMS (SEQ ID NO: 37),
nocienosarenbHocth  VH-CDR2  TISSGGSYTYYLDSVKG (SEQ ID NO: 38) wu
nocaenosarenbHocTh Vu-CDR3 TTVVPFAY (SEQ ID NO: 39); w/unu

(b) VL comepxkut mocnenosarenbHOocTh Vi-CDRI1, mocnenosarenvHocth Vi-CDR2 u

nocnenoBaTenbHOCTh VL-CDR3, BbIOpaHHbIE U3 TPYIIIBI, COCTOSILIEH H3:

KASQNVRTVVA (SEQ ID NO: 40), LASNRHT (SEQ ID NO: 41) u QYWSYPLT (SEQ
ID NO: 42);

KASQNVRTVVA (SEQ ID NO: 40), LASDRHT (SEQ ID NO: 43) u QYWSYPLT (SEQ
ID NO: 42);

KASQNVRTLVA (SEQ ID NO: 44), LASNRHT (SEQ ID NO: 41) u QHWSYPLT (SEQ
ID NO: 45); u

KASQNVRTLVA (SEQ ID NO: 44), LASNRHT (SEQ ID NO: 41) u QYWSYPLT (SEQ
ID NO: 42).

2. AHTHTEJIO WIN aHTUTe€H-CBSA3BIBAIOIINN (PparMeHT 1o 1. 1, JOMONHUTEIBHO COAEepIKALINe
Fc-nomen aHTuTENa, MMEIOINETO M30THUI, BBIOpAaHHBIA M3 rpymmbl, cocrosimeit u3z IgGl, 1gG2,

IgG3, 1gG4, IgAl, IgA2, 1gM, IgD u IgE.

3. AHTHTENO TO M. 2, comepskaliee KOHCTaHTHYIO obnacte IgGl, comepskamyo OgHYy WU

OoJiee aMUHOKHCJIOTHBIX 3aMEH, BBIOPAHHBIX U3 TPYIIEL, cocTosiier n3 N297A n K322A.

4. AnTHTENO TIO 1. 2, comeprkainee KOHCTaHTHYIO obiacte IgG4, comeprkamyro MyTaLuio
S228P.
5. AHTHreH-CBSA3BIBAIOIIUN (parMeHT 1o M. 1, OTIMYAKLIMICS TeM, 4YTO YKa3aHHBIHI

AHTUTEeH-CBI3bIBAIOIINI (pparMeHT BbIOpaH U3 rpymnimbl, cocrosmeit u3 Fab, F(ab”),, Fab’, scFy u

Fy.

6. AHTHTEJIO UM aHTUI'€H-CBSA3bIBAIOIINH (pparMeHT mo smodomy u3 nm. 1-5, oTugaromuecs
TEM, YTO YKa3aHHbIE aHTHUTEJO MJIH aHTUT€H-CBS3bIBAIOIINN (PPATMEHT CBSI3bIBAIOTCS C SITUTOIIOM
Oenka A33, comepkaliMM 10 MEHbLIEH Mepe OT ISTH [0 BOCBMH IOCJENOBATEIbHBIX

aMUHOKHCJIOTHBIX OCTaTKOB mnocienoarenbHocTd SEQ ID NO: 57,
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7. AnTHuTeNno no modomy u3 nm. 1-4 win 6, OTINYAKOIeecss TeM, YTO YKa3aHHOE aHTUTEJIO
NpeCcTaBisieT COOOH MOHOKJIOHAJBHOE AHTHTEIO, XUMEPHOE AHTHUTENIO, T'YMaHU3MPOBAHHOE

AHTHUTEJIO UK OUCTIEU(UIHOE AHTUTEJIO.

8. AHTHTENIO, conmepikaliee aMMHOKHCIOTHYIO IocienoBatenpbHoCTh Tsokenoi uenu (HC),
conepaxkayto nocienosareapHocTs SEQ ID NO: 5, SEQ ID NO: 6, SEQ ID NO: 15, SEQ ID NO:
19, SEQ ID NO: 23, SEQ ID NO: 25, SEQ ID NO: 27, SEQ ID NO: 29, SEQ ID NO: 31, SEQ ID
NO: 33, SEQ ID NO: 35, SEQ ID NO: 58, SEQ ID NO: 62, unu ee BapuaHT, COAECPIKALINI OTHY
win  0ojJee  KOHCEPBATUBHBIX  AMHHOKHCIOTHBIX  3aM€H, W/HJIM  aMHHOKHCIIOTHYIO
nocyienoBaTenbHOCTh Jerkoi nenu (LC), conepxamyro nocnenosarenbHocts SEQ ID NO: 9, SEQ
ID NO: 10, SEQ ID NO: 17, SEQ ID NO: 21, SEQ ID NO: 24, SEQ ID NO: 26, SEQ ID NO: 28,
SEQ ID NO: 30, SEQ ID NO: 32, SEQ ID NO: 34, SEQ ID NO: 36, SEQ ID NO: 60, SEQ ID
NO: 63, unu ee BapuaHT, COAepsKAIlIMN OAHY MM OOjiee KOHCEPBATUBHBIX aMHUHOKHCIOTHBIX

3aMCH.

0. AntuTeno mo n. 8, copep)kaliee aMHHOKHCIOTHYIO mnocienoBaTenbHocTe HC u

AMHHOKHCJIOTHYIO MociienoBaTesibHOCTh LC, BRIOpaHHBIE M3 TPYIIIbI, COCTOSIIEH 3!
SEQ ID NO: 5 u SEQ ID NO: 9 (3A3-H1/L1);,
SEQ ID NO: 5 u SEQ ID NO: 10 (3A3-H1/L2);,
SEQ ID NO: 6 u SEQ ID NO: 9 (3A3-H2/L1),

SEQ ID NO: 6 u SEQ ID NO: 10 (3A3-H2/L2);

SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:

SEQ ID NO:

15 u SEQ ID NO:
19 u SEQ ID NO:
23 u SEQ ID NO:
25 u SEQ ID NO:
27 u SEQ ID NO:
29 u SEQ ID NO:
31 u SEQ ID NO:
33 u SEQ ID NO:
35 u SEQ ID NO:
58 u SEQ ID NO:

62 u SEQ ID NO:

17 (huA33-IgG1 (H2L2)),
21 (huA33-BsAb);

24 (xyion 31);

26 (xJyioH 32);

28 (xJyioH 48);

30 (kyioH 49);

32 (kyioH 53);

34 (xyoH 56);

36 (xyon 57);

60 (huA33-huC825); u

63 (huA33-mC825), COOTBETCTBEHHO.
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10. AHTHUTENO, comepikainee (a) MOCIenOBaTeIbHOCTh BapUaOEeIbHOTO JOMEHA JIETKOH Lenu
UMMYHOTTIOOYJIMHA, KOTOpas MO MeHbLIer Mepe Ha 95% WIeHTHYHa MOCIeN0BATENbHOCTH
BapruabenbHOrO JOMEHa JIErKOW Lenmd HMMYHOITIOOYJIMHA, MPHUCYTCTBYIOIEH B JEOOOH U3

nocnenoBateapHocTeit SEQ ID NO: 9, 10, 17, 21, 24, 26, 28, 30, 32, 34, 36, 60 unu 63; u/unu

(b) mocnenoBaTeapbHOCTh BapuabETBPHOTO JOMEHA TSKEJION Ienmd HWMMYHOTJIOOYJIHHA,
KOTOpasi 1Mo MeHblIeil Mepe Ha 95% uaeHTHYHA MOCIeNOBATENIbHOCTH BapHaOENbHOIO TOMEHA
TSDKEJION e UMMYHOTJIOOYJIMHA, MPUCYTCTBYIOLIEH B TF000# u3 nocienosarensHoctel SEQ ID

NO: 5, 6, 15, 19, 23, 25, 27, 29, 31, 33, 35, 58 wm 62.

1. Awntureno, conepxkaiee (a) mocnenosarenpbHocTh LC, koTOpast mo MeHblel mepe Ha 95%
UIeHTUYHA nocyenosarenbHocTu LC, mpucyTCTBYOIIEH B Mo00i 13 nmocienosarenbHocTel SEQ

ID NO: 9, 10, 17, 21, 24, 26, 28, 30, 32, 34, 36, 60 uu 63; w/uim

(b) mocnenoBarenpHOCT, HC, koTOpas mo MeHblueir Mepe Ha 95% wuaeHTHYHA
nocienosarenbuoctu HC, mpucyrcrBytomueit B o060 u3 nocienosarenbuocreir SEQ ID NO: 5,
6, 15,19, 23, 25, 27, 29, 31, 33, 35, 58 wnu 62.

12. Anruteno no mobomy u3 mmn. 8-11, ommuaromeecs TeM, YTO YKa3aHHOE AHTHTEJNO
IpesCTaBIsieT COOOH XMMEpHOe aHTUTENO, TYMAaHU3HPOBAHHOE aHTHUTENO MM OucnenuduyaHoe

AHTHUTEJIO.

13. Antureno no mobomy u3 mm. 8-12, omiMYaromieecss TeM, YTO YKAa3aHHOE AaHTUTEJO
CBSI3bIBAETCSl C 3MHUTONOM Oenka A33, comepskallMM MO MEHbILIEH Mepe OT MSATH A0 BOCBMHU

MOCJIEA0BATEIbHBIX aMUHOKHCIIOTHBIX OCTAaTKOB TocaenoBaTenbHocTr SEQ ID NO: 57.

14. AntnTeno no mobomy u3 mm. 8-13, omiMyaroImieecss TeM, YTO YKAa3aHHOE AaHTUTEJO
COEPKUT KOHCTaHTHYIO obnacts IgG1, coneprkamyro ogHy niam 6osee aMIHOKHCIOTHBIX 3aMEH,

BBIOPAHHBIX U3 IPyMIbl, cocTosmert n3 N297A u K322A.

15. AnTtuTeno mo smodomy u3 . 8-13, oTnMYaromieecs TeM, YTO YKa3aHHOE AHTUTENO

COIEP KUT KOHCTAaHTHYIO obnacth IgG4, coneprkamyro mytauuio S228P.

16. PexoMOWHAHTHAST TOCIEOBATEILHOCTh HYKJIEHHOBOUM KUCJIOTHI, KOAMPYIOIAsk aHTUTENIO

no arodomy u3 mm. 8-15.

17. PexomMOMHaHTHAsE MOCIEOBATENBHOCTh HYKJIIEHHOBOM KHCIIOTBI, BBIOPAHHASI M3 TPYIIIIbL,

cocrosimelt u3 nocnenosarenabHocter SEQ ID NO: 7, 8, 11, 12, 16, 18, 20, 22, 59 u 61.

18. KrneTka-x03siMH WJIM  BEKTOp, COAEpKallne pPEeKOMOMHAHTHYIO IOCIEA0BATEbHOCTD

HYKJIEMHOBOU KUCJIOTBI MO 1. 16 nmu . 17.
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19. Kommosuius, conepkariasi aHTUTENO WM aHTHT€H-CBSI3bIBAOIIHI (PparMeHT mo Jrodomy
u3 . 1-7 u papManeBTHYeCKH MPUEMJIEMbIH HOCUTENb, T YKa3aHHOE aHTHUTEJIO WJIM AHTUTCH-
CBSI3BIBAIOLINH (PparMeHT HeoOs3aTeNTbHO KOHBIOTHPOBAHBI C AT€HTOM, BBIOPAHHBIM U3 TPYTIIIHL,
COCTOSILIIEN U3 H30TOMNOB, KPACUTENEN, XPOMOT€HOB, KOHTPACTUPYIOIIUX Ar€HTOB, JICKAPCTBEHHbIX
CPEICTB, TOKCHHOB, LIMTOKUHOB, ()epMEHTOB, HHTUOUTOPOB (PepMEHTOB, TOPMOHOB, aHTATOHHUCTOB
TOPMOHOB, (PaKTOPOB POCTa, PAJUOHYKIIUAOB, METAJUIOB, Jurnocom, Hanouactur], PHK, JIHK umu

JIIO00H UX KOMOUHALIUY.

20. Komnosnuus, comepskainass aHTureno nmo modomy u3 nm. 8-15 u dapmaneBTuyecku
NpUEMIIEMBI HOCUTEINb, I7Ie YKa3aHHOE aHTUTENIO HeOOs3aTeNbHO KOHBIOTHPOBAHO C areHTOM,
BBIOpPAHHBIM U3 TPYIIIbI, COCTOSIIEN U3 U30TOIOB, KPACUTENEH, XPOMOT'€HOB, KOHTPACTUPYIOILINX
areHTOB, JJEKAPCTBEHHBIX CPENICTB, TOKCUHOB, IUTOKHMHOB, ()€PMEHTOB, UHTHOUTOPOB (DEPMEHTOB,
T'OPMOHOB, AHTarOHHCTOB T'OPMOHOB, (haKTOPOB POCTA, PAAUOHYKJIMIOB, METAJIOB, JIUIIOCOM,

Hanouactuu, PHK, JIHK wnu nro6oi nx koMOuHaLMH.

21. Antureno no mrobomy u3 nm. 1-4, 6 uau 7, OTIMYArOIIeecss TeM, YTO y YKa3aHHOTO

aHTUTEJA OTCYTCTBYIOT O-1,6-pyKO3HBIE MOTU(UKALIIH.

22. AHTuTeNno no modomy u3 mi. 8-15, oTiMYaroIneecs TEM, YTO y YKA3aHHOIO aHTHTENA

OTCYTCTBYIOT 0~ 1,6-(yK03HbIE MOAU(UKALIHH.

23. bucneunduunoe antureno mo m. 7 wim 12, OTAMYAONIEECS TEM, YTO YyKa3aHHOE
6I/ICH6L[I/I(1)I/ILIHOG AHTUTEJIO CBA3BIBACTCS C T-K.HeTKaMI/I, B-K.]'[e’TKaMI/I, MHUEJIOUAHBIMH KIJIECTKAMU,

MJIa3MaTU4YCCKUMHU KJIIETKAMH UJIKM TYYHBIMH KJIETKAMU.

24. bucnenuduunoe antureno mo m 7 wiu 12, oTiIMYaromeecs TEM, YTO YKa3aHHOE
oucneunduuHoe anTuTeso cesizbiBaetcs ¢ CD3, CD4, CD8, CD20, CD19, CD21, CD23, CDA46,
CD80, HLA-DR, CD74, CD22, CD14, CD15, CD16, CD123, ramma/nensra-TCR, NKp46, KIR

HJIM HU3KOMOJICKYJIAPHBIM T'alITCHOM.

25. Crioco0 nedeHunst accoumupoBaHHOTO ¢ A33 paka y Hy)KTArOIIErocsi B 3TOM CyOBEKTa,
BKJIFOYAIOLTNI BBEACHHWE YKA3aHHOMY CYOBEKTY 3(P(PEKTHUBHOrO KOJUYECTBA AHTHUTEJA,
COmepKallero  aMHUHOKHCIOTHYIRO  mociepoBarenbHocte HC  m aMHHOKHCIIOTHYIO
nocyenoBatenbHOCTh LC, kaxkaas U3 KOTOPBIX COAEPXKUT IOCIE0BATEIbHOCT, BHIOPAHHYIO U3

IPYNIbL, COCTOSIIEH U3:
SEQ ID NO: 5 u SEQ ID NO: 9 (3A3-H1/L1);
SEQ ID NO: 5 u SEQ ID NO: 10 (3A3-H1/L2);

SEQ ID NO: 6 u SEQ ID NO: 9 (3A3-H2/L1);
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SEQ ID NO: 6 u SEQ ID NO: 10 (3A3-H2/L2);
SEQ ID NO: 15 u SEQ ID NO: 17 (huA33-1gG1 (H2L2));
SEQ ID NO: 19 u SEQ ID NO: 21 (huA33-BsAb);
SEQ ID NO: 23 u SEQ ID NO: 24 (xyon 31);
SEQ ID NO: 25 u SEQ ID NO: 26 (xyon 32);
SEQ ID NO: 27 u SEQ ID NO: 28 (xsion 48);
SEQ ID NO: 29 u SEQ ID NO: 30 (xyon 49);
SEQ ID NO: 31 u SEQ ID NO: 32 (xyoH 53);
SEQ ID NO: 33 u SEQ ID NO: 34 (xyoH 56);
SEQ ID NO: 35 u SEQ ID NO: 36 (xnoH 57);
SEQ ID NO: 58 u SEQ ID NO: 60 (huA33-huC825); u
SEQ ID NO: 62 u SEQ ID NO: 63 (huA33-mC825),
I7ie YKa3aHHOE aHTUTEJIO CIIEU(UYHO CBA3bIBACTCS M HEUTPAIU3YyeT aKTUBHOCTH Oerka A33.

26. Crioco0 1o 1. 25, OTJIMYarOIIUICS TeM, YTO aCCOLMUPOBAHHBIN ¢ A33 pak mpencTaBisieT
co0O0H KOJIOPEKTABHBIN pakK, MCEBIOMUKCOMY OpPIOLIMHBI, PaK armeHInKCa, Pak MOIKeTyJOUHON

JKEJIE3BI UK PAK KEJTyaKa.

27. Crnoco6 mo m25 wimu 26, OTIMYAKMIMICS TeM, YTO YKa3aHHOE AHTHTEJIO BBOIST
YKa3aHHOMY CYOBEKTY pa3lesibHO, MOCIEA0BATEIbHO WM OIHOBPEMEHHO C JOTOJHUTEbHBIM

TEPANICBTUYICCKHUM ar¢HTOM.

28. Crmoco® mo m 27, OTIMYAOIIUICS TEeM, YTO YKa3aHHbBIA JOMOJHHUTEbHBIN
TEPareBTHUECKUH areHT MpPEeACTaBisieT cOOOH OonuH Wi Ooyiee M3 ATKWIHPYIOLINX areHTOB,
areHTOB HAa OCHOBE IUIATHHBI, TAKCAHOB, Ar€HTOB HAa OCHOBE OapBHHKA, AHTUICTPOTEHOBBIX
JIEKaPCTBEHHBIX CPEICTB, HHTHOUTOPOB apOMATAa3bl, MOJABIISIOMNX (PYHKIUIO SUYHUKOB ar€HTOB,
uarnouropos VEGF/VEGFR, uaruturopos EGF/EGFR, uaru6uropos PARP, nutoctaTnaecknx
AJIKAJIONIOB, LIUTOTOKCUYECKHUX AHTUOMOTHKOB, aHTUMETaOOJIUTOB,

SHAOKPUHHBIX/TOPMOHAJIBHBIX ar€HTOB, areHTOB OrcdochoHaTHON Tepanuu.

29. Crnoco6 mno mobomy w3 mm.  25-28, OTIMYAKOIIWICS TeM, UYTO yKa3aHHBIN

ACCOLMUPOBAHHBIN ¢ A33 pak mpeacTaBisieT COO0I KOJIOPEKTaIbHBIN pak ¢ reHOTUmoM MST

30. Crmoco6 mno mobomy w3 mm.  25-28, OTIHMYAKOIIWICS TEM, UYTO YKAa3aHHBIN

aCCOLMHMPOBAHHBIN ¢ A33 pak mpeacrasisier coO0H KOIOPEKTaIbHBIN pak ¢ reHoTurnoM MSS.
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31. Crnoco6 no modomy u3 m. 26-30, OTAMYAOIIUNCS T€M, YTO YKa3aHHBIH KOJIOPEKTaIbHbIH

pax cBsizaH ¢ mytauueii KRAS G12D unu myrauueit p53.
32. Criocob oOHapy:kKeHUs ONyXOJIH Y CYOBeKTa i1 ViVo, BKITIOYAIOLITUH

(a) BBemeHue ykazaHHOMY CyOBeKTy 3(p(peKTUBHOIO KOJIMYECTBA AHTUTEJIA T10 JIIOOOMY U3
. 8-15, roe yka3aHHOE aHTUTENIO CKOHCTPYUPOBAHO C BO3MOKHOCTBIO JIOKAJIU3aLUU B OIyXOJIH,

skcnpeccupyrouieit A33, U MEUEeHO paJuoON30TONIOM; U

(b) oOHapykeHHs] HaJIM4USl OMYXOJHU y YKA3aHHOTO CyOBeKTa MyTeM JETeKTHPOBAHUS
yPOBHE# paArOaKTUBHOCTH, UCITyCKAEMO YKa3aHHbIM aHTUTEJIOM, TIPEBBILIAOIINX KOHTPOIbHOE

3HAYCHUC.

33. Crioco0 1o 1. 32, OTIMYAOIIMICS TEM, YTO Y YKa3aHHOTO CyOBeKTa TUarHOCTUPOBAH pak

WJIH NOOO3pPEBACTCA HATUIUEC paKa.

34. Cnoco6 mo m. 32 uiu 33, OTJIMYAIOIUICS TEM, YTO YKa3aHHBIE YPOBHU PaJUOAKTHBHOCTH,
UCITyCKaeMOI YKa3aHHBIM aHTHUTEJIOM, BBIABIIIOT C MPUMEHEHHEM MO3UTPOHHO-3MUCCHOHON

ToMorpaduu Wi OAHOYOTOHHOH IMUCCHOHOHN KOMITBIOTEPHOI TOMOTpaduH.

35. Crioco6 mo mobdomy u3 . 32-34, MOTMOJHUTENHFHO BKJIFOYAIOIINNA BBEICHUE YKA3aHHOMY
cyOBeKTy 3(p(PEKTHUBHOIO KOJUYECTBA UMMYHOKOHBIOTATa, CONEPIKAIIEro aHTUTEIO IO JI000MYy

U3 1. 8-15, KOHBIOTUPOBAHHOE C PATMOHYKJIUJIOM.

36. Criocob o 1. 35, OTIMYAr0 LIUICS TEM, YTO YKa3aHHBIM PAIHOHYKIIH] MPEACTABIISIET COOOM
UCTIyCKAIOIMN ab(a-4acTULbI U30TOIM, HUCIYCKAMOIMMKA OeTa-4acTHIbl M30TOIM, PaTUOHYKJIH,

UCTIyCKAIOIIHUH OXKe-3JIEKTPOHBI, FITH JIFOOYI0 NX KOMOMHALHIO.

37. Croco6 mo m. 36, OTIMYAOLIUICS TeM, YTO YKa3aHHBIA HCIYCKArOIIMH OeTa-4yacTHLIbI

H30TON BeIOpaH U3 TPymmbl, coctosmmei us Y, P°Y, #Sr, 165Dy, 1¥Re, 1¥Re, 1"7Lu u ¢’Cu.
38. Habop, cogep:xamuii aHTHTENI0 1O JIF0OOMY M3 M. 1-15 U HHCTPYKLUU O TPUMEHEHHIO.

39. Habop mo n. 38, oTnu4aromuiicss TeM, 4TO aHTUTEJIO 10 JIroOomy u3 . 1-15 ¢cBsi3aHO MO
MEHbILIEH Mepe C OOHOW MoAnaroIneics OOHAPYKEHHIO METKOW, BBIOPAHHOW W3 TPYIIIHL

COCTOSIIIEH U3 PATUOAKTUBHON METKH, (PJIyOPECLIEHTHONH METKHA U XPOMOTEHHOIN METKH.

40. Habop mo n. 38 win 39, NOMONHUTENBHO COAEPIKAIUN BTOPHUYHOE aHTHTENIO, KOTOPOe

creun(pUIHO CBA3BIBAETCS C AHTUTEJIOM 10 JFobomy u3 . 1-15.

41. bucneunduunoe antureno mo m. 7 wim 12, OTAMYAKOIMEECs TEM, YTO YKa3aHHOE
OoucneruyHOE AaHTUTENIO CBS3bIBACTCA C paauoakTHBHO MedeHHbIM DOTA-ranteHomM u

auTuresom A33.
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42. Crioco® oOHapy’keHHsI COJHIHBIX ONyXOJeH Y HY)KTAOIIErocsi B 3TOM CyOBeKTa,

BKJIFOUAOI M

(a) BBemeHnme yKa3aHHOMY CyOBeKkTy O((EKTUBHOTO KOJMYECTBA KOMILIEKCA,
comepkamiero paanoakTuBHo MedeHHbIii DOTA-ranren u 6ucnennduaHoe anTutesno mo m. 41,
re YKa3aHHBbI KOMIUIEKC CKOHCTPYHUPOBAaH C BO3MOKHOCTBIO JioOKajgu3zauuu B A33-

SKCIPECUPYIOLIEH CONUAHON ONMyXO0Ju; U

(b) obOnapyxeHHe HaMU4Ms COJNUAHBIX ONyXOJIeH Yy YKa3aHHOro CyOBeKkTa IyTeM
JIETeKTHUPOBAHMs YPOBHEH PagHMOAKTHBHOCTH, HCIYCKAEMbIX YKAa3aHHBIM KOMILIEKCOM,

NPEBBIIAIOIUX KOHTPOJIBHOE 3HAYCHHE.
43.  Cnoco0 BbiOOpa cyOBeKTa Ui IPETapreTHON paiuoOMMMYHOTEPAINH, BKIFOYAOLIHH

(a) BBemeHue ykKazaHHOMY CyObekTy 5((EKTHMBHOTO KOJMYECTBA KOMILIEKCA,
cozep:kaiiero paauoakTuBHo MedeHHblii DOTA-ranTen u OucnernuduyuHoe aHTuTeno no m. 41,
rIe VKa3aHHbIH KOMIUIEKC CKOHCTPYHPOBaH C BO3MOXKHOCTBIO €ro JIOKaJIW3alud B

skcnpeccupyromeil A33 COIMIHON OMyXOJIH;

(b) nerexTupoOBaHKE YPOBHEH PaTUOAKTUBHOCTH, UCITYCKAEMbIX YKa3aHHBIM KOMILIEKCOM;

(c) BBIOOP yKa3aHHOTO CyOBbeKTa JIsl MPOBENEHUS MPETAPTETHON PaIMOMMMYHOTEPAITHH,
B CJIydae, €CJIM yKa3aHHbIE YPOBEHU PAJMOaKTHBHOCTH, UCITYCKAEMbIE YKA3aHHBIM KOMILIEKCOM,

MPEBBIIIAI0T KOHTPOJBHOE 3HAUEHUE.

44, Crioco0 MOBBIMIEHUSI YYBCTBUTEJIBHOCTH OIMYXOJIM K JIY4EBOW Teparuu y CyObekTa, Y
KOTOPOT'O JTUarHOCTHPOBAaH A33-TIOJNIOKHUTENbHBIX PaK, BKIKOYAKOIIUN BBEACHHE YKAa3aHHOMY
CcyObekTy 3((HEeKTUBHOTO KOJMYECTBA KOMILIEKCA, COMEPIKALIEro PaauOAKTHBHO MEYEHHBIN
DOTA-ranten u bucneunpuaHOe aHTUTENIO MO 1. 41, TIe YKa3aHHbBIH KOMITIEKC CKOHCTPYUPOBaH

C BO3MO’KHOCTBIO JIOKQJIM3ALMU B SKCIIpeccupyromeit A33 onmyxomu.

45. Crioco0® yedyeHusi paka y HYKAAMOLIEroCss B 5TOM CYOBEKTa, BKIIIOYAIOIIUN BBEIEHHE
yKa3aHHOMY CyOBekTy 3((QeKTUBHOrO KOJMUYeCTBa KOMILIEKCA, COAEPIKAIIEro pPagruOaKTHBHO
meueHHbIE DOTA-ranten n Oucneunpudnoe antuteno mno m. 41, rae yka3aHHBIH KOMILIEKC

CKOHCTPYHMPOBAH C BO3MOXKHOCTBIO JIOKAJIU3aLUU B SKCIIpeccupyromei A33 onyxodiu.

46. Crioco0 MOBBIMEHUS] YYBCTBUTEIBHOCTH OIMYXOJIM K JIY4eBOW Tepamuu y CyObekTa, Y

KOTOPOT'O JUArHOCTUPOBAH A33-TMONOKUTENBHBIX PaK, BKIFOYAOIIHI
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(a) BBemeHue >(¢¢eKkTUBHOrO KojmuecTBa OucneuuduuHOoro anturena mo m. 41, rae
yKa3zaHHOe Oucnenu(uIHOe AHTHTEJIO CKOHCTPYHPOBAHO C BO3MOXKHOCTBIO JIOKAJIHM3AaLUU B

skcnpeccupyromiei A33 onyxonu;, u

(b) BBemeHue >((HEeKTHBHOrO KOJUYECTBA PagUOaKTHBHO MedeHHOro DOTA-ramreHa
yKa3aHHOMY CyOBeKTy, rae yKa3aHHbli panuoakTuBHO MedeHHbIH DOTA-ranren

CKOHCTPYHPOBAH C BO3MOXKHOCTBIO CBSI3bIBAHUSI ¢ OMCTIEIU(PUYHBIM AHTUTEJIOM.
47. Crioco0 neueHns paka y Hy>KOArOIIErocsi B 3TOM CyObeKTa, BKIIFOUAOIINH

(a) BBenmenue >(¢pdekTuBHOrO KojmuecTBa OucneuuduuHoro anrurena mo m. 41, rae
yKazaHHOe Oucnenn@uUIHOe AaHTUTENO CKOHCTPYHMPOBAHO C BO3MOXKHOCTBIOJIOKAIM3ALUU B

skcnpeccupyroueit A33 onyxonu;, u

(b) BBemeHue >¢p(HeKTHBHOrO KOJWYEeCTBa pPaguoakTHBHO MeueHHOro DOTA-ranmreHa
yKa3aHHOMY CyObeKTy, TIe YyKa3aHHbIH  paguoakTuBHO MeueHHbi DOTA-ranTen

CKOHCTPYHUPOBAH C BOBMOKHOCTBIO CBA3bIBaHUSA C YKa3aHHBIM 6I/ICHCL[I/I¢)I/I‘—IHBIM AHTHUTCIIOM.

48.  Cnocob® mo m. 46 unm 47, DONOJHMUTENBPHO BKIIOUArOIUil BBeneHHe 3(dekTuBHOro
KOJIMYECTBA O0ECNeUNBAIOIEr0 KJIUPEHC AareHTa YyKa3aHHOMY CyOBeKTy MO0 BBEIEHHS

panuoakTuBHO MeueHHOro DOTA-ranTeHa.

49.  Cmnocod mo mobomy wu3 mm. 42-48, OTIMYAOIIMICA TE€M, YTO YKa3aHHBIH CyOBEKT

npeacTaBysieT COOO UenoBeKa.

50. Crniocob o mobomy u3 mr. 42-45, OTIUYAOIIMIACS TEM, YTO YKa3aHHBIM KOMIUIEKC BBOIST
BHYTPUBEHHBIM, BHYTPUMBILIECUHbIM, BHYTpHUApPTEPUAIIbHBIM, WHTPATEKAJIbHBIM,
HMHTPaKaCIyJsipHbIM, BHYTPUTJIA3HUYHBIM, BHTYPUKOKHBIM, BHYTPUOPIOIIUHHBIM,

TPAaHCTpaXeaJbHBIM, TOAKOXKHBIM, HWHTPALepeOPOBEHTPUKYIISIPHBIM,  TEPOPATBHBIM  HJIH

HHTpaHa3aJbHbIM IIyTCM.

51.  Cnocob no mobomy u3 mm. 42-50, OTIMYAOIIUNACS TE€M, YTO YKa3aHHBIH PaJHOaKTHBHO
meueHHbIHE DOTA-ranteH comepKUT HCHYCKAIOMHMHA anb(a-4acTHLBl H30TOI, HCITyCKArOIIUN

6eTa-LIaCTI/ILU:;I H30TOIl WU PAAUOHYKIINI, I/ICHYCKaIOIJ.[I/Iﬁ OKC-3JICKTPOHBI,

52. Cnocob no mobomy u3 mm. 42-51, OTIMYAOIUNACS TE€M, YTO YKa3aHHBIH PaJMOaKTHBHO
meuennbiii DOTA-ranren Bkmouaer 2UBi, 21At, 22 Ac, 12Dy, 21?Bi, ?*’Ra, *"Rn, *I°Po, ?!Bi,
DRy ATAG 25y 86y, Wy, g 165Dy 186Re 18Re 7Ly 7Cy, n, Ga, S'Cr, ¥Co, P T,

103mRh, 195mPt’ HQSb, IGIHO, 189mOS’ 1921r’ ZOITI, 203Pb, 68Ga, 227Th WIH 64CU.
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MeTop COPTUPOBKM KNETOK C aKTUBUMPOBaHHON tbnyopecueHunenn, FASC

PCT/US2018/052253

Tunbl onyxonei KneToyHble nuHuM Cpen. uHTeHc. pnyo-
pecueHumM, MFI
CA-paK MOJIOYHON Xeneas! HTB-26 11
KonopekranbHbii pak Colo205 3300
KonopekrankHbii pak SW1222 1513
KonopekransHbiid pak LS174T 4776
Capkoma HOuHra SK-E-LP 6
Capxoma HOurra TC-32 6
Capkoma HOunra SKEAW 7
Capkoma lOvHra SK-E-RT 8
Capkoma lOuHra A4573 8
Capxoma OuHra SK-ES-1 =}
Pak xenyaka NCI-N87 7
Pak xenyaka SNU16 303
TNumdroma NALMG6 LUC_GFP 5
Menarioma CRL-1424 G-361 13
Menatoma M14 LUC_GFP C11 G
MenaHoma SKMELS 9
Me3aoT OCM1 LUC 14
MeaoTennoma CRL-5915 NCI-H2052 7
Heiipobnactoma IMR32 LUC 4
Heitipo6nacroma NGP 5
HelipobnacTtoma LS 5
HeiipoGnactoma NMB7 6
Heitpo6nacToma BE(2)S 6
Heiipo6nactoma 66N 6
HeitpoGnacroma BE(2)M17 6
Heiipo6nactoma SKNSH 7
HeitpobnacToma SKNHM 7
Heipo6nactoma BE(2)N 7
Heitpo6nacToma SKNAB 7
Heiipob6nactoma NB5 7
HeipobnacToma BE(2)C 9
Heitpobnacroma 6S =]
Heitpobnacroma SKNAS 10
Heipobnactoma SKNDZ 10
Henpo6nactoma SKNIB 10
Heinpo6nacToma SKNZB 10
Heitpobnactoma SKNJIC2 11
HeitpobnacToma SH-EP1 12
HeMenKoKNeTOYHbIA pak nerkoro| CRL-2882 NCI-H3255 6
Hi TOYHBLIA PaK JIerkoro| CRL-5810 NCI-H522 6
HeMenkoKneTo4HbIA pak nerkoro| CRL-5800 NCI-H23 8
H eTO4HbIW pak nerkorof CRL-5875 NCI-H1563 9
H TOYHBLIW PaK Nerkoro| CRL-2868 HCC827 14
|[HemenkokneTouHbIi pak nerkoroj CRL-5914 NCI-H2030 15
H TOYHbIW paK Nerkoro CRL-5807 NCI-H358 18
Ocrsocapkoma U20S LUC_GFP 7
Octeocapkoma SAOS2 LUC_GFP 8
OcTteocapkoma HOS LUC_GFP 38
Octeocapkoma 143B LUC_GFP 9
Ocreocapkoma CRL-1427 LUC_GFP 13
CA-paK iM4HUKOB SKOV3 LUC 12
Pak nomxenyaoyHoM xene3bl CRL-1918 CFPAC-1 6
Pak nozpkeny0o4HoO# Xeneabl CRL-1997 HPAF-II 6
Pak ya " CRL-1469 Pancl 7
Pak nogkenyno4HOM Xenesb! CRL-2547 Panc 10.05 7
PaK nofpkenyzo4Hou xenesbi CRL-2172 SW 1990 7
Pak n T quole xenesbl HTB-80 Capan-2 10
Pak npeacrarenbHon LNCaP Z
Pak npeacrarensHO# xeneabl DU145 23
M T I/ PaK nerkoro HTB-180 NCI-H345 7
MenKOKNeTO4HbIH pak Nnerkoro NCI-N417 9
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®durypa 14

mAII-VH

WGEQGETLVTVSA (SEQID NO: 1)

IGHVI-21301-TGH 14 ¥ 1 (MakcumanbLHO roMoIoOrMYHas Yenosey. NOCNeaoBaTeNbHOCTL)
EVQLVESGGGLVKPGGSLRLSCAASGFTFSSYEMNWVROAPGKGLEWVSESISS
SESYIYYADSVKGRFTISRDNARKNSLYLOMNSLRAEDTAVYYCARYFDYWGQGTL
VTVSS (SEQID NO: 2)

MmA33-VL
DIVMTQOSQKFMSTSVGDRVSITCKASONVRTIVVAWYQQKPGOSPKTLIYLAS
NRHTGVPDRFTGSGSGTOFTLTISNVQSEDLADYFCLQHWSYPLTFGSGTKLE
VKR  (SEQID NO: 3)

JEKV1-17%02~ IGKI2* 1 (MakcumanbHO romosiornyHas Yenosey. NocneaoBaTeNlbHOCTh)
DIOMTQSEPSSLSASVGDRVTITCRASQGIRNDLEWYQGKPGKAPKRLIYAASSL
QSGYPSRFSGEG. SGTEFTLTISNLQPEDFATYYCLQHNSYPYTFGQGTKLEIK

(SEQ ID NO: 4)
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huA33-H1 {3A3-H1)}(SEQ ID NO: 5)
EVKIVESGGGLVKPGGSLRISCAASGFAFSTYDMSWVRQAPEKRLEWVATISSGESY
TYYLDSVKGRFTISRDSAKNSLYLOMNSLRAEDTALYYCAPTTVVPFAYWGQGTLVTY
S&

huA33-H2 {(3A3-H2) (SEQID NO: 6)
EYVQLVESGGGLVKPGGSLRLSCAASGFAFSTYDMSWVYRQAPGKRLEWVATISSGGSY
TYYLDSVKGRFTISRDNAKNSLYLOQMNSLRAEDTAVYYCAPTTVVPFAYWGQGTLVTY
88



23/47
WO 2019/060750 PCT/US2018/052253
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huA33-H1 {343-H1}SEQ ID NO: 7)

GAAGTGAAGE TGETEGAATC TEGCEGUGGACTO G TEAAGCCTGGUGGCTCTCTGAGACTGTCTTETES
CBOCTCTGGC T TCGCC T T TCCACT TACGACATE T CT GGG TG GATAGGCOLCTGAGAAGCEBOTGE
AATGGRGTGGUCACARTCTCCTCCGOCG G TCCTACACCTAC TACC TRGACTC TE TEAAGGGUCGETTCA
CCRT T OB BB AL TN G ARG AACTCCC TOTACC TS CAGATSAACAGCCTECEGHBUCCAGGACACD
GUCCTGTACTAT TG TGO TCOCACCACCET GG TGLCETTCG L TATTGGGGATAGGGCALCCTCGTGACT
GTGTCCTCT

huA33-H2 (3a3-#2) (SEQ ID NO: 8)

GAGGTGCAGL TEETOGAATE TEGCEECGGACTEGTEAAGLCTGGLGGCTCTCTEAGACTGTCTTGTES
CGCCTCTGGCTTCGCCTTCTCCACCTACGACATGTCCTEGGTECGACAGGLCCCTEOCAAGAGALTGG
ARTGGGTGGCEACARTC TCU TCCGRUGGCTCCTACACCTACTACE TEGACTC TR TRAAGGGCOGGTTCA
CCATCTCOCGGGACAACGLCAAGAACTCOCTETACC TGCAGATGAAC AGLLTRLGGGCLGAGGACALS
GUCGTETACTATTETGCTCCCACCACCE TGO TECCCTTCGCCTATTGGGGACAGGGTACCCTCETGACE
GTGTCCTCT
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huA33-L1 {3A3-L1)(SEQID NO: 9)
DIOMTOSOSFMSTSVGDRVTITCKASONVRTVVAWYQOKPGKSPKTLIYLASNRHT

huA33-L2 {3A3~L2) (SEQ ID NO: 10)
DIOMTOSOSSLETSVGDRVTITCKASONVRTVVAWYQOKPGKSPKTLIYLASNRHT
GVPSRFSGSGSGTEFTLTISNVOPEDFADYFCLOHWSYPLTFGSGTKLEIKR
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huA33-L1 {3a3-L1)YSEQID NO: 11)
GACATCCAGATGADCCAGTCCCAGTCCTTCATGTOLCACCTCCGTEEGLGACAGAGTGALCATCALA
TGCAAGGCCTCOCAGAALGTGLGGACCETGETEGLCTGETATCAGCAGAAGCCTGGCAAGTCCC
CCAAGACCCTGATCTACCTGGCCTCCAACAGACACAL GGG TELCCGACAGATTCTCCGGCTCT
GGCTCTGGCACCEAGTTCACCCTGACCATU TCCAACG TGCAG TUCGAGGAC TTCGUCGALTACTTC
TETCTGCAACACTGETECTACCCCCTRACCTTCGGCTCCGGCACCAAGE TGGARRTCAAGAGA

huA33-L2 {3A3-L.2)SEQ ID NO: 12)
GACATCCAGATGACCCAGTCCOAGTCCTOCC TR TCCACT TECGRTEGGLGACAGAGTGACCATCACA
TGCAAGGCCTCCCAGAALGTRCGGACCGTOETERCCTGGTATCAGCAGAAGCCTGGLAAGTLCC
COAAGACCCTGATCTACCTGGLCTCCAATAGATACACCEGCETECOCTCCAGATTCTCCRRUTOTHE
GUTCTGGCACCGAGTTCACCCTEACCATCTCCAACG TEUAGLCCGAGGACTTCGUCGACTACTTCT
GTCTGCAACACTGGTCOTACCCCCTGACCTTCRGLTCCGGCACCAAGCTGGAARTCAAGAGA
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ka (1/M-cek) ka (1/cek) Kb (M)
3A3-chA33 2.03E+06 6.28E-04 3.10E-10
3A3-H1L1 1.71E+06 3.70E-04 2.17E-10
3A3-H1L2 2.64E+06 6.10E-04 2.32E-10
3A3-H2L1 1.48E+06 2.90E-04 1.96E-10
3A3-H2L2 2.15E+06 3.63E-04 1.69E-10
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ka (1/M-cek) ka (1/cek) Ko (M)

huA33 (3A3-H2L2)

2.15E+06 3.63E-04 1.69E-10

hA33-mC825

1.85E+06 2.94E-03 1.59E-09
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AHTnTeno | MuweHb Kop, H1 H2 L1 L2
huA33 A33 3A3 79.95737 | 83.24797 | 73.68187 | 77.13647
VH VL
hA33 83.07697 80.59097
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chA33-IgG1
Jlezkast yenb (SEQ ID NO: 13)

QIVMTQSQKFMSTSVGORVSITCKASQNVRTVWWAWY QRKPGREPKTLIYLASNRHTGVYP
DRFTGEGSGTRFTLTISNVQEEDLADRDYFOLGHWSYPLTFGSGTRLEVRRTVAARSVFIFRP
SUEQLKSGTASVVYCLINNFYPREAKVQWRYDNALGSGNSQESYVTEQDSKRSTYSLESTL
TLOSKADYERHEVYACEVTHQGLSSPYTREFNRGEC

Tsxenas yens (SEQ ID NO: 14)

EVILVESGGGLVKPGGSLKLSCAASGFAFS TYDMEWVRQTPEXRLEWVATISSGGRYTYY
GRSVFPLAPSSKSTSGETASLGOLYRDYFPERPVTVSWNSGALTSGVHTFRPAVLIGQSSGLYSL
SEVVTVRESSLGTOTYICNVNHKPSNTRVDKRVEPKSCOKTHTCPRPCPAPELLGGPSVFLF
PP PKDTUMISRTPEVTOVVY DV SHEDPEVH FNWYVDEVEVHNAXTKPREEQYNSTYRVY
SYLTVLHQDWLNGKEYRCKVSNKALPAPIEKTISKARGOPREPQVYTUFPSROELTRNGQVS
LTQLVKGRYPSDIAVEWESNGQPENNYKTT PRVLDSDGEEFFLYSKITVDEKSRWQQGNVFS
COVMHEALHNHYTOKELSLSPEK
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Tsixenas uenb huA33-lgG1 (H2L2)

AmuHokucnomHas nocnedoeamensHocms: (SEQ ID NO: 15)

BV LV ERGRG IV KRG G B SAS S AR STy MW VR AP G N AL EWVAT ISR G EEY TY Y LORVR GRETIRR G NA R NBLYL

QM S R A B Ay AR T B A WS O TV TV S S A S TR AP S VP R AR S S S TS GO TARL ST VK I FREPVTVS WNSGAL
R T F R AL RS B A VT VRS S S LA T Y IO N R SR T VDK RVERPK SCOR T HTOPRIRRPELL S GREVELFPRK

PR T ISR TP R PO OV SHEDP RV K F N VR S VEVHAB R TP REEQYRSTYRW ST VERGDWL NGEEYRONVE AR

ALPAPIERTISKARG QP REP QY TLRRSRD EUTR OV RLT QLR GHY PSHIAVEWE SNG GRENNYKT TR LS DREFFLYBKL
TYDKERWOQUERVFSCEVMHERUHEHY TQKSLNEPGK

MocnedosamensHocms kJHK: (SEQ ID NO: 16)
GAGS T AU T SN T e G R T O GRO ST A CAT T S T SAA SO T RO AT T T O SaRAN TRV IV TRV GO CAOOTOTREOY
A A A G T T G T s G A T GG UA A GAGACT G CAATE G GV G GCUATARTCT LT
G T TACAC T TACTANT T SGACTUT O T GRAG L G UL G TV CACCRTITO UGS GAIAAI GUUAA BARITUNOTSY
SCCTEOARAT AR AT GG G G TS A AT G G T G A T A T T S T O TS R U AR i T e T SO T TS CUTAY
FEGEEATAS G A T e TG AT AT LT O GO T AR SEETCRTOGETIT IO T RGCALOOTOOTOOAR
GRGCACCTITGEHRLGGUACA G G HRIIT G RUTHECT S S THAAS GACTRCT T GRARIIL G TEAL GETGETCGTG A &
STEAGGUECCOT GACCAGES COGTSOACATTT TSNS TOUTACAS T COTCAGGADTOTARCT OCCT OR GCAREET &
STERCCHTRCCOTCCARGEARSCT T EO A TCTAGAC CTATATT T R AR IR TRAR TEACAA GCCC A TTSATATCARAGZETEG
AAAGAGAG T T EA G S AT T T ST GRANARRATT AUACA T GUCCACEETECCCA S RANT T SAR CTCLTRR U R A
GICARGTUTTEOT T IOl A A A AT A A G ATE I T AT GAT T G AT T GAGL TUSRIATRUS TR TR ETES
AR TRAROOACGAR SR TRA S TL AT T AL TRETACS TO RANE SCH TR CASKRTROATAA TR A CATASA (LD
GUEGEAHGRG TAGT A AR A A T CTGT G O T A ST ST T A G T THIATTAG CRCTRRUTH ART O AR
GEAGTACRAAGTEGLARESTUTTCAKRCASAG O T CCCR ST N CCATUS A G AS A ACCATUT U UARR ST AR G (A GO
CHAGARCCATAGE TR TR AT SRV IS GHATRA G G ANTRR GAAT LR G G T CAGUTT RASCTRUITG HTEA
ARGRETTLTATOCCAGCGRT/TIS SRAGTHECAGRVTAKTEEEGCACT LR CACARATAALTATASEATTAT GTITCC
CETHOTSEACT R CESIT T T TCOT CTACAGCAAGT T AT O TO O AUARARA GLAGE TR CCA LA G G GARCETS
T AT T S TR AT GUAT GRS T U TG ATAR I ATTA ARG GAA G A ST TETI T OO SRE TASR
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JNerkan uenb huA33-IgG1 (H2L2)

Amunokucniomnas nocsiedoeamenbHocms: (SEQ ID NO: 17)

QI SR S S T SV RDRY T I T O A SN R TV VAW Y GNP SR ERKTLUIVLASNRHTOVPS BFSGS S S ETEFTLTE
PEOFADYFCLOQHWRYPLTFESRTKLEIKEY FEFSREEASCTARNILLNNTY ?‘Rt:mK‘wQ WHOVDRRGE
QESYTEQDSKDSTYRLESTLTLREADYERHEWY aat: THRUGLSSPYTRSFRRGEC

PV
N

f,i'/ b’z
m,CJ

MocnedoeamensHocms KHK: (SEQ ID NO: 18)

SACATCCACATEACTUAS TOOCAS TCCTOOITRTCOAMICTIOETES “Qﬁ&i‘si‘.‘é\gﬁGTSQCCA"*CAC&TG&%A&GQCT{:
CEARARCETOUSEACCOTSATECCUTS O TATCASTA GRACTC TS SUARET \.&TCC&M\»A COOTRATOTALUT GG
CCARTACATARCALZIGET (‘ “T\“ \‘\J&{t &T‘?{‘ B ix{ TETEOCAT \ W t’k{? i\(‘{‘ {‘ Tﬂ;’;’“&ﬁ"’“{?"‘CCM{.
G‘?'i}i:h-&(\. : COGHUACCRA

G J-\(w 7 i: £ {3 QC BB Tk K i\(‘ {x &\l‘&"'i‘ £ G‘fkm SAGTAGK tii"‘" "“\»‘3»&‘» (;{;;‘“ mi’%i ;&C\"'t“ “»& {.lf" o ""'1‘5"(" (“T{"T;%\ LTEAL
LCTOTOOAARGHOLGACTACGAGARA GOATSA L GTETANGCIT CUGAAGTEACCCATIA & GEOCTOTOTAGTICLSTS
ACTARGTCTTTOAM UG RGROGASTEN
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Taxenas uenb huA33-BsAb (H2L2)

AmuHokucniomras nocnedosamenisHocms: (SEQ ID NO: 19)

SV NVES OGP S LRL S CAAS GFAF ST YDMAWVRQAF G KRLEWVATIS SO EEYTY YLD EVK GRF T ISRONAK RRLYL

ML RAR T AR WY Y AP T VR A WG GG T LY TV S SASTEGPOVFRLAR SSES T SCE TR L IVK R FEER TV S WRSGAL
R TR R AL S SR AL R A T WP S S SLG T T Y ICRVIRMK P SR TV D RVERY RCOR THTCPPOUARELL GEPSYRUEPRY,

P T LM SR T R T A Y S HE TR Y KF R Y VR G VEVHNA N TR REE QYA STYRVWYSVINMAHGDWLNGKEYNCAVE NS

LR AR I SR AK G P RV T AT R R T ROV TR GR Y PSR AVEWESNGQRENRYET TR DEOGEPFLIY SRUY
VRRKSRWOQORVESCEVMHEALHN Y TORSLELES K

IMocnedosamenbHocms KHK: (SEQ ID NO: 20)

SREGTEEACCTSCTE CARTTTGEUE GUR CACTCSTRAR ST GO G RUTIT T RAREAST O TOT T TS OUGUCIT TGO
FEARCCTTOT AT A CEARCRT ST IITERGETEURATASECCLITEEUAA A GAIT S CASTH GE TR GUUATAATCTIITY
CHECRECTCCTACACCTATTACCTGGAIT TR T RASG S R CCRHT TEACCATIT CCCRGHACARCHU T ARGAATTICCTEY
ACCTOCAGATEAM B GCCTRLAGHINGAGEATAT O N GTRTATTATTO T GO CCCAL ARG TOE TR TOOCTAY
TOUEHEATARHETALS TR TOTARI AR S GGCCCOTCTSTE T T QU A ST AR
AT ARNTT T GO T GRRR ARSI S G G RN TURTRAR G EACTANT T TGRS ET RN GV TLLTGR AAL
TETEEUOCTUTBALOTITRGUETES T RUTE TS S AR TOTASCSHUUTSTACTICCI S TCUTCORTOGY
SACAGTHEUCTCCAGOTOTLTRGGUAL GRACUTRCATUTGUASCETRAANU RN AR GO T UCRATROCRALETRERT
ARGCEEETE CAACTCAS FTCCT G ACAA GRCCCACA T ST T TR TV EKKTT SRACTROCTRE G G QAT
CETET T AT T SO OCCS AR G ARG S ATA T T E R T ST T ARG AR G TERALOTRUGT R TEOTEOA
FETETOOCACGRGEATIC T SARGE TRARET TR TES TROG TG G U THGAA G TEIAAANEUIAA GAQCAR LY
SGAGARSAACAS TR GCCTCCACLTACCR G ETRETETCCATGCTGAIAG TR TR LATTA G GATTOOUTOAAM TG GLARAR
GEAGTACASET GBI GTE TS ARTAR BT S CUTRC OO ATCCARRACATCCS TN DO ASS BRI CAR S QECCAB N
SERGARATTETA GARTETACSCACTHOOLOLTAGTA S GEATGA GLUTRALCAR LAKRCLAGETETOCLTRALSTETUTIATEAR
ST TCVARSCCCTCCEATRTOEIIRTREARTGH GAGTICAR G RUCASTUITRA AR AT TRCA S RRCCA LK
GFOUTGEARCTOREANG BT OAT T T ROTE VAR GCRARTT RACTE TEEACRAGTCCL G T EHUA GLR GG HUAA LG TRY
FETCOTRCTCORTEAT GEACGALHEIITT OIS CAARCCRITACA CCCA SSASTCCCTETCCITRARI LI G GUASS
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Nerkas uenb huA33-BsAb (H2L2)-huOKT3scFv

AmuHokucnomHas nocnedoeamensHocms: (SEQ ID NO: 21)

D TR S S R T VAR T T A S R R T N Y KD S AP T I L A SRR T BUPR S RFRGR G R A TEF TUT DN IDEDER
STASVVOLLN AR YIRS AWKV DRALOS CNS QESVTRQNS
L KA Y R Y AR Y TR R L S SR TR EF R (T S G S B R S S AE RO A ST HAVOS G WVIIFERELR
LS A S G Y TR T RY T MR R AR S L RN I G NP I R Y TR QK D RFTIC R DN NTAFLOMES L RPESTRATYFCARY YR 3
HY RO WEGRTRVTVGRSRRLEEEGE SEGEGSGNEES SYTITESASISVEYM
WTELTR

s
SHSEE

S GEST IRECICHITOSPRSLENSY
SRRV TR T IRE e AT Y I I WRERER T

NMocnedoeamenbHocms k[HK: (SEQ ID NO: 22)
CRCATLCAGSTRACCCASTOCCAGTROTCCCTRTICH

CLTCCETOHGL GATARA S TEACTATCACATRCRA QR T CCCABA
ALGTECELATCET GG TEECCT TR TIAGCAGA A SCITG GCAR G TOLICTSA GACITIT AT CTACCT GHTITCCARTA GAC
ACACCEEUE TGO T O AGAT TUT OGO GEUT U T RECACTSAG T T ORI TR ACEAT CTCCARDETECAGTLLGA GG
AT TCGCURACTRIT TETCTETGUARSACTEE TECTRECCICTEACCT TR S TICOHIACCRART T CRAARTCARGABARST
CHETRGOCGITCOCTLIRTRTTLATCTTICCAC FTCTRTCRTETRCCTEOTR
ABCASCTTITAL CECLALGTCANG AACTCCLAG B AATCCETS
ALLGAGLAGGATTCCRALG GATA KL 5 YA LGAKGUATAAG
CTRTATHLCTCCEAAGTGAL AARTOTTTEARCCGGRROGARTHIACTALTREGT
GCHUGGRAGCATITEROSBALCTE CAAGCERAGHE GRRAGHATCTCARITECAGLTROTEIASABL G RAGEIS GAGTHGTR
AR S&EECCTCCEEITACARIT T CACOIS STACATCAT AT G R T GUGACAS
¥ 3 ; TGS GAUTSCALCSACTAUASCIAGAA T TLAAGGAK
CEGTTCARCAY DT OCCAGARACAATTOAAGARIX YT GUARAT G T I TRNGHOIT GAGRAT R GROETRT
ACTTETELRTCCRE TRCTACRACOAZTACTACTCCCT RO CTALT GG G SUCA R AACTCCTC TS ATASTRTCATITGG TSRS
LCHBAEGRAGTRLGE SALBGR GEATTAGSTAETERTGRATLAG HUL GASHALGT TEARS S HATHGIGETTCT OO LALG
LHGUTCT AT TEAGAT GAUTCAGAGIUCT TRLAGTITGRARULTUTCCE TR G G A GET STEACARRTTACCT GG
PO QOG TE TV TRCAT AT TG EATCAGUAGALCUT SERAKG GUTTOTASBLE G TEOAT TS TRALACTTCOAARNDT
GEUUTLT GGG THROQLA GGAGHTTTTIT RGO T CLGRCASC S GUATAGAT IR TACCT TCATC AT CARIT QEUT S AGIUAEAK
GATATCEITACCTAT TR T TETCARUART AL T OO TCCARS T T TR ACCT TG T SUGGLATAS AGCTRUS GATCACRAGS
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PACIMONOXEHME
MOAUDPUKALIMMK

OMUCAHME

Tskenas uenb

MyTaums ans CHUXeHUs CBR3biBaHWA ¢ Fc-peuenTtopom (Hanpumep, mytauus N297A)

MyTauns gns paspylweHusi canTta rmuko3unmpoBsaHusi (Hanpumep, mytaums N297A)

MyTtauus nhﬂ CHWXEHMs1 CBA3bIBaHUSA C 1q (HanpumMep, MyTauus K322A)

JInHKep, cBA3LIBAIOLWMIA
nerkyio uenb ¢ scFv
huOKT3

YBenuyeHve nnm ymeHbLleHne AfnHbI NMHKepa

VH scFv huOKT3 MyTauus Ansi NoBbILLEHUS CTAabMNLHOCTU W/MNKU ANS CHDKEHUS arperauun (Hanpuvep,
BBeAeHne ancynbduaHon ceaam mexay Vud0 n Vi 100 (B COOTBETCTBMM C HyMepaLmen
no Kaboty), Hanpumep, Vi G44C V. Q100C)

CHuxXeHue arperauuv (Hanpumep, mytauusi C105S)
VL scFv huOKT3 MyTaumns AN NOBbILLEHWS CTAaBUIBHOCTU W/UNKU ANSA CHUXXEeHUSA arperauum

(Hanpumep, BBeaeHUe aucynbduaHon caasm mexay Va40 n V100 (B
COOTBETCTBUM C HyMepaumel no KaboTy), Hanpumep, Vi G44C VL Q100C)

JInHkep BHYTpPU ScFv
huOKT3

YBenuyeHne nnu ymeHbLLEeHNE ANuHbI NMHKepa (5 aMUHOKMCNOT — 30 aMWHOKUCNOT)
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Tsxenas uensb knoHa 31 huA33-BsAb (H2L2) - (SEQ ID NO: 23)

EVGVERGGGIVERGESIRLSCARSGFTIFS TY DMS WVRARGKRIDWVATIGSGGE Y TY VL DS VRGRFT
IERDNAKNSIVLOGMNSLRAT G?RV‘{Y{, PTTVVRFAYWOQGTIVIVERARTKORSVIRLAPESK ST RGETA
ALGCLVRDYFRPEPVTVSWRESGES VHTFFAVLGSSGIYBLESVVTVP RS LG TOQTYIONVNRKPENTRY
DERVEPESCDKTHTORRCR, ;5\?‘&&;“{5{3? SVYFLFPPKPROTUMIBRTPEVTOWVINGHEDPEVEFNWYVRG
VEVHRAKTKPREEQYASTYRVVEVETVEHQOWLRGKEYKCAVENEALPAPIEKTISKAKGOFREMQVYTLP
PERDE TIARGVELT LV ORY PO AV EW ES NGERENN YR TTRRVL LG DGSFFLY SKIT VDK G RWDONY
FROSVMHEALHNHYTRESLEIEME

Nerkas uenb knoHa 31 huA33-BsAb (H2L2)-huOKT3scFv - (SEQ ID NO: 24)

CAOMTORGSSLE TRV DRVT T CRASQNVRI VAW YUK PGK SR TLIYLASN RHTGVRGRFSGRGEGT
EFTITISNVPEDFADYFCQLONRW S‘f PIFOSGTRLEIHRTV AAPRUFIFPP S IRGLKSCOTASVYYCLLNNFYRR
&.AK\? {;‘.‘\f“»\é’“ ALQSGNERESVTEQROKESTYSLSSTLTLEKARYTEREVYATEVTHOGLES PYTKSFNR
SEEEEGOGEVHVQOGEHVVRPGRELELSTKA SGY TR RY TMEWVRQAPGKOLE
‘é‘é“i‘:‘&’ii\?’ ’ K‘w‘f THRY i\{,}éﬁ"%\i}k%“‘f S ki}\ S}i‘”\«? AFLEGM i)*(‘ “‘?3{{) i\ﬁ"ﬂ’f‘ &\R%’Y{B{}‘* Y’:: »DW‘SGQ@?P‘*

REet I8 £ 2 e S P
3 wm TPOKAPKRWIYDT SKLASGYPSRFSGSR &gmx‘rwz@sa&mm m:,csws\\ mm‘*ccw
KLEITR
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Tsxenas uenb knoHa 32 huA33-BsAb (H2L2) (SEQ ID NO: 25)

EWQLEESGGGIVK RGGSLRLSC AR BGF IR TYRMO WY RQAPGKRLEWVATISS GG SYTYYLDSVRGRFY
R AR N LY LGNS L RAE DAY Y CAR T TV VPRAYWROGT VT VESAS TRGPEVIPLAPSER BT SGGETA
ALGCLVK DY PERPV TV S W NS G ALT SGVHTT PAVLQESG LY SIS W TP SE LG TQTYION VRIHKPSNTRY
KRV IR GUDR THTCPPURAPTLLGGR SV PR TUMISE TRDETOV VRV BHEDPRVYKFN WYVEG
VEVHNAKTEPREEQYASTYRVVSVITVLHQUWLRGKEYNUAVSNKALPAPI R TIGRAKGOPREPQVYTLR
PORDELTENCQVYSLTCIVKGRY PS DIAVEWESRGUPENNYKTTPRPYLDSDGSFRLY QRLT VIR SRWQQGHY
FHOSYMHEALHNHYTORSUBLSPGY

Nerkan uenb knoHa 32 huA33-BsAb (H2L2)-huOKT3scFv (SEQ ID NO: 26)

DTS QS ELE TS VG DR Y T TURAS G NI T WVAR YOO KPGKEP K TLIYLASNRATOVPSHFSESGSET
EFTLTISNVQPELFA LY FOLOY W SYPLTPGERTKLEIKR TVAAPSVFIFPPSDEQLK SGTASVYCLLNNFYSR
EAKVWKVDN AL OB NSOESV TEQDSE DS T YSLE STUTL SKADYERHKY YACEVTHQOLSS PYTKSFRR
GECTSGREEEAEAASERGESHVRIVESCOOVVORGRELRLECKASGY TETRY TMHWVROABGROLE
WIGYINPS RGYTNY NGRFK DRFT IS RONSKN TAFLQMD SLEPEDTGY YFCARYY DDHYSLOYWGQGTRY
TYESGGEESBEBHSRRRASC RUTITCSASSEVEYM
MY OOTPEKAPERWIYDT SKLA SOV PSRFSGRGSG THY TF TISSLOPEDTATY YCOOQWS SNPFTFGUGT
NLGTTR
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Tsaxenasn uenb knoHa 48 huA33-BsAb (H2L2) (SEQ ID NO: 27)

EVQLVESGOGLVEPGGEELRLSCAASGRAF STYUMBW VR QARG KRLEWVATIE SGGEEYTYYLOSVKGRFTY
SRONAKNSLYLOMNS LR ARD TAVYYCARTIVVPRFAYWOOG TLVTVE SASTHGPEVF PLARS SKSTSGGTA
ALGTLKOY FRERY TV SW RS GALT SOV HTFRAVLQESQLY SIS SVYTVRES SLETOTVICR VMR PENTRY
DRRVEPRSCDKTHTCOPPCPARELLGGP OVFLF PPERRDTLMISRTPEVICUVVINVSHEUPEVKFNWYVRG
VEVHNAKTKRREEGQVASTYRVVEVITVIHOQDWIRGKEYRCAVE N KALPARIEKTISKAKGOPREPAYTLP
FORELTKEQVSUTOLVGPY RS RAVEWES NGOPENN YT TPPYLD G DIESFRY SKUT VDK SRWROGERY
FQUEVMHEALHNHY TRQHELSLSRGK

2

Nerkas uenb knoHa 48 huA33-BsAb (H2L2)-huOKT3scFv (SEQ ID NO: 28)

M TR S, S T VG RV T T SNV R TV A Y N PO RSP TLIVLAS DR NTGVPS RFSO8GEHT
EE T IS NP E DEADYECLOYWEY PUTE G SO TKLEIKR TVA AR SYFIFPP SOEQLE SGTRASVVCLLNNEYPR
AWV AL O S G RSO E S Y TR SR U ST YA LS STUTL S HADY EKRRVYACEVT HOGL SE PV TKAFNR
SR TSR G S GG EEEERaREIVGVOS GGGV VPG RELRL SUNASEY TRTRY TMHW VROAPGHDLE

WIGYINPSRGYT RY RO KFR D RFTISRONSEN TAFLOM D SURPEN TOYYFCAR VY DORYSLOYWGOGTRIV

TS GGGaSE00SEERGEGOES SIS OaGESMIGMT) S PSS LS ASVE DRVTITCSASE SYSYM
WY TP A PRIV DT S LA SV PSRFSG B BSG TOY TR TIS SLPED I ATY YCORWS SNPFTRECGT

KLQITR

X

o
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Taxenan uenb knoHa 49 huA33-BsAb (H2L2) (SEQ ID NO: 29)

gl

SVRVESGGRIVEPGGELRL AR SGFIFS TY DM SWVYRQARGKRLEWVATIGEGGRYTYVLRGVKGRFY
RRONAKRELY LOMNE RA R DT AWV Y AR TIVVRFAYWGOGTINTVES AS TGRSV RFLAPSSKETSGHTA
AL VR PPV TV W R SO AL RV HTFRAVLG SRGLY B L S EVVTVPESRLGTRTYICR VN HEPENTRY
CHRVEPKSCRKTHTOPPCRARRLLGGREVTLT FRIEPROTLMIBR TREVIOVWVINGHE DREVKFN WYVRG
VEVRNAKTKPREEGYASTYRYVEVITVLRGIWING REYKCAVE N KALPAPTEN T IS KAKGQRREPQVYTLY
PERDELTKNQVELTULVEGFY IS THAVEW ESNGORENNYKTTPPVLD S DGSFFLY SKIT VI S RWODGNY
FROSVMHEALHANYTRESLSISPEK

rorr 7

~

Nerkas uenb knoHa 49 huA33-BsAb (H2L2)-huOKT3scFv (SEQ ID NO: 30)

M TOSOSELS TOVE DRV TITCKASO N VRTL VAW YOOKRGKS PR TLIV LASNRHTGVP SRFSGSGSGT
EFTL TSNV PEDFADYFCLORW SYRUTFE SOTKLEINR TV AAPSYFIFPPS DEQUKS S TASYVILLNNFYPR
EAKYOWEVDNAL QS GNS O ES Y TEGUISK DS TYS LSS TLTLS KADY EXHKVYACEVTHOGLE SRV TKSFNR
GO TS GG GE ARG AN SOV YOS REGVVOPGRELRL SCKASGY TFTRY THMHWVROQARGRTLE
WIGYIRPS RGYTRY NOKFRDRFTISRDN SN TAFLOMD BLRPED TGV YFOARYY DR YS L VWEQGTRY
TV S GAARS GGG BB RGN $GQ SCGMT SPSSLEAS VG URVTITOSASS BYEYNM
NWYOOTPOKARKRWIYDT SKLASGY PO RFSGEASGTRYTFTIS SLOPEDI ATY YO QOWE SN PRTFGCGET
KLOITR
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Taxenas uenb knoHa 53 huA33-BsAb (H2L2) (SEQ ID NO: 31)

F SOV PG G LR S A A ORI e S TY DM S WV RO APGRR L WV ATISS OO SY TY VLD GV GRFT
RN AN NS LY LOME LB A B T Py YOAP TR PR AW GG T LY TVS S AS TGRS YPRLAPSSK ST SGGTA
ALGCLKOYF PEPY TV O W NGB ALT SOV FPAVLOSSBLY BLES YV TUPSSSLE TOTYICN YN HEPSNTRY
DKIVEPK SO DR THTOPPOPAPELLGAP SYFLFPPRPKD TUMISR TPEVTOVVVOVSHE DPEVKFR WY VDS
VEVHNAKTKPREEQYAST YRVVEVLTVLHQDWLNGKEYKCAVENKALPAPIEK TISKAKGQPREPQYYTLY
PORDELTENGVSL TCLVKGEY PEDIAVEW ESNGOPENN YR TTPRVL OIS DGSFFLY STV S RINODGRY
FSOSVMHESLHNHYTORSUSLEPOR

Nerkan uenb knoxa 53 huA33-BsAb (H2L2) - huOKT3scFv (SEQ ID NO: 32)

PTG S AL TRV DR T T O ARG NV T WA YOO KPS SR TLIVL ASN RHTG VRS RFS GBSO RGT
EF T ISRV ORE OFA DY FOLGYW SYFLUTFG SO TRLETKR TVA AP SYFIFPPSDEQLE SG TASVVOLLRNFYPR
EARVOWIKVDNALOSGNSQESYTEQDSKD ST YSLESTLILSKADYEHKYYACEUTHQGLSSFYTKSFNR
GECTS NG GG OV OSERGVPERSLRLSCKA SEY TFTRY TMHWVRDARGRDLE
WIGYINFS RGYT NY NG KEKLRFT ISRON SKNTAFLOM O SLRPED TGVYFOARYY DOHYSLOYWE WHITRY
TS GGG GG GENGRa GG S GG R E G RaSDIOMT SIS S ASVEDRVTITCRASSSYRYM
YOO T PO APKRWIY DT SKLASGY P RFSG S GEG TOY TR T IS SLOPEDT ATYYCOQOWS SNPFTFGCHT
KLOITR
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Tsikenan uenb knoHa 56 huA33-BsAb (H2L2) (SEQ ID NO: 33)

EVCRVESGGGLV PGS HLBLSCAASRAFSTYDMEWIR (ARGKRLEWVATIS GGEESYTYYLLSWKGRFTE
SRONAKNSLYL QR i\E‘S FATDTAVYYCAPTTVWIRFAYROGOTIVTVESASTRGPEVTPLARSEX ST SGEGTA
AL VDY PP T W RS G AL SGVHT FRAVLO S SG LY M AWV TVRGESLG TUTYIOR VN HEFONTRY
PERVEPKSCDKTHTCPPCRARELLGGRGVTLF PRYPRODTIMISRTPEVTOVVV RV SHEDP VKPR WYVRG
YEVHNAKTRPREEDVASTYRVVEVLTY L%*Qi}\ VERGKEYKCAVENRALPARIEKTISBARGLDPREPOWYTLR
PR T N GV L T L N Y P I AV B W ES NGO PE RN YR TT PEVL DS DGOFRLY SELTV DK S RWQGGRY

FROSVMHEALNNHYTORGLRUEPGK

INerkana uenb knoHa 56 huA33-BsAb (H2L2) - huOKT3scFv (SEQ ID NO: 34)

DM TOSOSELS TS VG DRVTITCKASQ N VRTL VAW YOO KPGKS P TLIVLASN RETGVRSRFSIISGSGT
EFTLTISNVQPEDFADYFCLOYWSYRLTFOSGTR EIKRTVARPSVFIFRPSDEGLISC msc;\.e VOLLNNFYPR
ma\;%ww{w«xi(“«mmfwm SKDSTYELSSTLTL S RADYEKHKVYACEVTHOGL SS PV TKEFNR
GG S S ESOVOL VOB GO OV VCPGRE L RLSCKASGY TFTRY mw WYRGAPGROLE
WIGY &%psw“nmmxrxﬁ&r%*5\&{\;5&'\mm@%m;\wsx\w»g ARYYOOHYSLOYWEOGTHY
VS GAGEAGaGEA6A0SEa00SGEAGEGARaS SIGMTOAPSELRASVGDRVTITCRASEEVEYM
WY TR AR R IY DT SKLA GV PS RFS G S ASG TR YTFTIS SLQREDT ATYYOQQWR SNPFTRGOGT
KLOTTR
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Tsxenan uenb knoHa 57 huA33-BsAb (H2L2) (SEQ ID NO: 35)

PVHVESOOOLVEPEESLBLSCAASGFT RS TYDM OWVYRQAPS KRLEWVATISS GO SYTYYLUSYKERFY
EORDNAKNS DL OMNSL RAEDTAVY Y OAPTIVPRAYWGQGTIVT VS SASTRGROVFRLAPSOERTRGRETA
ALGCIVKDYFPERV TV BN GG AL T SGVHTFRPAVLQSEGLY GLE W TVP SR SLEGTOQTYICR YN HKPERTRY
CRRVE R QU DK THTCPPCRAPELLGGPSVFLFPPRRKD T MIGR TREVTOW VRV SHERREVE FNWYVDG
WEVHNAKTR RREEQYARTYRVVEIVLNDVLHGDWLRGEERCAVS RKALPAPT RN VIS KAKGOPREPQVYTLER
PEROELTRNOV ST L VEG Y PO DIAVEWES NGOPERNYKIT PRV DS DGEF RN G RIT VR S RIWQQGNY
FEUSYMREALHNRYTORSLELEPRGK

Nerxan uenu knoxa 57 huA33-BsAb (H2L2) - huOKT3scFv (SEQ ID NO: 36)

M TSNS LS TE U DY TIT O KA SN YR TV YOO PGRE PR TLIYLA SN R HTOVPSRFEGSGRAT
ST TSNP E OV ADYFCLO YW SYPLTFGS S TKLEIKR TVA ARSYFIF PPEDEQLK SGTASVVOLLNNS YR
REARYOWKY DRALY SONSOESVTEQDS KRS TY SLES TLTL SKADY EK HEYYACEY THQGLS SPYTK SFN
BOE TSNNSO GG GGG SOV OGSV PR SLELEOKA SEYTETRYTM HWVRGAPGEOL
EWIGYINP SRGYTNYNQEFK ORFTISRONS K NTARLOMES LRPEDTGVYFCARY YDOHY SLDYWGGGT
VTS S G G GGG AAAEGGA A e GGG A EAARSNIOMTO SPS SLEASVE DRV TITC SASRSVSY
MW OO T RO A PKRW YD TS LA SRV R S RF SR SGEG T DY TFTIS SLOPEDIATY YOQOWS SNPFTFROG
TRLOUTR
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Tsaxenan uenb huA33-huC825 (H2L2)

AMuHokucnomHas nocnedosamensHocms: (SEQ ID NO: 58)

EVQLVESCOG LR GER LR S ARE GRAFSTYRMIWVRQAR G L RLEWVATIS SO EEYTY YLDSVELARETISRDNAN NSLYL
N LR R A Y Y AR T TR R Y WRR AT LN TV S S S TKGREVF PLARPR SR T SO TARALGCLVE QYT PERVTYSWNSGAL
M TFRPAVLO S S L S BV T VR RS G T O T Y ICRVRME P SN TRV R RVEP U RO DR THTIPPURAPEL LG URSVRLFPR
B T M R T PR T AN R GHEDPEVE PRV G VEVHNAK TRP REEQPASTYRWEVLTVLHOQ DAL NG E EYKCKVENES
LPAPIEK T ISR AKG P RERQ VY TL PR SR ELTK NGV B LTTUVK G Y REDIAVEWE S NGQRERNYKTTPRVIDS DRRF FLYSRLY
VECSRWOQGNVFSUS VMR EALHNRYTRRRLSLEP G

MocnedosamensHocms k[JHK: (SEQ ID NO: 59)
RAGETROAGUT R THREAATUTEEIE GG RACTURTEAA GUCTE UG EUTCTUT GAGSUT S TUT TR TR U T Iy
OGO T A CCT AR ATS TCCTREE T RCES AT O U AR GAGACTESAAT S S TG RCCACAATITICTC
GGG T U A A A TaCCT GGACTCT GTEARG GBI G R T TEACTATCT LG Gal 8 ACRTIRR GRACHIITRT
ACCTGCAGAT RARACAGLCT OGS G CEAASCARCO S CETRTAITAT T AT QU CUATATTG T GH T GO T TOGCUTAY
FERAEEARAGEGUA LT OS T SAC L ETE T T CTGCT TCTACTARGHHUUCATCE RTINS
GARGEACCTCTEREESTATA IS GTE ASCTEIITS QTAAG AT TECCCEs
: N TAGGA

; TTEGOUA UGS GALCTRCATUTCURSCE T EARTLACAR GCCTA RUAA DAL LAAGETO G
SUASGARASTTRASCIIAAATCT TETES SRR ACTCACARCATSECTACCS TSUCEA SEAIITRAACTIITEEREEER LT

FTCARTOTTOOTOTTOCCOCCARRRCCCARGERCACTUTCATSATE T CCCRRATTTETRAGETUATAT I TORTOR YRS
ACETEAGCCATEASGACTITEAG G TCAAE T IEAACTEETARIG TG GACE UL TO BALETRCATART GUEAS GATAAA LK
GUBGHAGEABCAGTACGCOS LA S TALIL TR TGOS TECTCACCRTCOT RCACCAR AT R GUT GARTR GRS
GGAGTACASE TSRS CTCT AR CARAS LT AT CEA TS A G ARSRCERTCT A ARGUUARR G B HIA HLIT
CERAGARCOACAGETETACAIIO COATCCCGR GATGAGITEATTAA GRANCAGHTTASCOT RALCTROOTHRTCA
ASAGECTTOTETCLCAGSTRACATCHCGTRRARTERGATABIARTE G U BUTHE BAGARTAACTAT AR S ACCATGULTC
CETECTEEACTOUEACEEUTCUTTCT TCCTOTACAGLARGCT CALCETE GACAAGA AR ST O QAR TAG U EARCE T
TIOTCATEUTOCE TEATRCAT GARGEUTOT SCACAACTACTACAC SO REAR G AGCOTCTCICTE TOT UGG TARYK
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Nerkas uenb huA33-huC825 (H2L2)-huC825scFv

AmMuHokucnomHas nocnedosamensHocms: (SEQ ID NO: 60)
IHORETG SERTEVEDRRETITCRASGNYR TR YIRKSG KTUIYLASNENTOYRERFS
SYFCLGHWRYPLT FREGTRIEIRRTVAARSVE FPREDEQLK

SETEFTUTISNYGREDRR
S TARVWVCLARKNFYPREAKVOWEVIRALQR SRS GESYTRRRS
EDSTYSLSSTUTLIEADY YAV THGGL AP Y Ty S PR R G T A S GRS S C O R LG e SAMYRIVES G ORIVREGS
LBCAASGF R T Y SWHWYROAR GKE SN VDI R GO TAYNTALU IS RETIS RONSGKNTIVLOMRSL R AR DTAVY Y CARBGRYRY
N R A R R T Y T S B B S S S G G S S R B R G S B S S A S S BNV T OERELT VSRR STV TLTCES S TS AT A SNY
ANTRIHRGQUP RGLIGHHANEPELVPARFRGELL G R AT GAQPE D EARY FCAUW Y BLHWVIGRETRINAEG

MocnedoeamenbHocms kJHK: (SEQ ID NO: 61)
GROATTCARRT SACCCARTOUCASTCOTLLI ST CCALL

TGOS BACABAG T AT CACATECAR S S IO
. COTRATCTACCTEGCCTON AREARAL
LT OOAG AT TOTCORGUTOTS AT RALCATO TOOAATG TECARCOL GRS
AT TOGCEGAL TACT TO TE TE TEURADALTRETES : CACCAAGUTHRARATC ARG ARE
T RGCCGE T oo T OO G T T AT O T TC AT T T G A SAS AR T G AR S TOC GG ACCRU T TCT G TL S TRTGOCTSLTS
AACAACT T TR T OO RO e AS SRR G TR AR TEOAR BT O SAT AR ACCC TE A R TR SR RRE TCCCAR G ARTLOATS
ACCHASDAGRRLTCOAAG GACAGOACE TR ARDC TR TCC TU TACCO THALDO TR TCCAAB SUC AT TACHA BAAGCATARS
BTG TARA U TOUG AT RATTCA L0 G R G O TR T O TA G OO ST AR ARG T T TTOA A CORARE ARG TRCALTABTS 60
GOCSHAG GATETRSO CEAGETER ARG THE G GHASL GOERATC TUATE TCCABD TH ETHRGASASC GHAS CORENITHETRD
AT BN G S AT T T A A T T T TS TS S A GO S T T T TS A UGS T TR T EROS TECACTO GO TOUSATA S
T EUA ARG T S AR T SO O TS S SA BT RAT T TOGAGT SO0 G U AR ALAC L GO TACAAC AL S CCCTRATOTCOORET
A T A GG AT AR T ARG AR A O TS TAC TH A AT C AR TEO O TROG S S CC GA B HAC ALC SO T TR TAST
AT RS UCASACR S S B0 T TGO TA AR T AT TS AT T T RE S TEC S ECACCC TCE T RANRATE TC TARC G UA G
SRR T T TG GNO S GG T TG TS A TC A TE G T TCUS G G N TR TR OO TO T RS TR RO S G TS AT TUTSSORGTRG
AT T DA G TE TR TS AN LA G S A AT LU TSACT G TE TUTUO TGO S BAA CUSTEALCCTRARDTH DG &
ACTUSCRCTET 3 ' BEACUAGAAALLT RS ACATTOUO U TRERG S TCTHAT

JENEN

i\‘e\.

]

AREBLTREGOCART T | 42
CLACARTAACAGACTTDEAGGEOR Y GUCAGCOS ST TUTITEERTCTCTECT BRSO BARR & GCUEITCTRATACTRATG
TECTCAHOT QGAGEATHAT TGS FTACTARCT GTEUCOTE T R TAUT R CCACTERRTCAT TR CAG LG G RATTAA LY
GARCLHTRITERGR
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Tsikenan uens huA33-mC825 (H2L2) (SEQ ID NO: 62)

VI VESGOGLVEPOGS LRLSCAASGRAF ST YDMBW VR QAPGKBLEWVATISSOOSYTYYLR EVRGRFT]
SRORAKNSUY LML RS I TR Y YCARTIVWPRAYWGRGTIVTVE SASTHGREVFFLAPLR GRS TESRGTA
ALBCIVHDYFPERVTVOWNSGALT SRVHTFPAVLQSEGLY SLEBWTVPES QLG TRTYICN VR HKPLNTRY
RV PR SO DK THTCP POPAPE LL GO P SR PR P D TLMISRTPEVTOWY IV SHETREVEFR WOVDG
VEVHNAKTH PREBQYASTYRVVSVITVLHGDWLKNGEEYRURVENKALPAMEKTIGRARNGRPREPOVYTLR
POROELTENGYSLICIVKGRY P DIAVEWESNGUPENNYKITPPVLD SUGEFFIVERKLT VDN SRWQQGNY
FRUSYMHEALMNMHYTGRSLSLEPGK

Nerkan uenb huA33-mC825 (H2L2)-mC825scFv (SEQ ID NO: 63)

M TSR LA TS Y DRV T T TR A SN VR T VY AW YO PG RSP TLIYLASK RNTG VPR RFRGSGEGT
EFTLT ISRV OPE DA DY LR W SY PLTFG SO TKLEIKR TV AAP SYFIFPRSDEDLKS B TASYVILLNRFYRPR
E ARV DN AL S NSQES Y TEO DS DS TYSLE STUTL SKADYERHKVYACEVTROGLES PV TKGFNR
GECTRGOGGEAAaA S GG EEHVKLGE SOV PSOSL B TOTVSOFSLTI YOV HWVRO SPEKGLEW
LV IWEGOGTAN TALT S RL AT RDNS KN OVFLEMRS LOAED TAM YO AR RGRYPYNYFRAWGOSTIVT
VSRR R R R R R AR R R R R R R A R R R R AR R R R AV IQES ALTT PROETVTLTUGE R TRAVTAGNY
ANWYOEKRDHCFTRUGGR NN BPPGYPARF SGOLIGIN AALTIAG TOT EDEATYFUALWY SDRIWVIGSS
TOLTVLG
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B NPUCYTCTBUM 3Tana BBeAEHUA
25 D oGecneunBaloLLero knupeHc areHra (62,5

MKT)

. B OTCYTCBME 3Tana BBeAeHUA
oGecneynBaloLLero KIIMpeHc areHTa
(HanonHuTenb, NpeacTaBNAKLWMIA cCOBON
corneBoW pacTBOp)
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